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KPATKA XAPAKTEPUCTHKA HA TPOXYKTA

1. IME HA JIEKAPCTBEHIZA ITPOAVKT

KJIOMUIOT'PEJ CTAJIA 75 mg (]1:::11(\111[)511111 Tagaer

CLOPIDOGREL STADA 75 mg film-coated tablets

2. KAYECTBEH 1 KOJMYECTBEH ChCTAB
Beaxa gunvmupana TabneTka ceIBpiKa 75 mg KTOMHAOTPET,

IToMoUHH BeeCcTBa: 5 mg PULHHOBO Maclio, Xxuaporenupano, 177, 36 mg nakroza u 1,2 mg
Oy THIIXHAPOKCHAHH30,
3a NBJIHKA CMMCEHK HA TOMOILHHUTE BEIIECTBA, B, ToUKa 6.1,

3. JEKAPCTBEHA ®OPMA
OunMHpaHa TabHeTKa

Knominorpen CTAZA 75 mg ¢uamupany TabneTkH ca 4epBeHUKABY, KPBITIH GUAMHpaHH
TabNeTKH.

4. KJIHNHHUYHHA JAHHH
4.1 TepaneBTHIHH OKAIARHA
Knormunorpen e nokasas 3a rpe/aspaie oT aTepoTpoMOOTHYHHTE HHLIMICHTH NpH:

»

U3NLAHNTERHA ATEHLIAA NO SIEKAPCTBATA

Kpamxa Xapakmepuemuka Ha hpogyxma - ﬁpmomewe 1

Kum Pez, Ne _'Q?W/MQ/Z?

Paapauisntio Ne /;,’ ?ﬁé’z 7/, 16, 03, 2000
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MaupenTty ¢ aHamMHe3a 38 MEOKAPIEH HHAAPKT (OT HAKONKO JHY JO 35 IHM), HCXEMHUHEH
nHeynT (0T 7-MHA JIeH 10 6-THS MeCel) WK YCTAHOREHO NMepu(pepHO apTepHaliHO

sabongeage.
ITalyenTi ¢ 0CTHP KOPOHAPEH CHHAPOM:

- 0es enepanus Ha ST-cermenTa (HecTabITHA CTCHOKAPANS HITH MUOKAPIEH
nrdapkr Gez Q-3p0eLy), BIUTIOUHTENHO ALMEHTH ¢ NOCTABSH CTEHI, CeH
OMepalHs Ha ChPLETo, B KOMGHHALMA ¢ aneTHncanuuunoea kucennya (ACK),

- MuhapkT Ha MHOKapaa ¢ enenaryd Ha ST-cermenTa, B KomOuHanus ¢ ACK rpu
MENMKAMEHTOZHO JISKYBAHH TIAHESHTH, 32 KOWTO € TIOHXOMIIA

Tpomﬁomrmqﬂa'ra TOpanI.

3a DONBIHHTETHA HEDOPMALKS BHK TouKa 5.1,

4.2 Josnposra 0 HAYMHH HA XPHIOKeHNe

Bmpac*mn M ITAUHeHTH B CTApYecia BhapacT

Knomunorpen tpsafra Ja ¢e NIPHAATA KATO SXHHHYHA JHERHA 038 0T 75 mg ebe wnm fe3 xpana.

[IpH mauHenTy ¢ OCTHD KOPOHAPEH CHHAPOM

Octip kopoHapeH cuHIpon Ges enesatms Ha ST-cermenra (HecTabitHa CTEHOKAPINA
Wi Muokapies nudaprr Ges Q-znber): Jevennero ¢ kiomuporpen Tpadpa ga sanovne ¢
SAMHHYHA HATOBapeaa Aosa oT 300 mg, cirel KOeTo NPOABIKABA ChC 75 Mg BERHEXK
nresno (¢ ACK 75 mg-325 mg nuesno). Toit karo no-sucoxnre posu na ACK ce
CRBP3BAT ¢ YBIHYCHHS PHCK OT KhpBeHe, ce nperopsusa fosata Ha ACK ja we
npesuinasa 100 mg. ONTHMATHATA NPONBIDKUTEIHOCT HA AEYEHHETO HE € OHLIHATHO
yeraHoseHa. [JaHHETe OT KIHHAYHATE IIPOYHEAHHS CA B TIOJKpena Ha yriotpebara Ha

KIormHuorpen ao 12 Mecena, kato MaxeuMaien edext ce HaGnIoIaEa Ha 3-Ha M

(BHK TOUKa 5,1).

Ocrbp HEbapKT HA MHOKapHa ¢ enepauust Ha ST-cermenra: Knonwporp
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HaToBapsamia 1034 € 300 mg, B KOMOHHANNA ¢ ANCTHNCANUITHIOBA KHCENHHA WITH ¢
apyru TpoMGosuTHy. Ilpr nanuenTH Hag 75 rOAMHY TepanuAaTa ¢ KIOMUKorpen Tpaoea
Ila 3amouHe Ge3 HaTosappama Joza. KomOuHupana Tepanust TpsGBa Aa ce 3amovHe,
KOJIKOTO € BB3MOKHO T10-PaHo, CIIE/ ITIOABABAHE Ha CUMITTOMUTE U Ja NPOABIDKH NOHE
yeTHpl ceamuuy. He e qokazana nonsara oT koMOuHanusTa Ha xiomegorpen ¢ ACK za
HEPUOA TIO-ABITBT OT YETHPH CEIMHLI MPH TE3H YCHOBHSL.
. dapMaKOKHHETHKA

Crerosuve Ha no-cnab MetaGomuzupam edext Ha CYP2C19 soau 1o no-cinab KMHHUUEH

OTrOBOP KBEM JIEUEHKETO ¢ KIonyaorpen. Tpadea fa ce onpeneny ONITHMATHHS NO30B PEIKUM 33

MaNMeHTH, KOHTO ca no-cnaGi MetalonH3aTopH.

= MennaTpuas IALHAESHTH
besonacHocTTa 1 eHXACHOCTTA Ha KJIOHHIOTPEN He € A00pe NpoyUueHa H YCTAHOBEHA Npu Aella
Ii TOJPACTBALLIH.

" Hapymena 6n6peuna GyHxuus
Hsama pocrarsyeH TeparleBTHHEH OnuT [IPH MalHeHTH ¢ HapymeHa O0sbpetHa QyHKIms (BHxKTE
Touka 4.4},

. Hapymiena uepHoapobHa (yHKUHA
KOTHHUYHHAT OTHT NPH IAIMEHTH ¢ YMEPEHO YepHOIpoOHO YEpexKIaHe, KOHTO MOke Jia UMAT
XEeMOpAarutHa uaresa e orpaHuyeH (BIDK Touka 4.4).

4.3 IIpoTBOMOKAIANHA

» CBPBXUYBCTBHTENHOCT KBM AKTHBHOTO BEIIECTBO HIH HAKOE OT IIOMOLHHTE BELIeCTRa.
+ Texxko uepHOApPOOHO yBpesKAaHe.

* AKTHBHO TIATONOTHYHO KBPBEHE KATO MENTHYHA 513BA MITH HHTPAKPAHHAITHA XEMOPATHL.

4.4 Cnenma Hn npexynpesIenist i NPEINAZHn Mepry npH ynorpeda
Tlopazs pucK OT KbPREHE H XeMATOAOTHHYHHA HexKeNaHH JeKaApCTBeHH peakiyy, BeIuara Tpabea
Jia ce B3eMe IPENRH OFIPENENSIHETO HA KPBBHATA XapTHHA H/HAN APYTH NOAXOMAIH
HACHERAHMS, B CIYUali HA NOSBRA HA KIMHMYHA CHMITTOMH, HACOUBAMIH KEM KbPBEHE 0 RpeMe
Ha nevenneTo (srok Touxa 4.8). ITomofHo Ha Npyrd aHTHTPOMOOTHUHM aredTH, KIONHAOTPE
TPAGBA @ ce MPHNAra ¢ BHUMAHKME NPU MALMSHTH, KOHTO MOXKE A ¢a HANOKESHH Ha OrFACHOCT OT
VCHICHD KBPBEHE MOPALA TPABMA, XHPYPIHYHA HATEPREHLMS WM JAPYIH TATONOIHYHHA
CHOTOSHISL M NPH nanuenTH aekyeani ¢ ACK, HecTepoHAHK NPOTHBORB3MANHTENHN CPEACTRA,
BrmounTenHO Cox — 2 uHxuburopy, xenapuu, rmokonpotern 11b/Illa auxuburopy niw
rpomBomrui, Taguenrare Tpaboa xa Gpaar BHAMATENHO HAGITIONABAHE 38 NPUIHALKA HA
KBPBEHE, BRIHOUHTEIHO B OKYITHO KEPBEHE, 0C0BeH0 Ipes MbPRHTE CeOMHIN HA JI@UeHHETO
WY CHel MHBABHBHY KAPAHONOIHHHEN NPONeLYPH WIK Xupyprig, EnHoppeMeHHOTO
NPHITOKEHHE HA KIOTIHIOrpesn ¢ papthapiH He ce IPenoprura, Thi KATO MOKe Ja YREIHIH
HHTeHSHEHOCTTA HA KbpBeHe (B Touka 4.5).

