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CaspeUgHUZ We KB
1. HUME HA JEKAPCTBEHUA NNPOAYKT ‘i J 2 ﬁ []7 2[]22

cyem Al g b o pans

B

Tpombeke 75 mg bunmupans rabnetkn

Trombex 75 mg film-coated tablets

2, KAYECTBEH H KOJWYECTBEH CBhCTAB

Beaka dunmmupana Tabietka chIbpka 75 mg knonvaorpen (clopidogrel) (kato xuaporencyndar).
[TomommHy BEIIECTBA ¢ H3BECTHO AEHCTBUE;

Beaka duwimupana TabneTka ChIBbpKA 3 mg NaKkTo3a u 3,3 mg XMAPOreHUpaHo PHUMKORO MACIIO.
3a MBAHHA CHACHK Ha HOMOUIHHMTE BEUIECTEA BHKTE TOUKa 6.1,

3. JEKAPCTBEHA ©®OPMA

Puamnpana tabierka

Po3osu, Kpsyi, IBOHHO-H3NBKHANH, ¢ rpaBUpaH Haanuc “75" na eghara cTpana 1 “1171” Ha npyrata
CTpaHa.

4. KJHUHUYHU JAHHU

4.1 TepanesTHHHK MOKAIARUA

BTopHuHO Opeanaisale oT aTepoTPpoMOOTHYHE HHLHICHTH
Knonurmorpen e nokasaH npu:

*  BHIPACTHY MALHEHTH C AHAMHE3A 33 MHOKApIeH uhBapkT (0T HAKOIKO AHH 10 35 fHu),
HCXeMUH4EH HHCYIT (OT 7-MHEs JeH 10 6-THS Mecel]) WK YCTaHOBEHO NepudiepHO apTepHANHO
zalonaeade.

. BBIPACTHH NALUHESHTH C OCThP KOPOHAPEH CHHIPOM:

- Octip koponapeH cunapom Ge3 enepauusa Ha ST-cermeHTa (HecralHaHa CTEHOKApIHA
Wik MuoKapaeH uktapkt Ge3 Q-3n6el), BRTIOHHTENHO NANHEHTH HA KOHUTO € [IOCTABeH
CTEHT ¢JIEQ NEPKYTAHHA KOPOHAPHA HHTEPBEHIHA, B KOMOHHAIIMA ¢ AUETHICATTHLMIIOBA
kaceruaa (ACK).

- Octep MuokapaeH aadapkr ¢ encpauss ua ST-cermenra, B komGuuamma ¢ ACK upu
MEIVKAMEHTO3HO JIEKYBaHY MAlIHEHTH, TOIXOAAIH 32 TpoMOOINTHYHA Tepanus,

Ipy NauMeHTH ¢ IpexonHa cxeMuyHa ataka {Transient [schemic Attack, TIA) ¢ ymepeit o srgak
DMCK Wiy nek uexemudeH MHEYaT (Ischemic Stroke, [S)
Knonunporpen » komGuuauna ¢ ACK e nokazau npi:
- Brapactau naurents ¢ TIA ¢ yMepeH a0 Bucok puck {ABCD2! ckop =4) unu ¢ nek IS
(NIHSS?<3) 8 pamxure ua 24 vaca ot TIA unn ot IS cubutHero.

Ipennaipape oT 2TepoTPOMGOTHYHY U TPpoMGoeMBONUTHH HHIMAEHTH Oy (PSACBIIHG MBAJIEHE
Tpu BL3PACTHH NALHEHTH C NPeACEPIHO MBAICHE, KOUTO HMAT IOHE eNUH PHCKOB (akTop 33 CAORH
HHIMIOEHTH, KOHTO He ca NIOAXOINIIY 32 TeueHKe ¢ aHTaroHuceT Ha ButaMul K (VKA) # Kouro umar
HUCBK PHCK 3@ KbPBEHE, KJIOTIHA0IPEN & I0kazad B KoMOuHanna ¢ ACK 3a npegnazpane or
aTepoTpoMOOTHYHH M TpoMOceMOONITHE HHUMIEHTH, BRIOYHTETHO HHCYT.

! Bb3pact, KphBHO HAATAHE, KIMHAYHY XAPAKTEPUCTHKH, IPOXBIAKHTETHOCT H IMATHOIA 2aXa
% Cxana 3a HHCYAT Ha HALMOHATHATE VHCTMTYTH 10 3APARCONAIBAHE :
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33 JOMBIHUTE1HE HAQOPMAIRHA BHHTE TOYKa 5.1,

4.2 [lo3npoBKa H HAUHH HA NPHIOKEHHE

ﬂOI!HEOBKa

Buspacmuu u xopa & cmdpuecka go3pacn
Knonunorpen Tpa6ra a ce npunara KaTo enHAUYHA THEBHA 1034 OT 75 mg.
Tpu NANKEHTH C OCTBHP KOPOHAPEH CHHAPOM:

- Ocrep Kopouapen cunzipom Gez enepauna Ha ST-cermMeHTa (HecTaluiHa cTenoxkapaua
Hny MuokapacH Hadiapkt Oe3 Q-3nfen): nevennero ¢ KionuAorpen Tpa0Ba Aa 3aM0YHE ¢
eIMHMIHA HAaTOBAPRaLWA 1034 oT 300 mg nu 600 mg. Ipu mawHenT Ha FB3pact
<735 ronpHHu MOXe Aa ce 00MHICIIM HaTOBapealla Ao3a 600 mg, KOTATO Ce NPeABHKIA
REPKYTAHHA KOPOHADHA HHTEPBREHIMA (BXK. Touka 4.4). JledeHueTo ¢ xlonunorpen tpatea
ia 6b/le MPOIBDKEHO CBhC 75 ME BEIHBH THEBHO (C ALETHICATHIIIOBA Kucenuna (ACK)
75 mg - 325 mg anesHo). Toil xaro mo-BucoknTte no3d ua ACK ce cBbp3BaT ¢ nopHuien
PHCK OT KbpBEHE, Ce NpenopbtiBa Ao3ara Ha ACK na e npepnmaga 100 mg,
ORTHMATHATA NPOABIGKATENHOCT Ha ieYSHWETO He & OQHUMANHO YeTaHoBeHa, [laHHATE
OT KIHHEYHY MPOYUBAHHA Ca B [IOAKpeNa Ha yioTpebara Ha Knomuaorpen 0o 12 Meceua,
KaTo MakcHManeH edext ce Habmonaea ua 3-ps Mecer (BK. Touka 5.1).

- Octbp MuokapaeH uHPAPKT ¢ eneBanus Ha ST-cerMeHTa: RIOIMOOrpeN TpAGBa 14 Ghae
npunarad K4TO eMHOKPATHA NHEBHA 71038 OT 75 mg KaTo ce 3amo4ea ¢ 300 mg
HatoBapsaiia 103a 8 kombunanny ¢ ACK n o/6e3 TpoMBOIMTHIIH. 338 MEIMKAMEHTO3HO
NexyBaHH MallMeHTH Ha BB3pacT Haa 75 rojdHu Ktoungorpen tpabea Aa ce 3anouHe Ge3
Haropapeawa fo3a. KomGunuparo nevexue 1pabra na ce 3anoune BE3IMOXKHO HAH-paHG
CNeJl HAYaoTo HA CHMITTOMHTE U I3 OBAS [PoABIDKEHO NMOHE 33 YETHPH CEaMMI.
[omsara ot koMGuEHpaHeTo Ha Knonugorpen ¢ ACK 3a oBede OT YeTHPU CERMHIM HE €
funa ipoyBaHa MpH TOBA ToKa3anue (B, To4ka 5.1).

Brapactay nanmentn ¢ TIA ¢ yMepeH 10 BUCOK PHCK WM Nek 1S:

IIpw v3pacThi maunentd ¢ TIA ¢ yMepeH ao Bucok puck (ABCD2 cxop >4) unu ¢ ek IS (NTHSS
<3) TpsiGBa 14 ce MPHIOKK HATORAPBALIA 1038 KITomuAorpen 300 mg, nocaensana o1 75 mg BenHBXK
zuepno ¥ ACK (75 mg - 100 mg senHsx Anesno). JTeuenueto ¢ knomiporpen s ACK Tpabra aa
3a110'THE B PAMKMTE Ha 24 yaca cien cuOMTHETO U 13 HpofsiikK 21 JHH, MOCIEABARO OT
AHTUTPoMOOUMTHA MOHOTEPRNHA.

TlpH nalHeHTH ¢ MpencLPAHO MBKILHE, KNOMUIorpen TpAGEa 2 Ce MPHIAra KaTo eABOKPATHE JHEBHA
acza or 75 mg. ACK (75 - 100 mg nueBHo) TpadRa 13 ce 33T0YHE U A2 NPOILLIKA B KOMOHUHALMS C
KAonuAoTpen (Bx. Touka 5.1).

Axo e nponycHara J103a’
- B PAMKMTE HA NO-Manko oT 12 yaca crep peloBHO ONMPEAeneHoTo BpeMe: MaLHSHTHTE
TpsOBa a NPHEMAT 103374 Ke3abaBHO W [OCNe Ja NPUEMAT CReBAIATA 1033 B PENOBHO
OfpengsilcHOTO BpeMe.
- Npw noseve oT 12 Haca: maumeRTHTE TPAGBA A3 HPHEMAT CIEARALIATA 1033 B PEIOBHO
OIPEIENIEHOTO BPEMe U He TpADRA 13 YIBOSBAT J03aT4.

Hleduampuuna nonynayus
Knonuporpesn #e tpadsa ga ce npuiara NpH Zeua NOPaay choOpaKeHHs OTHOCHO eHKACHOCTTA (B,
To4Ka 5.1).

Bwbpeuno yapeycoane
TepatniesTHIHHAT ONHT € OTPAHHYEH NPH naynenTH ¢ 0LGpeyHo vepexaade (sxk. Touxa 4.4),

HeproopobHo yepexcoane
TepanerTHUHUAT ONUT € OrpaHHYeH NPH NANKUEHTH C YMEPEHO H3PA3EHO YepHOIpoGHY 326
0Pk KOHTO Mo3Ke 12 HMa XeMoparudsa guaresa (sx. Touxa 4.4).




Haupn na nppnokeHpe
3a TIepopAITHO HPHITCHKEHHE.

Masxe na ce nprtara cbc Uns Ge2 xpana.

4.3 [porHBonoKazaHHA

. CBpBXYYRCTRUTENHOCT KbM AKTHEHOTO BEUIECTEC MITH K'BM BAKOE DT OMOIHHTE BSIISCTBA, |
ONHCaMH B TOYKA 2 MIIH Touka 6.1,
. Texxo yepHoapoGHO YBpeKaaie.

AKTHBHO TATOMOTHYHO KBPBEHE KaTO NENTHYHA 2382 WIIH HHTPAKPaHHAJIHA XeMOoparus;.

44 Coeumanun npexynpexIeHus o NpeaNasHiE MEPKH IPH yaoTpeda

K%QBEHE U XeMATOIOTHUHN HAPYIUCHHA

TTopany pUCK OT KbPBEHE M XEMATONOTHYHH HENeNaHH NEXK2PCTBEHN PEaklu, BeHara Tpabea Ja ce
B3eMe NMPeABHA ONpene/aHeTo Ha KPHRHATA KapTHHA WHIK APYIY NOAXOMALIH H3CISIBAHNAA, B CTyYal
Ha [104B7 HA KITMHHYHH CHMIITOMH, HACOUBALIYM KbM KhPBEHE 110 BPEME Ha IeweHHeTo (K. Touka 4.8).
[Mosio6HO 1A APYTH aHTUTPOMBOTHINK CPEXCTRR, KIIONUIOTpen TpaOBa Aa ce NPHIIATA C BHUMAHUE
OpH NAUHEHTH, KOKTO MOXKE 113 CA M3N0KEHM Ha ONACHOCT OT YCWIEHO KbPBeHe OPaax TPaEMa,
XHPYPTHYHA HHTEPBEHLHA WIH APYTH MaTOAOTHHHH CLCTOAHHA K IIPY HAUHEHTH, NeKkysanu ¢ ACK,
XenapuH, rmoxofipotenH 11b/1lla nuxuGuTopy KN HeCTEPOHIHK NPOTHBOBLANATHTEIHH JIEKAPCTBA
(HCTIBJY), Brntountento COX-2 MHXMOHTOPH WiV Ce/TEKTHBHY HHXHOHTOPH Ha o6paTHOTO
3axBalaKe Ha cepoToHnna (SSRIs), wnu cuay HHaykTopH Ha CYP2C19 unp npyru nexapcreeHn
MPOXYKTH, CELP3AHU C PHCK 0T KBPBEHE, KATO NeAToxchbunuH (8x. Touka 4.5). [TlanuenTure tpatsa
Aa OBaaT BHUMATENHO HAGNIONABAHY 34 NPUIHAUM HA KBPBEHE, BKIIOYHTENHO H OKYJITHO KbpBEHe,
0c00eHO MNpe3 IMbPBUTE CeAMUUM HA TEYSHHETO WHIM Ci1e]l MHBA3HBHY KapIMONOTHYHY IPOLEYPH
it Xupyprus. EZHOBPEMEHHOTO IIPHJIOKEHHE Ha KIOMMIOTPEST ¢ ePOPAITHI ANTHKOATYIAHTH HE c&
TIPENOopPLUBA, THA KATO MOXKE A2 YBEIVYH HHTCHIHBHOCTTA Ha KbpyeHe (BXK, Touka 4.5),

AXO NalMeHTHT NOIIEKH Ha IUTAHOBA ONIEPAINA W AHTHArPETAHTHUAT ePeKT & BPEMEHHO Heskenas,
KNonuuorpen Tpsdea a ce cupe 7 AHM Nped XAPYpriavHaTa nuteppesnnd. Nannedture tpabea aa
HHQOPMHPAT JeKapHTe H 3560MexapHTe, Ye NPUEMAT KIIONHAOTPE IPENK HACPOUBAHE HA XHPYPrimHa
MAHHNYI31MA U PEIH NPHEMAHETO HA HOB JIeKapcTBen npoaykt. KnonxHaorpen yabsmkaba speMero
Ha KbPBEHE H TPAGEA 18 C€ NMPUARTE € BHHMAHRE OpH NAUBEHTH, KOWUTO MMAT HAPYINCHMS, Che
CKIIOHHOCT KbM KBPBEHE (CNEUHMAIHD CTOMAIIHO-UPEBHH ¥ BBTPEOTHH ).

[MammerTure TpAGea fa GhART YBEROMEHH, Y€ BPEMETO 33 CIIMPAHE HA KbPBEHETO € MOo-
NPOIETKHTENHO 0T 00HYANHOTO TIPY NIEYSHHE ¢ KIOMHACTPeN (CAMOCTOATEIHO WAK B KOMGHHALINA ©
ACK), a Te 0T cros CTpaHa TpAGBa Ja HHOOPMHPAT CBOA JIeKap 34 BCAKO HEOOWYAlKO KbpPREHE
(OKATH3ALHUA HITH BEONBILKHTENHOCT),

YnotpeGara na wionuporpen 600 mg HaToBapRalua 1032 He ¢e NPeNnopbYea NPH TAIUEHTH ¢
OCTB{} KOPOHAPEH CHHAPOM be3 enepaliust na ST-cerMeHTa U Ha BBH3PACT >75 rOAMHK NOPAIK
TIOBHIHEH PHCK OT KBPBEHE IIPH Ta3K I0TYNaLMA.

