IPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHHUSA ITPOAYKT

Zyllt 75 mg punmupanu TabIeTKH

2. KAYECTBEH U KOJIMYECTBEH CHbCTAB
Beska punmupana tabneTka chabpka 75 mg kiaonuaorpen (clopidogrel) (kato xuaporencyndar).

ITomMomHY BeniecTBa ¢ N3BECTHO JCHCTBHUE:
Bcesika ¢punmmupana tabnerka cpappika 108,125 mg makrosa.

3a IIBJTHUS CIUCHK TTOMOIIHHUTE BEIIECTBA, BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Odunmupana TabyieTKa.

P030BH, KPBrH U JIEKO U3IIBKHAIN (PUIMHPAHU TaOJIETKU.
4. K/IIMHUYHU JAHHHA

4.1 TepaneBTUYHM MOKA3AHUS

Bmopuuno npeonaseane om amepompombomuuny uHyuoeHmu
Knonuporpen e nokasas mpu:

° Bb3pacTHE NalMeHTH ¢ aHaAMHe3a 32 MHOKapIeH HH(apKT (OT HAKOIKO IHU JI0 35 nHH),
HUCXEMHYEH HHCYT (OT 7-MHSI JeH 10 6-THSI MECEIl) WM YCTAHOBEHO Mepru(epHO apTepHaIHO
3a00/19BaHe.

. Bb3pacTHH HalMEHTH C OCThP KOPOHAPEH CHHAPOM:

- OcTbp KOpOHapeH cuHIpoM Oe3 eneBaius Ha ST-cerMenTa (HecTaOMITHA CTCHOKAPIUs
WK MHOKapaeH uHpapkT 0e3 Q-350e11), BKIIFOYUTEITHO MTAUCHTH Ha KOUTO € TIOCTaBeH
CTEHT cJIe]] IepKyTaHHa KOpOHApHA WHTEPBEHIHS, B KOMOWHALINS C alleTHIICATHIIAIOBA
kucenuHa (ACK).

- Octpp MuoKapaeH uHpapKT ¢ eneBarms Ha ST-cermenra, B komOuHarwms ¢ ACK npu
MAIMEHTH, MTOJUI0KEHH Ha NMepKyTaHHAa KOPOHApHA HHTEPBEHIHS (BKIIOYUTEITHO
MAIMEHTH, Ha KOUTO € MOCTABEH CTEHT) MM IPU MEANKAMEHTO3HO JICKYBaHH MAIUCHTH,
MTOIX OIS 33 TPOMOOTUTHYHA/(PUOPUHOIIMTHYHA TePaITHS.

Tlpu nayuenmu ¢ npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o eucok
puck unu nex ucxemuuer uncynm (Ischemic Stroke, 1S)
Knomunorpen B kom6unanus ¢ ACK e nokasas npu:
- Bw3pactan mamment ¢ TIA ¢ ymepen 1o Bucok puck (ABCD2' ckop >4) nmn ¢ nex IS
(NIHSS? <3) B pamkuTe Ha 24 4aca OT CHOMTHETO.

Ilpeonaszsare om amepompombomuyny u mpomo0emOOIUYHY UHYUOEHMU NPU NPEOCHPOHO MbIUCOCHE
ITpu BB3pacTHH MAIMEHTH C MPEIACHPAHO MBXJECHE, KOUTO UMAT MOHE eIMH PUCKOB (DAaKTOP 3a CHIOBH
WHIMICHTH, KOUTO HE ca MMOIXOIAIIH 3a JiedeHne ¢ antaronucT Ha sutamuH K (VKA) u xouto mmat
HHUCBK PUCK 32 KbPBEHE, KJIOMHIO0rpel e mokazaH B komOuHanus ¢ ACK 3a mpeanasBase ot

! ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Bb3pacT, KpEBHO
HaJIsTaHe, KIIMHUYHU XapaKTePUCTUKH, MPOIBIDKUTEITHOCT U TUarHo3a 3aXapeH nuader

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a uacynr Ha HallmoHanHUTE MHCTUTYTHU HO
3JIpaBeoma3BaHe



aTepOTPOMOOTHYHHU U TPOMOOEMOOIINYHN UHIIUJCHTH, BKIFOUUTEIIHO HHCYIIT.
3a oIrBIIHATENIHA HH(POpMAaITUs BIKTE TOYKa 5.1.

4.2 Jlo3UpOBKA M HAYUH HA MPUJIOKEHUE

Jo3upoBka
. Bb3pacTHu 1 cTapuecka Bb3pact
Knonuporpen tpsi0Ba aa ce npuiiara Kato eAMHUYHA JHEBHA J03a OT 75 mg.

[Tpu mamueHTy ¢ OCTHP KOPOHAPEH CHHIPOM:

- OcTBp KOpOHapeH CHHIPOM Oe3 eneBarus Ha ST-cerMeHTa (HecTaOWITHA CTCHOKAP U HITH
MHUOKapzeH uHpapkT 6e3 Q-3p0e1): TeUeHUEeTo ¢ KIOMUaorpes TpsiOBa Ja 3aouHe ¢ eAMHUYHA
HaroBapsama fgo3a 300 mg wim 600 mg. [Ipu naruenTn Ha BB3pacT <75 FOJUHU MOXE J1a Ce
oOmucn HaToBapBamia Jo3a 600 mg, Korato ce npeABMXIa MepKyTaHHa KOPOHApHA
uHTepBeHIUs (BXK. Touka 4.4). JledueHueTo ¢ kionuaorpen TpsOBa aa 6bJe NPoabIHKEHO ChC 75
mg BeAHBXK THEBHO (¢ aneruicanumiopa kucenuHa (ACK) 75 mg-325 mg nueBHo). Thii kaTo
mo-Bucokute 1031 Ha ACK ce cBbp3BaT ¢ MOBUILICH PUCK OT KBPBEHE, CE MPEMopbYBa J[03aTa Ha
ACK na ne npesumana 100 mg. OntuManHara MpoIbIDKUTEITHOCT Ha ISYCHUETO HE €
odunMaIHO ycTaHOBeHA. JIaHHUTE OT KIIMHUYHU M3MUTBAHUSA ca B MOJIKpena Ha yrnorpedaTa Ha
KJIomuIorpen a0 12 Mecera, kKaTo MakcuMaieH edekt ce HabmoaaBa Ha 3-Us Mecell (BXK. TOUKa
5.1).

- Octbp MHOKapAeH UHOapKT ¢ eneBanus Ha ST-cermeHTa:

- Ilpum menmuKkaMeHTO3HO JIEKYBaHU MAITUCHTH, TIOAXOISIITH 32
TpoMOOIUTHYHA/(PUOPUHONIUTHYHA Tepanus, KIOMUAOrpeN TpsOBa Aa Ob/e npuiiarad
KaToO eTHOKpaTHa JHEeBHA 1032 OoT 75 mg Karo ce 3amousa ¢ 300 mg HaToBapBaria
no3a B komOuHaius ¢ ACK u ¢/6e3 TpomOonuTuiy. 3a MeIMKaMEHTO3HO JIEKYBaHH
MAIMEHTH Ha BB3PacT HaJ[ 75 TOMUHH KIOMHIOTpel TpsiOBa fa ce 3amouHe 6e3
HaToBapBama no3a. KomOnHmpano neuenne TpsiOBa a ce 3armoyHe Bh3MOKHO Haii-
paHO CJie]l HA4aI0TO HAa CHMIITOMHUTE U J1a Ob/IC MPOIBIIKEHO MOHE 33 YETHPH
cenmuny. [TomsaTa ot komOuHUpaHeTo Ha kiomunorpen ¢ ACK 3a moBeue ot getupu
CeJIMHIIM He e Onyla MpoydYBaHa MpH TOBA MOKa3aHue (BXkK. Touka 5.1).

- Koraro ce mnanupa nepkyranHa kopoHapHa watepernuus (PCI):

- Kromuporpen tps6Ba na ce 3amouHe ¢ HaToBapBaia 103a (loading dose, LD)
600 mg npu manueHTH, MoAsIokeHn Ha mppBryHa PCI u ipu maruenTw,
noanoxkenu Ha PCI nosede oT 24 yaca ciej| moiayyaBaHe Ha
¢ubpuHonuTHyHa Tepanus. [Ipu nanuenty Ha Bp3pact > 75 ronuau 600 mg
LD tps6Ba 1a ce npwiiara ¢ IOBUIIICHO BHUMaHHUE (BXK. Touka 4.4).

- Kuomuporpen 300 mg HatoBapBaia fo3a TpsiOBa Ja ce MPUIOKHU IPU
nanueHTH, noioxxean Ha PCI B pamkute Ha 24 gaca ciiefi moimydaBaHe Ha
(UOPUHOIUTHYHA TEpaTHSL.

- Jleyenuero ¢ KIONMUIOTpeN TPSAOBA Ja MPOIBIDKH ChC 75 mg BenHB) AHEBHO ¢ ACK
75 mg — 100 mg nueBHO. KomOuHMpanata Tepanus TpsiOBa 1a 3a0uHe Bb3MOXKHO
Hal-paHo Clie]] TosBaTa Ha CUMIITOMHTE U a TIPOIBIDKY A0 12 Mecena (BK. TOUKa
5.1).

Bo3pactuu namuentn ¢ TIA ¢ ymepen 10 BUCOK puck wiH Jiek [S:

[Tpu BB3pacTHn nauueHTH ¢ TIA ¢ ymepen 1o Bucok puck (ABCD2 ckop >4) unu ¢ nek IS (NIHSS
<3) TpsiOBa ja ce MPHUIIOKK HaTOBapBalia j03a kiaonuaorpen 300 mg, mociieBana ot 75 mg
BeaHBX AHeBHO 1 ACK (75 mg -100 mg BenHbx qHEeBHO). Jleuenuero ¢ knonuaorpen u ACK
TpsiOBa Ja 3all0YHe B paMKHTE Ha 24 gaca ciel ChOUTHETO U Ja MPOABIDKH 21 THH, TOCIeBaHO OT
AQHTUTPOMOOITTHA MOHOTEPAIIHSL.

ITpu nanueHTH ¢ OpeachpIHO MBXK/CHE, KIOMUI0TPel TpsOBa Jia ce mpuiiara KaTo eIHOKpaTHa
nHeBHa f03a oT 75 mg. ACK (75-100 mg nHeBHO) TpsiOBa Ja ce 3aloYHe U A3 MPOABIKU B



KOMOMHAITUS ¢ KIomuaorpen (Bxk. Touka 5.1).

AKo e porrycHara 1o03a:

° B pamkuTe Ha mo-mMaiko oT 12 Jaca ciiel peIOBHO OIMPEICIICHOTO BpeMe: MaIUCHTUTE TPSOBa Ja
MpreMaT J103aTa He3a0aBHO | IOCTIe JIa MPUEMAT ClISABAIATa 1032 B PEIOBHO OMPECIICHOTO
BpeMe.

° [Tpu moBeue ot 12 yaca: manueHTUTE TPSAOBA 2 MpUEMAaT clieBallaTa 103a B PeIOBHO

OMpEACICHOTO BPEME U HE TpH6Ba Ja yABOsABAT A03ata.

Crenuajany monyJaanuu

. [TanuenTu B crapyecka Bb3pacT

OcTbp KOpOHapeH cUHIIpoM Oe3 eneBanus Ha ST cermeHTa (HecTaOMITHA CTEHOKAPIUS WIIN

MHOKapJeH HHpapkT 6e3 Q-3p6e1):

- Harosapsama no3a 600 mg Moxe 1a ce OOMHCIH IPH MAIMeHTH Ha Bh3pacT < 75
TOJIMHH, KOTaTo Ce IJIAHUpa MEePKyTaHHA KOPOHAPHA MHTEPBEHINS (BXK. Touka 4.4).

OcTbp MHOKap/ieH HH(DapKT ¢ eneBaius Ha ST cerMeHra:

- Ilpu nanueHTH Ha MEMKAMEHTO3HO JICYCHHE, TOIXO/ISIIN 32
TPOMOOIUTHYHA/PUOPUHOIUTHYHA TEPAIHS: TIPY TMAIIMEHTH HaJ[ 75-TOAMIITHA Bh3pacT
KJIONUAOTpEN TpIOBa Jia ce 3aro4He Oe3 HaToBapBalia 103a.

[Ipu manmentu, noyoxenu Ha mspBudHa PCI u nmpu nmauuenTy, noioxenu Ha PCI nmoeue

oT 24 gaca cien noiry4yaBaHe Ha (PHOPUHONIUTHYIHA TEPAITUS:

- Ilpm naumenTt Ha BB3pact > 75 roguan 600 mg LD TpsbBa na ce mpuiara ¢ TOBHIICHO
BHUMaHHeE (BK. Touka 4.4).

o [NeaunaTpuyHa momyaanus
Kronmporpen He TpsOBa 1a ce M3M0I3Ba MPH JIela MOPaii ChOOPAKEHUsI OTHOCHO
epukacHocTTa (BXK. Touka 5.1).

. BbrOpeuno yBpexxgane
TepaneBTUUHUAT ONUT € OrpaHUYEH MPH MAUEHTH ¢ ObOpPEeYHO yBpexkIaHe (Bxk. Touka 4.4).

. UepHOapoOHO yBpeKIaHEe
TepaneBTHYHHAT ONUT € OTPAaHIYCH MPH MAIFEHTH ¢ YMEPEHO U3Pa3eHO YePHOIPOOHO
3a0omsiBaHe, MPU KOUTO MOXKeE J]a UMa XeMoparuyHa jauaresa (Bx. Touka 4.4).

Hauun Ha npuioxxeHue
3a nepopaisHo MPUIIOKEHNUE.
Modxe &1a ce mpuiara ch¢ uiu 0e3 XxpaHa.

4.3 IIporuBonoka3zaHus

o CBpBXUYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WIIH KbM HIKOE OT IIOMOIITHHUTE BEIIECTBA,
n30poeHH B TOuKa 2 Win Touka 6.1.

o Texko 4epHOIPOOHO YBpEKIAHE.

o AKTHBHO MATOJIOTHYHO KbPBEHE KaTO MENTUYHA S3Ba WM WHTPAKpaHUATHA XEeMOPAarHs.

4.4 CroeunaJIHu NpeAyNpeskAeHUs U NpeAna3Hi MepKH IIpU ynorpeda

K’bp6€H€ Uu xemamojiocuvHu Hapyulernus

Hopazu/[ PHUCK OT KbpPBCHC U XEMATOJIOTUIHU HEKECIJIAHU JICKAPCTBCHU PCAKIMU, BEAHAra Tp516Ba Ja cc
B3C€MC NPpCABUI ONPEACTIAHETO HA KPbBHATA KapTUHA 130478 % ApYyTya NOAXOAIN U3CJIICABAHNs, B CJ'Iy‘IafI
Ha MosABa Ha KIMHUYHU CUMIITOMH, HAaCOYBAIlll KbM KbPBCHE ITO BPEMC Ha JICHCHUETO (B)K. TOYKa 48)
HOL[O6HO Ha Jpyru aHTHTpOM6OTI/I‘~IHI/I CpeACTBa, KIIOIUAOIPEJI Tp$[6Ba Ja C€ Ipujiara ¢ BHUMaHHE
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IpU MAIMEHTH, KOUTO MOXKE J1a Ca M3JIOKEHH Ha OMAaCHOCT OT YCUJIICHO KbPBEHE MOPaIH TPaBMa,
XUPypruyHa UHTEPBEHIUS WU IPYTH NATOJIOIMYHU CHCTOSHUS U IpU nauneHTH jJexyBanu ¢ ACK,
xernapuH, riokonpotenH I1b/I1la nHXHOUTOPH WM HECTEPOUTHU MPOTUBOBB3NAIUTEIIHH JIEKapCTBA
(HCIIBJI), Brmrountenno COX-2 HHXUOUTOPH, U CETIEKTUBHU MHXUOUTOPU Ha 0OPaTHOTO
3axBaniane Ha cepoTonuHa (SSRIs), unu crman uagykTopu Ha CYP2C19 wnmu npyru JiekapcTBeHN
MPOAYKTH, CBP3aHH C PUCK OT KbPBEHE, KaTO MEHTOKCU(PIUH (BX. Touka 4.5). [lopaay moBUILIeHHS
PHUCK OT KPBBOM3IINB, TPOHATa aHTHArperanTHa Tepanus (xnonugorpen + ACK + aummpuaamon) 3a
BTOpPUYHA NPOQHIAKTHKA HA WHCYIIT HE c€ TPENophUBa MPH MAUEHTH C OCTHP HEKapAHOeMOOINIeH
HCXEMUYEH WHCYJT WIM MPEeX0JHa UCXeMUYHA aTaka (Bxk. Touka 4.5 u Touka 4.8). [Tanuenture TpsdBa
Ia ObJaT BHUMATETHO HAOJIIONAaBaHHU 32 MPU3HAIM Ha KbPBEHE, BKIIOUUTETHO U OKYJITHO KBPBEHE,
0c00€HO Npe3 IbPBUTE CEAMUIU HA JICUCHUETO W/UIM CIIE HHBA3UBHU KApAUOJIOTUYHU MPOLETypH
WIH XUpYprus. EMHOBpEMEHHOTO NPUIIOKEHNE Ha KIIOMUAOTPENl C IEPOPATIHU AHTUKOAT'YJIaHTH HE Ce
IpenopbYBa, Thi KaTO MOXKE /1a YBEJIMYM HHTCH3UBHOCTTA Ha KbpBEHE (BX. TOUKA 4.5).

AKO MarMeHTHT MOUTEKY Ha TUIAHOBA OIIEPALINs U AaHTHATPETaHTHUAT e(EeKT € BpEMEHHO HEXeJIaH,
KJIOMUOTpeN TpAOBa J1a ce crpe 7 JHU Mpeau XupypruuHaTta naTepBeHnus. [lanuenture tpsaosa na
UH(QOPMHUpAT JEeKapuTe U 300JIeKapuTe, 4e MpreMaT KIOMHUIOTPell MPeIi HacpOUBaHEe Ha XUPYPTUIHA
MaHUITYJIAIUS | TPEIU MPUEMaHeTO Ha HOB JIEKapCTBEH MpoayKT. Kionmuaorpen yapinkaBa BpeMeTo
Ha KbpBEHE U TPs0Ba J1a ce mpuiiara ¢ BHIMaHIE IPY MAIMeHTH, KOUTO HMaT HAPYIICHUS ChC
CKJIIOHHOCT KBbM KBPBEHE (CIIEIMATHO CTOMAITHO-YPEBHU M BETPEOYHH).

[Tanmentute TpsiOBa Ja ObIAT YBEAOMEHH, Y€ BPEMETO 3a CIIUpaHe Ha KbPBEHETO € MO~
MIPOIBIDKUTEITHO OT OONYAHHOTO MIPH JICICHUE C KIIOMUAOTPEN (CaMOCTOSTEITHO HITM B KOMOMHAIINS C
ACK), a Te oT cBOg cTpaHa TpsAOBa Ja HH(GOPMHUPAT CBOS JIEKap 3a BCIKO HEOOUYAHO KbPBEHE
(JToKanHM3anus Wik TPOIBIKUTEITHOCT).

VYnotpebaTa Ha HaToBapBaia q03a Kionuaorpen 600 mg He ce mpenopbYBa IPH MAIMEHTH C OCTHP
KOpOHapeH cuHApoM Oe3 eneBanusa Ha ST cerMeHTa U Bb3pacT >75 rouHM MOPaJIX MOBUIICH PHCK OT
KbpBEHE MPH Ta3u MOMyJaIHsl.

Iopanu orpaHuueHUTEe KIMHUYHY JaHHU IPH MAIUEHTH Ha BB3pacT > 75 roaunu cb¢ STEMI PCI u
MIOBHIIIEH PUCK OT KbPBEHE, yIoTpebaTa Ha HaToBapBaia 1o3a kironuxorpen 600 mg TpsoBa na ce
0OMUCITH caMo clie] MHINUBUIyalHa OIIEHKA OT JIeKaps Ha PUCKa OT KbPBEHE IIPHU MalUeHTa.

Tpombomuuna mpoboyumonernuuna nypnypa (TTI1)

Crnyuau Ha TpoMOoTHYHA TpoMmOouuTonenuyHa nypmypa (TTII) ca moxnagBaHu MHOTO PSIIKO CIE
ymoTpeba Ha KIOMAAOTPEN, HOHIKOTa U cIe] KpaTKOTpaitHo nedenune. TS ce xapakTepu3upa ¢
TPOMOOITUTOTICHHS] U MUKPOAHTHUOTIATHYHA XEMOJIUTHYHA aHEMUSI, TPUIPYKEHA C HEBPOJIOTUYHH
u3MeHeHus, 0p0peuna auchyHumsa unu ¢pedpuutet. TTII e cheTOsHME, H3UCKBALIO OBP30 JEUEHHE,
BKITIOYHUTEITHO I1a3mMadepesa.

Ilpuoobuma xemopunus

Hma crobmieHus 3a mpuaoduTa xeModmius cien ynotpeda Ha xionuaorpen. B ciryuan Ha
MOTBBPACHO H30JIMPAHO yIb/DKABAHE Ha aKTUBUPAHOTO MapIMaiHo TpoMborutacTuHoBo Bpeme (aPTT)
ChC WU 0€3 KbPBEHE, TPsOBa 1a ce MMa mpeABH Mpuaoourta xemoduius. [laiuenTiTe ¢ noTBbpACHA
JarHo3a npunooura xemouins TpsIOBa 1a ce HaOItoJaBaT 1 JISKYBaT OT CIISIHAIIUCT U
MPWIOKEHUETO Ha KIOMHIOrPpel TpsiOBa Jla ce MPEeyCTaHOBH.

Ckopouien ucxemuuen UHCyim
e 3anousane na mepanusama
o Ilpu nmanuentu ¢ octsp Jek IS unu ¢ TIA ¢ ymepeH 10 BUCOK pUCK, ABOMHATa
aaTupombonutHa Tepamus (kromunorpen u ACK) TpsOBa aa 3amo4He He MO-KBCHO OT
24 yaca ciieJl Ha4aJIoTO Ha CHOUTHETO.
o JluncBar JaHHU OTHOCHO CHOTHOLLIEHHUETO MOJI3a-PUCK IIPU KPATKOCPOUHA ABOHHA
AQHTUTPOMOOIMTHA TEPaHs IPH MAIMEHTH ¢ ocThp Jiek IS mmu ¢ TIA ¢ ymepen 1o Bucok
PHCK C aHaMHe3a 3a (HETpaBMaTUYCH) BbTPEUEPENCH KPbBOU3IINB.
o Ilpu manumenTu c IS, KoiiTO HE € JieK, MOHOTEpAITUATA C KIOMUAOTPEI TPAOBA J1a 3aII0YHE
camo ciieJl MbPBUTE 7 JJHU OT CHOUTHETO.
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. Hayuenmu c IS, xoiito He nek (NIHSS >4)
[penBup nuricata Ha JaHHH, HE CE MPEMOPBHYUBA H3IIOI3BAHETO HA TBOWHA aHTUTPOMOOIITHA
Tepanus (BX. Touka 4.1).

. Cropowen nex 1S unu TIA ¢ ymepen 00 8UCOK puck npu nayuenmu, 3a KOumo e NOKa3ana uiu
NIAHUPAHA UHTHEP8EeHYUSL
JlurcBaT naHHYM B OAKpENa Ha U3MOI3BAHETO HA ABOIHA aHTUTPOMOOIIUTHA TEPAITUs IIPH
MAIMEHTH, 32 KOUTO € MOKAa3aHO JICYCHUE C KapOTHIHA CHAAPTEPEKTOMHUS UITH
HWHTpaBacKyJapHa TPOMOCKTOMUS, WM TIPH MAIIMECHTH, IUIAHUPaHH 32 TPOMOOIIN3a HITH
AHTHUKOAryJIaHTHa TCpanus. B te3un CUTyalluX HE CC MPETIOPBHIBA HBOﬁHa aHTI/ITpOM6OI_II/ITHa
Tepanusl.

