INPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Clopidogrel TAD 75 mg ¢pwiMupanu TabeTku

2. KAYECTBEH U KOJIUYECTBEH CHbCTAB
Besika punmmupana tabneTka chappka 75 mg kionunorpen (clopidogrel) (kaTo XUApOXIOpU).

3a ITBJIHUSA CIUCHK Ha IMMOMOIIHUTE BEIECTBA, BIKTE ToUuka 6.1.

3. JEKAPCTBEHA ®OPMA

Odunmmupana TadieTka.
Po30Bu, KpBIIIN U 1€KO U3NBKHATHN (GUIMUpPAHH TaOIETKH.

4. KJIMHUYHUA JAHHHN
4.1 TepaneBTHYHH MOKAZAHUSA

Bmopuuno npeonaseane om amepompomoomuuHy uHyuoeHmu
Knonunorpen e nokaszaH npu:

° Bw3pacTHr manuMeHTH ¢ aHaMHe3a 32 MHOKapeH HH(apKT (OT HAKOJIKO JHU JO 35 AHU),
HUCXEMHYEH UHCYIT (OT 7-MUS ICH 0 6-THS MECEIl) WM YCTAaHOBEHO Mepru()epHO apTepHaIHO
3a00J1sBaHe.

. Bb3pacTHH NAlMEHTH ¢ OCThP KOPOHAPEH CHHIPOM:

- OcTBbp KOpOHapeH cHHIpoM 0e3 enepanus Ha ST-cerMeHTa (HecTaOMIIHA CTEHOKAPAMS
WM MUOKapzieH nHpapkT 6e3 Q-350€11), BKIIOUYUTEITHO NAIllMeHTH Ha KOUTO € TOCTaBEeH
CTEHT CJIe]] MepKyTaHHa KOPOHAPHA UHTEPBEHIIMS, B KOMOWHAIIMS C alleTUIICATHIINIOBA
kucenuHa (ACK).

- Octbp MuoKkapieH uHpapkT c enepanus Ha ST-cermenTa, B komOuHanusa ¢ ACK npu
TIAIEeHTH, ITOIJIOKECHH Ha IMepKyTaHHa KOPOHApHA MHTEPBEHIUS (BKIFOUHTEITHO
MAICHTH, Ha KOUTO € TTOCTABEH CTEHT) WIIM IIPYU MEIMKAMEHTO3HO JIEKyBaHH MAIlUCHTH,
MOJXOSIIN 32 TPOMOOTUTUYHA/(PUOPHUHOIUTHYHA TepaTIHsL.

IIpu nayuenmu ¢ npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o ucok
PpUcKk unu ex ucxemuyer uncynm (Ischemic Stroke, IS)
Knommunorpen B komOunamus ¢ ACK e moka3san npu:
- Bu3pactuu namuentu ¢ TIA ¢ ymepen 10 Bucok puck (ABCD2' ckop >4) wiu ¢ sek IS
(NIHSS? <3) B pamkure Ha 24 yaca oT CHOUTHETO.

IIpeonazeane om amepompomOOmMuuH U MPOMOOEMOOIUUHU UHYUOEHMU NPU NPEOCHPOHO MbIHCOCHE
[pu BB3pacTHU MAIMEHTH C MPEACHPIHO MBXKICHE, KOUTO HMAT MOHE €JIMH PUCKOB (haKTOp 3a ChIAOBU
WHITUICHTH, KOUTO HE ca MOAXO AN 3a JedeHre ¢ anTaronuct Ha ButamMuH K (VKA) n xonto umar
HHCBK PUCK 3a KbpBEHE, KIOIMHUIO0rpel € mokaszaH B komOuHanus ¢ ACK 3a mpezmnaspase ot
aTepOTPOMOOTHYHH U TPOMOOESMOOIUYHYU UHIMCHTH, BKJIFOUYUTEITHO WHCYIIT.

3a noBeue MH(OpManus, BUXKTE Touka 5.1.

' ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosis) — Bb3pacT, KpbBHO
HaJsIraHe, KITMHUYHN XapaKTePUCTUKH, TPOIBDKUTEIHOCT U AWAarHo3a 3axapeH quader

2 NIHSS (National Institutes of Health Stroke Scale) — Ckana 3auHCynT Ha HallHOHATHUTEMHCTHTYTH 110
3[paBeoIa3BaHe



4.2 Jl03MpOBKa U HAYUH HA NPHJIOKECHHE

2103I/I[ZOBK3

. Bb3pacTHH B cTapuecka Bb3pacT
Kmommmnorpen TpsOBa na ce mpuiara KaTo eIWHIYHA THEBHA J103a OT 75 mg.

[Ipu marmeHTH ¢ OCThP KOPOHAPEH CHHIPOM:

- OcTbp KOpOHApeH CHHIPOM Oe3 eneBanus Ha ST-cerMeHTa (HecTaOMIIHA CTEHOKApIUs W
MHUOKapcH nHpapKT 6e3 Q-360eIT): JTeUSHHETOo ¢ KIOMUI0TPEI TPSAOBA /1a 3aII0YHE C CIUHIIHA
HaroBapsaina g03a 300 mg wi 600 mg. . [Tpu manueHTy Ha Bb3pacT <75 FOJUHU MOXKE JIa CE
obMucin HaToBapBaria go3a 600 mg, Korato ce mpeABIKIa epKyTaHHa KOpOHapHa
HWHTEpBEHIMA (BX. Touka 4.4). JleueHneTo ¢ konuaorpen Tpsaosa fa 6b1e MpoabIKEHO Che 75
mg BeIHBX JTHEBHO (¢ aneTmicanuimioBa kucenuna (ACK) 75 mg-325 mg nueBHo). Thit kaTo
no-sucokure 1031 Ha ACK ce cBbp3BaT ¢ MOBUILEH PUCK OT KbPBEHE, CE MIPENOpbUBa J03aTa Ha
ACK na ve npesumasa 100 mg. OntumanHaTa DpOABIKUTEIHOCT Ha JICYEHUETO HE €
odunuanHo ycTaHOBeHA. J|aHHUTE OT KIMHUYHH U3MUTBAHMA Ca B MMOJKpENa Ha yrmorpedara Ha
KJIonuaorpen 1o 12 Mecera, kKaro MakcuMalieH eekT ce HabmomaBa Ha 3-us Mecell (BXK. TOUKa
5.1).

- Octbp MHOKap/eH nHOpapKT ¢ enepanust Ha ST-cermeHTa:

- Ilpm MennkaMeHTO3HO JIEKyBaHU MAIMEHTH, TIOIXO/ISIIH 32
TPOMOOIUTHYHA/PUOPUHONINTHYHA TepaIus, KIOMHIorpel TpsOBa a ObJe mpuiaral
KaTo eIHOKpaTHa IHEBHA Jj03a OT 75 mg kaTo ce 3arnouBa ¢ 300 mg HaToBapBaila
no3a B komOuHarms ¢ ACK u ¢/6e3 TpoMOOIUTHIIN. 3a METUKAMEHTO3HO JICKYBaHU
TIAITMECHTH Ha BB3PAcT HaJl 75 TOIMHM KIOMUAOTPEI TPSAOBA 11a ce 3amovHe 0e3
HaToBapBamia 103a. KomOunupano neuenue TpsOBa a ce 3aouHe Bb3MOXKHO Hal-
paHoO CIle HAa4aJ0TO Ha CUMIITOMUTE U J1a ObJIe MPOABIKEHO TTOHE 32 YESTHPHU
cenmuin. [Tonszara or koMOMHUpPaHeTo Ha kionuaorpen ¢ ACK 3a moBede oT ueTHpu
CEIMHUITA He ¢ OWia IIpoyYBaHa IpY TOBa MOKa3aHue (BXK. Touka 5.1).

- Korato ce minanupa nepkyranHa kopoHapHa uatepseHuus (PCI):

- Kionmpmorpen tpsOBa na ce 3anmoune ¢ HaroBapraiia jgo3a (loading dose, LD)
600 mg npu manueHTH, NoA0keH! Ha mbpBudHa PCI u npu manuenTw,
noanoxenu Ha PCI noseue ot 24 yaca cien nojiy4yaBaHe Ha
¢ubprHoIMTHYHA Tepanus. [Ipu manuenTH Ha BB3pacT > 75 roguan 600 mg
LD Tps6Ba ma ce mpuiiara ¢ MOBUIIEHO BHUMaHKE (BX. Touka 4.4).

- Kronunmorpen 300 mg HatoBapBaria 103a TpsOBa J1a ce MPUIIOKH TIPU
nanueHty, noanoxenu Ha PCI B pamkute Ha 24 yaca ciell OIy4aBaHe Ha
(UOPUHONUTHIHA TEPATIHSL.

- Jledenuero ¢ KIONMAOTPEN TPsIOBa Aa MPOABIDKH Cbe 75 mg BeaubK IHeBHO ¢ ACK
75 mg — 100 mg maeBHo. KoMOMHNpaHaTa Tepamus TpsOBa Aa 3aI09He BE3MOXKHO
Hali-paHo clie]l osABaTa Ha CUMIITOMUTE U 11a IPOABIDKHU 10 12 Mecena (BXK. TOUKa

5.1).

Bw3pactau nauuentu ¢ TIA ¢ ymepeH 10 BUCOK pUCK WM Jiek IS:

[Tpu BB3pacTHu naueHT ¢ TIA ¢ ymepen 10 Bucok puck (ABCD2 ckop >4) niu ¢ ek
IS(NIHSS <3) Tps0Ba 12 ce mprIoky HaToBapBaria go03a kionuaorpen 300 mg, mocienBana ot
75 mg Beaubx gHeBHO U ACK (75 mg -100 mg BenHBX THEBHO). JICUEHHUETO ¢ KIOMHUIOTPENT U
ACK tps0Ba aa 3armouHe B paMKUTe Ha 24 gaca clies] ChOUTHETO | Ja MPOABIKY 21 THH,
MIOCTIEABAHO OT aHTUTPOMOOIIUTHA MOHOTEPAIIHSL.

[Ipu manueHTy ¢ MpPeaChPAHO MBXKIEHE, KIOMUAOTPEI TPSOBa [1a ce mpuiiara KaTo eJHOKpaTHA
nHeBHA 7032 oT 75 mg. ACK (75-100 mg nHeBHO) TpsiOBa 11a ce 3aloyuHe | Ja MPOIBKA B

KOMOWHAITUS ¢ KIOMUAOTpe (BXK. Touka 5.1).

AKo € mponycHaTa J03a:



- B pamkure Ha mo-Maiko ot 12 yaca ciell peIoBHO OIPEIETICHOTO BpeMe: MallueHTHTE
TpsIOBA J1a IpUeMarT J103aTa He3a0aBHO U IMOCIIE Ja MpUeMaT clieJiBamiara /103a B
PEIOBHO OTIPEIEIIEHOTO BPEME.

- ITpu moBede ot 12 yaca: marueHTUTE TPSAOBA Ja MpUEMAaT clieABaIaTa 103a B peJOBHO
OMpeIeJICHOTO BpeMe U He TpsiOBa Jia YBOSIBAT 103aTa.

Cneunamm nmonvJanunun

o ITanuenTu B CTap4eCKa Bb3pacT

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

MUOKapJeH uH(apkT 6e3 Q-3p0en):

- HaroBapgama no3a 600 mg Moxe 1a ce OOMUCITH MPH MAIUSHTH Ha Bb3pacT < 75
TOJIMHM, KOTATO Ce MJIaHUpa MepKyTaHHa KOpOHApHA HHTEPBEHIINS (BXK. TOUKa 4.4).

OcTbp MuOKapJieH nH(papKT ¢ eneBaius Ha ST cerMeHra:

- Ilpu manmeHTH Ha METUKAMEHTO3HO JICUCHHUE, TIOAXOISIIH 32
TpoMOOTUTHIHA/(PUOPUHONUTHYHA TEPaIHsL: TIPH MAIIMEHTH HaJ[ 75-TOTUITHA BB3PacT
KIomuI0rpen TpsiOBa aa ce 3amovyne 6e3 HaToBapBalla J103a.

[Tpu marmenTn, noanoxxenu Ha mepBudHa PCI 1 ipu manmentu, nognoxenn va PCI moBeue

oT 24 4Jaca cnes mofly4aBaHe Ha QUOPHHOJIMTHYHA TEPAIIUs:

- Ilpu nanuentu Ha BB3pact > 75 roqunu 600 mg LD TpsiOBa aa ce npusiara ¢ noBUILEHO
BHUMaHHe (BX. Touka 4.4).

) [MenuaTpuyHa Momynamnms
Knomunmorpen He TpssOBa Ja ce U3Mo3Ba MPH Aela Mopaau ChoOpaKeHHs OTHOCHO
epukacHocTTa (BXK. TOUka 5.1).

. brOpeuHo yBpexnane
TepaneBTUUHUAT OIUT € OTPaHHUCH IPU MAIMEHTH ¢ 0bOPEYHO yBpexxaaHe (BXK. Touka 4.4)

. YepHOoapoOHO yBpeKAaHE
TeparneBTHYHHAT ONHT € OTPAHIYCH IPH MAIMESHTH C YMEPEHO U3Pa3eHO YePHOIPOOHO
3a00IsBaHe, MPH KOUTO MOXE Jla MMa XeMOparnyHa nuaresa (Bx. Touka 4.4).

HauuH Ha npuiioxxeHue
IlepopanHo npuiioxeHue.
Moske fa ce mpuiara chC uiu 0e3 xpaHa.

4.3 TIIporuBonoka3zanus

- CBpPBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHH B TouKa 2 wid Touka 6.1.

- Texko 4epHOAPOOHO YBpEXKIAHE.

- AKTUBHO MATOJOTMYHO KbPBEHE KaTO MENTHYHA A3Ba WM UHTPaKpaHUaJIHA XeMOoparusl.

4.4 Coenma/jHu npeaynpexxaeHus M NpeAnasHu MepKH NpH ynorpeda

Kwvpsene u xemamonozuunu napyweHus

[Topanu puck OT KbpBEHE U XEMAaTOJIOTUYHU HEXKEJIaHU JICKApCTBEHU PEaKIuu, BeIHAra TpsiOBa Ja ce
B3eMe MPEIBUJI OTIPEACITHETO Ha KPhBHATA KapTHHA W/WJIH JPYTH TIOJIXOMSAIIN U3CICABAHUS, B CIIyJai
HAa M0sBa Ha KIIMHUYHU CUMIITOMH, HACOYBAaIlM KbM KbPBEHE 10 BpeMe Ha JieueHHeTOo (BXkK. Touka 4.8).
[TomoOHO Ha APYTH aHTUTPOMOOTHYHH CPEJCTBA, KIOMUAOTPEN TpIOBa J1a ce mpujiara ¢ BHUMaHHe
MIPH TIAIIMEHTH, KOUTO MOXKE JIa Ca U3JIOKEHH Ha OMACHOCT OT YCHJICHO KbPBEHE MOPaJii TpaBMa,
XUPYpPruyHa WHTEPBEHIUS WU JPYTU NATOJOTUYHH ChCTOSHUS U NpH NauueHTH jJekyBanu ¢ ACK,



xemnapuH, riarokonpotend 1Ib/11la uEXHOUTOPH MM HECTEPOUIHN TPOTUBOBB3NATUTEIHH JICKApCTBA
(HCTIBJI), Bimountenno COX-2 HHXUOUTOPH, WK CETIEKTUBHU HHXUOUTOPU Ha OOPaTHOTO
3axBariane Ha cepotonuHa (SSRIs), wnu cran naaykropu Ha CYP2C19 v npyru iekapcTBeHA
MPOAYKTH, CBBP3aHH C PUCK OT KbPBEHE, KaTO MEHTOKCU(MINH (BXK. Touka 4.5). [Topaau noBuineHus
PHUCK OT KpbBOM3JIMB, TPOiHaTa aHTHarperanTHa tepanus (kaonugorpen + ACK + nunupumamonn) 3a
BTOpPHYHA Npo(HITaKTHKa HA HHCYIT HE CE MPENOpBhYBa IPH MAIIMEHTH C OCTHP HEKapIHOeMOOIIeH
HMCXEMUYEH MHCYIIT WIK NPEeX0Ha UCXEMHUYHa aTaka (Bxk. Touka 4.5 u Touka 4.8). [lanmenture TpsiOBa
na ObJaT BHIMATEITHO HAOIOAaBaHU 3a IIPH3HALM Ha KbPBEHE, BKIIFOYHTEITHO M OKYJITHO KbPBEHE,
0COOCHO Mpe3 TbPBUTE CEJIMUITU HA JICUCHUETO W/WIIH CJIe]] THBa3MBHU KapIMOJOTHYHH POy PH
WK XUPYprus. EMTHOBPEMEHHOTO NPUIIOKEHHE Ha KIOMUAOTPEI C IIEPOPaTHU aHTUKOATYJIaHTH HE Ce
MIPENOPBHYIBA, THI KATO MOXKE JIa YBEIMIN HHTCH3UBHOCTTA HA KbPBEHE (BXK. Touka 4.5).

AKO ManueHTHT MMOUIeKH Ha TUIAHOBA OIEpaNys H aHTHATPETaHTHHAT e(DEeKT € BPEeMEHHO HEXKENaH,
KJIOMUIOTpeN TpsIOBa Aa ce crpe 7 THU IMpeAr XupypruyHaTa uHTepBeHIms. [lanuenture TpsioBa na
HHPOPMHUPAT JEKapHUTEe U 3500JIEKapUTe, Ue MPUEMAT KIOMHIOTPEI IIPEIU HACPOYBAHE Ha XUPYPrHIHA
MaHHMITYJIalys U Ipeu IPUEMaHeTo Ha HOB JIEKapCTBEH MpoAyKT. Kionunorpen yabimkaBa BpeMeTo
Ha KbPBEHE U TPsAOBA Ja ce Mpuiara ¢ BHUMaHUE MIPH MAUCHTH, KOUTO UMAT HAPYIICHHS, ChC
CKJIOHHOCT KBbM KBbpBEHE (CIIEIIHATHO CTOMAITHO-YPEBHH U BETPEOYHH).

[ManmentrTe TpssOBa qa OBIAT YBEIOMEHH, Y€ BPEMETO 3a CIIHPaHEe Ha KBPBEHETO € I0-
MPOABIDKUTENHO OT OOWYAHOTO MPH JIeYSHUE C KIOMUAOTPe (CAaMOCTOSTEHO UM B KOMOMHAIUS C
ACK), a Te oT cBos cTpaHa TpsOBa 1a MHOOPMHPAT CBOS JICKap 32 BCIKO HEOOMYAHO KbpBEHE
(JToKaIM3aIsl WK POIBIKUTEIHOCT).

YnorpebaTa Ha HaToBapBaIa j03a kiaonuaorpen 600 mg He ce mpenopbyuBa MpH MAIUEHTH C OCTHP
KOpoHapeH cuHapoM 0e3 eneBaius Ha ST cerMeHTa U Bb3pacT =75 TOAWHU MOPay MOBUILEH PUCK OT
KBbPBEHE IIPH Ta3H MOIMyJIaLusl.

[Topanu orpanwdeHnTe KIMHUYHA JaHHU TIPU TAIUEHTH HA Bh3pacT > 75 roauan csec STEMI PCl u
MIOBHIIIEH PUCK OT KbpBEHE, YIOTpebaTa Ha HaTOBapBalia f1o03a kionunorpen 600 mg tpsdBa xa ce
00OMHCIIH camo cliell UHAUBHIyalTHa OIIeHKa OT JieKaps Ha PUCKa OT KbPBEHE MPH MallUeHTA.

Tpombomuuna mpoboyumonenuuna nypnypa (TT11)

Cryuau Ha TpoMboTHYHA TpomOormuTonieHnyHa mypmypa (TTII) ca gokiagBaHu MHOTO PSIIKO CIe/
ynorpeda Ha KJIOMHO0IPeJl, IIOHAKOTa U Clie]l KpaTKOTpaiHo jedeHue. Ts ce XxapakTepusupa ¢
TPOMOOIUTONEHHS ¥ MUKPOAHIHONATHYHA XEMOJIUTUYHA aHEMHSI, IPUAPYIKEHA C HEBPOIIOTHIHU
n3MeHeHus, 6p0peuna qucynwst nwin gedpunuter. TTII e cheTostHME, H3UCKBAIIO OBP30 JICUCHNE,
BKJTFOUHTEIHO TUTa3Madepesa.

Ipuoobuma xemoghunus

Nma cpobrieHns 3a npuao0ouTa XeMopHIIns cliel] yrnotpeda Ha Kionuaorpel. B ciyyaun Ha
MOTBBPACHO U30JIMPAHO yIbIDKABAaHEe HA aKTHBHPAHOTO MapIHaTHO TpoMOormtacTHHOBO Bpeme (aPTT)
ChC WM 0e3 KbpBEHE, TPSOBA Ja ce uMa Npeasua npuaoduTa xemodmius. [lanmeHTrTe ¢ MOTBBPICHA
JmarHo3a npuaoourta xemoduius TpsOBa Aa ce HaOMI0IaBaT U JIEKYBAT OT CIEUAINCT U
MIPUIOKEHUETO Ha KIOMHUIOTPEIT TPSIOBa J1a ce TPEYCTaHOBH.

Ckopouien ucxemuuer uHCyam
e 3anousane Ha mepanusma
o  IIpu nmanumentu ¢ octop aek IS umu ¢ TIA ¢ ymepeH 10 BUCOK PUCK, IBOHHATa
anTpoMOonuTHa Tepanus (kmomunorpen u ACK) TpsOBa na 3amovne He M0-KbCHO OT
24 4gaca cies Ha4aJIoTO Ha ChbOUTHETO.
o JlunceaT JaHHM OTHOCHO CHOTHOILEHHETO M0JI3a-PUCK MPH KPaTKOCPOUYHA JIBOIHA
AQHTUTPOMOOITUTHA Tepamys IPH MAIMEHTH ¢ OCTHP Jiek IS mm ¢ TIA ¢ ymepen 10 BUCOK
PHUCK C aHaMHe3a 3a (HeTpaBMaTH4€eH) BbTpeUYeperneH KPbBOU3IIMB.
o Ilpu nammenT c IS, KOlTO HE € JIek, MOHOTEpAINHUATa C KIOMUAI0TPeN TpsiOBa ja 3aroyHe
caMo clieJl IbPBUTE 7 JJHU OT CHOUTHETO.



. Hayuenmu c IS, xoiito He aek (NIHSS >4)
[penBun nuricara Ha JaHHH, HE CE MPENOPHYBA H3IOI3BAHETO HA TBOWHA aHTUTPOMOOIITHA
Tepanus (BX. Touka 4.1).

. Cropowen nex 1S unu TIA ¢ ymepen 00 8UCOK puck npu nayuermu, 3a KOUmo e ROKA3ana uiu
NIAHUPAHA UHTHEPBEeHYUSL
JluricBaT naHHYM B OAKpENa Ha U3MOI3BAHETO HA ABOIHA aHTUTPOMOOIINTHA TEPAITUS IIPH
MAIMEHTH, 32 KOUTO € IMOKAa3aHO JICUCHUE ¢ KAPOTHUIHA CHAAPTCPEKTOMUS HIIH
HMHTpaBacKyJlapHa TPOMOCKTOMUS, HIIH TIPH MAIESHTH, TUIAHUPAHH 332 TPOMOOJIN3a HITH
AHTUKOAryJIanTHa T¢panus. B Tte3n CUTyallu! HE CC MPETIOpbIBa HBOﬁHa aHTI/ITpOM6OI_[I/ITHa
Tepanusl.

