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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Clopidogrel Viatris 75 mg ¢unmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika punmvupana TabneTka cpabpxka 75 mg xinomunorpen (clopidogrel) (kato 6e3mmar).

TToMoIIHH BEIECTBA ¢ U3BECTHO JIEWCTBUE

Beska pumvupana TabneTka chabpika 2,5 mg JakTo3a (KaTo MOHOXHPAT).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA, BUXKTC TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

POSOBI/I, KpBIJIH, ,Z[BOfIHO HU3IIbKHAIN (1)I/IJ'IMI/IpaHI/I TaOJIETKHU.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHHU MOKA3AHUS

Bmopuuno npeonassane om amepompomoOmuyHu UHYUOEHMU
Knomunorpen e nokasan npwu:

. Bb3pacTHu mamyeHTH ¢ aHamMHe3a 32 MHUOKapAeH WHQapKT (OT HAKOJIKO AHU A0 35 AHM),
HCXEMHUYEH MHCYAT (0T 7-MHA ACH A0 6-THS Mecell) MM YCTaHOBEHO NepudepHO apTepUaTHO
3a00JIsBaHeE.

o Bb3pacTHH ManueHTH ¢ 0CThbp KOPOHAPEH CUHIPOM:

OcTBbp KOpOHAPEH cUHAPOM Oe3 enepanus Ha ST-cermMenTa (HecTaOMIHA CTCHOKAP/IUS HITH
MHOKapeH uHpapkT 6e3 Q-350€11), BKIFOYUTEIIHO NAlMeHTH, Ha KOUTO € TIOCTaBeH CTCHT
cilell TEepKyTaHHa KOPOHapHAa MHTEPBEHLHMS, B KOMOMHAaLUsA C aleTWICAIULMIOBA
kucennna (ACK).

Octpp MuOKapneH uHGpapkT c eneBanus Ha ST-cermeHta, B komOunammsa ¢ ACK mpu
NAllMeHTH, MOAJIOXKEHM Ha IIepKyTaHHA KOpPOHapHa WHTEPBEHLUS (BKIIFOUUTEIIHO
NalMeHTH, Ha KOWTO € TOCTAaBEH CTEHT) WIM MEIUKaMEHTO3HO JIEKYBaHH MAalMEHTH,
MOJXOAIIN 32 TPOMOOINTHYHA/PUOPUHONUTHYHA TEPaTTHsL.

Ipu nayuenmu c npexoona ucxemuuna amaxa (THUA, Transient Ischemic Attack, TIA) ¢ ymepen 0o

BUCOK pucK unu ek ucxemuyen uncyam (MU, Ischemic Stroke, 1S)

Kionmumorpen B kombunaiwmst ¢ ACK e nokaszan npu:

o Buspactuu namuentu ¢ TUA (TIA) ¢ ymepen 10 Bucok puck (ABCD2! ckop >4) unu ¢ nex U
(IS) (NIHSS2?2 <3) B pamkuTe Ha 24 yaca ot ch6uTneTo Ha THUA (TIA) uin UU (IS).

I ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Bb3pacT, KpbBHO
HaJIsiraHe, KIMHAYHU XapaKTePUCTHKH, TPOABIDKUTETHOCT U AUArHo3a 3axapeH quader

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3auncynt Ha HaloHanHUTE MHCTHTYTH 11O
3/[paBeona3BaHe



Ilpeonassane om amepompomobomuyHu U mpomooemMooIUYHY UHYUOCHMU NPU NPEOCLPOHO MbICOEHE

- [Ipu BB3pacTHU MAIMEHTH C MPEJACHPIHO MBXKJCHE, KOUTO UMAT TOHE eIMH PUCKOB (hakTop 3a
CHJIOBU UHIIHJICHTH, KOUTO HE Ca MOAXOIAIIN 32 JeueHue ¢ anTaronuct Ha BuTamuH K (VKA) n
KOUTO WMaT HHCBK PHUCK 3a KbPBEHE, KJIOMUAOTrpen ¢ mokazaH B komOuHaius ¢ ACK 3a
npena3Bane OT aTepOTPOMOOTHYHN M TPOMOOESMOOTMIHN HHIIUICHTH, BKIFOUUTECITHO HHCYIIT.

3a gombIHKUTENHA HHPOPMALIUS BIXKTE TOUKa 5.1.

4.2 I[03np0131<a 1 HAYUMH HA NMPUJTOKECHUEC

gOSH[}OBKa

. Bn3pacTHu u x0pa B cTapuecka Bb3pacT
Kiommumorpen TpsOBa na ce mpuiiara KaTo eIUHAYIHA THEBHA 032 OT 75 mg.

[Ipu nauyeHTH C OCTHP KOPOHAPEH CUHAPOM:

- OcThp KOpOHApPEH CHHApOM Oe3 eneBarusa Ha ST-cermenTa (HecTaOMITHA CTCHOKAPIHS
WM MHOKapeH nHpapkT 6e3 Q-360e1): TISICHUETO C KIOMUIOTPEN TPSAOBA Ia 3aII0YHE C
eaMHWYHa HaToBapBaia 103a oT 300 mg unu 600 mg. IIpu manueHTH Ha BB3pacT
<75 roguHN MOXeE Jla ce 0OMUCIIM HaToBapaina j103a 600 mg, KkoraTo ce MpeaBmKaa
MepKyTaHHA KOpOHApHA HHTEPBEHITHSA (BXK. TOUKa 4.4). JIedeHHeTOo C KIIOMHUI0TPelT
TpsiOBa 1a ObJie MPOABIKEHO ChC 75 ME BEAHBX JHEBHO (C alleTHICATHLUIOBA
kucenuHa (ACK) 75 mg-325 mg nueBno). Twit kato mo-Bucokute no3u Ha ACK ce
CBBP3BAT C MOBHIIIEH PUCK OT KbpPBEHE, ce npernopbuBa no3ata Ha ACK na e mpeBumana
100 mg. OnTuManHaTa IpOABIDKATEIHOCT Ha JICYEHNETO He € OQHUIIMaTHO yCTaHOBEHA.
JlaHHUTE OT KIMHUYHYU U3MIMTBAHKS ca B MOAKpENa Ha yHnoTpedara Ha KIOIHIOTPell 10
12 mecena, kaTo MakcuMaieH eeKT ce HaOironaBa Ha 3-us mecer (Bx. Touka 5.1).

- Octbp MHuOKapeH HHGAPKT ¢ eneBanmst Ha ST-cermenra:

- [Ipu MeTuKaMEHTO3HO JIEKYBaHH MAlMEHTH, TTOAXOISIIH 32
TpoMOonuTHYHA/PUOPUHONUTHYHA Tepaysi, KIOMHIOTPeN TpsiOBa Aa Obae
TIpUIaraH KaTo eHOKpaTHa JHEBHA 1032 OT 75 mg kaTto ce 3amousa ¢ 300 mg
HaToBapBaiia g03a B komouHaiusa ¢ ACK u ¢/6e3 TpomOonuTuim. 3a
MEIMKaMEHTO3HO JIEKYBaHH MMAallUEHTH Ha BB3PACT Hall 75 TOAMHHU KIOMHUIOTPEN
TpsiOBa J1a ce 3amo4uHe O0e3 HaToBapBalla q103a. KoMOMHUpaHo JiedeHue TpsaOBa aa
ce 3aroYHe Bb3MOKHO Ha-paHo cIie/l HAa4aJ0TO Ha CUMIITOMHTE U /1a Ob/ie
MPOABIDKEHO MOHE 32 YeTHpH ceaMuin. Ilon3ara oT KOMOMHUpPAHETO HA
knonuaorpen ¢ ACK 3a nmoBeye OT 4eTUpU CEMHLIM HE € Ouila MpoyYBaHa IpU
TOBa MOKa3zaHue (BX. Touka 5.1).

- Korato ce nmnanupa nepkytanHa kopoHapHa natepBenuus (PCI):

- Knonmuporpen tpsioBa na ce 3amoune ¢ HaroBapsaiua 1o3a (loading dose,
LD) 600 mg npu nanueHTH, mouioxeHu Ha mepBudaHa PCI u mpu naruenTw,
nomyioskern Ha PCI moBede ot 24 yaca cires mojfydaBaHe Ha
¢ubpunonutnyna Tepanus. [Ipu naurenTu Ha BB3pacT > 75 roguan 600 mg
LD TpsibBa nma ce mpuiiara ¢ MOBUIIICHO BHUMaHHE (BXK. Touka 4.4).

- Kirormuporpen 300 mg HaToBapBaia g03a TpsOBa Aa ce MPIIIOKH TIPH
nauuenTy, noanoxkenu Ha PCI B pamkute Ha 24 yaca ciej nmoiny4yaBaHe Ha
¢uOpHHOTUTHYHA Tepamnusl.

JlegenuneTo ¢ xmonmmorpen TpsoBa ga MPOABIDKH ChC 75 Mg BEIHBXK THEBHO C

ACK 75 mg — 100 mg nueBHo. KomOuHMpaHnara tepamus TpsOBa J1a 3amouHe

BB3MOYKHO Hal-paHO clie]l osiBaTa Ha CUMIITOMUTE U J1a IPOIBIDKHU 10 12 mecera

(Bk. Touka 5.1).

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

[Ipu BB3pacTan nauuentu ¢ TIA ¢ ymepen 1o Bucok puck (ABCD2 ckop >4) nnu ¢ ek
IS(NIHSS <3) tpsi6Ba ga ce mpmiIoxu HaToBapBaiia jgo03a kironugorpen 300 mg, mocieaBaHa oT
75 mg Benubx aHeBHO U ACK (75 mg - 100 mg Begubx JHEBHO). JleueHHeTO ¢ KIIOMUAOTPpeN 1



ACK Tps6Ba 1a 3amouHe B paMKUTE Ha 24 daca cien ChbOUTHETO U 1a MPOabDku 21 aHwH,
MOCJIEJIBAHO OT aHTHTPOMOOIIUTHA MOHOTEPAITHSL.

[Ipu manueHTH ¢ IPEACHPAHO MBXKACHE, KIOMUIOTPEI TPSIOBA J1a Ce Mpuiiara Kato eIHOKpaTHa
nmueBHa mo3a ot 75 mg. ACK (75-100 mg mHeBHO) TpsiOBa Aa ce 3arovHe U J1a TPOIBIDKA B
KOMOMHALIKSA C KIOIUAOTpel (BK. Touka 5.1)

AKO € mporycHaTa J103a:

- B pamkuTe Ha mo-manko ot 12 gaca ciieq; pefoBHO ONPEAETICHOTO BpEMeE: MallueHTHTE
TpsOBa Jja MpueMar J03ata He3ab0aBHO U ITOCIIE Jia IpUeMaT CIIe/IBalaTa 103a B PEIOBHO
OTIPEIEIEHOTO BpeMeE.

- IIpu moBede ot 12 gaca: marmeHTUTE TPsIOBA J1a IpUEeMaT CJeABaIlara 103a B peIOBHO
OTIPEICIIEHOTO BpeMe U He TpsIOBa Ja yIBOsIBAT A03aTa.

CrelnyaiHy MOmyIalin

ITanuenTtu B cTapuecka Bb3pacT
OcTbp KOpoHapeH cuHApoM Oe3 enepanus Ha ST cermenTa (HecTaOMITHA CTEHOKAPAHS WITH
MuoKkapjeH uadapkt 0e3 Q-3n0er):
- Harosapgsaria no3za 600 mg Moxe 1a ce OOMHUCIH P MAICHTH Ha B3pacT
<75 TOAMHM, KOTATO Ce TUIAaHUpa NePKyTaHHA KOPOHApHA HHTEPBEHIHA (BXK. Touka 4.4).

OcTpp MHOKapaeH uHdpapkKT c eneBanust Ha ST cermenra:

- [Ipu nauyeHT Ha MEAUKAMEHTO3HO JICUECHHE, TTOAXOISIIH 32
TpoMOonuTHYHA/(GUOPHUHOIMTHYHA TePATHS: TIPH MMAIUCHTH HaJI 75-TOUIITHA Bh3PacT
KJIOTU0TPEN TPsiOBa fa ce 3armoyHe 0e3 HaToBapBalia J103a.

IIpu manmenTn, nopnoxenu Ha mbpBudHa PCI u pu nanmenty, nonoxxenu Ha PCI moseue ot

24 gaca cies moiy4yaBaHe Ha GUOPUHOIUTHYHA TEPAITHUSI:

- [Ipu naunentu Ha BB3pacT > 75 roguan 600 mg LD Tps6Ba na ce npuiara ¢ HOBUIICHO
BHUMaHHE (BX. TOUka 4.4).

[TenuatpuyHa nomynamus
Krnomuaorpen He Tps0Ba 1a ce mpuiara mpu Jiela nopaau cho0paxeHus: OTHOCHO
e(ukacHOCTTA (BXK. TOUKA 5.1).

BbwrOpeuHo yBpexaane
TepaneBTUYHUAT OIHUT € OTPaHNUYCH MPH MAIMEHTH ¢ OBOpedHO yBpexkaaHe (BXK. Touka 4.4)

YepHOIpoOHO yBpeXKIaHE
TepamneBTUYHUS ONUT € OrPaHUYCH MPH MAIMHETH ¢ YMEPEHO U3pa3eHO YePHOIPOOHO
3a00JIsBaHe, MPU KOUTO MOXKE J]a MMa XeMoparuyHa auaresa (Bx. Touka 4.4).

Hauwnn Ha npuioxeHue

3a MEepopaIHO NPUTTOKCHUC.
Moke Ja C¢ npujara ¢bC Win 0e3 XpaHa.

4.3

IIporuBonokazanus

CBpBXUyBCTBUTEITHOCT KbM aKTHMBHOTO BELIECTBO HWJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
1U30pOEHH B TOUKa 2 WM Touka 6.1.

Texko 4epHOAPOOHO YBpEXKAaHE.

AKTHBHO IIaTOJIOTHYHO KbPBEHE KAaTO MENTHUYHA sI3Ba WIM UHTPaKpaHUAJIHA XEMOPAarusl.



4.4 CroenuajJHU npexynpexIeHust U NpeanasHu MepKH MpH ynorpeda

Kvpesene u xemamonozuunu Hapywerus

[lopanu puck OT KbpBEHE M XEMAaTOJIOTUYHU HEXeJlaH! JICKapCTBEHH PEaKLny, BeAHAra TpsiOBa aa ce
B3eMe IPEeIBUJI ONPE/ICNITHETO Ha KpbBHATA KapTHHA W/WIIN JPYTH HOAXOASAIIN U3CIEABAHNS, B CITydai
Ha TI0sIBA HA KJIMHUYHHA CUMITTOMH, HACOYBAIH KbM KBPBEHE 110 BpeMe Ha JieueHHueTo (BXK. Touka 4.8).
[TonoGHO Ha APYTH aHTUTPOMOOTHYHH CPENICTBA, KIOMUAOTPE TpsOBa Ja ce mpujiara ¢ BHUMaHHUe
NPY TAIMEHTH, KOUTO MOJXKE JIa Ca U3JI0KEHH Ha OMACHOCT OT YCHIICHO KbPBEHE TIOPajIi TpaBMa,
XUPYPTUYHA HHTEPBEHIIMS WU JIPYTH TaTOJIOTHYHH ChCTOSIHUS U TIpH nanueHTH jJekysanu ¢ ACK,
xenapuH, rimoxkonporend 1Ib/Illa nuHxuOUTOPH MIIM HECTEPOUIHN NPOTUBOBB3NAIUTEIHH JEKaPCTBA
(HCIIBJI), BxmrountenHo COX-2 HHXUOUTOPH, MU CEIEKTUBHI HHXUOUTOPH Ha 0OPaTHOTO
3axBaniane Ha ceporoHuHa (SSRIs), nnn cutan naaykropu Ha CYP2C19 unu npyru gexapcTBeHH
NPOLYKTH, CBBP3aHHU C PHCK OT KbpBEHE, KaTo NeHTOKcumInH (BXk. Touka 4.5). [lopaau noBumieHus
PHCK OT KpBBOM3JIMB TPOWHATa aHTUArperanTHa tepanus (knonugorpen + ACK + nunupunamonn) 3a
BTOpHYHA MPOQPIIAKTHKA HA HHCYJIT HE CE MPEropbyBa IIPH MAIUEHTH C OCThP HEKapAHOeMOOITHICH
MCXEMUYEH WHCYIT WM MPEeXoIHa UCXeMHUYHA aTaka (Bxk. Touka 4.5 u Touka 4.8). [lanmenture TpsioBa
Ja ObJaT BHUMATEJIHO HAOMI0JaBaHM 32 IPU3HALU Ha KbPBEHE, BKIIOUUTEIIHO U OKYJITHO KbPBEHE,
0c00€HO TIpe3 MbPBHUTE CEMHUIA HA JICYEHUETO /WK CIie]l MHBa3UBHHU KapAHOJIIOTHYHH MTPOIICTypH
WIN XUpyprus. EJHOBPEMEHHOTO MPHIIOKEHUE HA KIIOMUIOTPEN C IEPOPATHU aHTHKOATYJIAHTH HE ce
MIPENopPbUBa, Thi KATO MOXKE /1a YBEIWYIM HHTEH3UBHOCTTA HAa KbPBEHE (BXK. TOUKa 4.5).

AKO ManyeHThT NOAJICKHU Ha TUIAHOBA OIIEpallys M aHTHATPETaHTHUAT e(heKT € BpeMEHHO HEXKETaH,
KJIONUAOTpEN TpsiOBa 1a ce crpe 7 THU Mpeau XUpypruuHara narepseHuus. [lanuenture tpsaosa na
nHPOPMHUPAT JIEKapUTe U 3b00JIEKapuTe, 4e IpUEeMaT KIONUAOTPEN Peld HACPOUBAaHE HAa XUPYPTrUYHA
MaHUIyJIallyd ¥ Ipeay MpUeMaHeTo Ha HOB JIeKapcTBeH NpoaykT. Kionunorpen yapmkasa BpeMeTo
Ha KbPBEHE U TPAOBA Ja ce Mpujiara ¢ BHUMaHUE MPH NallMeHTH, KOUTO UMAaT HAPYIICHHS, ChC
CKJIOHHOCT KbM KbPBEHE (CIEIUATHO CTOMAIIHO-YPEBHU U BBTPEOUHH).

[NanmenTure TpsiOBa 1a OBAAT YBEIOMEHH, Ye BPEMETO 32 CIIUPaHe Ha KbPBEHETO € T0-
MIPOIBIDKUTEIHO OT 0OMYafHOTO TPH JIEYEHHE C KIOMHUAOTPEIN (CAMOCTOSTEITHO HIH B KOMOMHAIIHS C
ACK), a Te oT cBos cTpaHa TpsiOBa ga HH(GOPMHUPAT CBOSI JIEKap 32 BCIKO HEOOMYAHO KbpPBEHE
(JToxanmu3anys WM NPOABIKUTETHOCT).

Ynotpebara Ha HaTOBapBaia f03a kiomuaorpen 600 mg He ce MpenopbYBa MPH MANUEHTH C OCTHP
KOpOHapeH CUHIApoM Oe3 eneBaiust Ha ST-cerMeHT u Bb3pacT =75 roIuHu NOpay MOBHUIICH PUCK OT
KbpBEHE B Ta3U MOITyJIaIus.

ITopaau orpaHndeHUTE KIMHWUYHA JAaHHY MPH TAIMEHTH Ha Bb3pacT > 75 roauau ¢b¢ STEMI PCI n
MOBULICH PUCK OT KbpPBEHE yrmoTpedaTa Ha HaTOBapBalla a03a kionuaorpen 600 mg TpsiOBa aa ce
0oOMHCITH caMO Cie]l MTHIWBUAYaTHa OIIEHKA OT JieKaps Ha pUCKa OT KbPBEHE MIPH MaIHeHTa.

Tpombomuuna mpoboyumonenuuna nypnypa (TTI1)

Cryuau Ha TpomMOoTHYHA TpoMOouuToneHnyHa mypmypa (TTII) ca moknagBaHu MHOTO PSIIKO Ciieq
yrnorpeba Ha KIIONUAOTPe, TOHAKOTa U CIIeA KPaTKOTpaifHo jtedeHue. Ts ce XxapakTepusupa ¢
TPOMOOIMTONICHUS] U MUKPOAHTHOTIATHYHA XEMOJIUTHYHA aHEMHS, TPUAPYKEHA C HEBPOJIOTUIHH
n3MeHeHus1, 0p0peuna aucynuus unn pedpunuret. TTII e cbeTosHME, U3UCKBAILO OBP30 JIeUEHHUE,
BKJIFOUHUTEIIHO 1a3Madepesa.

Ipuoobuma xemopunus

Nma cpobienust 3a mpunoduta xeMouus cie ynorpeda Ha kionuaorpen. B ciny4yan Ha
MOTBBP/ICHO U30JMPAHO YAbIDKaBaHE HA aKTUBUPAHOTO MapIMAIHO TPOMOOIIacTHHOBO Bpeme (aPTT)
chc WM 0e3 KbpBEHe, TpsOBa a ce uMa IpeaBuI npuaoouTa xemodpwius. [laiueHTure ¢ NOTBbpACHA
JIMarHo3a npuaoouTa xeMop s TpsiOBa J1a ce HaOII0AaBaT U JICKYBaT OT CHCHUATHCT U
IPHIIOKEHUETO Ha KIIOMUA0Tpes TPsiOBa J1a ce MPeyCTaHOBH.



Heomoasnawien ucxemuuer uncyim
J 3anousane na mepanuama
- IIpu marmenTH ¢ ocThp Jek IS mmm ¢ TIA ¢ ymepeH 1o BUCOK pHCK, TBOMHATA
anTuTpoMOonuTHa Tepanus (kinomunorpen u ACK) tpsOBa ia 3amodne He Mo-KbCHO OT
24 gaca cieq Ha4anuo0To Ha ChOUTHETO.
- Jlumcear JaHHM OTHOCHO CHOTHOIIIEHHUETO IMOJI3a-PHUCK MPH KPATKOCPOUYHA JIBOMHA
AHTUTPOMOOITTHA TEPaAIUs IIPH MAIUEeHTH ¢ ocThP Jiek IS mmm ¢ TIA ¢ ymepeH 10 BUCOK
PHCK c aHaMHe3a 3a (HeTpaBMaTU4eH) BhTpeUYepernecH KPhBOU3IIUB,
- IIpu maruenTH ¢ IS, KOHWTO HE € JIeK, MOHOTEpANHTA ¢ KIOMUAOTPEIT TpsiOBa J1a 3a1tovHe
caMo cJeJl TbpBUTE 7 THU OT CbOUTHETO.
. THayuenmu c IS, xoito He ek (NIHSS >4)
[IpenBun nuricaTa Ha JaHHU, HE CE MPETIOPHYBA U3IOI3BAHETO HA JIBOMHA aHTUTPOMOOIIUTHA
Tepamus (Bx. Touka 4.1).
. Cxopowen aex IS unu TIA ¢ ymeper 00 UCOK puck npu nayuenmu, 3a Koumo e noKa3auda unu
NIGHUPAHa UHMeEpPBeHYUs

JluricBaT JaHHMW B MOJKpPENa HAa U3MOJI3BAHETO HAa JBOKMHA aHTUTPOMOOLMTHA Tepanus NpH NaUeHTH,
3a KOWTO € TIOKa3aHo JIEYeHHE ¢ KapOTHIHA €HIapTEPEKTOMUS WM HHTPABACKyJIapHa TPOMOCKTOMHUS,
WM TIPU TIAIUEeHTH, TUIAHUPAHU 32 TPOMOOJM3a WIIM aHTUKOATyJIaHTHA Tepanus. B Te3u curyarnuu He
ce MpenopbyBa JIBOMHA aHTUTPOMOOLIUTHA TePaIHs.