TpombotryHa TpoGotgronenyya ypypa (TTIN)

Cayyau Ha TpomGoTHuHa TpoMBonMTONeHydHa mypiypa (TTTT) ca toknansanu MBOTO panke ciien
yRoTpeba Ha KNOMUAOTPEN, IOHIKOra # C1el KpaTkoTpaiino esenue, Ta ce XapaxTepusupa ¢
TpOMOOUUTONEHNS ¥ MUXPOANTHONATHYHA XEMOIIHTHYHA AHEMUN, IPUAPYIKEHA C HEBPONGTHIHH
vimeHens, GuOpeuna nuchyHuus unk debprauter. TTII e noTenuyanto GaTalHo ChCTOAHME,
H3KCKBAUIe 0BP30 neydeHue, BKROYHTENHO wiazmadepesa.

[Ipunobura xemodrwnus




Che HiH Ge3 KppBede, Tpa0Ba la ¢e aMa npensuy npuaoduTa xeModunus. [lauueHRTnTe ¢ HOTEEPASHA
nuardosa npunobuta xemodinus tpadsa na ce HaGNrONABAT H TEKYBAT OT CHELHATHCT H
OPUIOKEHHETO HA KiONKAorpen TpaOBa A4 o¢ PeyCTAHOBH.

Cropomied HCXeMPYeH MHCYIT
3anousane na mepanuima

=  Tlpu naumenTtd ¢ ocTep Nek IS wnu ¢ TIA ¢ ymepen g0 Bucok pHek, DBoHHATR
anTHpoMOounTHa Tepanna (knonuporpen ¥ ACK) tpabea na 3anoute He Mo-KbCHO OT
24 uaca cren HAYaIOTO HA CHOHTUETO,

»  JlunacsaT JaHHH OTHOCHO CHOTHOIUSHUETO TIGIN3a-PHCK PH KPaTKOCPOUHA HBOHHA
AHTHTPOMOOLNTHA TepanKA A HAUHEHTH ¢ ocTER nek JS nan ¢ TIA ¢ yMmepeH 5o BHCOK
PHCK ¢ AHAMHE3A 33 (HETPABMATHYIEH) BeTpeYepenet KPbBOH3IIME,

»  Tipu naupeHTH ¢ IS, kOiTO He € NeX, MOHDTEPaNHITa C KIONMAOTPEN Tpadsa da 3anouHe
caMo crien TBPBUTE 7 JIHH 0T CHOMTHETO.

Hayuenmu c IS, xotimo ne e aex (NIHSS>4)
IIpenenn nuncata Ha AaHHH, HE Ce NPENOPEYBA HINON3BAHETO Ha ABOHHA AHTHTPOMGOUHTHA
Tepanns (B, Touka 4.1).

Cropouted aex IS uru TIA ¢ ymepen do sucox puck npy nayueHmy, 3 KOWMO € ROKA3GHA Uil
WIGHUPAHA UHMEPBEHYUA
JIMncRaT JauAM B NONKpPENa HA M3NON3BAHETO HA IBOMHA AHTUTPOMOOLMTHA TEpATIU MpH
NALHEHTH, 33 KOUTO € NOKA3IAH0 ISYEHAE C KAPOTHIHA SHAAPTEPEKTOMHEA UITH HETPABACKY IApHA
TpoMBEKTOMNA, WNH NPH [AUUEHTH, NNAHUPAHH 33 TPOMOO/IH3A KN AHTHKOATYTIAHTHA TEPamin.
B 1€3u cuTyalisu He ce ipenopbysa ABCHHA AHTUTPOMOOLIHTHA Tepanus.

Uuroxpom P450 2C19 (CYP2C19)

dapmakoreHeTyka: [Ipn manvenTure, konto ca chadu CYP2C19 MeTabonuzatopy, KNOMIMAOTPE B
NperopsYHTENHMTE JO3H 00pa3ysa [0-MANKO OT AKTHBHHA META00AUT Ha KIIOMHAOrPET H HMA 0-
Manbk edeKt RepXy TpoMOoLHTHATE dy iR, ChHECTBYBAT TECTOBE 33 HOSHTU(GULIMPAHE HA
CYP2CI9 resoruna sa nauuenta,

T'it KaTo KNOMHIOTPEN ce MeTalonusnpa ACTHYHG OO CROA akTHseH MeTaboant ot CYP2C19,
ynoTpeGara Ha NexkapCTBEHY NPOAYXTH, KOUTO MHXMONPAT AKTHBHOCTTA Ha TO2H EH3NM, CE 0YaKBa fa
N0Befie [0 NOHWKEHY NeKAPCTREHI HHBA HA AKTHBHHA METaGoNT Ha wicnunorpe). Kivuauuuara
3HaTHMOCT Ha T0Ba B3auMonelicTeue ¢ HemsAcHeHa. Kato npeanasxa Mapka fie Tpabsa ga ce
H3NONIBAT eHOBpeMeHHe cHTHH Wi yMepeHs CYP2C19 waxnburopH (8. Touka 4.5 3a CMHCHK Ha
CYP2C19 nHxubntopy, BX. CHIIO TOUKA 5.2).

YrotpebaTa Ha NeKAPCTBEHU NIPOAYKTH, KOMTO HHAYUHpaT akTHBHOCTTA Ha CYP2C19 ce oyaksa 1a
AoBeje A0 NOBHUIEHH HHBA HA AXTUBHUA MeTalONMHT Ha KIOMMAOTPRN H MOKE 14 YBEIHIH PUCKA OT
KepBetie. KaTo npeniaina mapxa 1padea fa ce H304Area CpIETCTBALIATA YIOTpeGa Ha CHITHU
unayxropn Ha CYP2C19 (k. Touxa 4.5).

Cy6etpatrna CYP2C8
HeolxoanMo ¢ NOBULIEHC BHUMAHHE IIPH TNALHEHTH, IEKYBAHU AHOBPEMEHHO C KTOTIHAOTPE H
NexkapcTBEHH Npody KTH, cySerpate na CYP2CS (Bi. Touka 4.5).

KpbeTocaHa peakTHEHOCT MEXAY THERONHDHAMHHTE

Ha nauuentiTe TpaGRa 1a ce CHEME AHAMHESA 38 CBPBXYYBCTBHTENHOCT KbM THEMOTHPHAHHN (KaTO
KNOMHNOrPen, THKACIHANE, NpacyTpen), Thil KaTo ce cholLIaEa 3a KPBCTOCAHA PEAXTHRHOCT MEKLY
THEHOTUpHIKHKTE (BXK. To4Ka 4.8). TUeHOMMPUAHHETE MOTAT A8 DPHIHHAT JISKH 10 TEXKH




HA CHUIATA MK JPYTa Peakiiua KbM Ipyr THeHonupuauH Ilpemopsysa ce Habmonexue 3a npusHany
HA CBPBXYYBCTRUTENHOCT NPH NANEHTH ¢ HIBECTHA ANEPrHA KbM THEHOMHPHIHHM.

Bv6peuHo yepexcnane
TepanepTHYHHAT ONUT ¥pH NaUMEHTH ¢ 60peUHO YEpeknane e orpaHudeH, Cnedoearento npH

TAKHMEBa Mau¥eHTH KNOMUEOTPE Ce NpHiara ¢ MOBUIIEHO BHUMaHuUe (BX. TouKa 4.2).

UepHonpobHo Yepexiane
OnutsT € orpaHnuer APy TAUHEHTH ¢ YMEPEHO H3PA3eHo depHoapoGHo 3a601ABaHE, KOHTO MOTAT O3

HMaT xeMoparMiHa guaresa. I1o Tasy npruMBa Knonumorpen Tpadea Ja ce nmpuiara ¢ [oBUIIeHo
BHAMAHNUE TIPH Ta3H MOmynanns (8K Touxa 4.2).

Tomoniny BemecTsa
Tpomfiexc coabpika axTosa. [auueHT ¢ peaxy HacneAcTBeHH npobaeMy HA rajlakTO3HA

HENOHOCHMOCT, o01a NaKTa3Ha HENOCTATEYHOCT HITH TTIHOKO30-TANaKTO3HA Mana6cop6um, He TpHGBa
Ja mpHeMaT TOBA JIGKAPCTBO.

Toau nexapcTBeH MPOOYKT CHABPKA XUAPOIEHHPAHO PRUMHORG MACIIO, KOSTO MOME Na MPHHHHH
CTOMaUIRO pa3CTPORCTRO M AHAPHA,

4.5 BiaAmogeiicTBHe ¢ APYIrH NeKAPCTBECHA NPOJYKTH H ApYru dopmu Ha B3anMoneficTBre

JlekapcTeeHM NPOYKTH, CBBPIAHH C PHCK OT KEPBEHE
CerlllecTBYBa TOBHIUEH PHCK OT KBPBEHE NOPATH MOTEHIHANHIA aduTused edext. EanospeMentoto

[PHIOHEHHE HA TEKAPCTBEHH NPOOYKTH, CBEP3aHH ¢ PICK OT KBpBeHe TPAOBA 4A Ce M3BLPILEA ¢
NOBMILEHO BHEMaHWe (Bx. Touka 4.4).

Hepopannu anmukoazyranmu

EIHOBpEMEHHOTO MPUNOKEHHE HA KIOMUI0TPeNT ¢ NepOpaTHi aHTHKOAI'YRAHTH He C€ NPERopLIBa,
THE KaTO MONKE 2 YBEJHIYH HHTEHINBHOCTTA Ha xbppeHe (BK. Touka 4.4), Boupeks, ye
NPUNOKEHHETO Ha Kionuaorpen 75 mg/AHeBHO He npoMeHs bapMakokHHETHEATA Ha S-Bapdapiu umu
Mesxnynaponsoro Hopmanusupano Crornomenue (INR) npi naumeHTH, nomy4asaum
NPOTEMKHUTENHA TEpaniA ¢ BapdapyH, eTHOBPEMEHHOTO NPWIOKEHHE HA Knonuaorpen ¢ papdapun
IOBHIIABA PYCKA OT KBPBEHE IOPAAH HE3ABUCHMH eeKTH BBPXY XEeMOCTA3ATS,

Imoxonpomeun b/HTa wxubumopu
Knonugorpen 1pabBa ce fpuiara ¢ NoBHOIEHO BHAMAHIHE NPH (ALUEHTH, KOMTO IIPHEMAT
enqHoBpemenHo rokonpotey [1b/Illa muxubnropu (Bxk. Touka 4.4).

Ayemuwicanuyuroéa rkuceruna (ACK)

ACK xe npoMens knonuaorpen-MensnpanaTa REXHOMIMA Ha AJD-uHaynupanaTa TpoMOoudTHA
arperaius, HO KOTHAOTPeN yeiwisa edexTa Ha ACK BLpXy KonareH-nsayuipanara TpoMGounTHa
arperaius. Eanospementore npunoxerue va 500 mg ACK neyxpartio JHerHo 3a eauH nen obaye, He
YOBLIDKARA 3HAYMTENHO BPEMETO HA KbPBEHE, MPSAH3BHKAHO OT MEUSHHETO ¢ KionHaorpei. Beamokio
e QapMakonMHaMHYHHO B3aHMoelcTaie Mexay xnonugorpen 1 ACK, koeTo yBenyaea pucka ot
kvpeeHe, CnenoBaTenHo, eNHoBpeMeHHATa UM ynotpeba Tpa6Ba fa cTapa ¢ MOBUIIEHO BHHMaHueE (BK.
To4Ka 4.4). Brapeku tosa knomigorpen 4 ACK ca npunarasy eIHoBpeMEHHO B0 e1HA MOAHHA (BAK.
Touka 5.1).

Xencpun
B xannuyHO npoyvBare NpU 3ApaBd X0pa KNOMHIOrPeN He Hanara NpoMAHa Ha J03aTa Ha XenapuHa,
HUTO TIpoMeHa eeKTa My BhpPXY KOATYNALMATA. EAHOBPEeMeHHOTO NPUNOKEHHE ¢ XSTIApHH He &

A0BeNG 10 eekT BFEPXY MOTHCKAHETO HA TPpoMGOLUTHATA ArPETraliuA NPEIN3RHKAHO OT KNOMHMAOT
B13m0iKHO ¢ dapMakoIMHAMHYRO B3AHMOASHCTENE M&XKNY KIOMHAOTPEN H XeMapHH, KOeTo
yBENMYaBsa PHCKa oT kepacHe. ClienoBaTe/IHo, eOHOBPEMEHHATA HM ynoTpeba Tpatea ka ¢
NOBHLIEHO BHUMAHNE (BXK. ToUKa 4.4).
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TpomGoaumuyu

Be3onacHoCTTa Ha €AHOBPEMEHHO NIPHITOKEHHE Ha KIOUMAOTpe, GHOpHH m1H He-QuEpHH
cnenuduIHY TPOMGOIUTHIHM ATSHTH % XENAPUH € OUCHEHA TIPH TALMEHTH C OCTEP MHOKAPAEH
uHQapkT. HecroTata Ha KTURHIHO JHAYHMOTO KbpBeHe e 61na CX0Ha ¢ TasH, HabMoIaBaHa Py
€AHOBPEMEHHO TIPUIONKEHHNE Ha TPOMGONHTHYHN arenTd u xemapu ¢ ACK (mk. Touxa 4.8).

Hecmepouonu npomusoessnaiumenny cpedemaa (HCHIBC)

B WIHHUYHO OpPOYYRAHE [IPOBENCHO NPH 3APARY KOOPOBONLY, MHOBPEMEKHOTO NPHIICKEHHE Ha
KAORMHZOIPEN H HANPOKCEH NIOBHIDARA OKYITHHTE CTOMALNHO-YpeBHM KPbBOM3Aueu. [lopaau ninca Ha
npoy4saHua 3a B3aumMogeicTBus ¢ apyra HCIIBC o6ayve, noHacTosmeM He € SCHO MANH UMa
NOBUILEH PHCK OT CTOMAIIHO-YpEeBHO KbpBeHe ¢ enukd HCTIBC. Crenoratenno HCIIBC,
exmrogHTenHe COX-2 pxubuTopH, B Knomunorpes Tpatsa Oa ce NPILTATAT SAHOBPEMEHHO C
MOBHIUEHO BHUMAHHE (BiK. TOUKA 4.4},

Cenexmusru wixubumopu ka obpamnomo 3axeaqujane na cepomornuia (SSRIs)
Tt kato SSRIs nosnuaABar TpoMEOLIMTHATA AKTHBAUKMA W MOBHLIABAT PHCKA OT KEPBEHE,
EMHOBPEMEHHOTO NprnokeHue Ha SSRIs ¢ xnonuomen TpAOBa a cTaEa ¢ MOBHILEHO BHUMAHHE,

Jpyro ChUbLTCTBAO NeUeHne
Huovemopy na CYP2C19

Tsif xato Knonumorpen ce MeTabonH3Hpa N0 HEreBUA aKTHBEH MeTaboauT Jactiuno ot CYP2CI19,
O4aKsa ce ynoTpebara Ha neKapCTBEHH NPOMYKTH, KOHTO HHAY MPAT aKTHBKOCTTA Ha TO3H SH3MM, A3
ROBeZie 20 NOBHIUEHH HUBA Ha aKTHBHYA MeTa0OJKT Ha KIOMHAOTPeL.

