MNPUJIOXKEHHUME I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Plavix 75 mg ¢unmupanu TabaeTku
Plavix 300 mg ¢punmupanu TabIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Plavix 75 mg ¢unmupanu tabaeTku
Bcesika punmupana tabietka chabpxa 75 mg xionugorpen (clopidogrel) (kato xuaporeHcyndar).

Homownu eewjecmea ¢ uzgecmuo oelicmsue:
Bceska ¢punmupana tabnetka chabpxa 3 mg 1akTo3a U 3,3 mg XUAPOreHUPaHO PULIMHOBO Macio.

Plavix 300 mg ¢punmupanu TabIeTKH
Besika punmupana Tabnetka chabpika 300 mg kionuaorpen (clopidogrel) (kato xunporencyndar).

Tomowmu sewecmaa ¢ uzsecmuo delicmsue:
Bcesika punmmupana tabnetka cpabppxka 12 mg makrosza u 13,2 mg XuaApOreHupaHo pUIIMHOBO MAaCIo.

3a IbJIHUS CIIUCHK Ha MIOMOIIHUTE BEIECTBA BHKTE TO4UKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabneTka

Plavix 75 mg ¢huamMupanu TabJIeTKH
Po3oBH, Kpbrim, JBOWHOM3MBKHAIM, ¢ HAATIUC ‘75 Ha enHaTa cTpana u “1171” Ha npyrara cTpaHa.

Plavix 300 mg ¢punmupany TabJIeTKH
Po3zoBwu, mpogenroBaty ¢ rpaBupan Haanuc “300° Ha egnarta ctpana u “1332” Ha apyrata cTpaHa.

4. KIUWHUYHU JAHHUN
4.1 TepaneBTHYHU NMOKAZAHUS

Bmopuuno npeonazeane om amepompombomuunu unyudeHmu
Knommmporpen e nmokasax npwu:

° Bb3pacTHu manueHTy ¢ aHaMHe3a 32 MHOKapAeH HHDApKT (OT HAKOJIKO THH 70 35 JHN),
HCXEMHUYEH HHCYIT (OT 7-MHUS JCH 10 6-THSI MECell) WK YCTAHOBEHO TIepU(epHO apTepHaTHO
3a00J19BaHe.

° Bb3pacTHU MaMEeHTH ¢ OCThP KOPOHAPEH CHHAPOM:

- Octpp KOopoHapeH cuHapoM Oe3 eneBanus Ha ST -cerMenTa (HecTaOMIIHA CTEHOKAP M
WM MHOKapJieH HHDapkT 6e3 Q-3b0el1), BKIIFOYUTETHO NAIIMEHTH Ha KOUTO € IIOCTaBEeH
CTEHT CJIe]l NePKyTaHHA KOPOHApHA MHTEPBEHIIMS, B KOMOWHAIIMSI C al[eTHICATUIIIIOBA
kucenuHa (ACK).

- Octpp MuokapaeH uHdapkr c enepaius na ST-cermenra, B komOunarms ¢ ACK npu
TIAIMEeHTH, TIOJIOKEHU Ha MEPKyTaHHa KOPOHApHA MHTEPBEHIHS (BKIIOYUTEITHO
TAIMEHTH, Ha KOUTO € TIOCTaBEeH CTEHT) WIIM MEANKAMEHTO3HO JICKYBaHHU MAIEeHTH,
MOJIXOISAIIH 32 TPOMOOIMTHYHA/PUOPUHOIUTHYHA TepaTIHSL.



Ipu nayuenmu ¢ npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o sucox
puck uau aexk ucxemuuen uncyam (Ischemic Stroke, 1S)
Knonmunorpen B kombunanus ¢ ACK e nokasas npu:
- Bwspacraun naumentu ¢ TIA ¢ ymepen 1o Bucok puck (ABCD2! ckop >4) wm ¢ nek IS
(NIHSS? <3) B paMkuTe Ha 24 yaca OT ChOUTHETO.

Ilpeonassane om amepompombomuury u mpomooemMooIUUHY UHYUOEHMU NPU NPeOCHPOHO MbICOEHE
IIpu BB3pacTHU MALMEHTH C IPEACHPAHO MBKIECHE, KOUTO UMAT IIOHE €IUH PUCKOB (paKkTOp 3a ChIOBU
MHIMJEHTH, KOUTO HE ca MOAXOAIIM 3a ledeHue ¢ antaronucT Ha ButamuH K (VKA) u xouto umar
HHUCBHK PHCK 32 KbpPBEHE, KIIOMUAOTpel € noka3aH B komOuHanus ¢ ACK 3a npeamnassane ot
aTepoOTPOMOOTHYIHH U TPOMOOEMOOITNYIHY HHIUIACHTH, BKITIOYHTEITHO HHCYJIT.

3a gonbaHUTENHA HHPOPMALMS BIOKTE TOuKa 5.1.

4.2 Jlo3UpOBKa M HAYMH HA NMPUJIOKEHHE

IEOCSI/IQOBKG.

. Bw3pactHu 1 crapuecka Bb3pacT

Plavix 75 mg dbwiMupanu TaOIeTKu
Krnomumorpen TpsiOBa fa ce npuiiara Kato eJIMHUYHA JTHEBHA J103a OT 75 mg.

Plavix 300 mg puIMUpaHy TAOIETKH
Tasu Tabnerka ot 300 mg KIOMKIOTPeN € IpeaHa3HaYeHa 3a puiarane KaTo HaToBapBalia
J103a.

[Ipu nauueHTH C OCTHP KOPOHAPEH CHHIIPOM:

- Octpp KOpOHapeH cuHaApoM Oe3 eneBaius Ha ST - cerMenTa (HecTaOMITHA CTEHOKAPIUS
Wiy MHOKapJeH HHpapkT 6e3 Q-3b0elr): IeYeHUETOo ¢ KIOMUAO0Tpel TpsOBa 1a 3amoydHe ¢
eanHn4Ha HaToBapBaa f03a 300 mg wim 600 mg. ITpu naumuenTH Ha BB3pacT
<75 ronuHu MOXe Ja ce 0OMHUCIH HaToBapBaiia go03a 600 mg, Korato ce MpeaBKAa
MepKyTaHHa KOpOHApHA UHTEPBEHIMSA (BXK. Touka 4.4). JIedeHneTo ¢ KIonuIorpen Tpsosa
J1a Obe IPOABIDKEHO ChC 75 Mg BEIHBXK THEBHO (c anerwicanunuiaoba kucennna (ACK)
75 mg-325 mg nueBHo). Thit kaTo Mo-BucokuTe 103u Ha ACK ce cBbp3BaT ¢ MOBUILICH
PHCK OT KbpBeHe, ce npenopbuBa no3ara Ha ACK ga ve npesumasa 100 mg.
OnTrMaliHaTa NpoIb/DKUTETHOCT Ha JISUCHUETO He € O(HULUaIHO ycTaHOBeHA. JlaHHuTe
OT KJIMHUYHU U3MUTBAHUA ca B IIOAKpeNa Ha ynoTpedaTa Ha Kionuzaorpen 1o 12 mecena,
KaTro MakcuMaseH eekT ce HaOmronaBa Ha 3-us Mecer] (Bx. Touka 5.1).

- Octbp MHOKapaeH nH(papKT ¢ exeBauus Ha ST-cermenTa:

- [Ipu MeuKaMEeHTO3HO JIeKyBaHH MAllMEeHTH, ITOAXOASAIIN 3a
TPOMOONMUTHIHA/PUOPHHOIUTHYHA TepamHsl, KIOMUIOTPes TPsAOBa 1a Obae ImpHiaral
KaTo eTHOKpaTHa JIHEBHA J103a OT 75 mg karo ce 3anouyBa ¢ 300 mg HaToBapBalla 103a
B komOuHanus ¢ ACK u ¢/6e3 TpoMOoauTUIH. 32 METUKAMEHTO3HO JIEKYBaHH
MalMEeHTH Ha BB3PacT HaJ 75 roOuHU KIONUIOoTrpel TpsdBa aa ce 3anovyne 6e3
HaToBapBaiia 103a. KomOnHupaHo jgeueHne TpsiOBa J1a ce 3ar04He Bb3MOXKHO Hal-paHO
clle]] HAYal0TO Ha CUMIITOMHTE U Jja ObJie IPOABJDKEHO [IOHE 3a YETUPH CEIMULIH.
ITonzaTa or koMOMHUpPaHeTo Ha Kinonuaorpes ¢ ACK 3a nmoseue oT yeTUpu ceIMHULN He
e Ona mpoy4yBaHa MpyW TOBa NOKa3aHue (BXK. Touka 5.1).

- Korato ce nnanupa nepkytanHa kopoHapHa unrepsenius (PCI):

! ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Bb3pact, KpbBHO
HaJsraHe, KIIMHAYHA XapaKTePUCTHKU, IPOIBIKATEITHOCT U AXarHo3a 3axapeH auader

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a uHCynT Ha HanmoHanHUTe HHCTUTYTH 110
3[paBeorna3BaHe



- Knonuporpen tpsi6Ba na ce 3anouHe ¢ HaToBapsaina a03a (loading dose,
LD) 600 mg npu manueHTH, Noy10keHn Ha mepBraHa PCI u ipu
nanueHTy, noanoxkenu Ha PCI mosede ot 24 vaca cien noixydaBaHe Ha
¢ubpunonurryna Tepanus. [Ipu manuenTn Ha Bb3pact > 75 TOAUHI
600 mg LD Tps6Ba na ce npuiiara ¢ MOBUIICHO BHUMaHKE (BX. Touka 4.4).

- Kuomuporpen 300 mg HaroBapBaia /103a TpsOBa Ja ce MPUIOKH IpU
nanueHTy, noanoxenu Ha PCI B pamkute Ha 24 yaca cieq nojyyaBaHe Ha
(bMOpUHOTUTHYHA TEpATTHSL.

Jleuenuero ¢ konuaorpes TpsaodBa fa NPOABIKU CbC 75 Mg BEIHBK IHEBHO C
ACK 75 mg — 100 mg nueBro. KomOuHupanata tepanus TpsOBa 1a 3aroyHe
Bb3MOXKHO Hal-paHO cie[ MosiBaTa Ha CUMIITOMUTE U Jja IPOABIDKU 10 12 mecena
(Bx. Touka 5.1).

Bo3pactau nanuentu ¢ TIA ¢ ymepeH 10 BUCOK pHck uiu Jiek [S:

IIpu BB3pactau nanmenTn ¢ TIA ¢ ymepen no Bucok puck (ABCD2 ckop >4) unu ¢ nex IS
(NIHSS <3) tpsi6Ba ga ce nmpuiioxu HaToBapBaia fA03a kiornugorpen 300 mg, mocneaBana ot
75 mg Benabx qHeBHO U ACK (75 mg -100 mg Begubx THEBHO). JIeYeHNETO C KIIONMHUAOTPET U
ACK TpsiOBa J1a 3arouHe B paMKuTe Ha 24 daca cliesl ChOMTUETO U J1a IpoIbinku 21 nHw,
MOCJIEABAHO OT AHTUTPOMOOIIUTHA MOHOTEPATTHSI.

[Tpu nanueHTH ¢ NPEACHPAHO MBXICHE, KIOMUIOTPEN TPSOBA J1a Ce Mpujiara KaTto eJHOKpaTHa
nHeBHa 1o3a ot 75 mg. ACK (75-100 mg nHeBHO) TpsiOBa /1a ce 3arovHe U J1a IPOIbIDKU B
KOMOMHAIIUS C KIIONMUIOTPeN (BX. Touka 5.1).

AKo e mporycHara 103a:
- B pamxure Ha no-mainko ot 12 4aca ciesl peJoBHO OIPEAEICHOTO BpeMe: NallueHTUTe
TpsiOBa J1a mpueMart Jo03aTa He3abaBHO U IOcye Ja MpueMar cieIBaiaTa 103a B pelOBHO
OIIPENIENIEHOTO BPEME.
- IIpu noBedye ot 12 yaca: manueHTUTE TPAOBA Aa MpUEMAT CeBaIlaTa 1032 B PeIOBHO
OIpeIeNIEHOTO BpeMe U He TpsAOBa Ja y1BOsIBaT J103aTa.

Cne!!na_m-m nomnyjaanuu

L] HaHI/ICHTI/I B CTap4y€CKa Bb3pacT

OcTbp KOpoHapeH cuHApOoM Oe3 eneBaius Ha ST cermeHTa (HecTaOUIIHA CTEHOKAP NS UK

MUOKapJieH HHPapKT 6e3 Q-3n0e1):

- Harorapgaria go3a 600 mg Moke 1a ce 0OMUCIIH NPH MAIEHTH Ha Bb3pacT < 75 TOuHY,
KOTaTO Ce TUIaHKUpa MEePKyTaHHA KOPOHAPHA UHTEPBEHIIMS (BXK. TOUKa 4.4).

Octbp MuUoOKapaeH nHapkKT ¢ eneBaimsa Ha ST cermeHra:

- Ilpu manueHTH Ha MEMKAMEHTO3HO JISYEHHUE, TIOAXOISIIH 3a
TpoMOoTUTHYHA/(PUOPHHOTUTHYHA TePaNus: PHU MAUEHTH HaJl 75-TOAMIIHA Bh3pacT
KJIONUAOrpes TpsA0Ba Ja ce 3arnoyHe 6e3 HaToBapBallla 103a.

IIpu manmenTn, nouioxxenn Ha mepsruyHa PCI u npu nanmenTty, noanoxxenu Ha PCI moseye ot 24

yaca clie]l IoTy4aBaHe Ha (PUOPHUHOIIMTHYHA Teparus:

- Ilpm nanmentyn Ha BB3pacT > 75 roguan 600 mg LD TpsbBa na ce mpuiara ¢ moBUIIEHO
BHUMaHUE (BXK. TouKa 4.4).

. [NennaTpuuna nomynanus
Krnomuporpen He TpsiOBa 1a ce mpuiiara npu Jena nopaau cboOpaKeHuss OTHOCHO
epukacHocTTa (BXK. Touka 5.1).

. brOpeuno yBpexaane
TeparneBTUYHUSAT OMUT € OTPAaHUYEH IIPH MalMeHTH ¢ ObOpedyHo yBpekaaHe (Bx. Touka 4.4).



. YepHoapoOHO yBpexIaHe
TepaneBTUYHUAT ONUT € OTPAHHYEH NP MALUSHTH C YMEPEHO M3Pa3eHO YePHOIPOOHO
3a0osBaHe, MPHU KOUTO MOXKeE J]a UMa XeMoparudHa auare3a (Bx. Touka 4.4).

Haunn Ha npunoxeHue
3a nepopaHO MPUIIOKEHHE
Moxe 1a ce mpuiara cbe Win 0e3 XpaHa.

4.3 IIporuBomokazaHus

. CBpBX4yBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSAKOE OT IOMOLIHUTE BEIIECTBa,
n30pOoeHH B TOUKa 2 Wi Touka 6.1.
Texxko 4epHOAPOOHO YBpEKIAHE.
AXTHBHO TIATOJIOTUYHO KbPBEHE KaTO MENTHYHA 53Ba WM HHTPaKpaHUAIHA XEMOpParHs.

4.4 CrhenuajaHu npeaynpeskAeHus U NpeANa3HA MePKH NPH ynoTpeda

Kuvpeene u xemamonozuunu napyuienus

[Mopanu puck OT KbpBEHE U XEMaTOJIOTHYHH HEXXETaHH JIEKApCTBEHU PEaKIIMy, BeJJHara TpsAOBa Ja ce
B3eME IPEIIBUII OTIPEICITHETO HAa KPbBHATA KAPTUHA W/WIIK IPYT'H HOAXO/ISIIN H3CIEABAHMS, B CITyJai
Ha [10sIBa Ha KJIIMHUYHM CUMITOMH, HACOUBAIllY KbM KbPBEHE 110 BpEMeE Ha JIEYEHUETO (BK. Touka 4.8).
ITono6HO Ha APYrH aHTUTPOMOOTHYHU CPEACTBA, KJIOMUIOrpes TpAOBa Ja ce npujiara ¢ BHUMaHue
IIPY NALMEHTH, KOUTO MOJKE J1a ca 3JI0’KEHH Ha OIAacCHOCT OT YCUJIEHO KbPBEHE II0paiu TpaBMa,
XUPYPruvHa HHTEPBEHLINS WM APYTH MATOJOTUYHU ChCTOSHUS U MIPU MalueHTH, JekyBanu ¢ ACK,
xenapuH, rimokonportenH [1b/I1la HHXUOUTOPY MM HECTEPOUIHU MPOTUBOBB3IAINTEIHH JEKapCTBa
(HCTIBJI), Brmrountenno COX-2 HHXUOUTOPH, WK CETIEKTUBHU HHXUOUTOPH HA 0OpaTHOTO
3axBamane Ha ceporonnHa (SSRIs), wnu cunau naaykropu Ha CYP2C19 unu apyru iekapcTBeHH
MIPOAYKTH, CBEP3aHU C PHCK OT KbpBEHE, KaTO MEHTOKCUPIINH (BX. Touka 4.5). [Topanu nopuieHus
PHCK OT KPBbBOM3IIUB, TPOitHATa aHTHArperanTHa Tepanus (konugorpen + ACK + aumupuaamon) 3a
BTOpPUYHA MIPOQHUIAKTHKA Ha HHCYJIT HE Ce IIPENopbUBa MPU MALUEHTH C OCThP HEKapIuoeMOOIUeH
HCXEMHYEH WHCYJIT MJIH MIPEXO/IHA HCXeMUYHA aTaka (BXk. Touka 4.5 u Touka 4.8).

[TauuenTure TpsiOBa 1a ObJAT BHUMATEIHO HAOMIOaBaHU 3a IPU3HALM HA KbPBEHE, BKIIOUUTEIHO U
OKYJITHO KbPBEHE, 0COOCHO Ipe3 IIbPBUTE CEAMUIIN Ha JICYCHUETO W/WJIH CIIC] HHBA3HBHH
KapAUOJIOTMYHU NPOLEAYPH UM XUPYprusi. ETHOBpEMEHHOTO NPUIIOKEHUE Ha KIOMUAOIPEN C
NIepOpaJIHY AHTUKOATyJaHTH HE Ce IPENopbyBa, Thil KATO MOJKE Jla YBEJIUYN UHTEH3UBHOCTTA Ha
KbpBeHe (BXK. Touka 4.5).

AKO ManMeHThT NOAJISKHU Ha TUIAHOBA Oepals U aHTUATPETAaHTHUAT €(eKT € BPEMEHHO HEXKelaH,
KIIOMUIOrpes TpAOBa Ja ce cipe 7 AHU Npenu XUpypruiyHaTa uHTepBeHnus. [lannenture TpssoOBa na
HHPOPMUPAT JIEKapUTE U 3bO0JIEKAPHUTE, Ye MMPUEMAaT KIONMHIOTPeN IPean HaCPOUBaHe HA XUPYpPruvHa
MaHUIMyJIalys U Ipey MIPUEMaHeTo Ha HOB JIEKAPCTBEH MPOAYKT. Kionuaorpen yabikaBa BpeMETo
Ha KbpBEHe U TpAOBa Ja ce pujara ¢ BHUMaHUe pU MalUeHTH, KOUTO UMAT HapyLIeHus, CbC
CKJIOHHOCT KbM KbPBEHE (CHEeLHAIHO CTOMAITHO-UYPEBHHU U BBTPEOYHH).

[ManmenTtuTe TpsOBa 1a OBAAT YBEJOMEHH, Y€ BPEMETO 3a CIIUpaHe Ha KEPBEHETO € MOo-
MPOIBIDKUTEITHO OT OOMYaiHOTO MPH JICYCHUE C KIOMUAOTPEN (CAMOCTOSATEITHO WM B KOMOWHALS C
ACK), a Te ot cBOsl cTpaHa TpsOBa j1a MHPOPMHUPAT CBOS JIEKap 3a BCIKO HEOOMYAHO KbpBEHE
(JroxanM3anus Wi MpOABIKUTEIHOCT).

VYnotpebata Ha HaTOBapBala 103a kionuaorpen 600 mg He ce mpenopbyBa MPHU MALUEHTH C OCTBP
KOpOHAapeH cHHApoM Oe3 eneBanus Ha ST cerMeHTa U Bb3pacT =75 TOAWHH MOPaIH MOBHUILIEH PUCK OT
KbPBEHE MPH Ta3H MOy JIAIHS.



[Mopaau orpannueHNTe KIMHAYHY TAHHU TIPH MALKMEHTH Ha BB3pacT > 75 roguau ¢ STEMI PCI n
MIOBHUIIIEH PUCK OT KbPBEHE, yoTpedaTa Ha HaTOBapBala jg03a kionuaorpen 600 mg TpsdBa na ce
oOMucIH caMo ciie]l MTHIMBUAyalHa OLIEHKa OT JIeKapsl Ha pUCKa OT KbPBEHE NP MAalUeHTa.

Tpombomuuna mpoboyumonenuura nypnypa (TTI1)

Crydaun Ha TpoMOOTHYHA TpoMOoIToneHndHa mypmypa (TTII) ca goxinagBaHu MHOTO PSIIKO CIET
yrnoTpeba Ha KIOIHUIO0Tpel, MOHAKOTa U ClIe]] KpaTKOTpaiiHo JedeHue. Ts ce Xxapakrepusupa ¢
TPOMOOLIUTONIEHUS ¥ MUKPOAHTMONIATUYHA XEMOJIUTUYHA aHEMUS, IPUIPY’KEHA C HEBPOIOTHYHU
n3MeHeHus1, 0p0peuna muchynmms win peopumuret. TTII e cbeTosiHNE, M3UCKBAIIO OBP30 JICUCHHE,
BKJIIOUUTEINIHO I1a3Madepesa.

Tlpuoobuma xemogpunus

Nma cpobmienus 3a npugodura xemopuius cien ynorpeda Ha kiaonunorpen. B cnydan Ha
MOTBHPJCHO N30JIMPAHO YABIDKABAHE HA aKTHBHPAHOTO MapIHaIHO TpoMOomiacTuHOBO Bpeme (aPTT)
cbe wiH 0e3 KbpBeHe, TpsI0Ba 1a ce MMa MpeaBuA npunodurta xemopwmwins. [larpenture ¢ TOTBBpACHA
JIMarHO3a IPUI00NTa XeMOQHIHS TpsIOBa 1a ce HaOJIoIaBaT | JIEKYBaT OT CIICIUAIIHCT U
MPHIIOKESHUETO Ha KIOMUIOTPeNT TpSIOBa J1a ce IPeyCTaHOBH.

Cropouien ucxemuder uHcyim
. 3anousane na mepanusama
o Ilpu manumentu ¢ octsp ek IS mnu ¢ TIA ¢ ymepen 10 BUCOK pUCK, ABOHHATA
anTupombonuTHa Tepanus (kionuaorpen u ACK) tpaOBa Ja 3armoyHe He Mo-KbCHO OT
24 qaca cje] Ha4aJI0TO Ha CbOUTHETO.
o Jluncear naHHM OTHOCHO CHOTHOILIEHHETO IMOJI3a-PUCK ITPU KPATKOCPOUYHA JABOIHA
aHTUTPOMOOLIMTHA Tepanus NpH MaUeHTH ¢ OcThP Jek IS nnmm ¢ TIA ¢ ymepeH 10 BHCOK
PHUCK c aHaMHe3a 3a (HeTpaBMaTH4YEH) BbTpeUYepeneH KPbBOU3IHB.
o Ilpu nanuentu ¢ IS, KOWTO He € JIeK, MOHOTEpAIuUATa C KJIONUAOTPeN TpsIOBa Jia 3a110uHe
caMo ciiell IbpBUTE 7 IHU OT CHbOUTHETO.
. Iayuenmu c IS, xoiito He nex (NIHSS >4)
[Ipensun numncara Ha JaHHU, HE Ce IPENOPbUYBA U3IOI3BAHETO Ha JBOWHA aHTUTPOMOOLIUTHA
Tepanus (Bxk. Touka 4.1).
. Cropouen nex IS unu TIA ¢ ymepen 00 8Ucok puck npu nayuenmu, 3a KOUmo e nOKa3ana uiu
NAGHUPAHA UHMeEPEEHYUsL
JlurcBaT JaHHU B MOJKpPETia Ha 3IIOJI3BAHETO HA JABOIHA aHTUTPOMOOIMTHA Tepanus Ipu
MAIMeHTH, 32 KOUTO € TIOKa3aHO JICYSHUE C KapOTHUIHA CHAAPTEPEKTOMHUS WIIH
MHTpaBacKyJIapHa TPOMOEKTOMUS, WIIH TP MAUESHTH, TNIAHUPAHU 32 TPOMOOIIN3a WK
AHTHUKOAryJaHTHA Tepanus. B Te3u cuTyanuu He ce MpernopbyuBa [BOMHA aHTUTPOMOOLIUTHA
Tepanus.

Lumoxpom P450 2C19 (CYP2C19)

dapmakorenetrka: [Ipu nanuenTture, kourto ca cinadbu CYP2C19 merabonuzaTopu, KIOMUAOTPEN B
MPENOPBHYNTEIHAUTE 03U 00pa3yBa II0-MajIKO OT aKTHBHHS METa0OIHT Ha KIOMHUIOTPET U UMa Ho-
MaJIbK eeKT BbpXy TpoMOouuTHaTa QyHkuusa. ChliecTBYBaT TECTOBE 3a UACHTH(GUILIMpaHe Ha
CYP2C19 renorumna Ha nauueHTa.

Tl KaTO KJIOMUAOTPEN ce MeTaboJIM3Upa YACTUYHO O CBOs akTuBeH Metabonut ot CYP2C19,
yrnoTpebaTa Ha JEKapCTBEHH MPOAYKTH, KOUTO HHXUOUPAT aKTUBHOCTTA Ha TO3W €H3UM, C€ OYaKBa Ja
JIOBeJIe JI0 TIOHIKEHH JIEKAPCTBEHM HUBA Ha aKTUBHHA METAOOIUT Ha Kionuaorpen. Knuanynata
3HAYMMOCT Ha TOBa B3aHMMOJIeiicTBUE € Hen3sacHeHa. Karo mpeamasna Mspka He TpsOBa aa ce
M3MoN3BaT eqHOBpeMeHHO cuiHu win ymepeHu CYP 2C19 naxuburopu (BX. Touka 4.5 3a criichbK Ha
CYP2C19 uHxuOUTOpPH, BXK. CHIIO TOYKA 5.2).

Ynorpebara Ha JIeKapCTBEHH MPOIYKTH, KOUTO HHAynupat aktnBHocTTa HAa CYP2C19 ce ouyaksa na
JIOBEJIe 10 TIOBHIICHH HUBA HA aKTUBHUS META0OJUT Ha KIIOMUIOTPEI H MOXKE J]a YBEJIUYHU PHCKA OT
KbpBeHe. KaTo npenmnasHa Msipka TpsiOBa Jla ce n304rBa ChIIBTCTBAIATA YIIOTPeOa Ha CHITHU
unaykropu Ha CYP2C19 (k. Touka 4.5).



Cyocmpamu na CYP2C8
Heo0xoxumo e oBHITIEHO BHIMAaHKE TIPH TTAIlHEHTH, JIEKyBaHH €THOBPEMEHHO C KIIOMUIOTPEI H
JIeKapcTBEeHU NpoayKTH, cyocrparn Ha CYP2C8 (Bxk. Touka 4.5).

Kpwvcmocana peaxmusrnocm mesrcoy muenonupuournume

[Tpu naumentuTe TpsAOBa Ja ce CHEMe aHaMHe3a 33 CBPbXUYBCTBUTEIHOCT KbM THEHOITUPUANHH (KaTO
KJIONIU 10T pe1, TUKJIONUANH, IPAacyrpe), Thil KaTo ce choOI11aBa 3a KpbCTOCaHA PEAKTUBHOCT MEXTY
TUEHONHUPHUAUHUTE (BK. TOUKa 4.8). TueHONUPUIUHHUTE MOTAT Aa MPUUYUHSAT JIEKH 0 TEKKH
JIEpPrUYHH PEaKLUH, KaTO OOPUB, aHTHOSAEM HIIM XeMaTOJIOITMYHN KPBCTOCAHU PEaKIiU, KaTo
TpoMOOIIUTOTIEHHS ¥ HEeyTponeHus. [lalmeHTH, KOUTO ca pa3BIIIM MPEAHIIHA alleprHYHa PeaKus
W/WIIM XEMATOJIOTHYHA Peakys KbM €JUH THEHOIMPUINH, MOXKE J1a MMAT MMOBHUIIEH PUCK OT Pa3BUTHE
Ha chlllaTa WIK Apyra peakius KbM Ipyr THeHonupuauH. [IpenopbuBa ce HabI0A€HUE 3a IPU3HALU
Ha CBPBXUYBCTBUTEIHOCT IIPH MALMEHTH C U3BECTHA aJIepIsi KbM TUECHONUPUINHH.

bvopeuno yapesicoane
TepaneBTHYHHUAT ONUT MPH MAIMEHTH ¢ OBOPEUHO YBpekaaHe e orpaHudeH. ClieIoBaTeTHO IpH
TaKHMBa MAIEHTH KJIOMUIOTPEN TPIOBa J1a ce Mprilara ¢ MOBHIICHO BHUMaHUE (BXK. TOUKa 4.2).