Lumoxpom P450 2C19 (CYP2C19)

®apmaxorenetuka: [Ipu nanuentute, kouro ca ciadbu CYP2C19 metabonuzatopy, KIOMUAOTPENT B
NPENOPBUYUTEIHUTE J03U 00pa3yBa MO-MaJKO OT aKTHBHUS METaOOJIUT Ha KJIOMUAOTPEN U UMa T0-
MalrbK eekt BbpXy TpomOonuTHaTa QyHKIHs. ChIECTBYBaT TECTOBE 32 HIICHTU(DUIIIPAHE HA
CYP2C19 renornna Ha mamueHra.

Tl KaTO KIOMHIOTPEI Ce MeTabOoIM3HPa YaCTHYHO 0 cBOs akTuBeH MeTabonut ot CYP2C19,
ynoTpebara Ha JISKapCTBEHU MPOJYKTH, KOUTO HHXHOMPAT aKTUBHOCTTA HA TO3U C€H3HM, CE€ OYaKBa Ja
JIOBEJIe 0 TIOHMKEHHU JIGKapCTBEHH HUBA HA aKTHBHUS METa0OIHUT Ha kionuporpen. Kinuaudnata
3HAYMMOCT Ha TOBAa B3aMMOJICHCTBUE € HeussicHeHa. KaTto npeamnasHa Msapka He TpsOBa aa ce
M3M0J3BaT eAHOBpeMeHHO cvutHU win ymepeHu CYP 2C19 naxuburopu (Bk. Touka 4.5 3a CIUCHK Ha
CYP2C19 uaxubutopu, BXK. CBIIO TOYKA 5.2).

Ynorpebara Ha JlekapcTBEHH POTYKTH, KOUTO MHAyIupaT aktuBHOcTTa Ha CYP2C19 ce ouaksa na
JOBeJIe JI0 TIOBUIIICHN HUBA HA aKTUBHUS METa0OJHUT Ha KIOMUIOTPET U MOXKE Ja YBEITHYH PHCKA OT
kbpBeHe. Kato npenmnaszHa Mspka TpsOBa Ja ce u305ATBa ChITbTCTBAIIATA YITOTpeOa Ha CHITHH
unnykropu Ha CYP2C19 (Bx. Touka 4.5).

Cyocmpamu na CYP2CS8
Heo06xoanmo e moBHIIeHO BHUMAHUE MIPH MAMEHTH, JIEKyBaHH €THOBPEMEHHO C KIOTHAOTPENT U
JIeKapCTBEHU MPOAyKTH, cyocTpatn Ha CYP2C8 (Bk. Touka 4.5).

Kpvcmocana peakmusnocm medicdy mueHonupuouHume

[Ipu manmenTHTe TPIOBa J1a CE CHEME aHAMHE3a 32 CBPBXUYYBCTBUTEIHOCT KbM THCHOMPUAUHU (KATO
KIIOTHUJIOTPE, TUKJIOMUIMH, TIPAcyTpell), Thil KaTo ce ChoOIaBa 32 KPhCTOCAHA PEAKTUBHOCT MEKIY
THCHOTTUPHUAUHNTE (BXK. TOUKa 4.8). THEHOMUPHUINHNATE MOTAT Ja MPUIHHSAT JICKH IO TEKKHU
AJICPrUYHU PEaKIuH, KaTO OOPUB, aHTUOESIIEM M XEMaTOJIOTMYHU KPBCTOCAHHU PEAKIUH, KaTo
TPOMOOIIUTOTICHUS U HeyTpolieHus. [[anrenTH, KOUTO ca pa3BHIIU MPEAUIITHA aJepruyHa PeaKIus
W/WITA XEMATOJIOTYHA PEaKIUsl KbM eJIUH THSHOTIMPHJINH, MOXKE J1a UMAT TIOBUIIIEH PHCK OT Pa3BUTHE
Ha ChINATa WIK JIpyra peakysi KbM JpYT THeHOUpHIvH. [IpernopbyuBa ce HaOmroIeHHe 32 PU3HALIN
HA CBPBXYYBCTBUTEIHOCT MPH MAIUESHTH C U3BECTHA aJepTrysi KbM TUCHOTUPUIHH.

bvopeuno yspeacoane
TepaneBTUYHUAT OIUT MPU MANUEHTH ¢ ObOPEYHO yBpexkaaHe ¢ orpaHndeH. Cle0BaTeHO TPU
TaKWBa MAIUCHTH KJIOMUIO0TpeN TPSAOBa Jja ce mpujara ¢ MOBUIIICHO BHUMaHUe (BXK. Touka 4.2).



Yeprodpobno yepesicoane

OnuThT € OrpaHUYCH NPH MAHUCHTH C YMEPEHO U3Pa3eHO YepPHOAPOOHO 3a00sIBaHe, KOUTO MOTaT Jia
uMaT XeMoparudnaa jauaresa. [1o ta3u npudmnHa KIonuaorpen TpsiOBa fa ce mpuiiara ¢ MOBUIIIEHO
BHUMAaHHE MPH Ta3H MOIyianus (Bx. Touka 4.2).

THomownu gewjecmsa

Clopidogrel Viatris chabpika akro3a. [lanmenTr ¢ peJky HacneACTBEHU NpoOIeMH Ha rajlakTo3Ha
HEMMOHOCUMOCT, TTBJICH JIAKTa3eH ASUITUT WIIN TIIFOK030-TajJakTo3Ha ManabcopOmus, He TpsaOBa 1a
[pHeMaT TO3H JICKapCTBEH MPOJIYKT.

To3u 1ekapcTBEH MPOAYKT ChABPXKA Mo-Maiko oT 1| mmol Hatpwuii (23 mg) Ha punMupana TabneTka,
T.€. MOXeE JIa C€ KaXKe, 4e MPAKTUUECKU HE ChIbpKa HATPHHL.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3aUMoJelicTBHe

Jlexapcmeenu npodykmu, cévp3anu ¢ puck om kvpeene: ChIIECTBYyBa HOBHUILIEH PUCK OT KbPBEHE
NOopajay MOTEHINATIHUS aluTHBEH eeKT. EMHOBPEeMEHHOTO MPUIIOKEHUE HA JIEKAPCTBEHU POIYKTH,
CBBP3aHM C PUCK OT KbpPBEHE TPsiOBa J1a ce M3BBPIIBA C MOBUILIEHO BHUMaHHE (BXK. Touka 4.4).

Iepopannu aumuxoazyranmu: eAHOBPEMEHHOTO MIPUIIOKEHUE HA KJIOMUAOTPEN C IEPOPaTHU
AHTHKOAryJaHTH HE Ce MPENopbhUBa, Thid KATO MOJKE J1a YBEJIIMYM HHTEH3UBHOCTTA HA KbPBEHE (BIX.
Touka 4.4). Benpeku, ye NpuIIoKeHHETo Ha KIOMUAOTPeN 75 mg/IHEBHO HE IPOMEHS
(hapmakokmHeTHKaTa Ha S-BapdapuH (cydcrpar Ha CYP2C9) mnmn Mexaynapoaroto Hopmanuznupano
CrortHomenue (INR) npu nanuenTy, nonydaBaiiy NpoabDKUTEIHA Tepanus ¢ BapapuH,
€THOBPEMEHHOTO MPUJIOKEHHE Ha KIIOMUAOTPeEN ¢ BapdapHH MOBUILIABa PHCKa OT KbpBEHE MOpaIu
He3aBUCUMH e(DEeKTH BBPXY XeMOocCTa3aTa.

T'nioxonpomeun 1Ib/Illa unxubumopu: KIOTUAOTPEIN TPSOBa Ce MpHJIara ¢ IOBUIIICHO BHIMaHUE TIPU
NalKeHTH, KOUTO pueMat eqHoBpeMeHHo rimokonporend [Ib/I1la naxuburopu (Bx. Touka 4.4).

Ayemuncanuyunosa kucenuna (ACK): ACK He mpoMeHs KIOomuorpein-MeannpaHaTa MHXUOUIHS Ha
AJl®-unaynMpanara TpoMOOIMTHA arperamus, Ho kinonuaorpen ycuisa egekra Ha ACK Bbpxy
KOJIareH-UHAyIMpaHaTa TpoMOouTHa arperaius. ExHoBpeMenHnoTo npuioxkenue Ha 500 mg ACK
JIIBYKPaTHO THEBHO 3a €IMH JeH 00ade, He yAb/KaBa 3HAYNTEITHO BPEMETO Ha KbPBEHE, IPEAN3BUKAHO
OT JICUECHUETO C KJIOMHUIOTpesl. Bp3MOXHO € apMakoAMHAMUYHO B3aUMOJICHCTBHE MEXKITY
knonuaorpen u ACK, koeto yBennyaBa pucka ot KbpBeHe. Cle0BaTeIHo, €HOBPEMEHHATA UM
ynorpeba TpsiOBa /1a cTaBa ¢ TIOBUIIIEHO BHUMaHUeE (BK. Touka 4.4). Beipeku ToBa KIOMAA0TPET U
ACK ca mputarany e THOBPEMEHHO 10 €IHa ToauHa (BXK. Touka 5.1).

Xenapun: B KIMHUYHO NPOYYBaHE MIPY 3ApaBU XOpa KJIOMUIOTPEN HE Hajlara MpoMsHa Ha 103aTa Ha
XelapuHa, HUTO PoMeHs eeKTa My BbpXy Koaryyianusra. EAHOBpEMEHHOTO IIPUIIOKEHHUE C XEIapuH
HE € JI0BeNOo J0 €eKT BbpXYy MOTUCKAHETO HAa TPOMOOIMTHATA arperanus, peJu3BUKaHO OT
KJonuaorpen. BpaMoxHo € papMakoJUHAMUYHO B3aUMOJCHCTBIE MEXKIY KIOMHUIOTPEIl U XeTapuH,
KOETO yBeJIn4aBa pucka oT KbpaeHe. Ciel0BaTelIHO, €THOBPEMEHHATa UM yroTpeda TpsaOBa ja cTaBa
C TMOBHUILIEHO BHUMaHHE (BXK. Touka 4.4).

Tpomborumuyu: 6€30MACHOCTTA HA €IHOBPEMEHHOTO TPUIIOKEHHE Ha KIOMUIorpe, GUOpHH WITH He-
¢bubpuH ciennpUIHN TPOMOOITUTHYHN areHTH U XETapyH € OIICHeHA NPH MAIUeHTH C OCThHP
MuokapjieH nHpapkT. YectoTaTa Ha KIMHUYHO 3HAYUMOTO KBPBEHE € OMIIa CXOJ/IHA C Ta3H,
HaOJII0JaBaHa MMPHU €JHOBPEMEHHO MPUIIOKEHHUE Ha TPOMOOIUTHYHY areHTH U Xenapud ¢ ACK (Bx.
Touka 4.8).

Hecmepouonu npomusosvsnanumennu cpeocmea (HCIIBC): B KIMHUYHO MPOYYBaHE, IPOBEACHO NPU
3/paBu JOOPOBOJIITH, €THOBPEMEHHOTO MIPIIOKEHIE HA KIIOMUIOTPET M HAIIPOKCEH MOBUIIIABA
OKYJITHHTE CTOMAIITHO-YPEBHU KPpHBOM3IUBU. [lopaau nurica Ha mpoOydBaHUs 3a B3aMMOICHCTBUS C
npyru HCIIBC o6ave, moHACTOSIIEM He € SCHO JJaJIM UMa IMOBUIIICH PUCK OT CTOMAITHO-YPEBHO



kbpBene ¢ Benukn HCIIBC. Crnenosarenno HCIIBC, sxmountennrno COX-2 nHXUOUTOPH, U
KJIOITUAOTPEIT TpsIOBa Jla ce mpujIarat eTHOBPEMEHHO C TIOBHIIICHO BHUMaHUE (BK. Touka 4.4).

CenexmusHu unxubumopu Ha oopamuomo 3axeaujane Ha cepomornuna (SSRIs): Twit kato SSRIs
HOBJIMSIBAT TPOMOOIIMTHATA AKTUBALIMS U TIOBUIIIABAT PUCKA OT KbPBEHE, CITHOBPEMEHHOTO
npwioxenue Ha SSRIs ¢ kmonmmorpen TpsOBa 1a cTaBa C MOBHIIICHO BHUMAaHUE.

ﬂpyZO cvbnvmcemeauyo jiedernue.

WNunyxropu Ha CYP2C19:

Tbi KaTO KJIONMUAOTPEIl ce METaboIM3Kpa A0 HErOBHUS akTUBeH MeTaboaut yactuyno ot CYP2C19,
OYaKBa ce yrnorpebara Ha JeKapCTBEHU MPOAYKTH, KOUTO MHAYIIUPAT aKTUBHOCTTA HA TO3M €H3UM, J1a
JOBeJIEe 70 TIOBUILICHH HUBA HA aKTUBHUS METa0OIHUT Ha KIOMUIOTPE.

Pudammuiun cuimHo naayippa CYP2C19, koeTo BoAM KaKTO A0 MOBUIICHA HUBA HA aKTUBHUS
MeTaOOJIUT Ha KIIOTMIOTPEN, TaKa U 10 MHXMOUPaHe Ha TPOMOOILUTUTE, KOSTO B YACTHOCT MOXKE Jia
YBEJIMYH pUCKa OT KbpBeHe. KaTo mpeana3Ha mMsipka TpsOBa J1a ce n304rBa ChITbTCTBAIATa yIoTpeoa
Ha cuiHu uHAyKTopu Ha CYP2C19 (BX. Touka 4.4).

WNnxuburopu na CYP2C19:

Twit kato knonuporpen ce Meradbonmsupa gactuaao oT CYP2C19 o HeroBus akTHBEH METa0OIUT,
OuaKBa ce yrnorpedara Ha JICKapCTBEHHU MPOIYKTH, KOUTO HHXUOUPAT aKTUBHOCTTA HA TO3H €H3UM, J1a
JTOBEJIe 10 TIOHM)KEHH JICKAPCTBEHH HUBA Ha aKTHBHUA MeTaOOIMT Ha Kionuaorpen. Knuananarta
3HAYUMOCT Ha TOBa B3aUMOJIeiicTBHe € Hen3sicHeHa. KaTo npeana3Ha Msipka He TpsiOBa 1a ce
U3II0JI3BAT eHOBpeMeHHO cuiaHH Wil ymepeHu CYP2C19 uaxuburopu (Bx. Touku 4.4 u 5.2).

JlexapcTBeHNTE MPOYKTH, KOUTO Ca CHITHH Win ymMepeHn naxuoutopu Ha CYP2C19 BxmouBat
HaIprUMep OMETPA30II U €30MeIpas3od, (pryBokcaMuH, (GpIryoKCeTHH, MOKIOOEMH/T, BOPHKOHA30,
(hykoHa30I1, TUKIONUAWH, KapOamMa3enuH U eaBUpeHL.

Wuxubutopu Ha mpotonHaTa omma (PPI):

Owmenpazon 80 mg BeAHBXK THEBHO, IPUIIOKEH 10 €JHO U CHIIO BpeMe ¢ KIOMUI0TPEIT WIIH C
MHTEpBaJ OT 12 yaca MeXIy NpUIOKEHHsITa Ha ABETE JICKApCTBa, HaMalsiBa EKCIIO3UIUSTA Ha
akTUBHUSA MeTabomuT ¢ 45% (HaroBapsamia no3a) u 40% (moxmbpxaima go3a). Hamanennero e
cBBp3aHo ¢ 39% (HaToBapBaia f03a) u 21% (mopaepikalia 103a) MOHWKaBaHE HA MHXUOMPAHETO HA
TpomOouuTHaTa arperanus. O4akBa ce €30MeIpasol 1a oKa3Ba NoA0OHO B3aUMOEHCTBHIE C
KJIOMTUIOTPE.

CroOmaBanu ca MPOTHBOPEYMBH JIAHHHU OT KIIMHUYHHUTE 3aKIFOYCHHUS 32 TOBA (DapMaKOKHHETUIHO
(PK)/hapmakoguaamuaro (D) B3aumomelicTBHE OT IJIeIHA TOYKA Ha 3HAYNMH ChPACYHO-ChIOBH
CHOUTHS U OT 0OCEPBAIIMOHHY ¥ OT KJIMHWYHYU Npoy4uBaHus. KaTto npennaszHa Mspka He TpsOBa Jia ce
W3II0JI3BAT €THOBPEMEHHO OMENPA30Jl WU e30Menpasoi (Bx. Touka 4.4).

Hab6momaBaHo € 1mo-citabo u3pa3eHo MOHMKEHNE Ha MeTa0OIUTHATA SKCITO3UITHS C TTAHTOIPA301 WITH
JIaH30TIPa3oll.

[Tna3meHnTE KOHIICHTPAIIMK HA aKTUBHUSI META0OJIHT ca moHrkeHu ¢ 20% (HaToBapBaila /103a) u ¢
14% (mopgawprkaiia 103a) O BpeMe Ha ChITBTCTBAIIO JIeUeHHE ¢ maHTonpason 80 mg BEAHBXK THEBHO.
ToBa e CBBbp3aHO C MOHIKEHNE Ha CPEAHOTO MHXHOMpaHe Ha TpomOoruTHaTa arperamus ¢ 15% u 11%
ChOTBETHO. Te3u pe3ynraTu MOKa3Bart, 4e KIOMUIO0TPEN MOKE J1a ObJIe MPUIarad ¢ TaHTOIPa30l.

Hsama JA0Ka3aTeJICTBA, Y€ APYTH JICKAPCTBCHU IIPOAYKTHU, HaMAJIIBallll CTOMAalIHaTa KUCEJIMHHOCT KaTo
H2 6J'IOKepI/ITe WM aHTHAIUWINUTC IIOBJIMABAT aHTI/ITpOM6OI_[I/ITHaTa AKTHUBHOCT Ha KIIOTIMAOI'PCIIL.

AnTuperpoBupycna Tepamus (APT), komOuHUpaHa ¢ papMaKOKHHETHUYCH €HXaHCep: MAIllMEHTH C
HIV, nexyBanu ¢ antuperpoBupycHa tepanus (APT), komOuHUpaHa ¢ papMaKOKHHETHYCH SHXaHCeD,
ca M3JI0KECHU Ha BUCOK PUCK OT ChIOBU CHOUTHSL.



Hab6monaBaHa e 3HaYUTEIIHO HaMaJIeHa TPOMOOITMTHA HHXHOMITHS Tpu ntanneHTy ¢ HIV, nexyBanu ¢
APT, moacuiieHa ¢ pUTOHABUP WM KOOUITUCTAT. BBIpekn e KIMHUIHOTO 3HAYCHUE Ha TE3W HAXOIKHI
€ HeCUTypHO, UMa cTIOHTaHHU cboOmmenus 3a HIV-undektupann nanuenty, nexysanu ¢ APT,
MOJICUJICHA C PUTOHABUP, KOUTO Ca MOJIYYHIH MOBTOPHH OKITy3UBHU CHOUTHS Cliell Bb3CTAHOBSABAaHE Ha
MPOXOJIUMOCTTA, WM ca MPEThPIETH TPOMOOTUYHN CHOUTHS IIPH HATOBApBAIllaTa CXeMa Ha JIeYeHHUE C
kionuaorpen. Cpearara TPOMOOIIMTHA HHXHUOHUITHS MOKe Ja ObJie HaMaJIeHa TIPH ChITHTCTBRAIIA
ynoTpeba Ha KJIonuaorpen u puroHasup. Cie1oBaTesHO, ChIIBTCTBAILATA YIOTpeOa Ha KIOMUAOTPEN
¢ noacunenu APT Tepanuu He ce mpenopbuBa.

Jlpyru nekapCTBEHU MPOAYKTH. 3a MpOyYBaHEe HA MOTCHIHATHH (apMaKOIUHAMUYHU U
(hapMaKOKHHETHYHH B3aUMO/JICHCTBHUS HA KIOMHUIOTPEN U JPYTH ChITBTCTBAIIM JIEKAPCTBEHU
MPOAYKTH, Ca MMPOBEJACHH 3HAYUTEIICH Opoii KIIMHUYHM poyuBaHus. He ca HaOnmronaBaHu KJIMHUYHO
3HAYMMHU (apMaKOJMHAMUYHY B3aUMOJICHCTBUS, KOTATO KIOMHUIOTPEN € MPUIaraH ¢AHOBPEMEHHO C
aTCHOJION, HU(ETUTTHH, WM C ATEHOJION U HU(eIunuH 3acaHo. DapMakoMHAMUYHATA AKTUBHOCT HA
KJIOIUIOTPEJI HE Ce MOBJIMsIBA 3HAYUTEIIHO TP €THOBPEMEHHO MPUIIOKEHHE C PeHOOapOHUTaIT UK
€CTPOTECH.

dapMakOKUHETHKATA Ha JUTOKCHH WM TeO(DUIUH HE Ce MPOMEHS OT €IHOBPEMEHHO MpHJIaraHe Ha
KJIOMUIOTPEII. AHTHAIIMIUTE HE IPOMEHSIT CTETIICHTa Ha aOCOPOLIMs Ha KJIOTHIOTPEJI.

Hannu ot npoyuBaneto CAPRIE nokasar, ye peHUTOMH U TONO0yTaMua, KOUTO c€ METabOIU3UpaT OT
CYP2(C9, 6e3omacHO MOrar jaa ce mpuiaraT ¢IHOBPEMEHHO C KJIOTHIOTPEII.

JlexapctBenn nponykTH, cyocrparu Ha CYP2CS8: Tlokazano e, 4e KIONHUI0Tpel TOBUIIIaBa
EKCIO3UIUATA Ha PETIarJMHU/ TIPY 3ApaBH JOOPOBOILM. [1 Vitro Ipoy4BaHus MOKa3BaT, 4e
MOBUILIABAHETO Ha EKCIIO3UIUATA Ha PENariinHu ce IbDKU Ha naxubupane Ha CYP2CS8 ot
[IIOKYPOHOBUS MeTa0OoIHT Ha Kionuaorpen. [lopanu pucka or noBuinaBaHe Ha IJIa3MEHUTE
KOHLIEHTPALMH, CTHOBPEMEHHOTO NMPHIOKEHNE Ha KIOMUIOIPEI U JICKapCTBa, KOUTO C€ eIMMUHHUPAT
npeauMHo upe3 CYP2C8 mMeTabonu3bM (Hamp. penarinHu, NakIuTaKcen), TpsOBa aa ce mpeanprueMa
C TIOBHUIIICHO BHUMaHHeE (BXK. ToUuka 4.4).

OcBen uHdopmManusTa 3a celiuGUIHNTE JEKapCTBEHU B3aMMOJICHCTBUS, TPeCTaBeHa Mo-Tope,
MIPOYYBAHUS 32 B3aUMOJICHCTBUSI C KJIOMUJIOTPEN U HIKOU JIPYTH JICKAPCTBEHU MPOYKTH, TPUIaraHu
YeCcTOo MPHU MAUEHTH C aTepOTPOMOOTHYHH 3a00JIIBaHUS HE ca MPOBEXJaHu. [laleHTTe, y4acTBan
B KJIIMHUYHUTE U3MUTBAHUS C KIOMUIOTPEI o0ade, ca MoJydyaBaiy rojsM Opoi ChI'bTCTBAIIU
JICKapPCTBEHU MPOJIYKTH, BKIIFOUBAIIY TUypeTHId, Oeta 61okepu, ACE-MHXUOUTOPH, KaIIUEBU
AHTAarOHUCTH, XOJIECTEPOJI MOHMKABAIIY CPEACTBA, KOPOHAPHU Ba30JUIIATOPHU, aHTHIUA0CTHH
cpencTBa (BKIIOYUTEIIHO WHCYINH), aHTHeIenTnaan cpeactsa, u GP 1Ib/Illa anTaroranctu 6e3
JTIOKA3aTeJICTBA 33 KIIMHUYHO 3HAYUMHU HEXEJIaHH B3aHMO/ICHCTBUSI.

