IPHUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Clopidogrel BGR 75 mg ¢unmupanu TabneTku

2.  KAYECTBEH U KOJIUYECTBEH CHCTAB
Besika punmupana tabneTka chabpika 75 mg knonuaorpen (clopidogrel) (kato xunporencyngar).

[TomormHu BemecTBa ¢ U3BECTHO JEHCTBUE:
Beska ¢punmupana tabnerka cpappka 108,125 mg makrosa.

3a I'BJIHUA CIIUCHK ITOMOIIHUTE BEIIECTBA, BUKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
@unmupana TabierTka.

Po30Bu, KpBriy u 1eK0 M3MTBKHATH QUIMHPAHH TAOIETKH.

4. KJIMHUYHHU JAHHA
4.1 TepaneBTHYHM MOKA3AHUS

Bmopuuno npeonazeane om amepompomobomuunu UHYUOeHmu
Knonuporpen e nokasas mpu:

e Bb3pacTHU MalMeHTH C aHaMHe3a 3a MUOKapeH UH(GapKT (0T HAKOJIKO THU 110 35 AHM),
HMCXEMUYEH UHCYIT (OT 7-MHS JCH 70 6-THS MECEIl) WJIM YCTAaHOBEHO Mepu(epHO apTepruaiHo
3a00JsIBaHe.

e Bp3pacTHH DaNKUEHTH ¢ OCTHP KOPOHAPEH CHHAPOM:

- OcTbp KOpOHapeH cuHIpoM Oe3 eneBaius Ha ST-cermenTa (HecTaOWIIHA CTEHOKAPIUs
WK MAOKapaeH nHpapKT 6e3 Q-350eIr), BKIIIOUUTEITHO IMAIEHTH Ha KOUTO € IIOCTaBeH
CTEHT CJIe]] IepKyTaHHa KOPOHApHA WHTEPBCHIHSL, B KOMOWHALNS C alleTHIICATHIIAIOBA
kucenuna (ACK).

- OcTbp MHOKap/ieH HH(PapKT ¢ eneBaius Ha ST-cermenTa, B komOuHaius ¢ ACK mpu
MeJIMKAMEHTO3HO JIEKYBaHH MAIlUEHTH, MMOAXOSAIIN 32 TPOMOOTUTHYHA TePaIusl.

Ilpeonazearne om amepompomoOOmuyHu 4 MpPoMOOeMOOTUUHU UHYUOCHMU NPU NPEOCLPOHO MBHCOEHE
[Ipu BB3pacTHH MALMEHTH C MPEACHPIAHO MBXK/IEHE, KOUTO UMAT IOHE €IUH PUCKOB (PaKTop
3a Ch/IOBY MHIMJCHTH, KOUTO HE Ca TIOIXO/ISIIH 32 JICICHHE C AHTarOHUCT Ha BUTaMUH K
(VKA) 1 xouTo UMaT HUCHK PHUCK 32 KbPBEHE, KIOMUI0TPeN € nokazad B komOuHaius ¢ ACK
3a Mpena3Bane 0T aTepPOTPOMOOTHIHH U TPOMOOEMOOIMIHH WHITUICHTH, BKIIFOUNTEITHO
HHCYIT.

3a nombIHUTENHA HH(OPMALUS BUXKTE ToUka 5.1.

4.2 {o3UpOBKA M HAYHH HA MPUJIOKEHHUE

2031/1[20]31(21

- Bb3pacTHu U cTapuecka Bb3pacT
Krnormmmnorpen tpsibBa ja ce mpuiiara Kato eMHAYHA JHEBHA 7032 OT 75 mg.

[Ipu nanMeHTH ¢ OCThP KOPOHAPEH CUHAPOM:



OcTbp KOpOHapeH cHHIpoM Oe3 eneBaius Ha ST-cerMenTa (HecTaOWITHA CTEHOKAP IS UITH
MUOKapeH uHpapkT 6e3 Q-360€1): ICYSHUETO ¢ KIOMHUI0rpel TpsiOBa J1a 3amoYHe ¢ eIMHUTHA
HaroBapgaia 1o3a ot 300 mg, cien KoeTo MpoIbKaBa ChC 75 mg BEAHBXK JHEBHO (C
anermicanununona kucenuna (ACK) 75 mg-325 mg nueBHo). Thif KaTo MO-BUCOKUTE JO3U HA
ACK ce cBBp3BaT C MOBUIIIEH PUCK OT KbPBEHE, ce mpenophuBa no3zara Ha ACK na e
npesumana 100 mg. OnTumanHaTta MpOABIKUTEIHOCT Ha JICUCHUETO HE € O(PUITHATIHO
ycTaHOBeHA. JJaHHUTE OT KIIMHIUYHH U3MUTBAHKS ca B IOJKpeNa Ha yrorpebara Ha
KJIonuaorpen 10 12 Mecena, KaTto MakcUMalieH eekT ce HabromaBa Ha 3-us Mecell (BX. TOYKa
5.1).

OcTbp MHuOKapJieH HH(PAPKT ¢ eneBaus Ha ST-cerMeHTa: Kionuaorpen Tpsiosa 1a obe
MpuJiaraH KaTo €IHOKpaTHa THEBHA /103a OT 75 mg KaTo ce 3arnousa ¢ 300 mg HaToBapBaIa
no3a B komOuHaus ¢ ACK u ¢/6e3 TpoMOouTuIy. 3a naliMeHTH Ha Bh3pacT Hall 75 TOTUHH
KJIIOMIUOTpeN TpAOBa J1a ce 3amo4He O6e3 HaToBapBaia 103a. KomOuHupaHno neuenue TpsoOBa aa
Cce 3all0YHe BH3MOKHO Hai-paHO CIie HaYaJ0TO Ha CHMITOMHUTE U J1a OBJIe MPOABIKEHO TOHE
3a yetupu ceamuiy. [Tomsara ot komOuHMpaHeTo Ha kinonuaorpen ¢ ACK 3a mosede oT 4yeTupu
ceIMULIM He e Oniia mpoyyBaHa MpH TOBa MOKa3zaHue (Bxk. Touka 5.1).

[Mpu manuenTy ¢ NpeachpIHO MBXKICHE, KIIOMUI0TPeN TPOBa a ce mpuiara KaTo eJHOKpaTHa
nmHEeBHa f03a oT 75 mg. ACK (75-100 mg mHeBHO) TpsOBa Ja ce 3a104YHe U J1a IPOJABIDKU B
KOMOMHAIS ¢ KIomuaorpen (Bx. Touka 5.1).

AKo0 e mpoIycHara J103a:

- B pamkuTe Ha mo-mMaiako ot 12 waca ciiesl peJOBHO OIPEACICHOTO BpeMe: MaI[MeHTHTE
TpsiOBa Ja mpueMarT Jo3aTa He3abaBHO M MOCJIe Ja MPUeMaT ClieaBaliara 103a B
PEIOBHO OIPENIEIICHOTO BpEME.

- [pu noBeue ot 12 yaca: nanueHTUTE TPsAOBA Ja IPUEMAaT ClIeBalIaTa 1033 B PEJIOBHO
OIpENICIICHOTO BpeMe U He TPpsAOBa Jia yABOSBAT J103aTa.

ITenmnaTprana nomynamus

Knonunorpen e Tpsi6Ba fa ce U3MOM3Ba MIPHU JIEIa TOPaau CbOOPaKEHUSI OTHOCHO
eukacHocTTa (BXK. Touka 5.1).

Bbwr0Opeuno yBpexnane

TepaneBTHYHUAT OMUT € OTPAHUYCH IIPH MAIMEHTH ¢ ObOpEedHO yBpekaaHe (BK. Touka 4.4)

UepHOAPOOHO yBpEKIaHE

TepamneBTHYHUAT OIKUT € OTPAHUYCH TPH MAIIMEHTH C YMEPEHO U3Pa3eHO YepHOAPOOHO
3a0oJsBaHe, IPHU KOUTO MOXKE Jla UMa XeMOparnyHa auaresa (Bx. Touka 4.4).

Hauue Ha npuiaoKeHne

3a mepopaiHo MPUIIOKEHHE.
Monke a ce mpuiiara chC Witk 0e3 XpaHa.

4.3

4.4

IIpoTruBonOKa3aHUA

CBpPBX4yBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HSAKOE OT OMOIIIHHUTE BEIECTBa,
n30pOeHH B TOYKa 2 Wir Touka 6.1.

Texko 4epHOIPOOHO YBpEXKIaHE.

AKTHBHO MAaTOJIOTUYHO KbPBEHE KAaTO MENTHYHA 3B WM MHTPaKpaHUATHA XEMOparusl.

CrnenmaJjHu npeaynpexaeHus U npeana3Hu MepKH Npu ynorpeda

Kvpsene u xemamonoauunu napyuienus

[Mopamgu puck OT KbPBEHE M XEMAaTOJIOTHYHH HEXKEIIAHH JICKapPCTBCHU PEakIuy, BeJHara TpsiOBa /1a ce
B3eMe MPEBU/I ONPEICTITHETO Ha KPbBHATA KApTUHA W/WIIK APYTH MOAXOJISIINA U3CIEBAHMS, B CITydaid
Ha [1051Ba Ha KJIIMHUYHU CUMITOMH, HACOYBAIKM KbM KbPBEHE 10 BPEME Ha JIEUCHUETO (BXK. TOUKa 4.8).
[TomoOHO Ha APYTH aHTUTPOMOOTHUYHH CPEACTBA, KIOMHUIOTPEN TPsAOBa Ja ce mpuiiara ¢ BHUMaHHE
IIpH MALIMEHTH, KOUTO MOKE J]a Ca U3JI0)KEHH Ha OIMACHOCT OT YCHUJIEHO KbpPBEHE NIOpPaaH TpaBMa,



XUPYPruyHa UHTEPBEHIIMS U JPYTH MATOJIOTHYHH ChCTOSHUS U MpH nanueHTn JekyBanu ¢ ACK,
xemapuH, rmokonpoTenH [1b/11la vHXUOUTOPH MITH HECTEPOUTHH POTHBOBB3MATUTEIHH JICKAPCTBA
(HCTIBJI), rmountenHo COX-2 MHXUOUTOPH, UITH CEIEKTUBHU MHXUOUTOPH Ha 0OPaTHOTO
3axBalaHe Ha cepoToHuHa (SSRIs), ninm Apyru nekapcTBeHU NPOIYKTH, CBBP3aHU C PUCK OT KbPBEHE,
KaTo reHToKcu(minH (BX. Touka 4.5). [Tanuentrure TpsOBa 1a ObIaT BHUMATEIIHO HAOIIOJABaHH 32
MpU3HALIM Ha KbPBEHE, BKIIOUUTEIHO U OKYJITHO KbPBEHE, OCOOCHO Mpe3 MbPBUTE CEAMUIU Ha
JICYCHUETO W/WIN CIIe]l HHBA3UBHU KapIHOJOTHYHH MPOLEAYPHU WK XUPYprus. EqHOBpeMeHHOTO
MIPUIIOKEHHE Ha KIIOMHUIOTPEN ¢ IEPOPATHY aHTUKOATyJIaHTH HE C€ MPENophyBa, Thil KATO MOXe Ja
YBEITWYH WHTEH3UBHOCTTA Ha KbpBEHE (BXK. TOUKaA 4.5).

AKO NalMeHTHT MOJUICKH Ha IJIAHOBA ONEpalvs U aHTHArPETaHTHUAT €(PEeKT € BpeMEHHO HeXKelaH,
KJIOMHIIOTpelt TpsIOBa J1a ce cripe 7 IHU Ipenu XUpyprudHara naTepBeHnus. [lanuentrre TpsOBa na
nHpOpMUpAT JIEKapuTe U 3b00JIeKapuTe, Ye MpueMaT KJIOMHUIOTPeN MPear HacpoYBaHe Ha XUPYPruiHa
MaHUITyJIalus U peJy PUEeMaHeTo Ha HOB JIEKapCTBEH NpoayKT. Kionuaorpen yabinkaBa BpeMeTo
Ha KbpBEHE U TPAOBA J1a ce Mpujiara ¢ BHUMaHUe MPH MAIlMEeHTH, KOUTO UMAT HApYIIECHHSI ChC
CKJIOHHOCT KbM KbpBEHE (CHELHaTIHO CTOMAIIHO-YPEBHU U BHTPEOUHH).

[Nanmentute TpsiOBa Aa ObJAT YBEAOMEHHU, Y€ BPEMETO 3a CIIpaHe Ha KbPBEHETO € I0-
IPOIBIDKATEITHO OT OOMYAHHOTO MPH JICICHUE ¢ KIOMUAOTPEN (CAaMOCTOATEITHO MM B KOMOMHAIHS C
ACK), a Te oT cBOs cTpaHa TpsOBa Ja HH(GOPMHUPAT CBOS JIeKap 3a BCAKO HEOOMYaiiHO KbPBEHE
(JToKaM3aIus WK MPOIBIDKUTEITHOCT).

Tpombomuuna mpoboyumonenuuna nypnypa (TTII)

Crnyyan Ha TpoMOoTHYHA TpoMmOonuTonenuyHa mypiypa (TTII) ca mokiagBaHu MHOTO PSIIKO CIIE]
yrnorpeba Ha KJIONHUJIO0Tpe, TOHAKOTa U Clie]l KpaTKoTpaitHo ieuenne. T4 ce xapakrepusupa ¢
TPOMOOIIMTONICHUS 1 MUKPOAHTUOTIATHYHA XEMOIMTHYHA aHEMHSL, TIPUIPYKEHa C HEBPOJIIOTHIHH
u3MeHeHus1, 0p0peuna aucoynus win Gpedpuuter. TTII e cbeTogHUEe, H3HCKBAIIO OBP30 JEUCHUE,
BKITFOUMTEIHO IU1a3Madepesa.

Ilpuoobuma xemopunus

Nma crobuienus 3a nmpunoduta xemohuiud cies yrnorpeda Ha kionuaorpeni. B cinydan Ha
MOTBBPACHO M30JIMPAHO yIbDKAaBaHe Ha aKTHBUPAHOTO MapIHAIHO TpoMOommacTuHOBO BpeMme (aPTT)
chC WM 0€3 KbpBEHE, TPAOBa 1a ce nMa mpeABH MpuaoouTta xemoduiaud. [larenTure ¢ NOTBbpACHA
JMarHo3a npuaoourta xemoduius TpsaOBa J1a ce HaOIIoJaBaT 1 JISKYBaT OT CIICIHAIIUCT U
NPUJIOKEHUETO Ha KIIOIMIOTpeN TpsiOBa Ja ce IpeyCcTaHOBH.

Heomoasnawen ucxemuuen uHcyaim
Hopazm JIMTICa Ha JaHHH, KJIIOMUAOTPEI HE C€ NPCHIOpbhYBa MPE3 IIbPBUTE 7 nHU cnen OCTBp
HNCXCMHUYCH UHCYIIT.

Lumoxpom P450 2C19 (CYP2C19)

DapMaKOreHeTHKA:

ITpu manuentute, kouto ca cinabu CYP2C19 MeTabomu3aTopu, KJIOMUAOTPEN B IPEHOPHUUTETHUTE
J1031 00pa3yBa MO-MaJKO OT aKTUBHHS METAOOIUT Ha KIOMUIOTPEN H UM ITO-MaTbK €EeKT BBPXY
TpoMOouTHaTa pyHKUUA. ChlecTByBaT TecToBe 3a uaeHtuunupane Ha CYP2C19 renotumna Ha
MalUeHTa.

TBif KaTo KIOMHUIOTPEN Ce& METabOIM3UPa YACTHIHO JI0 CBOS akTHBeH MeTadonut ot CYP2C19,
yrnoTpebaTa Ha JIeKapCTBEHH IPOIYKTH, KOUTO HHXHOMUPAT aKTUBHOCTTA HA TO3U €H3UM, CE OYaKBa Jja
JI0BeZie 0 MOHMKEHH JIEKAPCTBEHN HUBA HAa aKTUBHUS MeTa0O0JIUT Ha Kiaonugorpen. KnuHnyHaTa
3HAYMMOCT Ha TOBA B3aUMOJIeHiCTBHE € Hem3sicHeHa. KaTo npenmasHa Mspka He TpsiOBa 1a ce
U3M0JI3BaT €IHOBpeMeHHO clHU unu ymepeHu CYP 2C19 nnxubutopu (BX. Touka 4.5 32 CIIUCHK Ha
CYP2C19 unxuOHuTOpH, BXK. CHIIIO TOYKA 5.2).

Cybecmpamu na CYP2C8
Heo0xoauMo € MOBHIIIEHO BHUMAHHUE MPH MAIUSHTH, JICKYBaHH €AHOBPEMEHHO C KJIOTHIOTPEN ’
JIeKapCTBEHU NMPOoAyKTH, cyocTtpatu Ha CYP2CS (Bxk. Touka 4.5).



Kpvcmocana peakmugrnocm meswcoy mueHonupuouHume

ITpu nannenTute TpsIOBa a ce CHEME aHaAMHE3a 3a CBPBbXUYBCTBUTEIHOCT KbM THCHOIIUPHINHY (KaTo
KIIOMHJIOTPelT, THKJIONHANH, ITPAacyTpel), Thil KaTo ce ChoOIaBa 3a KphCTOCAHA PEAKTHBHOCT MEXITY
THEHONIMPUANHUTE (BXK. ToUKa 4.8). THEHOMMPUANHUTE MOTaT A3 TPUYUHAT JIEKH JI0 TeXKKH
aJIpPTUYHU peaKInu, KaTo OOpHUB, aHTHOEIEM I XeMaTOJIOTHYHU KPBCTOCAHH PEAKIHH, KaTo
TPOMOOITTOIIEHHS ¥ HEeyTporeHus. [lanuenTH, KOnTo ca pa3BUIIM MPEIUIIHA aJlepTHYHA PEaKIIys
W/WITY XeMATOJIOTHYHA PEeaKLUsl KbM €JMH THEHOIMPHINH, MOXKE JIa UMaT HOBHUILEH PUCK OT pa3BUTHE
Ha ChIIaTa WK JpyTra peakiys KbM JIpyT THeHONUpHaH. [IpernopbuBa ce HaOmoqeHNe 3a MpU3HAIN
Ha CBPBXUYYBCTBUTEIHOCT IPH NMAIIMEHTH C U3BECTHA aJIEPTUsl KbM THECHOIMPUIUHU.

bvbpeuno yepescoane
TepaneBTHYHMST ONUT PH MAUEHTH C OBOPEYHO yBpekIaHe € orpanudeH. CieaoBaTeIHO IpU
TaKWBa MAIMEHTH KJIOMUIOTPEN TPpIOBa J1a ce Mmpujiara ¢ MOBHUIIICHO BHUMAaHUeE (BXK. Touka 4.2).

Yepnodpobro yspescoate

OnuTeT € OrpaHUYeH IPH MALUEHTH C YMEPEHO U3pa3eHo YepHOAPOOHO 3a00IsIBaHe, KOUTO MOTAT Ja
“MaT XeMoparudHa nuaresa. [1o Ta3u npruauHa KIOMUAI0rpet TpOBa J1a ce mpuiara ¢ OBHIIICHO
BHHMAaHHE TIPH Ta3M Momnyaius (Bx Touka 4.2).

Tlomownu eewgecmea

Clopidogrel BGR cbabpxka makTo3a. [lanmeHTn ¢ peku HacIeACTBEHH TPOOJIEMH Ha HETIOHOCUMOCT
KbM TaJIaKTO34, IIBJICH JIaKTa3eH JACPUINT WM TTFOKO3HO-TaJIaKTO3HA MajabcopOIus He TpsOBa aa
MpreMaT TOBa JEKapCTBO.

4.5 BsaumogeiicTBHe ¢ JPYI'H JIeKapCTBEHH NPOAYKTH U ApYru (popMH Ha B3aMMoO/elicTBHE

Jlexapcmeenu npooykmu, c6bp3anu ¢ puck om kvpeene. ChILECTBYBA IOBHIIEH PUCK OT KbPBEHE
Hopajy MOTCHIMAIHNS aJUTHBEH e(eKT. EMHOBpEMEHHOTO NIPUIIOKEHNE Ha JIEKapCTBEHU MPOLYKTH,
CBBP3aHHU C PUCK OT KbpBEHE TPAOBa Jja ce M3BBPIIBA C MOBUIIEHO BHUMaHKE (BXK. Touka 4.4).