Lumoxpom P450 2C19 (CYP2C19)

®dapmakoreHerrka: [Ipu naruentuTe, kouto ca crabu CYP2C19 meTabonuzaTopu, KJIOMHIOTPEN B
MPpEeNOPBHUUTECITHUTE JO3U 06pa3yBa IIO-MaJIKO OT aKTHBHUA MeTa6OJII/IT Ha KJIONHUA0TrpesI U UMa I10-
ManbK e(heKT BEpXy TpoMOormTHaTa QyHKIHA. ChIIeCTBYBAT TECTOBE 32 HACHTH(UIIIpaHE Ha
CYP2C19 renoruna Ha namueHTa.

TBif KaTo KIOMUJOTPEN C€ METa0OIM3UPa YaCTHYHO 10 CBOs akTuBeH metadonut ot CYP2C19,
ynorpebara Ha IeKapCTBEHU MPOIYKTH, KOUTO MHXUOUPAT aKTUBHOCTTA Ha TO3M €H3UM, CE€ OYaKBa Ja
JOBEZIE /10 TTOHMKEHH JIEKapCTBEHH HIBA Ha aKTHBHUS MeTa0ONHT Ha Kitonuorpen. Kimandanara
3HAYUMOCT Ha TOBa B3aUMOJICHCTBHE € HenssicHeHa. Kato npennasHa mMspka He TpsOBa J1a ce
U3I0JI3BAT eHOBpeMeHHO cuiiHU Wi ymepenu CYP 2C19 uaxudurtopu (BXx. Touka 4.5 3a CIUCHK Ha
CYP2C19 unxuburopu, BXK. CIIO TOYKA 5.2).

YnotpebaTa Ha JeKapCTBEHH MPOMYKTH, KOUTO HHAynupaT aktuBHOcTTa HAa CYP2C19 ce ouaksa ma
JIOBEJIe 10 MTOBUIIICHN HMBA HA aKTUBHUS META0OJIHT Ha KIIOMHUOTPET U MOXKE J1a YBEIHYHU PUCKA OT
KkbpBeHe. KaTo npenmasna Msapka TpsOBa Ja ce n30srea ChIIbTCTBAIIATA yIIOTpeOa Ha CHITHU
unnykropu Ha CYP2C19 (Bxk. Touka 4.5).

Cybocmpamu na CYP2C8
Heo6xoa1Mo € MOBUILICHO BHUMAHUE MIPU MALUEHTH, JIEKYBAHU €JHOBPEMEHHO C KIOMUAOTPEN U
JIeKapCTBEHH MPOXyKTH, cyOcTpatn Ha CYP2CS (BX. Touka 4.5).

Kpvcmocana peaxmuernocm medncoy mueHonupuouHume

IIpu manuentute TpsiOBa Ja ce CHEME aHaMHE3a 3a CBPbXUYBCTBUTEIHOCT KbM TUEHOITMPUINHHU (KaTO
KJIOIUIOT e, TUKIOHINH, IPAacyTpelr), Thid KaTo ce cho0IaBa 3a KphCTOCaHa PEaKTUBHOCT MEKIY
TUEHONUPUINHNTE (BXK. TouKa 4.8). THEeHONMUPUIMHUTE MOTAT Jja IPUYUHSAIT JEKH O TEXKKH
QIEPTHYHH PEAKINH, KaTo 0OpHB, aHTHOEIEM TN XeMaTOJIOTHYHN KPBCTOCAHH PEaKIiH, KaTo
TPOMOOIUTONIEHHS U HEyTponeHus. [lanneHTn, KOUTo ca pa3BUIIN MPEIUIIHA AIEPTUYHA PEeaKLns
W/VTH XeMAaTOJIOTHYHA PEaKIUsI KbM €IMH THSHOITUPUANH, MOXE Ja MMaT ITOBHIICH PUCK OT Pa3BUTHE
Ha ChIaTa WM Jpyra peakus KbM IpyT TueHOnupHuIuH. [IpenopbuBa ce HaOIrOIeHHE 32 IPH3HALU
Ha CBPbXUYyBCTBUTEIHOCT IIPH MALMEHTH C U3BECTHA aJIeprusi KbM TUEHOIMPUANHU.

bvopeuno yepescoane
TepaneBTHYHHAT ONHUT IIPH MAIIMEHTU ¢ OBOPEUHO yBpexkaaHe ¢ orpannieH. CIeI0BaTeTHO MPH
TaKKMBa MAalMeHTH KIOMUIOTPell TPIOBa Jia ce Mmpuiiara ¢ MOBUIIEHO BHUMaHUe (BXK. TOUKa 4.2).

YeprodpobHo yepesicoare

OnuThT € OrpaHUYeH MPU NAIMEHTH C YMEPEHO HU3Pa3eHO YepHOIPOOHO 3a00IABaHe, KOUTO MOTaT Ja
UMaT XeMoparndaa auaresa. [1o Ta3u mpuamuHa KIOMUAOTPEN TPsOBaA Aa ce MpUIIara ¢ MOBUIICHO
BHUMAaHHE MPU Ta3u nomnyianus (Bx Touka 4.2).

Tomowmu éewjecmasa

Zyllt cebpika nakrosa. [TalMeHTH ¢ peaKkn HACICACTBEHU MPOOIEMH HAa HETOHOCUMOCT KBbM
rajaxTo3a, IIbJCH JIAKTa3eH Ae(UINT WK TIFOK030-TaJlaKTo3Ha MaabcopOiust He TpsiOBa 1a mpuemMar
TOBA JIEKAPCTBO.



4.5 BsaummoaelicTBHe C APYIH JIEKAPCTBEHH NPOAYKTH U ApYyru (popMH Ha B3aUMOJeiiCTBHE

Jlexapcmeenu npodykmu, cbp3anu ¢ puck om kvpgere: ChILIECTBYBA MIOBHIIIEH PUCK OT KbPBEHE
Mopav MOTECHIMATHUS aAUTUBECH ePeKT. EMHOBPEMEHHOTO PUIIOKEHUE HA JIEKAPCTBEHU MPOAYKTH,
CBBP3aHHU C PUCK OT KbpBEHE TPSOBa Ja ce M3BBPIIIBA C TIOBUIIICHO BHUMaHUE (BXK. Touka 4.4).

Iepopannuu anmuxoazyianmu: €THOBPEMEHHOTO TIPHIOKEHNE Ha KIIOMUIOTPEN C IIEPOPaTHI
AHTHKOAryJIaHTH HE Ce NMPENopbYBa, Thil KATO MOXKE J]a YBEINYH HHTEH3UBHOCTTA Ha KbpBEHE

(Bk. TouKa 4.4). Beupeku, ye NpHII0KEHUETO Ha KIONUAOTPpeN 75 mg/THEBHO HE IPOMEHs
(hapmakokuHeTHKaTa Ha S-Bapdapun (cyocrpar Ha CYP2C9) i Mexaynaponnoro Hopmanusupano
CrotHomenue (INR) npu naruenTy, nosmyyapaiy IpoIb/DKUTENIHA Tepanus ¢ BaphapuH,
€THOBPEMEHHOTO MPHJIOXKEHNE Ha KIOMHAOTPEI ¢ BaphapHH ITOBHIIIABA PUCKA OT KbPBEHE ITOpa Iy
HE3aBHCUMH e(eKTH BBPXY XeMOCTa3aTa.

Tmoxonpomeun IIb/Illa unxubumopu: KIOMAAOTPEN TPAOBA ce TpUIIara ¢ IOBUIIICHO BHUMAaHHUE MPH
MAaIMeHTH, KOUTO, IpUeMat eJHOBpeMeHHo ritokonpoTend [Ib/Illa naxubutopu (Bx. Touka 4.4).

Ayemuncanuyunosa kuceauna (ACK): ACK He IpoMeHs KIOMUIOTpel-MeTuIpaHaTa WHXUOUIHS Ha
AJl1®-uHaynrMpanaTa TpOMOOLMTHA arperanus, Ho kionugorpen ycunsa egexra Ha ACK Bbpxy
KOJIareH-WHAyIIpaHaTa TpoMOoruTHa arperamys. ExHoBpemennoro npmioxkenue Ha 500 mg ACK
JIBYKpaTHO JHEBHO 3a JIMH JieH 00ade, He yAbDKaBa 3HAUUTEIIHO BPEMETO Ha KbPBEHE, MPEIN3BUKAHO
OT JICYEHHUETO C KIOMUIOrpel. BE3MOKHO € (hapMakoJMHAMIYHO B3aHMOJICHCTBUE MEKIY
xionuaorpen u ACK, koeto yBennuaBa pucka ot kbpBeHe. Cie0BaTeHo, eTHOBpEMEHHATa UM
ynoTpeba TpsiOBa Ja cTaBa ¢ MOBUILIEHO BHUMAaHUE (BXK. Touka 4.4). Brnpeku ToBa, KIONUIOTPEN U
ACK ca npunaranu eJHOBpEMEHHO JI0 e/THa ToAnHA (BXK. Touka 5.1).

Xenapun: B KIIMHUYHO NPOYYBaHe IPH 3ApaBU X0pa, KIOMUIOTPes He Hajlara NpoMsiHa Ha Jo3aTa Ha
XemapuHa, HUTO TIPOMEHsI e(eKTa My BBPXY Koaryianusara. EqHOBpeMEHHOTO IPHIIOKEHNE ¢ XENapHH
HE € JIOBEJIO J0 €PEeKT BbPXY MOTHUCKAHETO HA TPOMOOLIMTHATA arperays, Ipeau3BUKaHO OT
KJIomuaorpen. Be3MoxxHO e hapMakoJiHAMIYHO B3aNMOICHCTBIE MEKIY KIOMUAOTPET U XEIapHH,
KOETO yBeIMYaBa pUcKa oT KbpBeHe. ClieZjoBaTeIHO, eIHOBPEMEHHATa UM yHoTpeba TpsiOBa 1a cTaBa
C MOBUIIEHO BHUMaHUe (BX. Touka 4.4).

Tpombonumuyu: 6€30MaCHOCTTA Ha €IHOBPEMEHHOTO MIPUIIOXKEHHUE Ha KIonuaorpes, GuopuH unu He-
¢ubpuH crierpUIHE TPOMOOINTHIHH areHTH 1 XeTapHH € OLICHEeHa IPH MaIlHEHTH C OCTBD
MHOKapJieH HHPapKT. YecToTaTa Ha KIMHUYHO 3HAYNMOTO KBPBEHE € OMiIa CXO/HA C Ta3H,
Ha0JII01aBaHa MY eJHOBPEMEHHO IPHIIOJKEHNE Ha TPOMOOIUTHYHH areHTH 1 xenapuH ¢ ACK (Bx.
Touka 4.8).

Hecmepouonu npomusosvznanumennu cpeocmea (HCIIBC): B KTHHUYHO NMPOYYBaHE, IPOBEAEHO MPH
37IpaBH TOOPOBOJIIH, €AHOBPEMEHHOTO MPHJIOKECHUE Ha KIOMUAOTPEN U HAIIPOKCEH ITOBHIIIABA
OKYJITHUTE CTOMAIIIHO-UYPEBHU KpbBoU3NuBU. [lopanu nurnca Ha Npoy4yBaHUS 3a B3aUMOJCUCTBHUS C
npyru HCIIBC o6ade, moHACTOSIIIEM HE € SCHO Jajli UMa TIOBUIIIEH PUCK OT CTOMAIITHO-YPEBHO
kbpBeHe ¢ Benuku HCIIBC. CrnenoBarenno HCIIBC, BxmtountenHo COX-2 HHXUOUTOPU U
KIIOTIMAOTPEJI TPSIOBA /1a ce MpuJIaraT eHOBPEMEHHO C ITOBUIICHO BHUMaHHUe (B TouKa 4.4).

CenexmusHu unxubumopu na oopamuomo 3axeawjare na cepomonuna (SSRIs): Toit kato SSRIs
MOBJIMSABAT TPOMOOIIMTHATA aKTUBAIIMS U TIOBUIIIABAT PUCKA OT KbPBEHE, CTHOBPEMEHHOTO
npuiioxkeHre Ha SSRIs ¢ kionuaorpen TpsOBa Aa cTaBa ¢ OBUILIEHO BHUMaHHE.

ﬂpyZO Cvbnvmcmeauo jievenue:

WNunyxkropu Ha CYP2C19

TBi KaTO KJIOMUIOTPEN ce MeTaboIn3upa IO HeroBus akTiBeH Metabonut yactnyao ot CYP2C19,
0YaKBa ce ynoTpedaTa Ha JIEKapCTBEHU NMPOLYKTH, KOUTO MHAYIIMPAT aKTHBHOCTTA Ha TO3M €H3HUM, Ja
JIOBEJZIE 10 MTOBUIIIEHH JIEKAPCTBEHH HUBA Ha AaKTHBHUS METa0OINUT HA KIOMHUIOTPeEdl.



Pudamnumms cunao naaynupa CYP2C19, koeTo Boan KakTo 0 HOBUIICHUO HUBAO HA aKTUBHHUS
MeTabOoJHT Ha KIOMHUIOTPEIN, Taka ¥ JO HHXHOMpaHe Ha TPOMOOIUTHTE, KOETO B YACTHOCT MOXKeE J1a
yBEJIMYH pHCKa OT kKbpBeHe. KaTo mpennasHa Mspka TpsOBa J1a ce u30sArBa ChIbTCTBAINATA YIIOTpeOa
Ha cuiHU uHAykTopu Ha CYP2C19 (Bk. TOUKa 4.4).

Wuxuburopu Ha CYP2C19

TBii kaTo KIonuaorpen ce Metadonmu3upa yactuaHo oT CYP2C19 1o HeroBus akTHBEH METa0OJIHT,
OYaKBa ce ynorpedara Ha JIEKapCTBEHU MPOIYKTH, KOUTO HHXUOUPAT aKTUBHOCTTA Ha TO3U CH3HM, J1a
JIOBEJIE 10 MOHMKEHH JICKApCTBEHY HUBA HA AKTHBHUS META0ONUT Ha Kionuaorpen. KinuHunyHara
3HAYMMOCT Ha TOBa B3aWMOJICHCTBHE ¢ Hen3scHeHa. Karo npennasHa Mspka He TpsOBa Jia ce
U3M0JI3BaT €IHOBPEMEHHO ciHU unu ymepenu CYP2C19 unxuburopu (Bx. Touku 4.4 u 5.2).

JlekapcTBEHHTE MPOAYKTH, KOUTO ca CHIHM MM yMepeHu naxuouropu Ha CYP2C19 BkirouBaT
HarpuMep OMeNpasoll ¥ e30Memnpa3od, GpIyBokcaMuH, (GIyoKCeTHH, MOKJIOOEMH/I, BOPUKOHA30JI,
(bykoHa301, THKIIOMUAMH, KapOamMa3enrH U e(aBUPEHII.

HNuxubutopu Ha nporonHara nmomna (PPI):

Owmenpa3zon 80 mg BEAHBK JHEBHO, IIPUIOKEH II0 €IHO U CHIO BPEME C KIOIUAOTPEI I C
HHTEpBaJ OT 12 gaca Mex Iy MPIIOKEHHSTA Ha IBETE JIEKapCTBa, HAMAJISIBA CKCIIO3UIIHATA Ha
aKTUBHUS MeTabouT ¢ 45% (HatoBapsaiia 103a) u 40% (nopabppkama go3a). Hamanenuero e
cBBbp3aHo ¢ 39% (HaroBapBaiua g03a) u 21% (mognbpxaiia 103a) NOHWKABaHE HA UHXHUOUPAHETO Ha
TpoMmOomuTHATA arperanus. O4akBa ce €30Mernpas3ol Aa oKa3Ba o00H0 B3aNMOICHCTBHE C
KJIOMHUJIOTPEIL.

C’bO6I_[IaBaHI/I Ca NIPOTUBOPCYMNBU TaHHU OT KIIMHUYHUTE 3aKIIFOYCHU 3a TOBA (I)apMaKOKI/IHCTI/ILIHO
(®K)/papmakoguaamuano (O/1) B3auMoaeiicTBIE OT TIeIHA TOYKA HA 3HAYAMH ChPACYHO-CHIOBU
CHOUTHS 1 OT OOCEPBAIMIOHHH U OT KIMHUYHH npoyuyBanust. Karo npeamaszHa msipka He TpsiOBa Ja ce
U3IIOJI3BAT €IHOBPEMEHHO OMENPA30JI WM €30MeInpa3on (BxkK. Touka 4.4).

HabmogaBaHo e mo-ciiabo u3pa3eHo MOHWKEHHE Ha METa0OTUTHATA €KCIIO3UITUS ¢ TAHTOMPA30JI WITH
nanH3o1paso. [I1a3MeHnTe KOHIIEHTPAI[MKM Ha aKTHBHHS METa0O0IUT ca oHmKeHu ¢ 20%
(maToBapBamma 103a) U ¢ 14% (moxmpprKkamia 03a) 1Mo BpeMe Ha ChITBTCTBAIIO JICUCHHE C TAHTOIIPA30JT
80 mg BeqHBXK qHEBHO. TOBA € CBBP3aHO C MOHMKEHHE Ha CPEAHOTO MHXUOUpPaHEe HAa TPOMOOIIUTHATA
arperamus ¢ 15% u 11% cproTBeTHO. Te3n pe3ynTaTi MoKas3Bar, 4ye KIOMUIOrpel MoxKe 1a 0b/ie
OpUIarad ¢ MaHTompasoll.

Hsama I0Ka3aTeJICTBA, Y€ APYTH JICKapCTBCHU NMTPOJAYKTH, HaMaJIIBallld CTOMAIlHaTa KUCCJIMHHOCT KaTo
H2 6J101<ep1/1Te WK aHTUAIUWJIUTC IMOBJINABAT aHTI/ITpOM6OIII/ITHaTa AKTHUBHOCT Ha KJIOMMUAOI'PEIL.

AmnTtuperpoBupycHa Tepanus (APT): manuentu ¢ HIV, nekyBaHu ¢ aHTUPETPOBUPYCHA TEPAITUs
(APT), ca u3j10)KEeHH Ha BUCOK PUCK OT CHJIOBH CHOUTHSI.

HabnromaBana e 3HaUATETHO HaMalleHa TPOMOOIIMTHA HHXUOUTHS Tipy marienT ¢ HIV, mexysanu ¢
APT, noacuneHa ¢ pUTOHaBUP WM KOOUITUCTAT. BBIpeky ye KTMHUYHOTO 3HAYCHNE HA T€3U HAXOAKH
€ HECUTYPHO, UMa CIIOHTaHHU choOnieHus 3a HIV-undexktupann nanuenTty, pexkysanu ¢ APT,
HOJICHJIEHA C PUTOHABHP, KOUTO Ca MOJIYYHIX TIOBTOPHHU OKITY3UBHH CHOUTHS CJIe]] Bh3CTAHOBSIBAHE HA
MIPOXOIUMOCTTA, HITH Ca MPEThPIEIH TPOMOOTHYHH CHOUTHS P HATOBApBAIIaTa CXeMa Ha JICUCHHE C
knonuzaorpen. CpegHara TpoMOOIIMTHA HHXUOUITUS MOXKeE Jla ObJie HaMaJleHa IPY ChITbTCTBAIIA
yrmoTpeba Ha KIOMUAOTped U puToHaBup. ClieH0BaTENHO, CHITBTCTBAIIATA YIOTPeOa Ha KIIOMHAAOTPET
c noacunenn APT Ttepannu He ce npenopbyBa.

Jpyru nekapcTBEHH IPOAYKTH: 3a MPpOyIBaHE HA MOTEHIHATHA (hapMaKOAHMHAMUIHU
(hapMaKOKHHETUYHHU B3aUMO/JICHCTBUS Ha KIIOMUIOTPEN U APYTH CHITBTCTBAIIH JIEKAPCTBEHU
MIPOIYKTH, ca IIPOBEACHH 3HAUUTENICH OPO KIIMHUYHY Ipoy4uBaHus. He ca HaOmMoqaBaHu KITMHUYHO
3HaYUMH (HapMaKOJMHAMUYHH B3aUMOJICHCTBHS KOTATO KIIOMUJIOTPEIN € IpUiIarad eIHOBPEMEHHO C
aTEeHOJI0JI, HU(ETUTIMH I C aTeHOJION U HupeaunuH 3aeaHo. dapMakoIMHAMUYHATA AKTHBHOCT Ha
KJIOMTUIOTPEIN HE Ce MOBIHIBA 3HAUNTEITHO ITPH €THOBPEMEHHO MpHUiIoKeHHe ¢ penobdapOuTa, mim



€CTPOTeH.

dapMaKOKMHETHKATa Ha IUTOKCHH MIN TEO(MINH HE Ce IPOMEHS OT €IHOBPEMEHHO IpMIIaraHe Ha
KJIOMUJO0Tpel. AHTHAUANTE HE IPOMEHAT CTEIeHTa Ha abcopOLMs Ha KIIOMHUIOTPE.

Jannn ot npoyuBaneto CAPRIE nokasBart, 4e (/eHUTOUH U TOJIOYTaMUA, KOUTO C€ METabOIN3UPaT OT
CYP2C9, 6e3omacHo MoraT Jia ce IpuiiaraT eJJHOBPEMEHHO C KJIOTHIOTPE.

JlekapctBenu nponykrtu, cyocrparu Ha CYP2CS: [TokazaHo e, 4e KIOmHI0rpel MOBHUIaBa
EKCIIO3UIMATA Ha PETarInHU IPHU 37[paBu JJOOPOBONIIN. [n Vitro IpOyYBaHHS MTOKA3BaT, 4e
TTOBUIIIABAHETO HA E€KCITO3UIMATA Ha pENariinHu; ce IbJDKU Ha naxuoupane Ha CYP2CS8 ot
[IIIOKYPOHOBHS MeTa0oIMT Ha Kitonuaorpen. [lopamy prcka oT moBuIiaBaHe Ha IJIa3MEHUTE
KOHLEHTpALUY, €THOBPEMEHHOTO NPUIIOKEHUE Ha KIJIOMUAOTPEII U JIEKapCTBa, KOUTO C€ eMTUMHUHUPAT
npeaumuo upe3 CYP2C8 meTabonu3bm (Harmp. penarinHuI, TakIuTakce), TpsOBa aa ce npeanpueMa
C MOBUIIIEHO BHUMaHUe (BX. Touka 4.4).

OcgeH uHopManusTa 3a cieupUIHUTE JIEKAPCTBEHNU B3aUMOJICHCTBHS, IPEJICTaBeHa MO-TOpe,
MIPOYYBaHUS 3a B3aUMOJEHCTBUS C KIIOMUAOTPEN U HAKOU JPYTH JIEKAPCTBEHU NPOLYKTH, IPUIaraHu
YCCTO MpH MauUCHTHU C aTepOTpOM6OTI/I‘{HI/I 336OJIHB21HI/IH, HC Ca IPOBCKIAAHU. HaHI/IeHTI/ITe, ydacTBaJIn
B KIIMHUYHUTE U3MUTBAHUA C KIONUIOrpen obaye, ca ModydaBaiu rojsiM Opoi ChI'bTCTBALIM
JICKapCTBEHH MPOTYKTH, BKIIOUBAIIN AXypeTuIy, 6eta 6mokepu, ACE-uHXxnOuTOpH, KaIiueBn
AHTArOHUCTH, XOJIECTEPOJI IOHMKABAIIU CPEICTBA, KOPOHAPHHU Ba30JUIIATOPH, aHTHIUA0ETHH
cpencTBa (BKIIOUYHUTEIHO HHCYJIUH), aHTHenienTHaHY cpenctea, u GP IIb/Ila antaronucru 6e3
JIOKA3aTeJICTBA 33 KJIMHUYHO 3HAYMMHU HEKETaHU B3aUMOJIEHCTBHUS.

