[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

KJIOIIOOI'PEJIb

(CLOPIDOGREL)

Cknao:
ditoua pevosuHa: clopidogrel;

1 TabneTka MiCTUTH Kionigorpeso 6icynbpdary (Knomigorpeno rigpocynbdaTy) y mepepaxyBaHHi Ha
KJIOIiIOTPeNb 75 MT;

0ONOMIdCHI peyoBUHU: TaKTO3a, MOHOTiApaT; KpOXMaJib KYKYPYA3SHUM; LIeI0I03a
Mikpokpucrtanidia (E 460); makporon (momietunenrnikons 1500) (E 1521); HaTpito KpoCKapMeno3a;
KaJbllilo cTeapart; onagpai II poxkesul, 110 MiCTUTH TiIPOMENIO3Y, TaKTO3Y, MOHOTipaT, TUTaHy
miokcup (E 171), Tpuanietus, 3aniza okcupg yepBonuu (E 172).

JIikapcbka ¢opma. TabneTku, BKpUTiI 060I0HKOIO.

OcHosHi ¢izuko-xiMiuHi 8aacmusocmi: TabneTKu KpPyrioi GopMu 3 IBOOIYKIIOK ITOBEPXHEIO0, BKPUTI
000JIOHKOIO POXKEBOT'0 KOJIbOPY.

dapMakoTepaneBTHYHA rpyna. AHTUTPOMOOTHYHI 3aco0u. [HribiTopu arperarttii TpoMOOLIKTIB 3a
BUHATKOM remnapuny. Kog ATX BO1A C04.

®apmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3Mm pmii. Knomigorpenb ceneKTUBHO IPUTHIUYE 3B’93yBaHHs ageHo3uHgudocdary (AID) 3
pellenITOpoM Ha MOBepxHi TpoMOoIKMTa Ta IMofaibilly akTuBauio Kkommiekcy GPIIb/IIIa nig mieo AII®
i TaKMM YMHOM IPUTHIYYe arperauito TpoMOoIuTiB. [I71 yTBOPEeHHS aKTUBHOI iHTi6iil arperarii
TpoMOOIUTIB HeoOxinHa GioTpanchopMaliis Kiomigorpesnto. Kiomigorpens Takoxk NpUrHidye
arperariito TpoMOOIUTIB, iHAYKOBaHY IHIIUMHU aroHiCTaMu, IIJITXOM GJIOKYBaHHS MigBUIIEHHS
aKTHBHOCTI TpomOGo1uTiB BuBinmbHeHUM AIl®. Knomigorpens Heo6opoTHO Momudikye AP-penienTopu
TpoMOouuTiB. OTKe, TPOMOOLUTH, LIT0 YBIUIIIA Y B3aEMOZI0 3 KJIOMifoTpesieM, 3MiHIOIOThCS [0 KiHIISA
ix KuTTEBOrO IUKIy. HopManbHa QyHKIisT TPOMOOIUTIB BifHOBIIOETHCS 3i MIBUAKICTIO, IO BiATIOBiAAE
IIBUOKOCTI OHOBJIEHHST TPOMOOITUTIB.

dapmakonrHaMiyHi eeKTu. 3 ePIIoro JHSA 3aCTOCYBaHHS Y TOBTOPHUX HOO0OBUX J03aX 75 MT
pernapary BUSIBIIIETHCS CyTTEBe ynoBinbHeHHS Alld-iHayKoBaHOI arperartii TpombouuTis. Lis mist



IIPOTPECUBHO MOCUTTIOETHCS i cTabinmi3yeTbes Mixk 3 i 7 gasimu. I[Ipu cTabinbHOMY CTaHi cepepHii
piBeHb MPUTHIUEHHS arperarii mig mgiero mo6oBoi go3u 75 Mr ctaHoBUTh Bim 40 % mo 60 %. Arperariis
TPOMOOLMTIB i TPUBAJIICT KPOBOTEUI TOBEPTAIOTHCS [I0 IIOYATKOBOI'O PiBHS Y CepeqHLOMY Yepe3 5
OHIB MiCJIs MPUNIMHEHHS JIiIKyBaHHS.

dapmakoKiHemuxka.

BcmokTyBaHHA. [lics mepopanabHOT0 MPUHOMY Pa30Boi Ta 6araTopa3oBux m03 75 Mr Ha H00y
KJIOTIiAOTPesib MBUAKO BCMOKTY€EThCSA. CepenHs MMiKoBa KOHIIEHTPAallisl y 1a3Mi KpOBi HE3MIHEHOr 0
KJomigorpento (0nmu3bKo 2,2-2,5 HI/MJI IiC/Is OQHOKPATHOI 03K 75 MT IIepPOpabHO) OOCATATHACS
npubnu3HO Yyepe3 45 XBUIMH Tics npuiioMy mo3u. AGcopOilis cTaHOBUTH He MeHIe 50 % 3a maHuMHU
eKCKpelril MeTabOiTiB KIOMiIOrpernto i3 ceyelo.

Posnopin. Knonigorpesns Ta ocCHOBHUY (HeaKTUBHUI) MeTA0O0IIT, 10 HXPKYJIIIOE B KPOBI, in vitro
000POTHO 3B’sI3yI0ThCS 3 Oinkamu mna3mu moguan (98 % i 94 % BigmoimHO). e 3B’930K
3a/IMIIAa€EThCS HEHACUUYBAHUM in Vitro y Mexax LIKXPOKOro Aiarna30oHy KOHIeHTpallii.

MeTabomi3aM. Knonigorpens eKCTEHCUBHO MeTabo0Ii3yeThCs y MediHli. In vitro Ta in vivo icHye OBa
OCHOBHUX IIIJITXU HOT0 MeTaboIi3My: OIuH BimOYBAETHCS 3 YYACTIO €CTepa3 Ta MPU3BOOUTE [0
rigpomi3y 3 yTBOPEeHHSIM HeaKTHBHOI IOXiTHOI KapOOHOBOI KMCIOTH (SIKa CTAHOBUTH 85 % Bif ycix
MeTaboIiTiB, 1110 IIMPKYIIOITH V IIJ1a3Mi KPOBi), a 4o iHIIOro 3anydeHi GepMeHTH CUCTEMU
muroxpoMy P450. CrodaTKy KIOMigorpesb TepeTBOPIOETLCS Ha MPOMiKHUM MeTaboIIiT 2-0KCo-
KJIOMiorpesib. Y pe3ysbTaTi MOAabIIoro MeTabos1i3aMy 2-0KCOo-KJIOMiIOTPeIi0 YTBOPIOETHCS Ti0I0Ba
IIOXiTHa - aKTUBHUK MeTa0o0JIiT. In Vvitro 1eit MeTabOIiYHUN IIISX OIMOCEPEIKOBaHUN (hepMeHTaMu
CYP3A4, CYP2C19, CYP1A2 ta CYP2B6. AkTHBHUK MeTa0OJIiT KJIOmigorpesnto (TiojoBa moxifHa),
Kyl OyB BUMOiNIEHUY in vitro, MIBUAKO Ta HEOOOPOTHO 3B’SI3YETHCS 3 PelelITOpaMu Ha TPOMOOIUTAX,
THM CaMMM IIePEeNIKOIXKal0uy arperallii TpoMOOIUTIB.

BuBenenHd. Yepes 120 rogus micnis npuiioMy BCepenuHy MideHOr o 14C—Knoninorpemo y JIIOOVUHUA
npubnusno 50 % mo3u BUBOOuUIOCS i3 ceuelo i 61u3bK0 46 % i3 Kanowm. [Ticns nepopanbHOro MpuitoMy
Pa3oBoi o3u 75 MT mepion HamiBBUBEIEHHS KIOIMIIOrPes0 CTAaHOBUTEL O/IM3bK0 6 romuH. [Tepion
HalliBBUBEJIEHHS OCHOBHOTO (HEaKTHBHOI0) MeTaboMIiTy, 10 IUPKYII0E B KPOBi, CTAHOBUTH 8 TOOUH
IiCJIsT ODHOKPATHOTO0 i 6araTOKpPaTHOI'O 3aCTOCYBAHHS ITpemnapary.

