INPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUSA TIPOAYKT

Clopidogrel Krka 75 mg punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika dpummupana TabneTka chIbpika 75 mg kimomunorpen (clopidogrel) (kaTo Xunpoxiopun).

3a IBJIHMS CIIMCHK Ha ITOMOIIHHUTE BEIIECTBA, BIKTE TOUKA 0.1,

3. JIEKAPCTBEHA ®OPMA

Ounmupana tabieTka.
Po30BH, KpBIIHN 1 JIEKO N3MBKHAIH GUIMHAPAHH TaOJIETKH.

4. KJIMHUYHU JAHHH
4.1 TepaneBTHYHH MOKAZAHUSA

Bmopuuno npeonaszseare om amepompomoomuyHy UHYuoeHmu
Knonuaorpen e nokasas npu:

e Bhb3pacTHU MalMEeHTH ¢ aHaMHe3a 32 MHOKapaeH HH(APKT (OT HAKOJIKO AHU A0 35 HU),
HCXEMHYCH HHCYNT (OT 7-MUs IeH 10 6-THS MECeIl) MM YCTAaHOBEHO Mepu(epHO apTepHaIHO
3a0osBaHe.

e Bp3pacTHH DanueHTH ¢ OCTHP KOPOHAPEH CHHAPOM:

- OcTbp KOpOHapeH cUHIpoM 0e3 enepanus Ha ST-cermeHTa (HecTaOMIIHA CTEHOKAPAHS
WM MUOKapzieH nHpapkT 6e3 Q-350€11), BKIIOYUTEITHO NAllMeHTH Ha KOUTO € MTOCTaBeH
CTEHT cJIe]] IepKyTaHHa KOPOHAPHA HHTEPBEHIINS, B KOMOMHAIHS C alleTHIICAIHIIIOBA
kucenuHa (ACK).

- Octwp MHOKapaeH UHDapKT ¢ eneBarus Ha ST-cermenTa, B komOuHanus ¢ ACK mpu
MAIWEHTH, ITOIOKEHH Ha MepKyTaHHa KOpOHApHA HHTEPBEHIHS (BKITIOUNTEITHO
MAIMEHTH, Ha KOUTO € OCTABEeH CTEHT) WM IPU MEANKAMEHTO3HO JICKYBaHH MaIlUEHTH,
MOJIXOISIIIHN 32 TPOMOOTHTHYHA/(PUOPUHOIUTHIHA TEPATIHSL.

Ipu nayuenmu ¢ npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o 6ucok
PUCK unu nex ucxemuyen uncyam (Ischemic Stroke, IS)
Knommpaorpen B kombunaus ¢ ACK e nokazan mpu:
- Buspactau naruentu ¢ TIA ¢ ymepen 10 Bucok puck (ABCD2' ckop >4) unu ¢ ek IS
(NIHSS? <3) B pamkute Ha 24 yaca oT CHOMTHETO.

Ilpeonaszsane om amepompombomuyHu u mpomooemooIUYHY UHYUOEHMU NPU NPEOCOPOHO MBIHCOCHE

ITpu BB3pacTHH MAILMEHTH C IPEACHPIHO MBKICHE, KOUTO NMAT MOHE €IMH PUCKOB (aKTop 3a
ChIOBH MHIIHAEHTH, KOUTO HE ca TMOIXOIAIIH 3a JeueHne ¢ antaroHuct Ha putamMud K (VKA) u kouto
UMaT HUCHK PUCK 3a KbpBEHE, KIOMUIOTpe e oka3aH B komOuHarwms ¢ ACK 3a npeamnassane ot
aTePOTPOMOOTHYHH U TPOMOOEMOOINYHN HHIIMACHTH, BKJIFOUHUTEIHO HHCYIIT.

3a nombiHUTETHA HHDOpMANKS BIDKTE TOUKA 5.1.

! ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Bb3pacT, KpbBHO
HaJIsIraHe, KITMHAYHU XapaKTEePUCTUKH, POIBDKUTEITHOCT U TUAarHO3a 3aXapeH quadeT

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a uacynr Ha HaluoHanHUTEe HHCTUTYTH 110
37paBeoIa3BaHe



4.2 Jlo3UpOBKA U HAYUH HA NPHJIOKECHHE

ﬂ O3UPOBKA

- BB3pacTHU U cTapyecka Bb3pacT
Krnomumorpern TpsioBa n1a ce mpuara Kato eIUHIYHA THEBHA 71033 OT 75 mg.

[Ipu manueHTu ¢ OcThp KOPOHAPESH CHHIPOM:

- OcTbp KOpOHapeH CHHIAPOM Oe3 eneBanus Ha ST-cerMeHTa (HecTaOMIIHA CTEHOKAPIUS WIIN
MuokapaeH HHPapKkT 6e3 Q-360€1r): JICYSHHETO ¢ KIOMHIOTPeN TPsAOBa 1a 3aII0YHE ¢ SAMHUIHA
HaToBapBama j03a 300 mg wiu 600 mg. [Tpu manueHTH Ha Bb3pacT <75 rOJUHU MOXKE JIa Ce
obMucii HatoBapBara qo3a 600 mg, Korato ce mpeABIKIa EpKyTaHHAa KOpOHApHA
WHTEpBEeHIM (BXK. Touka 4.4). JIedeHneTo ¢ KIomuaorpel Tpsiosa na Obe MpoIbKEHO Che 75
mg BeAHBXK THEBHO (¢ anerwicanunmioBa kucenuaa (ACK) 75 mg-325 mg naeBHO). Thii kaTo
no-Bucokute 1034 Ha ACK ce cBbp3BaT ¢ MOBHIIICH PUCK OT KbPBEHE, CE MPEIIOPHUBa J03aTa Ha
ACK na ne npesumasa 100 mg. OntumanHata OpoAbIKUTETHOCT Ha JICYEHUETO HE €
oduIUaNHO YCTaHOBeHA. J|aHHUTE OT KJIMHUYHH U3MUTBAHUSA Ca B ITOJKPENa Ha ynorpebara Ha
KJIommuAorpel A0 12 Mecera, kaTo MakcuMaleH eekT ce HaOmoqaBa Ha 3-1st Mecell (BXK. TOUKa
5.1).

- OcTbp MuOKapeH nHPApPKT ¢ eneBarms Ha ST-cermenTa:

- Ilpu MenukaMeHTO3HO JIEKyBaHU MAMEHTH, TIOJXOISIIH 32
TpoMOOIUTHYHA/PUOPUHOIMTHYHA TepaITus, KJIOMHI0Tpel TpsiOBa fa Ob/e npuiiarad
KaTo eHOKpaTHa IHEBHA Jj03a OT 75 mg kaTo ce 3anousa ¢ 300 mg HaToBapBaila
no3a B komouHarws ¢ ACK u ¢/6e3 TpoMOomuTHIE. 3a MEIMKAMEHTO3HO JICKYBaHH
MAIMECHTH Ha BB3pacT HaJl 75 TOAMHM KIOMUAOTPEI TPSOBa a ce 3anovdHe 6e3
HaToBapBaa no3a. KomOnHupaHo eueHue TpsOBa J1a ce 3aroyHe Bh3MOXKHO Hal-
paHo cIe HA49aIo0TO Ha CHMITOMUTE U J1a OBb/Ie IPOIBIDKEHO TTOHE 33 YCTUPH
cenmuiy. [Tomsata ot komOuHMpaHeTo Ha kiomuaorpen ¢ ACK 3a mosedue ot yetupu
CeIMHIIN HE € OWyIa mpoy4YBaHa IIpU TOBa MOKa3aHHe (BXK. Touka 5.1).

- Koraro ce nmanupa nepkyranna kopoHapaa natepseHnus (PCI):

- Kromuumorpen TpsiOBa na ce 3ano4He ¢ HaroBapsaria f03a (loading dose, LD)
600 mg npu nauxeHTH, NoU10keHU Ha mbpBu4Ha PCI v npu nauuenTy,
nojutoxkern Ha PCI moBede ot 24 yaca ciies morydaBaHe Ha
¢ubpruHomnTHaHa Tepanus. [Ipu manuenT Ha Bp3pacT > 75 roguau 600 mg
LD tpsi6Ba na ce npuiiara ¢ MoBUIIEHO BHUMaHUE (BXK. Touka 4.4).

- Kmomumorpen 300 mg HatoBapBamia 1o03a TpsiOBa J1a ce MPHII0KHU TIPH
nauueHTty, noanoxenu Ha PCI B pamkure Ha 24 yaca cief Mody4aBaHe Ha
¢uOpUHOIUTHYHA TEPATIHSL.

- Jleuenwneto ¢ xonmaorpen TpsiOBa fa MPOIBIDKA ChC 75 mg BegHBX AHeBHO ¢ ACK
75 mg — 100 mg naeBHo. KomOMHMpaHaTa Tepanus TpsOBa ja 3al0YHe Bb3MOYKHO

Hal-paHO CIle/ MosiBaTa Ha CHMITOMUTE U JIa POIBIDKH A0 12 Mecera (BxK. TOUKa
5.1).

Bb3pacthau nanuentu ¢ TIA ¢ ymepeH 10 BUCOK PUCK MITH Jiek [S:

IIpn BB3pacTan nannenty ¢ TIA ¢ ymeper no Bucok puck (ABCD2 ckop >4) wmu ¢ ek IS (NIHSS
<3) TpsOBa na ce MpUJIOKHK HaToBapBalia go3a kionugorpen 300 mg, nmocneaBada ot 75 mg
Benabx mHeBHO M ACK (75 mg -100 mg BenaBk qHEBHO). JleuenueTo ¢ xiommmorpen u ACK
Tpsi0OBa Ja 3aIMOYHE B paMKHUTE Ha 24 4aca ciie] CbOUTHETO | Ja MPOAB/DKU 21 THH, TOCISIBAHO OT
AHTUTPOMOOIINTHA MOHOTEPAITHSI.

[Ipu marnreHTH ¢ MPeaCHPAHO MBXKICHE, KIOMUIOTPEI TPSAOBA J1a ce IMpriara Kato eJHOKpaTHa
nHeBHa 1032 oT 75 mg. ACK (75-100 mg nHeBHO) TpsOBa ja ce 3all0vHe U JAa MPOIBIDKU B

KOMOWHAITUS ¢ KIOMUAOTPeN (BXK. ToUka 5.1).

Axo e npoIrycHarta a103a:



- B pamkuTe Ha o-Maiko ot 12 Jaca cies peJOBHO OIIPEJEICHOTO BpEME: MAl[UEHTUTE
TpsiOBa Ja mpueMaT J1o3aTa He3a0aBHO U MOCTIe J1a MpUeMar clie[BallaTa 103a B
PEAOBHO OINPENEICHOTO BpEME.

- ITpu moBede ot 12 yaca: manueHTUTE TPSAOBA J]a MPUEMAT ClieABaIlaTa 103a B peJOBHO
OTIPEICTICHOTO BpeMe U He TpsiOBa J1a yABOSIBAT J103aTa.

Cneunamm nonvJjanmuu

. [TauimeHnTy B cTapuecka Bb3pacT

OcTbp KOpoHapeH cuHIpoM Oe3 eneBanus Ha ST cermeHTa (HecTaOMIHA CTEHOKAPINS WIN

MHUOKapJeH uH}apkT 6e3 Q-360en):

- HaroBappama no3a 600 mg Moxe 1a ce OOMHCITU MPH MAIUSHTH Ha Bb3pacT < 75
TOIMHY, KOTATO C€ IUIAaHKUPa MIePKyTaHHA KOPOHAPHA UHTEPBEHIHS (BXK. TouKa 4.4).

OcTbp MuOKapJieH nH(papKT ¢ eneBaius Ha ST cerMeHra:

- Ilpu manmeHTH Ha METUKAMEHTO3HO JICUCHHUE, TIOAXOISIIH 32
TPOMOOIUTHIHA/QUOPUHOTUTHYHA TEPAITHSA: TPU MAIMEHTH HaJ 75-TOAUIIHA Bh3pacT
KIIOMU0rpen TpsiOBa aa ce 3anovyHe 6e3 HaToBapBalla J103a.

[Ipu narmentn, noanoxxenu Ha mepBudHa PCI u ipu manmentu, nognoxenu va PCI moBeue

oT 24 4Jaca cnes noiy4yaBaHe Ha GUOPUHOIMTHYHA TEPAITHS:

- IIpu manumentu Ha BB3pact > 75 rogunu 600 mg LD TpsiOBa aa ce npusiara ¢ noBUILEHO
BHUMaHHe (BX. Touka 4.4).

e [legmaTpuyHa MOITyIAIHS
Krnomunorpen He TpsOBa fa ce U3M0I3Ba MPH Aela MopaIu ChoOpakeHUs OTHOCHO
epukacHocTTa (BX. TOUKa 5.1).

e brOpeuHo yBpexaaHe
TepaneBTHYHUAT OIHT € OTPaHHYEH MPH MAIUSHTH ¢ OBOpPEeUHO yBpexaaHe (BXkK. Touka 4.4)

e UepHOIpoOHO YBpeKIaHE
TepaneBTHUHUAT OMUT € OTPaHUUYEH MPH MAIUEHTH C YMEPEHO U3PA3eHO YEPHOAPOOHO
3a0oJsiBaHe, MPU KOUTO MOXKE JIa UMa XeMoparnyHa auaresa (Bx. Touka 4.4).

Hauux Ha npunoxxenue
3a nmepopasHo MPUIOKECHHE.
Moske na ce mpuiiara cb¢ Win 6e3 xpaHa.

4.3 IIporuBomnoka3zanus

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KbM HIKOE OT IOMOIIHUTE BEIIECTBa,
HU30pOeHH B TOYKa 2 WK ToYKa 6.1.

- TexKo 4epHOIPOOHO yBpEKAaHE.

- AKTHUBHO MAaTOJOTUYHO KbPBEHE KAaTO MENTHYHA S3Ba WM HHTPAKpaHHATHA XEMOPATusl.

4.4 CrneuuajHu npeaynpe:kaeHusi U NpeAnasHu MepKU Npu ynorpeda

Kvpsene u xemamonozuunu napyuenus

[Mopamu prck oT KbpBEHE M XEMATOJOTUIHH HEXKENAaHH JIEKaPCTBEHH PEaKINH, BeIHara TpsaOBa 1a ce
B3€Me MPEIBHUI ONPEACSIHETO Ha KpbBHATA KapTHHA W/WIH APYTH NOIXO I N3CICIBAHNUS, B CITydaid
HAa M051Ba Ha KIIMHUYHU CUMIITOMH, HACOYBAIIlM KbM KbPBEHE 10 BpeMe Ha JieueHHeTo (BXK. Touka 4.8).
[Mogo6HO Ha TPyTH aHTUTPOMOOTHYHH CPEICTBA, KIIOMUAOTPEN TPSIOBA Ja ce Mpuiiara ¢ BHUMaHUe
TIpH MMAIIMEHTH, KOUTO MOXKE JIa ca U3JI0KEHH Ha OTIACHOCT OT YCHJIEHO KBbPBEHE M10PaJid TPaBMa,
XUPYpruyHa WHTEPBEHIUS WU IPYTH NATOJIOTUYHU ChCTOSHUS U NP NauueHTH jJekyBanu ¢ ACK,
xemapuH, riokonporenH [1b/I1la *HXUOUTOPH MITM HECTEPOUIHU TPOTUBOBB3MAIUTEIIHH JICKAPCTBA



(HCTIBJI), rmrountenno COX-2 HHXUOUTOPH, WU CETICKTUBHA WHXUOUTOPH Ha 0OPaTHOTO
3axBaiane Ha cepoToHuHa (SSRIs), unu cunau unaykropu Ha CYP2C19 unu npyru nekapcTBeHu
MPOIYKTH, CBBP3aHH C PUCK OT KbPBEHE, KaTO MIEHTOKCHU(MINH (BXK. ToUka 4.5). [lopaan moBumeHus
PHCK OT KPBBOM3IIHB, TPOWHATA aHTHArperanTHa Tepamnus (komugorpen + ACK + aunupunamon) 3a
BTOpHYHA Npo(rITaKTHKA HA HHCYNT HE CE MPENOPBHYBa IPH MAIIMEHTH C OCThP HEKapIHOeMOOIHMICH
HMCXEMUYCH WHCYIIT WIX NIPEXOHA UCXEMUYHA aTaka (Bxk. Touka 4.5 u Touka 4.8). [laiuenture TpsiOBa
Jia ObaT BHUMATETHO HAOJII0AaBaHU 32 MIPU3HALM HA KbPBEHE, BKIIIOYUTEIIHO U OKYJITHO KbPBEHE,
0c00EHO TIpe3 MbPBUTE CEIMHUIIN Ha JICYEHHETO U/WJIH CIIeA NHBa3UBHU KapAUOJIOTHIHH IPOLEITypPH
unu xupyprus. EAHOBpEeMEHHOTO MPHIIOKEHNE Ha KIOMUAOTPEN C IIEPOPATHU aHTHKOAryJIaHTH HE ce
MPenopbyBa, Thid KATO MOKE J1a YBEJIMYM MHTEH3UBHOCTTA HAa KbpBEHE (BXK. TOUKa 4.5).

AKO NMaIeHTHT NOJUIEKH Ha IUIAHOBA OIepanys U aHTHArpEeraHTHUAT e(heKT € BPEMEHHO HEXXENaH,
KJIONUJO0Tpen TpsiOBa Aa ce crpe 7 IHU Npeau XUpypruuHara uurepseHuus. [lanuenture Tpsosa ga
nHGOPMHUpAT JEKapHuTe U 3500JIeKapuTe, Ue MpreMaT KIOMUIOTPel IpeId HaCpOYBaHEe HAa XUPYPrUIHa
MaHMITyJalus U Ipeu IPUEMaHeTO Ha HOB JIEKapCTBEH NpoAyKT. Kionuporpen yabikaBa BpeMeTo
Ha KbpBEHE U TPsOBa /1a ce Ipuiiara ¢ BHUMaHUE MPH MAIlMESHTH, KOUTO MMAaT HAPYIICHHUS, ChC
CKJIOHHOCT KBbM KBbpBEHE (CIIEIIHaTHO CTOMAITHO-YPEBHY U BETPEOYHH).

[ManmentuTe TpsOBa Ma OBIAT YBEIOMEHH, Y€ BPEMETO 3a CIIHPaHE Ha KBPBEHETO € I10-
MPOABIKUTENHO OT OOWYAHOTO MPH JICYSHUE C KIOMUAOTPe (CAaMOCTOSTENTHO WIIM B KOMOUHAITHS C
ACK), a Te oT cBos cTpaHa TpsOBa 1a HHOOPMHPAT CBOS JICKap 32 BCIKO HEOOMYAHHO KbPBEHE
(JToKanmM3aIus WM MPOIbIKUTEITHOCT).

YnorpebaTa Ha HaToBapBaIia jg03a kionuaorpen 600 mg He ce mpenopbyuBa MPHU MAIUEHTH C OCTHP
KOpoHapeH cuHapoM Oe3 eneBaius Ha ST cerMeHTa U Bb3pacT =75 TOAWHU MOPay MOBHUILIEH PUCK OT
KBbPBEHE IIPH Ta3H MOIMyJIalusl.

[Topaau orpaHWYeHUTE KIMHUYHU JaHHU [P MalMEHTH Ha Bb3pacT > 75 roaunu cs¢ STEMI PCI u
MTOBUIIIEH PUCK OT KbpPBEHE, YIOTpeOdaTa Ha HaToBapBalia f03a kionuaorpen 600 mg TpsoBa na ce
oOMHCIH caMo cje]] MHANBUAyalTHA OLIEHKA OT JIeKaps Ha PUCKa OT KbPBEHE NPH NalMeHTA.

Tpombomuuna mpoboyumonenuuna nypnypa (TTI1)

Crny4an Ha TpoMOOTHYHA TpoMOonuToneHnyHa mypmypa (TTII) ca moxiiaaBaHN MHOTO PSIAKO CEN
ynorpeba Ha KJIONHUIOTPE, TIOHAKOTA U CIIeNl KpaTKOTPaiHO JedeHne. Ts ce XxapakTepusupa ¢
TpOM6OHI/ITOHeHI/IH 1 MUKPOAHTHOIIATUYHA XEMOJIMTHUYHA aHEMUA, IPUAPYIKEHA C HEBPOJIOTUYHU
n3MeHeHus, 0b0pedna aucyHnuust wm pedpmmmrer. TTII e cbeTosiHME, M3UCKBANO OBP30 JIeUeHHE,
BKITFOUMTEITHO T1azMadepesa.

Ilpuoobuma xemogpunus

Nma cpobuienus 3a npuaoduTa xeMopuius ciies ynorpeda Ha kionuaorpen. B ciyyan Ha
MOTBBPACHO U30JIUPAHO yIbIDKaBaHe Ha aKTHBHPAHOTO MapIHaIHo TpoMOormtacTHHOBO Bpeme (aPTT)
chC UM 0e3 KbpBeHE, TPAOBa Ja ce uMa MpeaBua mpuaoouTa xemodwmud. [lanueHTuTe ¢ mMOTBBpIcHA
JTMarHo3a MPUI00NTA XeMODITHS TPIOBa Ja ce HAOII0IaBaT U JICKYBaT OT CIECIHAIICT 1
MPUIOKEHUETO Ha KIOMHUIOTPelt TPsiOBa /1a ce MPEyCTaHOBH.

Ckopowen ucxemuuen uHcyaim
® 3anousane na mepanusama
o Ilpu nauuenTu ¢ octbp Jiek IS i ¢ TIA ¢ ymepeH 10 BUCOK pUCK, ABOHHATA
anTupomOoruTHa Tepanus (knonunorpen u ACK) tpsOBa 1a 3anodHe He IO-KBCHO OT
24 gaca ciieZ] Ha4aJ0TO HA CHOUTHUETO.
o JlunceaT JaHHM OTHOCHO CHOTHOILEHHETO M0JI3a-PUCK NIPH KPaTKOCPOUYHA JIBOMHA
AHTUTPOMOOIIUTHA Tepanusl MPpH MauueHTu ¢ ocTbp Jek IS unu ¢ TIA ¢ ymepeH 10 BUCOK
PHCK ¢ aHaMHe3a 3a (HeTpaBMaTHUYCH) BETPEUEPETICH KPHBOM3IIUB.
o Ilpu nauuentu c IS, KOiTO HE € Jiek, MOHOTEpANHUATa C KIOMUIOTpeN TpsiOBa Ja 3aroyHe
caMo cieq TbPBUTE 7 JHU OT CHOUTHETO.
. Iayuenmu c IS, xovito He nek (NIHSS >4)



[TpenBun numcaTa Ha JaHHH, HE C€ MPEMOPHUYBA U3MOI3BAHETO HA ABOIHA aHTUTPOMOOIIMTHA
Tepanus (BX. Touka 4.1).

. Cropowen nex IS unu TIA ¢ ymepen 00 8UCOK pUCK npu nayueHmu, 3a KOUmo e nOKa3aHa uiu
NAAHUPAHA UHMEPBEHYUSL
JluricBat maHHY B OAKpENa Ha W3MOI3BAaHETO Ha ABOMHA aHTUTPOMOOIINTHA TepalHs IPU
MAIMEHTH, 32 KOUTO € IMOKa3aHo JICUCHNUE C KapOTHIHA CHAAPTCPEKTOMHUS HITH
HMHTpaBacKyJiapHa TPOMOEKTOMUSI, WK IIPY HNALMEHTH, TUIAHUPAHU 332 TPOMOOJIU3a 1IN
AaHTHKOAryJIaHTHA Tepanus. B Te3u cutyanuu He ce mpernopbyBa JBOWHA aHTUTPOMOOITTHA
Tepamnus.

