INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Plavix 75 mg ¢unmupanu TabneTKu
Plavix 300 mg punmupanu TabieTKH

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Plavix 75 mg dbwiMupanu TabIeTKH
Bceska ¢punmupana tabnetka cpappika 75 mg xionuaorpen (clopidogrel) (kato xugporeHcyngar).

Homownu geuecmaa ¢ uzgecmno deticmsue:
Beska unmvupana TabneTka chabppka 3 mg gakTo3a u 3,3 mg XUAPOreHUPAHO PUIIMHOBO MAacIo.

Plavix 300 mg dunmupanu TabJIETKHA
Bceska ¢punmupana tabnerka ceappika 300 mg kionunorpen (clopidogrel) (kato xunporencyndar).

Homownu geutecmaa c uzgecmno deticmsue:
Beska unmvupana Tabnetka chabpxka 12 mg makTo3a u 13,2 mg XuApOreHnpaHoO PUIIMTHOBO MacJIo.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

Plavix 75 mg dbwiMupanu TabJIeTKA
Po3oBwu, KpBIH, IBOMHOM3ITBKHAIH, ¢ HAATHC 75 Ha eqHaTa cTpaHa u “1171” Ha apyrara cTpana.

Plavix 300 mg ¢unmMupanu TabaeTku
Po3zoBu, npoasarosaru ¢ rpaBupan Haanuc “300° Ha enqHaTa cTpaHa U “1332” Ha npyrara cTpaHa.

4. K/IMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Bmopuuno npeonazeane om amepompombomuuHu uHYUOEeHMuU
Knonugorpen e nokasas mpu:

. Bb3pacTHu MalpeHTy ¢ aHaMHEe3a 32 MUOKapieH HH(APKT (OT HAKOJIKO THH 110 35 AHH),
HUCXEMHUYCH HHCYNT (0T 7-MHS ICH 10 6-THS MeCeIl) WM YCTaHOBEHO rmepru)epHO apTepHaiHO
3a0oJIIsBaHe.

o Bb3pacTHu manyeHTy ¢ OCThP KOPOHAPEH CHHAPOM:

- OcTbp KOpOHapeH cuHIpoM Oe3 eneBauus Ha ST -cerMeHTa (HecTaOMIHA CTEHOKApIUS
WM MHOKapAeH HHPapKT 6e3 Q-3bp0e1r), BKIIOUUTETHO MAEHTH Ha KOUTO € ITOCTaBeH
CTEHT Clie]l IepKyTaHHa KOPOHApHA HHTEPBEHINS, B KOMOMHAIHS C alleTHIICATIHIIIIIOBA
kucennna (ACK).

- Octbp MuOKapaeH nHMapKT ¢ eneBauus Ha ST-cermenra, B komOuHauus ¢ ACK npu
HAIMEHTH, TIOAJ0KEHN Ha IIepKyTaHHA KOPOHAPHA MHTEPBEHIIUS (BKJIIOUUTEIHO
MAlMEHTH, Ha KOUTO € IIOCTaBEH CTEHT) WM MEAUKaMEHTO3HO JIEKyBaHHU IIallUCHTH,
MOIXOASALIN 32 TPOMOOIUTHYHA/PUOPUHOIUTUYHA TEPAITHSL.



Ipu nayuenmu c npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o ucox
puck unu aek ucxemuuen uncyam (Ischemic Stroke, 1S)
Kmonmmorpen B kombunarms ¢ ACK e nokaszan npu:
- Bu3pactau namuentu ¢ TIA ¢ ymepen 10 Bucok puck (ABCD2! ckop >4) unu ¢ ek IS
(NIHSS? <3) B pamkuTe Ha 24 4aca OT COMTHETO.

Ilpeonaszsane om amepompombomuyHy u MpomoOOemMOOIUUHY UHYUOEHMU NPU NPEOCHPOHO MBIUCOCHE
ITpu BB3pacTHHU MAIMEHTH C TPEACHPIHO MBXKICHE, KOUTO UMAT ITOHE €WH PUCKOB (haKTOp 3a ChIOBU
WHITUICHTH, KOUTO HE Ca MOIXOIAINH 32 JieueHue ¢ antaronuct Ha ButaMud K (VKA) u kouTto umar
HUCBHK PHCK 32 KbpPBEHE, KIOMUOTpeN ¢ moka3an B komOuHaius ¢ ACK 3a mpeamnassane ot
aTepoTPOMOOTHYHH U TPOMOOEMOOIUYHHU HHIUICHTH, BKIIFOUYMTEITHO HHCYIIT.

3a gombIHKUTENIHA HHPOPMALUS BIXKTE ToUKa 5.1.

4.2 /lo3upoBKa M HAYMH HA NMPUJIOKEHHE

AOBI/I[ZOBKa

° B’L3paCTHI/I " CTapyCeCKa Bb3pacT

Plavix 75 mg dbwiaMupanu TabJIeTKH
Kmonmmorpen TpsiOBa 1a ce mpriiara Kato eIUHIUYHA THEBHA J103a OT 75 mg.

Plavix 300 mg dhwiMupanu TabaeTku
Tasu Tabmerka ot 300 mg KIomUIOTpeN € MpeaHa3HaueHa 3a IpUjIaraHe KaTo HaToBapBalia
J03a.

[Ipu nauyeHTH C OCTHP KOPOHAPEH CUHAPOM:

- Octpp KOpOHAPEH cHHIpPOM Oe3 enenarusa Ha ST - cermenTa (HecTaOMITHA CTCHOKAPIHS
WU MUOKapieH nHpapkT 0e3 Q-350€11): ISICHUETO ¢ KIOMII0Tpes TpsAOBa ga 3a109He C
equHNYHA HaToBaprama mo3a 300 mg i 600 mg. Ilpu manueHTy Ha BB3pacT
<75 ronuHu MOXKe Ja ce 0OMuUCIIN HaToBapBama 1o3a 600 mg, KoraTo ce NpeABUKIa
NepKyTaHHa KOpOHapHa HHTepBeHIMs (BK. Touka 4.4). Jleuenuero ¢ kionuaorpen TpsoBa
na ObJe MPOABIKEHO ChC 75 mg BeAHBXK AHEBHO (c aneTwicanuumiosa kucenuHa (ACK)
75 mg-325 mg nueBHo). Twit KaTo mo-BucokuTe 1031 Ha ACK ce cBbp3BaT ¢ moBHUIlIeH
PHCK OT KbpBeHe, ce npenopbuBa no3ata Ha ACK na ne npeumasa 100 mg.
OnTrManHaTa MPOABDKATENHOCT Ha JICYCHHETO He € O(UIIHATHO yCcTaHOBeHa. JlaHHNTE
OT KJIMHUYHYU M3MIUTBAHMS ca B TIOAKpENna Ha yrnotpedara Ha Kionuorpen ao 12 mecena,
KaTo MakcHMaieH edekT ce HabronaBa Ha 3-1s Mecell (BXK. Touka 5.1).

- Octbp MHOKapAeH HH(DapKT ¢ eneBanus Ha ST-cermeHTa:

- [Ipn MeuKaMeHTO3HO JIEKyBaHH MalMEHTH, TTOIXOISIIHN 32
TpoMOonuTHYHA/YUOPHHOIMTHYHA Tepanus, KIOMUIO0Tpell TpsiOBa Aa ObAe npuiaral
KaTo eAHOKpaTHA JHEBHA J03a OT 75 mg karto ce 3anmousa ¢ 300 mg HaTOBapBaIia g03a
B komOuHanusa ¢ ACK u ¢/6e3 TpoMOONIHUTHIH. 3a METUKAMEHTO3HO JICKYBaHH
NalMeHTH Ha BB3pacT HaJ 75 TOAWHM KIOMUIOTPEN TPsOBa Ja ce 3amouHe 6e3
HaToBapBaia 103a. KomOuHupano neueHue TpsiOBa Aa ce 3aloyHe Bb3MOXKHO Hal-paHo
CJIeJ] Ha4aIoToO Ha CUMIITOMHUTE U Jia ObJIe MPOABIDKEHO MTOHE 33 YETHPH CEJIMUIIH.
[on3zata ot komOuHHMpaneTo Ha kinonunorpen ¢ ACK 3a moBeye OT 4eTUPU CEIMHLIM HE
e Ouya mpoy4BaHa IpH TOBA MOKa3aHue (BXK. Todka 5.1).

- Koraro ce minanupa nepkyranna koponapHa untepseruus (PCI):

! ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Be3pacT, KpbBHO
HaJsiraHe, KIMHUYHN XapaKTePUCTHKH, MPOABIDKUTEHOCT U JMarH03a 3aXxapeH n1uaber

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a mHCYNT Ha HallMOHATHUTE HHCTUTYTH 110
3/[paBeona3BaHe



- Knommmorpen TpsiOoBa na ce 3amodne ¢ HaToBaprania mo3a (loading dose,
LD) 600 mg npu manueHTH, nojioxkeHn Ha mppBudHa PCI u ipu
nanuenTy, noainoxenu Ha PCI noseue ot 24 yaca cien moiy4yaBaHe Ha
(hubpunomuTHYHA Tepanus. [Ipu nanueHTr Ha BB3pacT > 75 TOAUHA
600 mg LD Tps06Ba na ce mpuiara ¢ OBUIIICHO BHUMaHUE (BXK. Touka 4.4).

- Knomumorpen 300 mg HaToBapBaiia 03a TpsOBa Ja ce MPUIIOKH TIPH
nanuenTu, noaioxenu Ha PCI B pamkuTe Ha 24 daca cies noiny4yaBaHe Ha
(bUOpUHOIMTHYHA TepaITHs.

JlegenueTo ¢ Kmomumorpen TpsoBa Aa MPOABIKH ChC 75 Mg BEIHBXK THEBHO C
ACK 75 mg — 100 mg nueBno. KomObunupaHnara tepamnus TpsiOBa 1a 3ario4He
BB3MOXKHO Hai-paHO CIIe/ MosBaTa Ha CHMIITOMHTE U JIa IPOIBIDKY 10 12 Mecera
(Bk. Touka 5.1).

Bo3pactau nanumenTu ¢ TIA ¢ ymepeH 10 BUCOK pUCK WiH Jiek [S:

IIpu Bp3pacTau manuentn ¢ TIA ¢ ymepen a0 Bucok puck (ABCD2 ckop >4) nnu c nex IS
(NIHSS <3) Tpsi0Ba 1a ce npuiIokHu HaToBapBalia qo3a kionuaorpei 300 mg, mocieasaHa oT
75 mg Beaubx aHeBHO U ACK (75 mg -100 mg Beanbk AHEBHO). JIeYeHHETO ¢ KIOMUAOTPed U
ACK 1ps0Ba 51a 3a1104He B paMKUTe Ha 24 Jaca clicZl CbOMTHUETO U J1a IPOABLIKY 21 JHH,
MOCJIEIBAHO OT aHTHTPOMOOIIMTHA MOHOTEPAITHSL.

[pu nanueHTH ¢ NPeAChPIHO MBXKACHE, KIOMUIOrpeN TPOBa a ce MpHiiara Kato eJJHOKpaTHa
nHeBHa 103a oT 75 mg. ACK (75-100 mg nHeBHO) TpsiOBa j1a ce 3alo4He U Ja MPOABIDKH B
KOMOWMHAIMS C KIOMUAOTPeN (BXK. Touka 5.1).

AKo e mporycHarta J03a:
- B pamxure Ha no-manko ot 12 yaca ciien peZjoBHO ONIPEENICHOTO BpeMe: MallUeHTUTe
TpsiOBa 1a mpueMaT Jo3ata He3a0aBHO U MOCIIE J1a MpHeMaT Cile[Baliara 103a B peJOBHO
OIIPEJEIIEHOTO BPEME.
- IIpu noseue ot 12 yaca: nanueHTUTE TPsIOBA J1a MPUEMAT CleBallaTa 1032 B PEIOBHO
OTIpENIeJICHOTO BpeMe U He TpsIOBa Ja yABOsIBAT A03aTa.

CrnenyajHy nonyJIaluu

° HaLII/IeHTI/I B CTap4YCCKa Bb3pacT

OcThp KOpOoHapeH cuHApoM Oe3 eneBarust Ha ST cermenTa (HecTaOMIHA CTCHOKAPIUS WITH

MHUOKapzeH nHdpapkt 0e3 Q-3p0em):

- HaroBapsamia no3za 600 mg Moxe 1a ce 0OMUCIIN NIPH MALMEHTH Ha Bb3pacT < 75 ToAuHH,
KOTaTo ce TUIaHNpa MepKyTaHHa KOpOHApHA WHTEPBEHITHS (BXK. TOUKa 4.4).

Octpp MuOKapzeH nHdpapkT c eneBanust Ha ST cermenTa:

- Ilpu nanueHTy Ha MEIUKaAMEHTO3HO JIEUCHHE, TOIXOIAIIHN 32
TpOMOOINTHYHA/PUOPUHOTUTHYHA TEPAITUS: IPU MAIMEHTH HaJl 75-TOIUIIHA Bb3PACT
KJIOMTUAOTpeN TpsiOBa J1a ce 3amo4He 0e3 HaToBapBalla J103a.

IIpu maruenTy, mouroxeHn Ha mepBryHa PCI u npu namuenTy, noioxenu Ha PCI moseue ot 24

yaca clie/l Noy4aBaHe Ha (UOPMHONUTHUYHA TEpaIHsi:

- Ilpu manuenTu Ha BB3pact > 75 rogunu 600 mg LD tps0Ba na ce npuiara ¢ MOBHILEHO
BHMMaHHE (BX. Touka 4.4).

. [Mequarpudna nomymarus
Knonmmorpen He TpsOBa fa ce nmpuiara mpu Jiela mopajgu cboOpakeH!s: OTHOCHO
eukacHocTTa (BXK. TOUKa S5.1).

. BbrOpeuno yBpexnane
TepaneBTUIHMST ONTUT € OTPpaHWYEH IIPH MMAUEeHTH ¢ ObOpPEedHOo yBpexaaHe (BXK. Touka 4.4).



. UYepHOIPOOHO YBpEKIaHE
TepaneBTUYHUAT OIMUT € OTPAHUYCH MPH MAUEHTH C YMEPEHO U3Pa3eHO YePHOAPOOHO
3a00JIIBaHe, IPU KOWTO MOXKE J]a UMa XeMOparnuyHa auates3a (BK. Touka 4.4).

HauuH Ha npuiioxxeHue
3a nepopasHo MPUIOKECHUE
Mosxe na ce mpuiiara chC Win 0e3 XpaHa.

4.3 IIpoTuBOMOKA3aAHUA

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIIM KbM HIKOE OT IIOMOIIIHUTE BEIIECTBA,
n30pOCHM B TOUKA 2 WK TOUKa 6.1.

o TexKO YepHOPOOHO YBPEKIAHE.

o AKTHBHO TIaTOJIOTMYHO KHPBEHE KATO MENTUYHA 5S3Ba WIH WHTPaKpaHHAITHA XEMOparusl.

4.4 CroenuanaHu npeaynpesxaeHus U MpeANa3HA MEPKH NPH ynoTpeda

Kwvpsene u xemamonoeuunu napyuienus

Ilopaam prcK OT KbPBEHE M XEMATOJIOTMYHH HEXEJIaH! JIEKAPCTBEHN PEaKIINH, BeAHara TpsioBa Ja ce
B3eMe€ IPEeIBU]] OMPEEIITHETO HA KPbBHATA KapTHHA W/HITU IPYTH MOAXO AN N3CIeIBaHNS, B CITydait
Ha TI05IBa Ha KJIMHUYHHA CHMITTOMH, HACOYBAIN KbM KBPBEHE TI0 BpeMe Ha JIeueHHeTo (BXK. Touka 4.8).
[MooOHO Ha APYTH AHTUTPOMOOTUYHU CPECTBA, KIOMUAOTPEN TPSAOBA ja ce Mpujiara C BHUMaHUE
MIPH MAIUCHTH, KOUTO MOXKE JIa Ca U3JI0KEHH Ha OMACHOCT OT YCUJICHO KbPBEHE NOPaU TPaBMa,
XUPYPTrUYHA UHTCPBEHIIMS WK JIPYTH MATOJOTHYHU ChCTOSIHUS U TIPU NanueHTH, JexkyBanu ¢ ACK,
xenapuH, rrrokonporenH 11b/I1la vHXuOUTOPH HITH HECTEPOUIHH MPOTHBOBH3IATUTEIIHN JICKAPCTBA
(HCIIBJI), BximrounTtenHo COX-2 MHXHOUTOPH, WK CEIEKTHBHI HHXUOUTOPH Ha OOPATHOTO
3axBarane Ha ceporoHuHa (SSRIs), nmn crman naAykTopr Ha CYP2C19 nnm npyru nexapcTBeHI
MPOAYKTH, CBBP3aHU C PUCK OT KbPBEHE, KaTO NMEeHTOKCU(UINH (BX. Touka 4.5). [lopaau nmoBuiieHUs
PHUCK OT KPbBOU3IHUB, TPOWHATA aHTHAarperanTHa tepanus (kionumnorpen + ACK + aunupunamon) 3a
BTOPUYHA MPO(QUIAKTHKA HA UHCYIIT HE CE MPETOPhYBA MPY MAIUSHTH C OCThD HEKapIUOoeMOOTHYCH
MCXEMUYEeH WHCYIT WU MPEXO/IHa UCXEMUYHA aTaka (BXK. Touka 4.5 u Touka 4.8).

[TarmenTrTe TpsAOBa 1a ObJAT BHUMATEITHO HAOIIOIaBaHH 32 MPU3HAIM Ha KbPBEHE, BKIFOUNTETHO U
OKYyJITHO KbPBEHE, 0COOCHO Ipe3 ITbPBUTE CEIMUIIM Ha JISYCHUETO W/WIIH CJe]l MHBa3UBHU
KapAMOJIOTHYHH MPOLEAYPH WK XUPYprus. EAHOBPEMEHHOTO MPUIIOKEHHE Ha KIIOTIHIOTPEIT C
MIEPOPAITHU aHTUKOAryJIAHTH HE CE MPETOPbhYBa, Thil KATO MOXKE J1a YBEIMYN MHTCH3UBHOCTTA Ha
KbpBEHE (BX. ToUKa 4.5).

AKO ManyeHThT NOAJICKU Ha IUIAHOBA ONepalys U aHTUAarPEraHTHUAT e(DeKT € BpeMEHHO HEXelaH,
KJIONUAOrpes TpsaOBa Jia ce cripe 7 JHU NpeAn XUpyprudHara uatepBeHnus. [lanuenture Tpsaosa ga
UHQOPMHUPAT JIeKapuTe U 3b00JIeKapuTe, Ue MpreMaT KIOMUAOrpes MpeJy HaCpOYBaHe Ha XUPYPruuHa
MaHUIMyJIalys U TIpey MPUEeMaHeTo Ha HOB JIeKapcTBeH NpoaykT. Kionuaorpen yabmkaBa BpeMeTo
Ha KbpPBEHE U TPAOBa Ja ce Mpujiara ¢ BHUMaHUe MPH NalueHTH, KOUTO NMAaT HAPYIIECHHSI, ChC
CKJIOHHOCT KbM KbPBEHE (CIEMaTHO CTOMAIIHO-YPEBHU U BbTPEOYHH).

[MarnuenTure TpsiOBa 1a OBJAT YBEJIOMEHH, Y€ BPEMETO 3a CIIUPaHe Ha KbPBEHETO € IM0-
NPOIBIDKUTENHO OT OOMYAHOTO MPH JIEYEHHE C KIOMUIOTPEN (CAaMOCTOSITETHO WIIM B KOMOMHAIIHS C
ACK), a Te oT cBOs cTpaHa TpsiOBa fa MHGOPMHUPAT CBOSI JISKAp 32 BCIKO HEOOUYAHHO KbPBEHE
(JToxanu3aryst Wi NPoabIKUTESIHOCT).

Ynorpebara Ha HaToBapBaia f03a kiomuaorpen 600 mg He ce MpenopbYBa NP MAIUEHTH C OCTHP
KOpOHapeH CUHIIpoM Oe3 eneBanus Ha ST cerMeHTa M Bb3pacT >75 TOJUHY [TOPAIH MTOBHUIIIEH PUCK OT
KbpBEHE IIPH Ta3U MOIyJIaIus.



ITopaau orpanndeHUTE KIMHWYHA JAHHY MPU TAIUESHTH Ha Bb3pacT > 75 roguau ¢b¢ STEMI PCI
MIOBHIIIEH PUCK OT KbPBEHE, yIIOTpedaTa Ha HaTOBapBaIia go3a kionumorpena 600 mg TpsOBa na ce
0o0OMUCITH caMoO Clie]l MHIMBUAYaTHA OIICHKA OT JIEKaps Ha PUCKa OT KbPBEHE ITPH MAIUCHTA.

Tpombomuuna mpoboyumonenuuna nypnypa (1TI1)

Cayvau Ha TpomMOoTHUHA TpoMOouuToneHnyHa mypmypa (TTII) ca moknagBaHu MHOTO PSIIKO Cieq
ynoTpeda Ha KJIONUIOTPEN, IOHIKOTa U cliell KpaTKOTpaiHo jeueHne. Ts ce XapakTepusupa C
TPOMOOIIMTONICHUS] 1 MUKPOAHTHOTIATHYHA XEMOJIUTHYHA aHEMHS, TPUAPYKEHA C HEBPOJIOTUIHH
u3MeHenus1, 0p0peuna nuc@ynuus win ¢edpunuret. TTII e cbeTosiHUE, U3UCKBAILO OBP30 JICUEHUE,
BKJIIOUMTENTHO I1a3madepesa.

Tlpuoobuma xemoghunus

Nwma cpoOmienus 3a npupodbura xeModuius ciies] ynorpeda Ha kionuaorpen. B cnyyan Ha
MOTBBP/ICHO M30JIMPAHO yIbDKaBAaHE Ha aKTUBUPAHOTO MapIIUAITHO TpoMOortacTuHOBO Bpeme (aPTT)
chc WM 0e3 KbpBeHe, TPsAOBa Ja ce uMa mpeaBu npunodura xeModunus. [TarueHTHTE C MOTBHpP/ICHA
nrarHosa npunobura xemodrus TpsOBa 1a ce HaOJII0IaBaT U JIEKYBaT OT CIICITHAIHCT U
MPUIIOKEHUETO Ha KIIOMUAOTpel TpsOBa Jia ce PeyCTaHOBH.

Ckopouwien ucxemuier UHCYam
o 3anousane na mepanuama
o Ilpu mammentn ¢ ocThp Jek IS umu ¢ TIA ¢ ymepeH 10 BUCOK PUCK, ABOMHATA
anTupomOoruTHa Tepamnus (kiaomumorpen u ACK) TpsOBa 1a 3armovyne He Mo-KbCHO OT
24 qaca ciie; HAYAJIOTO Ha CHOUTHETO.
o Jluncear maHHM OTHOCHO CHOTHOIICHHUETO IT0JI3a-PHUCK MPH KPATKOCPOYHA JIBOMHA
AHTUTPOMOOIIMTHA Tepan¥sl IIPH MalueHTH ¢ ocThp Jiek IS wim ¢ TIA ¢ ymepen 10 BUCOK
PHCK ¢ aHaMHe3a 3a (HeTpaBMaTU4eH) BhTpeUYeperiecH KPhBOU3IIUB,
o Ilpu manmentu c IS, xoiiToO HE € JIek, MOHOTEpaIUATa C KIOTHIOTPEN TPSOBa 1a 3arodHe
camo cieJl TbpBUTE 7 THU OT CHOUTHETO.
. Ilayuenmu c IS, xoito He ek (NIHSS >4)
[IpenBuy nmumncara Ha TaHHK, HE CE MTPETOPHYBA U3MOI3BAHETO HA JIBOWHA aHTUTPOMOOIIUTHA
Tepanus (Bx. Touka 4.1).
J Cropowen aex IS unu TIA ¢ ymepen 00 ucoxk puck npu nayueHmu, 3a KOUmo e noKa3auna uiu
NJIGHUPAHa UHMepPBeHYUs
Jlurcear njaHHM B OJKpENa Ha M3MOI3BAHETO HA IBOMHA aHTUTPOMOOIMTHA TepaIHsl IPH
MAIMEeHTH, 33 KOUTO € MOKa3aHo JIeYeHNe ¢ KapOTUIHA EHAaPTEPEKTOMHUS WITH
WHTpaBaCKyJIapHa TPOMOCKTOMUS, HJTU TPU MAIUEHTH, TUTAHUPAHH 32 TPOMOOJIH3a UK
aHTHKOATYyJIaHTHA Teparus. B Te3u cuTyaluu He ce MpenopbuBa JBOHHA aHTUTPOMOOITUTHA
Tepanusl.

Lumoxpom P450 2C19 (CYP2C19)

®apmakoreneruka: [Ipn nmarmentute, kouto ca cnabu CYP2C19 meTabonmzatopu, KIIONHIOTPEN B
NPENOPBbUYUTENHUTE 03U 00pa3yBa MO-MajKO OT aKTHBHUS MEeTabOIUT Ha KIIOMUAOTPEN U UMa T0-
MalIbK epeKT BbpXy TpoMbouuTHaTa QyHKIHs. ChIECTBYBAT TECTOBE 3a HIESHTU(UIIMPAHE Ha
CYP2C19 renoruna Ha mamueHra.

TBif KaTO KIOMUIOTPEI Ce METAOOIM3NPa YACTUIHO JI0 CBOs akTUBeH MeTaboiut ot CYP2C19,
ynoTpebara Ha JIEKapCTBEHU NPOLYKTH, KOUTO MHXUOMPAT aKTUBHOCTTA HA TO3U €H3MM, CE OYaKBa Jja
JIOBeJIe 710 TIOHIDKEHH JIGKapCTBEHH HUBA HA aKTUBHUS METa0OIHUT Ha Kionuaorpen. Kinnauunata
3HAUMMOCT Ha TOBA B3aHMOJIEHCTBUE € HeussicHeHa. KaTto npeamnasHa Mspka He TpsOBa aa ce
W3M0J3BaT eAHOBpeMeHHO cvutHU uin ymepeHu CYP 2C19 naxuburopu (Bk. Touka 4.5 3a CUCHK Ha
CYP2C19 uaxubutopu, BXK. CBIIO TOYKA 5.2).

Ymorpebara Ha TeKapCTBEHU MPOITYKTH, KOUTO MHAyIMpaT akTiuBHOcTTa HA CYP2C19 ce ouakBa nma
JOBEAC 10 ITOBUIIICHU HHMBA HAa aKTUBHU A MeTa0O0IUT Ha KJIOIMHUAOTPEII U MOKE a YBCIIMYM pUCKA OT
kbpBeHe. Karo npeanasna mMspka TpsiOBa Jia ce M304rBa ChITbTCTBAIIATa YIOTpeOa Ha CHITHH
uanykropu Ha CYP2C19 (Bx. Touka 4.5).



Cyocmpamu na CYP2C8
Heo6xonumo e moBuiieHo BHUMaHUE MPH MAllMEHTH, JIEKYBaHU €THOBPEMEHHO C KIIOMUAOTPeN U
JIeKapCTBEHU MPOAyKTH, cyocTpat Ha CYP2C8 (Bxk. Touka 4.5).

Kpwvcmocana peaxmusnocm mescdy mueHonupuourHume

[Ipu manmenTHTE TPAOBA /1a CE CHEME aHAMHE3a 32 CBPBXTYBCTBUTEIHOCT KbM THEHOIMPUANHH (KaTo
KJIOTHJIOTPE1, TUKJIOTUIVH, TIPAcyTpell), Thil KaTo ce ChoOIaBa 32 KPhCTOCAHA PEAKTUBHOCT MEKIY
TUEeHOTIMPUIUHUTE (BXK. Touka 4.8). TUCHOMUPUIMHUTE MOTaT Jia IPUYUHSAT JICKU JI0 TEKKH
aJICPrUYHU PEaKIuH, KaTO OOPUB, aHTUOSIEM HITU XEMATOJIOTMYHU KPBCTOCAHU PEaKIUH, KaTO
TPOMOOLIMTOTIEHHS 1 HeyTporeHus. [lanrenTH, KOUTO ca pa3BHIIN MPEANIITHA aJeprHdHa PeaKius
W/WIHA XeMaTOJIOTUYIHA PEaKIHs KbM €IMH THSHOMTUPUINH, MOKE /1a UMAT ITOBHUIIIEH PUCK OT Pa3BUTHE
Ha ChIaTa WK Apyra peaknus KbM APYT THEeHONHpuArH. [IpenopbuBa ce HaOmoIeHre 3a MPU3HAIN
Ha CBPBHXUYBCTBUTEIHOCT IPHU MALMEHTH C U3BECTHA aJeprusi KbM TUCHOTUPUIUHHU.

bvopeuno yepesicoane
TepaneBTUYHHUAT ONNT NPH TMAMEHTH ¢ OBOPEYHO yBpekaaHe e orpanndeH. CIe0BaTeHoO IpH
TaKWBa MAIUeHTH KIOMUAIOTpes TPsOBa Ja ce mpuJjlara ¢ MOBUIIIEHO BHUMaHHUe (BXK. Touka 4.2).