Yepnoopobno yspescoane

OnuThT € OrpaHUYCH NPU MALUESHTH ¢ YMEPEHO H3pa3eHo YepHOAPOOHO 3a00IsiBaHe, KOUTO MOTaT J1a
uMar xeMmoparuuHa auaresa. [1o Tasu nmpudmrHa KIOMUAOTPeN TpsiOBa J1a ce mpuiiara ¢ MOBHUIIEHO
BHUMaHUE IIPH Ta3® Momyanus (BxX Touka 4.2).

Tomowmu sewgecmea

Plavix cpabpxa akro3a. [lanneHTn ¢ peaky HaclIeACTBEHH MPOOIeMH Ha ralakTo3Ha HETIOHOCHMOCT,
ITBJICH JIAKTa3eH AS(UIUT WU TIIFOK030-TalaKTO3Ha MagadcopOIust, He TpsIOBa 1a IpHeMat TO3H
JIEKapPCTBEH IPOIYKT.

To3u nexkapcTBEH MPOAYKT ChABbPKA XUAPOTEHUPAHO PULIMHOBO MAcjlo, KOETO MOXKE Ja NPUYMUHH
CTOMAIITHO PA3CTPOUCTBO U JUAPHSL.

4.5 BzaumopeiicTBHe ¢ IPYIH JeKapCTBeHN MPOAYKTH M IPyTru ()opMH Ha B3auMojelcTBHe

Jlexapcmeenu npodykmu, c6bp3aHu ¢ puck om kvpeere: ChILECTBYBa MOBHIICH PUCK OT KbPBEHE
Mopajy MOTCHIMATIHUS afuTuBeH eekT. EAHOBpEMEHHOTO PUIIOKEHHE Ha JIEKapCTBEHH POIYKTH,
CBBP3aHH C PUCK OT KbpPBEHE TPsiOBa Jja ce M3BBPIIBA C MMOBUILIEHO BHUMaHUE (BXK. Touka 4.4).

Ilepopannu anmuxoazyranmu: €THOBPEMEHHOTO MPUIIOKEHUE Ha KIOMUAOTPEI C IEPOPATHH
AHTHKOAryJaHTH HE ce IPENophyuBa, Thil KATO MOXKE J]a YBEJINYH HHTEH3UBHOCTTA HA KBPBEHE (BXK.
Touka 4.4). Berpeku, 4e IpHiIokeHHeTo Ha KIONUIAOTpeN 75 mg/THEBHO HE TIPOMEHS
(apmakokuHeTnKata Ha S-Bapdapun (cyoctpar Ha CYP2C9) nnu MexnynapoaHoro Hopmanusupano
CrpotHomrenue (INR) mpu nauueHTy, nomyyaBanid NpOIbDKUTENHA TEPANHs ¢ BappapuH,
€THOBPEMECHHOTO MPUIIOKEHIE Ha KIOMUAOTPEII C Bap(apHH IMOBHIIIaBa PHCKa OT KbPBEHE MOPaIN
He3aBUCHMU e(DeKTH BhPXY XeMocTa3aTa.

Imoxonpomeun 11b/Illa unxubumopu: KJIOMUIOTPEN TPAOBA ce Mmpujlara ¢ IOBUILIEHO BHUMAaHHUE TIPH
MaIMeHTH, KOUTO pUeMaT eJHOBpeMeHHO riiokonpotenH 11b/I1la naxuburopu (Bx. Touka 4.4).

Ayemuncanuyunosa xucenuna (ACK): ACK He npoMeHs KIIOMUI0rpe-MeIuupaHaTa MHXUOUIHS Ha
A1®-unaypanaTa TpOMOOIIMTHA arperanusi, Ho kionuaorpen ycuinsa egexra Ha ACK Bppxy
KoJIareH-UHAyLMpaHaTa TpoMOoLuTHa arperauus. EnnoBpemenHoTo npuiioxkenue Ha 500 mg ACK
JIBYKpaTHO JTHEBHO 3a €UH JIeH o0aue, He yABIKaBa 3HaUNTEIHO BPEMETO Ha KbPBEHE, IPEIU3BUKAHO
OT JICYCHHETO ¢ KIOMHA0Tpel. Bp3MOXKHO e papMakoanHAMIYHO B3aHMOACHCTBIE MEXKITY
xnoraorpen u ACK, koeto yBennuasa pucka oT kbpBeHe. ClieJoBaTeIHO, €THOBPEMEHHATA UM



ynotpeba TpsiOBa /1a cTaBa ¢ IOBHIICHO BHUMaHUe (BXK. ToUKa 4.4). Bernpekn ToBa KIOMUAOTpeNn U
ACK ca npunaranu eJHOBPEMEHHO JI0 €JJHa ToAnHa (BX. Touka 5.1).

Xenapun: B KIMHIYHO IIPOYYBAHE IIPH 3APAaBU XOpa KIOMUIOTPEII HE Hajlara MpoMsHa Ha J103aTa Ha
XemapHrHa, HUTO IPOMEHs e(eKTa My BbpXy Koarynanusara. EHOBpEeMEHHOTO NMPHIIOKEHUE C XeTTApUH
HE € TOBEJIO 0 e(eKT BEPXY IMOTUCKAHETO Ha TPOMOOLUTHATA arperanusi, IpeIu3BHKaHO OT
Kjonuaorpei. BpaMoxHO e papMakoJMHAMIYHO B3aUMOACHCTBHE MEXLY KIOMUAOTPET U XENapHH,
KOETO yBellnuaBa pUcKa oT KppBeHe. ClietoBaTeIHO, CAHOBPEMEHHATa M yIOTpeOa TpsiOBa a cTaBa
C TIOBUILEHO BHUMaHUE (BXK. TouKa 4.4).

Tpomborumuyu: 6€30MaCHOCTTa Ha €THOBPEMEHHOTO MPHUJIOKEHUE Ha KIOMUAorpen, GuopuH wim He-
¢ubpuH cienupuyHE TPOMOOIUTHYHH areHTH U XENapHH € OLICHEHA MTPU MAallUeHTH C OCThP
MHOKap/eH nHpapkt. YectoraTta Ha KIMHAYHO 3HAYMMOTO KBEPBEHE € OHiIa CXO/IHA C Ta3H,
HabJroaBaHa MpU €THOBPEMEHHO MPHUJIOKEHUE HA TpOMOOIUTHYHU areHTH U xenapuH ¢ ACK (Bx.
Touka 4.8).

Hecmepouonu npomusosvsnanumennu cpedocmea (HCIIBC): B KIMHUYHO TPOYYBaHE, TIPOBEICHO MIPH
3IpaBy TOOPOBOIIIH, CTHOBPEMEHHOTO IPHIIIOKEHHE HAa KIIOMHOTPEI U HAIIPOKCEH ITOBHIIABA
OKYJITHUTE CTOMAILIHO-YPEBHH KPBbBOM3NUBH. [lopanu nurmca Ha mpoy4YBaHUs 3a B3aUMOJACHCTBHSA C
npyru HCIIBC obaue, moHacTosIIEM HE € CHO JAajId UMa IOBUILIEH PUCK OT CTOMAILHO-YPEBHO
kbpBere ¢ Bcnuku HCIIBC. Cnenosatenno HCIIBC, BkmountenHo COX-2 uHXUOUTOPH, U
KIIOMUIOTpeN TpAOBa Ja ce mpujiaraT eAHOBPEMEHHO C IMOBHLICHO BHUMAaHHUE (BXK. Touka 4.4).

Cenexmusnu unxubumopu Ha oopammnomo 3axeawane na cepomonuna (SSRIs): it kato SSRIs
MTOBIIMSIBAT TPOMOOIIMTHATA aKTUBAIIMS U TIOBUIIIABAT PUCKA OT KbPBEHE, EJHOBPEMEHHOTO
npuioxxenue Ha SSRIs ¢ kmonuaorpen TpsiOBa J1a cTaBa ¢ MOBUILIEHO BHUMaHHE.

ﬂpyZO Cbnvmcmeauo jiedernue.”

WNnnykropu na CYP2C19

Tl KaTO KIOMHUAOTPEN ce MeTaboIn3npa 10 HEroBHs akTHBeH MeTabonuT yactuaHo ot CYP2C19,
ouakBa ce ynorpedara Ha JIEKapCTBEHH IIPOYKTH, KOUTO MHAYLIMPAT aKTUBHOCTTA Ha TO3U €H3UM, Ja
JIOBeJIe JI0 TIOBUILICHH HUBA HA aKTUBHHSA META0OIUT Ha KIOIMHIOTPElL.

Pudammuiun cunno unnynupa CYP2C19, koeTo BoJiM KaKTO 10 MOBUINIEHU HUBA HA aKTHUBHHUS
METa0OJMUT Ha KIOMUIOTPell, TaKa U 0 MHXHONpaHe Ha TPOMOOLIMTHTE, KOETO B YACTHOCT MOXeE Ja
YBEJIMYU pUCKa OT KbpBeHe. KaTo npeanasHa msapka TpsAOBa Aa ce n30sresa CbIIbTCTBALIATA YIOTpeOa
Ha cuiiHd uHAyKTopr HA CYP2C19 (Bk. TOUKa 4.4).

Nuxuduropn na CYP2C19

Twit kato knonuporpen ce Mertadboimusupa yactuaao oT CYP2C19 no HeroBust akTHBEH METa0OIHT,
OYakBa ce yrnorpedara Ha JICKapCTBEHH MPOIYKTH, KOUTO HHXHOUPAT aKTUBHOCTTA HA TO3U €H3UM, Ja
JIOBEJIe 10 TIOHMW)KCHU JICKAPCTBEHN HUBA HA aKTUBHUS MeTa0O0IUT Ha Kionuorpen. Knunuunarta
3HAYMMOCT Ha TOBa B3aMMOJICHCTBHE € Hen3scHeHa. Kato mpenmasna Mspka He TpsOBa ja ce
W3M0J3BaT eAHOBpeMeHHO cuiHH Win yMepeHrn CYP2C19 unxubutopu (BxK. Touku 4.4 u 5.2).

JlekapcTBeHUTE MPOIYKTH, KOUTO ca CHJIHM WK yMepeHu naxuOutopu Ha CYP2C19 BrirouBat
HampUMep OMEIPa3oJl U €30Menpas3ol, (IyBOKCaMHH, (pIIyoKCeTHH, MOKIOOEMHU, BOPHKOHA30,
(ITyKOHA3011, THKJIOIHINH, KapOaMa3enuH 1 e(haBUpEHIL.

Nuxubutopu Ha npotonHara nomma (PPI):

Owmenpa3zon 80 mg BeAHBK JHEBHO, MIPUIIOKEH I10 €THO H CHIII0 BpeMe ¢ KIOMHUIOTPEN WU ¢
HHTEepBaJ 0T 12 gaca MeXIy MPUIIOKEHUTa Ha IBETE JIEKapCTBa, HAMAJIABA €KCIO3UIUATA Ha
akTuBHUS MeTabomuT ¢ 45% (HaroBapBamia 103a) 1 40% (mopappikamnia n1o3a). Hamanenuero e
cBbp3aHo ¢ 39% (HaToBapBamia 103a) u 21% (moagbpikalua 103a) IOHMKaBaHEe HA MHXHOMpPaHETO Ha



TpoMOonuTHaTa arperanus. OuakBa ce €30Merpas3od JIa IoKa3Ba Mo100H0 B3aUMOICHCTBHE C
KJIOTIMIOTPEIL.

CroO1maBanu ca MpOTUBOPEYHBY JAHHH OT KIIMHUYHUTE 3aKIFOUEHUS 32 TOBA (hapMaKOKHHETHIHO
(®K)/bapmakoguaamuuno (DJ]) B3anmMoaeicTBHE OT IVIeHA TOYKA HA 3HAYUMH ChPACYHO-ChHIOBH
cHOUTHS M OT 0OCEPBAIIOHHY U OT KIIMHUYHY npoyuBanusi. KaTo mpenna3Ha mMspka He TpsiOBa 1a ce
M3MO0JI3BAT €JHOBPEMEHHO OMENPA30J WU €30Menpa3on (Bx. Touka 4.4).

Hab6ronaBaHo e mo-cnabo n3pa3eHo MOHWKEHUE Ha MEeTa0OJMTHATA eKCIIO3UIHSA C TAHTOIPA30J HIH
nanzonpasod. [Ina3MeHuTe KOHIEHTPAalui Ha aKTUBHUS METa0O0IHUT ca oHKeHH ¢ 20%
(maToBapBaa 103a) u ¢ 14% (moaabpxaiia 03a) Mo BpeMe Ha ChII'BTCTBAILO JICYEHHE C ITAHTOIPA30JT
80 mg BemHbK qHEBHO. TOBa € CBBP3aHO C MOHMWKEHHE Ha CPEAHOTO HHXUOUPaHe Ha TPOMOOIIUTHATA
arperauus ¢ 15% u 11% cporBeTHO. Te3u pe3ynraTu NOKa3BarT, ye KJIOMUAOrpen MoXxe fa 0bae
MIPUJIaraH ¢ MaHTONPa3oJl.

Hsama JA0Ka3aTeiIiCTBa, Y€ APYTH JICKAPCTBCHU MIPOAYKTH, HaMaJIsIBAllld CTOMAIIHATA KUCCJIIMHHOCT KaTO
H2 6HOKCpI/ITe WKW aHTHAIUAUTC IIOBJIMABAT aHTPITpOM60]_II/ITHaTa AKTUBHOCT Ha KJIOTIMAOTPEJI.

AmnTuperpoBupycHa tepamus (APT), komOuHMpana ¢ papMakOKMHETHUEH EHXaHCep: MAEeHTH C
HIV, nexyBanu ¢ antuperpoBupycHa Tepanus (APT), komOuHMpana ¢ papMakOKHHETHUCH SHXaHCEeD,
ca M3JI0KEHU Ha BUCOK PUCK OT ChAOBH CHOUTHSL.

HabGronaBaHa e 3HaYMTEIHO HaMaJleHa TPOMOOIIMTHA MHXUOWIMA Nipu manuenTty ¢ HIV, nexyBanu ¢
APT, noacunena ¢ puToHaBUp MM KOOUIIUCTAT. BhIpeky Y€ KIMHUYHOTO 3HAUCHUE HA TE3U HAXOJIKU
€ HECUT'ypHO, UMa CIIOHTaHHU choOmenus 3a HIV-undektupanu nanuentH, gekysanu ¢ APT,
MOJICUJIEHA C PUTOHABUD, KOUTO Ca TIOJTYYMIIA IOBTOPHHU OKJIY3UBHHU CHOUTHSA ClIe/l Bh3CTAHOBSIBAHE Ha
MPOXOANMOCTTA, WM Ca IPETHPIEIH TPOMOOTHYHN CHOUTHS ITPU HATOBAapBallaTa cxeMa Ha JICUeHUE C
kjonuporpein. CpenHara TpoMOOLIMTHA HHXUOUIMS MOXe 1a ObJie HaMaJleHa IIPU ChITbTCTBAIIA
yrorpeba Ha KIIonuaorpel u puroHasup. CiiegoBaTesiHo, CHIIBTCTBAIIATA YIOTpeOa Ha KIIOUAOTPE
¢ noacuienu APT Tepanuu He ce npenopbyBa.

Jpyru nexapcTBeHU NPOAYKTH: 3a IPOYy4BaHe HA NOTEHIMAIHU (hapMaKOJUHAMUYHU U
(hapMaKOKMHETHYHH B3aUMOACUCTBHS Ha KIOMUAOTPEN U IPYTU CHITBTCTBAIM JEKAPCTBEHU
MPOAYKTH, Ca IPOBEJCHU 3HAYUTENICH Opoil KIIMHUYHM Npoy4uBaHust. He ca HabmogaBaHN KITMHUYHO
3HAYUMU (papMaKOAMHAMHYHN B3aUMOJACHCTBHS, KOTaTO KIOMUIOTPEIN € MpUIarad eAHOBPEMEHHO C
ATEHOJION, HU(ETUITHH, WK C aTEHOJION 1 HU(eaunuH 3aeqH0. PapMakoJMHAMUYHATA AKTUBHOCT Ha
KJIOIHUZOTPEN HE CE TIOBIHMIBA 3HAYUTEITHO ITPU €JHOBPEMEHHO NPIIIOKEHHE ¢ (PeHOOapOUTaI WITH
€CTpOreH.

(DapMaKOKI/IHeTI/IKaTa Ha JUTI'OKCHUH HUJIN Teoq)HHHH HE C€ MPOMCHA OT €AHOBPEMCHHO IIpHUJIaraHe Ha
KJIIOMMU 0T peII. AHTI/IaLII/I,Z[I/ITC HEC IPOMCHAT CTCIICHTA HA a6cop6u1/m Ha KJIOTIMAOTPEJI.

Jannu ot npoyuBaneto CAPRIE nokasBat, 4e (heHUTOUH U TOIOYTaMUI, KOUTO c€ METab0JIM3UpaT OT
CYP2(9, 6e3omacHo MoTaT /1a CE MpUIarat eAHOBPEMEHHO € KIIOTIHUAOTPEl.

JlexapctBenu npoaykrtu, cyocrpatu Ha CYP2C8: TToka3zaHo €, ye KIOMUI0rpelt IOBUIIIaBa
eKCTIO3UIMATA Ha PENarivHu/ IPH 3paBu JOOPOBOMIM. /1 vitro Mpoy4YBaHHS NIOKa3BaT, ye
MOBUIIIABAHETO HA EKCIIO3UIMATA HA pETariuHu] ce IbJDKH Ha naxubupane nHa CYP2CS ot
IIIOKYPOHOBHS METa00IUT Ha Kinonujorpei. [lopanu pucka oT noBUIlIaBaHe Ha IJIa3MEHUTE
KOHIICGHTPAIMHU, €AHOBPEMEHHOTO MPUJIOKEHUE Ha KIOMUAOTPEN U JIEKapCTBa, KOUTO C€ eTMMUHHUPAT
npeaumHo ype3 CYP2C8 MerabonusbsM (Hamp. penariuHuI, MakIUuTakce), TpsOoBa Ja ce npeanpuema
¢ TIOBHUIIICHO BHUMaHKE (BXK. TOUka 4.4).

OcgeH nHpOpMaNusTa 3a CIeU()UIHATE JEKapCTBEHH B3aUMOICHCTBHS, MPEACTaBeHa Mo-Tope,
MIPOYYBaHUS 32 B3aUMOJICHCTBUSI C KJIOMUIOTPEN U HIKOU JPYTH JEKapCTBEHU NMPOIYKTH, IPUIaraHu
YeCTO NP MaLMEHTH ¢ aTepOTPOMOOTHYHHM 3a00JIsiBaHMsl, HE ca IpoBexaaHu. [lanuenTure, yuacTanu
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B KJIMHUYHUTE U3IUTBAHU C KIOMUIOIpell obaye, ca Moay4yaBajiy IojiiM Opoil ChIIbTCTBAIIN
JIEKapCTBEHU MPOJYKTH, BKIIOYBAIIM AUypeTUL, 6eta Onokepu, ACE-uHXuOUTOpH, KanueBu
aHTAaroHUCTH, XOJIECTEPOJI IIOHIKABAILU CPEJCTBA, KOPOHAPHU Ba30AUIATOPH, aHTUIUAOETHH
cpencTBa (BKIIIOYHTEITHO UHCYJIUH), aHTHenuenTHYHy cpenctia, U GP 11b/I1la anTaronucTu 6e3
JIOKa3aTeJICTBA 33 KJIMHUYHO 3HAaUMMU HEXKEJIaHU B3aUMOJIeiCTBUS.

Kakro u npu apyru nepopanau P2Y 12 uHXuOuTOpH, €JHOBPEMEHHOTO MPHUIIOKEHHE HA OTTMOUTHH
aroOHMCTH UMa MOTEHLMaJI 1a 3a0aBU U HaMaju abcopOLusITa Ha KJIOMUIOTPes BEPOSITHO ITOpaan
3a0aBeHO M3Ipa3BaHe HA cToMaxa. KIIMHUYHOTO 3HaueHue He € u3BecTHO. TpsiOBa na ce oOMuciu
ynoTpebaTa Ha MapeHTEePaTHO AHTUTPOMOOIIMTHO CPEICTBO MPH MALEHTH C OCTHP KOPOHAPEH
CHUHJIPOM, U3UCKBAILY €JHOBPEMEHHO MPUIOKEHHE HA MOP(QUH WU IPYTH ONMHUOUIHU arOHUCTH.

PosyBacratun: YcTaHOBEHO €, 4e KIONUAOTPEI IIOBHUIIABA €KCIO3UIMATA Ha PO3YBACTATHH IPH
narenTute 2 mbTH (AUC) 1 1,3 mp1H (Chax) clien npuiarane Ha 1o3a 300 mg Kionuaorpen u
1,4 metu (AUC) 6€3 eexT BbpXy Cmax CII€Z] MHOTOKPATHO TMPHJIAraHe Ha /103a 75 mg KIOMUA0Tpe.

4.6 @epTUaMTET, O)PEMEHHOCT H KbPMeEHe

bpemennocm

[Topanu nurca Ha KJIMHUYHU JAHHA OTHOCHO €KCIIO3MIIMATA Ha KJIOMUAOTPEN 10 BpeMe Ha
OpEMEHHOCT, 3a MPEIIOYUTAHE € KaTO Mpe/na3Ha MIpKa Ja He CE U3IMO0JI3Ba KIIOMUIOTPEN 10 BpeMe Ha
OpEMEHHOCT.

ExcnepuMeHTamHUTE MPOYYBAHUS IIPH KUBOTHU HE OKA3BAT MPSAKO I HETIPSIKO BPEIAHO
BB3/IeiicTBHE BEPXY OpeMEHHOCTTa, eMOPHOHATHOTO/(pETATHO Pa3BHTHE, PAXKIAHETO HITH
MOCTHATAIHOTO pPa3BUTHE (BXK. TOUKa 5.3).

Kwvpuene

He e u3BecTHO nanu KIOMUAOIPeN ce eKCKpeTHpa B KbpMarta. [IpoyuBaHusaTa IpU )KUBOTHU 1TOKa3BaT,
9e KIOMUIOTPENT ce eKCKpeTHpa B MIIKoTo. Kato nmpennasna Mspka, KbpMEHETO He TPsIOBa 1a
MPOABIDKABA IO BpeMe Ha JiedeHuneTo ¢ Plavix.

Depmunumem
[IpoyuBaHus npu KUBOTHU HE ca MMOKA3aJH, Y€ KIOMHIOrPell NOBJIHsABA (PepTHIUTETA.

4.7 Ed¢exTu BbpXy ciocod0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Knonunorpes He noBnusABa WK IOBIMABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U padoTa ¢
MalllHH.

4.8 HexeaaHu JeKapCTBEHN PeaKINU
Ob6obwenue na npoguna Ha 6ezonacnocm

BeszonacHocTTa Ha Knonuaorpen e Ouna oueneHa npu noseue ot 44 000 mauueHTH, KOUTO ca
y4acTBaJId B KIIMHWUYHU TpOoy4YBanusl, BKrouBanii Hajx 12 000 marmenTw, JeKyBaHu 3a 1 roauHa uinu
noseye. Kato wsano, kmonuaorpen 75 mg/nuesHo e cpaBHuM ¢ ACK 325 mg/anesHo B8 CAPRIE
HE3aBHUCUMO OT BB3pacCTTa, Moja u pacata. KIIMHIYHO 3HAUNMHUTE HEKETIaHH JICKAPCTBEHH PEaKIIUN
nabmonaBanu B npoyuBanusita CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6¢chaeHu
o-710JTy. B 1OMbIIHEHNE KBbM OIMTA OT KIIMHUYHHUTE POYYBaHUsI, HEXXEJIaHH JIEKapCTBEHU PEaKIu ca
CHOOIIIAaBaHN U CITOHTAHHO.

KbpBeHeTo e Haii-uecTo cho0IaBaHaTa peakiys KaKTo pH KIMHUYHHUTE IPOYYBAHHUS, TaKa U MIPU
MOCTMAapKETHHTOBUSI OTIUT, KBAETO € ChOOIaBaHa Haii-4eCcTo Mpe3 MbPBUS Mecell Ha JICUSHHUETO.



B CAPRIE, npu nanmenTs jtekyBanu ¢ kinonuaorpen win ACK, obmiara yecrora Ha kbpBeHe € 9,3%.
YecToTaTa Ha TEKKUTE CIIy4aH € CXoaHa mpu kionugorpen u ACK.

B CURE, He e Ha0mo1aBaH 1mo-roJisiM Opoii Ha ciTydan Ha MAaCUBHO KbPBEHE C KIJIOMUIOTPEIT TLTIOC
ACK npe3 mepBuTe 7 IHU cile] KOpOHapeH Oalnac Ipu MalueHTH, KOUTO ca CIIPey TepanusaTa
[I0BeYe OT IeT JAHU Npeau onepauusaTa. IIpu nanueHT, ocTaHaau Ha Tepanus B IPOIbIDKEHHE Ha 5
JTHU el KOpOHapHHUs Oaiinac, yectoraTa Ha ciaydauTe e Ouna 9,6% 3a xionugorpen mioc ACK, u
6,3% 3a mrane6o miroc ACK.

B CLARITY e na0mtogaBano o0mio yBelIn4eHUe Ha KbPBEHETO B rpynara kionuaorpen miroc ACK
crpsiMo Tpymata Ha miane6o mitoc ACK. Yectorata Ha MaCMBHO KbPBEHE MPU TPYNUTE € CXOJIHA.
ToBa e HabIrOIaBaHO U B TIOATPYNUTE OT NALMEHTH, ONPEACIICHH M0 XapaKTEPUCTHUKH HA U3XOTHO
HUBO W BUJa Ha (PMOPUHOIUTUIHOTO WIIH XETTAPUHOBO JICYCHHE.

B COMMIT, obmata yectoTa Ha HenepeOpaIHO MAaCHBHO KbPBEHE MM IIepeOpaTHO KbPBEHE € HICKA
Y CXOJHA U MPH ABETE TPYIIH.

B ACTIVE-A 4yecrorata Ha MacuBHO KbpPBEHE € M0-BUCOKA B rpynara Ha kinonuznorpen + ACK,
OTKOJIKOTO B rpymnara Ha miaune6o + ACK (6,7% cnpsmo 4,3%). MacuBHOTO KbpBEHE € OUIIO IJ1aBHO
0T eKCTpaKpaHUaJIeH Ipou3Xo[ B aBete rpynH (5,3% B rpynara Ha kinonugorpen + ACK, 3,5% B
rpynara Ha mane6o + ACK), rmaBHO ot ractpo-uHTecTHHAIHUS TpakT (3,5% cnpsmo 1,8%).
Ha0:1ronaBaHo e npekoMepHO HHTpaKpaHUaIHO KbpBEeHE B rpynara Ha kinonugorpen + ACK copsamo
rpynata Ha rtane6o + ACK (1,4% crpsimo 0,8%, cpoTBeTHO). He € HaOmogaBaHa CTaTHCTUYECKU
3HaYMMa pa3iiiKa B yectorara Ha (atanno kbpBere (1,1% B rpymnara Ha kionugorper + ACK u 0,7%
B rpynara Ha riane6o + ACK) u xemoparuuen uncynt (cporBetHO 0,8% u 0,6%) Mexay nBete

rpynu.

B TARDIS npu nanyeHTHTE ChC CKOPOLIEH HCXEMHUYEH WHCYJIT, OJy4aBallll HHTEH3UBHA
aHTHArperaHTHa Tepamus ¢ TpH JekapcTBeHu npoaykra (ACK + kimonuaorpen + qunupuaaMon),
4ecToTaTa Ha KbPBEHE € OMila MO-BHCOKA M KbPBEHETO € OUIIO MO-TEKKO B CPaBHEHUE C KIIOMHUIOTPE
CaMOCTOSITEIHO MJIM ¢ KOMOMHAIMA alleTUICAIUIIMIIOBA KHCENHHA U AUITUPUIAMOJI (KOPUTUPAHO
o6mo OR 2,54; 95% CI 2,05-3,16; p<0,0001).



Tabruuen cnucvk Ha Hedfcelanume peakyuu

HexxenanuTe nekapcTBEHH peaKIuK, HACTHITWIIH 110 BpeMe Ha KITMHUYHUTE MPOYYBAHUS HITH
ChOOIICHU CIIOHTAHHO, Ca MPEJCTaBeHH Mo-a0.1y. TsIxXHaTa yecToTa ¢ onpe/iesieHa Bb3 OCHOBA Ha
cinenHara KoHBeHnus: yectd (>1/100 no <1/10); veuectr (>1/1 000 10<1/100); penku (>1/10 000 g0
<1/1 000); muoro peaku (<1/10 000), c Hen3BecTHA YecToTa (OT HAMYHKUTE IaHHH HE MOXKE J1a ObJe
HalpaBeHa OlleHKa). BbB BCEKH CHCTEMO-OpPraHeH Kilac, HeKETaHUTe PEakIiy ce n30posiBaT B
HU3XOJANI PEJ] 0 OTHOIICHHE Ha TIXHATA CEPHO3HOCT.