AKO NaUWeATHT MO HA INAHOBA OTIEPALUN M AHTHATPEraHTHHAT eQEKT He e HYIKeH,
Knonugorpen Tpadpa Ka ce cnpe 7 MHH Mpean XHpYpruata. KIonMaorpen yas/bkasa BpemMeTo Ha
KBPBEHE 1 TPAGBA JIa ce NPHIAra ¢ BHAMAHEHE FIPH TALHEHTH, KOMTO HMAT YBPEeKIEHIS, CKITOHHK
KBM KhpReHe (CeHanHo FaCcTPOHHTECTHHANHY M BETPEOUHI),

[Maupenrare Tpadea na GpIAT YBENOMEHH, Ye BPEMETO 32 CITHPEKE HA KEPBEHETO €
NPONBILKHTENHO OT 00IMaiHOTO MPH JeHeHHE ¢ KIOIHAOTPEN (CaMOCTOATENHO B
komGruauus ¢ ACK), a Te ot cBost crpana Tpsabpa na HHPOPMEpAT CBOS JteKap
HeoOHualiHo KepBeye (JTOKAMH3AUMES HIIH NPOABIIKHTENHOCT),
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Crnyuan Ha TpomGoTHYHA TpombouHTonennuna myprmypa (TTII) ca foknajBaHH MHOTO PAZKO
cren ynortpefa Ha KIONHAOrpen, MOHAKOra | cilef KpaTKOTPakHo AedeHue. XapakTepH3Hpa ce ¢
TpoMOOLHUTONEHH] H MHKPOAHTHONATHYHA XeMOIHMTHYHA aHeMUsL, IPUAPY:keHa C HEBPONOTHYHH
usMeHeHuA, GuOpeuna pacdynimst unn Gebpunurer. TTII e creronnne, H3HCKBaO OEP30
NeueHue, BRIOYBALIY asMadepesa.

IMopa TUNCa Ha JaHHH, KAOHAOTPEN He Ce IPENopBYBa TIPH OCThP UCXEMIIeH HHCYAT f1pes
IBpBUTE 7 JHH.

B®3 0cHOBa Ha JMTEepaTypHH aHHU, MTALHEHTH ¢ TeHeTHYHO HaManena gyHkuusa va CYP2C19
HMAT T10-HUCKA eKCTIO3NIHS KbM aKTHBHUSA MeTaGOoNHT Ha KHONMAOTPEsl H TIOHPUKEH
AHTHTPOMOOTHYEH OTrOBOP H KaTO LUIO NIOKa3BaT MO-BHCOK PUCK cliel peKapaH HHDapKT Ha
MHOKapAa, OTKOAKOTO MPH NaLpeHTH ¢ HopManHa ¢gyHkuus Ha CYP2C19 (Bwxk Touxa 5.2).

Taif kaTo wiomamorpen ce Metabommupa HyacTHuHo 0T CYP2C19 1o 0CHOBRHHS CH MeTabOosuT,
yroTpedaTa Ha JleKapeTBa, KOUTO HHXUOHPAT akTHBHOCTTa HA TO3H €H3KM BOOH A0 ITOHIKEHH
HUBA Ha aKTHRHHUS MeTAabONT Ha KIIOMHAOFPEN U CIASIORATENHO N0 HAMAJIeHa TepaneRTHIHA
edukacHocT. He Tpsabpa Aa ce ponycka eHOBPEMEHHOTO NIPHIICIKEHHE HA JICKAPCTBEHN
NpOIyKTH, Kouro HAXHOHpaT CYP2C19 (Brax Touka 4.5 3a criveska Ha CYP2C19 unxuburopw,
CBILO TaKa 1 Touka 5.2). Borpekn, ye nokasarencreara 3a CYP2C19 unxuburopu ce pasnHyaBar
OT UENUs Kac Ha HHXHOMTOpHTE Ha IPOTOHHATA [IOMIA, KTHHHYHNHTE IPOYYBAHUS JOKa3BaT
B3AMMOJEHCTBHE MEXAY KIOMHIOrPen H BEPOSTHO BCHUKY NPEICTABHTENH HA TO3H KJiac.
Citerorartenno, TpsabBa na ce n3Gsrea eXHOBpeMEHHOTO NPHIoKEHHE ¢ HHXUGHTOPY Ha
NPOTOHHATA NOMIA, OCBEH aKo He € H3KIIOUHTENHO Heobxoaumo. Hama nokazaTesncTro, ye npyru
FEeKapcTBa, KOHTO HAMANIABAT CTAMAIlHATA KUCENHHHOCT, KakeuTo ca H2 Gioxepute nu
AHTHALIWAH BIUAAT RBPXY AHTHTPOMOOTHYHATA AKTHRHOCT Ha KNOWHIOTPEI.

TepaneRTHUHHST ONUT NPH NalHeHTH ¢ 0b0peuHn 3abonapanus e orpaHnyeH. C NpH TaKHBa
GoNHI KNONKOOrPeN ce TIpHIara ¢ RHHMaHue (BIDK Touka 4.2).

OmuTBT € OrpaHiyeH NpH SONTHI ¢ YMEPEHO H3pa3eHO YepHOApoOHO 3ab0MaBaHe, KOWTO MOTAT 1a
HMAT XeMoparyuHa fuatesa. I[To Tasu npuynna konuaorpen Tpaba ce NpHiara ¢ BHHMaHHe pH
TA3H TONyAayg (BIoK Touka 4,2).

To3u NeKapCTReH MPOAYKT ChABKA NakTo3a, [Tannenrr ¢ peKH HAcHeNICTREHH MPOONEMH Ha
rajaKkTo3Ha HEeMOHOCKMOCT, Lapp JakTasHa HeIOCTATEYHOCT MM [VTIOKO30-TANAKTO3Ha
magabcopOuns, He TpAOBaA Aa MpHeMaT TOBA JiekapeTBo. To3u AeKapeTBEH MPOIYKT ChABPIKA
PHLIHHOBO MACJIO, XHIPOTEHHPAHO,KOETO MOKe [a NPeAH3BHKa CTOMALIHO Pa3CTpoiicTBO MK
IUapus.

4.5 BsanmopeiicTBHe ¢ JApYrH JeKApPCTBeHH NPOAYKTH H ApyrHa ¢opmMH Ha
B3aEMogciicTBHE

Iepopanun aHHKOATYJIAHTH! €AHOBPEMEHHOTO MPHACKEHHE HA KIOMHIOTPEN ¢ NEPOPATHH
AHTUKOATYTAHTH HE Ce TIPENOPhYBa, Thit KATO MOMKE Jla YBENHUH WHTEHIHBHOCTTA Ha KbPBEHE
(BioK TouKa 4.4).

Tmoxonporenn IBJITa nuxaéuropn: knonuaorpen TPAOBa ce npyuiara ¢ BHUMaHEE I

xnpypmqﬂa HHTEPBCHLUHA HJTH OPYFH IMaTOIIOTHTHH ChCeTOAHNMS, KOTATO IPHEMAT
riroxormpotenn [1 b/llla uaxnburopy (BEoK Touka 4.4).




Anetaacammirora kacesnHa {(ACK): ACK He npomeHs kionuaorpen-mMeauupasara
uuxubunasg Ha AJP-HEAymHpanaTa TPOMOOLMTHA arperalis, HO KAOMUaorpet yeHea edexra
Ha ACK Bppxy xonareH-unaylHpaHarta TpoMOOLIUTHA arperanus. EnnospeMeHHOTO MpHIOKeHHE
Ha 500 mg ACK meykpaTHO JHEBHO 38 ¢AUH AeH obave, He YABDKABA 3HAYNTENHO BPEMETO Ha
KbpBeHe, TIPeJU3BHKAHO OT JIEUSHHETO C KIOMHAOrpel. BB3MOMKHO € (JapMakoIHHAMHYHO
B3AMMOEHCTRHE Mexny xomunorpen 1 ACK, koeTo yRenuuyaBa pucka oT KbPBEHE.
CrnenoBaTesiso, eHOBPeMEHHATA UM YIIOTpeDa ¢TaBa ¢ IOBULUIEHO BHUMAaHHE (BInK To4ka 4.4).
Brnpexu Tora knonugorpen 1 ACK ca npunarani elHOBpEMEHHO RO eJHA TOAWHA (BHXK TOUKA
5.1).

Xemapun: B KIIMHHYHO NpOyYBaHE IPH 3APABH X0Opa KITOTIMAOTPEN He HAJIOKH NPOMsHa Ha
J1034Ta Ha XeTlapyuHa, HUTO [IPOMEHH eheKTa My BEpXY Koarynauuarta. EnnospeMeHHOTO
MIPUIIOXKEHHE ¢ XeNapHH HAMale eeKT BhpXY NOTHCKaHeTO Ha TPOMOOLIHTHATA arperauus
HPEAU3BHKAHO OT KSIOIHRoTrpe. BE3MOKHO € (hapMaKoIMHAMITYHO B3alMOAeiiCTBHE MEKIY
KNONUAOTPENT ¥ XENapHH, KOSTO YBENHUaBa pHCka OT KbpBeHe, CleflopatenHo, eHOBPeMEHHATA
KM ynoTpeba cTaBa ¢ NNOBHIICHO BHUMaKKe (BIDK Touka 4.4).

