IHCTPYKIIA
OJI METUYHOI'O 3ACTOCYBAHHA IIPEITIAPATY

ATEPOKAP[

Cknao:
ditoya pevyoeuHa: clopidogrel;
1 TabGneTkKa MiCTUTH KIIOIiOTPEJIIo TimpocyabdaTy y epepaxyBaHHi Ha KJIOMigorpesnb 75 MrT;

0ONOMIJCHI PEUOBUHU:IIENTIONI03a MiIKPOKPUCTAIiYHa, TaKTO3W MOHOTIIpAaT, MarHito cTeapar,
KpOXMaJlb IpexelaTHHI30BaHUM, TOBiOH, NomieTuneHrikonb 6000; cymim s niBKOBOTO
nokputTs Opadry II Pink: amoMiHieBi naku yapiBaui yepBonuii (E 129) Ta ingurokapmis (E 132),
rinmpomenosa, TaKTO34 MOHOTiApaT, TpUalleTHH, OMieTUIEHTIiKONIb, TuTany miokcup (E 171).

JIikapcbka ¢opma. TabneTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.

dapMakoTepaneBTHYHA rpyna. AHTUTpoMOOTHYHi 3acobu. AHTuarperantu. Kog ATC BO1A C04.
KriniyHi XxapaKTepHUCTHKH.

Iloka3aHnHus.

[TpodinakTrka MPOsBiB aTEPOTPOMOO3Y Y HOPOCIIMX:

* y XBOPHUX, Kl IlepeHecnu iHpapKT MioKappa (1oYaToK JIiKyBaHHS — 4Yepes KiflbKa [IHiB, ajie He
ni3Hinle HiXK yepe3 35 [OHIB MiCg BUHUKHEHHS), IIeMIYHUY iHCYIBT (I0YaTOK JIIKyBaHHSA —
yepe3 7 [OHIB, ajie He Mi3Hillle HiXK Yyepe3 6 MiCAIiB Micis BUHUKHEHHS), ab0 y SIKUX
IiarHOCTOBaHi 3aXBOPIOBAHHS MepudepUYHNX apTepiil (ypaxkeHHs apTepid i aTepoTpoM603
Cy[IUH HUXKHIX KiHIIIBOK);

* y XBOPUX 3 FTOCTPUM KOPOHAPHUM CHHIPOMOM:

- 0e3 migiiomy cermeHTa ST (HectabinbHa cTeHOKapHia abo iHdapKT Miokapzaa 6e3 3y01s Q), y ToMmy
YUCI y TMallienTiB, sKkuM 0y10 BCTAHOBJIEHO CTEHT Y XOMi MPOBEAEHHS Yepe3IIKipHOl KOpOHapPHOi
aHriommacTuky, y KomOiHalii 3 aneTHUsICaiNIOBO0 KUCIIOTOIO;

- i3 rocTpuM iHpapkTOM Miokappa 3 migiiomoM cermeHTa ST y KoMmOGiHallii 3 alleTHIICaiKAI0OBOIO
KHCJIOTOIO (Y XBOPHUX, SIKi OTPUMYIOTh CTaHapTHE MeIMKaMeHTO3He JIiKyBaHHS Ta SKUM II0Ka3aHa
TPOMOOJiTUYHA Tepatis).

IIpomunoka3saHnus.

linepuyTnuBiCTh MO KIOmigorpesnto abo mo 6yab-IKOro 3 KOMIOHEHTIB ITpernapary, TsSkKa ITeYiHKoBa
HEJOCTaTHICTh, CTAHH, II0 CYIIPOBOAXKYIOTHCS PU3UKOM T'OCTPOI KPOBOTEUi ([TeNTUYHA BUPa3Ka,
BHYTPIIIHbOYEPENIHUM KPOBOBUJIUB, TOII0), CIIafIKOBA HETIEPEHOCUMICTh TajakKTo3H, JedillUT TaKTas3n
Jlamnma abo mopyIeHHs ManbabcopOilii rII0K03u-TrajlakTo3y, BariTHICTh, Tepiof ToAyBaHHS TPYALIO,
ouTsS4uy BiK (1o 18 pokiBs).

Cnoci6 3acmocyeaHHss ma do3u.

ITopocai ma xeopi nAimHbo20 8iky. BHyTpiHbo 1o 1 Tabnetui (75 Mr) 1 pa3 Ha mo0y He3alnexkHO Bif
IPUKOMY 1XKi.



Y xeopux 3 2ocmpum kopoHapHum cuHOpomom (I’KC) 6e3 nidliomy ceemenma ST(HecTtabinbHa
cTeHoKapmis abo indapkT Miokapma 6e3 3yOms Q Ha EKI') nmikyBaHHS ATepOKapaoM IOYHHAThH 3
OHOPA30BOi HAaBaHTaXKyBaJbHOI 103U 300 MT, a MOTIM ITPOIOBKYIOTH 103010 75 MI' OOMH pa3 Ha J00y
B IIOEHAHHI 3 alleTuncamninuaoBoio Kucnoroio (ACK) y nosi 75-325 mr Ha go0y. OcKinbKu
3acTocyBaHHS 0inbil BuCOKUX 03 ACK mifBuillye pu3uK KpoBOTedi, peKOMEHIYETLCA He
IIepeBUIIyBaTH 03y aueTuncaninuaoBoi kuciaotu 100 mr. OnTrManbHa TPHUBAIICTh TiKyBaHHS He
BCTaHOBJIeHA. Pe3ynbpTaTl JOCHIIIXKEHb CBiAYaTh Ha KOPUCTh 3aCTOCYBaHH4 IIpenaparty fo 12 micsauis,
a MaKCUMaJIbHUM e(deKT CIocTepirascsa 4epes3 3 MicAIl TiKyBaHHS.