KaxTo n pu apyru nepopanau P2Y 12 uaxnbuTOpH, €1THOBPEMEHHOTO MPHIIOKEHNE Ha OTTMONIHN
arOHUCTH MMa TIOTSHIIMAN J1a 3a0aBH U HamMaliu abcopOIMsiTa Ha KIOMHIOTPEI BEPOSTHO TIOpaIn
3a0aBeHO M3Mpa3BaHe Ha cromaxa. KIIMHUYHOTO 3HaUYeHue He € u3BecTHO. TpsOBa na ce ooMucu
yrnoTpebdara Ha MapeHTepaATHO aHTUTPOMOOIIUTHO CPEJICTBO MPH MAIIMEHTH C OCTHP KOPOHAPEH
CUH/IPOM, U3NCKBAIH STHOBPEMEHHO TIPHUIIOKCHUE HAa MOP(HH WK JAPYTH OMMOUIHU arOHHUCTH.

PosyBacratuH: YcTaHOBEHO €, Ue KIIOMUAOTPEN MOBHUIABA EKCIIO3HIIUATA HA PO3YyBACTATHH TIPU
naruertute 2 mpT (AUC) u 1,3 mbTH (Cmax) clies npriiarane Ha no3a 300 mg kionumorpen u
1,4 et (AUC) 6e3 epekT BBpXY Cmax CIEI MHOTOKPATHO MpHJIarane Ha J03a 75 mg KIOMHIOTPEN.

4.6 dDeprTUauTeT, OPEMEHHOCT U KbPMeHe

bpemennocm

[lopanu nunca Ha KIMHAYHU JaHHA OTHOCHO €KCIO3UIMATA Ha KJIOMUIOTPeI IO BpeMe Ha
OpEeMEHHOCT, 3a PEANIOYUTaHE €, KaTo Mpeana3Ha MApKa, 1a He e U3I0JI3Ba KIOMUAOTPEN 10 BpeMe
Ha OpPEMEHHOCT.



ExcriepuMeHTaIHNTE TPOYYBAHUS NP KUBOTHHU HE MOKA3BaT MPSAKO WIIM HETPSIKO BPEIHO
BB3JICHCTBHE BbPXY OpEMEHHOCTTa, eMOPHOHATHOTO/(DEeTaTHO Pa3BUTHE, PAXKIAHETO WIH
MOCTHATAIHOTO Pa3BUTHE (BK. TOUKa 5.3).

Kvpmene

He e u3BecTHO manm KIOMUIOTPeEII ce eKCKpeTupa B KbpMarta. IIpoyuBaHusTa Ipy )KUBOTHHU TTOKA3BaT,
4e KIOMUAOTPEI Ce eKCKpeTupa B MisikoTo. Karo npennasna Mspka, KbpMEHETO He TpsiOBa 1a
npoIbbKaBa o BpeMe Ha JiedeHuero ¢ Clopidogrel Viatris.

Depmunumem
[IpoyuBanus IpH >KUBOTHH HE Ca TIOKA3AJIH, Y€ KJIOMUAOTPEN MOBIUABA PEPTUIUTETA.

4.7 EdexTn BppXy crioco0HOCTTA 32 Woupane u padora ¢ MAIINHA

Kionumorpen He MOBIKSBA WM MOBJIMABA IPEHEOPEKMMO CIIOCOOHOCTTA 3a modupaHe u padboTa ¢
MalInuHHA.

4.8 Hexenanu JexkapcTBEHH peaKINU

Ob6o6wenue na npoguna na bezonacnocm

bezomacHocTTa Ha KIonuaorpen € Ouna omneHeHa npu mosede ot 44 000 marueHTH, KOUTO ca
y4acTBJIM B KIIMHUYHU TIPOy4YBaHUs, BKItouBany Haa 12 000 marueHTH IeKyBaHu 3a 1 ToauHa Win
noseue. Kato 1510, kimonmmmorpen 75 mg/mueBHo e cpaBHuM ¢ ACK 325 mg/naesro 8 CAPRIE
HE3aBHCHUMO OT BB3pacTTa, 1oJa U pacata. KIMHUYHO 3HAUMMUTE HEXeJIaH! JIEKAPCTBEHU PEaKIINU
HaoOmonaBanu B nmpoyuBanusita CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6¢cbaeHu
Mo-110)1y. B AombIHEHNE KBM ONKTA OT KIMHUYHUTE TPOYYBaHUSI, HEXKETaH! JIEKAPCTBEHU PEaKIIuu ca
ChOOIIaBaHU U CIIOHTAHHO.

KbpBeneTo e Hail-uecTo cboOIIaBaHaTa peakisl KaKTo P KJIMHUYHUTE POYYBaHUS, TaKa U IPH
MOCTMAaPKETUHIOBUSI OIINT, KBJETO € ChoOIIaBaHa Hall-4ecTo pe3 IbPBHSI MECELl Ha JICYEHUETO.

B CAPRIE, npu nanuentu nexyBanu ¢ kionugorpen uia ACK, obmara yectora Ha KbpBeHe € 9,3%.
YecToTaTa Ha TEKKUTE CiIydau € cxonHa npu kiaonunorpen u ACK.

B CURE He e HaOnr01aBan mo-rojisiM Opoi Ha cily4ar Ha MAaCHMBHO KbPBEHE C KJIOHIOTPEIT TUTIOC
ACK npe3 mbpBUTE 7 JHH ClIe] KOPOHAPEH Oaliniac Mmpu MarMeHTH, KOUTO ca CIPEIIH TeparusaTa
noBedve OT TeT JHU Tpeau onepanusTta. [Ipy manueHTn, ocTaHalli Ha Teparnus B MPOALIDKCHHE Ha 5
JTHU cIie/T KOpOHapHUs Oaifiac, 4ecToTaTa Ha cirydauTe e omna 9,6% 3a kmommmgorpen mroc ACK, u
6,3% 3a mane6o miroc ACK.

B CLARITY e nabmomaBaro 00110 yBeTHICHIE Ha KbPBEHETO B Tpymara kionumorpen mioc ACK
cnpsiMo Tpynata Ha iane6o mioc ACK. Yecrorata Ha MACUBHO KbPBEHE IPH IPYIHTE € CXOJHA.
ToBa e HaOII0AaBaHO U B MOJTPYIHTE OT NAIIMEHTH, ONPE/ICIICHU 110 XapaKTEPUCTUKHU Ha U3XO0THO
HHUBO ¥ BU/Ia Ha QUOPUHONIUTHYHOTO UIT XETIAPHHOBO JICUCHUE.

B COMMIT, o6mata yectoTa Ha HeLepeOpaIHO MAaCHBHO KbPBEHE WM LIepeOpaiHO KbpBEHE € HHUCKA
U CXOJIHA U IIPU ABETE IPYIIH.

B ACTIVE-A 4yecroTata Ha MacHBHO KbpPBEHE € [T0-BUCOKA B rpymnaTa Ha kinonugorpen + ACK,
OTKOJIKOTO B rpynara Ha mane6o + ACK (6,7% copsimo 4,3%). MacrBHOTO KbpBEHE € OUIIO TJIaBHO
OT eKCTpaKpaHuaJieH IPON3X0/ B iBeTe Tpymu (5,3% B rpynara Ha kionuaorpen + ACK, 3,5% B
rpynara Ha miane6o + ACK), rmaBHo ot ractpo-uHTecTHHANHUS TpakT (3,5% cnpsmo 1,8%).
HabmtonaBaHo e mpekoMepHO HHTPaKpaHUAIHO KbpBEHE B rpynara Ha kinonugorpen + ACK crpsamo
rpymnara Ha mane6o + ACK (1,4% cnpsimo 0,8%, cboTBeTHO). He e HaOmoaBana cTaTHCTUIECKH
3HaYMMa pasiiuka B uecTorara Ha ¢atainHo kepBeHe (1,1% B rpymata Ha knonugorpen + ACK u 0,7%
B rpynara Ha miane6o + ACK) u xemoparuueH uncynt (crotBeTHO 0,8% 1 0,6%) Mexay nBete

TPYIIH.
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B TARDIS npu manueHTHTe ChC CKOPOIICH HCXEMUYCH HHCYIIT, TTOJTyYaBalli HHTCH3UBHA
aHTHArperaHTHA Teparus ¢ Tpu JekapcTBenu npoaykra (ACK + knonmumorpen + aunupuaamon),
YeCTOTaTa Ha KbPBEHE € OWia M0-BUCOKA M KbPBEHETO € OMIIO IMO-TEXKKO B CPABHEHUE C KIIOMHIOTPEIT
CaMOCTOSITEITHO HJIM ¢ KOMOHMHAIIHS alleTHICAIUIIIIOBA KHCEITMHA U TUTTHPHIAMOIT (KOPUTHPAHO
00m10 OR 2,54; 95% CI1 2,05 —3,16; p <0,0001).

Tabauuen cnucvK HA Hedceranume peakyuu
HesxenanuTe jekapcTBEHN PEAKIIMK HACTHITIN 110 BpeMe Ha KIIMHHYHHUTE TPOYYBAHUS HITH
CHOOLIEHU CIIOHTAHHO, Ca MPEJCTaBEHH MO-I0My. TsIXHaTa 4ecToTa € ONpeAesicHa Bb3 OCHOBA Ha
ciemHaTa koHBeHIus: yectr (>1/100 mo < 1/10); meuectn (>1/1 000 go <1/100); peaxu (>1/10 000 xo
<1/1 000); muoro peaxu (<1/10 000), c Heu3BecTHA YecTOTa (OT HAIMYHUTE JAHHU HE MOXKeE J1a Oblie
HampaBeHa oueHKa). [Ipu Bcako rpynupane B 3aBUCUMOCT OT YECTOTATa, HEKEJIAHUTE PEaKkIUU Ce
M30pOosIBAT B HU3XOSII Pe IO OTHOLICHUE HA TAXHATA CEPUO3HOCT.

CucremHo-
opraHsHa
Kjaacupukanus

Yectn

HeuecTn

Penkn

MHoro peaku, ¢
HEHU3BECTHA YecToTa™

Hapymenus na
KPBBTa 1
muMdHaTa
cucrema

TpoMOonuTOTICHHS,
JICBKOTICHUS,
€03UHO(ITHS

Heyrtponenus,
BKITIOYHUTEITHO
TeXKa
HEYTPOICHHUS

TpoMOOTHYHA
TPOMOOIMTOTICHUYHA
nypmypa (TTII) (Bx.
TouKa 4.4), ariacTUIHa
aHEeMWUsl, TTAHIUTOIICHU S,
arpaHyJIOIMTO3a, TEKKA
TPOMOOIUTONICHUS,
npunoouTa xeMopuins A,
TPaHyJIOIUTONCHHUS,
aHeMus

Copaeunu
HapyIICHHS

Cunznpom Ha Kounis
(BazocmacTuyHa
ajiepruyHa aHryuHa /
aJepruv4eH MUOKap/IeH
WH(PAPKT) BB BPB3Ka C
peakiust Ha
CBPBX4YBCTBUTEITHOCT
KBbM KJIOnH0rper™

Hapymenus na
UMYyHHaTa
cucrema

CepymHa 6oJecr,
aHa(hUIIAKTOUTHU
peaxuu, KphbCTOCAHO
PEaKkTUBHA JIEKApCTBEHA
CBPBXYYBCTBUTEIHOCT
MEKTy THEHOTUPUINHUTE
(KaTo TUKJIOTIHINH,
mpacyrpen) (BK. TOUKa
4.4)*, vHCYTINH
ABTOMMYHEH CHHJPOM,
KOWTO MOXKE J1a TOBEJE 10
TEXKa XHUIIOIIMKEMUS,
0COOCHO IPU MAIUEHTH C
noarun HLA DRA4 (no-
YeCT MPH SMOHCKaTa
nomynarsi)*

Icnxuynn
HapyUICHHsI

XaonyHaIuH,
00BpKaHOCT

Hapymenus na
HEpBHATa
cucreMa

WnuTpakpanuanHo
KbpBeHe (ChOoOIIeH!
ca HAKOJIKO CITydJau ¢
(aTayeH uzxon),
raaBoOoIue,
mapecTesus,
3aMasHOCT

Hapymienus BbB
BKYCOBHTE BB3IPHUATHS,
areysus
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CucreMHo- Yectn HeuecTn Penkn MHoro peaku, ¢
opraHHa HeN3BeCTHA YecToTa™*
KJIacu(pukanus
Hapymenus na KpbBOU31MB B ounTe
ouuTe (KOHIOHKTHBATA,
OKOTO, PETUHATA)
Hapymenus na Bepturo
YXOTO U
nabupuHTA
CpaoBu XeMatom Cepuno3Ha xeMoparus,
HapyIICHAS KBPBEHE OT ONepaTHBHA
paHa, BacKyJIHT,
XHUIIOTOHUS
Pecniupatophu, Enucrakcuc KpbBousznusu B
TPBAHH, IUxXaTesHaTa CHCcTeMa,
MEINaCTUHAIHA (xemomnTu3a, 6e10apooHA
HapyIICHHS XeMOparus),
OpOHXOCIAa3bM,
WHTECTHUIIHAICH
MTHEBMOHHT, CO3MHO(HITHA
THCBMOHHUSI
CromamiHo- Cromaniso- Cromanina s3Ba u Perponeputone | CromamHo-upeBHA U
YpEeBHU YpeBHA ITyOJ€HAIIHA 5I3Ba, aJlHa XeMOparus | peTporepuTOHea Ha
HapyIICHAS XeMoparus, TacTPHUT, IOBPBILAHE, xeMmoparus ¢ ¢paTajeH
apus, rajieHe, 3amexk, W3XO0JI, MTAaHKPEaTHT, KOJIHUT
KOpeMHa ¢daTyneHnus (BKITIOYUTEITHO SI3BEH WIIH
0oJka, JTUMQOIMTEH KOJIHT),
JTACTICTICHST CTOMATHT.
Xermaro- Octpa yepHOAPOOHA
OommapHu HEIOCTaThYHOCT, XCIIATUT,
HapyIICHHS OTKJIOHCHWUS B
YepHOApOOHUTE
(hYHKIIMOHAIIHHA TECTOBE
Hapymenus na O06pazyBane O06pus, cppOEK, Bynozen nepmatur
KOXKaTa HA CUHUHH KOKHU KPBBOU3IIUBU (ToKcHYHa enuaepMaTHa
MOJIKO’KHATA (mypmypa) HEKpPOJIN3a, CHHIPOM Ha
ThKaH Stevens-Johnson, epurema

MyJITHPOPME), OCTpa
reHepajIn3upana
SK3aHTEMHa ITyCTYJI03a
(OI'EIN)), earmoenem,
JIEKapCTBEHO MHIYLUPaH
CHUHJAPOM Ha
CBPBXYYBCTBUTCIIHOCT,
JIeKapcTBEeH 00OpUB ¢
CO3MHO( MU U CUCTEMHU
cumnromu (DRESS),
SpUTEeMATO3CH HIH
exc(oIMaTuBEH 0OpUB,
ypTUKApHs, eK3eMa, JIUXCH
IJIaHyC

Hapymenus na T'mnexkomactus

BB3MPOU3BOJHUTEI

HaTa cucTeMa u

rppjara

Hapymenus na KpbBouznusu B
MYCKYJIHO- MYCKYJIHO-CKEJIEeTHaTa
CKeleTHaTa crcreMa (XeMapTposa),
cucrema u apTpUT, apTpairus,
ChEeIUHUTEIHATA MHAITHS

THhKaH
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CucreMHo- Yectn HeuecTn Penkn MHoro peaku, ¢
oprasHa HEH3BEeCTHA YeCcTOTa*
KJIacu(pukanus
Hapymenus na Xematypus I'momepynonedpur,
O0pOpenuTe 1 MOBUILICH KPEaTHHUH B
MUKOYHUTE KpbBTa
BTHIIA
O06mmn KpbBousznus Bucoxa temnepartypa
HapyIICHUs U Ha MACTOTO Ha
edekTn Ha MHXCKTUPaHE
MSICTOTO Ha
HPUIIOKECHUE
WN3cnensanus VY nbxkeHo BpeMe Ha

KbpPBEHE, IOHNKEH

Opoit HeyTpohmIH,

TIOHIKEH Opoit

TPOMOOIUTH

* I[aHHI/I, CBBP3aHU C KJIIOMMUAOTPE] C HEU3BECTHA YCCTOTA.

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEITAHN PEaKIIUU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JTeKapCTBEHUS

MPOAYKT € BaskHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChoOIaBaT BCsAKa
MOTO3UPaHa HEXKEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

IIpenosupanero B pe3yaTaT Ha MPUIOKEHHUE Ha KIOTHIOTPENT MOXKE J1a IOBE/IE 10 yIBIDKEHO BpeMe Ha
KbPBEHE U MIOCTIeIBAIIUTE YCIOKHEHHS OT KbpBEHETO. AKO Bh3HHKHE KbpPBEHE, TPAOBa Ja ce
MPUIOKU HOIXOSIIA Tepanusl.

He e ycraHoBeH aHTHIOT Ha (hapMaKoJOrHYHATA aKTUBHOCT Ha KIOMHOTPpeNl. AKO € HeoOXouma
He3a0aBHa KOPEKLHUS Ha YIBIDKEHOTO BpeMe Ha KbpBeHE, TpaHc(y3usl Ha TPOMOOIIMTHA Maca MOXKe J1a
NpOTHBOJIEHCTBA Ha €PEKTUTE HA KIOIMHIOTPEll.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHU CBOWCTBA

dapmakoTepaneBTUYHA IPyMa: HHXUOUTOPH Ha TPOMOOLIMTHATA arperaiysi, ¢ U3KIIOYCHUE Ha
xenapud, ATC xox: BO1AC-04.

Mexanuzom Ha Oeticmeue

Kionumorpen e npeajiekapcTBo, €AUH OT YUHUTO META00IMTH € HHXUOUTOP Ha TPOMOOIIUTHATA
arperanms. Kionmmnorpen tpsaosa nga 6bae Metadbonuzupan ot CYP450 enzumure 10 mony4yaBaHe Ha
AKTUBHMS META0OINT, KOITO HHXHOUpa TpoMOOLIMTHATA arperanysi. AKTUBHUAT METa0OJIUT Ha
KJIOMTUIOTPEN CEJIEKTUBHO MHXUOMpPa CBBP3BaHETO Ha ajieHo3uH audochat (AD) kpm
TpoMOonuTHUTE My P2Y 1> perienitopu, u nocieasainara AJ{®d-Meaquupana akTUBaIKs Ha
rimkonpotenH GPIIb/Illa kommuiekca, KaTo MO TO3M HAYMH MHXHOMpPA TPOMOOIIUTHATA arperalms.
[lopanu HEOOpPaTUMOTO CBBP3BaHE, MOBIUSIHUTE TPOMOOIIMTH OCTaBaT 3aCETHATH JI0 Kpasi Ha CBOSI
KUBOT (TpuOnm3uTenHo 7-10 qHM) B BE3CTAaHOBSIBAHE HA HOPMaTHATa TPOMOOITUTHA (PYHKITUS
HACTBIIBA MIPH CJICABALIOTO MOKOJIEHHE TpoMOouTH. TpoMOOLMTHATA arperanus, NpeAn3BUKaHa OT
IOpyru aronuctu ocBeH AJl® chio ce nHXuOMpa upe3 OJOKUpaHe Ha yBeIHMYeHaTa TpoMOOIUTHATA
akTHBaIus ot ocBobomerus AJ{D.
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Toit KaTO aKTUBHUAT META00IUT ce 00pazyBa upe3 CYP450 eH3umuTe, HIKOW OT KOWTO Ca
noauMop(hHU WK ca 00EKT Ha MHXUOUpAHe OT APYTH JIEKAPCTBEHH MPOAYKTH, HE BCUUKH HAIUEHTH
IIe UMAaT aJIeKBaTHA TPOMOOIIMTHA arperamusi.

DapmaroouHamuuru eghekmu

MHOTOKpPaTHOTO MIPWJIOKEHHE HAa 75 Mg THEBHO BOJM JI0 YCTOWYNBO MHXHOUpaHe Ha AJ[D-
WHIyIIUpaHaTa TPOMOOIIMTHA arperamus OT IbPBHSA JCH, KOSTO POrPECHBHO HAPACTBa U JOCTHUTa
CTaIlMOHAPHO CHCTOSIHUE MEXAY 3 U 7 AeH. [Ipu cTanmnoHapHO ChCTOSHUE CPEIHOTO HUBO Ha
UHXUOUIIMSI, TOCTUTHATO ¢ 75 mg nHeBHO, € Mexay 40% u 60%. TpoMOoIMTHATA arperaius 1
BPEMETO Ha KbPBEHE MTOCTEIIEHHO CE Bh3BPBIIAT KbM U3XOAHUTE CTOWHOCTH OOMKHOBEHO 5 JIHU Clie]
MPEKbCBAHETO HA JICYCHHUETO.

Kaunuuna egpuxacnocm u bezonacnocm

bezomacHocTTa 1 ehrkacHOCTTa Ha KIOTHIOTPEI ca OMITH OIEHEHH B 7 IBOMHO-CIIEIN MIPOYYBAHUS,
sorroury Hag 100 000 maruenTw: npoyuBaneto CAPRIE, cpaBuenune Ha xiomumorpen u ACK, u
npoyuBanusita CURE, CLARITY, COMMIT, CHANCE, POINT u ACTIVE-A, cpaBusBamu
KIIOIUJIOTPET M IIaredo U ABarta JIeKapCTBeHH MpoaykTa B komOuHamus ¢ ACK u qpyro craHnapTHO
JIeUEeHUE.

Ilpecen muoxapoen ungpapxm (MH), npecern Mo3vuer uHCyam uiu yCmMarHoseHa nepupepra
apmepuanna bonecm

IIpoyusanero CAPRIE Bkitousa 19 185 nanuenTa ¢ ateporpom003a, MaHU(eCTHpaHa C MTPECCH
MuokapeH nHpapkT (< 35 qHM), IpeceH nCXeMudeH HHCYNT (Mexay 7 THA U 6 Mecena) Hiu
nokazaHa niepudepHa aprepuanaa 6onect (IIAB). [lanmentuTe ca pangoMu3npanu Ha 75 mg
KIonuaorpen gHeBHo win Ha 325 mg ACK u ca mpocieieHy oT eHa 10 Tpu roauHu. B moarpymnara ¢
MHUOKapJieH HH(APKT, MOBEYETO OT narnueHTute ca nonydaBand ACK mpe3 mbpBuUTE THH CIEA OCTPHS
rH(papKT Ha MUOKapa.