Yeproopobno yspexcoane

OnuThT € OrpaHUYCH NPH MAUEHTH C YMEPEHO U3Pa3eHO YePHOAPOOHO 3a00s1BaHe, KOUTO MOTaT J1a
uMar xemoparudHa nuaresa. [1o Ta3u npuurHa KIonuaorpesn TpsoBa Aa ce mpujara ¢ TOBUIIECHO
BHUMAaHUE MIPH Ta3H MOIyanus (Bx Touka 4.2).

THomownu sewgecmsa

Plavix chabpika nakto3a. [lanuenTy ¢ penku HaCclIeACTBEHN POOJIEMH Ha TaJJakTO3HA HEITOHOCUMOCT,
ITBJICH JIAKTa3¢H Ne(UIUT WIN TIII0KO30-TaIaKTO3Ha MastabCcopOITis, He TPsAOBa Aa MpHUeMaT TO3H
JIEKapCTBEH MPOJIYKT.

To3u IeKapcTBEH MPOAYKT ChABPKA XUAPOTSHUPAHO PHUIIMHOBO MACIIO, KOETO MOXKE JIa MPUYHHU
CTOMAIITHO Pa3CTPOMCTBO U TUAPUSL.

4.5 BzaumopelicTBHe ¢ IPYIH JeKapcTBeHN MPOAYKTH M APYyru (popMH Ha B3aHMOJelcTBHE

Jlexapcmeenu npodykmu, cevbpaanu ¢ puck om kvpeetre: ChIIeCTBYBa TOBUIIIEH PUCK OT KbPBEHE
NopaJiv MOTEHIMATHUS aIMTHBEH eeKT. EJHOBPEMEHHOTO MPHUIIOKEHUE Ha JIEKAPCTBEHU TPOTYKTH,
CBBP3aHHU C PUCK OT KbpPBEHE TPsiOBaA J1a c€ M3BBPINBA C IOBUIIIEHO BHUMaHUE (BXK. Touka 4.4).

Iepopannu anmuxoazynranmu: €AHOBPEMEHHOTO MIPUIIOKEHUE HA KIOMUIOTPEI C IEpOpaIHU
AHTUKOATYJIAHTH HE CE MPEIOPhYBa, Thil KATO MOXKE Jla YBEIMYM MHTEH3UBHOCTTA Ha KbPBEHE (BXK.
Touka 4.4). BeIipexu, ue Mpriio’KeHHeTo Ha KIOMHA0Tped 75 mg/THEBHO HE POMEHS
(hapmakokmHeTHKaTa Ha S-Bapdaput (cydcrpar Ha CYP2C9) mnmn Mexaynapoaaoto Hopmanuznpano
Crotromenne (INR) nmpu manmenTH, morydaBariy MpoabDKATETHA TEpaIns ¢ BaphapuH,
€THOBPEMECHHOTO TIPUJIOKCHHE Ha KJIOMUIOTPENT ¢ BaphapyH MOBUILIABA PUCKA OT KbPBEHE MOPaIH
HE3aBUCUMU €(PEKTH BhPXY XEMOCTa3aTa.

Inroxonpomeun 11b/Illa unxubumopu: KIOTUAOTPEIN TPSAOBA Ce MpHJIara ¢ TOBUIICHO BHIMaHNE TIPH
MAIEeHTH, KOUTO TpUeMat eTHOBpeMeHHO rimokonpotenH [Ib/Illa maxuburopu (Bk. Touka 4.4).

Ayemuncanuyunosa kucenuna (ACK): ACK He npoMeHs KIonuaorpei-MeurupaHaTa UHXUOUIHS Ha
AJl®-uHayuMpanata TpOMOOIMTHA arperamus, Ho kinonuaorpen ycuisa egekra Ha ACK Bbpxy
KOJIareH-UHAylMpanara TpoMOonuTHa arperaiys. ExHoBpeMenHoto npuioxkenue Ha 500 mg ACK
JIBYKpPAaTHO THEBHO 3a €IMH JeH 00ade, He yAb/DKaBa 3HAYNTEITHO BPEMETO Ha KbPBEHE, IPEIN3BUKAaHO
OT JICUEHUETO C KIOMHIOTpeI. Bp3MOXHO € papMakoANHAMUYHO B3aUMOJIEHCTBHIE MEXKITY
knormorpen u ACK, koeto yBenndaBa pucka oT KbpBeHe. Clie1oBaTeIHO, €THOBPEMEHHATA UM



ymotrpeba TpsiOBa Jja cTaBa ¢ IMOBUIIIEHO BHUMaHHE (BXK. Touka 4.4). BeIpexy ToBa KIOMHAIOTPEN U
ACK ca npunaranu eZHOBPEMEHHO 10 eIHa FOAWHA (BXK. TOUKa 5.1).

Xenapun: B KIIMHUYHO TIPOYYBaHE MPU 3paBH Xopa KJIOMHUAOTPEI HE Hajlara MpoMsHa Ha /103aTa Ha
XelapuHa, HUTO POMeHs eeKTa My BbpXy Koaryynanusra. EAHOBpEMEHHOTO NIPUIIOKEHHUE C XEIapuH
HE € JI0BeJIO 10 €(EeKT BbPXY NOTUCKAHETO HAa TPOMOOIUTHATA arperauus, Npeau3BUKaHo OT
Kjonunorpen. BpamoxHo e papMakoIMHaAMUYHO B3aUMOJEHCTBIE MEXIY KIOIUIOIPEIl U XEeTapHH,
KOETO yBEJIM4aBa pucKa OT KbpBeHe. Cle1oBaTelIHO, €THOBPEMEHHATa UM yroTpeda TpsaOBa Ja cTaBa
C TMOBUILIEHO BHUMaHHE (BXK. Touka 4.4).

Tpombonumuyu: 6€30MaCHOCTTa Ha €THOBPEMEHHOTO MPUJIOKEHNE Ha KIOMHIOTPpe, GHOpHH MIId He-
ubpuH cnenupUIHN TPOMOOIUTHIHN areHTH U XeTIapHH € OIICHEHA MPH MAITUEHTH ¢ OCTHP
MHUOKapieH nHpapkT. YecToTara Ha KIMHAYHO 3HAYMMOTO KbPBEHE € OMiia CXO/HA C Ta3y,
HaOJI0/JaBaHa MPY €THOBPEMEHHO MPUIIOKCHHUE Ha TPOMOOIUTHYHY areHTH U xenapud ¢ ACK (Bx.
Touka 4.8).

Hecmepouonu npomusosvsnanumennu cpedocmea (HCIIBC): B KIMHUYHO MPOYYBaHE, IPOBEACHO MPH
3IpaBu TOOPOBOIIIN, €THOBPEMEHHOTO MPHIIOKEHNE Ha KIIOMUAOTPEN U HAIIPOKCEH MTOBHUINIABA
OKYJITHUTE CTOMAITHO-YPEBHH KPBHBOM3NIMBY. [lopanu nmurca Ha mpoy4YBaHUS 32 B3aUMOJICHCTBUS C
npyru HCIIBC obadve, moHacTosIIeM He € SICHO Jajli UMa MOBHILEH PUCK OT CTOMALTHO-YPEBHO
kbpBene ¢ Bcuuku HCIIBC. CnepoBarenno HCIIBC, Brirountenno COX-2 HHXUOUTOPH, U
KJIOMUIOTpeN TpAOBa Jia ce MpuiiaraT eJHOBPEMEHHO C TIOBUIIIEHO BHUMaHHE (BXK. Touka 4.4).

CenexmusHu unxubumopu Ha oopamuomo 3axeaujane Ha cepomornuna (SSRIs): Tt kato SSRIs
HOBJIMSABAT TPOMOOLIMTHATA AKTUBALIMS U TIOBHIIIABAT PUCKA OT KbPBEHE, EITHOBPEMEHHOTO
npuinoxkenue Ha SSRIs ¢ kionuaorpen TpsiOBa 1a cTaBa ¢ MOBUIICHO BHUMAHUE.

ﬂpyZO cvnvmcmeauio jiedernue.’

Wunyxropu na CYP2C19

TBif KaToO KIOMUIOTPEI ce MeTabOIM3Mpa 10 HETOBHS aKTHBEH MeTabonuT yacTiuaHo oT CYP2C19,
OuakBa ce yrnorpebara Ha JIeKapCTBEHH MPOAYKTH, KOUTO UHIYLIMPAT aKTUBHOCTTA Ha TO3H €H3UM, /12
JOBEAC 40 ITOBUIIICHU HHMBA HAa aKTUBHUA MeTa6OHI/IT Ha KJIOIIUAOIPeII.

Pudammuima cumao naaympa CYP2C19, koeTo Boau KakTo A0 MOBUIIICHA HUBA HA aKTUBHUS
METa0OIUT Ha KJIOMUIOTPEII, TaKa ¥ 10 UHXUOUpaHe Ha TPOMOOLUTUTE, KOETO B YACTHOCT MOXE /2
yBEJIMYN pUCKa OT KbpBeHe. Kato npeamnaszna Mspka TpsOBa 1a ce n304rea chbIIbTCTBAIIATa yHIOTpeOa
Ha cuiHU uHAykTopu Ha CYP2C19 (Bx. Touka 4.4).

Nuxubutopu Ha CYP2C19

Twit kato knonumorpen ce Meradbonmsupa gactuaHo oT CYP2C19 o HeroBus akTUBEH METa0OIUT,
OYaKBa ce yrnorpedara Ha JIeKapCTBEHU MPOAYKTH, KOUTO WHXUOUPAT aKTUBHOCTTA HA TO3H €H3UM, J1a
JTOBEJIe 10 TIOHM)KEHH JICKAPCTBEHHN HUBA Ha aKTHBHUA MeTaOO0IMT Ha Kionuaorpen. Knuananarta
3HaYMMOCT Ha TOBa B3aMMOJCHCTBHE ¢ Heu3sicHeHa. KaTo npeana3Ha Mspka He TpsiOBa Ja ce
M3II0JI3BAT eHOBpeMeHHO cuiaHH uin ymepenu CYP2C19 uaxuburopu (Bx. Touku 4.4 u 5.2).

JlekapcTBeHUTE NPOLYKTH, KOUTO ca CHIIHHU WK yMmepeHu naxuoutopu Ha CYP2C19 BxitouBar
HalpUMep OMETPa3oJl U e30Menpasod, GIyBoKcaMuH, GIIyOKCETHH, MOKJIOOEMHI, BOPUKOHA30JI,
(hi1yxoHa30J1, TUKIONUAMH, KapOamMa3enuH U epaBUpeHL.

WNuxubutopu Ha npoToHHaTa mommna (PPI):

Owmenpazon 80 mg BeAHBXK THEBHO, PUIIOKEH IO €THO U CHIIO BpeMe ¢ KIOMUIO0TPEIT UK C
WHTepBaji OT 12 yaca MeXIy MPUIIOKESHUATA HA JIBETE JIEKapCTBa, HAMAaJIsIBa €KCIIO3UIUATA Ha
akTUBHUA MeTabomuT ¢ 45% (HaroBapBama no3a) u 40% (moxmbpxaina go3a). Hamanenuero e
cBBp3aHo ¢ 39% (HaToBapBama f03a) u 21% (mogabprkamia 103a) MOHWKaBaHE HA MHXUOMPAHETO HA



TpoMmboruTHaTa arperamnus. O4akBa ce €30Menpasol Jia ToKa3Ba MoJo0HO B3aUMOCHCTBHIE C
KITOTTHIOTPETI.

CroOmaBanu ca NPOTHBOPESYMBH JIAHHHU OT KIIMHUYHHUTE 3aKIFOYCHHUS 32 TOBA (DapMaKOKHHETUYHO
(PK)/hapmakoguaamugro (D) B3aumomelicTBHE OT IJIeIHA TOYKA Ha 3HAYHMH ChPACUYHO-ChIOBH
CHOUTHS U OT 0OCEPBAIIMOHHYU M OT KJIMHWYHHU Npoy4uBaHus. KaTto npenna3zHa Mspka He TpsOBa Jia ce
W3II0JI3BaT STHOBPEMEHHO OMETIPAa30Jl MITH €30MeTpason (BXK. Touka 4.4).

HabnronaBaHo e mo-citabo u3pa3eHo MOHWKEHHE Ha METa0O0IUTHATA €KCTIO3UIIUS C ITAHTONPA30JT WIIN
naH30mpa3olt. [1na3MeHuTe KOHIIEHTPAIIMY Ha aKTUBHUS METa00IUT ca moHmwkeHu ¢ 20%
(maroBapBama 103a) u ¢ 14% (moxapp:Kaiia 103a) 1Mo BpeMe Ha ChITBTCTBAIIO JISYSHHE C TAHTOMPAa30I
80 mg BenHBK JHEBHO. ToBa € CBBP3aHO C MOHIDKEHUE HAa CPETHOTO HHXHOMpPaHe Ha TPOMOOIIMTHATA
arperanus ¢ 15% u 11% cpoTBeTHO. Te3u pe3ynraTu moka3Bar, 4ye KIOMUAOTPET MOKe 1a Ob/ie
MIpUJIaTaH C MaHTOMpPa3oJl.

Hsma nokazatencta, 4e Ipyry JIEKapCTBEHU MPOAYKTH, HaMaJIsBallld CTOMAIITHATA KUCEIMHHOCT KaTo
H2 GroxepuTe miim aHTHAITUANTE ITOBIUSABAT AaHTUTPOMOOIIMTHATA AKTUBHOCT Ha KIIOHIOTPE.

AnTtuperposupycHa tepanus (APT), komOnnupana ¢ papMakOKHHETHYEH €HXaHCep: MalueHTH C
HIV, nexyBanu c antuperpoBupycna tepanus (APT), komOuHMpaHa ¢ papMakOKHHETHYCH SHXaHCeD,
ca M3JI0KCHU Ha BUCOK PUCK OT ChIOBU CHOHUTHSL.

HaGmronaBana e 3HaYNTETHO HaMalleHa TpoMOoIMTHA MHXNOUINS Tipy nanueHTu ¢ HIV, nexyBanum ¢
APT, noacusneHa ¢ puTOHaBHp MM KOOUIIMCTAT. BhIpekn de KIIMHUYHOTO 3HAYeHNE Ha T€3W HaXOJKH
€ HECUTYpHO, MMa CIIoHTaHHH choOmmenns 3a HIV-nndexktnpann nanuenty, nexyBaau ¢ APT,
IoJAICHUJICHa C pUTOHABUP, KOUTO Ca MOJYYUJIU ITIOBTOPHU OKJITY3MBHU crOUTHSA CJICA Bb3CTAaHOBsJBAHEC Ha
NPOXOJIUMOCTTA, WM ca MPEThPIeTH TPOMOOTUYHN CHOUTHS IIPU HATOBAapBAIllaTa cCXxeMa Ha JIeYeHHUE C
knonuaorpen. CpegHara TpoMOOIMTHA HHXUOHIIMS MOKe /1a Ob/ie HaMaleHa [IPH ChII'bTCTRAILA
ynoTpeba Ha Kjonuaorpen u puroHasup. CienoBaTesiHO, ChIIbTCTBALATA YIIOTpeOa Ha KIONUAOTPEN
¢ noacunieHn APT Tepanuu He ce mpenopbpuBa.

Jpyru nexapcTBeHU NMPOAYKTH: 3a Mpoy4YBaHe Ha MOTEHIUAIHN (apMaKoAWHAMUYHU 1
(hapMaKOKMHETHYHH B3aUMOJICHCTBUS Ha KIOMHUIOTPEI M JPYTH ChITBTCTBAIIH JIEKAPCTBEHH
NPOIYKTH, Ca IPOBE/ICHH 3HAUNTEIIeH Opol KIIMHUYHY MpoyyBanus. He ca HabiroiaBaHyu KIMHUYHO
3HaYMMU (papMaKOJUHAMUYHH B3aUMOJEHCTBUS, KOTAaTO KIOMUIOTPEII € IPUiIaraH €AHOBPEMEHHO C
aTCHOJI0J, HU(ETUIHH, WK C aT€HONIOJ U HudenunuH 3aenHo. GapMakoanHaMUYHATa AKTUBHOCT Ha
KJIOMUIOTPET HE € TIOBIMSABA 3HAUYUTETHO NPH EAHOBPEMEHHO MPUIIOKEHHUE ¢ peHodapOuTan mwin
€CTpOTEH.

q)apMaKOKI/IHCTI/IKaTa Ha JUTI'OKCHUH HUJIN TeO(bI/IJ'II/IH HE CC€ IPOMCHA OT CAHOBPEMCHHO IIpHUJIaraHe Ha
KIIOMMUAOTpeIIL. AHTHaI_II/I,I[I/ITe HE IPOMEHAT CTCIICHTA HAa a6COp6LIPI$I Ha KJIOITUAOI'peI.

Hannu ot npoyuBaneto CAPRIE noka3sart, ue peHUTONH U TOIOYyTaMH[, KOUTO C€ METa0OIU3NPAT OT
CYP2(C9, 6e3omacHO Morar Aa ce npuiaraT ¢HOBPEMEHHO C KJIOTHIOTPEI.

JlexapctBenu npoaykty, cyocrparu Ha CYP2C8: [Toka3aHo e, ye KJIONUI0rpell IIOBUIIIaBa
EKCIIO3UIUATA Ha PENariuHul TIPY 37JpaBH JOOPOBOIIH. /1 Vitro Ipoy4YBaHUsI IOKA3BaT, 4
MOBHIIIABAHETO Ha EKCIIO3UIUATA Ha PETariinHu/I ce ThDKU Ha naxuoupane Ha CYP2CS8 ot
TJIFOKYPOHOBHS MeTa0ONUT Ha Kionuzorpen. [lopaau prcka oT moBuIIaBaHe Ha IIa3MEHHUTE
KOHIICHTPAINH, €THOBPEMEHHOTO MPUJIOKEHNE Ha KIIOMHUIOTPEN U JIEKAPCTBA, KOUTO C€ SIIMMHUHHUPAT
npeaumHo ype3 CYP2C8 MeTabonu3bM (Hamp. penariuHu], MaKIUTaKced), TpsOBa aa ce mpeanprueMa
C TIOBUIIIEHO BHUMaHHE (BXK. Touka 4.4).

Ocsen I/IH(i)OpMaI_II/IHTa 3a CHeI_IPI(l)I/ILIHI/ITe JICKaApCTBCHU BSaHMOHCﬁCTBHH, npeacraBeHa no-rope,
Mpoy4YBaHU: 3a B3aHMOIL6ﬁCTBHfI C KJIOMMUAO0TpeJI U HAKOU APYTU JICKAPCTBCHU NPOAYKTH, IIPUIATaHN
YCCTO MIPpH MAIUCHTH C aTepOTpOM6OTI/I'-IHI/I 3a6OJ'I$IBaHI/I$[, HC Ca NMPOBCKAAHU. HaHI/IeHTI/ITe, ydacTBaJIn
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B KJIMHUYHUTE U3IUTBaHUS C KIONHIOrpesl odaue, ca ojyyaBaiy rojsiM Opoi ChIIbTCTBAILU
JIEKapCTBEHHU MPOJYKTH, BKIIOUBALIN AUypeTHLH, Oeta 6mokepu, ACE-MHXHOUTOPH, KallleBr
AHTAaroHUCTH, XOJIECTEPOJI MOHMKABALIH CPEACTBA, KOPOHAPHU Ba30JUIIaTOPU, aHTHIUA0ETHH
cpeAcTBa (BKIIOYUTEIIHO HHCYJINH), anTUenienTHuHu cpeactsa, u GP IIb/Illa antaronuctu 6e3
JIOKA3aTeJICTBA 33 KJIMHUYHO 3HAYMMU HEXEJaHU B3aUMOAEHCTBUA.

Kaxro u mpu apyru nepopaixau P2Y 12 uaxubuTopy, eTHOBPEMEHHOTO TIPHIIOKCHUE HAa OTTMOUTHU
ArOHUCTH MMa TIOTSHIIMAN J1a 3a0aBH U HamMaliu abcopOIMsiTa Ha KIIOMHIOTPEI BEPOSTHO TIOpan
3a0aBeHO M3Mpa3BaHe Ha cromaxa. KIIMHUYHOTO 3HaUYeHue He € u3BecTHO. TpsOBa na ce ooMucu
ynorpebaTta Ha MapeHTEPAITHO AHTUTPOMOOITUTHO CPECTBO MPH MAIMEHTH C OCTHP KOPOHAPEH
CUHJIPOM, U3UCKBAIIU STHOBPEMEHHO MPHUIOKECHUE HA MOP(MOUH HIIH JIPYTH OTTHOWTHA arOHUCTH.

PosyBacrarun: YcTaHOBEHO €, 4e KJIOMUIOTPeNT MTOBHIIABA EKCIIO3UINATA Ha PO3yBACTATHH IIPH
nanuenture 2 npTu (AUC) u 1,3 b1 (Crax) clien npuarase Ha go3a 300 mg Kaonuaorpen u
1,4 bt (AUC) 6e3 edekT BbpXY Cmax €€ MHOTOKPATHO MpUJIaraHe Ha 103a 75 mg KIOMUA0Tped.

4.6 @epTUIANTET, OPEMEHHOCT U KbPMeHe

bpemennocm

[Topaau nunca Ha KIMHUYHY JAHHU OTHOCHO €KCITO3UIIMSTA Ha KJIIOMUIOTPEII 110 BpeMe Ha
OpeMEeHHOCT, 3a MPEANOYUTAHE € KaTo MpeIa3Ha MspKa Jia He Ce M3I0J3Ba KIOMUAOTPEI 10 BpeMe Ha
OpeMeHHOCT.

ExcrniepiMeHTaTHUTE NMPOYYBAHUS TIPU KUBOTHH HE IMOKA3BaT MPSKO MK HENPSKO BPEIHO
BB3IEHCTBHIE BHPXY OpeMEHHOCTTa, eMOPHOHAITHOTO/(PETATHO Pa3BUTHE, PAKIAAHETO WITH
MOCTHATATHOTO Pa3BUTHE (BK. TOUKa 5.3).

Kvpmene

He e m3BecTHO many KIOMHIOTPEN ce eKCKpeTupa B kKbpMara. [IpoyuBanusaTa npy >KMBOTHH ITOKa3BaT,
4e KIOMHUIOTPEI ce eKCKpeTupa B MisikoTo. Karo mpeamnasna Msipka, KbpMEHETO HE TpsOBa /1a
MPOIBIDKABa 10 BpeMe Ha JiedeHueTo ¢ Plavix.

Qepmunumem
[Ipoy4Banus pu KUBOTHU HE Ca TIOKA3aJIH, Y€ KJIOMHIOTPEI OBIUSIBA (hePTUIIUTETA.

4.7 EdexTu BbpXy cniocodHOCTTa 32 modupaHe u padoTa ¢ MAIIUHA

Konmmorpen He moBnmsBa WK MOBIHABA IPEHEOPEKIMO CIIOCOOHOCTTA 32 modupaHe u padoTa ¢
MaIIiHH.

4.8 HexejaHu JIeKAPCTBEHH PeaAKIIUH
Obobwenue na npogpuna na b6ezonacocm

bezomacHocTTa Ha KIomuaorpen € 6ma oneHeHa mpu mosede ot 44 000 marrenTH, KOUTo ca
y4acTBaJIM B KIIMHUYHU IPOy4YBaHus, BKItouBany Haa 12 000 naruenTH, TeKyBanu 3a 1 roguHa win
noseve. Kato o, knonuaorpen 75 mg/auesHo e cpaBuuM ¢ ACK 325 mg/nnesno B CAPRIE
HE3aBUCUMO OT Bb3PacTTa, 10Jja U pacata. KIMHUYHO 3HAUMMUTE HEXKEJIaHU JIEKAPCTBEHU PEAKIIUU
HaOmonasanu B npoyuBaausata CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca obchaean
0-710Ty. B J0ThIIHEHNE KBM OTHTa OT KIMHHYHUTE MTPOYYBaHUs, HEXKEIIaH! JIEKAPCTBEHH PEAKIIHH Ca
ChOOIIaBaHU U CIIOHTAHHO.

KbpBeneto e Hail-uecTo cbhoOIIaBaHaTa peakLys KAKTO NP KJIMHUYHUTE [IPOYUBAHUS, TaKa U IpU
HNOCTMAaPKETUHIOBUSI OIINT, KBJETO € ChoOIIaBaHa Hail-4ecTo pe3 IbPBHsI MECeLl Ha JIEYEHUETO.
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B CAPRIE, npu nanuentu iekyBanu ¢ kionuporpen win ACK, o6mara gectora Ha KppBeHe € 9,3%.
YecToTara Ha TSKKUTE CIIydan ¢ cxoaHa npu kironugorpen u ACK.

B CURE, He e nabnronaBaH mo-royisiM Opoi Ha ciiyyan Ha MACMBHO KbPBEHE C KJIOMUIOTPEN ILIITI0C
ACK mpe3 mppBuUTE 7 AHU Clie KOpOHApeH Oaiimac mpy MalueHTH, KOUTO ca CIPEeIN TepanusiTa
noBeYe OT IeT AHU Mpenu onepanusara. [Ipu maumenTu, octaHaay Ha Tepanus B IPOABIDKCHHE HA 5
JTHU cJie/T KOpOoHapHUs Oaifriac, 4ecToTaTa Ha cirydauTe e 6mna 9,6% 3a kmommaorpen mioc ACK, u
6,3% 3a mrane6o mioc ACK.

B CLARITY e nabimomaBano 00110 yBeTHICHIE Ha KbPBEHETO B Tpymara kionuaorpen mioc ACK
cnpsiMo Tpymata Ha rrane6o mioc ACK. Yecrorata Ha MAaCUBHO KbPBEHE MPH IPYIHTE € CXOJHA.
ToBa e HaOII0AaBaHO U B MOJTPYIHTE OT MAIIMEHTH, ONPE/CIICHU 110 XapaKTSPUCTHKHN HA U3X0THO
HHUBO ¥ BU/Ia Ha (QUOPUHONIUTHYHOTO WITK XETTAPHHOBO JICUCHUE.

B COMMIT, o6maTa yectota Ha HeLepeOpaIHO MAaCUBHO KbPBEHE WM LIepeOpaiHO KbPBEHE € HHUCKA
Y CXOJ/IHA U TIPH JIBETE TPYITH.

B ACTIVE-A 4yecroTata Ha MacHBHO KbpPBEHE € [T0-BUCOKA B rpymnaTa Ha kinonugorpen + ACK,
OTKOJIKOTO B rpynara Ha mamne6o + ACK (6,7% cnpsimo 4,3%). MaciBHOTO KbpBEHE € OUIIO TJIaBHO
OT EKCTpaKpaHHuaJIeH MPOU3X0o ] B iBete rpymu (5,3% B rpynara Ha kionuaorpen + ACK, 3,5% B
rpynara Ha miane6o + ACK), rimaBHoO oT racTpo-uHTecTHHAIHUS TPakT (3,5% copsmo 1,8%).
HabmtomgaBaHo e mpekoMepHO HHTPaKpaHUAIHO KbpBEHE B rpynara Ha knonugorpen + ACK copsamo
rpynara Ha miare6o + ACK (1,4% copsmo 0,8%, cboTBeTHO). He ¢ HaOmo1aBaHa CTaTUCTHYCCKU
3HaYMMa pa3jiMKa B yecToTara Ha (arainHo kbpBeHe (1,1% B rpynara Ha knonumorpen + ACK u 0,7%
B rpynarta Ha mane6o + ACK) u xemoparuueH uncynr (crotBeTHO 0,8% 1 0,6%) Mexay nBete

rpyIu.

B TARDIS npu nmanyeHTHTe ChC CKOPOLIEH HCXEMUYEH WHCYJIT, MOyYaBalli MHTEeH3UBHA
aHTHArperaHTHa Teparus ¢ TpH JekapcTBeHu npoaykra (ACK + knonugorpesn + 1unupuiamon),
YyecToTaTa Ha KbpPBEHE € OMiia M0-BUCOKA U KbPBEHETO € OMIIO MO-TEKKO B CPABHEHHUE C KIIOMUIOTPET
CaMOCTOSITETTHO MJIM ¢ KOMOMHAIIHS alleTUIICATUIIIIOBA KHUCETMHA ¥ TUITHPHIAMOIT (KOPUTHPAHO
o6mro OR 2,54; 95% CI 2,05-3,16; p<0,0001).
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Tabnuuen cnucvk Ha Hediceranume peaxkyuu

Hexenanute nexkapcTBEHU pEaKllMU, HACTHITHIIH 110 BpEMe Ha KIIMHUYHUTE MPOYYBaHUS WIIN
CHOOIIEHU CTIOHTAHHO, Ca NPEJCTaBeHU MO-A0y. TAXHaTa 4YecToTa € OIpe/ieicHa Bb3 OCHOBA Ha
ciemxHara kKoHBeHIHS: dectd (>1/100 mo <1/10); megectu (=1/1 000 mo<1/100); peaxu (>1/10 000 mo
<1/1 000); maOTO peaxu (<1/10 000), c HEM3BeCcTHA YecTOTa (OT HAIMYHUTE JAHHHU HE MOXKE J1a ObJIe
HalpaBeHa OlleHKa). BbB BCEKH CHCTEMO-OpTaHeH KIlac, HeXKEJIaHUTE PEakIiy ce H30posiBaT B
HU3XOJIAIII PEJl IO OTHOIIICHUE Ha TAXHATA CEPUO3HOCT.