Y xeopux i3 2ocmpum iH(hapkmom miokapda 3 nidtiomom ceemerHma ST KIOMigoTrpesb MPpU3HAYa0Th
110 75 MI' OMH pa3 Ha o0y, IOYMHAIOYY 3 OMHOPA30BOi HaBaHTaXKyBasbHOI 103U 300 Mr y KombiHaIril
3 ACK, 3 3acToCyBaHHSM TPOMOOJITUUHUX IIpernapaTiB abo 6e3 Hux. JIikyBaHHS XBOPHUX CTapiiIe 75
POKiB 1ToYnHal0Th 663 HaBaHTaXKyBaJIbHOI N03U Kiomigorpesnto. Kom6iHOBaHy Teparliio CIifl moYnHaTH
SIKOMOTa PaHillle MiCJIg MOSBY CUMIITOMIB i IPOAOBXKYBaTH IPUHAWMHI YOTUPHU TUXKHI. KOpUCTS Bifg
KoMOiHarrii knomigorpento 3 ACK moHap YOTHPU TUXKHI IIPU 1IbOMY 3aXBOPIOBaHHI He BUBYAIaCH.

®apmakozeHemuka. Y ocib 3 mocnabnenum Metabosnizamom CYP2C19 crioctepiranacs 3HUXKeHa
BiOIOBiAb Ha JTiKyBaHHA KnomigorpeneM. ONTUMaTbHUM PEKUM N03YBaHHS y 0Cib 3 mocnabineHum
MeTa00J1i3MOM IIOKH III0 HE BCTAHOBJIEHU.

Hupkosa Hedocmam+icmy. [10CBif 3aCTOCYyBaHHS IIpenapary y MallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO
obMexeHu#. IIpenapat CIifl 3aCTOCOBYBaTH 3 06epekHiCcTIO (HuB. Po3min «Oco0nmuBoCTi
3aCTOCYBaHHS»).

ITeuinkosa HedocmamHicmb. [1OCBIN 3aCTOCYBaHHS NIpenapaTy y Malli€HTiB i3 3aXBOPIOBaHHAMU
MeYiHKY Ta MOXKJIMBICTIO BUHUKHEHHS TeMopariyHoro giatedy oomexxeHuu. [Ipemapar cif
3aCTOCOBYBaTH 3 00epexkHiCcTI0 (AUB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

ITo6iyHi peakuii. MoxuBi mo6iuHi peakilil, sSiKi 3ycTpivanuch 3 HACTYITHOI YaCTOTOIO: TOIIMPEHi
(Bim 1/100 mo 1/10), HemommpeHi (Big 1/1000 mo 1/100), pigko nowmupeHi (Big 1/10 000 o 1/1000),
nyXe pigko nmomupeHi (Mexme 1/10 000):

3 60Ky cucmemu Kpo8omeOpPeHHA: HEIOUIUPEHI — TPOMOOIIUTONIEHis, TeHKOIeHiss, e03uHOoDisis;
pifKo mommpeHi — HEUTPOIEHis (BKII0Ual04Yy BUPaXkKeHY); AyXkKe pifiKo MmomupeHi — TpoMOOTUYHA
TPOMOOLIUTOIIEHIYHA MTyPIIypa, aHeMis (Y TOMY YHUCJIi anlacTU4Ha), MaHIUTOIIEeHis, arpaHyJIOIUTO3,
Ts2KKa TPOMOOIIUTOTIEHisI, TPaHYJIOIUTOIIEHis;

3 60Ky cepu,eso-CyOuUHHOI cucmemu: TIOMINPEHi — reMaToMa; AyXKe PifiKo MOIINpPeHi — TIXKUAN
KPOBOBUJIMB, KPOBOTEYA 3 OIepalliiiHol paHu, BaCKyJIiT, apTepiaabHa TiloTeH3is;

3 60Ky mpasHoi cucmemu: nowupeHi — Ginb y XKUBOTI, giapesi, OUCIIEIICis, NITYHKOBO-KUIITKOBA
KPOBOTeYa; HEMOUINPEeHi — HyIOTa, 3all0p, BUpa3Ka IITyHKa Ta JBaHa[LITUIIaN0l KUIIKY, TaCTPUT,
O71i0BaHHS, METEOPU3M; PiAKO MOIIKMPEHI — peTpPollepUTOHeaNTbHNYM KPOBOBUJIKB; IyXKe PidKO
NOIIMPEH] — MaHKPeaTuT, KOMIT (y TOMy YHCIIi BUPa3KoBui abo miMponuTapHUi), IITyHKOBO-
KUIIIKOBA Ta PeTpollepUuTOHeaIbHa KPOBOTeYa 3 JIeTa/IbHUM KiHIIEM, CTOMATHUT;