Lumoxpom P450 2C19 (CYP2C19)

®dapmakoreneruka: [Ipu nanuentute, kouto ca ciabu CYP2C19 metabonuzaTopu, KIOMUAOTPEN B
MIPEMOPBUYUTEIHUTE 103U 00pa3yBa MO-MalKO OT aKTUBHHS META0O0JUT Ha KIOMUIOTPEN U UMa I10-
MaIbK eeKT BbpXy TpoMOoIuTHaTa (QyHKIHsL. ChIIECTBYBAT TECTOBE 32 UACHTU(DUIIMPAHE HA
CYP2C19 redorumna Ha namyeHTa.

Tbii KaTo KIOMUIOTPEN ce MeTaboIM3Mpa YaCTHYHO 10 cBosA akTuBeH metabonut ot CYP2C109,
ymoTpebaTa Ha JIeKapCTBEHH IPOIYKTH, KOUTO HHXHOMPAT aKTHBHOCTTA Ha TO3H €H3HM, CE€ OYaKBa Ja
JIOBEJIE 10 MOHIKEHH JIEKapCTBEHH HUBA Ha aKTUBHUS MEeTa00IMT Ha Kionugorpen. KnuaunyHara
3HaYMMOCT Ha TOBa B3auMOZEHCTBHE ¢ Hen3sicHeHa. Kato mpeamaszna Mspka He TpsOBa j1a ce
U3I03BAT enHOBpeMeHHO criiH Wi ymepenu CYP 2C19 unxuburtopu (Bx. Touka 4.5 3a CIUCHK Ha
CYP2C19 unxuburopu, BXK. CBIIIO TOYKA 5.2).

YnorpebaTa Ha JIekapcTBEHHU MPOITYKTH, KOUTO HHAyIMpat akTuBHOCTTa HAa CYP2C19 ce ouaksa na
JIOBEJIE /IO MTOBHIIICHU HUBA HA aKTUBHHS META0ONUT HA KJIOMUIOTPENT U MOXKE JIa YBEIHMYU PUCKA OT
kbpBeHe. KaTo npemna3Ha Mspka TpsOBa fa ce m304rBa ChIIbTCTBAIIATA YIIOTpeOa Ha CHITHU
unaykropu Ha CYP2C19 (Bx. Touka 4.5).

Cybcmpamu na CYP2C8
Heob6xoauMo e moBHIIeHo BHUMaHUE NPH MAIEHTH, JICKYBaHH €IHOBPEMEHHO C KIOMHIOTPEI I
JIeKapCTBEHH MPOAYKTH, cyocTpatu Ha CYP2CS8 (Bxk. Touka 4.5).

Kpvcemocana peakmugnocm mesxrcoy mueHonupuouHume

[Tpu marrieHTUTE TPSIOBA J1a CE CHEME aHAMHe3a 32 CBPhXUYBCTBUTEITHOCT KbM THCHOITUPUAMHH (KaTo
KJIOMIUAOTPEJT, TUKIIOMUINH, IPacyrped), Thid KaTo ce choOIlaBa 3a KpbCTOCAHA PEAKTUBHOCT MEXKILY
TUEHONTUPUIUMHATE (BXK. ToUKa 4.8). THEeHOMUPUINHUTE MOTAT J]a IPUYUHSAT JICKH IO TEKKH
aJIePrUYHU PEAKIUU, KaTO OOPUB, aHTUOEAEM UM XEMAaTOJIOTHYHU KPhCTOCAHU PEaKIINH, KaTO
TPOMOOITUTOTICHHS U HEYTPOTIeHHUs. [laineHTH, KOUTO ca Pa3BIIIU MPEAUIITHA AICPTUIHA PEaAKIIUS
W/WJTM XEMATOJIOTUYHA PeaKIus KbM €IUH THEHOITUPHINH, MOXKE J1a UMAaT TIOBUIIICH PUCK OT Pa3BUTHE
Ha ChIIIATa WK IpyTra peakius KbM JApYT THeHomupuauH. [IpernopbuBa ce HaOMoIeHHE 3a TIPU3HAIU
Ha CBPBbXUYBCTBUTEIHOCT IIPH MALMEHTH C U3BECTHA AJIEPTUs KbM TUEHOMUPUIUHU.

bvbpeuno ygpescoane
TepaneBTHYHHAT OIMT MPH MALUEHTH ¢ ObOpeUHO yBpexkaane e orpanndeH. CaeI0BaTeHO MPH
TaKWBA MAIMEHTH KIOMUAOTPEN TpsiOBa Ja ce MpuJjiara ¢ MOBUIICHO BHUMaHUE (BXK. TOuka 4.2).

YepHodpobHo yepescoare

OnuThT € OrpaHUYeH MPH MAUSHTH C YMEPEHO U3Pa3eHo YepHOAPOOHO 3a00sBaHe, KOUTO MOTaT Jia
UMaT XxeMoparndna auaresa. [1o Ta3u mpuurHa KIOMUIOTPEN TPsAOBa 1a ce Ipuiiara ¢ IOBUIIEHO
BHUMaHHME TIPH Ta3u Momyianus (Bx Touka 4.2).

4.5 B3aumopaeiicTBHe C APYTH JIeKAPCTBEeHN MPOAYKTHU U APYTrU (popmMu Ha B3auMoeiicTBHE

Jlexapcmeenu npooykmu, cevpsanu ¢ puck om Kvpgene: ChIIECTBYBA IIOBHUIICH PUCK OT KbPBEHE
Nopajav NOTEHIMATHHUS aAUuTUBEH eekT. EMHOBpeMEHHOTO MpUIIOKEHNE Ha JIEKapCTBEHH MPOAYKTH,
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CBBP3aHHU C PUCK OT KbpBEHE TPsIOBA J]a ce U3BBPIIBA C MOBHUILICHO BHUMaHHE (BXK. TOUKa 4.4).

Iepopannuu anmuxoazyranmu: €THOBPEMEHHOTO MIPIIOKEHIE Ha KIOMHIOTPEII C IEPOPATHH
AHTHKOATYJIAHTH HE C€ MPETNOoPbUBa, Thil KATO MOXKE Jla YBEIINYH WHTCH3UBHOCTTA HA KbpBEHE (BK.
Touka 4.4). Bempeku, ue MpriiokeHHeTo Ha KIOMUIOTpeN 75 mg/aHEBHO HE TIPOMEHSI
(hapmakokuHeTHKaTa Ha S-BapdapuH (cyocrpar Ha CYP2C9) nunu Mexaynapoanoto Hopmanusupano
CrotrHomenue (INR) npu manuenTH, morydaBaiiy IpoabIDKATEHA TEPANHs ¢ BappapuH,
€THOBPEMEHHOTO TPHJIOKEHUE Ha KIOMUAOTPEN ¢ Bap(hapuH MOBUIIABA PUCKA OT KbPBEHE OPAIH
He3aBUCUMU e(DeKTU BbpPXY XeMocTazara.

Imroxonpomeun 1Ib/I1la unxubumopu: KIOMUAAOTPEN TPIOBa ce Mpuiiara ¢ MOBUIIEHO BHUMaHHUE NIPU
MAIMEHTH, KOUTO MPHEeMaT eIHOBpeMeHHO rirokonporenH 11b/I11a maxuburopu (Bk. Touka 4.4).

Ayemuncanuyunosa kuceauna (ACK).: ACK He mpoMeHs KJIOMUAOTpeNl-MeIMupaHaTa HHXHOUIUS Ha
AJl1®-unnynupanara TpoOMOOIMTHA arperanus, Ho kionuaorpen ycuipa edexra Ha ACK Bbpxy
KoJIareH-uHAylIMpaHaTa TpomOonuTHa arperanus. EnnospemenroTo npuioxenue Ha 500 mg ACK
JIBYKpPaTHO JHEBHO 32 €IUH JIeH 00aye, He yIb/DKaBa 3HAUUTEITHO BPEMETO Ha KbpBEHE, IPEIU3BUKAHO
OT JICYCHHETO € KIOMUA0Tpell. Bb3MOXHO € (papMakouHAMUYHO B3aUMOJICHCTBHE MEXKTY
knonuaorpen u ACK, koero yBeianuaBa pucka oT KbpBeHe. ClieZioBaTeNIHO, EAHOBPEMEHHATA UM
ynoTtpeba TpsOBa Ja cTaBa ¢ MOBUIIIEHO BHUMaHHE (BX. ToUKa 4.4). BBIpeku ToBa, KIOMHIOTPENT U
ACK ca mpunaranu eTHOBPEMEHHO JI0 eJHa TouHa (BXK. Touka 5.1).

Xenapun: B KIHHAYIHO MIPOYYBaHe, IPH 3PaBH XOpa, KJIOMKIOIPEN He Hajlara MpoMsiHa Ha J103aTa Ha
XemaprHa, HUTO MpoMeHs ehekTa My BbpPXY Koarynanusata. EMTHOBpEeMEHHOTO MPHUIOKEHHE C XCapyuH
HE € JI0BEJIO 10 e(DeKT BbPXY IMOTHCKAHETO Ha TPOMOOIMTHATA arperaiysi, PeIu3BUKaHO OT
KJIonuIorpet. Be3MoxkHO ¢ hapMakoIMHAMUYHO B3aUMOACHCTBHE MEXK Ty KJIOMHIOTPET U XeTapuH,
KOETO yBeJIn4aBa pucka oT kbpBeHe. Clie1oBaTeIHO, €JHOBPEMEHHATA UM yIIOTpeOa TpsiOBa j1a cTaBa
C TIOBHIIICHO BHUMAaHUe (BXK. Touka 4.4).

Tpombonumuyu: 6€30NMaCHOCTTA Ha STHOBPEMEHHOTO MPUIIOKECHUE HA KIOMUIOTPell, PUOPHH WK He-
(ubpuH crienuduIHN TPOMOOTUTHYHH areHTH U XETIapUH € OlIeHEHa MIPH MAIUeHTH C OCTHP
MUOKapIeH nHPapkT. YecToTaTa Ha KIMHUYHO 3HAYUMOTO KbpBEHE € OMIIa CXOIHA C Ta3H,
Ha0Ir0JaBaHa MPH €AHOBPEMEHHO MPUIIOKEHHE Ha TPOMOOIMTHYHM areHTH u xenapuH ¢ ACK (Bx.
touka 4.8.).

Hecmepouonu npomusosvsnanumennu cpeocmea (HCIIBC):B KIMHUYHO NPOYYBAHE, IPOBEICHO MPH
37paBy J0OPOBOIIIIN, €AHOBPEMEHHOTO ITPIIIOKEHUE HA KIIOMUIOTPENT U HAIIPOKCEH ITOBHIIIaBa
OKYITHUTE CTOMAIIHO-YPEBHU KPpBbBOM3IUBHU. [lopaau urnca Ha mpoy4yBaHUs 3a B3aUMOAEHCTBHA C
apyru HCIIBC o6aue, noHacTosIeM He € SCHO Aaly MMa IMOBUILIEH PUCK OT CTOMAIIIHO-YPEBHO
kbpBeHe ¢ Bcnuku HCIIBC. Cnenosatenmno HCIIBC, Brmountenso COX-2 HHXUOUTOPH, H
KJIONMUZIOTpEN TpsIOBa Ja ce MpuiiaraT ¢JHOBPEMEHHO C IMOBHUIIIEHO BHUMAaHUE (BX. Touka 4.4).

CenexmusHu uHxubumopu Ha oopamuomo 3axsaujare Ha cepomonuna (SSRIs): Toii kato SSRIs
MOBJIMSABAT TPOMOOLIMTHATA aKTUBAIIMS U TIOBULIABAT PUCKA OT KbPBEHE, €IHOBPEMEHHOTO
npwiokeHue Ha SSRIs ¢ konumorpen TpsOBa 1a cTaBa ¢ MOBUIICHO BHUMAHHUE.

pyzo conemcmeauo neuenue:

WNunyxropu Ha CYP2C19

TBit KaTO KIOMUIOTPEN Ce METa0OIN3Upa 10 HETOBHS akTHBEH MeTabomut yactuaao or CYP2C19,
OYaKBa ce ynoTpedaTa Ha JEKapCTBEHH MPOTYKTH, KOUTO HHAYIIMPAT aKTHBHOCTTA Ha TO3W CH3UM, 14
JIOBEJIE J10 MOBUILIEHN HUBA HA aKTUBHUS METa0OJUT Ha KIOMUIOTPEd.

Pudamnumms cunao unaymmpa CYP2C19, koeTo Boau KakTo 0 MOBUIIICHU HUBA HA aKTUBHUS
MeTabOoJHT Ha KJIONHUIOTPEI, Taka U 10 HHXHOMpaHe Ha TPOMOOIIUTHTE, KOETO B YACTHOCT MOJKE a



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

WNuxnburopu Ha CYP2C19

Toii kaTo KIonuaorpen ce Meradoausupa yactuaao or CYP2C19 10 HeroBust akTHBEH METa0OJINT,
OYaKBa ce ynoTpedaTa Ha JEKapCTBEHH MPOLYKTH, KOUTO HHXUOMPAT aKTUBHOCTTA Ha TO3U €H3UM, Ja
JIOBeZie 10 TOHMKEHU JIEKAPCTBEHU HUBA HA aKTUBHUS METaOb0oNUT Ha kionuaorpen. Knunuunara
3HaYMMOCT Ha TOBA B3auMOJeicTBHe € Hem3sicHeHa. KaTo mpeanasHa Mapka He Tpa0Ba 1a ce
U3MOM3BAT eAHOBpEeMEHHO cuHU wiH yMepeHu CYP2C19 unxubutopu (Bx. Touku 4.4 u 5.2).

JlekapcTBeHHTE MPOAYKTH, KOUTO Ca CHIIHH WM YMepeHH HHXHOuTOpH Ha naxuoupar CYP2C19
BKJIFOUBAT HAIIPHMEP OMEMPa3oil U €30MeTpasoll, (IyBOKCaMHH, ()ITyOKCETHH, MOKIOOEMHI,
BOPHKOHA30J1, PIIyKOHA30JI, TUKJIOTHUINH, KapOaMasenuH 1 e(haBUpEHIL.

WNuxuburtopu Ha nporoHHara nomna (PPI):

Owmenpazon 80 mg BeHBK THEBHO, IPUIIOKEH TI0 €IHO U CHIIO BpEME ¢ KIOMUAOTPEIT WU C
HHTEpBaJ oT 12 yaca MKy MPHUIOKEHHUITA Ha IBETE JIEKapCTBa, HAaMaJsIBa EKCIO3UIHSTA Ha
aKTUBHUS MeTabouT ¢ 45% (HatoBapBamia no3a) u 40% (momabpikania qo3a). HamanenueTo e
cBbp3aHo ¢ 39% (naroBapsaiia 103a) 1 21% (mogabppikaua 103a) MOHMKaBaHE HA UHXUOUPAHETO Ha
TpomOonuTHATa arperanus. O4akBa ce €30Menpa3ol a MoKa3Ba MoJ00HO B3aUMOAEHCTBHE C
KJIOTUOTPEIL.

Cro011aBaHu ca MPOTUBOPEYMBH JIaHHU OT KIIMHUYHUTE 3aKITFOUEHUS 32 TOBa (PapMaKOKMHETUIHO
(®K)/papmakogunamuano (D/]) B3aumMoaelcTBrE OT IICAHA TOYKA HA 3HAYMMU ChPICYHO-CHIOBH
CBHOHUTHS U OT 00CEPBAIIMOHHY U OT KJIMHUYHU ITpoyuBaHus. KaTo mpennasHa Mspka He TpsiOBa /1a ce
U3MOJ3BAT €AHOBPEMEHHO OMENPA30I WK €30Menpas3ol (BX. Touka 4.4).

HabmonaBaHo e mo-ciiabo n3pa3eHo NOHWKEHHE Ha MEeTaboJIMTHATA EKCIIO3UIIHA C TIAHTOMPA30Jl TN
nan3o1pa3od. [I1a3MeHnTe KOHIIEHTPAITUN Ha aKTUBHHS MEeTabO0JIUT ca moHnmxkeHu ¢ 20%
(maToBapBarma 103a) U ¢ 14% (moxabpikaia 103a) Mo BpeMe Ha CHIIBTCTBAIIO JICYCHHE C TAHTOIIPA30T
80 mg BeqHbxK qHEBHO. TOBA € CBHP3aHO C MOHMKEHUE HA CPETHOTO MHXUOMPAHE Ha TPOMOOIUTHATA
arperanus ¢ 15% u 11% crotBeTHO. Te3u pe3ynaTaTu MOKa3Bar, 4e KIOMUA0rpeN MOXKe J1a Obe
IpWIarad ¢ MaHToMpasoll.

Hsama J0Ka3aTeJICTBa, Y€ APYTH JICKAPCTBCHU NIPOAYKTHU, HaMaJIIBalllkd CTOMalllHaTa KUCECJIMHHOCT KaTo
H2 6.]'IOKepI/ITe WKW aHTHAIIUIWUTC IIOBJIMABAT aHTHTpOM6OIII/ITHaTa AKTUBHOCT Ha KJIOMMUAOI'PEIL.

AntuperpoBupycHa tepanus (APT): nanuentu ¢ HIV, nexyBaHu ¢ aHTUPETPOBUPYCHA TEPATIHS
(APT), ca u3j10KEeHH Ha BUCOK PHCK OT CHJIOBU CHOUTHS.

HaGnronaBaHa € 3HaUUTETHO HaMalleHa TPOMOOLUTHA HHXUOULUS pu nanuentu ¢ HIV, nexkyBanu c
APT, nojicuieHa ¢ puTOHaBUP WK KOOUITUCTAT. BBIpekyn ue KITMHNYHOTO 3HAYCHHE HA TE3U HAXOKH
€ HeCUTYPHO, UMa CIIOHTaHHU choOIeHus 3a HIV-nndextupanu nanueHTy, texkysanu ¢ APT,
MIOICHIICHA C PUTOHABHP, KOUTO Ca MOITYYHIIN TOBTOPHH OKIIY3UBHU CHOUTHS CJIe]l Bh3CTaHOBSIBAHE Ha
HIPOXOJIUMOCTTA, FIIH Ca MPETHhPIEIN TPOMOOTHYHH CHOUTHUS IIPH HATOBApBAIaTa CXeMa Ha JICUeHHUE C
kionmgorpen. CpenHata TpPOMOOLIMTHA MHXHOHIINS MOXKe J1a Ob/ie HaMaJleHa IIPH ChITBTCTBAIIA
ynorpeda Ha KJIONHA0rpen U puToHaBup. CiaenoBaTesHo, CHIIBTCTBAIATA YIOTPeOa Ha KIOMHIOTPE
c noacunenu APT Tepanuu He ce IpenopbyBa.

Jpyru ekapcTBeHH MPOAYKTH: 3a MPOyYBaHEe Ha MOTCHIMATHU (apMaKOAMHAMUYHU U
(hapMaKOKHHETHYIHU B3aMMOJICHCTBHUS HA KIIOMUAOTPEN U IPYTH ChITBTCTBAIIH JICKAPCTBCHU
MPOJYKTH, ca IPOBEJCHH 3HAYMTENIeH Opoil KIMHUYHM poyuBaHus. He ca HabmroaBaHu KJIMHHUYHO
3HAYUMU (papMaKOTUHAMUYHU B3aUMOJICHCTBHS KOTAaTO KIIOMUAOTPEN € MPIIIaral eTHOBPEMEHHO C
aTeHoI0M1, HU(ETUIUH, WK C aTEHOJION U HU(eaunuH 3aeaH0. PapMakoMHAMUYHATA AKTHBHOCT Ha
KJIOMUIOTPEN HE CE TOBIMSBA 3HAYUTEHO NP €THOBPEMEHHO MPHIIOKEHHE ¢ (eHoOapOuTan nin
€CTpPOTEH.



dapMakOKMHETHKATA HA JUTOKCHH U TeOPIITNH HE Ce MTPOMEHSI OT SHOBPEMEHHO MprylaraHe Ha
KJIONUAOTpesl. AHTHAITUANTE HE TIPOMEHST CTETICHTa Ha a0COopOIMs Ha KIIOMUAOTpe.

Hannu ot npoyuBaneto CAPRIE noka3sar, 4e heHUTOMH U TOIOYTaMHU, KOUTO CE METabOJIU3UpaT OT
CYP2C9, 6e30macHo MOrar J1a ce MpriaraT ¢IHOBPEMEHHO C KIIOMHIOTPEl.

JlexapcTBenu npoaykrtu, cyocrparu Ha CYP2CS: [TokazaHo €, 4e KIOMUI0rpeIT TOBHIIaBa
EKCITO3UIIMATA Ha peNariiiHu PH 31paBU JOOPOBOIIHM. [ Vitro IpOyYBaHUS IMOKA3BaT, ye
MOBUIIIABAaHETO HA €KCIO3UIIUATA Ha PeNarjuHu]l ce bk Ha mHxubupane Ha CYP2CS8 ot
TJIFOKYPOHOBHS METa0OJUT Ha Kionuaorpen. [Topaan prcka OT MOBHIIABaHE Ha IJIA3MECHHUTE
KOHIIEHTPAIIUH, €IHOBPEMEHHOTO MPUIIOKEHHE Ha KIIOMUIOTPEIT U JIEKApCTBa, KOUTO C€ EIIMMUHUPAT
npeauMHo upe3 CYP2C8 mMeTaboau3bM (HaIp. penariJuHul, TakiIuTaKce), TpsA0Ba Aa ce mpeamnpruemMa
C TIOBHILIEHO BHUMaHUeE (BX. Touka 4.4).

OcgeH nH(opManusiTa 32 crienn(pUIHUTE JISKAPCTBEHH B3aUMOJICHCTBHSA, TIPe/ICTaBeHa MO-TOpE,
IIPOYYBaHUA 3a B3aUMOJAEHUCTBUS C KIOMUAOIPEIN U HAKOU IAPYIH JEKapCTBEHHU IPOAYKTH, IPUIIATaHU
YeCTO MPH MAIMEHTH C aTePOTPOMOOTHYHH 3a00JIIBaHKS, HE ca TIPOBeXkIaHH. [laneHTrTe, yyacTBau
B KJIMHUYHHUTE M3MUTBAHUS C KIOMMIOTpes obade, ca IMoiryyaBaiy ToJisiM Opoi ChIIBTCTBALIH
JIEKapCTBEHH IMIPOIYKTH, BKIIIOYBAIIN ANypeTuIn, Oeta 6mokepu, ACE-nHXnbnuTOpH, Kaaiuesu
aHTarOHMCTH, XOJECTEPOI MOHMKABAIIM CPEJCTBA, KOPOHAPHHU BAa30ANIATOPH, AHTHANA0ETHU
cpezcTBa (BKIIOYUTEHO UHCYJIMH), aHTHenIenTHYHN cpenctsa, 1 GP 1Ib/I1la antaronncru 6e3
JI0Ka3aTeICTBA 332 KIMHUYHO 3HAYUMU HEXEJIaHU B3aUMOIEHCTBHS.