Kionumorpen 3HauuTeIHO peAyUpa YeCTOTaTa Ha HOBUTE UCXEMUYHH MHITUICHTH (KOMOUHHUpaHa
OCHOBHa IIeJI BKIIFOUBAIa MHOKapieH HH(APKT, HCXEMUYIEH WHCYIIT U ChI0BA CMBPT) B CPAaBHEHHUE C
ACK. B rpynara ¢ xnonuaorpen ca Bb3HuKHaM 939 nHmmaenTa, a B rpymara ¢ ACK-1 020
(penyxuus Ha otHocuTenHus puck (RRR) ¢ 8,7% [95% CI: 0,2 no 16,4];p=0,045), xoeTo choTBETCTBA
3a Bceku 1 000 mamueHTa JeKyBaHH JBE TOAMHH, JOMIBITHATEIHO MPEIOTBPATeHN HCXEMUYHN
nauaeHTy npu 10 manuenta [CL:0 o 20]. AHanu3bT Ha 00IaTa CMBPTHOCT KaTO BTOPUYHA KpaitHa
TOYKA HE TIOKa3Ba 3HAUMTEIIHO pa3inuue Mexay kionuaorpen (5,8%) u ACK (6%).

B moarpymnos ananm3 criopes ChCTOSHUETO (MHOKapaeH HHPapKT, ncxeMudeH uHeynt wim [1AB) Haii-
OmaronpusaTteH e edekra nmpu narueHTuTe ¢ [IAb (mocTtura ce cTaTucTHYecKa 3HAYUMOCT TIPH
p=0,003), (ocobeHo Te3u, KOUTO ca ¢ aHaMHe3a u 3a MuokapjaeH uadapkrt) (RRR = 23,7%; CI: 8,9 no
36,2) n mo-cnab (6e3 3HaumMa paznuka crupsmo ACK) npu nammentute ¢ nacynt (RRR =7,3%; CI: -
5,7 mo 18,7) [p=0,258]. IIpu marueHTHTE BKIIOYEHHU TIOPag CKOPO MpeKapaH MUOKapaeH HH(APKT,
KJIOTIMAOTPEN € I0-MaJIKo epeKTHBEH, HO Oe3 craTucThyecka pasnuka crpsiMo ACK (RRR = -4%;CI: -
22,5 no 11,7 [p=0,639]). HombiaHUTETHO Ype3 MOArPYNOBUS aHATIH3 [0 OTHOLIEHUE Ha Bb3PACTTa Ce
YCTaHOBSIBA, 4€ €PEeKTHT OT KIOMUIOTPEN MPH MAMEHTH HaJ 75 TOOUHH € TI0-Cl1ad OT TO3U IpHu
HanueHTuTe < 75 roauHu.

Toit kato B mpoyuBaneTo CAPRIE He e mMano Bb3MOXKHOCT 3a OIleHKa Ha e(PEeKTUBHOCTTA B
OTJICITHUTE TIOATPYIIH, HE € SICHO aJH Pa3InyusITa B peIyKIUsATa Ha OTHOCUTETHHS PUCK MPH
OTIEIHUTE ChbCTOSHUS Ca PEATHU WM ca CIy4YaiiHu.

Ocmvp Koponapen cuHopom

[IpoyuBanero CURE BxitouBa 12 562 manueHTy ¢ oCTbp KOPOHAPEH CUHAPOM O€3 eneBaius Ha
ST-cermeHT (HecTaOMIHA CTEHOKApAHS WIM MUOKapeH HHpapkT 6e3 Q-3p0e1) 1 HanTu4IneTo B
IBpPBUTE 24 yaca OT HAYAJIOTO HAa OCTPHS €MHU30/ Ha TPhIHA 0OJIKA M CUMIITOMHU B PE3yJTaT Ha
ucxemus. [lanmenture TpsaoBa na nmatr EKT mpoMeHu, TOBOpeNIy 3a HOBOIIOSIBHIIA C€ HCXEMUST HITH
MOBHULICHU CHPJCYHHU €H3UMH WK TponoHuH | wiu T, B cTOWHOCTH MOHE /1Ba TBTH MO-BUCOKU OT
ropHa rpaHuiia Ha HopMarta. [larenTure ce pangoMusupat Ha kionugorpen (300 mg HaToBapBaia
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Jlo3a, mocieaBana ot 75 mg qaeBHO, N = 6 259) wiu trame6o (N = 6 303), u aBeTe rpynu B
komOuHarus ¢ ACK (75-325 mg BemHBX THEBHO) M IPYTH CTaHAAPTHU Tepanuu. [larmentute ca
nexyBanu 10 1 roguna. B npoyusanero CURE, 823 (6,6%) nauneHTu nomydaBaT eAHOBPEMEHHO U
GPII/Illa peuenTopHu aHTaroOHUCTH. XeMaprH ce Npuiiara npu noseue oT 90% OT NanueHTUTe, KaTto
OTHOCHTEITHATa YeCTOTa Ha KbPBEHE MEKAY KIOMHUIOTPEN U IIane0o He e OMiIa 3HAYMTEIIHO TTOBIMSHA
OT €IHOBPEMEHHATa Tepalnus ¢ XeapuH.

BposiT manuenTH, npy KOUTO ca HaOII0IaBaHH ChCTOSIHUS OTTOBAPSIIIM HA KPUTEPHHUTE HA ITbPBUYHATA
KpaiiHa To4YKa [chpaeuHo-chaoBa cMbpT (CV), MuokapaeH uadapkT (M) wm nacynt] ca 582 (9,3%)
B rpynara Ha kjonuzporpena u 719 (11,4%) B miane0o rpynaTa, peAyKIusl HA OTHOCUTEIHHUS PUCK C
20% (95% CI: 10-28%; p = 0,00009) B rpymnata Ha knonuzporpena (17% peaykuunst Ha OTHOCUTEIHUS
PHUCK MPU KOHCEPBATUBHO JICUCHHE HA MMAalUEHTUTE, 29% Mpu HalmpaBeHa MepKyTaHHA
TpaHcIlyMHHANIHa KopoHapHa anruorutactuka (PTCA) ¢ wim 6e3 crent u 10% npu HanpaBeH
KopoHapHo aptepuaineH 6aiinac (CABG)). HoBu chpaieuHO-CHIOBY HHIUIACHTH (ITHPBUYHA IIE1T) ca
MIPEeIOTBPATEHH, C PEAYKIHS Ha oTHOcHTEmHUS pucK ¢ 22% (CI: 8,6, 33,4;), 32% (CI: 12,8, 46,4), 4%
(CI: -26.9, 26.7), 6% (CI: -33,5, 34.3;) u 14% (CI: -31,6, 44,2) cvotBeTHO mpe3 0-1, 1-3, 3-6, 6-9 u 9-
12 Mece4yHn MHTEpBAIN Ha poyuBaHeTo. Clen TpeTHus Mecel, OIaronpusITHUAT eeKT HaOM0aaBaH B
rpynara Ha kinonuaorpen +ACK He HapacTBa moBeue, HO pUCKBT OT XEMOparus ocrasa (BixK.

Touka 4.4).

Ynotpebara Ha kinonugorpes B CURE npoydBaHeTo € cBbp3aHa ¢ HaMalsiBAHE Ha HEOOXOMMOCTTA
ot TpomOouTryHa Tepanus (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/I1la uaxubutopu (RRR =
18,2%; CI: 6,5%, 28,3%).

BposiT Ha manmeHTuTe, TPU KOUTO ca HACTHIIWIN ChCTOSHUSL, OTTOBAPSIIHA Ha KPUTEPUUTE 32
JIOITBJIHUTEIHATA TbPBUYHA KpaiitHa Touka (CV cMbpT, MI, MO3bUeH HHCYIIT WK pedpakTepHa
ucxemus) e 1 035 (16,5%) B knormaorpesn rpynara u 1 187 (18,8%) B mnanebo rpynara, pexykuus Ha
otHocuTenHus puck ¢ 14% (95% CI: 6%-21%, p = 0,0005) B rpymnata Ha kinonuaorpen. To3u
OnmaronpusiTeH eeKT ce ABIKHU MPEeJUMHO Ha eeKTa Ha KIOMHI0TPeNl BbpXY MUOKAapAHUS HHPAPKT
[287 (4,6%) npu rpynata Ha kionuaorpen u 363 (5,8%) npu mianeto]. He e HabnronaBaH edexr
BBPXY UYECTOTATa Ha PEXOCIIUTAIN3AMATA IPH HECTAOMIIHA CTEHOKAPAUS.

Pesynrature nmonyyeHu B rpyIUTe ¢ Pa3TUUHN XapaKTEPUCTUKH (HAIMp. HeCcTaOMIHA CTEHOKAPANS WITH
MU 6e3 Q-3p0e11, pa3nuyHa CTETeH Ha PUCK, THa0eT, HE0OXOANMOCT OT PeBacKyJIapu3amnus, Bb3pacT,
MI0JT) ca CXO/IHU C Pe3yJITaTUTe OT MbpBUUHUTE aHamu3u. [lo-crenuanto, B post-hoc ananus npu

2 172 naumentu (17% ot usmara CURE nmonynanus) Ha kouto uM e noctase creHT (Stent-CURE),
JAHHHUTE TIOKa3BaT, 4e KIOMHIOTPeN CpaBHEH ¢ ianebo, feMoHcTpupa 3HaunMo RRR ot 26,2% B
T0J13a Ha KJIIOMHUIOTPEIT 3a KO-ITbpBUYHATa KpaitHa Touka (CV cMbpT, MI, MO3b4eH HHCYNT) U CHIIO
3HaunMo RRR ot 23,9% 3a xo-BTOpHuHaTa kpaitna Touka (CV cMbpT, M1, MO3bU€H HHCYNT WU
pedpaxrepHa ncxemus). OcBeH TOBa, TPOGIITHT Ha OE30MMaCHOCT Ha KJIIOMHUIOTPEN B Ta3H MOATpyIa
NAlMEHTH He MIPeJU3BUKa HAKAKbB 0cOOeH npobieM. CienoBaTenHo, pe3yaTaTuTe OT Tasu HoArpyma
ca B ChbOTBETCTBHE C OOLIUTE Pe3yJITaTh OT MPOYYBAHETO.

braronpuaTHUAT eeKT Ha KJIONUAOTPesia € HE3aBUCUM OT APYTo CIELIHO U IPOIBJDKUTEIIHO
CBhpACYHO-CHA0BO JieueHue (kato xenapua/LMWH, GPIIb/Illa anTaronucty, Tunuao-peayyupanii
JIeKapCTBEHU MPOAYKTH, Oeta-0nokepu u ACE nnxuburopn). EdukacHocTTa Ha Kitonugorpena e
orieHeHa He3aBucuMo ot go3aTta Ha ACK (75-325 mg BeAHBX JTHEBHO).

HMudapkt Ha Muokapa ¢ enesanusa Ha ST-cermenTa

[pu nauuentu ¢ octsp MU c eneauust na ST-cermenta (STEMI), edpextuBHOCTTA M Ge30MacHOCTTA
Ha KJIOMHI0TpeN € Onjla olleHeHa B 2 paHAOMH3UPAHH, IIANe00-KOHTPOINPAHHA JBOWHO CICTIH
m3mtBanusa, CLARITY, npocnektuBen noarpynos ananu3 Ha CLARITY (CLARITY PCI) u
COMMIT.

IIpoyuBanero CLARITY BrmouBa 3 491 marnuenta ¢ Hagasio Ha MU ¢ ST eneBarus B paMKuTe Ha
nocneaHuTe 12 yaca ¥ 3alIaHyBaHO TPOMOOJIIMTUYHO JiedeHue. [lanmeHTuTe ca monydmiu
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kionuaorpen (300 mg HaToBapBallia 1034, IocieaBala ot 75 mg/neH, n=1 752) wiwu miamne6o

(n=1 739), u nBere B komOuHarus ¢ ACK (150 go 325 mg xaTro HaTOBapBaIia /1032, ocjieIBana oT 75
1o 162 mg/neH), GUOPUHOTUTHYEH areHT, U KOTaTo € OMII0 OIXOASIIO - XenapuH. [lanuenTture ca
npocieneHu 3a 30 auu. [IppBUYHATaA KpaitHa Touka ¢ Onira KOMOMHUPAHO TOsBaTa HA 3aIyIlIeHa
apTepusi, CBbp3aHa ¢ HH(papKTa, Ha aHTHOTpaMara py U3MUCBAHE WM CMBPT WK TOBTOpeH MU
npeau KopoHapHara anruorpadus. [Ipu nanuenTn, Ipy KOUTO HE € IpaBeHa aHTuorpadus,
IbpBUYHATA KpaiiHa TOYKa € OMiia CMBPT WIIM TIOBTOPEH MHOKapaeH UH(apKT 10 JleH 8 nim 10
n3nucBaHeTo. [lomymarusara narueHTy € BrmrodBana 19,7% xenu u 29,2% manueHTd > 65 ToauHu.
061110 99,7% OT nanueHTUTe ca moxy4nan GuopuHonutuim (Gudpun cneuuduynn: 68,7%, He-
¢ubpun cneunduunu: 31,1%), 89,5% xenapun, 78,7% Gera 61okepu, 54,7% ACE naxuburopu u
63% cTatuHu.

ITernanecer npouenta (15,0%) ot marueHTHTe B rpymnaTa Ha kionuaorpen u 21,7% B miane6o
rpynara ca JOCTHTHAIM JI0 TbPBUYHA KpaifHa TOYKa, KOETO MPEICTaBIsIBa a0COIIOTHO HAMaJICHHE OT
6,7% u 36% OTHOCUTEIHO HaMaJIeHHe B moi3a Ha kionugorpen(95% CI: 24, 47%; p < 0.001), rmaBHO
CBBbP3aHO C HAMAJICHUE Ha 3alyIICHU apTepHUHU, CBbp3aHu ¢ nH(papkTa. Ta3u noi3a ¢ Ouiia HaJIUIE BbB
BCHUYKH MPEABAPUTEITHO ONPEICIIEHH MMOATPYITH HA MAIIEHTUTE 110 BH3PACT U I10JI, JIOKATH3AIHS Ha
uH(papKTa U BUa Ha U3I0J3BaHOTO (PHOPHUHOIUTUYHOTO JICUSHUE WU XEIapyH.

IToarpynos ananu3z Ha CLARITY PCI BkirouBa 1 863 nanuentu cbec STEMI, nomnoxenu Ha PCIL.
[TammenTure, momywaBamu 300 mg HatoBapsamia no3a (LD) xmomumorpen (n=933), ca umamnu
3HAUUTETTHO HAMaJICHHE Ha 4YecToTaTa Ha ChpAeyHOChAoBa cMbpT, MI wmm wmacynt cien PCI B
CpaBHEHHME € Te3H, omy4asaiy mianedo (n = 930) (3,6% npu npeaBapuTEIHO JEUSHUE C KIOMUAOTPET
cpsimo 6,2% c mrane6o, OR: 0,54; 95% CI: 0,35 — 0,85; p = 0,008). [TanmenTure, nomyyasamu 300 mg
LD xnonuorpen, ca Malld 3HAUMTEIHO HaMaJIeHHEe Ha YecToTaTra Ha ChpJAe4HOCH0Ba CMBPT, MI ninun
uHcyaT 1o 30 nuu cnex PCI B cpaBHEeHue ¢ Te3u, moiydaBaniy miarebo (7,5% npu npeaBapuTeiHO
nedeHue ¢ xionuporpen copsamo 12,0% c mmane6o, OR: 0,59; 95% CI: 0,43 —0,81; p=0,001).
Brmpeku ToBa, kKorato ce oreHsBa B obmara momyianus Ha npoyuBaHeTo CLARITY, tasu crcraBHa
KpaifHa TOYKa He € CTATUCTUYECKH 3HaunMa KaTo BTOpHYHA KpaiiHa Touka. He ce HaGmonaBa 3HaunMa
pas3irKa B YeCTOTATa Ha TOJISIMO WM MAJIKO KbpPBeHE MeX Ty ABete eueHus (2,0% mpu nmpeIBapuTeTHo
JeyeHue ¢ kiaonuaorpen cupsmo 1,9% c mane6o, p > 0,99). Pesynrature oT TO3M aHaNIN3 MOAKPENAT
PaHHOTO M3IMOJ3BaHE Ha HaToBapBamia fo3a kionuuporpen npu STEMI u crparerusra 3a pyTHHHO
MIPEIBAPUTEITHO JIEYEHNE C KIOMUAOTPE MPH NMaleHTy, noanoxenu Ha PCIL.

[IpoyuBaneto ¢ 2x2 dakropuanen auzaitn COMMIT e Bkmrounino 45 852 nmanumeHTy ¢ Havano Ha
cumnTomu noao3putennu 3a MU ¢ noakpersinm EKT™ abnopmun Haxonku (Hamp. ST enesarus, ST
Jlenpecust WK JiaB OepeH OJI0K) B paMKUTe Ha rocneannte 24 gaca. [lammenture ca momydunn
kiormaorpen (75 mg/aen, n=22 961) wiu miane6o (n=22 8§91), B komOunamms ¢ ACK (162 mg/nen),
3a 28 JHY WM JI0 M3NKMCBaHe OT OoyHuNaTa. [IbpBUYHKTE KpaiiHU TOYKHU ca OWJIM CMBPT IO BCIKAKBa
MIpUYMHA ¥ ThPBa MOABA Ha pe-MH(APKT, HHCYNT WK cMbpT. [lomymnanusara e Bxmounna 27,8% xeHw,
58,4% mammentun > 60 roguau (26% > 70 ronuan) 1 54,5% marnuenTa, KOUTO ca MOTYYHIN
¢ubpuHOIMUTHLIN.

Kronuporpen 3Ha4MMo HamMasIsiBa OTHOCUTEJIHUS PUCK OT CMBPT IO BCSIKAKBa MPUUYMHA CbC 7%

(p =0,029), u oTHOCHUTENIHUSI PUCK 32 KOMOMHALIUATA OT pe-UH(PAPKT, HHCYIT WIK CMBPT € 9%

(p =0,002), xoeTo npeacTaBnsiBa abCoMOTHO HaManeHue cboTBeTHO OT 0,5% u 0,9%. Taszu momn3za e
HaJIMIE HE3aBUCUMO OT Bb3PAaCT, HOJI, ¢ WK 0e3 GUOPHHOMUTHIN, U ¢ HaOII0JaBaHa Olle B IbPBUTE
24 yaca.

Kiommnorpen 600 mg HaToBapBalia 103a OPY IMAIMEHTH C OCTEP KOPOHAPEH CUHIPOM, ITOUIOKEHH HA
PCI

CURRENT-0OASIS-7 (Kimonmorpen ¥ acCupyH, U3IT0JI3BaHN B ONTHMAJTHA 71034 33 HaMaIsIBaHe Ha
MoBTapsIIUTE ce chouTHs CeMU PETUCTHD 32 OLEHKA Ha CTPATETMUTE TP UCXEMUYHU CHHIIPOMU —

16



Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa panzomMu3upano (HakTOpHaIHO MPOyUYBaHe BKIIOUBa 25 086 nHia ¢ 0cThbp KOPOHAPEH CHHIPOM
(OKC), npenBunenu 3a panna PCI. [lanmentuTe ca panqoMu3upaHy Ha 1BoiHa 1o3a (600 mg Ha neH
1, cmen ToBa 150 mg Ha gaM 2 — 7, ciied ToBa 75 mg THEBHO) CIIpsSMO cTaHmapTHa mo3a (300 mg Ha
neH 1, ciaen ToBa 75 mg JHEBHO) KJIOMUAOTPeN U BUcoka go3a (300 — 325 mg qHEBHO) CIIPSIMO HEICKA
no3a (75-100 mg aueBno) ACK. Brutouenute 24 835 manuentu ¢ OKC ca noioskeHu Ha KOpOHapHa
anruorpadus u Ha 17 263 e nmposenena PCIL. [1pu 17 263 nanuentu, nonydasamniu sedenne upe3 PCI,
B CPaBHEHHE ChC CTaHJApTHATA /1032, JBOWHATA /1032 KIOMUIOTPEN HaMaJIBa YecTOTaTa Ha
bpBUYHATA KpaitHa Touka (3,9% cpemry 4,5% xopurupan HR = 0,86, 95% CI1 0,74 — 0,99, p = 0,039)
Y 3HAYUTETHO HaMalsiBa TpomOo3aTa Ha cteHTa (1,6% cpemnty 2,3%, HR: 0,68; 95% CI: 0,55 — 0,85;

p =0,001). I'onsiMOTO KBPBEHE € MTO-UECTO MPHU ABOWHATA 71034, OTKOJIKOTO MPHU CTaHIapTHA /1032
knormorpen (1,6% cpemty 1,1%, HR = 1,41, 95% CI 1,09-1,83, p = 0,009). B ToBa npoyuBane
HaTOBapBaliara jo3a kionuaorpen 600 mg e mokaszana cxXoaHa epUKACHOCT IPH MAUEHTH Ha Bh3pacT
> 75 TOIMHY U MAIMEHTH HA Bb3pacT < 75 rOAUHHU.

ARMYDA-6 MI (AHTHarperanTHa Tepanus 3a HaMallsiBaHe Ha YBPEKIAHETO Ha MHOKapa M0 BpeMe
Ha aHTHOIIacTUKa — MuokapzeH uHpapkt — The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3HPAHO, TPOCIEKTUBHO, MEXYHapOIHO, MHOTOLIEHTPOBO NPOYYBAaHE OLICHIBA
npensapurenHoTo jedenue ¢ 600 mg copamo 300 mg knonuporpen LD B ycnosusTa Ha ciemtHa PCI
3a STEMI. Ilammmentute ca nonydaBaiu kionuaorpen 600 mg LD (n = 103) unu Kionuaorpent

300 mg LD (n = 98) npenu PCI, cien xoero ca um npeanucanu 75 mg/neH ot nens cnex PCI go

1 roguna. I[anuenture, noaydyasamu 600 mg LD knonugorpesn, uMaT 3HAYUTEIIHO HAMAJIEH pa3Mep
Ha uH(papKTa B cpaBHEHHUE ¢ Te3u, nmorydasaniy 300 mg LD. Hanurie e mo-nucka yectora Ha TIMI
crener < 3 cinen PCI npu 600 mg LD (5,8% crnpsmo 16,3%, p = 0,031), mogoOpeHa J1eBoKaMepHa
(hpaxmus va nztnackBade (LVEF) npu uznucsane (52,1 £9,5% cnpsmo 48,8 +11,3%, p = 0,026) u mo-
MaJIKO FOJIEMH HeXellaHU ChbPACYHO-ChI0BH chOuTHA Ha AeH 30 (5,8% copsamo 15%, p = 0,049). He ce
HaOJIr0/1aBa YBEJIMUEHUE HAa KbPBEHETO WIIM YCIIOKHEHHUS Ha CHJIOBUS IOCTHIT (BTOPUYHU KpalHU
TOYKH Ha neH 30).