Lumoxpom P450 2C19 (CYP2C19)

dapMaKOreHETHUKA:

[Tpu manuentute, kouto ca cnadbu CYP2C19 Metabonm3aTopy, KIOMHIOTPE B TPEOPHYUTEITHATE
1031 00pazyBa MO-MaJKO OT aKTUBHHS METa0ONUT Ha KJIOMUAOTPET U MMa IO-MaIIBK €(DEeKT BEPXY
TpoMOoumTHaTa ¢pyHkuusa. ChluecTBYBatT TecToBe 3a uaeHtudunupane Ha CYP2C19 renoruna Ha
MaUeHTa.

Tpit kKaTo KJIONUAOrpeEN ce MeTaboIM3KUpa YACTUUHO 0 CBOS akTHBEH Merabonut ot CYP2C19,
yrnoTpedaTa Ha JeKapCTBEHH MPOIYKTH, KOUTO HHXUOUPAT aKTHBHOCTTA HAa TO3W €H3HM, CE OYaKBa Ja
JIOBEZIE 10 TOHMKEHH JICKApCTBEHH HUBA Ha aKTUBHMA METAa0ONIUT Ha Kionuaorpen. Knuanunara
3HAYUMOCT Ha TOBa B3auMOJEHUCTBUE € HeussicHeHa. KaTo mpe/mnasHa Mapka He TpaOBa 1a ce
M3II0JI3BAT eAHOBpeMeHHO cWutHU wik yMepeHu CYP 2C19 naxubutopu (BX. ToUKa 4.5 3a CIIMCHK Ha
CYP2C19 unxuburopu, BX. ChIIO TOYKA 5.2).

VYrorpebaTa Ha JIeKapCTBEHHU NMPOLYKTH, KOUTO HHAyIHpat aktiuBHOCTTAa HA CYP2C19 ce ouakBa na
JIOBEZIC A0 MOBHIICHN HUBA HAa aKTHBHUS META0OINT HA KIOMHUIOTPEN K MOXKE A3 YBEIUYIH PUCKA OT
kbpBeHe. KaTo npennasna mspka TpsiOBa J1a ce U305rsa ChII'bTCTBAIATA YIOTPeOa HA CHITHU
naaykTopu Ha CYP2C19 (Bx. TOuKa 4.5).

Cyocmpamu na CYP2CS8
HeoOxonuMo € MOBUIIEHO BHUMAaHUE NP MALUEHTH, JIEKYBaHU €AHOBPEMEHHO C KJIOMUIOTPEN U
JIeKapCTBEHU MPOAYKTH, cyOcTpaTn Ha CYP2CS8 (Bxk. TOuka 4.5).

Kpvcmocana peaxmusnocm medcoy muenonupuounume

[Tpu mammenTure TpsIOBa 1a ce CHEME aHAMHE3a 32 CBPBXYYBCTBUTEIHOCT KbM THEHOTUPUANHE (KaTo
KJIOMUIOTPEIT, TUKJIONHINH, TIPacyrpei), Thil KaTo ce ChoOIIaBa 3a KphCTOCAHA PEAKTHBHOCT MEXKITY
TUEHONIUPUIUHUTE (BXK. TOUKA 4.8). THEHOMUPUIMHUTE MOTaT Aa MPUYUHAIT JEKH O TEXKKH
IIEPTHYHH PEaKINH, KaTo 00pHB, aHTHOEEM MIIN XEMaTOJIOTMIHN KPBCTOCAHHU PEAaKIUH, KaTO
TPOMOOILIMTOIIEHUS U HeyTponeHus. [TareHTH, KOUTO ca pa3BUIIM MPEUIIHA aJlepriyHa PeaKIusl
W/WITA XeMAaTOJIOTUYHA PEaKIys KbM €IUH TUCHOUPHINH, MOXKE JIa IMaT ITOBUIIIEH PUCK OT Pa3BUTHE
Ha ChINATa WU JpyTra peaknus KbM ApyT THeHonupuauH. [Ipernoprusa ce HaOIIOAEHIE 32 IPH3HAILN
Ha CBPBXYYBCTBUTEIHOCT MIPU MAIIMEHTH C U3BECTHA aJIeprHsl KbM THEHONHPUANHU.

bvopeuno ygpescoane
TepaneBTHYHUAT OITUT MPH IMAUESHTH ¢ OBOPeYHO yBpexkIaHe ¢ orpanudeH. ClIeqoBaTeITHO IPH
TaKWBa MAIMEeHTH KJIOMUIOTPEIT TPsIOBa J1a ce IpHiIara ¢ MOBUIIICHO BHUMaHKe (BXK. Touka 4.2).

Yeprodpobro yepesicoare

OnuTsT € OrpaHuyeH NPU MALUEHTH C YMEPEHO U3Pa3eHo YepHOAPOOHO 3a00IsBaHe, KOUTO MOTAT Ja
MMaT xeMmoparndHa auaresa. [1o Ta3m nmpudanHa KIonugorpen TpsAoBa Ja ce mpuiara ¢ MOBHIIEHO
BHUMAaHHE [IPU Ta31 MOMynanust (BX Touka 4.2).

4.5 B3aumopeiicTBHe ¢ IPYIH JIeKAPCTBEHU NPOAYKTH U ApYyru (opMu HA B3aUMo/IelicTBUE
Jlexapcmeenu npodykmu, c8bp3anu ¢ puck om kvpeere. ChILECTBYBa MOBUIIEH PUCK OT KbPBEHE

MOpaan MOTEHIINATHUS aANTHBEH eekT. EMHOBpeMEHHOTO NPHUII0)KEHNE Ha TEKapCTBEHH POAYKTH,
CBBP3aHU C PUCK OT KbpBEHE TPsIOBA Ja Ce U3BBPIIBA C IOBUIIEHO BHUMAaHUE (BXK. Touka 4.4).



Ilepopannu anmukoazynanmu: €THOBPEMEHHOTO MPUJIOKEHNE HA KIOMUJOTPEN ¢ NEPOPATHU
aHTUKOATyJIAaHTU HE Ce IPENopbyBa, Thi KATO MOXKE J]a yBEIMYM MHTEH3UBHOCTTA Ha KbPBEHE (BXK.
Touka 4.4). Benpeku, 4e IpHiIoKeHNEeTo Ha KIOMUIOTpeN 75 mg/aHEBHO HE IPOMEHS
(dapmakokuHeTHKaTa Ha S-Bapdapu (cyocrpar Ha CYP2C9) mnu Mexaynaponnoro Hopmanusupano
Crotaomenne (INR) nmpu nanneHTH, MoTy4aBally MpoABDKATENHA Tepanus ¢ BaphapuH,
€THOBPEMEHHOTO NIPHIIOKEHUE Ha KIONUAOTPpeN ¢ BapdapuH NOBHIIABA PUCKA OT KbPBEHE IOpaIu
HE3aBHCHUMH e(eKTH BBPXY XeMocTa3ara.

I'moxonpomeun 11b/Illa unxubumopu: KIOIHAOTPEN TpIOBa ce Mpuara ¢ MOBHIIEHO BHUMAaHHE TIPH
MAIMEeHTH, KOUTO MPUEeMaT eIHOBpeMeHHO rirokonpoterH 11b/I1la naxubutopu (BK. Touka 4.4).

Ayemuncanuyunosa xuceruna (ACK): ACK He poMeHs KIONHUIOTpeNl-MeurpaHaTa HHXUOUITUS Ha
AJl®-uHIynmpanaTta TpOMOOIMTHA arperaryst, Ho Kionuaorpen ycunsa edekra Ha ACK Bppxy
KOJIareH-MHIyllMpaHaTa TpoMOoIuTHa arperaius. EnnospemennoTo npunoxenue Ha 500 mg ACK
JBYKPATHO THEBHO 3a €IWH JIeH o0ade, He yIb/KaBa 3HAUNTEIIHO BPEMETO Ha KbPBEHE, MPEIU3BUKAHO
OT JIEYCHUETO C KJIONMUOorpel. Bb3MOXKHO € papMakoIUHAMUYIHO B3aUMOJCHCTBUE MEXIY
xionugorpen u ACK, koeto yBenuuasa pucka oT KbpeeHe. Clie10BaTeIHO, €IHOBPEMEHHATA UM
ynotpeba TpsiOBa J1a cTaBa ¢ MOBUIICHO BHUMaHUE (BX. Touka 4.4). Berpeku ToBa, KIOMHIOTPENT U
ACK ca npwiaranu €IHOBpEMEHHO JI0 €/1Ha ToAnHA (BXK. Touka 5.1).

Xenapun: B KIMHUYHO IIPOYYBaHe, IIPU 34paBU XOpa, KIOMUAOIPEIl HE Hajlara IpoMsiHa Ha 103aTa Ha
XellapuHa, HUTO IPOMEHA e(eKTa My BbpXY Koarynanusara. EMTHOBPEMEHHOTO IPUIIOKEHUE C XEIapHH
HE € JI0BEeJIO0 10 e(eKT BbPXY MOTUCKAHETO Ha TPOMOOIMTHATA arperarys, MPeJu3BUKaHO OT
KJIonuaorpesn. BeaMoxHO e papMakoAMHAMUYHO B3aUMOACHCTBHE MEXKY KIOMUIOTPEN U XEIapHH,
KOETO yBeJIM4yaBa prcKa oT KbpBeHe. CiiefoBaTeHo, €THOBPEMEHHATA M yrioTpeba TpsAOBa 1a cTaBa
C MOBUILIEHO BHUMaHUE (BX. Touka 4.4).

Tpombonumuyu. 6e30MaCHOCTTa Ha €AHOBPEMEHHOTO IPHIIOKEHUE Ha KIONUAOrpen, GHOpUH MiH He-
¢ubpuH crienpUIHN TPOMOOIUTHYHH ar€HTH M XETIapyH € OIleHeHa MPH MAIMEeHTH C OCThP
MHUOKapjeH HHpapkT. YecToTara Ha KIMHUYHO 3HAYMMOTO KbpBEHE € Oriia CXO/IHa C Ta3Hy,
HaOJr0/1aBaHa MPH €THOBPEMEHHO MPUIIOKEHHE Ha TPOMOOIMTHYHHM areHTH 1 xenapuH ¢ ACK (Bx.
Touka 4.8.).

Hecmepouonu npomusosvznanumentu cpedcmea (HCIIBC): B KTMHUYHO MIPOYYBaHE MPOBEICHO MPHU
3IIpaBH JOOPOBOJIIHN, €THOBPEMEHHOTO MPHIIOKEHUE HA KIOTHIOTPEN U HAPOKCEH MOBHIIIABa
OKYJITHUTE CTOMAITHO-YPEBHU KPHBOUIHUBH. [lopaay mumca Ha MpoydYBaHUs 3a B3aMMOICHCTBHSI C
npyru HCIIBC obade, moHACTOSIIIEM HE € SICHO JAJIA MM TIOBHIIICH PUCK OT CTOMAITHO-YPEBHO
kbpBeHe ¢ Bcuuku HCIIBC. Cnenoatenno HCIIBC, srntountenHo COX-2 MHXUOUTOPH, U
KJIOMHIOTPEIT TPSIOBA Jla Ce MpuIaraT ¢THOBPEMEHHO C MIOBHUINICHO BHUMaHUE (BXK. TouKa 4.4).

Cenexmusnu unxubumopu Ha oopamuomo 3axeéawarne Ha cepomonuna (SSRIs): Teii karo SSRIs
MTOBITUSBAT TPOMOOITUTHATA aKTUBAITUS U TIOBUIIIABAT PUCKA OT KbPBEHE, SAHOBPEMEHHOTO
npuiiokenue Ha SSRIs ¢ kionumorpen TpsOBa J1a cTaBa ¢ MOBUIIICHO BHUMaHUE.

pyeo convmemeawo reuenue:

WNupyxropu na CYP2C19

Tl KaTO KJIOMUAOIPEIN ce MeTabOIU3NpPa 10 HETOBHS akTUBeH MeTaboyuT yactuaHo ot CYP2C19,
0YaKBa Cce yrmoTpedara Ha JIEKapCTBEHH IPOIYKTH, KOUTO HHAYIIUPAT aKTHBHOCTTA Ha TO3H €H3UM, J1a
JIOBEJIC /IO TIOBHIIICHW HUBA HA aKTHBHUS META0OJHUT Ha KJIOHIOTPEI.

Pudammummn cumao uaaymmupa CYP2C19, koeto Boau KaKTo O OBUIIICH HUBA HA aKTHBHUS
MEeTa0OJUT Ha KIIOTHMIOTPEI, TaKa U JI0 MHXUOUpaHe Ha TPOMOOITUTHTE, KOETO B YACTHOCT MOYXKE J1a



yBEJIMYH pHCKa OT kKbpBeHe. KaTo mpennasHa Msapka Tpa6Ba fa ce n304rea ChIIbTCTBAIATa yroTpeda
Ha cunnu uHaykTopu Ha CYP2C19 (Bxk. Touka 4.4).

Wuxunburopu Ha CYP2C19

Toii kaTo KIonuaorpen ce Mmeradosusupa yactuaHo or CYP2C19 10 HeroBus akTHBEH METa0OJIMT,
OYaKkBa ce ynorpebara Ha JIEKapPCTBEHHU TPOIYKTH, KOUTO HHXUOHUPAT aKTUBHOCTTA HA TO3H €H3UM, J1a
JIOBEJIE 10 MOHIKEHH JISKapCTBEHU HHUBA Ha aKTUBHHUSA METa0OJUT Ha Kionuaorpen. Kimanunarta
3HAYMMOCT Ha TOBa B3aHMMOJICHCTBHE ¢ Hem3sicHeHa. KaTo npeamasHa Msapka He TpsOBa Jia ce
M3II0JI3BAT eAHOBpeMeHHO cHutHU i ymepeHu CYP2C19 naxubutopu (Bk. Touku 4.4 1 5.2).

JlekapcTBeHHTE MMPOAYKTH, KOUTO Cca CIIHH WK yMepenu naxuouropu Ha CYP2C19 BrmouBat
HampuMep OMeNpa3oil ¥ e30Menpasoll, PIIyBOKCAMUH, (PIIyOKCETHH, MOKIIOOEMU I, BOPUKOHA30I,
(1yKOHa30J1, TUKJIONUANH, KapOaMa3enuH U e(aBupeHIl.

Wuxnbntopu Ha nporonHaTa nommna (PPI):

Owmerpazon 80 mg BeAHBXK JHEBHO, MPIJIOKEH 110 €THO U CHIIO BPEME C KIIOMUIOTPEN WU C
HWHTEpBaJ oT 12 gaca MKy MPHUIOKEHHITA Ha IBETE JEKapCTBa, HAMAaJsIBa EKCIO3UIHSTA Ha
aKTUBHUS MeTabouT ¢ 45% (HatoBapBamia 1o3a) u 40% (momabpikania qo3a). HamanenueTo e
cBBbp3aHo ¢ 39% (uaroBapsaiia 103a) u 21% (mogabprkaila 103a) MOHMWKaBaHE HA MHXUOUPAHETO Ha
TpoMmOonuTHATA arperanus. O4akBa ce €30Menpa3oi Ja MoKa3Ba NoZ0OHO B3aUMOICHCTBHE C
KJIOIHI0TPEIT.

CpoOmaBany ca MPOTHBOPEUHUBY TAHHU OT KIIMHUYHATE 3aKIFOUCHHS 32 TOBA (DapMaKOKHHETHIHO
(®K)/papmakonunamuuro (DJI) B3auMoaeCTBHE OT IIeJJHA TOYKA Ha 3HAYMMH ChPJICUHO-ChIOBH
CBHOUTHUS U OT 00CEPBAIIMOHHY U OT KJIMHUYHU IpoydyBaHus. KaTo mpennasna Mspka He TpsiOBa J1a ce
M3TOI3BAT THOBPEMEHHO OMEIIPA30JI UM €30Menpasod (BXK. Touka 4.4).

Ha6mogaBaHo e mo-ciabo u3pa3eHo MOHMKCHHE Ha MeTa0OIMTHATA EKCITO3HUIIMS C TTAHTOMPAa30J1 U
naH301pa3oi. [Ina3MeHnTe KOHIIEHTPAIMK Ha aKTUBHUS METa0OJIHT ca MoHmKeHH ¢ 20%
(maroBapBara 703a) u ¢ 14% (moaappxaiia 103a) Mo BpeMe Ha ChI'bTCTBAIIO JICUEHHE C MTAHTONPA30I
80 mg BeaHBXK THEBHO. TOBa € CBBP3aHO C MOHIKEHUE HA CPEAHOTO MHXHOMpaHe Ha TPOMOOIIMTHATA
arperamus ¢ 15% u 11% crotBeTHO. Te3u pe3ynTaTu MOKa3Bar, 4e KIOMUA0rpeN MOXKe J1a Obe
MpuJiaraH ¢ MaHTOMpPa3odl.

Hsama J0Ka3aTeJICTBa, Y€ APYT'H JICKAPCTBCHU MIPOAYKTH, HaMaJIABalllkd CTOMAIIHaTa KUCCJIMHHOCT KaTo
H2 6J'IOKepI/ITe WKW aHTHAIUJIUTEC ITOBJIMABAT aHTI/ITpOM6OHI/ITHaTa AKTUBHOCT Ha KJIOIMUAOI'PEIIL.

AntuperpoBupycHa tepanus (APT): nanuentu ¢ HIV, nexyBanu ¢ aHTHPETpOBUPYCHA TEPATIHS
(APT), ca u3n0xeHH Ha BUCOK PUCK OT CHJIOBU CHOUTHS.

HabmronaBaHa e 3HaUUTETHO HaMaeHa TPOMOOIUTHA HHXUOUIUS Tpy nanuenTt ¢ HIV, nekyBanu c
APT, moncuiena ¢ puTOHaBUP WM KOOUIMCTAT. BBIIpeKH de KIMHUYHOTO 3HaYEeHNE HA Te3N HaXOAKH
€ HECUTYPHO, UMa CIIOHTaHHM choOmenus 3a HIV-nundextupanu nanuenTy, tekysanu ¢ APT,
TIOJICHIICHA C PUTOHABHP, KOUTO €A MOJTYYHIIN TOBTOPHH OKITY3UBHU CHOUTHS ClIe/l BB3CTAHOBSIBAHE Ha
MPOXOANMOCTTA, WX Ca MPEThPIEIH TPOMOOTHYHH CHOUTHS IIPH HATOBApBAIllaTa CXeMa Ha JIEIEeHHE C
kjonuporpen. CpeaHaTta TpOMOOIUTHA UHXUOUIIUS MOKe Jja ObJie HaMaJIeHa NPU ChIIBTCTRALIA
yrnoTpeba Ha KIOMUAOTpen 1 puToHaBHp. Clie10BaTeNHO, CHIIBPTCTBAINATA YIIOTPeOa Ha KIIOMHIOTPET
c noacunenu APT Tepanuu He ce npenopbyBa.

Jpyru nekapcTBeHH NPOMYKTH: 3a MPOyYBaHE HA TOTCHIINATHH (hapMaKOIHHAMIYHH U
(hapMaKOKMHETHYHHU B3aUMOJICHCTBUS Ha KJIOTHUIOTPEN U JPYTH ChI'bTCTBAIIH JIEKAPCTBEHH
MIPOIYKTH, ca TIPOBEACHU 3HAYHUTENICH Opoi KIIMHUYHY ITpoyuBaHus. He ca HabmronaBaHu KIIHHUYHO
3HAYMMH (papMaKOIUHAMUIHH B3aNMOJCHCTBHS KOTAaTO KIIOMMUAOTPEN € TIPIIaral eTHOBPEMEHHO C
aTeHOoJI0J, HU(ETUTINH, WK C aTEHOJI0] U HU(enunuH 3aeqHo. GapmMakoquHaMUYHaTa aKTUBHOCT Ha
KJIOITUIOTPEI HE Ce MOBIUIBA 3HAYUTEIHO IIPH €IHOBPEMEHHO MPIIIOKECHUE ¢ (peHOOapOUTaI HITH
€CTpOTeH.



(DapMaKOKI/IHeTI/IKaTa Ha JUTI'OKCHUH WU TGO(l)I/IJ'II/IH HEC CC IPOMEHCH OT €CAHOBPEMECHHO ITpUJIarane Ha
KIIOTIUAOIPEII. AHTI/IaHI/II[I/ITe HE IPOMCHAT CTCIICHTA Ha a600p61114;1 Ha KJIIOMUAaO0TpeIL.

Jannu ot npoyusanero CAPRIE nokassar, ue (heHUTONH U TONOYTaMHI, KOUTO CE METabONNU3UpPaT OT
CYP2(C9, 6e30omacHo MoraT Jia ce npujiaraT €JHOBPEMEHHO ¢ KIOMUAOTPell.

JlexapctBenu npoayktu, cyoctpatu Ha CYP2CS8: TlokaszaHo e, ue KJIOMUA0rpest MOBUIIaBa
EKCIO3UIHATA HA PETArTHHA] [IPH 3APaBH JOOPOBOIIIH. 1 Vitro IpOyIBaHUS ITOKA3BAT, Ye
MOBUILIABAHETO HA EKCMIO3UIIMATA HA PETariinHU ce IbJKH Ha nHxuoupane Ha CYP2C8 ot
TIIIOKYpOHOBHS MeTaboNuT Ha Kionuaorpen. [lopanu prcka oT MoBHIIaBaHE HA IIA3MEHUTE
KOHIICHTPAIIUHU, €THOBPEMEHHOTO IPUIIOKEHUE HA KIIOMUAOTPEI U JIEKapCTBa, KOUTO C& eTMMUHHUPAT
npeauMHo upe3 CYP2C8 meTabonu3bM (HAIp. penarinHuI, MakiInTakceln), TpsAOBa 1a ce mpeanpuema
C TIOBHIIICHO BHUMAaHUE (BXX. Touka 4.4).

OcgeH nHpopMaImATa 3a criennpUIHNTE ICKapCTBEHN B3aUMOICHCTBHS, IIPEICTaBeHA IT0-TOPE,
MIPOYYBAHUS 332 B3AUMOACHCTBHUS C KJIOMHUIOTPEN U HAKOU APYTH JIEKapCTBEHU MPOIYKTH, IPUITAraHu
9eCTO IPY MalUeHTH ¢ aTepoTPOMOOTHYHN 3a00IIBaHNs, He ca poBekaAany. [lannenTure, yqacTBau
B KJIMHWYHHUTE W3MUTBAHUS C KIOMHIOTpeN o0ade, ca MoIydaBaly TosIM Opoi ChIIBTCTBAIIH
JIEKapCTBEHH MPOIYKTH, BKIIIOUBAIIY AUypeTUIy, 6era 6moxepu, ACE-MHXUOUTOPH, KallUeBU
AHTaroOHHMCTH, XOJIECTEPOJ MOHIKABAIIY CPEICTBA, KOPOHAPHU BAa30IMIATOPH, AaHTHANA0CTHH
cpeacTBa (BKIIOUUTEITHO WHCYNINH), aHTHETIENTHYHH cpenactsa, u GP IIb/I1la antaronnctu 6e3
JIOKa3aTeJICTBA 3a KIIMHUYHO 3HaYMMU HEXEJTaHU B3aUMOCHCTBUSL.