®apmakorenetuka. CYP2C19 Gepe y4acTh B yTBOPEHHI K aKTUBHOTO MeTabo0MIiTy, Tak i IPOMixKHOTO
MeTaboIiTy 2-0Kco-Knomigorpernto. ®apMakoKiHeTHKA aKTUBHOTO MeTabO0IiTy KIIOMigOrpesio Ta
aHtuTpoMOouuTapHi ehpeKTH, 3a faHUMU BUMIPIOBaHHS arperatii TPOMOOIUTIB ex Vivo,
BiIPI3HAIOTHCA 3aekHO0 Bif renotuny CYP2C19.

Anens CYP2C19*1 Bignosinae moBHicTiO QyHKIIiOHyI0uOMy MeTabomi3my, Toxi sk aneni CYP2C19*2 ta
CYP2C19*3 BigmosigaioTh HedyHKIIOHYI0oUOMY MeTabomiamy. Aneni CYP2C19*2 ta CYP2C19%*3
CKJIafaloTh OiNBLIICTE aseiB y MalieHTiB eBpomeoinHoi (85 %) Ta MouromnoigHoi (99 %) pac 3i
3HUKEHUM MeTabosi3aMoM. [HIIi asneri, acolifioBaHi 3 BifCcyTHIM abo ocnabieHuM MeTabomi3MoM,
3yCTpivamThCs 3HA4YHO pigmre. 1o HuxX Hamexatb CYP2C19*4, *5, *6, *7, Ta *8. IlaLi€eHT 31 3HUKEHUM
MeTabo1i3MOM Ma€ OBa HehYHKIIOHABHUX aelli, K 3a3Ha4eHOo BHUIIe. 3TiTHO 3 omy6IikoBaHUMHU
nauuMu reHotunu CYP2C19, gxi BimmoBimaoTs 3HUXKEHOMY MeTa0o01i3My, 3ycTpidaoThes y 2 %
npeacTaBHUKIB HapofiB KaBkasy, 4 % nalieHTiB HerpoigHoi pacu Ta 14 % mallieHTiB KUTalChKOl
HaIlOHAJIBHOCTI. 3apa3 iCHYI0Th TECTH, SIKi [03BOIAIOTE BU3HauuTu resorun CYP2C19.

Oco6nuBi KaTeropii maitieHTiB. PapMakoKiHeTHKa aKTUBHOTO MeTa00IiTy KJIOIiOrpeio He
IOCTiAKyBanacs y HuxkK4e3a3HaueHUX 0COOMBUX KaTeropii maiieHTis.



HupkoBa HemOCTaTHICTh. ICHYIOTH [aHi, 110 MiCaA PEeTryasSpHOr0 3aCTOCYBaHHSA 75 MI KIIOMiOTPEIo
Ha H00Yy MallieHTaMHu i3 TSXKKOI HHPKOBOIO HEJOCTATHICTIO (KJTipeHC KpeaTuHiHy 5-15 M1 Ha
XxBUMHY) iHrioyBanus Al®-iHoyKoBaHOI arperariii TpoMO0UUTIB O6yJI0 MEHII BUpaxeHuM (25 %)
TIOPiBHSIHO i3 TAKUM ke e(peKToM y 3[I0POBUX MOOPOBOJIBINB, @ Yac KPOBOTeYi OB IOIOBKEHUN
Maiixke TaK caMo, 5K i y 30opoBuX HOOPOBOJIBIIIB, SIKi OTPHMYyBasX 75 MT KJIOMiforpesio Ha 0o0y.
KriniyHa nepeHocuMicTh Oyia XOPOIIOIO B YCiX NAIi€HTIB.

[TeyiHKOBa HEOOCTATHICTh. [CHYIOTE AaHi, IO MiCJIg PETyAAPHOTO IPUMOMY 75 MT KJIOMiOrPesio Ha
no0Oy BmpomoBXK 10 [HIB mallieHTaMu i3 TAKKOI0 TeYiHKOBOIO HeOOCTaTHiCTIO iHTiOyBanHsa Al®-
iHmyKoBaHOI arperailii TpoMO0LKTiB Oy/I0 TAKUM CaMuM, 5K i y 3MOPOBUX J0OPOBOIbIliB. Cepemte
IIOIOBXKEHHS YaCy KPOBOTeYi TakKoXK OyJI0 OMHAKOBUM B 000X I'pymax.

PacoBa npuHanexHicTs. [Tommupenicts anenis CYP2C19, fKi CIPpUYMHSAIOTH IPOMIiKHY Ta ClIabKy
MeTaboniyny aktuBHicTE CYP2C19, Bigpi3HS€ThCSA 3aI€3KHO Biff paCcOBOI/€THIYHOI IPUHATIEKHOCTI
(muB. po3min «PapMakoreHeTuka»). [cHyI0Th 0OMezKeHi TaHi CTOCOBHO NalliEHTiB MOHTOJIOIIHOI pacH,
SKl [al0Th 3MOT'Y OLIHUTHU KJTiHIYHE 3Ha4YeHHs reHOoTUNnyBaHHs Ub0ro CYP 3 TOUKM 30py KITIHIYHUX
pe3yJbTaTiB.

[Tpu 3acTOCyBaHHi y MIOOUHYU TEPANIEBTUYHUX 003 KIIOMIIIOTPEITI0 KOJHOTO BINIUBY Ha (GEPMEHTH, IO
OepyTh y49acTh Y me4iHKOBOMY MeTabo0J1i3Mi, He crocTepiranu. IlpemapaT He YUHUTDH KaHIIEPOT€HHOI
[ii, TeHOTOKCHYHOI [il, He BIIJIUBAE HA PEIPOAYKTUBHY (QYHKIIiIO, @ TAKOXK He YUHUTH TePaTOTeHHOI
mil.

KrniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.
BmopuHHa npogirakmuka nposigis amepompom603y y 00pocaux:

XBOPUX, SIKi mepeHecnu iHdapKT MioKapAa (IT04aToK JIiKyBaHHSI — dyepes3 KiflbKa [IHiB, ajie He
mi3Hile HiXK 4yepe3 35 [HIB MiCd BUHUKHEHHS), iIeMiYHNN iHCYNIbT (IOYaTOK JIIKyBaHHS — 4epe3 7
[HiB, aje He Ii3Hille HiXK Yepe3 6 MicsIiB Mic/is BUHUKHEHHS) ab0 y AKUX [iarHOCTOBAHO
3axBOPIOBaHHS NepudepudYHNX apTepiil (ypakeHHs apTepid i aTepoTpoM003 CyIWH HUXKHIX KiHIIBOK);

XBOPUX i3 TOCTPUM KOPOHAPHUM CHHIPOMOM:

- i3 rocTpuM KOpOHapHUM cHHApoMoM 0e3 mifiiomy cermeHnTa ST (HecTabinbHa cTeHOKapHis ab6o
indapkT Miokappa 6e3 3yous Q), y TOMy YHCI y MallieHTiB, SKUM OyJI0 BCTAHOBJIEHO CTEHT y XOmi
IIPOBEIEHHS Yepe3MKipHOol KOPOHAPHOI aHTiOMIaCTUKY, Y KOMOiHaIlil 3 alleTHIICaTiliIOBO0
kucnoror (ACK);

- i3 rocTpuM iHpapkTOM MioKkappa 3 migiiomoM cermeHTa ST y KoMmOiHaril 3 alleTHIICaTiKI0BOIO
KUCJIOTOO (Y XBOPUX, sIKi OTPUMYIOTh CTaHOApTHE MeOUKaMeHTO3He JIIKYBaHHS Ta SKUM II0Ka3aHa
TPOMOOJIiTUYHA Teparis).

ITpogpinakmuka amepompombomuyHux ma mpomboemboaivHuUX nodilt npu ¢pibpussauii nepedcepos.
Knomigorpens y kom6inartrii 3 ACK mokasaHui JOpOCINM NallieHTaM 3 GiOpuisilieio mepencepnb, sKi
MaloTh IJOHaWMeHIIle OOUH (PaKTOP PU3UKy BUHUKHEHHS CYOUHHUX IOAiH, Y IKUX iCHYIOTh
IIPOTUIIOKA3aHHS [0 JiKyBaHHS aHTaroHictamu Bitaminy K (ABK) i gKi MatoTh HU3bKUU PU3UK
BUHUKHEHHS KPOBOTeY, [JII IPOPiIaKTUKYU aTePOTPOMOOTUYHHUX Ta TPOMOOEeMOOTiYHUX TIOTiH, Y TOMY
YUCIIi IHCYTIBTY.