Cucremo- Yectn Heuectn Penxn MHoro peaku, ¢

OpraHeH KJjac HEHU3BECTHA YecToTa*

Hapyumienus Ha Tpombouutonen | Heyrpomnenus, TpomGoTHYHA

KpPBBTa U s, ICBKOIIEHHS, | BKJIFOYHTEIHO TPOMOOLIMTONIEHUYHA

nuMbHaTa CO3UHOPUIHS TEXKKA nypypa (TTII) (Bxk.

cucrema HEYTPOIECHHUS Touka 4.4), ariacTU4Ha
aHeMus,
HNaHLUTOIEeHUS,
arpaHyJouuTo3a,
TEXKa
TPOMOOLIUTONIEHHUS,
npugoOuTa
xemohumus A,
TPaHyJIOLHUTONEHUS,
aHeMHus

Copaeynu Cunapom na Kounis

HapyLIeHUs (BazocnacTuvHa

ajiepruyHa aHruHa /
aJyiepruueH MUOKapIeH
UH(APKT) BBB BPB3Ka C
peakuus Ha
CBPBXYYBCTBHTEITHOCT
KBM KJIOIUAOrper™

Hapymenus na
MMYyHHAaTa
cucrema

CepymHa Ooecr,
aHa(UIAKTOUIHU
peaxiuu, KpbCTOCaHO
peaKkTuBHA
JIeKapCTBEHA
CBPBXUYYBCTBUTEIHOCT
MEXTY
TUCHOIUPHUIUHHUTE
(KaTo TUKJIOMUIMH,
npacyrpein) (Bxk. TOUKa
4.4)*, uaCynuH
ABTOMMYHEH CHUHIPOM,
KOMTO MOJKe J1a 1oBee
JI0 TeXKKa
XUIOTITHKEMHUS,
0c00€HO NpH NMaLUEeHTH
¢ HLA DRA4 noatun
(mo-uect npu
ATIOHCKATA
norrynanusi)*

Ilcnxuunu
HapyUICHUS

XaarouuHaLNHY,
00BpKaHOCT




Cucremo- Yectn Heuectn Penxn MHoro peaxu, ¢
OpraHeH KJjac HeU3BeCcTHA YecToTa™
Hapymenus na WnTpakpanuaito Hapymenus BsB
HEepBHATa cucTeMa KbpBEHE BKYCOBUTE Bb3IPUATHS,
(cpoOImeHu ca areysus
HAKOJIKO CIIy4au
¢ daranex
U3X0N),
rasobone,
rapecTesus,
3aMasHOCT
Hapyumienus Ha KpsBouznus B
ouuTe ouuTe
(KOHIOHKTHBATA,
OKOTO, PeTHHATa)
Hapymenus na Bepruro
YXOTO U
nabupuHTa
CpnoBu XemaroM Cepuo3na xemoparus,
HapyIIeHHUS KbpBEHE OT
olepaTuBHA paHa,
BaCKYJIMT, XUTIOTOHUSI
Pecnuparopuu, Enucrakcuc KpsBOusnueu B
I'PBIHU U JUxaTesHaTa CUCTEeMa,
MeIMaCTUHAITHU (xemornTH3a,
HapyUIeHUS GenonpoOHa
XeMoparus),
OpoHXOCTa3bM,
MHTEPCTUIHATICH
ITHEBMOHMT,
eo3uHo(rIHA
ITHEBMOHMS
CromarHo- CromarHo- Cromaiuna si3Ba | Perponeputone | CromaimiHo-4peBHA U
YpEeBHU YypeBHa U 1yOoAeHalHa aJIHA XeMOparus | peTporepuToHeaIHa
HapyILeHUs Xemoparus, s13Ba, TaCTPUT, XeMoparus ¢ parajieH
auapus, MOBpPBLIAHE, U3XO0J, TIAaHKPEaTuT,
KOpEeMHa rajieHe, 3arex, KOJIUT (BKJIFOUUTEITHO
Oorka, (dbnarynenus SI3BEH WJIU
JUCTIETICHS JTUM(OIUTEH KOJIHT),
CTOMATUT
XenaTtoOunmmapHu Octpa 4epHOAPOOHA
HapyIICHHUS HEOCTaThYHOCT,

XETIaTUT, OTKIIOHEHHUS B
B YEPHOJIPOOHUTE
(yHKIIMOHATHU
TECTOBE




Cucremo- Yectn Heuectn Penxn MHoro peaxu, ¢

OpraHeH KJjac HeU3BeCcTHA YecToTa™

Hapymenus na OO6pa3yBaHe OO6puB, cbpOeX, Bynozen nepmatur

Ko)KaTta u Ha CHHUHU KOXKHU (ToxcuuHa

MIOJIKO’KHATa KPbBOU3IHUBU enuaepMalHa

ThKaH (mypmypa) HEKpOJIN3a, CHHAPOM
Ha Stevens-Johnson,
eputeMa Myntudopme,
0CTpa IeHepallu3upaHa
€K3aHTeMaTOo3Ha
nyctyiosa (AGEP)),
AHTHOEEM,
JIEKaPCTBEHO
WMHIyLUPaH CHHAPOM
Ha
CBPBXUYYBCTBHUTEIHOCT,
JIeKapCTBEH 00OpUB ¢
eo3uHOpUINA U
CHUCTEMHH CUMIITOMHU
(DRESS),
€pUTEMAaTO3EH WU
exc(hoIraTUBEH 00PUB,
YpTHKapus, eK3eMa,
JIMXEH IUIaHyC

Hapymenus na I'maexomacrus

BB3IIPOU3BOIUTEN

HaTa cUCTeMa U

rppraTa

Hapyumienus Ha KpbBousnueu B

MYCKYJIHO- MYCKYJIHO-CKEJIeTHaTa

CKeJeTHaTa cucrema (XxemapTposa),

cucreMa u apTpHUT, apTparus,

ChEIMHUTEIIHATA MUAITHS

TbKaH

Hapymenus na Xematypust I'momepynonedpur,

OpOpenute u MOBHIICH KPEaTHHUH B

MIUKOYHUTE KpbBTa

IBTUIIA

O6mu Hapymienus | Kppousius Bucoka temneparypa

u eexTu Ha Ha MACTOTO Ha

MSACTOTO Ha WH)KEKTUpaHe

IIPUIOKECHHUE

WN3cnensannsa Y 1pmKeHo Bpeme

Ha KbPBEHE,
MOHIKEH Opoi
HEYTPOQHIIH,
MOHIKEH Opoi
TPOMOOIIUTH

AHHH, CBbP3aHU C KJIOIINAOTPEI C HCU3BECTHA YCCTOTA
* 2




Cpo011aBade Ha MOAO3UPAHN HEKEIAHHN PEAKIIUN

ChoOIaBaHeTo Ha MOJI03UPAaHU HEXKEJIaH! PeaKIiMy ciie]ll pa3peniaBaHe 3a ynoTpeda Ha JIeKapCTBESHHS
MPOAYKT € BaxkHO. TOBa MO3BOJISIBA JIa TIPOIBIKK HAOIOCHUETO Ha ChOTHOIICHHETO MOJI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEAUIIMHCKHUTE CIICIIMATMCTH CE U3UCKBA J1a ChOOIABAT BCAKA
MOJI03MPaHA HEeXellaHa peakIys Ype3 HallMOHATHA CUCTEMa 3a ChOOIIaBaHe, TOCOYCHA B

[Mpunoxenue V.

4.9 Ilpeno3upane

[Ipemo3upaneTo B pe3y/Tar Ha MPUIIOKEHUE HA KIIOMUIOTPET MOXKE Ja JOBEJIE 10 YABDKEHO BpeMe Ha
KBPBEHE U MOCTIC/IBAIIUTE YCIOKHEHMSI OT KbPBEHETO. AKO Bh3HUKHE KbPBEHE, TPSOBA Jia ce
MIPUJIOXKH TIOAXOISIIA TEPATTHS.

He e ycraHoBeH aHTHAOT Ha (papMaKOJIIOTHYHATAa AKTHBHOCT Ha KJIOMUIOTpeNl. AKO € HeoOXoquma

He3abaBHa KOPCKIMA HA YABJDKECHOTO BPEME Ha KbPBCHE, Tpchq)y3HH Ha TpOM60]_II/ITHa Maca MOX€E aa
HpOTHBOHeﬁCTBa Ha eq)eKTI/ITe Ha KJIOTINAOTPEJI.

5. ®APMAKOJIOTTYHA CBOMCTBA
51 ®apmakoguHAMUYHH CBONCTBA

dapmakoTepaneBTHYHA IpyTa: HHXHOUTOPU Ha TPOMOOIIMTHATA arperanuus, ¢ U3KII0YeHHe Ha
xenaput, ATC xon: BOIACO04.

MexaHn3bM Ha JSHCTBHE

Knonunorpen e npensekapcTBo, €AUH OT YUHTO METAOOJIUTH € UHXMOUTOP Ha TPOMOOLIMTHATA
arperanus. Kitonmmorpen tpsioBa na 6bae Metabonmsupan or CYP450 ensumute 70 nosryyaBaHe Ha
aKTUBHHUA MeTaboIuT, KOWTO MHXUOUpa TPOMOOLIMTHATA arperanus. AKTUBHUAT METaOOJIUT Ha
KJIOIHUAOTPENT CEJICKTUBHO MHXHOMpPA CBBP3BaHETO Ha afeHo3uH audocdat (AD) kM
TpoMOonuTHUTE My P2Y 11 petientopu, u nocneasamiara AJ[d-menquupana akTUBaius Ha
rnukonpotenH GPIIb/Ila kommekca, KaTo Mo TO3M HaYWH HHXUOHUPa TPOMOOLIMTHATA arpeTarys.
[opanu HEOOPAaTUMOTO CBBP3BaHE, MOBIUSIHUTE TPOMOOLIUTH OCTABAT 3aCETHATHU 10 Kpasi Ha CBOSI
KUBOT (mpubam3uTenHo 7-10 1HM) ¥ B3CTAHOBSIBAHE HA HOPMAJIHATA TPOMOOIUTHA (PYHKIIHS
HACTBIIBA MIPHU CIIEABAIIOTO MMOKOJIeHUE TpoMOouuTH. TpoMOoMTHATA arperanus, Npeau3BUKaHa OT
npyru aronuctu ocBeH AJI® chino ce nHxubupa ype3 OI0KMpaHe Ha yBeJIM4YeHaTa TPOMOOIMTHATA
akTuBaIys ot ocBodoaeHus AJ[D.

TBi KaTO aKTUBHUST MeTa0ONUT ce 00pa3yBa upe3 CYP450 eH3umuTe, HIKOU OT KOUTO ca
NOJIMMOP(HU WM ca 00EKT Ha UHXUOMpaHe OT APYI'H JIEKaPCTBEHU IPOLYKTH, HE BCHUKH MAI[UEHTH

¢ uMaT aJCKBaTHa TpOM60L[I/ITHa arperanus.

dapMakoAMHAMUYHH ePEeKTH

MHOTOKpaTHOTO NPUIIOKEHUE HA 75 mg THEBHO BOAM A0 YCTOHUMBO MHXHOUpaHe Ha AJD-
WHAyHHpaHaTa TPOMOOILUTHA arperauus oT MbPBUs JIeH, KOETO MPOTrPECUBHO HAPACTBA U IOCTUTa
CTaIOHAPHO ChCTOsIHUE MeXAy 3 U 7 aeH. Ilpu cTannoHapHO ChCTOSTHUE CPETHOTO HUBO HA
MHXHOUIIMSI, MOCTUTHATO ¢ 75 mg nHeBHO ¢ Mexy 40 % u 60 %. TpomOonuTHaTa arperanus u
BPEMETO Ha KbPBEHE [TOCTENIEHHO C€ Bh3BPBILAT KbM M3XOIHUTE CTOMHOCTH OOMKHOBEHO 5 THU ClIe]
IIPEKBCBAHETO Ha JIEUYEHUETO.

Knuangna edukacHocT u 6€300acHOCT

Be3zonacHocTTa 1 ehukacHOCTTa Ha KJIOIMIOTPEII ca OUIM OLIEHEHU B 7 IBOMHO-CIIENH POY4BaHUS,
Brirouniy Haja 100 000 manmenTu: npoyusanero CAPRIE, cpaBuenue Ha kinonunorpen u ACK, u
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npoyuBanusita CURE, CLARITY, COMMIT, CHANCE, POINT u ACTIVE-A, cpaBusiBaniu
KJIOTUOTPEN U I1ane0o U J1Barta JIekapcTBeHU Mmpojykra B komOuHaiws ¢ ACK u apyro cranaapTHo
JICYECHHE.

Ipecen muokapoen ungpapxm (MI), npecen mozvuen uncyim uiu ycmanosena nepugepna
apmepuanna o6onecm

[IpoyuBanero CAPRIE BktouBa 19 185 manmenTn ¢ areporpoM003a MaHU(ECTHpaHa ¢ peceH
MHUOKapieH uHPapKT (<35 1HU), IpeceH UCXEMUYEH HHCYIT (MeXIy 7 THUA U 6 Mecela) Wi J0Ka3aHa
nepudepHa aprepuanna 6oiect (IIAB). [launentuTe ca paHIOMU3UpPAHH HAa 75 Mg KIOMUAOTPET
nHeBHO niM Ha 325 mg ACK u ca mpocieneHu oT eHa 10 TpU roAMHU. B moarpymnarta ¢ MuokapzeH
WH}APKT, OBEYETO OT ManueHTuTe ca nonydyasanun ACK npes mbppBuTe IHU cieq ocTpus HHPapKT Ha
MHOKapJa.

Knonumorpes 3HAYUTEITHO peAylipa YeCTOTaTa HA HOBUTE NCXEMUYHH MHIMICHTH (KOMOWHHpaHa
KpaifHa TO4YKa, BKIIIOYBAIA MUOKapJIeH HHPAPKT, ICXEMHUYCH HHCYJIT U ChJIOBA CMBPT) B CPaBHEHHE C
ACK. IIpu mpoBeneHNTE aHAIM3Y Ha JieueHHe ca HabmonaBanu 939 nHIMAECHTa B rpymiaTa ¢
knonuzporpen u 1 020 B rpynata ¢ ACK (penykuus Ha otHocutennus puck (RRR) ¢ 8,7 % [95 % CI:
0,2 mo 16,4]; p=0,045), koeto choTBeTcTBa 32 Bceku 1 000 nmarmeHTa JieKyBaHH J[BE TOJIMHH,
JIOTTBITHUTETHO TpeoTBpaTeHu uexeMuunu nanuaeHTy npu 10 namuenta [CI:0 mo 20]. AHanu3bT Ha
o01aTa CMBPTHOCT KaTO BTOPUYHA KpaiiHa TOYKA HE MOKAa3Ba 3HAYMTEIHA PA3JINKa MEXITY
knoruaorpen (5,8 %) u ACK (6 %).

B noarpynos ananus cropes ChCTOSIHUETO (MUOKapIeH HHPApKT, ucxemuueH nHeynt win [1AB) Haii-
6naronpusateH e edekra npu nauueHtute ¢ IIAB (moctura ce ctatucTuyecka 3HaUUMOCT IIPU
p=0,003), (ocobeHo Te3u, KOUTo ca ¢ anaMmHe3a u 3a muokapeH uapapkr) (RRR =23,7 %; CI: 8,9 no
36,2) u no-cnab (6e3 3Haunma pasnuka crpsimo ACK) npu nanuenture ¢ uaeynt (RRR = 7,3 %; CI: -
5,7 no 18,7) [p=0,258]. [Ipn manueHTUTE, BKIIOYCHU MOPAIH CKOPO TPEKapaH MUOKap/ieH HH(APKT,
KJIIOIUAOTPEI € MO-MaJKo e(peKTHBEH, HO Oe3 craTucTudecka pasiuka cipsmo ACK (RRR = -

4 %;CI: -22,5 no 11,7 [p=0,639]). JlonmbIHUTEIHO Ype3 NOArPYNOBHSI aHAJIU3 110 OTHOLIEHHE Ha
BB3PACTTa Ce yCTAaHOBABA, Ye €(EKTHT OT KJIOMUAOTPEN MIPH NALMEHTH HaJl 75 TONUHHU € I0-C1ad OT
TO3U NIPU NAUUEHTUTE <75 roAuHMU.

Toii kato B mpoyuBaneTo CAPRIE He € nMano Bb3MOXKHOCT 3a OLleHKa Ha e()UKaCHOCTTa B OTJCIIHUTE
MOArPYIH, HE € CHO JaJl Pa3indMaATa B peIyKIMATA HA OTHOCUTEIHUS PUCK IIPU OTIECIIHUTE
CBCTOSIHUS Ca pEalTHU UJTU ca CIy4aiHu.

Ocmvp KopoHapeH CUHOpOM

[IpoyuBanero CURE BkitouBa 12 562 nanueHTH ¢ ocThp KOpOHapeH CHHIpoM Oe3 eneBarms Ha ST
cerMenra (HecTaOuiIHa CTEHOKapAHs WM MUOKapeH nHpapkT 6e3 Q 3p0el) 1 HATMYNETO B ITbPBUTE
24 yaca OT HayaJIOTO Ha OCTPUA N304 Ha IPbAHA 0OJIKA MM CUMIITOMH B Pe3yjTaT Ha UCXEMUS.
[MaumenTute TpsiOBa na umat EKT mpoMeHH, TOBOpENIX 3a HOBOMOSBUJIA C€ UCXEMHUS WIIM TIOBUILICHH
CBHPACYHU €H3UMU UM TponoHuH I mnu T, B cTOHHOCTH IIOHE J1Ba ITBTH NO-BUCOKH OT 'OpHA IpaHULa
Ha HopMara. [lanuenTure ce panaomMu3upar Ha kiaonugorpen (300 mg HaToBapBama 103a,
nociensana ot 75 mg nHeBHO, N = 6 259) mnu miane6o (N = 6 303), u nBeTe rpynu B KOMOUHAIIHS C
ACK (75-325 mg BeqHbX JHEBHO) U APYTH CTaHIApTHU Tepanuu. [lanuenTure ca nekyBaHu a0 1
roguna. B nmpoyusanero CURE, 823 (6,6 %) nanuentu nony4asat exHoBpemenno u GPI/I11a
pELeNTOPHU aHTarOHUCTH. XeNapuH ce npuiara mnpu nosede ot 90 % or nanuesTure, Kato
OTHOCHTEITHATA YECTOTa Ha KbpBEHE MEXY KIOMHUIOrpell 1 ruianedo He € Oria 3HaYuTeTHO MOBIUSHA
OT €IHOBPEMEHHATa TepaIusl ¢ XenapuH.

Bpost nanuenTH, npy KOUTO ca HaOIIOAaBaH! CHCTOSIHUS, OTTOBAPSIIY HA KPHTEPHUTE Ha
MIbPBUYHATA KpaliHa Touka [chpaeyHo-choBa (CV) cMbpT, MUOKapaeH uHpapkT (MI) wiu uHCyIT],
ca 582 (9,3 %) B rpynata Ha knonuaorpen u 719 (11,4 %) B mnauebo rpynara, peIyKuus Ha
otHocuTenHus puck ¢ 20 % (95 % CI: 10-28 %; p = 0,00009) B rpynara Ha kiaonugorpen (17 %
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penyKIMsa Ha OTHOCUTEIHUS PUCK IIPU KOHCEPBATHBHO JIEYEHUE HA MalMeHTuTe, 29 % npu HanpaBeHa
MepKyTaHHa TpaHCIyMUHaHa KopoHapHa anruomiactuka (PTCA) ¢ nnum 6e3 crent u 10 % npu
HanpaBeH KopoHapHo aprepuaiieH Oaiinac (CABG)). HoBu chpredno-cha0BHu HHIMIEHTH (ITBPBUYHA
KpaifHa Touka) ca IpeloTBPAaTEeHH ¢ peAyKIMA Ha OTHOcuTenHus puck c 22 % (CI: 8,6, 33,4;), 32 %
(CI: 12,8, 46,4), 4 % (CI: -26,9, 26,7), 6 % (CI: -33,5, 34,3;) u 14 % (CI: -31,6, 44,2) choTBETHO TIpe3
0-1, 1-3, 3-6, 6-9 u 9-12 Meceunn nHTEpBaIH HA poyuBaHeTo. Ciie TpeTrst Mecell, OJIaroNpUs THUST
edexr, HaOmoaaBaH B rpynara Ha kionugorpen +ACK He HapacTBa noBeue, HO PUCKBT OT XeMOparus
ocTaBa (BX. Touka 4.4).

VYnotpebara Ha knonuaorpen B CURE npoyuBanero € cBpp3aHa ¢ HamalsiBaHe Ha HEOOXOJMMOCTTa
ot TpombOouTuaHa Tepanust (RRR =433 %; CI: 24,3 %, 57,5 %) u GPIIb/Illa uaxuburopu
(RRR = 18,2 %; CI: 6,5 %, 28,3 %).

BposT Ha manueHTuTe, Mpu KOUTO Ca HACTHITUIN ChCTOSHHUS, OTTOBAPSIIY HA KPUTEPHUHTE 3a
JOIBIHUTEIHATA TbpBUYHA KpaitHa Touka (CV cMbpT, MI, MO3bUCH MHCYIT HIIH pedpaKTepHa
ucxemus) e 1 035 (16,5 %) B rpynata Ha kinonuznorpen u 1 187 (18,8 %) B mianedo rpynara,
penykuus Ha oTHocuTenHus puck ¢ 14% (95 % CI: 6 %-21 %, p=0,0005) B rpynaTta Ha KJIONUAOTPEI.
To3u GnmaronpusTeH eeKT ce IBIDKU MPEANMHO Ha eeKTa Ha KIONHIO0TPeT BbPXY MHOKAPIHHS
uHdapkr [287 (4,6 %) npu rpymnata Ha kironuaporen u 363 (5,8 %) npu mianedo]. He e HabmronaBan
eeKT BBPXY YeCTOTaTa Ha PEXOCIUTANN3ANNATA TIPH HECTAOMITHA CTCHOKAP VAL

Pesynratute, noyueHu B TPyNUTE C Pa3IMUHU XapaKTEPUCTUKH (HAIp. HecTaOMIIHA CTEHOKApIUs WK
MI 6e3 Q 3n0el1, pa3nUyHa CTENEH Ha PUCK, TuadeT, HeOOXOJUMOCT OT PEeBaCKyJIapu3allus, Bb3pacT,
TIOJI) Ca CXOJIHU C Pe3yJITaTUTE OT IbPBUYHKUTE aHanu3u. [lo-cnennanto, B post-hoc ananus npu 2 172
nanmenTH (17 % ot wtara CURE nonynanus) Ha kouto uM e nocraseH cTeHT (Stent-CURE),
JIaHHHUTE TTOKa3BaT, ue KJIOMHJIOTPEI CpaBHEH ¢ Irianebo, jeMoHcTpupa 3HaunMo RRR ot 26,2% B
0J132 Ha KJIOMUOTPEN 3a KO-IbpBUYHATA KpaitHa Touka (CV cMbpT, MI, MO3bUYECH HHCYIIT) U CHILO
3HaunMo RRR ot 23,9% 3a ko-BropuuHaTta kpaiina Touka (CV cMbpt, MI, MO3b4€H UHCYT WK
pedpakrepHa ucxemus). OCBeH TOBa, MPOGUIBT Ha OE30MACHOCT Ha KIOMUIOTPeI B Ta3U MOATPYIIa
MANMCHTH He PeTU3BIKA HAKaKBB 0cOOeH pobieM. ClejoBaTeHO, pe3yITaTUTE OT Ta3! IOATPyIa
ca B CbOTBETCTBHE C OOILIUTE pe3yaTaTh OT MPOYUYBAHETO.

BnaronpuatHuAT epeKT Ha KJIOMUAOTPEN € He3aBUCUM OT JPYTO CIIEIIHO U MPOABIKUTEITHO
ChpAEYHO-CHA0BO JeueHue (karo xemapu/LMWH, GPIIb/I1la antaroHucTH, TUOHI0-PEAY IUPAIITA
JIEKapCTBEHU MPOAyKTH, Oeta-0nokepu u ACE naxudurtopn). EdukacHocTTa Ha KIOUAOTPET €
orieHeHa He3aBucuMo ot jo3ara Ha ACK (75-325 mg BeiHbX THEBHO).

Undapkr Ha Muokappa c eneBanus Ha ST-cermeHTa

[pu nanmentu ¢ octbp MI ¢ eneBanus Ha ST-cermenrta (STEMI),, 6e3onacHocTTa M e(hUKACHOCTTA HA
KJIIOIIMIOTPEI ca OMIIN OIIEHSHH B 2 paHIOMH3HPAHH, UI1ale00-KOHTPOINPAHH TBOWHO-CIICIIH
narmtBanusi, CLARITY, npocniektuBen noarpymnos ananu3 Ha CLARITY (CLARITY PCI) u
COMMIT.

[IpoyuBanero CLARITY BrirouBa 3 491 marnmenTu ¢ Hagasno Ha MI ¢ ST eneBarus B paMKuTe Ha
nocieanuTe 12 yaca v 3arianyBaHO TPOMOOJIMTUYHO JieueHue. [lanuenTuTe ca noiyuminm
knoruaorpen ( 300 mg HaToBapBaia 103a, mocienBana ot 75 mg/nen, n=1 752) wnu rmane6o

(n=1 739), u nBete B komOuHamus ¢ ACK (150 no 325 mg xaTo HaToBapBalia 703a, mocjensana ot 75
1o 162 mg/neH), pUOPUHOIUTHYCH areHT, U KOrato ¢ OWIo moaxoasamio xenapus. [lanuenture ca
npocnenenu 3a 30 quu. [TppBUYHATA KpaiiHa TOUKa € KOMOWHMpaHa MOsBA Ha 3alyllIeHa apTepus,
CBBbp3aHa ¢ MH(apKTa Ha aHTHOTpamMaTa MpH U3MKUCBaHE, WM CMBPT WK ToBTopeH MI npenun
KopoHapHaTa anruorpadus. [Ipu naiueHTH, Ipyu KOUTO He € MpaBeHa aHruorpadus, mMbpBUYHATA
KpaifHa Touka ¢ Ouiia CMBPT WIH OBTOPSH MHOKap/eH UH(ApKT 10 JleH 8 uiu 10 H3MUCBAHETO.
[Momynanusra nanueHTy e BkitouBana 19,7% xenu u 29,2% nanmentu > 65 roguan. O6mo 99,7% ot
MalMeHTHTe ca Noydmin GuopuHoauTun (udpun cneunpudnu: 68,7%, He-pudpuH crenuduyHum:
31,1%), 89,5% xenapuHn, 78,7% Oeta 6mokepu, 54,7% ACE unxuburopu u 63% cTraTuHH.
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[ernanecet npouenta (15,0%) ot mauueHTuTe B rpynara Ha kionugorpen u 21,7% B miauebo
rpymnara ca JOCTUTHAJH 10 IIbPBHYHA KpaifHa TOYKA, KOSTO MPE/ICTAaBIsIBA a0COIIOTHO HAMAaJICHHE OT
6,7% 1 36 % oTHOCUTEJIHO HaMaJleHue B Ioj3a Ha kionuaorpen (95% CI: 24, 47%; p < 0,001),
TJIABHO CBBP3aHO C HAMAJICHUE Ha 3aIlyIlIeHH apTepuy, CBhp3aHu ¢ nHpapkra. Ta3u monsa e Omna
HaJIMIE BBB BCUYKHU MTPEABAPUTETHO OIIPEIEICHH TTIOATPYIH Ha TMAI[HEHTHUTE IO BB3PACT U MO,
JoKanu3anus Ha MHQapKTa ¥ BUJA HAa U3MOJI3BaHOTO (PMOPHUHOIUTUYHOTO JICUSHNE HITH XCTIapHH.

Honrpynos ananu3 Ha CLARITY PCI Bkmousa 1 863 mamuentu cec STEMI, noxnoxenu na PCI.
[MaumenTture, momy4aBamm 300 mg HatoBapBama no3a (LD) kmomumorpen (n=933), ca umanu
3HAYUTEJIHO HaMaJleHWE Ha 4YecToTaTa Ha chpledHochaoBa cMbpT, MI unu uncynr cinen PCI B
CpaBHEHHE C Te3H, mosry4daBamy mianedo (n=930) (3,6% npu npeaBapuTeIHO JIeYeHHEe ¢ KIOMHUI0Trpell
crpsimo 6,2% c mnane6o, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). ITaumenTure, momyuasamu 300 mg
LD xnommmorpen, ca uManyd 3HAYUTEIIHO HAMAJICHHE HA YECTOTaTa Ha ChPJCYHOCHAOBA CMBPT, MI
nwm wHCynT 1o 30 muu cnen PCI B cpaBHenme c Tte3m, monydaBamu 1oianedo (7,5% mpu
TIpeJBapuTeNIHO JieueHne ¢ kionuaorpen cupsmo 12,0% c mrane6o, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Berpeku ToBa, KoraTo ce oneHsBa B obmiara nmomyinanus Ha npoyuBaHero CLARITY, Ta3u
CbCTaBHa KpaliHa TOYKa HE € CTAaTHCTUYECKM 3HayMMa KaTo BTOpMYHAa KpailHa Touka. He ce
HaOJrofaBa 3HaYMMa pasjMKa B YECTOTaTa HA TOJISIMO HJIM MalKO KbpBEHE MEXIY JBETE JICUCHHS
(2,0% npu npegBapuTeNHO JeueHHe ¢ kiaonuporpen cupsamo 1,9% c minaue6o, p>0,99). Pesynrature
OT TO3W aHAJIU3 MOJKPENAT PAaHHOTO M3II0JI3BAHE Ha HaToBapBalia no3a kionunorpen npu STEMI u
CTpaTerusTa 3a pyTHHHO MPEABAPUTEIHO JICUSHHE ¢ KJIOMUIOTPEN PHU MalueHTH, nouoxenn Ha PCIL.