Kakro u npu apyru nepopanau P2Y 12 nHXuOUTOpH, €1HOBPEMEHHOTO NPHUIIOKEHHE HA OTTHOUIHU
aroHHCTH MMa IIOTEHIMAI /1a 3a0aBU U HaMaIn abcopOLMATa Ha KIOMUIOIPETl BEPOATHO MOPaan
3a0aBeHO M3Mpa3BaHe Ha cToMaxa. KIIMHUYHOTO 3HaUeHue He e u3BecTHO. TpsA6Ba xa ce oOmMucn
ynorpebaTa Ha MapeHTePaIHO AHTUTPOMOOLIMTHO CPEACTBO MPH MALUEHTH C OCTHP KOPOHAPEH
CHHJIPOM, U3HUCKBAIIM €THOBPEMEHHO IPMIIOKEHNE HAa MOP(GHUH WK IPYTH ONIMOUIHH arOHUCTH.

Posysacmamun: Y cTaHOBEHO €, 4e KJIOMHIOTPeIl TIOBUIaBa eKCIO3UIMATa HA PO3YBACTaTHH MPH
naruentute 2 mbTH (AUC) u 1,3 mbTH (Chax) cien npunarane Ha 1o3a 300 mg Kiaonuaorpen u
1,4 et (AUC) 6e3 epeKT BEpXY Cmax CII€ MHOTOKPATHO MIpHUJIaraHe Ha 1032 75 mg KIOMUIOTPEI.

4.6 ®epruiMTeT, OPEMEHHOCT U KbPMEHE

bpemennocm

[Nopaau nurica Ha KIIMHAYHYU JJAHHW OTHOCHO EKCIIO3UIIMATA Ha KIIOMUIOTPEI M0 BpeMe Ha
OpEeMEHHOCT, 32 IPEAMIOYUTAHE €, KaTO MpeIna3Ha MApKa, 1a He Ce U3I0JI3Ba KIOMUAOTPEI IO BpeMe
Ha OpeMEHHOCT.

ExcnepuMenTaHuTe NPOYYBaHUs IPH ’KUBOTHU HE ITOKA3BaT NPSIKO WM HEMPSIKO BPEIHO
BB3EHCTBHE BEPXY OpeMEHHOCTTa, eMOPHOHATHOTO/(DEeTaTHO pa3BUTHE, PAXKIAHETO HITH
MOCTHATAJTHOTO pa3BUTHE (BXK. TOUKa 5.3).

Kvpmene
He e u3BecTHO anu KIOMUAOrpeEN ce eKCKpeTupa B Kbpmara. [IpoyuBanusTa IpH )KMBOTHU MOKa3Bar,
Yye KJIOMUIOTPEIl ce eKCKpeTHpa B MIISIKOTO. Kato npenmnaszHa Mspka, KbpMEHETO He TpsOBa 1a

poabiKaBa 1o BpeMe Ha yieueHuero ¢ Clopidogrel TAD.

Depmunumem
[Ipoy4BaHus pH )KUBOTHH HE ca MMOKa3allK, Y€ KJIOMUAOTPE MOBIHsIBA (ePTHIUTETA.

4.7 EdexTH BbpPXY CIOCOOHOCTTA 32 IO(HpaHe U padoTa ¢ MAIIMHHU

Kitonmaorpen He moBnusiBa WK MOBJIMSABA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a o upaHe u padboTa ¢



MAIIHH.
4.8 Hexenanu JlekapcTBeHU peaKkINU
Obobwenue na npoghuna na bezonachocm

BezomacHoCTTa Ha KJIONUIOrpes ¢ Ouia oneHeHa mpu moeeue ot 44 000 manueHTH, KOUTO ca
y4acTBalld B KIIMHUYHY NMPOy4YBaHus, BKItouBany Haa 12 000 manuenTty, nexkyBaHu 3a | roguHa win
noseye. Karto usmno, kionuaorpen 75 mg/nuesHo e cpaBHuM ¢ ACK 325 mg/nueBHo B CAPRIE
HE3aBUCUMO OT BB3pacTTa, IoJia ¥ pacata. KINIHHNYHO 3HAYMMUTE HEXEITAaH! JICKAPCTBEHU PEaKIIHH
HaOmonasanu B npoyusanusita CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6cbreHn
1Mo-110,1y. B fomrbIHEHE KbM OMUTA OT KIMHUYHHUTE TTPOYYBAHUS, HEXKETAHH JISKAPCTBECHHU PEaKIINH Ca
CHOOIaBaHU U CITOHTAHHO.

KbpBeHeTo e Haii-4ecTo cho0IIaBanaTa peakus KaKTo MpH KINHUYHUTE IPOYYBaHMS, TaKa H IPU
MOCTMApKETUHTOBUS OIUT, KBJIETO € ChOOIIaBaHa Hali-4eCTO Mpe3 MbPBHS MECell Ha JISYSHUETO.

B CAPRIE, npu naunenTn nekyBanu ¢ xronuaorpen mwin ACK, obmara gectota Ha KbpBeHE € 9,3%.
YecToTaTa Ha TEKKUTE CiIy4yau € cxojHa npu kionuaorpen u ACK.

B CURE, He e Habmo1aBaH Mo-rojisiM Opoit Ha cllydau Ha MaCHBHO KbPBEHE C KIIOTHAOTPEI TITFOC
ACK npe3 mppBuTe 7 THU ClIe KOPOHAPEH Oaifrac mpy MalUeHTH, KOUTO Ca CIPENU TePausITa
IoBeYe OT TeT IHU Mpean onepanusirta. [Ipn manuenTy, octaHany Ha Tepanus B IPOABIDKEHUE HA 5
JTHU cJie]l KOpOHapHHUs Oaifrmac, yecToTaTa Ha ciydante € Ouna 9,6% 3a xionunorpen mitoc ACK, u
6,3% 3a mane6o mmoc ACK.

B CLARITY e nabmtogaBaHo 001110 yBeJIMUEHHUE Ha KbPBEHETO B rpynara kionuaorpen mioc ACK
cnpsiMo rpynara Ha miane6o miroc ACK. YectoraTa Ha MAaCHBHO KbpPBEHE MPH FPYIHUTE € CXOTHA.
ToBa e HaOIIOIaBaHO U B MOATPYIHUTE OT MAIIMEHTH, OTPEACIICHU TI0 XapaKTEePUCTHKH HA U3XOTHO
HUBO ¥ BHJA HA (UOPHHOIUTHIHOTO WM XEITAPHHOBO JICUCHHE.

B COMMIT, o6miara yectoTa Ha HellepeOpalHO MAaCUBHO KbPBEHE WK 1IepebpaliHO KbPBEHE € HHCKa
Y CXOJIHA U NIPU JBETE rPyNH

B ACTIVE-A uecTtoTaTa Ha MacCHBHO KbpBEHE € I10-BUCOKa B Ipymnara Ha kionugorpen + ACK,
OTKOJIKOTO B Tpymnara Ha miarnebo + ACK (6,7% crupsimo 4,3%). MacuBHOTO KbpBEHE € OHJIO TIIaBHO
OT EKCTpaKpaHHaJIEH MPOU3XO B 1BeTe Ipymni (5,3% B rpynara Ha kionuaorpen + ACK, 3,5% B
rpynara Ha miamne6o + ACK), rimaBHO oT racTpo-uHTeCTHHATHUS TpakT (3,5% cropsamo 1,8%).
HabmnronaBano e npekoMepHO HHTpaKpaHUAIHO KbPBEHE B rpymnara Ha kionujgorpen + ACK copsmo
rpymnata Ha mianebo + ACK (1,4% cropsimo 0,8%, croTBeTHO). He € HabmonaBana cTaTHCTHISCKA
3HaYMMa pa3iivka B yectorarta Ha ¢atamHo kepBere (1,1% B rpymara Ha knonuaorpen + ACK u 0,7%
B rpynara Ha iane6o + ACK) u xemoparuden uacynt (cporBetHo 0,8% u 0,6%) Mexty nsere

rpynu.

B TARDIS npu nanueHTuTe ChC CKOPOIIEH UCXEMHUEH UHCYIT, MOJTy4aBallyd HMHTeH3UBHA aHTHArperaHTHA
Tepanus ¢ TpH jekapcTBeHu npoaykra (ACK + kimonugorpen + AMIMpUIaMoIl), 4eCTOTaTa Ha KbpBEHE € Ouia
II0-BHUCOKA M KBPBEHETO € OMIIO TTO-TEXKKO B CPABHEHHE C KIOMUAOTPEI CAMOCTOSTEIHO MM ¢ KOMOMHAIINSA
alleTHICAIMLIIOBA KHCEINHA ¥ Unupuiamo (kopurupano odmo OR 2,54; 95% CI 2,05-3,16; p<0,0001).

Tabauuen cnucvk Ha Hedcelanume peaxkyuu

Hexenanure nekapCcTBEHU PEAKIMK HACTHITUIIU [0 BPEME HA KIMHUYHHUTE [TPOYYBAHUS UK
CHOOILIEHN CIIOHTAHHO, Ca MPE/CTaBeHH M0-10Jy. TsXHaTa 4YeCTOoTa € Onpe/ielieHa Bb3 OCHOBA Ha
creHaTa KouBeHIws: yectr (>1/100 mo < 1/10); medectn (>1/1 000 mo< 1/100); penku (=1/10 000 mo
< 1/1 000); mHOTO peaku (<1/10 000), ¢ Hen3BeCTHA YecToTa (OT HATMYHHUTE JaHHU HE MOXE J1a Obje
HanpaBeHa OICHKa). BbB BCEKH CHCTEMO-OPTaHeH KITac, HeKEIaHUTE PEaKIuy ce U30posBaT B
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HU3XOA1T PE/I IO OTHOIICHUE Ha TAXHaTa CEPUO3HOCT.

Cucremo-
OpraHeH KJjac

Yectn

HeuecTn

Peaxu

MHoro peaku, ¢
HeH3BeCTHA
yecToTa*

Hapymenus na
KpbBTa U
TuMQHaTa
cucreMa

Tpombonuronexn
s, TEBKOTICHUS,
€03UHODMITHS

Heytponenus,
BKJTIOYHTEITHO
TEKKa
HEYTpPOTIEHHUS

TpomOoTuuHa
TPOMOOLIUTONICHUIHA
nypmypa (TTIT) (Bx.
Touka 4.4),
arIacTUYHA

aHEMUS, TAHIIUTOTICHH
s, arpaHyJIOINTO3a,
TEXKA
TPOMOOITUTOTICHHUS,
npumoduTa
xemouius A,
TPaHyJIOIUTONICHNS,
aHeMHUS

Coepaeunn
HapYIICHUS

Cunapom Ha Kounis
(Ba3ocmacTu4Ha
ajiepruyHa aHruHa /
ayepruucH
MHOKapJIeH HH(DAPKT)
BBB BPB3Ka C PEaKITHs
Ha
CBPBXIYBCTBHTEITHOC
T KbM KJIonuaorpen™

Hapymienns na
WMYyHHaTa
cucremMa

CepymMmHa GoJtecT,
aHaWIAKTOUIHU
peaknuu, KPbCTOCaHO
peaKTUBHA
JIeKapCcTBEHA
CBPBXYYBCTBHUTEITHOC
T MEXITY
TUCHOTIMPHUIUHUTE
(KaTo TUKIIOMUINH,
npacyrpen) (BK.
Touka 4.4)*, HHCYTUH
aBTOUMYHCH
CHUHIPOM, KOUTO
MO J1a IOBeZIE 10
TEXKa
XHITOTJINKEMUS,
0co0eHO MpH
nanueHtu ¢ HLA
DRA4 noarur (mo-
YeCT MPH ATOHCKATa
normynanus)*

Ilcuxnunu
HapyUIeHUs

XaJrouHaIuu,
00BpKaHOCT

Hapymenus na
HEpBHATa CUCTEMa

WuTpakpanunanno
KbpBEHE
(croOmIeHu ca
HSIKOJIKO CITydan
¢ daranen
W3X0J),

Hapymienus BbB
BKYCOBHTE
BB3MPUATHS, arey3us
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raBoboue,
napecTesus,
3aMastHOCT

Hapymenus Ha
ounTe

KprBouznus B
ouuTe
(KOHIOHKTHBATA,
OKOTO, pETHHATA)

Hapymienus Ha Beprturo
YXOTO U
nabupuHTa
CoroBu Xematom CepuosHa xeMoparus,
HapyIICHHUs KBPBCHE OT
olepaTHUBHA paHa,
BACKYJINT, XHUIIOTOHHUS
PecriuparopHu, Enucrakcuc KpbBousnuew B
TPBIHH, JXaTeHaTa
MeINaCTUHAITHH cucTeMa, (XeMOIITH3a,
HapyUICHUS 6eroapobHa
XeMoparwusi),
OpOHXOCTIa3bM,
UHTEPCTHIIUANICH
ITHEBMOHUT,
eo3uHO(pUIHA
ITHEBMOHUS
CromarnrHo- CromaiHo- CromMamna s38a | Perponeputon | CTomamiHo-4peBHa U
YpEBHU YpeBHA U JyoJicHAIIHA eayrHa peTpornepUTOHEATHA
HapyIICHUSL XeMoparus, A3Ba, TaCTPHUT, XeMoparus xeMoparus ¢ ¢araneH
auapus, MHOBPBILIAHE, H3X0/[, MaHKPEATHUT,
KOpeMHa rajieHe, 3arek, KOJUT (BKIIOYUTEITHO
0oJKa, draryzeHIms SI3BEH WJIH
JICTICTICUS TUMOOLUTEH KOJIHT),
CTOMATHT.
Xenato OuiarapHu OcTtpa uepHoapoOHa
HapyLICHUSL HEeIOCTaTHIHOCT,
XCIIaTUT, OTKJIOHCHUA
B B UCpPHOAPOOHUTE
(byHKIIMOHATHA
TECTOBE
Hapymenuns Ha O6pasyBane OO6pwuB, cEpoOex, Bbynoszen nepmarut
KOXKaTa u HA CUHHHU KOXKHU (TokcHuHa
ITOJTKOYKHATA KPBBOH3IIUBU enuIepMaHa
ThKaH (mypmypa) HEKpOJIN3a,CHHIPOM

Ha Stevens-Johnson,
epuTeMa
MYITH(POPME, OCTpa
reHepajn3upaHa
eK3aHTeMaTo3Ha
nycryno3a (AGEP)),
aHTHOEJIEM,
JICKapCTBEHO
UHIYIUpPaH CHHIPOM
Ha
CBPBXUIYBCTBUTEITHOC
T, JIEKAPCTBEH 00pUB
C €O3MHOPUINS U
CHCTEMHH CHMOTOMH
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(DRESS),
€pUTEMATO3CH MIH
exc(hoIuaTUBeH
00pUB, YpTHKApHS,
eK3eMa, JINXEH
IUTAaHYC
Hapymienus na I'nnexomactu
BB3IPOH3BOTUTEI s
HaTa CHCTeMa U
repaara
Hapymenns na KpbBousnueu B
MYCKYJTHO- MYCKYJHO-CKEIeTHaTa
CKeJIeTHATa cucTeMa
cucTeMa u (xemapTpo3a),
ChEAUHUTETHATA apTPUT, apTPANITHS,
TBKaH MUAITHS
Hapymienus na Xematypus I'momepynounedpur,
OBOpenuTe U MTOBHIIICH KPEATHHUH
MUKOYHUTE B KPBBTa
MBTUINA
OO6mm Hapymmenus: | KpbBousnus Bucoxka remneparypa
u epexty Ha Ha MsCTOTO Ha
MSCTOTO Ha WHKEKTHpaHe
MIPUIOKEHHE
Uzcnensanns Y ABImKEeHO BpeMe
Ha KbPBEHE,
MIOHIDKEH Opoit
HEYTPODHITH,
MIOHIDKEH Opoit
TPOMOOIUTH

* JlaHHU, CBBP3aHU C KJIOMHJIOTPEI C HEM3BECTHA YECTOTa

C1>06gaBaHe Ha IMOJA03UPAaHU HEKEIIAHNU PCAKIIUN
C’I)O6H_[aBaHeTO Ha NMMOAO3UPAHU HEXKEIIAHU PCAKINHU CJIC pa3pClIaBaHC 3a yHOTpeGa Ha JICKapCTBCHUA

MPOIYKT € BayKHO. TOBa IMO3BOJISABA Ja POIBIDKU HAOMIOAEHUETO Ha CHOTHOIIEHUETO TI0JI3a/PHCK 32
JIeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CIICIUAIMCTH CE M3UCKBA J1a ChOOIaBaT BCAKA

noAo3upaHa HEXKEJIaHa peaKus Ype3 HAlMOHAJIHA CUCTEMA 3a C’BO6I.I_IaBaHe, IIOCOYCHA B HQHJ’IO)KCHI/IC
V*

4.9 Ilpeno3upane

[Ipenosupanero B pe3ynTaT Ha IPUIIOKEHNE HA KIOMAIOTPET MOKE [1a JOBEJE 10 YIBIDKEHO BpeMe Ha
KbpPBCHE U NTOCJICABAIIUTE YCIOXKXHCHUA OT KbpBCHETO. AKO BB3HUKHE KbpPBCHE, TpH6Ba Ja ce
MIPUIOXKH TTOAXOAAMIa Tepanus. He e ycTaHOBEeH aHTHIOT Ha (hapMaKoJIOTHIHATA aKTHBHOCT Ha
KJIonuaorpes. Ako e HeoOxoanma He3abaBHA KOPEKIHSI Ha yIBIDKEHOTO BpeMe Ha KbPBEHE,
TpaHCQy3us Ha TPOMOOIMTHA Maca MOKE J1a IIPOTHBOICHCTBA HA e(DEKTUTE HA KIOIHIOTPEIL.

5. DAPMAKOJIOI'MYHU CBOUCTBA

5.1 @®apmakoguHAMUYHH CBOWCTBA

dapmakoTepaneBTHYHA TPpyNa: AHTUTPOMOOTHYHHU ar€HTH, MHXHOUTOPH HA TPOMOOIIMTHATA
arperanus, ¢ uskmoueHue Ha xenaput, ATC kox: BOIAC-04.

Mexanuzvm na oeticmeue
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Krnomupmorpen e npemiekapcTBoO, €AUH OT YHHTO METa0OIUTH € HHXHOUTOp Ha TPOMOOIIMTHATA
arperanus. Knonunorpen tpsi6sa aa 6uae Meradonusupan or CYP450 en3umute 10 nojgydaBaHe Ha
AKTUBHUS META0OJIHNT, KOWTO HHXHOUpPA TpOMOOIIMTHATA arperanus. AKTHBHHUAT METabO0JIUT Ha
KJIOMUOTPEN CEIEKTUBHO MHXHOUpPa CBBP3BAHETO Ha alleHo3uH Audocdat (AAD) kpm
tpomborutHUTE My P2Y 1, perientopu, u mocnensamara AJ[d-Menunpana akTHBanus Ha
rimkonpotenH GPIIb/I1Ia kommuiekca, KaTo IO TO3W HAUWH HMHXUOMPA TPOMOOIIMTHATA arperaiusl.
INopaan HEOOpPaTHMOTO CBBP3BaHe, MOBIMSIHUTE TPOMOOIIMTH OCTaBaT 3aCE€rHAaTH 0 Kpas Ha CBOS
KUBOT (mpubIm3uTenHo 7-10 THN) U BH3CTAaHOBSBAaHE HA HOPMAJTHATA TPOMOOITUTHA (DyHKITHSI
HaCTBIIBA IIPU CIIEBAIIOTO MOKOJIEHHE TPOMOOIUTH. TpoMOOITHATA arperawusi, IpeAu3BUKaHa OT
npyru aroHucTH ocBeH AJI®D chimo ce nHXUOMpa upe3 OIIOKHpaHe Ha yBEIHMYCHATa TPOMOOIIUTHATA
aKkTUBaLMs OT ocBoOoeHus AJ[D.

Tbif KaTo aKTUBHUAT MeTaboHT ce 0Opa3ysa upe3 CYP450 eH3umuTe, HIKOU OT KOHUTO ca
noIMMOpGHU UK ca O0EKT Ha MHXUOUpaHe OT JPYTHU JIEKapCTBEHH MPOAYKTH, HE BCUUKH MAIlUEHTH
e UMaT aJIeKBaTHA TPOMOOIINTHA arperamusl.

Dapmaxodunamuyny egpexmu

MHOroKpaTHOTO MPHJIOKEHHUE HA 75 Mg JHEBHO BOJM JI0 yCTOMUUBO HHXUOMpaHe Ha AJ]D-
WHIyIAPaHATa TPOMOOIIMTHA arperalys OT IbPBUS JIcH, KOETO MPOTrPECHBHO HAPACTBA U TOCTHUTA
CTAI[MOHAPHO CHCTOSTHUE MEXTy 3 U 7 aeH. [Ipu cTanmoHapHO ChCTOSSHHE CPETHOTO HUBO Ha
UHXUOUIMSA, IIOCTUTHATO ¢ 75 mg nHeBHO e Mexay 40 % u 60 %. TpomOouuTHaTa arperanus 1
BpPEMETO Ha KbpBEHE MOCTETICHHO C€ BH3BPBIIAT KbM U3XOIHUTE CTOMHOCTH OOMKHOBEHO 5 JTHU Clex
IPEKHCBAHETO HA JICYEHHUETO.

Knunuuna epuxacrnocm u bezonacrnocm

Be3zonacHOCTTa U e(pHKACHOCTTA Ha KJIOMUIOTPEN ca OMIIN OLIEHEHU B 7 IBOMHO-CIIETIH IIPOYYBAHUS,
oo Hag 100 000 manmentu: nmpoyuBaneto CAPRIE, cpaBuenue na xnonumgorpen u ACK, n
npoyuBanusita CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpaBusBaiu
KJIOMUJOTPEN U Tuianebo u JBaTa JekapcTBeHH mpoaykra B komOuHauusa ¢ ACK u 1pyro crangapTHO
JICYCHHE.

Ilpecen muokapoen ungpapkm (M), npecen Mo3vuen UHCYIm Uiy YCmanoseHa nepupepra
apmepuanna 6onecm

[poyusanero CAPRIE BrumrouBa 19 185 manmentu ¢ arepoTpoMb03a MaHU(ECTHPaHa C IPECCH
MUOKapeH HHPapKT (< 35 qHM), IPECeH NCXEMUYCH HHCYIT (MEeXy 7 JTHH U 6 Mecella) HiTh JJoKa3zaHa
nepudepHa aprepuansa 6onect (IIAB). [lanuenTuTe ca paHAOMU3UPAaHU Ha 75 Mg KIIOMUIOTPe
nueBHo i Ha 325 mg ACK u ca npocnenenu ot 1 mo 3 roguan. B moarpymara ¢ MuoxapieH
nH}apKT, TOBEYETO OT manueHTuTe ca nonyyaBanu ACK npes mbpBuUTE AHU clies OCTpHUs MHDAPKT Ha
MHOKapna.

Krnomumorpen 3HaYUTETHO peIynupa 9eCTOTaTa Ha HOBUTE HCXEMUYHHU WHIMICHTH (KOMOMHUpaHA
KpaifHa TOUYKa, BKIIIOUBAIa MIOKapACH HH(APKT, HICXEMUYEH WHCYIIT U CHJI0BA CMBPT) B CPABHEHHE C
ACK. [Ipu nmpoBefieHUTE aHATM3U Ha JICUeHHE, ca HaOmogaBaHu 939 HHIMAEHTA, B TpyMaTa C
xionuporpen u 1 020 B rpynara ¢ ACK- (penykuust Ha otHocuTenHust puck (RRR) ¢ 8,7 % [95 % CI:
0,2 mo 16,4];p = 0,045), koeto croTBeTcTBa 32 Bceku 1 000 mammeHTa JeKyBaH! JBE TOJUHH,
JOITBJIHUTEINIHO MPeloTBpaTeH ucXeMUyHn MHIMAeHTH ipu 10 mauuenTta [CL:0 go 20]. AHanu3bT Ha
o0ImaTa CMBPTHOCT KaTO BTOPHYHA KpaifHa TOYKA HE ITOKa3Ba 3HAUNTEITHA PA3JIHKa MEXKIY
knonugorpen (5,8 %) u ACK (6 %).