II71s1 oTpHMaHHS JOMAaTKOBOI iHGopMatii muB. po3min «dapMaKoJIOTiyHi BIacTUBOCTI».

ITpomunoka3aHHus. [TifBuINeHa YYTIUBICTh [0 Ail0490i peyoBUHU ab0 70 OyIb-IKOr0 KOMIIOHEHTa
nikapcbkoro 3aco0y. TsixkKa Mmed4iHKOBa HEJOCTaTHICTh. ['0CcTpa KpoBOoTeYa (HampuKiIaj NenTuyHa
BHpa3ka a00 BHYTPIlIHbOYEPETTHUIN KPOBOBHUIIHB).

B3aemodisa 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Jlikapcuvki 3acobu, 3acmocy8aHHA IKUX CYyNpPoBOOHCYEMbCA NiOBUUWL,EHHAM pu3uky Kpogomeu. Yepes
NOTEHI[INHUY afUTUBHUYN e(PeKT iCHY€e MigBUILIIEHUN PU3UK reMOpariyHuxX yCKIagHEHb, TOMY
OOHOYACHe 3aCTOCYBAaHHS TaKUX JIIKAapChKUX 3ac00iB 3 KJIOMiorpeieM BUMarae o0epekHOCTi (OuB.
po3min «Ocob6IUBOCTI 3aCTOCYBAHHS»).

ITepopanvHi anmukoazyaaHumu. OgHOYaCHe 3aCTOCYBaHHA IIpelapary 3 llepopalbHUMU
AHTHUKOATYJITHTaMU He PeKOMEHIYEThCS, OCKiTbKM TaKa KOMOiHallisi MOXe IMOCUJIUTH iHTeHCUBHICTh
KpoBOTeYi (IuB. po3ain «OcobIuBOCTI 3aCTOCyBaHHS»). X04a 3aCTOCYBaHHS KJIOMiAOTPesio y 7031 75
Mr Ha 0o0y He 3MiHIO€ ¢hapMaKOKiHeTUUHUM Tpodinb S-Baphapuny abo MixkKHapo#He HOpMai3oBaHe
crisBigHoweHHd (MHC) y nauieHTiB, gKi BIPOAOBXK TPUBAJIOTO YaCy OTPUMYIOTh JIIKyBaHHS
BaphaprHOM, OHOYACHEe 3aCTOCYBaHHS KJIOMiOrpesio Ta BapapuHy 36inbIillye pu3uK KpoBOTEYi
yepe3 iCHyBaHHS He3aJIeXHOr'0 BIJIUBY Ha FeMOCTa3s.

IH2ibimopu 2aikonpomeiHosux peuenmopie IIb/IIIa. Knomigorpens ciifg 3 06epexkHiCTIO MpU3HAYATH
malieHTaM, SKi OTPUMYIOTh iHTiOiTOpHU rikompoTeinoBux perenTopis IIb/IIla (ouB. po3min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

Auemuacaniyunosa kucioma (ACK). AnieTuncaminuioBa KUCJIOTa He 3MiHIOE iHTiOiTOpHOI [mii
kiomnigorpenio Ha AJI®-iHOIyKOoBaHy arperaiiio TpoMOOIUTIB, ajie Kiomiforpens nocuitoe mito ACK Ha
arperatiiito TpoMOOIUTIB, iHAyKOBaHy KonareHoM. [IpoTe ogHodacHe 3acTtocyBaHHg 500 mr ACK 2
pasu Ha 700y IPOTSATOM OOHOTO [HS He CIPUYMHSIO0 3HAYyIoro 30ibllIeHHs Yacy KpOBOTeYi,
IIOIOBXKEHOT0 BHACIIAOK MpuiioMy Kiomigorpento. OCKilTbKYA MOXKINBa apMakKoguHaMidHa
B3a€EMO[iSl MiX KJIOMifOrpesieM Ta aleTUJICaIilUIOBOX KUCIOTO 3 MiABUIIEHHSAM PU3UKY KPOBOTeYl,
OJHOYACHe 3aCTOCYBaHHS IUX IIpenapariB notpebdye o6epekHOCTi (auB. po3min «OcobnuBoCTi
3acTocyBaHHS»). He3Baxawuu Ha 11e, Kinomigorpens i ACK cymicHO 3acTocoByBanu 0o 1 pOKy y Xofi
KJIIHIYHUX JOCIIMKEeHb.

I'enapun. IToBigoMIISsIOCs, IO 3a JAHUMHU KIIIHIYHOTO JOCIIIIXKEHH, [IPOBENEHOr0 3 y4acTIo
3[M0POBUX NOOPOBOIIBLIIB, KJIOMigOTpellb He TOTpeOyBaB KOpeTryBaHHS 03U TellapuHy Ta He 3MiHIOBaB
[Iif0 remapuHy Ha Koarynsnioo. ODHOYacHe 3aCTOCyBaHHS rellapuHy He 3MiHIOBaJIo iHri0yoo4ol Ail
KJIOMiZOTPesIio Ha arperatito TpoM6onuTiB. OCKimbKK MOXKIIMBa (apMaKOoguHAMIYHA B3aEMOIis MiXK
KJIOTIIJOTPeJieM i TellapruHOM i3 MiABUILIEHHSAM PU3UKY KPOBOTEUi, OMHOYACHE 3aCTOCYBaHHS LIUX
npernapariB moTpedye 06epeKHOCTI.

TpomboaimuyHi 3acobu. ICHYIOTh faHi, 110 6e31eKa OIHOYACHOT0 3aCTOCYBaHHS KJIOMiOTrpestio,
¢ibpunocnenudpiynux abo GpibprHOHECTENNDIYHUX TPOMOOJIITUYHNUX areHTiB Ta Temapuny 6yna
IOCIiKeHa y XBOPUX i3 TOCTPUM iH(papKTOM MioKapha. YacToTa pO3BUTKY K/IIHIYHO 3HAUYLIAX
KpOBOTeY OyjIa aHaJIOTivyHOIO Til, II0 CIIOCTepiraaacs Npu OGHOYaCHOMY 3aCTOCYBaHHi
TPOMOOTITUUHUX TIpenapaTiB Ta renapuny 3 ACK (mus. po3gin «ITo6iuHi peakirii»).

HecmepoioHi npomu3anaavHi npenapamu (HIT3IT). Bimomo, 1110 y X0[i KJTiHIYHOTO HOCIiIXKEHHS,



IIPOBEMIEHOTO 3 yYaCTIO 3MOPOBUX TO0OPOBOJIBIIIB, OMHOYACHE 3aCTOCYBAaHHS KIIOMiTOTPEIO Ta
HAIMPOKCEeHY 36ibIyBaso KiMbKiCTh MPUXOBAHUX IITYHKOBO-KUIITKOBUX KpoBoTed. OOHAK Yepe3
BiICYTHICTh JOCTiAKEHb 00 B3aeMopil mpemnapaty 3 inmumu HII3I1 gotenep He 3’'siCOBaHO, YU
3pOCTa€ PU3UK IITYHKOBO-KUIIIKOBUX KPOBOTEY IIPH 3acToCyBaHHi 3 ycima HIT3II. Tomy HeobOxigHa
00epexXHiCTh TpK ofHOYacHOMY 3acTtocyBaHHI HII3I1, 30kpeMa iHiribiTopiB IMKIO0OKCUTEHA3H-2
(LIOT-2), 3 knomigorpeneM (guB. po3min «Oco0IMBOCTI 3aCTOCYBaHHI»).