[IpoyuBaneto ¢ 2x2 dakropuanen auzaitn COMMIT e Brirounio 45 852 nmanueHTy ¢ Ha4ajio Ha
cumntomu nogo3putenau 3a MI ¢ moakpernsimu EKT™ abnopman naxonku (Hanp. ST enesanums, ST
Jenpecus Wim JisiB OeipeH 0J10K) B paMKuTe Ha HocyieanuTe 24 daca. [lanueHTuTe ca noaydmin
knomuaorpen (75 mg/nen, n=22 961) wnu mianedo (n=22 891), B komounamus ¢ ACK ( 162 mg/nen),
3a 28 OHM WM [0 U3MUCBaHe OT OonmHuNara. [IbpBUYHNTE KpalilHU TOYKH ca OMITM CMBPT IO BCSIKAKBa
MPUYHHA U TbPBA MOsIBa Ha pe-MHMAPKT, MHCYNT Wik cMbpT. [lomynanusra e BkiarouBana 27,8%
xenn, 58,4% mamuentu > 60 roguan (26% > 70 roguan) u 54,5% manMeHTH, KOUTO ca MOIYYHIN
(HOPUHOTUTHUII.

Knonunorpen 3HaunMo HamansiBa OTHOCUTEIHUS PUCK OT CMBPT I10 BCSIKAKBA MPUYIMHA CbC 7%
(p=0,029), 1 oTHOCHUTENHHUS PUCK 38 KOMOMHALIUATA OT pe-UHPAPKT, HHCYIT WU CMBPT ¢ 9%
(p=0,002), koeTo npeacTaBiisiBa aOCONIOTHO HaManeHue cboTBETHO OT 0,5% u 0,9%. Ta3u non3a e
HaJIUIIE HE3aBUCHUMO OT Bb3pacT, M0JI, ¢ WK 0e3 GUOPHHOIUTHULIM, U € HaOJI0AaBaHa OILE B IbPBUTE
24 yaca.

KHOHI/IQOFQGH 600 mg HaTOBApBAIlld 103d PH MNANWEHTH € OCTHP KOPOHAPEH CUHAPOM, IMOUTOKCHU HA
PCI

CURRENT-0OASIS-7 (Knonuzorpen u aciipyH, U3M0JI3BaHN B ONITUMAITHA /1032 32 HaMaJIsiBaHE Ha
nopTapAumTe ce chOuTUs CeaMu perucThbp 3a OLIEHKA Ha CTPATErHUTe MPU UCXEMUYHU CHUHAPOMH -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa pannoMu3upano (HaKTOPUATHO MPOyUBaHe BKIMOYBa 25 086 muIa ¢ OCThP KOPOHAPEH CUHIPOM
(OKC), npenBuznenu 3a panHa PCI. [lanuenTure ca paHaoMHu3UpaHy Ha ABoiHA 103a (600 mg Ha neH
1, cnen ToBa 150 mg Ha muu 2-7, ciej ToBa 75 mg AHEBHO) CIIpsMO cTanjaptHa go3a (300 mg Ha aeH
1, cen ToBa 75 mg MHEBHO) KIOMUAOTPEN U BUCOKa fo3a (300-325 mg AHEBHO) CIPSIMO HHCKA 71032
(75-100 mg nuesHo) ACK. Britouenute 24 835 manuentu ¢ OKC ca nojjio’keHu Ha KOpoHapHa
aaruorpadust u Ha 17 263 e nposenena PCI. Ilpu 17 263 naunenTtu, nomydaBamu jgeuenue upe3 PCI ,
B CPaBHEHHE ChC CTAaHAApTHATA J103a, JBOMHHATA 1032 KIOMHAAOTPENT HaMaJisiBa YecToTara Ha
II'bpBUYHATA KpakHa Touka (3,9% cpeuty 4,5% xopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAYMTEITHO HaMaJssiBa TpoMOo3ata Ha creHTa (1,6% cpemty 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). I'ossiMOTO KBpPBEHE € O-YECTO MPHU ABOIHATA 71033, OTKOJIKOTO NPU CTaHAApTHA 7032
knonunorpen (1,6% cpemy 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyuBaHe
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HaTOBapBalara j03a kiomuaorpen 600 mg e mokaszana cxoHa epUKAaCHOCT IPH MalMEHTH Ha Bh3PacT
> 75 roAVHY U MALUEeHTH Ha BB3pacT < 75 ToauHu.

ARMYDA-6 MI (AHTHarperanTHa Teparus 3a HamallsiBaHe Ha yBPEX/IaHETO HAa MUOKap/ia 1o Bpeme
Ha aHTHOIIacTUKA - MUOKapaeH nHpapkT - The Antiplatelet therapy for Reduction of MYocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3UPAHO, TPOCHEKTHBHO, MEXAYHAPOIHO, MHOTOLICHTPOBO IPOYYBaHE OLICHSIBA
nipenBaputenHoTo Jedenue ¢ 600 mg cnpsmo 300 mg xionuporpen LD B ycnoBusita Ha crientHa PCI
3a STEMI. ITauuenture ca nony4aanu kinonuaorpen 600 mg LD (n=103) wnu knonuporpen 300 mg
LD (n=98) mpenu PCI, ciex xoeto ca um npeanucanu 75 mg/nen ot neus ciex PCI no 1 roguna.
[Marmenture, nonyvasanwm 600 mg LD kionuaorpesn, uMat 3Ha4UTETHO HaMaJleH pa3Mep Ha
uHpapkTa B cpaBHeHHE C Te3H, noxydaBamy 300 mg LD. Hanuue e no-Hucka yecrora Ha TIMI
crenel < 3 caen PCI npu 600 mg LD (5,8% cnpsimo 16,3%, p=0,031), nono6peHa 1eBokamepHa
¢pakuus Ha m3tnackBane (LVEF) npu nznuceane (52,1 £9,5% cnpsmo 48,8 £11,3%, p=0,026) u mo-
MAaJIKO TOJIEMH HeXXeJlaHH ChpJeYHO-ChA0BU chouTHs Ha aeH 30 (5,8% copsamo 15%, p=0,049). He ce
Ha0Jr01aBa yBEJIMUEHNE Ha KbPBEHETO MM YCIOXKHEHHS Ha ChIA0BUA AOCTHI (BTOPUYHU KpaltHU
ToYKHY Ha AcH 30).

HORIZONS-AMI (XapMoHU3UpaHe Ha pe3yaTaTUTE OT PEBACKYJIapH3aLUs H CTEHTOBE MPH OCTBP
MUOKapneH nHdpapkt - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

ToBa npoyuBaHe — post-hoc aHanu3 e mpoBeaeHo, 3a aa ce onenu aanu LD 600 mg xkinonunorpen
OCHUTYpsiBa IO-0BP30 U TO-CUITHO WHXUOUPAaHE Ha aKTHBUPAHETO HAa TPOMOOLUTUTE. AHATU3BT
n3cnensa Bp3aeiicTBueTo Ha LD 600 mg B cpaBHenue ¢ 300 mg BbpXy 30-1HEBHUTE KIMHUYHU
pesynrtatu ipu 3 311 manuenTtu ot ocHoBHOTO M3nuTBaHe (n=1 153; 300 mg LD rpyna; n=2 158; 600
mg LD rpyna) npeau cepaeyHa KaTeTepusanus, ociaeaBana oT 103a 75 mg/neH 3a > 6 Mecena clies
u3nUcBaHeTo. Pe3ynraTuTe oka3BaT 3Ha4UTENIHO 0-HUCKHU 30-1HEBHU HEKOPUI'MPaHU HUBA Ha
cmpprHOCT (1,9% crpsimo 3,1%, p=0,03), moropen uadapkr (1,3% cupsimo 2,3%, p=0,02) n
neUHUTHBHA WU BeposATHa TpoMOo3a Ha cteHTa (1,7% cnpsamo 2,8%, p=0,04) ¢ 600 mg LD 6e3 no-
BUCOKa 4eCTOTa Ha KbpBeHe. [Ipu mynruBapuanter ananus, LD 600 mg e He3aBuCHM NpeAUKTOp Ha
MO-HUCKY HUBA HA TOJIEMHU HEXKEJNaHu cbpjaeunu crourtus Ha neH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). UecroraTa Ha ronsamMo kbpBeHe (HecBbp3aHo ¢ CABG) e 6,1% B rpynata ¢ 600 mg LD u
9,4% B rpynara ¢ 300 mg LD (p=0,0005). UecTtoTata Ha Majko kbpBeHe € 11,3% B rpynara ¢ 600 mg
LD u 13, % B rpynara ¢ 300 mg LD (p=0,03).

JIsarocpouno (12 Mecena) neuenue ¢ knonuaorpen npu nanuedTu ¢cs¢c STEMI cnen PCI

CREDO (Knonunorpe:n 3a HaMansiBaHe Ha HEXXEJaHUTE ChbOUTHUS 110 BpeMe Ha HaOJIoIeHHe -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMU3HUPAHO, ABOMHO-CIIAIO, IJ1a11e00-KOHTPOJIUPAHO IPOYUBAHE € IPOBEAEHO B
Cpenunenute mati 1 Kanaza, 3a 1a ce OLeHH Hon3aTa OT AbIrocpodHo (12 mMecena) geueHue ¢
knororpen cinex PCL 2 116 manuentu ca pangomusupanu aa nonydasat LD 300 mg kinonumorpen
(n=1 053) unu rutane6o (n=1 063) 3 no 24 gaca npeau PCI. Becuuku nanmeHTy ca nomydaBand u 325
mg acrmpuH. Clies HHTePBEHIMATAa BCHIKH IAIMEHTH ca ITO0JIyYaBaJli KJIOMHIOTpeN 75 mg/neH 1o
neH 28 u B aeete rpynd. Ot e 29 no 12 mecena nanueHTUTe B rpymnarta ¢ KIOMUI0TPEN ca
MOJyYaBajIn 75 mg/aeH KIONUI0rpel, a B KOHTPOJIHATa TPpyIa ca moyydyasainu mianedo. U neete
rpynu ca noydaBanu ACK mo Bpeme Ha npoyuBaneTo (81 no 325 mg/nen). Cnen 1 roguna e
Ha0JI01aBaHO 3HAYUTEIHO HaMaJIsiBaHEe Ha KOMOMHHUPAHUS PUCK OT CMBPT, HH()APKT HA MUOKAPIa HITH
WHCYAT ¢ Kionuaorpen (26,9% otnocurenHo Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; abconroTHO
Hamanenue 3%) B cpaBHeHue ¢ riane6o. He e HabmrogaBaHO 3HAUMTETHO YBEJIIMUYEHHE HA YeCTOTaTa
Ha rojsiMo kbpBeHe (8,8% c kiaonugorpesn cupsamo 6,7% c mianedo, p=0,07) uinu Maako KbpBeHe
(5,3% c knomumorpen cupsamo 5,6% c miane6o, p=0,84) Ha 1 roguHa. OCHOBHOTO 3aKJTIOUCHUE HA
TOBa NPOYUBAHE €, Ue NpoabKaBaHeTo Ha kiuonuporpen u ACK 3a none 1 ronuna Boau 1o
CTaTUCTUYECKU M KIIMHUYHO 3HaYMMO HaMaJlsiBaHe Ha I'OJIEMUTE TPOMOOTHUYHH CHOUTUS.



EXCELLENT (EdukacHocT Ha Xience/Promus cripsimo Cypher 3a HamalsiBaHe Ha KbCHATa 3aryba
cien crentupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa npocnekTUBHO, OTBOPEHO, PAHAOMU3UPAHO NIpoyyBaHe € nposeneHo B Kopes, 3a 1a ce oneHn
nanu 6-mMecevHata J1BoiiHa antuarperanTaa tepamnusi (DAPT) e neundepropHa (He mo-mMaiko
edekxtuBHa) oT 12-meceunata DAPT cien uMIianTupane Ha CTEHTOBE, OTACIISIIIN JIEKapCTBO.
IIpoyuBaneTo BKitouBa 1 443 manueHTH, NOAIO0KEHN HA UMIUIAHTALUSA, KOUTO ca paHIOMU3HUPAHU Jia
nonyuasat 6-mecedeH DAPT (ACK 100-200 mg/aen miroc kaonuaorpen 75 mg/nex 3a 6 Mecena u
cien toBa camo ACK no 12 mecena) mim 12-meceuen DAPT (ASA 100 —200 mg/aen mutoc
kjonuaorpen 75 mg/nen 3a 12 mecena). He e HaOmogaBana 3HaYMTEIHA pa3idKa B 4eCTOTaTa Ha
HEIOCTAThYHOCT Ha TapreTeH ChJl (ChBKYMHOCT OT ChpAeYHA CMBPT, MI nnu peBackyiaapu3anus Ha
TapreTeH ChJ), KOSATO € MbPBUYHA KpaifHa TOYKa MEeXAy rpynuTe Ha 6-MeceuHa u 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). Cpb110 Taka Mpoy4YBaHETO HE IOKA3Ba 3HAUUTETHA Pas3JIiKa B
KpaiiHaTa To4Ka 3a 6€301acHOCT (CHBKYIIHOCT OT CMBPT, MH(pAPKT Ha MHOKap/a, HHCYJIT, TpoM003a Ha
CTEHT WM rojisiMo KbpBeHe o TIMI) mexxay rpynute Ha 6-meceuna u 12-meceuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OcHOBHOTO 3aKJIIOUEHUE HA TOBA IpOyYBaHe €, ue 6-meceunata DAPT e
He Mo-Manko eekTuBHa OT 12-meceunara DAPT mo oTHOIIEHHE Ha pHCKa OT HEJOCTATHYHOCT Ha
TapreTeH Ch.

Heeckananus Ha P2Y > perienTopHr HHXUOUTOPH TP OCTHP KOPOHAPEH CUHIIPOM

[IpemunaBaneTo ot mo-moieH P2Y 1, penentopeH MHXHOUTOP KbM KIIOTIHAI0TPE] B KOMOMHAIINS C
acnvpuH ciies octpa (asza npu ocThp kopoHapen cuuapom (ACS) € OlleHEeHO B JIBE paHAOMU3UPAHH,
CIIOHCOPHPAHU OT M3cjeaoBaTeNs npoyyBanus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS c nanH# 3a KITUHUYECH pE3yiTar.

Knuanunata mosnsa, KosTo moka3sat nmo-momunte P2Y 1, penentopHu HHXUOUTOPH, TUKArpesIop |
pa3yrpen B TEXHUTE OCHOBHH MTPOYYBaHUs, € CBbP3aHa ChC 3HAUMMO HaMaJIIBaHE Ha
PELHIMBHPANIUTE HCXEMUYHU CHOUTHS (BKITFOUUTEIIHO OCTPA U MOA0CTpa TpoMbo3a Ha cTenTta — ST,
MuokapeH nHpapkT - MI u crientHa peBackynapuzanysi). Berpeku, ue ncxemMudHaTa 1mojiza e
TocJieIoBaTelIHa TIpe3 IIbpBaTa roJlHa, IO-TroJIsIMO HaMalleHHe Ha UCXeMUYHUTe peruanBu cienq ACS
€ HaOJII0/1aBaHO TIpe3 ITBPBUTE THU CIIe/I 3ariouBaHe Ha jJeueHueto. O0patHo, mocieaBammre (post-
hoc) aHanM3u MOKa3BaT CTATUCTUYECKH 3HAYMMO YBEJIMUCHUE HA PUCKA OT KbPBEHE ITPH MO-MOIIIHUTE
P2Y 1, penentopHr MHXUOUTOPH, KOETO C€ TIOSIBSIBA MPEIMMHO IO BpeMe Ha MoJibpikamiara ¢asa,
cnen mepBusa Mecell cien ACS. TOPIC u TROPICAL-ACS ca npegnasHaueHu Ja U3CIIEIBAT KaK JIa ce
HaMaJIAT ChOUTHUSATA HA KbPBEHE, KAaTO CE 3ama3u e(hUKacHOCTTA.

TOPIC (Bpeme Ha TpoMOOIMTHA UHXUOUIIUS CIIE]] OCThP KOpOHapeH cuuapoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMHU3UPaAHO, OTKPUTO U3IMHUTBAHE BKIIIOYBA ManueHTH ¢ ACS, KOUTO ce Hy>KIasT OT
nepkytanHa koponapua natepBeHiys (PCI). [Tanuenture Ha actupuH u mo-moteH P2Y 1, 610kep u
0e3 HeXxenaHO ChOUTHE B PAMKHTE Ha eIMH Mecell, ca OMITH pasIpeieliecH: 1a IPEMHUHAT Ha
(UKCHpaHH JT03H aCIIHPHH ILTIOC KIIOMUIOTPEN (IeecKalnpaHa ABOHHA aHTUTPOMOOIIUTHA Teparus -
de-escalated dual antiplatelet therapy, DAPT) unu na npoabimkat cBosiTa JIEKapCTBEHA CXeMa
(menmpomenena DAPT).

Amnanmmsupanu ca o6mio, 645 ot 646 nanuentu ¢ MI ¢ ST enesanus (STEMI) i M1 6e3 ST eneBanus
(NSTEMI), unu nectabuinna creHokapaus (neeckanupana DAPT (n=322); nenpomenena DAPT
(n=323)). IIpocnensBane Ha nbpBaTa roquHa € U3BbpLIeHo npu 316 nanuentu (98,1%) B rpynara Ha
neeckanupana DAPT u 318 nauuentu (98,5%) B rpynata Ha HenpomeHena DAPT. Menunanata Ha
IpocJie/isiBaHe 3a ABeTe rpymnu € 359 nuu. XapakTepuCTUKUTE Ha U3CJIEIBaHaTa KOXOPTa Ca CXOJHH B
JIBETE TPYIIN.

IIbpBUYHUAT pe3yNTaT, ChCTaBHA TOUKA OT ChPAEUYHOCHI0BA CMBPT, MHCYJIT, CIEIIHA
peBackynapusanus 1 kbpBeHe no BARC (akagemMHudeH u3cie10BaTeNcKi KOHCOPIUYM O KbpBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata roguna ciea ACS, e HacTIWI IpU

43 manuentu (13,4%) B rpynara Ha aeeckanupada DAPT u 85 nauuentu (26,3%) B rpymnaTa Ha
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HenpomeHena DAPT (p<0,01). Ta3u craTucTHYecKr 3HaUMMa pa3nKa ce AbJKH OCHOBHO Ha T10-
MaJIKO ChOUTHSI Ha KbPBEHE, 0e3 J1a ce HabJroaBa pasiyka IIpyU KpaiHUTE TOUKU 33 UCXEMUS
(p=0,36), noxato kppBere 1o BARC >2 ce HaOmronaBa mo-paaKo B rpynara Ha aeeckanupana DAPT
(4,0%), cnpsimo 14,9% B rpynara Ha HenpomeneHa DAPT (p<0,01). CrOutust Ha KbpBEHE,
ompeneneHu kato Bcuuku crenend 1o BARC ce nabmonasar npu 30 mauuentu (9,3%) B rpynara Ha
neeckanupana DAPT u 76 nanuentn (23,5%) B rpynara va HenpomeneHa DAPT (p<0,01).

TROPICAL-ACS (U3cnenBane Ha OTrOBOpa KbM TPOMOOIIMTHA MHXUOUITUS TIPH XPOHUYHA
AQHTUTPOMOOIMTHA TEPAIHS 32 OCTHP KOPOHAPEH CHHIPOM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMH3UPAHO, OTKPUTO U3NHUTBaHE BKIOYBA 2 610 MOI0XKUTETHH 32 OMOMapKep MaleHTH ¢
ACS cnen yenemsa PCI. [TanuenTuTte ca panIoMHU3UPaHU J1a MojTydasar npasyrpen S wim 10 mg/aen
(dum 0-14) (n=1 306), nium npazyrpen 5 wiu 10 mg/aen (Juu 0-7), cinen KoeTo ca AeecKanupaHd Ha
knomuaorpen 75 mg/nen ([uu 8-14) (n=1 304), B komOunamums ¢ ACK (<100 mg/nen). Ha 14-ust nen
€ MPOBEJICHO U3Clie/BaHe Ha TpoMOorMTHaTa GpyHKiwus (platelet function testing, PFT). [lanuenture,
JIEKYBaHH caMo C IIpa3yrpes ca NPOABIKIWIN Ha Ipa3yrpen B npoabbkeHue Ha 11,5 mecena.

JleeckanupaHuTe MalMEHTH ca OMIIU MMOUIOKEHH Ha BUCOKOYYBCTBHUTEINICH TECT HA TPOMOOLIUTHA
peaktuHoct (high platelet reactivity, HPR). Ako HPR e >46 equnuinm, naiueHTUTe ca Oummu
ecKanupaHu o0paTHO Ha npa3yrpen 5 wim 10 mg/nen 3a 11,5 mecena; ako HPR e <46 enunuimy,
MAaNUEeHTHTE ca MPOIBDKIIIM Ha Kitonuaorpen 75 mg/neH 3a 11,5 mecerna. CneoBatenHo BogeaTa
rpyna Ha JeecKajalys BKJII0UBa MalMeHTy Ha npasyrpei (40%) uim kionunorpesn (60%). Benuxu
MAIMEHTH ca MPOABIDKIIN Ha aCIIUPUH U ca IPOCIEICHH B IPOIbKEHUE Ha €HA TOI1HA.

[TepBrYHaTa KpaifHa ToUYKa (KOMOMHHpAHA YECTOTa Ha ChPACYHOCHI0BA CMBPT, MHOKapIICH HHPAPKT
(MI), uacynt u kppBere no BARC >2 crenen Ha 12 mecera) e U3bJIHEHa, KOSTO ITOKa3Ba HE T0-
Maska edukacHocT. JleBetaecet u net nauentu (7%) BbB BOZeIaTa rpyma Ha JeeCKaalus u

118 maumentu (9%) B koHTponHara rpyna (p Ha HeuH(pepuopHocT = 0,0004) ca umanu crOuTHE.
Bopemara rpyna Ha geeckanaiys He € A0Bejia JO IOBUILEH KOMOUHUPAaH PUCK OT UCXEMUYHU
cpOuTHA (2,5% B rpynara Ha eeckananus cnpsamo 3,2% B KOHTpOJIHATa Ipyna; p Ha
HenHpepuopHocT = 0,0115), HUTO Ha OCHOBHATa BTOPHYHA KpaiiHa Touka KbpBeHe 1o BARC

>2 creneH ((5%) B rpynata Ha Jieeckajgauus crpsamo 6% B KoHTponHaTa rpymna (p=0,23)).
KymynatuBHaTta yectora Ha CbOMTHS HA KbpBeHE OT BcHUKH crenenu (kiaac mo BARC 1 1o 5) e 9%
(114 cvOuTHs) BBB BOJEIIATa TpyIa Ha Heeckananus, cupsiMo 11% (137 chOUTHS) B KOHTPOJIHATA

rpyna (p=0,14).

JIBoitna anrurpombormTHa Tepamnus (Dual Antiplatelet Therapy, DAPT) npu octsp jiek IS wmu TIA ¢
YMEDEH JI0 BUCOK PUCK

DAPT c xom6unanus kiaonunorpen 1 ACK karto nedenue 3a NpeaoTBpaTsIBaHe HAa UHCYJIT CJIe OCTbP
nex IS umm TIA ¢ ymepeH 10 BUCOK PHCK € OlLIeHEHa B JIB€ paHAOMU3HUPAHU IPOYUYBaHMUS,
CIIOHCOPHPAHU OT u3cienoBaTens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JTAaHHU 32 KIMHAYHH PE3yJITaTh 3a 0€30MacHOCT U e(hUKACHOCT.

CHANCE (k1onudozepen npu 6UCOKOpUCKOBU NAYUEHMU C OCNPU HEUHBATIUOUIUPAUYU MO3BYHOCLOOBU
cvoumust - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa panmoMu3MpaHo, ABOWHOCISTIO, MHOTOLIEHTPOBO, IUIAIe00-KOHTPOIMPAHO KIMHUYHO U3MTUTBAHE
BkitouBa 5 170 mamuentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) wmu octbp Jiek nacynT (NIHSS
<3). [Nanmenture B nBete rpymnu ca nomyunnu otkputo ACK na nen 1 (B no3a, Bapupaia ot 75 1o
300 mg, mo mpenieHKa Ha JeKyBaus Jekap). [lamenTure, paHIoMU3UpaHu B rpynaTa Ha
knonuaorpen-ACK, ca nmomyuwin HatoBapBaia 103a 300 mg kinonuaorpesn Ha JieH 1, mocneasaHa ot
no3a 75 mg kionuaorpen Ha e B gaute ot 2-pu 10 90-tu, 1 ACK B 103a 75 mg Ha ieH B JHHUTE OT
2-pu no 21-Bu. [laumenture, pangomusupanu B rpynara Ha ACK, ca momy4asanu rutane6o Bepcus Ha
xinonuaorpen B gaute ot 1-Bu 10 90-tu 1 ACK B 103a 75 mg Ha neH B JHUTE OT 2-pH 10 90-TH.
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[TepBHYHUAT pe3ynTaT 3a eUKACHOCT € BCAKO HOBO CHOMTHE HA HHCYNT (MCXEMHUYEH U XeMOParnyeH)
npen mbpBuTe 90 qHU caen ocThp Jek IS win TIA ¢ Bucok puck. ToBa € HACTBIIUIO IPU

212 nauuentu (8,2%) B rpynara Ha xionugorpen — ACK B cpaBaenue ¢ 303 nauuentu (11,7%) B
rpynata Ha ACK (xoedunuent Ha puck [HR], 0,68; 95% nosepurenen unrepsan [CI], 0,57 no 0,81;
P<0,001). IS e nacrbnun npu 204 nauuentu (7,9%) B rpynara Ha xonugorpen — ACK B cpaBHeHHE C
295 (11,4%) B rpynata va ACK (HR, 0,67; 95% CI, 0,56 no 0,81; P <0,001). XemoparudeH uHCYyIT €
HaOJr01aBaH MMpU 8 MALIMEHTH BHB BCSKA OT ABeTe Tpymnu B u3nurBaHeto (0,3% ot Bcska rpyma).
YMepeH win TeXbK KpbBOU3IUB € HaOnronasaH npu ceaeM nauuentu (0,3%) B rpynara Ha
knomuaorpen — ACK u npu ocem (0,3%) B rpynara va ACK (P = 0,73). UecToTtaTa Ha BCsAKO chOUTHE
Ha KbpBeHe € 2,3% B rpymnata Ha kinonuaorpen — ACK, B cpasaenue ¢ 1,6% B rpymara na ACK (HR,
1,41; 95% CI, 0,95 no 2,10; P = 0,09).

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

ToBa paHIOMU3HUPAHO, ABOMHOCIIAIO, MHOI'OLIEHTPOBO, MJ1a11e00-KOHTPOJIMPAHO KIMHUYHO U3UTBaHE
BkutouBa 4 881 mammentu ot 151 ¢BAT ¢ octpa TIA (ABCD2 ckop >4) nnu nex uncynt (NIHSS <3).
Benukun nanmenTy B 1Bete rpymnu ca rnonydaBaiu otkputo ACK B maute ot 1-Bu 10 90-T1 (50-325 mg
I10 IIpeLeHKa Ha JieKyBallus jJekap). [lanuenture, panaoMu3upaHu B rpynara Ha KJIONUIOIpel, ca
MOJTy4MJIM HaToBapBaiua Ao3a 600 mg kionuaorpen Ha 1-Bu JieH, mocieaBaHa oT 75 mg KIOMUI0rpen
Ha JIeH B AHUTe oT 2-pu 10 90-tu. [lanuenTure, paHqOMU3MpaHy B Ipynara Ha mianebo, ca
MOJTyYaBajy Tuiane0o Bepcus Ha KIOMHUAOTrpel B HUTE OT 1-Bu 10 90-TH.