Cucremo- Yectu HeuecTn Penxu MHoro peaku, ¢

OpraHeH KJjac HEHU3BECTHA YecToTa™

Hapymenus Ha Tpombouutonen | Heyrponenus, TpomboTnuHa

KPBBTa H s, IEBKOIIEHUS], | BKIIFOUUTEITHO TPOMOOIIUTOTICHUYHA

auMmbHaTa €03UHO(PUINSA TEXKa nypnypa (TTII) (Bx.

cucreMa HCYTPOIICHUA TouKa 4.4), arylacTHIHA
aHeMus,
MAHIUTONIEHYIS,
arpaHyJioLuTO3a,
TEXKa
TPOMOOLIUTOIICHHS,
npuaoouTa
xeMopuus A,
TpaHyJIOIUTOICHHUS,
aHeMHusI

Copaeunu Cungpom Ha Kounis

HapyLIeHUS (Ba3ocnacTuyHa

aJlepruvyHa aHruHa /
aJIepruueH MUOKap/IeH
nH(]ApPKT) BB BpB3Ka C
peakius Ha
CBPBXYYBCTBUTEIHOCT
KbM KJIIOMHA0Tpen™

Hapyiienus Ha
WMyHHaTa
cucremMa

CepymHa 6omecr,
aHa(pUITaKTOUIHU
peakiuu, KpbCTOCaHO
peakTUBHA
JIeKapCTBEHA
CBPBXYYBCTBUTEIHOCT
MEXTY
TUCHOTIUPUINHUTE
(KaTo THKJIOTHINH,
mpacyrpen) (BxK. TOYKa
4.4)*, nHCyNnuH
ABTOUMYHEH CHHJIPOM,
KOWTO MOKeE Ja T0Bee
JI0 TEXKKa
XHUITOTJTUKEMUS,
0co0eHO TIpH MAIUECHTH
¢ HLA DRA4 noatun
(mo-gect npu
STIOHCKATa
nomynamms)*

Tcuxuunu
HapyIIEeHUS

XaaronuHaInH,
00BPKaHOCT
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Cucremo- YecTn Heuvectn Penxn MHoro penxu, ¢
OpraHeH KJjac HeH3BeCTHA YecToTa™
Hapyiienus Ha HNuTtpakpanuaiHo Hapyuienus BbB
HEpBHATA CUCTEMA KbpBEHE BKYCOBUTE BB3IPUATHSI,
(cpobmmeHu ca arey3us
HSKOJIKO CITyJan
¢ ¢araneH
M3X0n),
raso0oJue,
TapecTe3usl,
3aMastHOCT
Hapyiienus Ha KpbBOuznus B
ounTe 0unTe
(KOHIOHKTHBATA,
OKOTO, pEeTHHATa)
Hapyienus Ha Bepturo
YXOTO U
naOupuHTa
CraoBu XemaToM Cepno3Ha xemoparus,
HapyIICHUS KbpBEHE OT
olepaTHBHA pPaHa,
BaCKYJIUT, XUIIOTOHUS
PecniupaTtopnu, Enucrakcuc KpbBOuznuau B
TPBIAHH U JXaTeHaTa CHCTEMa,
MeANaCTUHATHA (xeMmornTu3a,
HapyLIeHUS OenoapoOHa
XeMOoparus),
OpOHXOCIMA3bM,
WHTEPCTUIINATICH
MTHEBMOHHUT,
c03uHO(DUITHA
ITHEBMOHHS
CromarrHo- CromanrHo- CromarrHa s13Ba Perponepurone | CromaniHo-upeBHA U
YPEBHH YpeBHa Y AyOJieHaTHA aJIHa XeMOparus | peTporepuToOHeaIHa
HapyIICHAS XeMmoparus, sI3Ba, TACTPUT, xeMoparus ¢ aTaieH
uapus, MOBPBIIAHE, W3XOJl, TAHKPEaTHT,
KOpeMHa rajieHe, 3arex, KOJIHT (BKIFOYUTEITHO
OoJika, (baaryneHus SI3BEH MITU
JUCTICTICUS TUMQOIUTEH KOJIUT),
CTOMATUT
XemnaToOuIuapHu OcTtpa gepHOIPOOHA
HapyIICHUS HEZO0CTaThYHOCT,

XCTaTUT, OTKJIOHEHUS B
B YCPHOJIPOOHUTE
(hyHKIIMOHATHI
TECTOBE
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Cucremo- YecTn Heuvectn Penxn MHoro penxu, ¢
OpraHeH KJjac HeH3BeCTHA YecToTa™
Hapyienus Ha OOpa3syBane OO0pus, cbpoex, Bynosen aepmaTut
KoXara u Ha CHHUHU KOXHHU (ToxcnuHa
MOJIKOKHATA KPBBOM3IINBU enuepMaIHa
ThKaH (mypmypa) HEKpOJIK3a, CHHAPOM
Ha Stevens-Johnson,
epuTeMa MynTugpopme,
oCTpa reHepain3npaHa
€K3aHTEeMaTO3Ha
myctynosa (AGEP)),
aHTHOE/IEM,
JIEKapCTBEHO
WHAYLIUPAH CUHAPOM
Ha
CBPBXYYBCTBUTEIHOCT,
JIEKapCTBEH 00OpUB ¢
eo3nHOMIHS U
CHUCTEMHH CUMIITOMH
(DRESS),
€pUTEMATO3EH WIIH
ekcosuaTuBeH 00puUB,
ypTUKapus, eK3ema,
JIUXCH TUTaHYC
Hapymenus Ha I'mnekomacTus
BB3MPOU3BOIUTEIN
HaTa cHCTeMa U
rbpAara
Hapymenus Ha KpbBousnusu B
MYCKYJIHO- MYCKYJIHO-CKEJeTHaTa
CKeJleTHATa cucTeMa (XeMapTpo3a),
cucTeMa u apTpUT, apTPaITHA,
CheIMHUTETHATA MHUAITUS
ThKaH
Hapymenus Ha Xematypus I'momepynonedpur,
0B0OpenuTe U MTOBUINICH KPEATUHUH B
MUKOYHHUTE KpBBTa
MTHTHIIA
O6mm Hapymenus | KpbBousnus Bucoka Temneparypa
1 e(heKTH Ha Ha MACTOTO Ha
MSICTOTO Ha WH)KEKTUpaHEe
NPUIOKEHHUE
N3cnenpanus Y IbKeHo BpeMe
Ha KbPBEHE,
TTOHKEH Opoi
HEYTpouIH,
MOHMKEH Opoi
TPOMOOIIUTH

* JlaHHHM, CBBP3aHU C KIOMUOTPE C HEU3BECTHA YECTOTa
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Cpo0111aBaHe Ha MOA03UPAHN HEXETAHN PEAKITHH
Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIIMU CIIe] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHHUS

MPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBIIKH HAOJIOICHUETO Ha CHOTHOIIICHUETO TOJI3a/PHUCK 32
JIeKapCcTBeHUS NPOoAyKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKA
MOJT03UPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTeMa 32 ChOOIaBaHe, IOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

[Ipeno3upanero B pe3yiTaT Ha NPUIOKECHHUE Ha KIIOMHUIOTPEN MOXKE JIa JIOBE/IE JI0 YIbJDKEHO BpeMe Ha
KbPBEHE U TIOCJIC/IBALIUTE YCIOKHEHUS OT KbPBEHETO. AKO BE3HHKHE KbpPBEHE, TpIOBa Ja ce
MIPHUJIOKU TIOAXOASIIA TePAITHS.

He e ycraHoBeH aHTHIOT Ha (hapMaKOJIOTHYHATA AKTUBHOCT Ha KIOMHUIOTPpel. AKO € HeoOXouma

He3za0aBHa KOPEKINs Ha yIBIDKEHOTO BpeMe Ha KbpBeHE, TpaHC(y3usl Ha TPOMOOIIMTHA Maca MOXKe Ja
MIPOTUBOJICHCTBA HAa €()eKTUTE HA KIOMUAOTPEN.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOICTBA

dapmakoTepaneBTH4HA rpyna: MHXUOUTOPH Ha TPOMOOLIMTHATA arperamsi, C U3KJIIOYeHHE Ha
xenapuH, ATC kox: BOIACO04.

MexaHu3bM Ha JIEUCTBUE

Krnomuporpen e npeanexapcTBo, AUH OT YUHTO METaOOJIUTH € HHXUOUTOP HA TPOMOOIIMTHATA
arperanus. Kionnnorpen tpsaosa nga 6bae Metabonuzupan ot CYP450 enzumure 10 nonyyaBaHe Ha
AKTUBHUS METa0O0JIUT, KOWTO HHXUOUpaA TPOMOOIIMTHATA arperalysi. AKTUBHUSAT METa0OJIUT Ha
KIJIOITUAOTPEIT CEJICKTUBHO HHXUOMPA CBBP3BaHeTO Ha ageHo3uH nudocdart (AJD) kem
TpoMmboruTHUTE My P2Y 12 penieniropu, u mocnensamata AJ[d-mMequupana akTHBaIUS Ha
rimukonpotenH GPIIb/Illa koMiiekca, KaTo 1o TO3W HAYHMH HHXHOMpPA TPOMOOITUTHATA arperarus.
[Topanu HEOOpPaTUMOTO CBBP3BaHE, OBIUSIHUTE TPOMOOLIMTH OCTaBaT 3aCETHATH JI0 Kpasi Ha CBOSI
)KUBOT (pubsm3uTenHo 7-10 THU) U Bh3CTAaHOBSBaHE HA HOpMaHAaTa TPOMOOIIMTHA (YyHKIUS
HACTBIIBA [IPU CIIEABAIIOTO MMOKOJIEHHE TPOMOOUTH. TpomMOoLIMTHATA arperamys, IpeAU3BUKaHa OT
npyru aroHucT ocBeH AJlD cpimo ce mHXnOMpa upe3 OI0KMpaHe Ha yBeTWYeHaTa TPOMOOIIMTHATA
akTuBanus ot ocBoboaeHus AJ{D.

Tbii KaTO aKTUBHUAT MeTa0ONUT ce oOpasysa upe3 CYP450 eHsumure, HIKOU OT KOUTO ca
noauMOp(GHHU WK ca 00EKT Ha MHXHUOUpaHe OT APYTH JIEKapCTBEHH MPOAYKTH, HE BCHUKH HMaleHTH

me nMatT aJCKBaTHa Tp0M60LII/ITHa arperamnus.

dapMakoAMHAMUYHU ePEKTH

MHOroKpaTHOTO MPUIIOKEHHE Ha 75 mg JTHEBHO BOJH JI0 yCTOWYMBO HHXHOMpane Ha ALD-
MHIyLMpaHaTa TPOMOOLIMTHA arperauus OT IbPBUS J1eH, KOETO MPOrPECUBHO HapacTBa M JOCTHra
CTallMOHAPHO ChCTOsIHUE MexAy 3 U 7 AeH. Ilpu cTanMoHapHO ChCTOSHUE CPENHOTO HUBO Ha
WHXHAOUIIHS, TOCTUTHATO ¢ 75 mg nHeBHO e Mexay 40 % u 60 %. TpomOonuTHaTa arperanus u
BPEMETO Ha KbPBEHE IIOCTEIIEHHO C€ Bb3BPbIIAT KbM U3XOAHUTE CTOMHOCTH OOMKHOBEHO 5 IHHU ClIE]
HPEKbCBAHETO Ha JICUYEHUETO.

Kinnanuna edukacHocT 1 6€300aCHOCT

be3onacHocTTa U e(hUKacHOCTTA HA KIOMHJIOTPEI ca OMITH OIICHEHH B 7 JBOMHHO-CIIEIH MPOYYBAHMS,
sorrourua Hag 100 000 marmuenTy: npoyuBaneto CAPRIE, cpaBruenne Ha kinomumorpen u ACK, u
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npoyuBanusita CURE, CLARITY, COMMIT, CHANCE, POINT u ACTIVE-A, cpaBHsBamu
KIIOTHUJIOTPEN ¥ TUTae0o U IBaTa JISKapCTBeHH MpoAykTa B komOuHamusa ¢ ACK u apyro cranaapTHO
JICUCHHUE,

Ipecen muoxapoen ungpapkm (MI), npecen mosvuen UHCyIm Ui yCmano8ena nepugepua
apmepuanua Honecm

[IpoyuBanero CAPRIE Bkitousa 19 185 manuenTu ¢ areporpoM603a MaHU(eCcTUpaHa ¢ IpeceH
MHUOKapzeH nHPapKT (<35 AHM), IpeceH UCXeMHYEH UHCYIT (MEXIy 7 AHU B 6 Mecela) WK I0Ka3aHa
nepudepna aprepuanna 6onect (ITAB). IanrenTuTe ca paHgOMU3UpaHK HA 75 Mg KIOMHIOTPEN
nueBHO win Ha 325 mg ACK u ca mpocieieHu oT eiHa 10 Tpy TOJUHH. B moarpymara ¢ MuokapieH
WH(paAPKT, TOBEUETO OT maruenTute ca nomydaBainn ACK npe3 mepBuTe mHU ciiex ocTpus HHPApPKT HA
MHUOKap/a.

Kionuoorpen 3Ha4MTEIIHO peAyIIpa YeCTOTaTa Ha HOBUTE UCXEMUYHU UHITHICHTH (KOMOMHUPaHA
KpaliHa TO4YKa, BKIIOYBAIla MUOKAPACH WH(PAPKT, UCXEMUYCH UHCYIT U ChJIOBA CMBPT) B CPAaBHEHHE C
ACK. Ilpu mpoBeneHuTe aHANHM3H HA JICUeHHE ca HaOmronaBany 939 wHImIEHTa B TpymnarTa ¢
kionuporpen u 1 020 B rpynara ¢ ACK (penykuus Ha otHocutenHus puck (RRR) ¢ 8,7 % [95 % CI:
0,2 mo 16,4]; p=0,045), xoero croTBeTcTBa 3a Bcekn 1 000 marmeHTa JeKyBaHH ABE TOIUHM,
JIOTBJIHUTEITHO MPEAOTBpaTeHN ucxeMuynu uHiuaeHty npu 10 mamuenta [ClL:0 go 20]. AHanu3bsT Ha
o0IaTa CMBbPTHOCT KaTO BTOPUYHA KpaiiHa TOYKa HE IMOKa3Ba 3HAYUTEITHA PA3THKa MEKIY
knonuaorpen (5,8 %) u ACK (6 %).

B moarpymnos ananu3 criopes; ChCTOSHUETO (MHOKapaeH HH(apKT, ncxemMudeH HHCynT win [1AB) Haii-
OmarompusteH e edexra mpu namuentute ¢ [IAb (moctura ce craTiucTryecka 3HAYNMOCT TIPH
p=0,003), (ocobeHo Te3u, KOUTO ca ¢ aHaMHe3a U 3a MuokapaeH uHdpapkr) (RRR = 23,7 %; CI: 8,9 no
36,2) u no-cnab (6e3 3Haunma pasnuka cipsmo ACK) npu naruenture ¢ uacynt (RRR =7,3 %; CI: -
5,7 no 18,7) [p=0,258]. [Ipn maumeHTUTE, BKIFOUEHH IOPAIU CKOPO MIpeKapaH MHUOKapAeH HHAPKT,
KITOTTHIOTPEN € To-Mako eeKTuBeH, HO 0e3 cratuctniecka paznuka crpsimo ACK (RRR = -

4 %;CI: -22,5 no 11,7 [p=0,639]). HonbIHUTENHO Ype3 IOATPYIIOBHS aHAIM3 110 OTHOLIEHHE Ha
BB3pACTTa CE YCTAHOBSABA, Y€ €(PEeKTHT OT KIOMUAOTPEN IPH MAUESHTH Hal 75 TOJMHY € T0-ci1ad oT
TO3U OpU NaUMEHTUTE <75 TOJIUHMU.

Toii kato B mpoyuBaneTo CAPRIE He e nMano Bb3MOXKHOCT 3a OIIeHKa Ha e(pHUKACHOCTTA B OTACITHUTE
MOJATPYTH, HE € SICHO Al pa3IN4MATa B pEAYKIHATA HA OTHOCUTEIHUS PUCK IIPH OTIECITHUTE
CBHCTOSIHUS Ca PEATTHH HIIH Ca CIIy4aiiHu.

Ocmvp Koponapen cuHopom

[Mpoyusaneto CURE BkitouBa 12 562 manueHTH ¢ OCTHP KOPOHApEeH CHHApOM Oe3 eneBarus Ha ST
cerMeHTa (HecTaOWiIHa CTEHOKapAHs WK MHOKap/eH nHpapkT 0e3 Q 350el1) i HATHINETO B ITbPBUTE
24 qaca OT HAQ4aJIOTO HA OCTPUS EMU30]l Ha TPhIHA OOJKA WIIM CHUMIITOMHE B PE3yJTaT HA HCXEMHUSI.
[TarmenTure Tps6Ba na umatr EKI" mpoMenu, roBopery 3a HOBOTIOSBIIIA C€ UCXEMHUSI HITH TIOBUIIICHN
CBhpACYHU €H3UMU WU TponoHMH | nin T, B CTOWHOCTH MOHE ABa MBTU MO-BUCOKH OT TOpHA FPaHUIA
Ha HopMarta. [laruenTute ce pangommu3upar Ha kinonunorpen (300 mg HaToBapBaia 103a,
nociensana ot 75 mg naeBHo, N = 6 259) unu nnane6o (N = 6 303), u geTe rpynu B KoMOWHaNus C
ACK (75-325 mg BeqHBX JHEBHO) U IPYTH CTAHIAPTHH Tepanuu. [lamuenTure ca JexyBanu 1o 1
roguHa. B mpoyusanero CURE, 823 (6,6 %) nanmentu nomyvasart eqaopemenso u GPII/I11a
PEIeNTOPHN aHTarOHUCTH. XeNapyH ce npuiara npu nosede ot 90 % oT manueHTHTE, KaTO
OTHOCHUTEITHATA YECTOTa Ha KbPBEHE MEXKTy KIJIOMUAOrpe U Ianedo He e Onia 3HaYUTeTHO MOBJIUSHA
OT eIHOBPEMEHHATa Teparnus C XeTapHH.

BposT manuenTy, npyu KOUTO ca HaOJIF0IaBaHU ChCTOSIHUS, OTTOBAPSIIA HA KPUTEPUUTE HA
IIbpPBUYHATA KpaifHa TouKa [chpaedHo-chroBa (CV) cMbpT, MuokapaeH uapapkt (MI) nim nacynt],
ca 582 (9,3 %) B rpymnara Ha knommaorpen u 719 (11,4 %) B mnanebo rpynara, peayKius Ha
otHocutenHus puck ¢ 20 % (95 % CI: 10-28 %; p = 0,00009) B rpynara Ha knonugorpen (17 %
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pelyKIMs Ha OTHOCUTENHUS PUCK IIPU KOHCEPBAaTHBHO JICUCHUE HA alMeHTUTe, 29 % Ipu HarpaBeHa
NepKyTaHHa TpaHCIyMUHalHa KopoHapHa anruoruiactuka (PTCA) ¢ unu 6e3 crent u 10 % npu
HanpaBeH KopoHapHO aprepuaineH Oaiinac (CABG)). HoBu chpaeuHo-ChI0BH HHIUIEHTH (TbPBUYHA
KpaliHa TOYKa) ca MPeJ0TBPaTEeHH C PeIyKIMs Ha oTHocuTenHus puck ¢ 22 % (CL: 8,6, 33,4;), 32 %
(CL: 12,8, 46,4), 4 % (CIL: -26,9, 26,7), 6 % (CI: -33,5, 34,3;) u 14 % (CI: -31,6, 44,2) cboTBETHO IIpe3
0-1, 1-3, 3-6, 6-9 u 9-12 meceunn uHTEPBAIN Ha MpoyuBaHeTo. Clieq TpeTHs Mecell, OJIaropUATHUAT
edexT, HaOMIogaBaH B rpynaTa Ha kionugorpen +ACK He HapacTBa moBede, HO PUCKBT OT XeMOparust
ocraBa (Bk. Touka 4.4).

VYnorpebara Ha knonugorpesn B CURE npoyuBaHeTo e cBbp3aHa ¢ HaMalsiBaHE Ha HEOOXOAMMOCTTa
ot TpomboiuTryHa Tepamms (RRR = 43,3 %; Cl: 24,3 %, 57,5 %) u GPIIb/Illa naxubutopu
(RRR = 18,2 %; CI: 6,5 %, 28,3 %).

Bpodr Ha nauueHTHTE, IPU KOUTO Ca HACTBHIIMIIHM CHCTOSHUS, OTTOBAPSIIN HA KPUTEPHHTE 3a
JOIMBIIHUTEHATA IbpBUYHA KpaiiHa Touka (CV cMbpT, M1, MO3bUEH HHCYAT WK pedpakTepHa
ucxemusi) e 1 035 (16,5 %) B rpynara Ha kimonunorpena u 1 187 (18,8 %) B muiane6o rpymnara,
penykuus Ha oTHOCUTeNHUs puck ¢ 14% (95 % CI: 6 %-21 %, p=0,0005) B rpynara Ha KIOIHAOTPEIL.
To3u OnaronpusTeH eeKT ce IBIDKH NPEAUMHO Ha eeKTa Ha KIIOMUAOTPEN BEPXY MHOKAPTHHS
nHbapkr [287 (4,6 %) npu rpynara Ha kiaonunporen u 363 (5,8 %) npu manebo]. He e HabnronaBan
e(eKT BBPXY YeCTOTaTa Ha PEXOCIUTAIN3AIMATA IPH HECTA0MITHA CTEHOKapANSI.

Pesynrarute, moyydeHu B rpymuUTe ¢ Pa3IMIHKA XapaKTEPUCTUKH (HAITP. HECTaOWIIHA CTCHOKAPIHS WITH
MI 6e3 Q 3B0e11, pa3TuvHA CTEIICH Ha PUCK, TUA0ET, HEOOXOIMMOCT OT PeBACKYyIapU3alus, Bb3pacT,
II0JT) ca CXOAHHM C Pe3yTaTUTe OT MbPBUYHUTE aHanm3u. [lo-cnermanyo, B post-hoc ananmu3 mpu 2 172
naruerTn (17 % ot msmata CURE momymanums) Ha kouTo uM e noctaBeH cTeHT (Stent-CURE),
JTAHHHUTE TIOKA3BaT, Ye KJIIOMHUIOTPEN CpaBHEH ¢ Irianebo, jeMoHcTpupa 3HaunMo RRR ot 26,2% B
T10J13a Ha KJIOMUIOTPEI 332 KO-IbpBUYHATa kpaiiHa Touka (CV cmbpT, MI, MO3b4EH UHCYIIT) U CHIIIO
3aaguMo RRR ot 23,9% 3a ko-BropruHara kpaitHa Touka (CV cmbpT, MI, MO3bUEH HHCYIT WIIN
pedpakTepHa ucxemus). OCBeH TOBa, MPOGMITBT Ha 0€30MACHOCT Ha KJIOMUAOTPEIN B Ta3u MOATPYyIa
MAIMCHTH HE NMPEAU3BUKA HIKAKBB 0c00eH npodaeM. CrenoBaTelHO, Pe3yATATUTE OT Ta3H MOATPyIa
ca B ChOTBETCTBHE C OOIIUTE PE3yNITATH OT MPOYYBAHETO.

BrnaronpuaTHUAT epeKT Ha KIOMUAOTPeNl € HE3aBUCUM OT APYTO CHEIIHO U MPOABIKUTEIHO
CBhpPACYHO-CHA0BO JieueHue (kato xenapun/LMWH, GPIIb/Illa anTaronucty, Tunuao-peayyupaniyi
JICKapCTBEHHU NpoayKTH, 6eta-0okepu 1 ACE naxubutopn). EdukacHocTTa Ha KJIOMUAOTPEN €
orieHeHa He3aBucuMO oT no3aTta Ha ACK (75-325 mg BeAHBK JTHEBHO).

HMudapkt Ha Muokapaa ¢ enesanusg Ha ST-cermenTa

[Tpu nauuentu ¢ octsp MI ¢ eneBanust Ha ST-cermenta (STEMI),, 6e30nacHocTTa M epUKacHOCTTa Ha
KJIOITUAOTPEIT ca OMITH OIIEHeH! B 2 paHIOMHU3HPaHH, IUIAe00-KOHTPOIUPAHH TBOHHO-CIICTTH
m3murBanusa, CLARITY, npocnektuBen noarpynos ananu3 Ha CLARITY (CLARITY PCI) u
COMMIT.

IIpoyuBanero CLARITY BxmouBa 3 491 nanuentu ¢ Hayano Ha MI ¢ ST eneBanust B paMKUTe Ha
nocieaHuTe 12 yaca ¥ 3alIaHyBaHO TPOMOOJIMTUYHO JiedeHue. [lanmeHTuTe ca monydmiu
knormmgorpen ( 300 mg HaToBapBama 103a, mocieaBana ot 75 mg/neH, n=1 752) nnnm mramne6o
(n=1739), u aBete B komOuHarusa ¢ ACK (150 mo 325 mg xaTo HaroBapBaiia 103a, ocieaBana oT 75
1o 162 mg/nen), GuOpUHOTUTHYEH areHT, ¥ KOraTo € 6mio moaxozsmo xenapuH. [laimenTture ca
npocieneHu 3a 30 aguu. [IbpBUYHATA KpaiiHa TOUKa ¢ KOMOMHUpAaHA MMOsBa Ha 3aITyIllIeHa apTepHUs,
CBBbp3aHa ¢ MH(papKTa Ha aHTHOrpaMaTa IPU U3MKUCBAHE, WU CMBPT WK MOoBTOpeH MI npenu
KopoHapHaTa anruorpadus. [Ipu nanueHTy, mpu KOUTO HE € MpaBeHa aHTHorpadus, MbpBUYHATA
KpaifHa To4YKa € Omja CMBPT WIH IOBTOPEH MUOKapAeH nHapKT 10 JleH § uiu 10 W3NMrUCBaHeTo.
[Tonynamusra nanuenty e BxirouBaia 19,7% sxxenn u 29,2% namuentu > 65 roguan. O6mo 99,7% ot
MAIUEeHTHTE ca morydmn pudpruHonuTin (Gudbpun creruduann: 68,7%, He-pubpun cnenudraam:
31,1%), 89,5% xenapun, 78,7% Oera 6mokepu, 54,7% ACE uaxuburopu u 63% craTuHU.
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[ernanecet npouenra (15,0%) ot nauueHTHTE B rpynaTa Ha kionuaorpen u 21,7% B mianedo
rpymara ca JOCTUTHAIIM 10 IbPBUYHA KpaiiHa TOUKa, KOETO MpeACcTaBisiBa abCOIIOTHO HaMalIeHHE OT
6,7% wn 36 % oTHOCUTETHO HamMalieHUe B 1oJi3a Ha kionuuxorpen (95% CI: 24, 47%; p < 0,001),
IJIABHO CBBP3aHO C HaMaJICHNE Ha 3allyllIeHU apTepHUH, CBbP3aHu ¢ nHdpapkTa. Ta3u noisa e 6uia
HaJIUIIE BbB BCUYKH IIPEJBAPUTEIHO ONPEAEICHHU IOAIPYNN HA IALUEHTUTE 110 Bb3PAacT U IO,
JIOKaJau3auus Ha MH(apKTa 1 BUJa Ha U3IMI0JI3BAHOTO (PUOPHMHOINTHYHOTO JIEYEHUE WIN XEHapuH.

IToarpynos ananu3 Ha CLARITY PCI BkmtouBa 1 863 maumentu cbe STEMI, noanoxenu Ha PCIL.
[Maumenture, momywaBamm 300 mg HaToBapBama go3a (LD) xmommporpen (n=933), ca umamnu
3HAYUTENIHO HaMaJleHHe Ha YecTOoTara Ha ChpAeYHOCHAOBa cMBpPT, MI mmm mucynt cnen PCI B
CpaBHEHHE C Te3H, mmosrydaBan miamnedo (n=930) (3,6% mpu npenBapuUTEeITHO JeUeHHE ¢ KIOMHI0TPE
cipsimo 6,2% c mnane6o, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). Ilatmmentute, momyuasamy 300 mg
LD xnonmmorpen, ca UMalld 3HAYMTEIIHO HaMaJeHHE Ha YecToTaTa Ha ChbpACYHOCHIOBA CMBPT, MI
win uHCyar ao 30 mau crnex PCI B cpaBHeHme ¢ Te3u, moidydaBamu mmiaunebo (7,5% npu
MpeIBAPUTEITHO JieueHrue ¢ kionuzaorpen cupsmo 12,0% c mianebo, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Benpeku ToBa, KoraTo ce omeHsBa B obmiara momymnamus Ha mpoyaBaneto CLARITY, Tasu
ChCTaBHAa KpailHA TOYKAa HE € CTAaTUCTUYECKH 3HAYMMa KaTo BTOpUMYHA KpaiiHa Toudka. He ce
HaO0aBa 3HAYMMa Pa3lIiKa B YECTOTAaTa HA TOMIAMO WM MajKO KbpBEHE MEXIYy IBETE JIeUCHUS
(2,0% mpu mpeaBapuUTEIIHO JeUeHUE ¢ Kiomuaorpen crupsamo 1,9% c mnanebo, p>0,99). Pesynrarute
OT TO3U aHAJIU3 MOJKPEISIT PaHHOTO M3IOJI3BaHE Ha HaToBapBaila 1o3a kionuporpen npu STEMI u
CTpaTerusTa 3a pyTUHHO MPEeJBAPUTEIHO JICYEHHE C KIOMUAOTPEN MPH MalueHTH, moanoxenn Ha PCI.