CesnexmueHi iH2ibimopu 380pomH020 3axoneHHs cepomoHiHy (CI33C). HeobximHo 3 06epexkHiCTIO
opHO4YacHO 3actocoByBaTu CI33C 3 knomnigorpenem depes Te, mo CI33C BInuBaOTh Ha aKTUBAIII0
TPOMOOLMTIB Ta MigBUIINYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OodHouacHe 3acmocy8aHHA iHWux npenapamig. OCKiIbKY KJIOMiIOTPeb IIEPETBOPIOETHCS Y CBil
aKTUBHUM MeTaboJIiT yacTKoBO mifg mieto CYP2C19, To 3acToCyBaHHS IIperapariB, AKi 3HUKYIOTh
aKTHBHICTh IHOT0 (DepMEeHTy, HalliMOBIpHillle, TpU3BeLe 0O 3HUKEHHS KOHIIEHTpallil aKTUBHOTO
MeTaboIiTy KIomigorpenio y mia3Mi Kposi. KniniuHne 3HaueHH 11i€l B3aeMofil He 3'gcoBaHe. ToMy 5K
3amo0iXXKHUY 3axif C/lif YHUKATH OOHOYACHOTO 3aCTOCYBAHHS CUIBHUX Ta IOMipHUX iHTiOiTOPIB
CYP2C19 (muB. po3gin «Oco0nMuBOCTi 3aCTOCYBaHHS»).

[Io mpenaparis, 10 IpUrHiUYyOTh akTUBHICTE CYP2C19, HanmexXkaTh oMenpa30J1, e30Menpasor,
dbnyBokcaMiH, QrryoKceTHH, MOKI00eMisl, BOpUKOHA30J1, GPIYKOHA30JI, TUKJIOMiAUH, KapOaMa3eIiH Ta
edasipeHir.

IH2i6imopu npomoHHoi nomnu (ITITT). Omemnpa3on y go3i 80 mr 1 pa3 Ha go0y, Ipu CYyIyTHHOMY
3aCTOCYyBaHHI 3 KnomigorpeneM abo B Mexax 12 roguH Mix mpuiioMaMy IUX [BOX IIperaparis,
3HUKYBaB KOHIIEHTPAIlif0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxyBajbHa fgo03a) i 40 %
(migTpuMyBasbHa f03a). Lle 3HMKEHHS CYNPOBOMXKYBalOCS 3MEHIIeHHSIM IIPUTHIYeHHS arperatii
TpoMOouuTiB Ha 39 % (HaBaHTaxyBasnbHa 0o3a) i 21 % (migTpuMyBanbHa mo3a). OUiKyeThCs, 1110 B
aHaJIOTiYHy B3a€EMO[IiI0 3 KJIOMigoTrpeeM BCTynaTUMe i e30Menpa3or.

3a pe3dynbTaTamMu 00CEPBALifHOr0 Ta KITIHIYHOT0 BUITPOOYBaHb OTPHMAHO CYIEepPedIHBi TaHi CTOCOBHO
K/TiHIYHUX HachigkiB nux dhapmakokiHeTnyHux (O®K) ta papmakogumHamiyHux (OJ1) B3aEMOfil 3 TOUKHU
30py PO3BUTKY OCHOBHUX KapHiOBaCKYIIPHUX YCKIagHEHb. AK 3amobiKHUM 3axin, He CJIif OqHOYaCHO
3 KJIOMiforpesieM 3aCTOCOBYBaTH oMenpa30i1 abo e3omernpa3o (AuB. po3min «OcobauBoCTi
3aCTOCYBAHHS»).

MeH1 BUupaXKeHe 3HWXKEHHS KOHIIEHTpallii MeTaboJIiTy y KpPOBi CIIOCTEpiranocs mpu 3aCTOCyBaHHi
IIaHTOIIPa30j1y abo TaHCOIPa30y.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi maHTompa3ony y 7o3i 80 mr 1 pa3 Ha go0y mia3mMaTHuHi
KOHIIeHTPallil akTUBHOT0 MeTaboJiTy 3MeHmmucs Ha 20 % (HaBaHTaxXyBalbHa g03a) Ta Ha 14 %
(mipgTpuMyBanbHa [03a). Lle 3HUKEHHS CyIPOBOAXKYBaJIOCS 3MEHIIIEHHIM CEPEOHbOT0 ITOKa3HUKa
IPUTHiYeHHS arperaitii TpomOouuTiB Ha 15 % Ta 11 % BigmoBigHO. OTpUMaHi pe3yabTaTH BKa3yOTh
Ha MOXKJIMBICTh OQHOYACHOT0 3aCTOCYBaHHS KJIOMMIZOTIPEJII0 Ta ITaHTOIIPa30Jy.

Hemae gokasiB Toro, 110 iHmi gikapchKi 3aco0u, siKi 3MeHIIYIOTh TPOAYKYBAHHS KUCJIOTH Y UUTYHKY,
Taki K, Hanpukiap, H,-61okatopu abo aHTAI[UAX, BIIJIMBAIOTh HA @HTUTPOMOOLMTapPHY aKTUBHICTh
KJIOTIigOTPenio.

KombiHauis 3 iHwuMu aikapcekumu 3acobamu. ICHYIOThH HaHi, 1110 Oy10 TPOBEAEHO PSIM KITiHIYHUX
OOCHiAXKEeHb 3 KIOMigoTrpesieM Ta iHIIMMHU IIperapaTaMy [AJ1s BUBUEHHS MOTEHLIMHUAX

dbapmakoguHaMiyHUX i hapMaKOKiHeTUYHUX B3aeMopii. KniniuHO 3Hauymol hapMakKoguHaMidHOl
B3A€EMOJIil TP 3aCTOCYBaHHi KJIOMigOTPesIo OMHOYACHO 3 AMeH0.1010M, HigpeduniHom abo 3 oboMa



IpenapaTtamMu BuUsiBieHO He 6yno. Kpim Toro, hapmMakonrHamMiuHa aKTUBHICTh KJIOMiLOTPEITIO
3aIMIIMIIacs IPaKTUYHO HEe3MiHEHOI0 IIPU OHOYaCHOMY 3aCTOCYBaHHi 3 (peHobapbimasom Ta
€CMpO2eHOM.

dapMaKOKiHeTHYHI BTaCTUBOCTi Qu20KcuHYy abo meogisiHy He 3MIHIOBAKUCS IIPHU OTHOYACHOMY
3aCTOCYBaHHI 3 KJIOMIigoTrpesieM.

AHmMauuoHi 3acobu He BIITUBAIM Ha pPiBeHb abcopOiiii KIomigorpertto.

Bigomo, 110 maHi, 0oTpuMaHi y X0Ai AOCHIAXKEHb MIKPOCOM MEYiHKY JIIOAWHHU, CBif4aTh PO Te, 110
KapOOKCHIIbHI MeTaboIiTH KJIOMigorpeIio MOXKYTh IPUTHIYYBaTH aKTUBHICTL nuToxpomy P450 2C9.
Lle MOXKe MOTEHINHO MigBUIIYBATH PiBHI Y IIJ1Ta3Mi TaKUX JTiKapChKUX 3ac0o0iB K (heHimoiH i
moabymamio ta HII3II, ski MeTaboi3y0ThCs 3a momomoroo nutoxpomy P450 2C9. He3Baxkaiouu Ha
11e, iCHYIOTh flaHi, 110 QeHiTOIH i TomOyTaMig MoXkHa 0e31MeYHO 3aCTOCOBYBATH OOHOYACHO 3

KJIOMiIOT PEeieM.

Jlikapcuvki 3acobu, siki € cypcmpamamu pepmermy CYP2C8. Byno moka3aHo, 10 KJIOMiIorpesb
30i/bIIIyE €KCIIO3UIII0 PEMATIiHiny V 300p0oBUX H0OPOBOILIIB. [IoCHiXKeHHS in Vitro
IIPOAEMOHCTPYBaIH, 110 1ie 36inbIIeHHS eKCII03UIil penariiHiny o0yMoBieHe iHTiOyBaHHIM
dbepmenty CYP2C8 riokypoHigHEM MeTab0J1iTOM KIIOIiZorpesio. 3 Orisigy Ha PU3UK 30iTbIIeHHS
KOHIIeHTPaIliil B IIJTa3Mi KPOBi, OHOYAaCHEe 3aCTOCYBAHHS KJIOIIIOTPeIIO0 Ta JiKapCchKuX 3acobiB, sKi
BHBOMISITHCS 3 OpPraHi3My IepeBaXHO 3a AOIIOMOTroi0 MeTab0Ii3My, olocepefKoOBaHOT0 (pepMeHTOM
CYP2C8 (Takux $IK pelariiHifi, maksiTakcen), moTpedye 06epeXHOCTI (AuB. po3ain «OcobIuBOCTi
3aCTOCYBaHHS»).