HORIZONS-AMI (XapMoHHU3UpaHe Ha pe3yNTaTUTe OT peBaCKyIapu3alus U CTEHTOBE IPU OCTBP
MHUOKapeH nHpapkT — Harmonizing Outcomes with Revascularization and Stents in Acute
Myocardial Infarction)

ToBa nmpoyuBaHe — post-hoc aHanmu3 € mpoBeneHo, 3a Aa ce onenu nanu LD 600 mg knomuaorpen
ocurypsBa no-0bpp30 U MO-CHITHO MHXUOWpaHe Ha aKTUBHPAHETO Ha TPOMOOLIUTHTE. AHAIUZBT
n3cnenBa Bp3naeicTerero Ha LD 600 mg B cpaBuenue ¢ 300 mg Bppxy 30-1HEBHUTE KIMHUYIHA
pesyntatu mipu 3 311 mamuenT ot ocHoBHOTO M3nuTBaHe (n =1 153; 300 mg LD rpyna; n =2 158;
600 mg LD rpymna) npenu cbpieuHa KaTeTepu3aliysi, MocaeIBaHa OT 103a 75 mg/ieH 3a > 6 mecena
cJIe]l U3MMCBaHeTo. Pe3ynraTure nmoka3saT 3HaYUTEIIHO O-HUCKU 30-IHEBHU HEKOPUTHUPAHU HUBA HA
cmbpTHOCT (1,9% crpsimo 3,1%, p = 0,03), moBropen undapkr (1,3% crpsimo 2,3%, p =0,02) u

e MHUTHBHA WK BeposiTHA TpoMOo3a Ha cteHTa (1,7% crpsamo 2,8%, p = 0,04) ¢ 600 mg LD 6e3 no-
BHCOKa 4yecToTa Ha KbpBeHe. [Ipu MyntuBapuanren ananus, LD 600 mg e He3aBuCcHM IIPEIUKTOp Ha
MMO-HUCKH HUBA HA TOJIEeMH HeXXeNlaHu chpaevynu cpouTus Ha aexn 30 (HR: 0,72 [95% CI: 0,53 — 0,98],
p = 0,04). YectoTara Ha rosnsimo kbpBeHe (HecBbp3ano ¢ CABG) e 6,1% B rpynara ¢ 600 mg LD u
9,4% B rpynata ¢ 300 mg LD (p = 0,0005). Uecrorara Ha manko kbpBeHe e 11,3% B rpymata ¢

600 mg LD u 13, % B rpymnata ¢ 300 mg LD (p = 0,03).

JIearocpouno (12 mecena) sedyenne ¢ kiaonuaorpen npu nanmedt cs¢ STEMI cnen PCI

CREDO (Knomuaorpen 3a HamaJsiBaHe Ha HEXKEJIaHUTE CHOUTHS 110 BpeMe Ha HAaOII0AeHUE —
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMHU3UPAHO, ABOMHO-CIIANO, IUIALE00-KOHTPOJINPAHO IPOYUBAHE € IPOBEJICHO B
Crenunenute matu u Kanana, 3a ga ce oeHu moisata oT Abarocpodno (12 mecena) jgeyenue ¢
knomuaorpen caex PCL. 2 116 nanuentu ca pangomusupanu aa nomyyasaTt LD 300 mg knonuaorpen
(n=1 053) wm mrane6o (n =1 063) 3 mo 24 yaca npeaun PCI. Bcnuku manyeHTH ca moay4yaBaid U
325 mg acniupud. Cieq MHTEpBEHIMATA BCHUKH NAMEHTH Cca MOJyYaBajiy KJIONUIorpen 75 mg/nex
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1o nen 28 u B aeete rpynu. Ot AeH 29 no 12 Mecena NanueHTuTe B rpyIiaTa ¢ KJIOMUIOTPEN ca
NOJTy9aBajin 75 mg/neH KIOMUIorpe, a B KOHTPOJIHATA IpyIia ca moidy4aBanu marebo. 1 neere
rpynu ca noiyvasaiu ACK no Bpeme Ha npoyuBaneto (81 1o 325 mg/nen). Cnen 1 roauna e
HaOJII01aBaHO 3HAYUTEIHO HaMaJlsiBaHe Ha KOMOWHHUPaHUS PUCK OT CMBPT, HHPAPKT Ha MUOKapa WK
WHCYINT ¢ Konmaorpen (26,9% orHocurenHo Hamanenue, 95% CI: 3,9% — 44,4%; p = 0,02;
abcomoTHO HamasieHue 3%) B cpaBHeHue ¢ 1ane6o. He e Habnmro1aBaHO 3HAYUTETHO YBEJINYCHUE Ha
yecToTaTa Ha rojsiMo KbppBere (8,8% c knonuporpen cnpsamo 6,7% c mnane6o, p = 0,07) unu Manko
kbpBeHe (5,3% c knonugorpe cupsamo 5,6% c miaunedo, p = 0,84) Ha 1 roquaa. OCHOBHOTO
3aKJIIOUEHUE Ha TOBA MPOYYBaHE €, ue mpoabikaBaHeTo Ha kionuaorpen 1 ACK 3a mone 1 roguHa
BOJIM JI0 CTATUCTHYECKH U KIMHUYHO 3HAYMMO HaMaJlsiBaHE Ha FOJIEMUTE TPOMOOTHYHU CHOUTHSL.

EXCELLENT (Edukacuoct Ha Xience/Promus cripsimo Cypher 3a HamasisiBaHe Ha KbCHaTa 3aryda
cnen creatupane — Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa npocneKTHBHO, OTBOPEHO, PAaHAOMHU3UPAHO IpoyUYBaHe € nposeaeHo B Kopes, 3a 1a ce oueHn
Janu 6-mMecedHara aBoiiHa antuarperantHa tepanus (DAPT) e HenndepuopHa (He O-Maiko
edpexTnBHa) oT 12-mMeceunara DAPT cnen uMmaHTHpaHe Ha CTEHTOBE, OTACIISIIH JIEKapCTBO.
[IpoyuBanero BkitouBa 1 443 manmeHTH, MOJUI0KEHN HA UMIUIAHTALIMS, KOUTO €A PAaHIOMU3HUPAHU J1a
nosyuaBaT 6-meceueH DAPT (ACK 100 — 200 mg/neH mntoc kionuaorpen 75 mg/neH 3a 6 mecena u
cien ToBa camo ACK no 12 mecena) wiu 12-meceuen DAPT (ASA 100 — 200 mg/neH muioc
kjonuzaorpen 75 mg/nex 3a 12 mecena). He e HabnronaBana 3HaunTeNTHA Pa3iMKa B YECTOTATa Ha
HEIOCTAaThYHOCT Ha TapreTeH ChJl (ChBKYMHOCT OT ChpAeyHa cMbpT, MI uiu peBackynapuzanus Ha
TapreTeH ChA), KOSITO € MbpBUYHA KpaifHa TOUYKa MEXAy TpynuTe Ha 6-MecedHa U 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 — 1,86; p = 0,60). CpIro Taka mpoydBaHETO HE IMOKa3Ba 3HAYMTEITHA Pa3INKa
B KpaifHaTa TO4Ka 3a 0e30MacHOCT (ChBKYIHOCT OT CMBPT, HH(PAPKT HA MUOKapAa, HHCYIT, TpoMO03a
Ha CTEHT WiH royiiMo KbpBeHe o TIMI) mexny rpynure Ha 6-meceuna u 12-meceuna DAPT (HR:
1,15; 95% CI: 0,64 2,06; p = 0,64). OCHOBHOTO 3aKJIF0UE€HHE HA TOBA MPOYYBAHE €, ue 6-MeceuHaTa
DAPT e ve mo-manko edpekruBHa oT 12-mMeceunata DAPT mo oTHOIIeHHe Ha pUCKa OT
HEAOCTaTbYHOCT Ha TapreTeH Ch.

Jeeckamarmst Ha P2Y 1, nHXuOUTOpH I1pn ocThp KopoHapeH cuaapom (OKC)

IMpemunaBaneTo ot mo-motueH P2Y 1, penentoper HHXUOUTOP KbM KIIOTUAOTPEN B KOMOMHAIIHSA C
acripuH ciren; octpa ¢aza mpu OCK e orieHeHO B 1B paHIOMU3HPAHN, CIIOHCOPUPAHU OT
u3cnenoBaTens npoyuyBanus (investigator-sponsored studies, ISS) — TOPIC u TROPICAL-ACS —c
JAHHM 32 KIMHWYEH Pe3yJITar.

Knvandnata monsa, KosTo mokaspat no-moutaute P2Y 1» MHXHOUTOpH, TUKArpenop U mpa3yrpei, B
TEXHHUTE OCHOBHH MPOYYBAHUS, € CBhP3aHa ChC 3HAYMMO HAMAJISIBAHE HA PEKYPEHTHUTE UCXEMUYHH
chOUTHSA (BKIFOUUTEIIHO OCTpa M rmojaocTpa Tpombo3a Ha ctenta (TC), muokapaen uadapkr (MU) u
CIICIIIHA peBacKynapu3amus). Berpeku ue monsara mo OTHOIICHHE Ha UCXEMHUATA € ITOCIICOBaTETHA
mpe3 MbpBaTa roJuHa, o-TOJIIMO HaMaJIeHHEe Ha MOBTOpHATa mosiBa Ha ucxemus cieg OKC e
Ha0JIroAaBa Ipe3 MbPBUTE JHU CIIE]] 3all0YBaHE HA JICUCHHUETO. 3a pa3jIfKa OT TOBA, post-hoc
AHAJIN3UTE MMOKa3BaT CTATUCTUYCCKU 3HAYMMU YBCIIMUCHHNA HA PUCKA OT KbPBCHE IPU ITO-MOITHUTE
P2Y 1, uaxuburopu, koeto ce HabII0aBa IIIaBHO Mpe3 Mo bpikaiiara (asa ciej| TbPBUS MECell CJIe]
OKC. TOPIC u TROPICAL-ACS ca npenBuaeHu 1a H3CIeaABaT Kak Ja ce HaMalsIBaT CHOUTHATA HA
KbPBEHE, KaTo Ce 3ana3u e(uKacHOCTTA.

TOPIC (Bpeme Ha TpOMOOIIMTHA HHXHOUIIHSI CIIET OCTHDP KOpoHapeH cunpoM — Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMHM3UPAaHO, OTKPUTO U3MUTBaHE BKIIOUBa nanueHtd ¢ OKC, npu kouro e Heobxoanma
nepkytanHa kopoHapHaa uatepseHius ([1IKM). [TlanuenTure, KOUTO preMaT acIMpUH U ITO-MOIICH
P2Y, 610kep n 6e3 HeKeNlaHO CHOUTHE B PAMKHTE Ha €IIMH MECEIl, Ca pa3Npe/IeICHH J1a IPeMIHAT
KbM (puKCHpaHa 103a acCUpHH ILTI0C KIOMUAOTPeN (IeecKainpaHa JBOWHA aHTUTPOMOOTHYHA
tepanus (dual antiplatelet therapy, DAPT)) wiu ga npoxbipkar JiekapcTBeHaTa CH cXema
(nemmpomenena DAPT).
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Amnanmusupanu ca oomo 645 ot 646 nammmenTtn cbe STEMI mmn NSTEMI mnmn HectabmitHa
creHokapams (neeckanupana DAPT (n = 322); wenpomenena DAPT (n = 323)). U3BbpiieHo e
npociensBaHe ciel eaHa roauHa Ha 316 manuentu (98,1%) B rpynara Ha geeckanupana DAPT u
318 nauuentu (98,5%) B rpynata Ha nHenpomeneHa DAPT. Meauanara Ha npocrensiBaHe 3a ABETE
rpynu € 359 nHu. XapakTepUCTHKUTE Ha M3CIIeIBaHaTa KOXOPTa Ca CXOMIHH B 2 TPYIIH.

[IbpBUYHUAT pe3ynTaT, ChCTaBHA TOUYKA OT ChbPACYHOCHI0BA CMBPT, HHCYIIT, CIICIIHA
peBacKyiapu3aiys U KbpBeHe ChIIacHO AKaJIEeMUYHHS W3CIIETOBATENICKA KOHCOPIIUYM 10 KbPBEHE
(Bleeding Academic Research Consortium, BARC) > 2 na 1-Bara roguna cienq OKC ce HabmosaBa
nipu 43 manuentH (13,4%) B rpynara Ha geeckanupana DAPT u npu 85 naumentu (26,3%) B rpynara
Ha HenipomeneHa DAPT (p < 0,01). Ta3u craTucTHUeCKH 3HaYMMa pa3irKa ce IbJKH OCHOBHO Ha IO-
MaJIko ChOUTHSI Ha KbpPBEHE, 0e3 J1a ce HabIro/1aBa pa3iiuKa MpH KPaHNUTE TOYKH 338 UCXEMHUSI

(p = 0,36), nokaro kbpBene mo BARC > 2 ce nabmioaasa no-psako B rpynara Ha aeeckanupada DAPT
(4,0%) crpsimo 14,9% B rpynara na Henpomerena DAPT (p < 0,01). Cp0utus Ha KbpBEHE,
orpenesieHu kKato Bcuuku crenenn 1o BARC, ce nabmonasar npu 30 nanuentu (9,3%) B rpynara Ha
neeckanupana DAPT u ipu 76 naruentu (23,5%) B rpynara Ha HenpomeHneHa DAPT (p< 0,01).

TROPICAL-ACS (M3cnensane Ha OTTOBOpa KbM TPOMOOILIMTHA MHXUOUIIHS IPU XPOHUYHA
AHTUTPOMOOTHUYHA TEPAITUs 33 OCThP KOpOHApeH CUHAPOM — Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment)

ToBa paHIOMH3UPAHO, OTKPUTO U3MUTBaHE BKIFOUBA 2 610 MONOXKHUTETHH 32 OMOMapKep MAIHEeHTH C
ACS cnen ycnienrna [IKH. [ManpentuTe ca panaoMu3upaHy a MOIydaBat npasyrpen 5 uiu

10 mg/nen (mam 0—14) (n =1 306), wm npa3yrpen 5 wnu 10 mg/nen (mau 0—7), ciaen KoeTo ca
JIeECKANMpaHy Ha Kionuaorpen 75 mg/nen (nau 8—14) (n =1 304), B komOunamms ¢ ACK

(<100 mg/nen). Ha nen 14 e npoBeaeHo u3ciensaHe Ha TpomOoruTHata Gyuknus (platelet function
testing, PFT). [TaniuenTure, IekyBaHU caMo ¢ TIpa3yrpelt, Ipoab/bKaBaT Ha mpasyrpen 3a 11,5 mecena.

[Ipu neeckanupaHuTe NALUEHTH CE MPOBEXKAAa BUCOKOUYBCTBUTEIICH TECT HA TPOMOOLIUTHA
peaxtuBHocT (high platelet reactivity, HPR). Ako HPR > 46 equnuiy, naiueHTHTe ca eCKaaupaHu
oOpartHo Ha mpazyrpen 5 wiu 10 mg/nen 3a 11,5 mecena; ako HPR < 46 eguanmym, manueHTnTe
MIPOBIDKABAT Ha Kionuaorpen 75 mg/aen 3a 11,5 mecena. CienoBaTeTHO paMOTO C KOHTPOJIHpaHa
JeecKajanus BKIIOYBA NanueHT Ha npazyrpen (40%) nimu kinonunorpen (60%). Benuku nanueHTH
MpOJBJKABAT HA aCIUPHH U ca MPOCJEIeH! B IPOIBJIKEHUE Ha €/THA FO/INHA.

[IppBUYHATA KpaifHa TOUKa (KOMOWHUpaHa YeCTOTa Ha ChPASYHOCHI0Ba CMBPT, MU, HHCYAT 1
kbpBeHe o BARC > 2 crenen Ha 12 Mecena) e IOCTUTHATa, KOETO MoKa3Ba HeuHpepuopHocT. [Ipu
neBeTaeceT u neT manueHTH (7%) B TpynaTta Ha KOHTpoiaupaHa aeeckananys u 118 mamuentun (9%) B
KOHTposHaTa rpymna (p Ha HemHpepruopHocT = 0,0004) ce HabmonaBa crouTre. KoHTponmpanara
JieecKajanus He BOJH O TIOBUILIEH KOMOWHHUpaH PUCK OT HCXeMHYHH chOuTHs (2,5% B rpymnaTa Ha
neeckamarus cipsamo 3,2% B KoHTpoiHaTa rpyna; p Ha HemHpepuopHocT = 0,0115), HuTo Ha
OCHOBHaTa BTOpWYHA KpaitHa Touka Ha KbpBeHe 0 BARC > 2 crenen ((5%) B rpymara Ha
neeckananus crpsiMo 6% B KoHTposiHaTa rpymna (p = 0,23)). KymynatuBHaTa 4ecToTa Ha ChOUTHS Ha
KbpBeHe OT BcuukH crenenu (kiac 1o BARC 1 1o 5) e 9% (114 cp0utns) B rpynara Ha
KOHTponmpaHa feeckanarus crpsimo 11% (137 crOutnst) B konTposnHaTa rpyna (p = 0,14).

JIBorina anTutpoMOormTHa Tepanus (Dual Antiplatelet Therapy, DAPT) ipu octep ek IS mmn TIA ¢
YMEPEH JI0 BUCOK PUCK

DAPT ¢ xomOunanus kionuaorpen 1 ACK kaTo nedeHne 3a nmpeoTBpaTsBaHe HA HHCYIIT CIIET OCTHP
nex IS nmm TIA ¢ ymepeH 1o BUCOK PHCK € OLIEHEHa B IBE€ paHJOMU3HpaHH MIPOyYBaHUS,
CIIOHCOpUpPAHHU OT u3cienoBarens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JIAaHHY 33 KIIMHUYHY PE3yJITaTH 3a 0€30MacHOCT U e()UKACHOCT.

CHANCE (k1onuodozpen npu 6ucoOKoOpUcKosu nayuenmu ¢ OCmpu HeUH8AIUOUUPAU MOZbUHOCLOOBU
cvoumus - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHIOMHU3UPAHO, JBOHHOCIISTIO, MHOTOLIEHTPOBO, TIAIc00-KOHTPOJIIMPAHO KIIMHUYHO W3ITUTBaHE
BkitouBa 5 170 mauuentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) niu ocTbp J€K HHCYNIT
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(NIHSS <3). [larmmenture B n1Bete rpymnu ca nmomyuminn otkputo ACK nHa nen 1 (B 1o3a, Bapupaiia ot
75 mo 300 mg, o mperieHka Ha JeKyBaIus Jiekap). [laruenTure, paHIoMA3HUpaHA B TpyTiaTa Ha
knonuaorpen-ACK, ca nonyunnu HaToBappaia qo3a 300 mg kinonuaorpen Ha AeH 1, mocienBana oT
Jo3a 75 mg kionuaorpen Ha aeH B qaute ot 2-pu 10 90-tu, u ACK B 103a 75 mg Ha IeH B JHUTE OT
2-pu no 21-Bu. [laruenture, pangomusupann B rpymnara Ha ACK, ca momygaBanm mianebo Bepcus Ha
kionuaorpen B gaute oT 1-Bu 10 90-tn u ACK B mo3a 75 mg Ha neH B gHATE OT 2-pu 10 90-TH.

[IbpBUYHUSAT pe3ynTaT 3a ehUKACHOCT € BCIKO HOBO CHOMTHE HAa MHCYNT (MICXEMHYICH U XeMOpParuicH)
npen mepBuTe 90 qHU cien ocThp ek IS mnmm TIA c Bucok puck. ToBa € HACTHITUIIO IPU

212 nauuentu (8,2%) B rpynara Ha kinonuznorpen — ACK B cpaBuenue ¢ 303 nauuentu (11,7%) B
rpynarta Ha ACK (koeduuuent na puck [HR], 0,68; 95% nosepurenen unrepsai [CI], 0,57 no 0,81;
P<0,001). IS e macteomn npu 204 nanuentu (7,9%) B rpynara Ha kinonugorpen — ACK B cpaBHeHue ¢
295 (11,4%) B rpynata Ha ACK (HR, 0,67; 95% CI, 0,56 mo 0,81; P <0,001). XemoparuueH HHCYIT €
HaOJIroaBaH MpH § MALMEHTH BbB BCsAKa OT ABeTe rpynu B u3nutBaneto (0,3% oT Besaka rpyma).
YMepeH nim TeKbK KPhBOU3IUB € HaOMronaBaH npu cenem namueHty (0,3%) B rpynara Ha
knonuaorpen — ACK u ipu ocem (0,3%) B rpymara Ha ACK (P = 0,73). UecToTara Ha BCIKO CHOUTHE
Ha KbpBeHe € 2,3% B rpynata Ha knonuaorpen — ACK, B cpaBHenue ¢ 1,6% B rpynara Ha ACK (HR,
1,41; 95% CI, 0,95 no 2,10; P = 0,09).

POINT (AUuxudbupane, Hacoueno kom mpomboyumume npu Hogonosiguna ce TIA u nex ucxemuuen
uncynm — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa paHIOMHU3UPAHO, ABOMHOCISTIO, MHOTOLIEHTPOBO, TIAIIc00-KOHTPOJIMPAHO KIMHUYHO W3ITUTBaHE
BKitouBa 4 881 marmedTn ot 1151 ¢BAT ¢ octpa TIA (ABCD2 ckop >4) unn nek uacynt (NIHSS <3).
Bcewuku naruienTy B aBete Tpynu ca mory4aBaiu oTkputo ACK B gaute ot 1-Bu 10 90-11 (50-325 mg
IO MpelleHKa Ha JIeKyBaIus jekap). [lanuenTure, paHAOMU3MpaHU B TpylaTa Ha KJIOMHUIOTPEd, ca
MOJTy4YMJIM HaToBapBaiua go3a 600 mg kionuaorpen Ha 1-BU eH, OCeABaHa OT 75 mg KIOMHUI0TPes
Ha JIeH B AHATE OT 2-pu A0 90-1u. [lanmenTuTe, panqoMu3upaHu B rpynara Ha miarebo, ca
TIOJTy9aBajy 1anedo Bepcust Ha KIOMUAO0rpen B qHuUTE oT 1-Br 10 90-TH.

[IspBUYHUAT pe3ynTaT 32 epUKacHOCT € ChCTaBHA OT TosieMu ucxeMudHu ceouTust (IS, MI) nnm
CMBPT OT UCXEMHUTHO ChA0BO chOuTHe) Ha AeH 90. Toa e HacThmmmo nipu 121 marmentu (5,0%),
nonyuaBaiu kiaonunorpen mwioc ACK, B cpaBaenue ¢ 160 nanuent (6,5%), nomyuaBanu ACK
camoctositenno (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). Bropuunusar pesyntar IS e HacTbIuI npu
112 manmenTn (4,6%), momyuaBanu kinonuaorpen mroc ACK, B cpaBaenue ¢ 155 mammentu (6,3%),
nosrygaBanu ACK camoctostenno (HR, 0,72; 95% Cl, 0,56 mo 0,92; P = 0,01). [IepBU4HUAT pe3ynrTat
3a 0€30MacHOCT TOJISIM KPBBOU3IUB € HACTHIWI TpH 23 oT 2 432 manuentu (0,9%), moryuaBanu
xironrorpen mwrtoc ACK u pu 10 ot 2 449 manmentn (0,4%), monyuaBamu ACK camocrositenHo
(HR, 2,32; 95% CI, 1,10 mo 4,87; P = 0,02). HeromsaM KpbBOM3IUB € HACTHIII TTpH 40 maryieHTH
(1,6%), momyuasanu knonunorpen mwioc ACK u mpu 13 (0,5%), nonyyasanu ACK camocTosiTenHo
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Amnanu3 BbB BpemeTo Ha npoyusanusata CHANCE u POINT

He e nabnronaBana nossa 1o OTHOILIEHHE HAa ePUKACHOCTTA OT npoabibkaBaHeTo Ha DAPT cnen
21 nuu. HanpaBeHo e pasnpe/esieHue BbB BpEMETO Ha MOJIEMUTE HCXEMUUYHHU ChbOUTHS U FOJIeMU
KPBBOM3JIMBH CIIOPEN HA3HAYEHOTO JIEUEHHE, 32 /1a CE aHAIM3UPa BIMSHUETO HA KPATKOCPOUHHUS
Kypc Ha DAPT.
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Taéauuna 1- Pasnpenesienue BbB BpeMeTO Ha roJieMU HCXeMUYHH CHOUTHS U T0JIEeMHU
KPBBOU3JIMBH criopea Ha3Ha4YeHOTO JedyeHue B npoyuBanusatTa CHANCE u POINT

No. crbutns

Pesyrarn 8 CHANCE u Haznaueno neuenne  OO6m10 ™ 2 3™ cenmuIa
POINT CEeIMMUIA ceaMHUILA
Tonemu ucxemuunn croutus  ACK (n=5 035) 458 330 36 21
CLP+ACK 328 217 30 14
(n=5016)
Pa3nuka 130 113 6 7
Tonstm KpBHBOU3IINB ACK (n=5 035) 18 4 2 1
CLP+ACK 30 10 4 2
(n=5016)
Pasnuka -12 -6 -2 -1
Ilpedcvpono mvoicoene

IIpoyuBanusara ACTIVE-W u ACTIVE-A, otnenan npoyuBanus B nporpamata ACTIVE, BkimrousaT
HAaLMEeHTH C PeAChPAHO MbxIeHE (AF), KoUTO MMaT MOHE eANH PUCKOB (HaKTOP 33 CHIOBH
MHIMEHTH. Bb3 0OCHOBa Ha BKIIIOUBALIUTE KPUTEPUH, JekapuTe ca BkitouBand B ACTIVE-W
MalMeHTH, aKO ca KaHAWAATH 3a Tepanus ¢ antaronuct Ha ButamuH K (VKA) (karo Bapdapun).
IIpoyuBanero ACTIVE-A BkiTI04YBa manneHTH, KOUTO HE MOTAT /1a Tofiy4yaBat jJedeHue ¢ VKA
NOpaJii HEBB3MOKHOCT WIIM HEXEJIaHHE.