IIpoyuBaneto ¢ 2x2 dakropuanen quzaitH COMMIT e Bkmtoumno 45 8§52 manueHTH ¢ Hadaio Ha
cumnTomMu nogo3putensu 3a MI ¢ moakpersiiu EKT™ abHOopMmaE Haxoaku (Hamp. ST enesarms, ST
JISTIpecHs WK JIiB OeipeH OJIOK) B paMKUTE Ha rocieanute 24 yaca. [laiuenTure ca mosyuuinm
knonuaorpen (75 mg/nen, n=22 961) wim mnane6o (n=22 8§91), B komOunanus ¢ ACK ( 162 mg/nen),
3a 28 MTHY WK 10 U3MKCBaHe OT OomHunaTa. [IbpBHYHITE KpallHH TOYKH ca OWIIM CMBPT 1O BCSIKAKBa
NpUYMHA U IbPBa N0sIBa Ha pe-uH(apKT, UHCYNT iu cMbpT. [lonynanusra e BkmouBana 27,8%
keHH, 58,4% marmentn > 60 ronuau (26% > 70 ronuan) u 54,5% ManMeHTH, KOUTO ca IOTYYHIN
(UOPUHOTUTHIIN.

Knonuporpen 3Ha4uMo HamassiBa OTHOCUTEIIHUS PUCK OT CMBPT 10 BCSKaKBa MPUYMHA CbC 7%
(p=0,029), 1 OTHOCUTETHHS PUCK 32 KOMOMHAIMATA OT pe-UH(APKT, HHCYIT UK CMBPT ¢ 9%
(p=0,002), xoeTo mpencTaBisiBa aOCOIIOTHO HamalieHHe choTBeTHO OT 0,5% 1 0,9%. Ta3m momza e
HaJIAIIe HE3aBUCUMO OT BB3PacT, MOJ, ¢ WK 06e3 (HOPUHOIUTHIIN, ¥ € HAOIIto/JaBaHa OIIe B IbPBUTE
24 4qaca.

Knonunorpen 600 mg HaToBapBaila /103a Npy NALUEHTH ¢ OCThP KOPOHAPEH CUHIPOM, MOAJI0KEHU Ha
PCI

CURRENT-0OASIS-7 (Kimonmmmorpen ¥ acupyH, U3IT0JI3BaHN B ONTHMAJTHA 71034 33 HaMaJIsIBaHe Ha
noBTapsmuTe ce crouTrss CeaMu PETUCThP 3a OLIEHKA Ha CTPATETHHUTE IPU UCXEMUYHN CHHIPOMH -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa panzoMu3upano (HakTOPHAIHO MPOyUYBaHe BKIIOUBa 25 086 nHia ¢ OcTbp KOPOHAPEH CHHIPOM
(OKC), mpensunenu 3a panHa PCI. [lanmenture ca panmomMmu3upany Ha ABoriHA no3a (600 mg Ha AeH
1, cnen ToBa 150 mg Ha mHU 2-7, cie ToBa 75 mg AHEBHO) cIpsiMo cTaHaapTHa ao3a (300 mg Ha aen
1, cen ToBa 75 mg mHEBHO) KiIoMUaOrpen 1 Bucoka no3a (300-325 mg AHeBHO) CIpsIMO HEICKA /1032
(75-100 mg nueno) ACK. Bxutouennte 24 835 manment ¢ OKC ca noanokeHn Ha KOpOHapHa
anruorpadus u Ha 17 263 e nposenena PCL. [pu 17 263 nauuentu, nonyyasamy geuenue upes3 PCI,
B CpaBHEHHE ChC CTaHJApTHATa 1032, ABOMHATA /1034 KIOMUAOT e HaMallsiBa yecToTaTa Ha
bpBUYHATA KpaitHa Touka (3,9% cpemry 4,5% xopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAYUTENTHO HaMaisgBa Tpombo3ara Ha cteHTa (1,6% cpemty 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). '019MOTO KBPBEHE € MO-9€CTO IIPH IBOHHATA 1033, OTKOJIKOTO IPH CTaHAapTHA J03a
knormmorpen (1,6% cpenty 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyuBane
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HaToBapBaIiara qo3a kiaomuaorpen 600 mg e mokasana cxoaHa e(pUKacCHOCT MPH MAIMEHTH Ha BH3pacT
> 75 rOAVHHU Y TALMEHTHU Ha Bb3pacT < 75 rOAUHH.

ARMYDA-6 MI (AHTHarperantHa Tepanusi 3a HamaIsgBaHe Ha YBPEKAAHETO Ha MHOKap/a 1o BpeMe
Ha aHTHOIIACTHKA - MEOKapeH nHapkT - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3HUPAHO, IPOCIIEKTUBHO, MEX/JyHapOIHO, MHOTOLIEHTPOBO NIPOYYBaHE OLIEHIBA
npeasapurenHoTo jeueHue ¢ 600 mg cnpamo 300 mg knonuaorpen LD B ycnoBusTa Ha cnientHa PCI
3a STEMLI. IMaunentute ca nomyyasanu kironugorpen 600 mg LD (n=103) unu knonuaorpen 300 mg
LD (n=98) npenu PCI, cien xoeto ca um npeanucanu 75 mg/nen ot aens ciuen PCI go 1 ronuna.
[MammenTure, noxygasamu 600 mg LD kmommnorpesn, iMaT 3HAYNTEITHO HAMAJIEH pa3Mep Ha
nH(apKTa B cpaBHeHHE ¢ Te3u, nonydaamu 300 mg LD. Hanune e mo-aucka gecrora Ha TIMI
crener < 3 cnen PCI mpu 600 mg LD (5,8% crupsmo 16,3%, p=0,031), mogo6pena reBokaMmepHa
¢pakuus Ha uztnacksade (LVEF) npu m3nucsane (52,1 £9,5% cnpsamo 48,8 +11,3%, p=0,026) u mo-
MAaJIKO TOJIEMH HEXEJIaHU ChPJIeYHO-ChA0BH chOuTHs Ha AceH 30 (5,8% crpsamo 15%, p=0,049). He ce
Ha0JIro/1aBa YBEIMUCHUE HAa KbPBEHETO WM YCIOXKHEHUS Ha ChJIOBUS TOCTBHIT (BTOPUYHHU KpaiHH
TOYKH Ha neH 30).

HORIZONS-AMI (XapMoHU3MpaHEe Ha PE3yNTATUTE OT PEBACKYJIAPU3AIHS U CTEHTOBE IIPH OCTHP
MHUOKapeH nHopapkt - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

ToBa npoyuBaHe — post-hoc ananu3 e nmpoBeaeHo, 3a Aa ce oueHu ganu LD 600 mg xnonuaorpen
OCHTYpsiBa TIO-OBP30 U TIO-CHITHO MHXHOWPAaHE Ha aKTHBHPAHETO HAa TPOMOOIUTHTE. AHATTU3BT
n3cienBa Be3aeiicterero Ha LD 600 mg B cpaBHenwue ¢ 300 mg Bbpxy 30-1HEBHUTE KIMHUYHA
pesynratu ipu 3 311 mamuenTt ot ocHoBHOTO M3nmuTBaHe (n=1 153; 300 mg LD rpymna; n=2 158; 600
mg LD rpyna) npeau cbpievHa KaTeTepu3alus, IoclieiBaHa OT J03a 75 mg/neH 3a > 6 Mecena ciies
U3IUCBaHeTO. Pe3ynraTure moka3BaT 3HAUNUTENIHO MO-HUCKH 30-1HEBHN HEKOPUTHPaHU HUBA Ha
cmbpTHOCT (1,9% cnpsimo 3,1%, p=0,03), moBTopen undapkr (1,3% cupsimo 2,3%, p=0,02) u
Jne(UHUTHBHA WM BeposiTHAa TpoMmOo3a Ha cteHra (1,7% cnpsamo 2,8%, p=0,04) ¢ 600 mg LD 6e3 no-
BHCOKA 4€CTOTa Ha KbpBeHe. [Ipu myntuBapuanter aHanus, LD 600 mg € He3aBUCUM NPEIUKTOP Ha
MO-HUCKY HUBA Ha TOJIEMHU HEXKeNaHu cbpaedHu cromutus Ha neH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). UectoTaTa Ha royiimo kbpBeHe (HecBbp3aHo ¢ CABG) e 6,1% B rpynara ¢ 600 mg LD u
9,4% B rpymnata ¢ 300 mg LD (p=0,0005). UecroTara Ha Majko kepBeHe ¢ 11,3% B rpymara ¢ 600 mg
LD u 13, % B rpynata ¢ 300 mg LD (p=0,03).

Jsarocpouno (12 mecera) sedyenne ¢ kaonugorpei npu nanueat ¢csc STEMI cnen PCI

CREDO (Knomuaorpen 3a HamaJsiBaHe Ha HEXKEJIaHUTE CHOUTHS 110 BpeMe Ha HaOII0ACHUE -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMHU3UPAHO, ABOMHO-CIIANO, IUIALe00-KOHTPOIMPAHO MPOYUBAHE € MPOBEICHO B
Crenuuaenure math 1 Kanana, 3a 1a ce oIieHu 1oj13ata oT IBIrocpodHo (12 mecerna) nedenue ¢
kiormuaorpen cien PCL. 2 116 mamuenTy ca pangomMusupann na moirydasat LD 300 mg xkimonmmorpen
(n=1 053) wm mramebo (n=1 063) 3 no 24 gaca npeau PCI. Bcuuku narmuenTn ca moxydaBai u 325
mg aciupuH. Cres MHTEPBEHIUATA BCHUYKH MAMEHTH ca MoJTydyaBalii KIOMUAOTpen 75 mg/aeH 1o
neH 28 u B aBete rpynu. Ot Jlen 29 no 12 mecerna naiyeHTUTE B TpynaTa ¢ KIOMUAOTPel ca
NoJTy4aBajiu 75 mg/aeH KIOMUI0Tpe, a B KOHTPOJIHATA Ipyla ca noidy4aBaiu mianebo. 1 qeere
rpynu ca nonydaBanmu ACK o Bpeme Ha mpoyuBaneTo (81 mo 325 mg/nen). Cnex 1 ronvHa e
Ha0II0JaBaHO 3HAYNTETHO HAMAaJIsiBaHE HA KOMOMHUPAHUS PUCK OT CMBPT, MHPAPKT HA MHOKapIa WIIn
WHCYAT ¢ Kionuaorpen (26,9% oraocutenHo Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; aGcomroTHO
Hamasenue 3%) B cpaBHeHHe ¢ Miane6o. He e HaOmoqaBaHo 3HAYUTEHO yBETMYCHUE HAa YeCTOTaTa
Ha rojsiMo kbpBere (8,8% ¢ knonunorpen ciupsamo 6,7% c mnaune6o, p=0,07) nnn ManKo KbpBeHe
(5,3% ¢ kmormmumorpen crpsmo 5,6% c mianedo, p=0,84) Ha 1 roguHa. OCHOBHOTO 3aKIIOYCHUEC HA
TOBa MPOYYBAHE €, Ue MpoabDKaBaHeTo Ha kionwaorpen u ACK 3a mone 1 roamna Boau 10
CTaTHCTUYECKH U KIMHIYHO 3HAYNMO HaMaJIsiBaHE Ha TOJIEMHUTE TPOMOOTHYHH CHOUTHSI.
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EXCELLENT (Edukacuoct Ha Xience/Promus cripsimo Cypher 3a HamassBaHe Ha KbCHaTa 3aryoa
cien creatupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa npocneKTHBHO, OTBOPEHO, PAaHJOMHU3MPAHO IpoyUBaHe € npoBeaeHo B Kopes, 3a 1a ce oueHn
Janu 6-mMecedHarta ABoiiHa anTtuarperantHa tepanus (DAPT) e HeundepuopHa (He O-ManKko
edextuBHa) oT 12-meceunara DAPT cien uMrutaHTHpaHe Ha CTEHTOBE, OTICIISIIHN JIEKAPCTBO.
IIpoyuBaneTo BKJI0uBa 1 443 manueHTH, MOI0KEHN HA MMIUIAHTAIINS, KOUTO ca PaHIOMHU3HPAHA Ja
nomydaBat 6-meceded DAPT (ACK 100-200 mg/nen mitoc Kionuaorpen 75 mg/aeH 3a 6 Mecena u
cien ToBa camo ACK no 12 mecena) nim 12-meceuen DAPT (ASA 100 —200 mg/nen mitoc
kioruaorpen 75 mg/nex 3a 12 mecena). He e HabmiojaBaHa 3HaYMTETHA pa3jivKa B 4eCTOTaTa Ha
HEIOCTATHYHOCT Ha TapreTeH ChJl (ChBKYMHOCT OT ChpAeyHa cMbPT, MI uin peBackynapuzamus Ha
TapreTeH ChJa), KOSITO € IbpPBUYHA KpaliHa TOUYKa MEXAy TpyIuTe Ha 6-MecedHa U 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). Cpiio Taka mpoy4BaHETO HE IMOKa3Ba 3HAYMTEITHA pa3INKa B
KpaifHaTa TouKa 3a 6€301MacHOCT (CHhBKYIHOCT OT CMBPT, HH(PAPKT HA MHOKapaa, HHCYJIT, TpOMO03a Ha
CTEHT WM roisiMo kbpeere o TIMI) mexxny rpynute Ha 6-meceuna u 12-meceuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OCHOBHOTO 3aKJIIOUEHHUE HAa TOBA MIpOyYBaHe €, ue 6-meceunata DAPT e
He 1mo-Masiko edexktuBHa oT 12-Meceuynata DAPT mo oTHomeHHe Ha pUCKa OT HEAOCTATHUYHOCT Ha
TapreTeH Ch.

Jleeckamanus Ha P2Y 1> perienTopHi HHXUOUTOPH P OCTHP KOPOHAPEH CHHAPOM

[IpemunaBaneTo oT mo-moieH P2Y; penentopeH HHXHOUTOP KbM KIIOMHIOTPEN B KOMOWHAITHS C
ACIUPUH Clie] ocTpa (a3a mpu ocThp KopoHapeH cuHApoM (ACS) € OIIEHEHO B 1B PaHIOMU3HPAHH,
CIIOHCOPHWPAHHU OT u3cienoBarens npoyuBanus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS ¢ nanH# 3a KITUHUYCH pE3yTar.

KnuangnaTa mossa, KOATO MoKa3Bat mo-MontauTe P2Y |, perentopHn HHXUOUTOPH, THKATPEJIOp
Mpa3yrpei B TEXHUTE OCHOBHH MTPOYYBaHUs, € CBhP3aHa ChC 3HAUMMO HaMaJISIBaHE Ha
peUUIMBHPAIIATE UICXEMUYHU CHOUTHS (BKIFOUUTEITHO OCTPa U MOJI0CcTpa TpoMO03a Ha cteHTa — ST,
MuokapjieH nHpapkT - MI u crienHa peBackynapusanus). Berpeku, ue ucxeMudHaTa 1moJisa ¢
MOCJIeTOBATEITHA TIPE3 ITbpBaTa TOAWHA, MO-TOJIIMO HaMaJICHHE Ha NCXeMUTHHTE peruanBH ciieq ACS
e HaOJrogaBaHo Mpe3 MbPBUTE THU CIIE 3a04YBaHe Ha JiedeHrneTo. OOpaTHo, mocneaBamunre (post-
hoc) aHanM3W IOKa3BaT CTATUCTHYECKH 3HAYNMO YBEIMYCHHUE HA PUCKA OT KbPBEHE MTPH TTO-MOIITHATE
P2Y 1, penentopan HHXHUOUTOPH, KOSTO CE MOSABSBA MPEAMMHO 110 BpeMe Ha Mo Ibppxamata ¢asa,
caen mepBust Mecel cien ACS. TOPIC u TROPICAL-ACS ca npegHazHadeHH 1a U3CIeIBaT Kak Jia ce
HAMAaJIAT CHOUTHUATA HA KbPBEHE, KAaTO CE 3ama3u e(puKacHOCTTA.

TOPIC (Bpeme Ha TpOMOOIIMTHA HHXHOUITHS CJIEIT OCTHP KOpOHApeH cuHapoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMH3UPAHO, OTKPUTO W3MTUTBAHE BKIIIOUBA MarueHTH ¢ ACS, KOUTO ce HyXJasT OT
nepkyTanHa kopoHapHaa uarepseHius (PCI). [larmenTute Ha acupuH u mo-moiieH P2Y 1, 6mokep u
0e3 HeXeTaHo ChOUTHE B pAMKHUTE Ha €IMH MeCell, ca OMIH pa3mpeeieH  a MPEMUHAT Ha
(uKcupaHu 1034 aCTTUPUH IUTFOC KIOMUI0TPeN (Jeeckaiupana JBOMHA aHTUTPOMOOIIUTHA Teparus -
de-escalated dual antiplatelet therapy, DAPT) win na npoabiKaT CBOsITa JISKapCTBEHA cXeMa
(nemmpomenena DAPT).

Amnanmuzupanu ca o601, 645 ot 646 nanmentr ¢ MI ¢ ST enesanust (STEMI) unu MI 6e3 ST enepanust
(NSTEMI), nnm HectabmiHa creHokapaus (nmeeckanupana DAPT (n=322); nenpomenena DAPT
(n=323)). [IpocnensBane Ha MbpBaTa roAMHA € U3BbpIIeHo Npu 316 manuentu (98,1%) B rpynaTa Ha
neeckanmupana DAPT u 318 mauuenTn (98,5%) B rpynara va Henpomenena DAPT. Meananata na
npocieasBaHe 3a [BeTe rpynu € 359 nquu. XapakTepuCTUKUTE Ha M3CIeBaHaTa KOXOPTA Ca CXOIHU B
JBETE TPYIIH.

[IBpBUYHUAT pe3ynTaT, ChCTaBHA TOUYKA OT ChbPACYHOCHI0BA CMBPT, HHCYIIT, CIICIIHA
peBackymnapu3aius 1 kppBeHe 1o BARC (akagemMudeH U3cie0BaTeNICKH KOHCOPIIYM IO KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata rogusa cien ACS, € HacTbIUI IPU

43 nauuentu (13,4%) B rpynata Ha neeckanupana DAPT u 85 manuentu (26,3%) B rpynara Ha
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Henpomererna DAPT (p<0,01). Tasu cTaTUCTHYIECKH 3HAYMMA pa3JIMKa Ce LKA OCHOBHO Ha I10-
MaJKo ChOUTHS Ha KbpPBEHE, 0€3 1a ce HaOIoaBa pasiiuKa MpU KpaitHUTE TOYKH 32 HCXEMUS
(p=0,36), nokato kbpBeHe Mo BARC >2 ce HabmoaaBa no-psako B rpynara Ha aeeckanupana DAPT
(4,0%), cnpsimo 14,9% B rpynata Ha HenpomeneHa DAPT (p<0,01). CrOuTHs Ha KbpBeEHE,
onpezaeneHu karo Bcuuku crenenn mo BARC ce nabmonasat npu 30 manmentn (9,3%) B rpymara Ha
neeckanmupana DAPT u 76 nanmentu (23,5%) B rpynara Ha HeripomeHnerna DAPT (p<0,01).

TROPICAL-ACS (M3cnensane Ha OTTOBOpa KbM TPOMOOIIMTHA HHXUOUIIHMS IPU XPOHHYHA
AQHTUTPOMOOIINTHA Tepamnus 3a OCThP KOPOHAPEH CUHIPOM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMHU3HUPAHO, OTKPUTO U3NMUTBAHE BKIIOYBA 2 610 MOIOXKHUTETHN 32 OMOMAapKep MAIUEHTH C
ACS cnen yenemna PCI. [Tanmentute ca panIoMU3UpaHy Ja rmoiydasart npasyrpen 5 win 10 mg/aen
([dum 0-14) (n=1 306), wu npazyrpen 5 nwnu 10 mg/nen ([au 0-7), crex koeTo ca neeckaarpaHd Ha
knonuaorpen 75 mg/nen (Juu 8-14) (n=1 304), B komOunanus ¢ ACK (<100 mg/nen). Ha 14-us nen
€ TIPOBEJICHO MU3CiieABaHe Ha TpoMmOonuTHaTa QyHKIus (platelet function testing, PFT). [Tauuenture,
JIeKyBaHHU caMo C Ipa3yrpes ca NpoIb/DKIIN Ha pa3yrpen B mpoabpkenue Ha 11,5 mecena.

JleeckanupaHuTe MAIMEHTH ca OWIIN MTOJI0KEHU Ha BUCOKOYYBCTBUTEJIEH TECT HA TPOMOOILIMTHA
peaxtuBHocT (high platelet reactivity, HPR). Ako HPR e >46 equnuim, nanuenture ca Ouim
ecKanmpaHu obpatHo Ha mpaszyrpen 5 uinn 10 mg/nen 3a 11,5 mecena; ako HPR e <46 enunnunmy,
MAIMEHTUTE ca MPOAB/DKUIIM Ha Kiaonuaorpen 75 mg/nen 3a 11,5 mecena. Crie1oBaTeIHO BOACIIIATA
rpyma Ha JeecKanalys BKIIOYBa NalueHTH Ha mpasyrpen (40%) nnn knonugorpen (60%). Benuku
MAIUEHTH ca MPOIBJIKIIIN HAa aCIIUPHH U ca IIPOCIICCHN B IPOABIDKEHNE HA €/JHA TOJUHA.

[IppBUYHATA KpaifHa TOYKa (KOMOMHUpAHA YECTOTa Ha ChPJICYHOCHI0BA CMBPT, MHOKAPJIeH HHPAPKT
(M1), urcynT u kppBeHe 10 BARC >2 crernen Ha 12 mMecena) e U3IbIHEHA, KOETO ITOKa3Ba He TI0-
MaJika eukacHocT. [leBeraeceT v net nauueHTtu (7%) BbB BoAEIIaTa IPyNa Ha JeeCKanaus 1

118 manuentu (9%) B KoHTponHaTta rpyna (p Ha HenHpepuopHocT = 0,0004) ca uManu crOHUTHE.
Bopemara rpyna Ha neeckananus He € JOBela 0 MOBHUILIEH KOMOMHHUPAH PUCK OT HCXEMUYHU
cp0uTHs (2,5% B rpynara Ha neeckananus cupsamo 3,2% B KOHTpoJIHATA rpyna; p Ha
HenH(pepuopHocT = 0,0115), HUTO HAa OCHOBHATA BTOpUYHA KpaiiHa Touka KbpBeHe 1o BARC

>2 creneH ((5%) B Tpymnara Ha feeckanaius cupsmo 6% B koHTpoaHaTa rpymna (p=0,23)).
KymynatuBHata yecToTa Ha CHOMTHA Ha KbpBEHE OT BcuukH crenenu (knac 1o BARC 1 1o 5) e 9%
(114 cnOuTus) BBB BojEIIaTa Ipyna Ha feeckantanus, cupsamo 11% (137 cpOuTus) B KOHTpOIHATA

rpyma (p=0,14).

JIBotina anturpoMOoruTHa Tepanus (Dual Antiplatelet Therapy, DAPT) ipu octsp jiek IS minu TIA ¢
YMEDPEH JI0 BUCOK PHUCK

DAPT ¢ komOunarnus kmomunorpen u ACK kato nedeHne 3a mpeoTBpaTsiBaHe Ha HHCYIIT CIIE]] OCTBP
nex IS nmu TIA ¢ ymepeH 10 BUCOK PHUCK € OLIeHEHa B IB€ paHJOMU3UpaHU MIPOyUBaHUS,
CIIOHCOpUpPAHHU OT u3cienoBarens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JTAaHHY 33 KIIMHWUYHU Pe3yJITaTH 3a 0€30MacHOCT U e(pUKACHOCT.

CHANCE (xkonudoepen npu 8uUcoOKOPUCKO8U NAYUEHMU C OCIPU HEUHBATUOUSUPAUU MO3ZLYHOCHOOBU
cvoumus - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHIOMHU3UPAHO, ABOWHOCISTIO, MHOTOLIEHTPORBO, TUIAIE00-KOHTPOIUPAHO KIIMHUYHO U3ITUTBAHE
BktouBa 5 170 manumentu ot Kutaii ¢ octpa TIA (ABCD2 ckop >4) unu octhp jek uacynt (NIHSS
<3). [larmmentute B nBete rpymnu ca nmomyuwmn otkputo ACK na nen 1 (B qo3a, Bapupama ot 75 10
300 mg, mo mperneHKa Ha JieKyBammus jgekap). [lauenTure, paHAOMU3NPAHA B TPyIIaTa Ha
kiormmgorpen-ACK, ca momyumim HatoBapBama jg03a 300 mg KiIonmuaorpen Ha 1eH 1, mociensaHa ot
Jo3a 75 mg kionuaorpen Ha aeH B qaute ot 2-pu 10 90-tu, u ACK B 103a 75 mg Ha IeH B THUTE OT
2-pu g0 21-Bu. [lanuenture, pannomusupanu B rpynata Ha ACK, ca momy4asanu ruiane6o Bepcus Ha
knonuaorpen B auute ot 1-Bu 10 90-tu u ACK B no3a 75 mg Ha neH B gute oT 2-pu 10 90-TH.
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[TepBUYHMAT pe3ynTaT 3a €PUKACHOCT € BCSAKO HOBO CHONUTHE HA MHCYINT (MCXEMUUYEH M XEeMOPAaruieH )
npen mepBuTe 90 qHU caen ocThp ek IS unn TIA ¢ Bucok puck. ToBa € HACTBIINIO NpU

212 nanmentu (8,2%) B rpynata Ha kinonunorpen — ACK B cpaBuenue ¢ 303 nanuentu (11,7%) B
rpynarta Ha ACK (koeduuuent na puck [HR], 0,68; 95% nosepurenen unrtepsai [CI], 0,57 no 0,81;
P<0,001). IS e macteomn npu 204 maruentu (7,9%) B rpynara Ha knonmaorpen — ACK B cpaBHeHHe ¢
295 (11,4%) B rpymata Ha ACK (HR, 0,67; 95% CI, 0,56 mo 0,81; P <0,001). XemoparuueH HHCYIT €
HaO0JTI0/IaBaH MpH 8 MAIFEeHTH BBB BCSIKA OT jABeTe Tpynu B m3nuTtBanero (0,3% ot BesAka rpyma).
YMepeH nin TeXbK KpbBOU3IMB € HaOMoAaBaH npu ceaeM nanuenty (0,3%) B rpynara Ha
kionuaorpen — ACK u npu ocem (0,3%) B rpynara Ha ACK (P = 0,73). UectoTaTta Ha BCSIKO CHOUTHE
Ha KbpBeHe € 2,3% B rpynara Ha knonugorpen — ACK, B cpaBuenue ¢ 1,6% B rpynata Ha ACK (HR,
1,41; 95% CI, 0,95 no 2,10; P = 0,09).

POINT (Unuxubupane, nacoueno xom mpomboyumume npu Hogonossuia ce TIA u nex ucxemuuen
uncyam — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa paHIOMHU3UPaHO, ABOMHOCISTIO, MHOTOLIEHTPOBO, TAe00-KOHTPOIMPAHO KIMHUYHO W3ITUTBAaHE
BKItouBa 4 881 maruenty ot 1151 ¢BAT ¢ ocTpa TIA (ABCD2 ckop >4) unu nek uacynt (NIHSS <3).
Benukn narpienTy B aBete Tpynu ca momydaBainu oTkputo ACK B gaute ot 1-Bu 1o 90-11 (50-325 mg
IO TIpEeTIeHKa Ha JIeKyBamlus jJekap). [lanrentute, paHqoOMU3upaHu B TpynaTa Ha KIOTMHIOTPEI, ca
MTOJTYYMJIN HaToBapBaiia qo3a 600 mg kiommuaorpen Ha 1-BH AeH, TocaenBana oT 75 mg KIOMHAOTPEI
Ha JICH B AHHTE OT 2-pu 70 90-1u. [lanmenTuTe, paHgoMuU3upaHy B rpynara Ha miarebo, ca
moJTy4yaBajiy Iianebo Bepcus Ha KJIOMUIOrpent B AHUTE oT 1-Bu 10 90-TH.