3a BUHSATKOM iH(opMalii 1100 B3aeMoil 3i crerudivHuMHU TiKapCcbKUMU 3aco0aMu, HaBeOeHOl BUIIIE,
MOCTimKEeHHS 00 B3a€MOil KIIOMioTrpesto 3 TiKapChKUMHU 3aco0aMH, SIKi 3a3BU4al MPHU3HAYAOTh
XBOPUM Ha aTepoTpoM003, He mpoBoaviu. OmHaK NallieHTH, SIKi Opanu y4acTh V KIIiHIYHIX
OOCIIAXKEHHAX KJIOMIJOrpesIto, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIpellapaTy, BKIIOYA0UH OlyPETUKY,
OeTa-010KaTopH, iHTi6iTOPH aHTiOTEH3UHIIEPETBOPIOBAIbHOTO () epPMEHTY, aHTArOHICTH KaJbIlilo,
3acobu, 1110 3HUXKYIOTh PiBeHb X0JIECTEPHHY, KOPOHAPHI Ba30AuUIaTaTOpy, aHTUAiabeTU4Hi 3acobu
(BKITIOYAIOUM iHCYJIiH), IPOTHeNiNenTHYHi 3acodu Ta anTaro"ictu GPIIb/IIla, 6e3 03HaK KIiHIYHO
3HAuyIoi mobiyHol mil.

Y BlJl-iHdikoBaHUX Mali€HTIB, SKi OTPUMYyBa/Il aHTAPETPOBIPYCHY Teparlilo, IOCUIeHy PUTOHABipOM
abo kobinucratom (APT), 6yn0 mpogeMOHCTPOBaHO 3HaUYHE 3HUKEHHS BIJIMBY aKTUBHOT'O0 MeTaboMmiTy
KJIOMiAOTPesTio Ta 3HUKEHHS iHriOyBaHHS TpoMOOIKTiB. Xo4ya KJTiHiYHa 3HAYYIIiCTh IUX BUCHOBKIB €
HEeBU3HAYEHOI0, HAOXOOUIIK CIIOHTaHHI MTOBiIOMIEHHS IIPO MTOBTOPHI OKJIIO3iiHi SBUIIA MiCTIS
neoOCTpyKIili abo TpomboTryHi sgBuira y BIJI-iHpiKoBaHUX NallieHTiB, SKi oTprMyBasnu nocuaeny APT
i Jac JikyBaHHS KiomigorpeneM. [list KIOMigorpenio Ta cepegHe iHribyBaHHS TPOMOOIUTIB MOXKYTh
3HUXKYBATUCS IIPU OOHOYACHOMY 3aCTOCYBaHHI puTOHaBipy. OTXKe, He PEKOMEHYETHCS OGHOYACHO
3aCTOCOBYBATH KJIomiforpess Ta nocunery APT.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Kposomeua ma 2emamoo2iuHi po3nadu. Yepe3 pU3UK PO3BUTKY KPOBOTEUi Ta reMaTOIOTiUHIX
noOiYHUX Ii¥ CJIi HeraHo IIPOBECTH PO3TOPHYTHIM aHasli3 KPoBi Ta/abo iHIIi BifmoBigHi TECTH, SIKIIO
IIiJ YacC 3aCTOCYBaHH IIpernapaTry CIoCTePiraroTbCsA CUMIITOMY, 1110 CBIAYATh IIPO MOXKJIUBICTH
KpoBoTeui (muB. po3min «ITob6iuni peakmii»). 4k i inmri anTuTpOoMOOIMTAPHI 3aC00H, KIIOMiIOrpesnb
cytig o0epekHO 3aCTOCOBYBATH IMAlliEHTaM 3 MiIBUIIIEHUM PU3UKOM KPOBOTEYi BHACIIOOK TPaBMH,



XipyprigyHoro BTpy4aHHS a0o iHIINX [TaTOJIOTIYHUX CTaHiB, a TAKOXK Yy pa3i 3aCTOCYyBaHHS MalliEHTaMu
ACK, remapuny, inrib6itopis riikonpoteiny IIb/Illa abo HecTepoigHUX MPOTU3aNalbHUX IIPeraparis,
BK/TI04atouy inribitopu LIOT-2 abo cemeKTUBHI iHTiGiTOpKM 3BOPOTHOT'O 3aXOIJIEHHSI CEPOTOHIHY
(CI33C), abo iummmri mikapchki 3acobu, Taki sSIK MeHTOKCH(DisiH, 3aCTOCYBAHHS SIKUX CYIIPOBOMXKYETHCS
MigBUILIEHHAM PU3UKY reMOparidyHux SBUIL (OUB. po3Ain «B3aeMopis 3 iHIIUME JTiKapChKUMU
3acobaMu Ta iHIIi BUOW B3aeMofil»). HeoOXiIHO yBaKHO CTEXKUTH 3a MIPOSBAMU ¥ XBOPUX CUMIITOMIB
KPOBOTEYi, y TOMY YHCJIi IPUXOBaHOI KPOBOTEUi, 0COOIMBO y IepIIi TUKHI JIiKyBaHHA Ta/abo0 micis
iHBa3IMHUX IPOLENYP Ha Ceplii Ta XipypriyHux BTpy4yanb. OOHOYACHE 3aCTOCYBaHHS KJIOMIiOTPEeIio 3
IIepopaJbHAMM aHTUKOATy/ITHTaMU HEe PeKOMEHIYETHCS, OCKIIbKY 1€ MOXKe IMOCUIUTHU iHTEHCUBHICTh
KPOBOTEY (IMB. PO3[in «B3aemois 3 iHIMKUMY JTiKapChKUMH 3aco0aMu Ta iHIM BUOU B3a€EMOMIN»).

Y BUMDAAKYy IJIaHOBOT'O XipypriYHOTO BTPYYaHHS, 110 TUMYACOBO He MOTpedye 3aCTOCYBaHHS
aHTUTPOMOOLIMTAaPHUX 3ac00iB, JTiKyBaHHS KJIOMiZOTpeieM CIIifl IPUIUHUTH 3a 7 [HIB 10 olepalfil.
[TamieHTV MOBUHHI OBIJOMJIATH JIiKaps (y T. 4. CTOMATOJIOTa) IIPO Te, 1[0 BOHU IPUKUMAIOTh
KJIOIiOTpesib, Ieper pr3HadyeHHAM IM OyIb-9KOl ollepallil Yu Imepes 3aCTOCYBaHHSAM HOBOTO
nikapcbKoro 3aco6y. Knomigorpenb MofoBXKY€E TPUBAJiCTh KPOBOTEYi, TOMY HOT0 CITif 00epexkHO
3aCTOCOBYBATH IallieHTaM 3 MigBUIIEHUM PHU3UKOM KPOBOTedYi (0COOIMBO IITYHKOBO-KHIITKOBOI Ta
BHYTPIIIHbOOYHOI).

XBOpUX CITif MOTIEPEUTH, 10 M Yac JIiKyBaHHA KJomiforpeneM (okpeMmo abo y kombinarrii 3 ACK)
KPOBOTEYa MOXKe 3YMUHSATUCS ITi3Hillle, HiXK 3a3BUYal i 1110 BOHU MOBUHHI MTOBIJOMIISATH JIiKaps PO
KOXKEH BUITafIOK HE3BUYHOI (3a MiClleM Y¥ TPUBAJIiCTIO) KPOBOTEYi.

TpombomuuHa mpombouyumoneriuna nypnypa (TTII). [lyxe pigko crocTepiramucs BUMAOKA
TpoMOOoTHYHOI TpoMOonuToneniunoi nypmnypu (TTII) micns 3acTocyBaHHS KJIOMifOTpeto, iHoAl HaBiTh
micyIs 0r0 KOPOTKOYACHOT0 3acTocyBaHHS. TTII MposiBNsi€ThCST TPOMOOIUTOTIEH €0 Ta
MiKpOaHTiOMaTUYHOIO0 TEMONIITUYHOI0 aHEMIEI0 3 HEBPOIOTIYHMMY NPOsSBaMU, HIUPKOBOIO

muchyHKIieo abo rapsaukoio. TTII € moTeHIIiiHO He6e3neYHNM CTAHOM, SKUH MOXKe MIPHU3BONUTH 10
JeTanbHOTO HACTIAKY, i TOMYy oTpe0ye HeranHoro JiKyBaHHS, Y TOMY YHUCJIi i TpOBeIeHHS
naa3Madepesy.