TpomGosaTHIH: Oe30MACTHOCTTA OT EAHOBPEMEHHO TIPHIAraHe Ha KIIOMHAOrpen, (puopHH-
crienuyuer WK GUOpUH HecrreUGUIeH TPOMOONUTHYEH areHT ¥ XenmapyH Oellle oleHeHa IpH
MALHEeHTH C MpeceH MAoKapaeH HHpapkT. YecToTara Ha KIHHHYHO 3HAUHMOTO KbpBeHe Oemme
CXOIHA Ha Ta3H, HAGMIOaBaHa [IPH SXHOBPEMEHHO NPUIIOIKEHIE Ha TPpOMOOUTHIESH areHT
xerapuH ¢ ACK (Brok Touka 4.4.).

Hecreponmun nporaposp3nanntesan cpexcrsa (HCTIBC): B KNTUHAYHO NPOYUBAHE
NPOBEAEHO IIPH 3APABH TOGPOROILH, eHOBPEMEHHOTO NPHWIOKEHHE HA KNOMHIOTPEN U
HAMpOKCEH YBERHYH OKYNTHHTE IacTPOHHTECTHHANHH KpEBo3aryOH. [lopany nunca Ha
npoyusanmns 2a ezaumoneticteus ¢ apyru HCIIBC ofave, moHACTOsIEM HE © SICHO JANH HMa
YBERHYARA PHCKA OT PACTPOMHTECTHHANHO KbpaeHe ¢ Bewukd HCTIBC, Cneposarenno HCIIBC,
BRTIOURTENHO H COX-2 MHXHOHTOPH B KIOTHAOIPEN TPAORa Ia ce IPHIATaT eNHORPEMEHHO ¢
BHuMante (B Touka 4.4).

JIPyro chUBTCTBALLO JEHeHNE:

Toit kKato KAOTMEOTPeN ce MeTaGoNu3Hpa IO aKTHBHUA Cf MeTaboNmT wactagro upes CYP2C19,
MPHIIOIKEHHETO HA IPYIH JIEKAPCTER, KOUTO WHXHOMPAT aXTHEHOCTTA HA TOZH SHIMM BOJM JIO
MOHIDKEHH HUBA HA AKTHBHUY MeTaloNMHMT HA KNONUIOrpen ¥ HaMansIBaHe HA KNMHAUNATA
etexraprocT, Tpsadea na ce m30ArEa eNHOBPEMEHHOTO MPHIIMKEHYE HA JEKAPCTREHN IPOAYKTH,
xonto nuxubupar CYP2C19 (ruxre roska 4.4 1 1.5.2),

Jlekaporesenure nponykTH, konro HExubHpar CYP2C19 BRMOYBAT OMENPAZON H ECOMETIPAZOI,
drysorcaMuH, GIYOKCETHH, MOKAOGEMIT, BOPHKOHAZ0M, (WIYKOHAZON, THRAOTIHAMH,
LHNPOIIOKCALMH, UMETHANH, KapGamMazenum, okckapbamMazeruM i XJopaMPeHHKO.

HrxnbuTops Ha NMPOTOHHATA HOMITA
Brripexy, we goxasarencreara 3a CYP2C19 waxuburopit ce pasiHvagaT 0T LETHA KNac Ha

HHXHﬁHTOpHT@ Ha NMPOTOHHATA NOMa, KITHHHYHATE NPOYYBAHAL JOKasBaT BIaEMOneHcTEHe
MENTY KNOTIINOTPEN K BEPOATHO BCHYKH IIPEACTABHTENN HA TOIH KJTac, 3aTora 'I‘pﬁGBa Jace
u3barea CAHOBPEMEHHOTO TIRHTOIKEHHE HA KNOMAJOTPET ¢ HHXHﬁH’TOpH Ha NPOTOHHATA TOMTIA,
OCEeH aKko He ¢ abcomoTHo neobxopumo, Hama rokasarencTeo, ve JApyry nexapceTaa, KOATO
HAMAITYBAT CTAMAIIHATA KHCETTHHHOCT, KAKBHTO ¢a H2 6nox<epm’e HITH QHTAAITHITH BT i
aHTH'TpOMGOTI‘l"IHaT& AKTHBHOCT B KIOMHIOTpEen.,




Tonsam Gpoit WIMHHYHY NTPOYYBAHHS Ca NTPOBENEHH ¢ KITOMUAOTPER M APYTH CHITBTCTRAIIK
FIEKAPCTREHH TIPORYKTH, 3a J]a C& M3CNIEeBaT BH3MOKHUTE (apMaKOnUHAMHYHY 1
(dapMakoKHHeTHUHH B3auMogelicTeus. He ca nabmomaBann 3HauuMH hapMakoJHHAMUYHH
B3AUMOINEHCTBHIA, KOTaTO KNOTHAOTPEN € MPHIIATaH 3a€HO ¢ aTeHONON, HU(EIHITHH HIH H ¢
nBaTa- aTeHoNon u Hudenunuy. OcBeH TOBa, PapMakOJHHAMHYHATA aKTHBHOCT Ha KJIOIIAOT el
He Ce TOBJTHARA 3HAYUTE/HO OT eJHOBPEMEHHOTO NMPHIIoKEHHE Ha (heHoOApGUTAN, THMETHANH
HIIA €CTPOreH.

PapMaKOKMHETHKATA HA AUTOKCHH W TEO(HANH He ce TIPOMEHS OT SIHOBPEMEHHOTO HM
MpUIIOMKEHHe ¢ KIOTHIOorpeN. AHTHALMINTE He IPOMEHST CTeneHTa Ha abcopbiua Ha
KAOMHUACTPE]T.

JIaHHUTE OT [POYURAHKS ¢ YORELIKH YSPHOAPOOHN MHKPO3OMH ITIOKa3BaT, Ye KapOoKCHIoBaTa
KHCENHHa, MeTabOIUT Ha KIOHHIOorpena 64 MOIUIa 1a WHXHOUpa aKTHBHOCTTA HA LIUTOXPOM
P4502C9. Topa 6u MOIJIO Na JOBeAe A0 MOBHUINEHH IIIa3MEHH HHBA HA JIEKAPCTRA KATO
tperuroun, Tonbyramug u HCIIBC, xouto ce metabonzupat upes cpiuud yuroxpom P4502C9.
Hannn or npoyueanero CAPRIE nokaspat,ue deHUTOHH M TONOYTaMUL G€301IacHO MOTAT Ja ce
TIPHNIATAT YCHOPEAHO ¢ KJIOTHAOTPe.

OceeH HH(OPMALHATA 33 CIIENHHYHIITE IEKAPCTBEHH B2aUMOASHCTRHA, IPEACTABEHA TI0-TOpE,
NpOYYBaKA 32 B3aHMOAeIfCTRHE NPH eNHOBPeMEeHHATA YNIOTpeba Ha KAOMUEOTPeN H HIKOH
IOPYTH NeKapcTBa MPH NALHEHTH ¢ aTepoTPOMOOTHYHH 3a00/IABAHIS HE CA MPOBEHKIAHH.
[ManuerTrTe, YY4aCcTBANA B KITHHUYHATE NPOYUBAHHS ¢ KITOMHAOrPEN ofade, Moiyqapaxa roism
Opoii CBIBTCTRALLE MeJHKaMeHTH, BKITIOYBALIH JuypeTHiH, Geta 6imokepn, ACE nuxuburopu,
KaITLHERH aHTATOHHCTH, XOJIECTEPON NMOHMMABALIM MEIUKAMEHTH, KOPOHAPHH Ba30MITATATOPH,
AHTHAMAGEeTHHUHY CpeicTBa (BKIIOYATENHO HHCYIRH), aHTHeNunentiuy cpeacrea u GPIIb/IIa
AHTATOHHCTH 0e3 JIOKazaTeNncTBa 34 KITHHHYHO 3HAYHMH B3aHMOJIEHCTRHA.

4.6 BpemennocT 1 KbpMeHe

« Bpenmennoct

TTopaam murica Ha KIHHYHE JAHHH 38 €KCTIO3UIML Ha OpeMeHHT, 3a TIPEANOYHTAHE © Aa He Ce
M2TIONZBR KIOPHAOIPEI IO BpeMe Ha GPEeMEHHOCT KaTO MpeinasHa MapKa. ExcriepaMenTannmTe
MPOYHBAHMS TIPU JKHBOTHH HE NOKA3BAT IPIKO [IIH HETIPAKO BPELHO Bb3JEHCTBIE BBPXY
GpeMeHHoCTTa, eMOPHOHANHOTY/PeTATHO PASBHTHE, PAKIAHETO HITT IIOCTHATANHOTO paspurhe(
BIGK TOuKa 5.3).

He e m3pecTHO Jad KIOMHAOTPEN ce eKCKPeTHPa B JoBelKoTo Mistko. Ipoyusanuara npu
IKHBOTHI JOKAZBAT SKCKPELELITA Ha KIOMHZOIPeN B kbpMaTa. Kato rpesasHa Mspka,
KhpMEHeTO TpaGBa 14 cripe 110 BPpeMe Ha AeYeHNe ¢ KIOTHIorpel.