B moarpynos aHanmu3 criope] CbCTOSHUETO (MHOKapieH HHDAPKT, HCXeMUdeH UHCynT win [1AB) Haii-
OnaronpusiteH e edekra npu manueHTute ¢ [T1Ab (mocTtura ce ctartucTHdecka 3HAYUMOCT TIPU P =
0,003), (ocobeHo Te3u, KOUTO ca ¢ aHamMHe3a u 3a MuokapzaeH nHpapkrt) (RRR = 23,7 %; CI: 8,9 no
36,2) u mo-cnab (6e3 3HaunMa pasnmka cupsimo ACK) npu manuenture ¢ uacynt (RRR =7,3 %; CI: -
5,7 no 18,7) [p=0,258]. IIpu nanueHTUTe BKIOYEHH ITOpagu CKOPO MpeKapaH MUOKAapAEH UH(apKT,
KJIOITUIOTPEI € TTO-Maliko epeKTHBEH, HO 0e3 cTatuctniecka pasnuka crpsimo ACK (RRR = -4 %;CI:
-22,5 o 11,7 [p=0,639]). JonbIHHUTEIHO Ype3 MOATPYIOBUS aHATTU3 TI0 OTHOIIIEHHUE HAa BB3PacTTa ce
YCTAHOBSBA, Y€ €(PEKTHT OT KIOMUIOTPEN IPH MAIMEeHTH Hall 75 TOAWHU € TIO-CJIad OT TO3H IPU
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nanueHTuTe < 75 roauHM.

Trii kato B mpoyuBaHeTo CAPRIE He e nMano Bb3MOXHOCT 3a OIICHKA Ha €(PUKACHOCTTA B OTICITHUTE
MOATPYIH, HE € SICHO JAaJii Pa3inyusiITa B PeIYKIHUATA HA OTHOCUTEIHUS PUCK MIPH OTIIEITHUTE
CHCTOSTHIS Ca PEaTHU MITH Ca CIyJIaliHH.

Ocmvp KopoHapen cuHOpom

[IpoyuBanero CURE BrirouBa 12 562 mamueHTH ¢ OCThp KOpOHApeH cuHApoM Oe3 enepanus Ha ST
cerMeHTa (HecTaOWIIHA CTCHOKAP U WM MUOKapAeH nH(papKT 6e3 Q 3p0eI) 1 HATMYHUETO B IIBPBUTE
24 yaca OT Ha4aJIOTO Ha OCTPHS €MU30/ Ha IPbHA 0OJIKA UJIM CUMIITOMH B PE3YJTaT Ha HCXEMHUSL.
[NammenTure Tpsao6Ba na nmat EKI" mpoMeHu, roBopeIy 3a HOBOIIOSIBIJIA C€ UCXEMHUSI WITH TIOBUIIICHA
ChPJICYHU CH3UMHU WK TporoHUH | miu T, B CTOMHOCTH MMOHE JiBa ITBTH MMO-BUCOKHU OT TOpHA TpaHUIa
Ha HopMmarta. [lanmeHTure ce pangomusupar Ha knonuznorpen (300 mg HaToBapBalia J03a,
mocieaBana ot 75 mg mHeBHO, N = 6 259) unu miane6o (N = 6 303), u aBeTe rpynu B KOMOWHAITHS C
ACK (75-325 mg BegHBX AHEBHO) U IpyTH cTaHIApTHH Tepanuu. [lannentuTe ca nexyBanu a0 1
roguHa. B npoyusanero CURE, 823 (6,6%) nanuentu nmomy4asat eqaoBpemenno u GPII/111a
peLeNTOpHU aHTarOHUCTH. XeNapuH ce npuiiara npu nosede ot 90% ot naeHTuTe, KaTto
OTHOCHUTEJIHATa YeCTOTa Ha KbPBEHE MEXTy KJIOMHIOTpes U Iutaredo He ¢ Ouna 3HAaYUTETHO MOBIIHSIHA
OT €JHOBPEMEHHATa Tepamnus ¢ XernapHH.

BposT maruenTH, Ipu KOUTO ca HaOJI0AaBaHU ChCTOSHUS OTTOBApSAIIY Ha KPUTCPUHUTE HA ITbPBUYHATA
KpaifHa Touka [chpaedHo-cbaoBa cMbPT (CV), muokapaeH uadapkr (MI) wmu uncynr] ca 582 (9,3%)
B rpymnara Ha xionugorpen u 719 (11,4%) B rumane6o rpymnara, penxyKuns Ha OTHOCHTEIHUS PHCK C
20% (95% CI: 10-28%; p = 0,00009) B rpymnata Ha kionuaorpen (17 % peaykiust Ha OTHOCHTETHUS
PHUCK IIpY KOHCEPBATHUBHO JIUeHUE Ha alMeHTuTe, 29% npu HallpaBeHa NepKyTaHHa
TpaHCIyMuHaIHA KopoHapHa aHruoruiactuka (PTCA) ¢ mwimm 6e3 ctent u 10% npu HampaBeH
KopoHapHo aprepuaiieH Oaiinac (CABG)). HoBu chpieyHO-ChI0BH HHIUACHTH (ITbPBUYHA KpaiiHa
TOYKa) ca MPEeJOTBPATEeHH, C PeIyKIHs Ha OTHOCUTeNHUs 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) crotBetHO 1ipe3 0-1, 1-3, 3-
6, 6-9 1 9-12 MeceuHH UHTEPBAIM Ha poyuBaHeTo. Cie TpeTHs Mecell, OJIarONPHUSTHUST €PEeKT
HabronaBaH B rpynara Ha kionugorpen +ACK He HapacTBa moBede, HO pUCKBT OT XeMOparus ocTaBa
(Bk. Touka 4.4).

VYnotpebata Ha kmomuaorpen B CURE mpoydBaHeTo € cBbp3aHa ¢ HaMaJsIBaHE Ha HEOOXOAUMOCTTa
ot TpombosmTryHa Tepanus (RRR = 43,3%; ClI: 24,3%, 57,5%) u GPIIb/Illa uaxuburopu (RRR =
18,2%; CI: 6,5%, 28,3%).

BposT Ha marenTUTe, Mpyu KOUTO Ca HACTBIMIIN ChCTOSHHS, OTTOBAPSIIN HA KPUTEPHUUTE 32
JOMBIHUTENHATA TEpBUYHA KpaiiHa Touka (CV cMbpT, MI, MO3BYEH HHCYAT WK pedpakTepHa
ucxemus) e 1 035 (16,5%) B rpynaTa Ha knomuaorpen u 1 187 (18,8%) B mnanebo rpymata, peayKIus
Ha oTHOcUTeNHUS puck ¢ 14% (95% CI: 6%-21%, p = 0,0005) B rpynara Ha kinonuaorpen. To3u
OJaronpusATeH ePEeKT ce IBIDKHU MPEIUMHO Ha e()eKTa Ha KIOMUIOTPEN BbPXY MUOKAPAHUS HHPAPKT
[287 (4,6%) npu rpymaTa Ha kmomuaporen u 363 (5,8%) npu mane6o)]. He e HabmogaBan edext
BBPXY UECTOTATa Ha PEXOCIHUTAIN3AIMATA IPU HeCTAOMITHA CTCHOKAPIUS.

PesynraruTe moydeHu B TPYIUTE C Pa3INIHH XapaKTEPUCTHKHY (HATIP. HECTaOMIHA CTEHOKAP IS WIIH
MI 6e3 Q 3n0el1, pa3ianyHa CTENEH HA PUCK, IUa0eT, HEOOXOIMMOCT OT peBacKyJIapHu3alus, Bb3pacT,
IIOJT) Ca CXOJIHU C Pe3yNTAaTUTE OT MbPBUYHUTE aHamm3u. [lo-crienmanto, B post-hoc ananus mpu 2 172
narmeHTH (17% ot msamara CURE nomymarst) Ha konto M e octaBeH cteHT (Stent-CURE),
JAaHHWUTE TI0Ka3BarT, 4e KIOMUAO0TPEI CpaBHEH c Iianebo, neMonctpupa 3HauumMo RRR ot 26,2% B
IoJI3a Ha KJIOMUAOTPEN 3a KO-bpBHYHATa KpaitHa Touka (CV cMbpT, MI, MO3bU€H HHCYINT) U CHIIO
3aaunMo RRR ot 23,9% 3a ko-BTOpH4HaTa KpaitHa Touka (CV cMbpt, M1, MO3BUeH HHCYNT MITH
pedpakrepHa ucxemusi). OCBEH TOBa, , IPOPUIBT HA O€30MACHOCT Ha KJIOMUIOTPEN B Ta3H MOJrpymna
MAIMEHTH He MPeAN3BHKa HIKaKbB 0c00eH mpobiieM. CleIoBaTeTHO, pe3yITaTHTE OT Ta3H MOArpyIa
ca B CHOTBETCTBHE C OOIIUTE PE3yATaTH OT IPOYIBAHETO.

BHaFOHpI/IHTHI/If{T-Cq)eKT Ha KJIOMuAaO0Tpei € HE3aBUCHUM OT APYTO CIICITHO U NPOABIDKUTCIIHO
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CBP/ICYHO-CH0BO Jeuenue (kato xenapu/LMWH, GPIIb/I1la antaronncTy, Tunuao-peaynupam
JIeKapCcTBEHU NMpoayKTH, Oeta-0nokepu u ACE nnxubutopu). EdukacHocTTa Ha Kiionuaorpen e
olleHeHa He3aBUcHMO OT no3ata Ha ACK (75-325 mg BeIHBX JHEBHO).

Hudapkr Ha MHOKapJia ¢ enesanus Ha ST-cermenTa

ITpu narmentu ¢ octbp MI ¢ eneBarus Ha ST-cermenta (STEMI), 6e3onmacTHOCTTa €PEKTUBHOCTTA U
Ha KJIOMUIOTPeEJI ca OMITH OLICHEHH B 2 PaHIOMHU3HUPAHH, IIale00-KOHTPOIMPAHH ABOHHO CIIETTH
m3nutBanust, CLARITY, npocnektusen noarpynos anaimns Ha CLARITY (CLARITY PCI) u
COMMIT.

IMpoyuBaneto CLARITY BkimtouBa 3 491 nauuentu ¢ Hayano Ha MI ¢ ST eneBauus B paMKuTe Ha
nocnenHuTe 12 yaca U 3ariaHyBaHO TPOMOOJIMTHYHO JeueHue. [larenTuTe ca nonydmiu
knormaorpen (300 mg HatoBapBaia /103a, ocjenBana ot 75 mg/nen, n=1 752) unu miamne6o

(n=1 739), u nBete B komOuHanus ¢ ACK (150 mo 325 mg kaTo HaTOBapBaila /103a, ocjieaBana ot 75
Jo 162 mg/neH), GUOPUHOJIMTHYCH areHT, U KOraTo € OMIIO MoAX0oAIIo XxenapuH. [lanuenture ca
npocnenenu 3a 30 auu. [IspBUYHaTa KpaliHa TOUKa € KOMOMHUpaHa M0sBa Ha 3aIlyIlIeHa apTepus,
CBBbp3aHa ¢ HH(papKTa HA aHTHOrpaMaTta Py U3MUCBaHE, WM CMBPT Wik HoBTOpeH MI npemu
KopoHapHaTa anruorpadus. [Ipu manuenTy, mpyu KOUTO HE € IpaBeHa aHTHOTpadus, TbPBUYHATA
KpaiiHa TouKa € Orina CMbPT WM HOBTOPEH MUOKapAeH UH(apKT 10 JleH 8 Miu 10 U3MUCBAHETO.
[MomynanusTa nmaueHTy ¢ Bmousana 19,7% xenn u 29,2% manuenti> 65 rogunau. 0610 99,7% ot
ManKeHTUTe ca moilyynin ¢pudpunonutum (Gudpun cnennpuanu: 68,7%, He-pudpun crerupuIHm:
31,1%), 89,5% xenapus, 78,7% Oeta 6mokepu, 54,7% ACE unxuburopu u 63% craTuHu.

[Metnanecer mponenra (15,0%) ot nmanueHTUTE B rpynara Ha kinonuaorpen u 21,7% B mnane6o
rpymnara ca JOCTUTHAJIM J0 IbPBUYHA KpaiHa TOYKa, KOETO MpEeCTaBisaBa abCOMOTHO HAMAJICHHE OT
6,7% u 36 % OTHOCHTEITHO HaMalleHHe B ToJi3a Ha kiormuaorpei(95% CI: 24, 47%; p < 0,001), raaBao
CBBP3aHO C HAMAJICHUE Ha 3aMyIlICHN apTepHH, CBbp3anu ¢ nH(papkra. Ta3u mosis3a ¢ Ouia HaJIMIE BbB
BCHYKH MMPEABAPUTETHO OMPEICIICHU MOATPYITH Ha TAIMEHTUTE 110 Bh3PACT H ITOJI, IOKATN3aI|sA Ha
nH(pAPKTa U BUIa HA H3MOJI3BAHOTO (PMOPUHOIMTUIHOTO JICUCHHE WIIN XETIapyH.

[Moarpynos ananu3 Ha CLARITY PCI BximrouBa 1 863 manmentn cse STEMI, moanoxxenun na PCI.
[MarmenTtute, momyyasamm 300 mg HatoBapamia go3a (LD) kinonumorpen (n=933), ca nmanu
3HAYMTEITHO HAMAJICHHE Ha YeCTOTaTa Ha ChPJACYHOCHI0Ba cMBbPT, MI wiu uncynt cinen PCI B
CpaBHEHHE ¢ Te3H, Iorydasanty miane6o (n=930) (3,6% npu npeaBapuTeNHO JeIeHUE ¢ KIIOMUI0TPENT
cipsamo 6,2% c mane6o, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). ITatmenture, nonxy4asamy 300 mg
LD knomumorpet, ca IMaiy 3HAYUTEITHO HAMaJICHHE Ha YeCTOTaTa Ha ChPACYHOCHI0BA CMBPT, MI
wim uHEyAT Ao 30 nau cnen PCI B cpaBHeHme ¢ Te3n, nonydasamy mianebo (7,5% mpu
MpeIBapUTENHO JieueHue ¢ Kiaonugorpen cupsamo 12,0% c mane6o, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Berpekn TOBa, KOraTo ce OIeHsBa B obIiara momyiamnus Ha npoyuBaneto CLARITY, Ta3u
ChCTaBHA KpaiiHa TOYKa HE € CTATHCTHYCCKH 3HAUYMMa KaTo BTOpUYHA KpaiiHa Touka. He ce
HaOJFO1aBa 3HAYMMA PA3IIHKa B YeCTOTAaTa HA TOJSIMO HITH MaJIKO KbPBEHE MEKIY IBETE JICUCHHSI
(2,0% mipu peABapUTEITHO JIeUeHHe ¢ Kionunorpen cupsamo 1,9% c mmane6o, p>0,99). Pesynratute
0T TO3U aHAIN3 MOAKPENAT PAaHHOTO U3MOI3BaHE HAa HaTOBapBalla fo3a kinonugorpen npu STEMI u
CTpaTerusiTa 3a PyTHHHO IPEIBAPUTEITHO JICUCHHE ¢ KIOMIIOTPEIT TIPH MAIMeHTH, momiokeHn Ha PCIL.

ITpoyusaneto ¢ 2x2 ¢axropuanex auzaitH COMMIT e Bxirounino 45 8§52 manueHTy ¢ Hayauo Ha
cumntomu nogo3purteaan 3a MI ¢ nmogkpersinm EKT™ abnopmun Haxoaku (Hamp. ST eneanus, ST
Jlenpecusi UK JsB O6eapeH 0J0K) B paMKUTe Ha TiocienHuTe 24 yaca. [lanpeHTTe ca momyduinm
knomnnorpen (75 mg/men, n=22 961) wm mianedo (n=22 891), B komOuuanus ¢ ACK (162 mg/nen),
3a 28 JHM WIX 0 U3NKCBaHe OT OonHUIaTa. [IbpBUYHHATE KpallHU TOYKH ca OWIIH CMBPT 10 BCSIKAKBa
MpUYUHA U TbPBA M05Ba Ha pe-uH(apKT, HHCYIT WK cMbpT. [lonynanusra e prirouBaia 27,8%
skenu, 58,4% manuentu > 60 roguau (26% > 70 ronuan) u 54,5% manueHTH, KOUTO Ca MOTYIHITN
(UOPUHOTUTHUIIH.

Knonuporpen 3HaunMo HamassiBa OTHOCUTENHUS PUCK OT CMBPT IO BCAKAaKBa puuuHa cbe 7% (p =
0,029), 1 OTHOCUTEJIHUS PUCK 32 KOMOMHAIMATA OT pe-UH(papKT, HHCYNIT UK cMBPT ¢ 9% (p = 0,002),
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KOETO TIpeIcTaBIsABa a0COMIOTHO HaMmalieHne choTBETHO OT 0,5% u 0,9%. Ta3u monza e Hamnwmie
HE3aBHCUMO OT BB3PacCT, MOJI, C WK 0e3 (GHOPHUHOIHUTHIH, U € HAOJII0JaBaHa Ollle B MbPBUTE 24 Jaca.

Knonnnorpen 600 mg HaToBapBallla 1034 IPU NAIMEHTH C OCTHD KOPOHAPEH CHUHIPOM, HOJUIOKEHU Ha
PCI

CURRENT-OASIS-7 (Knonuaorpen v acmupyH, U3M0JI3BaHU B ONTHMAaJHA 1034 32 HaMaJlsiBaHEe Ha
moBTapsmuTe ce chOnTHa CeIMU PETUCTHD 32 OIICHKA HAa CTPATETUUTE TIPH HCXEMUYHHI CHHIPOMH -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa paHIOMH3HPAHO (haKTOPHAITHO NIpoyUYBaHe BKIItouBa 25 086 uIia ¢ ocThp KOPOHAPEH CHHIIPOM
(OKC), mpensuaenu 3a panHa PCI. [lauueHTuTe ca paHIoOMU3UpaHu Ha ABOKHA No3a (600 mg Ha neH
1, cnen ToBa 150 mg Ha qHM 2-7, cieq ToBa 75 mg AHEBHO) cpAMo ctaHaapTHa no3a (300 mg Ha neH
1, cen ToBa 75 mg AHEBHO) KIOMUIOTpEN U BUcoka jo3a (300—325 mg nHEeBHO) cipsiMO HUCKA J103a
(75-100 mg nuesno) ACK. Bxutouenure 24 835 naunentu ¢ OKC ca noanoxeHu Ha KOpOHapHa
anrrorpadus u Ha 17 263 e nposenena PCI. [Tpu 17 263 nanuenTn, noaydasany jJedenue upes PCI,
B CPaBHEHHUE ChC CTAaHAapTHATA J103a, JBOMHATA /1032 KIIOMHUOTPel HaMasiBa YecToTaTa Ha
I'bpBUYHATA KpaiiHa Touka (3,9% cpey 4,5% kopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAYUTEITHO HamamsBa TpomOo3ara Ha creHTa (1,6% cpemry 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). T'onssMOTO KBpPBEHE € MO-4eCTO NPU ABOWHATA J103a, OTKOJIKOTO IIPH CTaHAapTHA /1032
xionuaorpen (1,6% cpemy 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyuBane
HaToBapBaiaTa jo3a kinonuaorpen 600 mg e nokaszana cxoHa e(UKacCHOCT PY MAIIMEHTH Ha
BB3pACT > 75 TOJWHY U MaLMEHTH Ha Bb3pacT < 75 roJIMHU.

ARMYDA-6 MI (AHTHarperanTHa Tepamnus 3a HaMaJsiBaHe Ha YBPESKIAHETO HA MHOKap/ia o BpeMe
Ha aHTUOIDIACTHKA - MUOKapaeH nH(apkT - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa paHIOMHU3UPAHO, MPOCTIEKTUBHO, MEXKIYHAPOIHO, MHOTOLIGHTPOBO MPOYYBaHE OIICHIBA
npenBaputenHoTo Jedenue ¢ 600 mg crpsmo 300 mg knonunorpen LD B ycnoBusra Ha cneurna PCI
3a STEMI. ITanuenture ca nomyyasanu kinonugorpen 600 mg LD (n=103) wm xnonumorpen 300 mg
LD (n=98) mpenu PCI, cien xoeto ca um npeanucanu 75 mg/neH ot nens cinen PCI go 1 roauna.
[ManmenTtute, momyyaBanm 600 mg LD knmonmmorpe, iMaT 3HAYUTEITHO HAMAaJIeH pa3Mep Ha
uH(papKTa B CpaBHEHHUE ¢ Te3H, noinydasamm 300 mg LD. Hanurie e mo-uucka yecrora Ha TIMI
crenied < 3 cnex PCI mpu 600 mg LD (5,8% crpsimo 16,3%, p=0,031), momoOpeHa eBokamepHa
¢paknus Ha u3tnacksane (LVEF) npu usnuceane (52,1 £9,5% copsimo 48,8 +11,3%, p=0,026) u
MTOMAJIKO TOJIeMH HEXeJIaHU ChPACYHO-ChA0BU chOuTHs Ha neH 30 (5,8% crpsmo 15%, p=0,049). He
ce HaOMro1aBa yBeTMUeHHE Ha KbPBEHETO WK YCIIOKHEHUS HA ChIOBUSI JOCTHI (BTOPHYIHU KpaiHH
TOo4YkH Ha JieH 30).

HORIZONS-AMI (XapMoHH3HpaHe Ha pe3yJTaTHTE OT PEBACKYJIAPH3AIMS U CTEHTOBE TIPH OCTHP
MHOKapaeH uH}apkT - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

ToBa mpoyuBaHe — post-hoc aHamu3 e mpoBeieHo, 3a 1a ce orean Aanu LD 600 mg kironuaorpent
OCHTYpSIBa IO-0BP30 U MO-CUITHO HHXUOWpaHe Ha aKTUBUPAHETO HA TPOMOOLIUTUTE. AHATTUZBT
n3cnensa Be3aeicTerero Ha LD 600 mg B cpaBHenue ¢ 300 mg Bppxy 30-1HEBHUTE KIMHUIHU
pesyaratu pu 3 311 manpenTn ot ocHOBHOTO m3nuTBane (n=1 153; 300 mg LD rpyna; n=2 158;

600 mg LD rpyma) npeau chpeuHa KaTeTepru3aliisl, OCIeBaHa OT 103a 75 mg/neH 3a > 6 mecena
clleq U3MICBaHeTo. Pe3ynraTiTe moka3BaT 3HAUNTEITHO TTO-HUCKH 30-THEBHH HEKOPUTUPAHH HIBA HA
cmbpTHOCT (1,9% crpsimo 3,1%, p=0,03), moBropen undapkr (1,3% copsmo 2,3%, p=0,02) u
nepuHUTHBHA WK BeposiTHA Tpombo3a Ha cteHTa (1,7% crpsimo 2,8%, p=0,04) ¢ 600 mg LD 6e3
MTOBUCOKA YeCTOTa Ha KbpBeHe. [Ipu myntuBapuanten ananus, LD 600 mg e He3aBUCHM NMPEANKTOP Ha
MO-HUCKHU HHUBA Ha TOJIEMH HeXeNlaHu chpaeunu cpoutus Ha neH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). Uecrorara Ha roysiMo KbpBeHe (HecBBp3aHo ¢ CABG) e 6,1% B rpymara ¢ 600 mg LD u
9,4% B rpynara ¢ 300 mg LD (p=0,0005). YectoraTta Ha Mmanko kbpBeHe € 11,3% B rpymara ¢ 600 mg
LD u 13, % B rpynara ¢ 300 mg LD (p=0,03).