Habyma 2emodpinis. [ToBigoMmsiiocs: mpo BUMAAKU PO3BUTKY HabyTol reModinii mics 3acTocyBaHHS
KJIOmigorpesio. Y BUIagKax MigTBePAXKeHO0ro i30/1b0BaHoro 30inbmieHHss AYTY (aKTHBOBAHOTO
YaCTKOBOTO TPOMOOIIIaCTHHOBOTO Yacy), IO CYIIPOBOMXKYEThCS ab0 HE CYIIPOBOAXKYEThCS
KPOBOTeYel0, MUTaHHS PO AiarHOCTyBaHHS HabyToi reModinil moBuHHO OyTH PO3TNIHYTO. [lalieHTH,
3 IMiATBEpAKEHUM [liarH030M HalyTol reModinii MOBUHHI 3HaXOMUTHCS Tif HATJIAIOM JiKaps i
OTPUMYBATH JTiKyBaHHS, 3aCTOCYBaHHS KJIOMigOTPEII0 TOBUHHO Oy TH IPUIINHEHO.

Hew,00a8Ho nepeHeceHul iweMiyHul iHCy1bm. Yepe3 HEOOCTATHICTh JaHUX He PEKOMEHAYEThCS
[IpU3HavYaTHU KJIOMIJOrpesb y Ieplii 7 AHIB MiCJIs TOCTPOro ieMiYHOr o IHCYJIbTY.

Iumoxpom P450 2 C19 (CYP2C19). PapmMakoreHeTHKa: y Malli€HTIB i3 TeHETUYHO 3HUXKEHOI0
¢dyukuieo CYP2C19 cnocTepiraeThcsi MeHIlla KOHIIEHTPAIliS aKTUBHOTO MeTaboIiTy KIOMigorpesio y
T1a3Mi Ta MEHIIT BUPaXKeHUN aHTUTPOMOOLMTapHUY e(PeKT Py 3aCTOCYBaHHI PEKOMEHJOBAaHUX 103
KJIOTIiAOTPeio.

OCKinbKY KIIOMiOTPENh TIEPETBOPIOETHCS Y CBill aKTUBHUM MeTaboiT yacTkoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpelnapariB, SAKi 3HUXKYIOTh aKTUBHICTh IIbOT0 (ePMEHTY, HalliMOBipHiIlle, Ipu3Bene
[0 3MEHIIIeHHST KOHIIEHTpallil akTUBHOTO MeTaboIiTy KIomigorpento y mina3mi KpoBi. OgHak KiiHiuHe
3HaueHH4 I1i€l B3aeMopil He 3'scoBaHe. ToMy, K 3amob6iKHUYM 3axifl, CJIii yHUKaTH OMHOYaCHOTO
3aCTOCyBaHHS CUJIbHUX Ta moMipHux iHriditopis CYP2C19 (muB. po3nin «B3aeMofia 3 iHIIUMU
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).



Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBaTHCS 00€peKHOCTI MallieHTaM, sKi
OTPUMYIOTh OMHOYACHO KJIOMiZOTpesb Ta JIiKapchKi 3acobw, 110 € cyocTpaTtamu ¢pepmerty CYP2C8
(muB. po3min «B3aeMopmis 3 iHIMUMY JTiIKapChKUMM 3aC00aM¥M Ta iHIINI BUOY B3aEMOIii»).

ITepexpecHa 2inepuymaugicmeb mieHonipuduHis. TTallieHTiB CJIif IepeBipUTH OO0 HASIBHOCTI B
aHaMHe3i rinepyyTAUBOCTI OO0 iHIIKUX TIEHOMIPUAWHIB (TaKUX K TUKJIOMIOWH, IPaCcyrpesib), TOMY ILI0
HaAXOOWJIU IOBIAOMJIEHHS IIPO IIepPeXpeCcHy rinepyyTIuBICTh TIEHOMIPUAVHIB. 3aCTOCYBaHHSA
TiEHOMIPUANHIB MOXKe IIPU3BECTH N0 BUHUKHEHHS Bif] JETKUX MO BaXXKKMUX alePridyHUX peaklliil, TaKux
K BHUCHII, HaOpsaK KBiHKe, ab0 reMaTOJIOTiYHUX pPeakilii, TaKUX K TPOMOOIMUTOIIEHis i HEUTPOIIeHis.
[MamienTy, sSIKi B MUHYJIOMY Majid B aHaMHe3i anepriuHi peakirii i/a6o remaTosoriyHi peakii Ha ofuH
TIEHOMIPUANH, MOXKYTh MaTH MiIBULIEHUN PU3UK PO3BUTKY Ti€l K abo iHIIOI peakuii Ha iHmMH
TieHonipuanH. PEKOMEHOyETHCSA MOHITOPUHT 100 HAsIBHOCTI O3HAK TillEepUYyTIUBOCTI Y MALi€HTIB 3
BiTOMOIO aJIePri€l0 Ha Ti€HOMIPUIUHY.

ITopyweHHAa ¢pyHKUil HUPOK. TepaneBTUUYHUYN OOCBi 3aCTOCYBaHHS KJIOMIiAOTPETIO NallieHTaM 3
HUPKOBOIO HEJJOCTATHICTIO 00MeKeHUM, TOMY TaKUM TallieHTaM IIpelnapar CJIifi Ipu3HavdaTH 3
o0epexHicTIO (AuUB. po3ain «Crocib 3acTOCyBaHHS Ta [TO3U»).

ITopyweHHs ¢pyHKUiI neuiHku. [I0CBi 3aCcTOCYBaHHS IIpenapary MallieHTaM i3 3aXBOPIOBaHHSIMHU
NIeYiHKH CepefqHbOl TSIKKOCTI Ta MOXKJIMBICTIO BAHMKHEHHS reMOpariyHoro fAiaTe3y oOMexXeHUi, TOMy
TaKKMM XBOPUM KJIOMigOTpeNb CIIiff Ipu3HadaTy 3 00epexkHicTo (IuB. po3pin «Cnocib 3acTocyBaHHS
Ta MO3U»).

LlonomidxcHI peyoguHu. fKINO y nallieHTa BCTaHOBJIEHA HEIIePEeHOCUMICTh AesIKUX LYKPIB, CIIif
IIPOKOHCYJIbTYBATHUCS 3 JIiKapeM, Iepul Hixk IpuiiMaTy 11el nikapcbKui 3acio.

Ocob.uei 3acmepediceHHs u,000 3HUWEHHS 3daullKie ma 8ioxodie. HeBukopucTaHui mpemnapar abo
Bimxomu mMOTPiOHO 3HUINUTH BiAMOBIAHO OO MiCIIeBUX BUMOT.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

BazimHicmb. Yepes BigCyTHICTD KITIHIYHUX OaHUX IIPO 3aCTOCYBaHHS KIJIOMiAOTPENIO V ITepiof
BariTHOCTI HeOaXkaHO MPHU3HAYATH JIIKAPChKUH 3aci0 BariTHUM XKiHKaM (3amo0iKHUM 3axif).

Hocniny Ha TBapuHaX He BUSBUIU IPSMOT0 ab0 0IIocepenKOBAHOI'0 HETaTUBHOI'O BIJIUBY Ha
BaTiTHICTh, PO3BUTOK eMOPiOHa/IIIONa, ITOJIOTH Ta MOCTHATAIBHUM PO3BUTOK.

I'odysaHHA 2py00t0. HeBimoMo, Y eKCKPETYETHCS KIIOMigOTPENb Y TPYAHE MOJIOKO JIIOOUHU. Y
IOCTiMKEHHSIX Ha TBapuHax 0yJI0 IT0Ka3aHo, 10 BiH eKCKPETYEThCS B IPyOHE MOJIOKO, TOMY IIif Yac
JIIKyBaHHA IpenapaTtoM Kiomigorpens rogyBaHHS IPYLOI0 CIIifl IPUIUHUTH.