4.7 EderTn pppxy cnocodnocrra 3a modnupame n padora ¢ MAIMHN
Knomaaorpen He [oBIEIsa WM TOBIHABA Nperedpemiamo crocobrooTrra 3a modupane u pabora
¢ MAILHHK,

4.8 Hewenann nexapereenn pearuu QNNUT o1 KANHEYHY NPOYIRAHI
besoracHoCTTA Ha KIONHAOTPEN € oLeHeHa ripi noBeye oT 42 000 naumeHTa, KOMTO ca
YYACTBAIH B RIIHHHYHE NPOYYBaHH, 0T Kouto oxono 9 000 ca rexypann 3a I rojusa svH
rioseve. KHHHYHO 0G0CHOBAHHTE HEKEMaHH JIEKAPCTBEHN PEaKUKH, HAGNFONABAHH B
npoyuranusta CAPRIE, CURE, CLARITY 1 COMMIT ca neznoxenu no-gomy, Kir
75 mg/nuesno Geie noSpe noHecen B cpaienne ¢ ACK 325 mg/muenno & npoyus
CAPRIE, ge3aBicHMO OT BB3PACT, oM W paca, QCBeH OMMTa OT KITHHAYHETE
CMOHTAHHC JOKNIAIBANN HeHKeTaHH IeKapCTESHH PeaKLui.




KepBereTo e Hali-uecTo NOKIafABAHATA peakus H NPH WIHHHYHY IPpOYIBaHHsA, H NPH
MOCTMAPKETHHIOR OITHT.

B CAPRIE. npu nmauuenTH neKyBanu ¢ kaomanorpes v ¢ ACK obinaTa yecToTaTa Ha KbpBeHe
Bewe 9,3%. UectoTara Ha TeskkuTe ciyudan Oemte 1,4% ¢ wionumorpen u 1,6 ¢ ACK.

INpu CURE wecroTaTa Ha TeXKHTE Cydan Ha kbpeeHe 3a knomnorpesn +ACK 6sxa poso-
sapucuma ot ACK (< 100 mg: 2,6%; 100-200 mg: 3,5%; > 200 mg: 4,9%) xakto Gelne yecTorara
Ha TEeHKATE CIyuad Ha xbpeeHe npy mranebo+ACK (< 100 mg: 2,0%; 100-200 mg: 2.3%:; > 200
mg: 4,0%).

PHCKBT OT KbPEEHE (3KMBTO3aCTpallaBalo, MaCHBHO, cllabo, IPYrH BHAOBE) HaMalls B XOZa Ha
npoyusaueto: 0-1 Mecew [knonmunorpen: 599/6259 (9,6%); mnauebo: 413/6303 (6,6%)], 1-3
mecena [kaomuporpen: 276/6123 (4,5%); nnaue6o: 144/6168 (2,3%)], 3-6 mecey [knonuaorpemn:
228/6037 (3.8%); nnaue6o: 99/6048 (1,6%)], 6-9 mecena [xkronumorpen: 162/5005 (3,2%);
mnavebo: 74/4972 (1,5%)], 9-12 mecena [knomaxorpes: 73/3841 (1,9%); nnauebo: 40/3844
(1,0%)]

He ce nabnrofasaiue o-rojsm Opoii Ha Cy4an Ha MaCHBHO KbpBEHe B Npe3 IbPBUTe 7 THH Clef
xopoHapeH Galimac NpH NalMeHTH CIPENTH TeparuaTa Mopeyve oF NeT AHH NPeAH onepanuaTa
(4,4% xnonuporpen+ACK cnpsamo 5,3% rmane6o+ACK). Tpn nanuenTs, ocTaHant Ha Tepanus
B NpoxsIUKeHHe 5 THH Mpeau KopoHapHus Oaifnac, nponenTa Oeme 9,6% za knonuporpent+ACK,
H 6,3% 3a mnauebo+ACK

TIpn CLARITY karo usno uMa HapacTBaHe Ha cllydauTe Ha KbpBEHE [IpH [pynaTa Ha
knomuporpen + ACK (17,4%) cnpsamo rpynarta nnaue6o + ACK (12,9%). YecroTaTa Ha KbpBeHE
¢ cxonHa Mexxny rpynute (1,3 % cnpamo 1,1 % 3a xnomugorpen +ACK u 3a nianebo +ACK
Tpyma, ¢b0oTBETHO). TOBA @ MOCHENOBATENHO TIPU BCHUKH CYyOTPYNH OT NALMeHTH, ONpeeNeHu
Ype3 OCHOBHH XapPaKTePHCTHKH U BUA HA (GHOPHHONMTHYHA UMK XEITAPHHOBA TEPALIHS.

TIpu COMMIT, kato wano crenenrta Ha HellepeGpanHO KbpBeHe WK LepeOpanHo KbpBEHE e
Hlicka W cxomua B aeete rpynH (0,6 % crpamo 0,5% npu knomaporpen + ACK u nnauebo
+ACK.cBOTBETHO).

Hesxenamure slekapcTBEHH peaKLiK, HabIIOAABAHH 1O BPEME Ha KINHHHYHH NPOYYBAHHS HIH
CTIOHTAHHO JOKITAABAHH Ca MPeACTABeHH B TabNHLATa MO-A0My. TAXHATA HECTOTA Ce ONpesend,
KATO Ce H2MOM3BA cneaHaTa Knacupurauus: vectn (>1/100 no <1/10), newecry (=1/1,000 no
<1/100), penxu (=1/10,000 no <1/1,000),mH0r0 peaxu (<1/10,000), c HeussecTHa yecToTA (OT
HaSWYHHTE JAHHH He Moxe Ja Onje HalpaBeHa olleHka). IIpH BeAKO rpynyupaHe B 3aBUCHMOCT OT
YeCTOTATA, HeXKeIAHHTE JIEKAPCTBEHH PeakLHH ce H30posBaT B HASXOAAUI PEX 0 OTHONIEHRE Ha
TAXHATA CEPHOIHOCT.

CHcTeMHO- Yecern Hewectn(=1/1,000 xo Penxn Mruoro
OPraHHH (=1/100 no <1/100) (=1/10,000 no perxu(<1/10,000), ¢
KJIACOBE <1/10) <1/1,000) HEN3BECTHA YeCTOTS
Hapywenus na TpombBouutoneHus, Heyrponenus, TpomGoTiuHa
KPBBTA H JIeBKOTIEHHS, BKJTIOYHTEITHO TpOMOOLHTONEHITYHA
numMbHaTa €03MHOQ IS TEKKA nypmypa (TTP) (Bux
crcTeMa HEYTPONEHHS Touka 4.4),
ATTacTHYHA aHEMUS,
NIAHLUTONEHN,
arpagyIoLHTO3a,




aHeMK1a

Hapymenue Ha

CepymHua Goaecr,

HMYHHATa aHa(UIAKTHYHK
cHCTEMA peaKIny

Icuxmrumy XanoiHanus,
HApPYIIECHHS o0OBpKEaKe
Hapymenus Ha B TpetuepennHO KbpPBEHE BxycoBu HapyIIeHHs
HepBHATA (B HAKOH Cy4YaH ¢

cacTeMa daTanen UIXOI),

T1aBoboiye, apecTesy,
CBETORBPTENK

Hapyimenusa Ha
O1HTE

Kepeene ot ounre(or
KOHIOHKTHBATA, OT
OYMTE, OT PETHHATA)

Hapywenus va CeeToBBpTEK
YXOTO H
JabupaHTa
CoaoBH XemaToM CeproseH
HapyIUEHH KPBBOH3AHB,
KPLBOH3AHE OT
OTIEPALHOHHA paHa ,
BACKYJAHT, XHIOTOHHI
Pecriupatopau, | Enucrakcuc Kepeese or
TPBIHH H PeCTIHPATOPHHA
MeZHACTUHATHH TPAKT (XEMONTH3A,
HApYLIEHU Benonpoben
KPBBOM3AHE),
CpoHXOCTATEM,
MHTEPCTHIIHANCH
ITHEBMOHHT
CromaiHo- Kpbrosmsnis Cromaiusa s38a W a3ea | Perponepurorea | Kpseousnme ot
HPEeBHH OT CTOMAIIHO- | Ha JIeH KPBRBOMBIHE | CTOMAINEO-YPERHHS
HAPYLIEHH HPEBHIH JIRAHAJECeTONPBCTHHKA, TPAKT U
TPAKT, JHAPHSA, | FACTPUT, NOBPBIIAHE, PeTPONepHTOHCANICH
KOpeMHA rajiese, 3arnex, KPBBOHEINE €
Sonka, METeOpPH3LM (paTaneH 13XoK,
IHCTISICHY IIAHKPEeATHT, KOJHT
(BxmounTENRC A3BEH
WIH NEMpOIHTEH
KOJIHT), CTOMATHT
Xenaro- Octpa yepHonpobua
OHITHADPHH HEIOCTATBYHOCT,
HAPYUISHHS : XETaTHT, NPOMEH: B
H3CHeNBAKKATA 38
yepuoapobua
(hyHxIms
Hapymenns va | Harspreasns | O6pus, cepbex, bynosen nepmatur