KaxTo n nipu npyru nepopanau P2Y 12 nHXuOUTOpH, €JHOBPEMEHHOTO NPHIIOKEHUE Ha OITHOMTHH
arOHHMCTH UMa MOTEHIMAN Ja 3a0aBH U HaMay a0COpOMATa Ha KIOMUIOTPEI BEPOSTHO TOPAIN
3a0aBeHO U3Mpa3BaHe Ha cToMaxa. KIMHIYHOTO 3HaueHKe He € n3BecTHO. TpsiOBa 1a ce ooMuciu
ynotpebara Ha MapeHTEPATHO aHTHTPOMOOLIUTHO CPEACTBO MPH MALUEHTH C OCTHP KOPOHAPEH
CUHAPOM, U3UCKBAIIU €AHOBPEMCHHO IIPHUJIOKECHNUEC HA MOp(I)I/IH W APYTU OITMONUIHU arOHUCTH.

Pozysacmamun: YcTaHOBEHO €, Ye KJIOMUAOTPEI OBHIIIABA EKCIIO3ULIUITA HA PO3yBACTATHH MTPU
nanuentute 2 mbTd (AUC) 1 1,3 mbTH (Chax) clien mpuiarase Ha go3a 300 mg KIOnuIorpen u
1,4 metn (AUC) 6e3 edexT BbpXY Cmax CIICT MHOTOKPATHO NIpHJIaraHe Ha J03a 75 mg KIOMUAOTPEll.

4.6 @epTUINTET, OPEMEHHOCT H KbpMeHe

bpemennocm

INopaan nurica Ha KIMHAYHU JAHHA OTHOCHO €KCIO3UIMATA Ha KIIOMHUIOTPEI 0 BpeMe Ha
OpeMeHHOCT, 3a MPeANoYnTaHe €, KaTo Mpe/a3Ha MsIpKa, 1a He ce W3I0JI3Ba KIOMHUIO0TPE II0 BpeMe
Ha OPEMEHHOCT.

EKCHepI/IMeHTaHHI/ITe MpOoy4YBaHUs MPU )KUBOTHHU HC IMMOKA3BAT MPAKO WU HEIIPAKO BPECIAHO
BB3ACUCTBHE BEPXY OPEMEHHOCTTa, EMOPHOHATHOTO/(ETAHO Pa3BUTHE, PAKIAHETO HIIH
MMOCTHATATHOTO pa3BUTHE (BXK. TOUka 5.3).

Kvpuene

He e u3BecTHO manu KIOMUIOTPEN ce eKCKpeTHpa B kKbpMara. [IpoyuBaHusiTa P KUBOTHHU TTOKA3BaT,
4e KIOMHUIOTPENl Ce SKCKpeTHpa B MIIIKOTO. KaTo mpeanasna Mspka, KbpMEHETO He TpsOBa aa
poAbKaBa 1o BpeMe Ha jedeHuero ¢ Clopidogrel Krka.

Depmunumem
IIpoyuBanus mpu >KHBOTHH HE ca ITOKa3aJd, 9e KIOMHUIOTPell ITOBIUsIBa pepTunnTera.

4.7 EdexTu BbpXy cnioco0HoCTTA 32 mopupaHe U padboTa ¢ MAIIUHU

Kﬂonpmorpen HC IIOBJIMABA UJIM IIOBJIMABA HpeHCGpe)KI/IMO CIIOCOOHOCTTA 3a IHO(bI/IpaHC u pa60Ta C
MAaIonHH.



4.8 HexenaHnu JeKapcTBeHU peaKIUH
Obobwenue Ha npoghuna na bezonacHocm

Bbe3onacHocTTa Ha Kionujorpen e Ouna oneHneHa npu mosede ot 44 000 manueHTH, KOUTO ca
y9acTBalld B KIIMHUYIHY MPOy4YBaHus, BKItouBany Hax 12 000 manueHnTy, nexkyBaHu 3a | roguHa win
nosede. Karo 1510, kionugorpen 75 mg/auesHo e cpaBHUM ¢ ACK 325 mg/nuesno B CAPRIE
HE3aBHCUMO OT BB3PACTTa, MoJia ¥ pacata. KIIMHMYHO 3HAUMMHUTE HEXEITAH! JICKAPCTBEHU PEaAKIINH
Habmoaapanu B npoyuBanusta CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6¢cbaeHH
Mno-70;1y. B nombiIHEHHE KbM ONUTA OT KJIMHUYHHUTE POYYBaHUS, HEXKEIaHH JIEKAPCTBEHU PEaKIH ca
CHOOIIABaHH U CITOHTAHHO.

K’preHeTO € Hal-4ecTo c1306maBaHaTa peaKkuA KaKTO IMMpU KIIMHUYHUTE NPOYUBAHUS, TaKa U IPU
IIOCTMapKECTUHIOBHA OITUT, KbACTO € CT)O6H_I8.B8.H8. HaW-4eCTO IIpE3 MBbPBUA MECCI] HA JICYHCHUETO.

B CAPRIE, npu nmauuenTH ekyBanu ¢ kinonugorpen win ACK, obmara yectota Ha KbpBeHe € 9,3%.
UecToTaTa Ha TeXKHATE CiIydan € cxoaHa npu kmonumorpen u ACK.

B CURE, He e HabmoaBaH no-rojsiM 0poil Ha cilydyad Ha MaCMBHO KbPBEHE C KJIOMUIOTPE ILTI0C
ACK npe3 mbpBUTE 7 IHU clie] KOpoHapeH Oaiinac mpu NarMeHTH, KOUTO ca CIIPeIH TeparnusaTa
MoBeue OT IeT JHU Npeu onepanusTa. [Ipu manueHT, ocTaHaIU Ha Tepanus B MPOIbJDKEHUE HA 5
ITHH CJIe/T KOpOHApHUSI Oalac, gecToTaTa Ha crydaute ¢ omia 9,6% 3a xionmnorpen mwiroc ACK, u
6,3% 3a mmane6o miroc ACK.

B CLARITY e na0mogaBaHo 0010 yBETHYICHHE HA KEPBEHETO B IpymnaTa kKionugorpen mroc ACK
cnpsmMo rpynara Ha miane6o miroc ACK. YectoraTa Ha MaCHBHO KbpPBEHE MPH TPYTIHUTE € CXOJIHA.
ToBa e HaOMIOIAaBaHO U B MOATPYIHUTE OT MAIIMEHTH, ONPEAETICHH 110 XapaKTePUCTUKH HA U3XOJHO
HHUBO ¥ BU/Ia Ha (GHOPUHOIUTHIHOTO FITH XCTIAPUHOBO JICUCHHUE.

B COMMIT, o6miara uectoTa Ha HelepeOPaTHO MACUBHO KBPBEHE HIIH [IepeOpaTHO KbPBEHE € HUCKA
U CXOJIHA U IIPU JBETE IPyNu

B ACTIVE-A uecTtoTaTa Ha MaCUBHO KbpPBEHE € M0-BUCOKa B rpynara Ha knonunorpen + ACK,
OTKOJIKOTO B rpymaTa Ha miarebo + ACK (6,7% cripsmo 4,3%). MacuBHOTO KBpPBEHE € OHIIO TIIaBHO
OT eKCTpaKpaHHaJIEH NPOU3Xo B 1BeTe rpynH (5,3% B rpynata Ha kinonujgorpen + ACK, 3,5% B
rpymnata Ha miare6o + ACK), raBHO 0OT racTpo-uHTeCTHHATHIA TPakT (3,5% crupsmo 1,8%).
HabmogaBano € mpeKoMepHO HHTPaKpaHUAIIHO KbPBEHE B Tpymnara Ha kinonuaorpen + ACK crpsmo
rpynata Ha mnane6o + ACK (1,4% cnpsimo 0,8%, cboTBeTHO). He € HaOmoaBaHa cTaTUCTUYECKU
3Ha4YMMa pa3luKa B yectorara Ha ¢artaiano kepeeHe (1,1% B rpymara Ha xirommaorpen + ACK u 0,7%
B rpymnara Ha iane6o + ACK) u xemoparuueH uacynT (choTBeTHO 0,8% 1 0,6%) Mexay apere

rpynu.

B TARDIS npu nanueHTuTe ¢hC CKOPOIIEH HCXEMHUYEH HHCYIT, TIOTy4YaBallil HHTEH3UBHA
aHTHarperaHTHa Tepanus ¢ Tpu JekapcTseHu npoaykra (ACK + xkimonuporpen + aunupunamon),
YecToTaTa Ha KbpPBEHE € OuiIa MO-BUCOKA U KbPBEHETO € OMIIO MO-TEKKO B CPAaBHEHHE C KIOMUAOTPEN
CaMOCTOSITEITHO WM ¢ KOMOMHAIHS al[eTHICAIUIMIIOBA KHCENMHA U TUIUPUIAMOJT (KOPUTHPAHO
o6mmo OR 2,54; 95% CI 2,05-3,16; p<0,0001).

Tabnuuen cnucvk Ha Hedcelanume peaxkyuu

HeX(eHaHI/ITe .]'IeKapCTBeHI/I peaKL[I/II/I HACTBIINUIIA I10 BpeMe Ha KIMHUYHUTC HpoyLIBaHI/IH 501050
CHOOIICHU CITOHTAHHO, Ca PEICTABCHH MO-101Ty. TAXHATa YeCTOTa € ONpeecHa Bb3 OCHOBA Ha
cieqHara KoHBeHIwms: dectu (>1/100 go < 1/10); wewectn (=1/1 000 mo< 1/100); peaxu (>1/10 000 mo
< 1/1 000); mHOTO peaku (<1/10 000), c Hen3BeCTHA YecToTa (OT HATMYHHUTE JaHHU HEe MOXKe Jia Obie
HamnpaBeHa OIleHKa). BbB BCEKH CHCTEMO-OpTraHeH Kilac, HeKEJaHUTE PEeakuu ce n30posBaT B
HHU3XOAIIL PeI [0 OTHOIIEHHWE Ha TSIXHATa CEPUO3HOCT.
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CucremMo-opraneH YectHn Heuectn Penkn MHoro penxu, ¢
KJ1ac Heu3BeCTHA
yecTora™
Hapymienns Ha Tpomboruronenus | Heyrponenus, TpomboTuuHa
KpBBTa U TUMQHATA , JIEBKOIICHHU, BKJIIOYUTEIHO TPOMOOLINTOIICHUYH
cucTeMa eo3uHo (UM TeXKa HeyTponeHust | a mypmypa (TTII)
(Bxk. Touka 4.4),
aryacTUyHa

aHEeMHUS, IIaHIUTOIICH
WS, arpaHyJIOIUTO3a,
TEXKKa
TPOMOOIUTOIICHNS,
npugobuta
xeMounus A,
IpaHyJIONUTOTICHUS,
aHeMHus

Copaeunn
HapYIICHUS

Cunapom Ha Kounis
(BazocmacTu4Ha
ajiepruyHa aHruHa /
aJlepruyueH
MHUOKap/ICH
WH(APKT) BHB
BpB3Ka C peakius Ha
CBPBXUIYBCTBUTEITHO
CT KbM
Kjonuaorpen*

Hapymenuns na
MMyHHaTa cucremMa

CepymHa 0OoJrecT,
aHa(WIAaKTOUTHU
peakuumy,
KPBCTOCAHO
peaKTHUBHA
JeKapCTBEHA
CBPBXYYBCTBUTEITHO
CT MEXIY
TUCHOTIMPHUINHUTE
(KaTo TUKJIONUAWH,
npacyrpen) (BxK.
Touka 4.4)*,
HHCYJIUH
ABTOMMYHEH
CHUHIPOM, KOUTO
MOXe Ja JOBEIE 10
TEXKA
XHITOTJIUKEMHS,
0COOCHO MpHU
nanuentd ¢ HLA

DRA4 noarur (1o-

YecT IpH SATIOHCKATa

nomynanus)*
[Mcuxnyuan XamronuHaIum,
HapyUICHUs 00BpKaHOCT

11




Hapymenuns na WuTpakpanuaato HapyieHus BbB
HEpBHATa CUCTEMA KbpBEHE BKYCOBHTE
(cpoOIIeHH ca BB3NPHUATHS,
HSIKOJIKO CIIy4au C areysus
(aTaneH u3xon),
raBoOoIHeE,
napecresus,
3aMasHOCT
Hapymienns Ha ounte KprBouznus B
ouuTe
(KOHIOHKTHBATA,
OKOTO, PETHHATA)
Hapymienus na yxoro Bepturo
U JJabMpHUHTA
Cpb10BU HapymieHUus | XeMaToM CepunosHa
XeMoparus, KbpBeHe
OT OIlepaTHBHA
paHa, BacCKyJIuT,
XUIIOTOHUS
Pecniupatophu, Enucrakcuc KpwBouznusu B
TPBIHH, JuxarenHaTa
MeAMaCTUHAIHU cucTeMa,
HapyIlEeHUs (xemomnTu3a,
OenoapoOHa
XeMOparus),
OpOHXOCITA3bM,
HWHTEPCTULIHAIECH
MTHEBMOHMUT,
€03nHO(MITHA
IIHEBMOHUS
CromaiHo-4peBHH CromamHo- | CromamnHa si3Bau | Perponepurtoneanna | CToMamiHo-uypeBHA
HapyILeHUs YpeBHa lyOZIeHaJHa 53Ba, | XeMoparus u
XeMoparusi, | racTpur, peTponepuTOHEaNHa
Iuapus, MOBPBIIAHE, XeMOparus ¢
KOpeMHa rajicHe, 3arex, ¢ataieH u3xof,
Ooska, bnaryneHus MAaHKPEaTUT, KOJIHUT
JUCTIETICUS (BKJIFOUUTEIIHO
SI3BEH MITU
JTUMQOIUTEH
KOJINT), CTOMAaTHT.
XenaTo OuiIrapHu OcTtpa yepHOApOOHA
HapyILeHUs HEAO0CTaThYHOCT,
XemaTur,
OTKJIOHEHHUS B B
YEepPHOAPOOHUTE
(yHKIIMOHAIHU
TECTOBE
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Hapymenuns na
KOXKaTa u
HOJKOXKHATa ThKaH

OO6pa3zyBane
HA CHHUHU

OO6puB, cbpbex,
KOXKHU
KPBHBOU3JIHUBH

(myprypa)

Bynozen nepmarut
(ToxcuuHa
enuaepMaTHa
HEKPOJIU3a,CUHIPOM
Ha Stevens-Johnson,
epuTeMa
Mynatudopme, ocTpa
TeHepaIn3upana
eK3aHTEeMaTO3Ha
myctynosa (AGEP)),
aHrHoe/IeM,
JIEKapCTBEHO
WHIYIHAPaH
CHUHJIPOM Ha
CBPBXUIYBCTBUTEITHO
CT, JIEKAPCTBEH
00puB ¢
€O3MHODWITNS 1
CUCTEMHH
CHUMITTOMHU
(DRESS),
€pUTEMATO3CH WIH
eKkc(OTMaTHBEH
00puB, ypTuKapus,
eK3eMa, JINXEH
TUIaHYC

Hapymienns Ha
BB3IIPOU3BOAUTEIIHAT
a CUCTEMa M I'bpJlaTa

I'uaexomacTus

Hapymenus na
MYCKYJIHO-
CKeJIeTHaTa CHCTEMa
U ChEJMHUTENIHATA
ThKaH

KpwBouznusu B
MYCKYJTHO-
CKeJIETHATa CUCTEMa
(xemaptpo3a),
apTPUT, apTPAaITHS,
MHUAITHS

Hapymenus na
O0BOpenuTe 1
NUKOYHUTE IHTUINA

Xematypus

I'momepynounedpur,
MTOBUIIICH
KpEaTUHUH B KPbBTa

OO0y HapyLeHHs U
e eKTH Ha MSCTOTO
HA MPUIOKCHHE

KpbBouznus
Ha MSCTOTO
Ha
WHKEKTHpaH
e

Bucoxka
TeMIieparypa

N3cnenBanus

Y npmKeHo Bpeme
Ha KbpBEHE,
MIOHKXEH Opoii
HEYTPODHIIH,
TIOHMXEH Opoii
TPOMOOIIUTH

* JlaHHM, CBBP3aHU C KJIOMHJIOTPEI C HEU3BECTHA YeCTOTa

C’bO6H_IaBaH€ Ha MOJ03MPaHN HCKCITAaHHU PCAKIITNN

CpoO111aBaHeTo Ha MOA03MPaHH HeXKeJIaH! PEeaKIMy ClIe/l pa3pellaBaHe 3a yrnorpeda Ha JieKapcTBeHUs
HPOIYKT € BakHO. TOBa ITO3BOJIABA a MPOIBIDKH HAOIIOAEHHETO Ha CHOTHOIICHHETO MOJI3a/PUCK 32
JIeKapCTBEeHHs MPOAYKT. OT MEUIIMHCKUTE CIICLUATIMCTH CE M3UCKBA Ja ChOOLIABaT BCSIKA
MOI03MpaHa HeXXelaHa peakiys Ype3 HallMOHAIHA CHCTeMa 3a ChoOIaBaHe, mocodeHa B [Ipuinoxenne

V.
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4.9 Ilpeno3upane

[Ipeno3upanero B pe3yiTaT Ha MPHUIOKEHIE Ha KJIOMHUIOTPEN MOKE JIa TOBEJE /10 yIBIDKEHO BpeMe Ha
KBbPBEHE U MOCJICBAIIUTE YCIOKHEHUS OT KbpBEHETO. AKO Bh3HUKHE KbpBEHE, TpsiOBa Ja ce
MIPHUJIOKH MTOAXOJIsIIa Tepanus. He e ycTaHOBEH aHTUAOT Ha (papMaKOJIOTHYHATA AKTUBHOCT Ha
KIonuaorpen. Ako € HeoOxoauMa He3abaBHA KOPEKIUS Ha YABIHKSCHOTO BpeMe Ha KbPBEHE,
TpaHC]y3us Ha TPOMOOLIMTHA Maca MOJKe Jla IPOTUBOICHCTBA Ha e()eKTHTE Ha KJIOMHUIOTPEIL.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHH CBOIiCTBA

dapmakoTepaneBTUIHA Tpymna: AHTUTPOMOOTHYHY areHTH, MHXUOUTOPH HAa TPOMOOLIUTHATA
arperanus, ¢ u3kinouenue Ha xenaput, ATC kox: BO1AC-04.

Mexanuzvm na deticmaue

Knommporpen e npeanexapcTBo, €IWH OT YHHTO META0OIUTH € MHXUOUTOP HAa TPOMOOITUTHATA
arperanus. Kimonmmorpen tpsoBa na 6nae Metabomusupan ot CYP450 ensumure 10 noixyv4aBaHe Ha
aKTHBHMSI METa0OJIUT, KOWTO MHXHOMPA TPOMOOIIMTHATA arperaus. AKTUBHUAT METa0OIUT Ha
KJIOTIAIOTPEIT CEIEKTUBHO HHXUOMpPA CBHP3BaHETO Ha ajieHo3uH audocdat (AJD) keMm
TpoMboruTHITE My P2Y 1, penentopu, u nocnensamara A/ld-menunpana akTuBanus Ha
rimkonporend GPIIb/I1la koMIuiekca, KaTo 1O TO3M HAYWH HHXHOUpA TPOMOOIIMTHATA arperariisl.
[Mopaan HEOOPATIMOTO CBBP3BAHE, MMOBIHUSIHUTE TPOMOOIIMTH OCTaBaT 3aCETHATH JI0 Kpasi Ha CBOS
XKHUBOT (MpuOIM3uTETHO 7-10 JHM) M BH3CTaHOBSIBaHE Ha HOpMAJTHATA TPOMOOIMTHA (PYHKITUSL
HACTBHIIBA TIPH CIIEIBAIIOTO MOKOJICHNE TpoMOouTH. TpoMOonnTHATA arperamws, Ipean3BUKaHa OT
npyru aronuctd ocBeH AJID cbio ce mHXHOUpa upe3 OJ0KUpaHe Ha YBEINYCHATA TPOMOOITUTHATA
akTuBanus ot ocBoOoaeHus AJ[D.

Tl KaTO aKTUBHHUAT METa0OIHT ce 00pa3yBa upe3 CYP450 ensumute, HIKOM OT KOUTO ca
MOJIMMOP(HHU HITH ca 00EKT Ha HHXUOHUpaHe OT JPYTH JeKapCTBEHH IPOIYKTH, HE BCHUKH MMal[HeHTH
IIe MMaT aJeKBaTHAa TPOMOOITNTHA arperanys.

Dapmakodunamuynu egpexmu

MHOTOKpaTHOTO MPHIIOKEHKE HA 75 Mg THEBHO BOJM 10 YCTOWYMBO HHXUOUpaHe Ha A J1D-
WHAyIIpaHaTa TpOMOOIIMTHA arperamus OT ITEPBHS IeH, KOETO MMPOTPECUBHO HAPACTBA U JIOCTHUTA
CTallMOHAPHO CHCTOSIHUE MEXIY 3 U 7 AeH. [Ipu crarioHapHO CHCTOSIHUE CPEAHOTO HUBO Ha
WHXAOUIHNS, TOCTUTHATO ¢ 75 mg naeBHO € Mexmy 40 % u 60 %. TpomOoruTHaTa arperanus u
BPEMETO Ha KbPBEHE MOCTENIEHHO CE BB3BPBIIAT KbM HU3XOJHUTE CTOMHOCTH OOMKHOBEHO 5 THU CIEl
MPEKBCBAHETO HA JICYEHUETO.

Knunuuna epuxacnocm u 6ezonacnocm

besonacHocTTa M €pUKAaCHOCTTA HA KJIONUIOTPEN ca OWIIN OLIEHEHH B 7 JBOMHO-CIIENH IPOYYBaHUS,
oy Hag 100 000 manuentn: npoyuBanero CAPRIE, cpaBrenue Ha kionugorpen u ACK, u
npoyuBaHusiTa CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpaBHsiBaIu
KJIIONHJIOTPEN 1 TU1anebo M ABaTa JeKapcTBEHH MpoaykTa B komOuHaws ¢ ACK u npyro cranmapTHO
JIEYEHHUE.

Ilpecen muoxapoen ungpapxm (MI), npecern Mo3vueH UHCYIM UTU YCIMAHOBEHA Nepughepta
apmepuanna borecm

[Ipoyusanero CAPRIE BxirouBa 19 185 marnmenTu ¢ areporpomMb03a MaHu(eCTHpaHa ¢ MPECceH
MHUOKapaeH HHpapKT (< 35 mHU), MPeceH UCXEMUYECH HHCYINT (MEeXIy 7 THU U 6 Mecela) Uik ToKa3aHa
nepudepna aprepuanna 6onect (ITAB). [lamuentuTe ca panToMHU3UpaHy HA 75 Mg KIOTHIOTPET
nHeBHO win Ha 325 mg ACK u ca ipocienenu ot 1 1o 3 roguan. B moarpymnarta ¢ MUOKapAeH
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HH(APKT, IOBEYETO OT MarpeHTuTe ca noryyasann ACK npe3 mepBuTe JHU ciiex OCTpus HHPAPKT Ha
MHOKapza.

Krnonuaorpen 3HaYMTETHO peayliupa YecToTaTa Ha HOBUTE HCXEMHYHHU MHITUACHTH (KOMOMHUPaHa
KpaifHa TOYKa, BKIIFOYBAIla MHOKapAeH HH(PAPKT, ICXEMHUCH HHCYIIT U ChI0Ba CMBPT) B CPABHEHHE C
ACK. Ipu mpoBeicHNTE aHAIHM3Y Ha JICYCHUE, ca HaOroaBann 939 MHIMICHTa, B rpymnaTa ¢
knonuaorpen u 1 020 B rpynara ¢ ACK (penykuust Ha otHocuTenHust puck (RRR) ¢ 8,7% [95 % CI:
0,2 no 16,4];p = 0,045), xoeto croTBeTcTBa 32 Bceku 1 000 manmeHTa JIeKyBaHH JIBE€ TOIUHH,
JIOIIBIIHUTEINIHO NIPENOTBpaTeHH ucxeMuuHu MHIKAeHTy npu 10 nanuenta [CI:0 no 20]. AHanu3bT Ha
oOmara CMBPTHOCT KaTO BTOpUYHA KpailHa TOUKa HE MOKa3Ba 3HAUNTENIHA Pa3IHKa MEXIY
konorpern (5,8%) u ACK (6%).