Puamnuuiiy cunno uuayumpa CYP2C19, koeto Boau KakTo K0 NOBUINEHH HUBA HA aKTHBHHA
MeTaGGadT Ha KneHerpen, Taka H A0 HHXuOHpane Ha TpoMOOUATHTE, KOETO B YACTHOCT MOXKE 13
YBENKYH PUCKA OT KbpBeHe. KaTo npeanasua Mapka TpAGRa Za ce #304rsa CHIBTCTRAIATA ynoTpeba
Ha cunHK vanyktopy Ha CYP2C19 (k. Touka 4.4).

Huxubumopu na CYPICI9

Thit kato xnonunorpen ce MeTaGomuanpa uactuuuo ot CYP2CI9 no Heropusa akTusen MetaGonur,
OuaKBa ce ynoTpedaTa Ha MEKAPCTBEHH NPOIYKTH, KOHTO HHXHOMPAT AKTUBHOCTTA HA TOIM SH3UM, 13
IOBEIE N0 MOKMKEHH JIEKAPCTRCHN HHBA HA AKTHBHHA MeTa(oMHT Ha Kiomugorpen. Kiminnunara
3HAYUMOCT Ha TOBaA B3aUMOIeHCTBIE ¢ HemsacHeHa. Kato npeanazua Mapka He Tpsabsa ja ce
H3NOM3BAT SAHOBPEMEHHO CHTHE HITH YMepeRH CYP2C19 uaxuburops (8. Touku 4.4 u 5.2).

JlexapcTeennTe HPOXYKTH, KOMTO €A CHTHM WIH yMepeHu Huxuburopu Ha CYP2C19 sxmounar
HaTpUMEp OMENPa3oN H e30Menpasol], dIryBoKCaMuE, (IyORCETHH, MOKNOGEMA, BOPHKOHAZO,
{1yKoHa30:, THKNOMMAMH, KapbaMasennH i edasupeny,

Huxubumopu na npomonnama nomna (PP1)
Omenpazon 80 mg BeNHDK THEBHO, PANIOKEH N0 SIHO M ChIO BPEME C KNONMAOTPEN WIH C
HHTEPBAT 0T 12 waca Mexly MPIICHCHHETO Ha JBETE JNeKapCTEa, HAMAMNBA EKCNO3HLMATA Ha
axTuBHUA MeTabonut ¢ 45% (HaTosapsauia x03a) 1 40% (moganpkaria xo3a). Hamaiensero e
cebp3atio ¢ 39% (narosapralna 103a) 1 21% (nogaspiKalla A03a) TOHIKABAKE Ha HEXHOUPAHETO HA
TpOMGOLKTHATA arperawud. OuaKea ce €30MEHpa3os A2 Noka3sa NeobEo BraMMoneiicTEHE ¢
KIOTIHIOTpeL.

Cpolwasany ca NPOTHBOPEYMEY NAHHH OT KIMHIUHUTE 32aKTOUCHNA 33 TOBA HapMAKOKMHETHIHO
(@K)/papmakonunamuno (DJI) B3arMopelictBHE 0T eINa TOYKA HA 3HAYHMH CHPACTHO-CHIOBH
cHOMTHA 1 OT 06CEepRALMOHHY U OT KIMHHYHY OpoyusaHua. Karto npeanassa mapka He Tpabea aa ce
H3(ION3BAT €JHOBPEMEHHO OMENPA30T HNK e30Menpazon (BK. Touka 4.4),

Ha6monasaso e no-cnabo napaseHo MOHMNKEHHE HA METAGOIMTHATA €KCIIO3HIIMA C NAHTOTID
Niax3onpazon. TlnasMennTe KOBUCHTPAHH Ha aKTUBHEA MeTA00IMT ca NoRHKeny ¢ 20%
(naToBapBailia 103a) H ¢ 14% (mopaspxkama 1032) 0o BPeMe Ha ChILTCTBALIO NEUSHHE ¢
80 mg eenupix nneBHOo. ToBa € CEBP3AHO ¢ NOHIDKEHHE HA CPEAHOTO HRXHOHpaHe Ha




arperattus ¢ 15% u 11% cpoterno. Tesy pesynrati nokassar, 4e KIOIHMIOIPEN Moxe a Ghie
APMJIATAH C MAHTONPA3oII,

Hsama foxasatencTsa, 9e ApYrH NEKapCTBEHU NPOAYKTH, HAMAIABALK CTOMAIHATA KHCETHHHOCT KATO
H: Groxepure unu anrnaunante noBauABaT aHTHTPOMOOLINTHATA AKTHBHOCT Ha KIONUOOTPeET.

Anmupemposupycna mepanus (APT), komGunupana ¢ apmaxoxunemusen enxancep

[Tauuenry ¢ HIV, nexysanu ¢ anruperposupycHa tepanus (APT), komOuRMpaua ¢
dapMakoKHHETHYEH EHXAHCED, €A H3JI0KEH! HA BUCOK PHCK OT ChIOBH CoOUTHA,

Habaonasana e 3Ha4NTENHO HAaManeHa TPOMOOLMTHA HHXMEHIMA Npy nauuenTu ¢ HIV, nexyeany ¢
APT, nogcunena ¢ pUTOHABUD HTH KOGHUMCTAT. BIIpeKy Ye KIBHIMHOTO 3HAYCHNE HA Te3H HAXOIKH
€ HECHTYPHO, MM CIIOHTAHHY Cpobmenua 3a HIV-undextnpany naudenty, nexysanu ¢ APT,
NOACHAEHA ¢ PHTOHABHP, KOMTO C3 NOTYYNIIH NOBTOPHH OKITYIUBHU CLOKTMA Cned Bh3CTaHOBABAHE HA
NPOXOAHUMOCTTA, WU ¢4 NPETHPITENH TPOMOOTHHHY CHOUTHA IPH HATOBAPBALIATA CXEMA HA JIeYEHNE C
Knostagorpen. Cpeanata TpoMGOUMTHA HHXUGHIHA MOXE fa GBI¢ HAMANEHA pH CBNBTCTHALIA
yroTpeta Ha KAOMAKOIPe B PHTOHABHP. CHENOBATENHO, CHIIFTCTBANIATA ynotpeda Ha KNOnUAOTpen
¢ noncunens APT TepanuK He ce npenopsusa.

l! pyrd IEKEPCTBECHHE MPOIYKTH

3a mpoyueaHe Ha NOTEHUHANHH hapMaroAHHAMUHE o DAPMAKOKHHETHYHH B3aHMOAEHCTBHS Ha
KJIOTIHAOTPEN H IPYFH CLOBTCTRALIN NEKAPCTBEHH fPORYKTH, CA NPOBEACHN 3HAYHTENCH GPOLi
KIMHEYHA Npoyusania. He ca HaOMIORaBaHE KHHHYHD 3HAYIMH HapMaKOIHHAMEYHK
B3alMOJICHICTBHS KOTATO KNOMHMAOFPE € NPHIAFaH eTHORPEMEHHO ¢ ATEHO.I0/, HU(IEAHTIMH, HiH ¢
ATEHONION 0 HNQEeAWTHE 3aeaH0. GapMaKoIMHAMIUHATE AXTHBHOCT Ha KIOTMAOIPe HE C¢ TIOBIHABA
IHAUUTENHO NPH EAHOBPEMEHHO TPHIIGKeHHE ¢ deHOGapOuTan i ecTpores.

PapMakOKHHETHKATE HA AHIOKCHH MITH TEODHIIUE He CE IIPOMEH OT eHOBPEMEHHO MPH/IAraHe Ha
KIONHIOrpeN. AHTHALUANTE HE TPOMEHAT cTeneHTa Ha abcopOuHs Ha KIOTMAOIpEl,

Hasttn o1 npoyysatero CAPRIE noxaisat, ye dhenntonH u TonGyTaMull, KOWTO ce MeTaboaMIupar ot
CYP2C9, morar Ge3onacHo na ce NpUNaraT eIHOBPEMEHHO ¢ KAGTHAOTPER.

Sexapemgenu npodyxmu, cyb6empamu na CYP2CE

[Nokasano e, ue KNONUROTPEN NOBHINARA EKCTIOIHUMATA Ha PENATMHNA IPY 3Apari 206poso. In
Vilro NPOYYUB2HHA NOKA3RAT, Ye NOBHIIABAHETO HA EKCIOZHIMATA HA PENAriiLUL C& JL/DKH Ha
unxubupase va CYP2CS ot rmoxypoHosra MeTaGonuT Ha k1omuporpen. Mopany puexa ot
TIOBHIUIABAHE Ha TUIA3MEHHTE KOHUSHTPAUMH, €IHOBPEMEHHOTO NPHITMKSHHS Ha KIOMATOTPEeN H
NeKapcTBa, KOHTE e enuMiHupaT npeauMuo 9pe3 CYP2CS merabomusem (Hamp. penaravaum,
flaKnurTaxcen), Tpsabea Aa ce npeanpUeMa ¢ MOBRUIEHO BHHMANHE (BX. TOUKa 4.4).

Ocgex nopmaunsta 3a crenudUIHATE NEKAPCTBERH B3aNMMO/eHCTBHA NPeacTaBeHa No-TOpE,
MPOYYBAHWA 32 B3AUMOASHCTRUA C KIOTIMAOIPEN H HAKOH APYTH ASKAPCTREHH NPOAYKT, NIPWIArABH
YECTO NpH NALUNEHTH € aTepOTPOMBOTHUHE 3a00NABRAHNA He Ca NpoBeKHaHK. [TaunentuTe, yaacTeaty
B KIIHHHYHHTE OPOYUBaHUA ¢ KNOIACrpen 6Ha4e, £a Nomyyasanyd ronaM Gpoil ChIkTeTaIH
ACKapCeTBeHK MPOLY KTH, BRIIOUBALIK AXyperutin, Geta Gnokepu, ACE-unxuburopu, kannuess
AHTATORHCTH, XONECTEPON NOHHAKABALIY ICKAPCTEA, KOPOHAPHH BA30IHIATOPH, aHTHAHAGETHY
7eKapCTBa (BKIOMHTENHO HHCYTHH), aHTHEIMLIENTHIHY nekapersa, m GPHb/111a anTarouncru 6e3
MoKA3aTENCTRA 33 KIIMHITHO 3HAUMMH HeskeNlaud p3auMojielicTeus.

KakTo u nipu apyru nepopank P2Y 12 HEXHGHTOPH, €HOBPEMEHHOTO HPHIIOKEHHE HA OIMOMIHH
arOHACTH IMA MOTEHIHAT 13 336aBH ¥ HaManK aCcopOuHATA Ha KIONUAOTPEN BEPOSTHO MOpaji
3abageno usnpaspane Ha cromaxa. KAHHMYHOTO 3HaveHHe He e K3secTHO, Tpabea na ce obMuC

Posyveacmamuu



VeTaHOBEHO €, 1€ KIGHHA0rpen NMOBHINABA CKCNO3IHUNATA HA DOZYBACTATHH NPH MALIHCHTHTE 2 neTH
(AUC) ¥ 1,3 mpan (Cmax) cnea npunarane Ha o3a 300 mg gnomigorpen 1 1,4 nera (AUC) Gea
eteKT Bepxy Cmax cie]] MHOTOKPATHO npRiarate Ha Ao3a 75 mg KIOTHNOIpen,

4.6 @epTHINTET, OPeMEHHOCT W KbPMEHE

DpeMeHHOET

Tlopaay junca Ha KIMHUMHA JTAHHN OTHOCHO €KCTIO3MLHATA HA KJIOMHAOIPe 1O BpeMe Ha
OpEeMEHHOCT, 33 NPEANOYHTAHE € KAaTO NPEANa3Ha MAPKa N2 He Ce M3NO0/3Ba KNOPUIOrpen 110 BpeMe Ha
GpemedHocT.

IMpoy4Banus OpH XKHBOTHH HE IOKA3BAT [PAKO HITH HEUPKKO BPeIHO BE3AeHCTRNE BRPXY
GpemenHOCTTa, EMGPHONATHOTO/HETATHO PA3BHTHE, PKIAHETO UK NOCTHATANHOTO padsuTue {BK.
TouKa 5.3).

KepmeHe

He e p3BecTHO Nty KNOMMAOTPER C8 eKCKPeTHpa B KbpMaTa. [lpoyuBaHuATa NpH HHBOTHH NI0KA3BAT,
ue KNOMUIOrpen ce exckpetdpa 8 kbpmata. Karo npennaszna mapka, xxpMenero e Tpabea aa
OPOABIKABR O BpeMe Ha JieyeHueTo ¢ TpoMbGeKc.

Depruaurer
Ipoy:sanus mpi sKHBOTHM He cA NOKA3ANH, Y€ KNOMMIOIPEN NOBNHARA QepTUIATETA.

4.7 EdextH 8opxy cocobuocyTa 3a wopHpane n pabora ¢ MamnHm

Krnominorpen He NoBIMABA MK NOBNMASA npeHeOpenuao crnocobGrocTTa 32 Wwodupane W paGota ¢
MAIHHA.

4.8 Hekenann NekapcrseHn peakudu

O6obimesne Ha NpoduIa Ha Gel0nacHoCT

besonacHocTTa Ha Knonuaorpen e Hiig oneyena npH noseve ot 44 000 nauneHTH, KOKTO ca
YURCTBANH & KARHHIHY fpoy9sannd, Bunousaiy Haj 12 000 naunenty, nexysand 38 | rogiua nim
floBeye, KaTo uano, xiotmaorpen 75 mg/nxesso e cpastuM ¢ ACK 325 mg/nnesno 8 CAPRIE
HE3aBUCUMO OT BE3PACTTA, NOMA H pacaTa. KIMRWIHO 3HaUNMUTE HEXENAHN NEKAPCTBEHM PeaKiin
Habmrogasann B npoygsanusta CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca obchasun
Ap-100Ty. B NOMBAKEANE KBM OTINTA OT KIMBAYHATE NPOYYBaHAA, HEKEIANN NEKAPCTRCHM peaklyd ca
ChOOWARAHM M CHOHTAHHO.

Kspsesero e Hal-vyecTo cr001aBaHATA PEAKIINA KAKTO NP KIHAKYHUTE NPOYIBAHHAN, TAKa H [IpH
TOCTMAPKETHHIOBHA ONUT, KBISTO € ChoOlaBaHa HalH-HeCTO HPEe3 MEPBUA Metel, Ha Ne4YeHUeTo.

B CAPRIE, npu nauxenTH AekyBann ¢ konuaorpen und ACK, ofwara yecrora Ha Khpsere € 9,3%.
YecToTaTa Ha TEXKATE CHyYau € CXOIHA npu Knomuaorpen € ACK,

B CURE, ne ¢ waGmonasax fo-rosiaM Hpoit Ha crydan Ha MacHBHO kbpBeHe ¢ knonugorpen +ACK
npes mppHTe 7 AHM chen koposapeH Galinac OpY MAalHEHTH, KOUTO €4 CPETX TEPARHATE HOBEYE OT
TIeT IHHK Npeau onepaunara. [lpu naumenTH, oCTaHaTH Ha TepaHA B APOSRDKEHHE Ha 5 IHA clien
KopoHapuus Oafiac, wecrorara na cayyaure e Buna 9,6% 3a xnonunorpen +ACK, u 6,3% 3a nnaueto
nmoc ACK.

B CLARITY ¢ nabnropapauo 060 yBenHIEHNE HA KhPREHETO B rpynarTa Knonuaorpen +ACK
cupamo rpyiara Ha maate6o naoc ACK. Yectorara Ha MaCHBHO KBpPREHE TIPH TPYTIUTE € CXOMHA.
Tosa e BabmoRABRAHO U B MOUTPYNIKTE OT NALMESHTH, OTIPEAENEHH MO XAPAKTEPHCTHKH Ha HIXOHO
HHBO ¥ BUAA HA GUOPHHOIHTUYHOTO HAH XEHaPHHOBO JEUCHHEE.