3 60Ky 2enamobisiapHoi cucmemu: gyXe pPigKo MOUIMPEHi — rocTpa MeYiHKoBa HENOCTATHICTS,
TelaTUT, IOPYIIeHHs QYHKIIOHATbHUX P00 MeUiHKHU;

3 60Ky UueHmMpaabHoi Hepeosoi cucmemu: HETIOMKUPEHi — TOJIOBHUM 6inb, mapecTesis,
3alraMOpPOYEHHS, BHYTPIllIHbOYEpeITHA KPoBoTeda (Y AesSKUX BUIAAKaxX — 3 JIeTAJbHUM HACIIiIKOM);
OyXKe pigKo MOLIMpEeHi — CIUIYTaHICTh CBIAOMOCTI, raIloIMHAlll, TOPYILIEHHS CMaKYy;



3 60Ky Op2aHie yymmsi: HETIOIIUPEHi — OYHA KPOBOTeYa (KOH IOHKTUBAJIbHA, OKYJIIPHA, PeTHHAJIBHA);
pifKo momupeHi — 3aaMoOpoYeHHs (1aToorist Byxa Ta nabipuHTy);

3 60Ky WwKipu ma niOwKipHOi KAiMKOBUHU: TIOIIUPEHI — MiAMKIPHUN KPOBOBUINB; HEMOLINPEH] —
IIKipHi BUCcKUIIaHHS, CBepOixK, MypIypa; AyxkKe pifAKo MOMKUPEHi — aHTiOHEeBPOTUYHUHM HaOPSK,
epUTEeMATO3HUN BUCHII, OyJIbO3HUN HEPMATHUT (TOKCUYHUY elliflepMabHUN HEKPOJIi3, CHHIPOM
CriBeHca-[I2KOHCOHa, MyNnbTU(HOPMHA epUTEMA), KPOIIUB THKA, €K3eMa, IIJIOCKUY JIAIIaK;

3 60Ky opaaHie QuxaHHs: TOMKUPEeHi — HOCOBa KPOBOTeYa; OyXKe PiIKo IoUIMpeHi — KpoBoTeda
OpraHiB mUXaHHS (KPOBOXapKaHHS, JereHeBa KPoBOTeda), OpOHXOCIa3M, iHTePCTHUITiaTbHUHI
ITHEBMOHIT;

3 60Ky ONOPHO-PYX08020 anapamy: OyXKe PifKo MOUIMPeHi — reMapTpo3, apTPUT, apTParis, Mianris;

3 60Ky ceuogudinbHOi cucmemu: HETIOMKUPEHI — reMaTypis; oyxke pigko — riIoMepyIoHedpur,
IiJBUIIIEHHS PiBHA KPEaTUHIHY B KPOBI;

CnocTepiranmucs peakuii nidsuweHoi yymaugocmi: oyxe pigKo MOUIMPEHi — CUPOBATKOBA XBOpo0Oa,
a"adinmakTUYHI peaxiii;

1abopamopHi NOKA3HUKU: HEMOIIKMPEHi — IONOBXKEHHS Yacy KPpOBOTeUi, 3HUKEHHS PiBHS
HeuTpodiniB i TpoMOOLIUTIB;

[Hwi: TOIMMPEHI — KPOBOTeYa B MICIi iH'€K1Iil; y>Ke PiAKO MOIIMPEeHi — rapsgdka.
Ilepedo3yeanHns.
Cumnmomu: IOQOBXKEeHU YaC KPOBOTEUi 3 HACTYTHUMHU YCKIaJHEHHSIMH.

JlikysaHHA: CumntoMmatuyHe. [Ipy He0OXiIHOCTI IMBUAKOI KOPEKIIil ITOAOBXKEHOI0 Yacy KPOoBOTEeUi
edekT mpemnapaTy Moxe OyTH YCYHYTHU ITepeMBaHHAM TPOMOOLMTapHOI Macu. AHTUAOT
(dhapMakoI0TiuHOI aKTHBHOCTI KJIOMiZOTPETIO He BiMOMUIA.

3acmocyeanns 8 nepiod eazimuocmi ab6o 200yeaHHs 2py00i0.

Yepeas BiACYTHICTh KIiHIYHUX JaHUX 3aCTOCYBaHHS KJIOIiOOTPEIII0 B IEPiOf BariTHOCTI IIpemapaT
He0akaHO IPU3HAYATH BaTiTHUM XKiHKaM (SIK 3acTepexXHui 3axin). [locyigy Ha TBapuHaX He BUSBUIIU
HETATUBHOTO BIIJIUBY KJIOMIIOTPEJII0 Ha BariTHICTh, PO3BUTOK eMOpiOHY/IIONa, TIOJIOTH Ta
IIOCTHATAJIbHUM PO3BUTOK.

He BimoMo, 4u €eKCKPETYETHCS KIIOMiAOrpesib Y TPyaHEe MOJIOKO. Y HOCTigXKeHHSIX Ha TBapuHax 0yI1o0
II0OKa3aHo, 1110 BiH eKCKPETYETHCS B TPyOHE MOJIOKO, TOMY IIiff Yac JiKyBaHHS IIpelapaToM rOAyBaHHS
TPYAOIO CIIif IPUNUHUTH.