B noarpymoB anaim3 criopen ChbCTOSHHETO (MUOKApIeH HHPAPKT, HcxeMudeH nHCYAT uiu [1AB) Haii-
OstaronpusteH e edexra npu manueHTute ¢ [IAb (moctura ce cTaTucTHYecka 3HAYUMOCT TIPU P =
0,003), (ocobOeHo Te3u, KOUTO ca ¢ aHaMmHe3a U 3a MuokapeH uadapkt) (RRR = 23,7%; CI: 8,9 no
36,2) u mo-cnad (6e3 3HaunMa paznuka crupsimo ACK) nmpu nanmentute ¢ macyat (RRR = 7,3%; CI: -
5,7 no 18,7) [p=0,258]. IIpu nanueHTUTE BKIIOUEHH IOPAIH CKOPO MpeKapaH MHOKapAeH HH(APKT,
KIIOTIUJIOTpe € Mo-MajKo edekTruBeH, HO 0e3 ctaructuuecka pasnuka cupsimo ACK (RRR = -4%;CI: -
22,5 no 11,7 [p=0,639]). JlombIHATEIHO Ype3 TOArPYTIOBUS aHAIH?3 110 OTHOIIICHHE Ha Bh3pacTTa ce
YCTaHOBSIBA, Y€ €(PEeKTHT OT KIOMUAOTPEN IIPH MAUEHTH HaJ 75 TOAMHU € MO-Cad OT TO3U IpU
nanueHTuTe < 75 TOAUHHU.

Tl kato B mpoyusaHeTo CAPRIE He e MMano Bb3MOXKHOCT 32 OLICHKA Ha €(PUKACHOCTTA B OTJCITHUTE
HNOATPYIH, HE € SCHO JallU pa3In4MsATa B PEAYKLHATA HA OTHOCUTENIHUSI PUCK IIPU OTJAECITHUTE
CBCTOSIHUS Ca PEATTHH UIIU €A CIydaliHU.

Ocmvp KopoHapeH cuHOpom

ITpoyusanero CURE BkmouBa 12 562 manueHTH ¢ ocThp KOPOHAPEH CUHAPOM Oe3 eneBanus Ha ST
cerMenTa (HecTaOWIHA CTEHOKAp M WM MUOKapaeH nHpapKT 6e3 Q 350e1) M HATMIHUETO B IBPBUTE
24 yaca OT Ha4aJOTO HA OCTPHS €MU30]] HA TPhAHA OOJKA WM CHMITOMH B PE3yJITaT Ha HCXCMUSI.
[Nammentute TpsioBa aa umat EKI” mpomeHu, roBopeniy 3a HOBONOSIBUJIA C€ UCXEMHUSI MM MOBUILECHH
CBHPACYHU CH3UMU WK TportoHuH | wiu T, B CTOMHOCTH ITOHE 1Ba IIFTH MO-BHCOKH OT TOPHA TPaHUIIA
Ha HopMmara. [laruenTure ce pangoMusupar Ha knonuaorpen (300 mg HaToBapBaia 103a,
nocineaBaHa ot 75 mg qHeBHO, N = 6 259) unu rutane6o (N = 6 303), u ABete rpynu B KOMOUHALIUSA C
ACK (75-325 mg BeHBX JHEBHO) U IPyTU cTaHIApTHH Tepanuu. [lannentuTe ca nekyBanu 1o 1
rogunaa. B npoyuBanero CURE, 823 (6,6%) nauuenTtu nonydasat enHospemerno u GPII/I11a
PELeNTOPHU aHTarOHUCTU. XeMapuH ce npuiiara npu noseye ot 90% ot nalueHTUTe, KaTo
OTHOCHTEHATA YECTOTa HAa KbPBEHE MEXTy KJIOMHIIOTpel U Iuiaredo He ¢ Ouna 3HAYNTEIHO MOBIHSIHA
OT €JTHOBPEMEHHATa TepaIus ¢ XeMapHH.

Bposr nanuenTy, mpu KOUTO ca HaOII0JaBaHU ChCTOSHYSI OTTOBAPSAIIM HA KPUTEPUUTE HAa ITbPBUYHATA
KpaifHa TouKa [cbpaedHo-chaoBa cMbpT (CV), MuokapaeH uadpapkt (M) wim uncynt] ca 582 (9,3%)
B rpynara Ha krormmgorpen u 719 (11,4%) B rutarie6o rpynara, peIyKuust Ha OTHOCHTEITHUS PHCK C
20% (95% CI: 10-28%; p = 0,00009) B rpynata Ha xnonunorpen (17 % peaykuus Ha OTHOCUTEITHHS
PYICK TIPY KOHCEPBATHUBHO JICUCHUE HA MAlMeHTHTE, 29% IpH HallpaBeHa MepKyTaHHA
TpaHcIyMuHaliHa KopoHapHa aHruoractuka (PTCA) ¢ umm 6e3 crent u 10% npu HanpaBeH
KopoHapHo aptepuainet Oaitnac (CABG)). HoBu cbpaeyHO-chA0BM HHIUIACHTH (TbPBUYHA KpaiiHa
TOYKA) ca MPEeIOTBPATEeHH, C PEIyKIHs Ha OTHOCUTEIHUS pHcK ¢ 22% (ClL: 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) cpotBeTHO mpe3 0-1, 1-3, 3-
6, 6-9 1 9-12 MeceyHn UHTEpBANIH Ha poy4uBaHeTo. Ciie TpEeTHs Mecell, OJIaronpuiTHHAT eQeKT
HaOiroaBaH B rpynara Ha kronuaorpen +ACK He HapacTBa moBede, HO PUCKBT OT XEMOPArus OCTaBa
(BX. TOuKa 4.4).

VYnorpebara Ha knonunorpen B CURE npoydBaHeTo € cBbp3aHa ¢ HamalsiBaHe Ha HEOOXOIMMOCTTa

ot TpombonutruuHa Tepanust (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/Illa uaxudutopu (RRR =
18,2%; CI: 6,5%, 28,3%).
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BpOHT Ha MaquUCHTUTE, IPU KOUTO Ca HACTHINUIIN CHCTOAHUA, OTTOBAPAIIN Ha KDUTCPHUUTE 3a
JOMBITHUTENIHATA TEpBUYHA KpaiiHa Touka (CV cMbpT, MI, MO3bUeH HHCYAT UK pedpakTepHa
ucxemns) e 1 035 (16,5%) B rpymnara Ha kaonumorpen u 1 187 (18,8%) B rurane6o rpynara, peayKius
Ha oTHocuTenHus puck ¢ 14% (95% CI: 6%-21%, p = 0,0005) B rpynarta Ha kinonuaorpen. To3u
OmaronpusaTeH epeKT ce IBIDKU MPEIUMHO Ha e()eKTa Ha KIOMUIOTPEN BbpXY MUOKAPIHUS HHPAPKT
[287 (4,6%) npm rpymata Ha kmomuaporen u 363 (5,8%) npu mmanebo]. He e HabmonaBan epexT
BBPXY UECTOTaTa Ha PEXOCIHUTAIU3AIMATA [TPU HeCTAOUITHA CTCHOKAPAUS.

PesynraTute noay4yeHH B TPYNUTE C PA3IMYHUA XaPAKTEPUCTHKH (HAMp. HeCTaOWIIHA CTCHOKAP.IUS WITH
MI 6e3 Q 3b0e1, pa3nuyHa CTENEeH Ha PUCK, TuabeT, HeOOXOAUMOCT OT peBacKyJapu3alus, Bb3pacT,
TI0JT) ca CXOJIHU C PEe3yATaTUTE OT IbPBHYHHUTE aHAU3H. [lo-crienuanyo, B post-hoc ananms mpu 2 172
nanuenty (17% ot nsmara CURE nonynanms) Ha kouto UM e noctaBeH cteHT (Stent-CURE),
JTaHHMUTE TI0Ka3Bart, 4e KIJIOMUAOIPEI CpaBHEH C Iu1anedo, nemoHcTpupa 3HauumMo RRR ot 26,2% B
T0J13a Ha KIJIOTHJIOTPEN 32 Ko-IibpBUYHaTa KpaitHa Touka (CV cMbpT, MI, MO3BYEH HHCYIIT) H CHILO
3HaunMo RRR ot 23,9% 3a xo-BTOpu4HaTa KpaitHa Touka (CV cMbpT, MI, MO3bUYEH HHCYAT UK
pedpakrepra ucxemusi). OCBeH TOBa, , MPOPHIBT Ha 6€30MACHOCT Ha KJIOMHUIOTPEN B Ta3U MOATPyIia
MAIMECHTH HE MPeIU3BUKa HIKaKbB 0co0eH npobieM. CieoBaTenHo, pe3yITaTuTe OT Ta3H MOJrpymna
ca B ChOTBETCTBHE C OOLIUTE PE3YJTATH OT IPOYUYBAHETO.

BrnaronpusTHUSIT-eEKT Ha KJIOMUAOTPEI € HE3aBUCHUM OT JIPYTO CIIEUTHO U MPOABIIKUTEIHO
CBpICYHO-CH0BO Jeuenue (kato xenapua/LMWH, GPIIb/I1la anraronncTa, TUIHI0-peayIUpPAIIN
JIeKapCTBEHU NMPOAyKTH, Oeta-0nokepu 1 ACE naxudburopu). EdpukacHoCTTa Ha KIOMUAOTPEN €
olieHeHa HezaBucuMo OT Jo3ata Ha ACK (75-325 mg BenHBK AHEBHO).

HNudapkr Ha Muokapaa ¢ enesaiyst Ha ST-cermenra

ITpu manuentu ¢ octbp MI ¢ eneBarus Ha ST-cermenrta (STEMI), 6e3omacTHOCTTa €(heKTUBHOCTTA H
Ha KJIOMUIOTPEIN ca OMIIM OLIEHEHH B 2 paHJOMHU3UPaHH, IJI1a1e00-KOHTPOIIMPAHU JBOHHO CIETIH
uznutBanus, CLARITY, npocnextusen noarpynoB anaiau3 Ha CLARITY (CLARITY PCI) u
COMMIT.

[MpoyuBanero CLARITY BxmtouBa 3 491 nanmentn ¢ Hagano Ha MI ¢ ST eneBarust B paMKuTe Ha
nocnenHuTe 12 yaca v 3ariaHyBaHO TPOMOOJIUTHYHO JieueHue. [lanenTuTe ca monyqninm
knomunorpen (300 mg HaToBapBaiia 103a, MocieaBana oT 75 mg/nen, n=1 752) win mianedo

(n=1 739), u nBete B komOuHausa ¢ ACK (150 mo 325 mg kxaTo HaTOBapBaila J103a, ocjieaBana ot 75
J0 162 mg/nen), GuOPUHOIUTHYEH areHT, U KOoraTo e OmiIo moaxoasio xenapud. Ilanuenture ca
npocnenenu 3a 30 quu. [IppBUYHATA KpaliHA TOYKA € KOMOMHHUpAaHa MOsBa Ha 3aITyIIeHa apTepus,
CBBbp3aHa ¢ HH(apKTa HAa aHTHOTpamMara IIpH U3IICBaHEe, WK CMBPT WK oBTOpeH MI npenu
KopoHapHaTa anruorpadus.. [Ipu manuenTy, Ipu KOUTO HE € IpaBeHa aHTHorpadus, mMbpBUYHATA
KpaifHa TouKa € Oriia CMBPT WM OBTOPEH MHOKapAeH uHpapKT 10 JleH 8 miu 10 N3NHCBAaHETO.
[Momymanusa nanueHTy e BrirouBaia 19,7% xenn u 29,2% nanuent> 65 rogunau. O6mmo 99,7% ot
MalUeHTUTE ca moxyywnn pudpuromuTuy (GudpuH cnennduanu: 68,7%, He-puOpHH crienupuIHu:
31,1%), 89,5% xemnapuH, 78,7% Oeta 6mokepu, 54,7% ACE unaxuduropu u 63% craTuHU.

[Nernamecer npouenta (15,0%) ot manueHTUTe B rpymnara Ha kimonuaorpen u 21,7% B miamne6o
rpyrmara ca JOCTUTHAIH J0 ITbPBUYHA KpaifHa TOYKa, KOETO TpeCcTaBisaABa a0COTIOTHO HAMAaJICHHE OT
6,7% u 36 % oTHOCUTENHO HamMalleHHe B mofi3a Ha kiornuaorpen(95% CI: 24, 47%; p < 0,001), rnaBao
CBBP3aHO C HAMaJeHUE Ha 3aIlylIeHN apTepHH, CBbp3aHu ¢ nH(papkTa. Ta3u moi3a ¢ Onia HajJIHIe BEB
BCHUYKH MPEABAPUTEITHO OIMPE/IEICH! MMOATPYITH Ha TAIMEHTUTE TI0 BB3PACT U IO, IOKAIU3alus Ha
HH(APKTa U BUA HA H3MIOI3BAHOTO (PHOPHHOIUTHIHOTO JICUCHHE MITU XCTIApHH.

[Monrpynos ananu3 Ha CLARITY PCI BxitouBa 1 863 namment csc STEMI, noanoxxenu na PCI.
[ManuentuTe, momydasarm 300 mg HatoBapBamia no3a (LD) xinonmumorpen (n=933), ca numaim
3HAYMTETHO HAMAJICHHE Ha YecToTaTa Ha ChpledyHoCcha0Ba cMbpT, MI mnu uncynt cnen PCI B
CpaBHEHHE C Te3H, moiyyasaiuu mianedo (n=930) (3,6% npu npeABapUTETHO JISUEHHE C KIIOIHI0TPEN
cipsimMo 6,2% ¢ miane6o, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). ITanmenture, monyvasamy 300 mg
LD xionumorpen, ca ©Maal 3HAYUTEITHO HaMaJlleHHEe Ha YeCTOTaTa Ha ChPJSeYHOCHI0Ba CMBPT, MI
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nmu uHCyAT 10 30 gau cnen PCI B cpaBHEHHE ¢ Te3u, modyvaBammy mianedo (7,5% npu
MIpeABAPUTEITHO JIeUueHne ¢ Kionuaorpen crpsmo 12,0% c mnanedo, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Berpekn TOBa, KOraTo Cce OIeHsABa B o0IIara momyiamnus Ha npoyuBaneto CLARITY, Ta3u
ChCTaBHA KpaifHa TOYKa He € CTATHCTHYECKH 3HauMMa KaTo BTOpHYHA KpaiiHa Touka. He ce
HaOJIIo/1aBa 3HAYMMa Pa3JiKa B 4eCTOTATa Ha TOJISIMO HIIM MAJIKO KbPBEHE MEXKIY JIBETE JIeUECHHS
(2,0% mipu mpeABapUTEITHO JIeUeHHe ¢ Kionuaorpen cupsamo 1,9% c mmanebo, p>0,99). Pesynrarute
0T TO3U aHAJIN3 TIOAKPETAT PaHHOTO M3IOI3BaHE Ha HaTOBapBalla qo3a kinonugorpen npu STEMI u
CTpaTerusTa 3a PyTHHHO IPEIBAPUTEITHO JICUCHHE ¢ KIOMIIOTPEIT TIPH MAIMeHTH, momioxeHn Ha PCIL.

[IpoyuBaneto ¢ 2x2 daxropuanen auzaitn COMMIT e Brirounno 45 852 mauyeHTH ¢ Hayauo Ha
cumnToMu niopo3puteaan 3a MI ¢ nogkpersim EKT™ abnopman Haxonku (Hamp. ST eneanus, ST
Jienpecust UK JsB O6eapeH OJ0K) B paMKUTe Ha nocaennuTe 24 yaca. [lanpeHTrTe ca momyduinm
knomnorpen (75 mg/men, n=22 961) wm mianedo (n=22 891), B komOuuanus ¢ ACK (162 mg/nen),
3a 28 JHM WIN 0 U3NKHCBaHe oT OoHUIATa. [IbpBUYHNATE KpallHU TOYKH ca OWIIH CMBPT 10 BCSIKAKBa
MpUYUHA U TbPBA M05Ba Ha pe-uH(apKT, HHCYIT WK cMbpT. [lonynanusra e BrirouBaia 27,8%
skenu, 58,4% manuentu > 60 roguau (26% > 70 ronuan) u 54,5% nanueHTH, KOUTO ca MOTYYHIN
(UOPUHOTUTHUIIH.

Knonmmorpern 3HaunMo HamalsiBa OTHOCUTEITHHS PUCK OT CMBPT IO BCSAKAKBa MpUIHHA ¢bC 7% (p =
0,029), 1 OTHOCUTEJIHUS PUCK 32 KOMOMHAIMATA OT pe-UH(papKT, HHCYNT UK cMBPT ¢ 9% (p = 0,002),
KOETO TpeCTaBiIsiBa a0COMTHO HaMaeHHe CbOTBeTHO OT 0,5% u 0,9%. Tasu mosnsa e Hanuie
HE3aBUCUMO OT BB3PACT, IOJI, C UK 0e3 GUOPUHOIUTHIIN, U € HAaOItoJaBaHa OIlle B TbpBUTE 24 yaca.

Knonmporpen 600 mg HatoBapBaiiia 103a Ipy NAIMEHTH C OCTHP KOPOHAPEH CHHIPOM, TOUTOXKEHN HA
PCI

CURRENT-OASIS-7 (Knonmnorpen 1 acliupyH, U3M0JI3BaHU B ONTHMAaJIHA 71032 32 HaMaJlsiBaHE Ha
TMOBTApAIIUTE CE C'I)6I/ITI/I$I CeﬂMI/I PErucCTHP 3a OLICHKA HAa CTPATCTUUTC MPU UCXEMUYHU CUHAPOMU -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa pangoMusupano GpaxTopragIHO IpoyuBaHe BKItouBa 25 086 nuila ¢ oCTbp KOPOHAPEH CUHIPOM
(OKC), mpenBunenu 3a parra PCI. [TanmnentuTe ca pangoMmu3upanu Ha ABoitHa no3a (600 mg Ha neH
1, cnen ToBa 150 mg Ha qHM 2-7, cieq ToBa 75 mg THEBHO) cHpsMo cTaHaapTHa go3a (300 mg Ha 1eH
1, cen ToBa 75 mg AHEBHO) Kionuaorpen u Bucoka go3a (300-325 mg nHeBHO) cpsiMO HUCKaA J103a
(75-100 mg nueBHo) ACK. Brmouenute 24 835 manmentu ¢ OKC ca momiioxkeHn Ha KOpOHapHa
anruorpadus u Ha 17 263 e nposenena PCI. IIpu 17 263 nanuenTy, nonyuasany gedenue upes PCI,
B CpaBHCHHUE ChC CTaHAApTHATA /1032, ABOMHATA J]03a KIOMAAOTPE HaMallsIBa YeCTOTaTa Ha
IIbpBUYHATA KpaitHa Touka (3,9% cpemry 4,5% xopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HaYUTEITHO HamalsiBa TpomOo3ara Ha creHTa (1,6% cpemy 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). T'omsiMOTO KBpPBEHE € TI0-9E€CTO MPHU JBOMHATA /1032, OTKOJIKOTO IIPH CTaHJApTHA 1032
knonuaorpen (1,6% cpemy 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyuBane
HaToBapBalara jo3a kionunorpen 600 mg e mokaszana cxoaHa e(UKACHOCT IPU MAIIMSHTH Ha
BB3pACT > 75 TOAWHY U MALMEHTH Ha BB3pacT < 75 roJIMHU.

ARMYDA-6 MI (AnTHarperantHa Tepanus 3a HaMalsiBaHe Ha YBPEXKIAHETO HA MUOKapa 1o BpeMe
Ha aHTHOIUTACTHKA - MUOKapaeH nH(apkT - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3UPAHO, TPOCTIEKTUBHO, MEKIYHAPOIHO, MHOTOIICHTPOBO IPOYYBAHE OICHSBA
npeasapurenHoTo gedenue ¢ 600 mg cnpsimo 300 mg xionunorpen LD B yenosusita Ha criemHa PCI
3a STEMI. ITaumenture ca nonyyasanu kionugorpen 600 mg LD (n=103) nnu kinonuporpen 300 mg
LD (n=98) mpenu PCI, ciien koeto ca uM nipeanvicann 75 mg/neH ot neHs cinen PCI go 1 roauna.
[Mammentute, momyyasamm 600 mg LD kinonuaorpen, ©MaT 3HaYUTEITHO HAMaJIeH pa3Mep Ha
nH(papKTa B CpaBHEHHUE ¢ Te3u, momydasamy 300 mg LD. Hamure e no-aucka yecrota Ha TIMI
crenen < 3 cien PCI mpu 600 mg LD (5,8% crnpsimo 16,3%, p=0,031), monodpena neBokaMepHa
¢paxuus Ha u3tnackBane (LVEF) npu usnucsane (52,1 £9,5% copsamo 48,8 +11,3%, p=0,026) u
TIOMAJIKO TOJIEMH HEKEJIaHU ChpAEIHO-CHI0BU crouTHs Ha feH 30 (5,8% cupsamo 15%, p=0,049). He
ce HabJro1aBa yBeIMUCHNE Ha KbPBEHETO WIIN YCIIOKHEHUS HA ChAOBHS JOCTHI (BTOPUYHHU KpaitHU
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TOYKH Ha JieH 30).

HORIZONS-AMI (XapMoHH3HpaHE HA PE3yJITATHTE OT PEBACKYJIAPH3AINS U CTECHTOBE TIPU OCTHP
MHOKapaeH HH}apkT - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

ToBa mpoyuBaHe — post-hoc aHamu3 e mpoBeeHo, 3a 1a ce orean aanu LD 600 mg kironmuaorpent
OCHTYpsIBa IO-0BP30 U MO-CUIIHO HHXUOUPaHE Ha aKTUBUPAHETO HA TPOMOOLIUTUTE. AHATTUZBT
n3cnensa Be3aeicTerero Ha LD 600 mg B cpaBHenue ¢ 300 mg Bepxy 30-1HEBHUTE KIMHUIHU
pesyaratu pu 3 311 manuenTn ot ocHOBHOTO m3nuTBane (n=1 153; 300 mg LD rpyna; n=2 158;

600 mg LD rpyma) npeau chpaeuHa KaTeTepu3allys, IocienBana ot go3a 75 mg/neH 3a > 6 mecena
clleq U3MICBaHeTo. Pe3ynraTite moka3BaT 3HAUNTETHO TTO-HUCKH 30-THEBHN HEKOPUTUPAHH HIBA HA
cembpTHOCT (1,9% crpsimo 3,1%, p=0,03), moBropen undapkr (1,3% cnpsmo 2,3%, p=0,02) u
neUHUTHBHA WK BepoaTHa Tpombo3a Ha cteHTa (1,7% cupsmo 2,8%, p=0,04) ¢ 600 mg LD 6e3
MMOBUCOKA YeCTOTa Ha KbpBeHe. [Ipu MmyntuBapuantes ananus, LD 600 mg e He3aBuCHM NMPEANKTOp Ha
MO-HUCKHU HHMBA Ha TOJIEMH HeXellaHu chpaednu ceoutus Ha neH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). YUectoTara Ha romsmo kppBere (HecBbp3ano ¢ CABG) e 6,1% B rpymnara ¢ 600 mg LD u
9,4% B rpynara ¢ 300 mg LD (p=0,0005). YectoraTta Ha manko kbpBeHe € 11,3% B rpymara ¢ 600 mg
LD u 13, % B rpynara ¢ 300 mg LD (p=0,03).