Kakto u npu npyru nepopanau P2Y 12 uHXubuTopy, €THOBPEMEHHOTO MPHIIOKEHUE HA OMTUOUTHH
aroHMCTH MMa MTOTSHINAN Ja 3a0aB1 M HaMali abcopOIusiTa Ha KIOIMAOTPEIT BEPOSTHO ITOpa Iy
3a0aBeHo M3Mpa3BaHe Ha cToMaxa. KimmHIYHOTO 3HaYeHKe He € n3BecTHO. TpsiOBa 1a ce oOMucIu
yrnorpedaTa Ha MapeHTepaTHO aHTUTPOMOOITUTHO CPEACTBO MPHU MALUEHTH C OCTHP KOPOHAPEH
CHHJPOM, H3UCKBAIIX ¢THOBPEMEHHO MIPUIOKEHHE Ha MOP(YH WM APYTH OMUOUIHU arOHUCTH.

Poszysacmamun: Y cTaHOBEHO €, 4e KIIOMHUIOTPEN NOBUINIABA €KCIIO3UIUATA Ha PO3YBACTATHH MIPU
naruentute 2 mbTH (AUC) u 1,3 mbTH (Cmax) ciien npusarade Ha go3a 300 mg kionuaorpen u
1,4 et (AUC) 6e3 eekT BEpXY Cmax CIEI MHOTOKPATHO TPHIIAraHe Ha J1o3a 75 mg KIOMHIOTPEI.

4.6 @epTUaUTET, ) PEMEHHOCT U KbPMEHe

bpemennocm

[Nopamu nurica Ha KIIMHAYHA JaHHA OTHOCHO €KCITO3HIUATA Ha KJIOIMHIOTPEI 10 BpeMe Ha
OpEeMEeHHOCT, 3a NpeIIoYUTaHe e, KaTo Npe/la3Ha MsIpKa, 1a He ce M3I0JI3Ba KIIOMHI0TPel 10 Bpeme
Ha OpPEMEHHOCT.

ExcrniepuMeHTaTHUTE TPOYYBaHUS PU KUBOTHH HE TIOKA3BAT MPSIKO WIIK HETIPSIKO BPEITHO
BB3JICHCTBHE BHPXY OPEMEHHOCTTa, eMOPHOHATHOTO/(PETATHO pa3BUTHE, PAKIAHETO HITH
MOCTHATATHOTO pa3BUTHE (BXK. TOUKA 5.3).

Kwvpmene

He e u3BecTHO Jaiiy KIOMUAOTPENl ce eKCKpeTHpa B KbpMmarta. [IpoyduBaHusaTa npu >KMBOTHU IIOKA3BarT,
Ye KIOMHUIOTPeIT Ce eKCKPeTHpa B MIIKOTO. Kato mpenmasna Msapka, KbpMEHETO He TpsiOBa 1a
MPOABIDKABA I10 BpeMe Ha JieueHueTo cbe Zyllt.

Depmunumem
[Ipoy4BaHus mpu >KUBOTHH HE ca IIOKa3ald, 4e KIOMHIOTPEll IIOBIHIBa hepTmimTera.

4.7 EdexTn BbpXy cnoco0HoCTTA 32 mogupaHe U paéoTa ¢ MAIIUHH

Knomuorpesn He MOBIHsIBa UITH MOBJIXSABA IPEHEOPEKUMO CITIOCOOHOCTTA 3a modupaHe U paboTa ¢
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MalIuHU.
4.8 Hexenanu JeKapcTBeHH peaKI UK
Obobwenue na npoguia Ha He30nacHocm

BesonacHocTTa Ha KJIONHIOTpen € Ouiia orieHeHa npu nosede ot 44 000 marueHTH, KOUTO ca
y4acTBaJld B KIIMHUYHY NPOy4IBaHus, BKIouBaniy Ha 12 000 manueHTH, JIeKyBaH! 3a | ToAuHA UITN
nosede. Karo msuio, kinonumorpen 75 mg/nueBHo e cpaBHuM ¢ ACK 325 mg/nmuesno B CAPRIE
HE3aBUCUMO OT BB3PACTTA, MoJa U pacaTta. KIMHWMYHO 3HAYNMMUTE HEKETaHU JIEKAPCTBEHU PEAKITNN
Habmozaasanu B ipoyuBanuata CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6cbhaenu
mo-110;1y. B AOMbIHEHNE KBM ONUTA OT KIIMHUYHUTE TPOYYBaHUs, HEXXEJIAHU JICKAPCTBEHU PEAKIUH ca
CHOOIIaBaHU U CIIOHTaHHO.

KbpBenero e Hali-uecTo choOIIaBaHaTa peakys KakTo P KIMHUIHATE IPOYIBaHS, TaKa U PU
MMOCTMapKETHHIOBHUS OIUT, KBJIETO € ChOOIaBaHa Hali-4eCcTo Mpe3 MIbPBUS MECEI] Ha JICYUEHUETO.

B CAPRIE, npu manuenTu jekyBanu ¢ kinonuaorpen i ACK, obmiara yectora Ha KbpBeHe € 9,3%.
YecToTaTta Ha TeXKKHTE CiIydau € cxojHa npu kimonumorpen u ACK.

B CURE, He e HabmtogaBaH mo-royisiM Opoii Ha ciydad Ha MAaCUBHO KbPBEHE C KIOMUIOTPEN ILTI0C
ACK mnpe3 mepBUTE 7 THU cliell KOPOHAPEH OaiIac pH MalieHTH, KOUTO ca CIPEJIN TepamusTa
MoBeYe OT MeT JHU Npeau onepanusara. [Ipu naiueHTy, oCTaHaal Ha Tepanus B MPOAbDKEHUE Ha 5
IIHH CIIe]l KopoHapHHS Oalinac, yectoTaTa Ha cirydaute € omia 9,6% 3a xnonmaorpen miroc ACK, n
6,3% 3a mmane6o mmoc ACK.

B CLARITY e nabmrogaBaHo 00110 yBelIMYeHHE Ha KbPBEHETO B TpymaTa kionuaorpen mioc ACK
cnpsaMo rpynara Ha miane6o mnoc ACK. Yectorata Ha MACHBHO KbPBEHE MPH TPYNHUTE € CXO/IHA.
ToBa e HaOMIODaBaHO M B IOATPYIIHATE OT MALMEHTH, ONIPEICIICHH 110 XapaKTePUCTHKH Ha U3XOTHO
HHBO ¥ BUa Ha GHOPUHOIUTHYHOTO HIIH XECTApHHOBO JICUCHHE.

B COMMIT, o6rrara gyecToTa Ha HelepeOpaTHO MAaCHBHO KbPBEHE HITH IIepeOpatHO KbPBEHE € HUCKA
U CXOJIHA U TP JIBETE TPYIH

B ACTIVE-A uectoTaTa Ha MacuBHO KbPBEHE € [10-BHCOKa B rpymnara Ha kionugorpen + ACK,
OTKOJIKOTO B rpymnara Ha mianebo + ACK (6,7% crpsimo 4,3%). MacHBHOTO KbpBEHE € OMIIO TIIaBHO
OT eKCTpaKpaHHAJIEH MPOU3X0. B 1BeTe TpynH (5,3% B rpymata Ha kionunorpen + ACK, 3,5% B
rpynata Ha miane6o + ACK), rmaBHO 0T racTpo-uHTeCTHHANHUS TpakT (3,5% copsamo 1,8%).
HabmronaBano e mpekoMepHO HHTpaKpaHUAITHO KbpBEHE B rpymara Ha kimomuaorper + ACK crpsamo
rpynara Ha miane6o + ACK (1,4% copsamo 0,8%, cboTBeTHO). He e HaOmronaBaHa cTaTUCTUYECKH
3Ha4YMMa pasliiKa B 4ecToTara Ha ¢aranHo kbpeeHe (1,1% B rpynaTa Ha knomumorpen + ACK u 0,7%
B rpynara Ha miane6o + ACK) u xemoparuder uacynt (crorBetHo 0,8% u 0,6%) Mexay nBete

TPYIH.

B TARDIS npu nauueHTuTe Ch¢ CKOPOIICH UCXEMUYEH HHCYIT, I0JIyYaBalll HHTEH3UBHA
aHTUArperaHTHa Tepanus ¢ Tpu JekapcTseHu npoaykra (ACK + knonuorpen + Iunupugamon),
YeCTOTaTa Ha KbPBEHE € OMiIa I0-BHCOKA M KbPBEHETO € OMIIO MO-TEXKKO B CPABHEHHUE C KIIOIMHUIOTPEI
CaMOCTOSITEJIHO I ¢ KOMOMHAIMA alleTUICATHIUIOBA KUCEITUHA ¥ JUIUPUAAMOT (KOPUTUPAHO
o6mro OR 2,54; 95% CI 2,05-3,16; p<0,0001).

Tabauuen cnucvk Ha Hedcelanume peaxkyuu

Hexenanure nekapcTBEHU PEaKIUU HACTBITHIIM IO BpEME Ha KIMHHYHUTE MPOYYBAHUS MK
CHOOILIEHN CIOHTAHHO, Ca MPEACTABEHH T10-101y. TSIXHaTa 4ecToTa e onpe/esieHa Bb3 OCHOBA Ha
cienHara KoHBeHHus: yect (>1/100 mgo < 1/10); neuectu (=1/1 000 go< 1/100); penxu (>1/10 000 go
< 1/1 000); mHOTO peaxu (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATMYHUTE TAaHHU HE MOJXKE J1a ObJe
HanpaBeHa OIIeHKa). BbB BCEKH CHCTEMO-OpraHeH KJIac, HeXKEJaHUTe PeaKiuy ce U30pOosiBaT B
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HU3XOIAII PE/I IO OTHOIICHUE Ha TAXHATa CEPUO3HOCT.
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CucreMHO-OpraHeH
KJac

YecTn

HeuecTn

Penxn

MHoro penxu, ¢
HeH3BecTHa yecrora™

Hapymenus na
KpbBTa U IUM(pHATa
cucreMa

TpombonwuroneHus,
JICBKOTICHUS,
€03UHODMITHS

Heytponenus,
BKJIFOUUTETHO
TE)KKa HEYTPOIECHUS

TpomOboTHuHA
TPOMOOIUTOIIEHNYHA
nypnypa (TTII) (Bx.
Touka 4.4), anacTuyHa
AHEMUS, TAHIIUTOTICHHS,
arpaHyJIoIuTO3a,
TEXKKA
TPOMOOITUTOTICHHS,
npugoduta

xeMopuus A,
TPaHyJIOIUTOTICHUS,
aHeMHUSI

Copaeunu
HapyLIeHUs

Cunapom Ha Kounis
(BazocmacTuvHa
ayepruyHa aHruHa /
AJIEPrHYCH MUOKapACH
nH(apKT) BbB Bpb3Ka €
peaxmnus Ha
CBPBXIYBCTBUTEIHOCT
KBM KJomugorpen*

Hapymenus na
MMYHHATa CUCTEMa

CepymHa OonecT,
aHaduTakTonIHA
peaknuy, KPbCTOCAHO
peaKkTUBHA
JIeKapCcTBEHA
CBPBXIYBCTBUTEITHOCT
MEXKTY
TUCHOTIMPHUINHUTE
(KaTo THUKJIOMHUIVH,
mpacyrpen) (BK. TOUka
4.4)*, uHCYTUH
ABTOUMYHEH CHHIPOM,
KOWTO MOYE Ja TOBEE
JI0 TeXKa
XUITOTIIAKEMHS,
0COOCHO MPH MAIUCHTH
¢ HLA DRA4 noarun
(mo-uecT npu
SMTOHCKATA
noryJianus ) *

Tcuxnunu
HAapyIICHUs

XamoLyHaIKH,
00BpKaHOCT

Hapymienus na
HEpBHATa CUCTEMa

WNnTpakpannanto
KBbpPBCHE
(cpobmmeHu ca
HSIKOJIKO CITy4Yau ¢
(aTaneH usxon),
rasoboiue,
napecresus,
3aMassHOCT

Hapymienus B5B
BKYCOBHTE
BB3NPUATHS, arey3us

Hapymienus Ha ounte

KpbBousnus B
ounte
(KOHIOHKTHBATA,
OKOTO, PETHHATA)
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Hapymienus Ha yxoro
1 1abupuHTa

Bepturo

Cp10BHU HapyLIEHUS

XeMaToM

Cepuo3Ha xeMoparus,
KbpPBEHE OT
olepaTHBHA PaHa,
BACKYJINT, XUIIOTOHHUS

PecniupaTtophu,
TPBOHH,
MEINAaCTUHAIHA
HapylIeHUs

Emmcrakcuc

KpbBonsnusu B
JIUXaTeIHaTa CUCTeMa,
(xemornTusa,
OenopoOHa
XeMmoparusi),
OpOHXOCTIa3bM,
WHTEPCTHIINATICH
THEBMOHHUT,
€03MHO(WITHA
TTHEBMOHUS

CromMantHo-4peBHA
HapyIlIEHUs

CromMmaIrHo-
YpeBHA
XeMoparus,
apus,
KOpeMHa
0oJIKa,
JUCIICIICUA

CromaiHa s3Ba U
JIyOJIcHAJTHA 513Ba,
racTpur,
MOBpPBIIAHE,
raJicHe, 3arek,
(bnaryneHus

Perponepuroneanna
XeMoparus

CromMantHo-4peBHA U
peTponepUTOHEATHA
xeMoparus ¢ ¢araieH
U3XO0JI, TAHKPEATHT,
KOJIUT (BKJIFOUUTEITHO
SI3BEH MU
TUMQOLIUTEH KOJIHNT),
CTOMATHT.

XenaToOuuapHu
HapYIICHUS

Octpa gepHoapoOHa
HEJJOCTAaTBYHOCT,
XCTIaTHT, OTKIIOHEHHS B
B UEPHOPOOHUTE
(yHKIMOHATHH
TECTOBE

Hapymenus Ha
KOoXara u
MOJKOKHATA ThKaH

Oo6pasyBane
Ha CHHUHH

O6pus, chpOex,
KOXKHHU
KPBBOM3IUBH

(mypmypa)

Bbynosen nepmatut
(ToKCHYHA
enuaepMaHa
HEKpPOJIN3a,CHHIPOM Ha
Stevens-Johnson,
epuTeMa mynTtudopme,
ocTpa reHepanu3upaHa
eK3aHTeMaTo3Ha
nycryno3a (AGEP)),
aHTHOC/EM,
JIEKapCTBEHO
UHIYIUpaH CHHIPOM
Ha
CBPBXUIYBCTBUTEIHOCT,
JIEKapCTBEH OOPUB C
eo3uHouIus 1
CHCTEMHH CHMITOMH
(DRESS),
epUTEMAaTO3CH HIIH
exchonmaTuBeH 0OpUB,
YpTHKApHS, CK3EMa,
JIMXCH IUIaHyC

Hapymienus na
BB3IPOU3BOAUTENIHATA
CUCTEMA M I'bpAaTta

I'unexomactus
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Hapymenus Ha
MYCKYJIHO-CKEIIETHATa
cucremMa u
ChEIUHUTEIHATA
ThKaH

KpbBousnusu B
MYCKYJIHO-CKeJIeTHaTa
cucteMa (xemapTpo3a),
apTPUT, apTpaNITHus,
MHUAITHS

Hapymenus na
OBOpenuTe U

Xematypus

I'momepynonedpur,
MOBUIIICH KPEATHHHH B

IMNKOYHUTEC IIbTHUILIA KPBbBTa

OO0y HapyIIeHHUS U KpwBouznus

Bucoka Temmneparypa

edexTn Ha MICTOTO Ha MSICTOTO
Ha MPUIIOKEHHNE Ha
WH)XEKTHUPaHE

N3cnenBanus VY nbikeHo BpeMe
Ha KbPBEHE,
TIOHMXKEH Opoii
HeyTpoduny,
TTOHMXEH Opoi
TpOMOOLIUTH

* HaHHI/I, CBBbP3aHH C KIIOMMUAOTPEIT C HEU3BECTHA YCCTOTA

CrobiaBane Ha HOI03UPAHH HEXKEIAHH PEAKITHH

Cpbo0111aBaHETO HA MOA03UPAHH HEXKETaHH PEAKIINH CIIe/l pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBeHUsI
HPOJYKT € BakKHO. TOBa M03BOJIsIBA /1A TPOIBIKH HAOJIOIEHHETO Ha ChOTHOLICHHUETO M0JI3a/PUCK 32
JeKapCTBeHHs MPOAYKT. OT MEIUIIMHCKUTE CIICHMAMCTH CE H3KUCKBA 11a ChOOIIaBaT BCSIKA

IMOA03WPpaHa HEXKEJIaHa peaKIysa 4Ype3 HallHOHAJIHA CUCTEMA 3a c1>o6maBaHe, IIOCOYCHA B HQI/IJIO)KGHI/IG
V.

4.9 TIIpeno3upane

IIpeno3upaneTo B pe3ysiTaT Ha IPUIIOKEHNE Ha KJIONUIO0IPEN MOKE J1a 10BE/IE 0 YAB/DKEHO BpeMe Ha
KbpBEHE U TIOCIIEIBAIINTE YCIOKHEHUS OT KbPBEHETO. AKO BH3HUKHE KbpBEHE, TpsAOBa J1a ce
MIPIIIOXKHU TTOAXOAAMIa Tepanus. He e ycTaHOBeH aHTHIOT Ha (hapMaKOJIOTHIHATA aKTHBHOCT Ha
KJIonuaorpes. Ako € Heo0xoanma HezabaBHA KOPEKIUS Ha YABIKEHOTO BpeMe Ha KbPBEHE,
TpaHCcdy3us Ha TPOMOOLIMTHA Maca MOKE J1a TPOTUBOJICHCTBA HA e(DEKTHTE HA KIOHIOTPEIL.

5. ®APMAKOJOI'MYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHH CBOWCTBA

®dapmakoTepaneBTUYHa Ipyna: AHTUTPOMOOTHYHHU areHTH, MHXUOUTOPH Ha TPOMOOIMTHATA
arperamusi, ¢ mkmodenne Ha xermapuH, ATC xox: BOIACO04.

Mexanuzvm Ha delicmsue

Krommnmorpen e npeuiekapcTBo, €UH OT YHHUTO METa0ONINUTH € HHXHOUTOP HAa TPOMOOIMTHATA
arperanus. Knonunorpen tpsi6sa na 6sae meradonusupan or CYP450 en3umure 10 notydaBaHe Ha
AKTHBHUS METa0OJIHT, KOUTO HHXUOHUPA TPOMOOIINTHATA arperamist. AKTHBHIAT METa0O0IHUT Ha
KJIIOMIUIOTPEIT CEICKTUBHO MHXHOMpa CBBP3BaHETO Ha ajieHo3uH audocdar (AJD) kem
tpombounTHUTE My P2Y 12 penenrropy, u nocnensamara AJld-Menunpana akTHBays Ha
rmkonporenH GPIIb/I1Ia komruiekca, KaTo 1Mo TO3W HAYWH HHXHUOWPA TPOMOOIIMTHATA arperamus.
[Nopaan HeoOpaTUMOTO CBBP3BaHe, MOBIHUSIHUTE TPOMOOLIMTH OCTaBAT 3aCerHaTH A0 Kpas Ha CBOS
XKUBOT (TIpuOIM3nUTENTHO 7-10 IHN) M BE3CTAHOBSIBAHE HA HOpMaJTHATa TPOMOOIIUTHA (DYHKITUSI
HACTBIIBA TIPH CJIEIBALIOTO MOKOJICHUE TpoMOoLUTH. TpomOoMTHATA arperaiys, NpeAn3BUKaHa OT
npyru aroHucTH ocBeH AJI® chImo ce MHXHOMpa upe3 OIOKHpaHe Ha yBeMYeHaTa TPOMOOIMTHATA
aKkTHBanMs oT ocBoOoaeHus AJ[D.

Toit KaTo aKTUBHHAT MeTaboIHT ce oOpa3ya upe3 CYP450 en3umuTe, HIKOM OT KOUTO ca
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HOJIMMOP(HU MU ca 00EKT Ha HHXUOUPAHE OT JIPYTH JICKApCTBEHH IIPOAYKTH, HE BCUUKH MAIIUEHTH
IIIe UMaT aJIeKBaTHa TPOMOOIIUTHA arperanusl.

Dapmarodunamuynu egpexmu

MHOTrOKpaTHOTO PUJIOKEHHE Ha 75 mg JIHEBHO BOJIH J0 YCTOWYMBO HHXUOUpaHe Ha A JID-
WHAyIpaHaTa TpoMOOIIMTHA arperaus OT IbPBUS JIeH, KOETO MPOrPECUBHO HAPACTBA U IOCTUTA
CTAIlMOHAPHO CHhCTOSTHUE MEXIy 3 M 7 JeH. [Ipu cTalnoHapHO ChCTOSTHUE CPETHOTO HHBO Ha
WHXUOWIINSA, TIOCTUTHATO ¢ 75 mg mHeBHO € Mexay 40 % u 60 %. TpomOonuTHATA arperamus u
BPEMETO Ha KbPBEHE MOCTEIIEHHO CE€ BB3BPHIIAT KbM H3XOJHUTE CTOMHOCTH OOMKHOBEHO S5 JTHU CIe]
MPEKBCBAHETO Ha JICUSHHUETO.

Knunuuna epuxacnocm u bezonacnocm

Be3onacHocTTa 1 eprKacHOCTTA Ha KIOMUAOTPET ca OMIIM OIICHEHH B 7 IBOHHO-CJICIIH IIPOYYIBAHUS,
pronoumiy Haz 100 000 manuentu: npoyusaneto CAPRIE, cpaBHenue Ha knonugorpen u ACK, u
npoyuBanusita CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpaBusBamu
KJIOMUOTpeN U iane0o U ABara JIeKapcTBeHU NpoaykTa B komOuHanus ¢ ACK u apyro ctanaapTHO
JICYCHUE.

Ipecen muokapoen ungpapxm (M), npecen mo3vuen uncyaim wiu ycmanosena nepugepua
apmepuanna 6orecm

IIpoyuBaneto CAPRIE BiuirouBa 19 185 nauuentu ¢ ateporpom603a MmaHudecTipaHa ¢ IpeceH
MHOKapJieH nHPapKT (< 35 MHU), IpeceH NCXeMUYCH HHCYIT (MeXAy 7 AHU U 6 Mecella) WK JOKa3aHa
nepudepna aprepuaina 6omnect (ITAB). [TanuenTure ca pangoMu3upanu Ha 75 mg KIOMUIOTPET
nueBHO i Ha 325 mg ACK u ca npocnenenu ot 1 10 3 ronuau. B moarpynara ¢ MuokapaeH
UH(]APKT, ITOBEUYETO OT nanueHTuTe ca noiayyasanu ACK npes mbpBuTE AHU cied ocTpus HH(DapKT Ha
MHOKap/a.