Ilepopannu anmuxoazynranmuy: €THOBPEMEHHOTO MTPHIIOXKEHHUE HA KIIOTHIOTPET ¢ TIEPOPATHU
AQHTUKOATYJIAHTH HE CE MPENOpbYBa, Thil KATO MOXKE JIa YBEJIMYH HHTEH3UBHOCTTA HA KbPBEHE

(Bk. Touka 4.4). Berpekun, ue IpruIokKeHHEeTO Ha KIOMUAOTPEN 75 mg/IHEBHO HE IPOMEHS
(dapmakokuHeTHKaTa Ha S-Bapdapu (cyoctpar Ha CYP2C9) nnn Mexaynaponnoro Hopmanusupano
Crotaomenne (INR) nmpu nanneHTH, MoTy4aBaiiy MpoABIDKATENIHA Tepanus ¢ BaphapuH,
€IHOBPEMEHHOTO MPUJIOKEHHE Ha KIIOMHO0Tpel ¢ BaphapyH MOBHIIIaBa PUCKa OT KbPBEHE IOpaIn
HE3aBHCHUMH e(eKTH BBPXY XeMocTa3ara.

Ilepopannu anmukoazynranmu: eTHOBPEMEHHOTO TPIIIOKEHUE HA KIOMUIOTPEN C IEPOPATHA
AQHTUKOATyJIAaHTU HE CE NPENopbYBa, Thii KATO MOXKE J]a yBEJIHMYH MHTEH3UBHOCTTA HA KbPBEHE
(Bk. TOuKa 4.4).

I'moxonpomeun I1b/Illa unxubumopu: KIOIHAOTPEN TPIOBa ce MpHIara ¢ MOBHIIEHO BHUMAaHHE TIPH
NalMeHTH, KOUTO, pHeMat eHoBpeMeHHO riitokonpoTerH [Ib/I1la uaxuburopu (Bxk. Touka 4.4).

Ayemuncanuyunosa xucenuna (ACK): ACK He ipoMeHs KIONMHIOTpeI-MeANUpPaHaTa HHXUOUITUS Ha
AJl®-uHIyIIMpanara TPOMOOIIMTHA arperamys, Ho Kionujaorpen ycuisa epexra Ha ACK Bbpxy
KOJIareH-UHIyIIMpaHaTa TpoMOonuTHa arperamus. EqnopemMenHoTo npuioxenue Ha 500 mg ACK
IBYKpaTHO JHEBHO 3a €IHH JCH o0aue, He yIbJKaBa 3HAYUTEIIHO BPEMETO Ha KbPBEHE, MTPEIU3BUKAHO
OT JICYCHUETO C KIIOMHUIOTpel. BB3MOXKHO € papMaKkoTUHAMUIHO B3aUMOJICHCTBUE MEXKTY
xionuaorpen u ACK, koeto yBenuuaBa pucka oT KbpBeHe. Ciie10BaTenHo, €IHOBPEMEHHATA UM
yrnoTpeda TpssOBa J1a cTaBa ¢ IOBUIIICHO BHUMaHKE (BXK. ToUKa 4.4). Benpeku ToBa, KIIOMHIOTPET U
ACK ca npuiaraau eTHOBPEMEHHO /10 €Ha roguHa (BK. Touka 5.1).

Xenapun. B KIMHUYHO MIPOYy4BaHe, MIPU 31paBU X0pa, KJIOMHUIOTPEN HE Hajlara NpoMsiHa Ha o3aTa Ha
XelapuHa, HUTO MPOMEHs e()eKTa My BbPXY KoaryianusaTa. EMTHOBPEMEHHOTO MPUIIOKEHUE C XCTIaPHH
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HE € JIOBeJIO 10 e(peKT BbpXy MOTHCKAHETO Ha TPOMOOIIMTHATA arperalus, IPeAU3BHUKaHO OT
KJIonuaorpelr. Be3MokHO € (hapMakoJMHAMIYHO B3aHMOICHCTBIE MEKAY KIIOMUAOTPEN U XCTIapHH,
KOETO yBeJIMYaBa pUcKa oT KbpBeHe. CleoBaTeHo, eAHOBPEMEHHATa UM yHoTpeba TpsiOBa 1a ctaBa
C TIOBUIIEHO BHUMaHUE (BXK. Touka 4.4).

Tpomborumuyu: 6€30NaCHOCTTa Ha eTHOBPEMEHHOTO IPHIIOKEHUE Ha Kionuaorpes, GUOpuH Ui He-
¢ubOpuH crienPpUIHN TPOMOOIUTHIHH areHTH U XETIAPHH € OIICHEHA TPH IMAlUEHTH C OCTHP
MuoKapeH uapapkr. UectoTara Ha KIMHHYHO 3HAYMMOTO KbPBEHE € OMia CXO/HA C Ta3y,
HaOJIfOIaBaHa IPH €THOBPEMEHHO MPHIIOKEHUE Ha TpoMOouTuuHH areHTH U xernapu ¢ ACK (Bxk.
Touka 4.8).

Hecmepouonu npomusoswvznarumennu cpeocmsa (HCIIBC): B KIMHUYHO MPOYYBaHE, MPOBEJCHO MPU
3JpaBU JOOPOBOJIIH, €THOBPEMEHHOTO NPUI0KEHUE Ha KJIOMUIOTPE U HAIIPOKCEH MTOBUIIIABA
OKYJITHHTE CTOMAIITHO-UYPEBHU KpBHBOU3NMMBH. [lopamy nurica Ha MpOydYBaHUS 38 B3aUMOAEHCTBHS C
npyru HCIIBC ob6aue, moHacTosIeM He € SICHO TaJId MMa MOBUIIECH PUCK OT CTOMAIITHO-YPEBHO
kbpBere ¢ Bcuuku HCIIBC. CnenoBarenno HCIIBC, Bkmtountenno COX-2 HHXUOUTOPH U
KJIONHJIOTpest TPsIOBa 1a ce IMpuiIaraT eAHOBPEMEHHO C MOBUIIIEHO BHUMaHKE (BX. ToUKa 4.4).

Cenexmusnu uHxubumopu na oopamnomo 3axeawane Ha cepomornuna (SSRIs): Toii kato SSRIs
MOBIIMSABAT TPOMOOLIMTHATA aKTUBAIIMS U TIOBUIIIABAT PUCKA OT KbPBEHE, €AHOBPEMEHHOTO
npunokerne Ha SSRIs ¢ kimonmorpen TpsioBa Ja cTaBa ¢ MOBUIICHO BHUMAaHHE.

JIpyeo convmcemeaujo nevenue:

Tpii kaTo konuaorpen ce meradonmsupa yactuuHo or CYP2C19 no HeroBus akTHBEH METabOJIHT,
OuaKBa ce ynorpedaTa Ha JIEKAPCTBEHHU MPOIYKTH, KOUTO MHXHUOUPAT aKTUBHOCTTA Ha TO3U €H3UM, J1a
ZOBEZIE 0 MOHMKEHH JICKaPCTBEHH HIBA Ha aKTHBHUS MeTaboNuT Ha Kionugorpen. KinnananaTta
3HaYMMOCT Ha TOBa B3auMOo/IeiicTBUe € Hem3sacHeHa. KaTo mpeanasHa Mapka He TpsOBa Jia ce
M3IOJI3BAT eHOBpeMeHHO criTHH Wi ymepern CYP2C19 uaxudburopu (Bxk. Touku 4.4 u 5.2).

JlexapcTBeHHUTE NPOLYKTH, KOUTO ca CWIHK WK yMepeHu uaxuouropu Ha CYP2C19 BrirouBar
HaIpyUMep OMETIPa30Jl U €30Menpa3odl, pryBokcaMuH, (hIyOKCETHH, MOKIOOEMH], BOPUKOHA30I,
(bITyKOHA30J1, THKJIOMUANH, KapOaMa3enuH U eaBupeHIl.

Wuxubutopu Ha nporonHata nommna (PPI):

Owmerpazon 80 mg BeOHBXK JHEBHO, IIPHIJIOKEH 10 €IHO U CBHIIO BPeMe ¢ KIOMHIOTPEN HITH C
UHTEpBaI 0T 12 yaca MeXy IPIIOKCHHATA Ha IBETE JIEKAPCTBA, HAMAJISIBA EKCIIO3UIUATA HA
akTuBHUS MeTabonut ¢ 45% (HaroBapBama 103a) u 40% (moxmepikama no3a). Hamanenuero e
cBBp3aHo ¢ 39% (HaroBapBamia go3a) u 21% (moxawspkamia 103a) MOHIKAaBaHEe Ha HMHXHOMPAHETO HA
TpomOoLuTHaTa arperanus. O4akBa ce €30Menpaso Ja NoKa3Ba MoA00HO B3auMOeiicTBIE ¢
KIIOIHIOTPEIT.

CpoOImaBaHy ca MIPOTUBOPEUNBH IAaHHHU OT KIIMHUYHHUTE 3aKITIOYEHHS 32 TOBa ()apMaKOKHHETHIHO
(®K)/papmaxogunamuano (O/1) B3anmMonaeiicTBre OT IIeIHa TOYKA HA 3HAUUMH ChPACYHO-ChIOBU
CcBOUTHUS U OT 0OCEPBALMOHHU U OT KIMHUYHY IpoyuBaHus. KaTo npeamnasHa mMspka He TpsiOBa Ja ce
U3II0JI3BaT €IHOBPEMEHHO OMETIPA30Jl MIIN €30MeTpPa3ol (BXK. Touka 4.4).

HabmonaBaHo € 1mo-cjiabo U3pa3eHo MOHKEHUE Ha METa0OIUTHATA SKCITO3UITHS ¢ TTAaHTOIPA30JT WIH
JaH3o1mpa3odi. Ilna3sMeHnTe KOHIEHTPAMU Ha aKTUBHUSA METAaO0NIUT ca MoHmkeHH ¢ 20%
(naroBapBata 103a) U ¢ 14% (mopabprkalia 103a) Mo BpEME Ha ChII'BTCTBALLIO JIEYEHUE C TAHTOIPA30Jl
80 mg BegHBXK THEBHO. TOBa € CBBP3aHO C MOHIKEHHUE HA CPETHOTO HHXUOMpPaHe Ha TPOMOOIIUTHATA
arperanus ¢ 15% u 11% cbvorBeTHO. Te3u pe3ynTaT nmokaspar, 4ye KIONHIOTPeT MOoXe Aa 0bae
IIpUjIarad ¢ NaHTOIpPa3oJl.

Hsama 0Ka3aTeJICTBAa, Y€ APYTHU JICKAPCTBCHU POAYKTH, HAMAJIABAIU CTOMAIIHATa KUCCIIMHHOCT KaTo
H2 6HOKepI/ITe WX aHTUAIUWIUTC IOBJIMABAT aHTI/ITpOMGOLlI/ITHaTa AKTUBHOCT Ha KJIOIMUAOT'PEIL.



AmnTuperpoBupycHa tepanus (APT): nanuentu ¢ HIV, 1ekyBaHM ¢ aHTUPETPOBUPYCHA Teparys
(APT), ca u3110’)KCHN Ha BUCOK PUCK OT CHJIOBH CHOUTHSI.

HaGimoaBaHa e 3HaYNTETHO HaMaJleHa TPOMOOIMTHA HHXUOMIuS npH ranuenTr ¢ HIV, iekyBanm ¢
APT, mozcuiieHa ¢ pUTOHABUP WM KOOUIMCTAT. BhIpekn Ye KIMHUYHOTO 3HAYCHHE HA Te3H HAXOJKH
€ HeCUT'ypHO, UMa CIIOHTaHHU cboOmieHus 3a HIV-unpexTupanyu nanueHTy, sexkysanu ¢ APT,
MOICUIICHA C PUTOHABHP, KOUTO Ca MOTyYHIH HOBTOPHH OKITy3HBHHU CHOUTHS CIIe]l Bb3CTaHOBSIBAHE HA
MIPOXOJUMOCTTA, HIIH ca MPEThPHEIN TPOMOOTHYHH CHOUTHUS NIPU HATOBAPBAI[ATA CXEMA Ha JICYEHHE C
konuporpen. CpenHara TpOMOOIIMTHA MHXUOUIINS MOKe 1a Ob/ie HaMalleHa IIPH ChITbTCTBAIIA
yrnoTpeba Ha KJIONUAOTPeN U puToHaBup. ClieoBaTeNHO, ChIIBTCTRAIIATA YIOTpeOa Ha KIOMUIOTPel
c noxacunenu APT Tepanuu He ce npenopbyBa.

Jpyru nekapcTBeHH MPOIYKTH: 3a MPOyYBaHe Ha MOTSHIUAIHU (apMaKoANHAMUYHN U
(apMaKOKHHETHYHH B3aMMOJCHCTBHS HA KJIOMUIOTPEN U IPYTH CHI'BTCTBALIN JIEKAPCTBCHH
MPOAYKTH, ca TIPOBEICHHU 3HAUNTENIeH Opoil KIIMHUYHYU Nipoy4Banus. He ca HaOnronaBaHu KIIMHUYHO
3HaYMMU (PapMaKoAMHAMHYHN B3aNMOJICHCTBHS KOTaTO KJIOMHOTPEIN € MpUIIarad eJHOBPEMEHHO C
aTEHOJIOJ, HU(EIHIINH, WX C aTCHOJION U HubeaunuH 3acaHo. PapMakoqMHaMIYHATA aKTHBHOCT Ha
KJIOMHUJIOTPEJT HE Ce MOBJIHSIBA 3HAUUTEIHO IIPH €THOBPEMEHHO MPUIIOKeHHE ¢ (heHoOapOuTanm nimm
€CTpOreH.

®dapMaKkOKMHETHKATa Ha JUTOKCHH WK T€O(WINH HE Ce MMPOMEHS OT €HOBPEMEHHO IpujlaraHe Ha
KJIOMHAOTpeNT. AHTHAITUINTE HE TIPOMEHSIT CTEIIeHTa Ha a0COpOIHS Ha KIIOMHIOTPEIL.

Hanuu ot npoyuBanero CAPRIE noka3Bart, ye eHUTOUH U TOIOYTaMUJI, KOUTO C€ METa0OIU3UPAT OT
CYP2(C9, 6e3omacHo MoraT Jia ce pujiaraT ¢THOBPEMEHHO C KIIOMUIOTPEl.

JlexapcTBenu npoaykth, cyoctpatu Ha CYP2C8: [TokazaHo e, 4e KJIOMUI0TpeT MOBHIaBa
eKCIO3UIUATA HA PEMarIHHN] [IPU 3ApaBH JOOPOBOJIIIM. [n vitro IpOyUIBaHUS MTOKA3BaT, Ue
MOBUIIABAaHETO HA EKCIO3UIMSITA Ha PENarInHu] ce IbIDKK Ha naxubupane Ha CYP2C8 ot
TIIIOKYPOHOBHA MeTa60.]'II/IT Ha KJIIONHUI0Tpel. Hopamzl PHUCKa OT MOBUIIIABAHE HA MJIa3MCHUTE
KOHIICHTPAIIUH, €THOBPEMEHHOTO MPIJIOKECHUE HA KIIOMUAOTPEN U JICKAPCTBA, KOUTO CE& CITUMHHUPAT
npeaumHo upe3 CYP2C8 meTabonmu3bM (Hamp. penarinHu, TaKIHTaKCeN), TPSAOBa Ja ce mpearnpreMa
C TIOBUIIIEHO BHUMaHHe (BXK. Touka 4.4).

OcgeH uH(popManuaTa 3a CISUPUIHNTE JICKAPCTBEHH B3aUMOICHCTBHS, IPEICTaBEHA [I0-TOPE,
MPOYYBaHUS 32 B3aUMOAEUCTBHUS C KIOMUIOTPEN U HAKOU APYTH JIEKapCTBEHH MPOIYKTH, IPUITAaraHu
YeCTO MY MAlUEeHTH C aTepOTPOMOOTHIHH 3a00IIIBaHu, HE ca MpoBeskaanu. [lanuenTure, yaacTBanu
B KJIMHUYHHUTE U3NUTBAHUS C KJIOIMMIOTpeN obade, ca MoTydaBalu rojsiM Opoi ChIIbTCTBALIM
JIeKapCTBEHH MPOIYKTH, BKIFOUYBAIIN JUypeTHIH, Oeta omokepn, ACE-nHXHONTOpH, Kaaunuesn
AHTarOHHCTH, XOJIECTEPOI IOHIKABAIIY CPEACTBA, KOPOHAPHU Ba30AMIATOPH, AaHTHANA0CTHH
CpeAcTBa (BKIIOUUTEIHO UHCYJINH), aHTHENWIeNTH4HU cpeactsa, u GP IIb/Illa antaronuctu 6e3
JIOKa3aTeJICTBA 33 KIMHUYIHO 3HAYMMH HEXETaHH B3aNMOJICHCTBHSL.

Kakro u npu apyru nepopanau P2Y12 nHXuOUTOpH, €THOBPEMEHHOTO MPUIIOKEHHE HAa OMTHOUIHU
ArOHMCTH MMa IOTEHIHAN J1a 3a0aBH U HaMaJil abcopOLuMATa Ha KIOIMHUIOTPEI BEPOATHO IOPaan
3a0aBeHo U3Mpa3BaHe Ha cToMaxa. KIIMHIYHOTO 3HaYeHHE He € n3BecTHO. Tps0OBa a ce oOMuciu
yrnoTpebaTa Ha MapeHTEPATHO AaHTUTPOMOOITUTHO CPEACTBO IPH MAIEHTH C OCTHP KOPOHAPCH
CHUHJIPOM, M3HUCKBAIIH ¢THOBPEMEHHO MMPHIOKEHUE HA MOP(UH WU PYTH OIIMOUIHHA arOHUCTH.

4.6 ®epTHianTeT, OPEMEHHOCT H KbPMeEHe

bpemennocm

[Mopaau nurca Ha KITUHUYHYU JAHHW OTHOCHO €KCIIO3UIUATA HA KIIOMUIOTPel 10 BpeMe Ha
OpEeMEeHHOCT, 3a MPEAIOYNTaHE €, KaTo Mpea3Ha MIpKa, 1a He Ce U3II0I3Ba KIIOMUIOTPEI IO BpeMe
Ha OPEeMEHHOCT.



EKCHepI/IMeHTaJ'IHI/ITe MpOYyYBaHHUs MPU )KUBOTHHU HC IMMOKA3BAT MPIAKO UIIW HEIIPAKO BPEAHO
BB3JICHCTBHE BbPXY OPEMEHHOCTTA, EMOPHOHATHOTO/()ETATHO PA3BUTHE, PAKIAHETO HIIH
MIOCTHATATHOTO pa3BUTHE (BX. TOUKa 5.3).

Kwvpuene

He e n3BecTHO Janu KIOMUIOTPEN ce eKCKpeTnpa B KbpMaTta. [IpoyuBaHusATa IPH )KUBOTHH 110KA3BaT,
4e KIONMUIOTPEN ce eKCKpeTnpa B MisikoTo. Kato npennasna Msapka, KbpMEHETO He TpsiOBa 1a
IpoIbJDKaBa 1o BpeMe Ha jeuerueTo ¢ Clopidogrel BGR.

Depmunumem
[IpoyuBaHus NpH )KUBOTHU HE Ca IMOKa3ajH, 4e KJIOMUAOrpe MOBIUIBA (PepTHIINTETA.

4.7 Edextn BbpXy cnoco0HocTTA 32 modupaHe H padoTa ¢ MAIIUHH

Krnonuaorpen He moBiHsBa WK MOBIUSBA MPeHEOPEKUMO crIocoOHOCTTA 3a modupane u padboTa ¢
MAIIHHY.