ROMKaTa B
NOJAKOKHATA
ThKAH

KPBLBON3ITHBH IO KOXara
(rypriypa)

>

=
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Ha CTHBBHC-
JOKOHCEH, epUTeMa
mynTHDOpMe),
aHrHOEJEM,
epHTeMaTo3¢H O0pUB,
YPTHKApHsl, eK3eMa,
JTHXEH-TNaHyC

HapyureHus Ha

KpbBOonzauBH OT

MYCKYIHO- MYCKYJIRO-
CKeleTHaTa CKEJIETHATA

cHeTeMa u cHcTeMa(XeMapTposa)
CHLEAMHUTEIIHATA apTpHT, apPTPanrug,
TBLKAH MHAIrHA
Hapymenns Ha XeMaTypus I'mymepynonedpwur,
GrOpewyTe 1 TIOBUINEHO HHBO HA
MTHKOYHATE KpearuHuH B KPLBTa
ITBTHINA

073) 113 Kpweouznus Tpecka

HapyLICHHA 1 Ha MSICTOTO HA

eheKTH Ha HHJKEKTHpaHe

MACTOTO Ha

IpHIcKEHHE

Hscnenpannsa VaBmKkeHo BpeMe Ha

KbpBeHe, HamaneH Gpoii
HeyTpo e, HaManeH
Opoii TpoMOonHTY

4.9 Tlpeposnpane

TIpeaoanpaneTo B pe3yIITAT HA NPHAKEHHE HA KIONHAOTPEN MOMKe [a JOBEAE KO YIBIKEHO
BpeMe Ha KhpBEHe H YIOCTEABAILM YOIOKHEHNS OT KPBBOHIIMBH, AKO BR3HHKHE KbpBeHe, TpsaOsa
Ia ce TIPHITOMKH TOAX NI TepartHs.

He e yeraHoBeH aHTHAOT Ha (PAPMAKOIOrHYHATA AKTHEHOCT HA KIIONKIOTPeN, AKo ¢ HeobxounMa
He3alarHa KOPEKLMA HA YILIDKEHOTO BPeMe Ha KhpBeHe, TpaHchy3us Ha TpoMOOLIATH MOXKe Ja
HOATHCHE BMEKTHTE HA KIOMHAOrPel.

5, ®APMAKOJIOI'MYHI CBOHCTBA
5.1 dapMakopEHAMIYEN CROCTRA
dapMakoTepareBTHYHA Ipyita: HHXNBHTOpH Ha TpoMBounTHATA ArperaLus, HAKIIOYRANKH
xenapus, ATC xox: BOTAC/04,

Krnonunorpes U efAHH OT HErOBUTE MeTaBONHTH ca HHXHGUTOPH Ha TPOMBOLHTHATA ArpPeraLs.
Knonmporpen ce Metabomnpa upes CYP430 eHsuMHaTa CHOTEMA JI0 AKTHBHUA CH MeTa00MHT,
xoHTo HEXHGHpa TpoMOOLHITHATA arperaupst. AKTRBHAAT MeTabonuT wa Kionuzorpen
CeNMeKTHERO HHXHOHPA vpes CBbPIBaHeTo Ha aneHosnH mudochar (AJD) kM tpoMGoLHTHHTS
P2Y; peuenropu K nocreasamara AJlM-vepunpana axrusanus va rukonportedd GPIIL/IIIA
KOMITIEKea, KaTo 1o To3H HauMy nHxubnpa TpoMmBoupTraTa arperaii. [lopazn veofpaTamo
CRBpP3IBAKE, TPOMOOUMTHTE, MOMMOMKEHN Ha ASHCTEHETO Ha KIOTHAOTPEl OCTABAT J0 Kpas Ha
CBOS JKHBOT ripoMererH (upudiuasarenno 7-10 [HA) K BE3CTAHOBABARETO HA HOPM
TPOMOOLHTHA (PYHKIMS HaCTBIIBA IIPH CNEIBAILO HokoNeHWe TpoMBormTH. TpomfH




MeTabonuT ce obpasysa o CYP450 eH3uMHTe, HAKOH OT KOMTO ca MOMTHMOPGHH HITH TOIeKAT
Ha MHXHOHpPaHe OT XPYFH AEKAPCTBEHH IPORYKTH, HE IPH BCHUKY NALEHTH WHXACHpaHeTo Ha
TPOMOOLHTHATA arperanys ¢ JoCTarsuHo.

MHOTOKPATHOTO NPWIOKEHHE Ha 75 mg AHEBHO NPEAM3BHKBA HEOOXOOUMATA HHXHOMIMS Ha
AJlD-aHayMpaHata TpOMOOLMTHA arperaius oT ITbPBHS AeH, IPOrpeciBHO HAPACTBa U ZOCTHNA
CTALMOHAPHO CHCTOSHHE MeXKIy 3 M 7 ieH. [IpH cTallmoOHAPHO CBCTOSHNE CPeAHOTO HHBO HA
HHXHOWLHA, MOCTHTHATO ¢ 75 mg nHeBHO e Mexay 40 % u 60 %. TpomOoLuTHaTa arperans |
BPEMETO Ha KbPBEHE MOCTENEHHO ¢€ RE3BPRINAT K'bM H3XOAHUTE CTOHHOCTH OGHKHOBEHO 5 IHH
cle) IPEeKBCBAHETO HA ASUCHHETO.

BezonacHocTTa 1 edrexTHBHOCTTA Ha KIONUmorpel e Omia oueHeHa 8 4 NBOIHO-CIIETH
npoyyeaHid, prmownny Hay 80 000 maumenTa; usnuteaneto CAPRIE, cpasHeHue Ha
knomugorpen u ACK, n wenursanusta CURE, CLARITY u COMMIT, cpapnsBaqu
knonuporpen u naauedo u aeata nexapeteenu npoaykTa ¢ ACK u npyro ctanmapTHO neueHue.

Ilpecen muoxapden unghaprm (MH), npecen amozvuen uHCYRIN UL YCMAHOGeHA nepuidepiia
apmepuvania Gorecm

Ipoyusanero CAPRIE exmousa 19 185 mauuenta ¢ areporpoMbo3a, MaHH()eCTHPAHA ¢ ITpeceH
MHOKapAeH HH(apkT (< 35 AHH), NIpeceH HeXeMAYeH HHCYNT (Mexuy 7 IHH 1 6 Mecela) mitu
HokazaHa nepudepsa aprepuanya 6onect (FTAB). ITapenture ca pannoMuzupany Ha 75 mg
Knomumorpen qHeBHo 1ad Ha 325 mg ACK u ca npociegeH# oT eqHa 10 TPH roauHH, B
MOATpYNaTa ¢ MHOKapAeH HHapKT, MOBeYeTo OT NallnenTHTe ca nonyyasanu ACK npes mepetire
TPH JTHH CNET OCTPHS HHPAPKT Ha MHOKapIA.

KJIOHIIILOFPEH SHAUYHTEIIHO penyuupa qecToTaTa Ha HOBHTE HCXEMUYUHY HHITHIEHTH
(xoMOHHHpPAHA OCHOBHA LGN BKJIFOUBAINA MUOKAPAEH WH(APKT, CXEMHHEH HWHCYIIT H CHI0BA
emupT) B cpapHerde ¢ ACK. B rpynara ¢ kionuzorpen ca Be3HukHANH 939 nropmenTa, a B
rpymara ¢ ACK — 1020 (pemyxius na otHocuTensus puck (RRR) ¢ 8.7 % [95% CI: 0,2 no 16.4];
p=0,045), koero choTBercTBA 33 BeekH 1000 rarmenTa, feKyRaHy RS FONMHY, AOTTBIHHTETHO
NPEIOTBPATEHH HexeMITHE HaumnenTH npy 10 mauwenra [CL:0 go 20]. Anaauytr Ha ofara
CMBLPTHOCT KATO BTOPHYHA KpaHHa TOUKA HE II0KA3BA 3HAMATEHO PA3HHYME MENIY KIOMUAOTPen
(5,8%) n ACK (6%).

B nofrpynoe aHanu3 criopei ¢hCrosHHeTo (MHOKApAeH HHDAPKT, HCXeMHYeH WHCYNT uak [TAB)
Haii-Onaronpuaren e chekta ¢ TTAD (goordra ce cratacTHuecka sHavumoct npu p=0,003),
(ocobeno TesH, KOHTO ¢a ¢ aHAMHesa ¥ 3a Muokapaed nadapkr) (RRR=23,7 %; CI: 8,9 no 36,2)
u no-cnad (Ges snaynma pazmuka crpamo ACK) nipu marpentite ¢ upeynr (RRR = 7,3% CI-5,7
1o 18,7) [p=0,258]. TIpu nampeHTHTe, BISTIOMEHH NOPaK CKOPO NPEKAPAH MHOKApIEH MHpapkr,
KAOTIHAOIPEN & No-Manko edekThBen, HO Oes cTaTHeriyecka pasimka crpamo ACK (RRR= -4%;
CI:-22, 5% do 11,7 [p=0,639]). JonwIHETENHO Upes MOArPYIOBHL aHANINHS 110 OTHOLEHHE Ha
BH3PACTTA C& YCTAHOBABA, He e(DEKTHT OT KIOMHAOIPEN TP NALMEHTH Ball 75 FoIMHY e TIo-ci1ad
OT TO3IH NPH MAUHERTH < 75 TOMIHH.