Knonuaorpesn 3HaYUTETHO peaylupa YeCToTaTa Ha HOBUTE HCXEMHYHH UHIIUICHTH (KOMOUHUpaHa
KpaifHa TOUYKa, BKIIIOYBAIIa MHOKapJACH HH(YAPKT, HICXEMUUCH HHCYIT U ChI0Ba CMBPT) B CPABHEHHE C
ACK. IIpu npoBeneHnTE aHAIM3M Ha JICUCHHE ca HaOmogaBanHu 939 WHIMIECHTA, B TpyMaTa ¢
xnonuaorpen u 1 020 B rpynara ¢ ACK- (penykuus Ha otHOcuTenHus puck (RRR) ¢ 8,7% [95 % CI:
0,2 mo 16,4];p = 0,045), xoeto croTBeTcTBA 32 Bceku 1 000 marnueHTa JJeKyBaHH JIBE TOAWHH,
JOIBITHUTEIIHO TIPEeIOTBPAaTeHN HcxeMudHy uHIuaeHTy npu 10 namuenTa [CL:0 no 20]. AHanu3bT Ha
obImmaTa CMBPTHOCT KaTo BTOPHYHA KpalfHa TOYKA HE IMOKa3Ba 3HAUUTEITHA Pa3JIiKa MEKITY
knonuzaorpen (5,8%) u ACK (6 %).

B moarpymnos aHanu3 criopes ChCTOSHUETO (MUOKapeH WHBAPKT, ucxemudeH HHCYNT uin [1AB) Haii-
OnaronpusteH e epexra npu nanuertute ¢ [IAbB (moctura ce craTucTuyecka 3HAYUMOCT MPH P =
0,003), (ocobeHo Te3m, KOUTO ca ¢ aHamMHe3a u 3a MuokapaeH uHpapkt) (RRR = 23,7%; CI: 8,9 no
36,2) u mo-cnabd (6e3 3HaunMa paznuka cnpsmo ACK) npu nanuenture ¢ uacynt (RRR = 7,3%; CI: -
5,7 no 18,7) [p=0,258]. [Ipu manueHTUTE BKIIOYCHHU TTOPAJN CKOPO MPEeKapaH MHOKapACH HHPAPKT,
KJIOIHJIOTPEII € Mo-MalKo eeKkTuBeH, Ho Oe3 cratuctrdecka pasziuka cpsimMo ACK (RRR = -4%;ClI: -
22,5 no 11,7 [p=0,639]). JonbIHUTEIHO Ype3 MOATPYIIOBUS aHAJIHU3 110 OTHOIIEHHE Ha Bh3pacTTa ce
YCTaHOBSBA, Y€ €PEKTHT OT KIOMHUIOTPEN IPH MAMEHTH HaJl 75 TOIUHH € Mo-cal OT TO3H mpu
namueHTuTe < 75 TOINHU.

Toii kato B mpoyuBaHeTo CAPRIE He e nMaio Bb3MOXKHOCT 3a OIICHKA Ha €()UKACHOCTTA B OT/ICITHUTE
MOJTPYIIH, HE € SICHO I PAa3IN4UATa B PEAYKLHUATA HA OTHOCUTEIIHUS PUCK TIPU OTACITHHUTE
CHCTOSTHHS Ca PEaTHU WM Ca CIyJaiHH.

Ocmwvp Koponaper CuHOpoM

[Ipoyusanero CURE BrimrouBa 12 562 marmueHTH ¢ OCThP KOPOHApEeH CHHApPOM Oe3 eneBanus Ha ST
cerMeHTa (HecTabuIIHa CTEHOKapAUs WM MUOKapAeH HHapKT 6e3 Q 3p0e11) U HAIUYUETO B IbPBUTE
24 gaca OT Ha4aJOTO HA OCTPHS €NH30 Ha IPBIHA OOJNKA WIM CHMITOMH B PE3yJITaT HA HCXEMHUSL.
[Tanmentute TpsioBa ga umat EKI” mpomMeHnu, roBoperiy 3a HOBOMOSIBUJIA C€ HCXEMHUSI WIIH TTOBUIIIEHH
CBPJICYHU €H3UMH Wid TponoHuH | mm T, B cTOWHOCTH NOHE J1Ba ITBTH ITO-BUCOKHU OT TOPHA TPaHHIA
Ha HopMaTa. [lanmenTuTe ce panaoMusupar Ha kinonuaorpen (300 mg HaToBapBaiia 103a,
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nocinenBana ot 75 mg aueBHo, N = 6 259) wim nnane6o (N = 6 303), 1 aBeTe rpynu B KOMOMHAIUS C
ACK (75-325 mg BeAHBX JHEBHO) U APYTH CTaHAAPTHU Tepanuu. [lauuenture ca nexkyBanu ao 1
roguna. B mpoyuBanero CURE, 823 (6,6%) nannentn nomy4asat eqaoBpemento u GPII/111a
PELENTOPHH aHTArOHKUCTH. XEMapyH ce mprara npu noseue oT 90% OT manueHTuTe, KaTo
OTHOCHUTETHATA YeCTOTa Ha KbPBEHE MEXIY KIOMHUIOTPeN U ITane0o He € Oria 3HAUNTEITHO ITOBIINSHA
OT €JJHOBPEMEHHATAa Tepamnus ¢ XemapuH.

Bposr namuenTH, mpu KOUTO ca HabII0AaBaHN ChCTOSIHUS OTTOBapSIIY HA KPUTEPUHUTE HA TbPBUYHATA
KpaiiHa Touka [chpaeuHo-cbaoBa cMbpT (CV), Muokapaen undapkrt (MI) nau uncynt] ca 582 (9,3%)
B rpynara Ha krormgorpen u 719 (11,4%) B mmamne6o rpymnara, peayKIps Ha OTHOCHTEITHHS PUCK C
20% (95% CI: 10-28%; p = 0,00009) B rpynata Ha xinonuaorpes (17 % peaykuus Ha OTHOCUTETHHS
PUCK ITpH KOHCEPBATHBHO JICUCHIE Ha ManueHTuTe, 29% npu HalpaBeHa IepKyTaHHA
TpaHcIyMuHalHa KopoHapHa aHruoractuka (PTCA) ¢ unm 6e3 crent u 10% npu HanpaBeH
KopoHapHo aptepuaiet 6aitnac (CABG)). HoBu cbpaeyHO-ChA0BY HHIUIACHTH (TbPBUYHA KpaliHa
TOYKa) Ca MPeAOTBPATEHH, C peIyKIUs Ha OTHOCHTENHHS prck ¢ 22% (CI: 8,6, 33,4;), 32% (CI: 12,8,
46,4), 4% (CI: -26,9, 26,7), 6% (CI: -33,5, 34,3;) u 14% (CI: -31,6, 44,2) cvorBetHo mipe3 0-1, 1-3, 3-
6, 6-9 1 9-12 MeceyHH HHTEPBAIH Ha poy4uBaHeTo. Ciies TpeTHs Mecell, OJIarONPUATHHAT €(PEKT
HabmroaBaH B rpymnata Ha kionuaorpen +ACK He HapacTBa moBeue, HO PUCKBT OT XEeMOpPAarus OCTaBa
(Bk. Touka 4.4).

VYnotpebata Ha knonunorpen B CURE npoy4uBaHeTo € cBbp3aHa ¢ HAMAIsIBaHE HA HEOOXOJMMOCTTA
ot TpombonmTryHa Tepamus (RRR = 43,3%; CI: 24,3%, 57,5%) u GP1Ib/Illa naxubutopu (RRR =
18,2%; CI: 6,5%, 28,3%).

BpOHT Ha MafquCHTUTE, ITPU KOUTO Ca HACTHIINUIN CbCTOAHHNSA, OTTOBAPAIIU HA KPUTCPUHUTE 3a
JOIBITHUTENHATA TFPBUYHA KpaiiHa Touka (CV cmbpt, M1, MO3b4eH HHCYNT Wi pedpakTepHa
nucxemus) e 1 035 (16,5%) B rpynara na xronugorpen u 1 187 (18,8%) B ruranie6o rpynara, peayKius
Ha oTHocuTenHus puck ¢ 14% (95% CI: 6%-21%, p = 0,0005) B rpynara Ha kinonuaorpen. To3u
OnaronpusTeH eheKT ce ABIDKU MPESAUMHO Ha eeKTa Ha KIOMUAOTPEll BbPXY MHOKapAHUS HHDAPKT
[287 (4,6%) npu rpynara Ha kinonuaporen u 363 (5,8%) npu mnanebo]. He e HabmonaBan edekrt
BBPXY UECTOTATa HA PEXOCHHUTAIN3AIMATA IPH HeCTAOUITHA CTCHOKAP/IUSL.

Pesynratute monyyeHu B TPYNUTE C PA3IMYHUA XaPaKTEPUCTHKH (HAMp. HeCTaOWIIHA CTEHOKAPIUs HITH
MI 6e3 Q 360e1, pa3nudIHa CTEICH Ha PUCK, JHA0ET, HEOOXOIUMOCT OT PEBACKYIapH3allis, Bb3pacT,
TI0JT) Ca CXOJTHU C PE3YJITaTUTE OT IbpBUYHKTE aHamu3u. [lo-cnenuanHo, B post-hoc ananus mpu 2 172
nanuentu (17% ot usnara CURE nonynauus) Ha kouto uM € noctaseH cTeHT (Stent-CURE),
JAHHHTE TI0Ka3BaT, Y€ KIOMUIOTPEIl CpaBHEH ¢ Turane6o, neMoHcTpupa 3HaunmMo RRR ot 26,2% B
MoJ13a Ha KIIOMUJI0Tpe 3a Ko-'bpBUYHaTa kpaitHa Touka (CV cMbpT, MI, MO3bU€H MHCYNT) U CHIIO
3aaunMo RRR ot 23,9% 3a xo-BTOpuuHaTa KpaitHa Touka (CV cMbpT, M1, MO3bUYCH HHCYNT WIIH
pedpakrepHa ucxemus). OCBEH TOBa, , IPOPUIBT HA O€30MACHOCT Ha KIIOMUOTPEN B Ta3W MOATPyIa
MAlUEHTH HEe IPEeIU3BUKA HAKAKBB 0cO0eH mpobieM. ClleIoBaTeIHO, pe3yATaTHTE OT Ta3u MOATrpyna
ca B CbOTBETCTBHUE C OOIIUTE PE3yATATH OT IPOYIBAHETO.

braronpuaTHHAT-e(heKT Ha KIOMMAOTPEII € He3aBICHUM OT JPYTO CHENIHO M MPOIBIKHTEIHO
ChpIe"uHO-CH0BO jedenue (kato xenaput/LMWH, GPIIb/Illa anTaroHucTy, IMIHA0-PEAYIUPALIH
JeKapCTBEeHH NpoayKTH, 6era-0inokepu 1 ACE naxnbutopn). EdukacHocTTa Ha KIonuaorpen e
oleHeHa He3aBrucuMoO oT jo3ata Ha ACK (75-325 mg BeHBK JTHEBHO).

Hndapxr Ha Muokapaa ¢ enesarug Ha ST-cermenTa

[pu manmentu ¢ octep MI ¢ eneBarus Ha ST-cermenta (STEMI), 6e3omactHOCTTa €peKTHBHOCTTA 1
Ha KJIOMTUIOTPEI ca OMJIM OLIEHEHH B 2 PaHIOMH3HPAHH, IUTare00-KOHTPOJINPAHH ABOMHO CIIEH
u3nutBanusi, CLARITY, npocnextusen noarpynoB anainu3 Ha CLARITY (CLARITY PCI) u
COMMIT.

ITpoyuBanero CLARITY BxmtouBa 3 491 nanmentu ¢ Havano Ha MI ¢ ST eneBarus B pamMmkuTe Ha
nocieqHuTe 12 yaca u 3amiaHyBaHO TPOMOOJIMTHYHO JieueHue. [lanmeHTuTe ca monydninm
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knonuaorpen (300 mg HaToBapBalla J03a, ocieaBaHa oT 75 mg/aeH, n=1 752) wnu mane6o

(n=1 739), u nBere B komOuHanus ¢ ACK (150 mo 325 mg kato HaTOBapBaila /1032, MocjieBana ot 75
1o 162 mg/nen), puOPUHOIMTHYEH areHT, ¥ KOraTo € 0110 MoaXo 1o xemapuH. [laruentuTe ca
npocnenenu 3a 30 quu. [IspBrYHATA KpaliHA TOYKA € KOMOMHUpAHA MOsBA Ha 3aIyIICHA apTepHs,
CBBbp3aHa ¢ HH(pApKTa HA aHTHOTpamMaTa Ipy U3MUCBaHe, WM CMBPT WK ToBTopeH MI nipeau
KopoHapHarta anruorpadus.. [Ipu narueHTH, Npu KOUTO HE € IMpaBeHa aHruorpadusi, IbpBUYHATA
KpaiiHa Touka ¢ OWiia CMBPT WM TOBTOPEH MHOKapaeH HHOapKT 10 JleH 8 Witk 10 N3MHUCBAHETO.
[Tonynanusra manueHTH € BKirouBaia 19,7% xenn u 29,2% nanuentr> 65 roaunau. O61mo 99,7% ot
MaIMeHTHTE ca mony4yninn pudpunonutuim (Guodpun cnenupuaam: 68,7%, He-pUOpHUH crieUOUIHN:
31,1%), 89,5% xenapuH, 78,7% Oeta 6mokepu, 54,7% ACE naxuburopu u 63% craTuHU.

[ernamecer npouenta (15,0%) ot manuenTuTe B rpymnarta Ha kimonumorper u 21,7% B mianedo
rpynara ca JOCTHTHAJIH JI0 IIbPBUYHA KpaifHa TOYKa, KOETO Ipe/CTaBisiBa aOCOIOTHO HAMAJICHHE OT
6,7% u 36 % OoTHOCUTENIHO HaMalleHHe B Mofiza Ha kionugorpen(95% CI: 24, 47%; p < 0,001), rinaBao
CBBP3aHO ¢ HAMAJICHHE Ha 3aIlyIIeH! apTepuH, CBbp3aHu ¢ nHbpapkTa. Ta3n momsa e Ouia HaIuIe BbB
BCUYKH MPEBAPUTEIHO OTPEISIICHH MOATPYIH Ha MAIMSHTUTE 10 BB3PACT U MOJ, JIOKATU3AIKs Ha
rH(papKTa U BUIa HA H3TIOJI3BAHOTO (PUOPUHOIUTHYHOTO JICUCHHE WIIH XETIapyH.

IMoarpynos ananu3 Ha CLARITY PCI Bximrousa 1 863 manmentu cbe STEMI, moanoxxenn na PCI.
[MTaruentute, momydyasamm 300 mg HatoBapBama jo3a (LD) kinonumorpen (n=933), ca umanu
3HAYHUTEITHO HAMAJICHHE Ha YeCTOTATa Ha ChPJCYHOCHI0Ba cMbPT, MI wiu uncynt cien PCI B
CpaBHEHHE C Te3H, moiyvaBammy mianedo (n=930) (3,6% npu npenBapuTeIHO JICUSHHE C KIOMHIOTPE
cpsamo 6,2% c mnanebo, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). [Tanmenture, momyuasamm 300 mg
LD kmomumorpen, ca MMaXH 3HAYUTEITHO HAMaJICHHE HA YeCTOTaTa Ha ChPACYHOCHI0BA CMEPT, MI
v uHCynT 70 30 nuau cnex PCI B cpaBHeHwue ¢ Te3n, moxydasany miamebo (7,5% mnpu
MPeIBAPHUTEIHO JIeUeHHe ¢ Kimonuaorpen cupsmo 12,0% ¢ mrane6o, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Benpeku TOBa, KOraTo Cce OIeHsBa B o0IIara monyiamus Ha npoyuBaneTo CLARITY, Ta3u
ChCTaBHA KpaiiHa TOYKa HE € CTATHCTHYSCKH 3HAYMMa KaTo BTOpUYHA KpaiiHa Touka. He ce
HaOJIrOIaBa 3HAYMMA Pa3iIuKa B YeCTOTaTa Ha TOJSIMO HITH MaJIKO KbPBEHE MEKAY IBETE JICUCHHS
(2,0% mpu TIpeIBapUTEITHO JIeUueHHe ¢ Kionuaorpen cupsmo 1,9% c miane6o, p>0,99). Pesynrarute
OT TO3H aHAJIN3 MOJKPEIIT PAHHOTO U3MOJI3BaHe Ha HaToBapBamia go3a kiromuaorpen npu STEMI u
CTpaTerusTa 3a pyTUHHO MPEIBAPUTEITHO JECUCHUE ¢ KIOMUIOTPEN P NauueHTH, outoxkenn Ha PCL.

[IpoyuBaneTo ¢ 2x2 daktopuancH qu3aitn COMMIT e Brirounino 45 852 manueHTH ¢ Ha4ayio Ha
cumnromu noxo3purenau 3a MI ¢ noakpersiiu EKI™ abropmun Haxoaku (Hanp. ST eneanus, ST
JETIpecusl WK JIIB OeApeH OJI0K) B paMKHTE Ha rmocienaute 24 yaca. [lanueHTuTe ca moxyqmim
knoraorpen (75 mg/nen, n=22 961) unu miamebo (n=22 891), B komOunanus ¢ ACK (162 mg/nen),
3a 28 JHM WK A0 U3NUCBaHe oT OonHUIaTa. [IbpBUYHNTE KpalfHU TOUKH ca OWIIM CMBPT IO BCAKAKBA
MIpUYHMHA U TBPBA M0sIBa Ha pe-uH(apKT, MHCYNT Wi cMBpT. [lomynanusra e Brmousana 27,8%
e, 58,4% nanuenta > 60 roaunu (26% > 70 ronuan) U 54,5% MalueHTH, KOUTO Ca MOTYYUIH
(UOPUHOTUTHIIN.

Krnomumorpen 3Ha9MMO HaMalliBa OTHOCUTEITHHS PUCK OT CMBPT IO BCSIKaKBa MpUYHHA ChC 7% (p =
0,029), 1 OTHOCHTEITHHS PUCK 32 KOMOWHANKATA OT pe-HH(APKT, HHCYNT Win cMBPT ¢ 9% (p = 0,002),
KOETO Mpe/ICTaBIsIBa a0CONIOTHO HamasieHue choTBeTHO oT 0,5% u 0,9%. Ta3u nomnsa e Hanuie
HE3aBUCHMO OT Bb3PAcT, MO, ¢ i 0e3 QUOPHHOIUTHIM, U ¢ HaOI0aBaHa ollle B IbpBUTE 24 yaca.

Knonunorpen 600 mg HaToBapBailia /103a NP MAUEHTH C OCTHP KOPOHAPEH CHHIPOM, MOJUI0KEHU Ha
PCI

CURRENT-OASIS-7 (Knonuaorpen u acipyH, U3M0JA3BaHU B ONTHMaIHA 71032 32 HaMaJlsiBaHe Ha
TMOBTAPAIIUTE CE C’b6I/ITI/I$[ CCHMI/I PETUCTHP 3a OLICHKA Ha CTPATETUUTC IIPHU UCXEMUYHNU CUHAPOMHU -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa paHIOMHU3KPaHO (PaKTOPHUATHO POyUBaHe BKIOUBa 25 086 Jriia ¢ OCThp KOPOHApEH CUHAPOM
(OKC), npensuaenu 3a panHa PCI. [TanmenTHTe ca paHIoMU3UpaHH Ha JABOKMHA 03a (600 mg Ha JeH
1, cen ToBa 150 mg Ha quM 2-7, ciie; ToBa 75 mg THEBHO) cripsiMo cTaHnapTHa no3a (300 mg Ha neH
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1, cnen ToBa 75 mg AHEBHO) KIOMUAOTPEN U BUcoka j03a (300-325 mg THEBHO) CIIpSIMO HUCKA 7032
(75-100 mg nueno) ACK. Bximtouenure 24 835 naunentu ¢ OKC ca noanoxeHu Ha KOpOHapHa
anruorpadus v Ha 17 263 e nposenena PCIL. [Ipu 17 263 mauuenTH, nonxyvasany Jedenue upe3 PCI,
B CpPaBHEHUE ChC CTAH/IapTHATA J103a, IBOMHATA 1032 KIOMUIOTPENT HaMaIsBa 4YeCTOTaTa Ha
BpPBUYHATA KpaitHa Touka (3,9% cpemty 4,5% xopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAYUTETTHO HaMalsiBa TpomOo3arta Ha cteHTa (1,6% cpemty 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). T'omsiMOTO KBpBEHE € O-4ECTO TP JBOMHATA 1033, OTKOJIKOTO MPU CTaHIApTHA 1032
knorzaorpen (1,6% cpemry 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa nmpoyuBaHe
HaTOBapBalaTa go3a kimonuaorpen 600 mg e mokasaia cxoaHa e(UKaCHOCT IPU MAIlMEHTH Ha
BB3pACT > 75 TOAWHY U MAIMEHTH HA BB3pacT < 75 ToauHu.

ARMYDA-6 MI (AnTHarperantHa Tepamnus 3a HaMaJsIBAaHEe Ha YBPEKIAAHETO Ha MUOKap/ia 1o BpemMe
Ha aHTHOIUTaCTHKa - MUOKapeH uHpapkt - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3UPaAHO, TIPOCIIEKTHBHO, MEKAYHAPOAHO, MHOTOLIEHTPOBO MIPOYYBAHE OIICHSIBA
npeasaputesHoTo gedenue ¢ 600 mg cipsimo 300 mg knonunorpen LD B ycnosusra Ha criemHa PCI
3a STEMI. TManmmenTure ca nomyuaBanu kionugorpen 600 mg LD (n=103) unn xronuaorpen 300 mg
LD (n=98) mpenu PCI, cnen koeto ca uM nipeanucanu 75 mg/neH ot nens cinen PCI no 1 ronuna.
[ammenTure, moxy4aBamu 600 mg LD xronuaorpes, UMaT 3HAYUTEIHO HAMaJICH pa3Mep Ha
nH(apKTa B cpaBHEHHE ¢ Te3M, monydasaimy 300 mg LD. Hanuie e mo-aucka yectora Ha TIMI
crener < 3 cnen PCI mpu 600 mg LD (5,8% cnpsimo 16,3%, p=0,031), nogo6pena neBokamepHa
(paxmust Ha w3Tinacksane (LVEF) npu usnuceane (52,1 £9,5% cnpsmo 48,8 +£11,3%, p=0,026) u
MOMAJIKO TOJIEMHU HEeXENaHU ChpACYHO-ChA0BU chOuTHs Ha JieH 30 (5,8% cnpsmo 15%, p=0,049). He
ce HaOJro1aBa yBEIMUCHNE Ha KbPBEHETO FITH YCIOKHEHHS HA CHIIOBHS JTOCTBIT (BTOPUYHH KPAHU
ToukH Ha JieH 30).