4.8 Hexelanu JieKapCTBEHH peakUNU
Obodwenue Ha npoghuna Ha bezonacHocm

BezonacHocTTa Ha Kionujorpen e 6uia orneHeHa npu noseye ot 44 000 manueHTH, KOUTO ca
y4acTBaJId B KIIMHWYHY MPOy4BaHus, BKItouBaniy Ha 12 000 manuenTy, iekyBanu 3a | ToauHa Win
noseue. Karo msmo, kmonumorpen 75 mg/naesro e cpaBauM ¢ ACK 325 mg/naesro 8 CAPRIE
HE3aBUCHUMO OT BB3pPACTTa, MoJja u pacaTa. KIIMHWYHO 3HAYNMUTE HEXKETaHU JIEKAPCTBEHU PEAKITUN
Habmoaasanu B npoyuBanusata CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6chaeHu
Mo-701y. B HombJIHEHNE KbM ONHTA OT KJIMHUYHHUTE MPOYYBAHUS, HEXKEJIaHH JIEKAPCTBEHHU PEAKINH Ca
CHOOIIIaBaHN U CITOHTAHHO.

K’BpBCHCTO € Hali-4ecTo CT)O6H.[aBaHaTa pCaKnuA KakToO MMpU KIMHUYHUTEC IIPOYYBAHUA, TaKa U ITPU
MMOCTMAapKETUHIOBHSA OIIUT, KBAETO € C’bO6H_IaBaH3. Hal-4ecTo IIpe3 MbPBUA MECCI HA JICUCHUCTO.

B CAPRIE, npu nanuenTu nekyBanu ¢ kionunorpen wm ACK, obmara gectora Ha KbpBeHE € 9,3%.
YecroTaTa Ha TEXXKUTE cliyyau € cxoaHa npu kinonugorpen u ACK.

B CURE, He e HabnromaBaH nmo-roiisiM Opoid Ha Ccily4ad Ha MAaCUBHO KBPBEHE C KIIOHUOTPE TLTFOC
ACK mipe3 mepBuUTE 7 THH Clie]] KOPOHApEH OalIac MpH MaueHTH, KOUTO ca CIPeITH TepamuiTa
MOBeYe OT IeT AHU Ipeau onepanuaTa. [Ipu manuenTty, ocraHanm Ha Tepanus B IPOABIDKEHNE Ha 5
JHU cJlefl KopoHapHUs Oaifnac, uectoTaTa Ha ciydaute e 6una 9,6% 3a knonugorpen mioc ACK, u
6,3% 3a mane6o mroc ACK.

B CLARITY e HabmronaBaHo o0mIo yBenndeHre Ha KbPBEHETO B rpynara kimomnuaorpent mmoc ACK
cnpsamMo rpynara Ha miamne6o mwioc ACK. YectoraTa Ha MACHBHO KbPBEHE MPH TPYNUTE € CXOIHA.
ToBa e HaOMIOIaBaHO U B MOATPYIHUTE OT NAILIMEHTH, ONPEAEICHU 10 XapaKTePUCTUKH Ha U3XOIHO
HHUBO ¥ BU/Ia Ha (GHOPUHOIUTHYHOTO WM XETTApHHOBO JICUCHHE.

B COMMIT, o6mata yectoTa Ha HellepeOpaTHO MAaCHBHO KbpPBEHE WIIH 1IepeOpaiHO KbpBEHE € HUCKA
M CXOJIHA U IIPU ABETE IPyIH

B ACTIVE-A udecroTara Ha MacUBHO KbpPBEHE € M0-BUCOKa B rpynaTa Ha kinonuaorpen + ACK,
OTKOJIKOTO B rpynara Ha miane6o + ACK (6,7% copsamo 4,3%). MacuBHOTO KbpBEHE € OWJI0 TIIaBHO
OT eKCTpaKpaHHUaIeH MPOU3X0. B 1BeTe TpynH (5,3% B rpymata Ha kinonunorpen + ACK, 3,5% B
rpynarta Ha miane6o + ACK), rmaBHo oT ractpo-untecTuHaNHUS TPakT (3,5% copsamo 1,8%).
HabnromaBaso e mpekoMepHO HHTpaKpaHUATHO KbPBEHE B rpynaTa Ha kionunorpen + ACK copsmo
rpymara Ha miane6o + ACK (1,4% cnpsmo 0,8%, choTBeTHO). He e HaOmroaBaHa cTaTHCTUYECKH
3HAYMMa pa3JiiKa B 4ecToTara Ha QaramHo kbpBeHe (1,1% B rpymnara xa xionugorpen + ACK u 0,7%



B rpymnata Ha 1uiane6o + ACK) u xemoparuden uHcynt (cpotBeTHO 0,8% 1 0,6%) Mexay nBete

Tpynu.

Tabnuuen cnucvk Ha Hedceranume peakyuu

Hexenanurte nekapcTBEHH PeaKIIUK HACTHIMIIN 110 BpeMe Ha KIMHUYHUTE TPOYYBAHUS WU
CHOOIIIEHH CITIOHTAHHO, Ca MPEICTaBEHH MM0-10.y. TAXHATa 9eCTOTa € OpeaeieHa Bb3 OCHOBA Ha

cneqHara KoHBeHIus: yect (>1/100 mgo < 1/10); mewectu (=1/1 000 no< 1/100); peaxu (>1/10 000 1o
< 1/1 000); muoro peaku (<1/10 000), ¢ Hen3BecTHA YyecTOTa (OT HATMYHUTE TAaHHU HE MOJXKE J1a ObJe

HalpaBE€Ha OHGHK&). BB Bceku CHUCTCMO-OpraHCH KJjiaC, HEXKCJIAaHUTEC PEaKIINU CE I/I36p0$IBaT B

HU3XOOAI pEa 10 OTHOUICHUE Ha TAXHATa CCPUO3HOCT.

Cucremo-opranen YecTn HeuecTn Penxn MHoro penku, ¢
KJ1ac HeU3BeCTHa
yecToTa*
Hapymenus Ha kpbBTa Tpombonuron | Heyrpomenus, TpomboTHYHA
u JII/IM(I)HaTa CHCTEMaA CHHUA, BKIIIOUHUTCIIHO TCXKa Tp0M6OHI/ITOHCHI/I
JIEBKOIIEHUS, HEYTPOIECHUS YHa Mmypiypa
eo3nHOUIHs (TTII) (Bx. TOUKa

4.4), arutacTU4HA
AQHEeMUSL, TAaHIIUTOI
eHMUS,
arpaHyJIoIUTO3a,
TEXKa
TPOMOOIIUTOTIEHU
s, IpUA00HTa
xeMomus A,
TPaHyJIOUUTOICH
Wi, aHEMUS

Cobpaednn HapyIICHUS

Cunnpom Ha
Kounis
(BazocmacTHYHA
aJlepruyHa
anruHa /
aJIepruieH
MHUOKapJIcH
WH(PAPKT) BHB
BpB3Ka C peaKiius
Ha
CBPBXYIYBCTBUTEI
HOCT KBbM
KIonuaorpen™




Hapymienus na
HMYHHATa CHCTEMA

CepymHa Ooecr,
aHa(MITaKTONIHU
peaxnumy,
KPBCTOCAHO
peaKTuBHA
JIeKapCcTBEHA
CBPBXUYBCTBHUTEI
HOCT MEXIY
TUCHOTIAPUITHUT
e (karo
THUKJIOTTU/IMH,
npacyrpein) (Bx.
Touka 4.4)*,
WHCYITUH
ABTOMMYHCH
CHUHJIIPOM, KOHTO
MOXeE 12 JOBEJE
IO TEeXKa
XUMOTJIUKEMUS,
0CcO0eHO TIpu
naruentu ¢ HLA

DRA4 noatun
(mo-uect npu
SITOHCKATa
norryanus)*
[lcuxuunu HapyeHus XaJroLuHaINH,
00BPKAHOCT
Hapymienus na WNutpakpanuan Hapymienus BbB
HEpBHATa CUCTEMa HO KbpBEHE BKYCOBHTE
(cprobmeHH ca BB3MPUATHS,
HSKOJIKO areysust
CJIydau C
(aranen
W3XO0J),
rBoboIue,
napecresus,
3aMasiHOCT
Hapymienus na ounte KpbBouznus B
OuuTe
(KOHFOHKTHBAT
a, OKOTO,
peTHHaTa)
Hapymenus na yxoro Bepturo
1 JJaOMpUHTA
Cba0BH HapyHIEHUS Xemarom Cepuosna
xXeMmoparus,
KBbpBEHE OT
olepaTHBHA paHa,
BACKYJIHT,
XHUITOTOHHUS
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Pecniuparophu,
rpbIHY,
MEINaCTHHATHI
HapyIIeHUs

Enucrak
cuc

KpbBousnusu B
JIXaTeTHATa
cHcTeMa,
(xemonTuza,
OenoapoOHa
XeMoparusi),
OpOHXOCIA3bM,
MHTEPCTUINAICH
MTHEBMOHHT,
€03MHO(HITHA
ITHCBMOHUA

CromairHo-4peBHU
HapylIECHUs

Cromar
HO-
YpeBHA
xemopar
us,
AP,
KOpEMHa
OoJKa,
JIICIIETIC
us

Cromamna
s13Ba U
IyOJlcHATHA
sI3Ba, FACTPHT,
HOBPBIIAHE,
rajJicHe, 3arek,
(baaryneHus

Perponepuroneanna
XeMoparus

CromaurHo-
YpeBHA U
peTpornepuToHean
Ha XeMOparusi ¢
(bataneH uzxon,
MaHKPEaTHT,
KOJIUT
(BKJTFOUUTEITHO
SI3BEH WIIH
TUMQOIIUTEH
KOJIHT),
CTOMATHT.

XemnaTo OunapHu
HapyIICHUS

Octpa
4epHOIPOOHA
HEJI0CTAaThYHOCT,
XCTIaTHT,
OTKJIOHCHHS B B
YEepHOAPOOHUTE
(hYyHKITMOHATHA
TECTOBE
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Hapymienus Ha koxara
U IIOJKOKHATA ThKaH

O6pa3ys
aHe Ha
CHHUHHU

O6pus,
CBhpOEK,
KOYKHH
KPbBOU3JIUBH

(myprmypa)

bynozen
JIepPMaTHT
(TOoKCHYHA
ernuepMaTHa
HEKPOJIHN3a,CHHIID
oM Ha Stevens-
Johnson, epurema
MyJITUDOPME,
ocTpa
reHepann3upaHa
eK3aHTeMaTo3Ha
MyCTYJ103a
(AGEP)),
aHTHOENIEM,
JIeKapCTBEHO
UHAyLIUpaH
CHHJIPOM Ha
CBPBXUYYBCTBUTEI
HOCT, JICKapCTBEH
0o0puB ¢
€03MHODWINS U
CHCTEMHU
CHMIITOMH
(DRESS),
epUTEMaTO3eH
WM
eKC(ONTnaTUBEH
o0puB,
YPTHKAPHS,
eK3eMa, JINXEH
TUIAHYC

Hapymenus na
BB3MPOU3BOIUTEIHATA
CHCTEMA M I'bpJIaTa

I'mnexomactus

Hapymienus na
MYCKYJTHO-CKeNleTHaTa
cHucTeMa
CbCIAMHUTCIIHATA ThKaH

KpbBouznusu B
MYCKYJTHO-
CKeJIeTHATa
cucTeMa
(xemaptpo3a),
apTpHT,
apTpairus,
MHUAITHS

Hapymienus na
OBOpenuTe U
MUKOYHUTE MIBTUILA

Xematypus

I'momepynonedpu
T, HOBHIIEH
KpEaTHHUH B
KpPBBTa

OO0y HapyIIeHUs 1
e eKTH Ha MSCTOTO Ha
TIPUIOKEHIE

KpbBOmz
JIUB Ha
MSICTOTO
Ha
HUHXEKTH
paHe

Bucoka
TeMmIeparypa
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N3cnenBanns VY neiokeHo
BpeMe Ha
KBbpBEHE,
TIOHKXKEH Opoii
HEYTPODHITH,
MIOHMXEH Opoii
TPOMOOIIUTH

* JlaHHM, CBBP3aHM C KJIOMUIOTPEN ¢ HEU3BECTHA YECTOTa

Cro011aBaHe Ha IMOJI03UPAHN HEKEIAHU PEaKIIuN

Cro0I11aBaHeTo Ha MOA03UPAHN HEXKETaHU PEaKIMy clie/l pa3peliaBane 3a yrnorpeda Ha JeKapCTBEHHUS
TPOIYKT € BaxkHO. ToBa MO3BOJIsIBA 12 IPOIBIKU HAOIOAEHIETO Ha CHOTHOIICHHUETO ITOJI3a/PUCK 32
JIeKapCTBEHHUS MPOIYKT. OT MEAUIMHCKHUTE CIICIIMAIHNCTH CE U3MCKBA ]a ChOOIIABAT BCAKA
MoJI03MpaHa HexellaHa peakiys Ype3 HAllMOHAJIHA CHCTeMa 3a ChoOIaBaHe, Moco4eHa B [IpuiiokeHue
V*

4.9 Ilpeno3upane

[peno3upaHeTo B pe3ynTaT Ha MPUIIOKEHHE Ha KJIOMH0TPeI MOXKe Jia JOBeJe 10 yIBDKEHO BpeMe Ha
KbPBEHE U MMOCIIEABAIINTE YCIOKHEHHUS OT KbPBEHETO. AKO Bb3HHUKHE KbPBEHE, TpI0Ba jia ce
TMIPUJIOKH MMOAXO0AA1Ia TCpamus. Hee YCTaHOBCH aHTUIOT Ha (bapMaKOHOFI/IIIHaTa AKTHUBHOCT Ha
KJIOMHIIOrpelt. AKO € HeoOXoauMa He3abaBHA KOPEKIUs Ha YABIKEHOTO BpeMe Ha KbpPBEHE,
TpaHc(y3us Ha TPOMOOIIMTHA Maca MOXe Jia IPOTHBOJICHCTBA HA €(PEKTHTE HA KIIOMUIAOTPEL.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMMYHM CBOMCTBA

dapMakoTeparneBTHIHA Tpyna: AHTUTPOMOOTHYHHN areHTH, HHXUOUTOPH Ha TPOMOOIIMTHATA
arperanusi, ¢ u3kmodenue Ha xenapud, ATC xox: BOIAC-04.

Mexanuzvm na deticmsue

Knonuporpen e mpeuiekapcTBo, €IUH OT YUHTO METa0OIUTH € MHXHUOUTOpP Ha TPOMOOILIMTHATA
arperanus. Knomumorpen TpsioBa ga 0bae metadomusupan ot CYP450 enzumure 10 moxy4aBaHe Ha
AKTHBHUS METa0OJINT, KOHTO MHXNOMPa TPOMOOITUTHATA arperaus. AKTUBHHUAT METa0OINUT Ha
KJIOMHIJIOTPEIT CENCKTUBHO UHXHOUpA CBBP3BaHETO HA afieHo3uH audocdat (AJ]D) kpMm
TpoMOoIuTHHTE My P2Y |2 perienitopu, u mocnenpamara AJ[@-menunpana akTHBaNUs Ha
rnukonpotenH GPIIb/Ila kommiekca, KaTo Mo TO3W HAYMH WHXUOUpA TPOMOOIIUTHATA arperaiusi.
Iopamu He0OpaTUMOTO CBBP3BAHE, OBIUSHUTE TPOMOOIUTH OCTaBAT 3aCETHATH IO Kpast Ha CBOS
KUBOT (IpuOIM3uTEenHO 7-10 THU) M BB3CTAHOBSIBAaHE HA HOpMaTHATA TPOMOOIINTHA (HYHKITHS
HACTBIIBA TIPH CIEBALIOTO OKoJIeHUe TpoMOouuTy. TpoMOonnTHATA arperanys, NpeJu3BUKaHa OT
IpyrH aroHUCTH ocBeH A 1D chImo ce HHXUOUpa Upe3 OIIOKHpaHe Ha YBEIWIeHATa TPOMOOIMTHATA
aKkTHBaLMs OT 0ocBoOoeHus AJ[D.

Tbii kKaTo akTUBHUAT MeTaboUT ce 0Opa3yBa upe3 CYP450 eH3umMuTe, HIKOM OT KOUTO ca
MONUMOP(HH WK ca 00EKT Ha HHXUOUPaHe OT APYTH JIEKaPCTBEHU MPOIYKTH, HE BCUYKH MaLlUEHTH
IIIe IMaT aJeKBaTHA TPOMOOILIUTHA arperarsi.

Dapmaxodunamuuny egexmu

MHOTOKpaTHOTO MPUJIOKEHHE Ha 75 Mg THEBHO BOJIH JIO YCTOWYMBO HHXHOUpaHe Ha AJ[D-
UHyLupaHaTa TPOMOOLUTHA arperanus OT IbPBUsI JCH, KOETO MPOIPECUBHO HAPACTBA U TOCTUra
CTallMOHAPHO CHCTOSTHIE MexKAy 3 u 7 neH. [Ipu cranimoHapHO ChCTOSHUE CPEAHOTO HUBO HA
MHXUOUINSA, IIOCTUTHATO ¢ 75 mg nHeBHO € Mexay 40 % u 60 %. TpomOonuTHaTa arperanus u
BPEMETO Ha KbPBEHE IIOCTENEHHO CE€ Bb3BPBIIAT KbM U3XOJHUTE CTOMHOCTH OOMKHOBEHO 5 THHU ClIE]
MPEKHCBAHETO HA JICUCHHUETO.
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Knunuuna epuxacnocm u besonacnocm

Be3omacHocTTa 1 eprkacHOCTTa Ha KIOMHIOTPEI ca O OLCHEHH B 5 TBOHHO-CIICIIH IPOYYBaHUS,
Britouny Hax 88 000 manuentu: npoyuBanero CAPRIE, cpaBHenue Ha kionugorpen u ACK, u
npoyuBanusita CURE, CLARITY COMMIT u ACTIVE-A, cpaBHsiBaIly KJIONUAOTPeN U mianedo u
JIBaTa JICKApCTBEHH MPoayKTa B komOuHanums ¢ ACK u qpyro craHIapTHO JieUeHHE.

Ilpecen muoxkapoern ungapxkm (MI), npecen mMo3vuer uHCyIm uiu yCmanogerna nepughepra
apmepuanna 6osecm

[TpoyuBaneto CAPRIE Brirousa 19 185 marnuentu ¢ arepotpom003a MaHU(ECTUPaHa C IPECEH
MUOKapaeH UHPapKT (< 35 AHU), IpeceH HCXEMUUSH HHCYNT (MY 7 THH ¥ 6 Mecela) WiIn T0Ka3aHa
nepudepna aprepuaina 6oiect (ITAB). [TanuenTruTre ca paHgOMU3HpaHH Ha 75 Mg KIOTHIOTPET
nHeBHO wid Ha 325 mg ACK u ca nmpocnenenu ot 1 10 3 rogunu. B moarpynara ¢ MuokapaeH
HH(APKT, IIOBEUETO OT MarueHTuTe ca nomydasaan ACK mpe3 mbpBuTe AHU cieq ocTpus HH(apKT Ha
MHOKap/a.

Krnonmaorpen 3HaYUTEIHO peAypa 4eCcToTaTa Ha HOBUTE HCXEMUYHH WHIHJICHTH (KOMOMHIpaHa
KpaiiHa Touka, BKJIIOUBaIa MUOKap/JeH HH(PAPKT, ICXEMUUEH UHCYJIT U ChJI0OBA CMBPT) B CPABHEHUE C
ACK. Ilpu npoBenieHHTE aHAIM3H Ha JICYCHUE, ca HabmronaBanu 939 MHIMICHTA, B TpymaTta C
knonuaorpen u 1 020 B rpynata ¢ ACK- (peaykuust Ha otHocutennus puck (RRR) ¢ 8,7 % [95 % CI:
0,2 no 16,4];p = 0,045), xoero croTBeTcTBa 32 Beeku | 000 marueHTa JIeKyBaHH J1BE TOANHH,
JIOIIBJIHUTEINIHO MIPENOTBPATEHU UcXeMUuHU HHIuAeHTY npy 10 nanuenta [CI:0 no 20]. AHanu3sT Ha
oOmara CMbPTHOCT KaTO BTOpUYHA KpailHa TOUKa HE MOKa3Ba 3HAUMUTENIHA Pa3IKa MEXIy
kionunorpen (5,8 %) u ACK (6 %).