B COMMIT, ofmara yecToTa Ha HellepeGpanto MACUBHO KLPBEHE UK LepebpaTHo KbpREHE & HUCKA
M CXOIHA H [IPN IBETE IPyHy.

B ACTIVE-A 4ecrorata Ha MacHBHO KBPBEHE € TTO-BMCOKA B IPynaTa Ha kiomanorpen + ACK,
OTKOJIKOTO B rpynara Ha nnauebo + ACK (6,7% copsamo 4,3%). Macusuoto xspeese e 6un




HaGmonarano e pekoMepHO HETPAKpARUATIHO KEPBEHE B IPynaTa Ha knonugorpen + ACK capsmo
rpynara Ha maueGo + ACK (1,4% cnpamo 0,8%, croreeTHo). He e HaGmonaeara cTaTHCTHIECKH
3HAYMMA PALIHKA B YECTOTATA HA daTanHo xspeese (1,1% B rpynara Ha knomaaorpen + ACK # 0,7%

B rpynara xa mnaueto + ACK) u xemoparuuen wacynt (0,8% u 0,6%, pecek THRHO) MEXIY IBETE ,

IPYTin.

TabnuueH COMCEHK Ha HeXeNaHHTe peaKiiHy

Heskenany NekapcTBEHN PEAKIUH HaCTBINHE [0 BPEME HA KINHUYHATE NPOYUBAHUA HWIH CHo0MEHH
CHOHTAHHO, €A NPEACTABEHH 10-104y. TAXHATA 4ECTOTA € ONpeNeneta Bb3 OCHOBA Ha Cnexdata
Koupernys: yectr (=1/100 mo <1/10}; Heueetn (21/1 000 no<1/100); penxu (=1/10 000 go <1/1 000);
mHoro peaxu (<1/10 000), c Hew3secTHA YecToTa (0T HATMYHNTE NAHHHU HE MOXE A4 GbIe HANpaseHa
ougHxa). [1pu BCAKO rpynupane B JMBHCHMOCT OT YeCTOTATA, HEKENAHKTE PEAKUIH C¢ H3GPOARAT B
HH3XONSL PeAt 110 OTHOWEHNE Ha TIXHATA CEPHO3HOCT.

Cucremo- Yeern Heqectn Penxn Muore peakd, ¢

opraHed Kaac HEMIBECTHA YecTeTa™

Hapyinenns na TpombGounronenun, | Heyrponenus, TpomBoTHuHa

KpBETa 1 JNIEBKOEHIA, BETHOUHTETHO TPOMGOLHTOMEHAYTHA

JSuMdpHaTa eo3uRoduIA TEXKA nypaypa (TTIT) (ex.

cHCTEeMa HBeYTPOIISHHA Touka 4.4), amacTHyHa
aHeMUA, MAHUUTONCHHUA,
ATPAHYAOUNTOZE, TERKa
TPOMOOUHTONEHUS,
npHaetuTa XeMohIHA
A, Tpay TOUMTONEHHA,
AHEMHA

CopaeyHu Cunapom Ha Kounis

HapyIeHHT {BazocnacTHyHa
anepryyHa
AHTHHA/ANEpriyey

MHUoKapien nadapKt)
BbB BPBAKA C PeakuHs
Ha
CBPBXYMYBCTBUTENHOCT
KBM Knonuuorpes®

Hapymenus Ha
UMYHHATA
cucTeMa

Cepymua Gonecr,
aHAQUIIAKTOUIHY
Peakiiiy, KPECTOCAHO
peakTHBHA NeKapCTBEHA
CBPBXMYBCTBHTETHOCT
MEKILY
THERONUPHINHATE
(Karo THKNOMHAHH,
npacyrpen) {Bx. TouKa
4.4y,

UHCYHH ABTOHMYHEH
CHHIPOM, KOHTO MOXe
Ia AoBede AC TeKKa
XUIIOTAHKEMHA,
ocodeHo npH NauHeHTH
¢ HLA DRAA4 nogrun
(o-vecT NpH AHOHCKATA
ROy nauus}*

Hemamuy
HapyIeHus

obbpkagdet itd g -
e N




CucteMo- Yeetn Hewectn Peaxu Mauore peakn, ¢
oprasel Kaac HEHIBECTHA HeCcTOTa®
Hapymenws na HHTpaKpaHuanHo Hapywenus su
HepBHATA KbpBeHe (ChoOIIeHH BKYCOBHTE BB3IPHATHA,
cHcTeMa €a HAKOJIKO Cydau areysHs
¢ datanen u3xon),
raapoBonue,
MapecTeIus,
3aMagHocT
Hapyurenns Ha KppRrOHINMB B
oynTe oguTe
(KOHIOHKTHBATA,
OKOTO, peTHHATa)
HapyieHns va Bepruro
YXOTO |
JnabupuaTa
CpaoBy Xemarom CepuosHa XeMoparus,
HapyIOeH!s KBPBEHE OT ONepaTHBHA
paHa, BacKy/IHT,
XMIOTOHHSA
Peciiuparophu, Enucrakcuc KpbBOH3NHEH B
TpBaNH H OVXaTeMHATA CHCTEMA,
MENHACTHHATIHH (xeMONTH3A,
HapYIIeHHUA Benoapobua
XeMOparna),
GpoHxoCcNa3BM,
HHTECTHUMATEH
[THEEMOHMT,
e03nHOGUAHA
[IHEBMOHHA
Cromalio- Cromaurso- Cromainna " Perponeputone | Cromallno-UpeBHa U
YpeBHU 4YpeBHa AyGIEHATIHE 2384, AIHA XEMOPaTHs | PETPONepUTOHEaNH
HapyLIeHH XeMoparus, TaCTPHT, xemoparus ¢ fatanen
ANapHd, NOBpPBILAHE, M3X0[, TIAHKPEATUT,
KopemHa Gonka, | ragcHe, 3arek, KOJIUT ( BKJIIOUNTENHO
BMCTIENCHA dratyneHuus A3BEH WK AAMoLUTeR
KOJIHT), CTOMATHT.
Xenato- Octpa uepHoapoOHa
6umtapaM HEIOCTATRYHOCT,
HapyIUCHH XENATHT, OTKIOHEHHSA B

B YepHOIpoOHUTE
DYHKLUHOHATHYE TECTOBE

HY




Cueremo- Hectn HegecTn Peakn Maoro peaxn, ¢

opraHed KJIac HEH3BECTHA MecToTa™

Hapywenuna Ha | OGpazyeade Aa | OOpus, chpien, Bynosen gepmatut

KOMKATa ¥ CHHUHH KOXCHH (ToKCHYHA

[OJKOXHATA KPBBOHIIHEN enHAePMATHA

TBKaH (ypnypa) HEKPOIH3a, CHHAPOM Ba

: Stevens-Johnson,

epuTeMa MynTHGOPME,
0CTDPa reHepaATHIHpaHa
eK3aHTEMATO3HE
mycrynosza (AGEP)
BHTHOSIEM,
JeKapCTBEHO
HHOYUHPaH CHHOPOM Ha
CBPBXUYBCTBHTEMHOCT,
nexapcTeeH o6puB C
eo3unodHANA B
CHCTEMHH CHMITTOMH
{DRESS),
epHteMarased obpua
unu exconuaruper
0OpUB, EK3eMa, JIMXEH
MAaHyC

Hapywenus na I'uiexkoMactuna

BBINPOKIBOIUTE

JTHATa CUCTeMA H

r'spaaTa

Hapywenns ua Kpseousnusu B

MYCKYJHO- MYCKYTHO-CKeJIeTHATA

CKeNeTHATA cHeTeMa (XeMapTposa),

CHCTEM2 H ApTPHT, pTPATHA,

CheMHUTENHATA MUK

ThKAH

Hapyurenus ua XeMmarypus nomepynonedpnr,

GbOpeuuTte 1

TIOBHUIIEH KPEATUHHH B

NUKOYHNTE KPBETA
ORTHIA
Obum KpnBonanus Ha Tpecxka
HAapYIHeHHA | MACTOTO Ha
etekrn na HHXKEKTHPaHE
MACTOTO Ha
OpHICKEHHE
Hscnenpauns Y OBTHeHO BpeMe
Ha KbpReHe,
NOHMKEH OO
Hey TpodHiIH,
NoHKAKEH Opoit
TpoMOOLHTH

* ,HH.HHH, CEBP3dHH ¢ KNOMUAorpen ¢ HEW3IRECTHA YSCTOTA

C'bOﬁL‘L],aBaHe Ha MOAO3UPAHY HeXKEJTaHH PEeaKi{Hid

CuolmapaneTo Ha TTOROIMPAHY HEWEIAHM PEAKLIA CITell paspelIasate 3a yuorpeda Ha
Npomy«T ¢ BaxHo. ToBa mossongsa ga RpOaBLLKH HAGMOIEHNETO HA CHOTHOLIEHHETD
NeKapcTBeHUA NPOIyKT. OT MEIHUHHCKHTE CIEUMATUCTH Ce M3WCKBa 42 ChoBwanaT
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MOA03YPaHA HEeXKeNana peakunsa ypes HansnHuTenRa arediis 1o Aekapcrpara yu. ,Jaman [pyes” Ne
8, 1303 Codmns, Ten.: +35 928903417, yebeatit: www.bda.bg.

4.9 Ilperoiupane

Hpenozupaueto s pesyntat Ha NPRIOKEHHE BA KIONMIOTPRI MOXKE Ja J0BEAE A0 YIB/DKEHO BPEMe Ha
KbPBEHE 1 NOCeJBPalINTe YCIA0KHEHHA 0T KbPBEHET). AKO BR3HHKHE KbpReHe, TpaOBa na ce
APHIOAE NONXONMIIA Tepankd. He e yCTaHOBeH aHTHIOT Ha (apMaKONOTHHHATA aKTHBHOCT Ha
KMOMHAOIPe. AKo & HeobxomMa HelabaBHa XOpeKUHA HA YIBIKEHOTO BPEME HA KbPBEHE,
TpaHcdy3us Ha TPOMOOLIMTHA Maca MO3Ke [ TpoTHBOAeHCTEA Ha edleKTHTE Ha KIOTIKIOTPer.

5. ©®APMAKOJOTWYHH CBOHCTBA
5.1 (PapmakoanHaAMUMHH CBOHCTRA

DapMaKkoTepaNeBTHYHA TPYNA: NHXUOHTOPH Ha TPOMOOLIMTHATA Arperalis, ¢ HIGCTIOUSHIE HA
XEeMmapHs:
ATC xoa: BOLAC04.

Mexanu3ibM Ha gelcTRHE

Knonuaorpen & npeanexapcTso, eAMH OT ST MeTaGouTH € HHXuGHTop Ha TpoMBounTHATA
arperanps. Knonunorpen tpatsa na Gbae MeraGonusupad o1 CYP45(0 ensuMuTe 10 MoNywaBaHe Ha
aKTHBHHKS MeTAGOIHT, KOHTO HHXHONPA TPOMGOUMTHATA arperaiua. AKTHBHHAT METAGOIIMT Ha
KJONHMAOIPEN CENEKTUHBHO HHXMOUPA CBBp3BARETO Ha ageHosud audiochat (AD) koM
tpomboumtante My P2Y > penentopy, u uocnensamara AJ{M-Meanupana akrusans Ha
rauxonporesH GPIIb/Illa xoMiiekes, kato Mo To3u HAYMH MHXHOHPa TPOMGOLMTHATA ATPEralus.
Hopany seobpaTuMoTe cBbp3Bane, MOBIWAHNTE TPOMSGOLNTH GCTABAT 3aCETHATH IO Kpas Ha CBOA
auBot (MpubnnsnTento 7-10 AHK) U BB3CTAHOBABAHE HA HOPMATTHATA TPOMGOUMTHA hyHKLIHA
HaCThNRA NPH CNEABAMOTO MoKonieHHe TpomBounTn. TpoMOONMTHATA Arperati, NPeAHIBUKAHA OT
ApyTh aroHucTH ocsed AJM chbiuo ce nAxuOUpa upes GNOKHPAHS HA YBENHYOHATa TPOMBOUNTHATA
awrapauns ot oceobonenns AN,

TbH KaTo aKTHBHHAT MeTalonuT ce o0pasyea upes CYP45( eHzuMuTe, HIKOM 0T KOHTO Ca
NONHMOPGOHH WK ca 0GeKT Ha HHXNGHPAHE OT APYTH JIEKAPCTREHH HPOAYKTH, HE BCHUKH NALHEHTH
e HMAT aAEKBATHa TPOMOOIKTHA arperaius.

DapmakogHpaMHaHK edexTH

MHOTroKpaTHOTO NPHACKEHNE Ha 75 mg NHEBHO BOOK IO YCTORYHMBO HHXUGHpane na AJD-
HHIYUMpaHaTa TPOMOOUHTHA AFPEralya oT MbPBHA AEH, KOBTO NPOFPECHBHO HAPACTRaA W IOCTHra
CTAlMOHAPHO ChCTOAHME MEXY 3 1 7 AeH, [1pu cTaUMOHAPHO CLCTOAHHE CPERHOTO HHBO HA
HHEXHOHIUA, BoCTHrHATe ¢ 75 mg AneeHo e Mexay 40% u 60%. TpomGouurHarTa arperaiys u
BPEMETC Ha KbPREHE TIOCTENEHHO Ce BEIBPBIUIAT KBM MIXOAHKTE CTOHHOCTH 00MKHOBEHO 5 IHU cnen
SIPEKBCBAHE Ha NEUCHHUETO.

Knuuuana ejukacHoct u Se3onacHoct

BesonacnocTTa B eIKacHOCTTA HA KIONHOOTPEN ca UK OLICHSHH B 7 ABOHHO-ClEnH NpayYBaLHA,
srmioqund Hag 100 000 naumenru: npoyysanero CAPRIE, cpaBHenue Ha knonunorpen u ACK, u
npoyusakuata CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpasHspauiu
KJIONUIOrpen U Mnauedo H ABATA NCKAPCTREHY NPoAYKTa B koMOuHauMa ¢ ACK i apyro crauaaptre
AEYCHHE,

Hpecen muoxapoen unghaprm (MI), npecen mozwien uncynm wau yemanogena neptigepua
apmepuaisa bogecn
TIpoyusanero CAPRIE sxmrousa 19 185 maudentH ¢ atepotpombosa MaHndecTHpan
muoxapaeH HAdapkT (<35 [AHA), Npecel HeXeMUdeH HRCYNT (Mexkay 7 IHH 1 6 Mec
nepudepra aprepuanua Gonect (I1AB). [lanueurnre ca paHnOMBEIUpaHy Ha 75 mg
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AneBHO Mk Ha 325 mg ACK nHeBHO U ca NPOCIeNeHY 38 NEPHON OT €AHA 8O TPY roAnEH. B
MOArpyNaTa ¢ MUOXapieH MHGAPKT, OBEHETO OT MAUHEHTHTE ca noxy4yasani ACK npes mupsuTe THH
clle] oCTpiA HHQAPKT Ha MAOKApAa,

Knonuaorpen 3Ha4MTeNH0 pelylpa YeCTOTATa Ha HORHTE HCXEMHYHH HHUMREHTH (KoMGuuMpana
Kpaiila TOYKa BKIIOYBALLE MHOKAPAeH HH(APKT, MCXeMIUEH UHCYNT K ChIOBA CMBPT) B CPaRHEHHE ¢
ACK. Tlpu nposenenuTe aHaNK3H Ha NeveHue ¢a Habnrosasanu 939 usiuaeHTa B rpynata c
knonunorpen i 1 020 8 rpynara ¢ ACK (pegyxuns Ha otHocuTennus puck (RRR) ¢ 8,7%; 95% CI:
0,2 1o 16,4); p=0,045), xoero cwoTReTCTRA 32 Beeku 1 000 malWenTa NEKYBAHKE ABE FOIUHH,
AOMBIHHUTENHO NPeAOTBPATSHH HCXeMudHU kimitnenty npy 10 namventd [Cl: 0 no 20). Auanu3st Ha
0BLIATA CMBPTHOCT KaTC BTOPMYHAA KPAiHa TOYKA HE [0KA3Ba JHAUKTETHA PA3THKE MEAKIY
kaonuaorpen (5,8%) n ACK {6%).