HORIZONS-AMI (XapMoHH3UpaHEe Ha pe3yJTaTUTE OT PEBACKYJIapU3aIlis U CTEHTOBE MPH OCTHP
MHOKapaeH nHpapkt - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

ToBa npoyuBane — post-hoc aHanmu3 € MpoBeJIeHO, 3a Ja ce oneHu namu LD 600 mg kionumorpen
OCHUTYpsIBa MO-0BP30 U MMO-CHIITHO HHXUOWPAHE Ha aKTUBUPAHETO HA TPOMOOLUTHTE. AHATH3BT
n3cnensa B3aeiicTBueTo Ha LD 600 mg B cpaBuenue ¢ 300 mg Bepxy 30-qHEBHUTE KIMHUYHA
pesynratu pu 3 311 manueHTH OT OCHOBHOTO m3nuTBaHe (n=1 153; 300 mg LD rpymna; n=2 158;

600 mg LD rpyna) npeau chpJedHa KaTeTepH3alns, IocIeBaHa OT 032 75 mg/neH 3a > 6 Mecena
cJie]] M3MMCBAaHETO. Pe3ynTarure mokasBaT 3HAYUTEIHO MO-HUCKU 30-THEBHU HEKOPUTHPAHU HUBA Ha
cmpptHOCT (1,9% crpsmo 3,1%, p=0,03), moeropen undapkr (1,3% crpsimo 2,3%, p=0,02) u
neduHUTHBHA MK BeposiTHA TpoMOo3a Ha creHTa (1,7% crpsamo 2,8%, p=0,04) ¢ 600 mg LD 6e3
MOBHCOKA YeCTOTa Ha KbpBeHe. [Ipu myntuBapuanTe ananus, LD 600 mg e He3aBUCUM MPEAUKTOP Ha
ITO-HUCKHW HHMBA Ha FOJIEMH HEXellaHu chpaeunu croutus Ha neH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). Yecrorara Ha roisiMo kbpBeHe (HecBbp3aHo ¢ CABG) e 6,1% B rpynata ¢ 600 mg LD u
9,4% B rpynara ¢ 300 mg LD (p=0,0005). YectoraTa Ha Manko kbpBeHe € 11,3% B rpynara ¢ 600 mg
LD u 13, % B rpymnara c 300 mg LD (p=0,03).

Jsirrocpouno (12 Mecera) geuenne ¢ kionuaorpel npu manueHT ¢cs¢ STEMI cien PCI

CREDO (Knomumorpern 3a HaMasiBaHe Ha HEXEIAHUTE CHOUTHUS 110 BpeMe Ha HaOIOACHUE -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMHU3HUPAHO, TBOMHO-CIIAINO, IJ1ae00-KOHTPOIMPAHO MPOYUBAHE € IPOBEIECHO B
CrenuuenuTte maty 1 Kanaja, 3a 1a ce olieHH mojizata oT IbJIrocpodHo (12 Mecena) neueHue ¢
knonuzaorpen cien PCIL. 2 116 mauuenTu ca pannomusupanu aa noiydasat LD 300 mg kinonuaorpen
(n=1 053) mwm mmane6o (n=1 063) 3 go 24 waca npeau PCI. Bcuukn manueHTH ca moimydyaBaiy U

325 mg acupuH. Crel HHTEPBEHINATA BCHUKH MAIHEHTH ca MOTy4aBald KIOMUAOTpeN 75 mg/nex
1o aen 28 u B aeete rpynu. Ot [en 29 1o 12 Mecelia nanueHTuTe B rpynara ¢ KJIONUIOTpen ca
MOJTy4aBany 75 mg/neH KIONUI0rpell, a B KOHTPOIHATA TpyIia ca rmoiydaBaiu miamnebo. 1 neete
rpynu ca nomyuaBanu ACK no Bpeme Ha mpoyusaneTo (81 no 325 mg/nen). Cnen 1 roguna e
HaOIIOTaBaHO 3HAUYMTEITHO HaMallIBaHe Ha KOMOMHHUPAHUS PHCK OT CMBPT, HH(PAPKT HA MUOKAP/Ia FIIH
WHCYINT ¢ Konuaorpen (26,9% otHocurenHo Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; abcomoTHO
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HamaineHnue 3%) B cpaBHeHUe ¢ Tuiale6o. He e HaOmoaBaHO 3HAYUTEITHO YBEIMYCHNE HA YeCTOTaTa
Ha roJisiMo KbpBeHe (8,8% ¢ kionuaorpen cupsamo 6,7% c miauedo, p=0,07) uiu Maako KbpBeHe
(5,3% c kmonmunorpen cupsimo 5,6% c mane6o, p=0,84) ra 1 ronuaa. OCHOBHOTO 3aK/TIOYCHUE HA
TOBa MPOYyYBaHE €, 4e MpoIbbkaBaneTo Ha kionugorpen u ACK 3a mone 1 romuna Boau 10
CTaTUCTUYECKH W KIMHIYHO 3HAYNMO HAMaJISIBaHE HA TOJMIEMHUTE TPOMOOTHIHH CHOUTHSI.

EXCELLENT (E¢dukacuoct Ha Xience/Promus cripsimo Cypher 3a HamamnsBaHe Ha KbCHaTa 3aryda
cien crentupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa NMpoCIeKTUBHO, OTBOPEHO, PAHIOMH3HPAHO MIPOYyUBaHe € mpoBeaeHo B Kopes, 3a 1a ce onieHn
Jay 6-MeceyHarta JBoliHa aHtuarperantHa Tepanvst (DAPT) e HenHpepropHa (He mo-Maiko
edexTuBHa) oT 12-meceunata DAPT cnen UMIUIaHTHpaHEe HA CTEHTOBE, OTACNAIIN JIEKAPCTBO.
IIpoyuBanero BritouBa 1 443 manueHTH, OJIOKEHN HA UMITJIAHTAIIVSI, KOUTO Ca PAaHJIOMU3HPAHU J1a
nonyyasat 6-meceueH DAPT (ACK 100-200 mg/nen rutroc KIonuaorpen 75 mg/neH 3a 6 Mecela u
ciren ToBa camo ACK o 12 mecena) mm 12-meceuen DAPT (ASA 100 —200 mg/nen mmoc
Kjonuaorpeln 75 mg/nen 3a 12 mecena). He e HaOnronaBaHa 3HaUMTETHA pa3jiuKa B YeCTOTaTa Ha
HEJIOCTATHYHOCT Ha TapreTeH ChJl (CHBKYITHOCT OT ChpJeuHa cMbPT, MI min peBackynapu3anus Ha
TapreTeH ChJ), KOSITO € MbPBUYHA KpaifHa TOUKa MEeXy rpynure Ha 6-meceuna u 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). CpIo Taka IpOy4YBaHETO HE TIOKa3Ba 3HAUYUTEIHA Pa3inKa B
KpaifHaTa TOYKa 3a 0€30MacHOCT (CHBKYIHOCT OT CMBPT, HH(PAPKT Ha MHOKapAa, HHCYJIT, TpoM0O03a Ha
CTEHT WX TOJIIMO KbpBeHe 1o TIMI) mexmy rpynute Ha 6-meceuna u 12-meceuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OCHOBHOTO 3aK/IIOU€HHE HA TOBA MPOy4BaHe €, 4ye 6-meceunata DAPT e
He To-Maiko edekruBHa oT 12-meceunata DAPT no oTHomeHe Ha pUCKa OT HEIOCTATHYHOCT Ha
TapreTeH ChI.

Heeckananus Ha P2Y |, perenTopHd HHXUOUTOPH IPU OCTHP KOPOHAPEH CHHIPOM

[IpemunaBanero ot mo-mMomieH P2Y |, penenTopeH HHXUOUTOP KBM KIIOMMUAOTPET B KOMOMHAIHS C
acTmupuH cien ocTpa (haza mpu ocThp KopoHapeH cHHIpoM (ACS) e OlleHeHO B JIBE paHIOMHU3UPAaHH,
CIIOHCOPUPAHU OT M3CIENI0BaTeI IpoyuBaHus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS c naHHU 3a KIMHUYEH PEe3yJTar.

KnnangHaTa mosnsa, KosiTo Mmokas3Bat no-MomHuTe P2Y (> penentopHu MHXUOUTOPH, TUKATPEIIOp U
Ipa3yrpest B TEXHUTE OCHOBHM MIPOYUYBaHUs, € CBbpP3aHa ChC 3HAUMMO HaMaJlsiBaHEe Ha
PEIMINBHPAIINTE HCXEMIYHH CHOUTHS (BKIIOUUTETHO OCTpa M MogocTpa TpoMbo3a Ha ctenTta — ST,
MUOKapAeH uHdpapkt - M1 u cnerrna peBackynapuzaius). Beopeku, ue ucxeMruyHara mosisa €
MIOCIIEAOBATEIHA TIPe3 IIbPBaTa TOANHA, TIO-TOSIMO HaMaleHHe Ha HCXeMUIHUTE penuausu cienq ACS
€ HaOJII0IaBaHO TMpe3 IIbPBUTE JIHU CIIe/1 3allouBaHe Ha jeueHnero. O0paTHo, mocneaBamure (post-
hoc) aHann3W MOKa3BaT CTATUCTUIECKU 3HAYNMO yBEIHMUYCHNE HA PICKA OT KbPBEHE IPH ITO-MOIITHHUTE
P2Y 1, peuentopHu HHXUOUTOPH, KOETO c€ TIOSABSIBA MTPEIUMHO TI0 BpeMe Ha MoIbpikaiiara ¢asa,
cnen mepust mecent cnen ACS. TOPIC u TROPICAL-ACS ca mpenHa3HaueHH! Aa W3CIIEABAT KaK J1a ce
HaMaJIsAT CHOUTHATA Ha KbPBEHE, KaTo ce 3ara3u e(PpUKacHOCTTA.

TOPIC (Bpeme Ha TpoMOOLIMTHA HHXUOUIIMSA CIIe]] OCTHP KOpoHapeH cuHapoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMH3HPaHO, OTKPUTO U3MUTBaHE BKIIOUBa manueHTH ¢ ACS, KOUTO ce Hy)XIasT OT
nepkyTaHHa kopoHapHa uHTepBeHIus (PCI). [TaruenTrTe Ha acliupuH U TIo-MolieH P2Y 1, 6iokep u
0e3 HexkeNlaHO CHOUTHE B paMKHUTE Ha eIMH Mecell, ca OMIN pasnpesieNeH: Ja MpeMHUHAT Ha
(PMKCHpPaHH 1031 aCIHMPHH ILTIOC KIIOMHUAOTPEN (JeecKaarpaHa BOiHa aHTUTPOMOOIIMTHA TEPaIHs -
de-escalated dual antiplatelet therapy, DAPT) nim 1a npoabikaT cBosiTa JIeKapCTBEHA CXeMa
(menpomenena DAPT).

AHanuzupanu ca o61o, 645 ot 646 nmanmentu ¢ MI ¢ ST eneBaus (STEMI) wiu MI 6e3 ST eneBarust
(NSTEMI), nnu necrabunna creHokapaus (neeckanupana DAPT (n=322); nenpomenena DAPT
(n=323)). [IpocnensBane Ha IbpBaTa TOANHA € U3BBpLICHO Ipu 316 marmenTu (98,1%) B rpymnaTa Ha
neeckanupana DAPT u 318 nauuentn (98,5%) B rpynara Ha Henpomenena DAPT. Menuanara Ha
MpocTensBane 3a ABere rpynu € 359 aau. XapakTepuCTHKUTE Ha N3CIIEBAHATA KOXOPTA Ca CXOIHH B
JIBETE TPYTIH.
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[IppBUYHHAT pe3ynTaT, ChCTaBHA TOUKA OT CHPACYHOCHI0BA CMBPT, HHCYJIT, CIIEIITHA
peBackynapusanus u kbpeeHe 1o BARC (akagemuueH U3ciie1oBaTelICKH KOHCOPIIMYM 0 KbpPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bara ronuna cien ACS, e HACTBITIII TIpA

43 nanuentu (13,4%) B rpynara Ha neeckanupana DAPT u 85 nauuentu (26,3%) B rpynata Ha
menpomerneHa DAPT (p<0,01). Ta3u cTatucTidecku 3HaYMMa pa3iinKa ce IbJDKA OCHOBHO HA I10-
MaJIko ChOMTHS Ha KbpPBEHeE, 0e3 /a ce HabJro1aBa pas3iiiKa Ipy KpaltHUTE TOYKH 32 HCXEMUS
(p=0,36), moxaro kppBere Mo BARC >2 ce HabmromaBa mo-psako B rpymnara Ha neeckanupana DAPT
(4,0%), ctipsimo 14,9% B rpymnara Ha Hepomenena DAPT (p<0,01). CrOuTHs Ha KbpBEHE,
ompenenenu kato Bcuuku crenenu mo BARC ce nabmomasar npu 30 manuentu (9,3%) B rpymnata Ha
neeckanmupana DAPT u 76 manenTn (23,5%) B rpynara Ha Henpomenena DAPT (p<0,01).

TROPICAL-ACS (M3cnenBane Ha OTTOBOpa KbM TPOMOOIIMTHA MHXHOUIINS IIPH XPOHIYHA
AHTUTPOMOOIIMTHA TEepaIus 32 OCTbP KOpOHApeH CUHIpoM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHAOMHU3HPAHO, OTKPUTO U3MUTBaHE BKItOUBA 2 610 MOJIOKUTEIHN 32 OMOMapKep MalUeHTH C
ACS cnen ycrieraa PCIL TlammenTHTe ca paHIOMU3UpaHH Ja TToJTydaBar npasyrpen 5 wim 10 mg/nen
(Iau 0-14) (n=1 306), unu npazyrpen 5 unu 10 mg/nen (Jau 0-7), ciaen KoeTo ca aeecKalupaHy Ha
krormaorpen 75 mg/men (dum 8-14) (n=1 304), B komOunanmst ¢ ACK (<100 mg/nen). Ha 14-us nen
€ MPOoBEICHO M3CIieABaHe Ha TpomOoruTHaTa GyHkius (platelet function testing, PFT). [Taruenture,
JIEKYBAaHU CaMO € IIpa3yTpell ca NPOoABIKUIM Ha IIpasyrpell B IpoabipkeHue Ha 11,5 Mecena.

JeeckanmpaHuTe MAMEeHTH ca OMIN TOATI0KEHH Ha BUCOKOUYBCTBUTENEH TECT Ha TPOMOOIUTHA
peaktuBHOCT (high platelet reactivity, HPR). Ako HPR e >46 eaunuIy, nargeHTuTe ca Ommm
ecKaJpaHy o0paTHO Ha mpasyrpen 5 wim 10 mg/nen 3a 11,5 mecena; ako HPR e <46 eanannmy,
NalMEeHTUTEe ca POIB/DKUIIN Ha Kitonuaorpen 75 mg/nen 3a 11,5 mecena. CnetoBatestHo BozeIiaTa
rpymia Ha JieecKaalys BKII0YBa MAEeHTH Ha nmpasyrpen (40%) nmm xknommporpen (60%). Benakn
MAIMEeHTH ca MPOABIDKIIIN Ha aCTIMPHH H ca MPOCIIEeIeH! B IPOIbIDKEHIE Ha €/THa TO/IMHA.

[IspBuyHaTa KpaiiHa TOUKa (KOMOMHHpaHa YeCTOTa Ha ChPJCUYHOCHI0BA CMBPT, MI, HHCYNT 1
kbpBeHe 1o BARC >2 cremnen Ha 12 Mecera) € H3bJIHEHA, KOSTO TIOKa3Ba HE IMO-MaKa e(DUKacHOCT.
Hesernecer u et manuenT (7%) BBB BoJeIIaTa rpyna Ha aeeckaranus u 118 maruentu (9%) B
KOHTpoJIHATa rpyna (p Ha HeuHpepuopHocT = 0,0004) ca umanu crbutne. Bonmemara rpyna Ha
JieecKaaIysi He € JoBeJa /10 MOBHIICH KOMOWHUPAH PUCK OT UCXEMHUYHU chouTHs (2,5% B rpymara Ha
Jeeckanamnus crpsiMo 3,2% B KOHTpOJIHATA rpyma; p Ha HeuHpepuopHocT = 0,0115), HuTo Ha
OCHOBHATa BTOpHYHA KpaifHa Touka KbpBeHe Mo BARC >2 cremen ((5%) B rpymaTa Ha JIeecKaiaIus
capsimMo 6% B koHTponHaTa rpymna (p=0,23)). KymynatuBHata yectota Ha CbOUTHS HA KbPBEHE OT
Bcuukw crerieHu (kiac mo BARC 1 1o 5) e 9% (114 cx0utHsi) BBB BojemIaTa rpyTa Ha JeecKaaIs,
copsimo 11% (137 cebutus) B koHTponHata rpyna (p=0,14).

JIBoitna antutpombormTHa tepanud (Dual Antiplatelet Therapy, DAPT) npu octbp aek IS munu TIA ¢
YMEPEH 0 BUCOK PUCK

DAPT ¢ xom6unamms knomugorpen u ACK kaTo jedeHne 3a mperoTBpaTsiBaHe Ha WHCYIT CIEl OCThP
nek IS nim TIA ¢ ymepeH 10 BHCOK PHCK € OLleHEeHa B JIB€ PaHAOMH3HPAaHH IIPOYUYBaHUS,
CIIOHCOPHpPaHU OT u3cienoBatens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JTAaHHU 32 KJIMHUYHHI Pe3yJITaTH 3a 0€301acHOCT U e(hPUKacHOCT.

CHANCE (k10nuodoepen npu 8UCOKOpUCKO8U NAYUEHMU C OCIPU HEUHBATUOUSUPALYU MOZLYHOCHOOBU
cvoumust - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHIOMHU3HUPAHO, IBOHHOCIISAIIO, MHOTOLIEHTPOBO, IDIAe00-KOHTPOIMPAHO KIMHUYHO W3ITUTBAHE
BKtouBa 5 170 manmentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) nnu octhp Jiek eyt (NIHSS
<3). [TanmenTuTe B ABeTE Tpynu ca moxyauian otkputo ACK Ha nen 1 (B 103a, Bapupaiia ot 75 1o
300 mg, mo mpeneHKa Ha JeKyBamus jJekap). [laruenTrnre, paHIOMU3NpPaHH B Tpylara Ha
knormmuaorpen-ACK, ca mony4unn HaToBapBaiia 103a 300 mg Kionuaorpen Ha JeH 1, mocieasaHa ot
Jo3a 75 mg kiaonuaorpen Ha JieH B Auute ot 2-pu A0 90-tu, 1 ACK B 103a 75 mg Ha IeH B THUTE OT
2-pu 1o 21-Bu. [lanmenTure, panaomusupanu B rpymnara Ha ACK, ca momyyaBanu miane6o Bepcust Ha
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kyonuaorpen B faute ot 1-su 10 90-tu 1 ACK B no3a 75 mg Ha AeH B 1HUTE OT 2-pu A0 90-TH.

[TppBUYHMAT pe3yaTaT 3a e(UKACHOCT € BCSIKO HOBO CHOMTHE HA MHCYNT (MCXEMHUYCH U XeMOPArnieH)
npexn mepBute 90 mHU cnen ocThp ek IS mwim TIA ¢ Bucok puck. ToBa € HACTBHIMIIO MPH

212 nanuentu (8,2%) B rpynata Ha kinonunorper — ACK B cpasrenue ¢ 303 manuentu (11,7%) B
rpynara Ha ACK (koedpunuent na puck [HR], 0,68; 95% nosepurenen unrepsaiu [CI], 0,57 no 0,81;
P<0,001). IS e mactemmn npu 204 manmentu (7,9%) B rpymnara Ha xronmaorpen — ACK B cpaBHeHHE C
295 (11,4%) B rpynata Ha ACK (HR, 0,67; 95% CI, 0,56 no 0,81; P <0,001). XemoparuueH UHCYAT €
HaOrOIaBaH NpH § MAIeHTH BB BCsKa OT ABete rpymu B u3nutBaneto (0,3% oT Besika rpyma).
YMepeH uiu TexXbK KphBOU3IIMB € HaOro1aBaH npu ceaem nanuentu (0,3%) B rpynata Ha
knonuaorpen — ACK u mpu ocem (0,3%) B rpynara Ha ACK (P = 0,73). UecroraTta Ha BCSKO chOUTHE
Ha KbpBeHe € 2,3% B rpynara Ha knonuporpen — ACK, B cpaBuenue ¢ 1,6% B rpynara za ACK (HR,
1,41; 95% CI, 0,95 no 2,10; P = 0,09).

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

ToBa panIOMHU3HPaAHO, IBOMHOCIIANO, MHOTOLIEHTPOBO, IJIAIe00-KOHTPOIUPAHO KIMHUYHO U3MTUTBAHE
BrouBa 4 881 manmentu ot wsan cBsT ¢ octpa TIA (ABCD2 ckop >4) unu nek nacynt (NIHSS <3).
Bcewnuky nmanueHTH B ABeTe rpynu ca norydaBanu oTkputo ACK B gaute ot 1-Bu 10 90-TH (50-325 mg
IO MpeleHKa Ha JieKyBalus Jiekap). [lauuenTure, paHAOMU3UPaHH B rpynaTa Ha KIOMHUIOTpel, ca
MOJTy4YHJIM HaToBapBaia a03a 600 mg kimonunorpen Ha 1-Bu JieH, ocieBana oT 75 mg KIOMUAOTpel
Ha JieH B nHUTE OT 2-pu 10 90-Tu. [lanuenTure, paHIOMI3HpAHU B TpyIaTa Ha mianedo, ca
MoJTy4YaBaIv TuIarebo Bepcus Ha KIOMUI0Tpel B THUTE OT 1-BH 70 90-TH.

[TBpBHYHMST PE3yITAT 32 €PUKACHOCT € ChbCTaBHA OT rojieMu ucxeMudHu chouTus (IS, MI) wim cMBpT
OT UCXEMHUYHO ChJI0BO chOuTHe) Ha AeH 90. Tosa e HacTeimIO nipH 121 manuentu (5,0%),
nosyyaBanu kiaonuzporpen mwioc ACK, B cpaBaenue ¢ 160 nanuentu (6,5%), nonyyaBaiu ACK
camocrosarenso (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). BropuunusT pe3yarar IS e HacThIuI npu
112 nauuentu (4,6%), nonydaBanu kinonugorpen mwioc ACK, B cpaBaenue ¢ 155 nanuentu (6,3%),
nonyyaBaiii ACK camoctostenno (HR, 0,72; 95% CI, 0,56 10 0,92; P =0,01). [ITbpBUYHUAT pe3ynTart
3a 6€e30MacHOCT roJisiM KpbBOU3NUB € HacThIui pu 23 oT 2 432 nauuentu (0,9%), noiaydyasanu
kionunorpen wioc ACK u npu 10 ot 2 449 nannentu (0,4%), momydaBamu ACK camocTosTeTHO
(HR, 2,32; 95% CI, 1,10 no 4,87; P = 0,02). Heromnsm kKpbBOU3IUB € HACTHIWI ITpu 40 mauueHTn
(1,6%), nosyuaBanu knonugorpen mwiroc ACK u npu 13 (0,5%), nonyyaBaiu ACK camocTosTenHOo
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Amnanus BbB Bpemero Ha npoyusBanuiara CHANCE u POINT

He e nabmonaBana 1oj3a 1o OTHOIIEHHE HA e(hMKacHOCTTa OT MmpoabipkaBaHeTo Ha DAPT cren

21 nuu. HampaBeHo e pasnpe/eneHue BbB BpEMETO Ha TOJIEMUTE HCXEMUYHN CHOUTHSI ¥ TOJIEMHU
KPBBOM3IIUBY CIIOPE]] HA3HAUCHOTO JICUCHHUE, 32 Ja CE aHAIM3KUpa BAMSHUETO HA KPATKOCPOUHHUS KypC
Ha DAPT.