[IBpBUYHUAT pe3ynTaT 32 €(PUKACHOCT € ChcTaBHA OT TosieMu ucxeMudan crouTHs (IS, MI) umm cMbpT
OT UCXEMUYHO CHJI0BO chOuTHE) Ha fieH 90. ToBa e HacThmmiio npu 121 mammentn (5,0%),
nony4asainu kinonuaporpen mwnoc ACK, B cpasaenue ¢ 160 nanuentu (6,5%), nomyuasamu ACK
camocrosrenHo (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). Bropuunusr pe3ynrar IS e HacThIuI pu
112 nauuentu (4,6%), noxydasanu kionugorpen mnoc ACK, B cpaBHenue ¢ 155 nauuentu (6,3%),
nony4asanu ACK camocrosrenno (HR, 0,72; 95% CI, 0,56 no 0,92; P = 0,01). [TepBuuHHAT pe3ynTar
3a 6€30MacHOCT T'OJISIM KPBBOM3INB € HacThIwI mipu 23 ot 2 432 manumentu (0,9%), momyyaBanu
knormmorpen mwrtoc ACK u ipu 10 ot 2 449 nmanmentu (0,4%), monmywasanu ACK camocTosiTerHo
(HR, 2,32; 95% CI, 1,10 mo 4,87; P = 0,02). HeromsimM KpbBOM3IUB € HACTHIII ITpH 40 MarueHTH
(1,6%), momyuasanu knonunorpen mwioc ACK u mpu 13 (0,5%), nonyuyasanu ACK camocTosiTenHo
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Amnanms BbB BpemeTo Ha npoyuBanusata CHANCE u POINT
He e naGiromaBana 1moj3a 1Mo OTHOIICHHE Ha e(hUKAaCHOCTTA OT MpoabkipkaBaneTo Ha DAPT cien
21 nan. HammpaBeHo e pasnpeneneHne BB BPEMETO Ha TOJIEMUTE HCXEMUYHU CHOUTHS U TOJIEMHU

KPBBOUBIIUBHU CIIOPE]] HA3HAYEHOTO JICUCHHUE, 32 Ja CE€ aHAIU3Upa BIUSHUETO HA KPATKOCPOUHHHUS KypC
na DAPT.
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Tab6umna 1- Pasnpenenenne BbB BpeMeTo Ha ToJieMH HCXeMHUYHHU CHOUTHS W roJIeMHU
KPbBOM3JMBH cliope] Ha3HA4YeHOTO JedyeHHe B mpoyuBanusita CHANCE u POINT

No._cbbutns
Pesynrari e HasHaueHo neveHne  O6wo e 2% 3
CHANCE v POINT ceammua ceammua ceammua
Fonemu ucxemunynn  ACK (n=5 035) 458 330 36 21
cbbuTns
CLP+ACK (n=5016) 328 217 30 14
Paanuka 130 113 6 7
Fonam kpvBouarme ~ ACK (n=5 035) 18 4 2 1
CLP+ACK (n=5016) 30 10 4 2
Pasnuka -12 -6 -2 -1
Tlpedcvpono mvorcoene

IIpoyuBanusara ACTIVE-W u ACTIVE-A, otnenan m3nutBanus B mporpamata ACTIVE, BxirouBat
MAIAEHTH C TIPeACHPIHO MBXIeHe (AF), KonTo IMaT 1MoHe enH PUCKOB (HaKTOp 3a CHIOBU
MHIMIEHTH. Bb3 0CHOBa Ha BKIIIOUBAILIUTE KPUTEPUH, Jekapure ca BkitouBanu B ACTIVE-W
NalMeHTH, aKo ca KaHAWAATH 3a Tepanus ¢ antaronuct Ha ButamuH K (VKA) (karo Bapdapun).
[Ipoyusanero ACTIVE-A Bki0o4YBa ManyeHTH, KOUTO HE MOTAT J1a ojryyasat jgedeHue ¢ VKA
MIOpajgy HEBB3MOKHOCT WJIM HEXKEIIaHHE.

IIpoyuBanero ACTIVE-W moxa3Ba, 4e jJedeHNeTo ¢ aHTaroHucT Ha BuTaMuH K e mo-epexTuBHO oT
toBa ¢ knonunorpen u ACK.

[Ipoyusanero ACTIVE-A (N=7 554) ¢ MHOTOIICHTPOBO, PaHJIOMU3UPAHO, TBOWHO-CJIAIIO, TUIAIe00-
KOHTPOJIMPAHO MPOYYBaHe, KOETO cpaBHsABa Kionuaorpen 75 mg/maeBHo + ACK (N=3 772) ¢
wrane6o + ACK (N=3 782). [Ipenoprunrtennara go3a 3a ACK e 75 no 100 mg/aueBno. [lannenTure
ca JIEKyBaHH B MPOIBIDKEHHUE HAa 5 TOAMHU.

[NamuenTure, pangomusupanu B nporpamata ACTIVE, ca Ouny naneHTH ¢ 10Ka3aHo MpeICchpIHO
mbxaene (AF), T.e. wmu nepcuctupamo AF nnu Haii-manko 2 enu3ofa Ha nuHTepMHTEHTHO AF mpe3
nociuenHUTe 6 Mecela, ¥ ca UMaly IIOHE €UH OT CJIeIHUTE PUCKOBH (aKTOPH: BB3PACT = 75 roguHu
WM BB3pacT 55 1o 74 roauHu; 3axapeH nuabert, M3UCKBAII JIeUeHNe, HITH JTIoKa3aH npekapad M, nimm
JOKa3aHO KOPOHAPHO apTEpUANIHO 3a00JsIBaHe; JICKyBaHH 3a CUCTEMHA XUIIEPTOHUS; IPeKapaH
MHCYIIT, Ipexoana ucxemuuna araka (TIA), uau cucremen em6oin, koiito He 3acsra HHC;
JeBokamMepHa TUChYHKIMS ¢ (pakIusa Ha U3TIaCKBaHE Ha JissBa kamepa <45%, uiu Joka3zaHa
nepudepHa cbaoBa 6onect. Cpegauar CHADS; pesyarar e 2,0 (rpanuiu 0-6).

I'maBHUTE M3KITIOUBAIIY KPUTEPUH 32 MAIMEHTUTE ca OWIIM TOKa3aHa MEeNTHYHA si3BeHa 00ecT B
pPaMKHUTE Ha MPEIXOJHATE 6 Mecela, MPeANIecTBAll HHTpaliepeOpaieH KpbBOU3IINB, 3HAYNMA
TpomboruTonenus (6poit Tpombonutr < 50 x 10%/1), HEO6GXOAUMOCT OT KIOTIUIOTPEI WITH TIEPOPATHU
anTukoarynanty (OAC) nim HEMOHOCUMOCT KbM HKOE OT JIBETE ChEeIHMHEHHUS.

Cenempaecer u Tpu mpotieHTa (73%) ot mauueHTuTe, BKIro4eHd B ipoyuBaHeto ACTIVE-A, He ca
Ounu B cheTosiHUe Na mpueMat VKA mopajiu npereHka Ha JieKaps, HeBb3MOXHOCT 32 MOHUTOPUpPAaHE
Ha INR (MexayHapoIHO HOPMATH3UPAHO ChOTHOIIICHHE), TPEUCIIO3UIINS KbM MaJIaHe WA TPaBMa Ha
IJIaBaTta, Wi crienu(uIeH PUCK OT KbpBEHE; 3a 26% OT MalueHTUTE, PEIICHUETO Ha JIeKaps € OWio
OCHOBAHO Ha HEXKEJIAHUETO Ha manueHTa jaa npuema VKA.

[Honynanusara nanuenTty e BkimouBaia 41,8 % xenn. CpenHata Bb3pacT e 6mna 71 ronuan, 41,6% ot
maruenTuTe ca omnu > 75 roguan. 0610 23,0% OT manueHTHTe ca MoTy9YaBaiid aHTHAPUTMHUIIH,
52,1% 6erta-0okepu, 54,6% ACE-uaxuburtopu, u 25,4% cratuHu.
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BposT Ha manmeHTHTe, KOUTO Ca OCTUTHAIM MFPBUYHATA KpaiiHa ToYKa (BpeMe JI0 IbpBa MosBa Ha
uHCynT, MI, cucremen em60sm3bM, Koiito He 3acsra [IHC wnm chnoBa cMbept) € Omi 832 (22,1%) B
rpymnara, jekyBana c knonuaorpen + ACK u 924 (24,4%) B rpynata Ha miane6o + ACK (11,1%
HaMajsBaHe Ha OTHOCUTEHMS puck; 95% CI ot 2,4% na 19,1%; p=0,013), rmaBHO HOpaau roOJIsIMO
HaMaJIABaHE Ha YecToTaTa Ha mHCynTuTe. HCYnTH ca Bp3HuKHAMM mpu 296 (7,8%) oT manmeHTHTE,
rosrygaBanty kironraorpen + ACK u 408 (10,8%) ot manmenTure, moryvasamny miarne6o + ACK
(28,4% namansBane Ha oTHOCUTENHUS puck; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

[lennarpuyHa omyaus

B npoyuBane ¢ moBuIIaBaHe Ha /103aTa Ipu 86 HOBOPOACHH HIIH JeTia 10 24 Mecera ¢ PUCK 3a
tpomb0o3a (PICOLO), kmommmmorpen e oreHsABaH B rocienoBatenan q103u ot 0,01, 0,1 n 0,2 mg/kg nmpu
HoBopozeHu u fera u 0,15 mg/kg camo ipu HoBopoaeHu. [lo3ata ot 0,2 mg/kg moctura cpenen
npoueHT Ha naxuoupane 49,3% (5 uM AJId-unnyuupana TpoMOOLKUTHA arperanus), KOiTo e
CPaBHHUM C TO3U NPH Bb3pacTHH, Npuemaniu Plavix 75 mg/nHeBHO.

B panpomusupano nBoitHO-cismo, mapasienHo rpynoBo npoyusane (CLARINET) 906 nennatpruaan
nanueHTH (HOBOPOJICHH H JIela), C IMAaHOTHYHO BPOJICHO ChPJCYHO 3a00JIIBaHE, C MATHATHBHO
MOCTaBEeH CUCTEMHO-0el10/Ipo0eH apTepHaeH IIbHT, ca PaHJI0OMH3HPAHH J1a TIPUeMaT KIIOMUA0T el
0,2 mg/kg (n=467) nnu nnaue6o (n=439) eqTHOBPEMEHHO ChC CHITBTCTBAIIO OCHOBHO JIEYEHHUE JI0
MOMEHTa Ha BTOpHsI eTal Ha onepanusaTa. CpeJHHUAT MEePHO MEKAY MOCTaBSIHETO Ha MaJHaTUBEH
IIBHT U THPBOTO NPUIIOKEHNE Ha U3MUTBaHU JeKapcTBeH NpoayKT € 20 auu. [IpubnmzutenHo 88%
OT marenTuTe ca rnomydaBanu eqHoBpeMmerHo ACK (mmanazon ot 1 mo 23 mg/kg/maeBHo). He e
HaOJIroIaBaHa 3HAYMMA Pa3lIiKa MEXTy TPYIHTE [0 OTHOIICHUE Ha MbPBUYHATA ChCTABHA KpaiiHa
TOYKA Ha CMBPT, TPOM0O03a Ha III'FHTA WITH ChpJCYHA UHTEPBEHIHS o-paHo oT 120-1HeBHA BH3PacT
cliell CbOUTHE C OIpeieiecHo TpoMOoTdeH xapaktep (89 [19,1%)] 3a rpynara Ha kimornugorpen u 90
[20,5%] 3a rpynara Ha miane6o) (Bx. Touka 4.2). KbpBeHeTo € Hail-4ecTo cho0IaBaHaTa HeKeIaHa
peaxnys U B ABETE TPYIH — HA KIOMHUIOTPEN U Iu1anebo; KaTto He € HaOIro1aBaHa 3HauuMa pas3iinka B
YecToTaTa Ha KbpBeHE Mex 1y rpynute. [Ipu IbIrocpodHo mpocie/sBane Ha 6e30MacHOCTTa MPH TOBa
NpoyYBaHe, 26 MAIMEHTH C BCE OIle HAJMYCH NILHT HA €THOTO/IUIIHA Bb3PacT ca MoTyJYaBau
Kkioraorpen 1o 18-meceuna Bp3pact. He ca HabmromaBaHu HOBU ChOOpaKEHUS OTHOCHO
0e30macHOCTTa [0 BpeMe Ha TOBa IBJITOCPOYHO MpOCie/siBaHe.

MznutBanusta CLARINET u PICOLO ca npoBeieHu ¢ U3MOA3BaHE HA IPUTOTBEH Pa3TBOP Ha
KJjonuaorpen. B npoyusaHe Ha OTHOCHTENHATa OMOHATIMYHOCT IIPHU BB3PACTHU, IPUTOTBEHUAT
Pa3TBOP Ha KJIOMUAOTPEN I0OKa3Ba CXOAHA CTENECH U MAJIKO IO-BHCOKA CKOPOCT Ha abcopOuus Ha
TJIaBHUA TUPKYJIUpaIl (HeaKTHBEH) METa0OUT, B CPaBHEHHUE C pa3peleHara 3a yrnoTpeda Tadbierka.

5.2 @apmMakoOKHHETHYHH CBOHCTBa

AOGcopOrus
Cren eqHOKpATHO M MHOTOKPATHO MEPOPAITHO MPHIIOKEHUE HA J03H OT 75 mg JHEBHO, KIOMHUI0TPEN

ce abcopbupa 0bp30. CperHUTE MAaKCUMATHH IIJIA3MEHH HUBA Ha HEITPOMECHECHHSI KIIOTTHUIOTPEIT
(mpubamsurenno 2,2-2,5 ng/ml cien eqHoKpaTHa mepopaiiHa 103a oT 75 mg) HaCThIBAT
npubau3uTenHo 45 MUHYTH ciiel ipueM. AbcopOuusiTa e Hali-manko 50 %, Bb3 OCHOBa Ha
EKCKpeLusTa ¢ ypuHaTa Ha METa0OJIUTUTE Ha KIIOMUAOTPEdL.

PasnpeneneHue
Kiommumorpen v riaBHAAT TUPKYIHpAI (HEaKTUBEH) METa0O0JIUT ce CBHP3BAT 00paTHUMO in Vitro ¢

YOBEIIKUTE TIA3MEHU MPOTEHHU (ChOTBETHO 98 % u 94 %). In vitro, CBbp3BaHETO HE 3aBUCH OT
CTEIEeHTa Ha HACHILAHE, IPU UTUPOKY FPAHUIIM Ha KOHLIEHTpAIUsITa.

buorpanchopmarius

Kirormumorpen eKCTeH3MBHO ce MeTaboIn3upa B uepHus apo0. In vitro u In vivo KIOTHIOTPENT Ce
MeTaboIM3Mpa 110 JBa OCHOBHU METAOOIMTHH BT €IHH, OCBIIECTBIBAH OT €CTEPAa3H U BOJEIIL 10
XUIPOJIN3a U MMOJyYaBaHe HA HEAKTHBHH JCpPUBATH HA KapOokcuioBaTa kuceauna (85% ot
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MAPKYJIAPAITATE METa0O0IUTH ), B IPYT, OCBIIICCTBIBAH OT MHOXECTBO MUTOXpoMu P450.
Knonmmorpen mepBo ce MeTaboau3upa 10 2-0KCO-KIOMUI0TPe]T MEXAMHEH METa0O0IUT.
[TocnenBamusaT MeTaboOIU3bM Ha MEXKIUHHUS META00IHUT 2-0KCO-KIOMHUIOTPE BOAM /10 0Opa3yBaHe
HA aKTUBHUSI META0OJIMT, THOJIOB JICPUBAT HA KIOMUAOTPENl. AKTUBHUAT META0OIHT ce 00paszyBa
npeaumHao oT CYP2C19 ¢ yuactrero Ha Haxonko Apyru CYP ensnmu, Brmrountenao CYP1A2,
CYP2B6 u CYP3A4. AKTHBHUAT THOJIOB METaOOINT, KOWTO € U30JUPaH in Vitro, ce CBbp3Ba OBP30 U
HE0OpaTUMO KbM TPOMOOIIUTHUTE PEIENTOPH, KOSTO HHXHOHPA TPOMOOITUTHATA arperarus.

Crnax HA aKTUBHHUS METa0OJIMT € JIBa IIBTH MO-BUCOKA CIIe/ SJHOKpaTHA HaToBapBaiia g03a ot 300 mg
KITOTHJIOTPEII, OTKOJIKOTO CIIE] MPUJIaraHe Ha MOIbpKaIla 103a oT 75 mg 3a ueThupyu JHUA. Cmax C€
nmoctura mpubmausutenHo 30 1o 60 MUHYTH Clien IpHIaraHe.

Envuvmunupane
Cren nepopaien npueM Ha Mapkupas ¢ C14 knonuaorpen npu xopa, npudnusutento 50 % ce

EKCKpeTupa B ypuHata u okojo 46 % npes ¢pexanuure 3a 120-yacoB nnTepBai ciexa npuema. Cien
€IHOKpaTHa IepopaiiHa 71032 OT 75 mg, KIOMUAOTPe UMa MOTYKUBOT OT MPHOIN3UTETHO 6 Jaca.

EnuMuHAITMOHHMAT IMOTYKABOT HA OCHOBHUS ITUPKYJIApAI (HEaKTHBEH) METa0OJIUT € 8 Jaca clres
€IHOKPAaTHO MJIM MHOTOKPATHO IPUIIOKEHHE.

DapmakoreHeTHKa

CYP2C19 e BximroueH BbB POPMUPAHETO HA aKTHUBHUS METAOOJIUT U Ha MEKAUHHHUS METa0OHT 2-
okco-kionuaorpen. @apMakoKHHETHKATA U aHTHATPETAaHTHUTE €PEKTH Ha KIIOMUAOTPEN, H3MEPEHH
gpe3 aHaIHM3 Ha ex Vivo TpPOMOOIIUTHA arperaiys, ce pasaudaBaT B 3aBucuMoct ot CYP2C19
TeHOTHIIA.

CYP2C19*1 anensT chOTBETCTBA HA ISUIOCTEH (QyHKIMOHAIEH MeTabonu3bM, nokaro CYP2C19*2 n
CYP2C19*3 anenute ca Hepynkuuonamau. CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOpHHU 3a I10-
rojsMara yacT OT HaMasleHaTa QyHKIU pH ciadbute MetabonuzaTopu oT Osinata (85%) u a3uaTtckara
(99%) paca. lpyru anenu, CBbp3aHH C JUTICBAII] WIIX HaMaJleH METa00IM3bM, ca IT0-MaJIKO YECTH U
BkitouBaT CYP2C19*4, *5, *6,*7 u *§. IlanmeHT che craTyc Ha cmad Metabonn3arop, 1me IpruTekaBa
JIBa ajiena, OTTOBOPHH 3a 3ary0a Ha (yHKIIHS, KaKTo € onpeneneHo mo-rope. [lyOnukyBannuTe gectotn
3a cnabure CYP2C19 merabonu3upaniy reHOTUIIOBE ca npuoau3uTenHo 2 % 3a Osutarta paca, 4 % 3a
yepHata paca u 14 % 3a xutaiiute. ChiiectByBart TectoBe 3a onpeaensHe Ha CYP2C19 renoruna Ha
MalyeHTa.

KpscTocano mpoyusane npu 40 3xpasu modpoBonmy, mo 10 BbB Besika ot yetnpute CYP2C19
MeTabonr3upaImy rpynu (KpatHo Obp3u, eKCTCH3UBHY, MEXIWHHU U CIIA0M METa00IH3aTOPH)
oleHsBa (papMaKOKMHETHKATa U aHTHArpEraHTHUTE OTroBOpH MpH o3a oT 300 mg, mocneasBaHa ot

75 mg/nueno u 600 mg, mocneaana ot 150 mg/mHeBHO, Beska 3a 00110 5 qHM (CTAIMOHAPHO
cberosiHue). He ca HabmronaBaHu ChIIECTBEHH PA3IUKHU B €KCIIO3ULIMATA HA aKTUBHHUSA METa0OIHT U
cpenHoTo HHXHUOWUpaHe Ha TpoMmOonuTHaTa arperanus (IPA) mexay kpaitHO Obp3uTe, EKCTEH3UBHUTE
1 MeXIuHHITE MeTabonm3aropu. [Ipu cmabure MeTaboIMU3aTOPH EKCIIO3UIINATA Ha AKTUBHUS
MeTabonuT e HamalnieHa ¢ 63-71 % B cpaBHeHHe ¢ eKCTeH3UBHUTE MeTabonu3aropu. Cren cxema Ha
no3upane 300 mg/75 mg, aHTHarperaHTHATE OTIOBOPY Ca MOHIKEHU MPU ClladuTe MeTaboIu3aTOpU
cbe cpenno IPA (5 uM ADP) ot 24 % (24 vac) u 37 % (nen 5) B cpaBHenue ¢ IPA ot 39 % (24 yac) u
58 % (meH 5) npu excteH3uBHUTE MeTabonuzaTopu 1 37 % (24 yac) u 60 % (meH 5) npu MEKIUHHUTE
MeTtabonmzaropu. Korato ciabure merabonnzaropu npruemMar 1mo cxema 600 mg/150 mg,
SKCTIO3MITUATA Ha aKTUBHUS META0OJIUT € IMO-TOoJIsIMa OTKOJIKOTO mpu cxemara 300 mg/75 mg. B
nomreiaHeHue, [PA e 32 % (24 gac) u 61 % (zieH 5), cTOWHOCTH, TIO-TOJIEMH OTKOJIKOTO TIPH cIaduTe
MeTaboan3aTopH, nody4asamu no cxema 300 mg/75 mg u cxonuu Ha Te3u npu apyrute CYP2C19
MeTa0oIM3UpaIy IPyIH, nofydyasany mo cxema 300 mg/75 mg. [loaxozsma cxemMa Ha JO3UpaHe MPH
Ta3M MOIMyJalysl MAHEeHTH BCE OLIE HE € ONpe/IeieHa B U3MUTBAHMUS 328 KIMHUYHH PE3yJITaTH.

B choTBeTCTBHE C TOPHHUTE PE3YIITATH, IPU METa-aHAIIU3, BKIIIOYBAI 6 poy4YBaHus Ha 335 marueHTH,
JIEKYBaHU C KJIOMHUJOTPENT B CTAIIMOHAPHO ChCTOSHHE, € TIOKAa3aHO, Y€ CKCIIO3UIIHATA HA aKTHBHUS
MeTaboJIHT € MoHIKeHa ¢ 28 % 3a MeXIUHHUTE MeTabomu3aTopu u 72 % 3a ciiadurte
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MeTaboIN3aTOPH, TOKATO MHXUOMpPaHeTo Ha TpoMmboruTHaTa arperanus (5 UM ADP) e moHmkeHo ¢
paznuku B IPA ot 5,9 % u 21,4 % chOTBETHO, B CpaBHEHHE C EKCTCH3UBHUTE METa00IM3aTOPH.

Bnusnuero Ha CYP2C19 renotuna BbpXy KIMHUYHHA U3XO0[ IPU MALIUEHTH, JIEKYBAHHU C
KJIOIUIOTPEI, HE € OLEHSBAHO B IPOCIIEKTUBHHU, PaHIOMU3UPAHH, KOHTPOIMPAHU U3NIUTBAHU.
CaiuecTByBaT 00aue peauLia peTPOCIEKTUBHU aHAIN3HU 32 OLIEHKA Ha TO3H e(eKT NpH NallUeHTH,
JIEKYBaHHM ¢ KIIOMHAOTPE, 3a KouTo nMa pe3ynraty 3a reHorumna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), kakTO
Y M3BECTEH OpOii MyOJIMKyBaH! KOXOPTHH IIPOYYBAHUS.

B TRITON-TIMI 38 u 3 ot xoxoptaute mpoyuBanus (Collet, Sibbing, Giusti) komOnHupaHaTa rpymna
MAIMEHTH C MEeXJIMHECH WK c1ab MeTaboIM3Upalll CTaTyC ca UMAIU IMO-BUCOKA YeCTOTa Ha ChpPJICYHO-
CH/I0OBU MHIIUJACHTH (CMBPT, MUOKapeH WH(MAPKT U WHCYIT) WIH TpoMOO03a Ha CTEHTa, B CPABHEHHUE C
€KCTEH3UBHUTE METa00IM3aTOPH.

B CHARISMA 1 eaHo KOXOpTHO Tpoy4BaHe (Simon) MOBHIIEHA Y€CTOTa HA UHIUICHTH €
HaOJIrogaBaHa camo TPH ClIadu MeTaboIM3aTOPH B CPAaBHEHHUE C €KCTEH3UBHHUTE METa00IN3aTOPH.

B CURE, CLARITY, ACTIVE-A u enno ot koxoptaute npoyuBanus (Trenk) He e HabmogaBana
HOBUIIIEHA YECTOTa HA MHIUIEHTUTE Bb3 OCHOBA Ha CTaTyca Ha METaboIU3aTopa.

Huro enuH oT Te3u aHamu3u He € OMJI ¢ aJileKBaTeH Opoil MallMeHTH, 3a Ja OTKPUE PA3IMKU B U3X0/a
mpu c1abuTe MeTaboIM3aTOpH.

CrelyaiHy MOmyIalin

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHHS METa0OIMT Ha KIIOMUOO0TpeJI HEC € U3BECTHA IPU TC3U CIICIIUAIHUA
nomyJianuvuu.

bvopeuno yspeacoane

Crier MHOTOKpATHO TMPHIIOKEHHE Ha JIO3M OT 75 mg KIOMUIOTPEIT THEBHO TPH MAMEHTH C TEXKKa
0B0OpevHa HeOCTATHYHOCT (KPEaTUHUHOB KIUPBHC MeKAY 5 1 15 ml/min), naxubupanero Ha AJ/1D-
MHyIMpaHaTa TPOMOOLIMTHA arperauusi € no-Hucko (25%), OTKOIKOTO HAOJI0AaBaHOTO NPH 3APaBH
WHJIMBUIY, BBIIPEKH TOBA YABIDKABAHETO HA BPEMETO Ha KbPBEHE € CXOJHO C TOBA, HAOII0AaBaHO NIPH
3paBH UHIVBHIM, TpUEMaIn 75 mg Kiaonuaporen aHeBHO. OCBEH TOBA, MPU BCHYKH MAIIMEHTH
KJIIMHAYHATa TIOHOCUMOCT € OmIta joopa.

Yeproopobno yspedcoane

Crem MHOTOKPATHO MpHJIaraHe Ha 03a OT 75 mg KIOMHUIOTPET JHEBHO B MPOAbuKeHHe Ha 10 qHH
NpY TAIKMEHTH ¢ TEKKO YepHOAPOOHO yBpeKaaHe, nuxuoupaneto Ha AJ[O-uuaynnpaHaTa
TPOMOOIIMTHA arperaiys ¢ CX0Ha C TOBa HAOJII0JaBaHO MPH 31APaBU HHAUBUIN. Y IbJDKABAHETO HA
CPEHOTO BpeMe Ha KbPBEHE ChHIIO € OMIIO CXOTHO B JABETE TPYIIH.

Paca

[IpeobnanaBanero Ha anenure Ha CYP2C19, onpenensmm mexauueH u ¢1adb CYP2C19 merabonuzbm
Ce pa3Iu4aBaT B 3aBUCUMOCT OT pacaTta/ eTHoca (Bxk. DapMakoreneTuka). Hanuanu ca orpaHn4eHu
JIAHHY OT TUTepaTypara 3a a3uaTCKUTE MOMyJIalliy 3a OLIEHABaHEe Ha KIIMHUYHATA 3HAYUMOCT Ha TOBa
CYP reHotunusupaHe o OTHOIIEHHE HAa U3X0a OT KIMHUYHNUTE HHIUICHTH.
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5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

[IpenxIMHUYHKTE MPOYYBAHUS IPU TUTHXOBE U MAWMYHH HAH-YECTO YCTAHOBSIBAT YSPHOIPOOHH
MIPOMEHHU TIPH 103U, HAJBUINIABAIIN HAl-MaJIKO 25 ITbTH €KCIIO3UIUATA IIPU XOPa, IPUEMAIIU
TepaneBTUYHATA 7032 OT 75 Mmg/AHEBHO, KOUTO ca B pe3yNnTaT Ha eeKT BbPXy YepHOAPOOHHTE
MeTaboIM3upaI i eH3uME. TakbB eeKT He € YCTAaHOBEH NPU X0pa, MpUeMaIli TepareBTHYHA J103a
KIIOMTUJIOTPE.

[Ipu MHOTO BHCOKH JJO3M NP CHIIUTE KUBOTHH € YCTAHOBEHA W HAPYLIEHA CTOMAIIHA IIOHOCUMOCT
(TacTpuT, CTOMAIIHN €PO3UH U/IITH MTOBPBILAHE).

Hsma mokasartencTsa 3a KapIIMHOTCHEH e)eKT IPH NpIiIaraHe Ha KIOMUI0rpel 78 ceaAMuIH Ha
mutikd 1 104 ceqmunm Ha MTBX0BE B 103M 110 77 mg/kg AHEBHO (CHOTBETCTBAIIO HA Hal-MajKo 25-
'BTH SKCTIO3UIMATA [IPH X0pa, IPUEMAIY TepareBTUYHATA 1033 OT 75 mg/AHEBHO).