JIwsarocpouno (12 Mmecena) neuenne ¢ knonuaorpen npu namueHtu cs¢ STEMI caen PCI

CREDO (Knomuaorpen 3a HamalsiBaHe Ha HE)KEJIaHUTE ChOUTHS 110 BpeMe Ha HaOJIr0/IeHuUE -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMH3NUPAHO, TBOWHO-CIISIO, TUIAIIE00-KOHTPOIMPAHO MIPOYIBAHE € MIPOBEICHO B
Coeaunenute matu U Kanana, 3a 1a ce olleHH moizara oT ABIrocpodHo (12 Mecera) JiedeHue ¢
knonugorpen cien PCIL. 2 116 nauuenTu ca panaomusupanu aa noiaydasat LD 300 mg kinonumorpen
(n=1 053) wm wrane6o (n=1 063) 3 no 24 vaca npeau PCI. Bcruky nanueHTH ca moayJdaBaiy |

325 mg acupuH. Cnel HHTEpBEHIUATa BCHUKHU MAIEHTH ca MOIy4aBaly KIONUAOTrpen 75 mg/nex
1o nen 28 u B aete rpynu. Ot [en 29 no 12 mecera manueHTUTE B TPymara ¢ KIOMHUIOTPEN ca
MOJTy4YaBaIH 75 mg/AeH KIOMUIOTPell, a B KOHTPOJIHATA TpyIia ca MmojydaBanu Iuiane6o. U apere
rpymnu ca nonyuyaanu ACK o Bpeme Ha mpoyusaneTo (81 no 325 mg/nen). Cnen 1 ronuna e
HaOIOTaBaHO 3HAYHUTEITHO HAMAIIBaHE HAa KOMOMHHUPAHUS PUCK OT CMBPT, HH(PAPKT Ha MHOKapAa M
MHCYAT ¢ Kionuaorpen (26,9% otHocutenHo Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; aGconroTHO
Hamazenue 3%) B cpaBHeHHE ¢ Iianebo. He ¢ HaOIro1aBaHO 3HAYMTENTHO YBEIWYCHUE HA YECTOTaTa
Ha rosiMo KepeHe (8,8% ¢ komumorpen cupsmo 6,7% ¢ mare6o, p=0,07) wIu Manko KbpBEHE
(5,3% c xnonmumorpen crapsamo 5,6% c mianebo, p=0,84) Ha 1 ronnHa. OCHOBHOTO 3aK/IIOUYEHUE Ha
TOBa MPOYYBaHE €, 4e MpoabihkaBaHeTo Ha kinomuaorpen 1 ACK 3a none 1 roguHa Boau 1o
CTaTUCTUYECKU U KIMHUYHO 3HAYUMO HaMaJIsIBaHE Ha TOJIEMHUTE TPOMOOTHYHHU CHOUTHA.

EXCELLENT (EdukacHoct Ha Xience/Promus cripsimo Cypher 3a HaMansiBaHe Ha KbCHaTa 3aryba
cnen crentupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa MpOCIEKTUBHO, OTBOPEHO, PAHIOMHU3UPAHO MPOYyYBaHe € mpoBeaeHo B Kopes, 3a 1a ce oneHu
Jlan 6-MecedHaTa JBoiiHa anTuarperantHa tepanus (DAPT) e HenHpeprnopHa (He TI0-MaKo
edexTuBHa) 0T 12-meceunata DAPT cnen uMItaHTUpaHe Ha CTEHTOBE, OTAECIAIIN JIEKapCTBO.
[IpoyusaneTo Brmo4Ba 1 443 manueHTH, MOIOKEHN HAa MMIDTAHTALINS, KOUTO Ca PAaHIOMH3HPAHH J1a
nonydaBat 6-mecedeH DAPT (ACK 100-200 mg/neH miroc Kionmuaorpen 75 mg/aeH 3a 6 Mecena u
cien ToBa camo ACK mo 12 mecerna) winn 12-meceuern DAPT (ASA 100 —200 mg/nen miroc
Kionmaorpen 75 mg/nen 3a 12 mecena). He e HabmoaBaHa 3HAaYMTETHA pa3liMKa B UECTOTaTa Ha
HEIOCTAaThYHOCT Ha TAPreTeH ChA (CHBKYMHOCT OT ChbpACYHA CMBPT, MI mitn peBackynapuzamys Ha
TapreTeH ChI), KOITO € IMFPBUYHA KpalfHa TOUKa MEKIY rpymnuTe Ha 6-MeceuHa u 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). CpI1o Taka mpoy4IBaHETO HE TOKa3Ba 3HAYUTEIIHA PA3JIMKa B
KpaifHaTa TO4Ka 3a 0€30MacHOCT (CHBKYIMHOCT OT CMBPT, HH(DAPKT HA MHOKap/a, HHCYJT, TpoM0O03a Ha
CTeHT Wi ToJsiMo KbpBeHe 1Mo TIMI) mexay rpynute Ha 6-meceuna u 12-meceuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OCHOBHOTO 3aKJIFOUEHHE HA TOBA MPOYy4YBaHe €, 4ye 6-meceunata DAPT e
HE Mo-Majko edekTuBHA OT 12-meceunara DAPT mo oTHoIIEHUE HAa PpUCKa OT HEAOCTATHYHOCT Ha
TapreTeH ChI.
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Heeckananms Ha P2Y'12 pelienTopHY HHXUOUTOPH PU OCTHP KOPOHAPEH CHHIPOM

[MpemunaBanero ot mo-MomieH P2Y 12 penentopeH HHXUOUTOP KbM KIIOMUAOTPET B KOMOHHAIHSI C
acmMpHH clie octpa (asza mpu ocThp KopoHapeH cuHApoM (ACS) e olleHeHO B BE paHIOMH3HPaHH,
CIIOHCOPHUPAHU OT M3CIlieA0BaTelNs MpoyuBanus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS c naHHUY 32 KIIMHUYEH PE3YJITar.

KnrHuvHATA 10132, KOATO MOKa3BaT Mmo-MomHuTe P2Y 12 pernenTopHH HHXUOUTOPH, THKArPEop U
mpasyrpen B TEXHUTE OCHOBHU IPOYYBAHMUS, € CBbP3aHa ChC 3HAYNMO HaMaJIsIBaHE Ha
PeUNANBUPAIINTE HCXEMUYHH CHOUTHS (BKIIOUUTEIHO OCTpa M MogocTpa Tpombo3a Ha ctenta — ST,
MuokapaeH uHdapkT - M1 u crienina pepackynapusaims). Berpeku, ue ncxeMudHaTa 1mossa e
ToCIIeIoBaTeHA TIpe3 ITbpBaTa roANHA, O-TOSIMO HaMaJIeHHe Ha HCXeMUYHHUTE peruansu ciex ACS
€ HabJII01aBaHo Tpe3 IbPBUTE JHU CJIe]] 3all0uBaHe Ha JedeHneTo. O6partHo, nmocienBamuTe (post-
hoc) aHanHM3M OKa3BaT CTATUCTHIECKU 3HAYNMO YBEIHMUCHHUE HAa PUCKA OT KbPBEHE MPU IIO-MOITHUTE
P2Y 12 penenrropar HHXHOUTOPH, KOETO CE TIOSBSIBA MIPEIMMHO TI0 BpeMe Ha Mo Ibpxkamara hasa,
cnen mepBust mecel] cinen ACS. TOPIC u TROPICAL ACS ca npenHa3Ha4eHH J1a U3CieBaT KakK Jia ce
HaMaJIAT CHOMTHATA Ha KbPBEHE, KaTO CE 3ama3u e(hUKacHOCTTA.

TOPIC (Bpeme Ha TpoMOOITUTHA HHXUOUITHS CIIE OCTBP KOpoHapeH cuuaapoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMU3UPAHO, OTKPUTO U3ITUTBAHE BKIIFOUBA ManueHTH ¢ ACS, KOUTO ce HYXKAasT OT
nepkyranHa kopoHapHa uaTepBeHnus (PCI). [Tanmenture Ha acniupuH u mo-mouieH P2Y 12 Gnokep u
0e3 HexenaHo chOMTHE B pAMKUTE Ha €J1H MECell, ca OMIN pas3npelieieHH Aa IPeMHHAT Ha
(UKCHpaHU T03W aCIAPHH IUTIOC KIOMIIOTPeE (IeecKaIupaHa IBOWHA aHTUTPOMOOLIUTHA TePaITHsl -
de-escalated dual antiplatelet therapy, DAPT) nnu 1a mpoabikaT cBosiTa JIeKapcTBEHA cxema
(uemmpomenena DAPT).

AHanmszupani ca o61mo, 645 ot 646 mauuentu ¢ MI ¢ ST eneBanus (STEMI) unu MI 6e3 ST eneanus
(NSTEMI), unu Hectabunna cteHokapaus (neeckanupana DAPT (n=322); nenpomenena DAPT
(n=323)). [IpocnensBane Ha IbpBaTa TOANHA € U3BBpUICHO NpHu 316 manuenTn (98,1%) B rpynaTta Ha
neeckanupada DAPT u 318 manuentu (98,5%) B rpynata Ha HennpomeHneHa DAPT. Menuanara Ha
mpociensBaHe 3a IBeTe Ipymu e 359 mau. XapaKTepuCTHKHUTE HA M3CIeIBaHaTa KOXOpTa ca CXOIHH B
JIBETE TPYTIH.

[TppBUYHUAT pe3yaTaT, ChCTaBHA TOYKA OT CHPICYHOCHI0BA CMBPT, HHCYIIT, CIICIITHA
peBackynapu3saius 1 kepseHe o BARC (akageMuueH u3ciae0BaTeICKH KOHCOPIIMYM MO KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bara roguna cnex ACS, e HacTpmu npu 43
nanuenty (13,4%) B rpynara Ha neeckanupana DAPT u 85 manuenTn (26,3%) B rpynaTa Ha
HenpomeHeHa DAPT (p<0,01). Ta3zu craTucTHUECKH 3HAUMMA Pa3IMKa € JbJDKU OCHOBHO HA IT10-
MAaJIKO CHOUTHSI Ha KbpBEHE, 03 Ja ce HaOJIro1aBa pasiiKa MPH KpalHUTE TOYKH 32 HCXCMHS
(p=0,36), noxaro kppBeHe M0 BARC >2 ce HabironaBa mo-psaKo B rpymnara Ha feeckaaupana DAPT
(4,0%), ctipsimo 14,9% B rpymata Ha HenpoMmeHeHa DAPT (p<0,01). Cr0Outns Ha KbpBEHE,
ompenencHu KaTo Bendku cternern no BARC ce nabmonasat npu 30 maruentn (9,3%) B rpynara Ha
neeckanupana DAPT u 76 manumentu (23,5%) B rpymnara Ha Henpomenena DAPT (p<0,01).

TROPICAL-ACS (U3cnensane Ha 0TTOBOpa KbM TPOMOOITUTHA MHXUOHIINS TP XPOHUIHA
AQHTUTPOMOOIUTHA Tepamys 3a OCThP KOpoHapeH cuHIpoM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMHU3HPAHO, OTKPUTO U3MHUTBaHE BKIFOUBA 2 610 MOIOXKUTENHY 32 OMOMapKep MaIlMeHTH C
ACS cnen yecnemmna PCI. [Tanuentute ca paHIOMH3HPAHU [a MOdy9aBaT mpasyrpen S win 10 mg/nen
(/1am 0-14) (n=1 306), nnu nipazyrpen 5 wiu 10 mg/nen (J{au 0-7), cnen koeto ca IeecKalupaHy Ha
knonuaorpen 75 mg/nen (Auu 8-14) (n=1 304), B komObunanus ¢ ACK (<100 mg/nen). Ha 14-us nen
€ TIpoBeJIcHO u3cienBane Ha TpombonuTHaTa hyHKIws (platelet function testing, PFT). [TanuenTure,
JIEKyBaHU CaMo C [pa3yrpes ca IpOoABbIKUWIN Ha Ipa3yrpel B IpogbiukeHue Ha 11,5 mecena.

JleeckanupaHuTe TaMEHTH ca OWIIN ITOI0KEHH Ha BUCOKOYYBCTBUTEJICH TECT HA TPOMOOLINTHA
peaxtuBHOCT (high platelet reactivity, HPR). Ako HPR e >46 eaunumm, naieHTuTe ca Onimm
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eckanupaHu oOpatHO Ha mipaszyrpen 5 win 10 mg/nen 3a 11,5 mecena; ako HPR e <46 equauimy,
MAIMEHTUTE ca MPOABIDKIIN Ha Kiomuaorpen 75 mg/aen 3a 11,5 mecena. CiieioBatenHo BoIeIIATa
rpylia Ha IeecKajanys BKIIIOYBA NaUeHTH Ha pa3yrpen (40%) wmm xrommaorpen (60%). Bendxu
MAIUEHTU Ca MPOIB/DKUIIN Ha aCTTUPUH U Ca TPOCIICCHU B MPOABIKCHUE HA €/JHA TOTUHA.

[TppBHYHaTa KpaifHa TOYKa (KOMOMHUPAHA Y€CTOTa Ha ChPACYHOCHA0BA CMBPT, MI, HHCYNT 1
kbpBeHe Mo BARC >2 ctenen Ha 12 mecena) e U3MIbJIHEHA, KOETO MIOKa3Ba He MO-MaJika e(hUKACHOCT.
Hesernecer u net nanuentu (7%) BB BojieIaTa rpymna Ha neeckanamus u 118 manuentu (9%) B
KOHTposHaTa rpyna (p Ha HenHpepuopHocT = 0,0004) ca umanu crOutre. Bomemara rpyma Ha
JleecKaalus He € J0Belia 10 TOBUIICH KOMOWHHUPAH PUCK OT UCXeMUYHH chOuTHs (2,5% B Tpymnara Ha
neeckananus crpsiMo 3,2% B KOHTpoNHATa rpyma; p Ha HenHpepuopuoct = 0,0115), auro Ha
OCHOBHaTa BTOpUYHA KpaiiHa Touka KbpBeHe 10 BARC >2 crenen ((5%) B rpynara Ha JeecKanaius
cpsiMo 6% B koHTpOHATA Tpyna (p=0,23)). KymynaruBaarta yectota Ha ChOUTHS Ha KbPBEHE OT
Bcuuky creneru (kiaac 1o BARC 1 o 5) e 9% (114 cs0utns) BBB BoAemara rpymna Ha JeeCKaars,
capsimo 11% (137 cvbutus) B koHTpOnHaTa rpyna (p=0,14).

JIBoiina auturpoMbonuraa tepamnus (Dual Antiplatelet Therapy, DAPT) nopu octep ek IS wiu TIA ¢
YMEPEH 10 BUCOK PUCK

DAPT ¢ xomOunanus kmomuaorpen u ACK karo nedenue 3a mpenoTBpaTsiBaHe Ha HHCYIT CIIEH OCThP
nek IS mnmm TIA ¢ ymepeH /10 BUCOK pUCK € OIICHEHA B JIBE€ PaH/IOMU3UPAHHU MPOYYBAHUSA,
CIIOHCOpUPaHU OT u3cnenoBatens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JIAHHHM 33 KIIMHHYHY Pe3yNTaTh 3a 0€30MacHOCT U €(PUKACHOCT.

CHANCE (xnonudoepen npu ucokopuckosu nayueHmu ¢ 0Cmpu HeUH8ATUOUUPAUU MO3LYHOCDLOOBU
cvoumus - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHIOMU3UPAHO, TBOHHOCIIIIO, MHOTOIIEHTPOBO, IDTalle00-KOHTPOIUPAHO KIMHUYHO U3IHTBAHE
BkitouBa 5 170 maruentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) unu octbp Jiek uacynt (NIHSS
<3). [larmmentute B aBeTE rpynu ca nonyunin otkputo ACK Ha nen 1 (B no3a, Bapupaiua ot 75 1o
300 mg, mo mpeneHKa Ha JieKyBalms jekap). [lanuerTruTe, paHIoOMU3UpaHy B TpyTiaTa Ha
knonuaorpen-ACK, ca noxyunnu HaToBapBaiua g03a 300 mg kionunorpesn Ha AeH 1, mocieasaHa oT
no3a 75 mg kmonuaorpen Ha aeH B fauTe oT 2-pu 10 90-tr, 1 ACK B no3a 75 mg Ha fieH B THUTE OT
2-pu g0 21-u. Ilanuentute, pangoMusupanu B rpynara Ha ACK, ca nonmydasanu miane6o BepcHs Ha
kionuporpen B naute ot 1-su 10 90-tu 1 ACK B no3a 75 mg Ha AeH B 1HUTE OT 2-pu A0 90-TH.

[TppBUYHUAT pe3ynTaT 3a e(UKACHOCT € BCIKO HOBO CHOUTHE Ha MHCYAT (MCXEMUYEH U XEMOParnicH)
npex mepBuTe 90 nHU cien octwp Jek IS mnu TIA ¢ Bucok puck. ToBa € HACTBIUIIO TIPH

212 mauuentu (8,2%) B rpynara Ha kionugorpena — ACK B cpaBuenue ¢ 303 nanuentu (11,7%) B
rpymnara Ha ACK (xoedunument ua puck [HR], 0,68; 95% nosepurenen untepsan [CI], 0,57 no 0,81;
P<0,001). IS e nactenun npu 204 nanuentu (7,9%) B rpynata Ha xinonugorpen — ACK B cpaBHeHHE C
295 (11,4%) B rpynara Ha ACK (HR, 0,67; 95% ClI, 0,56 mo 0,81; P <0,001). XemoparuueH UHCYJT €
HaOJI0JaBaH MpH § MaIMeHTH BbB BCsIKA OT JIBeTe rpynH B u3nutBaHeTo (0,3% oT Bcska rpyrma).
YMepeH Wi TeXKBK KPBBOU3IHB € HabmronaBaH mpu ceaeM nanuentu (0,3%) B rpymnaTa Ha
knonuzaorpen — ACK u mpu ocem (0,3%) B rpynata Ha ACK (P = 0,73). UecroraTta Ha BCSIKO chOUTHE
Ha KbpBeHe € 2,3% B rpynata Ha kinonunorpen — ACK, B cpaBHenue ¢ 1,6% B rpynarta na ACK (HR,
1,41; 95% CI, 0,95 no 2,10; P = 0,09).

POINT (Urxubupane, nacouero kvm mpomboyumume npu Hogonossuia ce TIA u nex ucxemuuen
uncynm — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa paHIOMHU3UPAHO, JBOHHOCISAIIO, MHOTOIICHTPOBO, INTAlle00-KOHTPOIUPAHO KINHIYHO H3IUTBAHE
BkitouBa 4 881 maruienTu oT 1 Bt ¢ octpa TIA (ABCD2 ckop >4) unu nex uncynt (NIHSS <3).
Benuky nmanpeHTH B [BeTe rpynu ca nmorydaBain otkputo ACK B gumte ot 1-8u g0 90-TH (50-325 mg
IO MpelieHKa Ha JIeKyBamus Jiekap). [lanuenTure, paHAOMU3UpaHu B rpylaTa Ha KIOMHJIOTPeN, ca
MOJYY/IN HaToBapBamia A03a 600 mg xionuaorpen Ha 1-Bu AeH, mociaeBana OT 75 mg KIOMHI0Tpell
Ha JieH B THUTE OT 2-pu 110 90-Tu. [lanmenTute, paHIOMU3UPaHH B rpymnara Ha miamnedo, ca
MOJTy4aBaNy Ianedo Bepcus Ha KIOMUIOrpel B JHUTE OT 1-Bu 10 90-TH.
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[IppBUYHMAT pe3ynTaT 3a e(UKACHOCT € ChbCTaBHA OT roeMu ncxemMudan csoutus (IS, MI) wm cMbpT
OT UCXEMHYHO Cch0BO chOuTHe) Ha aeH 90. ToBa e HacTemwio npu 121 namuentu (5,0%),
norrygaBanu kionuaorpen mwitoc ACK, B cpaBaenne ¢ 160 manuentu (6,5%), momyuaBamu ACK
camocrostenHo (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). Bropuunusar pe3yatat IS e HacThIuI pu
112 marmmmentn (4,6%), momy4asanu xronugorpen mwiroc ACK, B cpaBrenue ¢ 155 mammentu (6,3%),
nonmydaBanu ACK camoctosarenno (HR, 0,72; 95% CI, 0,56 no 0,92; P = 0,01). ITbpBHYHUAT pe3yaTaT
3a 0Ee30IacHOCT roJIsIM KPBBOM3IIUB € HacThII Ipu 23 ot 2 432 marmentu (0,9%), momygyaBamu
kionuporpen mwioc ACK u npu 10 ot 2 449 manuentu (0,4%), momyuaBanu ACK camocTosTenHo
(HR, 2,32; 95% CI, 1,10 1o 4,87; P = 0,02). Heronsm KpbBOU3NIUB € HACTHITHII 1pH 40 marnueHTH
(1,6%), momryuaBanu knonuporpen mwioc ACK u npu 13 (0,5%), momyuaBamu ACK camocrosrenHo
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Amnanu3s BeB BpeMeTo Ha npoyusanusita CHANCE u POINT

He e nabmogaBana momsa mo oTHoOIIEHHE Ha e(hUKacHOCTTa OT NpoabbkaBaHeTo Ha DAPT cnen

21 nau. HampaBeHo € pa3mnpeenicHue BbB BpEMETO Ha TOJIEMUTE HCXEMUYHH CHOUTHS U TOJIEMHU
KPBBOU3JIMBH CIIOPE]l HA3HAYCHOTO JICYCHHE, 3a J]a CC aHAIM3UPA BIUSHUETO HA KPATKOCPOUHHUS KypC
Ha DAPT.

Tabauua 1- Paznpenenenue BbB BpeMeTO HA roJieMH HCXeMUYHH CHOMTHS M T0JIeMHU
KPBbBOU3JIUBH cliope] Ha3Ha4eHOTO JiedeHune B npoyuBanusaita CHANCE u POINT

No._cubutusa
Peaynratu & HasHaueHo nevenne  O6Lwo = 2 3
CHANCE v POINT cegmuua ceamuLa cefmuua
Fonemu ucxemuunn  ACK (n=5 035) 458 330 36 21
crbuTHS
CLP+ACK (n=5016) 328 217 30 14
Pasnuka 130 113 6 7
Fonsm kpwBomanue ~ ACK (n=5 035) 18 4 2 1
CLP+ACK (n=5016) 30 10 4 2
Pasnuka -12 -6 -2 -1
Tlpedcvporo mvorcoere

[IpoyuBanusita ACTIVE-W u ACTIVE-A, otnennu usnursanus B nporpamata ACTIVE, Bxirousar
MIAIUEHTH C MPEACHPAHO MBxkIeHe (AF), KOUTO IMaT MOHE eUH PUCKOB (HaKTOp 32 ChIOBU
WHIUACHTU. Bb3 OCHOBa Ha BKIIIOUBAIIIUTE KPUTEPHUH, JiekapuTe ca BkitouBanud B ACTIVE-W
MAIMECHTH, aKO ca KaHIUIATH 3a Tepamnus ¢ antaronucT Ha ButamuH K (VKA) (xato Bapdapun).
ITpoyuBanero ACTIVE-A BxirouBa manueHTH, KOUTO HE MOTaT Jia Mojy4yaBar JieueHue ¢ VKA
MOpagy HEBb3MOXKHOCT UJTU HEXKEJIaHHE.