Tadauna 1- Paznpenesenne BbB BpeMeTO HA roJieMHd HCXeMUYHU CHOMTHS U ToJIeMH
KPBBOM3JIUBH cHOpe] Ha3HA4YeHOTO JedyeHue B npoyusaHusasta CHANCE u POINT

No._cnourus

Pesynrtatn
5 Hasnaueno neuenne OO6110 ™ 2 3
CHANCE ceIMuUIa ceIMuUIa ceIMUIa
u POINT
I'omemnu ACK (n=5 035) 458 330 36 21
NCXECMUYHHU
crOnTHS
CLP+ACK 328 217 30 14
(n=5016)

Paznuka 130 113 6 7
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Tomsim ACK (n=5 035) 18 4 2 1

KPBHBOU3IH
B
CLP+ACK 30 10 4 2
(n=5 016)
Paznuka -12 -6 -2 -1

IIpedcvporo mvorcoene

IIpoyuBanusita ACTIVE-W u ACTIVE-A, otnennu uznutBanus B nporpamara ACTIVE, BrirouBar
MAIMEeHTH ¢ IPEJACHPAHO MBbxkeHe (AF), KONTO UMaT MOHE eIMH PUCKOB (haKTOp 32 ChAOBU
WHIUIEHTH. B3 OCHOBa Ha BKIIIOUBALIUTE KPUTEPUH, JekapuTe ca BKiIrouBanud B ACTIVE-W
MAIMEeHTH, aKO ca KaHIUIaTH 3a Tepanus ¢ antaroHuct Ha ButamMuH K (VKA) (kato Bapdapus).
ITIpoyuBanero ACTIVE-A Bkito4Ba nanueHTH, KOUTO HE MOraT Aa Iojyyasar jeueHue ¢ VKA
MOpajy HEBb3MOXKHOCT WM HEXKETIaHUE.

ITpoyusanero ACTIVE-W nokasBa, ue JIe4eHHEeTO ¢ aHTaroHUCT Ha BUTaMuH K € no-eheKkTHBHO OT
ToBa ¢ kiorumaorpen u ACK.

[MpoyuBanero ACTIVE-A (N=7 554) e MHOTOLIEHTPOBO, PaHJOMHU3UPAHO, IBOMHO-CJIAMNO, Mane6o-
KOHTPOJIUPAHO MPOYyYBaHe, KOETO cpaBHsABa kionumorpen 75 mg/maesHo + ACK (N=3 772) ¢
wtane6o + ACK (N=3 782). [Ipenoppuntennara go3a 3a ACK e 75 1o 100 mg/nueBHo. [Tanentute
ca JIeKyBaHH B IIPOJBIDKEHHE HA 5 TOANHH.

IManmenture, pannomusupanu B nporpamara ACTIVE, ca 6unu nanueHTy ¢ J0Ka3aHo NpeIChPIHO
mexeHe (AF), T.e. mwu nepcuctupammo AF wnm Hali-manko 2 enu3ona Ha nHTepMUTEHTHO AF mpe3
nocneIHnuTe 6 Mecela, ¥ ca UMald TIOHE e/IWH OT CIIEJIHUTE PUCKOBH (DaKTOpHU: BB3PACT > 75 rOAMHA
WK BB3pacT 55 10 74 roanHu; 3axapeH AuadeT, N3UCKBAII JICUSHHE, WIH JI0Ka3aH npekapad M, wim
JIOKa3aHO KOPOHAPHO apTePHATHO 3a00IsIBaHe; JICKYBAaHH 33 CHCTEMHA XHUIIEPTOHUS; IpeKapaH
WHCYJT, IpexoaHa ucxemMuuna ataka (TIA), wiu cucremen em60i, koiTo He 3acsra [THC;
JeBOKaMepHa AUCHYHKIUS ¢ (ppaKIys Ha U3TIIaCKBaHE Ha JisiBa kKamepa <45%, nin goka3ana
nepudepna cproBa 6onect. Cpegaust CHADS, pesyntar e 2,0 (rpanumnu 0-6).

I'maBHUTE M3KITFOYBAIIY KPUTEPHH 32 MAIIMEHTHTE ca OMIIN TOKa3aHa IMENTHYHA sI3BeHa O0JecT B
paMKuTe Ha MPEAXOJHUTE 6 Mecella, IpeIIecTBall HHTpalepedpalieH KpbBOU3INB, 3HAUNMa
TpombomTonenus (6poit pomGomuTH < 50 X 10%/1), HEOGXOIMMOCT OT KJIOMHAOTPEN MM HEPOPATHH
anTukoaryigantd (OAC) Wi HETOHOCUMOCT KbM HSKOE OT JIBETE CheIUHCHHS.

Cenempuecet u Tpu npouenTa (73%) oT mauuenture, BkinoueHu B npoyuBaHero ACTIVE-A, He ca
Ounu B cheTosiHue N1a mpuematr VKA mopaju mperieHka Ha JieKaps, HeBb3MOXHOCT 32 MOHHTOPUPaHE
Ha INR (MexIyHapoJHO HOPMAIU3UPAHO CHOTHOUICHKE), MTPEIUCIIO3UIUS KbM MaJaHe WU TpaBMa Ha
TJIaBaTa, WiH CIeIU(IYCH PUCK OT KEPBEHE; 3a 26% OT MallMeHTHTE, PEIICHHETO Ha JeKaps € Omiro
OCHOBAHO Ha HEKEJIAHUETO Ha maruenTa aa npuema VKA.

[MomymanusTa namuenTy e prirouBaia 41,8 % xenn. CpenHara Bb3pact e 6wia 71 rogunawn, 41,6% ot
nanueHTuTe ca omnu > 75 rogunu. O6mio 23,0% OT MalueHTUTe ca Noly4aBajld aHTHAPUTMHUILIY,
52,1% Oera-0610kepH, 54,6% ACE-unxubdurtopu, u 25,4% craTuHu.

BposT Ha manueHTHTe, KOUTO ca JOCTUTHAIM MbpBUYHATA KpaiHa TOYKa (BpeMe JI0 IIbpBa M0sABa Ha
uHCynT, ML, cuctemen embommu3bM, Koiito He 3acara LIHC wmm cpnoBa cMbpT) € Om 832 (22,1%) B
rpymara, nexyBana ¢ knonunorpen + ACK u 924 (24,4%) B rpynata Ha mnane6o + ACK (11,1%
HaMaJsBaHe Ha oTHocuTenHus puck; 95% CI ot 2,4% na 19,1%; p=0,013), riaBHO opaju roasmMo
HaMaJsIBaHE HA YecToTaTa Ha mHcynTure. MHCynTH ca Bp3HUKHAIH 1pu 296 (7,8%) oT marueHTure,
nonyyasainu kionuaorpen + ACK u 408 (10,8%) ot nauuenTure, noiaydasamy miamnedo + ACK
(28,4% namansaBane Ha oTHOcUTENHUS pUcK; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

THeouampuuna nonyrayus
B npoyuBane ¢ moBumaBane Ha 103ara mpu 86 HOBOPOJACHH WJIH Jienia A0 24 Mecena ¢ puck 3a
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tpom603a (PICOLO), knonuaorpen e olieHssBaH B nmocieaoBaTensu 1o3u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBopozeHu u aeua u 0,15 mg/kg camo mpu HoBopozaeHu. Jlo3zara ot 0,2 mg/kg nocrura cpeeH
nponeHT Ha naxuoupane 49,3% (5 uM AJ1®-uaayrpana TpOMOOIMTHA arperanus), KOUTo e
CPaBHHM C TO3H IIPU BB3PACTHH, PHEMAIH KJIOMUIOTPEN 75 mg/IHEBHO.

B panmomusupaHo aBoiHO-cIsmo0, napanenaHo rpynoso npoyuBane (CLARINET) 906 neauatpuunu
MaIMeHTH (HOBOPOACHH U JIela), ¢ MUAaHOTHYHO BPOJCHO CHPACYHO 3a00sIBaHe, C MATMATHBHO
MMOCTaBEeH CHCTEMHO-0€I0IpO0eH apTepralieH IIIbHT, Ca PAHIOMHU3UPAHH [1a TPUEMAT KIIOTHIOTPEIT
0,2 mg/kg (n=467) nm mnane6o (n=439) eTHOBPEMEHHO ChC CHIBTCTBANIO OCHOBHO JICYCHHE 10
MOMEHTA Ha BTOPHS eTal Ha onepanusaTa. CpeJHUAT Neproa MEKIY IIOCTABSIHETO HA MATMATHBEH
LIBHT U BPBOTO MPUIOXKEHHE Ha U3MUTBAHUSA JIeKapcTBeH NpoayKT € 20 nuu. [Tpubmmusurento 88%
OT MAIMEeHTHUTE ca noydaBaiu eaHoBpeMenHo ACK (amanason ot 1 mo 23 mg/kg/nuesHo). He e
HaOJIF0JaBaHa 3HAYMMa Pa3jInKa MEXy IPYITUTE 10 OTHONICHNE HA MbPBUYHATA ChCTABHA KpaiiHa
TOYKa HAa CMBPT, TPOMO03a Ha IIBHTA WK ChPIeYHA HHTEPBEHIMS Mo-paHo oT 120-1HeBHA BB3pacT
cIles1 chOmTHE ¢ onpeaeneHo TpomOoTideH xapakrep (89 [19,1%] 3a rpynara Ha ktonuagorpen u 90
[20,5%] 3a rpynaTa Ha mianebo) (Bxk. Touka 4.2). KepBeHeTo e Haif-decTo choOllaBaHaTa HeXelaHa
peaxuus u B IBETE TPYITH — Ha KIOMHUIOTPEN U IIanedo; KaTo He € HaOoJaBaHa 3HaunMa Pas3iinka B
YyecToTara Ha KbpBEHE MEXKAY rpynute. [Ipu IbarocpovHo mpocieaiBane Ha 6€30MacHOCTTa P TOBA
Ipoyd4BaHe, 26 MAIMEHTH C BCE OIIe HAJMYCH IIFHT Ha €IHOTOAMIIHA BB3PACT Ca TOIyJaBal
knormaorpen jo 18-mecevna Bb3pact. He ca HabmojaBaHl HOBH ChOOPaKEHUST OTHOCHO
0€30MMacHOCTTA M0 BPpeMe Ha TOBA IBITOCPOYHO MPOCICIIBAHE.

MznurBanusita CLARINET u PICOLO ca nmpoBejieHr ¢ M3MOI3BaHE HA IPUTOTBEH Pa3TBOP Ha
Kjonuaorpen. B npoyuBaHe Ha oTHOCUTENHATa OMOHAIIMYHOCT MIPU Bb3PACTHU, IPUTOTBEHUSAT
Pa3TBOp Ha KIJIOMHIOTPEIT TIOKA3Ba CXOHA CTEICH M MAJIKO ITO-BHCOKA CKOPOCT Ha abcopOIms Ha
TJIaBHUS LUPKYJIKMpall (HEaKTUBEH) META0ONUT, B CpaBHEHHE C pa3pelleHara 3a yrnorpebda Tadnerka.

5.2 ®dapMakoKMHeTHYHH CBO¥iCTBa

Abcopoyus

Cren eqHOKPaTHO © MHOTOKPATHO MEPOPATHO PUIIOKEHUE HA TO3H OT 75 mg THEBHO, KIOMUAIOTPEI
ce abcopbupa 6bp30. CpeTHUTE MAKCHMAJTHU TUIa3MEHU HHBA Ha HEMIPOMEHEHUS KIIOTHIOTPET
(npubnuzuTenHo 2,2-2,5 ng/ml cien eqHOKpaTHA NEpopaliHa 103a OT 75 mg) HAaCThIBAT
npubIu3uTeNHO 45 MUHYTH ciel mpueM. AbcopOuusra e Hait-manko 50%, Bb3 OCHOBa Ha
EKCKpEIHTa C yPHHATa Ha METaOOJIIMTUTE HA KIIOMUAOTPEN.

Pasnpeoenenue

Krnonunorpen v rmaBHUAT TUPKyIUpall (HEAKTUBEH) METa0OIUT Ce CBBP3BAT O0PATHUMO i1 Vitro C
YOBEIIKUTE TUIA3MEHH IIPOTEHHH (CHOTBETHO 98 % 1 94 %). In vitro, CBbP3BaHETO HE 3aBHUCH OT
CTCTICHTA Ha HaCUIlIaHE, TP IMUPOKU I'PaHUIIA Ha KOHIICHTpalusATa.

buompancgopmayus

Knonunorpen eKCTeH3UBHO ce MeTaboIu3Hupa B UepHUs 1po0. In vitro u In vivo KIONUAOTPEN ce
MeTa0oIHM3Kpa TI0 1Ba OCHOBHH METAOOJINTHH IIBTSI: €AWH, OCBIIECTBIBAH OT €CTEPa3H M BOJEIII JI0
XHMJPOJIN3a U N0JTyyaBaHe Ha HEaKTUBHHU JIEPUBATH Ha KapOokcunoBara kucenuHa (85% ot
OUPKYIUPAIIATE METa00UTH), U IPYT, OCHIIECTBIBAH OT MHOXKECTBO ItuToxpomu P450.
Knonmnorpen mepBo ce MmeTabonu3upa 10 2-0KCo-KIOMUI0TPENl MEXANHEH METaOO0IHUT.
IocneaBanysT MeTabOIU3bM Ha MEXKIUHHUS METa00IUT 2-0KCO-KIOMUIOrPEIl BOAU A0 00pa3yBaHe
Ha aKTUBHHS META0OIUT, THOJIOB AEPHUBAT HA KIIOMUAOTPET. AKTHBHUAT METa0OIUT ce 0Opa3yBa
npeaumuo oT CYP2C19 ¢ yyactuero Ha Hskoiko apyru CYP ensumu, srmountenHo CYP1A2,
CYP2B6 u CYP3A4. AKTUBHHSAT THOJIOB METAaOOIUT, KOUTO € U3OIHPaH in Vitro, ce CBbp3Ba OBbP30 U
HEOoOpaTUMO KbM TPOMOOIIUTHUTE PELENITOPH, KOSTO HHXHONPA TPOMOOIIMTHATA arperamusi.

Crnax Ha aKTHBHHS METa0OIUT € JBa ITbTH MO-BUCOKA CJIE]] €IHOKpaTHa HaToBapBaia j03a ot 300 mg

KJIOTUJIOTPE, OTKOJIKOTO CJe]l TIpUilaraHe Ha MOoAIbpKalia 103a ot 75 mg 3a 4eTHUpH ITHU. Crax CE
noctura npuommsnTesHo 30 10 60 MUHYTH CITe]] IpHJIaraHe.
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Enumunupane

Cren nepopaieH mpueM Ha Mapkupan ¢ C14 xronugorpen npu xopa, npudmusurenHo 50 % ce
eKCKpeTHpa B ypHHATa U 0KoJIo 46 % mpe3 pexamuute 3a 120 yacoB uaTEepBai cien npuema. Cien
€IHOKpaTHa IepopaliHa 103a OT 75 mg, KIONUAOTpe UMa MOy KUBOT OT MPUOIU3UTENTHO 6 yaca.
EMMUHAIIMOHHHAT TIOJTYKMBOT Ha OCHOBHMSI IUPKYJIMpalll (HeaKTHBEH) METabOoJIUT € 8 yaca cire]
€IHOKPATHO WJIM MHOTOKPATHO MPUIIOKEHHE.

Dapmaxozenemura

CYP2C19 e BxitoueH BbB (HOPMUPAHETO HA AKTUBHUS META0OIUT U Ha MEXKIUHHHUSA METaOOIUT 2-
okco-konuaorpen. dapMakOKHHETHKATA U aHTUTPOMOOIIUTHHUTE e(DEeKTH Ha KIOMUIOTPEN, H3MEPEHU
Yype3 aHaJIM3 Ha ex vivo TpOMOOIMTHA arperaius, ce pa3indasar B 3aBucumoct oT CYP2C19
TeHOTHIIA.

CYP2C19*1 anenbT chOTBETCTBA Ha IUIOCTEH (PyHKIMOHAIECH MeTabonn3sM, fokato CYP2C19*2 u
CYP2C19*3 anenure ca HepyHnkunonamau. CYP2C19*2 u CYP2C19*3 anenure ca 0TTOBOpHH 3a TIO-
roisiMaTa 4acT OT HaMasleHaTa (yHKIUs Ipu caadute Mertabonu3aTtopu ot 6samnara (85%) u a3uaTckara
(99%) paca. [Ipyru anemnu, CBbp3aHU C JIAIICBAI WX HaMaleH MeTa0OJIH3bM, ca IT0-MaJIKO YeCTH U
BkimtouBaT CYP2C19*4, *5, #6,*7 u *8. [lanmeHT chC cTaTyC Ha ci1ad MeTaboIHU3aTop, e MPUTEKABA
JIBa ayena, OTTOBOPHHU 3a 3ary0a Ha (YHKIIHS, KAKTO € OlpeaeseHo mo-rope. [lyOnukyBaHuTe 4ecToTH
3a cmabute CYP2C19 merabonmu3upariy reHoTUIOBE ca MpuOIm3nTenHo 2 % 3a Osuiara paca, 4 % 3a
yepHaTa paca u 14 % 3a kurtaiinure. ColecTByBaT TecToBe 3a onpenensHe Ha CYP2C19 renotumna Ha
MAIMEHTA.

Kpscrocano npoyusane npu 40 31paBu no6poBomy, mo 10 BeB Beska ot yetupure CYP2C19
MeTabOoIU3UpaI| rpynH (KpaitHo Obp3H, EKCTCH3MBHH, MEKIMHHU U cJ1a0U MeTaboIM3aTOpH )
oleHsBa (hapMaKOKMHETHKATA U aHTUTPOMOOIIMTHUTE OTTOBOPH Ipu 103a ot 300 mg, mocieaBaHa OT
75 mg/mueBHo 1 600 mg, mocneaana ot 150 mg/mHEBHO, BCsAKA 3a 00O 5 AHU (CTAIMOHAPHO
cbeTosiHue). He ca HabmoaBaHu ChIECTBEHU PA3IMKU B €KCIIO3ULIMATA HA aKTUBHHS METa0O0JIUT U
CpeIHOTO MHXUOUpaHe Ha TpoMOonuTHATa arperanms (IPA) Mexny kpaitHO OBbp3UTE, EKCTEH3UBHUATE
U MeKAMHHUTE MeTabosm3aropu. [Ipu crabute MeTabomn3aTopH eKCIIO3UITMATA HA aKTUBHUS
MeTabonuT e HamaneHa ¢ 63-71 % B cpaBHEHUE ¢ eKCTeH3UBHUTE MeTabonu3aTopu. Cien cxema Ha
no3upane 300 mg/75 mg, aHTUTPOMOOIIMTHUTE OTTOBOPH Ca IMOHIKEHH MTPH CITA0UTE METa0OIU3ATOPH
cbe cpeano IPA (5 uM ADP) ot 24 % (24 1ac) u 37 % (nen 5) B cpaBHernue ¢ [PA ot 39 % (24 yac) u
58 % (men 5) mpu ekcTeH3uBHUTE MeTabomu3aropu u 37 % (24 wac) u 60 % (meH 5) npu MEKIMHHUTE
MmeTabonuzatopu. Korato ciadure meradonuzatopu npuemart o cxema 600 mg/150 mg,
SKCIIO3UIIHATA HA AKTUBHHSA META0OJIUT € TTO-ToJIsIMa OTKOJIKOTO mpu cxemara 300 mg/75 mg. B
nomeaaeHue, [PA e 32 % (24 gac) u 61 % (neH 5), CTOHHOCTH, TO-TOJIEMH OTKOJIKOTO TP claduTe
MeTabosIn3aTopy, noy4asamu 1o cxema 300 mg/75 mg u cxonuu Ha te3u npu apyrure CYP2C19
MeTaboJIM3HUpaIH TPyIH, olydaBaiy o cxema 300 mg/75 mg. [Toxxonsiia cxema Ha JO3UpaHe MPH
Ta3M TOIMyJIAIKs MAIUEHTH BCE OIIE HE € OINpe/ieNicHa B M3IUTBAHUS 32 KIMHUYHHU PE3yJITaTH.

B choTBeTCTBUHE C TOpHUTE pE3yATaTH, IPU METa-aHAIN3, BKIIOYBal] 6 mpoyuBanus Ha 335 manuenTy,
JIEKYBaHU C KJIOMHUJIOTPEN B CTAIIIOHAPHO CHCTOSHUE, € MIOKAa3aHO, Y€ eKCIIO3UINATA Ha aKTUBHUS
MeTaboJIUT € TToHIKeHa ¢ 28 % 32 MeKIMHHUTE MeTaboau3aTopu U 72 % 3a ciiadurte
MeTaboIn3aTOPH, JJOKATO MHXUOUpaHETO Ha TpoMOouTHaTa arperamus (5 tM ADP) e moHmxkeHo ¢
pazmuku B IPA o1 5,9 % u 21,4 % CHOTBETHO, B CpaBHEHHE ¢ CKCTCH3UBHHUTE METa00IN3aTOPH.

Bnusauero na CYP2C19 renotuna BbpXy KIMHUYHUS U3XO MTPU NAIMEHTH, JEKYBaHH C
KIIOTHJIOTPEJI, HE € OIEHSABAHO B MIPOCTICKTHBHHU, PaHAOMHU3UPAHH, KOHTPOJMPAHN U3TUTBAHNUS.
CruiecTByBat 00aue peuia peTpoCIeKTUBHU aHAIM3H 33 OIIEHKA Ha TO3W €(EeKT MpH MaIeHTH,
JIEKYyBaHHU C KJIOMHUIOTped, 3a kouto uma pesyataru 3a renoruna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), kakTo
Y U3BECTECH OpOil MyOIMKYBaHU KOXOPTHH MPOYYBAHUSI.

B TRITON-TIMI 38 u 3 ot koxoptHute npoyuBanus (Collet, Sibbing, Giusti) komOuHHpaHaTa rpymna

MANMEeHTH C MEXKANHEH WK ¢1ab MeTaboIM3upal cTaTyc ca MMalli I0-BHCOKa YeCTOTa Ha ChPJICUHO-
CHJOBU MHIMJICHTH (CMBPT, MUOKap/AeH HH(APKT U HHCYIT) WIH TPOoMOO3a Ha CTEHTA, B CPABHEHHE C
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eKCTEH3UBHHUTE METa0O0IN3aTOPH.

B CHARISMA 1 eqHO KOXOpPTHO Tipoy4BaHe (Simon) MOBUIIIEHA YECTOTa HA MHIIUCHTH €
HaOJIF0/JTaBaHa caMo TIPH CTabu MeTaboJIN3aTOPH B CPABHEHHE C CKCTCH3UBHHUTE META00IH3aTOPH.

B CURE, CLARITY, ACTIVE-A u enno ot koxopTHuTe npoyusanus (Trenk) He e HaOmonaBana
MOBHUIIIEHA YECTOTAa Ha MHIMJACHTHTE B3 OCHOBA Ha CTaTyca Ha MeTaboH3aTopa.

Hwuto enuH oT Te3n aHANM3W He € O ¢ aJIeKBaTeH OpOH MAIMeHTH, 32 ]a OTKPHE Pa3IHKH B H3X0a
IIpH CJTa0UTE META0OIU3ATOPH.

CrnennanHu Oy Iaun

dapMaKOKWHETHKATA HA aKTUBHUSI METAOOIHMT Ha KIIOMHIOTPEIT HE € M3BECTHA NIPH TE3H CIICIIUATHI
MOy JIAITUH.

bvopeuno yepescoane

Cren MHOTOKPATHO TPUIIOKESHUE HA TO3H OT 75 Mg KIOMUAOTPEN JTHEBHO TPH MAIIMEHTH C TEKKa
0B0OpeYHa HEAOCTATHLYHOCT (KPEATHHUHOB KIMPBHHC MEXTy 5 B 15 ml/min), naxubupanero Ha AJ[D-
WHyIpaHaTa TpoMOOIMTHA arperamnus € mo-HUCKO (25%), OTKOIKOTO HAOI0IaBaHOTO MPH 3/IPABH
VHIUBUJIU, BBIPEKU TOBA, YIBDKABAHETO Ha BPEMETO Ha KEPBEHE € CXOHO, C TOBA HAOIIOIaBaHO MU
3[paBH UHMBUIM, pHeMaliy 75 mg kinonuaporen qaeBHO. OCBeH TOBa, IPH BCHYKH TTAI[MEHTH,
KIIMHMYHATa TIOHOCUMOCT € Oria no0pa.