[IbpBUYHUAT pe3ynTaT 3a €PUKACHOCT € ChbCTaBHA OT rojieMu ucxeMudHu csoutus (IS, MI) nwim cmbept
OT UCXEMHYHO ChJIOBO chOuTHE) Ha JieH 90. ToBa e HacThiwiio npu 121 mammentu (5,0%),
nonyvasaiu kionunorpen mioc ACK, B cpaBrenue ¢ 160 nanuentu (6,5%), nonydasanu ACK
camocrostento (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). Bropuunusr pe3ynrar IS e HacThWI ipu
112 nauuentu (4,6%), nonyuasanu knonunorpen mwioc ACK, B cpaBaenue ¢ 155 nanuentu (6,3%),
nonryuaBain ACK camocrositennno (HR, 0,72; 95% CI, 0,56 no 0,92; P = 0,01). [IspBuunusT pesynrat
3a 6€30I1aCHOCT roJIsIM KPbBOM3IUB € HacThIMI Ipu 23 ot 2 432 nauuentu (0,9%), nosyyaBanu
knonunorpen wiroc ACK u npu 10 ot 2 449 nauuentu (0,4%), nonyyaBanu ACK camocTosiTenHo
(HR, 2,32; 95% CI, 1,10 no 4,87; P = 0,02). HeroyisiM KpbBOM3IUB € HACTHIWI pH 40 manueHTu
(1,6%), noyudaBanu xnonugorpen mwioc ACK u npu 13 (0,5%), nonyuaBanu ACK camocTosTenHo
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Amnanu3 BbB BpemeTo Ha npoyusanusita CHANCE u POINT
He e naOmogaBana nossa o OTHOIIGHHE Ha e(huKacHOCTTa OT mpoabbkaBaneTo Ha DAPT cnen
21 nuu. HanpaBeHo e pasnpezeseHue BbB BPEMETO Ha TOJIEMUTE UCXEMUYHHU CbOUTHA U FOJIEMHU

KPBHBOM3JIMBY CIIOPE] HA3HAUYCHOTO JICUCHHUE, 32 JIa CE aHAIM3UPA BIUSHUETO HA KPATKOCPOUHHUS KYPC
na DAPT.
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Ta6uauna 1- Paznpenenenue BbB BpeMeTO HA roJieMH HCXeMUYHH CHOMTHSA U roJIeMHu
KPbBOM3JIMBH cniope] Ha3HaueHOTO JeyeHue B mpoyuBanusita CHANCE u POINT

No._cbbutus

Peaynraty 8 HasHaueHo neveHne  O6LwWo 1 2% 3
CHANCE u POINT ceamnua cefmuua ceamnua
[onemu ucxemmunn  ACK (n=5 035) 458 330 36 21
cbbuTUS

CLP+ACK (n=5016) 328 217 30 14

Pasnuka 130 113 6 7
lonsim kpbeonsnme  ACK (n=5 035) 18 4 2

CLP+ACK (n=5016) 30 10 4 2

Pasnvka -12 -6 -2 -1

TIpedcvpono mvorcoene

IIpoyusanusta ACTIVE-W u ACTIVE-A, otnennu u3nutBanus B nporpamara ACTIVE, BkitousaT
MAIMeHTH C MPeaCchpaHO MbxIeHe (AF), KOUTo UMaT MoHEe eMH PUCKOB (PAKTOp 3a CHAOBH
MHIUAEHTU. Bb3 0CHOBA Ha BKIIIOUBALUTE KPUTEPHUH, jJekapuTe ca BkiatouBaid B ACTIVE-W
MAIMeHTH, aKO ca KaHAWAATH 3a Tepanus ¢ antaronuct Ha ButamuH K (VKA) (kato Baphapun).
[IpoyuBanero ACTIVE-A BKirouBa ManueHTH, KOUTO HE MOTAT Ja TToJTy4aBar jiedeHrne ¢ VKA
MOpaJii HEBB3MOKHOCT MIIM HEXKETIaHHE.

[IpoyuBanero ACTIVE-W mnoka3Ba, ue JIe4eHHeTO ¢ aHTaroHUCT Ha BUTaMuH K e mo-e(eKTuBHO OT
ToBa ¢ kionugorpen u ACK.

[poyusanetro ACTIVE-A (N=7 554) e MHOTOLIEHTPOBO, PaHAOMH3HPAHO, TBOHHO-CIIAIO, TUI1ane0o-
KOHTPOJIMPAHO MPOYYBaHe, KOETO cpaBHsABA Kionuaorpen 75 mg/aaesno + ACK (N=3 772) ¢
wrane6o + ACK (N=3 782). [Ipenoppunrennata no3a 3a ACK e 75 no 100 mg/nneBHo. [Taunenture
ca JIEKyBaHU B MPOABIDKCHUE HA 5 TOIUHH.

[MaumenTure, pangomusupanu B nporpamara ACTIVE, ca 0wy manyeHTd ¢ J0Ka3aHo MPeIChPAHO
mbxaeHe (AF), T.e. umn nepcuctupamo AF wim Haii-manko 2 enuzona Ha nHTEpMUTEHTHO AF mipe3
nociegHuTe 6 Mecela, 1 ca UMalli MIOHE €IWH OT CIICHUTE PUCKOBHU (DaKTOPH: BB3pacT > 75 TOAWHH
WK Bb3pacT 55 110 74 roauHu; 3axapeH 1ualdeT, U3UCKBalll JieueHue, UK JoKasaH Ipekapad MI, uiu
JIOKa3aHO KOPOHAPHO apTepUaHO 3a00IABaHe; JICKYBaHH 32 CUCTEMHA XUIIEPTOHUS; [IpeKapaH
WHCYJT, ipexoHa ucxemuyHa araka (TIA), niau cuctemen em6omn, koiito He 3acsara [[HC;
JIeBOKaMepHa AUCOYHKIHUS ¢ Gppakiys Ha H3TIAacCKBaHE Ha JisiBa kKaMepa <45%, wim Toka3aHa
nepudepna craosa 6omnect. Cpeguusit CHADS; pesyarar e 2,0 (rpanuiu 0-6).

['maBHMTE M3KIIIOYBALIN KPUTEPUH 32 MALIMEHTHTE ca OWIIK I0Ka3aHa NEeNTHYHA A3BeHa 00JiecT B
paMKHTe Ha IPeAXOAHNUTE 6 Mecena, MpeIeCTBall HHTpanepedpaieH KpbBOU3INB, 3HAYNMa
TpomboumuTonenus (6poii TpomGormT < 50 x 10%/1), HEOGXOAMMOCT OT KIIOMHUIOTPEI WITH TIEPOPATTHH
anTukoarynanTi (OAC) WM HEMOHOCHMOCT KbM HAKOE OT JIBETE CheAMHCHHUSI.

Cenempuecet u Tpu niporierra (73%) ot nanuentute, BitoueHu B npoyuBaneto ACTIVE-A, e ca
OwiM B cheTosiHKE Ja ipueMat VKA mopaau npereHka Ha Jiekapsi, HeBb3MOXKHOCT 32 MOHUTOPUPAHE
Ha INR (MexayHApOIHO HOPMATU3UPAHO CHOTHOIICHHUE ), IPEANCIIO3UIMS KbM MMaJaHe WK TpaBMa Ha
rJIaBaTa, Wiy crenurueH PUcK OT KbpBeHE; 3a 26% OT MallMEHTUTE, PEIICHUETO Ha JieKaps ¢ OHIIo
OCHOBaHO Ha HEeKEJIAHUETO Ha malnuenTa Ja npuema VKA.

[Momynanusra nanuenTty e BkimouBana 41,8 % sxenn. Cpennata Bp3pact e 6una 71 rogunwn, 41,6% ot
nanueHTure ca ouu > 75 roguau. O61mo 23,0% OT NarueHTUTe ca MmoJiy4aBaii aHTHAPUTMHUIIN,
52,1% 6era-6mokepu, 54,6% ACE-unxudburopu, u 25,4% cratuxu.
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Bpost Ha manuenTuTe, KOUTO ca JOCTUTHAIM ITbPBUYHATA KpaiiHa TOUKa (BpeMe 10 MbpBa MOsBa Ha
nHCynT, MI, cuctemen embonmm3bM, koiito He 3acsra [IHC nnm chinoBa cmbpT) € Omn 832 (22,1%) B
rpymnata, JiekyBasa ¢ kiaonunorpen + ACK u 924 (24,4%) B rpynata Ha miaue6o + ACK (11,1%
HamaisiBaHe Ha oTHocuTenHus puck; 95% CI ot 2,4% na 19,1%; p=0,013), rmaBHO nmopaau roismMo
HaMaJIsIBaHE Ha 4ecToTaTa Ha MHCyaTUTe. IHCYNTH ca Bb3HUKHANMM Ipu 296 (7,8%) OT nanueHTure,
nonyvasamm kionugorpen + ACK u 408 (10,8%) ot maumeHTHTe, noiyvasamu mwiane6o + ACK
(28,4% namansiBane Ha orHocutenHus puck; 95% CI, ot 16,8% na 38,3%; p=0,00001).

[eauaTtpuyHa NoMyaaus
B npoyuBane ¢ noBuiaBane Ha f03aTa npu 86 HOBOPOAEHHU WM JieLa 10 24 Mecera ¢ pHUcK 3a

tpomb03a (PICOLO), kinonuporpen e oneHsiBan B nmocienosarennu qo03u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBopoeHu U neria u 0,15 mg/kg camo npu HoBoponenu. J{o3ara ot 0,2 mg/kg moctura cpeneH
npolueHT Ha naxuoupane 49,3% (5 uM A1D-nHaynupaHa TpoMOOLUTHA arperamys), KOUTo e
CpaBHHM C TO3M IIPU BB3pacTHH, mpreMany Plavix 75 mg/naeBHO.

B pannommsupano qBoitHO-cisino, napanenHo rpynoso npoyuBane (CLARINET) 906 neauatpuanu
NalMeHTH (HOBOPOIEHH U Jela), C IUaHOTUYHO BPOJEHO CHPAEUHO 3a00JsIBaHe, C NaJIUATUBHO
MOCTaBEeH CUCTEMHO-0e0Jpo0eH apTepralieH IIbHT, Ca PAaHJOMU3UPAHH 3 IPUeMaT KIOMHIOTPell
0,2 mg/kg (n=467) wu miane6o (n=439) eTHOBPEMEHHO ChC CHITBTCTBAIIO OCHOBHO JICYCHHE 10
MOMEHTAa Ha BTOPHsI eTar Ha onepauusata. CpeAHUAT MePUo]] MKy IOCTABSIHETO Ha TaTHaTUBEH
LIBHT U ITBPBOTO NPHIOKEHUE HA M3MUTBAHUS JIeKapcTBeH MpoaykT e 20 quu. [IpubnusurtenHo 88%
OT ManueHTuTe ca nonyyasanu eqaoBpeMenHo ACK (muanazon ot 1 1o 23 mg/kg/nHesno). He e
HabJroaBaHa 3HAYMMa pas3iiuKa MeXKy IPYIUTE N0 OTHOLICHHE Ha MbPBUYHATA ChCTABHA KpaliHA
TOYKa Ha CMBPT, TPOMOO03a Ha II'BHTA UM ChPAECYHA UHTEPBEHLIUA O-paHo oT 120-1HeBHa Bb3pacT
cien crOuTHE ¢ omnpeneneHo TpoMOoTrueH Xapakrep (89 [19,1%] 3a rpynara Ha knonugorpen u 90
[20,5%] 3a rpynaTa Ha mane6o) (k. Touka 4.2). KbpBeHero e Hali-uecTo cbhoOlaBaHaTa HeXKelaHa
peakuys ¥ B ABETe IPyNH — Ha KIOMUAOrpeN U I1anedo; KaTo He € HaOJrolaBaHa 3HauuMa pasiiuka B
YecToTaTa Ha KbpBEHE MeXy rpynute. IIpu 1biarocpodHo npociensBaHe Ha 0€3011acCHOCTTa IIPU TOBA
IIpOoy4BaHe, 26 MalMeHTH ¢ BCE OILe HAIMYEH II'BHT Ha €AHOTOJUIIIHA B3PAcCT ca [10JydyaBaiu
knonuaorpen 1o 18-meceuna Bb3pact. He ca HaOmo1aBaHu HOBU ChOOPaKEHUsSI OTHOCHO
0€30I1acHOCTTa IO BpeMe Ha TOBa ABJITOCPOUHO MPOCIeIIBaHe.

MznutBanusita CLARINET u PICOLO ca npoBeaeHu ¢ U3M0I3BaHE HA IPUTOTBEH pPa3TBOP Ha
kjonuaorpen. B npoydBaHe Ha OTHOCHTENIHATa OMOHAIMYHOCT IIPU Bb3PACTHH, IPUTOTBEHUST
pa3TBOP Ha KIJIOMUAOTPEN IMOKa3Ba CXO/HA CTENCH H MAJIKO IT0-BUCOKA CKOPOCT HA adCOpOIMs Ha
IJIaBHUA LUPKYJIUpalll (HeaKTUBEeH) MeTa0oJINT, B CPaBHEHHE C pa3pellieHaTa 3a ynorpeda TadbneTka.

5.2 ®apmakoKUHETHYHH CBOWCTBA

AbGcopbuus
Creq eTHOKPAaTHO ¥ MHOTOKPATHO MIEPOPATHO MPHIIOKEHUE Ha JIO3H OT 75 mg JHEBHO, KJIOMUAIOTIPEIT

ce abcopbupa 0bp30. CpeTHUTE MAKCUMAITHU TUIA3MEHH HUBA HA HEMPOMEHEHUS KIOMUA0TPE
(mpubnusuTenHo 2,2-2,5 ng/ml crex eMHOKpaTHA MepopaiHa J103a OT 75 mg) HaCThIBAT
npuOIU3UTENTHO 45 MUHYTH clies pueM. AOcopOuusTa e Haii-manko 50 %, Bb3 OCHOBA Ha
eKCKpeLusTa C ypuHaTa Ha MeTabOJIMTHTE Ha KIOMHIOTPell.

Pasnpenencuue
Knormmmpoorpen u rnaBHUAT HUPKyIHpail (HEaKTHBEH) META0OJIHNT Ce CBhP3BAT 00PATUMO in Vitro ¢

YOBEIIKUTE IIa3MEHU MPOTenHH (CbOTBETHO 98 % 1 94 %). In vitro, CBbp3BaHETO HE 3aBHCH OT
CTENEeHTa Ha HaCUIIaHe, IPY [IUPOKU IPAaHULIM Ha KOHLEHTPALUATA.

BuoTpanchopmanys

Knonumorpes ekCTeH3UBHO ce MeTabou3upa B YepHus Ap0oO. [n vitro v In vivo KIOMHIOTPEN ce
MeTaboM3Kpa 1o JIBa OCHOBHU METa0OJIUTHU TS €IMH, OCBIIECTBIBAH OT €CTEPa3u U BOCIIL JI0
XHUIPOJIN3a ¥ MOJTyYaBaHe Ha HEaKTUBHU JIEPUBATH Ha KapOokcwiioBara kucennHa (85% ot
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[UPKYJIHPAIIITE META00INTH), ¥ IPYT, OCHIIECTBIBAH OT MHOXXECTBO IIUTOXpoMmu P450.
Knonuporpesn mbpBo ce MeTaboaM3upa 10 2-0KCO-KIOMHI0TPET MEKIMHEH METa0OIHT.
[MocnemBamuaT MeTabONMM3BM Ha MEKIMHHIA METa0O0IUT 2-0KCO-KIIOIUIOTPEIT BOAU 10 00pa3yBaHe
Ha aKTHBHUS MEeTa0OJIHT, THOJIOB ICPUBAT HA KIOMHUIOTPesl. AKTUBHHAT METAOOJHT ce 00pa3yBa
npenumMHo oT CYP2C19 ¢ yyactuero Ha Hsikonko npyra CYP ensumu, Brinrountenno CYP1A2,
CYP2B6 u CYP3A4. AKTUBHUST THOJIOB META0OIHT, KOMTO € U30JIMpaH in vitro, ce CBbp3Ba ObP30 U
HEOOpaTHUMO KbM TPOMOOLIMTHHUTE PELIETITOPH, KOETO HHXHOMpPA TPOMOOLIMTHATA arperarisl.

Crmax Ha aKTHBHUS METa0OJIHT € JIBa ITbTH MO-BUCOKA CJIe]] €JHOKpPAaTHA HaToBapBaia a03a ot 300 mg
KJIOMUAOTPEIT, OTKOJIKOTO CJE/ MpUiIarane Ha MoiIbpaKaIia 103a ot 75 mg 3a 4eTup AHU. Cnax CE
nocrura npuonuzntenHo 30 1o 60 MUHYTH Clle pUIaraHe.

EnnMunupane
Cnen nepopanen npueM Ha Mapkupat ¢ C14 xonuaorpen npu xopa, npudnusurento 50 % ce

eKCKpeTHpa B ypHHAaTa u 0KoJo 46 % mnpe3 dekamuure 3a 120-gacoB uHTEpBa ciiex npuema. Crexn
eTHOKpaTHA IIepopajHa 103a 0T 75 mg, KIOMUAOTPEN MMa IOy KUBOT OT IPHOIN3UTEIHO 6 Jaca.

EnMMUHAIIMOHHUST TOMY)XKUBOT HAa OCHOBHUS LIMPKYJIHpAI (HEaKTUBEH) MeTaboJHT € 8 "aca cien
€THOKPaTHO WJIM MHOTOKPAaTHO TPHI0KEHHE.

dapmakoreHeTHKa

CYP2C19 e BxitoyeH BbB (hOpMHUPAHETO Ha AKTUBHUS META0OJUT U HA MEXAMHHHASA METa0OIUT 2-
oKco-kionuaorpen. @apMakoKHHETHKATA U aHTHATPETaHTHUTE e(hEeKTH Ha KIOMUAOTPEIl, H3MEPEHU
4pe3 aHaIM3 Ha ex vivo TpOMOOLIMTHA arperanusi, ce pasnudasaT B 3aBucumoct ot CYP2C19
TeHOTHUIIA.

CYP2C19*1 anenbT ChOTBETCTBA Ha LSUIOCTEH (PyHKIMOHATIEH MeTabonn3bMm, fokato CYP2C19*2 n
CYP2C19*3 anenure ca nedpynkumonanan. CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOpHH 32 TIO-
roJsiMara 4acT OT HaMaJIeHaTa (pyHKIUS mpH ciadbute MetabonmsaTopu ot Osu1ata (85%) M a3marckara
(99%) paca. Ipyru anenu, CBbp3aHU C JIUIICBAILl WK HaMaJleH MEeTa00IM3bM, ca 10-MaJIKO YECTU U
BriouBatr CYP2C19*4, *5, *6,*7 n *§. [lanmeHT cbe craTyc Ha cnab MeTaboym3aTop, me MpUTeKaBa
JIBa ajieNia, OTTOBOPHH 3a 3ary0a Ha (pyHKIHA, KaKTO € ompenesneHo no-rope. [ly0nMKyBaHUTe 4eCTOTH
3a cabute CYP2C19 meTabonu3upaly reHoTunoBe ca npudausuresto 2 % 3a Osuiata paca, 4 % 3a
yepHaTa paca u 14 % 3a kuraiinute. ChliecTByBaT TecToBe 3a onpezaensHe Ha CYP2C19 renorumna Ha
MalyeHTa.

Kpbcrocano npoyusane npu 40 3apaBu 1o6poBony, mo 10 BbB Besika oT yetupure CYP2C19
MeTabonu3upaiy rpynu (KpaiiHo Obp3H, EKCTEH3UBHU, MEXINHHU U CJ1a0W METa00IM3aTOPH)
oreHsBa (papMaKOKMHETUKATa U aHTHArPEeraHTHUTE OTrOBOPH Ipu A03a oT 300 mg, mociensana ot

75 mg/nueBHo u 600 mg, mocnensana ot 150 mg/nHEBHO, BCsAKa 3a 00O 5 THU (CTAlMOHAPHO
cheTosiHne). He ca HaOnroaBaHy CHIECTBEHH Pa3IUKH B €KCIIO3UIIHMATA Ha aKTHBHUS METa0OIHT 1
CpenHoTO MHXuOMpaHe Ha TpoMmOouuTHaTa arperauus (IPA) mexxay kpaiiHo Obp3uTe, EKCTEH3UBHUTE
U MeXIUHHHATE MeTabonm3aTopu. [Ipu cmabute MeTabonn3aTopy eKCIIO3MIUATA HA AKTHBHUS
MeTabouT € HamalieHa ¢ 63-71 % B cpaBHEHHE C eKCTeH3UBHUTE MeTaboan3aTtopu. Cie cxema Ha
nosupane 300 mg/75 mg, aHTHarperaHTHUTE OTTOBOPH Ca TIOHIKEHH IIPH cl1abuTe MeTabonn3aTopu
cwe cpenno IPA (5 uM ADP) ot 24 % (24 vac) u 37 % (nen 5) B cpaBaenue ¢ IPA ot 39 % (24 yac) u
58 % (meH 5) npu excreH3uBHUTE MeTabonu3aropu u 37 % (24 wac) u 60 % (neH 5) npu MEeKIUHHUATE
MeTabonu3atopu. Korato ciabure merabonuzatopu npuemart no cxema 600 mg/150 mg,
EKCIO3UIIMATA HA AKTUBHHS META0OJIUT € MO-roJisiMa OTKOJIKOTO mpu cxemara 300 mg/75 mg. B
nombiHenue, [PA e 32 % (24 gac) u 61 % (zeH 5), CTOWHOCTH, TTO-TOJIEMHU OTKOJIKOTO TIPH CITa0UTE
MeTa00IM3aTOpH, oTy4aBaiy mo cxema 300 mg/75 mg u cxoauu Ha Te3u npu apyrure CYP2C19
MeTaboIM3HpAIY TPYITH, TosrydaBamy rmo cxema 300 mg/75 mg. [Toaxoxasiia cxema Ha JO3UpaHe IPH
Ta3u MOIyJalys NalMeHTH BCE OILe HE € ONpeJielieHa B U3IUTBaHUA 3a KIMHUYHY Pe3yITaTH.

B choTBETCTBHE C TOPHUTE PE3YNITATH, IPH META-aHAJIM3, BKJIFOYBAI 6 MPOYYBaHUs Ha 335 ManueHTH,
JIEKYBaHU C KJIOMUOTPEN B CTAIIMOHAPHO ChCTOSIHUE, € TIOKA3aHO, Y€ SKCIO3UIIUATA Ha AKTUBHUS
METa0OJIMT € MOHWKEeHa ¢ 28 % 3a MeXIUHHUTE MeTabou3aTop U 72 % 3a cnabute
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MeTa00JIM3aTOPH, JOKATO MHXHOMpaHeTo Ha TpombonuTHaTa arperaius (5 uM ADP) e moHmkeHo ¢
paznuku B [PA o1 5,9 % u 21,4 % CbhOTBETHO, B CPaBHEHHE C CKCTCH3UBHUTE METa00JIN3aTOPH.

Brusianero va CYP2C19 renoTrna Bpxy KIMHUYHUS H3XO/ MTPH MAIIUEHTH, JIEKYBaHH C
KJIOIIUZIOTPEI, HE € OLEHABAHO B IIPOCIEKTUBHU, PAaHJOMU3UPaHH, KOHTPOJIUPAHU N3IUTBAHUSL.
CooiecTByBat 06ave peiuia peTpOCIICKTHBHY aHAIN3H 32 OI[CHKA Ha TO3H e(eKT IpH MMaIueHTH,
JIEKYBaHU C KIOIHIOTPE, 38 KOUTO uMa pe3yiarati 3a reHotuna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), xakTo
Y u3BeCTeH Opoii MyOIMKyBaHU KOXOPTHH MTPOYYBAHUSL.

B TRITON-TIMI 38 u 3 ot xoxopTtHuTe npoyuBanus (Collet, Sibbing, Giusti) komOuHHpaHaTa rpymna
MAIMEHTH C MeKIMHEH WIH ¢1a0 MeTaOoIM3upall cTaTyC ca MMald IO-BHCOKa YeCTOTa Ha ChPIeYHO-
CHIOBH MHIUICHTH (CMBPT, MHOKapIeH HH(PAPKT U HHCYJIT) FIIH TpOMOO03a Ha CTEHTa, B CPAaBHEHHUE C
€KCTEH3UBHUTE METa00IN3aTOPH.

B CHARISMA u eHO KOXOPTHO npoy4Bane (Simon) MoBUIIeHa YeCTOTa HAa HHIIUACHTH €
HaOJIrI01aBaHa caMo MPH CIabKu MeTaboJIM3aTOPH B CPABHEHUE C CKCTEH3UBHHUTE METa0OIU3aTOPH.

B CURE, CLARITY, ACTIVE-A u exno ot xoxopTHuTe npoyusanus (Trenk) He e HaOmogaBana
MOBUIIICHA YECTOTa Ha MHIMCHTHTE Bh3 OCHOBA Ha CTAaTyca Ha METa0OIM3aTopa.

Huto enun oT Te3u aHanM3u He € OWII ¢ aleKBaTeH Opoil MalMeHTH, 3a Aa OTKPUE Pa3iuKU B U3X0Ja
npu crnaburte MeTabOIU3aTOPH.

CrenyaaHy momyaalyun

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHMS MeTa0OJIUT Ha KIIOMUA0rpeil HE € U3BECTHA IMPU TE3W CIICIIUAJIHU
nomnyJianuu.

bvopeuno yapesicoane

Crnen MHOTOKpPATHO MPUIIOKEHHUE HA JI03U OT 75 mg KIONUIOTPEN JHEBHO NIPU MAIIMEHTH C TEXKa
O0BOpeYHa HeTOCTATHYHOCT (KPEATHHUHOB KIMPBHC MeXAy 5 ¥ 15 ml/min), naxubupanero Ha AJID-
WHAyHUpaHaTa TPOMOOIIMTHA arperanus € mo-Hucko (25%), OTKOJIKOTO HaOMI0JaBaHOTO MIPH 31PaBU
WHIWBUHY, BBIIPEKU TOBA YIBIDKABAHETO HA BPEMETO HA KbPBEHE € CXO/IHO C TOBA, HAOMIOJaBaHO MIPH
30paBU MHIAUBUIM, IPUEMalIn 75 mg KIonuaporen AHeBHO. OCBEH TOBA, MPH BCUYKU MALUEHTH
KJIIMHUYHATA MOHOCUMOCT € Oua 1o0pa.

Yepnoopobno yspedcoane

Citet MHOTOKPATHO ITpUJIaraHe Ha J103a OT 75 mg KJIOMKI0TPeN JHEBHO B MPOAbDKeHHE Ha 10 qHA
NPH MAIMEHTH C TEXKO YePHOAPOOHO yBpekIane, HHXHOupaneTo Ha AJ[O—uHaynupanara
TPOMOOIIMTHA arperamus € CXOAHa ¢ TOBa HAOJII0IABAHO IPH 3paBH HHIAMBUAN. Y IbJKABAHETO HA
CpPEIHOTO BpeMe Ha KbPBEHE ChIIO € OHMII0 CXOMHO B JBETE IPYIIH.

Paca

[Ipeobnanasaneto Ha anemure Ha CYP2C19, onpenensimu mexauner u ciad CYP2C19 metabonuzbsm
Ce pa3sin4aBar B 3aBUCUMOCT OT pacaTa/ eTHoca (Bxk. @apmakoreneruka). Hamuunu ca orpaHuueHU
JIaHHY OT JIUTepaTypara 3a a3uaTCKUTE MOMyJIAlMK 32 OLECHIBAHE HA KIIMHMYHATA 3HAYMMOCT Ha TOBA
CYP reHotunusupane o OTHOIIEHUE HAa U3X0/a OT KIIMHUYHUTE UHIIUJICHTH.
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5.3 TlpenkIuHUYHM JaHHHU 32 6€30MACHOCT

[MpenkauHIYHATE TPOYYBAHUS IPH IUTBXOBE M MAHMYHH HA-4€CTO yCTAHOBSBAT YEPHOIPOOHU
IIPOMEHH IPH 1031, HaJIBUIIABALM Hail-MalIko 25 MbTH €KCIO3ULMATA IPU XOPa, IpHeMally
TepareBTHYHATA /1033 OT 75 Mg/THEBHO, KOUTO ca B Pe3yJTaT Ha epeKT BEPXY YepHOAPOOHHTE
MeTaboau3upaly eH3uMu. TakbB eeKT He € yCTaHOBEH NpH X0pa, IpHeMally TepareBTUYHA 1032
KJIIOMTUAOTPe.

[Tpu MHOTO BHCOKH 03U MPH CHUIUTE )KUBOTHHU € YCTAHOBEHA M HAPYIIICHAa CTOMAIIIHA TIOHOCUMOCT
(racTpHT, CTOMAIIIHU €PO3UH W/WIIM TIOBPBILAHE).

Hsma nokaszaresncTBa 3a KapiMHOTEHEH e€)eKT MPU MPUIaraHe Ha KIOMUIOTPell 78 ceaMUIlM Ha
MUIIKA ¥ 104 ceMUIM Ha TUTbXOBE B 103U 110 77 mg/Kg NHEBHO (CHOTBETCTBAILO HA Hai-MaJKo 25-
II'bTH €KCIIO3UIUATA [TPH XOpa, MPUEMAIIM TepareBTUYHATA /1032 OT 75 Mg/THEBHO).

MHOXECTBOTO in Vitro U in vivo NpOy4BaHHUsI 32 TeHOTOKCHYHOCT [TOKa3BaT, Y€ KJIOMHIOrPeN HaMa
TaKbB e(eKT.