®epmusvHicme. ITig yac mocmigkeHb Ha 1a00paTOPHUX TBapuHax He 0yJ10 BUSIBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMiAOTPEITIO HA PEePTUTBHICTbD.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyesaHHi aamompaHcnopmom abo iHwumu
mexaHizmamu. Knomiforpesns He BITHBAE a00 Ma€ He3HAYHHUY BIIMB Ha IIBUOKICTh PEaKIIil Ipu
KepyBaHHi aBTOTpaHCIIOpToM abo po6oTi 3 iHIIKMU MeXaHi3MaMu.



Cnoci6 3acmocyeaHHsi ma do3u.

Ilopocai ma xeopi nimHbo20 8iKy. Knonigorpens npu3navaTty mo 75 Mr 1 pa3 Ha {00y, He3amexkHo Bif
IPUAUOMY 1XKi.

II7si XBOPUX i3 TOCTPUM KOPOHAPHUM cHHOpPoMoM Ge3 mimitomy cermenTa ST (HecTabinbHa
cTeHOKapmis abo iHdapkT Miokapma 6e3 3yous Q Ha EKI') nmikyBaHHS KJIOIigorpeseM Citifg

PO3MOYKHATH 3 OJHOPA30BOi HaBaHTaXyBasbHOI 1031 300 Mr, a MOTiM ITPOIOBKYBATH 03010 75 MT 1
pas Ha o0y (3 aneTtumncaninunoBoio KucaoToo (ACK) y mo3i 75-325 Mr Ha f06y). OCKinbKu
3acTocyBaHHS OinbIn BUCOKUX 103 ACK migBuilye pu3uK KpoBOTEUi, pEKOMEHIYETLCS HE
IIepPEeBUIYBATHU A03Y alleTUCcainumoBol kuciaoTu 100 mr. OnTuManbHa TPUBAIICTD JTiKyBaHHS
dbopManbpHO HE BCTAHOBNIEHA. Pe3ymbTaTy KIIiHIYHUX AOCIiXKEHb CBiqYaTh Ha KOPHUCTh 3aCTOCYBaHHS
npenaparty fo 12 micsauiB, a MaKkCUMalIbHUN e(DeKT CIIocTepirascs 4yepe3 3 MicsLi JTiKyBaHHS.

XBOpUM i3 TOCTPUM iHDAPKTOM MioKapfa 3 mimromMoM cerMeHTa ST KIomimorpens Npu3HavdaTy 110 75

Mmr 1 pa3 Ha go0y, MoYMHAa4YM 3 OHHOPa30BoOl HaBaHTaxyBanbHOI fo3u 300 mr y komOinamii 3 ACK, 3
3aCTOCyBaHHSIM TPOMOOIITHYHUX MIpenapaTtiB abo 6e3 HuX. JIiKyBaHHS XBOPUX BiKOM Bifl 75 POKiB
po3nouyrHaTH 6e3 HaBaHTaXKyBaJIbHOI J03U KJomiforpento. KoMOiHOBaHy Tepariio CJlify po3Mo4YuHaTH
SIKOMOTa paHillle micyig I0SIBU CUMIITOMIB i IPOAOBXKYBaTU IprHaMHi 4 TuxHI. Kopucts Bif
3aCTOCYBaHHA y noenHaHHi kionigorpesnto 3 ACK noHan 4oTUpY TUXKHI IIPU [ILOMY 3aXBOPIOBAHHI He
BUBYAaIaCH.

[MTauienTaMm 3 ¢ibpunsIiero mepencepnb KIOMigorpenb 3aCTOCOBYBATH B OMHOKPATHIM m060BiH mo3i 75
Mmr. Pa3om i3 kniomigorpesnem ciif po3nodaTy Ta IpoaoBxKyBaTtu 3acTocyBaHHSI ACK (y mosi 75-100
MT Ha 1o0y).

Y BUnazky IponycKy NpUuoMy HO3U:

- SIKITII0 3 MOMEHTY, KO/K MOoTPiOHO Oyy0 MpUiMaTH YeproBy 403y, MUHYJIO MeHIe 12 ronuH,
MAaIliEeHT Ma€ HeraHo NPUUHATH IPONYLIEeHY 003y, a HACTYNHY 003y BXKe MPUUMAaTH y 3BUUYHHUU 4ac;

- SIKII[0 MUHYJIO Oinbite 12 roguH, malieHT Ma€ IPUMMaTH HACTYIIHY YeProBy N03Y Y 3BUYHUY Yac
Ta He [IO[IBOI0BATH 103y 3 METOI0 KOMIIEHCYBaHHS IIPOIYIIEHOI TO3M1.

Hupxkosa HedocmamHicmb. TepalleBTUUHUYN OOCBif] 3aCTOCYBaHHS IIpelapary MalliEHTaM 3 HUPKOBOIO
HEeJIOCTaTHICTI0O oOMexkeHuM (IuB. po3ain «OcobIMBOCTI 3aCTOCYBAHHS»).

ITeyiHkosa HedocmamHicmb. TepalneBTUYHKM [OCBif 3aCTOCYBaHHS IIpenapaTy MalieHTaM i3
3aXBOPIOBAHHSAMMU IE€YiHKH CepefHbOil TSIKKOCTI Ta MOXKJIMBICTIO BAHMKHEHHS ITeMOParigyHoro fiaTe3y
00MexKeHUH.

Iitu. Knomimorpens He CIIif 3aCTOCOBYBATH [iTSIM, OCKiJTbKM HEMA€E OaHUX I1000 e(eKTUBHOCTI
JiKapchKOro 3aco0y.

Ilepedo3yeanns. I1pu nepeno3yBaHHi KJIOMiAOTPeI0 MOXKe CIIOCTEePiraTucs MOJ0BXKEHHS 4acy
KpPOBOTeYl 3 NOJa/IbIINMK YCKIagHEHHIMU. Y pa3l BUHUKHEHHS KPOBOTEeYl PEKOMEHYETLCA
CUMIITOMATU4He JIiIKyBaHHS.

AHTHAOOT papMaKoIoTigYHOI aKTUBHOCTI KJIOMiforpeio HeBigomuii. [1pu He0OXigHOCTI HETalHOT O



KOPEryBaHHS MOJOBXKEHOT0 Yacy KPOBOTEUi Iisl KJIOMiOTpesto Moxke 6yTy MpUIUHEHA IIISTX0M
niepeMBaHHs TPOMOOIIMTaPHOI MaCH.

ITo6iuni peakuii.

[To6iuHi edekTH, IKi criocTepiranucs mig yac KIiHIYHUX JOCTiAKeHb a00 IPU 3aCTOCYyBaHHS
JiKapChKOro 3aco0y v KITiHiuHi#i MpakTull, HaBemeHo y Tabnui Hux4e. [T06iuHi peakii po3nomineHi
3a cucrteMoio «Opran-Kmnac», yacToTa 1Xx BAHUKHEHHS BU3HaYeHa TaKMM YHHOM: 4acTo (Bim = 1/100
no <1/10), seuvacro (Big = 1/1000 go <1/100), pigko ( Big = 1/10000 go <1/1000), myxe pigko
(<1/10000), yacToTa HeBimoMa. [17151 KOXKHOTO KJIaCy CUCTEMHU OPTaHiB M0o6GiuHi e(eKTH 3a3HavyeHi y

TOPSIOKY 3HUKEHHS 1X TSIKKOCTI.