Tt karo B ipoyusarero CAPRIE He € HMano BE3MONKHOCT 34 ONEHKA Ha e(peKTHBHOCTTA B
OTASAHYTS IOATPYIH, He € ACHO JaiH PAHIMATA B PeAYKUBATA HA OTHOCHTEIHHS PHCK NpH
OTHENHHTE CHCTOAHUS CA PEAITHM FITH CITyJaiin.

Ocnrep Koponaper cundpont
IMpoyusanero CURE erxmousa 12 562 nmauMenTH ¢ OCTHP KOpOHapeH CHEIPO
ST cerment (HecTabHITHA CTEHOKAPIAL HIH MHOKapAeH HHpapkT Hes Q 3m6e




meperTe 24 Yaca OT Ha4alOTO HA OCTPHS U300 Ha TPhAHa Sonka HITH CHMITOMY B pe3ysiTaT Ha
Hexemust. [Tanuenrare Tpadea na uMat EKI nipomeHH, roBOpel 33 HOBONOSBMWIIA C& UCXEMHUS
HITH MOBHIIEHH CHPSYHM €HZHMH WK TportoHuH [ wmn T, B cTORHOCTH NoHE 1BA IYETH T10-
BHCOKH OT rOpHa rpanuna Ha Hopmata. [Taipenture ce panmoMusupar Ha kionugorpei (300 mg
HaTOBapBallia 8034, ocneaBana ot 75 mg anesHo, N = 6 259) wiu rmatebo (N = 6 303), u npete
rpynu B komOuHauua ¢ ACK (75-325 mg segsbik JHEBHO) 1 APYTH CTAHAAPTHH TEPaNHH.
[Manuentire ca TpeTHpand 0o 1 roavHa. B npoyusanero CURE, 823 (6,6 %) naupesTa
noiyuaeaT egHoBpeMenHo u Teparnys ¢ GPIIb/Illa peuentopum anTaronuct. XenapuH ce
Tipunara npu rosede ot 90 % OT MaluerTHTe, KaTO OTHOCHTENIHATA HeCTOTA Ha KbPBEeHe MEeXKIY
Knonuuorpen H rmnaue6o He dellre 3HAUHTEHO NOBTIHAHA OT €IHOBPEMEHHATa TEPAITHA ¢
XenapHH.

BposaT mauuenTy, NpH KOUTO € HACTERITHIIA MEPBHYHA LIeN [ChpaeuHO-ChA0Ba CMBpT (CV),
MuokapaeH audapkt (M) unu vacynt] ca 582 (9,3 %) B rpynata va knonumorpena u 719 (11,4
%) B miaLe6o rpynarta, peLyKLa Ha OTHocuTeTHuA pHck ¢ 20 % (95 % CI: 10-28 %; p =
0,00009) B Tpynara Ha xonmraorpena (17 % peayKilis Ha OTHOCHTERHHA PUCK TPU
KOHCEPBATHBHO JIeUeHHe Ha mauuenTuTe, 29 % npu Hanpasena PTCA ¢ unu 6e3 ctent 1 10 %
npu nanpaeesa CABG). PHCKET OT HOBH ChpASYHO-CHI0BH HHIMASHTH {ITEPBHYHA Ien) Oetue
NpeJOTRPATEH, ¢ PeNyKIMs Ha oTHocHTemHus pick ¢ 22 % (CI: 8.6, 33.4;), 32 % (CI: 12.8, 46.4),
4 % (CI: -26.9, 26.7), 6 % (CI: -33.5, 34.3;) n 14 % (CL: -31.6, 44.2) cpoTBeTHO nipes 0-1,1-3.3-
6, 6-9 1 9-12 mece4Hu WHTepBaNH Ha Npoyusanero. Cres TpeTHsa Mecell, TepeNeBTHYHUS eeKT
HabmoxaeaH B rpynara Ha kiormunorpell -HACK He HapacTsa noseve, HO ce HabmOmaBa PHCK OT
xemoparus (Ruxk 4.4).

VnorpeGara Ha knonugorpen B CURE npoyuBaHeTo € CBBp3aHa ¢ HaMaNABaHe Ha
HeoOxomumMocTTa oT TpombonuTryda tepanud (RRR = 43,3 %; CI: 24,3 %, 57,5 %) u GPIIb/ikla
nuxuburopu (RRR = 18,2 %; CI: 6.5 %, 28,3 %).

BposT Ha NALMEHTUTE, MPH KOHTO € HACTHITUAA HONBJIHHTEHA TIHPBUMHA LEN (CHPACUHO ChAOBA
eMBPT, MHOKapaeH Hadapkr (MH), MozbueH HHCYNT WM pedpakTepHa nexeMud)ea 1 035 (16,5
%, B knonmaorpen rpynata w 1 187 (18,8 %) B rmanebo rpynata, pejyKuHs Ha PelaTHBHHSA PHCK
¢ 14% (95 % CT: 6 %-21 %, p = 0,0005) B rpynaTa Ha KAOMHIOTPENA, KOSTO TIOKA3BA Y€, KATO
TepaneBTHUEH eeKT Ha KIOnHAOTpena MpH MHokapaen HEdapkT [287 (4,6 %) npu knonmaorpen
rpyraTa u 363 (5,8 %) npu nnauebo]. He e wabmonaran edext BrpXy YECTOTATA HA
PEXOCTITATH3AIIMATA TIpH HecTabHNHA CTeHOKAPIHA.

PesymraTire NIOYHEHH B MPYITHTE © PASAHYHE XAPAKTEPHCTHRY (HATIP. HecTabHIHa CTeHOKapu
vt MU Ges Q 3u8en, pazmiuna crernteH Ha puck, auaber, HeoBXOAHMOCT OT PeBACKYTAPHIALIH,
BB3PACT, [OMT) Ca CXOMHM ¢ PE3YNTATHTE OT IIBEPRHIHUTE aHanuzH, TepanerTHaHus edext Ha
KIOTHAOrPena e He3aBucHM OT APYTH CIeUIHA Y IPOIBLIKHTENHE ChDIEYHO-ChIOBH
TepanesTHyHE pescumu (kato xenapu/LMWH, GPIIb/Ia anrarouue i, MAIHA0-pe Y IHPALIH
mexapents, Gera-Snokepy 1 ACE nuxuburopu)., EQuiactocTTa Ha KNOMHAOTpeNa e oleHeHa
HezapHenmMo oT Aosata Ha ACK (75-323 mg nHesHo).

ITpn nauMeRTH ¢ MHOKapAeH HRPApKT ¢ enepanms Ha ST-cerpmenTa, GesonacrocTTa |
e(PUKACHOCTTa Ha Ha KITOMHAOIPENT € OleHeHa B 2 pAHIOMH3Kpany, nnaneSo-KoHTpoaHpany,
neoiuo-caenH npoyusarus, CLARITY uw COMMIT.

IMpoyusarero CLARITY srumousa 3 491 naupenTH ¢ HaTHYHe HA eMA301 HA MHOKAPIEH
wndapkr ¢ ST enepaups 1 aHEpana TpoMGoMHTHYHA Tepanus. [laupenTuTe romyvagar
xnonuporpen (300 mg waTopapeaEg No%a, MOCTEARAHA OT No3a 0T 75 mg/nHerno, n=1,752) nnu
maneGo (n=1,739), u nBara npuemany expoppemenno ¢ ACK (ot 150 mg no 325 mg
HaTORapeaiila 034, ocuensana or 75 mg no 162 mg/nHeBHO), PUOPHHONKTHYHO CPEACTES U
KOraTo ce HamoxH H xenapud. [laiuenThTe ca HabimonaBatHy B rPOIkIKeHHe Ha 30
[TnproHavanso ce HaGmoNaBat 3aIylIen, BCISICTBHE Ha REQapKT apTepHH Ha
AHTHOTpaMa, WM CMBPT HITH PELIIMBHpPaL, MHOKapIeH NHpapKT npeay Kopona




anrworpadus. [Tpn nanuedTy, KOHTO He ca IOIAOKEHH Ha asrdorpadus, e HabionapaHa CMBPT
WM pELMIHBHPALL MHOKApeH HHMAPKT IPe3 0CMHSA AEH OT HRIIUCBAHETO Ha NALUeHTHTE OT
Bonauiara. Tazu nomyanuds NaLHeHTH BOYBa 19,7 % sxeru 1 29.2% naupenTH = 65 roguHH.
O6mo 99.7 % ot nauwenTHTe, nipuemany GrbpuHomuTuH (GubpuH cretmduunn: 68,7 %,
¢pubpun Hecnermduurm: 31,1%), 89,5% xenapun, 78,7% Gera Gnokepu, 54,7% ACE
HEXHOUTOpU U 63 % cTaTHHY.