IIpoyuBanero ACTIVE-W moxasBa, 4e jJeueHHeTo ¢ aHTaroHucT Ha BuTaMuH K e mo-epexTuBHO oT
toBa ¢ kinommnorpen u ACK.

[Ipoyuanero ACTIVE-A (N=7 554) ¢ MHOTOIICHTPOBO, paHIOMUA3UPAHO, IBOMHO-CIIATIIO, TIAIe00-
KOHTPOJIMPAHO MPOYyYBaHe, KOETO cpaBHsBa kKionuporpen 75 mg/maesno + ACK (N=3 772) ¢
wrane6o + ACK (N=3 782). [Ipenoprunrtennara go3a 3a ACK e 75 no 100 mg/aueBno. [TanmenTure
ca JIeKyBaHH B IPOABJDKCHUE HA 5 TOTUHH.

[TamuenTure, pangomusupanu B iporpamara ACTIVE, ca Ounm nanuenTy ¢ oka3zaHo MpeachpaHO
MbxaeHe (AF), T.e. win nepcuctupamo AF mim Haii-manko 2 enu3ona Ha HHTEpMUTEHTHO AF mpe3
nociegHuTe 6 Mecela, ¥ ca UMl TIOHE €/IMH OT CICTHUTE PUCKOBH (GaKTOPU: BB3PACT =75 roUHH
WM BB3pacT 55 10 74 roauHu; 3axapeH quader, M3UCKBAIll JICUSHUE, WK JoKa3aH rpekapad MI, wiun
JIOKa3aHO KOPOHAPHO apTepHallHO 3a00IsIBaHe; JIEKYBaHH 32 CHCTEMHA XUTIEPTOHHUS; ITpeKapaH
WHCYIIT, Ipexoana ucxemudna araka (TIA), unu cucremen embomn, koiito He 3acsira [THC;
JeBokamMepHa TUChYHKIHS ¢ (pakIusa Ha U3TIIaCKBaHE Ha JisBa kamepa <45%, uiu Joka3zaHa
nepudepHa cpaoBa 6oraect. Cpenuust CHADS; pesynrar e 2,0 (rpanutu 0-6).

['maBHHTE M3KITIOYBAIY KPUTEPHH 32 TIAIIMEHTUTE ca OMITK JI0Ka3aHa TeNTHYHA s3BeHa 0oJiecT B
paMKHTe Ha PEAXOJHUTE 6 Mecella, TIpeIIIecTBAIl HHTpaepeOpalicH KPhBOU3IINB, 3HAYHMA
tpomGonuronenus (6poit pombormT <50 X 10%/1), HEO6XOAUMOCT OT KIOIUIOIPEI WK TIEPOPATHU
antukoaryianTd (OAC) M HEMOHOCHUMOCT KbM HSKOE OT JBETE ChEIUHCHUS.

Cenempecer u Tpu mipotieHTa (73%) oT manueHTHTe, BKIt0YeHH B ipoyuBaHeTo ACTIVE-A, He ca
Owmu B cbcTostHMe Aa mpueMat VKA mopasy npereHka Ha Jiekapsi, HeBb3MOXKHOCT 32 MOHHTOPUPAHE
Ha INR (MexIyHapOoIHO HOPMATU3UPAHO CHOTHOIIEHHE), MPEAUCIIO3UIHS KbM Ta/IaHe I TpaBMa Ha
TJIaBata, Wi crienu(UIeH PUCK OT KbpBEHE; 3a 26% OT MalueHTUTe, PEIICHHETO Ha JIeKaps € OWio
OCHOBAHO Ha HEXEJIAHWETO Ha MalueHTa faa npueMa VKA.

[Tonynauusra nanuenTy ¢ Bkiousaia 41,8% sxenu. Cpennara Bb3pact € 6una 71 roaunu, 41,6% ot

manueHTuTe ca ounum >75 ronuau. O6mo 23,0% oT nanueHTUuTe ca MoMyJYaBaid aHTHAPUTMHIIH,
52,1% o6era-0mokepu, 54,6% ACE-unxuburtopu, u 25,4% craThHU.
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Bpost Ha manueHTHTe, KOUTO ca JOCTUTHAIN ITbPBUYHATA KpaifHa ToukKa (BpeMe /10 bpBa IosBa Ha
nHCYnT, MI, cuctemen embonm3bM, Koiito He 3acsara LIHC nmm cproBa cmbpT) € Omi 832 (22,1%) B
rpymara, jekyBana c knonuaorpen + ACK u 924 (24,4%) B rpynata Ha miaue6o + ACK (11,1%
HaMaJIIBaHe Ha OTHOcuTeNHus puck; 95% CI ot 2,4% na 19,1%; p=0,013), rmaBHO opaau rojasaMo
HaMaJIABaHE Ha YecToTaTa Ha mHCynTuTe. MHCynTH ca Bp3HukHaM mnpu 296 (7,8%) oT manueHTHTe,
nomydaBam kiormugorpen + ACK u 408 (10,8%) ot manmentute, nmomydasamiy miane6o + ACK
(28,4% namansBane Ha oTHOCUTENHUS puck; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

Ileouampuuna nonynayus

B npoyuBane ¢ nmosuiaBaHe Ha j03aTa Ipy 86 HOBOPOJESHU WM Jiena A0 24 Mecela ¢ PUCK 3a
tpoMb03a (PICOLO), kinomumorpen e oueHsBan B nocienoparenau go3u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBopoaeHu 1 aena u 0,15 mg/kg camo nipu HoBopoeHH. Jlozara ot 0,2 mg/kg noctura cpeacH
npoueHT Ha uaxudupane 49,3% (5 uM AJ/1d-unnyuupana TpoMOOIKTHA arperanus), KOiTo e
CpaBHHUM C TO3U NpH Bb3pacTHH, npueManiu Clopidogrel 75 mg/nueBHo.

B panpomusupano nBoitHo-cismno, napaienHo rpynoso npoyusane (CLARINET) 906 nenuatpuyau
NanyueHTH (HOBOPOACHH M Aela), C HTMaHOTHYHO BPOJCHO ChPACYHO 3a00JIBaHe, C MATUATHBHO
MOCTaBEeH CUCTEMHO-0eNI0/Ipo0eH apTepHaieH IIbHT, ca paHJIOMH3UPaHH J1a TIPHEMaT KIIOMUA0TPEN
0,2 mg/kg (n=467) nnu nnane6o (n=439) eTHOBPEMEHHO ChC CHITBTCTBAIIO OCHOBHO JIeYEHHUE 10
MOMEHTa Ha BTOpHsI eTall Ha onepauusaTa. CpeqHUAT NEepHO MEKAY MMOCTABSIHETO HA MaJHaTUBEH
IIBHT U TBPBOTO NPHIOKEHNE Ha U3MUTBAaHU JekapcTBeH NpoayKT € 20 guu. [Ipubnmsurtento 88%
OT MaIMeHTUTE ca nosyuaBanu eaHoBpeMenHo ACK (muana3on ot 1 1o 23 mg/kg/muerHo). He e
HaOJroaBaHa 3HaYMMa pa3linka MEeXAy IPyIUTe [0 OTHOLICHNE Ha IbPBUYHATA ChCTaBHA KpaiiHa
TOYKA Ha CMBPT, TPOMO03a Ha II'BHTA WM ChbPACYHA HHTEPBEHIMS M0-paHo oT 120-1HeBHA BB3PaCT
cliell CbOUTHE C OIpeIeieHO TpoMOoTrdeH xapaktep (89 [19,1%] 3a rpynara Ha kimormugorpes u 90
[20,5%] 3a rpynaTa Ha miane6o) (Bx. Touka 4.2). KppBeHeTo e Haii-4ecTo cho0IIaBaHaTa Hexenana
peakuys ¥ B ABETE IPyIH — Ha KJIIOMUAOTPEN U Iu1ane0o; KaTo He € HaOJlrojaBaHa 3HaYMMa pasiiiKa B
YyecToTaTa Ha KbpBeHe Mexay rpynute. [lpu nearocpouno npocnensBane Ha 6e300acHOCTTa MIPU TOBA
Npoy4BaHe, 26 MalMeHTH C BCE OIlIe HAJTMUYEeH IIFHT HA €JHOTO/IMIIHA BB3PacT ca MoydYaBaliu
Kkormaorpen o 18-meceuna Bp3pact. He ca HaOmronaBaHu HOBU ChOOpPaKEHHS OTHOCHO
0e30macHOCTTa 10 BpEME Ha TOBA IBJIFOCPOYHO IPOCIIEIsIBaHe.

MznutBanusta CLARINET u PICOLO ca npoBeieH: ¢ U3MOI3BaHE HA IPUTOTBEH Pa3TBOP Ha
Kiormuaorpen. B nmpoydBane Ha oTHOCHTENTHATa OMOHATMYHOCT IPH BH3PACTHH, IPUTOTBEHHUAT
Pa3TBOp Ha KJIOMUAOTPEIT OKa3Ba CXOJHA CTEIIEH U MaJIKO MO-BUCOKa CKOPOCT Ha abcopOIms Ha
TJIaBHUS HUPKYIUpan (HeakTUBEH) METa0O0JINT, B CPaBHEHHUE C pa3pelleHaTa 3a ynorpebda rabieTka.

5.2 ®apmakoKMHETHYHH CBOWCTBA

Abcopoyus

Crnex MHOTOKPATHO MTEPOPATHO MPUIIOKEHHE Ha 103U OT 75 mg THEBHO, KIOMUAOTPEN ce abcopbupa
0bp30. OCHOBHUSAT MUK Ha IUIa3MEHUTE HUBA HA HEMPOMEHEHUS KJIIOMUAOTpen (IpUOIN3UTETHO
2,2-2,5 ng/ml cnen eqHOKpaTHa MEpopaitHa 103a OT 75 mg) HacThIIBa MPUOIU3UTENHO 45 MUHYTH
cien npueM. AGcopbuusra e Haii-manko 50%, B3 OCHOBA Ha €KCKpEIUATa C ypUHATA Ha
METa0OJIUTUTE Ha KIOMUAOTPEI.

Pasnpeoenenue

Krormumorpen u rmaBHUSAT DUPKYyIHpan] (HEaKTUBEH) META0OJIUT ce CBbP3BAT 00paTUMO in Vitro ¢
YOBEIIKUTE TNIA3MEHU MPOTEHHU (ChOTBETHO 98% 1 94%). In vitro, CBbp3BaHETO HE 3aBHCU OT
CTETeHTa Ha HACHINAHe, IPY ITUPOKY TPAHUIIN Ha KOHIICHTpAITUsITA.

buompancpopmayusa

Krnomuporpen ekcreH3snBHO ce MeTabonn3upa B uepHust Apo0. In vitro u In vivo KIONUIOTPeN ce
MeTa0OIM3Hpa Mo JBa OCHOBHU METAa0OJIMTHH IBTS: €IUH, OCHIIECTBSBAH OT €CTepa3u U BOJEIIL JI0
XUPONIU3a U MoJTydaBaHe Ha HEaKTHBHU JIEPUBATH Ha KapOoKcmioBaTa kucennHa (85% ot
LUPKYJIUPAIIATE METa0OIUTH), U IPYT, OCHLIECTBSIBAH OT MHOXKECTBO IuToxpomu P450.
Krormumorpen mepBo ce MeTabonu3upa 10 2-0KCO-KIOMUIOTPEN MEXKANHEH META0OIHT.
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ITocnepBamuaT MeTabOIN3bM Ha MEXKIMHHUS METAOOIHT 2-0KCO-KIIOTHIOTPE BOIU 10 00pa3yBaHe
Ha aKTUBHHS METAa0OJIHT, THOJIOB I€PUBAT HA KIOMUAOTPEN. AKTUBHHUAT MEeTabOIHT ce 0OpaszyBa
npeaumHo oT CYP2C19 ¢ yyactuero Ha Hiakoako apyru CYP ensumu, BkmountenHo CYP1A2,
CYP2B6 u CYP3A4. AKTUBHUSAT THOJIOB METa0OIUT, KONTO € M30JUPaH in Vitro, ce€ CBbp3Ba ObP30 H
HE0OpaTUMO KbM TPOMOOIIUTHUTE PEIENTOPH, KOSTO HHXUOMpPa TPOMOOITUTHATA arperamus.

Crnax HA aKTUBHHUS METa0OJIMT € JIBa ITBTH MTO-BUCOKA CJIe/ HaToBapBalia go3a oT 300 mg KIonumorpen,
OTKOJIKOTO CIIe]l IPWJIaraHe Ha IO IbprKallia j1o3a oT 75 mg 3a 4eTHpH JTHHU. Cmax C€ JIOCTUTA
npubanuTenHo 30 1o 60 MUHYTH CJIe IpHIaraHe.

Enumunupane

Crnen nepopanen npueM Ha Mapkupat ¢ C14 kmonmuaorpen npu xopa npubauzutento 50% ce
eKCKpeTupa B ypuHarta u okojo 46% mpe3 dexanuute 3a 120-uacoB uHTepBai cieq npuema. Cuexn
€HOKpaTHa IepopaiiHa 71032 OT 75 mg KIONMUAOTPe UMa MOIY-KUBOT OT MPUOTU3UTEIHO 6 yaca.
EnmuMUHAMOHHUSAT MOJTYy>)KUBOT Ha OCHOBHUS IIUPKYJIHpAI MeTaboIuT € 8 Jaca cieJ| eJHOKPAaTHO M
MHOTOKPATHO TIPHUIIOKEHHE.

Dapmakozenemura

CYP2C19 e Bxit04YeH BbB (hOPMUPAHETO HA aKTHBHHUS META0OIUT U HA MEKIUHHHUS METAOOIHT 2-
okco-kJonuaorpen. @apMakoKHHETHKATa U aHTHATPETaHTHUTE e(DeKTH Ha aKTUBHHUS METabOJIUT Ha
KITOTIHIOTPEN], U3MEPEHH Upe3 aHAIHM3 Ha eX-Vivo TPOMOOIIMTHA arperalus, Ce pa3andaBaT B
3aBucuMocT oT CYP2C19 renorumna.

CYP2C19*1 anenpt, ChOTBETCTBA HA ISUTOCTEH (yHKIMOHANIEH MeTabonu3bM, qokato CYP2C19*2 u
CYP2C19%*3 anenute ca Hepyukuuonamaun. CYP2C19*2 u CYP2C19*3 anenure ca OTTOBOPHHU 3a I10-
roJjsiMata 4acT OT HaMaJleHaTa QYHKIUS IpH ciadbute MetabonuzaTopu ot Osutata (85%) u a3matckara
(99%) paca. lpyru asenu, CBbp3aHu C JMIICBAIL HJIM HaMaJleH METa00IM3bM, Ca II0-MAJIKO YECTH U
BkitouBaT CYP2C19%*4, *5, *6,*7 u *8. IlanueHT che cTaTyc Ha cnad MeTabom3arop, 11e NpuTeKaBa
JIBa ajieia, OTTOBOPHH 3a 3ary0a Ha (GyHKIUS, KaKTO € onpezieNieHo no-rope. [1yOonuKyBaHUTe 4eCTOTH
3a cmabure CYP2C19 merabonuzupaliy reHoTUIoOBe ca npuoimusutenHo 2% 3a Osmara paca, 4% 3a
yepHaTa paca U 14% 3a kutaiiuure. CpinecTByBat TecToBe 3a onpenensae Ha CYP2C19 renoruna Ha
MaenTa.

Kpscrocano npoyusane npu 40 3npasu modposonmy, mo 10 BbB Besika ot yetnpute CYP2C19
MeTa0oIM3upaIny rpynu (KpaiiHO Obp3U, CKCTCH3UBHY, MEKIMHHU U CJIA0U METa00IH3aTOPH)
oleHsBa (papMaKOKMHETHKATa U aHTHArPETraHTHUTE OTrOBOpH TpH No3a oT 300 mg, mocieaBaHa ot
75 mg/nuesro u 600 mg, mocneasana ot 150 mg/mHeBHO, BCsika 3a 00110 5 AHH (CTalMOHAPHO
cherosinue). He ca HabmiogaBaHu CHIECTBEHH PA3IUKH B €KCIIO3UIUATA HA aKTUBHIS META0OIHT U
CpeIHOTO HHXHOKMpaHe Ha TpomOouunTHaTa arperanust (IPA) Mexny kpaitHO Obp3UTE, EKCTEH3UBHHUTE
1 MeXIuHHUTE MeTabonm3aropu. [Ipu cmabure MeTaboIU3aTOPH EKCIIO3UIINATA Ha AKTUBHUS
MeTabonuT e HamalieHa ¢ 63-71% B cpaBHEHME C eKCTEH3UBHUTE MeTaboim3aropu. Cien cxema Ha
no3upane 300 mg/75 mg aHTHArpEraHTHUTE OTTOBOPH Ca MIOHWKEHU TP CJIa0UTE MeTabO0IN3aTOPH
cbe cpenHo IPA (5 uM ADP) ot 24% (24 vac) u 37% (neH 5) B cpaBHeHue ¢ IPA ot 39% (24 vac) u
58% (meH 5) mpu excTeH3uBHHATE MeTabomu3aTopu u 37% (24 gac) u 60% (zeH 5) npu MEeKIUHHUTE
metabonmuzaropu. Korato cnabute metabonuzaropu npuemar no cxema 600 mg/150 mg,
EKCITO3UIUATA HA aKTUBHUS META0OJIHT € TI0-ToJIIMa OTKOJIKOTO mpu cxemara 300 mg/75 mg. B
nomreHeHue, [PA e 32% (24 wac) u 61% (aeH 5), CTOHHOCTH, MTO-TOJIEMH OTKOJIKOTO TPH CIIa0uTe
MeTtabonm3aTopu, noay4asamy 1o cxema 300 mg/75 mg u cxoaau Ha Te3u npu apyrure CYP2C19
MeTa0oNIM3upally rpynH, norydasamy no cxema 300 mg/75 mg. [loaxoasiua cxema Ha JO3UpaHe MPH
Ta3W TOITYJIAINS TTAIIMEHTH BCE OIIE He € OTpeieieHa B M3MNTBAHMS 38 KIIMHUYHA PE3yJITaTH.

B cboTBeTCTBHE C TOPHUTE PE3YATATH, IPU METa-aHAIN3, BKIIOYBAIL 6 poy4BaHus Ha 335 manueHTH,
JIEKyBaHH € KIOMHUOTPEIT B CTALIHOHAPHO CHCTOSHHE, € IOKAa3aHO, Y€ eKCIIO3UINATA HA aKTHBHUS
MeTaboNuT e moHrkKeHa ¢ 28% 3a MexxIuHHUTE MeTabonn3aTtopu U 72% 3a cnabure MeTaboIN3aToOPH,
JIOKaTO HHXHOMpaHeTo Ha TpomOoiuTHaTa arperaius (5 uM ADP) e nmoHmwkeHo ¢ pa3iauku B [PA ot
5,9% un 21,4% cbOTBETHO, B CpaBHEHHE C €KCTEH3UBHUTE METa0O0IN3aTOPH.
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Bmustarero Ha CYP2C19 reHoTHIA BBPXY KIMHUYHUS U3XO0/ TP TAITUCHTH, JICKyBaHU C
KJIOIUJIOTPE], HE € OLEHSBAHO B IIPOCIIEKTUBHHU, PaHIOMU3UPAHHU, KOHTPOIUPAHU U3NIUTBAHUS.
CoiuecTByBaT 00aue peauia peTPOCIIEKTHBHU aHAIN3HU 32 OLIEHKA Ha TO3H e(EeKT MPH NalueHTH,
JIEKyBaHH ¢ KIOMHUIOTPe, 3a KOUTO uMa pesyntaru 3a renotuna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), xakT0
Y N3BECTEH Opoii MyOIMKYBaHH KOXOPTHH TPOYYIBAHHUSL.

B TRITON-TIMI 38 u 3 ot koxopruute npoyusanus (Collet, Sibbing, Giusti) komOnHUpaHaTa rpymna
NAIMEHTH C MeXJIMHEH WK c1ab MeTaboIM3upali CTaTyc ca MMaIi IMO-BUCOKA YeCTOTa Ha ChpJICUHO-
CHJIOBU MHIIUJCHTH (CMBPT, MUOKap/IeH NH(MAPKT M UHCYIT) WIH TpoMOO03a Ha CTEHTA, B CPABHEHUE C
€KCTEH3WBHUTE METa00IM3aTOPH.

B CHARISMA 1 egHo KOXOpTHO IpoyuBaHe (Simon) MOBHIIEHA YECTOTa HA HHIMICHTH €
HaOJIroaBaHa caMo MpH CIadu METabO0IM3aTOPH B CPABHEHUE C EKCTCH3UBHUTE METa00IM3aTOPH.

B CURE, CLARITY, ACTIVE-A u eqno ot koxoptaute npoyusanus (Trenk) He e HaOmoaaBana
MOBHUIIIEHA YECTOTa HA MHIMACHTUTE Bb3 OCHOBA Ha CTaTyca Ha MeTabonu3aTopa.

Huro enun oT Te3u aHaIM3M HE € OMII ¢ aZieKBaTeH Opoii MalMeHTH, 3a Aa OTKPUE Pa3IMKU B U3X0J1a
npu cabute MeTaboM3aTopH.

CrenyangHy nonyJIaiun

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHHAT METAa0OIMT Ha KJIIOMUAOO0TpeI HE € MO3HAaTa IIpy TE3U CIICHHUATIHU
IomyJianyu.

bvopeunu napywenus

Cren MHOTOKpATHO MPHJIOKEHUE HA 103U OT 75 Mg KIOMUAOTPET JHEBHO MPH MALMEHTUTE C TEXKKA
OBOpevHa HEZIOCTATHYHOCT (KPEaTHHHHOB KIMPBHC Mexay 5 u 15 ml/min) uaxubupanero Ha AJ1d-
MHyIMpaHaTa TPOMOOLIMTHA arperauusi € no-Hucko (25%) 0TKOJIKOTO HaOJII0AaBaHOTO MPHU 3APaBH,
YABIDKaBaHETO Ha KbPBEHETO € CXOJHO, C TOBA HAOJII0AaBaHO MPHU 3APaBH WHAWBUAH, IPHEMAIIN

75 mg knonuporpen qHeBHO. OCBEH TOBA, IPHU BCHYKH MMAIUCHTH, KIMHUYHATA IOHOCUMOCT € OHia
no0pa.