B moarpymnos aHanu3 criopesi ChCTOSHUETO (MUOKapACH HHPAPKT, ucxemudeH HHCYNT win [1AB) Haii-
OsaronpusteH e edekra npu nanuertute ¢ [IAbB (moctura ce craTucTudecka 3HAYUMOCT MPH P =
0,003), (ocobeHo Te3m, KOUTO ca ¢ aHamMHe3a u 3a MuokapaeH uHpapkt) (RRR = 23,7 %; CI: 8,9 no
36,2) u mo-cnab (6e3 3Haunma pasnuka crpsimo ACK) npu nanmentute ¢ uHcynt (RRR = 7,3 %; CI: -
5,7 no 18,7) [p=0,258]. [Ipu nauueHTUTE BKIFOYCHN TIOPAIH CKOPO MPEeKapaH MHOKapACH HHDAPKT,
KJIIOMHJIOTPEII € Mo-MaJKo eeKkTuBeH, Ho Oe3 cratucTidecka pasiuka cupsiMmo ACK (RRR = -4 %;CI:
-22,5 no 11,7 [p=0,639]). HonbIHUTEIHO Ype3 MOATPYIOBUS aHATIN3 110 OTHOLICHHWE Ha Bh3pacTTa ce
YCTaHOBSBA, 4€ €PEKTHT OT KIOMHUIOTPEI IIPH MAMEHTH HaJl 75 TOIUHH € Mo-caal OT TO3H mpu
HamueHTuTe < 75 TOIUHU.

Tl kato B npoyuBaneto CAPRIE He e mMano BE3MOXKHOCT 32 OIICHKA Ha €pUKAaCHOCTTAa B OTJCIHHUTE
HMOATPYIIH, HE € SICHO JaJIH PAa3IM4MATa B PEAYKLIUATA HA OTHOCUTEIIHUS PUCK IIPU OTACIHUTE
CBCTOSIHHS Ca PEATHU WM ca CIy4alHH.

Ocmuvp KopoHapen cuHopom

ITpoyusanero CURE BkmiouBa 12 562 manueHTH ¢ ocThp KOpOHApeH CHHApPoM Oe3 eneBanus Ha ST
cerMenTa (HecTaOWITHA CTCHOKApAWS FITH MUOKapIeH HHPapKT 6e3 Q 360e1r) 1 HATHIUEeTO B IEPBHUTE
24 yaca OT Ha4aJOTO HA OCTPHS €MH30 Ha IPhAHA OOJNKa WM CHMITOMH B PE3YyJITaT HA HCXEMHUSL.
IMammenTute TpsioBa 1a mMat EKI" mpomenu, roBopemny 3a HOBOIIOSBIIIA C€ UCXEMHUS MITH TIOBHIIICHH
CBHP/ICYHU CH3UMH Wir TponoHuH | i T, B cTOWHOCTH NIOHE J1Ba ITBTH ITO-BUCOKH OT TOpHA TPpaHHIA
Ha HopMmaTa. [lanmentuTe ce pangoMusupar Ha kinonugorpen (300 mg HatoBapBala 1034,
mocienBana ot 75 mg aaeBHO, N = 6 259) wiu mnane6o (N = 6 303), u n1BeTe rpynu B KOMOWHAITHS C
ACK (75-325 mg BeAHBX THEBHO) U IPYTH CTaHAApTHU Tepanuu. Ilanuenture ca nekyBanu 1o 1
roguHa. B mpoyuBanero CURE, 823 (6,6%) mauuentu momyvaBat eqaoBpeMenno u GPII/1I11a
pElenTOpHU aHTAarOHUCTH. XeNapHH ce mpuiiara rnpu noseye ot 90% oT manueHTuTe, Kato
OTHOCHTEIHATA YeCTOTa Ha KbPBEHE MEK/Ty KIOMUAOTPeN 1 Iiane0o He € Onia 3HAYNTENHO ITOBIIHIHA
OT eTHOBPEMEHHATA TePaIHs C XCTapuH.

BposiT marmenTH, Ipu KOUTO ca HAONIOMaBaHN CHCTOSIHUS OTTOBAPSIII HA KPUTEPUUTE Ha IbPBHYHATA
KpaitHa Touka [chpaedHo-cboBa cMbPT (CV), MuokapieH uadapkt (MI) unu uncynt] ca 582 (9,3%)
B rpynara Ha xiomunorpen u 719 (11,4%) B mnane6o rpymara, peayKIpst Ha OTHOCHTETHHUS PUCK C
20% (95% CI: 10-28%; p = 0,00009) B rpynara Ha knormuaorpen (17 % pemayKius Ha OTHOCUTEITHUS
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PHCK TIpH KOHCEPBaTHBHO JICYCHUE Ha MarueHTure, 29% npu HallpaBeHa NepKyTaHHa
TpaHcIyMuHalHa kopoHapHa aHruorviactuka (PTCA) ¢ unu 6e3 crent u 10% npu HanpaBeH
KopoHapHo aprepuaieH Oaiinac (CABG). HoBu cbpieyHO-ChI0BY HHIMACHTH (ITbPBUYHA KpaliHa
TOYKa) ca MPeI0TBPaTeHH, C PeAyKIHs Ha oTHOcuTenHus puck ¢ 22% (CI: 8,6, 33.4;), 32% (CI: 12,8,
46,4), 4% (CI: -26.9, 26,7), 6% (CI: -33,5, 34,3;) u 14% (CI: -31,6, 44,2) cvorBeTHO mpe3 0-1, 1-3, 3-
6, 6-9 u 9-12 MeceuHu UHTEpBaNU Ha IpoyuBaHeTo. Clex TpeTus Mecell, 6JIaronpusTHUAT e(eKT,
HaOJI01aBaH B Tpymnata Ha kiaonuaorpen +ACK He HapacTBa MmoBeue, HO pUCKBT OT XeMOparusi 0CTaBa
(Bk. Touka 4.4).

Ynorpebata Ha xkonuaorpen B8 CURE npoydBaHeTo € cBbp3aHa ¢ HaMassiBaHe Ha HEOOXOJMMOCTTa
ot TpombonutuuHa Tepanus (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/Illa uaxuburopu (RRR =
18,2%; CI: 6,5%, 28,3%).

BposT Ha marmeHTHTe, IpH KOUTO ca HACTBITIIN ChCTOSIHUS, OTTOBAPSIIN Ha KPUTEPUHTE 32
JIOITBJIHUTENHATA IbpBUYHA KpaitHa Touka (CV cMbpT, MI, MO3bUeH HHCYNT UK pedpaKkTepHa
ucxemus) e 1 035 (16,5%) B rpynara na xionmgorpen u 1 187 (18,8%) B mane6o rpymnara, peayKIus
Ha oTHocuTenHUs pUck ¢ 14% (95% CI: 6%-21%, p = 0,0005) B rpynara Ha knomuaorpei. To3u
OnmaronpusaTeH epeKT ce IBDKU MPEIUMHO Ha e(peKTa Ha KIOMHIOTPEN BbPXY MHOKAPIHUS HH(APKT
[287 (4,6%) pu TpymaTa Ha kimomuaporen u 363 (5,8%) npu mnane6o]. He e HabmronaBan edexr
BBPXY YECTOTATa Ha PEXOCHUTATN3AIMITA IPU HECTAOMITHA CTEHOKAPAUSL.

PesynTatuTe nonydeHu B TPYIUTE ¢ PA3IMYHN XapaKTCPUCTUKH (HAIp. HecTaOMIIHA CTEHOKapAUs HITH
MU 6e3 Q 360e1, pa3nudyHa CTEICH HAa PHUCK, TuadeT, He0OXOAUMOCT OT pEeBACKYIIapH3alusl, Bb3pacT,
TI0JT) Ca CXOJTHU C PE3YJTaTUTE OT MbpBUYHKTE aHanmu3u. [lo-cnenmanto, B post-hoc anamus npu 2 172
nanuenty (17% ot sutata CURE nmomynanus) Ha kouto uM e noctaseH cteHT (Stent-CURE),
JIAHHHTE TIOKa3BaT, Y€ KIOMUAO0TPEIT CpaBHEH ¢ Tuiane6o, 1eMoHcTpupa 3HaunMo RRR ot 26,2% B
MoJI3a Ha KIJIOMUJIOTpe 3a Ko-'bpBUYHAaTa KpaitHa Touka (CV cMbpT, MI, MO3bUYEH HHCYAT) U CHIIO
3HayuMo RRR ot 23,9% 3a xo-BTopuyHara kpaiina Touka (CV cMbpT, MI, MO3bUYEH HHCYAT WIH
pedpakrepHa nucxemusi). OCBeH TOBa, MPOGMIHT Ha 6E30MACHOCT Ha KJIOMHIOTPEN B Ta3H MOATpyIia
MANVEHTH He TIPeIN3BUKa HAKAKBB 0CO0eH mpobieM. ClIleI0BaTENHO, pe3yATaTUTE OT Ta3u MOATPpyIa
ca B CbOTBETCTBHUE C OOIIUTE PE3yITAaTH OT IPOYUBAHETO.

bnaronpusaTHHAT e(eKT Ha KIOMUAOTPEN € HE3aBUCUM OT JIPYTO CIICITHO W MPOABIKUTEITHO
ChPACYHO-CHI0BO JiedeHue (karo xenapua/LMWH, GPIIb/IIla aHTaroHucTy, IUMUI0-pEay UpaIH
JICKapCTBEHH MPOAYKTH, OeTa-0okepr 1 ACE naxubutopn). EdukacHOCTTa Ha KIOTHIOTPEN €
olieHeHa He3aBrucuMO oT jo3ata Ha ACK (75-325 mg BeHBK JHEBHO).

[Tpu narenTu ¢ octep MI ¢ eneBanust Ha ST-cermenTa, 6e30macTHOCTTa €(hEKTUBHOCTTA M Ha
KJIOMUOTpe ca OWIIK OLIEHEHH B 2 PaHIOMU3UPaHH, TIIAle00-KOHTPOIMPAHU ABOHHO ClIeNH
mrmutBaaus, CLARITY u COMMIT.

ITpoyuBanero CLARITY BkmtouBa 3 491 nmanuentu ¢ Hayano Ha MI ¢ ST eneBanus B paMKUTe Ha
nocnegHuTe 12 yaca u 3arutaHyBaHO TPOMOOIUTHYHO jiedeHue. IlanuenTure ca nomydmim
knonunorpen (300 mg HaToBapBaIa 103a, mocieaBana ot 75 mg/neH, n=1 752) umu mranedo (n=1
739), u aBete B komOuHarwms ¢ ACK (150 1o 325 mg karo HaToBapBalia J03a, ociieiBaHa ot 75 1o
162 mg/nen), GuOPHUHOIUTHUYEH areHT, U KOorato € OMiIo NoAaxo o xenapud. Ilanuenture ca
npocienaenn 3a 30 nuu. [IppBHYHaTA KpaifHa TOYKa ¢ KOMOMHHPAHA T0sBa Ha 3aITylieHa apTepus,
CBBbp3aHa ¢ HH(papKTa Ha aHTHOTpaMaTa MPH U3MMCBAHEe, WK CMBPT WK MOBTOpeH MI nipenu
KopoHapHaTa anruorpadus.. [Ilpu manuenTw, mpu KOUTO HE € IpaBeHa aHTHorpad s, MbPBUYHATA
KpaiiHa TouKa € Onna CMBPT WM HOBTOPEH MHOKapAeH HH(papKT 1o JleH 8 uim 10 U3MHUCBaHETO.
TTonynanusra naruenTu e BkitouBana 19,7% xenu u 29,2% manuentu> 65 roguan. O6mo 99,7% ot
MaNyEHTUTE ca Modywwn ¢pudprHOIHTHIHN (PrubprH cieruduaan: 68,7%, He-PpuOpHH crennpIIHH:
31,1%), 89,5% xenapuH, 78,7% Oeta 6mokepu, 54,7% ACE unxuburopu u 63% cratuHu.

[etnanecer mporenta (15,0%) oT manueHTUTE B Tpymnata Ha kionuaorpen u 21,7% B muiarne6o

rpymnara ca JOCTHIHAJIM JIO IbPBUYHA KpaiHa TOYKa, KOETO MPEACTABIIABA aOCOIIOTHO HAMAICHHE OT
6,7% u 36 % OTHOCHTEITHO HaMalleHHe B Toi3a Ha kionuaorpen(95% CI: 24, 47%; p < 0,001), rmaBHO
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CBBP3aHO C HAMaJICHUE Ha 3allyllieH! apTepuu, CBbp3aHu ¢ nHpapkra. Taszu monsa e 6una HauLE BbB
BCHYKH TIPEIBAPUTEITHO ONPEACIIECHH ITOATPYIIH HA MAIMEHTHTE 10 BH3PACT U TOJ, JIOKAITHU3AHUs Ha
UH(APKTa ¥ BUA Ha N3MOI3BAHOTO (PUOPHHOIUTUIHOTO JICUCHUE WIH XEIapHH.

IIpoyuBaneTo ¢ 2x2 dakropuanen auzaitH COMMIT e Brimoumio 45 852 manueHTH ¢ Ha4ajo Ha
cuMnTomMu nogo3purensu 3a MI ¢ nogkpersimu EKI™ abnopMuu Haxonku (Hanp. ST eneBarus, ST
JeTIpecysl WK JIsIB OepeH OJI0K) B paMKHUTE Ha rmocienaute 24 daca. [lanuenture ca moxyqmim
knonuzorpen (75 mg/nen, n=22 961) niu miane6o (n=22 891), B komobunamms ¢ ACK (162 mg/nen),
3a 28 THH WK 10 U3NHCBaHe OT OomHuIaTa. [IspBUYHNTE KpallHU TOYKH ca OFITH CMBPT IO BCSIKAKBa
IpUYMHA U ITBPBa HOsBA HA pe-UH(APKT, HHCYAT WK cMbpT. [lomynanusra e Bkimousana 27,8%
keHu, 58,4% nanuent > 60 roaunu (26% > 70 roqunn) 1 54,5% nanueHTH, KOUTO ca MOTyYUIIH
(bUOPUHOTUTHIIN.

Krnonuaorpen 3Ha4MMO HaMasiBa OTHOCUTEITHHS PHCK OT CMBPT 110 BCSKaKBa NpUIHHA Cbe 7% (p =
0,029), 1 OTHOCUTEITHHS PUCK 32 KOMOWHANUATA OT pe-UH(APKT, HHCYAT Uiu cMBPT ¢ 9% (p = 0,002),
KOETO TPECTAaBIIsIBA a0COMOTHO HamasieHne choTBETHO OT 0,5% 1 0,9%. Tasu moiza e Hanuie
HE3aBUCUMO OT BB3PACT, I10JI, ¢ Wi 0e3 PUOPHHOIUTHIIN, U ¢ HabJro1aBaHa o1le B bpBUTE 24 Yaca.

Jeeckananust Ha P2Y'12 perienTopHA HHXUOUTOPH MPH OCTHP KopoHapeH cuHApoM (ACS)
[MpemunaBanero ot mo-moiieH P2Y 12 penentoper HHXHOUTOP KbM KIOMHIOTPEN B KOMOUHAIIUS C
acnipuH cien octpa ¢dasa npu ACS e olleHeHO B JIBE paHIOMH3UPaHH, CIOHCOPUPAHH OT
uscienoBarens nmpoyuBanus (investigator-sponsored studies, ISS) - TOPIC u TROPICAL- ACS ¢
JTAHHY 32 KJIMHUYEH Pe3yJiTarT.

KimangHata mossa, KosiTo oka3Bar nmo-moiaute P2Y 12 penenrropau HHXHOUTOPH, TUKArPeIop U
Mpa3yrpes B TEXHUTE OCHOBHH MTPOYYBAHUS, € CBbP3aHa ChC 3HAUNMO HaMallIBaHE Ha
pELMIUBUPAIINTE UICXEMUYHU CHOUTHS (BKJIIFOUUTEITHO OCTPa U MoA0oCcTpa TpoMOo3a Ha cteHTa — ST,
MHUOKapjieH HHpapKT - MI u crnieniHa peBackyiapu3anus). Beipekn, ue ucxeMuyHaTa mojsa e
rocJieJoBaTeNHa IPe3 MbpBaTa roAHa, Mo-rojiiMo HaMaJleHue Ha UCXeMUYHHUTEe peuuauBy cien ACS
¢ HaOJIF0IaBaHo TIPe3 MIbPBUTE JIHU CJIE] 3allouBaHe Ha JiedeHnero. OOpaTHO, mocieapamure (post-
hoc) aHanM3M MoKa3BaT CTATUCTHYECKH 3HAYUMO YBEIMYCHUE Ha PUCKA OT KbPBEHE TPH TIO-MOIIHUTE
P2Y 12 penienTopHr HHXUOUTOPH, KOETO CE€ MOSBSBA MPEAUMHO TI0 BpeMe Ha Mo Ibpkamara ¢asa,
cnen mepBust mecen ciex ACS. TOPIC u TROPICAL ACS ca npennazHadeHu 1a n3ciueaBaT Kak Ja ce
HaMallsAT ChOUTHATA Ha KbPBEHE, KaTo ce 3aMa3u ePUKacHOCTTA.

TOPIC (Bpeme Ha TpOMOOIIMTHA HHXUOUIIHSA CJIS]] OCTHP KOpoHapeH cuHApoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa pangOMU3UpaHO, OTKPUTO U3MUTBaHE BKIItOUBa maruent ¢ ACS, xouto ce Hyxnasrt ot PCL
[TanueHTHTE HA acIUPUH U TIO-MoIiieH P2Y 12 6iokep 1 6e3 HexKeTaHO ChOUTHE B PAMKHUTE Ha €TUH
Mecell, ca OHITH pa3npeesieHn 1a MPpeMUHAT Ha (GUKCHPAHU TO3H ACIUPUH ILTFOC KIOMHI0TPEN
(meeckanupaHa qBOWHA aHTUTpPOMOOIMTHA Tepanus - de-escalated dual antiplatelet therapy, DAPT)
WIH Jia TPOABIDKAT CBOsATA JieKapcTBeHa cxema (HenpomeHeHna DAPT).

AHanm3upanu ca o010, 645 ot 646 nauent ¢ STEMI wim NSTEMI, wim HectaObuitHa cTeHOKapans
(neeckanmupana DAPT (n=322); nenpomenena DAPT (n=323)). [IpocnensBane Ha mbpBaTa roJuHa €
n3BbpIIeHo pH 316 manuentu (98,1%) B rpynara Ha neeckamupana DAPT u 318 marmenTn (98,5%)
B rpynara Ha HennpoMeHeHa DAPT. MeauanaTa Ha nipociieisBaHe 3a ABeTe Ipymnu € 359 nuu.
XapaKTepUCTUKUTE Ha U3CIICABaHATA KOXOPTa ca CXOIHU B IBETE TPYIIH.

[IppBUYHUAT pe3ynTaT, ChCTaBHA TOYKA OT ChPJEYHOCHI0BA CMBPT, HHCYJIT, CIIENTHA
peBackynapu3zaius u kbpBeHe o BARC (akagemMuueH n3ciae10BaTeIcKi KOHCOPIIMYM 10 KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata roguna cien ACS, e HacTbiuia mpu 43
nanuenTu (13,4%) B rpynara Ha neeckanupana DAPT u 85 manmentu (26,3%) B rpynara Ha
HenpomeneHa DAPT (p<0,01). Ta3u cTaTUCTHYECKU 3HAUMMA pa3jivKa ce JBDKH OCHOBHO Ha TIO-
MaJIKoO ChOUTHS Ha KbpBeHE, 0e3 1a ce HalmoqaBa pasirKa Mpy KpaiHATE TOYKH 33 HCXEMUS
(p=0,36), noxaro xppBere Mo BARC >2 ce nabxiroaBa mo-psako B rpynaTa Ha qeeckanupana DAPT
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(4,0%), cipsimo 14,9% B rpynara Ha HenpoMmeHeHa DAPT (p<0,01). CrOuTHs Ha KbpBEHE,
onpenesneHu kato Bcuuku crenenu no BARC ce nabmronasar npu 30 nanuentu (9,3%) B rpynara Ha
neeckanupana DAPT u 76 manumentu (23,5%) B rpynara Ha HenpomeHena DAPT (p<0,01).