[IpoyuBanero ACTIVE-W nokasBa, 4e JIe4eHHETO ¢ aHTaroHUCT Ha BUTaMuH K e mo-eexTuBHO oT
toBa ¢ kionugorpen u ACK.

ITpoyuBanero ACTIVE-A (N=7 554) e MHOTOLIGHTPOBO, paHIOMHU3HUPAHO, JBOWHO-CIIATIO, TUTane00-
KOHTPOJINPaHO TPOyYBaHe, KOETO cpaBHsBa kionuaorpen 75 mg/naesHo + ACK (N=3 772) c
mwrane6o + ACK (N=3 782). I[Ipenoprunrennara no3a 3a ACK e 75 mo 100 mg/nueBno. [lanmentute
ca JIeKyBaHHU B MMPOABIDKEHUE HA 5 TOMHU.

[Narmentute, panagomusupanu B porpamata ACTIVE, ca Oy manueHTy ¢ JoKa3aHo MPeachpaHo
mbxkaeHe (AF), T.e. wn nepcuctupamo AF nim Haii-manko 2 enm3ona Ha nHTepMuTeHTHO AF mpe3
MoCJIeIHUTE 6 Mecella, U ca UMaJi MOHE SIWH OT CIICIHUTE PUCKOBH (DAKTOPHU: BB3PACT > 75 TOAUHU
WM BB3pacT 55 1o 74 roauHM; 3aXapeH auadeT, M3UCKBAII JIeUeHIe, WK T0Ka3aH npexapan MI, nim
JIOKa3aHO KOPOHAPHO apTepHuaiHoO 3a00siBaHe; IEKYBaHU 32 CUCTEMHA XUTIEPTOHUS; TIpeKapaH
WHCYNT, pexoana ucxemuyana araka (TLA), mmu cuctemen em6oir, xoiito He 3acsra [THC;
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JIeBOKaMepHa TUCQYHKIUS ¢ (ppakius Ha U3TIIACKBaHE Ha JisiBa Kamepa <45%, uim Joka3aHa
nepudepna cproBa 6onect. Cpeguust CHADS, pesyntar e 2,0 (rpanuuu 0-6).

I'maBHUTE M3KITIOYBAIIK KPUTEPHHU 3a TIAIIMEHTUTE ca OWJIM JI0Ka3aHa MeNTHYHA sS3BeHa 00JIecT B
paMKUTe Ha MPEAXOHUTE 6 Mecella, peIIecTRAll HHTpalepeOpaieH KpbBOU3IINB, 3HAUNMa
TpomGormTonerus (6poit TpombormTH < 50 X 10%/1), HE06XOAMMOCT OT KIOMHIOTPEN HITH TIEPOPATHH
anTukoaryjantu (OAC) UK HETOHOCUMOCT KbM HSIKOE OT JIBETE CheIUHEHHS.

Cenemaecet u Tpu npouenTa (73%) ot nauuenture, BxitodeHu B mpoyusanero ACTIVE-A, ne ca
6unu B cecTosiHUE Aa npueMaT VKA nopany nperieHka Ha Jiekaps, HeBb3MOXKHOCT 32 MOHUTOPHUPAHE
Ha INR (MexIyHapoIHO HOPMATM3UPAHO CHOTHOIICHHE), TPETUCTIO3UIUSA KbM IMaJaHe WK TpaBMa Ha
IJ1aBaTa, WK CeU(pUICH PUCK OT KbPBEHE; 32 26% OT MallMCHTUTE, PEIICHUETO Ha JIeKaps € 010
OCHOBAHO Ha HEXXEJIAHMETO Ha ManueHTa jaa npuema VKA.

[Momynanusita nanuenTty e BinouBana 41,8 % xenu. CpeqHara Bp3pact e Omina 71 rogunu, 41,6% ot
ManueHTuTe ca ounu > 75 roguan. 06110 23,0% OT MalMeHTHTE ca MOJyYaBaId aHTHAPUTMUIIH,
52,1% Gera-610kepu, 54,6% ACE-unxuburtopu, u 25,4% craTuHu.

BposiT Ha manuenTHTe, KOMTO ca TOCTUTHAIH ITbpBUYHATA KpaliHa TOUKa (BpeMe A0 ITbpBa IOsiBa Ha
uHCynT, MI, cucremen em0omu3bpM, KoitTo He 3acsara LIHC unu cpioBa cMmbpT) € 6mn 832 (22,1%) B
rpynara, JiekyBaHa ¢ kiaonuaorpen + ACK u 924 (24,4%) B rpynara Ha riane6o + ACK (11,1%
HaMaJsIBaHE Ha OTHOCHTENHUS pucK; 95% CI ot 2,4% na 19,1%; p=0,013), rmaBHO mopaau roiasimMo
HaMallsBaHe Ha YecToTaTa Ha MHCylITuTe. MHCYNTH ca Bb3HUKHAIU npu 296 (7,8%) OT mauueHTHTE,
nonydasaiy kionugorpen + ACK u 408 (10,8%) ot manmenTuTe, noaydasamy miarne6o + ACK
(28,4% namansiBane Ha oTHOcuTenHUs puck; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

Ieouampuyna nonyrayus

B mpoyuBaHe ¢ noBuiiaBaHe Ha J103aTa pu 86 HOBOPOJACHU HIIH Jiena /1o 24 Mecela C pUCK 3a
tpombo3a (PICOLO), kmommumorpen e oneHsBaH B mocienoarenau no3u ot 0,01, 0,1 u 0,2 mg/kg mpu
HoBopojernu u aena u 0,15 mg/kg camo npu HoBopoeHu. Jlo3zarta ot 0,2 mg/kg moctura cpeneH
npoueHTt Ha uaxudupane 49,3% (5 uM AJId-unnyumupana TpoMOOIMTHA arperaius), KOWTo e
CpaBHHM C TO3H IIPU BB3PACTHH, IPHEMAIIN KIOMHAOTPEN 75 mg/IHEBHO.

B pannomusupaHo ABoiHO-cisANo, napanenHo rpynoso npoyuBaHe (CLARINET) 906 neauarpuunu
ManyeHTy (HOBOPOICHH H JIeTa), C IHAHOTUYIHO BPOAEHO CHPIETHO 3a00IsIBaHE, C MATHATHBHO
MOCTaBEH CUCTEMHO-0eI0Ipo0eH apTepralicH IIFHT, Ca PaHJIOMU3UPAHU J1a IPUEMAT KIOMUAIOTPEI
0,2 mg/kg (n=467) nnu iane6o (n=439) eTHOBPEMEHHO ChC CHITBTCTBAIIO OCHOBHO JICYCHHE 10
MOMEHTa Ha BTOPHUS eTal Ha onepanusiTa. CpeZHUAT MepHo ] MEXIY IIOCTaBIHETO Ha NMATHATUBEH
IIBHT U TPBOTO MPUIOKEHUE HAa U3MUTBAHUS JIeKapCcTBeH MpoayKT ¢ 20 guu. [Tpudnmsurentno 88%
OT MAIIMEeHTHUTE ca moy4aBanu eqHoBpeMeHHO ACK (muamaszon ot 1 1o 23 mg/kg/nHeBHo). He e
HaOMr0IaBaHa 3HAYMMAa Pa3jIkKa M1y IPYNUTE [0 OTHOIICHHE Ha IbPBUYHATA ChCTABHA KpaiHa
TOYKA Ha CMBPT, TPOMO03a Ha IIFHTA WIH ChpACYHA HHTEPBEHIIUS TO-paHo oT 120-THEeBHA BB3pacT
cien cp0uTHE ¢ ompeneneHo TpomboTrueH xapakrep (89 [19,1%] 3a rpymnara Ha kiaonugorpen u 90
[20,5%] 3a rpymnata Ha Tiane6o) (Bxk. Touka 4.2). KbpBeHeTo e Hali-uecTo choOlaBaHaTa HexellaHa
peakuus u B IBETE TPYITH — Ha KIOMHUIOTPEN U IIanedo; KaTo He € HaloJaBaHa 3HaYnMa pa3inka B
4yecToTara Ha KbpBEHE MEKAY rpynute. [Ipu IbarocpovHo mpocieaiBane Ha 6e30IacHOCTTa IPH TOBA
Mpoy4BaHe, 26 MAIEHTH C BCE OIIE HAJTMYCH IIFHT Ha ¢HOTOMIITHA BB3PACT Ca MOITy4aBallud
Konmaorpen o 18-meceuna Be3pact. He ca HabnmromaBaHu HOBH CHOOpakeHHSI OTHOCHO
0e30MacHOCTTa M0 BpeMe Ha TOBa ABJITOCPOYHO MPOCIe/IsIBaHe.

MznurBanusita CLARINET u PICOLO ca npoBenenu ¢ u3non3BaHe Ha MPUTOTBEH Pa3TBOP Ha
KJonujorpen. B nmpoyuBaHe Ha OTHOCUTENHATa OMOHAIMYHOCT MPH Bb3PACTHU, IPUTOTBEHUSAT
pa3TBOp Ha KJIOMHUIOTPEIT TIOKa3Ba CXOHA CTEIICH U MAJIKO ITO-BHCOKA CKOPOCT Ha abcopOIust Ha

TJIaBHUS [IUPKyIUpan] (HeaKTHBEH) MeTa0OJINT, B CPAaBHEHHE C pa3pelieHara 3a yrnorpebda Tadnerka.

5.2 ®apmMakoKHHETHMYHH CBOICTBA
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Abcopbyus

Crnen eMHOKPAaTHO M MHOTOKPATHO MEPOPATHO MPUWIIOKEHHE Ha 03U OT 75 mg THEBHO, KJIOMHUIOTPEIT
ce abcopbupa 6bp30. CpeTHATE MAKCHMATHH TUTA3MEHU HUBA HA HEITPOMEHEHHS KIIOTUAOTPEI
(mpubmmzutenHo 2,2-2,5 ng/ml cien eqHOKpaTHA TIEpOpaHa 103a OT 75 mg) HACThIIBAT
npubII3uTeNHO 45 MUHYTH ciiell mpueM. AbGcopOuusTa e Hait-manko 50%, Bb3 OCHOBa Ha
EKCKpeIHsITa C yprHaTa Ha METa0OIUTHTE Ha KIOIIHIOTPEIl.

Pasnpeoenenue

Knonumorpe:n u raBHUAT OUPKYNXpaIl (HEAaKTHBECH) METa0O0INT Ce CBBP3BAT OOPATUMO in Vitro ¢
YOBEUIKUTE TUIa3MEHU NPOTEUHH (CHOTBETHO 98 % 1 94 %). In vitro, cCBbp3BaHETO HE 3aBUCH OT
CTETIeHTa Ha HaCHIAHe, TIPH IIMPOKH TPaHUIN Ha KOHIICHTPALUATA.

Buompancgopmayus

Knonmmorpen ekcTeH3UBHO ce MeTabom3upa B 4epHus 1pod. [n vitro u In vivo KIOIHIOTPET ce
METaboNu3Upa 10 J1Ba OCHOBHU METAO0OJIUTHU ITBTS: €AMH, OCBILECTBSIBAH OT €CTEPA3H U BOACII A0
XHUIIPONIN3a U TIOTyYaBaHe Ha HEaKTUBHU JEPUBATH Ha KapOoKcmioBaTa kucenuna (85% ot
UPKYTUPAIIUTE METAO0IUTH), U IPYT, OCHIIECTBIBAH OT MHOKECTBO IuToXpomu P450.
Knonuaorpen mbpBo ce MeTaboau3upa A0 2-0KCO-KJIOMUIOTPEN MEXAUNHEH METa0OIHT.
[Mocnenpammar MeTabOIIM3bEM Ha MEKAUHHIS META00IUT 2-0KCO-KIOMIIOTPENT BOIH 0 00pa3yBaHe
Ha aKTUBHMS METAaOO0JIUT, THOJIOB AEPHUBAT HA KIOMUAOTpel. AKTUBHUAT METa0OIUT ce 00pa3yBa
npeaumHo oT CYP2C19 ¢ yuactuero Ha Hiaxonko apyrd CYP eH3umu, BKIIIOYUTETHO
CYP1A2,CYP2B6 u CYP3A4. AKTUBHHAT THOJIOB METa0OJIHNT, KOWTO € U30JUPaH in Vitro, C€ CBbp3Ba
0Bp30 U HEOOPATUMO KbM TPOMOOIIUTHUTE PELIEITOPH, KOETO UHXUOUpa TPOMOOILIUTHATA arperanusi.

Cinax HA aKTHBHHS METa0OIIUT € JiBa ITTH IMO-BUCOKA CIIE/ €IHOKpaTHA HaToBapBaiia no3a oT 300 mg
KJIOMUJIOTPEN, OTKOJIKOTO CIIE]] Ipujlarane Ha MoJiIbpKaIia 103a oT 75 mg 3a 4eTupu THU. Cmax CE
nmoctura npuoimsuteHo 30 1o 60 MUHYTH ciie]l TIpuIaraHe.

Enumunupane

Cren nepopaneH npueM Ha Mapkupas ¢ C14 kiaonugorpern npu xopa, npuomusuteraso 50 % ce
eKCKpeTHpa B ypHHaTa U 0koJio 46 % npe3 pexanuute 3a 120 uacoB uHTepBal ciex npuema. Cien
€IHOKpaTHa ITepopaHa 103a 0T 75 mg, KIOMHIOTPeT NMa TOIy-KUBOT OT MPUOIN3UTENHO 6 Jaca.
EnmuMuHAIMOHHUAT MOy KUBOT HA OCHOBHUS LIUPKYJIUpAIl (HeaKTHUBEH) METa0oIuT € 8 Jaca ciiest
€/THOKPaTHO WJIM MHOTOKPATHO ITPUIIOKEHHE.

Dapmaxozenemuxa

CYP2C19 e BxitoueH BB (POPMHUPAHETO HA AKTUBHUS META0OIHT U Ha MEKIUHHIS METa0OIUT 2-
okco-konunorpen. dapMakOKMHETHKATa U aHTUTPOMOOIUTHUTE e(heKTH Ha KIOMUIOTPEN, H3MEPEHU
4pe3 aHaJIN3 Ha ex vivo TPOMOOIMTHA arperanus, ce pasindasat B 3aBucumoct or CYP2C19
TCHOTHIA.

CYP2C19*1 anenbT ChOTBETCTBA HA ISLIOCTEH QYHKIMOHANEH MeTabomm3bM, nokato CYP2C19*2
CYP2C19*3 anenure ca Hedynkmonanmau. CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOPHH 3a IM0-
roysiMaTa 4acT OT HaMasieHaTa (yHKIMS Ipu c1adute Mertaboau3aTopu ot Osata (85%) u a3uatckara
(99%) paca. [Ipyru anenu, CBbp3aHH C JIATNICBAI] WIA HAMAJIECH METa0OIM3EM, Ca ITO-MaJIKO YeCTH U
BkitouBaT CYP2C19*4, *5, *6,*7 u *8. [lanneHT che cTaTyc Ha c1ab MeTaboaM3aTop, IIe MPUTSKaBa
JIBa ajieyia, OTTOBOPHU 3a 3ary0a Ha (yHKIHS, KaKTo € ompe/esieHo mo-rope. [lyoimukyBaHnTe 4ecToTH
3a cmabure CYP2C19 merabomu3upaly reHOTHIIOBE ca pHOIm3uTeHo 2 % 3a Ostmara paca, 4 % 3a
yepHaTa paca u 14 % 3a kutaiiniure. CpliecTByBaT TecToBe 3a onpenensae Ha CYP2C19 renotuna Ha
MaIMCHTA.

Kpbcrocano npoyuBane npu 40 3npasu 1o0poBodiy, o 10 BbB Beska oT yetupure CYP2C19
MeTaOOoJIM3HUpAIIH TPy (KpaitHO ObP3H, EKCTCH3UBHH, MEKIUHHH U CITA0W METa0OIN3aTOPH)
oleHsBa (papMaKOKMHETHKATa U aHTUTPOMOOIIMTHUTE OTTOBOPH IpH fo3a oT 300 mg, mocienBaHa ot
75 mg/maeBHO 1 600 mg, mocieaana ot 150 mg/mHEBHO, BCsiKa 3a 0010 5 THH (CTAIIMOHAPHO
cberosiHue). He ca HabmoaBaHu CHIICCTBEHN PA3IMKH B €KCIIO3UINATA Ha aKTHBHUS METa0OIHUT 1
cpeaHoTo nHXHOMpaHe Ha TpombonmTHaTa arperanus (IPA) Mexny kpaitHo Obp3UTE, EKCTCH3UBHHUTE
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Y MEXJIMHHUTE MeTabonu3aropu. [Ipu cnabute MeTaboIn3aTopu eKCIIO3UITUATA HA aKTHBHHS
MeTabosuT e HamalieHa ¢ 63-71 % B cpaBHEHHUE ¢ eKCTEH3UBHUTE MeTabonu3aTopu. Cien cxema Ha
no3upane 300 mg/75 mg, aHTUTPOMOOITUTHATE OTTOBOPH Ca TIOHWKEHH TPU clIabUTe MeTab0IH3aTOpH
cbe cpeaHo [PA (5 pM ADP) ot 24 % (24 gyac) u 37 % (aen 5) B cpaBHeHue ¢ [PA ot 39 % (24 yac) u
58 % (men 5) mpu ekcTeH3uBHUTE MeTabomu3aropu u 37 % (24 wac) u 60 % (1eH 5) mpu MeXITUHHUTE
MeTabonmmzaropu. Koraro ciabute merabonmzaropu npuemar 1o cxema 600 mg/150 mg,
eKCITO3UIIMSTA Ha aKTUBHHUS METa0OJIHT € TO-ToJisiMa OTKOJIKOTO Tpu cxemaTa 300 mg/75 mg. B
nomeiHeHUe, IPA e 32 % (24 gac) u 61 % (neH 5), CTOWHOCTH, TIO-TOJIEMH OTKOJIKOTO TIPH CIa0HuTe
MeTabonu3aTopH, noaydasamu o cxema 300 mg/75 mg u cxoxnu Ha Te3u npu apyrure CYP2C19
METa0oIM3UpPAIIH TPYIH, TToTydaBany mo cxema 300 mg/75 mg. [Toxxoxasmia cxema Ha TO3UPaHE MPH
Ta3M TOITyJIAIMS TAMeHTH BCE OIIE HE € OIpeesieHa B M3IUTBAHMS 32 KITMHIIHU PE3yIITaTH.

B cpoTBeTCTBHE C TOpHUTE pE3yNATATH, IPU METa-aHaJk3, BKIIOYBAI 6 Mpoy4BaHus Ha 335 manueHTwy,
JIEKYBaHH C KJIOMUAOTPEN B CTAIMOHAPHO CHCTOSHHE, € TIOKA3aHO, Y eKCIIO3UINATA HA aKTUBHI
MeTabosuT e moHmxkeHa ¢ 28 % 3a MexIuHHUTE MeTaboau3aTopu u 72 % 3a cinabure
MeTa00JIM3aTopH, TOKaTO HHXHOWpPaHeTo Ha TpoMOonuTHaTa arperanus (5 puM ADP) e monmkeHo ¢
paziuku B IPA ot 5,9 % u 21,4 % ch0TBETHO, B CpaBHEHHE C €KCTCH3UBHUTE META00IM3aTOPH.

Bmmsanero na CYP2C19 renotuma BspXy KIHHAYHUS U3XO]1 TIPH MTAIMEHTH, JIEKYBaHU C
KIIOTUJIOTPEI, HE € OIICHSABAaHO B MPOCIIEKTHUBHHU, PaHAOMHU3UPAHU, KOHTPOJIUPAHU U3ITUTBAHHMS.
CrrecTByBat 00adue pemuiia peTpOCIICKTHBHU aHAIN3H 32 OIICHKA Ha TO3U e()eKT IPH NallUeHTH,
JIEKYBaHHU C KJIOTIHJIOTPET, 32 KOUTo uMa pesynrtatu 3a reHotuna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), xakTo
Y M3BECTCH OpOil IMyOIMKyBaHH KOXOPTHH MPOYYBAHNS.

B TRITON-TIMI 38 u 3 ot koxopraute npoyuBanus (Collet, Sibbing, Giusti) koMmOuHUpaHaTa rpyma
MAIMEHTH C MEXXIHHEH WIH cllad MeTaboIM3upall CTaTyC ca MIMaIH I0-BUCOKA YeCTOTa Ha ChPACIHO-
CBHJIOBU MHIUACHTH (CMBPT, MHOKapAEH HH(MAPKT U UHCYJIT) WIK TpoMOO03a Ha CTEHTA, B CPAaBHEHUE C
EKCTCH3UBHUTE METabOIH3aTOPH.

B CHARISMA u egHO KOXOPTHO Npoy4BaHe (Simon) MOBUILIEHA YeCTOTAa HA HHIUACHTH €
HaOJI0]aBaHa caMo TIpH cllabu MeTabOTU3aTOPY B CPABHEHUE ¢ EKCTCH3UBHUTE META0OIU3ATOPH.

B CURE, CLARITY, ACTIVE-A u enno ot koxoptaute npoyuBanus (Trenk) He e HaOnronaBana
MOBHUIIIEHA YECTOTa HA HHIMICHTUTE Bh3 OCHOBA Ha CTaTyca Ha MeTaboIu3aTopa.

Huro enuH OT Te3u aHAIU3K HE € OWJI C afieKBaTeH OpOil MAIMeHTH, 3a J]a OTKPUE PA3JIMKH B U3X0/1a
IIpH CI1a0UTEe METabOIN3aTOPH.

CrenuanHy oIy Iaui

dapMaKOKMHETHKATa HA aKTUBHHSA METa0OJUT Ha KJIOMHIOTPEN He € N3BECTHA TIPH Te€3U CHENUATHI
MOy JIalnH.

bvopeuno yepescoane

Crnier MHOTOKpATHO TIPHIIOKEHKE Ha JIO3H OT 75 Mg KIOMHUIOTPeN THEBHO NPU MAIUEHTH C TeKKa
OBOpeYHa HEMOCTATHYHOCT (KPEATHHHHOB KIMPBHC MEXTy 5 U 15 ml/min) uaxubupaneto Ha A/1D-
WHIyIHpaHaTa TPOMOOIMTHA arperanus € mo-Hucko (25%), OTKOIKOTO HAOIIOAaBaHOTO TPH 3IpaBU
WHAMBU]IY, BRIIPEKH TOBA, YIBIKABAHETO HA BPEMETO Ha KbPBEHE € CXOHO C TOBA, HAOII01aBaHO MPH
3[paBU HHAWBUIN, IPHEMAIIH 75 mg KIOmUaporen JHeBHO. OCBEH TOBA, IPU BCHYKH MAIIHCHTH
KIIMHUYHATA TIOHOCUMOCT € Ouiia 1oopa.

YepHoopobHo yepedicoare

Ciieq MHOTOKPATHO IIpWJIaraHe Ha J103a OT 75 mg KJIOMHIOTPeIN JHEBHO B MPoAbkeHue Ha 10 1Hu
MIPY TMAIUCHTH C TEXKKO YepHOAPOOHO yBpexnaHe, nHxuOupaneto Ha AJI® —mHIympanaTa
TPOMOOLIMTHA arperaiys ¢ CX0/jHa ¢ TOBa HaOII01aBaHO TIPH 3[paBU HHAWBUIM. Y IbIKaBAHETO Ha
CPEHOTO BpeMe Ha KbPBEHE ChIIO € OWIJIO CXOJHO B JIBETE IPYIIH.
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Paca

[IpeobnanaBanero Ha anenute Ha CYP2C19, onpenensimm MexauaeH u cnad CYP2C19 merabonuzbsm
CE pa3IMyaBaT B 3aBHCUMOCT OT pacara/ eTHoca (Bxk. @apmakorenernka). Hanndanau ca, orpaHndeHn
JIAHHU OT JINTepaTypara 3a a3MaTCKUTE MOMyJalliy 3a OlleHsIBaHE Ha KIIMHUYHATA 3HAYMMOCT Ha TOBa
CYP renorunusupane o OTHOIIEHHE HA U3X0/1a OT KIMHUYHUTE UHIUICHTH.