Yeprnoopoonu napyutenus

Crne MHOTOKpaTHO TIpHJIaraHe Ha /1032 OT 75 mg KJIOMUAOTPEN JHEBHO B MpoabbkeHue Ha 10 mHu
MIPH MAIUEHTH C TEXKO YePHOAPOOHO HapyIlIeHue, nHxuOupanero Ha AJ|® —uHayMpanaTa
TPOMOOIIMTHA arperamus € CXOIHa C TOBa HAOIIOIaBaHO MPH 3IPaBH HHIUBUAN. Y IBIDKABAHETO HA
CPEIHOTO BpeMe Ha KbPBEHE CHIIO € OMII0 CXOJHO B JIBETE TPYITH.

Paca

IIpeoGnanaBanero Ha anenaure Ha CYP2C19, onpeaensam Mexaune u ¢iiad CYP2C19 metabonuzbm
Ce pa3Iu4aBaT B 3aBUCUMOCT OT pacaTta/ eTHoca (Bxk. Papmakoreneruka). Hanuunu ca, orpaHu4eHn
JIAHHY OT JTUTEepaTypara 3a a3uaTCKUTE MOMYJIAlH 32 OlEHIBaHE Ha KIIMHINYHATA 3HAYUMOCT Ha TOBa
CYP renotunusupase o OTHOIIEHUE HA U3X0/[a OT KIMHUYHUTE UHIIUICHTH.

5.3 IIpeak/JIMHMYHU JaHHM 32 0€30IaCHOCT

HexnuauuHuTe pOoy4BaHUs MPU TIIHXOBE U MAHMYHH Hail-4€CTO YCTAaHOBSIBAT YEPHOAPOOHH
MPOMEHHU, IIPU A03U HAABHIIABALIYN HAll-MaJIKO 25 IbTH TEpalleBTUYHATA 1034 [IPU XOpa, KOUTO ca B
pe3ynTaT Ha eeKT BbpXY YepHOAPOOHNTE METa0OIM3UPAI eH3UMHA. TaKbB e(heKT He € YCTAaHOBEH

TIPU XOpa, MpUeMaIly TepareBTUYHA 1032 KJIOMUI0rpel.

[Tpn MHOTO BHCOKH 1031 TIPH CHIIUTE )KUBOTHH € YCTAHOBEHA M HapyIIeHa CTOMAIIIHA TOHOCUMOCT
(TacTpuT, CTOMAIITHU €pO3UH W/WJIH TTOBPHIIAHE)
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Hsima mokazarectia 3a KapipHOTeHEH e(DeKT NpH MpujlaraHe Ha KIOMUaIorpes 78 ceqMuIn Ha
MUIIKH 1 104 ceqMuIM Ha IIBXOBE B 103 10 77 mg/kg THEBHO (ChOTBETCTBAILIO HA HAH-MajIKo 25-
IIBTH MO-BUCOKA /1032 OT TepaneBTHYHATA IIPH X0pa).

MHo3ecTBOTO in Vitro u in vivo IpOy4YBaHUs 32 TEHOTOKCUYHOCT MOKA3BaT, 4€ KJIOMUIOTpel HAMa
TaKkbB e(eKT.

KIIOHI/I)IOFPCH HE BJIVAC BbPXY @epTHHHTCTa Ha MBXKH 1 )KCHCKH IIJIbXOBE U HAMaA TCPATOTCHEH
e(exT BbpXY IUIbX0BE U 3aiiim. Korarto ce mpuiara mpu KbpMeIIH IUTbXOBE MPEIU3BUKBA C1a00
3a0aBsiHE Ha Pa3BUTHETO Ha MOKoJeHHeTo. Creunpudnu GapMakOKMHETHUHH MPOYYBAHHUS C
MapKUpaH KIONUIOTPell IOKa3BaT, Ye MbPBUYHATA CyOCTAaHIIMS MIIM HEHHU METa0OJINTH ce
EKCKPETUPAaT B MIISIKOTO, CJIEIOBATEIIHO NPSK (c1aba TOKCHYHOCT) MITH KOCBEH eeKT (JIEKO BKYCOBO
yCellaHe) He MOXKE J1a C€ U3KIII0YH.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Chnucbk Ha NIOMOIIHHUTE BENIECTBA

AHopo:
Xunpokcunponunierynosa (E463)
Manwuton (E421)
KpocnoBuon (tum A)
JluMoHeHa KHcenrHa MOHOXUAPAT
Makxkporon 6000
MukpokpurcTanHa [eiryJio3a
CreapuHOBa KHCETUHA
Hatpues creapundymapar

Quimoso nokpumue:
Xumnpomenosza (E464)
JlakTo3a MOHOXHIpAT
Tpuanetun (E1518)
Turtanos nuokcun (E171)
Yepsen xene3en okeup (E172)
6.2 HecnbBMecTHMOCTH
He e mpuioxumo.
6.3 Cpox Ha roaHOCT
3 rOaUHU.
6.4 CrhnenuanaHu ycJI0BHS HAa CbXpaHeHHe
a ce cexpanssa mox 25° C.
6.5 Bwuau cbabpkaHue Ha ONMAKOBKATa
Biucrepu ot 6st1o PVC/PE/PVDC-anymunneso ¢oswo.
OnaxkoBku ot 7, 14, 28, 30, 30 x 1 (equamunu no3u), 50, 50 x 1 (equHruHU 103M), 56, 84, 90 u 100

¢unMupanu TabIeTKH.

He Bcuuku BHIOBE OITAKOBKU MOTaT fa ObJIAT MyCHATH B IPOAAKOa.
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6.6 CroenuajJHU Npeana3sHu MePKH MPH U3XBBPJIsIHE

Hewnsnon3panusar JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tp$16Ba Aa CC U3XBBPJIAT
B CHbOTBCTCTBUC C MCCTHUTC U3UCKBAHM.

7. INPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnanaus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EU/1/09/568/001 Kytuu ot 7 dhunmupanu tadbnetku 8 PVC/PVDC/Alu 6naucrepu
EU/1/09/568/002 Kytuu ot 14 punmupanu tabnerku B PVC/PVDC/Alu 6nuctepu
EU/1/09/568/003 Kytuu ot 28 ¢unmupanu tadnetku B PVC/PVDC/Alu 6aucrepu
EU/1/09/568/004 Kytuu ot 30 punmupanu tabnetku B PVC/PVDC/Alu 6aucrepu
EU/1/09/568/005 Kytuu ot 50 punmmupanu tabnerku B PVC/PVDC/Alu 6nuctepu
EU/1/09/568/006 Kytuu ot 56 ¢punmupanu tadnetku B PVC/PVDC/Alu 6nmcrepu
EU/1/09/568/007 Kytuu ot 84 ¢punmupanu tadnetku B PVC/PVDC/Alu 6nmncrepu
EU/1/09/568/008 Kytuu ot 90 punmupanu tabnerku B PVC/PVDC/Alu 6nuctepu
EU/1/09/568/009 Kytuu ot 100 dpunmupanu tadbnetku B PVC/PVDC/Alu 6nucrepu
EU/1/09/568/019 Kytuu ot 30 x 1 dunmupanu tabnetku 8 PVC/PE/PVDC/Alu 6mmctepn
EU/1/09/568/020 Kytuu ot 50 x 1 dunmupanu tabnetku 8 PVC/PE/PVDC/Alu 6mmctepu

9. JATA HA ITbPBO PA3PELHIABAHE/ITOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha epBO pazpemasane: 16.10.2009

Hata na nocnenno noanossBane: 18.09.2014

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoOHa wH(pOpManys 3a TO3M JeKapCTBEH MPOAYKT € IpeIocTaBeHa Ha yebcaiita Ha EBponeiickara
areHITus 110 JIeKapcTBaTa: http:/ www.emea.europa.eu/.
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HNPUJIOKEHUE 11

MHNPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA
IHAPTU N

YCJIOBUA NJIN OT'PAHUYEHNUS 3A TOCTABKA U YIIOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YINOTPEBA

YCJI0OBUSA UJIN OT'PAHUYEHNUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMSA ITPOAYKT
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A. NPOU3BOIUTEJIUM), OTTOBOPEH(HHN) 3A OCBOBOXJABAHE HA ITAPTHUIN

Hme n aapeC HAa MPOU3BOAUTCINTE, OTTOBOPHH 34 OCB060)K,Z[aBaHe Ha mapTuan

Pharmathen S.A.

6, Dervenakion
15351 Pallini Attiki
I'bprus

Pharmathen International S.A

Industrial Park Sapes

Rodopi Prefecture, Block No 5

Rodopi 69300

I'ppuus

[TeyaTHaTa JIMCTOBKA 3a MallUCHTA Ha JICKAPCTBEHUS MTPOAYKT TPsIOBa Ja ChAbPIKa UMETO H ajpeca Ha
MIPOU3BOAMTENS, OTTOBOPEH HA OCBOOOKIAaBaHETO HA CHOTBETHATA MMAPTH/IA.

b. YCJIOBHUA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOJLYKT C€ OTITyCKa I10 JIEKAPCKO MPeIITUCAHHE.

B. JPYI'U YCJIOBUSA U U3UCKBAHUS HA PASPELHLIEHUETO 3A YIIOTPEBA

o IlepuoanyHN aKTyaIM3MPAHHU JOKIAIH 32 6e301acHOCT

[IpurexaTensr Ha pa3pelleHue 3a ynorpeda Tpsa0Ba Aa nojaBa NepHOIUYHH aKTyaTU3UPaHH JOKJIAAN
3a 0€30IaCHOCT 3a TO3H NPOAYKT ChIVIACHO U3HCKBAHUATA, IIOCOUCHU B CIIHCHKA C pehepeHTHUTE TaTu

Ha EBpometickus cpro3 (EURD crucek), mpensuaen B wi. 1078, an. 7 ot {upextusa 2001/83/EO n
myOJIMKyBaH Ha €BPONEHCKHS yeOImopTal 3a JeKapCcTBa.

r. YCJI0OBUsA WJIN O'PAHUYEHUA 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

Henpuiioxxumo.
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INPUJIOKEHUE 111

O3HAYEHMUSA BbPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kapronena kytust 3a PVC/PE/PVDC/anymunueBn 0aucrepu

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Clopidogrel Viatris 75 mg ¢uiMupanu TabaeTKH
Knonunorpen

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika dunmvupana TabneTka chabpxka 75 mg Kiomumorpen (karo 6e3unar).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Chabpika ChILO JIAKTO3a. 3a JOMBIHUTEIHA HH(pOPMALIHS ITPOYETETE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

7 dunMupaHu TaOJIETKH

14 punmupanu TaOIEeTKH

28 hunmMupaHu Ta0IeTKH

30 ¢punmupanu TaOIECTKH

50 ¢punMupanu TabICTKH

56 ¢punMupanu TabICTKH

84 punmupanu TabneTku

90 dhunmupaHu TaOJICTKH
100 puimupanu TabIeTKH
30 x 1 punmupanu TabIEeTKH
50 x 1 duamMupanu Ta0JIeTKH

‘ 5. HAYYH HA ITPUJIATAHE U ITBT(MIIIA) HA BBBE/KJIAHE

Ilepopanno npunioxeHue.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCETI'A HA IEIIA

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

‘ 7. APYTI'U CHEUAJIHM ITPEAYIIPEXKJEHN A, AKO E HEOBXOJUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

a ce cexpanssa mox 25 °C

10. CHENOUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/568/001-009
EU/1/09/568/019-020

13. NAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHHUAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHIE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Clopidogrel Viatris 75 mg

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

JBynsmepeH 0apKo ¢ BKIIOYCH YHUKAICH HACHTU(PHUKATOD
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18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Clopidogrel Viatris 75 mg ¢uiMupanu TabaeTKH
Knonunorpen

2. NME HA ITIPUTEXKXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited

‘ 3. JATA HA N3TUNYAHE HA CPOKA HA T'OJHOCT

T'onen no:

4. INAPTUJIEH HOMEP

ITaptunen Ne

|5.  JIPYTO
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Clopidogrel Viatris 75 mg ¢puiamupanu TadjieTKu
knormorpen (clopidogrel)

IIpoyeTeTe BHUMATEIHO LAJIATA JIMCTOBKA MPeAU Aa 3alI09HeTe Aa IpHeMaTe TOBa JeKapCcTBOo,

ThH KaTo T ChbAbPKa BaxkHa 32 Bac nudgopmanus.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETe OTHOBO.

- AKO MMaTte HAKaKBH JIOTTBIHUTEITHE BBIIPOCH, TONTUTaiTe Barmms mekap wim GapMarieBT.

- ToBa nexapcTBO € MpeaNCcaHo eIMHCTBEHO U TU4HO Ha Bac. He ro npeoTcrhnBaiite Ha npyru
xopa. To Mo>xe 1a UM HaBpenu, HE3aBUCHMO OT TOBa, Y€ MPU3HALUTE Ha TAXHOTO 3a00JIsIBaHE ca
chIIMTE KaTo Bammre.

- AKO NIOITy4YnTe HAKAKBU HEXKEJIaHU JIEKAPCTBEHH PEAKIIVH, BKIIIOUYMTEITHO HEOIIMCAH! B Ta3H
JIMCTOBKA HEXXENaHU peaKlyy, yBenomere Bamms nekap nnn dapmanest. Bixre Touka 4.

KakBo chabpika Ta3u JUCTOBKA:

Kakso npencrasnsisa Clopidogrel Viatris u 3a kakBo ce H310J13Ba
Kakso Tpsi0Ba na 3Haere, npeau na npuemere Clopidogrel Viatris
Kak na npuemate Clopidogrel Viatris

BB3MOKHU HEXENIaHN PEaKIIUH

Kak na cexpansiBate Clopidogrel Viatris

ChabpkaHye Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AR

1. Kaxso npencrasasBa Clopidogrel Viatris u 3a kakBo ce nu3nosi3sa

Clopidogrel Viatris chabpika KIOMUAOTPEN U MPUHAMJIECKHA KbM TPYIIa JIEKapCTBa, HApECUSHH
aHTHArperaHTHH JIEKapCTBEHH NPOAYKTH. TpoMOOIITUTE ca MHOT'O MaJIKH KPBBHHU €JIEMEHTH, KOUTO
ce cJIenBaT eJ1H C YT IpH 00pa3yBaHEeTo HA KPBBHU Cheupelu. Upes mpeoTBpaTsiBaHe Ha TOBa
clleTIBaHe TPOMOOIIMTHNTE aHTHATPETAaHTH HAMaIsIBaT pUCKa 00pa3yBaHe Ha KPbBHU ChCHPELH
(mpotiec HapeueH TpoMO03a).

Clopidogrel Viatris ce mprieMa OT Bb3pacTHH MAIlMEHTH 3a TpeANa3BaHe 0T 00pa3yBaHETO Ha KPHBHU
ChCcHpeny (TpoMOn) B YIUTBTHEHHTE KPHBOHOCHHU CHIOBE (APTEPHH), TIPOIIEC U3BECTEH KATO
arepoTpom003a, KOETO BOJH J0 aTePOTPOMOOTHYHH MHIUICHTH (KaTO MO3bYCH yaap, ChbplcucH
HPUCTBII, WA CMBPT).

[Ipenmucan Bu e Clopidogrel Viatris 3a mpenoTBpaTsiBane 06pa3yBaHETO Ha KPHBHH ChCUPEIH H

HaMallsiBaHe PUCKa OT TE3U CEPHO3HU WHIMICHTH 3aIL0TO:

- Bue niMate chCTOSIHHE HA YIUTHTHSIBAHE HA apTepUUTE (M3BECTHO CHIIO KaTO aTepoCKIepo3a), U

- Bue niMate npenxoskaani ChpJeueH MPUCThIT, MO3BbUYEH yJIap, UM UMaTe ChCTOSHUE U3BECTHO
Kato nepudepHO apTepuaHO 3a00JIIBaHE, WU

- Bue cte nmanu Texka rpbaHa 00JIKa, ChbCTOSIHHE W3BECTHO KaTo “‘HeCTaOWIIHA CTCHOKApAUs
WM ‘“‘MuoKapeH nHbapkT’ (ChbpacUeH yaap). 3a JIeUeHrne Ha TOBa ChCTOSTHUE BammsaT nekap
MOJKE Ja IOCTaBH CTEHT B OJIOKMPAHATA WU CTECHEHATa apTepHs 3a J1a Bb3CTAHOBU
e()eKTUBHUS KPBBEH MOTOK. Moxke na Bu Oblie pe/nrcana 1 aleTHIICATHIIAIOBA KUCEITHHA
(BemecTBO, CHABPIKAIIO CE B MHOTO JIGKAPCTBA MOJI3BAHN KaTO 00€300JISIBAIIH 1 TTOHFDKABAIIIH
TEMIIepaTypara, KakTo ¥ MPeJ0TBPaTIBAIIY ChCUPBAHETO Ha KPBBTA) OT Barms siekap.

- Cre uMali CUMIITOMH Ha MO3bUY€H MHCYIIT, KOUTO Ca TIPEMUHABAT B PAMKHUTE Ha KPaThK MEPHOJ
OT BpEME (I/I3BeCTeH CBIIO KAaTO MPEXOJHA UCXEMUYHA aTaKa), WM UICXEMUNYCH MO3BYECH MHCYJIT
C JIeKa CcTerneH Ha TexxecT. Moxe n1a Bu 0b/ie mpe/nrcana u aleTHIICaIUIMIOBa KUCEINHA OT
Bamus niekap, nmpuemMbT Ha KOSTO Jla ce 3all0YHe B pAMKUTE Ha IbpBUTE 24 yaca.

- Bue nmaTe HepaBHOMEpHA ChpJIeUHa ICHHOCT, ChCTOSIHUAE, HAPEUEHO ,,[TPEJICHPIHO MBXKICHE ,
U HE MOXETe JIa IpreMaTe JISKapcTBa, U3BECTHH KaTo ,,lIEPOPATTHNA aHTUKOATYJIaHTH
(anTaronucTy Ha BuTamMuH K), KOUTO MpenoTBpaTsABaT 00pa3yBaHETO U HAPACTBAHETO HA
KpBBHU cheupenu. TpsOBa na 3HaeTe, 4e NepopaTHUTE aHTUKOATYJIAHTH ca MO-e(hUKACHU OT
aleTHICAJIMITUIIOBATa KMCEIMHA Wik KoMOrHupaHarta yroTpeda Ha Clopidogrel Viatris mitoc
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2.

aleTWICAIMIIIOBA KUCEIMHA IIPU TOBa ChCTOsIHUE. Bammar nexap Tps6Ba na Bu npennume
Clopidogrel Viatris miroc aneTHIICATHITAIOBA KUCEIIMHA, aKO HE MOXETE J1a IpueMaTe
“nepopa’aHu aHTUKOAryJaHTH U 3a Bac HsAMa pHCK OT MacHBHO KbpPBEHE.

KakBo TpsioBa 1a 3HaeTe, npeau 1a npuemete Clopidogrel Viatris

He npuemaiite Clopidogrel Viatris:

Axo cTe anepruyHy (CBpbXIyBCTBUTEIHH) KbM KIOMUIOTPEI M KbM HIKOS OT OCTaHAIUTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30pOeHU B TOUKA 6)

AKko cTpagare oT 3a00JsIBaHe, KOETO MTOHACTOAIIEM PUINHIBA KbPBEHE, HAIPUMEP CTOMAIITHA
S3Ba WJIM KbPBEHE B MO3BKA.

AKO cTpazarte OT TeXKO YepHOIPOOHO 3a00IsIBaHe.

AKo cMsTaTe, ue HAKOHM OT Te3H Ce OTHACAT 3a Bac, nim uMmare HIKaKBH ChMHEHHS, KOHCYITHPANUTE ce
¢ Bamms nexap npeau na npuemere Clopidogrel Viatris

IIpenynpeskaeHust ¥ NpeAna3Hu MepKH
Axo HIKOE 0T U30pOCHUTE MO-I0JTy ChCTOSHUS ce OTHACAT 3a Bac, Tpsi0Ba BeqHara 1a yBejoMure
Bammus nekap npenu na 3anounere ynorpebara va Clopidogrel Viatris:

aKo CTe U3JI0KEHHU Ha PUCK OT KbPBEHE KaTO

- 3a0osiBaHe, KOeTo By M3nara Ha puUcK OT BTPEIIHO KbpBeHe (KaTo CTOMAIlHA s13Ba)

- HapylIeHHe Ha KPbBTa, KOETO Mpeapasnojiara KbM BbTPEIIHA KPbBOU3JINBH (KbPBEHE B
THKaHHUTE, OPraHUTE WU CTaBUTE Ha TsU10TO Bu).

- CKOPOIITHA Te)KKA TpaBMa

- CKOPOIITHA XUPYPriUYHa HHTEPBEHIHUS (BKIFOUUTEITHO CTOMATOJIOTHYHA).

- MIPEACTOSIA XUPYPTUYHA HHTEPBEHIMSA (BKIIOYUTEIHO CTOMATOIOTHYHA) [IPE3
CII/IBAILIUTE CEAEM JTHH.

aKo CTe UMAIlM ChCUPEK B MO3bYHA apTepusi (MCXEMHUYECH UHCYIIT), Bb3HUKHAJ ITPe3 MOCICTHUTE

7 nHu

aKo uMarte OLOPEYHO WM YepPHOAPOOHO 3a00IsIBaHE.

aKo CTe MMAIM aJiepTusl WM PEaKIys KbM HSIKOE OT JIEKapCTBaTa, H3I0JI3BaHU 3a JICUCHHE Ha

Bameto 3a6onsBane.

aKo B MUHAJIOTO CTE€ UMaJId HETPaBMAaTHYCH MO3bYEH KPHBOH3IIHB.

Hokato npuemate Clopidogrel Viatris:

Tps6Ba na nadopmupare Bammust nekap, ako IraHUpaTe XUPYpruIHA HHTEPBEHIINS
(BKIIFOUUTETHO CTOMATOJIOTHIHA).

Tps6Ba cbiio He3zabaBHO Aa nHGOopMupaTe Bamms ekap, ako pa3BHeTe ChbCTOSIHUE (M3BECTHO
oIIe KaTo TpoMOOTHYHA TpoMOonuToIeHnyHa mypirypa mwiu TTII), koeTo BKITtoYBa MOBUIIIEHA
TeMIiepaTypa U CHHHHH 10 KOXaTa, KOUTO MOTaT J1a Ce MPOSBST KaTo MAJIKH YEPBEHHU TOUKH,
cbc WM 0e3 HeoOsICHIMA IPEKOMEPHA YMOPSIEeMOCT, OObPKBaHe, MMOKBJITIBAHE Ha KOXKaTa WIN
ounte (KbATEHUIA) (BK Touka 4“Bb3MOXKHH HEXENaHU peakuuu’”).