JIsarocpouno (12 Mecena) geuenune ¢ kionuaorpen npu nauueHT ¢cs¢ STEMI caen PCI
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CREDO (Knomumorpen 3a HaMaJisiBaHE Ha HEXKEITAHUTE CHOUTHS 110 BpeMe Ha HAOJIIOICHUE -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMHU3HUPAHO, TBOWHO-CIIAIIO, TIAIC00-KOHTPOIMPAHO TIPOYIBAHE € TIPOBEICHO B
Coenunenure matu u Kanana, 3a 1a ce olleHu moji3arta oT AbpiarocpodHo (12 mecena) geueHue ¢
xionugorpen cneq PCL. 2 116 nanuentu ca pangoMusupanu aa noixydasar LD 300 mg knonugorpen
(n=1 053) wnm mnane6o (n=1 063) 3 no 24 yaca npeau PCI. Bcuuky nanueHTH ca mojay4daBaiy v

325 mg acimpuH. Cieq HHTEPBEHIMATA BCHYKH AMeHTH ca MOJIy9YaBaiy KIONUAOTpeN 75 mg/nen
1o neH 28 u B n1Bete rpynu. Ot Jlen 29 1o 12 mecena naideHTUTe B rpymnaTa ¢ KJIOMHI0Tpen ca
MoTy9aBany 75 mg/aeH KIOMUIOTpPel, a B KOHTPOJIHATA IpyTIa ca MmojlyvyaBany miane6o. 1 nsere
rpymu ca nonyuaBanu ACK mo Bpeme Ha npoyuBaneto (81 10 325 mg/nen). Cnen 1 roauHa e
HaOJI0aBaHO 3HAYUTEITHO HAMaJsiBaHEe HA KOMOMHHUPAHUS PUCK OT CMBPT, HHPAPKT HA MHOKap/Ia WITH
WHCYNT ¢ kionuaorpen (26,9% otnocurenno Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; abconroTHO
Hamanenue 3%) B cpaBHeHHE ¢ anebo. He e HaOIromaBaHO 3HAYUTETHO YBEIMUCHHUE HAa YeCTOTATa
Ha royisiMo KbpBere (8,8% c kinonuaorpen cupsamo 6,7% c miane6o, p=0,07) uiu Majiko KbpBeHe
(5,3% c xmonmmorpen crpsimo 5,6% c mianebo, p=0,84) Ha 1 rogqura. OCHOBHOTO 3aKIIIOYCHHE Ha
TOBa MIPOYYBaHE €, e NMpoab/bkaBaHeTo Ha kionuaorpen u ACK 3a nmone 1 roguna Boau 1o
CTaTACTUYECKU M KIIMHAYHO 3HAYNMO HaMaIIBaHE HA TOJIEMUTE TPOMOOTHYHHU CHOUTHSI.

EXCELLENT (E¢wuxacroct Ha Xience/Promus cupsimo Cypher 3a HamamnsiBaHe Ha KbCHaTa 3aryda
cien creHtupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa mpocrekTHBHO, OTBOPEHO, PAaHIOMU3UPAHO MPOyYBaHe € mpoBeaeHo B Kopes, 3a 1a ce oneHn
nanu 6-meceuHaTa JiBoiiHa anTuarperanTHa tepanus (DAPT) e nenndepuopHa (He mo-Manko
edextuBHa) or 12-meceunata DAPT cnen uMmanTrpane Ha CTEHTOBE, OTICIISIIH JEKAPCTRO.
[IpoyuBanero BritouBa 1 443 manueHTH, MOIOKEHH Ha UMITIAHTALINS, KOUTO Ca PaHAOMH3UPAHU Ja
nomyuasaT 6-mecedeH DAPT (ACK 100-200 mg/nen mutoc kmonuaorpen 75 mg/aeH 3a 6 mecena u
cien ToBa camo ACK mo 12 mecena) mim 12-meceuen DAPT (ASA 100 —200 mg/neH mutoc
Kionuaorpen 75 mg/nen 3a 12 mecena). He e HaOmiojaBana 3HAUMTENHA pas3JfKa B YECTOTATa HA
HEJIOCTaThYHOCT Ha TapreTeH ChJ] (CBbBKYIHOCT OT ChpA€YHA CMBPT, MI mimn peBackynapusanus Ha
TapreTeH ChJ), KOATO € MbPBHYHA KpalfHa TOYKa MEXKIY rpynuTe Ha 6-mecedna u 12-meceqna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). Ch1110 Taka mpoy4YBaHETO HE MOKA3Ba 3HAUMTENIHA Pa3jinKa B
KpaifHaTa TOYKa 3a 0€30MacHOCT (CHBKYIHOCT OT CMBPT, HH(APKT HA MHOKapAa, HHCYINT, TpoM003a Ha
CTEHT Wiu rojisiMo kepeene no TIMI) mexny rpynute Ha 6-meceuna u 12-meceuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OCHOBHOTO 3aKIIIOYEHHE HA TOBA IIPOy4BaHe €, ue 6-meceunara DAPT e
He 1mo-MaJiko edekTuBHa oT 12-Meceynata DAPT 1o oTHomIeHHE Ha pUCKa OT HEAOCTaTHYHOCT Ha
TapreTeH ChI.

Jeeckaanms Ha P2Y > pelienTopHy HHXUOUTOPY OPU OCTHEP KOPOHAPEH CHHAPOM

[IpemunaBaneTo OT mo-MomeH P2Y 1, pernentopeH HHXHOUTOP KbM KIOIHIOTPET B KOMOHHAITHS C
ACTIUPHH cJell ocTpa ¢aza mpu ocThp KopoHapeH cuuApoM (ACS) e olleHeHO B IBe paHAOMHU3HPAHH,
CIIOHCOPHPAHU OT U3ciemoBaress npoyuBanus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS ¢ naHHM 3a KJIMHAYEH pE3yTar.

Knunnunata nomsa, KosTo mokasBaT no-mMoutHute P2Y > perentopHu HHXUOUTOPH, THKATrpesop U
Mpa3yrpen B TEXHUTE OCHOBHHU MPOYUYBAHIS, € CBhp3aHa ChC 3HAYNMO HaMaJsIBAHE Ha
PEIMIUBUPAIINTE HCXEMHYHY CHOUTHUS (BKIIOYUTEITHO OCTpa | MmoiocTpa Tpombo3a Ha crenta — ST,
MuoKapzaeH uHpapkt - MI u cnemmHa peBackymnapusanus). Beripekn, 4e ucxeMrJHaTa Moj3a €
TocJieIoBaTeTHA Mpe3 MbpBaTa ToANHA, O-TOJIIMO HaMaJICHUE Ha HCXeMHYHHTE peruanBu ciiex ACS
€ HabI0JaBaHo Mpe3 IIbPBUTE JHM CJIS 3ao4YBaHe Ha JedeHneTo. O0paTHo, mocieaBanumre (post-
hoc) aHaNM3M TIOKa3BaT CTATHCTUYECKU 3HAYMMO YBEIIMICHUE HAa PUCKA OT KbPBEHE IPH ITO-MOIITHUTE
P2Y 1, penientopHr HHXHOUTOPH, KOETO Ce MOSABSBA MPEANMHO 10 BpeMe Ha MmoAabpikaiiaTa ¢asa,
cien nepeus Mecen ciie ACS. TOPIC u TROPICAL-ACS ca npenHasHaueHH Ja U3caeBaT Kak Ja ce
HaMaJIsIT ChOUTHATA HA KbPBEHE, KaTo ce 3amna3u e(huKacHOCTTA.

TOPIC (Bpeme Ha TPOMOOITUTHA HHXHUOUITUS CIEI OCThP KOpOHApeH cuHapoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)
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ToBa paHIOMH3UPAHO, OTKPUTO U3MUTBAHE BKIIOYBA NaleHTn ¢ ACS, KOUTO ce HYXJIasiT OT
nepkyraHHa kopoHapHa untepseHuus (PCI). [TauuenTture Ha acnupuH u no-mouieH P2Y ; 61okep u
0e3 HexellaHO ChOUTHE B PAMKHUTE Ha €TUH Mecell, ca OWIH pa3npeeicHH Ja TPEMHUHAT Ha
(UKCHpPaHU 1031 aCTMPHH TUTIOC KIIOMUJ0Tpe (1eeckaaipaHa JBOWHA aHTUTPOMOOIIUTHA Teparus -
de-escalated dual antiplatelet therapy, DAPT) mim na npoasmkat cBOsITa JIGKapCTBEHA CXeMa
(mermpomenena DAPT).

AHanu3upanu ca o61o, 645 ot 646 nanmenTtu ¢ MI ¢ ST enesarus (STEMI) umu MI 6e3 ST enepanus
(NSTEMI), unu Hectabunna creHoKapaus (neeckamupana DAPT (n=322); nenpomenena DAPT
(n=323)). [IpocnensBane Ha MbpBaTa roJuHa € U3BbpIIeHO npH 316 manuentu (98,1%) B rpynara Ha
neeckaupana DAPT u 318 marenTn (98,5%) B rpynaTa Ha HennpomeneHa DAPT. Mennanara Ha
MpocieAsiBaHe 3a ABeTe rpynu € 359 nuu. XapakTepucTUKUTE Ha U3CIEeIBAaHAaTa KOXOpPTa ca CXOJIHU B
JIBETE TPYIH.

[IbpBUYHHAT pe3yATaT, ChCTABHA TOYKA OT ChPACYHOCHIOBA CMBPT, HHCYJIT, CIIEIIHA
peBackynapu3anus 1 kppeeHe mo BARC (akamemudeH u3cie10BaTeNCKH KOHCOPIIIYM IO KbpBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bara roguna cieq ACS, e HaCTBIMI IIPU

43 nanuentu (13,4%) B rpynata Ha geeckanupada DAPT u 85 nauuentn (26,3%) B rpynara Ha
HenpomeneHa DAPT (p<0,01). Ta3u cTaTUCTHUECKH 3HAYMMA pa3iIvKa ce JbJKA OCHOBHO Ha T10-
MaJIKO ChbOUTHS Ha KbpBEHE, 0e3 Aa ce HaOmoJaBa pas3iuKa MIpu KpailHUTEe TOUKH 32 UCXEMHUS
(p=0,36), noxato xkbpBeHe 1o BARC >2 ce nHabmiogaBa no-psiiko B rpynara Ha neeckanupana DAPT
(4,0%), ctipsimo 14,9% B rpynaTa Ha HenpoMeneHa DAPT (p<0,01). Cr0OutHs Ha KBpBEHE,
onpexaeneHu kato Bcnuku crenenu nmo BARC ce nabmonasar npu 30 mauuentu (9,3%) B rpynata Ha
neeckannpana DAPT u 76 manmentu (23,5%) B rpynara na veripomenerna DAPT (p<0,01).

TROPICAL-ACS (M3crnenpane Ha OTTOBOpa KbM TPOMOOIIMTHA HHXUOUIHS IPU XPOHUTHA
AQHTUTPOMOOITITHA TEPATIHS 32 OCTHP KOpOHApEH CHHIPOM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMU3UPAHO, OTKPUTO H3MUTBAHE BKIIOYBA 2 610 MONOKUTETHN 32 OHOMapKep MallueHTH C
ACS cnen yenemna PCI. [TannentuTe ca paHIOMH3HpaHU J1a MOTy4aBart npasyrpen 5 uian 10 mg/nen
(dum 0-14) (n=1 306), wim npazyrpen 5 wiu 10 mg/nen (Juu 0-7), ciien koeTo ca qeecKanupanu Ha
knoraorpen 75 mg/nen (JJau 8-14) (n=1 304), B komOunarwms ¢ ACK (<100 mg/nen). Ha 14-us nen
€ TIpoBeieHo u3cienBane Ha TpomOonuTHaTa GyHKIMs (platelet function testing, PFT). [TanuenTure,
JIEKYBaHH CaMo C TIpa3yrpel ca MpoIbIDKIIN Ha TIpa3yrpell B MpoabnKenne Ha 11,5 mecena.

JleeckanupaHuTe MAIUSHTH ca OIIH MOJUTOKEHN Ha BUCOKOYYBCTBUTENICH TECT HA TPOMOOIIUTHA
peaktuBHOCT (high platelet reactivity, HPR). Ako HPR e >46 eaunuiy, naneHTuTe ca Onim
eckajupaHu oopaTtHo Ha mpazyrpen 5 win 10 mg/nen 3a 11,5 mecena; ako HPR e <46 equnamnimy,
MAIMEHTUTE ca MPOABIDKIIN Ha KIomumorpen 75 mg/nex 3a 11,5 mecena. CreoBaTtenHo BoIeIIATa
rpylia Ha leecKajJanys BKIIIOYBA NanueHTH Ha pa3yrpen (40%) wmm xronmaorpen (60%). Bendxu
MAIMEHTU Ca MPOIB/DKUIIN Ha aCIUPUH U Ca POCIICCHU B IPOIBIKCHUE HA €/JHA TOTUHA.

[TppBHYHaTa KpaifHa TOYKa (KOMOMHUpPaHA YECTOTa Ha ChPACYHOCHA0BA CMBPT, MI, HHCYNT 1
kbpBeHe o BARC >2 crenen Ha 12 Mecena) e U3MbJIHEHA, KOETO MIOKa3Ba He MO-MaJika e(hUKACHOCT.
JeBernecer u niet nanueHTy (7%) BbB BoJelIaTa rpymna Ha Aceckanamnus v 118 namuentu (9%) B
KOHTposHaTa rpyna (p Ha HenHpepropHocT = 0,0004) ca nmanu crOutre. Bopemara rpyma Ha
JleecKaaus He € JOoBelia 10 OBUIIICH KOMOWHHUPAH PUCK OT HCXeMHUYHH chOuTHs (2,5% B rpynara Ha
neeckaanus crpsmo 3,2% B KOHTpoJTHATa rpyma; p Ha HenHpepropHocT = 0,0115), HuTo Ha
OCHOBHaTa BTOpUYHA KpaiiHa Touka kbpBeHe mo BARC >2 crenen ((5%) B rpynara Ha JeecKanamnus
cpsiMo 6% B koHTpoHATA Tpyma (p=0,23)). KyMmynaruBHara yectora Ha ChOUTHS Ha KbPBEHE OT
BcnukH crenenn (kiac mo BARC 1 10 5) € 9% (114 cvOutusi) BBB BoJlelaTa rpymna Ha geecKamarus,
copsiMo 11% (137 cvbutust) B KoHTpoaHaTa rpymna (p=0,14).

JIBoiina auturpoMbonuraa tepamnus (Dual Antiplatelet Therapy, DAPT) nopu octsp ek IS wiu TIA ¢
YMEPEH 10 BUCOK PUCK
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DAPT c komOunanus xkionuaorpen 1 ACK kato JiedeHre 3a npeIoTBpaTsIBaHe Ha HHCYIIT CIIEA OCThD
nek IS wm TIA ¢ yMepeH 10 BHCOK PHCK € OIICHEHA B JBE PAHAOMU3HPAHU POYYBAHHS,
CIIOHCOpHUpaHU OT m3cieaoBatens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JTAHHU 3a KJIMHUYHYU pe3yITaTH 3a 0€30MacHOCT U e(hpUKaCHOCT.

CHANCE (x1onudoepen npu 6ucoOKOPUCKOSU NAYUESHMU C OCPU HEUHBATUOUSUPAUU MO3ZBUHOCHOOBU
cvoumus - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa pangOMU3NpPaHO, IBOHHOCIISAIIO, MHOTOIIEHTPOBO, IDIalle00-KOHTPOIUPAHO KIMHIYHO M3IIUTBAHE
BkitouBa 5 170 maumentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) unu octsp jek uacynt (NIHSS
<3). [lanentuTe B qBeTE rpynH ca nmonyunian oTkputo ACK Ha neH 1 (B no3a, Bapupariia ot 75 1o
300 mg, o mpeneHKa Ha JieKyBaius Jiekap). [lanuenture, paHIOMU3UpaHH B Tpynara Ha
knonuaorpen-ACK, ca nomyunnu HaroBapsaiia 103a 300 mg KIonuaorpeln Ha e 1, mocieaBaHa ot
no3a 75 mg knmonumorpen Ha AeH B naute ot 2-pu A0 90-tu, u ACK B no3a 75 mg Ha ieH B JHUTE OT
2-pu 1o 21-u. [lanuentute, pangoMusupanu B rpynara Ha ACK, ca nomryuasainu miane0o Bepcust Ha
xronuaorpen B naute ot 1-8u 10 90-tit 1 ACK B 1o3a 75 mg Ha feH B fHATE OT 2-pu 70 90-TH.

[IppBUYHUAT pe3ynTar 3a e(UKACHOCT € BCIKO HOBO CHOUTHE HA MHCYNT (UICXEMUYEH H XEMOPArHIeH)
npen nspBuTe 90 nHU cien octwp Jek IS unu TIA ¢ Bucok puck. ToBa € HaCTBIIUIO TIPU

212 nanuentu (8,2%) B rpynata Ha kinonunorpen — ACK B cpaBrenue ¢ 303 manuentu (11,7%) B
rpynata Ha ACK (koedpuument ua puck [HR], 0,68; 95% nosepurenen marepsan [Cl], 0,57 mo 0,81;
P<0,001). IS e mactpiun npu 204 mauuentu (7,9%) B rpynata Ha kinonuaorpen — ACK B cpaBHeHue ¢
295 (11,4%) B rpynarta sa ACK (HR, 0,67; 95% CI, 0,56 1o 0,81; P <0,001). Xemoparu4en uHCYIT €
HaOMI01aBaH Npy 8 MAIEHTH BBB BCsIKA OT ABeTe Ipymu B u3nursaneto (0,3% ot Beska rpymna).
YMepeH uin TeXbK KpbBOU3IMB € HalroaaBaH npu cenem nauueHTH (0,3%) B rpynara Ha
xonmnorpen — ACK u ipu ocem (0,3%) B rpynara ana ACK (P = 0,73). YectoraTa Ha BCsko chOUTHE
Ha KbpBeHe € 2,3% B rpynara Ha xionunorpen — ACK, B cpaBHenue ¢ 1,6% B rpynara Ha ACK (HR,
1,41; 95% CI, 0,95 mo 2,10; P = 0,09).

POINT (Mnxubupane, nacoueno kom mpomooyumume npu Hosonosiguna ce TIA u nex ucxemuuen
uncynm — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa paHJOMHU3HUPAHO, TBOMHOCIIATIO, MHOTOLIEHTPOBO, IJIAIe00-KOHTPOIUPAHO KIMHUYHO U3IIUTBAHE
BKtOuBa 4 881 manmeHTH oT s cBsIT ¢ octpa TIA (ABCD2 ckop >4) wiu nex uncynt (NIHSS <3).
Benuku nanneHTu B Bete rpyn ca noiaydasanu oTkputo ACK B gaute ot 1-Bu 10 90-11 (50-325 mg
IO MpeLeHKa Ha JieKyBalus Jiekap). [lauuenture, panAOMU3MpaHu B TpymaTa Ha KJIONUIOrped, ca
MOJIy4MITd HaToBapBaiia n03a 600 mg kmonumorpen Ha 1-Bu JieH, MocienBana oT 75 mg KIOMUA0rpes
HAa JieH B 1HUTe OT 2-pH 10 90-Tu. [lanmenTuTe, paHIOMU3UpaHU B TpymaTa Ha Iuianebo, ca
MTOJTyYaBaJIH TUTaNe00 BEpCHUs Ha KIIOMUIAOTPEN B JHUTE OT 1-BU 10 90-TH.

[IppBUYHUAT pe3ynTar 3a e(UKacCHOCT € ChCTaBHA OT ToJieMu ucxeMudHu croutus (IS, MI) nnm cMbpT
OT UCXEMUYHO CHJI0BO chOuTHE) Ha NieH 90. Toa e HacTeimio npu 121 mamuentu (5,0%),
nosyyaBanu kinonugorpen mwioc ACK, B cpasaenue ¢ 160 mauuentu (6,5%), monyuaBanu ACK
camocrosTenHo (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). Bropuunust pe3yntar IS e HacTbImi npu
112 manmentu (4,6%), monydaBanu kinonugorpen mwioc ACK, B cpaBaenue ¢ 155 nanuentu (6,3%),
noygaBaimm ACK camocrositenao (HR, 0,72; 95% CI, 0,56 no 0,92; P = 0,01). [TepBudnHMST pe3ynrar
3a 6€30IaCHOCT r'OJISIM KPBBOU3IIHB € HaCThIII IpH 23 oT 2 432 nanwmentu (0,9%), moryyaBanu
xnoruporpen mwiroc ACK u pu 10 ot 2 449 nanuentu (0,4%), nonydaBanu ACK camocrostenHo
(HR, 2,32; 95% CI, 1,10 no 4,87; P = 0,02). Heronsim KpbBOH3IIUB € HACTHITHI MPpH 40 IAIIMEHTH
(1,6%), momy4aBanu knomuorpen miroc ACK u mpu 13 (0,5%), nonyuaBanu ACK camocrositenHo
(HR, 3,12; 95% CI, 1,67 oo 5,83; P <0,001).

Amnanu3 BbB Bpemeto Ha npoyuBaHusita CHANCE u POINT

He e HaOmojaBaHa 1moJiza 1o OTHOIIIEHHE HA €PUKACHOCTTA OT NpoabbkaBaHeTo Ha DAPT cnen

21 nau. HanpaBeHo e pa3smpe/elieHue BbB BPEMETO Ha TOJIEMUTE UCXEMUYHH CHOUTHS U TOIeMU
KPBBOM3IIMBY CIIOPE]l HA3HAUCHOTO JICUCHHE, 3a JIa CC aHAIM3HUPA BIUSHUETO Ha KPATKOCPOUHHUS KypC
na DAPT.
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Tabauna 1- Paznpenenenne BbB BpeMeTO HA roJieMH HCXeMUYHU CHOUTHS M TOJIEMHU
KPBHBOU3JIUBH criope Ha3HaYeHoTo JiedeHue B npoyuBaHusita CHANCE u POINT

No._cbbutug

Peaymraru e HasHaueHo neveHne  O6wjo e 2 3
CHANCE un POINT cegmvua ceamuua ceammua
Fonemm ucxemmyim — ACK (n=5 035) 458 330 36 21
CbouTHS

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

Pasnuka 130 113 6 7
Fonsm kpbBonanme  ACK (n=5 035) 18 4 2

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

Pasnuka -12 -6 -2 -1

IIpedcvporo mvorcoene

IIpoyuBanusta ACTIVE-W u ACTIVE-A, otnenan n3nurBanus B nporpamara ACTIVE, Bxirouat
HaKeHTH C IPeAChPAHO MBxKAeHE (AF), KONTO MMaT IOHE eqUH PUCKOB (HAKTOP 33 CHIOBU
WMHIUIEHTH. B3 OCHOBa Ha BKIIIOUBALIUTE KPUTEPUH, JekapuTe ca BKiItouBaiu B ACTIVE-W
MAIMEeHTH, aKO ca KaHUIaTH 3a Tepanus ¢ antaroHuct Ha ButamMuH K (VKA) (kato BapdapuH).
IIpoyusanero ACTIVE-A BkmouBa NareHTH, KOUTO HE MOTaT Ja Ioy4aBaT jeueHne ¢ VKA
HOpaJy HEBB3MOKHOCT WU HEXETaHUE.