B noarpynos auanus criopex ChCTOARKRETo (MHOKapAeH MHDAPKT, McXeMuueH KHCy T Uil [TAB) nait-
Graronpusred e edexta npu nanuentrte ¢ [TAB (10cTHTa ce cTaTHCTHYECK 3HAUMMOCT NPH
p=0,003), (ocobeno Tesu, kouTO Ca c aHaMHe3a 1 3a MuoxapreH wubapkr) (RRR = 23,7 %; CI: 8,9 no
36,2) n no-cnab (Ge3 3naumnmMa paznuka cnipamo ACK) npu nausenture ¢ uncynt (RRR = 7,3%; CI:
-3,7 no 18,7) [p=0,258]. [lpu nacneHTHTe BKIIOYEHN [IOPAIM CKOPO TIPeKapaH MUOKApIeH HHhapKT,
KTIOTIHIOTPEN € NO-MANko eEeKTHBEH, HO O3 cTaTHCTHYeCKa paTika crpsMo ACK (RRR =

-4 %,ClL: -22,5 o 11,7 [p=0,639]). Jonenuurenno 4pes Noarpynosns aHAMIS 10 OTHOINEHHE HA
BB3PAcTTa Ce YCTAHOBARA, Y€ €(EKTHT OT KNOMIIOIPen NpH NAUUMSHTH Hal 75 roguHa & 1o-caab ot
TO3H MIpU MAUNEHTHTE <75 roanHH.

Twit karo 5 npoyusaneto CAPRIE He ¢ uMao BBIMOXKHOCT 33 OIeHKa Ha e HKACHOCTTA B OTASIHHTE
NIOATPY N, HE € ACHO Janu Pa3sHSHATA B PERYKIHATA HA OTHOCHTEIHAS PHCK NPH OTOEIHUTE
CBHCTORHUA €2 PEATTHH M Ca Cliydaiiny,

Ocmivp KOpoHaREH CUROPOM
Ipoyusanero CURE simodsa [2 562 mauueHTH ¢ ocThp KOpoHapeH cinapom Ges enepauns Ha ST-
cerMesta (HecTa0MIHA CTEHOKapANA UM MHMOKapieH HHpapkT Ge3 Q 3nlell) 1 HANTHMHETO B NBPRUTE
24 4aca OT HAYANOTO HA OCTPHA EMK30 HA MPbHA GONKA HITK CHMIITOMH B PE3YNTAT Ha HCXEMHA.
Maumentnre TpaGea na umar EKI npoMens, roRopeLIy 3a HOBONOABUAA CE MCXEMHUS WK NOBULISHH
CHPIEYHN CH3WME 1K TPonoHuH | win T, B croiilocTy noke Ba WHTH NO-BUCOKH OT TOpPHA TPaHHUA
Ha HopMmara. [TauueHTHTe ca pagIoMI3HpanH Ha knomsgorpen (300 mg watopapeama noza,
nocrieasana ot 75 mg anesno, N = 6 259) nnn wiaueGo (N = 6 303), u neeTe rpynd B KoMGHHAUHA C
ACK (75 - 325 mg BefHEX AHEBHO) H APYTH CTARZapTHY Tepanui. TTauMeHTHTE Ca IeKYBaHM N0 eHA
roauna. B npoyusanero CURE, 823 (6,6%) naunentn nonysasat eaHospemenno u GPIVIIla
PEIENTOPHHE AHTArOHHUCTH. XEeNAPHH CE IPHIAra MpH noseye ot 90% OT nalMeHTHTE, KATo
OTHOCHTETHATA YeCTOTA HA KbPEEHE MKy KNONHAOTPEN 1 TNauefo He ¢ Guita 3SHAaYNTENHO NOBIHAHA
OT EIHOBPEMEHHATA TEPATIHA C XEHapyH,

BpoAT nauKeHTH, pd KOHTO Ca HabnioasaHH CHCTOSHUA 0TTOBAPSALUH HA KDHTEPUHTE HA MLPBHYHATA
xpajiHa Touka [chpaedHo-cbaoBsa cMEPT (CV), Muoxapnedt nndapir (MI) wnut uucynt} ca 582 (9,3%)
B rpynata Ha Kionuaorpen u 719 (11,4%) » nnauebo rpynarta, penyKuus Ha OTHOCHTENHUA PUCK C
20% (95 % CI: 10-28%,; p=0,00009) B rpynara sa knonuaorpen (179 penykusa Ha OTHOCHTENHUN
PHUCK NPH KOHCEPBATHBHO NeYCHHE Ha MauKeHTHTE, 29% Nph Hanpasena fepkyTaHHa
TpaHCIYMUHAIHA KOpoHapHa aHruomuiactuka (PTCA) ¢ wnu Ge3 ctent u 10% apu Hanpasew
KopoxapHo-aprepraneH Gaitirac (CABG)). Hoaut cupaeuRo-ChUOBH HHUMIEHTH (ITHPBUYHA KpaiiHa
T079Ka) ca PEeAOTRPATEHH C PeAYKIMA HA OTHOCHTENHUA 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) crorsetHO upes -1, 1-3, 3«
6, 6-9 1 9-12 meceunn HHTEpBany Ha npoyysaHeto. Crien TpeTHa Mecen GNATOTNPUATHHAT edekr,
Halimo1aBan B rpynata ua wionuporpen +ACK ne HapacTsa nopede, HO pHCKBT OT XEMOParis 0CTABA
{Bx. Touka 4.4).

VYnotpeGara Ha koniaorpen B npoyusaxero CURE e carp3ana ¢ HaManABare Ha HEOGXOAMMOCTTA
ot TpombormmTya Tepanas (RRR = 43,3%; Cl: 24,3%, 57,5%) » GPIIb/lla naxu6uropu
(RRR = 18,2%; CI: 6,5%, 28,3%).

BposT Ha NMaUMEHTHTE, NIPY KOMTO CA HACTHITHIIH CHCTOAHNA, OTrOBAPALIM HA KPUTEPHUT
CBABICTRALIA MBPBYYHA kpaiiHa Touka (CV cMepT, MI, Mo3buen uuCyT Win pedipakt
e 1 035 (16,5%) 8 rpynara Ha kAonsigorpen i 1 187 (18,8%) B nnauebo rpynara, pe
OTHOCUTEHHA pHCK ¢ 14% (95% CI ot 6% - 21 %, p=0,0005) & rpynata Ha KIONAIO
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Graronpuatex edexT ce ABMKH HPeNHMHO CTATHCTHYSCKH 3HAYMMO HAMAICHHE Ha 1eCTOTATA Ha
Muokapaaus uHdaprr [287 (4,6%) npu rpynata Ha Kromuzporen 1 363 (5,3%) npu nnanebo). He e
#abmoanal eekT PLPXY HSCTOTATA HA PEXOCITHTANM3ALMATS 110 TIOBOJ HA HECTAOHIIHA CTEHOKAPINA.
PesyntaTute NOMyYeHH B IPYTIATE C PA3IHYHHE XAPAKTEPHCTHKHE (HANp. HecTaGilTHa CTeHOKAPINA WK
MI Ge3 Q 3n6ew, pa3nHiHa CTETEH Ha PUCK, TNaleT, HEOGXOMMMOCT OT PEBACKY TAPH3ALIHA, BB3pACT,
{1011} ¢& CXOAHH C pe3yITaTHTe OT NEPEMYHITE aHAnK3N. [lo-cnenuanto, B post-hoc alanus npu 2 172
nauueHtd (17% ot uanara CURE nomynannd) Ha KOUTO M € ntocTasen crent (Stent-CURE),
AaHHHTE NOKA3BAT, Y€ KNOMHAOTPENn cpaBHeH ¢ nanedo, AeMOHCTpHpA 3HauuMo RRR ot 26,2% B
[ON38 Ha KIOIAAOTPEN 33 CHIBTCTBAINATA HEPENINA kpaiina Touka (CV eMupT, ML, Mo3BUeH uHcynT)
1 cbio 3navaMa RRR ot 23,9% 3a cenwTerRamaTa sTopuYHa kpaiina touka (CV cmapt, M1, Mospuen
HHCYT Wit pedpakTepHa nexemns). Oceen T0Ba, poduia Ha Ge30MACHOCT HA KIONKZOTPEN NPH
Ta3W NOArpyNa NALHEHTH He NPEAH3BEKA HAKAKSB 0c00eH npotneM. ClneaoBaTeHO, pe3yaTaTHTE OT
T334 NOArPYNia ca B ChOTBETCTBHE ¢ ODLIHTE Pe3yNITATH OT NPOYYBAHETO.

BnarompuATHUAT edekT Ha KTOMUAOTPEN € HEIRBHCHM OT APYTo CIIEMIHO M IPOARDKHUTEIHO
CBp/EYHO-CHAOBO Nieuenue (karo xenaput/LMWH, GPIIb/Iila anTarokserd, munuao-peayunpamu
AeKapcTBeHH NPOAYKTH, Geta-6nokepn n ACE nuxubutopy). EdukacHoCTTa HA KIIONMAOTPEN €
ONeHeHa He3aBHCHMO oT no3ata Ha ACK (75 - 325 mg sequtx THeEHO).

Ipu nauuesntd ¢ ocTsp MI ¢ enesanns va ST-cermenra, Ge3onacHocTTa k edukacHocTTa Ha
KJI0TIMAOTpen ca GIIH OlleHeHH B 2 paHAOMH3IHPAHH, I12ue50-KOHTPONMpany ABOHHO-CIenH
sanmnreanndg, CLARITY u COMMIT.

[Tpoyusauero CLARITY sictrousa 3 491 naumentn ¢ Havano na Ml ¢ ST enepauus B paMkuTe Ha
nocregpute 12 yaca W 3annaHyBaHo TPOMGONMTHYHO nevenne. [launenTATe ca MoayHRIH
kmontunorpen (300 mg watopapeaa no3a, nocnensana ot 75 mg/nen, n=1752) unu maneto
(n=1739), u npete B komGuuanns ¢ ACK (150 10 325 mg karo satosapsaiua 7034, MOCHEABAHA OT
75 no 162 mg/aen), buOpUHOIHTHYEH ATEHT, U KOTATO € GHIIO MOAXOAAG XerapuH. [JanueHTyTe ca
npocneneHu 3a 30 quu. [TpBuyHaTa Kpaitda To4Ka € KOMOHHHPAHA HOABA Ha 3aNylIEHa ApPTEpHs,
€BBP3AHA C HH(APKTA, HA AHTMOTPAMATA TIPU HIMHCBAHE WITH CMBPT UM nosToped MI mpequ
KopoHaphara anrdorpagus. ITpd nariyienTH, RpH KOUTO He € IPABSHA aKTHorpapys, WEPBUIBATA
kpaiiya Touka e Guna cMBPT MK NOBTOpeH MUOKApAeH uHdapkT 10 JleH 8 1 M0 HIMHCBAHETO.
Homyraunara natuentd € srnousama 19,7% sxend » 29,2% naupedtn 265 roguan. O6wo 99, 7% ot
NaLHeHTHTE ca Nony4aiu GpubpunonyTuik (Gubprn cneundnrsn: 68,7%, ne-dpubpun cneunduann:
31,1%), 89,5% xenapun, 78,7% Gera Gnoxepu, 54,7% ACE uuxubutopu u 63% craraun.
Tetnagecet npouenta (15,0%) oT MauMeHTdTe B rpynata Ha xtonuzorpen 1 21,7% s maaneto
TpyIaTa ca NOCTHIHATH 10 ITbPBUYHE KpAiiHa TOUKa, KOSTO MPeIcTapnasa alcoioTHO HaManeHHe oT
5,7% u 36 % OTHOCHTENHO HAMAIICHHE B N0/13a Ha kaonagorpen (95% Cl: 24, 47%; p<0,001), rnasxo
CBB3aHO C HAMAIEHHE Ha 3a1yIeHH apTepHy, CRLP3aHN ¢ HHgpapkTa. Tasu moisa € 6HAR HanHUe BEB
BCHYKH [IPEABAPHTENHO ONpedeIeHH NOArPyNY HA NALMEHTHTE 110 BH3PACT M OI, TOKANH3ALMS HA
HHDAPKTA ¥ BUA HA HINUI3BAHOTO GUOPHHOMTHSHO TEYEHHE HIH XenapHH.

Mpayusanero ¢ 2x2 darropranen susaiin COMMIT e smovnno 45 852 naumenTH ¢ Havano \wa
cuMnromMu nogo3putenny 3a Ml ¢ mogkpensatun EXIT abuopmin vaxoanu (Hanp. ST-enesanus, ST-
Aenpecys win iae Oenpex Gnok) B paMKMTE Ha MocnenduTe 24 yaca. [TauMentyTe ca nOMyyHIH
knomuporpen (75 mg/med, n= 22 961) uau nnanebo (n =22 891), p koMburanus ¢ ACK

(162 mg/nen), 3a 28 KHM KM O MIMHCBaHE OT GOMHULATA. CHIBTCTBAUIMTE THPBHURM KPaHHH TOYKH
ca GHIH CMBPT I10 BCAKAKBA NPUINHA W NLPEA NOABA HA pe-NH(APKT, HHCY/IT HITH CMBPT.
TMonynanusata e pxmowwta 27,8% xeny, 58,4% mausents >60 rogusu (26% >70 rogunu) n 54,5%
MAUHEHTH, KOHTO €2 HOTyuHay PUOPHHOIUTHIIN.

Knonuaorpen 3HaunMo HaMalsana OTHOCHTENHHA PHCK OT CMDBPT [0 BCAKAKBA IPHUMHA Cbe 7%
(p=0,029), u oTHOCHTEIHMSI PHCK 33 KOMOMHAUMATA OT Pe-UH(APKT, HHCYIT WIH CMBPT ¢ 9%
(p=0,002), xoeTo npencTapnaBa afCoMOTHO HaManeHre ChoTBeTHO oT 0,5% n 0,9%. Tasu nonza e
HanHUe He3aBHCHMO OT BhapacT, nol, ¢ N 6e3 hubpHHoIMTILY, U € HadmonasaHa Olie B ThPRHTE
24 yaca.

Heeckanarnun na P2Y12 peyenmopru unxubumopu Bpyu ocnsp KOPOHapeH Cunopom
IIpemrHaBaHeTO OT Mo-MoleH P2Y 12 penentopen HAXHGUTOP KbM KIONMAOTPET B KO
acnupuH Crea ocTpa (hasa Npy OCTHP KOpoHapeH cuHapoM (ACS) e oueHeHo B IIRe pa
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CTIIOHCOPUPaHK OT W3cTenoRaTenn npoyyuBauua (investigator-sponsored studies, 18S) - TOPIC u
TROPICAL- ACS ¢ 1annH 33 KIWHHYEH PE3YIITAT.