MHo3ecTBOTO in Vitro u in vivo IpOy4YBaHUS 32 TEHOTOKCUYHOCT MOKa3BaT, 4€ KJIOMUIOTPeIl HAMa
TaKbB CPEKT.

Krnonmaporen He Biusie BpXy (hepTHINTETAa HA MBKKHU 1 )KEHCKHU ITHXOBE U HAIMAa TEPAaTOr€HEH
edeKT BHpXY IUIbX0BE U 3aiiu. KoraTo ce mpuiara mpu JIaKTUpaIly IIBX0BE, MPEIU3BUKBA c1abo
3a0aBsiHE Ha Pa3BUTHETO HA MOKoJeHHeTo. CrienuduuHn GapMaKOKHHETHYHH MTPOYUBAHUS C
MapKHUpaH KIOMHIOTPeIT IOKa3BaT, 4e MbpBUYHATA CyOCTAHIIMS MM HEHHU METa0OINUTH ce
EKCKpEeTHpaT B MIIIKOTO, CIIEAOBATENHO MPSK (c1aba TOKCHYHOCT) WITH KOCBEH e(eKT (JIEKO BKYCOBO
yCelllaHe) He MOXe JIa CE& N3KITFOYH.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Chucbk Ha HOMOIIHHUTE BeLIeCTBA

Aopo:
Manwuron (E421)
Maxkporoin 6000
MukpokpucTanHa L[eiryjio3a
XUIOPOTEHNPAHO PUITUHOBO MAacjo
Hucko cy6cTutynpana XuIpoKCUIIPOIIMILENy103a

Obsuexa:
Xumnpomenosa (E464)
JlakTo3a MOHOXUIPAT
Tpuanerun (E1518)
TurtanoB nuokcun (E171)
Uepeen xenesen okeun (E172)

Honupawo cpedcmeso:
Kapnay0Ocku BochK

6.2 HecbBmMecTMoOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

3 roguHu
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6.4 CroenuajJHU yCJI0OBHUS HA ChbXPaHEHHUE

B PVC/PVDC/anymunneBu omctepH, na ce cbxpansasa moxa 30° C.
B 315110 anyMuHuEeBU OIMCTEPH TO3U JIEKAPCTBEH MPOAYKT HE M3UCKBA CIICIIUAIHN YCIOBHS HA
ChXpaHEeHHE.

6.5 Buau cbabpkaHue HA OTAKOBKATA
Plavix 75 mg ¢unmupanu TabieTKu

PVC/PVDC/anyMuHuii Win U3Ls10 alyMAHUCBH OJIMCTEPH B KAPTOHEHA KYTHs, ChAbpikaiia 7, 14, 28,
30, 50, 84, 90 u 100 dwmMupanu TabIETKH.

PVC/PVDC/anymunuii nin u3Lsu10o alyMUHUEB ONHUCTEP ¢ SIMHUYHH 031 B KAPTOHEHA KyTHS,
cpabppkania S0x1 gunmupanu TabIeTKH.

Plavix 300 mg dhwiMupanu TabaeTku
AyMUHUEBHU OJINCTEPU C CAUHUIHH JT03U B KAPTOHEHHU KyTHH, chabprxkarmu 4x1, 10x1, 30x1 u 100x1
¢unMupanu TabIETKH.

He Bcuuku BUOBE OMAaKoOBKH Morat Aa ObAaT IMyCHATH B Ipojaaxoa.
6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBbPJIsIHE

Hewsnon3BaHuAT NeKapCTBEH MPOIYKT WIN OTHAIPUHATE MaTEPUAII OT HETO TPsIOBa Jla ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE M3NUCKBAHUSI.

7. NNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanmus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Plavix 75 mg dbunmupanu TabIeTKu

EU/1/98/069/001 - Kytuu ot 28 ¢punmupanu tadbnaetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/002 - Kytuu ot 50x1 ¢unmupanu tTadnerku B PVC/PVDC/Al Gnuctepu
EU/1/98/069/003 - Kytum ot 84 ¢unmupanu tadietkn B PVC/PVDC/Al 6nuctepu
EU/1/98/069/004 - Kytum ot 100 dummupanu Tabnetku B PVC/PVDC/AI 6mucrepu
EU/1/98/069/005 - Kytuu ot 30 dunmupanu tadbietkn B PVC/PVDC/Al 6nuctepu
EU/1/98/069/006 - Kytuu ot 90 punmupanu tabnerku 8 PVC/PVDC/Al 6aucrepu
EU/1/98/069/007 - Kytuu ot 14 ¢punmupanu tabnerku 8 PVC/PVDC/Al 6aucrepu
EU/1/98/069/011 - Kytuu ot 7 punmupanu tadnetku B PVC/PVDC/Al Gnuctepu

EU/1/98/069/013 - Kytun ot 28 ¢unMupann TabIETKH B H3ISLTO aTyMUHUEBH OJHCTEPH
EU/1/98/069/014 - Kytun ot 50x1 ¢punMupann TabIeTKH B H3ISUTO aTyMUHUEBH OJIHCTEPH
EU/1/98/069/015 - Kytuu ot 84 ¢punmupanu TablIeTKy B U3LSII0 allyMUHHEBU OJIHCTEpH
EU/1/98/069/016 - Kytuu ot 100 ¢unMupanu TabaeTku B U3IUI0 ATyMHUHHUEBH OTUCTEPH
EU/1/98/069/017 - Kytun ot 30 ¢punmupanu TablIeTKy B U3LSIIO allyMUHHEBU OJIHCTEpH
EU/1/98/069/018 - Kytuu ot 90 ¢punmupann TabIeTKH B H3ISLTO aTyMUHUEBH OJHCTEpH
EU/1/98/069/019 - Kytuu ot 14 ¢punmupann TabIeTKH B H3ISUTO aTyMUHUEBH OJHCTEPH
EU/1/98/069/020 - Kytuu ot 7 dunmupaHu TabIETKA B U3ISUI0 aTyMHHAEBU OITUCTEPH
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Plavix 300 mg ¢unmMupany TabaeTku

EU/1/98/069/008 - Kytun ot 4x1 ¢uiaMupanu TabIeTKH B U3LUI0 ATyMHUHUEBH OUCTEPH C €AUHUYHU
703U

EU/1/98/069/009 — Kytuu ot 30 x1 dhunMupanu TabaeTku B U3LSUIO lyMUHUEBH OJIUCTEPH C
eIMHUYHU 1031

EU/1/98/069/010 — Kytum ot 100x1 dprmmupany TabIeTKH B H3ISUI0 ATYMHHHEBH OJTHCTEPH C
eIMHUYHU 1031

EU/1/98/069/012 — Kytuu ot 10x1 ¢punmupanu TabaeTku B U3LSUI0 ATyMHHHUEBH OJTUCTEPH C
€IMHUYHY JJO03H

9. JATA HA IT'BPBO PA3ZPEINABAHE/IIOJJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemasane: 15 oau 1998 r.
Hata Ha nocneano noxHossizane: 19 ronu 2008 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

< mecen ['TTT>

ITonpo6Ha wH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € IpeocTaBeHa Ha yebcaiita Ha EBponeiickara
areHnus no Jexkapcraara: http://www.ema.europa.eu/
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IMPUJIOKEHHUE I1

IMPOU3BOJUTEJIU, OTTOBOPHHU 3A OCBOBOKJIABAHE HA
IHAPTUIN

YCJOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJI0OBUSA UK OI'PAHUYEHUA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOKJIABAHE HA
MAPTU AN

Hme n aapeC HAa MPOU3BOAMTCIINTE, OTTOBOPHH 34 0CB060)KI[aBaHe Ha IapTUuaAuTC

- Plavix 75 mg dbunmupanu TabieTKu

Sanofi Winthrop Industrie

1, rue de la Vierge

Ambares & Lagrave

F-33565 Carbon Blanc Cedex
®paHuus

Sanofi S.r.l.

Strada Statale 17, Km 22
67019 Scoppito (AQ)
Hranus

Sanofi Winthrop Industrie
30-36 avenue Gustave Eiffel
37100 Tours

OpaHus

- Plavix 300 mg ¢unmupanu TabneTkn

Sanofi Winthrop Industrie

1, rue de la Vierge

Ambares & Lagrave

F-33565 Carbon Blanc Cedex

OpaHuus

[TeuaTHaTa TUCTOBKA HA JIEKAPCTBEHUS IPOIYKT TPsOBaA Ja ChIbpKa UMETO U ajpeca Ha
MPOM3BOJUTEINS, OTTOBOPEH 32 OCBOOOK/IaBaHETO HA CHOTBETHATA MApTHIA.

b. YCJIOBUs NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT IIPOAYKT C€ OTILyCKa I10 JIEKAPCKO IPEANUCAHUE.

B. JPYI'M YCJIOBUA U U3UCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

o IlepuoanyHN aKTyaIM3UPAHH IOK/IAIH 32 6e301acHOCT

[MpuTexaTensar Ha pa3pelieHue 3a yrnorpeda TpsiOBa Jia MoaBa MepHOJANYHN aKTyaTU3UpaHH JOKIa 1
3a 0€30IaCHOCT 3a TO3H NPOJYKT ChIVIACHO U3UCKBAHUATA, IIOCOUEHHU B CIIHCHKA C pehepeHTHUTE 1aTu

Ha EBponeiickus cpio3 (EURD cnuchk), npensuaeH B wi. 1078, an. 7 ot Jupekrusa 2001/83/EO u
nyOJIMKyBaH Ha €BPOIECHCKHs yeOIopTal 3a JIeKapCTBa.
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. YCJI0OBUsA WJIN OI'PAHUYEHMUA 3A BE3OIIACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

Henpunoxumo
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IMPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Plavix 75 mg dbunmmupanu TabiaeTKH
KIIOMTUIOTpe

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 75 mg KIOMUAOrpes (KaTo KIOMUIOTPe XUAPOTreH Yy idar).

3. CIIMCBK HA TOMOIIHUTE BEINECTBA

ChIbpika ChINO: XUAPOTCHUPAHO PUITMHOBO MACTIO M JJaKT03a. 33 JOMBIHUTEIIHA HH()OpMAITHS
MPOYETETE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

28 ¢punmupanu TabiIeTKu
30 dhunMupanu TaOICTKH
50x1 ¢bunMupanu TabIeTKH
84 dunMupanu TabICTKH
90 dhunMupanu TaOICTKH
100 purmupanu TabIeTKH
14 punMmupanu TabICTKA

7 dunmupaHu Ta0NeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/IAHE

[Ipenn ynotpeba npoyereTe IMCTOBKATA.
[Iepopanno npunoxeHue

6. CIIEIMAJIHO INPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEOUAJIHU HNPEAYIPEXIAEHUA,AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cvxpanssa niox 30°C (3a PVC/PVDC/anymuHneBr OJIMCTEPH)
Wim He u3nckBa CrielMa iy yCIOBUs Ha ChbXpaHeHue (3a M3ISII0 alyMUHUEBH OJIHCTEPH)

10. CIEIWAJIHU INPEAITAZSHA MEPKHU IIPU U3XBBHPJIISIHE HA HENU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTIHHAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHBA

11. HMME U AJAPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
®paHuus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/98/069/001 28 dmmmvupanu tadbnetku B PVC/PVDC/AL 6muctepu
EU/1/98/069/002 50x1 dunmupanu tadnerku 8 PVC/PVDC/Al 6aucrepu
EU/1/98/069/003 84 dhwmnmvupanu tadbnetku B PVC/PVDC/AL 6muctepu
EU/1/98/069/004 100 pummupanu tabaerku B PVC/PVDC/Al 6muctepu
EU/1/98/069/005 30 dhmnmupanu tadbaetku 8 PVC/PVDC/AI 6nuctepu
EU/1/98/069/006 90 dbwmnmvupanu tadbnetku B PVC/PVDC/AL 6muctepu
EU/1/98/069/007 14 dunmupanu tadaetku 8 PVC/PVDC/AI 6nuctepu
EU/1/98/069/011 7 ¢punmmupanu tabnerku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/013 28 dbmnmMupanu TabIETKH B M3ISLI0 ATyMUHUECBH OJUCTEPH
EU/1/98/069/014 50x1 dunmupanu TabIETKH B H3ISII0 aTyMUHHEBU OJHCTEPH
EU/1/98/069/015 84 dbwmnmMupanu TabIETKH B M3ISUIO ATyMUHUECBH OJIUCTEPH
EU/1/98/069/016 100 ¢unmupanu TaOIETKH B U3LSUIO ATYMHUHUEBH OJIUCTEPH
EU/1/98/069/017 30 ¢punMupanu TabIETKH B U3ISUIO AlyMUHUEBH OJIUCTEpU
EU/1/98/069/018 90 ¢pmnmMupanu TabIeTKH B U3LSUIO AlyMUHUEBH OJIUCTEpU
EU/1/98/069/019 14 dbwmnmvupanu TabIETKH B M3ISLIO ATyMUHHUECBH OJIUCTEPH
EU/1/98/069/020 7 dunmupanu TaOIETKH B U3ISIIO ATyMHUHAEBHU OJIUCTEPH

13. THAPTHUJIEH HOMEP

[Taptunen Ne

| 14. HAYMH HA OTHYCKAHE |

| 15. VKA3AHUSA 3A YIIOTPEBA \

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA |

IInaBukc 75 mg
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17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

2D 6apko[1 ¢ BKIIOYCH YHUKAIIEH HACHTHPHUKATOP.

18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHH, KOUTO TPABBA JA CbABPXKAT BJIUCTEPUTE

BJIMCTEP / 7, 14, 28 nin 84 TadjeTkn

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Plavix 75 mg dbunmupanu TabaeTKu
KJIOTUIOT PEIT

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYIoO

Kanennapuu nau
IH.
BT.
cp.
qrT.
IT.
c0.
HII.

Cenmuna 1

Cenmuna 2 (Camo 3a kytuu oT 14, 28 u 84 TaOieTKH)
Cemmuria 3 (Camo 3a kytun ot 28 u 84 TabIeTKH)
Cemmuria 4 (Camo 3a kytuu ot 28 u 84 TabJIETKH)
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTUTE

BJIMCTEP / 30, 50x1, 90 nsan 100 TadaeTkn

| 1. NME HA JEKAPCTBEHUA NTPOAYKT

Plavix 75 mg ¢bunMupanu TadbaeTKu
KJIOTUIOT PElT

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYIoO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Plavix 300 mg dunmupanu TaOIeTKH
KIIOMTUIOTpe

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcsika Tabnerka cpabpika 300 mg kimonumorpen (KaTo XHAPOTeHeyndar).

3. CIIMCBK HA TOMOIIHUTE BEINECTBA

ChIbpika ChINO: XUAPOTCHUPAHO PUITMHOBO MACIIO M JIaKTO3a.
3a momrbIHUTETHA WHpOPMAITHSI POYETETES JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

4 x 1 punmupanu TabIeTKH
30 x 1 punmupanu TabIEeTKH
100 x 1 dmnmupanu TabIETKH
10 x 1 punmupanu TabIeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U TbT(MLIA) HA BBBEXK/JIAHE

[Ipenu ynotpeda npouerere IMCTOBKATA.
[lepopanno mpuinoxeHue

6. CIIEIMAJIHO INPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHU ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CIEIWUAJIHU IMPEAITAZSHA MEPKHU IIPU U3XBBHPJIISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTIHHAABYHU MATEPHUAJIN OT THX,
AKO CE U3BUCKBAT TAKHUBA

11. HME U AJIPEC HA IIPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opanmus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/069/008 4 x 1 TabneTKky B H3MSII0 alyMUHHEBHU OJMCTEPH C €AMHUYHU JIO3U
EU/1/98/069/009 30 x 1 TabneTku B M3LsIIO0 alyMUHUEBU OJIMCTEPU ¢ EANHUYHH 03U
EU/1/98/069/010 100 x 1 TabaeTku B M3LSIIO AlyMUHHEBH OJUCTEPU C EAMHUYHH 03U
EU/1/98/069/012 10 x 1 TabneTku B M3LSIO0 alyMUHHEBU OJIHMCTEPU ¢ €ANHUYHH 03U

13. TIAPTUAEH HOMEP

ITaptunen Ne

‘ 14. HAYHH HA OTIIYCKAHE

‘ 15. YKA3AHWUs 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

ITnaBukc 300 mg

17. YHUKAJIEH HIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

2D Gapkoz ¢ BKJIIOYEH YHUKAJICH HACHTU(PHUKATOP.

18. VYHUKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:

M



MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTUTE

BJMUCTEP 4x1,10x 1,30 x 1 num 100 x 1 TadaeTkn

| 1. NME HA JEKAPCTBEHUA NTPOAYKT

Plavix 300 mg punmupanu TabneTKu
KJIOTUIOT PEIT

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 4. IHHAPTUJIEH HOMEP

ITaptunen Ne

5.  JPYIoO
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Plavix 75 mg ¢puamupanu TadiaeTkn
knonuaorpen (clopidogrel)

IIpoyeTeTe BHUMATEIHO AJATa JIMCTOBKA NMPeIH Aa 3aM0YHeTe 12 NpueMaTe TOBa JeKapcTBO,

Thil KaTO T4 ChAbPKa BaxHa 3a Bac undgopmanmus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HANOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, MTonuTaiiTe Bamus nexap wiu gapmarieBt.

- ToBa JekapcTBO € MpeIIucaHo eIUHCTBEHO U TnyHO Ha Bac. He ro mpeoTcThnBaiitTe Ha Apyru
xopa. To Moke 1a M HaBpeIH, HE3aBUCUMO 4e MPU3HAINTE Ha TIXHOTO 3a00JIABaHE ca CHIINTE
kaTto Bamure.

- AKO TIOJTyYnTe HAKAKBU HEXEJIAH! JIEKAPCTBEHH PEAKIINH, BKIFOUYNTEITHO HEOITMCAHH B Ta3H
JUCTOBKA HEXEJIaHU peakiu, yBegomere Bamus nexap wiu papmariet. BuxTe Touka 4.

KakBo cbaIbp:Ka Ta3H JHCTOBKA:

KaxBo mpencrapisBa Plavix u 3a kakBo ce H30JI3Ba

Kaxso Tps6Ba na 3Haere, nmpean na npuemere Plavix

Kaxk ma mpuemare Plavix

BB3MOXHU HEXeTaH! peakiuu

Kak na cexpansBare Plavix

ChbabppxaHye Ha ONAKOBKATa M JOBIHUTEIIHA HH(POPMALIUS

Sk W=

1. Kakso npeacrasisBa Plavix u 3a kakBo ce U3MoJ13Ba

Plavix cpabpska KIOMUAOTpeN U NPUHAJICKH KbM IpyIia JIEKapCTBa, HApEUeHU aHTHArPeraHTHN
JIEKapCTBEHU MPOAYKTH. TPOMOOIIUTHTE ca MHOTO MAJIK KPBBHH €JI€MEHTH, KOUTO CE CIICIBAT €/IMH C
JpYT IIpu 00pa3yBaHETO Ha KPBBHH ChcUpenu. Ypes mpeoTBpaTsBaHe Ha TOBA CIIEMBAHE,
TPOMOOIIMTHHUTE AaHTUATPETaHTH HaMaJIIBaT PHCKa OT 0Opa3yBaHe Ha KPBBHU ChCHUPEIH (TIpoIiec
HapedeH TpoMOo03a).

Plavix ce nmpuema oT Bb3pacTHU MAIMEHTH 3a PEAna3BaHe oT 00pa3yBaHETO Ha KPHBHU ChCUPEIH
(TpoMOM) B yIITBTHEHUTE KPBBOHOCHU CBAOBE (apTepHuH ), MPOLEC U3BECTEH KaToO aTepoTpoM0O03a,
KOETO BOJIH JI0 aTePOTPOMOOTHYHH MHIIMJICHTH (KaTO MO3BYEH yIap, Chbp/IeUeH IPHUCTHII, WX CMBPT).

Plavix Bu e npennucan 3a npegoTBparsiBaHe Ha 00pa3yBaHETO HAa KPbBHU ChbCUPELM U HAMAJISIBAHE Ha

pHCKa OT Te3U CEPUO3HU MHLIUACHTH, 3aI10TO:

- Hmare cbcTosIHNE Ha YIUTBTHSBAHE Ha apTepuuTe (M3BECTHO CHIIO KATO aTEPOCKIIEPO3a), 1

- Nmarte npeaxoxkaaul CbpAC4YCH NPpUCTHII, MO3BYCH yaap, WJIW UMATC CbCTOAHHUE U3BECTHO KAaTO
nepudepHO apTepraaIHo 3200 IIBaHE, UITH

- Cre uMaiii TeKKa IphJIHA 00JIKa, ChCTOSHUE M3BECTHO KaTO ““HECTa0MIIHA CTCHOKAP U™ WU
“muokapzeH nHpapkT”’ (ChpAeUeH yaap). 3a IeUeHne Ha TOBa ChCTOSHUE Bammsr ekap Moxe
Jla IOCTaBH CTEHT B OJIOKMpaHaTa WM CTECHEHAaTa apTepHsl, 3a 1a Bb3CTAHOBU €(EKTUBHUS
KpBbBEH NOTOK. Moxxe na Bu Ob1e npeanucana v aneTHICaTNINIOBA KHCEIHHA (BEIIECTBO,
CBIIBPIKAIIIO C€ B MHOTO JIEKapPCTBa, M3MOJI3BaHU KaTo 00€300IIsIBaIlM U TIOHHKABAIIH
TeMIIepaTypara, KakTo ¥ MpeJ0TBpaTIBAIIY ChCUPBAHETO Ha KPBBTa) OT Barms ekap.

- CTe uMaay CUMIITOMH Ha MO3BbUEH HWHCYJIT, KOUTO Ca MPECMUHAIN B PAMKUTC Ha KPATbK IEPHUO/
OT BpeMe (M3BECTEH ChIIO KAaTO MIPEXOAHA HICXEMUYHA aTaKa), WIIM HICXEMUYEeH MO3bUEH HHCYIT
C JIeKa CTeNeH Ha TexkecT. Moske na Bu 0b1e npeanncana u aneTHICaIHIMIOBa KUCENUHA OT
Bammms nekap, npueMbT Ha KOSITO [ja 3aII0YHE B PaMKUTE Ha MbpBUTE 24 daca.

- Hmare HepaBHOMepHA ChpACYHA AEHHOCT, CHCTOSIHUE, HAPEUEHO ,,lIPEICHPAHO MBKICHE, U HE
MOJKETe J1a pueMaTe JIeKapcTBa, U3BECTHH KaTo ,,IEPOpPATHU aHTUKOATYJIaHTH (aHTarOHUCTH
Ha BuTamuH K), KOUTO npenoTBpaTsBat 00pa3yBaHEeTO U HAPaCTBAHETO HA KPHBHU ChCUPEIIH.
Tps0Ba na 3HaeTe, ye NEPOPATHUTE AHTUKOATYJIAHTHU Cca HO-e(PUKACHHU OT aleTUIICAINIIIIOBATa
KHCeJIMHA WK KOMOMHMpaHaTa ynorpeda Ha Plavix mioc aneTuicaaiunioBa KHCEINHA PH

44



TOBa ChCTOSTHKE. Bammsar nexap Tpss6Ba na Bu mpennuime Plavix mmoc aneTuicamtuimioBa
KHCEJIMHA, aKO HE MOXETE Jla MpUeMare “repopaiHd aHTUKOAryIanTu” ¥ 3a Bac Hsama puck ot
MAacUBHO KbPBEHE.

2. KaxkBo TpsoBa n1a 3HaeTe, mpeau Aa npueMete Plavix

He npuemaiite Plavix

o AKoO cTe ajnepruyHu (CBPbXUyBCTBUTEIHU) KbM KIIOMUJOTPEN WU KbM HSAKOSI OT OCTAHAJIUTE
CBhCTaBKH Ha TOBA JICKapCTBO (M30pOCHU B TOUKA 6).

o Axo cTpajare ot 3a00JsBaHe, KOETO MOHACTOSIIEM NPUYNHIBA KbPBEHE, HAIIPUMEP CTOMAIITHA
S3Ba WIK KbPBEHE B MO3bKA.

. AKO cTpagare OT TEKKO YepHOAPOOHO 3a00IsIBaHE.

AKo cMmsTaTe, 4e HIKOM OT T€3M ce OTHAcHT 3a Bac, win umare HAKakBU CbMHEHUSI, KOHCYITHpaiiTe ce
¢ Bamus nexap npenu na npuemete Plavix.

IIpenynpesxnenusi u NpeAnasHu MepKU
AKoO HAKOE OT NU30pOEHUTE IO-10JTy ChCTOSIHUS c€ OTHACAT 3a Bac, TpsiOBa BenHara a yBenomure
Bammus nexap npenu na 3amouHere aa npuemate Plavix:
. aKO0 CTe U3J0XKEHH Ha PUCK OT KbpPBEHE KaTo
- 3a0onsaBaHe, KoeTo Bu m3nara Ha pucK OT BTPEIIHO KbpBeHE (KaTO CTOMAIIIHA 5I13Ba).
- HapylLIeHHE Ha KPbBTa, KOETO Ipeapasioiara KbM BbTPELIHN KPbBOU3IUBH (KbPBEHE B
ThKaHWUTE, OPraHUTE WIN CTaBUTE Ha TSUI0TO Bu).
- CKOpOIIHA TEeXKa TPaBMa.
- CKOpOIUIHA XUPYpruyHa UHTEPBEHIMs (BKIIOUUTEITHO CTOMATOIOTMYHA).
- IpeACTOsIA XUPYPruiHa UHTEPBEHIM (BKIIIOUYUTETHO CTOMATOJIOTHYHA) MPE3 CIICABAILNTE
CelleM JIHH.
. aKO CTe MMaJIU ChCUPEK B MO3bYHA apTepusl (MCXEMHUUEH yIap), Bb3HUKHAI NPe3 MOCIeAHUTE 7
JTHH.
aKko uMare ObOpeYHO W YepHOAPOOHO 3a00IsIBaHE.
. aKO CT€ MMaJI aJIeprus WIN peaklus KbM HSIKOE OT JIeKapcTBaTa, U3MOI3BaHU 3a JISUEHUE Ha
Bamero 3a0osnsiBane.
o AKO B MUHAJIOTO CTC UMAJIM HCTPABMATH4YCH MO3BYCH KPHBOU3JIMB.

Hoxkaro nmpuemare Plavix:

U] Tpsi6Ba na napopMuparte Bammst gekap, ako MmIaHUpaTe XUPYPruiHa HHTSPBEHIINS
(BKITFOUNTETHO CTOMATOJIOTHYHA).
. TpsibBa cpiro He3abaBHO Ja nHMDopMupare Bammus nexap, ako pa3BueTe ChCTOSHNE (M3BECTHO

olle KaTo TpoMOOTHYHA TpoMbouuToneHnyHa mypmypa uinn TTII), koeTo BKiItoYBa MOBHIICHA
TeMIIeparypa 1 CHHUHH 110 KO)KaTa, KOUTO MOTaT Ja ce MPOSIBSIT KaTO MAJIKK YEPBEHHU TOUKH,
ChC WK 03 HeoOsCHIMA MTPEKOMEpPHa yMOPSIEMOCT, 00BPKBaHE, MOXKBITIBaHE Ha KOXKATa WITH
ounTte (KbIATEHUIA) (BIKTE TouKa 4 “Bb3MOXHM HeXXellaHU peakuuu’).

. AKO ce mopexeTe WM HapaHUTE, MOXKE JJa OTHEME MAJIKO IT0BeUe OT 00M4aifHOTO BpeMe, 3a Aa
crpe KbpBeHeTo. ToBa € CBbp3aHo ¢ HAUMHA Ha JeCTBUE Ha JISKAPCTBOTO /2 MPEeA0TBPaTIBa
o0pa3yBaHETO Ha KPbBHHU cheupely. I1py Manku nopsisBaHus U HapaHABaHUA, KaTO HAIP.
nopsi3BaHe Mo BpeMe Ha OpbCHEHe, TOBa OOMKHOBEHO € 0e3 3HaueHne. AKO 00aye KbPBEHETO
Bu 6e3nokou, TpsiOBa J1a ce cBhpiKeTe He3abaBHO ¢ Barms nekap (Bukrte Touka 4 “Bb3MoxHU
HEXeJIaH! peaKIum’”).

. Bammwsar nexap moxe a Ha3HaYM U3CIeBaHUS Ha KPBBTA.

Jleua u ronomu
He napaiitTe TOBa JIeKapCTBO Ha JI€lia, 3aI0TO HiIMa e(heKT.
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Jpyru nexapcerBa u Plavix

WNudopmupaiite Bamwst nexap win papmaieBr, ako mpreMare, HaCKOpo CTe MPHEeMay WiH ©
BB3MOXKHO J1a TIPUEMETE JIPYTH JICKapCTBa, BKIFOUUTEIIHO U TAKWBA, OTIIYCKaHU 0€3 perenTa.
Hsxou ekapcTBa MOTaT Ja OKaXkaT BIHMSHUC BhPXY AelicTBUeTO Ha Plavix u oOpartHo.