Iimu. Be3neka Ta epeKTUBHICTh 3aCTOCYBaHHS IIpenapaTy y AUTSYOMY Billi He BCTaHOBJIEHI.
Oco06.1ueocmi 3acmocy8aHHA.

AK110 mif yac 3aCTOCyBaHHA IIpernapaTy CIOCTepPiraloThCsA CUMIITOMY, 110 CBiYaTh IIPO MOXKJIIUBICTh
KPOBOTEUi, CJIil HeraitHO ITPOBECTU PO3TOPHYTUI aHasi3 KpoBi Ta/abo iHII BignoBigHi TecTy, yepe3
PU3KK PO3BUTKY KPOBOTEYi Ta reMaTOJIOTiYHUX MOGIYHUX [Till.

4K i inmi arTUTPpOMOOIIMTAPHI 3aC00H, KITOMiIOTpeb Cti 06epekHO 3aCTOCOBYBATH IalliEHTaM 3
IiABUIIEHUM PU3UKOM KPOBOTEYi BHACIILOK TPABMHU, XipypriuHoro BTpy4aHHs abo iHIHUxX



IIaTOJIOTiYHUX CTaHiB, a TAKOXK y pasi 3acTocyBaHHs narieHitamu ACK, renapusy, iHribiTopis
riikonpoTeiny IIb/IIla abo HecTepoigHUX MPOTH3aNalbHUX MIpenapaTiB, 30KkpeMa iHridiTopis LIOI-2.
Heo0xigHO yBaXKHO CTEXKHUTH 3a MIPOSIBAMHU Y XBOPUX CUMIITOMIB KPOBOTEYi, ¥ TOMY YHCJIi TPUXOBAHO1
KPOBOTEYi, 0COOMMBO y TePIi TUXKHI JTiKyBaHHS Ta/a0o micis iHBa3iiHUX IIpolieyp Ha Ceplli Ta
XipypriyHux BTpy4YaHb.

Y BUMNaAKYy IJIaHOBOTO XipypriYHOT0 BTPYYaHHS, 1110 TUMYACOBO He MOoTpedye 3aCcTOCYBaHHS
aHTUTPOMOOLIMTaPHUX 3ac00iB, JTiKyBaHHS KJIOMiLOTpesieM CIIifi IPUIUHUTH 3a 7 [HIB 10 olepaifil.
[TalieHTH MOBMHHI ITOBIIOMIISATH JIiKapsM IIPO Te, 110 BOHW IPUINMAaIOTh KIOMigoTpenb, Iepem
IPU3HAYEHHSIM IM OyIb-sIKOi omepariii yu mepeq 3aCTOCYBaHHSIM HOBOT'O JTIKapChKOT'0 3aco0y.
Knomigorpens MomoBXKye TPUBAIICTh KPOBOTEYi, TOMY MOT0 CITil 06€peKHO 3aCTOCOBYBATH MalliEeHTaM
3 IiBUIEHUM PU3UKOM KPOBOTEUi (0COOIMBO HIITYHKOBO-KHUIITKOBOI ¥ BHYTPIITHROOYHOI).

XBOpUX CITif OTIepeKaTH, II0 IIif Yac JiKyBaHHS mmpenapaToM (oKpeMo abo y komOinartrii 3 ACK)
KpPOBOTeYa MOXKe 3YIIUHATUCA Ii3Hille, Hi’K 3BUYalHo, 1 1[0 BOHU [IOBMHHI ITOBIIOMJIATH JliKaps IIPO
KOXHHWM BUITA[OK HE3BUYHOI (3a MiCIlleM Y1 TPUBAJIiCTIO) KPOBOTEYi.

Iyxe pigKo criocTepiranucs BUlagku TpoMOOTHYHOI TpoMbonuToneHiuHoi nypnypu (TTII) micnis
3aCTOCYBaHHS KJIOMIAOTPesIio, iHOM1 HaBIiTh MiCJIsT KOPOTKOYACHOr0 3acTocyBaHHA. TTTI IposaBnsaeTsCa
TPOMOOIIMTOIIEHI€I0 Ta MiKPOAHTiOMATUYHOI TEMOJIITUYHOI aHEMIEI0 3 HEBPOJIOTIYHUMU IIPOSIBAMH,
HUPKOBOIO mUChYHKITEI abo rapsiukoio. TTTI MOTEHIIMHO € CTAHOM III0 3aTrPOXKYE XKUTTIO, Ta
noTpebye HEeTalHOro JIIKyBaHHS, 30KpeMa I171a3MoGope3oM.