Kirnyhara nonsa, koato mokassat no-Moutknte P2Y12 peuentopHu HHXBGUTOPH, THKArpeRop #
Npasyrpen b TEXHATE OCHOBHI MPOyIBaHiA, ¢ CHbPIAHA CBC 3HAYHMO HAMANIABAHE Ha
PeLRIHBRPAIMTE NCXeMHYHY CHONTIA (BKIIOYHTEITHO OCTPA M MOJ0CTPa TpoMBa3a Ha cTenTa — ST,
MuoKapaeH HHpapkT - MI i crewaa pepackynapusalyns). Beupekn, Ye HCXEMHYHATA 1032 &
NOCNENOBATENIHA Npe3 IEPBATA TOANHA, [10-TOJIIMO HAaMANCHKUE Ha HCXeMATHUTS peunansl cnen ACS
¢ HabMmogaBaHo npes (IBPBHTE IHM CJie] 33104BaHE Ha nedeHnero. OGpaTHo, NocnenBalMTe (posr-
hoc) aHanM3U NOKA3IBAT CTATHCTHYECKH 3HAYMMO YBETHYEHUE HA PHCKA OT KEPBEHE IIDH NO-MOIUHUTE
P2Y 12 peuenroptp HHxuGHTOPH, KOETO C& TIOABABA NIPENUMHO TIO BPeME Ha noaAbpkawara gasa,
caen nupeug mecenl cnell ACS. TOPIC v TROPICAL-ACS ca npexnasHadeny [a ¥iCienBaT Kak a ce
HaMalAT ChGHTHATA HA KBPBEHe, KATO ce 3ana3H ehUKACHOCTTA.

TOPIC (Bpeme na mpomboyumna unxubuyus cred ocmbvp xopouapen cundpost - Timing Of Platelet

Inhibition after acute Coronary syndrome)

Tosa paHROMH3KPaHO, OTKPMTO W3MWTBAHE BKIIIOYEA NAUHEHTH ¢ ACS, KOHTG Ce HYKEAAT OT
nepkyTanHa kopoKapra HeTepaesund (PCl). [laidenTite Ha acnnpud ¥ no-momen P2Y (2 Gnokep u
Ges HeenaHo cpOuTHE B PAMKHTE Ha SOUH Mecel, ca SHITH pazapencicHd o2 NPeMUHAT Ha
dukcHparH 1034 ACTHPHH MTIOC KIONANOIPEN ([eeCKANUpaHa AROHNA AHTHTPOMOOLUTHA TEPATIUA -
de-escalated dual antipiatelet therapy, DAPT) unu 1a npoasiokat cBofaTa IEKapCTBEHA CXeMa
{nenpomenena DAPT).

Ananusupanu ca 06mmo, 645 ot 646 mammertrt ¢ M1 ¢ ST esepauma (STEMI) unn M1 6e3 ST enesauus
{NSTEMY)), win necrabunna creHorapmus (neeckanupava DAPT (n = 322); wenpomenena DAPT

(n = 323)). llpocaeaaBane Ha TBpPBata FoRHKA € H3BLPLIeHO npH 316 naunentr (98,1%) 8 rpynara na
aeeckanupana DAPT o 318 mansenrn (98,5%) s rpynata Ha Henpomedena DAPT. Meauawarta Ha
NpOCAEIABAHE 38 a8eTe TPy € 359 aan. XapakTepUCTHKHTE HA H3CNEBAHATA KOXOPTA Ca CXOIHH B
IBETE TPYIIU.

[TBpBUSHUAT PE3YIITAT, CHCTABHA TOUKA OT CBPASHHOCHA0BE CMbPT, HNCY.IT, CHELIHA
peeacKynapH3alua H knpeene no BARC (akaueMitien H3CISA0BATENCKY KOHCOPLMYM 10 KbpBEHE -
Bleeding Academic Research Consortium) >2 #a 1-gata roausa cieg ACS, e HACTBIAI IIpH

43 naupentn (13,4%) B rpynara Ha geeckanupana DAPT u 85 nauuentn (26,3%) 5 rpyfata Ha
senpomenera DAPT (p<0,01). Tazu CTRTHCTHYECKH 3HAYMMA PA3NMKA Ce TB/DKW OCHOBHO HA 110~
MAIKo CEOUTHA Ha KEpBEHE, Ge3 1a ce HaGnionasa pasiuKa upH KpaiHuTe TOUKH 38 HCXEMMA
(p=0,36), nokato kepaere no BARC >2 ce Hafnonasa no-paiko B rpynara Ha Aeeckanupada DAPT
* (4,0%), capamo 14,9% B rpynata Ha Henpomenena DAPT (p<0,01). CoGuria na kapBene,
onpeeneHs kate sciaxy crencnn no BARC ce nabmonapar npu 30 nawmentu (9,3%) B rpynara va
aeccxanupana DAPT % 76 naunent (23,5%) 8 rpynata Ha HenpoMenera DAPT (p<0,01).

TROPICAL-ACS (Hzcnedeane Hg 0M20800d KM MPOMOOUUMNG uHXUDUHUA PP XPOHUYHG
QAHIMUMPOMBOYUMAKA mepanus 30 Ocbp KopoHapek cuHopom - Testing Responsiveness to Platelet
fnhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

Tosa panIoMH3UPAKO, OTKPUTO MINMHTBAHE BKAO4RA 2 610 nonmxutenru 3a GHoMapkep NAUHEHTH C
ACS enen yenewna PCL Tannentite ca panfomMH3MpaHy 1a Nonyyasat npasyrpen 5 nnu 10 mg/nex
(Aam 0-14) (n = 1306), umu npazyrpen 5 unn 10 mg/nen (Muu 0-7), ciex KoeTo ca ReecKanupai Ha
kponugorpen 75 mg/nen (Jnxm 8-14} (n = 1304), s komGuuanma ¢ ACK (<100 mg/nen). Ha 14-nsa men
€ NpoBeSHO W3cnengane Ha TpomGouunTHaTa dyuxuns (platelet function testing, PFT). MaunenTture,
ACKYBAHH CaM0 ¢ NPpa3yrpen ca NPoAWIKHNN Ha NMpasyrpel B NpojsmkeHus Ha 11,5 mecena.
JeecxandpannTe NALMEHTH ca OUNH MTOLTMKEHE Ha BHCOKOTYBCTBHTENICH TECT Ha TPOMOOLIMTHA
peaxTHaHOCT (high platelet reactivity, HPR). Ako HPR e >46 envuuup, naukentTe ca Gun
SCKaIHpanH 0GpaTHo Ha npasyrpen 5 wiu 10 mg/nen 3a 11,5 meceua; ako HPR e <46 e
DANHEBTHTE €3 MPONBTKIITH Ha KNOMHAoTpel 75 mg/aey 2a 11,5 meceua. Cnenosare
TPYNa Ha BeeCKANalHs BKII0YBa MAHEHTH Ha npasyrpen {40%) wnu knonuporpen (
NaUHMEHTH Ca NPONBIDKHIM HA ACOMPUH H ¢a MpocIeAeHH B NPOABUKSHHE Ha €IHA I
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ITepeuanara kpaifna Touka (KOMOMHHPAHA Y€CTOTA HA CHPUSYHOCHE083 CMBPT, MI, HHCYAT i
knpeene no BARC >2 crenen Ha 12 Mecena) € u3TRIHEHA, KOETO TOKa38a HE NO-MAIKA e(PHKACHOCT,
Jesernecet u neT nauueHd {7%) BER BOACINATA IPYHA Ha HeecKanawsn W | 18 naupentd (9%) 8
KoHTponHata rpyna (p Ha Heunpepuoproct=0,0004) ca umann cpburne. Bonemara rpyna Ha
IEeecKanals He € JI0BeNa 10 NOBHIICH KoMOMAHPaH PHCK OT HeXeMMYHE chOuThA {(2,5% B rpynara Ha
Deeckamauds cipaMo 3,2% B KOHTPONIHATA rpyna; p Ha HeuHdepropHocT=0,0115), auto Ha
OCHOBHATA BTOPHYHA kpaiiHa Touka kepBeHe no BARC >2 crenew ((5%) B rpynata Ha neeckanauus
cupamo 6% B KouTpo/iHata rpyna (p=0,23)). Kymynatnenara vecTora Ha chOMTHA HA KBPREEHE OT
Bcuuky crenenu {k1ac no BARC 1 g0 5) € 9% (114 cu0uTua) BLE BoJSWIATA MPY(Ia HA ASSCKANANA,
crapamo 11% (137 crbutud) B KoHTponHata rpyna (p=0,14).

Heoima aumumpomboyumna mepanua (Dual Antiplatelet Therapy, DAPT) npu ocovep aex IS win TIA
C ¥Mepen 00 GUCOK PUCK

DAPT ¢ xomGuranna wionuaorpen ¥ ACK Kato nedeHue 3a NPEAOTRPATABAHE HA HHCY/IT CIeld OCThY
nex 18 unu TIA © yMepeH 10 BUCOK PHCK € OLEHEHA B JBE PAHIOMH3HPayH NPOYYBAHHA,
CTOHCOpUpay OT H3cnegoBatest (investigator-sponsored studies, [SS) - CHANCE u POINT - ¢
HOaHHH 32 KIHHIYHA Pe3yNTaTH 32 6e30nacHocT ¥ epUKACHOCT.

CHANCE {xronudozpet npy eycokopuckogy AQUUSHIMY ¢ OCMPU HEUHBATUOUIUPGIY MOTEYHOCB008U
cvbumun - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

Tosa panmoMuz#pano, ABOHHOCAANO, MEOIOLEHTPOBO, INANE00-KOHTPOIMPARO KIHHHYHO KIMHTEAHE
BiumouBa 5 170 narmvenTa ot Kurait ¢ octpa TIA (ABCD2 ckop >4} st octsp nex pucynr (NIHSS
<3). [TaunenTrTe B gBEYE rPYNH ca nodywHay orxputo ACK ua new 1 (B ao3a, sapupauwa ot 75 1o
300 mg, no npeuenxa na nexypamua nekap). [lanuenTuTe, paHAOMITIHPAHU B [PylaTa Ha
Knomuaorpen - ACK, ca nomyswin hatoeapsaiua gosa 300 mg xiionuaorpen va aew 1, nocieapana ot
[o3a 735 mg «onMaorpen Ha Aed B auute o1 2-py 1o 90-ti, u ACK B 1033 75 mg Ha feH & AHHTE OT
2-pu 20 21-pu. Tlanuenture, pangoMusupann B rpynarta Ha ACK, ca noyuasann anauebo sepeus Ha
KrormHaorpen e auute ot 1-ay g0 90-t u ACK B g032 75 mg na newn B anvre ot 2-pu no 90-Tu.

IIepBRYMBST pesynTat 3a eiMKACHOCT € BCAKO HOBO CHOHTHE Ha MHCYAT (HCXEMHYEH M XeMODaruier)
npen nepeute 90 AHK cien ocThp ek IS Hnn TIA ¢ sucox prek. Tosa € KaCTEIRIO TPU

212 naunentn (8,2%) B rpynaTa Ha xnonunorpen — ACK e cpasuenwe ¢ 303 naunentu (11,7%) 8
rpynata Ha ACK (xoedmient na puck {HR], 0,68; 95% posepurenen unrepsan [Cl], 0,57 no 0,81,
p<0,001). IS e HacTenun npu 204 naupenTn (7,9%) & rpynara va knomugorpen ~ ACK B cpasHenue ¢
295 (11,4%) B rpynara na ACK (HR, 0,67; 95% CI, 0,56 5o 0,81; p<0,001). Xemoparuuen nucynt e
Habmonasad npy § MALMESHTH BEB BCAKA OT ABETE FpyNH B M3nnTBaleTo (0,3% OT BCAKA rpyma).
VMeper Aili TSKBK KPEBOHIHB € HalmonasaH pu ceneM nauvents (0,3%) e rpynara xa
knonugorpen ~ ACK u spu ocem (0,3%) 8 rpynara na ACK (p=0,73). YecrotaTa Ha Bcako culutue
Ha kppBeke e 2,3% B rpynara Ha Kiomirorpen — ACK, B cpaprenue ¢ 1,6% B rpynara wa ACK (HR,
1,41; 95% C1, 0,95 1o 2,10; p=0,09).

POINT (Huxubupane, nacovero Kby mpoMboyumume npy ogononeutd ce TIA u ek ucxesuuer
uncyam — Platelet-Oriented {nhibition in New Tid and Minor Ischemic Stroke)

ToBa paHAOMH3HPaHO, ABOHHOCANG, MHOTOUEHTPOBO, 111a1e50-KOHTPOITHPAHO KIMHHYHO M3NUTBAHE
skmoupa 4 881 nanuenTy or man ¢eat ¢ ocrpa TIA (ABCD2 ckop >4) unu ek uucynt (NIHSS <3).
Beudkn nankenTy B ABETE rPynu ca nomyvasatd oTepHro ACK s paure ot 1-84 no 90-tu (50 -

325 mg Mo npeueHka Ha AexyBamyd nekap). FlauuesTuTe, panIOMIBHPAHU B TPYTIATA Ha
KRONHAO0TPEN, ca NOTyYiny Hatoeapeaia fo3a 600 mg knonunorpen Ha 1-8u e, NOCAEABAHA OT

75 mg KIONUAOrpen Ha AcH B JHUTE OT 2-pH 1o 90-T1. [lauueHTHTe, pAHAOMU3UPAHY B TPYNATA HA
miateio, ¢a nomMy4apand riauedo Bepcky Ha KIONUIOTpe 8 AaHTe 0T 1-B1 10 90-TH,

ITepsudsnaT pesynrar 3a eQuKACHOCT € CHCTABHA OT TOTEMH HexXeMsHE chlutus (IS, MI
OT HCXEMHYHO CBA0B0 chOuTHe) Ha fTed 90. Tosa e wacTenuno npu 121 naunentu (5,0%
nomy4arank Kionunorpen wnoc ACK, B cpasrenue ¢ 160 naupentn (6,5%), nonyuasa
camoctoaTenHo (HR, 0,75; 95% CI, 0,59 no 0,95; p=0,02). Bropuunust peaynrar [S
112 nauwmesty (4,6%), nonywasanu knonaxorpes muoc ACK, 8 cpasnense ¢ 155 na
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nonyuasann ACK camocroarenno (HR, 0,72; 95% CI, 0,56 xo 0,92; p=0,01). [IspeuuHUsT pesyarar
3a Ge30MACHOCT rO/IAM KPBBOMIAHE € HACTRAWN Npk 23 ot 2 432 nannentn (0,9%), nonyyasanu
knonunorpen e ACK u opu 10 ot 2 449 naowentw (0,4%), nonyyapanu ACK camoctosTenHo
(HR, 2,32; 95% CI, 1,10 a0 4,87; p=0,02). HeronaM kpbBOM3HMB & HACTEONN Tipk 40 namMent
(1,6%), nonyvyasam knonuporpen wuoc ACK u npa 13 {0,5%), nonyvasann ACK caMocToaTenHo
(HR, 3,12; 95% CI, 1,67 a0 5,83; p=0,001).