TROPICAL-ACS (M3ciensaHe Ha OTTOBOpa KbM TPOMOOITMTHA HHXUOHIIUS TIPU XPOHUYHA
AHTUTPOMOOIIMTHA Tepamus 3a OCTHP KOpoHapeH cunapoM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa panIOMU3UPAHO, OTKPUTO U3MUTBAHE BKITIOUBA 2 610 MOIIOKUTENHH 32 OMOMAapKep MAIUESHTH C
ACS cnen ycnenraa PCI. TanueHTHTE ca paHIOMH3UPaHU JIa TOJIy4aBar npasyrpen 5 wim 10 mg/nen
(duu 0-14) (n=1 306), unu npazyrpen 5 unu 10 mg/aen (Juu 0-7), cnen koeTo ca IeeCKaIupaHy Ha
kiormaorpen 75 mg/aen (JJau 8-14) (n=1 304), B xomOunanus ¢ ACK (<100 mg/nen). Ha 14-us nen
€ TIpoBeJIeHo u3cieaBaHe Ha TpomOouuTHata (yHkius (platelet function testing, PFT). [Tatuenture,
JIEKYBaHH CaMo C TIpa3yrpell ca MpoIbDKIIN Ha TIpa3yrpell B MpoabDKeHne Ha 11,5 Mecena.

JleeckamupaHuTe MAIUCHTH ca OMITH TOJI0KEHH Ha BUCOKOUYBCTBUTEIICH TECT HA TPOMOOIIMTHA
peaxtuBHOCT (high platelet reactivity, HPR). Ako HPR e >46 enununm, nanueHTute ca Omim
eckanupanu o0paTHO Ha npasyrpen 5 wiu 10 mg/nen 3a 11,5 mecena; ako HPR e <46 enunutm,
MAIMEHTUTE ca IPOIBIDKIIIN Ha KIomuaorpen 75 mg/nen 3a 11,5 mecena. CnenoBareiaHo BojeIaTa
rpyla Ha JieecKallalis BKIOUBa ManueHTH Ha npa3yrpen (40%) wnu xionugorpen (60%). Beuuku
MAIMEHTH Ca IPOABDKUIN Ha acITUPHH U ca TPOCIICICHU B MPOIBJDKCHNE HA €IHA TO/IMHA.

[TepBHYHaTa KpaitHa TOUKa (KOMOMHHMpPaHA YECTOTa Ha ChPIACYHOCHI0BA CMBPT, MI, HHCYNT I
kbpBeHe o BARC >2 crenen Ha 12 mMecena) e H3IBIHEHA, KOSTO ITOKa3Ba HE MO-Majika e(h)UKaCHOCT.
Hesernecer u net nauueHTH (7%) BbB BoJemaTa rpyna Ha neeckananus u 118 nanuentu (9%) B
KOHTpoJHaTa rpymna (p Ha HeuHpepruopHocT = 0,0004) ca umanm cpouTHe. Bonemiara rpyna Ha
JieecKanalys He € J0BeJia JI0 MOBUIIEH KOMOMHUPAH PUCK OT UCXeMUYHHU chouTHs (2,5% B rpynaTa Ha
Jeeckanamus cupsMo 3,2% B KOHTpOJIHATA TpyIa; p Ha HenH(pepuopHOcT = 0,0115), HUTO Ha
OCHOBHaTa BTOpUYHA KpaiiHa Touka kbpBeHe o BARC >2 cremnen ((5%) B rpymnaTa Ha jieecKananus
cpamo 6% B koHTposHaTa rpyna (p=0,23)). KymynaTuBHarta yecToTa Ha CbOMTHA Ha KbPBEHE OT
Bcuuky crenenu (kaac mo BARC 1 mo 5) e 9% (114 cp0utns) BBB BozeIIaTa rpylia Ha IeecKaIanus,
capsmo 11% (137 cvOutus) B koHTponHata rpyna (p=0,14).

IIpencbpaHo MBXkAECHE

ITpoyuBanusita ACTIVE W u ACTIVE A, ornenun nu3nurBanus B nporpamata ACTIVE, Bxirousar
MAIMEeHTH C MPeAChpAHO MbxaeHe (AF), KOUTO UMaT IOHE eMH PUCKOB (PaKTOp 3a CHIIOBH
MHIUIEHTH. B3 0CHOBa Ha BKJIIOUBALIUTE KPUTEPHH, Jiekapute ca BkitoyBanu B ACTIVE W
MAIMECHTH, aKO ca KaHJUIATH 3a Tepamnus ¢ antTaronuct Ha ButamuH K (VKA) (kato Bapdapun).
[TpoyuBanero ACTIVE A Bkio4Ba naneHTH, KOUTO HE MOTAT Jia IoIy4aBar jiedeHne ¢ VKA
[IOpaii HEBB3MOXKHOCT WM HEXKEJIaHHE.

[MpoyuBanero ACTIVE W mnokasBa, 4e JICYCHUETO ¢ aHTarOHUCT Ha BUTaMuH K e mo-eeKTHBHO OT
ToBa ¢ kionugorpen u ACK.

IMpoyuBaneto ACTIVE A (N=7 554) e MHOTOIICHTPOBO, PaHIOMHU3HPAHO, IBOHHO-CIISIO, I1anedo-
KOHTPOJIUPAHO MPOyUYBaHe, KOETO cpaBHsABa kionuaorpen 75 mg/nueBHo + ACK (N=3 772) ¢
mrane6o + ACK (N=3 782). [Ipenopruntennata no3a 3a ACK e 75 no 100 mg/maerHo. [TannenTure
ca JIEKyBaHH B ITPOJIBIDKEHUE Ha 5 TOJMHHU.

[Mannentute, panromusupanu B nporpamara ACTIVE, ca 6unu nanneHTH ¢ JoKa3aHo MPeaCchpIHO
mbxaene (AF), T.e. unu nepcuctupaiio AF unu Hali-manko 2 enu3oa Ha uHTepMuTeHTHO AF mpes
MOCIIEAHUTE 6 Mecela, 1 ca IMANHY II0HE eIIH OT CISTHUTE PUCKOBH (PaKTOpH: BB3pacT [J 75 roquHu
WK BB3pacT 55 10 74 roauHu; 3aXapeH quadeT, N3UCKBall] JIeYeHue, WK J0Ka3aH npekapad MI, nin
JI0Ka3aHO KOPOHAPHO apTepHAIHO 3a00IsIBaHe; JIEKYBaHU 32 CHCTEMHA XUMIEPTOHS; IpeKapaH
WHCYJT, ipexoaHa ucxemuydna araka (TIA), nunu cucremen em6oi, koiTo He 3acara [THC;
JeBOKaMepHa AUCHYHKIHS ¢ ppakiys Ha U3TIACKBAHE Ha JisiBa Kamepa <45%, Wi JokazaHa
nepudepna cpoa 6onect. Cpenaust CHADS2 pesynrat e 2,0 (rpanumu 0-6).
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['maBHUTE M3KITIOYBAIM KPUTEPUH 32 TTAIIMEHTHTE ca OMIIM JI0Ka3aHa MEeNTHYHA sI3BeHa 00JIeCT B
paMKHTE Ha MPEIXOTHAUTE 6 Mecela, MpeIIecTBaIl HHTparepeOpateH KpbBOU3INB, 3HAYNMA
TpomOoruTonenus (6poit TpomboruTy < 50 x 109/1), HEOOXOIUMOCT OT KIOMHUAOTPEI HIIH IIEPOPATHU
anTuKoarynantu (OAC) 1iu HETOHOCUMOCT KbM HSIKOE OT JBETE CheIUHEHHUS.

CenemueceT u Tpu npouenTa (73%) oT nanuenture, Bkitouenu B npoyuBaHero ACTIVE A, e ca
Own B cheTOsiHUE Na mpuemMat VKA mopaju mpeneHka Ha JeKapsi, HeBb3MOXKHOCT 32 MOHUTOPHPaHE
Ha INR (MexayHapoaHO HOPMATU3UPAHO CHOTHOILICHHUE), IPEIUCIIO3ZULINS KbM MaJaHe WM TpaBMa Ha
rJ1aBata, WM crelu(uyueH pucK OoT KbpBeHe; 3a 26% OT NMallMeHTUTE, PEIICHUETO Ha JieKaps € Oniio
OCHOBAHO Ha HEKEJaHUETO Ha ManueHTa aa npuema VKA.

[Momymarnusita manuenTy ¢ BrmrouBana 41,8 % sxenu. Cpennara Bb3pacT e ouna 71 rogunu, 41,6% ot
nanueHTute ca o6mmu > 75 rogunu. O0mo 23,0% oT nanueHTUTe ca MnojlyyaBail aHTHAPUTMUIY,
52,1% Gera-6nokepu, 54,6% ACE-unxubutopu, u 25,4% cTaTHHU.

BposiT Ha manueHTHTe, KOUTO ca TOCTUTHATIH IbPBIUYHATA KpaifHa TOUKa (BpeMe JI0 IIbpBa MosiBa Ha
uHCYAT, MI, cuctemen eMO0nmmu3bM, KoiiTo He 3acsra [IHC wmu cpaoBa cMbpT) € 6mi 832 (22,1%) B
rpynara, exkyBata ¢ xionuaorpen + ACK u 924 (24,4%) B rpynata Ha mane6o + ACK (11,1%
HaMaJIsIBaHe Ha OTHOcHTENHUS puck; 95% CI ot 2,4% Ha 19,1%; p=0,013), rmaBHO mopau rojasamMo
HaMmallsiBaHe Ha YecToTaTa Ha MHcyntute. HCyITH ca Bh3HUKHAIM 1ipu 296 (7,8%) OT malMeHTuTe,
nonydagainy kionumorpen + ACK u 408 (10,8%) ot nanuenTute, momyvasaniy miamnebo + ACK
(28,4% namansBane Ha oTHocuTenHus puck; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

Ileouampuyna nonyiayus

B npoyuBane ¢ nmoBuiaBaHe Ha jo3arta npu 86 HOBOPOAEHH HJIH Jiela 10 24 Mecelna ¢ pUCK 3a
tpoM603a (PICOLO), kimonmaorpen e onieHsiBaH B mociemoBatenau qo3u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBopojeHu u aeua u 0,15 mg/kg camo npu HoBopoaeHu. [lozata ot 0,2 mg/kg nocrura cpenex
nporeHT Ha naxudupane 49,3% (5 uM A/I®-urgynmpana TpoMOOLIUTHA arperaisi), KOHTo e
CPaBHHM C TO3H IPH BB3PACTHH, IPHEMAIIH KJIOMUIOTPEN 75 mg/aHEBHO.

B panmomusupano aBoiHO-cisimo, mapanenHo rpynoso npoyusane (CLARINET) 906 neauatpuyan
MaeHTH (HOBOPOJCHHU U Jiela), C HIMaHOTUYHO BPOJIEHO ChPACYHO 3200 sIBaHe, C MaIHaTUBHO
MIOCTaBEH CUCTEMHO-0enoapo0eH apTepraleH IIBHT, ca paHIOMU3NPaHH 3 IPHEeMaT KIOMHI0TPEl
0,2 mg/kg (n=467) nnu miane6o (n=439) eTHOBPEMEHHO ChC CHI'BTCTBAIIO OCHOBHO JISYEHHUE JI0
MOMEHTA Ha BTOPUS eTall Ha onepanusara. CpeIHUST IePHOI MEXKIY ITOCTABSIHETO HA TaHAaTHBCH
IIBHT ¥ I'BPBOTO MPWIIOKCHNUE HA M3MUTBAHUS JIEKapCTBEH NpoAyKT e 20 muu. [Ipubnusutenno 88%
OT IMaUeHTUTe ca norydaBanu eqaoBpeMeHHo ACK (amamaszon ot 1 1o 23 mg/kg/nueBno). He e
HaOIro1aBaHa 3HAYMMA pa3InKa MEXITy TPYIIUTE 110 OTHOIICHNE HA ITbPBUYHATA ChCTaBHA KpaifHa
TOYKa HA CMBPT, TPOMOO3a Ha II'BHTA WIK ChpACYHA HHTEPBEHIIMS [10-paHo OT 120-1HeBHa Bb3pacT
cien cr0uTHE ¢ onpeneneHo TpomOoTiaeH xapakrep (89 [19,1%] 3a rpynara Ha xtonmgorpen u 90
[20,5%] 3a rpynata Ha mane6o) (Bx. Touka 4.2). KepBeHeTo e Haif-decTo cho0IlaBaHaTa HeXKelaHa
peaknus U B IBETE TPYIH — HA KIIOMUAOTPEN U IIanedo; KaTo He € Habro1aBaHa 3HaunMa pasiiiKa B
4yecToTara Ha KbpBeHE Mex Iy rpynute. [Ipu 1parocpodHo mpocie/sBaHe Ha 6€30MacHOCTTa IPU TOBa
poyyBaHe, 26 NalMeHTH ¢ BCE OIIe HAJIMYEH IIFHT Ha eIHOTOIUIIIHA B3PAcT ca NOoIydaBaliu
Konmzorpen 10 18-mMecedna Bb3pact. He ca HaOmo1aBaHH HOBU CHOOPaKEHHS OTHOCHO
0e301macHOCTTa M0 BpeMe Ha TOBa JIBJIITOCPOUHO MPOCIe/IIBaHE.

NznutBanusita CLARINET u PICOLO ca mpoBeieHr ¢ H3MOJI3BaHe Ha MPUTOTBEH Pa3TBOP Ha
KJIonuIorpe. B mpoy4usane Ha OTHOCHTENTHATA OMOHAIMYHOCT IIPH BH3PACTHU, IPUTOTBEHUST
PasTBOp Ha KIOMHIOTPEJI TIOKa3Ba CXOAHA CTEIEH M MaJIKO MO-BHCOKA CKOPOCT Ha abcopOuus Ha
TJIABHUSA IUPKyIupan] (HeaKTUBeH) MeTa0OJINT, B CPABHEHHUE C pa3pelleHaTa 3a yrnoTpeda Tadbierka.

5.2 ®dapMaKOKMHeTHYHHM CBONCTBa
Abcopbyus

Cren eqHOKPaTHO M MHOTOKPATHO MIEPOPAITHO MPIIIOKEHUE HA TO3H OT 75 mg THEBHO, KIIOMUAOTPET
ce abcopbupa 6bp30. CpelHUTE MAKCHMAJTHU TUIA3MEHU HUBA HA HEMTPOMEHEHUS KJIOTIHIOTPET
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(mpubnuzutenHo 2,2-2,5 ng/ml cien eqHOKpaTHA NEpopaHa 103a OT 75 mg) HACTHIBAT
npuOII3UTENHO 45 MUHYTH ciief ipueM. AOcopOrusita e Hai-Manko 50%, Bb3 OCHOBA Ha
EKCKpEIHsITa C yPHHATa Ha METaOOINTUTE HA KIIOMUAOTPEN.

Pasnpeoenecnue

Kionuaorpen v rmaBHUST HUPKYIHUpall (HEAKTUBEH) METa0OIUT ce CBBP3BAT OOPATHUMO in Vitro C
YOBELIKUTE IIa3MEHU NPOTeUHU (chOoTBETHO 98 % u 94 %). In vitro, CBbp3BaHETO HE 3aBUCH OT
CTCIICHTA HAa HaCUIIaHEe, ITPU IMHUPOKU I'PaHUIIA Ha KOHIICHTpalusATa.

Buompancgopmayus

Knonuaorpen ekcTeH3UBHO ce MeTabosnu3upa B YepHust 1pod. [n vitro u In vivo xionunorpen ce
MeTaboNn3upa 110 [Ba OCHOBHM METaOOJIUTHH ITBTS: €IMH, OCBIIECTBABAH OT €CTEPa3y M BOJCI 10
XHIPOJIM3a U TI0y4aBaHe Ha HEaKTUBHM JIepUBaTH Ha KapOokcuioBara kucenuHa (85% ot
MUPKYJTUpAITUTEe METAOOIUTH), U JPYT, OCHIIECTBIBAH OT MHOXECTBO IIUTOXpoMHU P450.
Krnonunorpen mepBo ce MeTaboIu3upa 0 2-0KCO-KIOMUA0TPel MK IUHEH METa0OIHT.
IocnenBamusaT MeTaboOIM3bM Ha MEXKIUHHIS META0OIUT 2-0KCO-KIOIMHIOTPEIT BOAM A0 0Opa3yBaHe
Ha aKTHBHUS META0OJNT, THOJIOB ICPUBAT HA KIIOMUOTPEl. AKTUBHUAT MeTaboJIUT ce 00pa3yBa
npeaumuo oT CYP2C19 ¢ yuyactuero Ha Hsikonko apyru CYP ensumu, BxmountenHo CYP1A2,
CYP2B6 u CYP3A4. AKTUBHHSAT THOJIOB METa0OJINT, KOWTO € U30JIUPaH in Vitro, ce CBbp3Ba Obp30 U
HEOOPaTUMO KbM TPOMOOILMTHHUTE PEUENTOPH, KOETO MHXUOMpPa TPOMOOLIMTHATA arperarusl.

Crax Ha aKTHBHUSI METa0OJIMT € JBa IBTH MO-BUCOKA CJIE]] €JHOKpaTHA HaToBapBalia 1o03a oT 300 mg
KJIOMUIOTPEIT, OTKOJIKOTO CIIEH MpUiiarane Ha MoIbpiKaiia 103a oT 75 mg 3a ueTupu JHU. Cmax CE
nmoctura npubimsutesHo 30 10 60 MUHYTH CIIe]] IpHUIIaraHe.

Enumunupane

Crnen nepopaieH npueM Ha mapkupat ¢ C14 kionuaorpen npu xopa, npubnusurenso 50 % ce
eKCKpeTHpa B yprHATa U 0K0JI0 46 % mpe3 pexanmuute 3a 120 yacoB uHTEepBai cien npuema. Cien
€HOKpaTHA IepopaiHa 1032 oT 75 mg, KIOMUAOTPel HMa IOJTy-KUBOT OT MPUOIU3UTETHO 6 Jaca.
EnmuMUHAIIMOHHUAT OTYKUBOT Ha OCHOBHIUSI IIUPKYJTHpAIl (HEaKTUBEH) MeTabouT € § Jaca cien
€THOKPATHO WJIN MHOTOKPATHO IPHIIOKEHHE.

Dapmaxozenemura

CYP2C19 e BxiroueH BbB (hOpMUPAHETO HA AKTUBHUS META0OJIUT U HA MEXIMHHHS METabOJIUT 2-
okco-konunorpen. dapMakOKHHETHKATA U aHTUTPOMOOIUTHATE e(PEKTH Ha KIOMHIOTPEII, H3MEPEHH
9pe3 aHaIIU3 Ha ex Vivo TpoMOOIIMTHA arperamnus, ce pasnudasat B 3aBucumoct ot CYP2C19
TeHOTHIIA.