Yepes3 HEOOCTATHICTh JaHUX HE PEKOMEHAYEThCS IPU3HaYaTH KJIOMiorpesib y Iepllli 7 qHIB micis
TOCTPOTrO illIeMiYHOTO iHCYIIbTY.

dapmako2eHemuKda. 3a JaHUMU JIiTepaTypH, y MAI[i€HTIB i3 TeHETUYHO 3HUKEHOI0 (PYHKITIEI0
CYP2C19 cnocTepiraetbcss MeHIlIa KOHIIEHTPAIisl aKTUBHOTO MeTaboIiTy KJIOMigorpero y mua3mi Ta
MEHII BUPaXKeHUN aHTUTPOMOOITUTapHUuY eheKT. Y HUX, K IPAaBUIO0, 3HAYHO YacCTillle BUHUKAIOTh
ceplieBO-CyAUHHI nofil micns iHpapKTy MioKap/a IOPiBHSAHO i3 mallieHTaMu i3 HOpMaIbHUM
¢dyukuionyBanuaM CYP2C19 (ouB. po3nin «B3aeMopis 3 iHIMMMU niKapchbKUMU 3acobaMu Ta iHIIi
BUIU B3aEMOJII»).

TepaneBTUYHU JOCBiT 3aCTOCYBaHHS KJIOMIOOTPEJIIO MallileHTaMU 3 HUPKOBOX HENOCTATHICTIO
o0MexXeHUH, TOMy TaKUM IallieHTaM IIpenapar CJif Ipu3HadaTé 3 00epeXHiCTIO.

IocBin 3acTocyBaHHS IIpelapaTy y NallieHTiB i3 3aXBOPIOBaHHSIMU MEYiHKU CEPENHbO] TSXKKOCTI Ta
MOZKJIMBiCTI0O BUHUKHEHHS TeMOpari4Horo fiate3y ooMexkeHui. ToMy TaKUM XBOPUM KIIOMiIOTpeib
CHIif mpu3HayaTy 3 00ePekHICTIO.

ATepokapm MiCTUTh T1akTo3Yy. [1allieHTH 3 TAKUMHE PidKiCHUMHU CIIaJKOBUMHU 3aXBOPIOBAHHSIMH, K
HeTlepeHOCUMICTh rajlakTo3u, nedinuT makTasu Jlanma abo mopyieHHs MaababcopOIlil TTIoK03u-
raJaKTOo3¥, He IOBUHHI IPUKMATH IleH mpemnapar.

3damuicmsb eniueamu Ha weudKicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHi3mamu. [Tpenapar He BIIMBaE a60 Mae He3HAYHUH BIIJIUB Ha IIBUIKICTH peakilii
IIPY KepyBaHHi aBTOTpaHCIIOPTOM abo poboTi 3 iHmMKUMY MexaHi3MaMu. Y BUIaiKax, SKIIO IIif 9ac
JIIKyBaHHA IIpernapaToM CIIOCTEPIraeThCs 3allaMOpPOYEHHS, CIIif yTPUMYBATUCS Bifl KEPYBaHHSA
aBTOTPaAHCIOPTOM a00 poOOTH 3 iHIMMMHU MeXaHi3MaMu.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiil.

OpaﬂbHi aHmukrodazyadaHmau. He PEKOMEHOYETHECA OOMHOYAaCHE 3aCTOCYBAHHA 3 KJ'IOl'IiI[O]"peHeM,



OCKIiTbKY iCHY€ PU3UK ITigBUILEHHS iHTEHCUBHOCTI KPOBOTEY.

IH2ibimopu 2aikonpomeiry IIb/IIIa. ATepokapq ciif 3 06epexXHiCTI0 TPU3HAYaTH HalliEeHTaM i3
IiABUIIEHNM PU3UKOM KPOBOTEYi 4epes3 TpaBMYy, XipypriuHe BTpy4YaHHs abo iHIII MaTONOTi4Hi CTaHH,
IIPU SIKUX OOHOYACHO 3aCTOCOBYIOTH iHTiGiTOpU riikomporeiny IIb/IlIa.

Auemuascaniyunosa kucioma (ACK). ACK He 3MiHIO€ iHTIOITOpPHY Hito Kinomigorpesto Ha AITO-
iHmyKOBaHy arperatiito TpoMOOIUTIB, ane Kiomigorpens nocumoe aito ACK Ha arperatito
TpoMOOLMTIB, iIHIYKOBaHY KojareHoM. [IpoTe omHo4acHe 3acTtocyBaHHS 500 mr ACK gBa pasu Ha
o0y MpOTSATOM ONHOTO [HS He CIPUYMHIOBAJIO 3HAYYIOro 30iNbIIeHHS Yacy KpOBOTEUi,
IIOIOBKEHOTr0 BHACJIIAOK NTpuiioMy Kiomiforpesnoo. OCKiTbKYA MOXKJIMBa B3a€EMOis MiXK KJIOMiforpeneM
i alleTUIICAIIIMIOBOIO KUCIOTOIO 3 MiIBUIIEHHSIM PU3UKY KPOBOTEYi, OMHOYACHE 3aCTOCYBaHHS INX
npenaparis moTpebye obepexHocTi. He3Baxkatouu Ha 11e, Kiomigorpens i ACK npuiiManucst pa3om
IIPOTSITOM 0 OOHOTO POKY.

I'enapuH. 3a maHUMMU JOCITiIXKEHHS, KJIOMiIorpesb He MoTpe0yBaB KOPUTYBAHHS NO3HU IellapuHy Ta He
3MIiHIOBAB [Iil0 rellapyHy Ha KoaryJsniio y 30oposux. OfHOYaCHe 3aCTOCYBaHHS renapuHy He
3MiHIOBasIo iHTi6yI04y Ait0 KJIOMiJoTrpesto Ha arperaiiito TpoMOoIuTiB. OCKiTbKM MOXK/IMBA B3a€MOis
MiX KJIOIIIZOrpeieM i TellapyuHOM i3 MiBUIIEHHAM PU3UKY KPOBOTEYl, OMHOYACHE 3aCTOCYBaHHSA
notpebye 00epeKHOCTI.