IIpoyusanero ACTIVE-W mnokas3Ba, ue JIeueHHEeTO C aHTaroHUCT Ha BUTaMuH K e 1mo-e(heKTHBHO OT
toBa ¢ kionuorpen u ACK.

IIpoyuBaneto ACTIVE-A (N=7 554) e MHOTOIICHTPOBO, PaHIOMH3UPAHO, ABOWHO-CIIATIO, TIane0o-
KOHTPOJIMPAHO MPOyYBaHe, KOETO CpaBHsABA Kionmuaorpen 75 mg/muesno + ACK (N=3 772) ¢
wrane6o + ACK (N=3 782). [Ipenoppunrtennara go3a 3a ACK e 75 g0 100 mg/nueBHo. [lanmenture
ca JIeKyBaHH B IIPOJIBDKEHHE HA 5 TONUHH.

[TarmenTure, pangomuzupanu B mporpamata ACTIVE, ca Omitu nmanueHTH ¢ 10Ka3aHO IPEACHPAHO
mbxaeHe (AF), T.e. win nepcuctupamo AF mnn Hail-manko 2 enu3ona Ha UHTEpMUTEHTHO AF mipe3
HOCIeAHNTE 6 Mecella, U ca IMaly TIOHE €AWH OT CICAHNUTE PUCKOBH (PaKTOPHU: BB3pAcT > 75 TOTUHN
WIK BB3pacT 55 1o 74 roauHu; 3axapeH nuadeT, U3UCKBalll JISYeHHe, MU ToKa3aH npekapad MI, niu
JI0Ka3aHO KOPOHAPHO apTepHAaTHO 3a00sIBaHe; ICKYBAaHH 33 CHCTEMHA XHUIIEPTOHUS; IpeKapaH
WHCYJT, IpexoHa ucxemuuna ataka (TIA), wiu cucremen em0om, koiTo He 3acsra [[THC;
JeBOKaMepHa AUCHYHKIUS ¢ (PpaKIys Ha U3TIIACKBAHE Ha JIsiBa Kamepa <45%, win noka3ana
niepudepHa chaoBa 6onect. Cpenaust CHADS; pesynrart e 2,0 (rpanuru 0-6).

I'maBHUTE M3KITIOYBAIIM KPUTEPHUH 32 TIAIIMEHTUTE ca OWJIM JJOKa3aHa MeNTHYHA 3BeHa 00JIecT B
paMKuTe Ha IPEAXOIHUTE 6 Mecela, MPeIIIecTBaIl HHTpaepeOpaieH KpbBOU3/INB, 3HAYMMa
TpomGonuTonenus (6poit TpombormTH < 50 x 10°/1), HEO6XOAUMOCT OT KJIOMHIOTPEN MK MEPOPATHH
aatukoaryianT (OAC) wir HETOHOCHUMOCT KbM HSIKOE OT ABETE CheIUHEHUS.

Cenempaecet u Tpu npouenta (73%) ot nauuenrture, xitodeHu B mpoyusanero ACTIVE-A, He ca
Onmn B cbeTostHME Aa mpuemMat VKA mopany npeneHka Ha JieKapsi, HeBb3MOXKHOCT 3a MOHHTOPUpPaHe
Ha INR (MeXayHapoaHO HOPMATU3UPAHO CHOTHOIICHHE), TPEANCIO3UIHS KbM 1a/IaHe WM TPaBMa Ha
rJ1aBaTa, WM CIenUu(pHUUIEH PUCK OT KbpBEHE; 3a 26% OT MallMEHTUTE, PEIICHUETO Ha JeKaps ¢ Ouio
OCHOBAHO Ha HEXEJTaHHEeTO Ha ManueHTa aa npuema VKA.

[Tonynanusara manueHTH ¢ BKIrouBaia 41,8 % sxenu. CpenHaTa Bp3pact ¢ Ouia 71 roaunu, 41,6% ot
marnueHTuTe ca omiu > 75 roguan. 06110 23,0% OT MaMeHTHTE ca MOJTyYaBald aHTHAPUTMUIIH,
52,1% 6era-0610kepu, 54,6% ACE-unxuburtopu, u 25,4% craTuHu.

BposT Ha marnpeHTUTe, KOMTO Ca JOCTHTHAIM TbPBHYHATA KpaiHa TOYKa (BpeMe 10 MbpBa IMosBa Ha
uHCYyAT, MI, cucremen eM001u3bM, KoiiTo He 3acsara LIHC unu cboBa cMbpT) € 61 832 (22,1%) B
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rpymara, nexkyBana ¢ kronunorpen + ACK u 924 (24,4%) B rpynara Ha mane6o + ACK (11,1%
HaMaJsBaHe Ha oTHOocuTenHus puck; 95% CI ot 2,4% na 19,1%; p=0,013), riaBHO Opaju roiasMo
HaMaJsIBaHE Ha YeCTOTaTa Ha MHCYNTUTe. MHCYATH ca Bh3HMKHAIM 1ipH 296 (7,8%) OT marmeHTHTe,
nonyyasaiu kionugorpen + ACK u 408 (10,8%) ot maumenTute, noayvasamy miamnedo + ACK
(28,4% namansaBane Ha oTHOcUTENHUS puck; 95% CI, ot 16,8% Ha 38,3%; p=0,00001).

Ieouampuuna nonynayus

B npoyuBane ¢ noBumaBane Ha j103ata npu 86 HOBOPOJAECHU WIIH Jienia 10 24 Mecera ¢ pucK 3a
tpoMb03a (PICOLO), knonuaorpe e oueHsBaH B mociuenaosarentu ao3u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBOpojeHu u jnena u 0,15 mg/kg camo npu HOBopoeHu. Jlo3zata ot 0,2 mg/kg moctura cpeneH
IpoueHT Ha naxuodupane 49,3% (5 pM AJId-unaynupana TpoMOOIUTHA arperamus), KOUTo e
CpaBHHM C TO3H IPU BB3PACTHH, IPHEMAIIHN KIOMHUAOTPEN 75 mg/IHEBHO.

B pannomusupaHo aBoitHoO-cisino, napanenHo rpynoso npoyuBane (CLARINET) 906 neauarpuunu
ManyeHTy (HOBOPOJCHHU H Je1a), C HHAHOTUYIHO BPOAEHO CHPACUHO 3a00sIBaHe, C TAINATHBHO
MOCTABEH CUCTEMHO-0€e101po0eH apTepualieH NIBHT, Ca PAHAOMU3UPAHH Jja IPUEMAaT KIOMUA0TPEN
0,2 mg/kg (n=467) wiu trane6o (n=439) eTHOBpEMEHHO ChC CHITBTCTBANIO OCHOBHO JICUCHHUE JIO
MOMEHTa Ha BTOPHUS €Tal Ha onepauusaTa. CpeAHUSAT NepUo MEX/y IIOCTaBIHETO Ha MAIUAaTUBEH
IIBHT U ITBPBOTO MPWIOKEHUE HAa U3MUTBAHMSA JIeKapcTBeH NpoayKT e 20 xuu. [Ipnbmmurento 88%
OT MaLMeHTUTe ca noirydaBanu eqHoBpemMeHHo ACK (nuanason ot 1 1o 23 mg/kg/nuesno). He e
HaOroTaBaHa 3HAYMMa pasjIiKa MEKAY TPYIHUTE MO OTHOIICHNE Ha IbPBIUYHATA CHCTaBHA KpaiHa
TOYKA HA CMBPT, TPOMOO32 Ha IIBHTA WM ChPACYHA HHTEPBEHIHUS 1O-paHo oT 120-1HEeBHA Bb3pacT
cien cp0OuTHE ¢ ompenencHo TpomboTiueH xapakrep (89 [19,1%] 3a rpynara Ha kionumorpen u 90
[20,5%] 3a rpynara Ha mnane6o0) (Bx. Touka 4.2). KppBeHeTo ¢ Haifi-uecTo choOIIaBaHaTa HeXXeIaHa
peakIys U B JIBETE IPYITH — Ha KJIOMUAOTpel U Ianedo; Kato He e HalJio1aBaHa 3HaYnMa pa3jiiKa B
gecToTaTa Ha KbpBeHE MEKIy rpynute. [Ipu nparocpodno mpociensBaHe Ha 0€300acHOCTTa IIPH TOBA
Ipoy4BaHe, 26 MaIEHTH C BCE Ol HATMYEH IIBHT HAa €IHOTOMIITHA Bb3pacT ca MOIy4aBallid
Konmaorpen o 18-meceuna Bp3pact. He ca HaOnromaBann HOBH ChOOPaKEHHST OTHOCHO
6e30macHOCTTa 110 BpeMe Ha TOBa IBJITOCPOYHO MIPOCIe IIBaHe.

M3nurBanusita CLARINET u PICOLO ca npoBesnenu ¢ U3oi3BaHe Ha MPUTOTBEH pa3TBOp Ha
KJjonuaorpen. B npoyuBaHe Ha OTHOCUTENHATa OMOHAIMYHOCT IIPU Bb3PACTHU, IPUTOTBEHUSAT
Pa3TBOp Ha KIOMHUIOTPEIT TIOKA3Ba CXOHA CTEIECH M MAJIKO ITO-BHCOKA CKOPOCT Ha abcopOrust Ha
TJIaBHUS TUPKYJIKpall (HeaKTUBEH) METa0O0JIHT, B CPAaBHEHHE C pa3pellleHarTa 3a ynorpeda tabierka.

5.2 ®dapMakoKHHETHYHM CBOHCTBA

Abcopbyus

Crnen eqHOKPAaTHO M MHOTOKPATHO IEPOPATHO MPWIIOXKEHHE Ha 03U OT 75 mg JHEBHO, KIOMHIOTPEIT
ce abcopbupa 6bp30. CpeTHATE MAKCHMAJIHH TUTA3MEHU HUBA HA HETIPOMEHEHHS KIIOTTHAOTPEIT
(mpubnuzutenHo 2,2-2,5 ng/ml cien enHoKpaTHa epopaiHa J03a OT 75 mg) HACThIIBAT
npubII3uTeNHO 45 MUHYTH ciiell mpueM. AbcopOuusTa e Hait-manko 50%, Bb3 OCHOBA Ha
EKCKpeLHsITa C ypHHATa Ha METa0OIUTHTE Ha KIOHUIOTPedl.

Pasnpeodenenue

Krnonunorpen v riaBHUAT UPKYIHUpall (HEAKTUBEH) METaOOIUT ce CBBP3BAT O0OPATUMO in Vitro C
YOBEIIKHTE TUTa3MEHH IPOTEHHH (CHOTBETHO 98 % 1 94 %). In vitro, CBbpP3BAaHETO HE 3aBUCH OT
CTENeHTa Ha HaCHIaHe, IPY IMPOKU TPaHUIIM Ha KOHIEHTPAIHUATA.

Buompancgopmayus

Krnonmmorpen ekcTeH3nBHO ce MeTaboIm3upa B YepHuUs 1po0. In vitro v In vivo KIOTHIOTPEN ce
MeTaboIM3Mpa Mo JIBa OCHOBHU METa0OJIUTHHU ITBTS: €IMH, OCBIIECTBSIBAH OT €CTepa3u W BOJEH] JI0
XUAPOJIM3a U NoJyyaBaHe Ha HEAaKTUBHU JepUBaTU Ha KapOokcuioBaTa kucenauHa (85% ot
[UPKYJIHPAIIATE METAOOJIUTH), M IPYT, OCBIIECTBABAH OT MHOXXECTBO IUTOXpoMH P450.
Knonuaorpen mbpBo ce MeTaboau3upa A0 2-0KCO-KIOMUI0TPET MEXANHEH METa00IHT.
[Mocnenammar MeTabOTN3BM Ha MEKIUHHISI META0ONUT 2-0KCO-KIOMHIOTPEN BOIH 10 00pa3yBaHe
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Ha aKTUBHHA METa0OJIUT, THOJIOB AEPUBAT Ha KIOMUAOTpell. AKTUBHUAT MeTabOIUT ce oOpa3yBa
npeauMHo oT CYP2C19 ¢ yuactuero Ha Hsikonko Apyru CYP eH3uMU, BKIIOUUTEIHO
CYP1A2,CYP2B6 u CYP3A4. AKTUBHHUSAT THOJIOB META0OJIMT, KOWTO € U30JIUPaH in Vitro, ce CBbp3Ba
OBp30 U HEOOPATUMO KbM TPOMOOIIUTHUTE PELIENTOPU, KOCTO HHXUOHUpa TPOMOOIIUTHATA arperanusi.

Crnax Ha aKTUBHHUS METa0OIUT € JiBa ITTH MO-BUCOKA CIIE/ €IHOKpaTHA HaToBapBaia /o3a oT 300 mg
KJIOMUJO0TPEN, OTKOJIKOTO CJIe/ pujlaraHe Ha MoJibpiKalia 103a oT 75 mg 3a 4eTupu JHHU. Chax CE
noctura npuommsnutesHo 30 10 60 MUHYTH Clie]l TpUIaraHe.

Enumunupane

Cren nepopaiied mpueM Ha Mapkupas ¢ C14 kinonunorpern npu xopa, npudmmsutenso 50 % ce
eKCKpeTHpa B ypHHaTa U 0KoJio 46 % mnpe3 ¢exanuure 3a 120 yacoB uHTEepBa ciuex npuema. Cuen
eHOKpaTHA ITepOopaHa 032 0T 75 mg, KIOMHAOTPEI NMa TIOJTy->KMBOT OT MIPUOIM3NUTENTHO 6 Jaca.
EnuMuHAIIMOHHUAT MOTY>KUBOT Ha OCHOBHHUS LIUPKYJIMPAIL (HEaKTUBEH) MeTaboIuT € § yaca cien
€THOKPaTHO WJI MHOTOKPATHO ITPUIIOKEHHE.

Dapmaxozenemuxa

CYP2C19 e BximoveH BB (POPMHUPAHETO HA AKTUBHUS META0OIHUT M Ha MEKIUHHISI METa0OIUT 2-
okco-kionuaorpen. dapMaKOKMHETHKATA U AHTUTPOMOOIIUTHHUTE e(DeKTH Ha KIIOMUAOTPEN, U3MEPEHU
Yype3 aHaJIU3 Ha ex Vivo TpOMOOLIMTHA arperaius, ce pasziandasaT B 3aBucumoct ot CYP2C19
TeHOTHUIIA.

CYP2C19*1 anmensT chOTBETCTBA HA ISUIOCTEH (BYHKIIMOHANICH MeTabosn3bM, tokato CYP2C19*2 u
CYP2C19*3 anenure ca HedynkumoHanau. CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOPHHU 3a I10-
roJsiMaTa 4acT OT HaMmaieHaTa GYHKIHs py ciabute Metabonu3aTopu ot Osutata (85%) u a3marckara
(99%) paca. [Ipyru anemnu, CBbp3aHH C JHIICBAI MJIM HaMaJeH METabOJIM3bM, ca TI0-MaJIKO YECTH U
BimouBaT CYP2C19%*4, *5, *6,%7 u *8. IlaumeHT cbe cTaTyc Ha cnab MeTaboIu3aTop, 1ie MpUTekKaBa
IIBa ayeia, OTTOBOPHHU 3a 3ary0a Ha (YHKITH, KaKTO € ompeneneHo mo-rope. [lyonmmkyBanuTe 4ecToTn
3a cmabute CYP2C19 meTabonusupaliy reHOTUITOBE ca puOmm3uTenHo 2 % 3a Osmata paca, 4 % 3a
yepHaTa paca u 14 % 3a kuraiinute. ChinecTByBat TecToBe 3a onpeaensHe Ha CYP2C19 renoruna Ha
MaIUeHTA.

Kpscrocano npoyusane nipu 40 3apaBu 1o6posoy, mo 10 BB Besika ot yetupute CYP2C19
MeTaboIM3MpaIy rpynu (KpaitHo Obp3M, EKCTEH3UBHU, MEXIMHHH U ClIabu MeTabOIN3aTOPH )
oleHsIBa (hapMaKOKHMHETHKATA M aHTUTPOMOOIIMTHUTE OTTOBOPH IpH A03a oT 300 mg, mocnenBaHa ot
75 mg/mueBno u 600 mg, mocneaBana ot 150 mg/MHEBHO, BCsIKa 32 0010 5 THU (CTAIlMOHAPHO
cberosinue). He ca HaOnmroaBaHu CHIIECTBCHU PA3IMKK B €KCIIO3UIINATA HA AKTHBHUS META0OIUT U
CpeIHOTO MHXHOMpaHe Ha TpoMmOormTHaTa arperanus (IPA) Mexy kpaliHO Obp3UTE, EKCTCH3UBHUTE
U MEeXIUHHUTE MeTabonmu3atopu. [Ipu cinabure MeTaboIM3aTopy EKCIO3UIIUATA Ha aKTUBHHUS
MeTaboIuT € HamaieHa ¢ 63-71 % B cpaBHEHHE ¢ eKCTEH3UBHHUTE MeTabonmm3aTopu. Ciie cxema Ha
noszupane 300 mg/75 mg, aHTUTPOMOOIIUTHUTE OTTOBOPH Ca TIOHW)KEHU TPH cllabuTe MeTaboIn3aTopu
cwe cpeano IPA (5 uM ADP) ot 24 % (24 gac) u 37 % (nen 5) B cpaBHenue ¢ IPA ot 39 % (24 wac) u
58 % (men 5) mpu ekcreH3uBHUTE MeTtadbonm3aTopu u 37 % (24 gac) u 60 % (neH 5) npu MeKAUHHATE
MeTabonuzaropu. Koraro cnabute Merabonuzaropu npueMart mno cxema 600 mg/150 mg,
EKCITO3UIIMATA Ha aKTUBHHUS META0OJIHT € TO-ToJiiMa OTKOJIKOTO Iipu cxemaTa 300 mg/75 mg. B
nombiaeHue, IPA e 32 % (24 gac) u 61 % (neH 5), CTORHOCTH, MO-TOJIEMU OTKOJIKOTO MPH C1a0uTe
MeTabonu3aTopH, momydasanu o cxema 300 mg/75 mg u cxoaau Ha Te3u npu apyrure CYP2C19
MeTaboJIM3HpaIly TPyIH, moirydasarim o cxema 300 mg/75 mg. [oaxoasma cxema Ha T0O3UpaHe TIpH
Ta3M MOIYJIAINS TAIUSHTH BCE OIIIE HE ¢ OMPE/Ie/iCHa B M3MUTBAHUS 32 KIMHUYIHU PE3yJITATH.

B choTBeTCTBUE C rOpHUTE pPE3YITATH, IPU METa-aHAIU3, BKJIIOYBAIll 6 MpoyyBaHus Ha 335 manueHTH,
JIEKYBaHHU C KJIOMHUJIOTPEJl B CTALIMOHAPHO ChCTOSHUE, € IIOKAa3aHO, Y€ eKCIIO3UIUATA HAa aKTUBHHUS
MeTaboyUT € moHmKeHa ¢ 28 % 3a MeXIUHHUTE MeTabonu3aTopu U 72 % 3a ciadure
MeTaboIM3aTopu, 10KaTo HHXUOUpaHeTo Ha TpoMOouuTHaTa arperanus (5 pM ADP) e noHmkeHo ¢
pasmuku B IPA ot 5,9 % 1 21,4 % cBOTBETHO, B CpaBHEHHE C EKCTCH3UBHUTE META00IH3aTOPH.
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Bmusauero Ha CYP2C19 renoruna BbpXy KIMHUYHUS U3XOJ NP MAIIUEHTH, JIEKYBaHH C
KJIOMUJOTPE, HE € OLICHABAHO B MIPOCHEKTUBHU, PAHJOMU3UPAHH, KOHTPOJIUPAHU U3MUTBAHUS.
CrpmecTByBat 00aue peauna peTpOCIeKTHBHN aHAIN3H 32 OIIEHKA Ha TO3U e()eKT MpH NanueHTH,
JIEKyBaHH ¢ KJIOMUAOTPE, 3a KouTo uMa pesynrati 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), xakTo
¥ U3BECTEH Opoil MyOIMKyBaHW KOXOPTHHU NIPOYYBAHUS.

B TRITON-TIMI 38 u 3 ot koxoptHuTe npoyuBanus (Collet, Sibbing, Giusti) komOnHUpaHaTa rpymna
MAIMEeHTH C MEXAWHEH WK c1a0 MeTaboIM3Mpalll CTaTyc ca MMalli [0-BUCOKA YECTOTa Ha ChpPAEHHO-
ChIOBH HHIUJICHTH (CMBPT, MHOKap/ieH HHMAPKT U MHCYIIT) Wik TPOMOO03a HA CTCHTA, B CPAaBHEHHE C
€KCTEH3UBHUTE METa0OIU3aTOPH.

B CHARISMA 1 eHO KOXOpPTHO Iipoy4BaHe (Simon) MOBHIIICHA YeCTOTa Ha WHITUICHTH €
Ha0JIr01aBaHa caMo Ipy c1aby MeTaboJIM3aTOPH B CpaBHEHHE C eKCTEH3UBHHUTE MeTa00IM3aTOPH.

B CURE, CLARITY, ACTIVE-A u enno ot koxoptauTe mpoyusanus (Trenk) He e HabmronaBana
MOBHIIIEHA YECTOTa Ha MHIMICHTHUTE B3 OCHOBA Ha CTAaTyca Ha METaboIN3aTopa.

Hwuto enuH ot Te3n aHanu3u He ¢ OWII ¢ aIeKBaTeH Opoli MALMEHTH, 3a J1a OTKPUE PA3JIUKU B U3X0/1a
pu ci1abuTe MeTaboJIn3aTopHy.

CriennaiHy MOy Iaun

q)apMaKOKI/IHeTI/IKaTa Ha aKTUBHHS METa0OJINT Ha KIIOTTUAOIPEJI HE € U3BECTHA ITPU TC3U CIICIUAIHHA
TIoIyJIanuu.

bvopeuno yspescoane

Crex MHOTOKPaTHO MPUIIOKEHHE Ha 103U OT 75 mg KIOMUAOrPeT IHEBHO IPH MALMEHTH C TeXKa
OBOpeuHa HelOCTaThYHOCT (KPEATUHUHOB KIMPBHC MeXAy 5 u 15 ml/min) uaxubupanero Ha AJD-
WHyIIIpaHaTa TPOMOOIMTHA arperanus € mo-HucKo (25%), OTKOIKOTO HaOII0JaBaHOTO IIPH 3[PaBH
WHAWBUIHU, BBIPEKH TOBA,, YABIKABAHETO HA BPEMETO HAa KbPBEHE € CXOAHO, C TOBA, HAOIIOAaBaHO
IIpY 3ApaBU UHAUBUIY, IpUeMaly 75 mg kionuaporen fHeBHO. OCBEH TOBA, IPU BCUUKY MalUEHTH,
KJIIMHUYHATA MOHOCUMOCT € Ouiia 1oopa.