YeprodpobHo yepescoare

Crney MHOTOKpATHO TpUJIaraHe Ha J103a OT 75 mg KIOMUAOTPEN JHEBHO B poAbIkeHue Ha 10 qau
MIPU TAMEHTH ¢ TEKKO YepHOAPOOHO yBpexknaHe, MHXxuOupanero Ha AJI® —uHayMpaHara
TPOMOOITUTHA arperaiys € CX0Ha C TOBa HaOJII0IaBaHO NIPH 31paBU HHIWBUAM. Y IbIDKAaBAaHETO HA
CPEHOTO BpeMe Ha KbPBEHE CHIIIO € OMIIO CXOJHO B JIBETE TPYIIH.

Paca

IIpeobnanaBanero Ha anenute Ha CYP2C19, onpenemnsimu mexxauneH u ciad CYP2C19 merabonuzbsm
Ce pasinyaBaT B 3aBHCHMOCT OT pacata/ erHoca (Bx. @apmakoreneruka). Hanmanu ca, orpaHndeHH
JAHHM OT JIMTEpaTypaTa 3a a3UaTCKUTE MOIyJIalluH 32 OlICHABaHE Ha KIIMHMYHATA 3HAYMMOCT Ha TOBa
CYP renorunusupase no OTHOILIEHHE HA U3X0a OT KIMHUYHUTE UHIUJEHTH.

5.3 TlpenxkIuHUYHU JAHHH 32 0€30MACHOCT

[IpeaxnIuHUYHUTE TPOYUBAHUS NIPU IUTHXOBE U MaliMyHHU Haif-uecTO yCTAaHOBSIBAT YEPHOPOOHU
IIPOMEHH TIPH JT03H, Ha/[BUIIABAIIY Hal-MaJKo 25 MbTH €KCIIO3HIMATA IPH X0pa, TPHEMaIn
TepaleBTUYHATA 1032 OT 75 Mg/AHEBHO, KOUTO ca B Pe3yNTaT Ha e(eKT BbpXY YepHOAPOOHUTE
MeTabonu3upay eH3uMu. TakbB eEeKT He € yCTaHOBEH IIPU X0pa, IpUeMalliy TepaneBTUYHa 103a
KJIOTIUIOTPETL.

[Ipy MHOTO BHCOKH JO3H IIPH CHIINTE )KUBOTHH € YCTaHOBEHA M HApYIICHA CTOMAIIIHA TOHOCHMOCT
(racTpuT, CTOMAIIHY €PO3UH H/UIIH MOBPBILAHE).

Hsma nokasaTencTsa 3a KapIMHOT€HEH e(heKT MpH Mpularane Ha KJIOMHIOTpeN 78 ceaMUIy Ha
mumky 1 104 ceqMuIy Ha ITbX0BE B 103U 10 77 mg/kg nHEBHO (ChOTBETCTBAILO HA Hail-Manko 25-

IIBTH EKCIO3UIUATA TIPU XOpa, IPHUEMAIN TeparleBTUIHATA 1032 OT 75 mg/ THEBHO).

MHOXECTBOTO i1 Vitro u in vivo IpOy4BaHUs 32 TEHOTOKCUYHOCT ITOKA3BaT, 4e KIOMUIOTPEN HiIMa
TaKbB €(EKT.

Knomnporen He Bimsie BEpXY (epTHINTETa Ha MBKKH U )KEHCKH TUTBXOBE M HSIMa TepaTOreHEeH
edexT BppXy IUTbX0BE U 3aiinu. KoraTto ce nmpuiara npu JakTHpAIIH ITbX0BE MPEAU3BUKBA C1ab0
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3a0aBsiHE Ha Pa3BUTHETO Ha OKoJieHHeTo. Creruduyan papMakOKHHETHYHH TPOYIBAHUS C
MapKHpaH KIOMUAAOTPEN MOKa3BaT, e MbPBIUYHATA CyOCTAaHIIHS WITH HEIHN MeTaOOIHNTH ce
EKCKpETHpaT B MIISIKOTO, CJICJIOBATEIHO MPSK (caba TOKCHYHOCT) WM KOCBEH eeKT (JIEKO BKYCOBO
ycelane) He MOXKe J1a Ce M3KITIOUH.

6. OAPMALEBTUYHU JAHHU
6.1 Chnucbk HAa IOMOIIHHUTE BellleCTBAa

Slapo Ha TabaeTkara:

JlakTo3a

enyno3a, MUKpOKpHCTaIHA

[HapeBruHO HUTIECTE, TPEKETATHHHIUPAHO
Maxkporon 6000

PuninHOBO Macio, XuAporeHupaHo

DUIMOBO TOKPUTHE
Xunpomenosa (E464)

TuranoB muokcun (E171)
Kenesen okcun, uepsen (E172)
Tank

IIponuieHrnukon

6.2 HecbBMecTHUMOCTH

Henpunoxumo.

6.3 Cpoxk Ha rogHocT

3 roauHMU.

6.4 CrneunanaHu ycJ0OBHS HA ChXpaHeHHUe

Jla ce chxpaHsiBa B OpUTMHAIHATA OMAKOBKA, 3a [la C€ MPE/Ia3y OT Bllara M CBETJIMHA.

6.5 Bwuau chabp:KkaHue HA ONMIAKOBKATA

Bmuctep OPA/AI/PVC-AL ceappxam 7, 14, 28, 30, 50, 56, 60, 84, 90 u 100 duamupanu TabaeTku, B
KyTHS.

He BcuukH BHI0BE OMAKOBKM MOTaT Ja ObJIaT MyCHATH Ha Ma3apa.

6.6 CrHeuuaJHu NpeAnasHu MepKHU NPH U3XBbPJsHE

HHMa ClricquaJIHu U3UCKBaHUS 3a I/ISXB’prHHe.

Hewnsnon3paHusAT IekapcTBEH MPOILYKT HITH OTIIAIbUHUTE MaTEpHUAIIA OT HEro TPSIOBa Jia ce U3XBBPIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.

7. HPUTEXATEJI HA PASPEIHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
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7 ¢unmupanu tabaetku: EU/1/09/553/001
14 ¢mnmupanu Tabnerku: EU/1/09/553/002
28 ¢pmnmupanu Tabnerku: EU/1/09/553/003
30 ¢unmupanu tadbnetku: EU/1/09/553/004
50 ¢punmmupanu tadbmerku: EU/1/09/553/005
56 ¢punmupanu tadbnerku: EU/1/09/553/006
60 ¢mmmupanu Tabnerku: EU/1/09/553/007
84 punmupanu tadbnetku: EU/1/09/553/008
90 ¢punmupanu Tadbnetku: EU/1/09/553/009
100 punmupanu tadbnetku: EU/1/09/553/010

9. JATA HA ITBPBO PA3PEITIABAHE/TIOJHOBSBAHE HA PASPEIIIEHUETO 3A
YHOTPEBA

Jara Ha mbpBOTO paspemanane: 28 centemspu 2009
Jara Ha mocnexHoTo mogHoBsBaHe: 14 mait 2014

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Monpo6Ha nHpopMaIHs 3a TO3H JIEKapCTBEH MPOJYKT € MpeAocTaBeHa Ha yebcaiiTa Ha EBpornelickaTta
areHIus 1o Jiekapcraara http://www.ema.europa.eu/.
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IPUJIOKEHMUE 11

IMPOU3BOJUTEJI(N), OTTOBOPEH(HN) 3A
OCBOBOXKJIABAHE HA ITAPTHU U

YCJIOBUA WK OT'PAHUYEHUSA JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA
PASBPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA WK OT'PAHUYEHNUA 3A BE3OITIACHA 1

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MHPOAYKT
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A. ITPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXKJIABAHE HA ITAPTHU/ N

Hme u afpec Ha MPOU3BOAUTENIS OTTOBOPEH 338 OCBOOOXK/IaBaHE HA HAPTUIUTE

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

8501 Novo mesto
CroBenns

KRKA-POLSKA Sp. z o.0.
ul. Réwnolegta 5

02-235 Warszawa
TTomma

KRKA - FARMA d.o.o.

V. Holjevca 20/E

10450 Jastrebarsko

XbpBatus

[lewaTHaTa TMICTOBKA Ha JIEKApCTBEHHMS MTPOAYKT TPsOBA J1a ChIbpiKa UMETO | ajpeca Ha
MIPOU3BOIUTEINS, OTTOBOPEH 32 OCBOOOKIABAHETO HA CHOTBETHATA MapPTH/IA.

b. YCJIIOBUSA WA OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSIT IPOIYKT CE OTIIYCKA IO JEKAPCKO MPeIIHCaHHE.

B. JPYI'H YCJIOBUS U U3UCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoauyHy aKTyaTU3MPAHU J0K1aau 3a Oe3onacHoct (ITAJIB)

ITpuTexkarenar Ha pa3peleHne 3a ynorpeda Tpsaosaga nmogasa [TAJIb 3a To3u IPOIYKT CHITIACHO
M3UCKBaHMATA, TOCOYCHH B CIIHICHKA ¢ pedeperTHuTe natu Ha EBporeiickus cpio3 (EURD crucek),

npensuzieH B wi. 1078, an. 7 ot JupextuBa 2001/83/EO u myOnMKyBaH Ha eBpPOIICHCKHUS yeOmopTa 3a
JeKapCTBa.

r. YCJI0OBUsA NJIN O'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

U Ilnan 3a ynpaBiaenune Ha pucka (ITYP)

Henpunoxumo.
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INPUJIOKEHMUE II1

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

KAPTOHEHA KYTUA

1. HNME HA JIEKAPCTBEHUSA INTPOAYKT

Zyllt 75 mg punmupanu TabIeTKH

KIIOIIU A0 PEI

‘ 2. OBABABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

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

‘ 3. CIIICBK HA TIOMOIIHUTE BEIIECTBA

Chappika ChIIO JIAKTO3A.
3a moBeue MHPOPMALIKS BUKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

¢buMupana Taberka

7 dbunmMupanu TabIeTKH
14 ¢punvupann TabneTku
28 punMupaHu TabJIETKH
30 dpuiIMupaHu TaOJICTKH
50 dunmMupaHu TabIETKH
56 ¢hunvmupany TabIeTKH
60 dhuIMupaHu TabJICTKH
84 punmMupanu TabIETKH
90 prMupaHu TaOIETKH
100 ¢punmupanu TabIeTKH

5. HAYUH HA MTPUJIOKEHUE U IbT(ULA) HA BBBEKJIAHE

[epopanHo npuioxxeHue.
IIpemn ymorpeba mpoyeTeTe IMCTOBKATA.

6. CIIEHUAJIHO NPEAYIPEXKJIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MACTO JAJIEYE OT HOTJIEJA M TOCEI'A HA JETTA

Jla ce chxpaHsaBa Ha MSCTO, HEIOCTHITHO 32 JIEIla.

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

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

‘ 9. CIIEHUAJIHA YCJIOBUA HA CbXPAHEHUE

I[a C€ ChbXpaHABa B OpUI'MHAJIHATA OIIAaKOBKaA, 3a CC IMPECAIIasy OT BJiara U CBETJIMHA.

10. CHEIUAJIHU IPEJAITA3ZHU MEPKHU ITPU N3XBBPJISSHE HA HEW3IIOJI3BAHA
YACT OT JIEKAPCTBEHHUTE MPOAYKTHU WU OTIIAIBYHHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HUME U AJPEC HA TIPUTEXATEJIA HA PASPEIIEHHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 dunmmupann Tadbnerkn: EU/1/09/553/001
14 dpunmvupanun Tabnerku: EU/1/09/553/002
28 dunmupanu Tabnerku: EU/1/09/553/003
30 ¢mmmupanu Tabmerku: EU/1/09/553/004
50 ¢punmupanu tadmetku: EU/1/09/553/005
56 ¢punmmupanu Tadbnetku: EU/1/09/553/006
60 ¢unmmupanu tadbmetku: EU/1/09/553/007
84 punmupanu Tabnerku: EU/1/09/553/008
90 prmvupanu Tadnerku: EU/1/09/553/009
100 punmupanu tadbnetku: EU/1/09/553/010

13. NAPTHUIEH HOMEP

[Tapt. Ne

‘ 14. HAYHH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Zyllt 75 mg

‘ 17. YHHUKAJIEH HWIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

JIBym3mepeH 0apKoj ¢ BKIIOYECH YHUKAJICH HACHTU(UKATOD
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18. YHHUKAJIEH HWIEHTHO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Zyllt 75 mg punmupanu TabneTku
KIIOIIIOTPEIt

2. HUME HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIHOTPEBA

KRKA

| 3. JATA HA UI3STHYAHE HA CPOKA HA T'OJJHOCT

T'oxmen no:

| 4.  TAPTHUJEH HOMEP

ITapt. Ne

5. JPYTO
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B. JUCTOBKA
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JlucTroBka: nHpopManus 3a norpeduTeIst

Zylit 75 mg ¢punamupanu TadJeTKkn
knonuaorpen (clopidogrel)

IIpoyeTeTe BHUMATEIHO ISIJIATA JIMCTOBKA, IIPEIM 12 3aMI0YHETe /1a IpUeMaTe TOBA JIEKaApPCTBO,

Thil KaTO TS ChABPKa BaxkHA 32 Bac nadgopmanms.

- 3ana3zere Ta3u JIUCTOBKA. MOKe a ce HANOXKH J1a 51 IPOYETETEe OTHOBO.

- AKO MMaTe HAKaKBY JOMBJIHUTEHN BBIIPOCH, TONUTalTe Bamus nexkap uinu gapmanenT.

- ToBa nekapcTBO € mpeAnrcano eANHCTBEHO U TndHO Ha Bac. He To mpeoTcTenBaiite Ha apyru
xopa. To Moxe J1a ©M HaBpeIU, HE3aBUCUMO Y€ MIPU3HAILIMTE Ha TSIXHOTO 3a00JIBaHE ca ChIUTE
karo Bammure.

- AKO TIOJTy4YHTE HIKAKBU HEXKEJIAaH! JICKAaPCTBEHH PEAKIINH, BKIFOUNTEITHO HEOMMCAHU B Ta3n
JIUCTOBKA HEXEJIaHU Peaklluu, yBeaomere Bamust nexap win dapmaneBT. Bikre Touka 4.

KakBo chabp:ka Ta3u JIMCTOBKA:

Kakgo npencrasissa Zyllt 1 3a KakBo ce H3M0JI3Ba

Kakgo TpsiOBa ma 3HaeTe, npeau Jaa npuemere Zyllt

Kak na nmpuemare Zyllt

BB3MOXHI HEXETIAHU PEaKInN

Kak nma cexpansBare Zyllt

ChabpkaHue Ha OMTAKOBKATA U OIIBIHUTEIIHA HHPOPMAIHS

SN bh L=

1. KakBo npencrasasiBa Zyllt u 3a kakBo ce U3M0.13Ba

Zyllt ceaBpIKa KIOMUIOTPEN U MPUHAIICKH KbM IPyIIa JISKApCTBA, HAPSUCHU aHTUTPOMOOIMTHH
JIeKapCTBEHH MPOAYKTU. TPOMOOLIUTUTE Ca MHOTO MAJIKH KPBBHH €JIEMEHTH, KOUTO CE CIIETBAT EAUH C
JpyT 1pu 00pa3yBaHETO HAa KPBBHU Chcupelld. Upes mpenoTBpaTsBaHe Ha TOBA CIICIIBAHE,
TPOMOOLIMTHUTE aHTHATPETAHTHH JICKapPCTBA HAMaJIsIBAT PUCKa OT 00pa3yBaHe Ha KPBBHH ChCHUPCIH
(poriec, HapedeH TpoMO03a).

Zyllt ce mpueMa OT BB3pacTHH MAMEHTH 32 MPe/Ia3Bane oT 00pa3yBaHETO Ha KPBBHU ChCHPEITH
(TpoMOM) B yIITBTHEHUTE KPHBOHOCHHU ChJIOBE (apTEpHH), IPOIIEC U3BECTEH KaTO aTepoTpomb03a,
KOETO MOXeE J]a IOBEJIC IO aTePOTPOMOOTHYHH HHIIMACHTH (KaTO MO3BUCH yap, ChbpACUCH IMPHUCTHIT
WJIM CMBPT).

Zyllt Bu e nmpenmicaH 3a npeJoTBpaTsIBaHe HAa 00pa3yBaHETO HA KPHBHU CHCHPELN W HAMAISIBaHE Ha

pHUCKa OT T€3W CEPUO3HU MHITUICHTH, 3aI0TO:

- Bue nmare cbcTosiHUE Ha YIUTBTHABAHE Ha apTepUUTE (M3BECTHO CHILO KaTO aTepPOCKIepo3a) U

- Bue nmate mpenxoxxani chbpAeueH IPUCTHIT, MO3BUEH yIap WM UMaTe ChCTOSHHE, H3BECTHO
KaTo nepudepHo apTepuanHo 3abosiBaHe, Wik Bue cte nMaiy Texxka rpbaHa 00JKa, ChbCTOSHHUE
M3BECTHO KaTO “HecTa0MITHA CTCHOKApVS WIH “MUOKapACH HHpApKT” (ChpaedeH yaap). 3a
JIeYCHUE Ha TOBA ChCTOSIHUE BammsT jiekap Moe Jia MOCTaBy CTEHT B OJIOKHpaHaTa Wiu
CTeCHEHaTa apTepHs, 3a Jja Bb3CTaHOBU €(eKTUBHHS KPbBEH MOTOK. Moske 1a Bu Obae
MpeANrcana 1 aleTUIICATUINIIOBA KICEINHA (BEIIECTBO, ChIBPIKAIIO CE& B MHOTO JIEKApCTBa,
M3MOJI3BaHM KaTo 00e300JIsBallM 1 MOHMKABaIM TEMIIEpaTypaTa, KakTo U MPeI0TBpaTIBaIIN
CBhCHUPBAHETO Ha KPHBTA) OT Bammust nekap.

Cre UMany CHMITOMHU Ha MO3bUYEH MHCYJT, KOUTO Ca IPEMUHAIIA B pAMKUTE Ha KPaThK NEPUOT
0T BpeMe (M3BECTEH ChILO KaTO MPEXOIHA HCXEMHUYHA aTaKa), WIM UCXEMUUEH MO3bYEH HHCYIIT
C JIeKa CTeTleH Ha TexxecT. Moske a Bu Obpae mpenmnucana u aneTHICAIUIIIIOBA KUCETIHHA OT
Bamms nekap, npueMbT Ha KOATO Ja 3all0YHE B paMKUTE Ha IbpBUTE 24 Yaca.

- Bue nmare HepaBHOMEpHA ChpJ€YHA JEHHOCT, ChCTOSTHUE, HAPEUCHO ,,[IPEICHPIHO MBXKICHE U
HE MOXeTe JIa IpueMaTe JIeKapCTBa, U3BECTHU KaTo ,,lIEPOPATHU aHTUKOATYJIaHTH
(arTaronuctu Ha BuTaMuH K), KOUTO IIpeOTBpaTsABaT 00pa3yBaHETO M HAPACTBAHETO HA
KpBbBHU checupeny. TpsOBa a 3HaeTe, 4e epopaATHUTE aHTUKOATYJIAHTH ca Mo-e(hUKacHU OT
aleTUJICATUIMIIOBAaTa KUCEIMHA UM KOMOMHUpaHata ynorpeba Ha Zyllt mtroc
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2.

aleTUJICATTUIIMIIOBA KUCEIMHA TIPY TOBA ChCTOAHUE. BamusT nexap tpsaoBa na Bu npennuiie
Zyllt mroc aneTUIICATUIIOBA KHCENHA, aK0 He MOYKETE J]a IpUeMaTe “repopaHi
aHTUKOArynanTu’ W 3a Bac HsMa pHCK OT MaCUBHO KbpPBEHE.

Kakso Tpsi0OBa 1a 3HaeTe, npeau a1a mpuemete Zyllt

He npuemaiite Zyllt

Axo cTe anepruyHu (CBPhXIyBCTBUTEIHH) KbM KIIOMUAOTPET WK KbM HIKOS OT JPYTUTE
CBhCTAaBKH Ha TOBa JIEKAPCTBO (M30pOEHH B TOUKA 6).

Axo cTpasaTe oT 3a00JsIBaHe, KOSTO MIOHACTOSIIEM MPUIMHABA KbPBEHE, HATIPUMEP CTOMAIITHA
sI3Ba MJIM KbPBEHE B MO3bKA.

AKoO cTpaziaTe OT TEXKO 4YepHOApoOHO 3a00IsBaHe.

AKo cMsATaTe, ue HEIlo OT TOBA Ce OTHACH 3a Bac nnm nmare HAKaKBH CbMHEHHS, KOHCYITHPaHTE Ce C
Bammus nexap npenu na npuemere Zyllt.

[pexynpexnenusi 1 mpeaIna3Hu MEPKH
AKO HSIKOE OT H30pOCHUTE TO-ONY CHCTOSHHS ce OTHAcs 3a Bac, TpsiOBa BeqHara ga yBeaoMure
Bamus nexap npenu na 3anovnere aa npuemate Zyllt.

aKo CTE M3JIO’KEHU Ha PUCK OT KbPBEHE KaTo:

o 3abomsBaHe, K0eTo By m3nara Ha pUCK OT BBTPENIHO KbPBEHE (KaTO CTOMAIITHA sI3Ba)

O HapyllIeHHE Ha KPBBTA, KOETO Mpeipas3noiara KbM BbTPEIIHU KPbBOU3IHBH (KbPBEHE B
TBKaHUTE, OPTAaHUTE WIN CTAaBUTE Ha Ts0TO BM)

O CKOpOIIIHA TEXKa TpaBMa

O CKOpOIIHA XUPYPrU4YHA UHTEPBEHLMS (BKIIOUHUTEIHO CTOMATOIOTHYHA)

O TpeACTOsIIA XUPYPrHIHA HHTEPBEHINS (BKIFOUNTEIHO CTOMATOJIOTHYHA) ITPE3 CIICABAIINTE
celieM JIHU

aKo CTe MMaJH CbCUPEK B MO3BbUYHA apTepHsl (ICXeMUYEH yAap) BE3HUKHAI IPe3 MTOCIEeTHATE 7

JIHU,

aKko uMaTe ObOPEYHO UM YepPHOAPOOHO 3a00sIBaHe,

aKo CTe MMAJIH aJIePTHsI MM Peakus KbM HIKOE OT JEKapCTBATa, M3IIOJI3BAHH 3a JICUCHHE Ha

Barmrero 3a6ossiBaHe.

aKo B MHHAJIOTO CTE€ UMAaJIM HETPaBMaTHUCH MO3BUEH KPHBOU3IINB.

Jlokaro npuemare Zyllt:

Tps6Ba na napopMupare Bammst nekap, ako IIIaHUPATE XUPYPTrUIHA HHTESPBEHITHS
(BKJIFOUUTEIIHO CTOMATOJIOTHYHA).