Ternagecet npouenTta (15%) oT naumeHTHTE OT IPYIATA HA Wionumorpena 1 21,7% ot mnanebo
rpyIaTa JOCTHIAT ITBPROHAYANTHA aGCONOTHA e()eKTHBHOCT, H3passaBalla ce B abcooTHa
penyxuus ot 6.7% u 36% B nonsa na wionmuperpen (95% CI:24.47 %; p<0,001), rnarHo
CBBP3aHH ¢ HaMaNsBaHe Ha CTEIIEHTa Ha 3alyIlBaHe Ha apTepHuTe, KaTO HOC/eICTBYE OT
wrdapkr). ToBa BiIHARNE ¢ HAOMIONABAHO [IPH BCHYKH MOATPYIIH, BIITEOUHTENHO H BB3PACTOBH
TIOATPYHH, TIO TIOJ, CTIOPEA IOKATH3AILMATA HAa MHGAapKTa ¥ BHa Ha M3NON3BasNa GUOPHHONIK
HIIH XEMapuH.

IMpoyuranero COMMIT Brumousa 45 852 nanueHTH ¢ HANMKMYUE HA CHMIITOMI HA MHOKApAEH
nH(papKT ¢ IPOMEHH B eNeKTpokapaHorpamMaTa {(ST-enesarys, ST-genpecus unu nae Heapex
6rox) ripes mepeHTE 24 vyaca. [lauuenture NpreMar Kionunorpen (75 mg aHeBHo, n=22 961)
e mianebo (n=22 891) B komOunanus ¢ ACK (162 mg/aHeBHO) B TPOXLIDKEHHE HA 28 THH HITH
cnen w3nmucBaHe oT GomHHLA. [TbpBOHAUATIHY €IIH30AH Ha CMBPT U MOSABA HA PELIMAHE Ha
mudapkT 1 yaap ca nabmonasanr. IorynaunaTa srimousa 27,8 % xenr, 58,4 % nanpents > 60
ronuHl (26% > 70 ronusn) u 54,5%, mauHeHTH KOHTO npueMat (puGPHHOAUTHLA.
Knonugorpen 3HaqUTeIHO HAMANIABA OTHOCHTEIHHUA PUCK OT CMBPT MO KAKBATO U Ia € NPUIHHA
cse 7% (p=0,029), 1 OTHOCHTENHNS PHCK 33 €THOBPEMEHHO BH3HHUKBAHE Ha PELIHE HA
uHdapKt, yaap 1 eMbpt ¢ 9%(p=0,002), noxazeaw abcomoTha penykims ¢ 0,5% n 0,9%
pecriexTHRHO. [Ton3arta e eqHaKBa HE3aBHCHMO OT BB3PACT U 0N H OT TOBA JANK Ce IpHEMa
(hrOPHHOMHTHK HAY HE U € YCTAHOBEHA Npe3 ITbpRUTE 24 uaca.

5.2 MapmaroxiHHeTHYHN cRoiicTBA

AbcopOums

Cnen e/IHOKPATHH ¥ TIOBTAPAIIM ¢& JO3H OT 75 mg JHEBHO, KIomuaorpe ce abcopbupa 6sp3o,
CpelHnTE ITHKOBH INTa3sMeHH HHBA Ha HelIPOMeHeHU4 Kirormporpen (npubmmzurento 2,2-2,5
ng/ml) HaCTHIBAT OXONO 45 MUHYTH ClIS] HOZHPAHETO,

ABcopbupsra e expa 50 %, Gaznpaina ce Ha YpHHAPHATA SKCKPeLs Ha MeTabonuTHTe HA
KJIOTIHAOTPEIL.

Pazmpenenenne
Knommiorpen v riaBHAAT THPKYTHEPALL METAGOMHT ce cubp3paT obpaTHMo in vilro ¢ YoBEIKHTe
mnasMend npoverny (98 %, pecriexrusHo-94 %). KoMmnexesT He € pasteopum in vitro

Merabonnsnem
Knonmaorpesn ekeTed3HBHO ce meTaGonusupa B yeprus apo6. In vitro 1 in vivo wionoporpen ce
MeTadOMU3MPA Y10 JBa OCHOBHH [THT: eIUHAAT, MELHHUPAH YPes eCTePAIHTe H UPes XHAPOIHIa H
IpH KORTO & roilyyapa OCHORHMAT MeTabOTHT - HeAKTHBEH JePUBAT HA KapOOXCHIIOBATA
KHCENHHA W ripencTariBa §5 % oT UHPKYIHPAUIOTO BEWRCTRO B INIA3MaTa; H APYIHAT-
MeaaHpar oT mroxpon P450. Knonunorpen nbpro ce MeTaonusupa 1o 2-0KCO-KAOMHAOTPEN
MesKIHHeH MeTalboimT. CneasamuaT eTarn 0T MeTabOoNH3MA Ha 2-0KCO KNOMHIOTPESi MENTHHEH
MeTabOoNTHT BOMHM 1o ofpasyBane HA AKTHBHHA METAOOHT, THONOB JEPUBAT Ha KITormuorper. In
vitro Tozn MetaGonuTen kT ce Meuupa oT CYP3A4, CYP2C19, CYPIA2 u CYP2BS.

masMara.




EnaMunnpane

Cren opaned ripueM Ha MapkupaHd ¢ C14 knonmporpen npu xopa npudnusurento 50 % ce
eKCKpeTHpa B ypuHaTa i oxkonoe 46 % npes gexaminte 3a 120 gacor HHTEpRaN el MpHeMa.
Cren npueM Ha eIHOKpaTHA Miepopaiida 03a OT 75 mg, NOAYKHBOTET Ha KIOTHAOTPEN €
npHOAH3HTENHO 6 yaca. EMUMHHALMOHHUAT ITOJYIKHBOT HA OCHOBHYA LIHPKYIHparL MeTabomNT €
8 vaca cien ¢AHOKPATEH WITH MHOTOKPATHH NIPHEM.

®dapMakoreHeTHKA:
Haxonko nomumopduu CYP450 enzumu akrueupat knonuporpen. CYP2C19 yyactea npu
0BpasyBaHeTO Ha AKTIBHEA MeTA0OANUT H 2-0KCO KITOMHUAOTPEIT MEXIMHEH METa0OHUT.
(DapMakOKHHETHKATA Ha aKTHBHHAT METaDOMUT Ha KIOMHAOTPENa H aHTHTPOMOOLIUTHNS ebeKT,
M3MEPEHH Upe3 eX Vivo ONMTH 3a TPOMOOLIMTHA arperaiius ce pasnuuapat criopen CYP2C19
reHotuna. AnerrsT CYP2C19*1 € oTrOROpeH 3a IANOCTHHA (PYHKIMOHANEH MeTaloMH3IbBM,
pokaro CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOPHH 3a PEOYLIHPAHUS METa0OMHIBM.
CYP2C19%2 u CYP2C19%3 anenure prpanusar Ha 85% or anenure 3a penyuupaiua GyHKIASL IPH
Gemdre 1 99% npu asuartimTe. Jpyry anenu, CBBP3aHH ¢ peryLupar MeTabomH3BM BKITIOYBAT
CYP2C19%4, *5, 6, *7 u *§, Ho Te ca ¢ I0-HICKA YeCTOTA TIPH CCHOBHHTE ITOITYNAtH.
[Ty6nuKyBaHHTE YeCTOTH OOIIO 3a FEHOTHIIOBE M (PeHOTHNORE ca M3OPOESHH B TadNIALATA 1O~
JOTY.

CYP2C19 DenoTnmua 1 relHoTENHEA 1eCTOTS

YectoTa (%)

Yeproxkoxn  Kuraiiou

Benu (n=1356) (n=966) (n=573)
Adcomoter Metabomuaem: CYP2C19%1/%1 74 66 38
Mesxnunes metabonusem: CYP2C19%1/%2 or 6 29 50
*1/¥3
Cnab MeTaGOHHSBM:*(gﬁI;EC19*2/*2, *2/%3 or 2 4 14

Hocera pp3peficTerero Ha CYP2C19 renoruna sppxy hapMakoKIHETHKATA HA AKTHBHUS
MeTabOoNKT Ha KIIOMUAOrPell € H3dncseHa Mpu 227 UHAKWBHAA , IOKIAABAHH OT 7 NPOY4BaHHA.
Penyuupanuar CYP2C19 MeTaGonuzbM npH MeXKIHHHUTE H cnabuTe MeTabomn3aTopH
noHmKaea Cpa, M AUC Ha axraemns Merabomar ¢ 30-50% cnen 300-umm 600 mg naToBapsama
noza u 75 mg nmoanepkama go3a.J1o-HHcKaTa eKCno3HLES Ha aKTHEHHA MeTaboITHT BOH 10 TIo-
cnado TpoMOonuTHO HEXNOHPaHe H TI0-BACOKA OCTaThLUHa TpoMboLUTHA peaktiusHoct, Jocera
BJIOLICHHS aHTHTPOMOOLIMTEH OTTOBOP KbM KIIOTIHAOrpena € OMHCaH 3a cpeHo cnabi U cnabu
MeTabonu3aTopy JOKNafBaHU IpH 21 npoyuBanys, BkMroyeatm 4 520 uHOUBHAA.
OrrocuTeNnHaTa pasiika ApH aHTUTPOMOOIMTHHS OTTOROP MEBAY TPYITATE NreHOTUTIOBE Ce
pasnuvaEa B 3aBUCHMOCT OT H3MOA3B&HHS METOJ] 3a OLIEHKa Ha OTrOBOpa, KaTo 0OMKHOBEHO TOH e
ran 30%.