Knonunporen He Brnusie BbpXy QepTUIMTETa HA MBKKU U KEHCKH ITHXOBE M HSIMA TepaTOreHEH
edeKT BBpXY IUTBXO0Be M 3aiiiu. Korarto ce mpuiara npu JTaKTHPaIy ITbX0BE, MPEAN3BUKBA CI1a00
3a0aBsiHE HAa Pa3BUTUETO HA MMOKoJeHUeTo. CrienuruyHn papMakOKHHETUYHHU IPOYUBAHHUS C
MapKHUpaH KIOMHUIOTPEIT IOKA3BaT, Ye MbPBUYHATA CYOCTAHIIMS WM HEHHN METaOOJUTH Cce
€KCKpeTHpaT B MIIIKOTO, CIIEAOBATEIIHO MPsIK (C1ada TOKCUYHOCT) WIIK KOCBEH e(heKT (JIeKO BKYCOBO
yCell[aHe) HE MOXKE J]a CE U3KITIOYH.

6. DPAPMAIIEBTUYHU JAHHHA
6.1 ChouchK HAa NIOMOIIHUTE BelllecTBA

Aopo:
Manwnron (E421)
Makporon 6000
MHUKpOKpHCTAIHA [eTyI03a
XuApPOreHUPaHO PULITHOBO MAacjo
Hucko cybctuTynpana XuapOoKCHITPOIHIIIIETYI03a

Obsuexa:
Xurpomeroza (E464)
JlakTo3a MOHOXHIpAT
Tpuanernn (E1518)
Turanos nuokcup (E171)
Yepgen xxeneseH okcug (E172)

IHonupawo cpedcmeso:
Kapnay0cku Bocbk

6.2 HecbBMeCTUMOCTH
Henpunoxumo
6.3 Cpoxk Ha rogHocT

3 roguHu

27



6.4 CroenuajaHu ycJI0BHSl HA ChbXpPaHeHHe

B PVC/PVDC/anymunueBu Oiuctepu, aa ce chbxpanssa mox 30° C.
B m3msi10 anmyMuHEEBH OIIHCTEPH TO3M JEKAPCTBEH MPOIYKT HE H3UCKBA CIICIHATHH YCIOBHS Ha
ChXpaHEHHE.

6.5 Bwuau chabpxaHue Ha ONMMAKOBKAaTa
Plavix 75 mg ¢uimMupanu TabaeTku

PVC/PVDC/anmyMuHmii Wiy U3L510 aTyMUHHEBH OJIMCTEpH B KapTOHEHA KyTHs, ChAbpKaa 7, 14, 28,
30, 50, 84, 90 u 100 punmMupaHu TaOJICTKH.

PVC/PVDC/anymMuHmii nim 305510 aTyMUHHEB OJIUCTEpP C €AMHUYHU JI03H B KAPTOHEHA Ky THS,
chabpkania S0x1 punMupanu TabiIeTKy.

Plavix 300 mg dunmupanu TabneTkn
AnyMUHUEBH OJHMCTEpH C €IMHUYHU J03W B KApTOHEHH KyTHH, chabpkamm 4x1, 10x1, 30x1 n 100x1
(bunMupaHu TaOIETKH.

He Bcuuku BHUOBC OITAKOBKH MOrar aa 6'I)ﬂaT ITyCHaTHu B npona>K6a.
6.6 CrnenuajaHu npeana3Hy MEPKH NMPU U3XBHPJIsIHE

Hewnsnon3BaHusAT JeKapcTBEH MPOAYKT HIIM OTIIAABYHUTE MATEPHAIH OT HEero TpsiOBa 1a ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.

7. MHPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Plavix 75 mg ¢unmupanu tabaeTku

EU/1/98/069/001 - Kytuu ot 28 ¢unmupanu tadnetkn B PVC/PVDC/Al 6muctepu
EU/1/98/069/002 - Kytuu ot 50x1 dunmupanu tadbnetku B8 PVC/PVDC/Al 6auctepu
EU/1/98/069/003 - Kytuu ot 84 ¢punmupanu tadnetku B PVC/PVDC/Al 6nmuctepu
EU/1/98/069/004 - Kytuu ot 100 ¢punmupanu tadnetku 8 PVC/PVDC/Al 6nuctepu
EU/1/98/069/005 - Kytuu ot 30 punmupanu tadnetku B PVC/PVDC/Al 6muctepu
EU/1/98/069/006 - Kytuu ot 90 dpunmupanu tadnetku B PVC/PVDC/Al 6muctepu
EU/1/98/069/007 - Kytuu ot 14 punmupanu tadnetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/011 - Kytuu ot 7 dunmupanu tabnetku 8 PVC/PVDC/Al 6auctepn

EU/1/98/069/013 - Kytuu ot 28 GunMupany TaOJIETKH B U3IUI0 alyMHUHUEBH OJIUCTEpH
EU/1/98/069/014 - Kytuu ot 50x1 dunmupanu TabneTky B U3ISII0 ATyMUHUCBH OJIHCTEpU
EU/1/98/069/015 - Kytuu ot 84 ¢punmupany TaOIeTKH B U3IUI0 alyMHHUEBH OJIUCTEpH
EU/1/98/069/016 - Kytuu ot 100 ¢pumupanu TabNETKH B W3IS0 aTyMUHUCBH OJIUCTEPH
EU/1/98/069/017 - Kytuu ot 30 GunMupaHy TaOJIETKH B U3IUIO ATyMHHUECBH OJTUCTEPH
EU/1/98/069/018 - Kytuu ot 90 GunmMupaHy TaOIETKH B U3IUIO ATyMHUHUCBH OJIUCTEPH
EU/1/98/069/019 - Kytuu oT 14 GpunMupaHy TaOJIETKH B U3IUIO ATyMHHUCBH OJIHCTEPH
EU/1/98/069/020 - Kytuu ot 7 punMupanu TabaeTKH B U3LSIIO ATyMUHHEBU OJIHCTEPU
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Plavix 300 mg dunmupanu TabreTkn

EU/1/98/069/008 - Kytuu ot 4x1 ¢mimupanu TablneTKy B U3LSIO ATyMHUHHUEBHU OJIUCTEPH C €TUHUYHU
JI03H

EU/1/98/069/009 — Kytuu ot 30 x1 ¢punmMupaHu TaOJICTKH B W3IS0 aTyMHUHUEBH OJIUCTEPH C
eIMHUYHU 103K

EU/1/98/069/010 — Kytuu ot 100x1 punmupany TabIeTKH B U3IUI0 ATyMHHUCBH OJUCTEPH C
SIUHUYHU 1031

EU/1/98/069/012 — Kytuu ot 10x1 ¢pmiMupanu TabJIeTKH B H3LSIO ATyMUHHEBH OJIUCTEPH C
SIUHUYHU 1031

9. JATA HA ITBPBO PA3PEIITABAHE/TIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHHOTPEBA

Jlata Ha mepBO pa3pemanane: 15 romu 1998 .
Jlata Ha mocnenno mogHoBsBane: 19 ronn 2008 T.

10. [JATA HA AKTYAJ/IM3BUPAHE HA TEKCTA

< mecen ITTT>

[MoapoOHa nHpOpMaLHs 3a TO3H JIEKAPCTBEH MPOAYKT € MpellocTaBeHa Ha yeOcaiita Ha EBpomnelickara
areHIMs 1o JiekapcTrara: http:/ www.ema.europa.eu/
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HNPUIOXEHMUE 11

IMPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOK/IABAHE HA
IHAPTU N

YCJIOBUSA NJIK OTPAHUYEHNSA 3A JOCTABKA "
YIOTPEBA

APYI' YCJI0BUA 1 UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIOTPEBA

YCJIOBUSA WK OTPAHUYEHMNS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHHS
MPOIYKT
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A. IIPOU3BOIAUTEJIA, OTTOBOPHHU 3A OCBOBOKJABAHE HA
MAPTU AN

HmMe u aapec Ha TPOU3BOIUTEINTE, OTTOBOPHHU 32 OCBOOOKIABaHE HA MAPTUIUTE

- Plavix 75 mg ¢punmupanu TabieTKu

Sanofi Winthrop Industrie

1, rue de la Vierge

Ambares & Lagrave

F-33565 Carbon Blanc Cedex
Opannus

Delpharm Dijon

6, Boulevard de 1’Europe
F-21800 Quétigny
®paHuus

Sanofi S.r.l.

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

Sanofi Winthrop Industrie
30-36 avenue Gustave Eiffel
37100 Tours

®paHuus

- Plavix 300 mg ¢punmupanu TabieTku

Sanofi Winthrop Industrie

1, rue de la Vierge

Ambares & Lagrave

F-33565 Carbon Blanc Cedex

Opannus

ITeyatHarta TUCTOBKA HAa JIEKAPCTBEHHS MPOAYKT TPSAOBA a ChIBPKa UMETO U aapeca Ha
MIPOM3BOJMTEIS, OTTOBOPEH 32 0CBOOOKIABAHETO HAa CHOTBETHATA MAPTUJIA.

b. YCJIOBUs WJIN OI'PAHUYEHNUS 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOLYKT CE OTITyCKa MO JIEKAPCKO MpEaNnHCaHue.

B. JPYI'U YCJIIOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IleproanyHU aAKTyaTU3UPAHU JOKIAAH 32 6€30ACHOCT

[TpuTexaTensat Ha paspelleHue 3a ynorpeda TpsA6Ba 1a nojaBa NEPUOAUYHU aKTyalIu3UpaHH JOKIIalu
3a 6€30I1aCHOCT 3a TO3M NPOJIYKT CHIVIACHO U3UCKBAHUITA, IOCOUEHH B CIIUCHKA C pe()epeHTHUTE AaTH

Ha Eponeiickus cvro3 (EURD cruckk), mpeasunex B wi. 1078, an. 7 ot JAupektusa 2001/83/EO u
MyOJIMKYyBaH Ha €BPONEUCKUs yeOnopTa 3a JeKapcTaa.
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.  YCJIOBUsA NJIN OI'PAHUYEHNS 3A BE3OITIACHA 1 EOEKTUBHA
YIHHOTPEBA HA JIEKAPCTBEHUS TPOAYKT

. Ilnan 3a ynpaBiaenue Ha pucka (ITYP)

Henpunoxumo
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INPUJIOKEHHME II1

JAHHH BBPXY OITAKOBKATA U JIUCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CbABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1.

NME HA JIJEKAPCTBEHUA INTPOAYKT

Plavix 75 mg ¢unmupanu TabneTku
KIIOIHIOTPe

2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 75 mg kiaonuaorpen (KaTo KIOmUAorpes XuaporeHeyndar).

3.

CIIUCBK HA IOMOIIIHUTE BEINECTBA

CT),Z[’bp)Ka ChIIO: XUAPOTrC€HUPAHO PUIITUHOBO MACJIO U JIAKTO3a. 3a JOIIBJIHUTCIIHA I/IHq)OpMaHHH
IPpOYETETE JIMCTOBKATA.

4.

JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

28 GunMupaHu TaOJIETKH
30 ¢puiMupanu TabICTKH
50x1 punMupanu TabICTKH
84 ¢punmMupanu TabIeTKH
90 dunmMupaHu TAOICTKH
100 ¢pmnmupanu TabiIeTKA
14 punmupanu TaOICTKH

7 bunMupaHu Ta0JICTKH

5.

HAYYH HA ITPUJIOKEHUE N IbT(MIIA) HA BBBEKJIAHE

IIpenu ynorpeba npoueTeTe JIMCTOBKATA.
Ilepopasino npuiiokeHue

6.

CIIEHUAJIHO NNPEAYHNPEXJIEHUE, YE JJEKAPCTBEHUAT NMPOAYKT TPSABBA

JA CE CBXPAHABA HA MSICTO JAJIEYE OT HOI'VIEJA U JOCET'A HA JTEITA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

7.

JAPYI'Y CHEIIMAJITHHA INTPEAYHNPEXKAEHUA,AKO E HEOBXO/JIUMO

8.

JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHWE

Ja ce cvxpansisa nioa 30°C (3a PVC/PVDC/anymunreBn OaucTepH)
W He n3uckBa crieMaliHy yCIOBHS HAa ChXpaHeHHe (32 U310 alyMUHHUCBU OJICTEPH)

10. CIEIWWAJHU NPEAITASHAU MEPKU 1IPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIX OTIIAABYHUN MATEPHUAJIN OT THAX,
AKO CE U3UCKBAT TAKHBA

11. HWME N AJIPEC HA IIPUTEKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
Opannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/069/001 28 dunmupanu tadbaetku B PVC/PVDC/Al 6auctepu
EU/1/98/069/002 50x1 ¢unmupann tadbnetku B PVC/PVDC/Al 6muctepu
EU/1/98/069/003 84 dunmupanu Tabnetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/004 100 ¢punmupanu tadaetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/005 30 dunmupanu Tabnetku B PVC/PVDC/Al 6iuctepu
EU/1/98/069/006 90 dunmupanu Tabnetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/007 14 dunmupanu Tabnetku B PVC/PVDC/Al 6nuctepu
EU/1/98/069/011 7 punmupanu tadbnerku B PVC/PVDC/Al 6nucrepu
EU/1/98/069/013 28 dunmupanu TaOIETKH B U3LSIIO aTyMHUHUEBH OJIMCTEPH
EU/1/98/069/014 50x1 ¢unmupann TabIETKH B U3LUI0 AIyMUHUEBH OJIUCTEPU
EU/1/98/069/015 84 dunmupanu TaOIETKU B U3IIIO aTyMHHUACBH OJIMCTEPH
EU/1/98/069/016 100 ¢hunmvupanu TablaeTKH B U3LSIIO aTyMHUHUEBH ONUCTEPH
EU/1/98/069/017 30 dunmupanu TaOIETKH B U3IUIIO aTyMHHUACBH OJIMCTEPH
EU/1/98/069/018 90 dunmupanu TaOIETKH B U3ISUIIO aTyMHHUCBH OJIMCTEPH
EU/1/98/069/019 14 dpunmupanu TaOIETKU B U3IUIIO aTyMHHUACBH OJIMCTEPH
EU/1/98/069/020 7 dumamupaHu TaObISTKH B M3ISIO ATyMUHUEBU OJIHCTEPH

13. TAPTHJAEH HOMEP

[TapTunen Ne

| 14. HAYMH HA OTIYCKAHE |

| 15. VKA3AHHS 3A YIIOTPEBA |

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA |

IInaBukc 75 mg
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17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/{

2D 6apkoJi ¢ BKIIOUCH YHHUKAJICH HICHTU(DUKATOP.

18.

YHUKAJIEH UIEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA
PC:
SN:

NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJINCTEPUTE

BJIUCTEP /7, 14, 28 uinu 84 TabdjeTKu

| 1. HNME HA JIEKAPCTBEHUMSA NPOAYKT

Plavix 75 mg ¢unmupanu TabneTKu
KIIOIHOT eI

| 2. NME HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 4. INAPTUJIEH HOMEP

[TapTunen Ne

5.  JIPYIO

Kanenmapau qau
ITH.
BT.
cp.
qT.
IIT.
cO.
HII.

Cenmuna 1

Ceamuna 2 (Camo 3a kytuu ot 14, 28 u 84 TabneTkn)
Ceamuna 3 (Camo 3a kytun oT 28 u 84 TabneTkn)
Ceamuna 4 (Camo 3a Kytun oT 28 1 84 TabneTkH)
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKAT BJIMCTEPUTE UJIN
JIEHTUTE

BJIUCTEP / 30, 50x1, 90 nan 100 TadaeTku

| 1. HNME HA JIEKAPCTBEHMSA NPOAYKT

Plavix 75 mg ¢unmupanu TabneTku
KJIOMU0T e

| 2. NME HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3THNYAHE HA CPOKA HA T'OJHOCT

T'onen no:

| 4. IHAPTUJIEH HOMEP

[TapTunen Ne

|5.  JIPYIO
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JAHHH, KOUTO TPABBA JA CbABP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA TPOAYKT

Plavix 300 mg ¢punmupanu TabIeTKH
KIIOIHIOTPe

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka cpabpxa 300 mg kimonuaorpen (KaTo XuaAporencyiadar).

3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Chabpxa ChII0: XUAPOTCHUPAHO PULIMHOBO MACJIO U JIAKTO3a.
3a JombIHHUTENHA HHPOPMALHUS [TPOYETETE JIMCTOBKATA.

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

4 x 1 punmupanu TabIeTKu
30 x 1 punmupanu TabIeTKH
100 x 1 dunMupanu TadbaeTKH
10 x 1 punmupanu TadIeTKH

‘ 5. HAYMH HA ITPUJIOKEHUE N IbT(MIIA) HA BBBEKJIAHE

IIpenu ynorpeba npoueTeTe JIMCTOBKATA.
[Tepopanuo mpunoxeHue

6. CIIEHMAJIHO NPEAYNIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOI'VIEJA U TIOCEI'A HA IEHA

I[a CC CbXpaHsBa Ha MACTO, HEAOCTBIIHO 3a ACIA.

‘ 7. JAPYI'Y CHEIIMAJITHU NTPEAYHNPEXKAEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA U3THYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEIMAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CIHEIMAJIHU IIPEAITAZHU MEPKHW ITPM U3XBBPJISHE HA HEW3IOJ3BAHA
YACT OT JIEKAPCTBEHUMTE INPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT TAX,
AKO CE U3UCKBAT TAKUBA

11. HMME U AJIPEC HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

Opannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/069/008 4 x 1 TabIeTKH B U3IUIO ATyMHUHUCBH OJIUCTEPH C SMHUYIHU TO3H
EU/1/98/069/009 30 x 1 TabneTku B U3LUIO ATyMHHHUEBH OJUCTEPH C SAMHUYHH JT03H
EU/1/98/069/010 100 x 1 TaGieTKH B U3ISIIO0 aTyMUHUEBH OJIMCTEPH C SMHUYHH TO3H
EU/1/98/069/012 10 x 1 TabIeTKH B U3ILUIO ATyMHUHUCBH OJIUCTEPH C SMHUYHH JTO3H

13. TAPTHJAEH HOMEP

[TapTunen Ne

‘ 14. HAYHH HA OTITYCKAHE

‘ 15. YKA3AHWUMJ 3A YIIOTPEBA

‘ 16. WH®OPMAIIUA HA BPAHJIOBA A3BYKA

[TnaBukc 300 mg

17. YHUKAJIEH UWIEHTUO®UKATOP — IBYUSMEPEH BAPKO/I

2D 6apkof ¢ BKIIIOUEH YHUKAJICH UISHTU(DHUKATOD.

18. YHUKAJIEH UWIEHTUO®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:

41



MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE UJIN
JIEHTUTE

BJIUCTEP 4x1,10x 1,30 x 1 nam 100 x 1 TadaeTkn

| 1. HNME HA JIEKAPCTBEHMSA NPOAYKT

Plavix 300 mg ¢punmupanu TabIeTKH
KIIOIHIOTPe

| 2. NME HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

| 3. JATA HA U3THYAHE HA CPOKA HATOJHOCT

T'onen no:

| 4. IHAPTUJIEH HOMEP

[TapTunen Ne

|5.  JIPYIO
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Bb. JUCTOBKA

43



JIucroBka: uH(opManusi 3a NoTpedUTEISI

Plavix 75 mg ¢puamupanu TadaeTKn
knoruaorpen (clopidogrel)

IIpoyeTeTe BHMMATEIHO LsJIaTa TUCTOBKA NpeIu Ja 3all0YHeTe Ja pueMaTe TOBa JeKapCTBO,

Thi KaTO T CbAbPka BaxkHa 3a Bac nadopmanms.

- 3amaseTe Ta3u JUCTOBKA. MoOJKe /1a ce HaJIOXKHU Ja 51 IpoYeTeTe OTHOBO.

- AKO MMaTe HSAKaKBHU JIOMBJIHUTEIHU BBIIPOCH, TIONUTaiiTe Bamus nexap wiu hapManesT.

- ToBa jexapcTBO € MPEINUCAHO eIMHCTBEHO U TM4HO Ha Bac. He ro npeorcrenBaiite Ha 1pyru
xopa. To Moke 1a UM HaBpeIu, HE3aBUCUMO Y€ TIPU3HALUTE Ha TAXHOTO 3a00JsIBaHE Ca CHIIUTE
karo Bammure.

- AKO MoJTyunTe HAKaKBU HEXKEJIaHU JIEKAPCTBEHU PEaKIMU, BKJIIOYUTEIHO HEOIIMCAHH B Ta3U
JMCTOBKA HEXKENaHU peakluy, ypegomeTe Bammms nexap wnu gpapmanest. Buokre Touka 4.

KakBo cbhabpika Ta3u JUCTOBKA:

Kakgo npencrapnsa Plavix u 3a KakBoO ce H3M0JI3Ba

KakBo Tpsi0Ba na 3Haete, npeau Aa npuemere Plavix

Kak na mpuemare Plavix

BB3MOKHU HEXETaHU PEaKIuu

Kak na cexpansiBate Plavix

ChabppkaHue Ha ONAKOBKATA U JOMBJIHUTENIHA HH(DOpMALUS

kW =

1. Kakso npeacraBiasia Plavix u 3a kakBo ce u3noJizBa

Plavix chabp:ka KIOMUIOTPES U MPUHAIUIEKH KbM IPyIIa JIEKapCTBa, HAPEUSHN aHTHATPETaHTHH
JIEKapPCTBEHH MPOAYKTH. TPOMOOIMTHTE Ca MHOTO MAJIKH KPBbBHH €JIEMEHTH, KOMTO C€ CJCMBAT €JIHH C
IPYT [py 00pa3yBaHETO Ha KPBBHU ChcHpelr. Upes mpeaoTBpaTsBaHe Ha TOBA CIICIBAaHE,
TPOMOOIIMTHATE AaHTHAIPETAHTH HAMAIIBAT PUCKa OT 00pa3yBaHe Ha KPbBHU CHCUPEIH (IIPOLIEC
HapeueH TpoM003a).

Plavix ce mprema oT BB3pacTHH MAMEHTH 32 IpeIa3BaHe OT 00pa3yBaHETO Ha KPBBHHU ChCUPEIH
(TpoMOM) B yIITBTHEHUTE KPHBOHOCHH CHJI0OBE (apTEPHH ), IPOLIEC U3BECTEH KAaTO aTepoTpoMO03a,
KOETO BOJM JI0 aTePOTPOMOOTHIHN HHIUACHTHU (KaTO MO3BYEH yIap, ChbpICUCeH IMPHUCTHII, WU CMBPT).

Plavix Bu e npennucan 3a npegoTBpaTsBaHe Ha 00pa3yBaHETO Ha KPbBHU ChCHPELIM U HAMaJIsIBaHE Ha

PHCKa OT Te3W CEPHO3HU MHIUACHTH, 3aII0TO:

- Hmarte cheTosSTHYE HA YIUTETHSABAHE HAa apTepHUUTE (M3BECTHO CHIO KaTo aTepocKiIeposa), H

- Mmate mpeaxokaam ChpACUCH PHUCTHIL, MO3BUYCH YAap, WM HMaTe ChCTOSHUE H3BECTHO KaTO
nepudepHo apTeprarTHo 3a00IsBaHe, WIN

- Cte nMaiy TexKa rpbaHa 00JIKa, CHCTOSIHHE U3BECTHO KAaTO “HeCTAOWITHA CTEHOKapAUS WITH
“muokapzeH nHpapkT” (CbpAeueH yaap). 3a JeueHue Ha TOBA ChCTOsTHUE BammsT nexap Moxe
Jia IOCTABH CTEHT B OJIOKMpaHaTa MM CTECHEHATa apTepHs, 3a Ja Bb3CTAHOBH €(hEKTHBHUS
KpBbBEH NOTOK. Moxke na Bu Obe npeanucana 1 aleTUICATUIIIOBA KUCETHHA (BEIIECTBO,
CHIBPKALIO C€ B MHOTO JIEKapCTBa, U3MOJI3BaHU KaTo 00e300JBaIll U TOHUKABAIIN
TeMIIepaTypara, KakTo 1 MpeA0TBpaTsIBalll ChCUPBAHETO HA KPBBTA) OT Bamus nexap.

- Cre UMany CUMITOMH Ha MO3bYEH WHCYIJIT, KOUTO Ca IPEMHUHAIIM B PAMKUTE Ha KPAaTbK MEPUO]
OT BpeMe (M3BECTEH ChIIO KaTO MPEXOAHA HCXEMUYHA aTaKa), MJIM UCXEMHYEH MO3bYEH HHCYIIT
C JIeKa cTeneH Ha TexxecT. Moxke na Bu 0b1e npennrcana v aeTHICATHINIIOBA KHCEINHA OT
Bamms nexap, mpreMBT Ha KOSTO Ja 3all09HE B paMKUTE Ha IbpBUTE 24 daca.

- Hmate HepaBHOMEpHA ChpIIEYHA ICHHOCT, CHCTOSHUE, HAPEUEHO ,,IPEACHPIHO MBKACHE”, U He
MOXKETe Ja IpreMarte JeKapcTBa, H3BECTHH KaTo ,,IEPOPATHHI aHTUKOATYIaHTH  (AHTarOHHCTH
Ha BuTamMuH K), KOMTO IIpeoTBpaTsBaT 00pa3yBaHETO M HAPACTBAHETO HA KPBBHU CHCHPEIH.
TpsiOBa a 3HaeTe, Ue MePOPATHUTE AHTHKOATYJIAHTH ca IMO-e(PUKACHU OT alleTHICATUIIAIOBATA
KHCEJIMHA WM KOMOMHUpaHata ynorpeda Ha Plavix miroc aneTuicatvuuioBa KUCEINHA TIPU
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TOBa chCcTOsIHUE. Bammsr stekap TpsioBa xa Bu npennmrre Plavix mumoc anermicanuuinoBa
KHCETIMHA, aKO HE MOXETe Jla MpueMare “riepopajHy aHTUKOAaryJlanTu | 3a Bac Hsima puck ot
MacHBHO KbPBEHE.

2. Kakso TpsnoBa 1a 3HaeTe, ipeau aa npuemete Plavix

He npuemaiite Plavix

. AKO cTe aJepru4Hu (CBPbXUYBCTBUTEIHN) KbM KIOMUAOTPEI HIIM KbM HAKOS OT OCTaHAJIMTE
CHCTAaBKHU Ha TOBA JIEKApCTBO (M30pOEHU B TOUKA 6).

. AKo cTpajare OT 3a00JsIBaHe, KOETO MOHACTOSIIEM MPHYNHIBA KbPBEHE, HAIPHMEp CTOMAIHA
A3Ba WIN KbPBEHE B MO3BKA.

. AKO cTpajare OT TeXKKO YepHOIpOOHO 3a00IIsIBaHe.

AKo cMmsATaTe, Ye HIKOU OT Te3U Ce OTHACAT 3a Bac, uinu umare HIKakBU CbMHEHUS, KOHCYJITHPaNTe ce
¢ Bamms nexap npenun na npuemere Plavix.

IpenynpesxaeHuss 1 MpeaNa3HA MEPKH
AKO HAKOE OT U30POCHUTE TO-JI0Ty ChCTOSIHUS C€ OTHACAT 3a Bac, TpsaOBa BeHara 1a yBegomMure
Bammst nekap npenu na 3amovyneTe jga npuemare Plavix:
. aKO CTe U3JI0KEHHU Ha PUCK OT KbPBEHE KaTo
- 3abonsBaHe, KoeTo By m3mara Ha prCK OT BBTPEIIHO KbPBEHE (KaTO CTOMAIIIHA A3Ba).
- HapylleHWe Ha KPbBTa, KOETO Ipeapasnoiara KbM BbTPEIIHN KPbBOU3IUBH (KbPBEHE B
ThKAHHUTE, OPraHUTE WM CTaBUTE Ha TAI0TO Bn).
- CKOpOIIHA TeXKa TpaBMa.
- CKOpOILIHA XUPYPrHYHa UHTEPBEHIHS (BKIIOYUTEIHO CTOMATOJIIOTHYHA).
- TIpeAcTofAIla XHPYPrHYHA HHTEPBEHINS (BKIIOYHTEIIHO CTOMATOIOTHYHA) ITPe3 CICIBALINTE
celeM JHH.
. aKo CTe MMAJIM ChCHPEK B MO3bYHA apTepusl (MCXEMHYCH yap), Bb3HUKHAJT Mpe3 MOCIeaHUTe 7
JTHHL.
aKko uMare ObOPEeYHO WK YEPHOAPOOHO 3a00sIBaHE.
aKo CTe MMAJIH aJISPTUsl WM PeaKIUsi KbM HIKOE OT JICKapCcTBaTa, U3IIOJI3BAaHM 32 JICUCHHE Ha
Bamero 3a0onsBane.
. aKO B MHHAJIOTO CT€ UMaJId HETPaBMAaTHYEH MO3bYCH KPbBOUBIIHB.

Jokaro npuemare Plavix:

. Tps6Ba na nndopmupate Bammms nexap, ako IIIaHUpaTe XUPYyPruIHa HHTEPBEHIIHS
(BKITFOUMTEITHO CTOMATOJIOTHYHA).
. Tps6Ba cp10 HE3a0aBHO Na nHpopMHpaTe Bamms gekap, ako pa3BueTe ChCTOSHUE (M3BECTHO

omie Kato TpoMOOTHYHA TpoMOonuToreHHYHa mypirypa wii TTII), koeTo BKIIOYBA TOBHIIEHA
TeMIIepaTypa U CHHUHH IO KO)KaTa, KOUTO MOTaT Jia Ce MPOSBAT KaTo MAJIKU YePBEHU TOUKH,
cbe Wwin 0e3 HeoOsICHIMA ITPEeKOMEpHa YMOPSIeMOCT, 00bpKBaHe, MOXKBJITSBAHE Ha KOXKAaTa W
ounte (KbIATEHUIa) (BUKTE TOUKa 4 “Bb3MOKHU HEXKEJTaHU peakuu’”).