TpomboaimuuHi 3acobu. be3neka 0mHOYAaCHOTO 3aCTOCYBaHHS KJIOmigorpeio, GidpuHocnenupiyanx
abo didbpuHOHECTEeNMGiYHNX TPOMOOTITUYHUX areHTiB Ta renaprHy OyJa HOCTifAXKeHa Y XBOPUX i3
roctpuM iHpapkTOM Miokappa. YacToTa KIiHiYHO 3HaYYIII0l KpOBOTeUi Oy/a aHANOTiYHOO TiH, 1110
crocTepirasacst mpu OOHOYACHOMY 3aCTOCYBaHHI TPOMOOJITUYHMX ITpenaparTiB Ta remapuny 3 ACK.

HecmepoidHi npomu3anaavHi npenapamu (HIT3IT). OmHOYacCHe 3aCTOCYBaHHS KJIOMigOTPEIIO Ta
HAIMIPOKCEHY MOKe 30i/bIIyBaTH KibKiCTh IPUXOBAHUX IITYHKOBO-KUIIKOBUX KPOBOTed. OfHAK, IOKU
10 HEMa€ AaHuX o0 B3aeMofil npemnaparty 3 inmumu HIT3I1 i moTemep He 3’51COBaHO YU 3POCTAE
PHU3HKK KPOBOTEY ITpHU 3acTocyBaHHi 3 ycima HII3II. Tomy HeobxifHa 00epexkKHICTh IPK OMHOYACHOMY
3actocyBaHHi HII3II, 3okpema inribitopis LIOI'-2, 3 knonigorpenem.

KombiHauis 3 iHWuMu aAikapcvkumu 3acobamu.

OCKibKH KJIOMiZOTPesIb IePeTBOPIOETLCS Ha CBill aKTUBHUYN MeTabosIiT yacTKoBo mif miero CYP2C19,
TO 3aCTOCYBaHHS IIPenapariB, fAKi 3HUXKYIOTh aKTUBHICTE IIbOT0 PEPMEHTY, MOXKe NIPU3BECTHU [0
3MeHIIeHHS KOHIIEHTpallil akTUBHOTO MeTabo/IiTa KJIOMigorpesiio y Mia3Mi, a TaK0XK 40 3HUXKEHHS
KJTiHiYHOl epeKTUBHOCTI. Cif yHUKaTH OQHOYACHOTO 3aCTOCYBaHHS IpenaparTiB, SKi IPUTHIYYOTh
akTuBHicTE CYP2C19.

[Io mpenaparis, 0 OIpUrHiuy0Th akTUBHICTE CYP2C19, HanmexXkaTh oMenpa30J1, e30Menpasor,
dbnyBokcaMiH, GryoKceTHH, MOKI00eMin, BOPUKOHA30/, PIIyKOHA30JI, TUKJIOMIANH, ITUITPO(IIOKCaInH,
IIIMETHUIMH, KapOaMa3elrid, okcKapOa3emin Ta xmopaM@peHiko.

IH2ibimopu npomoHHO20 Hacoca. Xo4a NOKa3u CBifYaTh IIPO Te, 10 CTYIiHb IPUTHIYEHHS aKTUBHOCTI
CYP2C19 mip miero pi3Hux mpemnaparis, 0 HajlexkaTh 10 KJlaccCy iHriOiTOpiB MPOTOHHOIO HAacoca, He €
OJHAKOBHUM, iCHYIOTh [laHi 1110 BKa3ylOTh Ha MOXKJIMBICTh B3a€MO/il TPAKTHYHO 3 yCiMa IIperapaTaMu
IIbOT0 Kytaccy. ToMy CTlifi yHUKaTH OGHOYACHOTO 3aCTOCYBaHHA iHTi0iTOPiB IPOTOHHOTO HAacoca, 3a
BUHSITKOM BUIIQ[IKiB, KOIU Ile € aOCOMIOTHO HeoOxigHuM. [10Ka3iB TOro, 110 iHII mpemnapaTy, ki
3MEHINYIOTh MMPOAYKIIiI0 KUCIIOTH Y IIUTYHKY, TaKi K Hampukiag H,-6mokaTopu a60 aHTaIlUOH,
BIIJIUBAIOTh HAa @aHTUTPOMOOIMTAaPHY aKTUBHICTD KJIOMigOTPEIIi0 HeMae.



B pe3ynbTaTi mocmigeHb KITiHIYHO 3HAYYI0I B3a€MOil IPX 3aCTOCYBaHHI KJIOMiIOTPesi0 OMHOYaCHO
3 ameHo0.1010M, HipeOuniHom abo 3 oOoMa IpemapaTamMu BUsIBIeHO He Oyno. Kpim Toro,
(dhapMakoguHaMiYHa aKTUBHICTh KJIOMiJOTPEJIIO 3a/IUIINIAacs MPaKTUYHO HE3MIHEHOIO IIpU
OJHOYaCHOMY 3aCTOCYBaHHi 3 (peHoOapbimasom, yuMemuOuUHOM Ma ecCmpo2eHOM.