CYP2C19*1 anenbT chOTBETCTBA Ha LSIOCTEH (PyHKIMOHAIEH MeTabonu3bsM, fokato CYP2C19*2 u
CYP2C19*3 anenure ca HepyHkumonaman. CYP2C19*2 u CYP2C19*3 anenure ca 0TTOBOpHU 32 TIO-
royiiMaTa 4acT OT HaMajieHaTa (pyHKIMS IpH c1abure MeTabonusaTopu ot Osnata (85%) u a3marckara
(99%) paca. [Jpyru anenu, CBbp3aHHU C JIUIICBAI] WM HaMaleH MeTabOIM3EM, Ca ITO-MaJIKO YeCTH U
BkimouBaT CYP2C19*4, *5, #6,*7 u *8. [lanmeHT chC cTaTyC Ha ci1ad MeTaboIn3aTop, Ie MPUTEKABA
JIBa aJeiia, OTTOBOPHH 32 3ary0a Ha (yHKIHS, KaKTo € onpeaeneHo mno-rope. [lydoankyBaHuTe 9ecToTn
3a cmabute CYP2C19 merabomu3upaiiy reHoTUIoBe ca MpuoOmm3nTenHo 2 % 3a Osmara paca, 4 % 3a
yepHaTa paca u 14 % 3a kuraiinure. ColiecTByBaT TecToBe 3a omnpenensHe Ha CYP2C19 renoruna Ha
MalyeHTa.

Kpberocano npoyusane npu 40 31paBu no6poBoy, mo 10 BeB Beska ot yetnpure CYP2C19
MeTaboIM3upaIy rpynu (KpaitHo Obp3u, EKCTCH3UBHH, MEKIMHHHU 1 C1a0U MEeTab0IM3aTOPH )
oleHsBa (PapMaKOKHMHETHKATA U aHTUTPOMOOIIMTHUTE OTTOBOPH pH 103a oT 300 mg, mocieaBaHa OT
75 mg/maeBHo 1 600 mg, mocnenBana ot 150 mg/mHEBHO, BCsAka 3a 00110 5 JTHU (CTAIMOHAPHO
cberosinue). He ca HabmojaBaHy ChIECTBEHU PA3IUKU B €KCIIO3ULIUATA HA aKTUBHHS METa0O0JIUT U
CpemHOTO HHXMOUpaHe Ha TpoMOonuTHATa arperanus (IPA) Mexnay kpaitHO OBp3UTE, EKCTCH3UBHUTE
1 MeXIUHHUTE MeTabonmzaropu. [Ipu cirabute MeTabomn3aTopH eKCIIO3UIIMITa HA aKTUBHUS
MeTtabonuT e HamarneHa ¢ 63-71 % B cpaBHeHUE ¢ eKCTeH3UBHUTE MeTabonm3aTopu. Cien cxema Ha
no3upane 300 mg/75 mg, aHTUTPOMOOIIUTHUTE OTTOBOPH Ca MOHMKESHU TIPU CIIA0UTE METa00IM3aTOPH
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cbe cpeano IPA (5 uM ADP) ot 24 % (24 1ac) u 37 % (nen 5) B cpaBHenue ¢ IPA ot 39 % (24 vac) u
58 % (meH 5) mpu excTeH3uBHUTE MeTabomm3atopu U 37 % (24 dac) u 60 % (meH 5) mpu MEKIUHHITE
metabonuzatopu. Korato cnabure merabonmsaropu mpuemar o cxema 600 mg/150 mg,
EKCITO3UIIMATA Ha AKTUBHHUS META0OJHT € MO-TojIsiMa OTKOJIKOTO mpH cxemara 300 mg/75 mg. B
noreaHenue, [IPA e 32 % (24 gac) u 61 % (neH 5), CTOHHOCTH, ITO-TOJIEMH OTKOJIKOTO TPH cIaduTe
MeTaboIn3aTopy, noayvasamu 1o cxema 300 mg/75 mg u cxonnu Ha te3u npu apyrure CYP2C19
MeTabOoIU3KPAaIH TPpyIH, oaydasamy mo cxema 300 mg/75 mg. [Toxxozsima cxema Ha J03UpaHe pU
Ta3u MOMyJIAIKsl MAIUEHTH BCE OIlle He € OIpe/iesiecHa B M3IUTBAHUS 32 KIIMHUYHU PE3yJITaTH.

B croTBeTCTBHE € TOpHUTE pe3ynTaTy, IpU METa-aHaJIU3, BKJIIOYBAI 6 MpoyyBaHus Ha 335 manueHTH,
JIEKYBaHHU C KJIOMHUJIOTPET B CTALIIOHAPHO CHCTOSHUE, € MOKa3aHO, Y€ EKCIO3UIMUATA Ha aKTUBHUS
MeTabOoJUT € IOHMXKEeHa ¢ 28 % 3a MeXXIUHHATE MeTabomM3aTopu u 72 % 3a cnabure
MeTaboIn3aTOPpH, JOKaTO MHXUOMUpaHEeTo Ha TpoMOoIuTHaTa arperanus (5 UM ADP) e noHmxkeHo ¢
pasznuku B IPA ot 5,9 % u 21,4 % cbOTBETHO, B CpaBHEHHUE C €KCTCH3UBHUTE METa00INU3aTOPH.

Bnusauero na CYP2C19 renoruna BbpXy KIMHUYHUSA U3XO0/ IPU NALIMEHTH, JEKYBaHH C
KJIOMIUJIOTPEIT, HE € OLIEHSBAHO B MIPOCIIEKTHBHHU, PaHJIOMH3UPaHU, KOHTPOJIUPAHU M3ITUTBAHUS.
CrimecTByBatT 00aue peauia peTPOCICKTUBHY aHAIM3H 32 OLCHKA Ha TO3H (KT U MAIlMCHTH,
JICKYBaHHU C KJIOMHMIOTPE, 32 KOuTo UMa pe3yntaru 3a reHoruna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), kakTo
Y M3BECTECH OpOii MMyONNKyBaHW KOXOPTHH MPOYYBAHUSL.

B TRITON-TIMI 38 u 3 ot xoxopraute npoyuBanus (Collet, Sibbing, Giusti) koMmOuHHpaHaTa rpyma
HAlUEeHTH C MEXKIUHEH WITH cl1ad MeTaboNM3upall| CTaTyC ca MMaJIi M0-BHCOKa YECTOTa Ha ChPJCYHO-
CHJIOBU MHITUJICHTH (CMBPT, MUOKap/IcH HH(PAPKT U MHCYIT) WK TPOMOO3a Ha CTEHTA, B CPABHCHHUE C
€KCTEH3UBHHTE MeTa00IM3aTOPH.

B CHARISMA 1 e1HO KOXOPTHO Mpoy4BaHe (Simon) MOBHUIIIEHA YECTOTa HA WHIIUACHTH €
HabI0aBaHa caMo MpH cabu MeTadoIM3aTOpU B CPAaBHEHHE C EKCTCH3MBHUTE METa00IM3aTOPH.

B CURE, CLARITY, ACTIVE-A u eqHo ot xoxopTtHute npoyuBanus (Trenk) He e HabmoaBana
MOBUIIIEHA YeCTOTa HA WHIMJCHTUTE B3 OCHOBA Ha CTaTyca Ha MeTabom3aropa.

Huro enun oT Te3u aHaNn3u He € OMJI ¢ aJieKBaTeH Opoii MalMeHTH, 3a J]a OTKPUE PA3JIMKH B U3X0/a
MIPH CJTA0UTE METa0OTU3ATOPH.

CHCLII/IaJ'IHI/I nomyJjaanyuu

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHHS METa0OJIUT Ha KIIOMMUAOTPEII HE € U3BCCTHA MPHU TE3U CIICHIUATTHA
MOITyJIaluu.

bvopeuno yepescoane

Crnen MHOTOKpATHO IPUIIOKEHUE HA 03U OT 75 mg KIOMUOTPEN JHEBHO MPH MAIUEHTH C TEXKKa
0BOpeyYHa HEAOCTATHLYHOCT (KPEATHHHUHOB KIMPBHHC MeXIy S5 v 15 ml/min) naxubupanero Ha AJID-
WHAyIpaHaTa TPOMOOIMTHA arperamus € mo-HUCKO (25%), OTKOJIIKOTO HaOIr01aBaHOTO MPH 3IPaBH
WHIUBHIY, BBIIPEKH TOBA,, YIBDKABAHETO HAa BPEMETO HA KbPBEHE € CXOIHO, C TOBA HAOIIOIaBaHO
IIpH 3ApaBH MHIUBHIM, IpHEMaIiy 75 mg Kronuaporen qaeBHo. OCBeH TOBa, IPH BCHYKH MAIHECHTH,
KIIMHUYHATa TOHOCHUMOCT € Ouia n1o0pa.

YeprodpobHo yepescoare

Cren MHOTOKpATHO MpHUIaraHe Ha 703a OT 75 mg KJIOMUAOTPeN AHEBHO B IPOABIKeHUE Ha 10 1HU
IIPY MAIEHTH C TSKKO YepHOAPOOHO yBpexnaHe, nuxuonupanero Ha A/1d —naaynnpanara
TPOMOOLIUTHA arperaiys € CXoAHa ¢ TOBa HaOJI0AaBaHO MPH 3paBU UHAUBUAU. Y IbIKABAHETO HA
CPEeIHOTO BpeMe Ha KbPBEHE CHIIO € OMII0 CXOAHO B JBETE TPYIIH.

Paca
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[IpeobnanaBanero Ha anenure Ha CYP2C19, onpenensmm mexanneH u cinad CYP2C19 metabonuzbm
Ce pa3iuyaBar B 3aBUCUMOCT OT pacara/ eTHoca (Bx. @apMakoreHetuka). Hanuduu ca, orpaHuueHH
JAHHH OT JIUTepaTypaTa 3a a3MaTCKHUTE MOIYJIAIMH 3a OIICHIBAHE HAa KIIMHHYHATA 3HAYMMOCT Ha TOBA
CYP reHotunusupane no OTHOIIECHHE HA W3X0/1a OT KITMHUIHUTE UHIUACHTH.

5.3 TlpeaxkIuHWYHU JAHHH 32 0€30MACHOCT

[TpeAKTUHUYIHNTE IPOYYBAHUS P ITBXOBE U MaMYHH Hai-4e€CTO YCTaHOBSBAT YCPHOAPOOHU
MPOMEHH IIPH JI03H, HaJBUIIABAIIN Hal-MaJIKO 25 IBTH eKCIIO3UIMATA TP XOpa, IPHEMaIn
TepaleBTUYHATA 1032 OT 75 mMg/AHEBHO, KOUTO ca B Pe3yNTaT Ha eeKT BbPXY YCPHOAPOOHUTE
MeTa0boIHM3upaIy eH3uMH. TakbB eheKT He € yCTaHOBEH MPH X0opa, IpHeMallly TepareBTHYHA /1032
KJIOTIHIOTPEIL.

IIpy MHOTO BHCOKH JIO3M TIPH CHINUTE KUBOTHHE YCTAaHOBEHA M HapyIIeHa CTOMAIIIHA TOHOCHMOCT
(racTpuT, CTOMAIIHY €PO3HH H/UIH MOBPBILAHE).

Hsima noka3zarencTsa 3a KapIIMHOT€HEH e(heKT MpH MpularaHe Ha KJIOMUIOTpen 78 ceaqMUIM Ha
MHIIKH 1 104 ceMUIM Ha TUTBXOBE B 1031 110 77 mg/kg THEBHO (CHOTBETCTBAIIO Ha Hal-MaJIko 25-
IBTH €KCIO3HIMATA P X0Opa, IPHEMally TepalleBTHIHATA 1032 OT 75 mg/ AHEBHO).

MHOX€eCTBOTO in Vitro u in vivo IPOYyYBAHUS 3a TEHOTOKCHUYHOCT MOKAa3BaT, Y€ KJIOMHUAO0TPeIl HAMa
TaKbB e(eKT.

Knormmpporen He Biusie BpXy (epTIIINTETa HA MBXKHU 1 )KEHCKH TUIBXOBE U HIMa TepaTOTreHEeH
edexT BBPXy IUIbXO0BE U 3aiiuu. Koraro ce mpuiara npu JakTHpAIIy ITbX0BE NPEIU3BUKBA C1ab0
3a0aBsiHE HA Pa3BUTHETO Ha MoKojeHueTo. Criennpuyan GpapMaKOKUHETHYHHU TPOYYBAHUS C
MapKupaH KJIOMUAOTPE M0Ka3BarT, 4e IbPBUYHATA CyOCTaHLUS HJIM HeHHH METabOIUTH ce
EKCKpeTHpaT B MIIIKOTO, CIICIOBATEIIHO MPSIK (C1aba TOKCHYHOCT) WIH KOCBEH e(heKT (JIEKO BKYCOBO
ycelane) He MOXKe Jla Ce M3KITIOUH.

6. OAPMALEBTHUYHU JAHHHU
6.1 Chucbk HAa HOMOLIHHUTE BelleCcTBa

Snpo Ha TabneTkara:

JlakTo3a

Lemnyno3a, MUKpOKpHCTAIHA

[{apeBHYHO HUIIECTE, TPEKETATHHUZUPAHO
Maxkporon 6000

PunimHOBO Macio, XUApOTreHUPaHO

DuUIMOBO IIOKPHUTHE
Xumpomenosa (E464)

Turanos nmuokcun (E171)
XKenezen oxcu, uepser (E172)
Tank

TIponuteHT KO

6.2 HecnbBMecTUMOCTH
Henpunoxumo.
6.3 Cpok Ha roaHoct

Baucmep (OPA/Al/PVC-AI)
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3 roguHu

bymunxa (HDPE)

3 roauHA

Crnen mbpBOTO OTBapsiHE Ha OyTHIIKATa, JIGKAPCTBEHUSAT MPOYKT TPsIiOBa Jia Ce M3MOJI3Ba B PAMKHUTE Ha
2 Mecena.

6.4 CrnenuajHu ycJOBHS HA ChXpaHeHHUe

Bnucmep (OPA/Al/PVC-Al)

Jla ce cbxpaHsBa B OpUTHHAITHATA ONTAKOBKA, 3a J1a CE MPEe/Ia3y OT Bllara ¥ CBETJIMHA.
bymunxa (HDPE)

[Ipenu oTBapsHe:

To3u neKkapCTBEeH MPOAYKT HE M3MCKBA CIICIIHATHNA TEMIICPATypHH YCIOBHUS Ha ChXPaHCHHUE.
Jla ce cbxpaHsABa B OpUTHHAIIHATA ONAKOBKA, 3a JIa CE MPEe/a3y OT Biiara.

Crien oTBapsiHe:

[a ue ce cpxpansiBa Han 25°C.

CoxpaHnsBaiiTe OyTUiIKaTa IUTHTHO 3aTBOPEHA, 3a Ja CE MPE/Na3y OT Biara.

6.5 Bwuau chabp:KkaHNe HA ONMAKOBKATA

bmuctep OPA/AI/PVC-AL, cwabpkant 7, 14, 28, 30, 50, 56, 60, 84, 90 u 100 ¢punmupanu TabeTKy, B
KyTHSL.

Bytunka (HDPE) ¢ o6em 15 ml, 3amymanka (PP) cbe cymmten, 30 ¢punmupanu TabaeTku B KyTHSL.
Byrunka (HDPE) ¢ o6em 150 ml, 3amymanka (PP) csc cymuten, 500 ¢punmMupanu TabneTku B KyTHS.
He Bcuukm BUIOBE ONTAaKOBKH MOTrat a OBbIAT MMyCHATH Ha Ia3apa.

6.6 Crnenuajanu NpeAna3sHu MepKH MPH U3XBBbPJsHE

Hsma cnienmanay W3UCKBaHUA 32 H3XBBPILTHE.

Hem3non3BaHuT IeKapCTBEH MPOIYKT ITH OTIIAABYHUTE MATEPUAITH OT HETO TPSOBA 1a Ce U3XBBPIIAT
B CHOTBETCTBUE C MECTHHUTE M3NCKBAHMS.

7. MNPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Laboratoires BIOGARAN

15, boulevard Charles de Gaulle

92707 Colombes Cedex

®paHuus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

3a 6aucmep

7 ¢unmupanu Tabnetku: EU/1/09/558/001

14 ¢uwmupanu tadnerku: EU/1/09/558/002

28 ¢mmupanu tadierku: EU/1/09/558/003

30 ¢punmupanu tabnerku: EU/1/09/558/004
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50 ¢unmupanu tadbnetku: EU/1/09/558/005
56 dunmupanu Tabmetk: EU/1/09/558/006
60 punmupanu tadbierku: EU/1/09/558/007
84 punmupanu tadbnetku: EU/1/09/558/008
90 ¢pummupanu tadsetku: EU/1/09/558/009
100 ¢punmupanu tabnetku: EU/1/09/558/010

3a 6ymunxa

30 ¢pummupanu tadbmetku: EU/1/09/558/011
500 ¢punmupanu tabnerku: EU/1/09/558/012

9. JATA HA ITBbPBO PA3PEIIABAHE/IIOJHOBSIBAHE HA PASPEHLIEHHUETO 3A
YIHOTPEBA

Hara na mepBo pa3pemaane: 21 cenrremBpu 2009 T.

Jlata Ha mocienHo moAHOBsIBaHe: 8 Mait 2014 r.

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MonpobHa nHpOpMAaIKs 3a TO3H JIEKapCTBEH MPOAYKT € MPeIocTaBeHa Ha yeOcaiita Ha EBponeiickata
areHIus 110 JiekapcTBara http://www.ema.europa.eu.
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IPUJIOKEHMUE 11

IMPOU3BOJUTEJI(), OTTOBOPEH(HN) 3A
OCBOBOXKJIABAHE HA ITAPTHUA

YCJI0OBUA WK OT'PAHUYEHUA JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA
PASBPEHIEHUETO 3A YIIOTPEBA

YCJI0OBUA UK OT'PAHUYEHNUSA 3A BE3OITACHA 1

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MHPOAYKT
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A. ITPOU3BOJUTEJI (M), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA
IMAPTHUIN

Hme v afipec Ha TPOU3BOAUTEIIS OTTOBOPEH 3a 0c13060>1<z[aBaHe Ha NapTuauTe

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
CroBeHHs

KRKA-POLSKA Sp. z 0.0.
ul. Réwnolegta 5

02-235 Warszawa

ITomma

KRKA - FARMA d.o.o.
V. Holjevca 20/E
10450 Jastrebarsko
XbpBaTus
[ledaTHaTa THCTOBKA HA JIEKAPCTBEHUS MIPOAYKT TPsIOBa J1a ChIbpKa MMETO U aJipeca Ha
POM3BOIUTENS], OTTOBOPEH 33 OCBOOOYKIaBAHETO HAa ChOTBETHATA MAPTHIA.
b. YCJIOBUS WJIHU OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
JlekapCcTBEHHAT MPOAYKT C€ OTITYCKa MO JIEKAPCKO MPENUCAHUE.
B. JPYI'U YCJOBUS U UBUCKBAHUS HA PASPELIEHUETO 3A
YIHOTPEBA
) IlepuoanyHu aKTyaTu3UpaHu aokjaanau 3a 6ezonacHoct (ITA/IB)
[puTexkarernst Ha pa3peleHue 3a ynorpeba TpsoBa qa nmogasa [1A/IB 3a To3u POAYKT CHIIACHO
WM3MCKBAHMATA, IIOCOYCHHU B CIIUCHKA ¢ pedeperTtHuTe natu Ha EBporetickus cpro3 (EURD crimcbk),

npensuzeH B wi. 1078, an. 7 ot Jupextusa 2001/83/EO u nybauKyBaH Ha eBpOIIEHCKUS yedmnopTan 3a
JIeKapCTBa.

. YCJIOBUA NI OT'PAHUYEHUS 3A BE3OITIACHA U EOEKTUBHA
YHOTPEBA HA JIEKAPCTBEHUA ITPOJAYKT

. IL1an 3a ynpasiaenne Ha pucka (ITYP)

Henpunoxumo.
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INPUJIOKEHMUE II1

JAHHHU BBPXY OITAKOBKATA U JINCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS/3a 6ucrep u 6yTHiaKa

1.

HNME HA JIEKAPCTBEHUSA TPOAYKT

Clopidogrel BGR 75 mg ¢unmupanu tabneTku

KJIOMUI0TPel

| 2.

OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika gpunmmupana TabneTka Chappika 75 mg KIOMUIOTpe (KaTo XUIAPOTeHCYA(aT).

| 3.

CIINCBK HA IIOMOIIHUTE BEIIECTBA

Chabpika ChIO JaKTO3a.
3a moBeue HHPOPMALIUS BUKTE JINCTOBKATA.

| 4.

JIJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

¢dbunMupanu TabneTKu

3a brucmep

7 bunmupaHu TabICTKH
14 ¢dunvupanu TabneTKA
28 ¢unmupaHu TabIETKH
30 duiMupaHu TaOJICTKH
50 ¢puMupaHu TaOIETKH
56 priMupaHu TaOIEeTKH
60 dhuMupaHu TabIETKH
84 prmupanu TabIeTKH
90 ¢bunvupanu TabIeTKH
100 ¢punmupanu TabaeTKI

3a 6ymunxa

30 ¢pumMupaHu TaOJIETKH
500 ¢punmupanu TabneTKN

5.

HAYMH HA ITPMJIOKEHUE U ITbT(UIIA) HA BBBE/KTAHE

IlepopanHo npuI0XeHHE.
Ipenn ymorpeda mpodereTe IHCTOBKATA.

6.

CNELMAJIHO NPEAYNPEK/IEHUE, YE JJEKAPCTBEHUSAT MPOIYKT TPABBA
JIA CE CbXPAHSIBA HA MSICTO JJAJIEYE OT MOTJIEJA M JIOCET'A HA JEIA
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):[a C€ CbXpaHsABa Ha MsACTO, HECAOCTBHIIHO 3a JIC1IA.

7. JAPYI' CHIEOIUAJIHU NPEAYIHPEXKIEHUA, AKO E HEOBXOJIUMO

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

I'ongen no:

Bbymunxa

Crnen mbpBOTO OTBapsHE Ha OyTHIIKATa, IEKAPCTBEHUSAT MPOIYKT TPSIOBa /1a Ce U3IMOJI3BA B PAMKHUTE Ha
2 Mecena.

[Hata Ha oTBapsiHe:

9. CIIEHMAJTHU YCJIOBUSA HA CbXPAHEHUE

bnucmep

)Ia CC CbXpaHsiBa B OpUTHHAJIHATa OIIaKOBKa, 3a CC MPEAIa3n OT BJiara U CBETJIMHA.

bymunxa
IIpenu oTBapsHe:
[a ce cpxpaHsiBa B OpHTHHAIHATA OMAKOBKA, 32 Ja Ce MPEATa3y OT Biara.

Crnen oTBapsiHe:
[Ha He ce cpxpansipa Hag 25°C.
CoxpaHsiBaiiTe OyTHIIKaTa IUTBTHO 3aTBOPEHA, 3a Jla C€ MPEa3y OT Biara.

10. CIEIIMAJIHUA NPEAITA3ZHU MEPKU ITPU N3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTH NN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA TIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Laboratoires BIOGARAN
15, boulevard Charles de Gaulle - 92707 Colombes Cedex, ®panrust

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

3a 6aucmep

7 ¢unmupanu Tadbnetku: EU/1/09/558/001
14 ¢mvupanu tadnerku: EU/1/09/558/002
28 ¢pmmmupanu Tabnerku: EU/1/09/558/003
30 ¢unmupanu tadnerku: EU/1/09/558/004
50 ¢ummupanu Tadsretku: EU/1/09/558/005
56 ¢unmupanu Tabnerku: EU/1/09/558/006
60 ¢mmvupanu Tadnerku: EU/1/09/558/007
84 punmupanu tadbnetku: EU/1/09/558/008
90 dunmmupanu Tadmetku: EU/1/09/558/009
100 dunmupanu Tabnerku: EU/1/09/558/010

3a 6ymunka
30 ¢punmupanu Tabnerku: EU/1/09/558/011
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50 dunmupanu tabnerku: EU/1/09/558/012

| 13. MAPTHJEH HOMEP

ITapt. Ne:

| 14. HAYMH HA OTITYCKAHE

‘ 15. VYKA3AHWA 3A YHHOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAIHJIOBA A3BYKA

Clopidogrel BGR 75 mg

| 17. YHUKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKO/]

JBynsmepen 6apkoj ¢ BKIIOYCH YHUKAJICH UACHTU(UKATOP

| 18. YHUKAJIEH NJEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHNUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Clopidogrel BGR 75 mg ¢unmupann TabneTkn
KJIOHHAOTPE

| 2. NME HA TIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Laboratoires BIOGARAN

| 3. JATA HA U3THYAHE HA CPOKA HA TOAHOCT

T'omen no:

| 4. TAPTHJEH HOMEP

[Tapt. Ne:

5.  JIPYTO
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JAHHU, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITAKOBKA

ETHUKET 3A BYTHUJIKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Clopidogrel BGR 75 mg ¢punmupanu Tadnetku

KIIOIIU A0 PEI

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska punmupana tabneTka chabpika 75 mg kionuaorpen (KaTo XuaporeHcyndar).

‘ 3. CIIICBK HA TIOMOIIHUTE BEIIECTBA

Chpppika ChINO JIAKTO3A.
3a moBeue MHPOPMAIINS BUKTE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

¢dbuMupanu TabIeTKH

500 ¢punmupanu TabiaeTKku

‘ 5. HAYHNH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpenu ynorpeda mpouereTe IUCTOBKATA.

[Tepopannao npumnoxeHue.

6. CHELIMAJHO NPEAYNPEKIEHUE, YE JEKAPCTBEHUSAT ITPOIYKT TPSBBA
JIA CE CBXPAHSIBA HA MSICTO JAJIEYE OT HOTJIEJIA U IOCET'A HA JELIA

Jla ce chxpaHsBa Ha MSCTO, HEIOCTBITHO 3a Jella.

‘ 7. JAPYI'U CIIEHUAJIHU ITPEJAYIIPEXKJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA U3TNYAHE HA CPOKA HA 'OJHOCT

T'oxmen no:

Crnie mbpBOTO OTBapsiHE Ha OyTHIIKATA, JISKAPCTBCHUAT IPOJIYKT TPSAOBA Ja ce M3M0J3Ba B pAMKUTE HA
2 Mecena.

JaTta Ha oTBapsiHe:
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‘ 9. CIIEIINAJIHHA YCJIOBUA HA CbXPAHEHUE

IIpenu otBapsinHe:
[la ce cbxpaHsBa B OpUTMHAIHATA OIIAKOBKA, 3a Ja CE Mpena3y OT BJlara.

Crnen oTBapsiHe:
a e ce cpxpansaBa Haja 25°C.
CwxpansiBaiiTe OyTHIKaTa IUTHTHO 3aTBOPEHA, 32 Jia Ce MpeIna3y OT BIiara.

10. CIEOUAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Laboratoires BIOGARAN
15, boulevard Charles de Gaulle - 92707 Colombes Cedex, ®paniust

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/558/012

13. TIAPTHJEH HOMEP

ITapt. Ne:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUNS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAHJIOBA A3BYKA

‘ 17. YHUKAJIEH UWAEHTUD®UKATOP — JIBYU3MEPEH BAPKO/|

Henpunoxumo.

18. YHHUKAJIEH WAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

Henpunoxumo.
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJUHNYHN
II'bPBUYHU OITAKOBKH

ETHUKET 3A BYTHJIKA

1. HNME HA JIEKAPCTBEHUSA IMTPOAYKT U IbT(MIIA) HA BBBE/KJIAHE

Clopidogrel BGR 75 mg ¢unmupanu TabneTku

KJIIOIIMI0Tpest
[epopanHo npunoxenue

2. HAYYH HA TPUJIOKEHUE

IIpenu ynorpeda mpouereTe IUCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

EXP:

Crien oTBapsiHe:
Jla ce m3non3Ba B paMKHTE Ha 2 Mecera.

I[aTa Ha OTBApsHEC:

‘ 4. IMAPTUJAEH HOMEP

Lot:

5. CHIBPKAHUE KATO MACA, OBEM WJIH EJUHUALIA

30 ¢puiMupaHu TabJIETKH

| 6. JIPYTO

ChabpiKka ChIIO JAKTO3a.

Laboratoires BIOGARAN
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b. JUCTOBKA
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JlucTroBka: nHpopManus 3a norpeduTesIst

Clopidogrel BGR 75 mg ¢guiimupanu TadjaeTku
knonuaorpen (clopidogrel)

IIpouyereTe BHMMATEIHO UAJIATA JUCTOBKA MpeIH Aa 3al04HeTe Ja NMpHeMaTe TOBA JeKAPCTBO,

Thil KATO T ChAbP:Ka BakHa 32 Bac undgopmanms.

- 3amazere Ta3u TUCTOBKA. MOJXKe J1a ce HaJIOXKH Jia s IPOYETETe OTHORO.

- AKO Mare HIKaKBU JOIMBIHUTEIHH BBIPOCH, TIONUTalTe Bamus nekap uinu gapmanenT.

- ToBa nmekapcTBO € MpeANnrCcano eINHCTBEHO U TUYHO Ha Bac. He ro mpeotcrhsnBaiite Ha npyru
xopa. To Moxe J1a UM HaBpeIu, HE3aBUCUMO Y€ MIPU3HALIMTE Ha TSIXHOTO 3a00JIsIBaHE ca CHIUTE
kaTto Bammre.

- Axo TOJIYUYHNTEC HAKAKBU HEKEJIAaHU JICKAPCTBECHU PCAKIINU, BKIIIOUUTECIIHO HEOIIMCAHU B Ta3u
JUCTOBKA HEXXEJaHU peakluy, yBeaomere Bamms nexap win dpapmanenT. BuxTe Touka 4.

KakBo cbabpika Ta3u JINCTOBKA:

Kakgo mpencrasnsBa Clopidogrel BGR u 3a kakBo ce u3Moi3Ba
Kakso Tpsi6Ba na 3Haete, npeau ga npuemete Clopidogrel BGR
Kak nma mpuemare Clopidogrel BGR

BB3MOXHM HEXeTaH! peaKkuu

Kak na cexpanssare Clopidogrel BGR

ChabprkaHue Ha OITAKOBKATa U OMIBIHUTEIIHA HH(POPMAITHS

AR

1. Kaxso npexacrasiasiBa Clopidogrel BGR u 3a kakBo ce u3nosissa

Clopidogrel BGR chabprka KIonmumorpen u NprUHAUICKH KbM TpyIia JISKapCcTBa, HApeUeHU
aHTI/ITpOM6OHI/ITHI/I JICKApCTBCHU IMPOAYKTH. TpOM6OHI/ITI/ITe Ca MHOI'O MaJIKh KPbBHHU C€JICMCHTH,
KOWTO C€ CJICNBAT €JIMH C IPYT IpU 00pa3yBaHETO Ha KPhBHU ChcUpeld. Upe3 mpeaoTBpaTsiBaHe Ha
TOBA CJICTIBAHC, TpOM6OI_[I/ITHI/ITe AHTUArperaiT HaMaJIABaT pucka oT 06pa3yBaHe Ha KPbBHU
creupen (Tiporiec HapedeH Tpom003a).

Clopidogrel BGR ce npuemMa oT Bb3pacTHH HALMEHTH 3a MpeNa3BaHe 0T 00pa3yBaHETO HA KPBBHU
cbeupeny (TpoMOn) B YIDTBTHEHUTE KPBBOHOCHH CHIIOBE (apPTEPHH ), IPOIIEC M3BECTEH KAaTO
aTepoTpoM003a, KOETO BOJH 10 aTePOTPOMOOTHYHN MHIMACHTH (KaTo MO3bUYCH y/ap, ChpleueH
HPUCTHII, WK CMBPT).

Clopidogrel BGR Bu e npeamnucan 3a npeoTBpaTsiBaHe Ha 00pa3yBaHETO Ha KPHBHH ChCHPEIH U
HaMaJIsiBaHe Ha PHCKa OT Te3W CEPHO3HH MHIMACHTH, 3aI10TO:

- Bue nmate chcTOSTHHE HA YIUTPTHSBAHE Ha apTEPUUTE (M3BECTHO CHINO KAaTO aTepPOCKISpO3a) ’

- Bue umare Ipeaxoxaail KOpoHapeH HHIUUACHT, HHCYJIT, WJIKM UMATC CbCTOSITHUEC U3BECTHO KAaTO
nepruepHO apTepHanHo 3a00IsIBaHe.

Bue cTe nmanm Texxka rpbiHa 00JIKa, ChCTOSTHHAE U3BECTHO KaTO “‘HeCTaOMITHA CTCHOKApIUs ™ WITH
“MHOKapJieH UH(apKT” (ChbpAeUEH yaap). 3a IeUeHUe Ha TOBA ChCTOsSTHUE Bamus nexap Moxe Jia
MIOCTAaBH CTEHT B OJIOKMpaHAaTa WM CTECHEHATa apTepHs 3a 1a BH3CTAaHOBHU €(heKTHBHHUS KPHBCH OTOK.
Moxe na Bu Ob1e mpeamicana 1 aneTHICATHINIOBA KHCeHHA (BELIECTBO, ChABPIKAILO CE B MHOTO
JIEKapCTBa, M3MOI3BAaHH KaTo 00300 IABaIH 1 TOHIKABAIN TeMIlepaTypara, KakTo U
MPEAOTBPATABAIlY CHCHPBAHETO HAa KPBBTA) OT Bamms nekap.

Bue nmate HepaBHOMEpHa ChpJleuHa ICHHOCT, ChCTOSIHUE, HAPEUYEHO ,,TPEACHPIHO
MBXJICHE”, ¥ HE MOXKETE J]a PUeMaTe JIEKapCTBa, N3BECTHH KATo ,,lIEPOPAITHN aHTHKOATyJIaHTH
(anTaronucty Ha BUTaMuH K), KOUTO IipeoTBpaTsABaT 00pa3yBaHETO U HAPACTBAHETO HA KPHBHU
cbeupery. TpsadOBa na 3HaeTe, Ue MepOpaTHUTEe aHTUKOATYJIaHTH ca MO-e(PHUKACHH OT
aleTHIICAITUITIIIOBAaTa KUCEIMHA M KoMOnHMpanara yrnorpeba Ha Clopidogrel BGR mutroc
alleTHIICAINIINIIOBA KHCEIIMHA ITPU TOBA ChCTOsIHUE. Bammsr nexap TpsA6Ba nqa Bu npexnmmre
Clopidogrel BGR miroc aneTuiicaiviiuiioBa KUCeIrHa, ako He MOXKeTe Jia TIpueMare “‘repopaiHu
AQHTHKOAryJaHTH M 3a Bac HsIMa PUCK OT MaCUBHO KbpPBEHE.

36



2. Kaxpo TpsidBa na 3Haete, npeau aa npuemerte Clopidogrel BGR

He npuemaiite Clopidogrel BGR

- AKo cTe anepruuHu(CBPbXIyBCTBUTEIHH) KbM KIOMHIOTPEN M KbM HSIKOS OT OCTAHAIIUTE
CBhCTAaBKH Ha TOBA JIEKAPCTBO (M30pPOEHH B TOUKA 6).

- Axo cTpaznaTe OT 3a00JIsiBaHe, KOETO TOHACTOAIIEM IPHYHHABA KbPBEHE, HAIIPUMEp CTOMAIllHA
sI3Ba WIIK KbPBCHE B MO3bBKA.

- AKO cTpazaTte OT TeXKO YepHOPOOHO 3a00IIsBaHe.

AKo cMsTaTe, Ye HSIKOHU OT TE3U ChCTOSHHUS CE OTHACAT 3a Bac, nim umare HIKakBU CbMHEHUS,
KOHCyNTUpaiiTe ce ¢ Bammus nekap npenu aa npuemere Clopidogrel BGR.

Ipexynpexnenusi 1 npeInasHu MePKH
AKO HSIKOE OT U30POCHUTE MO-I0NY CHhCTOSHHS Ce OTHACAT 32 Bac, TpsiOBa BeaHara J1a YBEIOMHUTE
Bamms nexap npenu na 3anounere na npuemare Clopidogrel BGR.
- aKO CTE M3II0KCHU Ha PHUCK OT KbPBEHE KATO:
- 3abossiBaHe, KoeTo By u3nara Ha pUCK OT BBTPELIHO KbpBEHE (KaTo CTOMAIIIHA
SI3Ba).
- HapyIIeHHe Ha KPBBTa, KOETO MPEApa3noiara KbM BbTPEIIHA KPhBOU3IHBU
(XBpBeHE B THKaHNTE, OPTaHUTE WIIM CTABUTE Ha TSUIOTO Bu).
- CKOpOIITHA TEXKKa TPpaBMa.
- CKOPOIIIHA XUPYPrHYHA HHTEPBEHIIHs (BKITFOUUTEIHO CTOMATOJIOTUYHA).
- MPECTOSAIIA XUPYPTUIHA HHTEPBEHIUS (BKIFOUUTEITHO CTOMATOJIOTHYHA) MPe3
CIIE/IBAIIIMTE CE/IEeM JIHH.
- aKo CT€ UMaJIM ChbCUPEK B MO3bUHA apTepHsl (MICXEeMUYEH YAap) Bb3HUKHAI Npe3 [OCIEeTHUTE 7
TIHU.
- aKko uMate 0bOpPEeYHO WK YepHOAPOOHO 3a00sIBaHE.
- aKO CTe MMAJIM aJieprHs WM PEaKius KbM HIKOe OT JIeKapcTBaTa, H3MOI3BAHH 34 JICYeHHE Ha
Bamero 3abonsBane.

Hoxato npuemare Clopidogrel BGR:

- Tps6Ba na uadopmupare Bamust nekap, ako IIaHUPaTe XUPYPrUdHA HHTCPBEHITHSI
(BKJIFOYHUTEITHO CTOMATOJIOTUYHA).

- Tpsi0OBa cpio He3abaBHO 1a HHpopMupaTe Bamms Jiekap, ako pa3BreTe ChCTOSHHE (U3BECTHO
orre KaTto TpOMOOTHYHA TpoMOonHTonIeHHYHa Ty pirypa win TTII), koeTo BKITIOUBa TOBUILICHA
TEMIIEpATypa U CUHHUHHU I10 KOKaTa, KOUTO MOrarT aa C€ NpoABAT KaTO MaJIKl YEPBCHHU TOYKH,
chbe WU 6e3 HeoOsICHUMA MTPEKOMEpHA YMOPSIEMOCT, 00bpPKBaHe, MOXKBITIBAHE HA KOXKATA HITH
ounte (KBITCHUIA) (BHKTE TOUKA 4 “ BE3MOXKHU HEKEaH! peakiuu’).

- AKoO ce TIopexeTe WK HapaHHWTe, MOXKe J1a OTHEME MaJIKO MoBeue 0T 00MYaifHOTO BpeMe 3a j1a
crpe KbpBeHeTO. ToBa € CBbP3aHO ¢ HAYMHA Ha ACHCTBHE Ha JIEKAPCTBOTO J1a IPESIOTBPATIBA
o0paszyBaHeTO Ha KpbBHU cheupel. [1pn Maiku nopsi3BaHus U HapaHSBaHUA, KaTo HATp.
mopsI3BaHe 0 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO € 0e3 3HaueHue. AKo obaue KbpBeHeTo Bu
0e3rmokou, TpAOBa J1a ce CBhpIKETe He3a0aBHO ¢ Bamms nekap (BrkTe Touka 4 “ Bp3MoxHA
HEeXeJIaHU peakiuu’).

- Bammsit nexap Moske 1a Ha3HAYHM U3CIIEIBAHUS HA KPBBTA.

Jlena v roHOIIM
He naBaiiTe ToBa JiekapcTBO Ha Jiella, 3aM0TO HAMA PEKT.

JApyru nexkapcrBa u Clopidogrel BGR

Tps6Ba na xaxxere Ha Bamms nexap wiu papMarieBT, ako IpuemMare, HaCKopo CTe MPUeMay Wil €
BB3MOXKHO J]a TIPHEMEeTe PYTH JIKapcTBa, BKIIOYNTETHO M TAKHBA, OTITyCKaHH 0e3 perenTa.
Hsixom nexapcTBa Morat ga okaxar BIusHHE BbpXy AeiicTBueTo Ha Clopidogrel BGR u o6patHo.