Tpsi6Ba chi10 He3abaBHO Ja nHBopMUpate Baims jiekap, ako pa3BueTe ChCTOSHUE (U3BECTHO
olle KaTo TpoMOOoTHYHA TpoMborToneHnyHa mypmypa uiu TTII), koeTo BKIIOYBa MOBUILIEHA
TEeMIIepaTypa U CHHIHH 110 KOKaTa, KOUTO MOTaT JIa Ce MPOSBAT KaTO MAITKU YePBEHH TOUKH,
ChC WU 0e3 HeOoOsICHUMa IIPEKOMEPHA YMOPSIEMOCT, 00BbpPKBaHE, MOKBITIBAHE HA KOXKATa HITH
ounte (KBIATEHULA) (BUKTE TOUKA 4 “Bb3MOKHM HEXETaHU Peakuuu”).

AXO ce mopeskeTe WM HapaHUTe, MOXe Ja OTHEME MaJIKO TIoOBeUe OT 00MJaifHOTO Bpeme, 3a aa
crpe KbpBeHEeTO. ToBa € CBbP3aHO ¢ HAUMHA Ha JIeHiCTBUE HA JIEKApCTBOTO J1a IPEJOTBPATIBA
o0pasyBaHeTo Ha KpBBHU cheupelty. [1pu Manku nops3BaHus U HapaHsSBaHUA, KATO HATIP.
Mops3BaHe TI0 BpeMe Ha OpbCHEHEe, TOBa OOMKHOBEHO € Oe3 3HaueHue. Ako ob6aye KbpBeHeTo Bu
Oe3mokou, TpsIOBa 1a ce CBBbprkeTe He3abaBHO ¢ Bammis nekap (Brkre Touka 4 “Br3MoxHH
HEeXEIIaHHW peakiyn’”).

Bammsr jgekap Moxe Jja Ha3HaYM U3CIIeIBaHUS Ha KPbBTA.

Jena u roHomu
He naBaiiTe ToBa JiekapCcTBO Ha JIella, 3aII0TO HIMA e(eKT.

Apyru gexkapcrea u Zyllt
Tps6Ba na kaxxete Ha Bammst rexap wmu papMarieBT, ako mpremMare, HaCKOpo CTe MpUeMaly WK €
BB3MOJKHO Jla TpUeMeTe IPYTHU JIEKapcTBa, BKIIFOUYUTETTHO U TaKKMBa, OTIYCKaHU 0e3 pelenTa.
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Hsxon nexapcTBa MoraT Jja OKakaT BIMSHHE BBbpXY AelicTBreTo Ha Zyllt m obpartHo.

Tpsa6Ba 3axpmxuTenHO 1a HHPOpMUpaTe Bamms rekap, ako mpreMare:
- JIEKapCTBa, KOUTO MOTAT Jia MOBUIIAT PHCKA OT KbPBEHE, KaTo:
O TepOpaHH aHTHKOATYJIAHTH, JIEKapCTBa U3IIOI3BAHU 32 HAMAIIBAHE CbCHPBAEMOCTTA Ha
KpPBBTA,
O HECTePOMIHH ITPOTHBOBB3MAIUTEIHH JIEKAPCTBA, OOMUYAHO M3IIOI3BaHM 3a JICUYCHHE Ha
00JIC3HCHN ¥/YUTH BB3MAUTEIIHA ChCTOSTHUS HA MYCKYJIUTE WIIH CTaBUTE,
O XeMapuH WM APYro JEKapCTBO 3a HHKEKTUPAHE, U3ITOI3BAHO 32 HAMAIIBAHE ChCHPBAHETO
Ha KPBBTA,
O THUKJIONMUAWH WIN APYTH aHTHATPETaHTHH JICKapCTBa,
O CEJCKTHBHU MHXUOWTOPH Ha OOpaTHOTO 3aXBallaHe HA CEPOTOHMHA (BKIIOYUTETHO, HO HE
camo (GIIyoKCceTHH WK (IyBOKCAMHH), JICKapCTBa, KOUTO OOMKHOBEHO CE M3IOJI3BAT 32
JIeYeHNE Ha IETPecus,
o pudamMIHIUH (U3MOI3BAH 32 JICUCHUE HA TSKKU UHPCKITHH)
- OMeEIPa30JI MU €30MeNpasodl, JeKapcTBa, U3MOI3BAHH 3a JICUCHHE Ha CTOMAIITHO
HEPa3MoJIoKEHHE,
- (byKOHA30:1 WITH BOPUKOHA30J1, JICKapCTBa 3a JICYCHHE Ha ThOMYHN WH(EKIINH,
- e(haBUPEHIT WU IPYTH aHTUPETPOBUPYCHU JIeKapcTBa (M3MOI3BaHU 3a jeueHune Ha XVB
nHpeKms),
- KapOaMasenuH, JISKapCTBO 3a JICUCHUE HA HIKOU (POPMH Ha CTTHIICTICHS,
- MOKJIOOEMHUI, JISKAPCTBO 3a JICUCHUE Ha IETIPeCcHs,
- pEeNarIvHU I, JIEKapCTBO 32 JICUEHUE Ha THA0ET,
- MaKIMTAKCEN, JISKAPCTBO 3a JICUCHUE Ha PaK,
- OTIMOM[TA: TOKATO CE JIEKyBaTe ¢ KIOMUIOTPeEN, TpsiOBa 1a yBeqomuTe Bammms nexap, mpeau na
Bu 0b1e npennucan onuoua (M3MOJI3BAH 32 JICUSHUE Ha CHUITHA 00JTKa),
- po3yBacTaTHH (M3MOJI3BaH 332 MOHWKaBaHE HA HUBOTO HA XOJIECTEPOIIA).

AKO cTe TpeXKMBEIH TeXKa rphaHa Ooyka (HecTaObmiTHa CTCHOKAPIUS WM MUOKApACH HH(APKT),
MPEeX0JIHa UCXEMUYHA aTaka WM UCXEMHYCH MO3bUCH MHCYIIT C JIEKa CTEINICH Ha TeXeCT, Moxe na Bu
O0bae npennucad Zyllt B koMOMHAINS ¢ alleTUIICATUIIIIOBA KUCEIMHA, BEIIIECTBO, ChIIBPIKAIIO CE B
MHOTO JICKapCTBa, U3IOJI3BaHU KaTO 00€300JIABAIM U TIOHIDKABAIIN TeMIieparypaTa. MHIuaeHTHa
ynotpeba Ha aneTriIcatuimuioBa kucenrHa (e mosede oT 1 000 mg Ha 24 yaca) He Ou
MpeICTaBIsIBaNIA TIPOOIIeM, HO TIPOIBIDKUTEHATA YIOTpeOa MU APYTH 00CTOATENCTBA TPSIOBA Ja ce
06cwau ¢ Bamus sekap.

Zyllt ¢ XxpaHa 1 HAMUTKH
Zyllt na ce mpuema cwc nm 6e3 XpaHa.

BpemMeHHOCT M KbpMeHe
3a npeAnoynTaHe € a He ce IpHeMa TOBa JICKapcTBO 10 BpeMe Ha OPEMEHHOCT.

AKo cTe OpeMeHHa WM cMsTaTe, 4e MOXKe Jla cTe OpeMeHHa, TpsiOBa 1a yBenoMuTe Bamms nexap nim
dapmarieBT, mpenu Aa npuemere Zyllt. Ako 3abpemeneere, nokaro npuemare Zyllt, Beanara ce
MochBeTBaiTe ¢ Bammms nekap, Thil KaTo He ce MperopbyBa yrnorpedara Ha KIOMUAOTPEN MO BpeMe Ha

OpeMEHHOCT.

He Tps6Ba na kppMuTe, TOKATO IpUEMaTe TOBA JISKAPCTBO. AKO KbPMUTE HIIU IUTAHUpATE 1a KbPMHUTE,
roBopete ¢ Bamms nexap, nmpean 1a mpreMeTe TOBa JIEKapCTBO.

Koncynrupaiite ce ¢ Bamms srexap mnu hapManeBT npeau mpremMa Ha KaKBOTO U Jia OHJIO JIEKapCTBO.

Ilodupane u padora ¢ MalIUHA
Zyllt e Mayiko BEepOSITHO Ja 3acerHe crocobHocTTa BH 3a modupane win pabota ¢ MaIvHy.

Zyllt cbabpIKa J1aKTO32
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Axo Bamusar JICKap Bue Kaszaj, 4€ UMaTe€ HCIIOHOCUMOCT KbM HAKOU 3aXapH, CBbPIKETE CC C HETO,
npean ga npueMeTe TO3U JICKAPpCTBCH IMMPOAYKT.

3. Kaxk na npuemare Zyllt

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan BammsaT nexap win gpapmaneBT. AKO He
CT€ CUTYPHH B HEIIO, HonuTaiire Bammst gexkap nnn gpapmaresnT.

[IpenoprunTenyara 103a, BKIIOYATEIHO 32 MAIHEHTH ChC CHCTOSHHE, HAPEUEHO ,,IIPEICHPIHO
MBKJIeHe” (HEpUTMUYHA ChpACYHA JEHHOCT), € eaHa TabieTka ot 75 mg Zyllt Ha aeH, KoATo ce
IpreMa Ipe3 ycTara ChC WiK 0e3 XpaHa u 10 €JHO U CHII0 BPEMEe BCCKH JCH.

AKO CTe UMaJi CHITHA TphIHA O0NKa (HeCTaOMITHA CTEHOKAPIUs WK MHOKapAeH nHpapkT), Bammsat
nekap moxe na Bu nage 300 mg wim 600 mg Zyllt (4 unu 8 TabieTky oT 75 mg) BEAHBXK B HAYAIOTO
Ha nedenueTo. Cresl ToBa, IpenopbUUTEIHATA 1032 € eHa TabieTka oT 75 mg Zyllt nHeBHO, KakTo €
[OCOYEHO MO-Tope.

AKo cTe UMaIi CUMIITOMH HA MO3bUYEH UHCYIT, KOUTO Ca NPEMHUHAIN B PAMKHUTE Ha KPaTbK IEPHOA OT
BpeMe (M3BECTEH ChINO KaTO MPEXOHA NCXEeMUYHA aTaka), WM NCXeMUYCH MO3BbUECH HHCYIIT C JIeKa
CTEIEeH Ha TeXecCT, Bamusr nexap moxe aa Bu npeanume 300 mg Zyllt (4 Tabnetku ot 75 mg)
BEAIHBXK B HAYAJIOTO Ha JieueHneTo. Ciiel1 ToBa MpeNopbhUNTENIHATA 103a € eIHa TabieTka oT 75 mg
Zyllt Ha neH, KaKTO € OMUCAHO MO-TOpe, U alleTUICATHIIMIOBA KUCENTMHA B TPOJABIDKEHUE Ha 3
ceqmui. Cre; TOBa JeKapAT e npeanume Zyllt caMoCTosATeNHO WK aleTHIICATHIIIOBA KUCEeTIMHA
CaMOCTOSITEITHO.

Tps6Ba na mpuemare Zyllt TodakoBa AbITO KOJIKOTO Bu ro e nmpennucan Bammsr jiekap.

AKo cTe mpueJIn ToBeYe 0T HeoOxoaumara q03a Zyllt
CebprkeTe ce BeJHara ¢ Bamms jekap WM oTUeTe 10 CIISIIHTO MEAMIIMHCKO 3BEeHO B Hal-OJM3KaTa
OOJTHUIIA TIOPa/I YBEIMYEH PUCK OT KbPBEHE.

AKO cTe mpomycHa/Iu a npuemere Zyllt

AKO cTe TIpOoIyCHaJIW J1a ipueMeTe a03a Zyllt, Ho ci CHOMHUTE B paMKHTe Ha ciensaniure 12 Jaca
cies o0MYaifHOTO BpeMe, BeJiHara B3eMeTe TabJieTKaTa CH, a IIocie MpueMeTe cieiBamiara B
00MYalHMUS Yac.

AKo cTe 3a0paBwid 3a TIoBede oT 12 Jaca, MpoCTO MpUeMeTe cieBaIiara eIMHIYHA 1032 B
obOunuaiiHoTo Bpeme. He B3emaiite aBoiiHA /1034, 3a Ja KOMIIEHCHpATe MpOoMycHaTaTa TaieTka.

AKko cTe cipesin mpuema Ha Zyllt
He cniupaiite neyenuero, ocBeH axko Bamudar Jexap He Bu nocsBeTBa. CBbpiKeTe ce ¢ Bamus
JeKap Win (papManeBT, IPEAH 1a IO HAIIPaBUTE.

AKO MMaTe HAKaKBH JOIBIHUTEIHA BHIPOCH, CBbP3aHH C YyIOTpebaTa Ha TOBa JICKapCTBO, MOMUTANTE
Bamus nexap unu papmarnieBT.

4. BB3MOKHN HeXKeJTaHU Peakiuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEANU3BHUKA HECKECIIAaHU PCAKIIUHN, BBIIPCKHU Y€ HE
BCCKHU I'l TOJTyYaBa.

HNudopmupaiite Bammus nexap He3abaBHO, aK0 UMAaTe:

- BHCOKa TeMIIepaTypa, Npu3Hany Ha HH(EKINs WK IpeKaieHa yMmopa. ToBa Moe fa ce IbIDKA
Ha NOHM)KaBaHE CTOMHOCTUTE HA HAKOU KPBBHU KJIIETKH, KOETO € PSIKO.

- MIPU3HAIM Ha YePHOIPOOHH MPOOIEMH KaTo MOXKBITABAHE Ha KOXKaTa W/IITH OUUTE
()K’LJ'ITGHI/IHa), HE3aBUCHUMO OT TOBA J1aJii Ca CbIIbTCTBAHU OT NOAKOKHU KPBbBOM3JIMBU, KOUTO CC
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MIPOSIBSIBAT KaTO MAJIKM YEPBEHHU TOUKH W/HIIK 00BbpKBaHe (BIKTE Touka 2 “IIpenynpexaenus u
TIpeIa3Hul MEpKH).

- MOAyBaHE Ha yCTaTa WM HAPYIICHUE Ha KOXkKaTa KaTo OOPUBH U CHPOEIKH, MEXYPH IO KOXKaTa.
ToBa MoOke J1a ca CUMITOMHU Ha aJIeprUYHA PeaKIys.

Haii-yecTo cho01lIaBaHATA HeXKeJIaHA JIeKAapCTBeHA peakuus npu Zyllt e kbpBene.

K®pBenero Moke 1a ce MposiBA KaTo KbpBSHE B CTOMaXa FIIH YepBaTa, HaThPTBaHE, XeMaTOM
(HEeoOHMuaitHO KbpBEHE MM 00pa3yBaHe HA CHHUHH O] KOXKaTa), KbPBEHE OT HOCa, KpbB B ypHHaTa. B
MaJbK Opoil OT ciydaute, ce CbOOIIaBaT ChILO U KPbBOU3JIMBH B OUUTE, IllaBaTa, Oemus 1pod win
CTaBUTE.

AKo0 UMaTe NPOABLJIKUTETHO KbpPBeHe, Korato npuemare Zyllt

AKO ce mopexeTe WM HapaHUTe, MOXKeE JIa OTHEME MaJIKO TI0Be4Ye OT 00MYaiHOTO BpeMe, 3a Ja cIipe
KbpBeHeTO. ToBa € CBBP3aHO ¢ HaYHMHA Ha JICHCTBUE HA JIEKapCTBOTO Ja MPEAOTBPATIBa 00pa3yBaHETO
Ha KPBBHHU ChCHpenH. [Ipyu Mamky mopsi3BaHus ¥ HapaHsIBaHMS, KaTO HAIp. IOPS3BaHE 110 BpeMe Ha
OpbCcHEHe, ToBa OOMKHOBEHO € Oe3 3HaueHue. Ako obaue kppBeHeTo Bu 6e3nokou, TpsiOBa aa ce
CBBpKETE He3a0aBHO ¢ Bamus nekap (Brokte Touka 2 “ [IpenynpexaeHus v mpeana3Hid MepKu”).

JIpyru HesKeJIaHU JeKAPCTBEHH PeaKlui BKIIOYBAT
Uectn Hexenanu peakiuu (Moxe na 3acersar Jo 1 Ha 10 gymm):
Huapusi, kopeMHa 00JIKa, JIOMIO XPAaHOCMUIIAHE WITU KHCEIUHH.

Heuectu Hexenanu peakiuu (Moxe fa 3acerHar fo 1 Ha 100 mgymm):
I'maBoOosMe, cTOMAIIHA A3Ba, TaJICHe, TIOBPBIIAHE, 3aleK, YBESJIMYCHO KOJHUECTBO Ha ra30BE B
cTOMaxa WM YyepBaTa, OOpUBH, ChPOCIK, 3aMasTHOCT, YCEI[aHe 3a U3TPHIIBAHE U MpaByJIKaHE.

Penxu Hexenanu peakiuu (Moxe Ja 3acersat 1o 1 Ha 1 000 qymm):
CBeTOB’pre)K, yFOHeMﬂBaHe Ha erzu/[Te HpI/I MBIXKEC.

MHoro peJlky HeXenaHu peakinu (Moxe jaa 3acernat o 1 #a 10 000 gymm):

XKbnTenuna; cuiaHa KopeMHa 6oJka che win 0e3 0oika B rbp0a; BUCOKA TEMIIEpaTypa, 3aTPyIHCHUS B
JMIIAHETO TTOHSAKOTa IPHIPYKEHH C KalLIXIA; 00K aJepriyHy peakiiy (Harmpumep, o010 ycelane
3a 3aTOIUISHE C BHE3AITHO O0II0 HePa3MoJIOKEHHE IO MPUTAIBK); OTOK Ha yCcTaTa; MEXypH IO KOXara;
aNepTUYHH KOXXHHU PEaKIMH; Bh3IaJCHHE Ha ycTaTa (CTOMATHT); IIOHW)XKaBaHe HA KPhBHOTO HAJISTAHE,
00BpKBaHE; XaTIOIMHAIINN; CTaBHA O0JIKa; MyCKyJHa 00JIKa; MPOMSHA BbB BKyca WM 3ary0a Ha BKyca
Ha XpaHara.

Hexxenanu peakiiuu ¢ HEU3BECTHA YeCcTOTA (OT HATMYHUTE JAHHU HE MOXKeE J1a ObJic HApaBeHa
OIICHKA):

PeaKHI/II/I Ha CBp’bX‘IyBCTBI/ITeHHOCT C 60HK3 B F'I)pI[I/ITe 01050 KopeMa, CUMIITOMHU HA IMTOCTOAHHO HHUCKaA
KpbBHa 3axap.

OcgeH ToBa BamusT nexap Moke J1a yCTaHOBU IIPOMEHH B MIOKa3aTeNIUTe MPU U3CIEABAHUATA HA
KpbBTa WM ypUHATAa.

Cpol1aBaHe HA HeXKeJIAHH PeaKIuu

AKO MOJTy4nTE HIKAKBU HE)KEJIaHU JICKAPCTBEHU PEaKIlny, yBenoMeTe Baius jgekap win ¢papManesT.
ToBa BKJITIOYBA BCUYKY BH3MOXKHHU HEOITMCAHU B Ta3U JINCTOBKA HEXEJIAHU peakiuu. MoXKeTe ChIo /1a
ChOOIIUTE HEXKEIIAaHH PEAKIIMU JUPEKTHO Ype3 HAllMOHAIHATA CHCTEMA 3a ChOOIIaBaHe, MOCOYCHA B
[punoxxenune V*. Kato cbo01aBaTe HeXXEIaHU PEAKIIMU, MOXETe Ja JaJieTe CBOsl MPUHOC 32
MoJTyJaBaHe Ha ToBede HH(GOpMaIMs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cpoxpansiBate Zyllt

Ja ce cpxpaHsBa Ha MSICTO, HEIOCTHITHO 32 JIeTIa.
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He u3nonssaiite ToBa JeKapCcTBO Clie]] CpOKa HA TOAHOCT OTOEIsA3aH BhPXY KapTOHEHATa OMaKOBKa U
ommcrepa cnen “I'ogen no:”. CpoKbT Ha TOAHOCT OTTOBapsl HA TIOCTIEAHHUS JIEH OT MTOCOYCHHSI MECEII.

I[a CC CbXpaHsiBA B OpUTr'MHAJIHATa OITAKOBKA, 3a Aa CC MPEAIla3u OT Bjiara U CBETJIIMHA.

He u3xBbprndiite gexkapcTBaTa B KaHaJIM3alMATa UM B KOHTEMHEpa 332 JOMAalIHU OTHAaAbIIH.
ITonuraiiTe Bamus GapMmarieBT Kak J1a H3XBBLPIIATE JEKapCTBaTa, KOUTO Beue He U3Mo3Bare. Tes3n
MEpKH IIIe CIIOMOTHAT 32 OIla3BaHe Ha OKOJIHATA CPeJia.

6. ChbabpikaHue Ha ONIAKOBKATA M JONbJIHUTEIHA HHpOpMAL U

Kaxkso cbabpaxa Zyllt

- AKTUBHOTO BEHIECTBO € Kiomuaorpent. Beska ¢unvupana tabnerka cpabpxa 75 mg
KIIOMUAOTPeN (KaTo XUAPOTeHCYdarT).

- Hdpyrute cbCTaBKH ca JiakTo3a (BKTe Touka 2 ,,Zyllt chabpika 1akTo3a’”), MUKPOKpUCTATHA
[IeITyJ103a, MPEXEITATUHU3NPAHO [IAPEBUIHO HUIIecTe, Makporoi 6000, xuxaporeHupaHo
PHUIITHOBO MAcJIo B SIPOTO Ha TabneTkaTa u xunpomenosa (E464), tutanos nuokcun (E171),
4yepBeH jkerne3eH okcun (E172), Taiak v npoNICHTIIHKOIN BbB (DHIIMOBOTO MTOKPHUTHE.

Kak m3riexna Zyllt u kakBo cbIbpka ONIAKOBKATAa
OuIMupaHuTe TaOJIETKH Ca PO30BH, KPBIUIM U JICKO U3ITBbKHAIIH.
CriectByBat Kyt ¢ o 7, 14, 28, 30, 50, 56, 60, 84, 90 u 100 ¢punmupanu TabiaeTku B OIUCTEPH.

He Bcuuku BU0OBE OMAaKOBKK MOTAT Aa ObJIAT MyCHATH B Tpoiaxoa.

IIpuTekaTen Ha pa3pelIeHHETO 3a ynoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBenus

IIponzBoguren (n)

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHuns
KRKA-POLSKA Sp. z 0.0., ul. Rownolegta 5, 02-235Warszawa, [Tommma
KRKA - FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, XbspBatus

3a JOITBJIHUTCIIHA I/IH(bOpMaHI/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIsI CBBPIKETE CE C JIOKAJTHUA
MPEACTABUTECII HA ITPUTCIKATECIIA HA PA3PCIICHUCTO 3a y1'IOTp€6aZ

Belgi¢/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

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

bwarapus Luxembourg/Luxemburg

KPKA babirapus EOOJ KRKA Belgium, SA.

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

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

Danmark Malta

KRKA Sverige AB E. J. Busuttil Ltd.

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

TAD Pharma GmbH KRKA Belgium, SA.

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

EX0\Goa
KRKA EAAAX EIIE
Tnhi: +30 2100101613

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

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

Hrvatska
KRKA — FARMA d.o.o.
Tel: + 3851 6312 100

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

Island
LYFIS ehf.
Simi: + 354 534 3500

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

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

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

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

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

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

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romaénia
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

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

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

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

United Kingdom (Northern Ireland)
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

JlaTa Ha mocJieqHO mpepa3rJe:kaane Ha JucToBkara <mecen I'TTT>

IMoapobOHa urdopmarys 3a TOBA JIEKApCTBO € MpefocTaBeHa Ha yeOcaiita Ha EBponeiickaTa AreHius
o nekapcersata http:/www.ema.europa.eu/.
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