®apMakoKiHeYHi BIaCTUBOCTI Ou20KcuHy abo meogisiHy He 3MiHIOBAIKACS IIPU OIHOYACHOMY
3aCTOCYBaHHI 3 KnomigorpeneM. AHmauudHi 3acobu He BIIMBAIOTh Ha piBeHb abcopoOiiii
KJIOIiIOTPETIo.

HaHi mocmimKeHb CBiYaTh PO Te, 1[0 KapOOKCUIIbHI MeTaboIiTh KJIOMiJOTPesto MOXKYTh
IIPUTHIYYBaTU aKTUBHICTE IuToXpoMy P450 2C9. Lle MoxKe MOTEHIIMHO MigBUILIYBAaTH PiBHI B IJ1a3Mi
denitoiny, Tonbyraminy Ta HII3TI, gki MmeTab0mi3yi0oThCA 3a fomomMoroio nutoxpomy P450 2C9.
He3Baxkalouu Ha I1ie, pe3yIbTaTH [OCTIIXKeHb CBig4aTh, 110 GeHiToiH i TonbyTramin MoxHa 6e31eyHO
3aCTOCOBYBaTU OQHOYACHO 3 KJIOIiOTpesieM.

He BigMiueHo kiiniyHO 3HAuyII0l B3aEMOpii mpenapaTy 3 miypeTukamu, 6eTa-afpeHo610KaTopamMy,
inriitopamu AII®, 6;10KaTOpaMu KalbllieBUX KaHalIiB, 3aco6aMu, SIKi PO3MIMPIOIOTE KOPOHAPHI
CYyOUHHU, aHTAllMJAMM, aHTHOia0e THUHUMY (BKJTIOYAIOUM iHCYJIiH), TiI0X0JIeCTePUHEMIYHUMH,
IpOTHeNinenTuYHUMHU 3acobamu, antaronicramu GPIIb/IIIa, mpu ropMoH3aMicHil Teparril.

®apMaKoI0riyHi BTaCTHBOCTI.

®apmakoduHamika. Knomigorpens CeIeKTUBHO IPUTHIYY€e 3B’3yBaHHA afeHo3uHanupochaty (ALD) 3
pelLlenTOpoM Ha IOBepXHi TPOMOOILIUTY Ta HacTYIHY akTuBaliio kommnnekcy GPIIb/IIIa mig miero AOO i
TAKUM YMHOM IPUTHIYYye arperanito TpoMOouTiB. Kimomigorpeab TakoX MIPUTHIUYE arperaiiiio
TPOMOOLMTIB, iIHIYKOBAHY iHIIMMU arOHiCTaMH, IUITXOM OJIOKYBaHHS ITiIBUIIEHHS aKTUBHOCTI
TpoMOouuTiB BuBinbHeHUM AJI®, He3BOpoTHO Monudikye AIl®-perienTopu TPOMOOLIUTIB.
TpomOGo1uTH, 1110 YBIWLIIIN ¥ B3AaEMOII0 3 KIIOIiOrpesieM, 3MiHIOIOThCS [0 KiHIIF 1X JKUTTEBOTO IUKITY.
HopmanbHa QyHKLisT TPOMOOIUTIB BifTHOBTIOETHCS 3i MIBUAKICTIO, IO BifTIOBifa€ MBUOKOCTI
OHOBJIEHHST TPOMOOITUTIB.

3 mepIIoro AHS 3aCTOCYBaHHSA Y MOBTOPHUX J000BUX 03ax 75 MT IIpemapaTy BUSBISETLCSA CYTTEBE
ynoBinbHeHHST AJl®-iHmyKOBaHOI arperatii TpoM6o1uTiB. L [ist MpOTrpecuBHO IOCUITIOETHCS i
crabinidyeTbcs Mixk 3 i 7 gHsamu. [Ipu ctabinbHOMY CTaHi cepefHill piBeHb MIPUTHIYEHHS arperarttii mig
miero mo6oBoi mo3u 75 MI cTaHOBUTH Bif 40% mo 60%. Arperatiiss TPOMOOLMTIB i TPHBAJIICTh KPOBOTEYi
II0BEPTAITHCA OO0 II0YATKOBOTO PiBHS B CEPeIHbOMY 4Yepes D [HIB IIic/id IPpUNUHEHHS JIIKyBaHHI.

@apmakokiHemuxka. Ilicnsg npuiioMy BHYTPIIIHBO OO3U 75 MI IIBUOKO BCMOKTY€EThCA 3 LIIKT.

CepenHi miKOBi KOHIIEHTPAIIil B IJIa3Mi HE3MiHEHOT0 KJIomigorpeo (6;113bK0 2,2-2,5 HI/MII Hicys
OHOKPATHOI 7031 75 MT IIepopajbHO) OOCATaNucs MpubIu3Ho yepe3 45 XB Iicis mpuiioMy.
AGcopbist ctaHOoBUTH He MeHIle 50%, SIK TOKa3ye eKCKpellisi MeTaboJIiTiB KJIOMigorperio i3 cedero.
Knomigorpens i o0cHOBHUY (HeaKTHBHUI) MeTa0OJIiT, 10 IUPKYJIIOE B KPOBI, invitro 060poTHO
3B’s13yI0ThCS 3 Oinkamu nna3mu mogunu (98% i 94% BipmoBigHO). Lleit 3B’130K 3aIUIIAETHCS
HaCU4YyBaHUM invitro B MeXax IIUPOKOT0 Aiana30Hy KOHLEHTpallil.