Cucmema Yacmo
«Opean-Knaac»

3 6OKy KpoBi Ta

niMpaTUYHOI CUCTEMHU

3 GOKy cepIs

3 6oky imyHHOI
CUCTEMHU

[IcuxivHi po3nanu

3 60Ky HEPBOBOIL
CUCTeMHu

3 60Ky opraHiB 30py

3 6OKy oprasis ciyxy
Ta N1abipuHTY

Heuacmo Pidko

TpoMOOIIUTONIEeH i,
JIeMKOIIUTOIEHis,
€03uHOodimis

BryTpimusouepen-Hi
KpoBOTedi (Y mesKux
BUTIAKaX - 3
JIeTaJIbHUM
HACJIIKOM),
TOJIOBHUI OiJTb,
mmapecTesid,
3alaMOpPOYEeHHS
KpoBoBumnus B
OIIAHKY OKa
(KOH'IOHKTHBANbHA,
OKYJISIpHA,
peTuHaJbHA)

Hetitponenis,
BKJIIOYAIOYU TAKKY
HEUTPOIEHi0

3anaMopo4YeHHs

Iyoice pidko, yacmoma
Hegidoma*

TpomGoTryHA
TPOMOOITMTONEHIYHA
nypnypa (TTII) (oguB. po3gin
«0OcobnuBoCTi
3aCTOCYBaHHS»),
annacTU4YHa aHeMis,
THAHIIUTONEHis,
arpaHyJIoUUTO3, TAKKA
TpoMOOIMTONEHIS, HabyTa
remodimis A,
TPaHyJIOLUTONEHIS, aHEMisT
Koynic-cuagpom
(Ba3ocmacTryHA aneprivyHa
CTeHOKapzis / anepriuuauit
iH(apKT MioKapaa) K
HACJIIOOK IimBUILEHOI
YYTIUBOCTI JO
KJIOTifgorpenio*
CupoBaTkoBa XxBopo0a,
aHaQinmakToIfHI peakuii,
nepexpecHa
TinepuYyTAUBICTE MiXK
Ti€eHOMipuanHaAMH (TaKUMHI
SIK THKJIOIIAWH, IPacyTrperb)
(muB. po3min «OcobmuBOCTI
3aCTOCYBaHHA»)*
lamomnuHanii, cmyTaHicTb
CBiZOMOCTI

3MiHa CMaKOoBOIO
CIIPUVHSATTS



3 60Ky CynouH

3 60Ky AuxXaabHOI
CUCTEMH, OpTaHiB
TPYAHOI KJIITKHY Ta
CEepemoCTiHHSA

3 6OKY IIJTYHKOBO-
KHIIKOBOTO TPAKTY

3 6oKy
renaTtobimiapHoi
CHCTEMHU

3 6OKy IIKipu Ta
MiAIIKIpHAX TKaHUH

3 6oKy
PEeNpONyKTUBHOL
CUCTEMU Ta
MOJIOYHHUX 327103

3 6OKY OIIOPHO-
PYXOBOTIO anapary Ta
CIIOJIYYHOI TKaHUHU

3 60Ky HUPOK Ta
CEYOBUBITHUX IIIISIXiB

3aranbHi po3nagy Ta
peakxiii y micrri
BBeLeHHS IIpernapary
3MiHu B pe3ynbraTax
nmabopaToOPHUX
TMOCIIIMXKEeHb

I'emaToMa

Hocosa xkpoBoTeua

TaXKWY KPOBOBUIIUB,
KpOBOTEYa 3 OIepalifHol
paHu, BaCKyJIiT, apTepianpHa
rinoTeHsia

KposoTeui pecnipaTopHUX
LIIIAXiB (KpOBOXapKaHHS,
JlereHeBa KPOBOTeYa),
OpPOHXO0CTIA3M,
IHTepCTUIiaIbHUN
MTHEBMOHIT, e03uHO(DiNbHA
MIHEBMOHIfA

[InyakoBo-kumIKoBaBupaska mutyHKa Ta PeTponeputoHe-anbHUUIIITyHKOBO-KUIIKOBI Ta

KpOBOTEYa, Aiapes,

abmoMiHane-HUA
0inb, MUCIencis

[Tigmkipani
KPOBOBHUJIUB

KpoBoreua y micmi
iH'ex1il

IOBaHAISITUIIAIO1
KUIIKY, TAaCTPHT,
OmoBaHHS, HYIOTA,
3aIop, METeOPU3M

Bucumnanus,
cBepOixK,
BHYTPIIIHBOIIKIPHI
KPOBOBUJIUBU
(mypmypa)

T'emaTtypis

[TomoBxkeHHS Yacy
KpOBOTEUi,

3HUKEHHS KilTbKOCTi

HeuTpodimis i
TPOMOOITHTIB

[ToBimoMIIeHHS PO Migo3pioBaHi N0o6ivHi peakiii.

KPOBOBHUIJINB

l'imexomacrisa

peTponepuTOHEeanbHi
KpPOBOTEUI 3 IeTaIbHUM
HaCJigKOM, TaHKPEeaTuT,
KOJIiT (30KpeMa BUPa3KOBUMI
abo mimMdonuTapHMi),
CTOMAaTUT

l'ocTpa neginkoBa
HEe[OoCTaTHICTh, I'eIIaTHT,
aHOMaIlbHi pe3ynbpTaTtu
[I0Ka3HUKIB QYHKIII IEeYiHKN
Bymnpo3HuM mepMaTuT
(TOKCUYHUY emigepMaTbHUN
HEKPOIIi3, CHHOPOM
CriBeHca-J[]2KOHCOHa,
MynbTUGOPMHA EPUTEMA,
TOCTPUM TeHepaTi30BaHuMi
€K3aHTEeMaTO3HUN
nyctynso3 (ITEIT)),
QHTiIOHEeBPOTUUHMI HAOPSK,
epuUTEeMaTo3He BUCUTIAHHS,
KPOIIUB’IHKA,
Me[UKaMeHTO3HUU CUHIPOM
TimepuyTINBOCTI,
MequKaMeHTO3He
BUCHIIAHHS 3 €03UHOiTiEI0
Ta CUCTEMHUMM ITPOSIBAMMU
(DRESS-cunmpom),
epuTeMaTo3Hi abo
ekcdomiaTUBHI BUCUTIAHHS,
eK3eMa, IIJIOCKUY JIUINan

KicTtkoBo-M’5130Bi1
KPOBOBUJIMBH (TeMapTpo3),
apTpUT, apTparisi, Mianrisa
I'momepynonedpur,
MiABUILIEHHS PiBHSA
KpeaTUHIHYy B KPOBi
I'apsuka

[ToBimoMIeHHS IIPO Migo3pioBaHi MOOiYHI peakil Micyig cXBaJeHHS JIiKapCchKOro 3aco0y OO3BiIbHUMHU



opraHaMu € BaXJIMBOIO MPOLeAyporo. Lle mae 3MOry 3[ilCHIOBAaTH MOCTIMHUNW MOHITOPUHT
CIIiBBiTHOIIEHHST KOPUCTh/PU3UK 3aCTOCYBAHHS I[LOTO JIIKAPCHKOT0 3aco0y. MeIu4HUX IPalliBHUKIB
IIPOCSITH MTOBIMOMIISITH IIPO yCi mimo3pioBaHi mobiuHi peakiril yepes3 HalliOHaIbHI CUCTEMHU
IIOBiIOMJIEHb.

Tepmin npudamHocmi. 3 POKHU.

YmMmoBH 30epirannsi. 30epiraty B OpUriHaabHiN yIIaKOBIi IpU TeMIepaTypi He Buiie 25 °C.

30epiratu y HEJOCTYIIHOMY IJISI OiTeM MicCIIi.

YnakoBka. Tabmetku Ne 10, Ne 10x2, Ne 10X 3 y 6micTepax y KopoOiii.

Kareropis Bignmycky. 3a penentom.

BupoOHHUK.
ToBapucTBO 3 00MEXKEHOMW BifmoBigmanbHiCcTIO «Jlocmigauit 3aBoa «HIIJIC», a6o
ToBapucTBo 3 00MexkeHow BimnopiganpHicTIO «@APMEKC I'PYII», abo

ToBapucTBO 3 00MEXKEHOI0 BiiMOBimaIbHICTIO «®@apMalleBTHYHA KOMIIaHisI «3TOPOB'sI».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tisi/IbHOCTI.
Ykpaina, 61057, XapkiBceka 0071., MicTo XapKiB, Bynulsg BopoOiioBa, 6yauHOK 8.
(Tosapucmeo 3 obmedceHor 8ionosidaavHicmio «IJocaioHull 3a8o0 «I'HIIJIC»)

Vkpaina, 08301, KuiBcrka 00611., M. Bopucmins, Byn. IlleBuenka, 6ya. 100.

(Tosapucmeo 3 obmedceHow gionosidansvHicmio «PAPMEKC I'PYII»)

Ykpaina, 61013, XapkiBceka 0671., MicTo XapkiB, Bynuis llleBuenka, 6yguHoK 22.

(Tosapucmeo 3 obmedceHow gionosidasvHicmio «PapmayeemuyHa KomnaHisa «300poa'»)