Ananuz eve apememc Ha npovysanuama CHANCE y POINT

He ¢ yabmonasana nom3a 0o oTHOWERNE HA ePUKACHOCTTA OT NPoabkaaneTo #Ha DAPT cnen
21 auv. HanpaseHo e pasnpeneneHue BbB BPEMETO Ha roflemMuTe HexeMiraal cxBuTpg » ronemu
KPBBOU3/IHBH CIIOPEN HA3MAUCHOTO NEYEHHE, 33 /12 C& AHATHIUPA BAUSHHETO HA KPATKOCPOYHHHA
Kypc Ha DAPT.

Tabnuua 1- PasnpeneneHue BbE BpEMETO Ha rOTeMHM HCXEMUYHK CHOMTUA U TONEMH KPBBOHIIHMRY
CTIOpE 1 Ha3HaueHOTO nedenue B npoydsadista CHANCE u POINT

Bpoit cnbutis
Pezyntaty B Hasmaueno nevenue Obmo l-ga 2-pa 3-1a
CHANCE u POINT ceMuila | ceaMMIA cenMuIa
Foaemy uexemMnynn ACK (n=5035) 458 330 36 21
cLOuTiLy CLP+ACK (n=5016) | 328 217 30 14
Pasnuxa 130 113 6 7
[onam kpeEOMINHE ACK (n= 5 035) 18 4 2 }
CLP+ACK (n =35 016) 30 10 4 2
Pasnuka -12 -6 -2 -1
fIpedcvpono musicdene

Tpoyysannata ACTIVE-W u ACTIVE-A, otaenun npoydeanus & nporpamata ACTIVE, Bxmousat
natueHTH ¢ NPeacepano MrxaeHe (AF), kornro MMAT OHe AR pUcKOB DaKTOp 3a CHIOBH
HHUMISHTH. BB3 OCHOBA HA BXNIOYBALIHTE KPHTEPHHM, ICKapHTE Ca BHOYBanh B ACTIVE-W
NanHeHTH, KO ¢34 KAWIUIATH 33 TEPaNHs ¢ aHTATOHHCT Ha BUuTaMKH K (VKA) (kato Bapdapug).
[Mpoyyeraneto ACTIVE-A BKMIGYB2 NALUMEHTH, KOMTO BE MOTAT 1A TIOJY4aBaT euenne ¢ VKA
fl0pany HEFB3MOYKHOCT WM HeyKenaHue,

Hpoyusaneto ACTIVE-W nokaspa, ye JeueHBeTo ¢ AHTArOHKCT Ha BHTaMyH K e no-edextusto ot
TOBa ¢ Knonuporpen 1 ACK.

Hpoyunanero ACTIVE-A (N=7 554) e MHOTOLIEHTPOBO, PAHIA0OMHA3HPAHO, ABOHHO-CIIATO, fnatedo-
KOHTPONHPAHO NPOYHBAHE, KOETO cpaBHABa knonunorpen (75 mg/auerro) + ACK (N=3 772) ¢
nmanedo + ACK (N=3 782). Mpenopbuntenuara n103a 3a ACK e 75 o 100 mg/nuesso. ITaumenture
Ca MEKYBAHH B IPOXBLIDKEHHE HA 5 TOOUHM.

[Nauuenrture, pagomusupanu B nporpamara ACTIVE, ca Gunu nauyenTy ¢ Joka3ano NpeqchpiaHo
mbxkaene (AF), 1.e. unn nepekcripaito AF mnw wait-manxo 2 enusona wa untepmutentio AF npes
NoCNeAHUTE § MECEUA, H Ca HMATH NIOHE SMHH OT CAeJHHTE PUCKOBH (JAKTOPH: BBRIPACT 275 roanHy
MIY BB3pPAcT 55 110 74 ronuuy; 3axape auabeT, W3UCKRALL IEYEHHE, M JOKa3aH npexapan ML, uan
NOKAa3aHO KOPOHAPHO apTEPHATHO 3aboiIRale; NEKYBAHH 34 CHCTEMHA XMNEPTOHMA; TIpeKapaH
HHCYIT, npexonHa nexeMmana araka (TIA), wid cucteMen em6an, koifto He sacara 1HHC;
nesoxaMepna AMCHYHKIMA ¢ HPaKLKA Ha UITIACKBAHE Ha NABA Kamepa <45%, MK 10Ka3as
nepudepua criosa Gonecr. Cpeguuatr CHADS; pesyarar e 2,0 (rpanuuu 0-6).
I'naBHuTe MAKMIOUBAIIY KPUTEPHH 33 MANNEHTUTE ¢a Ouii noKa3aHa TeNTHIHa 9386Ha G




rpomGountonetus (Gpoit TpomBoumti < 50 x 10°%/1), Heo6XoAAMOCT OT KIONHAOIPES KU NEPOPATHI
anTHcoarynanti (OAC) uny HeNOHOCHMOCT KBM HXKOE OT [IBETE CHEIWHEHHUA.

Cegemaecer u Tpu apoueHta (73%) oT NAlMEHTHTE, BXTOYCHN B npoyusaneTo ACTIVE-A, ue ca
611 B CheTOANME Ia npueMaT VKA nopaau DpeueHka Ha JeKapd, HEFEIMOKHOCT 33 MOHHTOpHpaHe
Ha INR (MexnyHapoHO HOPMATHINPAHO CHLOTHOIUEHHE), (PeIUCTIO3 AN KbM NaTaHe HITH TPABMA HA
F7IaBaTa, Wiy cnenHUdeH puck oT KbpReHe; 3a 26% oT NAUHSHTHTE, PeICHHETO Ha JeKapd e Gumo
OCHOBAHO HA HOKENAHHMETO HA AKHeHT? a2 HpHeMa VKA.

HomtynauuaTa nauymentTy ¢ prunousana 41,8 % xenn. CpenHata sb3pact e 6una 71 roaunu, 41,6% ot
nauuenTuTe ca Sunm >75 roouan. O6wo 23,0% ot nanuenTHTE €A NOTYYaBATH AHTHAPHTMHLY,
52,1% Gera-Brokepn, 54,6% ACE-nuxuburopn, un 25,4% cratuun.

Bpost Ha nauuesTHTE, KOMTO ¢a JOCTHTHAMH THPEHTHATA KpaitHa ToUKa (BpeMe 10 TIEDEA [T0AkA HA
utcynt, Ml, cieremen embonusem, kodito ve 3acara IHC vnu cenoBa cMept) € 6 832 (22,1%) B
rpymara, JeKysasa ¢ Knonunorpen + ACK u 924 (24, 4%) 8 rpynara Ha wiauebo + ACK (11,1%
HamaniapaHe Ha OTHocHTeNHHA pHucK; 95% ClI ot 2,4% - 19,1%; p=0,013), rnasro nopagy somaMo
HaMajsBaHe HA YecToTaTa Ha MHCYNTHTE. MHCYNTA ca BhIHHKHATH npu 296 (7,3%%) o nanueHTHTE,
nony4vasamd Knoauaorpen + ACK u 408 (10,8%) or narmenrire, nonyuasauy rnnauebo + ACK
(28,4% namanspane Ha oTHOcuTeNnHuA puck; 95% CI, ot 16,8% - 38,3%; p=0,00001).

fleduampuyna nonynoyus

B npoyusane ¢ mopillaBake Ha f103aTa fpd 86 HoBOpOASHH HAK Nela 10 24 Mecella ¢ PHCK 3a
TpoMGo3a (PICOLO), knomiaorpen e oleHARAH B nocnesosatentn oz or 4,01, 0,1 1 0,2 mg/kg npa
HoBopoaeHd U Jeua u 0,15 mg/kg camo tpu Hosoponesy. Joszara or 0,2 mg/kg noctura cpenex
NpONEHT Ha unxubnpane 49,3% (5 pM AJID-nrayuvpana TpoMGOIHTHA arperalmg), KoHTo e
CPaBHHM C TO3W NPH BL3PAcTHH, NpueMainy Tpombexe 75 mg/nHesHo.

B pannoMu3npaHo xsoiHo-cne, rapanennoe rpynoso npoyysaie (CLARINET) 906 nepuatpuumns
nauHeHTH (HOBOPOAEHH B NIeld), C LIMAHOTHIHO BPOIEHO CchpAetHo 3abonaBane, ¢ NalHaTHBHO
nocraseH cucreMHo-0enoapobeH apTepHancH wWhHT, ¢4 paHIOMI3MPAHH 13 BPHEMAT KIONUAOTper
0,2 mg/kg (n = 467) wiu nnanebo (n = 439) eNHOBPEMEHIO CBC CHITBTCTBALLC OCHOBHO IEYEHHE 10
MOMEHTA Ha BTOPUA €TaM Ha onepatpara. CPeqHusT NepHOA MeXAY NOCTABAHETO Ha MATMATUBEH
WIBKT H TbPBOTA TPHACKEHHE Ha MIITEAHYA NekapeTBes NponykT e 20 aun. [putmusnreato 8§8%
OT NAlMeHTUTe ca nomydapanu egnobpeMento ACK (nuamazon ot 1 go 23 mg/kg/anesno). He e
HabmofaBaHa 3HAYHMA Pas/iHKa MeXKRy TPYDHTE 110 OTHOMIEHNE Ha TThPRIYHATA CHCTARHA KpaiiHa
TOYKA HAa CMBPT, TpoMGO3a Ha UIBHTA WIH CHPIEYHA HHTSPBEHUHA 0-pao oT 120-JHepHA BBL3PACT
crien cuuTHe ¢ onpeaeneHo TpamboTiieH xapaktep (89 [19,1%) 3a rpynara ua xnonuporpen u 90
[20,5%] 3a rpynara #a nnaneGo) (8. Touxa 4.2). KpeeHero e Hait-yecto coobmABaaTa HeXeIaHa
Peaxiud M B ARETE TPYITH — HA KIONKAOTPESR # nnauedo; KaTo He & HalmonasaHa 3HAYMMa Pas/vKa B
4ECTOTATA HA KbPBEHe MeXXAY rpynute. [Ipy 1hIrocposHo npocneaseaHe Ha 6e30MaCHOCTTA IPH TOBA
MpoyYBaHe, 26 TALMSHTH C BCE QLIS HANKYEH MIBHT HE SAHOTORMIIHA PH3PACT Ca MOy YABATH
KNOmimorpen Ao 18-meceuna se3pact. He ca yabmonasasu HOBY CHOOPAKEHUA OTHOCHO
fe30IIacHOCTTA NO BpeMe HA TORA TBATOCPOTHO IPOCTEAABAHE.

Hanureaurara CLARINET u PICOLO ca nposeness ¢ M3ION3BaHe Ha IPATOTBER Pa3TROp HA
knenaorpen. B npoyuBane HAa OTHOCHTENHATA GHOHANHIHOCT NPH BL3PACTHH, [IPHTOTBEHHAT
Pa3TBOP HA KIONUAOIPET GOKa3Ba CXOXHA CTENEH U MATKO TIO-BHCOKA CKOPOCT Ha abcop6lua Ha
TJtaBHM UMPKYNMpaul {HeakTHBEH) MeTabONUT, B CpaBHEHHE © paspelucHata 3a ynotpeba tabnerxka.

5.2 QapmakoxuHeTHYHM CBOHCTBA

Abcopbuus
Crnen eJHOKPATHO H MHOTOKPATHO NMEPOPAITHO MPAIMKEHHE HA AO3K OT 75 mg NHEeBHO, KIONAIOTpeI

ce abcopbupa 6bp30. CpegHnTe MAKCHMATIHH MITA3MEHN HIBA HA HENPOMEHEHHA Konugorpen
(npubmautendo 2,2-2.5 ng/m! cnen eqHokpaTHa nepopaiHa 1032 6T 75 mg) HacThNBaT

npHGAMIUTENHO 45 MUHYTH cieR npueM. AbBcopbumara e nali-manxo 50 %, Bb3 OCHOEBA
EKCKPeUHATa ¢ YPHHATA Ha MeTaboNnuTATE Ha KIONMKMAOTPe,

Pasnpenenctue
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Knommporpen ¥ rnaBHEAT UHPKYTHPAW (HeakTHBeH) MeTalomIT ce CaBp3Bat oGpaTUMO in vitro ©
HOBEIIKHTE IIV1a3MeHH npoTennn (cvoTeeTHO 98% 1 94%). /n vifro, cBLpIBAHETO HE 3aBUCH OT
CTefleHTa Ha HACHIL@HE, MPH [HPGKH Pt Ha KOHUEHTPALIMATA,

Buotpancopmauns

Knonumorpen excrensHBHo c¢ Merabornsnpa & 9epuud apoeb. In vitro w In vivo xionunorpen ce
MeTaGoNu3Npa Mo [Ba OCHOBHKM MeTa00MIUTHY IIBTA: €4HH, OCBILECTBABAN OT ECTEPRIH H BOAEL] 10
XHOPOMH3a U NOMyHaBaHE Ha HEAKTHBHM JepURATU Ha KapOokcunosata kucenuda (85% or

LBUPKY THpaltuTe MeTaOONUTH), H APYT, OCRLUECTBABAH 0T MHO¥ECTBO IMTOXpoMH P450,
Knonunorpen muxpbo ce MeTabonuikpa A0 2-0KCO-KIONUIOTPER MEKAHHEH MeTabomuT.
MNocreapaumsar MeTRGOMIHILM Ha MEKIHHHAA MeTa00IHT 2-0KCO-KIOTHAOTPeN BOAH A0 00palyBaHe
Ha aKTUBHHA MeTaGo/HT, THONOB OEPHBAT HA KINOMKIOIPEi AKTHEHHAT MeTab0/MT ce oGpasypa
mpexumao of CYP2C19 ¢ yyactHeTo Ha HakoAko Apyra CYP ensumy, Bonoynrenio CYPLA2,
CYP2B6 u CYP3A4. AKTHBHHAT THORGB MeTa0OIHT, KOHTO € M30MHpaH in vitro, ¢ CBLP3IBa HBp3o i
HeobpaTHMO KbM TPOMGOLUMTHUTE pelenTopH, KoeTo HHKHOHpa TpoMGouHTHATA aTperaums,

Coun Ha aKTHBHEA MeT200TUT e NBa THTH TO-BUCOKE ¢S] eIHOKPATHA HATOBApRAINa no3a ot 300 mg
KIONMICTPEN, OTKORKOTO C/IE MPHIAraHe Ha ROAABPKAlNA 2033 0T 75 mg 33 9eTHPH JHH. Cug
AocTHra npadnusuTendo 30 1o 60 MHHYTH cren NIpHIaraHe. )

Eaumasupane
Caen nepopanes npuem Ha mapkupat ¢ C14 kionvmorpen npu xopa npubnusurento 50% ce

EKCKPETHpPA B YpHHATE H 0xonto 46% npes deranyure 3a 120-yacos nuTepean cieg npuema, Cnex
eIHOKPATHA MIEPOPATHA 1032 OT 75 mg KIONUAOrPeN HMa MOMyKHBOT 0T NpuSIH3HTEIHO 6 Yaca,
EmyMuHannOHHBNT NOTY>XABOT KA OCHOBHHA LHPKYIHpail (HeakTuBeH) Mmetabonut e § yaca chen
eIHOKPATHO HITH MHOTOKPATHO MpHIOKEHHE,

PapMAKQrEHETHKA
CYP2C19 & pkntoyeH BhB GOPMUPAHETO HA BKTHEHHA METaBONHT B HA MOXIHHPUA MeTAOONNT 2-
oxco-Knornpaorpen. GapMakoKUHETHKATA Ha aKTHBHHA METaGONHT Ha KIOHKAOTpPEN H
AHTHTPOMOOLITHUTE eekTH Ha KIONHAOTPEN, HAMEPEHH Ype3 aHanu2 Ha ex vivo TpoMOounTHA
arperauus, ce pazniuasat B 3apHcuMoct ot CYP2C19 renothna.