Tps6Ba 3agpmxuTENHO 1a HHQOpMEpaTe Bammist ekap ako mpruemare
- JieKapcTBa, KOUTO MOTaT Jia MOBUIIIAT PHUCKa OT KbPBEHE, KaTo:
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- TIepOpalHH aHTHUKOAryJIaHTH, JIEKapCTBa U3I0JI3BaHH 33 HAMaJIIBaHE ChCUPBAEMOCTTA Ha
KpbBTa,
- HECTEePOWIHH MPOTHBOBB3MAIUTEIIHH JIEKAPCTBA, OOMYAHO U3IOJI3BaHU 3a JICYCHUE Ha
0O0JIC3HCHN W/WUTH BB3MAIUTEIHN ChCTOSIHUS HA MYCKYJIUTE WK CTaBHTE,
- XemapuH WIH APYTo JEKapCTBO 32 MH)KEKTUPaHe, N3II0JI3BAHO 3a HaMAJISIBAHE ChbCUPBAHETO
Ha KpbBTa,
- TUKJIONHIVH, IPyTrO aHTUTPOMOOIIUTHO JIEKAPCTBO,
- CENIeKTUBHU MHXHOWUTOPH Ha OOpATHOTO 3aXBalllaHE HAa CEPOTOHMHA (BKJIIOUYUTEITHO, HO HE
camo (pIyOKCEeTHH WK (PIIyBOKCAMUH), JIEKapCTBa, KOUTO OOMKHOBEHO CE M3IIOJI3BAT 32
JIeYeHHE Ha JeTpecus,
- OMETIPAa30JI UM €30MEIPa3oll, JIEKapCTBa, U3MOJI3BaHU 32 JICYEHUE Ha CTOMAILIHO
HEPa3MoJIoKEHHE,
- (hi1yKoHa30J1 MM BOPUKOHA30JI, JIEKaPCTBA 3a JIeUeHHEe Ha MbOMYHN MH(EKIHH,
- edaBUpPEHI] WK IPYTH aHTHPETPOBUPYCHH JieKapcTBa (M3MOI3BaHU 3a JieueHue Ha XIB
uHpeKnus,
- kapbama3eIuH, JIEKapCTBO 32 JICUCHUE HA HAKOH (DOPMH Ha ETTHIICTICHS,
- MOKJIOOEMUI, JIEKapCTBO 3a JICUCHHE Ha JICTIPECHS,
- penarivHu, JIeKapcTBO 3a JIeYeHHue Ha Jualer,
- MAKJIMTaKCe, JEKapCTBO 3a JEUEHHUE Ha pak,
- ONMOUIU: JOKATO Ce JIEKyBaTe ¢ KIOMUIOrpe, Tps0Ba aa ysenomute Bamus nekap, npenu aa
Bu 0B npennucan onuoun 1 (M3M0JI3BaH 3a JICYSHUE Ha CHITHA 00JTKa).

AKO cTe IMpeKUBENN TeXKa IphIHa 00JKa (HeCTaOMIHA CTEHOKAP VS MM MHOKapAeH HHPAPKT),
Moxke na Bu 6b1e npeanucan Clopidogrel BGR B koMOWHaIms ¢ areTHIICaIMIIMIIOBA KUCEIINHA,
BEIIECTBO, ChABPIKAILO C€ B MHOT'O JIEKAPCTBA, U3MOI3BaHU KaTO 00e300IABally U TOHWKABAIIU
Temneparypara. MHIuaeHTHaymoTpeda Ha aleTHIICATUIIIOoBa KucenuHa (He moede ot 1000 mg 3a
BCEKHU Nepuoi OT 24 yaca), He Ou TpAOBaIO J1a MPUYHMHABA IPOOJIEeM, HO TPOABIDKUTENHATA YyTIOTpeda
IIpU IpYyTH 00CTOSATENCTBA TPsIOBa 1a ce 00chau ¢ Bamms nexap.

Clopidogrel BGR ¢ xpana u HAnNUTKHU

Clopidogrel BGR na ce nprema cbc mim 0e3 XpaHa.

BpemMeHHOCT U KbpMeHe
3a mpeamoynTaHe € 1a He ce IMPHeMa TOBa JIEKaPCTBO TI0 BpeMe Ha OpEMEHHOCT.

AKo cTe OpeMeHHA WK CMsATaTe, Ye MOXKe Jla CTe OpeMeHHa, Tpsi0Ba a yBemoMuTe Bamms nexap wmm
dapmarnent, npeau na npuemere Clopidogrel BGR. Ako 3abpemeneere, nokaro npuemareClopidogrel
BGR, Bengnara ce nocwsBeTBaiiTe ¢ Bamus nekap, Thi KaTo He ce MpenopbyBa yrnorpedara Ha
KJIIOIHJIOTPEIT TI0 BpeMe Ha OpPeMEHHOCT.

He Tps6Ba na kepMuUTE, TOKATO MIpHEMAaTe TOBA JIEKAPCTBO. AKO KbPMUTE FIIH IUTaHHpaTe 1a KbPMHUTE,
rosopere ¢ Bamus nekap, mpeau Aa IprueMeTe ToBa JEKapCTBO.

KoncynTupaiite ce ¢ Bamus nexap uim ¢apManeBT Npeau premMa Ha KaKBOTO U J1a OMIIO JIeKapCTBoO.
lo¢pupane u padora ¢ MAIIMHU

Clopidogrel BGR e manko BeposITHO Aa 3acerHe crnocobHocTTa Bu 3a modupane unu padora ¢
MaIlUHH.

Clopidogrel BGR cbabpixa j1aKkTo3a

Ako Bammst nexap Bu e xazan, ye umMaTe HEIOHOCUMOCT KbM HSKOM 3aXapH (Harp. JJaKTo3a),
CBBPIXKETE CE C HETO, IPEAU J1a IPUEMETE TO3U JIEKApCTBEH MPOAYKT.

3. Kak n1a npuemare Clopidogrel BGR

BuHaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan BammsaT nexap win gpapmaneBT. AKO He
CTE CHUTYPHH B HEIlo, HonuTaiite Bammus nexap nwim ¢papManesT.
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[penopbunTenHaTa 1032, BKIIOYUTEIHO 32 MALUCHTH ChC CHCTOSIHIE, HAPEUYCHO ,,IPEACHPIHO
MBXK/IeHe” (HEepUTMUYHA ChpACYHA JIEHHOCT), € eqHa Tabnerka ot 75 mg Clopidogrel BGR nnesHo,
KOSTO C€ IPHeMa IIEPOPaTHO ChC WM 0€3 XpaHa, U 10 €IHO U CHIIO BPEME BCEKH JICH.

AKoO cTe UMaJIi CHJTHA TphAHA 00JIKa (HecTabUITHA CTEHOKApAUS WM MHOKapAcH nHdapkr), Bammst
nexap moxe na Bu nane 300 mg Clopidogrel BGR (1 tabnerka ot 300 mg v 4 TabiieTku oT 75 mg)
BEJIHBK B HA4aJOTO Ha JeyeHueTo. Ciel ToBa, MPernopbYuTelIHATA J103a € eHa TabJeTKa OT 75 mg
Clopidogrel BGR nHeBHO, KaKTo € ITOCOYEHO TO-Tope.

Tps6Ba na mpuemare Clopidogrel BGR TonkoBa apiro xoikoTo Bu ro e npeanucan BammsaT gexap.

AKo cTe npuesu noseye ot Heooxogumata g03a Clopidogrel BGR
CBBpiKeTe ce BemHara ¢ Bammist jekap Wim OTUAETE 10 CIESIICHTO METUITMHCKH 3BEHO B Hali-Onm3Kara
OOJHUIIA TTIOPAJH YBEIHMYEH PUCK OT KbPBEHE.

Axo cte nponycHaju 1a npuemete Clopidogrel BGR

Axo cte nporrycHanu fa npuemete no3a Clopidogrel BGR, HO cu crioMHHTE B paMKnTe Ha
cnenBamuTe 12 yaca cien oOM4aifHOTO BpeMe, BeAHAra B3eMeTe TabjeTKara CH, a Iociie IpueMere
cienBamaTa B 00NM9aifHus Jac.

Axo cTe 3a0paBmiH 3a oBede oT 12 yaca, MpOCTO pUEMeTe Clie/iBalllaTa eIMHIYHA /1032 B
obnuaitHoTo BpeMe. He B3eMaliTe IBOIHA /1032, 3a ]a KOMIIGHCHpATe MPOITycHaTaTa TabJeTKa.

Ako cte cipesiu npuema Ha Clopidogrel BGR
He cniupaiite nedyenuero, ocBeH ako Bamusr jiekap He Bu nocsBerBa. Cebpxere ce ¢ Bamus
Jexap Win GpapMaleBT Ipean J1a ro HallpaBuUTe.

AKO MaTe HSIKaKBH JOIBIHUTEIHH BBIIPOCH, CBBP3aHHU C yroTpebaTa Ha TOBA JIEKapCTBO, IONUTANTE
Bammst nexap wnn hapmanesT.

4. Bb3MOKHH HEKETaHU PeAKIUH

KakTo BcHuku JICKApCTBA, TOBA JICKAPCTBO MOXKE J1a IPECAN3BUKA HCXKCIIAHU PCAKIIUU, BBIIPCKHU Y€ HE
BCCKM I' I1I0JIy4daBa.

HNudpopmupaiite Bamus Jexap He3a0aBHO, aKO UMAaTe:

- BHCOKA TEMIIepaTypa, MpU3HAIM Ha HH()EKINS WK peKaneHa ymopa. ToBa MoXe 1a ce TbIDKH
Ha MOHW)KaBaHE CTOWHOCTHTE Ha HAKOHM KPBBHH KJIETKH, KOETO € PSAMIKO.

- MpU3HAIM Ha YEPHOAPOOHHU NIPOOIJIEMH, KATO MOXKBITIBAHE HA KOXKAaTa U/ UITH OYUTE
(>KBITEHUIIA), HE3aBHCHUMO OT TOBA JIAJIM Ca ChIITBTCTBAHU OT MOAKOKHU KPHBOHM3IIUBH, KOUTO C&
MPOSIBSIBAT KaTO MAJIKU YSPBEHU TOYKH W/ 0OBpKBaHe (BHKTe Touka 2 “TIpeaynpexaeHus 1
TpeATa3Hu MepKu”).

- MOyBaHE Ha ycTaTa WK HapylIeHHE Ha KoXaTa KaTo OOpUBHU U ChpOEKHU, MEXYPU IO KOXKaTa.
ToBa MOXe J1a ca CHMIITOMHY Ha aJepruIHa PeaKiusl.

Haii-yecTo cho01IaBaHATA HeKeIaHA JIeKAPCTBEHA PeaKIus € KbpPBeHe.

KbpBeHeTo MoKe J1a ce IPOsIBU KaTo KbPBEHE B CTOMaxXa WIIM YepBaTa, HAThPTBAHE, XEMaTOM
(HeoOMYaliHO KbPBEHE WM 00pa3yBaHe Ha CHHUHU T0JT KOXKaTa), KbpPBEHE OT HOCa, KpbB B ypuHaTa. B
MaJIbK OpOii OT CIIy4aunTe, ce ChoOIIaBar ChII0 U KPbBOW3INBU B OUUTE, TJIaBaTa, Oeust Apod Win
CTaBHUTE.

AKo0 UMaTe NPOAbKUTETHO KbpBeHe, korato npuemarte Clopidogrel BGR

AKO ce TTopeKeTe WM HapaHUTEe, MOXKE J]a OTHEME MAaJIKO MOBEUYE OT OOMIAfHOTO BpeMe 3a Ja CIpe
KbpBeHeTo. ToBa € CBhp3aHO C HAauMHA Ha JAEHCTBUE HA JIEKAPCTBOTO Jia IPEIOTBPATsABa 00pa3yBaHETO
Ha KpbBHU cbeupeld. [Ipu Manku nops3BaHUs U HapaHsABaHUSA, KaTO HAIp. MOPsA3BaHE 110 BpeMe Ha
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OpbCcHEHe, ToBa OOMKHOBEHO € 0e3 3HaueHne. Ako o0aue KbpBeHeTo Bu 6e3mokon, TpsaOBa 1a ce
CBBpIKEeTe He3a0aBHO ¢ Bamus nekap (Brkre Touka 2 “TIpemynpexaeHus U Mpeana3Hd MepKu”).

Jlpyru He:KeJIaHM JIEKAPCTBEHH pPeaKlMi BKIIOYBAT

Uectu HexenaHu peakiuu (Moxe na 3acersar Jo 1 Ha 10 gymm):
Huapwusi, kopeMHa 00JIKa, JIOIIO XPAaHOCMUJIAHE WM KHCEIUHU.

HeuecTu Hexenanu peakimu (Moxe na 3acerHat 1o 1 Ha 100 qymm):
I'maBoOomnue, cToMalIHa s3Ba, rajicHe, MOBPHIAHE, 3aIeK, YBEIIMYCHO KOJMYECTBO HA ra30BE B
CTOMAaxa WY 4YepBaTa, OOpuBH, ChpOexk, 3aMasHOCT, yCelllaHe 3a U3TPhIIBaHE U MPaByYKaHe.

Penxu Hexxenanu peakuuu (Moxe aa 3acersat 70 1 Ha 1 000 gymm):
CBeTOBBPTEXK, YroJeMsABaHe Ha I'bPIUTE IIPH MBIKE.

MHoro penku Hexenanu peaknuu (Moxxe aa 3acernat g0 1 zHa 10 000 qymm):

JKbnTenuna; cuiiHa KopemHa 0oJika che min 0e3 6onka B rbp0a; BUCOKA TEMIICpaTypa, 3aTPyAHCHHS B
JIUIIAHETO TOHIKOTa IPUAPYKESHH C KAlUTUIA; 00NN aJeprUIHU Peakuu (HarmpuMep, o010 ycelaHe
3a 3aTOIUITHE C BHE3AITHO O0II0 HEPa3IIoIOKEHHE 10 PUIAIbK); OTOK Ha ycTaTa; MEXypH II0 KOXKarTa;
ANICPTHYHH KOXKHH PEaKI[MK; Bh3MaJICHUE Ha ycTaTa (CTOMATHT); MOHMKABaHE Ha KPHBHOTO HAJSITaHE;
00BpPKBaHE; XaIOIMHAIIMN; CTaBHA 00JIKA; MyCKYJIHa 00JIKa; MPOMSHA BHB BKyca WX 3ary0a Ha BKyca
Ha XpaHara.

Hexenanu peakiuu ¢ HEM3BeCTHA YecTOTa (OT HATMYHUTE JaHHU HE MOXKe Ja ObJic HallpaBeHa
OIICHKA):

Peakxiiny Ha CBpBXUYBCTBUTEIHOCT C 0OJIKA B THPIUTE WIIM KOpEMa, CHMIITOMH Ha MTOCTOSITHHO HUCKa
KpbBHa 3axap.

OcgeH ToBa BamusT nexap Moske 1a yCTaHOBU IIPOMEHH B TIOKa3aTEIUTE MPU U3CIICABAHUATA HA
KpbBTa WM ypUHATA.

CpolIaBaHe HA HeKeJIAHH PeaKIuu

AKO MOJTy4nTe HSIKaKBU HEXKEJIaHH JICKAPCTBEHU PEaKIliy, yBeJoMeTe Barms iekap win dpapMarieBt.
ToBa BKITIIOYBa BCHYKH BH3MOXKHHM HEOMHUCAHH B Ta3W JINCTOBKA HEXEJaHH Peakiuu. MoXKeTe ChIIo J1a
ChOOIIUTE HEXEIIaHW PEAKIMK JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMA 3a ChOOIaBaHe, MOCOUCHA B
Ipunoxxenune V*. Kato cho0maBaTe HeXXEIaHH PEAKIIMU, MOXKETE J1a JaJIeTe CBOsSI MPUHOC 32
MoJiyyaBaHe Ha IMoBeve HH(POPMAIIKA OTHOCHO 0E30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Clopidogrel BGR

I[a (] C'bXpaHi[BafITe Ha MsACTO, HCAOCTBHITHO 3a JCLA.

He m3non3Baiite ToBa IEKapcTBO CJIE CPOKa HA TOHOCT, OTOENA3aH BEPXY ornakoBkaTa cief “I'onen
no:” unu “EXP: . CpokbT Ha TOAHOCT OTrOBaps Ha MOCIEIHUS JeH OT TOCOYESHUS MECEIL.

Baucrep
[la ce cpxpaHsBa B OpUTHHAIHATA ONIAKOBKa, 32 Jla ce MPE/Ia3x OT Blara ¥ CBETJINHA.

Byrnika

Ilpeou omeapsine:

To3u nexkapcTBeH NPOJYKT HE U3MCKBA CICLHAIHU TEMIIEPaTYPHH yCIIOBHS Ha ChXpaHEHHE.
[a ce cbxpaHsIBa B OpUTHMHAIHATA OMAKOBKA, 32 J]a C MPEAINAa3y OT Biara.

Cneo omeapsane:

[a ue ce cpxpansiBa Hag 25°C.
CoxpansiBaiiTe OyTHWiIKaTa TUI'BTHO 3aTBOPEHA, 3a J1a c€ Mpe/a3y OT Biara.
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Crnen mbpBOTO OTBapsHE Ha OyTHIIKATa, JIEKAPCTBEHUAT MPOIYKT TPsiOBa /1a Ce U3IMONI3Ba B PAMKHUTE Ha
2 mecerna.

He u3xBbpiisiiTe nekapcTBaTa B KaHaJIU3alMATa WM B KOHTEHHepa 3a JOMAalIHA OTIaIbLIH.
[ormraiite Bamms hapmaneBT kKak 1a U3XBBPIISITE JICKAPCTBATa, KOUTO Bede HE M3Noi3BaTe. Te3n
MEpKHU 1€ CIOMOTHAT 3a ONAa3BaHe Ha OKOJHATA Cpeaa.

6. ChabprxkaHue HA ONMAKOBKATA U IOMbJIHUTETHA HH(OPMAIHUSI

Kakso csasp:ka Clopidogrel BGR

- AKTHBHOTO BEIIECTBO € Kionuaorpen. Beska dunmupana tabneTka chabpxka 75 mg
KIonuaorpen (KaTo XuaporeHcymndar).

- Jpyrute chCTaBKH ca Jiakto3a (BrkTe Touka 2 ,,Clopidogrel BGR chabpika nakTo3a”),
MUKPOKpHUCTaJIHA LEIyJI03a, IPEKEIATUHU3MPAHO LJapeBUYHO Hunlecte, Makporoa 6000,
XHPOTESHUPAHO PUIITHOBO MACIIO B SAPOTO Ha TabieTkara u xumpomenosa (E464), Turano
muokenn (E171), yepsen xxenesern okcun (E172), Tank 1 npoNMUICHTIUKON BBB (PHIMOBOTO
MOKPHTHE.

Kak m3riiexkna Clopidogrel BGR u kakBo chabp:ka onakoBKaTa

OunMmupaHuTe TAOENTKH Ca PO30BH, KPBIJIH U JICKO H3ITBKHAIH.

CeiectByBat Kyt ¢ o 7, 14, 28, 30, 50, 56, 60, 84, 90 u 100 ¢dunmupanu TadneTku B OIUCTEPH.
Hannuau ca xytuu ¢ Oytmika o 30 u 500 puimupany TabneTKH.

He Bcuuku BHI0BE OMAKOBKM MOTraT Ja 6’I)I[aT IIyCHaTH B npona>K6a.

IIpuTtexxaTen Ha pa3pelIeHHETO 3a yHOTPeda
Laboratoires BIOGARAN

15, boulevard Charles de Gaulle

92707 Colombes Cedex

®pannus

[MpouzBoauten (u):

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CioBeHust
KRKA Polska Sp. z 0.0., ULR6wnolegta 5, 02-235Warszawa, [Toymia
KRKA - FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, X®spBaTust

JdaTa Ha mocieqHO npepasriexkaane Ha gucropkara <mecen I'TTT>

[TonmpoOHa mHGOpMaIKs 3a TOBA JISKAPCTBO € MpelocTaBeHa Ha yeOcaiita Ha EBponeiickara AreHIms
o jiekapcTBara: http://www.ema.europa.eu/.
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