Tps6Ba 3agpmkuTeNHO 1a HHPOpMHUpaTe Bamms nekap, ako mpuemare
- JIeKapcTBa, KOUTO MOTAT Ja MOBHUIIAT PUCKA OT KbPBEHE, KaTo:
O TIepOpaHH aHTHKOAryJaHTH, JIEKapCTBA, U3IOJI3BAHN 32 HAMAJIIBaHE ChbCHPBAEMOCTTa Ha
KpBBTAa,
O HECTEePOWIHH MPOTUBOBB3MAIUTEIIHY JIEKAPCTBa, 00WYAHO M3MOI3BAHU 32 JICUCHUE Ha
0O0JIE3HEHH W/UITY BB3MAIUTEIHN ChCTOSIHAS HA MYCKYIJIUTE UK CTABUTE,
O XeMapwH WIH APYTo JEKAPCTBO 32 HHKEKTUPAHE, H3MOI3BAHO 32 HAMANISIBAHE ChCUPBAHETO
Ha KPbHBTA,
O THKJIONHUIWH MW APYTH aHTHATPETaHTHH JIEKapCTBa,
O CeJIEKTUBHHM MHXUOWTOPH Ha 0OPAaTHOTO 3aXBalllaHe Ha CEPOTOHMHA (BKIIIOUUTEITHO, HO HE
camo (hryokceTHH wiH (hIIyBOKCaMUH ), JIEKAPCTBA, KOUTO OOMKHOBEHO CE M3MOJI3BaT 32
JIEYCHUE Ha JIeTIpecHs,
o pudaMnuiyH (M310JI3BaH 32 JICUECHUE HA TSKKH HHPEKIINH )
- OMEMPA30JI WM €30MENpPa3o, JEKapCTBa, U3IMOI3BAHU 3a JICUCHHE HA CTOMAILIHO
HEpa3MoJIOXKEHUE,
- (i1yKOHa30J1 MIIM BOPUKOHA30J1, JISKapPCTBa 3a JICUCHHE Ha I'bOMYHU HH(EKIIUH,
- e(haBUPEHII WK JAPYTH aHTUPETPOBUPYCHHU JIeKapcTBa (M3I0JI3BaHHM 3a jeueHue Ha XI1B
nHpEKIH),
- kapOamasernuH, JeKapCcTBO 3a JICUYCHNE Ha HIKOU (JOPMHU Ha STIHIICTICHS,
- MOKJIOO€MHU/I, JISKAPCTBO 3a JICYUCHHUE Ha JICTIPecHs,
- penarivHu], JEKapCTBO 32 JIeUeHUe Ha qualerT,
- MAKJINTAKCEll, IEKAPCTBO 3a JICYSHHE Ha pak,
- OIMOUJIN: JIOKATO C€ JICKYBaTe C KJIIOMUIOrPel1, TPsOBa a yBeqoMuTe Baius nekap npenu na
Bu 6b1e nipeanuican onron  (M3MOI3BaH 3a JISYSHHE Ha CHJTHA 0O0JKa),
- po3yBacTaTHH (M3ITOJI3BaH 3a TIOHIKaBaHE HA HUBOTO Ha XOJIECTEPOIIA).

AKO cTe MpeKUBENN TeKKa TphIHA OoKa (HecTaOMITHA CTEHOKAPIUS WM MUOKAP/ICH HH(APKT),
MpexoaHa UCXCMUYHA aTaKa NI UCXEMUUYCH MO3BUCH MHCYJIT C JICKA CTCIICH Ha TCIKECT, MOKEC Oa Bu
0bae npenanucad Plavix B KOMOWHAINS C alleTHIICAIHMITAIIOBA KUCENMHA, BEIIECTBO, ChIBPIKAIIO CE B
MHOTO JICKapCTBa, U3MOJI3BAHH KaTO 00e300ABaIlM 1 TIOHIKABAIIW TeMIepaTrypaTa. MHIuaeHTHa
ynorpe0a Ha aleTHICATUIIOBA KucenruHa (He moeeue oT 1 000 mg Ha 24 yaca) He Ou
IpeJICTaRIsIBaia Mpo0ieM, HO IPOABDKUTEIHATA YIIOTpeOa IpU APYry 0OCTOATEIICTBA TPSAOBaA J1a ce
o0cwau ¢ Bammms nekap.

Plavix ¢ XxpaHa u HATUTKHA
Plavix Moxe aa ce mpuema chc uim 0e3 XpaHa.

BpeMeHHOCT 1 KbpMeHe
3a npearnovuTaHe € Ja He ce MpHeMa TO3M JIEKapCTBEH MPOIYKT 110 BpeMe Ha OpeMEHHOCT.

Axo cte OpeMeHHa WK cMsITaTe, 4e MOXKe J1a cTe OpeMeHHa, TpsOBa 1a yBegomure Bammms nexkap nim
(hapmareBT, ipeau na npuemere Plavix. Axo 3a0pemeneete, nokaro npuemare Plavix, Begnara ce
nochBeTBaliTe ¢ Bammms nekap, Thil KaTo He ce mpenopbryBa ynorpedara Ha KIOMHIOTPET IO BpeMe Ha
OpeMEHHOCT.

He Tpsa6Ba na xppmuTe, 10KaTO MpUeMaTe TOBa JIEKapCTRO.
AKO KbpPMHTE WJIM IUIAHUpATE Aa KbPMUTE, roBopeTe ¢ Bamus nekap, npenu fa npuemere ToBa

JICKApCTBO.

[ToceBeTBaiite ce ¢ Barus jekap win papMaiieBT npeu ynorpedaTa Ha KOSTO U Ja € JICKapCTBO.
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lodupane u paéoTa ¢ MAIIMHH
Plavix e masiko BeposTHO Ja 3acerre crocodbHoctTa Bu 3a modupane wim padoTa ¢ MalllvHU.

Plavix cbabpixa JaKkTo3a
Axo Bammat nekap Bu e ka3zai, e mMaTe HEITOHOCHMOCT KbM HSAKOM 3aXapH (HaIIp. JIaKTo3a),
CBBPIKETE C€ C HETO, IPEH J]a MPUEMETE TOBA JIEKapCTBO.

Plavix cbabp:ka XUAPOreHUPAHO PULMHOBO MACJI0
ToBa MOke Jja IPUYUHU CTOMAIIHO Pa3CTPOUCTBO UIIU JHAPUSL.

3. Kak n1a npuemarte Plavix

Bunaru an/IeMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu ¢ xazan Bammusar JICKap ujin Q)apMaHCBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap Wi (bapMaHCBT.

[IpenopbunTenHaTa q03a, BKIFOYUTETHO 3a MAIIMEHTH ChC ChCTOSHHUE, HAPEUYCHO ,,IPEACHPIHO
MBXJIeHe” (HepUTMUYHA ChpEYHA JIEHHOCT), € enHa TabneTka oT 75 mg Plavix Ha geH, KosTo ce
npueMa rpe3 ycraTa ¢bC WM 0e3 XpaHa, U 110 €J{HO 1 ChII0 BPpeMe BCEKH JICH.

AKO cTe IMalu CHJIHA TpbaHa Ooska (HecTaOMIIHA CTEHOKApIHsl WK MUOKap/eH HHpapkT), Bammst
nekap Mmoxke 1a Bu game 300 mg wmm 600 mg Plavix (1 wm 2 Tabnetku ot 300 mg, wim 4 v 8
TabneTku oT 75 mg) BEAHBK B HAYAJIOTO Ha JedueHneTo. Ciiel TOBa, IpenopbunTeIHaTa 103a € eaHa
tabnetka ot 75 mg Plavix AHEBHO, KaKTO € MOCOYEHO MO-TOpE.

AKO cTe IMaJld CHMIITOMH Ha MO3bU€H HHCYINT, KOUTO ca IPEMHHAIN B pAMKUTE Ha KPaThbK NEPHOA OT
BpeMe (M3BECTEH CHIUIO0 KaTo MPEeXoJHa UCXEMHUYHA aTaKa), M UCXEMHUYEH MO3bUYEH HHCYIT C JIeKa
CTETIeH Ha TexecT, Bamusr nekap moxe na Bu npeanume 300 mg Plavix (1 Tabnerka ot 300 mg mnu
4 TabmeTku OT 75 mg) BEAHBXK B HAYAJIOTO Ha JiedeHrneTo. Ciiesr ToBa MpenophIUTEIIHATA 103a € eIHa
TabneTka ot 75 mg Plavix Ha IeH, KaKToO € OMHMCAaHO MO-Tope, M alleTHIICAIHIIIIIOBA KUCETTHHA B
nmpoabpkeHne Ha 3 cemmuiid. Cren ToBa JeKapsT me npeanuiie Plavix caMocTosITeTHO Win
AleTUICATUINIIOBA KUCETMHA CAMOCTOSITEIIHO.

Tpsa6Ba na npuemare Plavix, nokaro Bamusar nekap Bu ro npeamnucsa.

AKO cTe pHeJiu MoBeYe 0T HeoOxoaumaTta xo3a Plavix
CpprkeTe ce BeHara ¢ Bamms nekap wim oTuzeTe 0 CIeNTHOTO MEIUIIMHCKO 3BEHO B Hal-OJm3KaTa
0OJTHMIIA TTOpaJH YBEIIMYCH PUCK OT KbPBEHE.

AKo cTe npomycHaJau a1a npuemete Plavix

AKo cTe mportycHanu 1a npuemere f1o03a Plavix, Ho cu cioMHHTE B paMKHTe Ha cienBanure 12 daca
cien oOM9aiiHOTO BpeMe, BeTHara B3eMeTe TalIeTKara CH, a ToCie MprueMeTe Clie/IBaliaTa B
oOnJaifHus Jac.

Axo cte 3a6paBI/IJ'II/I 3a ToBeye ot 12 qaca, MpoCTo NMpUEeMETE ClicABallaTa CAMHUYHA 1034 B
00MYaHOTO BpEME. He B3emaiite nBoitHa [03a, 3a 1a KOMIICHCHUPATEC MMpoIycHaTaTa TabJeTKa.

[Tpu omaxoskuTe oT 7, 14, 28 1 84 TabneTKu, MOKETE /1a IPOBEPSBATE JACHS, B KOWTO ITOCIETHO CTE
npueny Tabnerka Plavix mo kanenmapa, otrevyaran BbpXy OIucTepa.

AKo cTe cripesn npueMa Ha Plavix
He cimpaiiTe Jedennero, ocBeH ako BammsAT jgexap He Bu nocsBeTBa. CBbpikeTe ce ¢ Bamms
JeKap wiy papManeBT, Ipean 1a ro HalpaBuUTe.

AXO UMaTe HSIKaKBH JOIBJIHUTEIIHA BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBA JIEKAPCTBO, MOIUTANTE
Bamus nexap winu apmarieBr.
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4. Bb3MOKHHU HekeJIaHU peaknun

Kakrto Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAHU PEaKIIUH, BBIIPEKHU Y€ HE
BCCKM I' I1OJTy4aBa.

HNndopmupaiite Bamms nexkap He3a0aBHO, aKko HMare:

- BHCOKA TeMIIepaTypa, MPU3HAIM Ha WHEKIUS WK NpeKajieHa ymopa. ToBa Moxe na ce
JUbJKY Ha TIOHMKaBaHE CTOWHOCTUTE HA HAKOU KPBBHU KJIIETKH, KOETO € PAIKO.

- TIpU3HANM HA YEPHOIAPOOHH MPOOIEMHU, KaTO TOXKBJITSIBAHE HA KOJKATa W/MIH OUUTE
(>kBATEHUIIA), HE3aBUCUMO OT TOBA JJAJIU Ca CHITBTCTBAHU OT IMOAKOKHU KPHBOU3JIUBH, KOUTO
Ce TPOSIBIBAT KAaTO MAJIKK YSPBEHU TOUYKHU H/WIU 00ObpPKBaHe (BIKTE TOYKA 2
“IIpenynpekIeHAS U TIPESAIIa3HA MEPKHU’).

- TOAyBaHE Ha ycTaTa WM HapyLICHUs Ha KOXAaTa KaTo OOPUBH U ChPOEIKH, MEXYPH IT0 KOXKATa.
ToBa Moe /12 ca CHMIITOMH Ha aJIeprUYHa PEaKIIUs.

Haii-yecTo cho0IaBaHaTa HexkeIaHa JieKapcTBeHa peakuus npu Plavix e kbpBene. Kppsenero
MOXe€ J]a ce MPOSBU KaTo KbPBEHE B CTOMAaXa WIIM YepBaTa, HAThPTBaHe, XeMaToM (HeoOn4aiHO
KbPBEHE WM 00pa3yBaHe Ha CHHMHU I10J1 KOKaTa), KbpPBEHE OT HOCa, KPbB B ypUHaTa. B Mambk Opoii
OT CIIy4auTe ce ChOOIIaBaT ChII0 U KPHBOM3INBH B OUNTE, IJ1aBaTa, Oeaus Apo0 MM CTaBUTE.

AKO HMaTe NPOABLJKMTEHO KbPBeHe, koraro npuemare Plavix

AKo ce nopexere UM HapaHUTE, MOKE J1a OTHEME MAJIKO I10Beue OT 00M4alfHOTO BpeMe, 3a Ja CIpe
KbpBEHETO. ToBa € CBbP3aHO C HAYMHA Ha JACHCTBHE Ha JIEKAPCTBOTO Ja MPEJOTBpaTsIBa 00pa3yBaHETO
Ha KpbBHU chcupely. [Ipn Manku nopsA3BaHMs ¥ HapaHsABaHUs, KaTO Halp. MOpsI3BaHe 110 BpeMe Ha
OpbcHeHe, TOBa OOMKHOBEHO € Oe3 3HaueHue. Ako obaue KppBeHeTo Bu Oe3nokou, TpsOBa na ce
CBBpIKeTe He3a0aBHO ¢ Bamms nexap (Bwkre Touka 2 “llpeaynpexaeHnus u Ipearna3Hu MEpKu’).

JApyru HexeJIaHU JIeKAPCTBEHH PeaKIMU BKIKYBAT:
UYectu HexkenaHu peaknuu (Moxe 1a 3acerHat o 1 Ha 10 gymm):
Huapust, kopemHa 00JTKa, JIONIO XPaHOCMHUIIAHE WIIM KUCEIIHHU.

Heuectu nexxenanu peaxiym (Moxe na 3acersat ao 1 Ha 100 xymm):
I'maBoOonue, cTomalliHa 51384, raJicHe, OBPbILAHE, 3aleK, YBEIIMICHO KOJUIECTBO HA T'a30B¢ B
CTOMaxa WM YepBara, OOpUBH, ChpOEXk, 3aMassHOCT, yCelllaHe 32 U3TPhIIBAHE U MpaBy4YKaHe.

Penxu nexxenanu peaxiym (Moxe na 3acerHat 1o 1 #a 1 000 gymm):
CBETOBBPTEXK, YTOJIEMSIBaHE HA THPAUTE MIPU MBKE.

MHoro penku HexelaH! peakiuu (Moke aa 3acersar a0 1 Ha 10 000 mymm):

JKbnTennna; cuiHa KopeMHa 0oJIKa chC Win 6e3 00NKa B Thp0a; BUCOKA TEMIIEpaTypa, 3aTpyJHEHUS B
JTUTIIAHETO MOHSIKOTa MPUAPYKEHH C KAILTUIA; 00N allepTUYHU PEaKIuu (Hampumep, 0010 ycenaHe
3a 3aTOIUITHE C BHE3AITHO OOIIO Hepa3IoIOKEHHUE JTO MPHITAIbK); OTOK Ha yCTaTa; MEXypH I10 KOXKaTa,
aJIepTUYHU KOKHU PEaKIvy; Bh3MaJIeHEe Ha ycTaTa (CTOMATHUT); TOHIKaBaHe Ha KPHBHOTO HAJISTAHE,
00BpKBaHE; XaNIOIMHAIINY; CTaBHA 00JIKa; MyCKYJIHA 00JIKa; MPOMsIHA BbB BKyca WM 3ary0a Ha BKyca
Ha XpaHara.

Hexenann pCaKkium C HCU3BCCTHA YECTOTA (OT HaAJIMYHUTEC JaHHU HC MOXKE Ja 6’LI[C HalipaBCcHa
OIICHKA):

Peakiiuu Ha CBPBbX4yBCTBUTEIHOCT € OOJIKA B IBPJNTE WM KOpEMa, CUMIITOMH Ha MIOCTOSTHHO HUCKA
KpbBHA 3axap.

Ocsen ToBa Bammsit iekap MoKe J1a yCTaHOBH ITPOMEHH B MTOKA3aTENTE TIPH M3CICABAHIITA HA
KpBBTa WM YPHUHATA.
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Cpo0maBaHe HA HesKeJIAHU peaKIun

AKO TIOJTyYuTe HAKAKBU HEXEJIaHU JICKAPCTBCHH PEaKIMU, yBeqoMeTe Barmms nekap win hapMmarieBT.
ToBa BKJIIOUBA BCUYKH Bb3MOYKHH HEOMMCAHH B Ta3U JINCTOBKA HE)KEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIINUTE HEXKEIAHN PEeaKIUU JUPEKTHO Ype3 HAI[HOHAIHATA CHCTEMa 3a ChOOIaBaHe, II0COUYEHa B
[punoxxenne V. Kato cho0ImiaBare HexXeTaHU PEaKIMK, MOXETE Ja aJeTe CBOS ITPUHOC 3a
MoJiydyaBaHe Ha MmoBeue HHPOpMaIMsS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cexpansiBate Plavix
[la ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JELa.

He u3non3BaiiTe ToBa JIeKapcTBO Ciie]] CPOKa Ha TOIHOCT, OTOEIsI3aH BbPXY KaPTOHEHATa OMAKOBKA H
ommcrepa, ciren ,,l 'oxer 10:”. CpoKbT Ha TOTHOCT OTTOBApPS Ha IMOCISIHUS ICH OT MIOCOYCHUS MECEII.

[IpunwpkaiiTe ce KbM YCIOBUSATA 32 ChXPAaHEHUE, OTOCIISA3aHN BhPXY KapTOHEHATA OIMaKOBKa.
Ako Plavix ce nocrass B PVC/PVDC/anymunueBu 6muctepu, f1a ce cbxpanssa moj 30°C.

Axo Plavix ce 70cTaBs B 3110 ATyMHUHUEBH OJIUCTEPH, HE CE U3UCKBAT CTIICIIMATHYU YCIIOBHS HA
ChXpaHCHHUE.

He u3non3BaiiTe TOBa JIEKapCTBO, aKO 3a0EICIKUTE HIKAKBU BUIUMHU O€JIe3u Ha HapyIlllaBaHe
Ka4eCTBOTO Ha MPOJYKTa.

He u3xBbpiistiiTe nekapcTBaTa B KaHAIM3aLUsITa WIK B KOHTEHHepa 3a JOMAIIHU OTIIaAbIIH.
ITonwmraiite Bamms apmaneBT kKak Ja H3XBHPIATE JIEKapCTBAaTa, KOWTO Beue HE U3mosBare. Te3n
MEPKH IIIe CIIOMOTHAT 32 ONa3BaHe HA OKOJIHATA Cpea.

6. Chbabp:kaHne HA ONIAKOBKATA M I0NMbJIHUTEIHA HHopManus

Kakso cbabp:xa Plavix
AKTHBHOTO BEIIECTBO € Kionmuaorpen. Beska Tadnerka chabpika 75 mg kimonugorpen (Kato
XUJIPOTEHCYJI(aT).

Hpyrute cbeTaBku ca (BrkTe Touka 2 ‘Plavix ceabpika naktosza’ u ‘Plavix cbabpika XuaAporeHupaHo
PHULIMHOBO Macyo’):
- Smpo Ha Tabnmerkarta: manuTon (E421), XxuaporeHupaHo pUIIMHOBO MAacio, MEKPOKPHCTATHA
emynosa, Makporoi 6000 u HUCKO cyOCTUTYHpaHa XHIPOKCUIIPOIHIILENYI03a,
- Tabnerna oOBHBKa: JaKTO3a MOHOXUApAT (MJieuHa 3axap), xunpomenosa (E464), tpuanerun
(E1518), uepsen xene3ed okcun (E172) u tutanos nuokenn (E171),
- Ilonuparm areHT: KapHayOCKH BOCBHK.

Kak n3raexna Plavix 1 KakBo ChIbpiKa OMaKOBKAaTa

Plavix 75 mg ¢unmupanu TabNeTKH ca KPbIiH, IBOMHO-U3ITBKHAIIN, PO30BH, C TPABUPAHO YUCIOTO
“75 na egnara crpana u unucyoro “1171” Ha npyrata ctpaHa. Plavix ce qoctaBsi B KapTOHEHU KyTHH
ChIbPIKALIH:
- 7,14, 28, 30, 84, 90 u 100 tabnetku, B PVC/PVDC/anyMmuHueBH OIHCTEPH WITH U3LISIIO
aTyMUHHUEBH OJHCTEpH
- 50x1 rabnetku B PVC/PVDC/anymunneBn OIuCTEpH WK U3LSIIO ATyMHUHUEBH OJIUCTEPH C
eIVHUYHH JIO3H.

He Bcuukm BHI0OBE ONTAaKOBKH MOTAT Aa OBJIAT ITyCHATH B IPOAAKOA.
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IpuTexaTes HA pa3pelIeHHETO 32 YNOTPeda U MPOU3BOUTEIH

[Ipurexxaten Ha pa3pelIeHUETO 3a ynoTpeoda:

Sanofi Winthrop Industrie
82 avenue Raspail
94250 Gentilly - @panmus

[IpousBogurenu:
Sanofi Winthrop Industrie

1, rue de la Vierge, Ambares & Lagrave, F-33565 Carbon Blanc cedex, ®pannus

WITH
Sanofi S.r.l.

Strada Statale 17, Km 22
67019 Scoppito (AQ) — Utanus
WIn

Sanofi Winthrop Industrie
30-36 avenue Gustave Eiffel
37100 Tours

OpaHuus

3a JOIIbIHHUTEIHA I/IH(I)OpMaIII/IH OTHOCHO TOBa JICKAapCTBO, MOJI CBBPIKETC CC C JIOKAJITHUA

NPEICTaBUTEN Ha PUTEKATENS Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Sanofi Belgium
Tél/Tel: +32 (0)2 710 54 00

Bbbarapus
Swixx Biopharma EOOD
Tem.: +359 (0)2 4942 480

Ceska republika
Sanofi s.r.o.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +45 45 16 70 00

Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 52 52 010

Tel. aus dem Ausland: +49 69 305 21 131

Eesti
Swixx Biopharma OU
Tel: +372 640 10 30

E)\ada
Sanofi-Aventis Movonpoécwnn AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

Lietuva
Swixx Biopharma UAB
Tel: +370 5236 91 40

Luxembourg/Luxemburg

Sanofi Belgium

Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Magyarorszag
SANOFI-AVENTIS Zrt.
Tel: +36 1 505 0050

Malta
Sanofi S.r.1.
Tel: +39 02 39394275

Nederland
Sanofi B.V.
Tel: +31 20 245 4000

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185—-0

Polska
Sanofi Sp. z o.0.
Tel: +48 22 280 00 00



France

Sanofi Winthrop Industrie

Tél: 0 800 222 555

Appel depuis I’étranger: +33 1 57 63 23 23

Hrvatska
Swixx Biopharma d.o.o0.
Tel: +385 1 2078 500

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.r.l.
Tel: 800 536 389

Kvnpog
C.A. Papaellinas Ltd.
TnA: +357 22 741741

Latvija
Swixx Biopharma SIA
Tel: +371 6 616 47 50

Portugal
Sanofi - Produtos Farmacéuticos, Lda
Tel: +351 21 35 89 400

Roménia
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
Swixx Biopharma d.o.0.
Tel: +386 1 235 51 00

Slovenska republika
Swixx Biopharma s.r.o.
Tel: +421 2 208 33 600

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom (Northern Ireland)
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +44 (0) 800 035 2525

JlaTa Ha nocJienHO npepa3riekaane Ha JuctoBkara <mecen I'TTT>.

Ho;[p06Ha I/IH(l)OpMaLII/IH 3a TOBa JICKaApCTBO € NPEAOCTAaBCHA HA ye6C3ﬁTa Ha EBpOHCﬁCKaTa arcHIus

1o JiekapcTBaTa http://www.ema.europa.eu/
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JlucroBka: undopmanus 3a norpeduTeNs

Plavix 300 mg ¢pnamupanu TadaeTkH
knonuaorpen (clopidogrel)

IIpoyeTeTe BHUMATEIHO AJATa JIMCTOBKA NMPeIH Aa 3aM0YHeTe 12 NpueMaTe TOBa JeKapcTBO,

Thil KaTO T4 ChAbPKa BaxHa 3a Bac undgopmanmus.

- 3anazere Ta3u JUCTOBKA. MOXKe /1a ce HANOXKHU J1a 51 TPOYETETE OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, NonuTaiiTe Bamus nexkap wiu gapmarieBt.

- ToBa JekapcTBO € MpeIucaHo eIUMHCTBEHO U TMYHO Ha Bac. He ro mpeotcThnBaiite Ha Apyru
xopa. To Moke 1a UM HaBpeIH, HE3aBUCUMO 4e MPU3HAINTE Ha TAXHOTO 3a00JIBaHE ca CHIINTE
kaTto Bamure.

- AKO TIOJTyYHTe HAKAKBU HEXEJIAH! JIEKAPCTBEHH PEAKIINH, BKIFOUYNTEITHO HEOITMCAHH B Ta3H
JUCTOBKA HEXEJIaHU peakiu, yBegomere Bammus nexap win papmareBt. BuxTe Touka 4.

KakBo cbhIbp:Ka Ta3H JHCTOBKA:

KaxBo mpencraBisBa Plavix u 3a kakBo ce H3M0JI3Ba

Kakso Tps6Ba na 3Haere, nmpean na npuemere Plavix

Kak ma mpuemarte Plavix

BB3MoKHU HEXeTaH! peakuu

Kak na cexpansBare Plavix

ChabppxaHye Ha ONAaKOBKATa M JOIBIHHUTEIIHA HH(POPMALIUS

Sk W=

1. Kakso npencrasisBa Plavix u 3a kakBo ce U3MoJ13Ba

Plavix cpabpska KIOMUAOTPEN U NPUHAUICKH KbM IpyIia JIEKapCTBa, HApEUeHU aHTHArperaHTHN
JIEKapCTBEHHU MPOAYKTH. TPOMOOIIUTHUTE ca MHOTO MAJIK KPBBHH €JI€MEHTH, KOUTO CE CIICNBAT €/IMH C
JpyYT IIpu 00pa3yBaHETO Ha KPBbBHH ChcUpenu. Upes mpeoTBpaTsIBaHe Ha TOBA CIICTBaHE,
TPOMOOIIMTHHUTE AaHTUAIPETaHTH HaMaJIIBaT PUCKa OT 0Opa3yBaHe Ha KPBbBHU ChCHUPEIH (TIpoIiec
HapedeH TpoMO03a).

Plavix ce mpuema oT Bb3pacTHU MAIMEHTH 3a NpeAnasBaHe oT 00pa3yBaHETO Ha KPHBHU ChCUPEIH
(TpoMOM) B yIITBTHEHUTE KPHBOHOCHU ChIOBE (apTepHH), MPOLIEC U3BECTEH KaTO aTepoTpoMO03a,
KOETO BOJIH JI0 aTePOTPOMOOTHYHH MHIIMJICHTH (KaTO MO3BYEH yIap, Chbp/IeUeH IPHUCTHII, WA CMBPT).

Plavix Bu e npennucan 3a npegoTsparsiBaHe Ha 00pa3yBaHETO HAa KPbBHH ChbCUPELM U HAMAJISIBAHE Ha

pHCKa OT TE3U CEPUO3HU MHLIUACHTH, 3aI10TO:

- Wmare cbcTosIHME HAa YIUTBTHSBAHE Ha apTepuuTe (M3BECTHO CHIIO KATO aTEPOCKIIEPO3a), U

- Nmarte npeaxoxkaaul CbpAC4YCH NPUCTHII, MO3BYCH yaap, WJIN UMATC CbCTOAHHUEC U3BECTHO KAaTO
nepuepHO apTepraIHo 3200 IsIBaHE, UITH

- Cre uMau TeKKa IphjIHA 00JIKa, ChCTOSHUE M3BECTHO KATO “HECTA0MIIHA CTCHOKAP U™ WU
“muokapzeH nHpapkT” (ChpAeUYeH yAap). 3a IeueHHe Ha TOBA ChCTOSHUE BamusaT mekap Moxe
Jla IOCTaBH CTEHT B OJIOKMpaHaTa MM CTECHEHAaTa apTepHsl, 3a 1a Bb3CTAHOBU €(EKTUBHUS
KpBbBEH NOTOK. Moxxe na Bu Ob1e npeanucana v aneTHICATNINIOBA KHCEIHHA (BEIIECTBO,
CHIBPIKAIIIO C€ B MHOTO JIEKapCTBa, M3MOJI3BaHU KaTo 00€300IIsBallli U TIOHMKABAIIH
TeMIIepaTypara, KakTo ¥ MpeA0TBpaTABAIN ChCHPBAHETO Ha KPBBTA) OT Bamms ekap.