5.3 IlpeaxkJIUHUYHU JAHHU 32 6€30I1ACHOCT

[Ipn npenKIMHUYHUTE TPOYYBAHUS NPH CHIINTE KUBOTHU HA-4ECTO CE€ YCTAaHOBSBAT YePHOAPOOHN
npoMeHu. Te BB3HUKBAT MIPU 103U HaJIBUILIABAIIM Hall-MaIKko 25 MbTH €KCIO3HUIUATA TIPH X0Pa,
MIpHEMaIlH TepareBTHIHATA 71032 OT 75 mg/AHEBHO, KOMTO ca B PE3yNTaT Ha eEKT BBPXY
YepHOAPOOHUTE META00IM3HpaIlH eH3UMH. TakbB epeKT He € yCTaHOBEH IPH X0pa, IPHEMaIln
TepaneBTHYHA 71032 KJIOTHAOTPE.

[Ipu MHOTO BHCOKH JI03M IIPY TIPH IUTHXOBE U MAWMYyHHM TIECOTIIABEI] € yCTaHOBEHA W HapyIIIeHa
CTOMAIITHA TIOHOCUMOCT (FaCTPHT, CTOMAIITHN €PO3UHU H/VJTH MOBPBINAHE).

Hsma moxazaTencTBa 3a KapIMHOTEHEH e(heKT IpH MpUIaraHe Ha KIOMUAOTPeN 78 ceIMUIN Ha
MUIku U 104 ceqMuIM Ha ITbX0BE B 103U 10 77 mg/kg nHeBHO (CHOTBETCTRAIO HA HaW-MaJIKo 25-
IIBTH €KCIIO3UIIMATA TIPH XOPa, IPHUEMAIH TeParleBTUIHATA 1032 OT 75 mg/ THEBHO).

MHOX€eCTBOTO in Vitro u in vivo IPOy4BaHUs 32 TEHOTOKCHYHOCT ITOKAa3BaT, Y€ KJIOMUOrpeN HaMa
TaKbB C(PEKT.

KJ'[OI'II/I)IpOFeJ'I HC BJIMSIC BBPXY (l)epTI/IJ'[I/ITeTa Ha MBXXKH U )KECHCKHU IUTbXOBC U HAMA TEPATOICHCH
eext BppXy TurbxoBe U 3aiiiu. Koraro ce mpuiara npy JakTHpPAIIy MTbX0BE, IPEIN3BUKBA C1a0b0
3a0aBsHE Ha pPa3BUTHETO HA MOKoJeHueTo. CrnennpuyHn papMaKOKHHETUYHH MTPOYYBaHUS C
MapKUpaH KIOMUIOTPEN OKa3BaT, Y€ MbPBUYHATA CyOCTaHIMS NI HEHU MeTabOJIUTH ce
EKCKpPETHPAT B MIITKOTO, CIIEIOBATEHO MPSIK (caba TOKCHYHOCT) MM KOCBEH eeKT (JIEKO BKYCOBO
ycelaHe) He MOXKe J1a Ce M3KITIOUH.

6. DOAPMAINEBTUYHU JAHHU
6.1 Chnuchbk HA IOMOIIHNTE BelleCTBA

Spno Ha TabneTKaTa:

Henyno3a, MUKPOKpUCTAJIHA

CuHinueB THOKCH]T, KOJIOUIeH 0e3BOICH
Kpocnosuion (Tum A)

Maxporon 6000

PuiiHOBO Maciio, XuaAporeHupaHo

DriMoBO MOKPUTHE:
ITonuBUHMIIOB aJIKOXOJI
Turtanos muokcun (E171)
XKenesen oxkcup, uepseH (E172)
XKwnr xenesen okeun (E172)
Tank

Maxkporoa 3000

6.2 HecnBMecTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHOCT
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3 roauHM.

6.4 Croenuajanu ycJIOBHS HA CbXpaHeHUe

[a ce cbxpaHsiBa B OpUrMHAIHATA OIMAKOBKa, 3a J1a Ce MpeIa3u OT Biara U CBETJIMHA.
6.5 Bujau chabp:kaHue HA ONIAKOBKATA

Bmuctep OPA/AI/PVC-AL ceappxamn 7, 14, 28, 30, 50, 56, 60, 84, 90, 100, 112 u 120 ¢unmupanu
TabJIeTKH, B KYTHS.
He Bcuuky BUIOBE OMTAaKOBKM MOTat Jia ObJIaT IyCHATH Ha Ma3apa.

6.6 CrnenuaJHu Npeanas’Hu MepKU NPH U3XBbPJisiHe
Hsma crienimaniiu M3MCKBaHUS 332 U3XBBPIISHE.

Heusnomn3panust JICKapCTBCH MPOAYKT UJIU OTHHAABbYHUTE MaTCpUAJIM OT HETO Tpf{6Ba Jla C€ U3BXBBPJIAT
B CHbOTBCTCTBHUEC C MCCTHUTC U3MCKBAHM.

7. HOPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBenus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 ¢dunmupanu tabnetku: EU/1/09/556/001
14 ¢ummupanu tabaerku: EU/1/09/556/002
28 ¢mnmupanu Tabnerku: EU/1/09/556/003
30 ¢unmupanu tabnerku: EU/1/09/556/004
50 ¢unmmupanu tadbmetku: EU/1/09/556/005
56 ¢unmupanu tadbnetku: EU/1/09/556/006
60 ¢unmupanu Tadbnetku: EU/1/09/556/010
84 dunmmupanu tadbnetku: EU/1/09/556/007
90 ¢punmupanu Tadnerku: EU/1/09/556/008
100 ¢punmmupann Tadbnerku: EU/1/09/556/009
112 ¢unmupanu tadbnetku: EU/1/09/556/012
120 ¢unmupanu tabnerkn: EU/1/09/556/011

9. JATA HA ITBPBO PASPEHIABAHE/TIOJHOBABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jara Ha mepBo paspemaane: 23 cenremBpu 2009

JlaTa Ha TocienHo nogHOBsABaHe: 14 mait 2014 r

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MonpoOHa nHpopMaIHs 3a TO3M JICKApCTBEH MPOYKT € Tpe0cTaBeHa Ha yeOcalita Ha EBpomneiickara
areHIus 1o JekapcTsara http://www.ema.europa.eu.
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IPUJIOKEHMUE 11

IMPOU3BOJUTEJI(N), OTTOBOPEH(HN) 3A
MMPOU3BOACTBO, OTTOBOPEH 3A OCBOBOK/IABAHE
HA ITAPTU N

YCJIOBUA WK OT'PAHUYEHHUA 3A JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA
PASBPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA UK OT'PAHUYEHUS 3A BE3OITIACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MHPOAYKT
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A. TIPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA
MAPTHU AN

Hme u azipec Ha MPOUBBOAMTEISI OTTOBOPEH 33 OCBOOOK/IaBaHE HA HAPTHANTE

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

8501 Novo mesto
CroBeHms

TAD Pharma GmbH
Heinz-Lohmann-Strale 5
27472 Cuxhaven
TI'epmanus
ITeyaTHaTa TUCTOBKA Ha JIEKapCTBEHUS MPOIYKT TPSIOBa /1a ChIIbpikKa UMETO U ajipeca Ha
MIPOM3BOIMTEIIS, OTTOBOPEH 32 0CBOOOKIABAaHETO HAa CHOTBETHATA ITAPTUAA.
b. YCJIOBUA NN OTPAHUYEHUA 3A JOCTABKA U 3A YIIOTPEBA
JlexapcTBEHUSAT MPOAYKT C€ OTIYCKa IO JIEKapCKO MpeaucaHue.
B. JAPYI'M YCJIOBUA U UBUCKBAHMUSA HA PASPEIIEHUETO 3A
YIHOTPEBA
° I[NepuoauyHu akTyaau3upaHu Aokaaam 3a o6ezonacuoct (ITAIB)
[IputexarensaT Ha paspelnieHue 3a ynorpeba Tpsosa na nmonasa [TAJIb 3a To3u MPOAYKT CHIIIACHO
M3UCKBaHMATA, IOCOYCHU B CIHCHKA ¢ pedepeHTHUTe naTH Ha EBponeiickus cpro3 (EURD cnucek),

npeasuicH B wi. 1078, an. 7 ot JupextuBa 2001/83/EO u myOmuKyBaH Ha eBPOIICHCKUS yeOmopTai 3a
JIeKapCTBa.

. YCJIOBUA NI OTPAHUYEHMUS 3A BE3OITACHA U E@EKTUBHA
YHOTPEBA HA JIEKAPCTBEHUA ITPOAYKT

. IInan 3a ynpasJienne Ha pucka (IIYP)

Henpunoxumo.
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INPUJIOKEHMUE II1

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

KAPTOHEHA KYTUA

1. HNME HA JIEKAPCTBEHUSA INTPOAYKT

Clopidogrel Krka 75 mg ¢punmupanu tabneTku

KIIOIIU A0 PEI

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska punmupana tabneTka chabpika 75 mg KIonuaorpen (KaTo XuApoXJIOpu).

‘ 3. CIIICBK HA TIOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

¢unMupana Tabnerka

7 dbunmupanu TabIeTKU
14 dpwiMupann TabneTKA
28 ¢huIMUpaHu TaOIeTKA
30 punMupaHu TaOIETKH
50 ¢punmmMupaHu TaOIETKH
56 punMupaHu TaOIETKH
60 duMupaHn TabIeTKH
84 Gunmupanu TabIeTKH
90 ¢punvupany TabIEeTKH
100 punmupanu TabIETKH
112 ¢unmupanu TabieTkn
120 ¢pummupany TabIeTKH

S. HAYYH HA TPUJIOKEHUE U ITbT(UIIA) HA BHBBE/KIAHE

IlepopanHo npuioxeHue.
Ipenu ymorpebda npoyereTe TNCTOBKATA.

6. CIHEOUAJIHO INTPEAYIIPEKAEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSCTO JAJIEYE OT HOTJIEJIA 1 JOCETI'A HA TEIA

I[a CC CbXpaHsABa HA MACTO, HECAOCTBIIHO 3a J€11a.

‘ 7. APYI'N CIIEIMAJIHA TPEAYIIPEXJIEHUA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT
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T'onen no:

‘ 9. CIIEIUAJTHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUrMHaJIHAaTa OIIaKOBKa, 3a Aa CC IMPEAIla3u OT Bjlara U CBETJIMHA.

10. CIIEHUAJIHU NIPEAITA3ZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HNME U AJPEC HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHnus

‘ 12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 dunmupanu tadbnetku: EU/1/09/556/001
14 ¢punmupanu tabnerku: EU/1/09/556/002
28 ¢punmmupanu tadbnerkn: EU/1/09/556/003
30 dunmupanun Tabnerkn: EU/1/09/556/004
50 dpunmupanu Tabnerku: EU/1/09/556/005
56 ¢unvupanu Tabmerku: EU/1/09/556/006
60 dunmupanu Tabnerku: EU/1/09/556/010
84 dpunmupanu Tabnerku: EU/1/09/556/007
90 dmmupanun Taderku: EU/1/09/556/008
100 ¢punmupanu tabaerku: EU/1/09/556/009
112 ¢pmmvupann Tadbnerkn: EU/1/09/556/012
120 dunmupanu tadbnetku: EU/1/09/556/011

| 13. TAPTHUJEH HOMEP

ITapt. Ne:

‘ 14. HAYHMH HA OTITYCKAHE

| 15.  YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Clopidogrel Krka 75 mg

‘ 17. YHHUKAJIEH HJEHTUO®PUKATOP — JIBYU3MEPEH BAPKO/I

JIBym3MepeH 0apKoj ¢ BKIIOYECH YHUKAJICH HACHTU(UKATOP
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18. YHHUKAJIEH HWIEHTHO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Clopidogrel Krka 75 mg ¢unmupanu tabiaeTku

KIIOMUuaorpei

| 2. HUME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIHOTPEBA

KRKA

[3. JATA HA UI3TUHYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 4. IHNAPTUAEH HOMEP

[TapT. Ne:

5. JIPYTO
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B. JUCTOBKA
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JlucTroBka: nundopmanus 3a norpeduTest

Clopidogrel Krka 75 mg puamupanu tabdiaeTku
knonuzorpen (clopidogrel)

IIpouereTe BHMMATEJIHO LSJIAaTa JUCTOBKA NpeAH Ja 3al04HeTe Aa pUueMare TOBa JIEKAPCTBO,

ThH KaTo TS ChAbP:Ka BaxkHa 3a Bac nundgopmanms.

- 3amaszeTe Ta3u JIUCTOBKA. Moxe Aa ce HaJIOXKHU JAa sl IPOYeTeTe OTHOBO.

- AKo0 nMate HAKaKBH JOIBIHUTEIIHH BBIIPOCH, IIONHTaiTe Bamist nekap nnn gpapmanesT.

- ToBa 1ekapcTBO € NpPEeANUCaHO €AUHCTBEHO U IU4HO Ha Bac. He ro npeorcThnBaiite Ha Apyru
xopa. To Moxe 1a M HaBpeIH, HE3aBHCUMO Y€ TIPU3HAINTE Ha TAXHOTO 3a00JIsIBaHE Ca CHIIUTE
karo Bammre.

- AKO IoJTy4MTe HAKAaKBU HEXEJIAH!U JIEKAPCTBEHU PEAaKIIUHU, BKIIFOUUTETHO HEONIUCAHU B Ta3U
JIFCTOBKA HEXKENAHH PeakIy, yBempomere Bamms rexap mmu papmarneBt. Biokre Touka 4.

KakBo chaBbpika Ta3u JINCTOBKA:

Kakpo npencraensasa Clopidogrel Krka u 3a kakBo ce n3monspa
Kakgo Tpsi6Ba na 3naere, npeau na npuemete Clopidogrel Krka
Kak na nmpuemare Clopidogrel Krka

BB3MOXHN HEXETIaH! peaKkinn

Kak na cpxpanssare Clopidogrel Krka

CpabspxaHue HA OIAKOBKATa U OMIBITHUTEITHA HHPOPMAITHS

SNk L=

1. Kakso npeacrasiasiBa Clopidogrel Krka u 3a kakBo ce u3noJizBa

Clopidogrel Krka cpabpxa Konuaorpen ¥ NpuHaUIexKU KbM IpyIia JeKapcTBa, HapeueHU
AHTUTPOMOOIUTHH JICKAPCTBEHH MPOIYKTH. TpOMOOIIMTHTE Ca MHOTO MaJKH KPHBHH EIEMEHTH,
KOHTO C€ CJIEIBaT €ANH C APYT IIpH 00pa3yBaHETO HA KPBBHU ChCUpeny. Upes npeoTBpaTsIBaHe Ha
TOBA CJICNIBAHE, TPOMOOLIUTHUTE aHTUATPETAaHTH HAMAJISIBAT PUCKA OT 00pa3yBaHe Ha KPbBHU
cherpel (Tiporiec HapedyeH Tpom0o3a).

Clopidogrel Krka ce mpuema oT Bb3pacTHH MAIEHTH 3a IpeANa3BaHe oT 00pa3yBaHETO HA KPHBHU
cherpely (TpoMOH) B YILTBTHEHUTE KPHBOHOCHHU CHIIOBE (apTepHH), IPOIIEC U3BECTCH KAaTO
aTepoTpoM003a, KOSTO BOJIU JI0 aTePOTPOMOOTHYHH MHIIMICHTH (KaTO MO3BYCH yJap, ChpcUcH
MPHUCTBII, I CMBPT).

Clopidogrel Krka Bu e npennucan 3a npefoTBparsiBane Ha 00pa3yBaHETO Ha KPbBHU ChbCUPELIU U

HaMaJIsiBaHe Ha pUCKa OT T€3U CEPUO3HU MHIMIEHTH, 3aI10TO:

- Bue nmate chcTOsSHHE Ha YILTHTHSBAHE HA apTepUUTE (M3BECTHO CHIIO KaTO aTePOCKIEPO3a) U

- Bue umaTe npeaxoxal KOpOHApeH UHIUAEHT, HHCYIT, WIH UMATe ChCTOSIHUE U3BECTHO KaTo
nepudepHo apTepUaTHO 3a00JIIBaHE, WITH
Bue umate npeaxoxan ChpAeueH MIPUCTHI, MO3BUCH YAAp, WM UMAaTe ChbCTOSHUE U3BECTHO
KaTo NepudepHo apTepruaHo 3a00IIsIBaHe, WIIH.

- Bue cte nmanm Texxka rpbliHa 00JIKa, ChCTOSTHHE U3BECTHO KaTo “‘HeCcTaOMIIHA CTCHOKaApIUs™’
wIn “MuoKapzeH nHpapKkT” (ChpAcucH yaap). 3a ieueHHe Ha TOBA ChCTOsIHUE Bammar nekap
MOXe€ J]a TOCTaBH CTEHT B OJOKMpaHATa WM CTECHEHATa apTepus, 3a Ja Bh3CTaHOBU
e exTHBHUS KPBBEH MOTOK. Moxe 1a Bu Ob1e npeanucana u aleTHICATNIIIIOBAa KUCETHHA
(BelrecTBO, CHABPIKALIO CE B MHOTO JIEKAPCTBA, U3MOI3BAaHU KAaTO 00e300sIBaly U
MOHMKaBallli TEMIIEpaTypaTa, KakTo U IPEeJOTBPaTABAIN ChCUPBAHETO Ha KPbBTa) 0T Bamms
JeKap.
Cte uMany CUMIITOMU Ha MO3bU€H MHCYJT, KOUTO ca IPEMUHAIN B PaMKHUTE Ha KPaThK MEPUOJ
0T BpeMe (M3BECTEH CHIO0 KATO MPEXOJHA ICXEMUYHA aTaka), FIIH UCXeMUIEeH MO3BUEH HHCYIIT
C JIeKa CTeTleH Ha TexecT. Moxe 1a Bu 6b/1e npeanucana 1 aneTHICAIULINIOBA KUCETHHA OT
Bamms nexap, mpuemMbT Ha KOSTO [1a 3a[I0YHE B pAMKHUTE Ha IbpBHUTE 24 Yaca.

- Bue numate HepaBHOMEpHA ChpJEUHA AEHHOCT, ChCTOSHUE, HAPEUEHO ,,[IPEICHPAHO MBXKAEHE”,
U HEe MOXETe Jia IpUeMare JICKapcTBa, U3BECTHU KaTo ,,[IepOpaIHi aHTUKOATYIaHTH
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(arTaronuctu Ha BUTaMuH K), KOUTO MpegOTBpaTIBaT 00pa3syBaHETO U HAPACTBAHETO HA
KPBBHU chcupen. TpsaOBa aa 3HaeTe, 4e IepOPaTHUTE aHTHKOAryJIaHTH Ca MO-e(pUKACHH OT
aleTHIICAITUITIIIOBATa KACEIMHA MITH KoMOMHHpanarta yrorpeda Ha Clopidogrel Krka rumoc
aIleTUIICATTUIIMIIOBA KHCEJIMHA TIPU TOBA ChCTOsIHKE. Bamusit iexap TpsOBa na Bu mpeanurie
Clopidogrel Krka muttoc aretuicaannuioBa KAUCeIMHa, aKO HE MOXKeTe Ja IpueMaTte
“lepopalHi aHTUKOAryJaHTH U 3a Bac HsSMa puck OT MacMBHO KbpBEHE.

2. IIpenn na npuemere Clopidogrel Krka

He npuemaiite Clopidogrel Krka

- AKO CcTe anepruyHu (CBpbXUyBCTBUTEIHN) KbM KJIOMUAOTPEN WK KbM HAKOSI OT OCTAHAIIUTE
CBhCTaBKH Ha TOBA JIEKapcTBO (M30pOeHH B TOUKa 6).

- AKo cTpasaTe oT 3a00Is1BaHe, KOSTO TIOHACTOSIIEM IPHYNHSIBA KbPBEHE, HAIIPUMED CTOMAIITHA
s3Ba UJIM KbpPBEHE B MO3bKa.

- AKO CcTpajiate OT TeKKO YSpPHOJIPOOHO 3a00IIsIBaHe.

AKo cMmsTaTe, 4e HIKOU OT TE3U Ce OTHACAT 3a Bac, miii nMare HIKaKBH CbMHEHUS, KOHCYJITHPANUTE ce
¢ Banms niekap npenu na npuemete Clopidogrel Krka.

Ipexynpexnenust u npeanasHu MePKH
AXo HSIKOE OT H30pPOCHUTE MO-I0Ty CHCTOSHHSA Ce OTHACAT 3a Bac, Tps0OBa BeqHara 1a yBegoMuTe
Bamms nexap npeau na 3anounere na npuemare Clopidogrel Krka.
- aKo CTE M3JIOKEH Ha PHCK OT KbPBEHE KaTO:
- 3abossiBaHe, KoeTo By u3nara Ha puck OT BTPEIIHO KbpPBEHE (KaTO CTOMAIIIHA
sI3BA).
- HapylmeHue Ha KPpbBTa, KOCTO Mpeapasrojara KbM BbTPCUIHU KPHBOU3JIUBU
(KBbpBEHE B THKAHUTE, OPTAaHUTE WIIM CTABUTE HA TsUIOTO Bu).
- CKOPOIITHA TEXKa TpaBMa.
- CKOPOIIIHA XUPYPTUYHA HHTCPBEHIUS (BKIIOUUTEITHO CTOMATOJIOTHYHA).
- MIPEICTOAIIA XUPYPrHIHA HHTEPBEHINS (BKIFOUUTEITHO CTOMATOJIOTHYHA) TIpe3
CIIC/IBAIIINTE CEIEM JTHH.
- aKO CTE UMaJIM ChCUPEK B MO3bUHA apTepusl (ICXEMUYCH yAap) Bb3HUKHAI IPe3 MOCICTHUTE 7
ITHH.
- aKko uMare ObOpedHO Wi YepHOAPOOHO 3a00IIsABaHe.
- aKo CTE UMAaJIH AJIEPTHs WM PEaKknns KbM HIKOE OT JIeKapCcTBaTa, M3IOI3BAHH 3a JICUCHUE Ha
Bameto 3a6omnsBane.
- aKO B MHHAJIOTO CTE UMAaJF HETPAaBMAaTHICH MO3bYEH KPBBOU3IIHB.

Joxaro npuemare Clopidogrel Krka:

- Tps6Ba na mHDOpMUpaTe Bamms nekap, ako IIaHUpaTe XUPYPrudHa HHTEPBCHITUS
(BKJITFOUHUTETHO CTOMATOJIOTUYHA).

- Tps6Ba cpio He3abaBHO 1a nHpopMHpaTe Bamms iekap, ako pa3BueTe ChCTOSHHE (U3BECTHO
ome KaTo TpoMOOTHYHA TpoMOorToneHnyHa mypirypa ninn TTII), koeTo BKIIIOYBa OBUILICHA
TeMIlepaTypa ¥ CHHUHH 110 KOXaTa, KOUTO MOTaT Jla Ce MPOSBST KaTo MaJKH YePBEHU TOUKH,
ChC WU 0e3 HeoOsICHUMA MIPEKOMEpHa YMOPSIEMOCT, 00bpKBaHE, IOKBJITIBAHE HA KOXKATa FITH
ounte (KBIATCHUIIA) (BIKTE TOUKA 4 “BB3MOXKHM HEXXETTaHU Peakiuu’”).