. AKO ce mopekeTe WM HapaHHUTe, MOXKe Ja OTHEME MaJIKo MOBeYe OT OOMYAHOTO BpeMe, 3a Ja
crpe KbpBeHETO. ToBa € CBbpP3aHO ¢ HAUMHA Ha JICHCTBHE HA JIEKAPCTBOTO J1a MIPEAOTBPATSIBA
00pa3yBaHeTO Ha KPBbBHHU ChCUpENH. [Ipy MaJIku IOPsI3BaHUS M HapaHsIBaHUs, KaTO Harp.
Nopsi3BaHe 10 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO € 0e3 3HaueHue. AKO 00aue KbPBEHETO
Bu 6e3nokou, TpsiOBa a ce cBbpikeTe HezabaBHO ¢ Bammms nekap (BrwxTe Touka 4 “Bb3MoxHH
HEeXXEJIaHH PeaKium’”).

. Bammsr rexap Moyke 1a Ha3HAUHM W3CIICABAHNS HA KPBBTA.

Jlena u roHomu
He napaiite ToBa JIeKapCcTBO Ha Jiela, 3aI0TO HAMA SEKT.
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Jpyru nexapcrBa u Plavix

Nudopmupaiite Bamms nexap wim GpapmanesT, ako MpuemMare, HACKOPO CTe IPUEeMalH U €
BB3MOJKHO J1a IPUEMETe IPYTH JEeKapCTBa, BKIIOUYUTEIHO U TAKUBA, OTITYCKaHHU 0e3 perenTa.
Hsixom nexkapcTBa MOraT Ja OKakaT BIHSHUE BBPXY AefcTBHeTo Ha Plavix u obparHo.

TpsiOBa 3agpDKUTENHO Na HHGOpMHUpaTe Bamis mekap, ako npremare
- JIeKapcTBa, KOUTO MOTIaT Jia MOBULIAT PUCKA OT KbPBEHE, KaTo:
O MepOpalHU aHTHKOATyJIaHTH, JIEKApCTBa, U3IOI3BAHU 32 HAMAJISIBAaHE ChbCUPBAEMOCTTa Ha
KPbBTa,
O HECTEPOUJHU MPOTHUBOBB3MAIUTENIHH JIEKAPCTBA, 00MUYaHO U3II0JI3BaHU 32 JIEYEHHE Ha
00JIe3HEHH W/HJIH BB3MAUTEIHN ChCTOSHAS HA MyCKYJIUTE WIN CTABHTE,
O XemapHH WIH JPYyro JIEKapCcTBO 3a HHKEKTUPaHe, U3M0J3BaHO 332 HaMaJIIBaHE ChbCUPBAHETO
Ha KPbBTA,
O TUKJIONHUIWH WIX IPYT'H aHTHATPETaHTHH JIEKapCTBa,
O  CeJNeKTUBHH MHXHUOUTOPH Ha 00paTHOTO 3aXBallaHe HA CEPOTOHHHA (BKIIOYHUTEIIHO, HO HE
caMo (ITyOKCETHH M (ITyBOKCaMHH), JIEKAPCTBA, KOUTO OOMKHOBEHO CE U3IOJI3BAT 32
JieueHHe Ha JAeTpecus,
o pudaMIuIuH (M3MI0TI3BAH 32 JICICHHE Ha TSKKH HH(PECKIINH)
- OMEMPa3oJl WU €30MEeTPasoll, IEKapCTBa, U3IOI3BAHH 32 JICUeHHE Ha CTOMAIIIHO
Hepa3IoJoXKeHue,
- (hi1yKOHA30J1 MITH BOPUKOHA30J1, JIEKApCTBa 3a JIeYeHUE Ha 'bOMYHHI HH(EKIHY,
- edaBUpEHII WU IPYyTH aHTHPETPOBUPYCHH JIeKapcTBa (M3MOI3BaHHU 3a JieueHne Ha XI1B
UH(EKIHs),
- KapOaMa3enuH, JIKapCcTBO 3a JEUCHHE Ha HAKOH (POPMH Ha SIHICTICHS,
- MOKJIOOEMH, JISKApCTBO 32 JICUCHHUE Ha JIeNpechs,
- penariiuHuj, JeKapcTBO 3a JIeYeHue Ha 1ualerT,
- HaKJIUTaKCeJI, JEKapCcTBO 3a JIEYEHUE Ha pak,
- OMUOUM: JJOKATO CE JIEKyBaTe C KJIOMUAOrpe, TpsOBa Aa yBegoMute Bamus nekap npeau na
Bu 6b1€ npeanucan onuouns (M3M0JI3BaH 3a JIeUeHHE Ha CHITHA 00JIKa),
- po3yBacTaTHH (M3MOJI3BaH 3a MOHW)KaBaHEe HA HUBOTO Ha XOJIECTEPOIa).

AKO cTe TIpeXUBEH TeXKa IphAHa OoiKa (HecTaOniTHa CTEHOKapAHUs WM MUOKapAeH HH(DAPKT),
MPEXOIHA NCXEMUYHA aTaka MM UCXEMHYEH MO3BYEH MHCYJT C JIeKa CTeTeH Ha TeXecT, Moxe na Bu
Obne npenmucan Plavix B KOMOMHAIMS C alleTHIICAIUIMIOBA KUCENHHA, BEIIECTBO, ChABPIKAIIO CE B
MHOT0 JIEKapCTBa, U3MOI3BaHU KaTo 00e300JIsBaIM U MOHIKABAIIY TeMIepaTypara. UHIMaeHTHa
ynotpe0a Ha aneTuicanuunioBa kucenrta (e noeeue ot 1 000 mg Ha 24 yaca) He 61
Ipe/ICTaBIsABaNA MPo0IeM, HO IPOIBIDKUTEHATA YIIOTpeOa IPH APYTH 00CTOSITENCTBA TPIOBa 1a ce
o6cpan ¢ Bamms mekap.

Plavix ¢ xpana n HanuTKN
Plavix Mo>xe 51a ce mpueMa cbe uin 0e3 XxpaHa.

BpeMenHocT U KbpMeHe
3a npeanoynTaHe € Aa He ce IpueMa TO3M JEKapCTBEH MIPOAYKT 110 BpeMe Ha OpeMEHHOCT.

Axo cre OpeMeHHa I CMsTaTe, 9e MOKe Jia cTe OpeMeHHa, TpsOBa 1a yBenoMute Bamms nexkap win
(apmaneBT, npeau aa npuemete Plavix. Ako 3a0pemeHeere, nokato npuemare Plavix, Bequara ce
nochBeTBaliTe ¢ Bamus nekap, Thid KaTo HE ce Mpenopb4Ba ynorpedaTa Ha KIOMUIOTPEN M0 BpeMe Ha
OpeMeHHOCT.

He tpsibBa na kbpMuTE, JOKATO IPUEMATE TOBA JIEKAPCTBO.
AKO KppMHTE WY IUTAHUPATE J1a KbPMUTE, TOBOpeTe ¢ Bamms sekap, npeau a npueMere ToBa

JICKapCTBO.

[MocwBetBaiiTe ce ¢ Bamus nexkap uinu hapManeBT npead ynorpedara Ha KOETO U Ja € JIEKapCTBO.
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lo¢upane u padoTa ¢ MAIIUHU
Plavix e manko BeposTHO Jia 3acerne crocodHoctra Bu 3a modupane unn padboTa ¢ MallluHU.

Plavix cbabpika jlakTo3a
Axo Bamwsr nexap Bu e ka3an, ye uMate HEOHOCUMOCT KbM HSAKOM 3axapH (HaIlp. JIaKT03a),
CBBPIKETE C€ C Hero, PEe/IU Jia MPUEMETE TOBa JICKAPCTRO.

Plavix cbabp:ka XHAPOreHUPAHO PUIIMHOBO MAacCJI0
ToBa MOXke a MPUUMHHU CTOMAIITHO PA3CTPONCTBO MU JUAPUS.

3. Kak na npuemare Plavix

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bammst nexap wiu papmaneBT. AKo He
CTe CUTYpHHU B HELO, onuTaire Bamus nexap uiau ¢papmaresT.

[IpenopbunTenHaTa 1032, BKIOYHTEIHO 32 MAIMEHTH ChC ChCTOSHUE, HAPEUCHO ,,lIPEICHPIHO
MBKACHe” (HEpUTMUYHA ChpJICUHA JCWHOCT), € eHa TabneTka oT 75 mg Plavix Ha JeH, KoaTo ce
mpreMa mpe3 ycraTa ¢be Wi 0e3 XpaHa, ¥ [0 €IHO U ChIIIO BpeMe BCEKH JICH.

AKO CTe IMaJIi CHJIHA TPhIHa OoJKa (HecTaOwiTHa CTCHOKAPIHS I MHOKapIeH HHpapKT), Bammst
nexap moxe aa Bu gane 300 mg unu 600 mg Plavix (1 unu 2 tabnerku ot 300 mg, wim 4 wim 8
TaOJeTKH OT 75 mg) BEAHBXK B HAYAJIOTO Ha JedeHneto. Ciel ToBa, MPEIophUYNTeNIHATA 1032 € SIHA
Tabnetka ot 75 mg Plavix AHEBHO, KaKTO € MOCOYEHO MO-TOpe.

AKO cTe IMaJIld CHMIITOMH Ha MO3bUYE€H HHCYIIT, KOUTO Ca MMPEMUHAIN B PAMKUTE Ha KPAaThbK NEPUOA OT
BpeMe (M3BECTEH ChHLIO0 KaTo MPEX0Ha UICXEMHUYHA aTaka), WIK UCXEeMUYEH MO3bUEH HHCYJIT C JIeKa
CTeleH Ha TexecT, Bammsar nekap moxe aa Bu npenmume 300 mg Plavix (1 tabnerka ot 300 mg wiu
4 TabyeTKH OT 75 mg) BEIHBXK B HAYAIOTO Ha JiedeHneTo. Ciel] ToBa MpenopbhuUTeIHATA 032 € STHA
Tabnetka ot 75 mg Plavix Ha JieH, KakTo € ONUCAaHO M0-TOpe, U alleTWICAIUIINIIOBA KUCEINHA B
npoawKeHue Ha 3 ceaqmunuu. Cien ToBa JekapsT we npeanuine Plavix camocrositentno wim
alleTWICAIMIIMIIOBA KUCEIMHA CaMOCTOSATENHO.

Tpsa6Ba na npuemare Plavix, nokaro Bammust nexap Bu ro npenmnucsa.

AKo cTe npuen moBeye 0T HeoOXxoauMaTa ao3a Plavix
Cebpikere ce BegHara ¢ Bamust iekap vy OTHAETE JI0 CIIEITHOTO MEAMIIMHCKO 3B€HO B Hail-Oym3KaTa
0OJIHMIIA TIOPAJIU YBEIIMYCH PUCK OT KbpPBEHE.

AKo cTe mpomycHaju Aa npuemere Plavix

AKO cTe MpoITyCHANH Aa IpreMeTe no3a Plavix, HO CH CHOMHUTE B paMKHUTE Ha cieaBamuTe 12 gaca
cies oOn4aifHOTO BpeMe, BelHara B3eMeTe TabieTKara cH, a Iociie IIpueMeTe cieaBaliara B
oOnyvaiiHus vac.

AKko cre 3a0paBuiu 3a moBeye oT 12 yaca, IpoCTO NpUEeMETe cileBalara eIMHIYHA 1032 B
obu4aitHoTo Bpeme. He B3emaiite 1BoiiHa 1034, 32 1a KOMIIEHCUpATE MPOIyCHATaTa TalJIeTKa.

[Ipu onakoBkute OT 7, 14, 28 1 84 TabneTku, MOKETE Jla MPOBEPSIBATE JICHS, B KOWTO MOCIEAHO CTE
npuenu Tabsietka Plavix mo kaneHaapa, oTrieyaTaH BbpXy OnucTepa.

AKko cTe cipesiu npuema Ha Plavix
He cninpaiiTe jeyennero, ocBeH ako BamuaTt jgexap He Bu nocrBeTBa. CBbpxeTe ce ¢ Bamus
JieKap Wik (hapMarnesT, MPEan J1a TO HalPaBHTE.

AKO UMaTe HSIKaKBHU JIOMBJIHUTEIHN BBIIPOCH, CBBP3aHHU C yIOTpedaTa Ha TOBA JIEKaPCTBO, OMUTANTE
Bamus siexkap win gpapmanesT.
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4. BB3MOXKHU HeKeJIaHU peakuu

Kakro Bcuuku JICKApPCTBA, TOBA JICKAPCTBO MOKE J1a NIPEAN3BUKA HCKCIIAHU PCAKIINU, BBIIPCKHU Y€ HE
BCCKHU I' I1IOJIy4aBa.

HNudopmupaiite Bamus jiexap He3adaBHO, aK0O UMaTe:

- BHCOKa TeMIlepaTypa, Ipu3Haly Ha MH(EKIMs WK NpeKajeHa ymopa. ToBa Moxe Ja ce
JBJDKHW Ha IIOHM>KaBaHE CTOMHOCTHUTE HA HIKOU KPBBHHU KIIETKH, KOCTO € PSAJAKO.

- IpU3HALM Ha YEPHOIPOOHHU IMPOOIEMH, KAaTO MOKBITIBAHE Ha KOXKATA W/IIH OUHUTE
()I(’bJITCHI/IHa), HE3aBHCHMO OT TOBA JaJIM Ca CbIIBTCTBAHU OT IMOJAKOXXHHU KPBbBOU3JIMBU, KOUTO
ce MpOSBSBAT KaTO MAJIKU YePBEHHU TOYKH M/MIIN 0OBbpKBaHE (BIDKTE TOUKa 2
“IIpexynpexxaeHus u Mpearna3sHu MepKu”).

- TOAyBaHE Ha ycTaTa WM HAapyIIEeHHs Ha KO)KaTa KaTo OOpUBHU M ChPOEKH, MEXYPH 110 KOXKArTa.
ToBa MOXKe Ja ca CUMIITOMM Ha aJIepru4yHa PeaKiys.

Haii-yecTo cho0maBaHaTa HexkeJ1aHa JieKapcTBeHa peakuus npu Plavix e kbpBene. KnpBenero
MOX€ J1a ce MPOSABU KaTo KbPBEHE B CTOMaxa WM YyepBaTa, HaTbpTBaHE, XeMaToM (HeoOHyaiHo
KbpBEHE UM 00pa3yBaHe Ha CUHHMHU I10]] KOXaTa), KbpBEHE OT HOCa, KPbB B ypuHata. B Manbk Opoit
OT CJIy4YauTe€ C€ C’I)O6HIaBaT CbIIO U KPBBOU3JIMBU B OUUTE, I'/laBaTa, Oemust I[p06 WM CTaBHUTC.

AKO0 UMaTe NMPOABJKUTETHO KbpBeHe, Korato npuemare Plavix

AKo ce nope)xere WM HapaHUTe, MOXKeE Ja OTHEME MaJIKO IIOBeYe OT OOMYaiHOTO BpeMe, 3a Ja CIpe
KbpBEHETO. ToBa € CBbP3aHO C HaUMHA Ha JIeHICTBUE HA JIEKApCTBOTO J1a IIPEA0TBpaTsBa 00pa3yBaHETO
Ha KpbBHU cheupely. Ilpu Manku nopsisBaHus U HapaHsABaHUs, KaTO HAIp. IOPsA3BaHe [0 BpeMe Ha
OpbcHeHe, ToBa 0OMKHOBEHO € 0e3 3HaueHune. Ako obaue kbpBeHeTo Bu Oe3mokou, TpsaOBa 1a ce
CBBprKeTe He3a0aBHO ¢ Bammist nexap (Bukre Touka 2 “TIpeaynpexneHus U npeana3Hu MepKku”).

Jpyru HexKeJIaHU JI€KAPCTBEHH PeaKIMU BKIIOYBAT:
Uectn Hexxenanu peaknuu (Moxe 1a 3acerHat o 1 va 10 gymm):
Juapusi, kopeMHa 00JTKa, JIOIIO XPAaHOCMIJIAHE WITH KHCETHHHU.

Heuectu Hexxenanu peakuun (Moxe aa 3acerHart a0 1 Ha 100 gymm):
I'maBoGonue, cToManHa s3Ba, rajicHe, IOBPBIIaHe, 3alleK, YBEITUYEHO KOJHMYECTBO Ha ra30Be B
cTOMaxa WiH 4epBarta, 0OpHBH, ChpOEK, 3aMasHOCT, yCeIllaHe 3a U3TPBIIBaHE U MpaByUKaHe.

Penxu Hexxenanu peakuuu (Moxe aa 3acersar a0 1 Ha 1 000 gymm):
CBETOBBPTEK, yroleMsBaHEe Ha ThPIANUTE IPH MEBXKE.

MHoro penku HexxenaHu peakiuu (Moxke na 3acersat g0 1 Ha 10 000 pymm):

XKbnrenuna; cuinHa kopeMHa 0oJka ¢be Win 0e3 O6oika B rbp0a; BICOKa TeMIIepaTypa, 3aTpyIHEHUS B
JUIIAHETO MOHSAKOTa MPHUAPYKEHH ¢ KalluTAIa; OOIIK aJlepIruYHH peakun (Harpumep, oOLIo ycemane
3a 3aTOIUISIHE C BHE3AIMHO OO0 HEPA3MOJIOKEHUE 10 MPUIAIBK); OTOK Ha YCTaTa; MEXypH 10 KOXKarTa;
aNIeprUYHY KOXKHH PEaKIUy; Bh3MAIICHAE HA ycTaTa (CTOMATHT); HOHIKaBaHe Ha KPHBHOTO HAJISTaHE;
00BpKBaHe; XATIOMMHAINHN; CTaBHA 0OJIKa; MyCKyJTHa 00JIKa; MPOMsHA BEB BKyca WM 3aryda Ha BKyca
Ha XpaHara.

Hexxenanu peakiiuu ¢ HEU3BECTHA YeCTOTA (OT HAIMYHKUTE JaHHU HE MOXKE Jia ObJle HampaBeHa
OIICHKA):

Peakinu Ha CBPpBbXYYBCTBUTEIIHOCT € 00JIKA B TbP/AUTE WU KOpEMa, CAMITOMHU Ha MOCTOSTHHO HUCKA
KpbBHa 3axap.

OcBeH ToBa Bamusr jgexkap Moke 1a yCTaHOBU IIPOMEHU B IIOKA3aTeNIUTE IIPU U3CIIEeIBaHUATA Ha
KpbBTa WU ypUHATA.
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Chol0maBaHe HA HeKeJIaHU peaKIuu

AKO MOITyYuTe HAKAKBY HEXEJIaHU JIEKApCTBEHU Peakiluy, yBenoMere Bamms nekap ninn GpapmanesT.
ToBa BKJII0OYBa BCHYKH BH3MOYKHH HEOITHMCAHH B Ta3H JMCTOBKA HEXKEJaH! peakimu. MoxkeTe ChIo aa
CHOOIINTE HeXETIAHU PeaKky AUPEKTHO Ype3 HallMOHAJHATa CHCTEMa 32 ChOOIIaBaHe, IOCOYEHA B
[punoxenue V. Karo crobmmasare He)KeTaHN PeakIiy, MOXKETe Ja TaJIeTe CBOSI IPUHOC 32
MoJly4aBaHe Ha ToBeue HH(POPMAaLUs OTHOCHO 0€30MacCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate Plavix
Jla ce chxpansiBa Ha MSICTO, HEJJOCTBITHO 3a JICHa.

He usnon3BaiiTe TOBa JIeKapCTBO CIIE/ CPOKa HA TOJHOCT, OTOENSI3aH BbPXY KapTOHEHATA OMAaKOBKa
omucrepa, cien ,,l ogen n0:”. CpoKbT Ha TOAHOCT OTTOBApPSI Ha MOCIEIHUS JICH OT IIOCOYEHUS MECell.

[punbpixaiite ce KbM yCIOBHUITA 32 ChXpaHEHUE, OTOCISI3aHU BbPXY KaPTOHEHATA OMAKOBKA.
Axo Plavix ce nocrass B8 PVC/PVDC/anymunueBu 6muctepu, a ce chxpanssa noja 30°C.

Ako Plavix ce 1octaBs B U3ISI0 IyMUHHEBH OJINCTEPH, HE CE M3UCKBAT CIICIUAIIHU YCIIOBHUS HA
ChXpaHCHHE.

He u3non3paiiTe ToBa JIEKapCTBO, aKO 3a0eNeXUTe HIKAKBU BUIAUMH Oene3n Ha HapyliaBaHe
Ka4ueCTBOTO Ha MPOAYKTaA.

He u3xBbpuisiiTe jJekapcTBaTa B KaHaIU3alMATa WIK B KOHTeHHepa 3a JOMAIIHU OTHAIbIIH.
[NomuTaiite Bamus apManeBT Kak 1a HU3XBBPIIATE JIEKapCTBAaTa, KOUTO Beue He u3noisBare. Te3u
MEpKH I1I€ CIIOMOTHAT 32 Olla3BaHe Ha OKOJHATA Cpeja.

6. Chabp:kaHue HA OMIAKOBKATA M JOMBJIHUTEIHA HHpOpMALH

Kakso cpabp:xa Plavix
AKTHUBHOTO BEIIECTBO ¢ Kionuorpeln. Beska Tabietka chabpxka 75 mg kiaonumorpe (Kato
XUIpOTreHCynhaT).

Hpyrute cberaBku ca (BmkTe Touka 2 ‘Plavix cpabppika makTo3a’ u ‘Plavix chabpxka XHIPOTEHUPAHO
PHULIMHOBO Macio’):
- Snpo Ha tabnetkara: manuton (E421), xuaporeHupaHo pUIMHOBO Maciio, MUKPOKPHCTATHA
neinynosa, Mmakporon 6000 1 HEUCKO cyOCTHTYHpaHa XUIPOKCUIIPONIIIENYI03a,
- Tabnerna oOBMBKa: TaKTO3a MOHOXHIpAT (MIIe4Ha 3axap), xunpomenosa (E464), rpuanernn
(E1518), uepsen xeneseH okcun (E172) u tutanos nuokeun (E171),
- Ilonupam areHT: KapHayOCKU BOCHK.

Kak usrue:xxaa Plavix u kakBo cbAbpika 0NaKOBKaTa

Plavix 75 mg ¢punmMupaHu TaOJIETKH ca KPBIIH, ABOHHO-M3I'BKHAIH, PO30OBH, C TPABHPAHO YUCIOTO
“75 Ha egHara ctpaHa u uucnoro “1171” Ha apyrara crpana. Plavix ce mocTaBsi B KAPTOHEHU KYTHH
ChIbPIKALIN:
- 7,14,28, 30, 84, 90 u 100 tabnetku, B PVC/PVDC/anymuHueBu OIUCTEPU WIN U3LSIO0
AITyMHHUEBH OJUCTEpH
- 50x1 tabnetku B PVC/PVDC/anymuHueBn OIUCTEpH WU U3LSIIO aTyMUHHEBHU ONUCTEPH C
€IMHUYHU JI03H.

He Bcuuku BHUIOBC OIIAKOBKH MOrar aa 6’BIlaT ITyCHaTHu B nponamGa.
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IpuTe:kaTes Ha pa3pelieHHETO 32 yoTpe6a U MPOM3BOTUTEIH

IIpuTexaTen Ha pa3peLIeHUETo 3a ynoTpeoda:

Sanofi Winthrop Industrie
82 avenue Raspail
94250 Gentilly - ®panmus

IMpownsBogureny:
Sanofi Winthrop Industrie

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

WIN
Delpharm Dijon

6, boulevard de I'Europe, F-21800 Quétigny, ®panius

WU
Sanofi S.r.l.

Strada Statale 17, Km 22
67019 Scoppito (AQ) — Urtanus
WU

Sanofi Winthrop Industrie
30-36 avenue Gustave Eiffel
37100 Tours

Opannus

3a JonmbIHHUTENHA HHPOPMAIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPIKETE CE C JIOKATHHS

IpEeACTAaBUTEII HA IPUTCIKATCIIA HA PA3PCIICHUCTO 3a y1'IOTp66aZ

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

Bbnarapus
Swixx Biopharma EOOD
Ten.: +359 (0)2 4942 480

Ceska republika
sanofi-aventis, 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

EA\AGoa
Sanofi-Aventis Movonpdécmnn AEBE
TnA: +30 210 900 16 00

Lietuva
Swixx Biopharma UAB
Tel: +370 5 236 91 40

Luxembourg/Luxemburg

Sanofi Belgium

T¢l/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

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

Malta
Sanofi S.r.l.
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



Espaia
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 12078 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

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

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

Polska
sanofi-aventis Sp. z 0.0.
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.o.
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

Jarta Ha mocyeqHO mpepasrjexaane Ha aucTopkata <mecen I'TTT>.

INoapoOHna nHdopMarLus 3a TOBa JIEKapCTBO € NIpeJocTaBeHa Ha yebcaiita Ha EBponeiickara areHuus

1o JiekapcTBaTa http://www.ema.europa.eu/
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JIucroBka: uH(opManusi 3a NoTpedUTEISI

Plavix 300 mg puamupanu TadJeTKU
knoruaorpen (clopidogrel)

IIpoyeTeTe BHMMATEIHO LsJIaTa TUCTOBKA MpeIu Ja 3all0YHeTe Ja IpueMaTe TOBAa JIeKapCcTBO,

Thi KaTO T CbAbPka BaxkHa 3a Bac nadopmanms.

- 3amaseTe Ta3u JUCTOBKA. MoOJKe J1a ce HaJIOXKHU Ja 5 IPOYETeTe OTHOBO.

- AKO MMaTe HSAKaKBHU JIOMBJIHUTEIHU BBIIPOCH, TIONUTaiiTe Bamus nexap wiu hapManesT.

- ToBa jexapcTBO € MPEINUCAHO eIMHCTBEHO U TM4HO Ha Bac. He ro npeorcrenBaiite Ha 1pyru
xopa. To Moke 1a UM HaBpeIu, HE3aBUCUMO Y€ TIPU3HALUTE Ha TAXHOTO 3a00JsIBaHE Ca CHIIUTE
karo Bammure.

- AKO MoJTyunTe HAKaKBU HEXKEJIaHU JIEKAPCTBEHU PEaKIMU, BKJIIOYUTEIHO HEOIIMCAHH B Ta3U
JUCTOBKA HEXXENaHU peakluy, ypegomeTe Bamms nexap wnu gpapmanest. Buokre Touka 4.

KakBo cbhabpika Ta3u JUCTOBKA:

Kakgo npencrapnsa Plavix u 3a KakBoO ce H3M0JI3Ba

Kakgo Tpsi0Ba na 3Haete, npeau Aa npuemere Plavix

Kak na mpuemare Plavix

BB3MOKHU HEXETaHU PEaKIuu

Kak na cexpansiBate Plavix

ChabppkaHue Ha ONAKOBKATA U JOIMBJIHUTENHA HH(DOpMALUs

kW =

1. Kakso npeacrasiasBa Plavix u 3a kakBo ce u3moJi3Ba

Plavix chabp:ka KIOMUIOTPES U MPUHAIUIEKH KbM IPyIIa JIEKapCTBa, HAPEUSHN aHTHATPETaHTHH
JIEKaPCTBEHH MPOAYKTH. TPOMOOIMTHTE Ca MHOTO MAJIKH KPBbBHH €JIEMEHTH, KOMTO C€ CJECMBAT €IUH C
IPYT IIpy 00pa3yBaHETO Ha KPBBHU CheHpelr. Upes mpeaoTBpaTsBaHe Ha TOBA CIICIBaHE,
TPOMOOIIMTHATE AaHTHAIPETAHTH HAMAIIBAT PUCKa OT 00pa3yBaHe Ha KPbBHU CHCUPEIH (IIPOLIEC
HapeueH TpoM003a).

Plavix ce mprema OT BB3pacTHH MAIMSHTH 3a IpeIia3Bane oT 00pa3yBaHETO Ha KPHBHHU CHCUPEIH
(TpoMOM) B yIITBTHEHUTE KPHBOHOCHH CHJI0BE (apTEPUH), IPOLIEC U3BECTEH KAaTO aTepoTpoM0O03a,
KOETO BOJM JI0 aTePOTPOMOOTHIHHI MHIUACHTH (KaTO MO3BYEH yIIap, ChbpACUCH IIPHUCTHII, WIN CMBPT).