Yeprnoopobno yspesicoane

Crnen MHOTOKpaTHO IpUJIaraHe Ha J103a OT 75 mg KIOMUIOrpesl IHEBHO B MpoAbkeHue Ha 10 nHu
MIpY MAITUEHTH C TEXKKO YePHOPOOHO YBpekKaaHe, mHxHOupanero Ha AJI® —uHaynmpaHara
TPOMOOITUTHA arperaiys € CX0JHa ¢ TOBa HaOJII0JIaBaHO MIPU 3[PaBU WHAUBUIN. Y IbKaBaHETO Ha
CPEIHOTO BpeMe Ha KbPBEHE CHIIO € OMIIO CXOIHO B JBETE TPYIIH.

Paca

[Ipeo6nanaBanero Ha anenute Ha CYP2C19, onpenensnm mexauHeH 1 ciad CYP2C19 metabonuzbsm
ce pazjnuaBaT B 3aBHCUMOCT OT pacaTa/ eTHoca (Bx. @apmakoreneruka). Hanuunu ca, orpaHuueHn
JIAHHU OT JINTepaTypaTa 3a a3UaTCKUTE TOIyJIaIiy 32 OIEHsIBaHE HA KIIMHUYHATA 3HAYUMOCT Ha TOBA
CYP reHotunuzupane 1o OTHOIIEHHUE HA U3X0J1a OT KIIMHUYHUTE UHLIUJEHTH.

5.3 IlpenxkIuHUYHU JAHHM 32 0€30MACHOCT

[penxmmHAYHATE TPOYIBAHUS TIPH IUTHXOBE M MAMyHH Hali-4eCTO yCTAaHOBSBAT YEPHOIPOOHHU
MIPOMEHU TPH JI03H, HaIBUILIABAIIY Hall-MaJIKo 25 IbTH €KCHO3ULMTA NIPU XOPa, TPHUEMAILX
TepaleBTUYHATA 7032 OT 75 mg/IHEBHO, KOUTO ca B pe3yiTaT Ha e(heKT BEPXY YEPHOIPOOHHUTE
METa0OIM3UPALIH €H3UMHU. TakbB e(eKT He € YCTAHOBEH IIPH X0pa, IPHEMAIH TePaIleBTUIHA 1032
KIIONUJOIPEIL

HpI/I MHOT'O BUCOKH 103U IIPHU CHIIUTC )KUBOTHUC YCTAHOBEHA U HApYyII€HA CTOMAalIHa ITIOHOCUMOCT
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(TacTpuT, CTOMAIITHHA €PO3UH H/HITH TOBPBIIIAHE).

Hsma nokasatencTBa 3a KapIMHOTeHEH e()eKT IpH NpriaraHe Ha KIOMUAOTPeN 78 ceaMHUITN Ha
MUtk 1 104 ceamMuiy Ha ITbXOBE B 103U 10 77 mg/kg nHEBHO (CHOTBETCTBAILO HA HAal-MaJIKO 25-
IIBTU SKCIIO3UIUATA TIPU XOpa, IPHUEMAaIlIy TepareBTHIHATa 1033 OT 75 mg/ JHEBHO).

MHOECTBOTO in Vitro u in vivo MpOy4YBaHUS 32 TCHOTOKCUYHOCT ITOKa3BaT, 4e KIOMUAAOTPEN HIMa
TaKbB €(PEKT.

Knomuaporen He Biuse BbpXy (QEPTHINTETA HA MBXKH M KEHCKH ILTbXOBE U HSIMa TEPATOreHEH
edekT BbpXy IUTbX0BE U 3aiinu. Korato ce mpuiara npu JakTHpPAIIX IUTHX0BE MPESIU3BUKBA C1a0b0
3a0aBsHE HAa Pa3BUTHETO Ha MOKoJeHHeTo. CrennduuHu papMaKOKMHETHYHU POYIBAHHUS C
MapKHUpPaH KJIOMUAAOTPEN MOKa3Bar, e MbPBUYHATA CYOCTAHIIUS WIH HEWHH METaOOIUTH Ce
EKCKPETHpAT B MIISIKOTO, CJICIOBATEITHO TPSIK (C1aba TOKCUYHOCT) WIIM KOCBEH e(eKT (JIEKO BKYCOBO
ycelaHe) He MOXKe Ja Ce H3KITFOYH.

6. OAPMAILIEBTUYHU JAHHU
6.1 Choucbk Ha HOMOILIHHUTE BelLIeCTBA

Spno Ha TabeTKara:

enyno3a, MUKpoKpHCcTaIHA

CuninueB AMOKCHT, KOJIOUJIEH 0e3B0IeH
KpocroBunon (Tum A)

Maxkporoa 6000

PumHOBO Maciio, XHAPOTECHUPAHO

DUIMOBO TOKPUTHE:!
[TonuBUHMIIOB aJIKOXOJI
TuranoB nmuokcun (E171)
Kenezen oxcun, uepser (E172)
Keneszen oxcun, xbat (E172)
Tank

Makporox 3000

6.2 HecnbBMecTUMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

3 roauHM.

6.4 CpoenuajaHu ycJIOBHSl HA CbXpaHeHUe

[a ce cpxpaHsaBa B OpUTHHATHATa OMAKOBKa, 3a JIa Ce MPea3y OT Bllara U CBETIMHA.

6.5 Bwuau chabp:kaHue HA OMAKOBKATA

Bmuctep OPA/AI/PVC-AL ceabpxan 7, 14, 28, 30, 50, 56, 84, 90 u 100 ¢punmupanu TabIeTKH, B
KYTHSL.

He Bcuuku BHJOBC OIIAKOBKHU MOraT aa 6’I>IlaT IMyCHATH Ha Ia3apa.

6.6 CrnennaJHu NpeANasHU MEPKHU NPH U3XBbPJIsiHE
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Hsama CIICNuaJIHU U3UCKBaHUA 3a U3XBBPJIAHE.

HewsnomsBaHusT nekapcTBEH MPOAYKT WK OTIATBYHATE MAaTEPHAIH OT HETO TPsIOBa J1a ce H3XBBPIAT
B ChOTBETCTBHE C MECTHUTE W3MCKBAHUSI.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

TAD Pharma GmbH, Heinz-Lohmann-Straf3e 5, 27472 Cuxhaven, ['epmanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 ¢ounmupanu Tabnerku: EU/1/09/555/001
14 ¢mmupann tadxerku: EU/1/09/555/002
28 ¢unmmpanu tabnetku: EU/1/09/555/003
30 ¢punmupanu tTabnerku: EU/1/09/555/004
50 punmmupanu taderku: EU/1/09/555/005
56 ¢unmupanu tabnerku: EU/1/09/555/006
84 pmmmupanu Tabmetku: EU/1/09/555/007
90 ¢punmupanu Tadnerku: EU/1/09/555/008
100 ¢prmmupann tadbnetku: EU/1/09/555/009

9. JATA HA ITBPBO PASPEINIABAHE/TIOJHOBABAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

Hara ra mepBo pa3pemaane: 23 cenremBpu 2009
Jara Ha mocieaHo nmogHoBsABaHe: 22 mait 2014 r

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MonpobOHa nHpOpMAIHS 3a TO3U JICKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBponelickara
areHITUs 110 JIeKapcTBara http://www.ema.europa.eu.
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A.

IPUJIOKEHMUE 11

IMPOU3BOIUTEJI(N), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTHU U

YCJIOBUA WK OT'PAHUYEHHUA 3A JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA
PASBPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA WK OT'PAHUYEHUS 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MHPOAYKT
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A. TTPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA
HAPTUIHN

HMe u afipec Ha MPOU3BOAMTEIIS OTTOBOPEH 3a OCBOOOKIABaHE HA HAPTHANTE

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

8501 Novo mesto
Cnopenus

TAD Pharma GmbH

Heinz-Lohmann-Strafle 5

27472 Cuxhaven

I'epmanus

[NewaTHaTa TMCTOBKA Ha JIEKAPCTBEHUS MPOYKT TPSIOBa J1a ChIIbpkKa UMETO U aJipeca Ha

MIPOHM3BOAMTEIS, OTTOBOPEH 32 OCBOOOXKIABAaHETO Ha CHOTBETHATA ITAPTH/A.

b. YCJIOBUS UK OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT NPOIYKT C€ OTIIYCKa MO JIEKApCKO MpeANrCaHue.

B. JPYI'U YCJOBUS U UBUCKBAHUS HA PASPELIEHUETO 3A
YIIOTPEBA

. IlepuoanyHu akTyaausupanu Aokjaaau 3a 0ezonacuoct (ITAJ1B)

[puTexkarensr Ha pa3pemieHne 3a ynorpebda TpsOBa 1a mogaBa NEPUOANIHN aKTYATH3UPAHH JOKITAIH

3a 6e3onacHocT [TA/Ib 3a TO3M NPOLYKT CHITIACHO U3MCKBAHUSATA, IOCOYEHHU B CIIHCHKA C

pedepenTHuTe nath Ha EBponeiickus chio3 (EURD cruchk), npeasunes B wi. 1078, an. 7 ot
Hupextua 2001/83/EO n myOnukyBaH Ha eBpOINecKusl yeOrmopTal 3a JJeKapcTBa.

.  YCJIOBUSA NJIHK OTPAHUYEHUS 3A BE3OITACHA U EOEKTHBHA
YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT

. Ilnau 3a ynpaBiaenue Ha pucka (ITYP)

Hemnpunoxxumo.
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INPUJIOKEHMUE II1

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

KAPTOHEHA KYTUA

1. HNME HA JIEKAPCTBEHUSA INTPOAYKT

Clopidogrel TAD 75 mg ¢punmupanu TabieTku

KJIOIIUIOTpeT

‘ 2. OBABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabneTka chappka 75 mg KIONUIOTpel (KaTo XUAPOXIOPUL).

‘ 3. CIIMCBK HA ITIOMOINHUTE BEINECTBA

‘ 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

¢buMupaHa Tabnerka

7 dunmupanu TabISTKH
14 ¢punmupanu TabaeTKH
28 ¢hmiMupaHy TabIeTKH
30 ¢punmupanu TabIETKH
50 ¢pumMupaHn TabIETKH
56 ¢hunMupany TabJIeTKA
84 punvupanu TabIeTKH
90 punmupaHu TabIETKH
100 ¢pummupany TabIeTKH

S. HAYNH HA TPUJIOKEHUE U ITbT/UIIIA HA BBBEXKJIAHE

[IepopanHo npusoxeHue.
[Ipenu ynorpeba npoyeTeTe JIMCTOBKATA.

6. CIIEOUAJIHO NPEAYHPEKIEHUE, YE JJEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOTJIEJIA 1 TOCEI'A HA IETJA

I[a CC€ CbXpaHsiABa Ha MACTO, HCAOCTBHIIHO 3a J€1a.

‘ 7. JAPYI'M CIIEHNUAJIHU NPEAYIPEXJIEHWA, AKO E HEOBXOINMO

| 8. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

T'omen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsABa B OpUI'MHAJIHATa OITaKOBKaA, 3a a CC€ MpEAIasyu OT BJjiara U CBCTJIIMHA.

10. CHEIMAJIHU IPEAITAZHU MEPKHU IIPU N3XBBPJISIHE HA HEW3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU WIN OTIIAIBYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKUBA

11. HME U AJAPEC HA TIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

TAD Pharma GmbH, Heinz-Lohmann-Strafle 5, 27472 Cuxhaven, ['epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 dbunmupann Tadaetkun: EU/1/09/555/001
14 dpwmvupanun Tabnerku: EU/1/09/555/002
28 punmupanu tadierku: EU/1/09/555/003
30 ¢punmmupanu tadsetku: EU/1/09/555/004
50 punmupanu Tadbmetku: EU/1/09/555/005
56 ¢unvupanu Tabnerku: EU/1/09/555/006
84 ¢hmnmupanu Tadbnerku: EU/1/09/555/007
90 punvupanu Tabmerku: EU/1/09/555/008
100 ¢punmupann Tabaerku: EU/1/09/555/009

13. MAPTHIAEH HOMEP

[TapT. Ne:

‘ 14. HAYHH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Clopidogrel TAD 75 mg

‘ 17. YHHUKAJIEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKko[ ¢ BKIIOUCH YHUKAJIEH HACHTH(GHUKATOP

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

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

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Clopidogrel TAD 75 mg punMupanu TabIeTKH

KIIOIMUAOTpEI

| 2. NME HA IPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

TAD Pharma GmbH

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no

[4. TAPTHJEH HOMEP

ITapt. Ne:

5. JPYTO
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B. JUCTOBKA
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JlucroBka: nundopmanus 3a norpeduTeIs1

Clopidogrel TAD 75 mg ¢puamupanu TadjaeTKu
kionuorpen (clopidogrel)

IIpoyeTeTe BHUMATEJHO LAJIATA JUCTOBKA MpPeIM 1a 3all09HeTe [a MpueMare TOBa JIEKApPCTBO,

ThHl KaTO TS ChABPKaA BaxkHa 32 Bac madgopmanms.

- 3amnazere Ta3u IUCTOBKA. MOXKE J]a ce HaJOKM Ja S MPOUYETETE OTHOBO.

- AKO UMaTe HIKaKBU JAOMBIHUTEIHU BBIIPOCH, onuTaiiTe Bamus nexap win ¢apManesT.

- ToBa nexapcTBO € MPEeaNuCcaHo EqUHCTBEHO U TMYHO Ha Bac. He ro npeorcrriBaiiTe Ha Apyru
xopa. To Moxe J1a UM HaBpeIu, HE3aBUCUMO Y€ MPHU3HAIUTE HA TAXHOTO 3a00JIsIBaHE Ca CHIIUTE
kaTto Bammmre.

- AKO N0JTy4MTe HSIKAaKBU HEXKEJIAHU JIEKAPCTBEHU Peakluu, yBeaomeTe Bamms nexap niu
(apmanieBT. ToBa BKJIIOUBA M BCHUKH Bb3MOXHH HEXEJaHH PeaKiiy, HEOMTUCAHU B Ta3u
nmucToBKa. BrxkTe TouKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA:

Kakso nmpencrasnssa Clopidogrel TAD u 3a kakBoO ce U3Mon3Ba
Kaxkso Tpsi0Ba na 3Haere, npeau na npuemere Clopidogrel TAD
Kak na npuemare Clopidogrel TAD

BB3MOXHH HEeXeNaHU peaKkiuu

Kak na cexpansBare Clopidogrel TAD

ChIrbprkaHue Ha ONAKOBKATa M JIOMIbIHUATEIHA HHpOpMAaIUs

S e

1. Kaxkgo npeacrasissa Clopidogrel TAD u 3a kakBo ce U3M0J13Ba

Clopidogrel TAD cpabprka KIOMUIOTPEN U NPUHAAICKH KbM IpyTIa JICKapCTBa, HAPEUCHU
AHTUTPOMOOIIMTHH JIEKAPCTBEHH MPOIYKTH. TpOMOOIIMTHTE Ca MHOTO MAJKH KPHBHH EIEMEHTH,
KOWTO Ce CJIENBAT €JMH C IpYT NpH 00pa3yBaHETO Ha KPBBHHU Chcupelr. Upes mpeaoTBpaTsiBaHe Ha
TOBA CJICTIBAHE, TPOMOOIUTHUTE aHTUATPETAHTH HAMAJISIBAT PUCKa OT 00pa3yBaHe Ha KPbBHU
cherpeld (Tiporiec HapeueH Tpom0o3a).

Clopidogrel TAD ce npuema OT Bb3pacTHH NAMEHTH 32 MPEIIa3BaHe OT 00pa3yBaHETO Ha KPEBHU
chcHpenH (TpoMOH) B YILTBTHEHUTE KPHBOHOCHHU CHJIOBE (apTepHH), IPOIIEC U3BECTEH KaToO
aTepoTpoM003a, KOSTO BOJH JIO aTePOTPOMOOTHUYHH MHIMICHTH (KaTO MO3BYCH yap, ChpAcUeH
MIPUCTBHII, UITH CMBPT).

Clopidogrel TAD Bu e npenmucan 3a mpeoTBpaTsBaHe Ha 00pa3yBaHETO HA KPBBHH CHCUPEIH U

HaMaJlsiBaHEe Ha PHCKa OT Te3W CEPUO3HH MHIUJCHTH, 3al0TO:

- Bue nmare cbCTOsIHME Ha YIUTBTHSBAaHE Ha apTepUUTe (MU3BECTHO CHIIO KaTO aTepOCKIIEpO3a) U

- Bue umaTe mpenxoxkaant chpAeUeH IPUCTBII, MO3BYUCH yIap, I UMaTe ChCTOSIHAE H3BECTHO
KaTo nepudepHo apTepruanHo 3a00IBaHe, MITH.

- Bue cte nmany Texxka rpbaHa 00NKa, ChCTOSHHE H3BECTHO KaTO “HecTaOMIHA CTeHOKapaus”’
WM “MUOKapjieH nHpapKT” (ChpledeH yaap). 3a IeueHue Ha TOBa ChbCTOSIHUE Bammsar jiekap
MOJKe JIa TOCTaBH CTEHT B OJIOKMpaHaTa WM CTeCHEeHATa apTepHs, 3a Ja Bb3CTaHOBH
edexTuBHUS KPBBEH MOTOK. Moxe 1a Bu Ob/ie mpenucana 1 aleTHICATUIIIOBA KUCETHHA
(BelmecTBO, ChIBPKAIIO CE B MHOTO JISKAPCTBA, M3TOI3BaHU KaTo 00e300JIBaIH 1
MOHIDKABAIY TEMIIEPATypaTa, KakTo 1 MPeJ0TBPaTIBAIIN ChCHPBAHETO HAa KPBBTA) OT Bamms
JeKap.
Cre nMany CUMITOMH Ha MO3BYEH MHCYIT, KOUTO Ca IPEMHUHAIN B PAMKHATE Ha KPATBK IIEPHONT
OT BpeMe (M3BECTEH ChII0 KaTo MPEX0/IHa NCXEeMUYHA aTaka), WM HCXEMHUYeH MO3bYEH HHCYIIT
C JIeKa CTeTleH Ha TexkecT. Moske na Bu Obae npeanucana u aneTHICaTHIAIOBa KUCETHHA OT
Bamus nexap, npueMbT Ha KOATO J1a 3all0YHE B PaMKHUTE Ha IbpBUTE 24 yaca.

- Bue nmare HepaBHOMepHa chp/iedHa AEHHOCT, ChbCTOSIHUE, HAPEUEHO ,,[IPEJICHPIHO MBXKIEHE”,
1 HEe MOXKETE J1a IpreMare JICKapCTBa, H3BECTHH KaTo ,,[IEPOPATTHI aHTHKOATyJIaHTH
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(arTaronuctu Ha BUTaMuH K), KOUTO MpeaOTBpaTIBaT 00pa3yBaHETO U HAPACTBAHETO HA
KpBBHH cheupely. TpsOBa 1a 3HaeTe, 4e MepopaTHUTE aHTUKOATyJIaHTH ca T0-e(pUKaCHU OT
aleTHIICAITUITIIIOBAaTa KUCEIMHA HITH KoMOrHMpanara yrnorpeda Ha Clopidogrel TAD mmiroc
alleTHIICATUIINIIOBA KHCEITHA ITPU TOBa ChCTOsSHKE. Bamusar exkap TpsioBa na Bu npennuire
Clopidogrel TAD mumioc aneTHiICaIMIMIOBA KUCEIHHA, aKO HE MOXETe Ja IIpHeMare
“IepopalHi aHTUKOAryJaHTH U 3a Bac HAMa pUCK OT MacMBHO KbpPBEHE.

2. Kakgpo Tpsi0Ba 1a 3Haete, npeau aa npuemere Clopidogrel TAD

He npuemaiite Clopidogrel TAD

- AKO CcTe alepruyHy (CBPhXYYBCTBUTEIIHH ) KbM KJIOMUAOTPEN WA KbM HIKOS OT OCTAHATUTE
ChCTaBKH Ha TOBA JIEKapcTBO (M30pOEHH B TOUKA 6).

- AKo cTpamate oT 3a00IIsIBaHe, KOSTO TIOHACTOAIIEM IPHYUHSIBA KbpBEHE, HATPUMED CTOMAIITHA
sI3Ba MJIM KbpPBEHE B MO3bKa.

- AKO cTpajiaTe OT TeXKKO YepHOIPOOHO 3a00IIsIBaHE.

AKko cMmsTaTe, Y€ HIAKOU OT TE3H Ce OTHACST 3a Bac, miin nmMare HIKakBH CbMHEHUS, KOHCYJITHPANUTE ce
¢ Bamms nekap npenu aa npuemete Clopidogrel TAD.

IpenynpexaeHns U NpeAna3’Hu MepPKH
AXO HSIKOE OT H30POCHUTE MO-I0JIY ChCTOSHUS Ce OTHACST 3a Bac, TpsiOBa BeqHara 1a yBeJOMHTE
Bammms nexap npenu na 3amounere na npuemare Clopidogrel TAD.
- aKO CTe U3JI0KEHHU Ha PHUCK OT KbpPBEHE KaTo:
- 3abosiBaHe, KoeTo By u3nmara Ha pucK OT BTPEIIHO KbPBEHE (KaTo CTOMAITHA
SI3Ba).
- HApYIICHUE HA KPBBTA, KOSTO Mpepasnojara KbM BETPEIIHN KPHBOU3INBU
(KbpBeHE B ThKaHHUTE, OPraHUTE WM CTABUTE HA TAIOTO Bh).
- CKOpOIIIHA TEXKa TpaBMa.
- CKOPOIIIHA XUPYPTUYHA HHTSPBEHIUS (BKIIOUUTEITHO CTOMATOJIOTHYHA).
- NPEICTOSAIIA XUPYPIUIHA HHTCPBEHINS (BKIFOUHUTEIIHO CTOMATOJIOTHYHA) TIPe3
CIIC/IBAIIINTE CEIEM JTHH.
- aKO CTe MMaJIi ChCHPEK B MO3bYHA apTepHs (ACXEMHUUCH YAap) Bb3HUKHAI [Tpe3 MOCIeAHUTE 7
JTHU.
- ako uMare OBbOpEYHO WiIM YepHOPOOHO 3a00IIABaHE.
- aKo CTe UMAJIH AJIEPTHs WK PEaKIUs KbM HIKOE OT JIeKapCcTBaTa, U3IOJI3BAHU 3a JICUCHUE Ha
Bamero 3aboisiBane.
- aKO B MHHAJIOTO CTE MMAJTH HETPABMATHUCH MO3bYCH KPhBOU3JIHB.

Joxkato npuemate Clopidogrel TAD:

- Tpsi6Ba ga uadopmupare Bamus nekap, ako IUIaHUPATE XUPYPTUIHA HHTSPBEHIIUS
(BKITFOUHTEITHO CTOMATOJIOTUYHA).

- Tps6Ba cbi10 He3a0aBHO Aa HH(opMuUpaTe Bamus gexap, ako pa3BUeTe ChbCTOSHUE (U3BECTHO
omie KaTo TpOMOOTHYHA TpoMOoIHToneHHnYHa mypirypa nin TTII), KoeTo BKIIIOUYBa OBHUIIICHA
TeMIiepaTypa ¥ CHHUHH I10 KOXaTa, KOUTO MOTaT Jia Ce TPOSBST KaTo MaJKH YePBEHU TOUYKH,
CHC WU 0e3 HeoOsCHUMA MIPEKOMEpHA YMOPSIEMOCT, 00BbpPKBaHE, IIOKBIITIBAHE HA KOXKATA FITH
ounte (KBIATCHHUIIA) (BIKTE TOUKA 4 “BB3MOXKHM HEXXETTaHU peakiuu’”).