- AKO ce TopeKeTe WM HapaHUTe, MOXe J1a OTHEME MaJIKO TI0Be4Ye OT 00MYaiHOTO BpeMe 3a Jia
Crpe KbpBeHETO. ToBa € CBBbp3aHO ¢ HaYMHA Ha JICHCTBHE HA JIEKAPCTBOTO JIa IPEJOTBPATSIBA
o0pa3yBaHETO Ha KPBbBHH ChCHpeLH. [Ipy Manky mopsi3BaHUs U HapaHsSBaHUs, KaTO HArp.
MOpsI3BaHE 110 BpeMe Ha OPBCHEHE, TOBa OOMKHOBEHO ¢ Oe3 3HaueHue. Ako obave KbpBeHETO Bu
Oe3rnokou, TpsOBa Jia ce CBhpKeTe He3a0aBHO ¢ Bamms siekap (BuxkTe Touka 4 “Bb3MOKHU
HEXKEJIaHU Peakiun’).

- Bammst nexap Moke 1a Ha3HAYM M3CIeIBaHMs Ha KPBBTA.

Jeua v roHOImIM
He naBaiiTe ToBa ieKkapcTBO Ha JIella, 3aI0TO HAMa EKT.
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JApyru aekapcrea u Clopidogrel Krka

TpsabBa na xaxxere Ha Barms jekap wiu apMareBT, ako IpreMaTe, HaCKOpo CTe IpueMalty Uil €
BB3MOXKHO J[a IpUeMeTe APYTH JIeKapCTBa.

Hsxou nekapcTBa Morar Ja okakaT BiIusHUE BBpXy nerictBuero Ha Clopidogrel Krka un oGpatHo.

Tps6Ba 3agbkuTeTHO Ja HHPOpMUpaTe Bamms iekap ako nmpuemare
- JeKapCTBa, KOUTO MOTAT Ja MOBHINAT PHCKa OT KbPBEHE, KaTo:
- TepopallHd aHTUKOATYJAaHTH, JICKapPCTBA M3IOI3BAHH 32 HAMaJIsIBaHE ChCHPBAEMOCTTA Ha
KPBBTA,
- HECTepOHIHHU MPOTHUBOBB3MAIUTEIHH JIEKAPCTBA, OOMUAHO U3MOI3BaHU 32 JICUCHUE Ha
00JIC3HCHN W/IITH BB3MATUTEITHH ChCTOSHHS HA MYCKYJIUTE WIH CTaBHTE,
- XemapuH WIHN Ipyro JEKapCTBO 3a HHXKEKTUPaHEe, H3IOI3BAHO 32 HAMAISIBAHE ChbCUPBAHETO
Ha KPBBTA,
- THKJIOIMIVH WIH OPYTU aHTHATPETaHTHU JIEKapCTBa,
- CEJICKTUBHH MHXHOHWTOPHU Ha 00pPAaTHOTO 3aXBalllaHE Ha CEPOTOHMHA (BKITFOUUTEITHO, HO HE
caMo (ITYOKCETHH WU ()IIYBOKCAMUH ), JIEKAPCTBA, KOUTO OOMKHOBEHO CE€ M3ITOJI3BAT 3a
JICUEHUE Ha JICTIpecus,
- pudaMnuIuH (M3M0I3BaH 3a JICYCHUE HA TSIKKH HH(PEKITHUH)
- OMeETIPa30J1 WM €30MEeNpa3oll, JICKapCTBa, H3IOJI3BAHN 32 JICUCHUE Ha CTOMAIITHO
HEPAa3IOJIOKEHHE,
- (hIyKOHA30J1 MM BOPUKOHA30J1, JICKApCTRA 3a JICUCHUE Ha ThOMYHY WHEKITUH,
- ehaBUpPEHI] WM JPYTH aHTUPETPOBUPYCHH JIEKapCcTBa (M3IOI3BaHu 3a JieueHue Ha XVB
UHQEKITHS,
- KapbaMazeruH, JEKapCTBO 3a JICUCHHE Ha HIKOW (DOPMU Ha ETIFIICTICHS,
- MOKJIOOEMU/I, JIEKAPCTBO 3a JICUCHHUE Ha JICTIPECcHs,
- pemariinHu, JIEKapCcTBO 32 JICUeHUE Ha THa0eT,
- MAKJIMTAKCE, JIKAPCTBO 3a JICUCHUE HA PaK,
- OTIHOWIN: TOKATO Ce JICKYBaTe C KIOMUAOTPEI, TPSOBa na yBepomute Bamms nekap, npenu na
Bu Ob1e npeanucan onvoun 1 (M3MOI3BaH 3a JISYEHUE Ha CHIIHA O0JIKa),
- po3yBacTaTvH (M3IIOJI3BaH 32 OHIKaBaHE Ha HUBOTO HA XOJIECTEPOIIa).

AKO cTe peXHBeJIN TeXKa I'pbHa Oonka (HecTabniiHa CTeHOKapAns Wi MHOKapAeH HH(DAPKT),
MpexoiHa HCXEMHUYHA aTaka MM UCXEMUYEH MO3BUEH MHCYIT C JIeKa CTENIEH Ha TeKeCT MOoXe J1a Bu
ob1e npeanucan Clopidogrel Krka B koMOuHaIMA ¢ anieTHIICATMIMIIOBA KUCEINHA, BEIECTBO,
CHIBPKAILIO CE B MHOT'O JIGKAPCTBA U3IIOI3BaHH KaTo 00e300JIsBall ¥ IOHWKABAIIM TeMIIepaTypara.
CrydaiiHara ynoTpe0a Ha alleTHICATUIMIOBA KucennHa (He moBede ot 1 000 mg 3a Bcekn mepuost oT
24 qaca), He OM TpsIOBaJIO Ja NPUIHHSABA POOJIeM, HO IIPOIBIDKUTEIHATA YIIOTpeOa Mpu Ipyru
oOcrosTencTBa TpAOBa Aa ce 00chau ¢ Bamms ekap.

Clopidogrel Krka ¢ xpana u HanuTku
Clopidogrel Krka na ce mpuema cbc wiu 6e3 XpaHa.

BbpeMeHHOCT M KbpMeHe
3a mpexAnoYnTaHe € ]a He ce MpreMa TOBa JISKapCTBO 10 BpeMe Ha OpeMEHHOCT.

AKo cTe OpeMeHHa WM cMsATaTe, 4 MOXKe J1a cTe OpeMeHHa, TpsAOBa aa yBepomuTe Barmms nexap wim
dapmarierT npeau na npuemere Clopidogrel Krka. Axo 3abpemeneere, mokaro npuemare Clopidogrel
Krka, Bemnara ce mocwBeTBaiiTe ¢ Bamus nekap, Thi KaTo He ce IpenopbuBa ynorpedara Ha

KJIOMHJIOTPEI 110 BpeMe Ha OPEeMEHHOCT.

He Tps6Ba na kbpMuTE, JOKATO IPHEMaTe TOBA JIEKAPCTBO. AKO KbPMHTE HJIH TUIAHUPATE J]a KbPMUTE,
roBopete ¢ Bammst ekap, mpenu a mpreMeTe ToBa JIEKapCTBO.

Koncynrupaiite ce ¢ Bammus nexap unu ¢apManeBT Ipeau NprueMa Ha KakBOTO M Aa OUIIO JIEKapCTBoO.

lo¢pupane u padora ¢ MALIMHU
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Clopidogrel Krka e manko BeposTHO 11a 3acerse criocodHoctTa Bu 3a modupane nimm pabota ¢
MaIlIfHH.

3. Kak na npuemare Clopidogrel Krka

Bunaru nmpuemaiiTe ToBa JeKapcTBO TOYHO KakTo Bu e ka3an Bammusar nekap uinu papmaneBT. AKO He
CTe CHUTYPHH B HEIIO, onuTaiiTe Bamms nexap win apMaresT.

[MpenoprunTenHara g03a , BKIIOYUTEIHO 32 MAIMEHTH ChC ChCTOSHUE, HAPEUEHO ,,IPEACHPIHO
MBXJIeHe” (HepUTMHUYHA ChpCYHa JICHHOCT) ¢ exHa Tabnerka ot 75 mg Clopidogrel Krka naeBHoO,
KOSITO C€ IpHeMa IIepopaiHO ChC MM O3 XpaHa, U 0 €THO U ChII0 BpeMe BCEKH JIEH.

AKO cTe nMai CHIIHA IphaHA 0ojKa (HecTaOMIIHA CTCHOKApANS WM MHOKapaeH HH(apkKT), Bammsar
nekap moxke na Bu gane 300 mg mwm 600 mg Clopidogrel Krka (4 nnn 8 Tabnetku ot 75 mg) BeOHBX
B HA4aJo0To Ha JieueHueTo. CiieJ1 ToBa, MPEeNophbYUTEIHATA JI03a € eIHA Ta0JeTKa OT 75 mg
Clopidogrel Krka nHeBHO, KakTO € TIOCOUSHO MO-TOpe.

AKO CTe uMaJli CUMIITOMU Ha MO3b4€H MHCYJIT, KOUTO Ca MPEMHUHAIHN B PAMKHUTE Ha KPaTbK [IEPUOJ OT
BpeMe (M3BECTEH CBINO KAaTO MPEX0JHA UCXEMHUYHA aTaka), UM HCXEMIYEH MO3BUEH HHCYIIT C JIeKa
CTEIEH Ha TexecT, Bamusat nexap moxxe aa Bu npeamume 300 mg Clopidogrel Krka (4 Tabnerku ot
75 mg) BeIHBK B HAYAJIOTO Ha JiedeHueTo. Ciiell ToBa IpEeIophUNTETHATA JI03a € eIHa TabJIeTKa OT 75
mg Clopidogrel Krka Ha fieH, KakTo € OnrcaHo Mo-rope, U aleTHICAIUIINIOBA KHUCETTHHA B
npoabipkeHue Ha 3 cenmunn. Crien ToBa nekapst e npenmume Clopidogrel Krka camocrositenno
WK aleTHIICATUIIOBA KUCETIHMHA CAMOCTOSTEIHO.

Tpsa6sa na npuemare Clopidogrel Krka TonkoBa abiro konkoro Bu ro e npenmucan Bammsr jiekap.

AKo cTe npuesu noseye ot Heodoxoaumara no3a Clopidogrel Krka
CeBpiKeTe ce BemHara ¢ Bamms gexap mwin oTHIETe A0 CIISITHOTO MEIUIIMHCKO 3BEHO B Hal-Onn3KkaTa
0oJHMIIA TIOPaIU YBEIMYEH PUCK OT KbPBEHE.

Ako cte nponycHaau aa npueMerte Clopidogrel Krka

Ako cte nponycHanu aa npuemere ao3a Clopidogrel Krka, Ho cu cnoMHuTE B paMKUTE Ha
crexpamute 12 daca cien oOM4aitHOTO Bpeme, BeqHara B3eMeTe TalJleTKkaTa CH, a Iocie MpueMeTe
clieaBaniara B oOMyaiHus yac.

AKko cTe 3a0paBuiIM 3a MoBeue oT 12 yaca, IpocTo npueMere clieABallaTa eAMHIYHA 7032 B
obunyaitHoTo BpeMe. He B3eMaliTe qBOlHA 1032, 32 J]a KOMIICHCHpATe MPOIycHAaTaTa TabieTka.

Axo cte cnpesau npuema Ha Clopidogrel Krka
He crniupaiite neuenuero, ocBeH ako BamusaT nexap ne Bu nocsBeTBa. CBbpikeTe ce ¢ Bamus
nexap wid ¢apMaleBT Mpear Aa To HallpaBHTe.

AKO MMaTe HIKaKBH JOIBIHUTEIHH BBIIPOCH, CBBP3aHU C yIIOTpedaTa Ha TOBA JIEKAPCTBO, IIOMUTANTE
Bammms nexap wim gpapManesT.

4. Bb3MOKHHN HeKeJIaHU peaKkuu

KakTo Bcruku JICKapCTBa, TOBA JICKAPCTBO MOKE [1a MMPECAN3BUKA HEIKCIIAHNU PECAKIINU, BBIIPECKU Y€ HE
BCCKHU T'Ml ITIOJIy4JaBa.

HNndopmupaiite Bamus nexap He3a0aBHO, aK0O UMAaTe:

- BHCOKa TeMIIepaTypa, Ipu3HaIK Ha MHQEKINS Wi peKanteHa ymopa. ToBa MoXke J1a ce TBIDKH
Ha OHMKaBaHE CTOWHOCTHUTE Ha HAKOU KPBBHU KJIETKH, KOETO € PSIKO.

- MIpHU3HAIM Ha YePHOAPOOHH MPOOIeMH, KaTo MOXKEBITABAHE Ha KOXKaTa W/IITH OUUTe
()K’I)J'[TGHI/II_[a), HE3aBUCHUMO OT TOBaA AaJI Ca CbIIBTCTBAHU OT MOJAKOKHH KPBbBOU3JIMBU, KOUTO CE
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IPOSIBSIBAT KaTO MAJIKM YEPBEHHU TOUKHU W/MIIK 00BpKBaHe (BIOKTE Touka 2 “ [Ipexynpesxxaenus u
npeanasHu Mepku’).

- MIOyBaHe Ha ycTaTa WIX HapyIIeHHe Ha Ko)kKaTa KaTo 0OpPHUBH U ChpOEXH, MEXYpH IT0 KOXKaTa.
ToBa MoJKe J1a ca CHMIITOMU Ha aJIEprU4Ha PeaKiys.

Haii-yecTo cho0maBanaTa He:kesaHa JiekapcTBena peakuus npu Clopidogrel Krka e kbpBene.
KbpBeHeTo MoXke Ja ce MPOsIBY KaTo KbPBEHE B CTOMAaXa WJIM YepBaTa, HaTbPTBAHE, XEMAaTOM
(HeoOMUaitHO KbpBEHE WK 00pa3yBaHe HA CHHIHU II0JI KOKaTa), KbpBEHE OT HOCa, KPBB B ypuHarta. B
MaJIbK Opoi OT ciydyanTe, ce ChOOIIaBaT CHIO U KPBBOM3INBU B OUUTE, IJ1aBaTa, Oenns Apod win
CTaBHUTE.

AKO0 MMaTe NPOABJKUTESHO KbpBeHe, korato npuemate Clopidogrel Krka

AKoO ce MopexxeTe WK HapaHUTE, MOXKE J]a OTHEME II0Be4e OT 00M4aifHOTO BpeMe 3a Jia CIIpe
KbpBeHETO. TOBa € CBBP3aHO ¢ HaYKMHA Ha AeiiCTBHE Ha JIEKAPCTBOTO Ja IPEOTBpaTsABa 00pa3yBaHETO
Ha KPBBHU cheupend. [Ipu Maiku nopsi3BaHusl U HapaHSIBaHUS, KaTO HAIp. NOpsI3BaHE 110 BpeMe Ha
OpbCHEHe, ToBa OOMKHOBEHO ¢ 0e3 3HaueHue. Ako obadye kbpBeHeTo Bu 6e3nokou, TpsOBa aa ce
CBBpKeTe HezabaBHO ¢ Bamms nekap (Bmxre Touka 2 “TlpenynpexaeHus ¥ npearna3Hu MepKu”).

Ilpyl“ﬂ HEXKEJTaHU JICKAPCTBCHU PEAKIIMU BKJIIOYBAT

UecTn Hexenanu peakuu (Moxe aa 3acerHat a0 1 Ha 10 gymmm):
Huapusi, kopemHa 00JIKa, JOIMI0 XPAaHOCMIJIAHE UJIH KHCEIMHU.

Heuectu Hexxenanu peakuuu (Moxe aa 3acerHat a0 1 Ha 100 gymm):
I'maBoOomnue, cToManiHa s3Ba, rajicHe, MOBPBIIaHe, 3aIeK, YBEINYCHO KOJTUIECTBO HAa Ta30BE B
cToMaxa WM 4epBaTa, 00OpUBHU, ChpOEK, 3aMasTHOCT, YCElIaHe 3a U3TPHIIBAHE U MPaByUYKaHE.

Penxu Hexenanu peakiuu (Moxe na 3acersat 1o 1 Ha 1 000 qymm):
CBETOBBPTEXK, YrojeMsIBaHe Ha IBPANTE IPH MBXKE.

MHoro peaku HexxelaHu peakuuu (Moxe Aa 3acerHar 1o 1 Ha 10 000 gymm):

JKnnrenunia; cuitHa KopeMHa 00Jka che WK Oe3 00JKa B I'bp0a; BUCOKA TEMITEPaTypa, 3aTPYTHCHHS B
JIMIIAHETO TOHAKOTra MPUIPYKEHH C KalllIUIa; OOIH aJlepruiHK peakiuy (HanpumMep, o0Io yceliaHe
3a 3aTOIUIHE C BHE3AITHO 0010 HEepa3IoIoKeHNe 10 MPUIIAIBK); OTOK Ha yCTaTa; MeXypH MO KOXKaTa;
AIEPrUYHH KOXKHU PEaKIiK; Bh3MAJCHUE Ha YCTaTa (CTOMATHT); MOHMKABaHe Ha KPHBHOTO HANSATaHE;
00BpKBaHe; XaIOLMHALMK; CTaBHA 00JIKa; MyCKyJiHa 00JIKa; MPOMsHA BBB BKyca HJIH 3ary0a Ha BKyca
Ha XpaHara.

Hexxenanu peakuuu ¢ HeM3BECTHA YECTOTA (OT HAJIMYHUTE IaHHU HE MOXe J1a Objie HarpaBeHa
OIIEHKA):

PeaKL[I/II/I Ha CBp'I)X‘IyBCTBI/ITCJIHOCT C 6om<a B I'I)pZ[I/ITe 501050 KopeMa, CUMIITOMHU HA IMIOCTOAHHO HHUCKaA
KpBbBHA 3axap.

OcseH ToBa BammsT nexkap Moke 1a yCTaHOBH ITPOMEHH B TIOKA3aTEIUTE MIPU U3CIIEIBAHUATA HA
KpbBTa WIHM ypUHATA.

Cpo0IaBaHe HA HEXKEJAHHU PeaKIuu

AKO TIOJTy4HTe HSIKAKBH HEXEIaHU JICKApPCTBCHH PEaKIMU, yBeqoMeTe Bamus ekap niv apmarenT.
ToBa BKIItOYBa BCHYKH BH3MOKHU HEOTIMCAHU B Ta3U JIMCTOBKA HEXeEJIaHU peakui. MokeTe ChIIIo /a
CHOOIIUTE HEXEIIAaHU PEaKIMK JUPEKTHO Ype3 HAIlMOHAJTHATA CUCTEMa 3a ChOOIIaBaHe, IOCOYCHA B
[Mpunoxenue V*. Kato cho0maBaTe HeXXeIaHH PEAKIIMH, MOXETE Ja aJIeTe CBOS IIPUHOC 32
noJjlyyaBaHe Ha MoBe4e WHPOopMAaIHI OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKapCTBO.

S. Kak na cbxpansiBate Clopidogrel Krka

[a ce cbxpaHsBa Ha MACTO HEJIOCTHITHO 32 JIeTIa.
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He m3mosn3Baiite TOBa JIEKapCcTBO CIEN CpOKa HA TOAHOCT, OTOETI3aH BEPXY KApTOHEHATA OMAaKOBKA U
ommcrepa cnen “I'ogen no:”. CpokbT Ha TOTHOCT OTTOBApPSI HA TOCISAHMS IEH OT MOCOYCHHMSI Mecell.

I[a CC CbXpaHsABa B OpUI'MHAaJIHATa OIIaKOBKaA, 3a Jia CC MPEAIasy OT BJiara U CBCTJIMHA.

He uzxBbprsiiiTe nekapcTBaTa B KaHAIM3AUATA WM B KOHTEWHEpa 3a IOMaIllHU OTHaAbIIN.
INomuraiite Bammst hapManeBT Kak ja H3XBBPIIATE JIEKapCTBaTa, KOWTO Beue HE M3ron3Bate. Te3n
MEPKH 1€ CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpelia.

6. ChabpikaHue HA OIIAKOBKATA M JOI'bJHUTEIHA HH(popManus

Kakgo ceabpxa Clopidogrel Krka

- AKTHBHOTO BEUIECTBO € Kionuaorpeln. Beska Gpunmupana tabiaeTka cpabpxka 75 mg
KIIOTIAIOTPE (KaTO XUAPOXIOPH)

- Jpyrute chCTaBKH ca MUKPOKpPUCTAIHA LIETyNI03a, KOJIOUAECH 0€3BOJICH CHIIUIIEB TUOKCUTI,
KpOCHOBHUIOH (TUN A), Makporost 6000, XHIpOreHupaHo PUIITHOBO MAcJIO B SAPOTO
HaTabJeTKaTa ¥ MOJMBUHUIIOB aJIKOX0JI, TUTaHOB nuokcu (E171), yepBeH kele3eH OKCUI
(E172), xbar xene3en okcun (E172), Tank u makporon 3000 BbB pUIMOBOTO MTOKPUTHE.

Kak nsraexna Clopidogrel Krka u kakBo ¢cbAbpika 0IaKOBKATA

DunMupaHUTe TaOEITKH Ca PO30BU, KPBIIU U JIEKO U3IIBKHAIH.

CemmectByBar kytuu ¢ o 7, 14, 28, 30, 50, 56, 60, 84, 90, 100, 112 u 120 dunmupanu TabIeTKH B
omcrepH.

He Bcuuku BHUOOBEC OIIAKOBKHK MOrar Ja 61)2121T ITyCHaTu B npona>K6a.

IIpuTexkaTen Ha pa3pelIeHHETO 3a YIIOTpPeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBeHust

IMpousBoauTen 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHust
TAD Pharma GmbH, Heinz-Lohmann-Stralle 5, 27472 Cuxhaven, ['epmanus

3a nompIHUTETHA HH(GOPMAIHSI OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPKETE €€ C JOKATHHS
MIpeICTaBHUTEIl Ha TIPUTEXKATENs Ha pa3pelleHHeTo 3a yrnoTpeda:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5236 27 40

Buarapus Luxembourg/Luxemburg

KPKA Boarapus EOO/] KRKA Belgium, SA.

Tem.: + 359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.0. KRKA Magyarorszag Kereskedelmi Kft.
Tel: +420 (0) 221 115 150 Tel.: + 36 (1) 355 8490

Danmark Malta

KRKA Sverige AB E. J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
Deutschland Nederland

TAD Pharma GmbH KRKA Belgium, SA.

Tel: + 49 (0) 4721 606-0 Tel: + 32 (0) 487 50 73 62 (BE)
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Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0)6 671 658

EALGoa
KRKA EAAAX EIIE
TnA: + 302100101613

Espaiia
KRKA Farmacéutica S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o0.
Tel: +3851 6312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 3531413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: + 39 02 3300 8841

Kvnpog
KIL.PA. (PHARMACAL) LIMITED
TnA: + 357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z o.0.
Tel.: + 48 (0)22 573 7500

Portugal

KRKA Farmacéutica, Sociedade Unipessoal Lda.

Tel: + 351 (0)21 46 43 650

Romania

KRKA Romania S.R.L., Bucharest

Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: +386 (0) 147 51 100

Slovenska republika
KRKA Slovensko, s.r.o.
Tel: + 421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)

JaTa Ha mocyeaHO MpepasrJiie:kaane Ha JucToBkara <mecen I'TTT>

Ilonpo6ua na(OpManus 3a TOBa JIEKapcTBO € IpeIocTaBeHa Ha yebcaiita Ha EBponeiickaTa AreHius
IO JIeKapCcTBaTa: http://www.ema.europa.eu/.
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