Plavix Bu e npennucan 3a npeaoTBpaTsBaHe Ha 00pa3yBaHETO Ha KPbBHU ChCHPELIM U HAMaJsIBaHE Ha

PHCKa OT Te3W CEPHO3HU HHIUICHTH, 3aII0TO:

- Hmarte cheTosSTHYE HA YIUTETHABAHE HAa apTepHUUTE (M3BECTHO CHIO KaTO aTepoCcKiIeposa), H

- Mmate mpeaxokaam ChpACUCH PHUCTHIL, MO3BUYCH YAap, WM HMaTe ChCTOSHUE H3BECTHO KaTO
nepudepHo apTeprarTHo 3a00IsBaHe, WIN

- CTe nMaiy TeXKa rpbaHa 00JIKa, CHCTOSIHHE U3BECTHO KaTO “HecTaOMITHA CTEHOKapAus WITH
“muokapieH nHpapkT” (ChbpAeUeH yaap). 3a JeueHHe Ha TOBa ChCTOSIHUE BammsiT Jexap Moxke
Jia IOCTaBH CTEHT B OJIOKMpaHaTa MM CTECHEHATa apTepus, 3a Ja Bb3CTAHOBH €(DEKTUBHUS
KpBbBEH NOTOK. Moxke na Bu Obe npeanucana 1 aleTUICATUIIIOBA KUCETHHA (BEIIECTBO,
CHIBPKALIO C€ B MHOTO JIEKapCTBa, U3MOJI3BaHU KaTo 00e300JBaIll U TOHUKABAIIN
TeMIIepaTypara, KakTo 1 MpeA0TBpaTsIBalll ChCUPBAHETO HA KPBBTA) OT Bamus nexap.

- Cre UMany CUMITOMH Ha MO3bYEH WHCYIIT, KOUTO Ca IPEMHUHAIIM B PAMKHUTE Ha KPAaTbK MEPUO]]
OT BpeMe (M3BECTEH ChIIO KaTO MPEX0IHA HCXEMUYHA aTaKa), MM UCXEMUYEH MO3bYECH HHCYIT
C JIeKa cTeneH Ha TexxecT. Moxke na Bu 0b1e npennrcana v aeTHICATHINIIOBA KHCEINHA OT
Bamms nexap, mpreMBT Ha KOSTO Ja 3all09HE B paMKUTE Ha IbpBUTE 24 daca.

- Hmate HepaBHOMEpHA ChpIIEYHA ICHHOCT, CHCTOSHUE, HAPEUEHO ,,IPEACHPIHO MBKACHE”, U He
MOXKETe Ja IpreMarte JeKapcTBa, H3BECTHH KaTo ,,IEPOPATHHI aHTUKOATYIaHTH  (AHTarOHHCTH
Ha BuTamuH K), KOMTO IIpe1oTBpaTsBaT 00pa3yBaHETO M HAPACTBAHETO HA KPBBHU CHCHPEIH.
TpsiOBa na 3HaeTe, Ue MePOPATHATE AHTHKOATYJIAHTH ca IMO-e(PUKACHU OT alleTHICATUIIAIOBATA
KHCEJIMHA WM KOMOMHUpaHarta ynorpeda Ha Plavix miroc aneTuicatvuuioBa KUCETUHA TIPU
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TOBa chCcTOsIHUE. Bammsr sekap TpsioBa na Bu npexmumre Plavix mutroc anermicanuimioBa
KHCETIMHA, aKO HE MOXETe Jla Mpuemare ,,liepopalHy aHTUKOAryJlanTy | 3a Bac Hsima puck ot
MacHBHO KbPBEHE.

2. Kakso Tpsi0Ba 1a 3HaeTe, npeau Aa npuemete Plavix

He npuemaiite Plavix

. AKO cTe aJepru4Hu (CBPbXUYBCTBUTEIHHN) KbM KIIOMUAOTPEI HIIM KbM HAKOS OT OCTaHAJINTE
CHCTAaBKHU Ha TOBA JIEKApCTBO (M30pOEHU B TOUKA 6).

. AKo cTpajare OT 3a00JsIBaHe, KOETO MOHACTOSIIEM MPHYNHIBA KbPBEHE, HAIPHMEp CTOMAIHA
A3Ba WIN KbPBEHE B MO3BKA.

. AKO cTpajare OT TeXKKO YepHOIpOOHO 3a00IIsIBaHe.

AKo cMmsATaTe, Ye HIKOU OT Te3U Ce OTHACAT 3a Bac, uinu umare HIKakBU CbMHEHUS, KOHCYJITHPaNTe ce
¢ Bamms nexap npenu neyenuero ¢ Plavix.

IpenynpesxaeHuss 1 MpeaNa3HA MEPKH
AKO HAKOE OT U30POCHUTE TO-JI0Ty ChCTOSIHUS C€ OTHACAT 3a Bac, TpsaOBa BeHara 1a yBegomMure
Bammst nekap npenu na 3armognere aa npuemare Plavix:
. aKO CTe U3JI0KEHHU Ha PUCK OT KbPBEHE KaTo
- 3abonsBaHe, KoeTo By m3mara Ha prCK OT BBTPEIIHO KbPBEHE (KaTO CTOMAIIIHA A3Ba).
- HapylleHWe Ha KPbBTa, KOETO Ipeapasnoiara KbM BbTPEIIHN KPbBOU3IUBH (KbPBEHE B
ThKAHHUTE, OPraHUTE WM CTaBUTE Ha TAI0TO Bn).
- CKOpOIIHA TeXKa TpaBMa.
- CKOpOUIHA XUPYPrHYHa UHTEPBEHIHA (BKIIOUYUTEIHO CTOMATOJIOTHYHA).
- TIpeAcToAIla XHPYprHYHa HHTEPBEHINS (BKIIOYHTEIHO CTOMATOJIOTHYHA) ITPe3 CIICIBALINTE
celeM JHH.
. aKo CTe MMAJIM CHCHUPEK B MO3bYHA apTepus (MCXEMHYCH yap), Bb3HUKHAJ Mpe3 MOCIeaHUTe 7
JTHHL.
aKko uMare ObOPEeYHO WK YEPHOAPOOHO 3a00sIBaHE.
aKo CTe MMAJIH aJIePTUsl WM PeaKIusi KbM HIKOE OT JIKapCcTBaTa, U3IIOJI3BAaHM 32 JICUCHHE Ha
Bamero 3a0onsBane.
. aKO B MHHAJIOTO CT€ UMaJId HETPaBMAaTHYEH MO3bYCH KPbBOUBIIHB.

Jokaro npuemare Plavix:

. Tps6Ba na nndopmupate Bammms nexap, ako IIaHUpaTe XUPypPruiHa HHTEPBEHIIHS
(BKITFOUMTEITHO CTOMATOJIOTHYHA).
. Tps6Ba cp10 He3a0aBHO na uHpopMupare Bamus nekap, ako pa3BHeTe ChCTOSHUE (U3BECTHO

omie Kato TpoMOOTHYHA TpoMOonuToreHHYHa mypirypa wii TTII), koeTo BKIIOYBA TOBHIIEHA
TeMIIepaTypa U CHHUHH O KOKaTa, KOUTO MOTaT Ja Ce MPOSBAT KaTo MAJIKK YePBEHU TOUKH,
cbe Wwin 0e3 HeoOsICHIMA ITPEeKOMEpHa YMOPSIeMOCT, 00bpKBaHe, MOXKBJITSBAHE Ha KOXKAaTa W
ounte (KbIATEHUIa) (BUKTE TOUKa 4 “Bb3MOKHU HEXKEJTaHU peakuu’”).

. AKO ce TIopexeTe WM HApaHHUTe, MOXKe J]a OTHEME MAJIKO [TOBeYe OT OOMYAHOTO Bpeme, 3a Ja
crpe KbpBeHETO. ToBa € CBbpP3aHO ¢ HAUMHA Ha JICHCTBHE HA JIEKAPCTBOTO J1a MIPEAOTBPATSIBA
o0pa3yBaHeTO Ha KPBbBHHU ChCHpelH. [Ipy Maku NOpsA3BaHUS M HApaHSIBaHUS, KATO HArp.
Nopsi3BaHe 10 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO € Oe3 3HaueHue. AKO 00aue KbpPBEHETO
Bu 6e3nokou, TpsiOBa 1a ce cBbpiKeTe HezabaBHO ¢ Bamms nexap (BmwxTe Touka 4 “Bb3mMoxHM
HEeXXEJIaHH PeaKium’”).

. Bammst iexap Moyke 11a Ha3HAYH W3CIICABAHMS HA KPBBTA.

Jlena u roHomu
He naBaiite TOBa JIeKapCTBO Ha JiElia, 3a1[0TO HAMA EEKT.
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Jpyru nexapcrBa u Plavix

Nudopmupaiite Bamms nekap nim gpapmanesT, ako IpuemMare, HACKOPO CTe MPUEeMaH W €
BB3MOJKHO J1a IPUEMETe IPYTH JEeKapCTBa, BKIIOUYUTEIHO U TAKUBA, OTITYCKaHHU 0e3 perenTa.
Hsixou nekapcTBa MOraT ja OKakaT BIMSHUE BbPXY AedcTBHeTO Ha Plavix u obpartHo.

TpsiOBa 3agpDKUTENHO Na HHDOpMUpaTe Bamis ekap, ako npremare
- JIeKapcTBa, KOUTO MOraT Jia MOBULIAT PUCKA OT KbPBEHE, KaTo:
O MepOpalHU aHTHKOATyJIaHTH, JIEKApCTBA, U3IOI3BAHM 32 HAMAJISIBAaHEe ChbCUPBAEMOCTTa Ha
KPbBTa,
O HECTEPOUJHU MPOTHUBOBB3MAIUTENIHH JIEKAPCTBA, 00MUYaHO U3II0JI3BaHU 32 JIEYEHHE Ha
00JIe3HEHH W/VJIH BB3MAUTEIHN ChCTOSHUS HA MyCKYJIUTE WIN CTABHTE,
O  XemapHH WIH JPYyro JIEKapCcTBO 3a MHKEKTUPaHe, U3M0JI3BaHO 33 HaMAJIIBaHE ChbCUPBAHETO
Ha KPbBTA,
O TUKJIONHUIWH WIX IPYT'H aHTHATPETaHTHH JIEKapCTBa,
O  CeJNeKTUBHH MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe HA CEPOTOHHHA (BKIIOYHUTEIHO, HO HE
caMo (ITyOKCETHH HIH (pITyBOKCAaMHH), JISKAPCTBA, KOUTO OOMKHOBEHO CE M3IOJI3BAT 32
JieueHHe Ha JAeTpecus,
o pudaMIuIuH (M3MI0TI3BAH 32 JICICHHUE Ha TSKKH HHPESKIINH)
- OMEMPazoJl WU €30MEeTPasoll, IEKapCTBa, U3IO0I3BAHH 32 JICUSHHE Ha CTOMAIIHO
Hepa3IoJoXKeHue,
- (hi1yKOHA30J1 MITH BOPUKOHA30J1, JIEKApCTBa 3a JIeYeHUE Ha 'bOMYHHI HH(EKIHY,
- edaBUpEHII WU IPYyTH aHTHPETPOBUPYCHH JIeKapcTBa (M3MOI3BaHHU 3a JieueHne Ha XI1B
UH(EKIHs),
- KapOaMa3enuH, JIKapCcTBO 3a JEUCHHE Ha HAKOH (POPMH Ha SIHICTICHS,
- MOKJIOOEMH, JISKApCTBO 32 JICUCHHUE Ha JIeNpechs,
- penariiuHuj, JeKapcTBO 3a JIeYeHue Ha 1ualerT,
- HaKJIUTaKCeJI, JEKapCcTBO 3a JIEYEHUE Ha pak,
- OMUOUM: JJOKATO CE JIEKyBaTe C KJIOMUAOrpe, TpsOBa Aa yBegoMute Bamus nekap npeau na
Bu 6b1€ npeanucan onuouna (M3M0JI3BaH 3a JieueHHE Ha CUITHA 00JIKa),
- po3yBacTaTHH (M3MOJI3BaH 3a MOHW)KaBaHEe HA HUBOTO Ha XOJIECTEPOIa).

AKO cTe TIpeXUBENH TeXKa rphAHa 00JKa (HecTabriTHa CTEHOKapAHs WM MUOKapAeH HH(DAPKT),
MPEXOIHA NCXEMUYHA aTaka MM UCXEMHYEH MO3BYEH MHCYJT C JIeKa CTeTeH Ha TeXecT, Moxe na Bu
Obne npenmucan Plavix B KOMOMHAIMS C alleTHIICAIUIMIOBA KUCENHHA, BEIIECTBO, ChABPIKAIIO CE B
MHOT0 JIEKapCTBa MOJI3BaHH KaTo 00e300IsBaIlly 1 OHIKABAILY TeMIieparypara. IHIuIeHTHa
ynotpe0a Ha aneTuicanuunioBa kucenrta (e noeeue ot 1 000 mg Ha 24 yaca) He 61
Ipe/ICTaBIsABaNA MPo0IeM, HO IPOIBIDKUTEHATA YIIOTpeOa IPH APYTH 00CTOSITENCTBA TPIOBa 1a ce
o6cpan ¢ Bamms mexap.

Plavix ¢ xpana n HanuTKN
Plavix Mo>xe 51a ce mpueMa cbe uin 0e3 XxpaHa.

BpeMenHocT U KbpMeHe
3a npeanoynTaHe € Aa He ce IpueMa TO3U JEKapCTBEH MIPOAYKT 110 BpeMe Ha OpEeMEHHOCT.

Axo cre OpeMeHHa I CMsTaTe, 9e MOXKe Jia cTe OpeMeHHa, TpsOBa J1a yBenoMute Bamms nekap win
¢apmareBt, mpeau na npuemere Plavix. Ako 3abpemeHneere, nokato npuemare Plavix, BeaHara ce
nochBeTBaliTe ¢ Bamus nekap, Thid KaTo HE ce Mpenopb4Ba ynorpedaTa Ha KIOMUIOTPEN M0 BpeMe Ha
OpeMeHHOCT.

He tpsibBa na kbpMuTe, JOKATO IPUEMATE TOBA JIEKAPCTBO.
AKO KppMHTE WIN IUTAHUPATE 1a KbPMUTE, TOBOpETe ¢ Bamus iekap, npeau Ja npueMere Topa

JICKapCTBO.

[MocwBerBaiiTe ce ¢ Bamus nexkap unu hapManeBT npead ynorpedara Ha KOETO U Ja € JIEKapCTBO.
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lo¢upane u padora ¢ MAIIUHU
Plavix e manko BeposITHO Jia 3acerne crocodHoctra Bu 3a modupane unm padboTa ¢ MalllvHU.

Plavix cbabpika jlakTo3a
Axo Bamwsr nexap Bu e ka3an, ye uMate HEOHOCUMOCT KbM HSAKOM 3axapH (HaIlp. JIaKT03a),
CBBPIKETE C€ C Hero, PE/IU J1a MPUEMETE TOBA JICKapCTRO.

Plavix cbabp:ka XHAPOreHUPAaHO PUIMHOBO MAacCJI0
ToBa MOXke a MPUUMHHU CTOMAIITHO PA3CTPONCTBO MU JUAPUS.

3. Kak na npuemare Plavix

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bammst nexap wiu papmaneBT. AKo He
CTe CUTYpHHU B HELO, onuTaire Bamus nexap uiau ¢papmaresT.

[IpenopbunTenHaTa 103a, BKIIOYATEIHO 32 MAEHTH ChC ChCTOSHUE, HAPEUEHO ,,lIPEICHPAHO
MBXKACHe” (HEpUTMUYHA ChpJeYHa JeWHOCT), € eaHa TabneTka ot 75 mg Plavix Ha neH, koaTo ce
mpueMa mpe3 ycraTa cbC Win 0e3 XpaHa, ¥ [0 €HO U CHIIO BpeMe BCEKH JICH.

AKO cTe IMaJli CHJIHA TPhAHA O0JIKka (HeCTaOMIHA CTEHOKPAAUs I MUOKapieH nH(apkT), Bamusat
nexap moxe aa Bu nane 300 mg wnm 600 mg Plavix (1 wiu 2 tabnerku ot 300 mg, wiu 4 nnu

8 TabneTku OT 75 mE) BeIHBX B HAYAJIOTO Ha JieueHneTo. Ciie/1 ToBa, MPENopbhbUKuTEIHATA 1032 € eHA
Tabnetka ot 75 mg Plavix AHEBHO, KaKTO € MOCOYEHO MO-TOpe.

AKO CTe UMaJIi CHMIITOMHU Ha MO3bUEH UHCYJIT, KOUTO Ca IPEMUHAIIA B PAMKUTE HAa KPAThK MEPHOJ] OT
BpeMe (M3BECTEH ChII0 KAaTO MPEXO0/{HA NCXEeMHYHA aTaka), MM HCXEeMHUYEH MO3bUEH MHCYIIT C JIeKa
CTeleH Ha TexecT, Bamwuar nekap moxe aa Bu npennume 300 mg Plavix (1 tabnerka ot 300 mg munun
4 tabyieTku OT 75 mg) BeHBK B HAUAIOTO Ha JieueHueTo. Ciel TOBa MpenophbUUTEIIHATA 1032 € EHA
Tabyerka ot 75 mg Plavix Ha JieH, KAKTO € OMKUCAHO MO-TOPE, U AlICTUICATUIIMIOBA KUCEIHHA B
npoawsKeHue Ha 3 ceamuuu. Creln ToBa, JIeKapsT e npennume Plavix caMocToATeTHO wiu

Al TIIICATHITAIIOBA KUCEITMHA CAMOCTOSTCITHO.

Tpsa6Ba na npuemare Plavix, nokaro BammsT nekap Bu ro npenmucsa.

AKO cTe mpueJin MoBe4Ye 0T HeoOxoaumaTta go3a Plavix
CebpxeTe ce BenHara ¢ Barms Jiekap Wiv oTiaeTe A0 CHEIHOTO MEIUIIMHCKO 3BeHO B Hal-OM3KaTa
OOJIHUIIA IOPAIH YBETUYEH PUCK OT KbPBEHE.

AKO UMaTe HSIKaKBU JOMBJIIHUTEIHN BBIIPOCH, CBBP3aHHU C yIOTpedaTa Ha TOBA JIEKapCTBO, OMUTANTE
Bamms siekap wnu gpapmanesT.

4. Bb3MOXKHU HeXKeJIaHU peakiun

Kakro Bcuuku JICKApPCTBA, TOBA JICKAPCTBO MOKE J1a NIPEAN3BUKA HCKCIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKH I' I1OJIy4YaBa.

HNudopmupaiite Bamus Jiexap He3adaBHO, aKO UMaTe:
- BHCOKa TeMIIeparypa, Ipu3Haly Ha HH(EKIKs WK pekalieHa yMmopa. ToBa Moxe Jia ce
JBJDKHW Ha IIOHM>KaBaHE CTOMHOCTHUTE HA HIKOU KPBBHHU KJIIETKH, KOCTO € PSAAKO.
- IpU3HALM Ha YEPHOIPOOHM MPOOIEMH, KaTO MOKBITIBAHE Ha KOXKATA W/IIH OYHTE
()I(’bJITCHI/IHa), HE3aBHCHUMO OT TOBA JaJIM Ca CbIIBTCTBAHU OT IMOAKOXXHU KPBHbBOU3JIUBU, KOUTO
ce MpOSBSBAT KaTO MAJIKU YePBEHH TOUKH M/ 00BbpKBaHE (BIDKTE TOUKa 2
“IIpexynpexxaeHus u Mpeana3sHu MepK”).
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- TOAyBaHE Ha ycTaTa WM HapyIIEeHHUI Ha KO)KaTa KaTo OOPHUBHU M ChPOEKH, MEXYpPH 110 KOXKarta.
ToBa MOXxe 1a ca CUMIITOMH Ha ajlepruyHa peaKiysl.

Haii-4yecTo cho0maBaHaTa HexkeaHa JieKapcTBeHa peakuus npu Plavix e kbpBene. KbpBenero
MOXe JIa ce MPOSBU KaTo KbPBEHE B CTOMAaXa MM YyepBaTa, HaTbPTBaHE, XeMaTOM (HEOOHYaitHO
KbpBEHE Ui 00pa3yBaHe Ha CHHHUHHU I0]] KOXaTa), KbpBeHe OT HOCa, KPbB B ypuHata. B Manbk Opoit
OT CJIyyauTe ce ChOOIIaBaT ChIIO U KPBBOU3IMBU B OUMTE, IJIaBaTa, Oesus Ipod UiIu CTaBUTE.

AKO0 UMaTe NPOABJKUTETHO KbPBeHe, korato npuemare Plavix

AKO ce TIopexeTe WM HapaHUTe, MOXKe Jla OTHEME MAJIKO MoBeYe OT OOMUYAtHOTO Bpeme, 3a Jia CIipe
KbpBeHETO. TOBa € CBbP3aHO C HAUKMHA HA JIEHCTBUE HA JIEKAPCTBOTO J1a IIPEI0TBPATsBa 00pa3yBaHETO
Ha KpbBHH chcupeny. [Ipu Manku nops3BaHus ¥ HapaHsBaHUs, KATO HAIP. MOPs3BaHe MO BpeMe Ha
OpbCcHEHe, TOBa OOMKHOBEHO € 0e3 3HadeHne. Ako obade kppBeHeTo Bu Oe3nokon, TpsOBa aa ce
CBBpKETe He3abaBHO ¢ Bamms nexap (Buwxre Touka 2 “TIpenynpexneHus U npeana3Hd MepKu”).

Jlpyru HexKeJIaHU JIeKAPCTBEHH PeaKIMU BKJIIOYBAT:
Uectn Hexxenanu peaknuu (Moxe 1a 3acerHat 1o 1 va 10 gymm):
Juapusi, kopeMHa 00JIKa, JIOIIO XPAHOCMUJIAHE WIIH KHCETHHH.

Heuectn Hexenann peakunu (Moxe na 3acerHat o 1 va 100 mymm):
I'maBoGosnue, cToMalHa s3Ba, rajicHe, MOBPBIIIAHE, 3alleK, YBEIMYEHO KOJMYSCTBO HA ra30Be B
cTOMaxa Wi 4epBara, 0OpHBH, ChpOEIK, 3aMasHOCT, yCeIlllaHe 3a U3TPBIIBAHE U MpaByYKaHe.

Penxu Hexxenanm peakuuu (Moxe na 3acersar 70 1 Ha 1 000 mymmm):
CBeTOBBPTEK, YroJeMsIBAaHE HA ThPJIUTE MPU MBKE.

MHoro penku HexenaHu peakuuu (Moxe na 3acersat 1o 1 Ha 10 000 mymm):

Xenrenunia; cuiiHa KopeMHa 00JKa ChC WK Oe3 OoJika B I'bp0a; BHCOKA TEMIIEpaTypa, 3aTPYAHCHNUS B
JUITaHETO MOHIKOTA MPHAPYKEHH C KAILIHIA; OO aleprH9IHH PeakIuy (Harmpumep, o010 ycelaHe
3a 3aTOILUISTHE C BHE3AIMHO 000 HEPa3IOIOKEHHUE 10 MPHUIAIBK); OTOK Ha YCTaTa; MEXypH IT0 KOXKaTa;
aJIEpPrUYHK KOXKHU PEaKINK; Bb3MaleHHe Ha ycTaTa (CTOMATHT); TIOHKAaBaHE Ha KPbBHOTO HAJISATAHE,;
0o0BbpKBaHe; XaMOMHAILMN; CTaBHA 00JIKa; MycKyiHa 0oJKa; MpOMsiHa BbB BKyca WM 3aryda Ha BKyca
Ha XpaHara.

Hesxxenanu peakiyu ¢ HeM3BeCTHA YecTOTa (0T HAJTMYHHUTE TaHHU HE MOXe Jia ObJie HanpaBeHa
OIICHKA):

Peakiyu Ha CBPBXUYYBCTBUTEIHOCT C OOJIKA B TBPUTE MM KOpEMa, CHMIITOMH Ha MIOCTOSTHHO HUCKA
KpbBHA 3axap.

OcseH ToBa Bamusit jekap MoXe Jla yCTaHOBH IIPOMEHH B ITOKA3aTEJINTE MPHU U3CIICABAHUATA Ha
KpBBTa WJIH ypHUHATA.

Cpho01aBaHe Ha HeKeJIAHU peaKIuu

AKO TIONTyYUTE HAKAKBU HEXKEJIAHU JIGKAPCTBEHH PEaKIINU, yBeoMere Barust gekap win (apmareBT.
ToBa BKJIIOUBa BCUUKH BH3MOXKHH HEOIMCAHU B Ta3U JMCTOBKA HEXXENAHU peakiuu. MoxeTe ChIIo 1a
CHhOOIIUTE HEXKETIAHN PEaKIMK JUPEKTHO Ype3 HAIlMOHAHATA CHCTEMa 3a ChOOIaBaHe, MOCOYeHa B
[punoxxenue V. Kato cho0I1aBate HeKENAHN PeaKiiy, MOXKETe Ja JaJIeTe CBOsI PUHOC 32
MoJTydaBaHe Ha MoBeue MH(PopManus OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTRBO.

5. Kak na chxpansiBate Plavix
Jla ce chxpaHsBa Ha MSCTO, HEOCTBITHO 3a JeIia.

He u3non3BaiiTe TOBa JIeKapCTBO CIIE/ CPOKa HA TOJHOCT, OTOENS3aH BbPXY KAPTOHEHATA OMAaKOBKa
omucrepa, cuen ,,l ogen no:”. CpoKbT Ha TOAHOCT OTTOBApPSI Ha MOCIEIHUS IeH OT IIOCOYEHUS MECell.
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To3u JICKAPCTBCH NNPOAYKT HE M3UCKBA CIICMAJIHU YCJIOBH Ha CbXPAaHCHUC.

He u3non3paiite ToBa JICKApCTBO, aKO 3a0eeKUTe HIKAKBU BUIAUMH Oene3n Ha HapymiaBaHe
Ka4ueCTBOTO Ha MPOAYKTaA.

He u3xBbpuisiiTe JekapcTBaTa B KaHaIU3alMATa WIK B KOHTeHHepa 3a JOMAIIHU OTIAaAbIIH.
[NomuTaiite Bamus hapManeBT Kak 1a H3XBBPIIATE JIEKapCTBAaTa, KOUTO Beue He u3noispare. Te3u
MEPKH 111 CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpeja.

6. CLG)pmal-me Ha OIIAKOBKAaTa M J10IIbJHUTEC/IHA l/IH(l)OpMaIII/Iﬂ

Kakso cpabp:xa Plavix
AKTHBHOTO BEIIECTBO ¢ Kionuaorpen. Besika tadnerka chabprxka 300 mg kionumorpen (Kato
XUIpOTeHCYN(haT).

Hpyrute cberaBku ca (BrkTe Touka 2 ‘Plavix cpabppika nakTo3a’ u ‘Plavix chabpixka XHIPOTSHUPAHO
PHULIMHOBO Macio’):
- Slapo na Tabnerkata: manuton (E421), XxuaporeHupaHoO pUIIMHOBO MAacCiIO, MUKPOKPUCTAIHA
neyiosa, Mmakporosn 6000 1 HUCKO CyOCTUTYyHpaHa XHUIPOKCHITPOITMIIIIETYII03a
- Tabnerna oOBMBKa: TaKTO3a MOHOXHIpAT (MIle4Ha 3axap), xunpomenosa (E464), rpuanernn
(E1518), uepsen xemne3zen okcun (E172) u Turanos nuokcun (E171)
- Tlonupang areHT: KapHayOCKH BOCHK.

Kak u3raexna Plavix u kakBo ¢bhIbpika 0NAaKOBKATA

Plavix 300 mg ¢punmupanu TaOJIETKH ca MPOIABITOBAaTH, PO30BH, C TpaBUpaHo uuciaoro “300° Ha
eaHarta crpaHa u yncioro “1332” Ha apyrara crpana. Plavix ce npemiara B KapTOHEHU KyTHH
ceappkanm 4 x 1, 10 x 1,30 x 1 1 100 x 1 TabneTkn B amyMHUHUEBU OJIUCTEPH C eAMHUYHA J034. He
BCUYKH BHJIOBE OITAKOBKH MOT'aT Ja OBJAT IyCHATH B IPOIAX0A.

HpnTe)KaTen Ha paspemieHueTo 3a yn0Tpeﬁa H MMPOU3BOAMUTEJ

[IpuTexxaTen Ha pa3peLIeHneTo 3a ynoTpeoda:
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly - ®pannus

[IpousBoauren:
Sanofi Winthrop Industrie
1, rue de la Vierge, Ambarés & Lagrave, F-33565 Carbon Blanc cedex, ®panius

3a JonbIHUTENIHA HHPOPMALUS OTHOCHO TOBA JIEKAPCTBO, MOJISL CBBPIKETE CE C JIOKATHUS
MpeJCTaBUTEN Ha MPUTEXKATENs Ha Pa3pelleHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium Swixx Biopharma UAB

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

bouarapus Luxembourg/Luxemburg

Swixx Biopharma EOOD Sanofi Belgium

Ten.: +359 (0)2 4942 480 Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
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Ceska republika
sanofi-aventis, 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 Movonpécwnn 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

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

Malta
Sanofi S.r.l.
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-aventis Sp. z 0.0.
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.o.
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



JaTa Ha mocseHO mpepasriexaaHe Ha JucrtoBkara <mecen I'TTT>.

IMoxpo6Ha nHbopMalKs 32 TOBA JIEKAPCTBO € MpelocTaBeHa Ha yebcaiita Ha EBponelickaTta areHuust
1o JiekapcTBata: http://www.ema.europa.eu/.
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