AKo ce mopekeTe WM HapaHUTe, MOXKE J1a OTHEME MAJIKO TI0BeYe OT 0ONYafHOTO BpeMe 3a Jia
crpe KbpBeHeTo. ToBa € CBbp3aHo C HauMHa Ha JeCTBUE Ha JISKApPCTBOTO Aa MPeA0TBpaTsBa
o0pa3yBaHeTO Ha KpPbBHU Chcupey. [Ipy Manku mops3BaHus U HapaHsSBaHHA, KaTO HAIIp.
MOps3BaHe 0 BpeMe Ha OphCHEHE, TOBa € OOMKHOBEHO € 0e3 3HaueHrne. AKo 00aye KbPBEHETO
Bu 6e3mokon, TpssOBa 1a ce cBpprkeTe He3abaBHO ¢ Bammst nexap (Bxk Touka 4 “Bb3moxHH
HEeXKeJIaHU peakun’”).

Bammsr nexap Moske Ja Ha3HAUW M3CIIEABAHMUS Ha KPBBTA

Jlena v roHOIIM
He naBaiite TOBa JIeKapCTBO Ha Jiella, 3aIl0TO HiIMa e(eKT.
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Jpyru nexapcerBa u Clopidogrel Viatris

HNudopmupaiite Bamms mekap wim papmaneBT, ako preMare, HaCKOpo CTe IPUEMAaITd HTH €
BB3MOXHO J1a IPHEMETe APYTH JIEKapCTBa, BKIIOUUTEIHO U TAKHUBA, OTIYCKaHH 0e3 peLenTa.
Hsikon nexapcTBa Morar a okakat BIUsSHHE BbpXY neiictBueto Ha Clopidogrel Viatris u obpatHo.

Tpsa6Ba 3agpmkuTeNHO 1a HHPOpMHUpaTe Bamms nekap, ako mpuemare
- JIEKapCTBa, KOUTO MOTaT J1a IOBUILIAT PUCKA OT KbPBEHE, KATO:

o HEepOpaTHU AHTUKOATYJIAHTH, JIEKApCTBA M3MIOJI3BaHU 32 HAMAJIIBAaHE ChCHPBAEMOCTTA Ha
KPBBTAa,

o HECTEPOHUIHO POTUBOBB3NAIUTETHO CPEACTBO, OOMKHOBEHO M3IOJI3BAHO 32 JICYEHUE Ha
0O0JIe3HEHH W/WIIN BB3MAJIUTEIIHU ChCTOSHHS HA MYCKYJIUTE U CTABUTE,

o XeMapyH WIN IPYTo JEKapCTBO 3a HHXKEKTHPAHe, U3MI0I3BaHO 32 HaMaJIsIBaHE
CHhCHPBAHETO Ha KPHBTA,

o TUKJIONHUIUH WIX APYTH aHTHATPETaHTHH JIEKapCTBa,

o CEJIEKTUBHH UHXHUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHMHA (BKJIFOUUTEITHO, HO

He caMo (IIYOKCETHH WK (IIyBOKCAMUH), JIEKAPCTBA, KOUTO OOMKHOBEHO CE U3ITOJI3BAT
3a JICYeHUE Ha JeTpecHs,
o pudaMnuiyH (M30JI3BaH 3 JICUCHUE HA TEKKU UHPESKIIUH )
- OMETIPa30Jl WK €30MEeTNpa3odl, IeKapCcTBa, U3MOI3BAHM 32 JIEUECHHE HA CTOMAIIIHO
HEPA3MOJI0KEHHE,
- (bIIyKOHA30JT WM BOPUKOHA30J1, JIEKAPCTBA 3a JICUCHUE HAa I'bOMYHN UH(EKIUH,
- e(haBUPEHII WX APy aHTUPETPOBUPYCHHU JIeKapCcTBa (M3I0JI3BaHHM 32 jeueHue Ha XI1B
nHpeKns),
- KapOama3envH, JISKapCTBO 3a JIedeHHe Ha HAKOHM (DOPMHU Ha eTHJIeTICHS,
- MOKIIO0eMH]I, JIEKapPCTBO 3a JICUCHUE Ha ICTIPECHSL.
- penarifHu, JEKapCTBO 3a JIeUeHue Ha quader,
- MaKIUTAKCEl, JIEKAPCTBO 3a JICUSHHE Ha pak,
- OTIMOUIN: JIOKATO Ce JIeKyBaTe ¢ KIIOMUAOTpel, TpAOBa qa yBenomute Bamms nekap npeau na
Bu 6b1¢ npeanucan onvon (M3M0I3BaH 3a JICUCHUE HA CHIIHA O0JIKa),
- po3yBacTaTHH (M3ITOJI3BaH 3a IOHKaBaHe HA HUBOTO HA XOJIECTEPOIIA).

AKO cTe MpeKUBeNd TeXKa TpbIHa 0oka (HecTaOWITHa CTEeHOKapIus U1K MHOKapeH HHPapKT),
MPexoIHa UICXEMHUYHA aTaka WA HCXEMHYEH MO3bUYECH HHCYIIT C JIEKa 110 CTEIeH Ha TeXEeCT, MOXKe 1a
Bu 6b1e npennucan Clopidogrel Viatris B koMmOWHAIMS ¢ alleTHIICATAIIAIOBA KUCENHA, BEIIECTBO,
CBIBPKAIIO C€ B MHOTO JIEKapCTBa MOI3BaHU KaTo 00e300JsBaIly U IOHIKABAIY TeMIIepaTypara.
WunupentHa yrmorpeba Ha aneTwicannnuioBa kucenrnHa (He mosede ot 1 000 mg Ha 24 gaca) He On
MIpecTaBiIsiBaia mpobieM, HO MPOABIDKUTEIHATA YITOTpeda mpr APYTH 0OCTOSATEIICTBA TPSOBA 11a ce
o0chau ¢ Bamus nekap.

Clopidogrel Viatris ¢ xpana u HaNUTKH
Clopidogrel Viatris Mo>xe 1a ce mpuema che win 0e3 XpaHa.

BpeMenHocT U KbpMeHe
3a mpe/rnovnTane € Ja He ce IpUeMa TO3H JIEKapCTBEH MPOJIYKT M0 BpeMe Ha OpEeMEHHOCT

Axo cTe OpeMeHHa HITH cMsITaTe, Ye MOXKe Jia cTe OpeMeHHa, TpsiOBa Jia yBegomMuTe Bammst gexkap win
(dapmarnieBt, npeau na npuemere Clopidogrel Viatris. Ako 3a0pemeHeeTe, J0KaTo npueMare
Clopidogrel Viatris, Begnara ce nocbBeTBaiiTe ¢ Bamus jgekap, Tl KaTo He ce MpernopbyuBa
ynoTpebaTa Ha KIOMUAOTPEN 10 BpeMe Ha OpEMEHHOCT.

He Tps6Ba ma kbpMuTE, TOKATO IPHEEMATE TOBA JICKAPCTBO.
AKO KbpMHUTE WIH IUIAHUPATE J1a KbPMUTE, roBopeTe ¢ Bamus nekap, nmpenu Aa npueMeTre ToBa

JIEKapCTRO.

Wndopmupaiite Bamus nekap nim ¢papManeBT ako IpUeMaTe UiId HACKOPO ¢€ IpHeMall APYTH
JIEKapCcTBa, BKIIOUYUTEITHO M TAKUBA, OTITYCKaHU 0e3 pelenTa.
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Ilodupane u paéoTa ¢ MAIIMHH
Clopidogrel Viatris e Mmajiko BeposITHO Jia 3acerHe crocobnocTTa By 3a modupane niam padora ¢
MaIlIMHH.

Clopidogrel Viatris cbabp:ka jJakTo3a
Axo Bammsat nekap Bu e kazai, 4e mMaTe HEITOHOCHMOCT KbM HSKOHM 3aXapH (HaIIp. JIaKTo3a),
CBBPIKETE CE C HETO, IPE/IH J]a MPUEMETE TOBA JICKAPCTBO.

Clopidogrel Viatris cbabp:xa HATpUii
ToBa nekapcTBO ChabpiKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabyeTKa, T.€. MOXKeE /1a Ce KaxKe,
Yye MPaKTUYECKH HE ChIbpiKa HATPUH.

3. Kak na npuemare Clopidogrel Viatris

Bunaru npuemaiite ToBa JIeKapCcTBO TOUHO KakTo Bu ¢ ka3an BamusT nekap win hapmareBT. AKo He
CTe CUTYPHH B HEIIO, MonuTaiite Bamms nexap win hapmanenT.

[Ipenopbunrennara 103a, BKIFOUYUTEIHO 3a MAIIUEHTUTE ChC ChCTOSHUE, HAPEUEHO ,,IPEICHPIHO
MBKAeHe” (HepaBHOMEpHA ChpAeyYHa AeHHOCT), € eaHa Tabsetka oT 75 mg Clopidogrel Viatris Ha neH,
KOSITO J1a ce TIpreMa Ipe3 ycraTa ChC Win 0e3 XpaHa, U 110 €IHO ¥ ChII0 BPeMe BCEKH JICH.

AKO cTe MMaJTi CHJTHA TPBhAHA 00JKa (HecTaOmitHa CTEHOKApHs MK MHOKapieH nHdapkr), Bammsr
nekxap moxke aa Bu nage 300 mg nmm 600 mg Clopidogrel Viatris (4 wiu 8 Tabnetku ot 75 mg)
BE/IHBXK B HAYAJI0TO Ha jeyeHuero. Ciel ToBa MpenopbuYnuTeIHaTa 103a € eJHa TabaeTka oT 75 mg
Clopidogrel Viatris THeBHO, KaKTO € OMHCAHO MO-TOpE.

AKO cTe IMaJId CHMIITOMH Ha MO3bUEH WHCYJIT, KOUTO Ca IPEMHUHAIN B PAMKUTE Ha KPAThK MEPHO OT
BpEMEC (I/I3B€CT€H ChIIO KAaTO NPEXO0JHAa HCXEMUYHA aTaKa), WM UCXEMUYCH MO3BUCH MHCYJIT C JICKa
CTeTIeH Ha TexecT, Bammst nexap moxke ga Bu npennume 300 mg Clopidogrel Viatris (4 Tabnetku oT
75 mg) BeIHBK B HAYAJIOTO Ha JiedeHneTo. CIie/r ToBa MPETNophUYNTETHATA /1032 € €/THA Ta0JIeTKa OT

75 mg Clopidogrel Viatris Ha ieH, KaKTO € OITUCAHO M0-TOPe, U allETHIICAIUIINIOBA KUCEIIMHA B
npoabiokeHue Ha 3 ceqmuiin. Cnen ToBa nekapsar mie npeanuine Clopidogrel Viatris camocTosTenHo
WM alle TUICATUITMIIOBA KUCETTMHA CAMOCTOSITEITHO.

Tpﬂ6Ba Ja IpueMaTte JICKAapCTBCHUA NPOAYKT, JOKATO Bamusr JICKap Buro npeamnncna.

AKo cTe pueau noBeye oT Heodxoaumara no3a Clopidogrel Viatris
Cebprkete ¢ Bamus jiekap wiv OTHAETE 10 Hal-OJU3KOTO CIEIIHO OT/ACICHHUE MOPaJIN YBEIUICH PUCK
OT KbpPBEHE.

Ako cte nponycHagn 1a npueMete Clopidogrel Viatris

Axko cre npomnycHanu fa npuemerte g03a Clopidogrel Viatris, HO cu ClIOMHUTE B paMKUTE Ha
cienBamute 12 gaca ciieq; 0OMIaifHOTO BpeMe, BeIHara B3eMeTe TabJleTKaTa CH, a TIOCyIe TIPUeMeTe
cieBalara B 0On4aiiHus yac.

Axo cre 3a0paBmIH 32 TIoBeUe OT 12 Yaca, mpocTo MpHUeMeTe clie/iBaliaTa eJJHOKpaTHa 71033 B
obnuaitnoTo BpeMe. He B3eMaliTe qBOIHA 1032, 32 J]a KOMIICHCHpATE MPOITycHATaTa TabJIeTKa.

Ako cte cnpesau npuema Ha Clopidogrel Viatris
CBbprkeTe ce BeHara ¢ Baius jiekap i oTueTe 0 CIeIIHOTO MEAUIIMHCKO 3BEHO B Hal-01M3KaTa

60J'IHI/II_I3, nopaaun yBCJIWYCH PUCK OT KbPBCHEC.

AKO UMate HIKaKBH JOMBIHUTEIHHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBa JIEKapCTBO MOIUTAlTe
Bamus jiekap win GpapMarieBT.
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4. Bb3M0OKHU HeKeJTaHU pP€aKuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a NPCAN3BUKA HCIKCIAaHU PCAKIIUH, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

HNndopmupaiite Bamns jJexap He3adaBHO, aK0 UMATe:

- BHCOKA TeMIIepaTypa, MPU3HAIM Ha HHPEKIUS WK TpeKaieHa yMmopa. ToBa MOXe Jia ce TbJKU
Ha MMOHM)KaBaHe CTOMHOCTUTE Ha HIKOU KPBBHU KJIETKH, KOCTO € PAAKO.

- Oene3un Ha YepHOPOOHH MPOOIEMHU KaTO MOXKBJITIBAHE Ha KOXKATa W/WIN OYHTe (KBITECHHIIA),
HE3aBUCUMO OT TOBA JIaJIM Ca ChI'BTCTBAHU OT MOAKOKHU KPBBOU3IUBU, KOUTO CE MPOSBIBAT
KaTo MaJIKi YePBEHU TOYKH W/WiIK 00bpKBaHe (BXK. Touka 2 “ [IpemynpexieHus u npeanasHu
MepKH”’)

- MIO/IyBaHE B yCTaTa, MM HAPYIIEHUS Ha KOXKaTa KaTo OOPUBH U ChpOESKHU, MEXYPH TI0 KOXKaTa.
ToBa MOke Ja ca CUMIITOMH Ha aJIepriuyHa peaKiusl.

Haii-yecTo cho01IaBaHATA Hexke1aHA JekapcTBeHa peakuus npu Clopidogrel Viatris e kbpBeHe.
KbpBeneTo Moxe aa ce mposiBM KaTo KbPBEHE B CTOMaxa MM YepBaTa, CHHUHH, XEMaTOM,
(HeoOnvaliHO KbpBEHE WM 00pa3yBaHe Ha CHHUHM I10]] KOXkKaTa), KbpBEHE OT HOCa, KPBB B ypuHaTa. B
MaJIbK Opo¥ OT cilydauTe ce ChOOIIaBaT ChII0 U KPHBOM3IUBH B OUUTE, TI1aBaTa, Oemust Apo0 HiTH
CTaBHUTE.

AK0 MMaTe NPpOIbJKUTENIHO KbpBeHe korato npuemare Clopidogrel Viatris

AKO ce TIopexeTe WM HapaHUTe, MOXKE Jla OTHEME MAJIKO TMOBeYe OT 0OMYaHOTO BpeMe, 3a Ja CIpe
KbpBEHETO. TOBa € CBbP3aHO C HAYMHA Ha JICHCTBHE HA JIEKAPCTBOTO Jia MPEOTBPATIBA 00pa3yBaHETO
Ha KpbBHU ChcUpelH. IIpu MasIku nopsi3BaHus U HApaHSABAaHMsI, KATO HAIIP. IIOPSI3BaHE 110 BpEME HA
OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHue. Ako o0aye kbpBeHeTo By O6e3mokou, TpsiOBa 1a ce
CBBpIKeTe He3a0aBHO ¢ Bamms jexap (Bwkre Touka 2 ““ [IpeaynpexaeHns u mpearna3H MEpKu‘).

JIpyru HekeJ1aHM peaKkuuH BKJIIYBAT:
Uectn HexxenmaHu peakiwn (Moxe na 3acerHat 1o 1 Ha 10 gymm):
Juapusi, kopeMHa 00JIKa, JTOIO XPaHOCMUIIAHE WITH KUCEIIHHHU.

Heuectu Hexxenanu peakiyu (Moxe 1a 3acersart jo 1 Ha 100 xymm):
I'maBoGosme, croManHa si3Ba, OBPHIIAHE, TaJicHe, 3aleK, YBEJIHYCHO KOJINIEeCTBO Ha Ta30Be B
CTOMaxa WJIM YepBara, OOpUBH, ChPOEXK, 3aMastHOCT, yCEI[aHe 32 U3TPHIIBAHE U MpaBy4YKaHE.

Penxu nexxenanu peaxiwm (Moxe na 3acerHat no 1 #a 1 000 gymm):
CBeTOBBPTEXK, YBEINIaBaHE HA THPJUTE MPU MBIKE.

MHoro penku HeXxelaH! peakiun (Moke aa 3acersar jo 1 Ha 10 000 mymm):

JKenTenuna; cuitHa kopemHa 0oka che WiTh 06e3 00i1Ka B I'bp0a; IOBHIIICHA TEMIIEPATYpPa; 3aTPYIHEHO
JIUIIIaHE; TIOHSKOTa MPOAPYKEHO OT KAIlUTHIIA; TCHEPATU3UPAHN AICPTUYHHA KOXKHH PEAKIIHH,
(Hammpumep, 00110 ycelaHe 3a 3aTOIUISIHE ¢ BHE3aITHO 00110 HePa3IIOJIOKEHHUE JI0 MPUIAJIBK); OTOK B
ycTaTa; MEXypH 10 KOKaTa; aJJlepriyH! Peakiiy; Bh3MaJCHE Ha YCTaTa; TIOHIKaBaHe Ha KPHBHOTO
HaJISATaHe; 00bPKBaHE, XATIOIUHAIIIH; OOJIKH B CTABUTE; OOJKU B MYCKYJIMTE; TIPOMSIHA BhB BKYCa WU
3ary0a Ha BKyca Ha XpaHaTa.

Hexenanu peakiiuy ¢ HEM3BECTHA Y€CTOTA (OT HAUTMYHUTE TaHHA HE MOXKE J1a ObJle HalpaBeHa
OIIEHKA):

PeaKHI/II/I Ha CBPBEXYYBCTBUTCIIHOCT C 60m<a B I'bpAUTE UJIU KOPEMA, IOCTOAHHNU CUMIITOMH Ha HUCKA
KpBhBHA 3axap.

OcseH ToBa Bamwsr nekap Moe /1a yCTaHOBH ITPOMEHHM B MTOKA3aTEINTE IPU U3CIIECABAaHUATA HA
KpBbBTa U ypUHAaTa.
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Cpo0maBaHe Ha HesKeJIAaHU peaKIun

AKO TOITyYnTe HIKAKBU HEXKEJIaHH JICKApCTBEHH Peakiiy, yBeaoMere Bamus nekap wiu GpapmarnenT.
ToBa BKIIFOUBa BCUYKH Bh3MOYKHH HEOIIMCAHU B TA3H JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIIo Aa
CHOOIIUTE HEIKEIAHU PEAKIIUU JUPSKTHO Ype3 HAIIMOHAIHA CHCTEMa 3a ChOOIaBaHe, MOCOYCHA B
IIpunoxenne V. Kato cro01maBare HeXxXeIaHA PEaKIIMK, MOXKETE Jla TaJIeTe CBOSI IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(PpOpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Clopidogrel Viatris
Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JICla.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT OTOENA3aH BhPXY KaPTOHEHATa OIAKOBKA U
osmacrepa, cnen ,,l'ogen 10:”. CpoKbT Ha TOAHOCT OTTOBaps HA MOCIIECTHUS JIEH OT IIOCOYEHUS Mecell.

[a ce cexpanssa mox 25 °C.
He uznon3Baiite TOBa I€KapCTBO aKo 3a0€Ne)KUTE HAKAKBH BUIUMHE OeJie3H Ha HapyIlIaBaHE
Ka4eCTBOTO Ha MPOAYKTA.

He HBXB’BpJ’IHﬁTe JICKApCTBATa B KaHAJIM3aluATa UiIu B KOHTCﬁHepa 3a JOMAIlIlHU OTIIaaAbIIn.
Ilonuraiite Bamms q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATd, KOUTO BEYC HC U3IOJI3BATC. Te3n
MCPKH 1II€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.

6. Cumpmaﬂne Ha OnMaKOBKaTa M JOIIbJHUTEC/IHA I/lHq)OpMaIII/IH

Kakso cbabp:xa Clopidogrel Viatris
AKTUBHOTO BEILECTBO € Kjonuaorpen. Beska TabneTka cpabpka 75 mg kionugorpen (kato 0e3uar).

Hpyrure cberaBku ca (BmwkTe Touka 2 "Clopidogrel Viatris cpabpika makrosza'):

- Aopo na mabremkama: xuapoxcunpornuiienynosa (E463), maanton (E421), kpocnioBu10H
(Tun A), TMMOHEHa KHCelIMHA MOHOXUAPAT, MUKPOKPHUCTATHA IeTyI03a, Makporoa 6000,
CTeapuHOBA KHCEJIMHA, HATPUEB cTeapuipymapar

- Obsuexa Ha mabnemkama: TaKTO3a MOHOXUAPAT (MJIedHa 3axap), xurpomenosa (E464),
tpuanetuH (E1518), yepsen xenesen okcup (E172), Turanos nuokcun (E171)

Kak usrae:xxna Clopidogrel Viatris u kakBo chbabp:ka onakoBKaTa
Clopidogrel Viatris uamupanu Ta0JICTKU ca PO30BH, KPBIUIA U JIBOHHO U3ITbKHAIIH.

JlocTtassr ce B:

o ommctepu ot PVC/PE/PVDC-anymunneBo ¢oimo B KapTOHEHU KyTHH, Chabpkanti 7, 14, 28,
30, 30 x 1 (emuanuHU no3m), 50, 50 x 1 (enuHu4HU K03M), 56, 84, 90 nnu 100 punmupanu
TabJIeTKH,

He BcHukH BHIOBE OMAKOBKKM MOTAT Ja OBJaT MyCHATH B Mpoaaxoa.
IpuTexaTes HA pa3pellIeHHETO 32 YNOTPeda U MPOU3BOAUTEIH:

[purexxaten Ha pa3penIeHUETO 3a yrnoTpeda:
Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Hpnannus
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TIpousBoauTemnu:
Pharmathen S.A.,

6 Dervenakion
15351 Pallini Attiki
I'bprus

Pharmathen International S.A
Industrial Park Sapes

Rodopi Prefecture, Block No 5
Rodopi 69300

I'spuus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/I}I OTHOCHO TOBa JICKApCTBO, MOJISA CBBPIKETC CC C JIOKAJTHUA
MNPpEACTABUTCII HA TPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

bbarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Tem.: +359 2 44 55 400 Tel/Tel: +32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.0. Viatris Healthcare Kft.

Tel: +420 222 004 400 Tel.: +36 1 465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +45 28 11 69 32 Tel: +356 2122 01 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti ) Norge

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: + 47 66 75 33 00

EApGoa Osterreich

Viatris Hellas Ltd Viatris Austria GmbH

TnA: +30 210 0 100 002 Tel: +43 1 86390

Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z.0.0.

Tel: +34 900 102 712 Tel.: + 48 22 546 64 00

France Portugal

Viatris Santé Mylan, Lda.

Tél: +33 437257500 Tel: + 351 214 127 200
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Hrvatska Roménia

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 123 50 599 Tel: +40 372 579 000
Ireland Slovenija

Viatris Limited Viatris d.o.o.

Tel: +353 1 8711600 Tel: +386 1 23 63 180
island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.
Simi: +354 540 8000 Tel: +421 2 32 199 100
Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: +39 (0)2 612 46921 Puh/Tel: +358 20 720 9555
Kvbmpog Sverige

CPO Pharmaceuticals Limited Viatris AB

Thjk: +357 22863100 Tel: +46 (0)8 630 19 00
Latvija

Viatris SIA

Tel: +371 676 055 80

Jlara Ha mocieqHo npepasrie;xkaade Ha quctokara {MM /I'TTT}.

ITonpoOHa uHOpMaLKs 3a TOBa JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa http://www.ema.europa.eu/
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