Knomigorpens eKCTeHCUBHO MeTa0O0Ti3yeThCs B MeUiHIIi. Invitro Ta invivo iCHy€e IBa OCHOBHUX ILIJISIXU
1ioro MeTab0si3My: OfnUH BinOyBa€eTHCS 3a Y4aCTIO eCTepa3 Ta IIPUBOAUTD [0 TifpOJIi3y 3 YTBOPEHHSIM
HEAKTUBHOTO IOXiTHOTO KapOOHOBOI KUCIIOTH (siKe cKnagae 85% Bin ycix meTabomiTiB, 110
IIUPKYJIIOI0TH Y IJIa3Mi), a [0 iHIIOoro 3anydeHi GepMeHTH cucTeMu utoxpomy P450. CnouyaTky
KJIOMiOTPesb TePEeTBOPIOETHCS Ha IIPOMIXKHUY MeTaboJIiT 2-0KCO-KIomigorpens. B pe3ynbraTi
IIOJaIbIIOT0 MeTab0/Ii3My 2-0KCO-KJIOMiAOTPETTI0 YTBOPIOETLCS TiOJIOBE MOXiAHE — aKTUBHUMN



MeTabomiT. In vitro ueit Metabomiunuit msgx omocepenkopauuit pepmentamu CYP3A4, CYP2C19,
CYP1A2 ta CYP2B6. AKTUBHMI MeTabOJIIT KIOMigorpento, skuii OyB BULiIEHUH invitro, MBUIKO Ta
HE3BOPOTHO 3B’SI3YETHCS 3 pPElenTOpaMy Ha TPOMOOIIMTaX, TUM CAaMHUM IIE€PEeIIKOXKAIYY arperariii
TPOMOOIIUTIB.

Yepes 120 roguH micis mpuiomMy Bcepenuny, npubmu3Ho 50% mpuiHATOI 003U BUTIISETLCS 3 CEYEI0
1 46% — 3 kanom. [licns nepopaabHOr0 MPUKOMY OOHOKPATHOL 403U IIepiof HaliBBUBEAEHHS
KJIOIIOrPesi0 CTAHOBUTH ONIM3BKO 6 romuH. [Tepion HamiBBUBEOEeHHSI OCHOBHOTO (HEAKTUBHOTO)
MeTabosiTa, 10 UPKYJIIIOE B KPOBi, CKIafa€e 8 TOOUH Mic/ig OQHOKPATHOTO Ta 6araTropa3oBoro
IpU¥MaHHA Ipenapary.

®apmakozeHemuka. Kinbka nonimoppuux dhepmenTiB CYP450 nepeTBOPIOIOTE KOOI PEND Y
aKTUBHUM MeTaboJiT, akTuBylo4n #oro. CYP2C19 Gepe y4acTh B yTBOPEHHI SK aKTUBHOTO
MeTaboJtiTa, Tak i mpomixHOro MeTabosnita 2-oKco-kionigorpesto. PapMakoKiHeTUKA aKTUBHOTO
MeTaboJTiTa Ta aHTUTPOMOOIMTAPHI eheKTH, 3a JaHWMH BUMIPIOBAHHS arperallii TPOMOOLUTIB,
Bigpi3HAIOTHCSA B 3asiekHOCTI Bif reHotuny CYP2C19. Anens CYP2C19*1 BigmoBigae moBHICTIO
byHKIi0RYI090My MeTaboni3My, Toxi 9K aneni CYP2C19*2 ta CYP2C19*3 BignosigaoTs ocnabieHOMy
MeTabomi3my. [lani aneni € BignoBiganbHuMEU 3a 85% amnenel, 110 ocnabmoTh GYHKIIO ¥ 0inux Ta
99% vy aziarTiB. [To iHIMX amesned, acoIifioBaHux 3 ociabieHuM MeTa0osIi3MOM, HajleXKaTh
CYP2C19%*4, *5, *6, *7 Ta *8, ogHaK y HaceJleHHS BOHU 3yCTpPidalOThCS 3HAYHO PiAlIe.

dapManieBTUYHi XapaKTePUCTHKH.

OcHo6Hi ¢pi3uko-ximiuHi 8 1acmueocmi. TabneTku Kpyrioi GopMHU 3 TBOOMYKJIOI IOBEPXHELD,
BKPUTI ITIBKOBOIO 000JIOHKOIO POKEBOTO KOJILOPY.

Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epirannsi. B opurinanbHill ynakoBIyi mpu TeMepaTtypi He Bute 25 °C.
30epiratu y HEJOCTYIIHOMY IJISI OiTeM Mici.

YnakoBka. [1o 10 Tabnerox y 6mictepi; o 1 abo 4 GiicTepu B mayili.

Kareropis Bignycky. 3a pernenTom.
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