- Cte uMaay CUMIITOMH Ha MO3bUEH HWHCYJIT, KOUTO Ca MPECMUHAIN B PAMKUTC Ha KPATHK IEPHUO/
OT BpeMe (M3BECTEH ChILO KAaTO MIPEXOAHA HICXEMUYHA aTaKa), WIIM HICXeMUYEeH MO3bUEH HHCYIIT
C JIeKa CTereH Ha TexxecT. Moske a Bu 0b1e npeanrcana u aneTHiICaIMInIOBa KUCENUHA OT
Bamms nekap, npueMbT Ha KOSITO [ja 3alI0YHE B PAMKUTE Ha MbpBUTE 24 daca.

- Hmare HepaBHOMepHA ChpACYHA JIEHHOCT, CbCTOSIHUE, HAPEUEHO ,,lIPEICHPAHO MBKACHE”, U HE
MOJKETe J1a mpueMaTe JIeKapcTBa, U3BECTHH KaTo ,,IEpOpPATHU AaHTUKOATYJIaHTH (aHTarOHUCTH
Ha BuTamuH K), KOUTO npeoTBpaTsaBar 00pa3yBaHEeTO U HAPaCTBAHETO Ha KPHBHU ChCUPEIIH.
Tps6Ba na 3HaeTe, 4e NepOpaIHUTE aHTUKOATyJIaHTH ca O-e(UKACHHU OT alleTUIICAIMIIIIOBATA
KHCeJIMHA WK KOMOMHMpaHaTa ynorpeda Ha Plavix mioc aneTuicaniunioBa KUCEIHHA IPH
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2.

TOBa ChCTOSTHKE. Bammsar nexap Tpss6Ba na Bu mpennuime Plavix mmoc aneTuicamtuimioBa
KHCEJIMHA, aKO HE MOXETE Jla MpUeMare ,,liepopaTHA aHTUKOAryIaHTh | 3a Bac HiMa puck oT
MAacUBHO KbPBEHE.

KaxBo TpsoBa n1a 3HaeTe, npeau Aa npueMete Plavix

He npuemaiite Plavix

AKO cTe ajepru4Hu (CBPbXUYBCTBUTEIHN) KbM KIOMHIOTPEIT WM KbM HIKOS OT OCTaHAJIUTE
CHCTaBKM Ha TOBA JIEKApCTBO (M30pOeHU B TOUKa 6).

Axo cTpagare oT 3a00JsBaHe, KOETO TIOHACTOSIIEM IPUIHHABA KbPBEHE, HAIIPHIMEP CTOMAITHA
S13Ba MJIM KbPBEHE B MO3BKA.

AKO cTpamare OT TeKKO YepHOAPOOHO 3a00IsiBaHe.

AKko cMsTaTe, 4e HSIKOM OT Te3U Ce OTHACAT 3a Bac, uiu umaTe HIKaKBU CbMHEHUS, KOHCYJITHpPAUTE ce
¢ Bamms nekap npenu neyenueto ¢ Plavix.

IIpenynpesxaeHns u npeAnasHu MepKU
AKo HAKOE OT N30pOEHUTE IO-10JTy ChbCTOSIHUS c€ OTHACAT 3a Bac, TpsiOBa BenHara a yBenomure
Bammus nekap npeau na 3amouHere na npueMate Plavix:

aKO0 CTe U3J0XKEHH Ha PUCK OT KbpPBEHE KaTo
3a0oJsiBaHe, KoeTo Bu n3nara Ha puUCK OT BTPEIIHO KbPBEHE (KaTO CTOMAIIHA 513Ba).
HapyleHUEe Ha KPbBTA, KOETO MpeIpasnosara KbM BbTPEIIHH KPbBOU3INBYU (KbPBEHE B
ThKaHWUTE, OPraHUTE WIN CTaBUTE Ha TsU10TO Bu).
CKOPOILIHA TEXKa TPaBMa.
CKOpOUIHA XUPYPruuHa WHTEPBEHIUS (BKIIOUUTETHO CTOMATOJIOTHYHA).
MPeACTOosA XUPYPTUIHA HHTEPBEHIINS (BKIIOYUTEITHO CTOMATOJIOTHYHA) TIPE3 CJIC/IBAIIINTE
CE/IEM JIHU.
aKO CTe MMaJIU ChbCUPEK B MO3bYHA apTepusl (MCXEMHUUYEH yIap), Bb3HUKHAI IPe3 MOCIeAHUTE 7
JTHH.
aKo uMare ObOpeYHO MK YepHOAPOOHO 3a00IsIBaHE.
aKo CTe UMaJIM aJIeprusl WIK peakius KbM HSIKOE OT JIeKapCcTBaTa, U3MOI3BaHH 3a JISUEHUE Ha
Bamero 3abosnsiBane.
dKO B MUHAJIOTO CTC UMAJIM HETPABMAaTU4YCH MO3bUCH KPHBOU3JIUB.

Hoxato npuemate Plavix:

Tps6Ba na napopMupaTe Bammst jgekap, ako m1aHUpaTe XUPYPruaHa HHTSPBEHIINS
(BKITFOUMTETHO CTOMATOJIOTHIHA).

TpsidBa chiro He3abaBHO Ja nHMDopMupare Bamwst nexap, ako pa3BUeTe ChCTOSHNE (M3BECTHO
ome Karo TpoMOOTHYHA TpoMboMToneHnyHa mypnypa win TTII), koeTo BKiItoYBa MOBHIICHA
TeMmIeparypa 1 CHHUHH 110 KO)KaTa, KOUTO MOTaT Aa Ce MPOSIBSIT KaTO MAJIKA YEPBEHHU TOUKH,
chC miTu 0e3 HeoOsICHIMA ITPEKOMEpPHa YMOPSIEMOCT, 00bPKBaHE, MMOXKBITIABAHE Ha KOXATa WITH
ounte (KBJITCHUIIA) (BIDKTE TOUKA 4 “Bb3MOXKHHU HEKEIIAaHU PEaKiuu’).

AKoO ce mopexeTe WM HapaHUTE, MOXKE JJa OTHEME MAJIKO IT0BeUYe OT 00M4aifHOTO BpeMe, 3a 1a
crpe KbpBeHeTo. ToBa € CBbP3aHO C HAUMHA Ha JISHCTBHE Ha JIEKAPCTBOTO Ja MPEAOTBPaTABa
o0pa3yBaHETO Ha KPbBHU cheupely. I1py Manku nopsisBaHus U HapaHsABaHUA, KaTO HAIP.
nopsi3BaHe Mo BpeMe Ha OpbCHEHe, TOBa OOMKHOBEHO € 0e3 3HaueHne. AKO 00aye KbPBEHETO
Bu 6e3nokou, TpsiOBa 11a ce cBbprkeTe HezabaBHO ¢ Bamms nekap (BukTe Touka 4 “Bb3MoxHI
HEXeJIaH! peaKium’).

Bammsar nexap Moxe a Ha3HAYM U3CJIE€IBAaHUS Ha KPBBTA.

Jeuna u ronomu
He ZLaBaﬁTC TOBA JICKApCTBO Ha ACIa, 3alllOTO HIMa C(I)CKT.
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Jpyru nexapcerBa u Plavix

WNudopmupaiite Bamwst nexap win papmaieBr, ako mpreMare, HaCKOpo CTe MPHEeMay WiH ©
BB3MOXKHO J1a TIPUEMETE JIPYTH JICKapCTBa, BKIFOUUTEIIHO U TAKWBA, OTIIYCKaHU 0€3 perenTa.
Hsxou ekapcTBa MOTaT Ja OKaXkaT BIHMSHUC BhPXY AelicTBUeTO Ha Plavix u oOpartHo.

Tps6Ba 3agpmkuTeNHO 1a HHPOpMHUpaTe Bamms nekap, ako mpuemare
- JIeKapcTBa, KOUTO MOTAT Ja MOBHUIIAT PUCKA OT KbPBEHE, KaTo:
O TIepOpaTHH aHTHKOATyJaHTH, JIEKaPCTBA, M3IOJI3BAHN 32 HAMAJIIBaHE ChbCHPBAEMOCTTa Ha
KpBBTa,
O HECTEePOUIHH MPOTUBOBB3MAIUTEIIHY JIEKAPCTBA, 00WYAHO M3MOI3BAHU 32 JICUCHUE Ha
0O0JIE3HEHH W/UITM BB3MAIUTEIHN ChCTOSIHASL HA MYCKYIJIUTE UK CTABUTE,
O XeMapwH WIH APYTo JEKAPCTBO 32 HHKEKTUPAHE, U3MOI3BAHO 32 HAMANISIBAHE ChCUPBAHETO
Ha KPbBBTA,
O THKJIONHUIWH WIW APYTH aHTHATPETaHTHH JIEKapCTBa,
O CeJIEKTUBHHM MHXMOWTOPH Ha 0OPAaTHOTO 3aXBalllaHe Ha CEPOTOHMHA (BKIIIOUUTEITHO, HO HE
camo (hiryokceTHH wiH (hIyBOKCAMUH ), JIEKAPCTBA, KOUTO OOMKHOBEHO CE M3MOI3BaT 3a
JIEYCHUE Ha JIeTIpecus,
o pudaMnuiyH (M310JI3BAH 32 JICUECHUE HA TSKKH HHPEKIINH )
- OMEMPA30JI WK €30MENPa30, JEKapCTBa, U3IMOI3BAaHU 3a JCUCHHE HA CTOMAILHO
HEpa3MoJIOKEHUE,
- (hIIyKOHA30JT MM BOPUKOHA30J1, JIEKAPCTBA 3a JICUCHUE HAa I'bOMYHN UH(CKIUH,
- e(haBUPEHII WK JAPYTH aHTUPETPOBUPYCHHU JIeKapcTBa (M3M0JI3BaHHM 3a jeueHue Ha XI11B
nHpEKIH),
- kapOamasernuH, JeKapCcTBO 3a JICYeHNE Ha HSIKOW (OPMH Ha ETIHJIICTICHS,
- MOKJIOO€MHU/I, JISKAPCTBO 3a JICUCHUE Ha JICTIPecus,
- penariauHuI, JIEKapCcTBO 3a JIeYeHHe Ha Tuaber,
- MaKJINTAKCEll, IEKAPCTBO 3a JIEYSHHE Ha pak,
- OIMMOUJIN: JIOKATO CE€ JICKYBaTe C KJIIOMUIOTPel1, TPsiOBa a yBeqoMuTe Baius nekap npeau na
Bu 6b1e npeanuican onmrou (M3MOI3BaH 3a JISYSHHE Ha CHUJTHA 0O0JKa),
- po3yBacTaTuH (M3IOJI3BaH 3a MOHIKAaBaHE HA HUBOTO HA XOJIECTEepOJIa).

AKO cTe MpeKUBEITN TeKKa IphIHA OoKa (HecTaOWITHA CTEHOKAPIUS WM MUOKAP/ICH HH(APKT),
MpexoaHa UCXCMUYHA aTaKa NI UCXEMUUYCH MO3BUCH MHCYJIT C JICKA CTCIICH Ha TCIKECT, MOKE a Bu
0bae npeanucad Plavix B KOMOWHAINS C alleTUIICATHMITAIIOBA KUCEITMHA, BEIIECTBO, ChIBPIKAIIO CE B
MHOT0 JIGKapPCTBAa MOJI3BaHU KaTo 00e300IsBAIM U MOHWKABAIM TeMIlepaTypara. HIuaeHTHa
ynorpeba Ha aleTHICATUIIOBA KucenruHa (He moeeue oT 1 000 mg Ha 24 yaca) He Ou
MpeJICTaRIIsIBajia Mpo0ieM, HO IPOABDKUTEIHATA YIIOTpeOa IpU APYry 0OCTOATEIICTBA TPSAOBA J1a ce
o0cwau ¢ Bamms nekap.

Plavix ¢ XxpaHa U HATUTKHA
Plavix Moxe aa ce mpuema chc uin 0e3 XpaHa.

BpeMeHHOCT 1 KbpMeHe
3a npearnovuTaHe € ja He ce IpHeMa TO3M JIEKapCTBEH MPOIYKT 110 BpeMe Ha OpEeMEHHOCT.

Axo cte OpeMeHHa WITH cMsITaTe, 4e MOXKe J1a cTe OpeMeHHa, TpsOBa 1a yBegomute Bamms nekap nim
(hapmaneBT, pean na mpuemere Plavix. Ako 3abpemeneete, qokaro npuemare Plavix, BemHara ce
nochBeTBalTe ¢ Barmms nekap, Thil KaTo He ce MpenopbryBa ynorpedara Ha KIOMHIOTPET IO BpeMe Ha
OpEeMEHHOCT.

He tpsi0Ba na xbpMuTE, TOKATO MTPUEMATE TOBA JIEKAPCTBO.
AKO KbpPMHTE WJIM TUIAHUpATEe Aa KbPMUTE, roBopeTe ¢ Bamus nexap, npenu fa npuemere ToBa

JICKApCTBO.

[ToceBeTBaiiTe ce ¢ Barms jekap wnu papmaieBT npeu ynorpedaTa Ha KOSTO U Ja € JICKapCTBO.
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lodupane u paéoTa ¢ MAIIMHH
Plavix e masiko BeposTHO Ja 3acerre crocodbHoctTa Bu 3a modupane wim padoTa ¢ MalllvHU.

Plavix cbabpixa JaKkTo3a
Axo Bammat nekap Bu e ka3zai, e mMaTe HEITOHOCHMOCT KbM HSAKOM 3aXapH (HaIIp. JIaKTo3a),
CBBPIKETE C€ C HETO, IPEH J]a MPUEMETE TOBA JIEKapCTBO.

Plavix cbabp:ka XUAPOreHUPAHO PULMHOBO MACJI0
ToBa MOke Jja IPUYUHU CTOMAIIHO Pa3CTPOUCTBO UIIU JHAPUSL.

3. Kak n1a npuemarte Plavix

Bunaru an/IeMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu ¢ xazan Bammusar JICKap ujin Q)apMaIIGBT. Axo He
CTC CUTYPHHU B HCLIO, nonuraite Bamms JICKap Wi (bapMaHCBT.

[IpenopbuntenHaTta 103a, BKIIOYUTEIHO 33 NAIIUEHTH ChC ChCTOSHHUE, HAPEUCHO ,,[IPEACHPIHO
MBKAeHe” (HepUTMUYHA ChpAeUHa JIEHHOCT), € eqHa Tabnerka oT 75 mg Plavix Ha meH, kosiTo ce
npyeMa Ipe3 ycTaTa ¢bC WK 0e3 XpaHa, U 110 €JJHO U ChIIO0 BpeMe BCEKU JICH.

AKO cTe NMajH CrTHA TphaHa OonKa (HecTaOMTHa CTEHOKpaIus W MAOKapaeH nHdapkT), Bammsr
nexap moxke Aa Bu game 300 mg wim 600 mg Plavix (1 wum 2 Tabnerku ot 300 mg, nim 4 umu

8 Tabnetku oT 75 mg) BeAHBK B HAYaJIOTO Ha jJeueHneTo. Ciies ToBa, MpernopbuUTeIHaTa 1032 € eHa
tabnetka ot 75 mg Plavix AHEBHO, KaKTO € MOCOYEHO MO-TOpeE.

AKO cTe UManu CHMITOMH Ha MO3bYEH MHCYIT, KOUTO ca MPEMUHAIN B PAMKHUTE Ha KPAThK MEPUOJ OT
BpeMe (M3BECTEH CHLIO KaTo MPEX0JHa UCXEMHUYHA aTaKa), WM UICXEMHYECH MO3BYEH HHCYJT C JieKa
CTeTeH Ha TexecT, Bamusit ekap moxe na Bu npeanume 300 mg Plavix (1 Tabnerka ot 300 mg mnu
4 tabneTku OT 75 mg) BeAHBXK B HAYAJIOTO Ha JieueHuero. Cie ToBa MpenopbYrTENHaTa 032 € eAHa
TabseTka ot 75 mg Plavix Ha eH, KaKTO € OMHMCaHO MO-TOPe, U AIllETHICATUIIIIOBA KHCETINHA B
npoabpkeHne Ha 3 cemmunid. Cren ToBa, JIeKapsIT e npeanuiie Plavix caMocTosTeTHo Witk
AleTIICATAIIMIOBA KUCEINHA CAMOCTOSTETHO.

Tps6Ba na npuemare Plavix, nokaro Bamusar nexap Bu ro npeamnucsa.

AKO cTe IpHeJiu MoBeYe 0T HeoOxoauMaTa xo03a Plavix
CepprkeTe ce BeqHara ¢ Bamms nekap wim oTuzeTe 0 CIEeNTHOTO MEIUIIMHCKO 3BeHO B Hal-OJm3KaTa
OONHMIIA TTOpaaH YBEIWYECH PHUCK OT KbPBEHE.

AKO MaTe HAKAKBHU JOMBIHUTEIHA BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBa JIEKApCTBO, MOMUTANTE
Bamus nexap wiu gapmarieBr.

4. Bb3MOKHYN HexKeTaHU peakIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAMN3BHKA HEKECIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKU I' TIOJTy4aBa.

HNudopmupaiite Bamus jiekap He3abaBHo, aK0 HMaTte:
- BHCOKa TeMIlepaTypa, IpHU3HalM Ha HHEKIHS WK IpeKaieHa ymopa. ToBa Moxe aa ce
IBJDKU Ha IOHMW)KAaBaHE CTOMHOCTUTE HA HIKOU KPBBHM KJIIETKH, KOETO € PSIKO.
- MpU3HALM HA YEPHOIPOOHU MPOOJIEMH, KaTO MOXKBJITIBAHE Ha KOXKATa U/WIIN OUHTE
(KBITEHHUIIA), HE3aBUCHUMO OT TOBA JAJIM Ca ChITBTCTBAHHU OT MOJKOKHH KPHBOU3INBHU, KOUTO
ce TPOSIBSIBAT KaTO MAJIKH YePBEHU TOUYKH H/FTH OObpKBaHe (BIDKTE TOUKA 2
“IIpexynpexxaeHus U Ipeana3Hid MEpKU ™).
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- TIOXyBaHE Ha ycTaTa WM HApYIICHHS Ha KOXKaTa KaTo OOpWBHU U ChpOEXKH, MEXypH MO KOXKara.
ToBa Mo’e a ca CHMIITOMH Ha aJleprU9Ha PEaKIIHAL.

Haii-4yecTo cho01IaBaHaTa HesKeJIaHA JIeKapcTBeHa peaknusa npu Plavix e kepBene. Kepsenero
MOXe€ J]a ce MPOsIBU KaTo KbPBEHE B CTOMAaxXa WJIM YepBaTa, HATbPTBaHE, XeMaTOM (HeoOHu4aitHO
KbPBEHE WM 00pa3yBaHe Ha CUHMHU I10J KOKaTa), KbpPBEHE OT HOCa, KPbB B ypuHaTa. B Manbk Opoil
OT CIIyyauTe ce CbOoOIIaBaT ChIIO U KPHBOU3IUBH B OUMTE, IJ1aBaTa, OeiIus Apod WM CTaBUTE.

AKO UMAaTe NPOIbJLKUTETHO KbPBeHe, Korato npuemate Plavix

AKO ce TIopexeTe MM HapaHUTe, MOKE Jla OTHEME MaJIKO I0BeYe OT 00NYalfHOTO BpeMe, 3a Aa CIpe
KbpBeHEeTO. ToBa € CBbP3aHO C HAYMHA Ha JICHCTBHE Ha JIEKAPCTBOTO Jia MIPEJIOTBpaTsIBa 00pa3yBaHETO
Ha KpBbBHH cheupeny. [Ipy Majku mops3BaHusl U HapaHsSBaHMS, KaTO HAIP. IOPsI3BaHE 110 BpeMe Ha
OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHue. AKo o0aye KbpBeHeTo By Oe3mokou, TpsiOBa 1a ce
CBBbpKeTe He3a0aBHO ¢ Bamus nekap (Bmwxre Touka 2 “llpexynpexaeHus 1 npeanasHu MEpKu”).

Jlpyru HexeJIaHU JIEKAPCTBEHH PeaKIMU BKJIIOYBAT:
UecTu HeXEAaHU peakiuy (Moxe aa 3acerHat Ao 1 wa 10 qymm):
Huapwusi, kopeMHa 00JIKa, JIOIIO XPAHOCMIJIAHE UITH KUCEITUHHU.

Heuectu nexxenanu peakinu (Moske Aa 3acerrar 1o 1 ga 100 gymm):
I'maBoGonwme, ctomarHa s38a, rajicHe, NOBPbIIAHe, 3alleK, YBEIIMYCHO KOJUIECTBO HA Ta30BE B
CTOMaxa WJIM 4epBara, OOpUBH, ChpOeXK, 3aMastHOCT, yCelllaHe 332 U3TPHIIBaHE U MpaBy4YKaHe.

Penxu Hexxenmanu peakiuu (Moxe aa 3acerHat o 1 va 1 000 mymm):
CBeTOBBPTEXK, yrolieMsiBaHEe Ha ThPJANUTE IIPU MBKE.

MHoro penku HexKellaH! peakiuu (Moxe na 3acerHat g0 1 va 10 000 gymmm):

JKbnTenuna; cuiHa KopeMHa 00JIKa ¢hC min 0e3 00JIKa B Ibp0a; BUCOKA TEMITEPATypPa, 3aTPY/THCHUS B
JIUIIAHETO MOHSAKOTa MPHUIPYKEHH C KalUTHIA; OO AJIEPTUYHU Peakiuy (HanpuMep, o0Io ycelane
3a 3aTOILISIHE C BHE3AITHO OO0 HEPa3IMOoIOKEHHE 10 MIPUTIAABK); OTOK Ha ycTaTa; MEXypH MO KOXKaTa;

ANePTUYHU KOXKHU PEaKIiy; Bh3MaJICHUE Ha ycTaTa (CTOMATHT); MOHMKAaBaHEe HA KPHBHOTO HAIATAHE,

00bpKBaHe; XATIOIIHAIINN, CTABHA 00JIKa; MYCKYJTHA 00JIKa; MPOMSHA BbB BKYyCa WK 3aryba Ha BKyca
Ha XpaHara.

Heskenanu peakiyu ¢ HEU3BECTHA YECTOTA (OT HAIMYHUTE JJAHHU HE MOXKe J1a ObJie HanpaBeHa
OIICHKA):

PeaKHI/II/I Ha CBPBXYYBCTBUTCIIHOCT C 6OHK3 B I'bpAUTC UJIU KOPEMA, CUMIITOMU Ha IMMOCTOAHHO HUCKA
KpbBHA 3axap.

OcgeH ToBa Bammusr nekap Moe J1a ycTaHOBH ITPOMEHH B MTOKA3aTENNTE IPU U3CIIEIBAHUATA HA
KPbBTa WM ypUHATA.

Cbo011aBaHe HA HesKeJIAaHH PeakIuu

AKO TIOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEakIiy, yBeaoMeTe Bamus nekap wimu papmarnenT.
ToBa BKIIIOYBa BCHYKH Bb3MO)KHH HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIAHU peakuru. MoxkeTe ChIio Aa
CHOOIINTE HEXETIAHH PEAKI|H JUPEKTHO Upe3 HAIlMOHAIHATA CUCTEMA 3a ChOOIIaBaHe, MOCOYeHA B
[punoxenue V. Karo crobmaBare HexkeNaHU PeaKkLU, MOXETE J1a 1aJeTe CBOS IPUHOC 32
NoJy4aBaHe Ha ToBeue HH(OpMALHsI OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak 1a cexpansiBate Plavix
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIa.

He u3smnon3paiite TOBa JICKApCTBO CJIE] CPOKA HA TOJHOCT, OTOEsI3aH BbPXY KapTOHEHATA OMAaKOBKA U
ommcrepa, ciren ,,l'oxer 10:”. CpoKbT Ha TOTHOCT OTTOBApPS Ha MOCICIHUS ICH OT IIOCOYCHUS MECEII.
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To3u nexapcTBeH NPOAYKT HE N3UCKBA CIICLUAIHN YCIOBUS Ha ChXpaHEHHE.

He u3non3patite ToBa JICKapCTBO, aKO 3a0€eNeKUTe HIKAKBU BUIUMU Oene3n Ha HapylllaBaHe
Ka4CCTBOTO HA MPOAYKTaA.

He u3xBbprsiiTe nexkapcTBaTa B KaHATU3AIMATA WIM B KOHTEHHEpa 3a TOMAITHH OTIIaIBITH.
ITormuratiTe Bammus dhapmarieBT Kak J1a U3XBBPIISITE JIEKapCTBATa, KOUTO Bedue He m3moi3BaTe. Te3u
MEpPKH IIIe CIIOMOTHAT 3a Ola3BaHe Ha OKOJIHATa cpeja.

6. Cun)pmalme Ha ONnMaKoBKaTa U JONIbJHUTE/IHA I/lH(l)OpMalII/lﬂ

KakBo cbabp:ka Plavix
AKTHBHOTO BEIECTBO € Kiomuaorpei. Beska Tabmetka chabpxka 300 mg kmonumgorpen (Kato
XUJIPOTEHCYI(aT).

Hpyrure cberaBku ca (BmxTe Touka 2 ‘Plavix cbapprxa makro3a’ u ‘Plavix chabpika XHIpOTeHUPAHO
PHULIMTHOBO Macyo’):
- Snpo na tabnerkarta: manuron (E421), xuaporennpano puuHOBO Maciio, MUKPOKPUCTAIHA
nexyso3a, Mmakporoi 6000 1 HICKO CyOCTHTYyHpaHa XUAPOKCUIPOITHIIIIETYI03a
- Tabnerna oOBHBKa: JaKTO3a MOHOXUApAT (MJleuHa 3axap), xunpomenosa (E464), tpuanerun
(E1518), uepseH xenezen okcun (E172) u Turanos nuokcun (E171)
- Ilonupam areHT: KapHayOCKU BOCBHK.

Kaxk m3rnexna Plavix n kakBo cbABbp:ka OIaKOBKATa

Plavix 300 mg ¢punmupanu TabJIETKH ca MPOIBITOBATH, PO30BH, C TpaBUpaHo duciioTo “300% Ha
emHaTa cTpaHa u yncioro “1332” Ha apyrara ctpana. Plavix ce mpesyiara B KapTOHEHH KYTHH
ceappxamm 4 x 1, 10 x 1,30 x 1 1 100 x 1 TabeTku B afyMUHUEBY OJIUCTEPH C €IMHUYIHU 1031, He
BCHUYKHU BUJIOBE OIAKOBKH MOTAT Jia ObJaT MyCHATH B MPOJax0a.

IpuTexkaTes Ha pa3pelIeHHETO 32 YNOTpeda U MPOU3BOTUTE]

[Tpurexaren Ha pa3pemIeHHETo 3a yroTpeda:
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly - ®panuus

IIpousBoauTen:
Sanofi Winthrop Industrie
1, rue de la Vierge, Ambares & Lagrave, F-33565 Carbon Blanc cedex, ®pannus

3a jombiHUTETHA UH(OPMAIHMSI OTHOCHO TOBA JIGKAPCTBO, MOJISI CBBPIKETE CE C JIOKATHUS
Mpe/ICTABUTEN HA MPUTEKATEIS HA Pa3pelIeHUETo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB

Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 236 91 40

Bbbarapus Luxembourg/Luxemburg

Swixx Biopharma EOOD Sanofi Belgium

Ten.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

57



Ceska republika
Sanofi s.r.o.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +45 45 16 70 00

Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 52 52 010

Tel. aus dem Ausland: +49 69 305 21 131

Eesti
Swixx Biopharma OU
Tel: +372 640 10 30

EArada
Sanofi-Aventis Movonpocwnn AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France

Sanofi Winthrop Industrie

Tél: 0 800 222 555

Appel depuis I’étranger: +33 1 57 63 23 23

Hrvatska
Swixx Biopharma d.o.o.
Tel: +385 1 2078 500

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

sland
Vistor hf.
Simi: +354 535 7000

Ttalia
Sanofi S.r.l.
Tel: 800 536 389

Kvmpog
C.A. Papaellinas Ltd.
TnA: +357 22 741741

Magyarorszag
SANOFI-AVENTIS Zrt.
Tel: +36 1 505 0050

Malta
Sanofi S.r.1.
Tel: +39 02 39394275

Nederland
Sanofi B.V.
Tel: +31 20 245 4000

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185—-0

Polska
Sanofi Sp. z o0.0.

Tel: +48 22 280 00 00

Portugal

Sanofi - Produtos Farmacéuticos, Lda

Tel: +351 21 35 89 400

Roménia
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
Swixx Biopharma d.o.0.
Tel: +386 1 235 51 00

Slovenska republika
Swixx Biopharma s.r.o.
Tel: +421 2 208 33 600

Suomi/Finland
Sanofi Oy

Pub/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

Latvija
Swixx Biopharma SIA
Tel: +371 6 616 47 50

United Kingdom (Northern Ireland)
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +44 (0) 800 035 2525
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JlaTa Ha mocJienHO npepa3riekaane Ha JuctoBkara <mecen I'TTT>.

[Moapo6ua nHpOpMAaIKs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
1o JiekapcTBata: http://www.ema.europa.eu/.
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