- AKO ce TopeKeTe WITH HapaHUTE, MOXKE J]a OTHEME MaJIKO TIOBEYe OT 0OMIafHOTO BpeMe 3a J1a
cripe KbpBeHeTo. ToBa € CBbp3aHO ¢ HauWHA Ha JIeHCTBHE Ha JIEKapCTBOTO Jia IIPEJOTBpaTIBa
o0pasyBaHeTO Ha KpbBHU cherper. [Ipu Maiky mopsi3BaHus ¥ HapaHSIBaHU, KaTO HaIIp.
Mopsi3BaHe 110 BpeMe Ha OphCHEHe, TOBa OOMKHOBEHO ¢ Oe3 3HaueHune. Ako obade KppBeHeTo Bu
Oe3nokon, TpsOBa /1a ce CBhprkeTe He3abaBHO ¢ Bamms ekap (BuxkTe Touka 4 “Bb3MOKHU
HEe)KETIaHH PeaKiun’”).

- Bammsr iexap Moyke 1a Ha3HA4YM M3CIIeABaHHUS Ha KPBBTA.

Jdena u roHomu
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He maBaiiTe ToBa IekapcTBO HA JICTIa, 3aI0TO HAMA e(heKT.

JApyru nexkapctBa u Clopidogrel TAD

Tps6Ba na kaxxeTe Ha Bammms nekap wiu gapMareBT, ako nprueMaTe, HACKOpPO CTe IMPHUEMaNU UIIH €
BB3MOKHO Jla IPHEMETe JPYTH JIEKapCTBa, BKIIOYUTEIHO U TaKMBa, OTIYCKaHU 0e3 perenta.
Hsxom nexapcTBa Morat Ja okaxkaT BIusiHHE BbpXy AerictBrero Ha Clopidogrel TAD u oOpatHo.

Tps6Ba 3agpmxuTeNHO A2 HHPOpMUpaTe Bammms nexap ako npreMare
- JIeKapCTBa, KOUTO MOTAT J[a OBHUIIIAT PHCKA OT KbPBEHE, KaTo:
- TepopaliHH aHTUKOATYJIaHTH, JIEKAPCTBA U3IOI3BAHU 32 HaMAIIIBaHEe ChCUPBACMOCTTA Ha
KPBBTA,
- HECTEpOHIHH MPOTHBOBB3MAIUTEIHHU JICKAPCTBA, OOMYAHHO U3IOI3BAHM 3a JICUCHUE Ha
0O0JIe3HEHH W/YUTH BB3NATUTEIHN CCTOSHUS Ha MYCKYJIITE HIIM CTaBUTE,
- XemapuH WIH APYTo JEKapCTBO 32 HH)KEKTHPAHE, N3ITOI3BAHO 32 HAMAJSIBAHE ChCHPBAHETO
Ha KPBBTA,
- TUKJIONHIWH WU IPYTH aHTHATPETaHTHU JICKapCTBa,
- CEICKTHUBHHU MHXMOUTOPH Ha OOPATHOTO 3axBalllaHE Ha CEPOTOHMHA (BKIFOUYUTEIIHO, HO HE
camo (pIIyOKCeTUH WK (ITyBOKCAMUH ), JIEKAPCTBA, KOUTO OOMKHOBEHO CE€ M3IMOI3BAT 32
JICYCHHE HA ICTIPECHS,
- pudammuIrH (M3MOJI3BAH 32 JCUSHUE HA TEKKHA HHPECKITIH)
- OMEMPa30JI WIH €30MeNPa3od, JIEKapCcTBa, U3MOI3BAHY 32 JICUCHHUE Ha CTOMAIITHO
HEepa3MmoJI0KeHHe,
- (hiIyKOoHa30J1 MM BOPUKOHA30JI, JICKAPCTBA 3a JICUeHHE Ha ThOMYHH HH(EKIINH,
- e(paBUPCHII WIH JPYTH aHTHPETPOBUPYCHHU JICKapCTBa (M3MOJI3BaHN 3a jJeueHue Ha X1B
HHpEKIHS,
- KapbaMa3ernuH, JICKapCTBO 3a JICUCHHE Ha HIKOU (GOPMU Ha SITUIICTICHS,
- MOKJIOOEMUI, JIEKAPCTBO 32 JICUCHUE HA IEIPECHS
- peTariiHn, JIEKAPCTBO 32 JICUeHHEe Ha AnaderT,
- MAKJINTAKCe, JIGKAPCTBO 32 JICUCHHE Ha PaK,
- OIMOUIN: JOKATO Ce JIEKYBaTe C KIOMUIOTPeN, TpIOBa Ja yBeqoMute Bamus nekap, npeau aa
Bu 0B npennucan onvion (M3M0I3BaH 3a JICUCHHE Ha CHITHA O0JIKa),
- po3yBacTaTHH (M3MI0JI3BaH 32 MOHIKABaHE Ha HUBOTO HA XOJIECTEPOIIa).

AKO CTe TIPeKHUBEIIN Te)KKA TphIHA 00JKa (HecTaOUITHA CTEHOKAPAUS WIIM MHOKapieH HH(APKT)
MPEeXO/IHA KCXEMHUYHA aTaKa WM HCXEMHUYCH MO3bYCH HHCYJT C JIeKa CTETeH Ha TEXKECT, MOxe ja Bu
obae npennucad Clopidogrel TAD B KOMOMHAINS C alleTHIICATAITAIIOBA KHCEHHA, BEIIECTRO,
CHIBPIKAIIO CE B MHOT'O JICKAPCTBA M3MOJI3BAHU KaTo 00€300JIBaIIN 1 TOHMKABAIIU
temreparypara.CirydaitHaTa yrmorpeda Ha aleTHICATUIIIIOBA KucenrHa (He mosede ot 1 000 mg 3a
BCEKHU TIepro/l OT 24 yaca), He Ou TpsIOBaIo J1a MPUIHHABA MTPOOIIEM, HO IPOABIDKATEIHATA YIOTpeOa
MU IPYTH 00CTOSITENICTBA TPIOBa Na ce 00chau ¢ Bamus nekap.

Clopidogrel TAD ¢ xpaHa 1 HAIUTKH
Clopidogrel TAD na ce npuema cbc uiau 6e3 XpaHa.

BpemMeHHOCT U KbpPMEHE
3a mpeAnoYnTaHe € 1a He ce MpHeMa TOBa JIEKapCTBO 10 BpeMe Ha OpeMEHHOCT.

AKo cTe OpeMeHHa WK cMATaTe, 9Ye MOXe Ja cTe OpeMeHHa, Tps0Ba na yBenomute Barws siexap umu
(apmanest, npenu aa npuemete Clopidogrel TAD. Ako 3abpemeneerte, nokaro npuemate Clopidogrel
TAD, BegHara ce nmochBeTBaiiTe ¢ Bamms jiekap, Thil KaTo He ce MpenopbUBa ynoTpedara Ha

KJIOMUIOTPEI 110 BpeMe Ha OPEeMEHHOCT.

He tps6Ba na kbpMuTE, AOKATO MPHEMATE TOBA JICKAPCTBO. AKO KbPMHUTE UITH [UIAHUPATE Ja KbPMUTE,
roBopete ¢ Baius sekap, npeny Jia npueMere ToBa JeKapCTBO.

Koncynrupaiite ce ¢ Bamms nexap win hapMaIrieBT npenu npuemMa Ha KakKBOTO H Jia OHJIO0 JIEKapCTBO.
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Hlopupane u padora ¢ MALIMHU
Clopidogrel TAD e manko BeposTHO Ja 3acerHe crocooHocTTa Bu 3a modupane win padbora ¢
MaIHHY.

3. Kaxk na npuemare Clopidogrel TAD

Bunaru npuemaiiTe ToBa JI€KapcTBO TOYHO KakTo Bu e kazan BamusaT nexap wiu ¢apmaieBT. AKo He
CTE CUTYpPHU B HEIIO, monuTaiTe Bammis nexap wim dpapMarieBT.

[IpenoprunTenHara 103a, BKIIOYUTEITHO 32 MAIIMEHTH ChC ChCTOSIHUE, HAPEUCHO ,,TPEACHPAHO
MBXIeHe” (HepUTMHUYHA ChplIedHa JieiiHOCT) e eHa Tabnetka ot 75 mg Clopidogrel TAD aneBHo,
KOSITO ce MpreMa IepopaTHo ChC WK 0e3 XpaHa, 1 10 €HO U CHIIO BpeMe BCEKH JIeH.

AKXO cTe MMM CHITHA TphHa OoJka (HecTaOMiTHa CTeHOKap WS WIIH MUOKapieH HH(apKT), Bammsar
nekap moxe aa Bu nage 300 mg wim 600 mg Clopidogrel TAD (4 unu 8 TabneTku oT 75 mg) BeIHBK
B HavyayoTo Ha JedeHuero. Cies ToBa, MPeropbUYNTENIHATA [103a € eHa TableTKa OT 75 mg
Clopidogrel TAD mgHEeBHO, KaKTO € IIOCOYEHO MO-TOpE.

AKXO CTe UMaJi CUMIITOMH Ha MO3bYCH UHCYJT, KOUTO Ca IPEMHHAII B PAMKUTE Ha KPaThK MEPUOJ] OT
BpeMe (M3BECTEH CHINO KAaTo MPEX0HA NCXEMUTHA aTaKa), WM HCXEMUYCH MO3bUYCH HHCYIT C JIeKa
CTeTeH Ha TexecT, BamusaT nekap moxxe aa Bu npeanume 300 mg Clopidogrel TAD (4 TabneTku ot
75 mg) BeqHBX B HAYAJIOTO Ha JiedeHneTo. Criesr ToBa MpenopbUYnTeNIHaTa /1032 € eHa TabJeTKa OT

75 mg Clopidogrel TAD Ha 5ieH, KakTo € OMUCaHO MO-TOPe, U alleTHIICATUITNIIOBA KUCEINHA B
npoabibkeHue Ha 3 ceamuiy. Criest ToBa nexapsr e npeanuire Clopidogrel TAD camocrosTenHo
WM alleTHIICATUIIIIOBA KHCEINHA CAMOCTOSITEITHO.

TpsioBa na npuemate Clopidogrel TAD TonkoBa 1baro kokoto Bu ro e npeamnucan BammusT nekap.

AKo cTe npueu nopeye ot Heodxoaumarta jo3a Clopidogrel TAD
CBBpiKeTe ce BelHara ¢ Bamms riekap win OTHAEeTe A0 CIIEITHOTO METUITMHCKO 3BEHO B Hal-Onm3KaTa
00JIHUIIA TIOPAIH YBEIUYEH PUCK OT KbPBEHE.

Axo cte nponycHaiu 1a npuemere Clopidogrel TAD

Axo cte nporrycHanm n1a npuemere no3a Clopidogrel TAD, HO cu cHOMHHTE B paMKHUTE Ha
cnenpamuTe 12 yaca cies 00MY4aliHOTO BpeMe, BellHara B3eMeTe TadjeTkaTa CH, a 1Mmocie MpueMeTe
caeABalaTa B 00MJaiHus yac.

AKo cTe 3a0paBmiIM 3a TIoBede oT 12 yaca, MpoCcTo MpueMeTe clieABaliara eANHNYHA 1032 B
obuuaiinoTo Bpeme. He B3emaiiTe MBOIHA 1034, 3 1a KOMIIEHCHpATE MPOITyCcHATaTa TadJeTka.

Ako cte cnipesin npuema Ha Clopidogrel TAD
He cniupaiite neuenueTo, ocBeH ako BammsaT jiekap He Bu nochrBeTBa. CBBpXKETE ce ¢ Bamms
JieKap WiH (apManeBT Ipey a TO HalpaBHTe.

AKO nMare HAKaKBH JIOITBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBA JISKapCTBO, TIONHTAlTEe
Bammus nexap unu ¢apmarieBT.
4. Bb3MOKHM HexKeTaHHU peaKlun

Kakro Bcuukn JICKApCTBaA, TOBA JICKAPCTBO MOKE Ja MPCIU3BUKA HEKCIIAHU PCAaKIIUH, BBIIPCKU Y€ HE
BCCKH I' [10JTy4aBa.

HNudopmupaiite Bamus jekap He3a0aBHO, aKO ©MAaTe:
- BHCOKA TEMIIepaTypa, IpU3HAIY Ha HHPEKIHs WK pekajieHa ymopa. ToBa MOXe Ja ce TbIKH
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Ha MOHIKAaBaHE CTOMHOCTUTE HA HAKOU KPBBHHU KJIETKH, KOETO € PSIKO.

- MIPU3HAIM Ha YePHOAPOOHH MPOOIeMH, KaTo MOXKBITIBaHE Ha KOXKaTa M/HIIN OUUTE
(>KBATEHNIIA), HE3aBUCUMO OT TOBA JaJIM Ca CHITBTCTBAHM OT MOAKO)KHH KPBBOM3INBH, KOUTO CE
IPOSIBSIBAT KAaTO MAJIKK YEPBEHHU TOUYKH W/MIIN 00BpKBaHe (BIkTe Touka 2 “IIpenynpexneHus u
Mpenna3Hu MEpKu”).

- MOZyBaHe Ha ycTaTa WIN HapylIeHHe Ha KO)XKaTa KaTo 0OPHBHU M ChpOEXKHU, MEXYPH IO KOXKATa.
ToBa Mo’e J1a ca CHMIITOMHU Ha aJIepIrUYHA PEaKIIHs.

Haii-4yecTo cho01IaBaHaTa HexkeJ1aHAa JekapeTBeHa peakuus npu Clopidogrel TAD e kbpBene.
KbpBeHETO MOXKeE J1a ce MPOSBU KaTo KbPBEHE B CTOMAxXa MIIM YepBaTa, HAaThPTBAHE, XeMaTOM
(HeoOuuaitHO KbpPBEHE WM 00pa3yBaHe Ha CHHUHHM IOJ KOXKaTa), KbpBEHE OT HOCa, KPbB B ypuHarta. B
MaJIbK Opoif OT ciTydanTe, ce ChOOIIAaBaT ChHINO U KPEBON3JIMBY B OUHUTE, I1aBaTa, Oenus Apod win
CTaBUTE.

AKo0 MMaTe MPOIbJIKUTEIHO KbpBeHe, korato npuemate Clopidogrel TAD

AKoO ce mopexxeTe WIN HapaHUTE, MOKE Jla OTHEME MaJIKO [TOBeUE OT 0OMYaHOTO BpeMe, 3a Jia CIpe
KbpBeHeTO. ToBa € CBBp3aHO ¢ HaUMHA Ha JISHCTBHIE HA JIEKAPCTBOTO Ja MPEAOTBpaTsIBa 00pa3yBaHETO
Ha KPBBHU CheHpeny. [Ipu Maliku mops3BaHus U HApaHsIBaHUs, KATO HAIP. IOPSI3BaHE 10 BpeMe Ha
OpbCHEHe, ToBa OOMKHOBEHO ¢ 0e3 3HaueHue. Ako o0ade kppBeHeTo Bu Ge3nokou, TpsiOBa aa ce
CBBpKETE He3abaBHO ¢ Bamus nekap (Buwkrte Touka 2 “ [IpenynpexaeHus U npeanasHd MepKu”).

I[pyl“lrl HEXKEJTaHU JJEKAPCTBCHU PEAKIIUU BKJIIOYBAT

UYectu HEexellaHU peakiuu (Moxe Ja 3acerHar Jo 1 Ha 10 gymm):
Huapus, kopemHa 00J1Ka, JOIIO XPAaHOCMIJIAHE UM KHCEIHHU.

Heuectn Hexenanu peakiuu (Moxe na 3acersat o 1 Ha 100 gymm):
I'maBoGonue, cTomaIHa si3Ba, rajJicHe, MOBPBIIAHE, 3aleK, YBEIMYCHO KOJINIECTBO Ha Ia30BE B
cToMaxa WM YyepBaTa, OOpUBH, CbPOEK, 3aMasHOCT, yCeIllaHe 3a M3TPhIIBAHE U MPaByUYKaHe.

Penxu nHexenanu peakuuu (Moxe na 3acersat 1o 1 Ha 1 000 qymm):
CBeTOBBPTEXK, yroJdeMsaBaHe Ha I'bPANTE IPU MBXKE.

MHoro penku HexenaHu peakuuu (Moxe fa 3acerrart Ao 1 Ha 10 000 gymm):

JKbnrenuna; cuitHa kopeMHa 0oJika che Win 0e3 0oJka B Ibp0a; BUCOKA TeMIIepaTypa, 3aTpyIHCHHS B
JUIIaHETO TIOHSAKOTa PUIPYKEHH C KallUIIa; 00N aJleprIuHU peakuy (Hanpumep, o010 ycelane
3a 3aTOIUISTHE C BHE3AITHO 000 HEPa3IIoJIOKEHHE IO MPUIAIbK); OTOK Ha yCTaTa; MEXypH MO KOXKara;
AIeprUYHH KOKHH PEaKIUH; Bh3NaJIeHne Ha yCTaTa (CTOMATHT); TOHMKAaBaHe Ha KPHBHOTO HAISATAHE;
00BbpKBaHe; XaTIONUWHALNY; CTaBHA 0O0JTKa; MyCKYJIHA OOJIKa; MPOMSHA BbB BKYyCa HIIH 3ary0a Ha BKyca
Ha XpaHara.

Hesxenmanu peakiuy ¢ HeM3BeCTHA Y€CTOTA (OT HATMYHUTE JJAHHU HE MOXeE J1a ObJIe HalpaBeHa
OIIEHKA):

Peakuinu Ha CBPBXUyBCTBUTEIHOCT € OOJIKA B I'BPANUTE WU KOpEMa, CUMIITOMH Ha MIOCTOSIHHO HUCKA
KpbBHa 3axap.

OcgeH ToBa BamusT nexkap Moke 1a yCTaHOBH ITPOMEHHM B TIOKA3aTEIUTE MIPU U3CIIEABAHUATA Ha
KpBbBTa WIM ypUHATA.

CpoliaBaHe HA HeKeJAHHU PeaKkuuu

AKO ToTy4nTe HIKAKBU HEXXEIaHU JICKApCTBEHH PEaKIMU, yBeqoMeTe Bamus nexap nim apmaresT.
ToBa BKIItOYBA BCHYKU BH3MOKHU HEONMCAHH B Ta3H JINCTOBKA HEXeJaHU peakuu. MoxeTe ChlIo a
CHOOIINTE HEXKEIIAaHU PEaKIMK JTUPEKTHO Ype3 HAIlMOHAHATA CUCTEMa 3a ChOOIIaBaHe, IOCOYCHA B
[Mpunoxenne V*. Kato cho01aBaTe HeXXeIaHH PEAKIIMH, MOXETe Ja JaIeTe CBOS IPUHOC 32
MoJTy4aBaHe Ha MoBede UH(OpMaIIs OTHOCHO O€30IMaCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na cboxpansiBate Clopidogrel TAD
[a ce cpxpaHsBa Ha MACTO HEJJOCTHITHO 32 JeTia.

He u3non3gaiiTe ToBa JEKapCTBO CJIEN CPOKa HAa TOAHOCT, OTOCIISA3aH BhPXY KapTOHEHATAa OMAaKOBKA U
omctepa cnen “I'oxen 10:”. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCIEAHUS JCH OT TTIOCOYCHUS Mecell.

I[a CC CbXpaHsBa B OpUTMHAJIHATa OITaKOBKa, 3a J1a CC NPECAIa3u OT BJIara U CBETIIMHA.

He u3xBbpiisiiiTe nekapcTBaTa B KaHANU3aUUATa UM B KOHTEHHEPa 33 JOMAIIHYU OTHAIbIIH.
IMTomuraiite Bammus gapmarieBT Kak Aa U3XBBPIISITE JICKapCTBaTa, KOUTO Bede He U3Moi3Bare. Tesu
MEPKH LI€ CIIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATA CPEAa.

6. CbabpikaHHue HA OMAKOBKATA U AONMBJIHUTEIHA HHpopMauus

Kakso cbabpika Clopidogrel TAD

- AKTHBHOTO BEIIIECTBO € KIonuaorpel. Beska ¢punMupana Tadnerka chabpixka 75 mg
KJIonuaorpen (KaTo XUuIpOXIOPH)

- JpyruTre chCTaBKH Ca MEUKPOKPUCTAIHA LIETYII03a, KOJOUIEH Oe3BOJICH CHIIMIINEB THOKCH],
KpocnoBuIoH (T A), Makporoa 6000, XuaporeHupaHo PULIMHOBO Maciio B SAPOTO Ha
TabJeTKaTa ¥ MOJTUBHHIIOB aJIKOXO0JI, THTaHOB auokcun (E171), uepBeH xkene3eH OKCHT
(E172), xbat xkeneszen okeun (E172), tank u makporon 3000 BbB GHUIMOBOTO IOKPUTHE.

Kak m3raexknaa Clopidogrel TAD u kakBo chbABbp:Ka 0IaKOBKATa
OunMupaHuTe TaOENTKU ca PO30BU, KPBIJIH U JIEKO U3ITBKHAIH.
CeiiectByBaT Kyt ¢ 1o 7, 14, 28, 30, 50, 56, 84, 90 u 100 ¢puimupanu TabiIeTK B OJIMCTEPH.

He Bcuuku BU10BE ONTAKOBKH MOTaT Jia 6’BI[8.T ITYCHATH B npona>K6a.

IIpuTtexaTen Ha pa3penieHAETO 3a yHOTpeda
TAD Pharma GmbH, Heinz-Lohmann-Straf3e 5, 27472 Cuxhaven, I'epmanust

IMpousBoguTe
KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CnoBeHus
TAD Pharma GmbH, Heinz-Lohmann-Strale 5, 27472 Cuxhaven, ['epmanust

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/Ifl OTHOCHO TOBa JICKApPCTBO, MOJIsI CBBPIKETE CE C JIOKAJTHUA
MPEACTABUTCII HA MIPUTCIKATCIIA HA pa3pCUICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

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

Bbbarapus Luxembourg/Luxemburg

KPKA Bboarapus EOO/ KRKA Belgium, SA.

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

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

Danmark Malta

KRKA Sverige AB EJ Busuttil Ltd

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21445885
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Deutschland
TAD Pharma GmbH
Tel.: +49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0)6 671 658

EA\Lada
KRKA EAAAX ETIE
TnAi: +30 2100101613

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

France
KRKA France Eurl
Tél: +33 157408 225

Hrvatska
KRKA - FARMA d.o.o.
Tel: +38516312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 35314133710

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

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

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

Latvija
KRKA Latvija SIA
Tel: +371 6733 86 10

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

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

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

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

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

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

Slovenija

KRKA, d.d., Novo mesto
Tel: + 386 (0) 147 51 100
Slovenska republika
KRKA Slovensko, s.r.0.
Tel.: +421 (0) 2 571 04 501

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

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

JaTa Ha mocieaHo npepasriiexaane Ha JucToBkara <mecen I'TTT>

[Toapo6Ha nHbOpMaIKs 3a TOBa JIEKAPCTBO € MpeAoCTaBeHa Ha yeOcaiita Ha EBpornielickata AreHnus
0 JIeKapcTBaTa: http://www.ema.europa.cu/.
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