CYP2C19*] anenbr chOTBETCTBa Ha 1locTed QyHkUnoHAIeH MeTadonusbm, Jokato CYP2C19*2 u
CYP2C19*3 anemure ca HeGyramornamu. CYP2C19%2 u CYP2C19*3 anenure ca 0TroBopHHM 3a No-
roJIfIMaTa YacT OT HaManenara GyHKUHA Npy chabute Metabonrsatopy oT {aiara (85%) o azMaTckata
{99%) paca. JIpyrH aneny, CPLP3aHH C JTMIICBAIL MM HaMaleH MeTaboniibM, ¢a NO-MaIKe 4eCTH H
BrmrouBat CYP2CI9%4, *5, *6,*7 u *8. Ilauuent cue cTaTyc Ha cnab MeTaboNn3aTop, WIE BPUTEKABA
IRa allenia, OTTOBONHH 3a 3ary6a Ha QyHKUMA, KaKTO & onpeaeneHo fo-rope. IyGnHkysauuTe uecroTy
3a ciiabure CYP2C19 merabommzupanin reHoTHIIORE ca npubnusuTenso 2% 3a Ganara paca, 4% 3a
qepHata paca B 14% 3a kutaifuure. CrinecTBYBAT TecTose 3a onpenengie Ha CYP2C19 redoTrna na
natlyeHTa. '

Kprerocano npoyasane npu 40 3apasy aobposonid, 1o 10 b8 Bedka o1 vetupire CYP2C19
meTaGonuanpaiy rpynu (kpaliuo Obpad, eKCTEHIWBHH, MEXAHHHEH H Cl1abH MeTabonu3aTop)
ouenasa HapMaKOKMHETHKATA K AHTUTPOMOOLINTHUTE OTTOROPU MpH Jo3a oT 300 mg, mocneasaua ot
75 mg/nuerdo u 600 mg, nocneasana ot 150 mg/auerno, Bedka 3a 06110 5 AHH (CTAUKOHAPHO
cberosHue). He ca HabmonasaHi ChUIECTREHN PA3NHKN B EKCTIOZHIMATA Ha AKTHBHIA MeTabonut n
cpeaHoTo HHXMOupaHe Ha TpombouuTHATa arperaums (IPA) mexny kpafiHo Obp3uTe, eKCTEHIMBHHTE
H MeXauHHuTe Metabommsatopu. Flpu cnabute MeTabonu3aTopy eXCNO3HUMATA HA AKTHBHNA
meTabonut e namasena ¢ 63 ~ 71% B cpaBHenue ¢ excreH3uBAUTE Metabonuzaropu, Cney cxema Ha
fipunarase 300 mg/75 mg aHTHTPOMOOLITHHTE OTTOBOPH Ca TIOHWKEHH TPH crabuTe
meTabonniatopu cue cpeano IPA (§ uM ADP) ot 24% (24 uac) u 37% (aen 5) B cpasHenne ¢ [PA ot
39% (24 qac) u 58% (aew 5) upn excrensuruuTe MetaGonnsaropu K 37% (24 uac) u 60% (zen 5_)'11.&\
MeuIHHHUTE MeTafomusaTop. Koraro ciabure mMerabonmzaToph npiemar (o cxema 600 =
EKCNO3UIMATA HAa AKTMBHUA METa0OIIMT & NO-roAIMa OTKOAKOTO [ipH cxemata 300 mg/7
aomeanenve, IPA e 32% (24 qac) n 61% (meu 5), cTofHOCTH, NO-TOASMK OTKONKOTO I
MeraboniIaTopy, nonydaeaiy no cxema 300 mg/75 mg ¥ cX0OHH Ha Te3H NPH OpYT
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MetafonMiupany rpy v, nony4asaiuyn no cxema 300 mg/75 mg. Moaxonsis cxemMa N3 IpUIaraHe
NpH Tasu oMY AIHA NAHEATH BCe OIIE He € ONPeierneHa B M3IUTBAHNA 38 KITMHHUHY pe3yITaTy.

B ChLOTBETCTBHE C TOPHHTE PEIYNTATH, TP META~AHATHI, BKTIOHBAI 6 NpoyyraHus Ha 335 nauuewTy,
JICKYBAHH ¢ KIOTHIIOrPEN B CTAlIMOHAPHO CHCTOAHNE, € TIOKA3AHO, Ye SKCITO3NUIATA Ha AKTHBHUA
MeTaGoauT e monmkeHa ¢ 28% 3a MesxaunHuTe MeTaboau3aTOpu v 72% 3a cnabure MetaGonusaTopy,
noxaro HuxuGUpaneTo Ha TpoMBouuTHaTa arperams (5 WM ADP) e nownkeHo ¢ pastuxy s IPA ot
5,9% 1 21,4% CBOTBETHO, B CPABHEHME C SKCTEH3UBHHTE MeTaGoNH3aTOpH.

Brusnuero na CYP2C19 reHotina BbpXY KAHHHIHNA U3X0] NPH NAaLKEHTH, NEKYRAHU C
KIIOMUIOrPEN, He € OLIEHABAHO B NPOCNIEKTHUBHY, PAHIOMU3NPAHH, KOHTPOTHPAHY HIHHTBALHA.
Cainectpysat ofaye pennila peTpOCIEKTHBHH aHATH3H 32 OLEHKA Ha TO3M epeKT NpH NallMeHTH,
JIGKYBaHM € KINOTIHAOFPER, 33 KOHTO HMA pesyiratH 3a redotuna: CURE (n =2 721), CHARISMA
(n=2428), CLARITY-TIMI 28 (n = 227), TRITON-TIMI 38 (n =1 477), u ACTIVE-A (n = 601),
KaKTO H H3BECTCH Opoil mMyBIHKYBaHN KOXOPTHY IIPOYYBAHMA,

B TRITON-TIMI 38 u 3 o1 koxopTaute npoyusarna (Collet, Sibbing, Giusti) komBurupanata rpyna
HAUMEHTYH ¢ MEXIHHEH HH a0 MeTaGonu3Hpa cTATYC ca HMANIH [0-BUCOKA YECTOTa HA ChPIeYHO-
CBIOBM HHIMAEHTU (CMBPT, MHOKapaeH HHQAPKT H HHCYAT) unsl TpoMB03a HA CTEHTa, B CPABHEHHKE C
EKCTCHIUBHUTE MeTa00MH3aTOPH.

B CHARISMA # eas0 koxopTHO NpoyyBade (Simon) MOBUIEHA YECTOTA Ha UHIMICHTH e
Habmonasana camo npH cnabu MeTaboNMIaTOPH B CPABHEHUE ¢ EKCTEHIHBHUTE METabOTM3aTOPN.

B CURE, CLARITY, ACTIVE-A u enHo ot KoxopTuute npoyuBaniis (Trenk) ne e naGmonasana
TIOBHILCHA YeCTOTa Ha HHWILASHTHTE BE3 OCHOBA Ha CTaTyca Ha MeTaBonuzatopa.

HHTO eIMH OT Te3u AHANH3Y He € OWI ¢ aiexBaTeH OpOi MAUMEHTH, 34 A2 OTKPUE PALIHKH B H3X0JA
ApH cnabute MeTabonu3aTopH.

Cpenyamy nonynagHu
DQapMakoKHHETHKATa Ha aKTHBHHAT MeTab0o/ HT HA KNOMAOOTPEN HE € H3BECTHA TIPH TE3H CTISHMATHE

TOITY TALHH.

Bvfipeuro yvepexcdaie

Cren MHOTOKDATHO NPUAOMKEHHE HA [O3N OT 75 Mg KIONHIOrPeN AXEBHO NPH NAUHEHTH C TEXK
G16peHa HeZOCTATEUHOCT (KPEATUHHHOB KAUPEHE MEXIY 5 1 15 mi/min) unxubupanero na AJD-
HHIYUMpaHaTa TPOMGOLMTHE aAIPEraud € f10-HHCKO {25%) 0TKOAKOTO HAOIONABAKOTO NIPH 34PaBH
HHOMBUIH, BYNPEKH TOBA yABIDKABAHETO Ha BPEMETO HA KBPBeHE € CXOAHO C TOBA, HaGMOoAaBaHo IpH
IApaBH HHAHBHOH, HpHeMalud 75 mg wtonuaporen nHesHo. OCREH TOBA, NpH BCHUKH MALHEHTH
KITMHHYHATA NOHOCUMOCT e Oua goGpa.

Yepnodpobua yepexcoarne

Criei MHOTOKPATHO MPRITAraHe HA 103a OT 75 Mg KNOMMIOTPEN IHEBHO B (IPOMbAKeHHE Ha 10 K
[pH NANHEHTH ¢ TEXKKO UepHoapoOHo yepexnaHe, uaxnbupanero ua AIO-uugyHpanaTa
TpoMGOOLMTHS ArPErauns e CXOAHA ¢ TOBa Ha0/cAaBaH0 PH 3APaBH HEOUBHAH. VIIRIDKABAHETO HA
CPENHOTO BPEME HA KLPBEHE CBLIO & OHNC CXOIHO B ABETE [PYNU.

Paca

INpeobaanapanero Ha anenute Ha CYP2C19, onpenenamn mexkaraed H cnal CYP2ZC19 meTaGousom
ce Pa3NUYABaT B 3ABHCHMOCT OT pacata/ eTioca (Bx. PapmakoreneTyka). Hanuunm ca orpannyesn
JaHHK OT IMTEpaTypaTa 33 A3NATCKUTe NOITYNALUK 38 OUSHABAHE HA KIHHAYHATA SHAYHMOCT HA TOBA
CYP renornausupane no OTHOIIEHYE HA U3XO0NA OT KAVHWYHUTE MHUHIEHTH,
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5.3 Ilpeaxnunuyunn Janny 3a Gezonacuoct

{Ipn npeaKMANIHKHTE APOYYBRHHIA 1IPH TYRXOBS M MAMYHH Hali-yecto HabmonasannTe eeKTr ca
uepHoApOOHH MpoMenn, Te BH3HHUKBAT [IPH 103K HAABNLIABAIIH Kal-MaTKO 25 AbTH EXCIOINIHATA
fIpK XOpa NpHeMaLly TePaneBTHHHAT] 403a 0T 75 mg/IHEBHO, U ¢a B PE3YITAT Ha e(eKT BBpXY
weproapobHnTe MeTabonmsupamn eninMu. He e naGmonasare edekt BbpKy uepHoapobHuTe
MeTaGOIM3HPALIN EH3UMH ITIPH XOPE, IPHEMAINH TEpaneBTHYNA 8033 KAOTIMAOTDE.

Hpu MHOre BUCOKM JO3H € YCTAHOBEHA ¥ HAPYIIEHA CTOMAILHA TIOHOCHMOCT (FACTPHT, CTOMALUHY
€PO3MK MK NOBPBIAHE ) HA KWIONKHIOIPEN NPK MIBXORE H MalMyhHy,

Hama manny 32 kapuyHoreHeH epekT NpH NpMiaraHe Ha KIOMHAOrpen 78 CenMHLK Ha MEIUKH H
104 ceqMuuu Ha mvexoee B 1034 0o 77 mg/kg nHerHO (CROTBETCTRAMO Ha HAH-MaIKO 25 NETH
SKCHOIHIMATA MPH XOPa, NPHEMANIK TCPANSBTHUHATA 032 0T 75 mg/nHerHo).

MHoxecTBOTO in vitro u in vivo NpOy4BaHUS 33 TeHOTOKCHYHOCT IOKA3KAT, 4¢ KIONHAOTPEN HAMA
reHoTokcHueH edexr.

Kaonmuzporen ne sause BbpXxy QepTHINTETA HA MBKKH U XKEHCKH MITBXOBE U HAMA TePaTOTEHEH
edext npu nirLxose unu 3afi. Koraro ce npinara npy naKTHpaiy TUIbX0BE NPEIM3BHKEA cnado
3a0aBAHE Ha Pa3BUTHETD Ha HoKoeHkeTo. CrnenudiHn GapMakoKMueTH: HI NPOYUBAHHA C
MapKUpaH KNOOMAOrpen NoKasBar, 4e H3XOJHOTO CheAHHEHHE HIH HEroBuTe MeTabonuTH ce
SKCKPETHPAT B MaaKoTo, CHenoBaTeIHo HE MOKE 112 & H3KI0MY npak (caba TOKCHYHOCT) HAH
KOCBeH epeKT (1eK0 BKYCOBO yCelaHe).

6. GAPMALEBTHYHHA HAHHU

6.1 Chnucuvk Ha DOMOHIHHTE BelllecTBA

slapo

Manwnron (E421),

Maxkporos 6000,

MukpoKpHCTATHA HENYN033,

XWIpOreHUpaHo pUUMHOBG Macio,

YacTHuHo 3aMeCTeHa XHIPOKCHIPONKITLETy 1034,

Q6BuBka
Xunpomenosa (E464),

Jakrosa,

Tpuauerus (1518),

Tutanor anoxenn (E171),
YeppeH xeneser okcun (E172),
KapaayGckH BOCBK.

6.2 HectemecTumoctn

Heupuanoxumo

6.3 Cpok ma rogHoer

3 ronUHi.

6.4 Chenmanyin YCTOBHR HA ChXpaHeHHe
Crekineta OyTika:

Ha ce ceXpaHABa B OPHIHHATHATA OTAKOBKA, 32 /13 C& [PEINIa3d OT BNAra.
CraGunmnocT Ha npoxykra npy ynorpeba: 3 Meceua, KoraTo ce CLbXpaHaBa IpH TEMIEPATYpa

PVC/PVDC/Anymunyes GlideTep:
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Ja ce cexpanasa non 30°C B OpurMHanHaTa ONAKOBKA, 33 [1a Ce PEINa3H oT Biara.
6.5 Buza 4 ceALPXAHHE Ha OHAKOBRATA

Kagsnea croknena OyTanka ¢ 6ana HDPE BuHTORA Kanadka cbe Cyurdres.
Pasmep Ha onaxoskuTe: 28, 30 unn 90 ¢puamupaun taGretkn

PVC/PVDC/AmyMunnes Gnucrep:
Pasmep na onakoskure: 7, 14, 28, 30, 84, 90 wim 100 dunmupann rabneriu

He Bcudky RHZOBE OMAKOBKH MOTaT Aa ObaT AychaTH B nponax6a.

6.6 CneunanHu NpeNa3HA MEPKH IPH BIXBLPIAne H pabora

He#smonssaHuaT tekapcTBeH HPOIYKT MM OTIANLYHATE MATEPUAIN OT Hero TpadBa [a ce UIXBLPIAT

B CBOTBETCTRUE ¢ MECTHATE M3UCKBAHMIL

7.  TIPHTEXATEJ] HA PABPEIUEHMETO 3A YTIIOTPEBA

Zentiva, k.s.

U Kabelovay 130,

102 37 Prague 10,

Yemka penyGnika

8. HOMEP(A) HA PAIPELUEHHETO 3A YIIOTPEEA

Per. Ne 20090170

9. JATA HA ITBPBO PASPEIIABAHE/MOJHOBABAHE HA PASPELIEHHUETO 3A
YIHOTPEBA

Jlara Ha mepeo pa3zpewasane: 11.05.2069 r.

Jara Ha nognoeapane; 07.08.2014 r,

10. AATA HA AKTYAJH3IUPAHE HA TEKCTA

21.06.2022 r.
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