Bps3kata Mexxay CYP2C19 reHOTHN M pe3yNTaThT OT JISHEHHETO ¢ KJIONHAOTPEN € JOKAa3aHa B
HBE NOCT XOK aHANM3H OT KIHHMYHH npoyurania (cyonpoyusanus Ha CLARITY [n=465] u
TRITON-TIMI 38 [n=1,477]) u 5 xoxopThu npoyusanua (n= 3,516; Collet, Sibbing, Giusti). mpu
MalHeHTH ¢ HAPYILeH MeTaboNHTeH cTaTyc (yMepeHo cnad M cnad) e mo-BHCOKa HeCTOTa,
CBPACYHO-CBIOBH CHONTHS (CMBPT, MHOKApAEH HHGAPKT ¥ YAap) WK CTEHT TPOMGO3::
CpaBHEHHE C Te3H ¢ HopManeH MeTaboNHUTeH cTaTyc. B MeToTo KOXOPTHO Npoyysa
Simon), yBeNMHUeHa UeCTOTA HAa CHOUTHATA ce Habmogasa caMo TIpH cabu MeTab




L]

DapMaKoreHeTHYHHTE TECTORE MOTAT JIa YCTAHOBAT FeHOTHIIORE, CRBP3aHH ¢ BapuaOUAHOCTTA Ha
axtueHoctTa Ha CYP2C19.

Mooxe fa uMa reHeTHHHY BapHaHTH Ha Apyrd CYP450 eH3umMy, oxa3pally BITHSHAE BBPXY
ofpa3syBarHeTo Ha aKTHBHHS METabONHT Ha WIOMHIOTPEIL.

CrielHatHH HOMYIAlHH

PapMaKOKHHETHKATA HA AKTHBHHSE METab0IMT He € NPOyUeHa ITPH Te3H CMeLMaNHH NOMyIaliu,

BrOpeuno yepexaane
Criesl TOBTAPAIIY Ce JO3H KIONHAOTpesl 75 mg AHeBHO NP HHAMBHAH ¢ Texko GBGpeuno

yBpeskIane (KpeaTHHUHOB KITUPBHE oT 5 A0 15 mi/min), HHXHOupaneTO HA HHAYLMPAHATA OT
AJID TpomborTHa arperauus e ro-Hucka (25%) ot Tazu, HaGnogaBaHa NPy 3APaBH UHIHBHIH,
KOMTO Ca IIpHeMaNl 75 mg KAOMUAOTpen JHeBHO. OCBEH TOB2, KNMHHYHATA MIOHOCHMOCT ¢ aofpa
ApH BCHYKY TIAUCHTH.

UepHoapoSHo YBpeKIAHE

Crien NOBTOpPEHHU JO3H OT 75 mg wionuaorpen AHeRHO 3a 10 AHU NpH NALHEHTH C TEXKKO
yepHOAPOGHO yRpexaaHe, HHXuOHpaneTo Ha AP nHayIMpanara TpoMOOLHTHA aTPETALHA €
noxoGHa Ha Tasy HabioaaBaHa NPH 3Apasi HHIWBHIM, KOUTO ca IpHeMany 75 mg KIOHUAorpen
nHeBHO. CpefHOTO YARLKEHO BpeMe Ha KbPBeHe & NMoJo0HO NP ABETE TPYH.

Paca

[peobnanapanero Ha CYP2C19 anenn, kouTo BOOAT Ao cpearo cnabd o cnad CYP2C19
MeTabOMH3BM C€ pasAHYARAT NPH pasMmiHUTE pacH (B PapmakoreHeTHKa). OrpaHUYeHH ca
JIUTEPaTyYpHUTE NAHHH MPH a3UaTCKUTE MOMYNALKH 32 OLEHKA HA KITHHUYEH W3BOM 34 TeHOTHIIA
Ha CYP BB3 OCHORA Ha HACTBITHITH KITHHHYHH CEOUTHAL.

5.3 IlpexxauHHYHA JAHHH 32 0e30NACHOCT

IpeUIHHRYHMTE [TPOYHBAHKA NPH MIABXOBE W MaliMyHM Hali-uecTO YCTAHOBABAT YEPHOAPOGHHM
npoMeHH. Te HACTBIBAT NPY J03H HAZBHIIABAIIM 25 ITBTH TEparleBTHIHATA 034 IPY Xopa oT 75
mg THEBHO U ca Pe3yNTaT Ha e(eKT BppXy yepHoapobnuTe Merabonuzapany en3suMi. Takse
e{)eKT He ce YCTaHOBARA IPH XOpa Ha TepareBTHIHA 7032 KIOMHIOT Pell.

ITpy MHOr0 BHCOKH AQ3¢ KIIOTIHIOTPES! IIPH CHIIMTE KHBOTHH CE YCTAHOBIBAT CTOMALUHH
OIIAaKBAHUA: CTOMALIHA HEMOHOCHMOCT (FACTPHUT, CTOMALIHH ePO3UH W/UITH TIOBPBLIAHE) IIPH
TLTBXOBE W MaiiMyHH.

Jluncea kapuuHoreHen edieKT NP NpUAaTaHe Ha KIONHIOTPeN 78 ceaMunM Ha MULLIKH | 104
ceIMHLHM Ha IUTBXOBE B 1034 00 77 mg/kg nHeRHO (CLOTBETCTRAIIC Ha 25-KpaTHO NO-BUCOKa 1032
OT TepaneBTHYHATA NIPH XOPa).

In vifro u in vivo npoyuBaHHA 33 F€HOTOKCHYHOCT TIOKA3BAT, 4 KHOMMAOTPEN HIMA TaKbB eeKT.
Knonuxorpen He BiTHse BPXY (PEPTHAHTETA HA MBKKH Y XKEHCKH IUTLXORBE H HAMA TEPATOTeHEeH
e(QeKT BbPXY IIbXO0BE M 3afiti. Korato ce npriara npe KbpMelny MiFbX0Be MpeJH3BHKEa ¢1ado
zabaBAHe HA OTHENAHETO Ha MAAKO, CreudHYHN GapMaKOKHUHETHYHH MPOYYBAHHI C MapkUpaH
KIOMHAOrPENT TOKA3BAT, Y€ MbPBUYHATA CyOCTAHIMS IUTH HeltHu MeTa0OoNHTH Ce eXCKPeTHPAT B
MILIKOTO, CIIEIORATENIHO NPAK WK KOCBEH e()eKT He MOMKE Ce H3KIIFOUM,

6. OAPMANIEBTIYHH JAHHHA
6.1 Crucbk HA MOMOLMATE BelecTsa
CrplueBnna:
CoplieRuna
ManuTon
JaxToza, Ge3pogna




MukpokpHcTaiHa Lenynosa

CunHiyes AMOKCHA, KOsoHAeH Ge3BoacH

ByTHRXHAPOKCHAHMZON

HurecTe, yacTHUHO skenaTiHu3HpaHo 1500 (oT uapeBHYHO HULIECTE)
XunpoMmenosa

AckopOHHOBA KHCENHHA

XHAPOreHUPAHO PHUIHHOBO MACHO

DUIMOBO NOKPHTHE
XuApOKCHIPOTHITIENYI032
XHmponenosza

Maxporon §000

Turanos muokeun (E171)
Kenezen okcun yepseH (E172)

6.2 HechBMeCTHMOCTH
He e nipunoskumo.

6.3 Cpok Ha roaHoCT
2 TOAHHH

6.4 Crennanni yC/I0BHS HA ChbXPAHCHHE
Jla ce cpxpaHsRa B OPUrHHANHATA ONAKOBKA, 34 114 Ce NPEJIasy OT CBETINHA U Bjlara,

6.5 JlaHHU 32 ONAKOBKATA

14.28,30.84 v 100 punmupann Tabnerkn, onakosany B Al/Al 6nuerepu wnu B AI/PVC-PE/PVDC
BAMCTEPH, NOCTARSHH B KAPTOHEHA KYTHS.

He BCHUKHM BHAORE OTIAKOBKY MOFAT J1a OBIAT MyCHATH B Npoaaxda.

6.6 Cremuduamil NPeATaZHn MEPKE UPH HIXBLDISHE HA H3N0J3BAH JeKAPCTEEH NPOAYRT
HAH OFNATLTHH MATEPHAIH OT HErD

Hsama crienHanui A3HCKBAHSL.

HeH3noa3sanuset IPOAYKT HIH OTHALBUHATE MATEPHATH OT Hero TpaOBa Ia ce H3XRBPIAT B
CHOTBETCTBAS ¢ MECTHHTE H3HCKBAHASL.

7. TPHTEXATEN HA PASPENIEHVETO 3A YIIOTPEBA

STADA ARZNEIMITTEL AG, Stadastrasse 2-18 D- 61118 Bad Vibel, lepmarnis

8. HOMEFP(A) HA PASPTINEHUETO 3A VIIOTPEBA

9. JATA HA IIBPBO PASPEINABAHEMOJNHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

10, JATA HA AKTYAJHAZHPAHE HA TEKCTA
Cenremspn 2009




