IHCTPYKIIA

OJIA MEITHYIHOT'0 3daCTOCYBaHHSA J'IiKapCBKOI'O 3ac06y

IIJIABIKC®

(PLAVIX?)

Cknao:
ditoua peyosuHa: KJIOIiIOTPEIb;
1 TabneTka MiCTUTH KJIOMiAOTPEIO TifpocyabhaTy y BUTTIIAI OCHOBU 75 MT;

donomidxcHi pevosuHu: MaHiT (E 421), m1enion03a MiKpOKpHCTalidyHa, I0MieTUIEeHT TiKOIb,
TiIPOKCUIIPOIIIILIEI0I03a HU3bK03aMillleHa, 0JIis pULMHOBA TigporeHizoBaHa, IIJIiBKOBa
obornonka: Omaapi 32K14834, tum II (1akT031 MOHOTigpaT, rinpoMeno3a, TuTany miokcup (E
171), rpuaueTuH, 3aniza okcup yepBouuit (E 172)), Bick KapHayOChKUI.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IITiIBKOBOIO 000JI0HKOIO.

OcHosHi (pi3uko-ximiuHi 81acmugocmi: POKEBOTO KOJIbOPY, KPYTJIi, 371eTKa OMYKJIi TabIeTKH,
BKPUTI IJTIBKOBOIO 000I0HKOIO0, 3 TpaBiloBaHHAM «75» 3 ogHOT0 00Ky Ta «1171» — 3 iHImoro.

dapMmakoTepaneBTHYHA rpyna. [HribiTopu arperatii TpoMOOIUTIB, KpiM remapuHy.

Koo ATX: BO1A CO04.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M fil. Kmomigorpens — me mponiku. OguH i3 MeTaboIiTiB KIOMmigorpeso € iHribitopom
arperartii TpoM6ouuTiB. [[717 YTBOPEHHS aKTUBHOTO MeTaboMiTy, KM IPUTHIYY€e arperarito
TPOMOOIUTIB, KJIOMiOrpesnb MoBUHEH GioTpaHchopMyBaTucs mif gieio pepmenTiB rutoxpomy CYP
450. AKTuBHUY MeTaboIiT KITOMiIorpesIio CeJIeKTUBHO IPUTHIYYe 3B’ sI3yBaHHS afieHo3uHAUochaTy
(AI®) 3 #ioro P2Y,,-peniennTopaMu Ha MMOBepxHi TpoMOOLUTY Ta mopanbiny Al®-iHOyKOBaHY
aKTHBAIliI0 KoMIyekcy riaikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOIUTIB.
OcCKinbKY 3B’sI3yBaHHS € HEOOOPOTHUM, TPOMOOIUTH, 110 BCTYIIUIN ¥ B3AEMO/III0 3 KIIOIiIOrpesem,
3aJIMIIAI0THCS 3MiHEHUMU BIIPOMIOBK YCHOTO MEPIOAy IXHBOT'O XKUTTS (IKUM CTAHOBUTH MPUOTIU3HO
7-10 gHiB), a BigTHOBIIEHHS HOPMa/IbHOTO (PYHKIIIOHYBaHHS TPOMOOIUTIB BifOyBa€ThCS 3i IMIBUAKICTIO,



sIKa BIMITIOBifla€ IMIBUOKOCTI OHOBIIEHHS TPOMOOUMTIB. TaK0XK IPUTHIUYETHCS arperaillis TPOMOOIIUTIB,
CIIpUYMHEHA iHIMMH aroHictamu, Kpim AJI®, 3a paXyHOK TOTO0, 110 IpemnapaT 6JI0Kye aKTHUBAIIii0
TpoMOOLKTiB BuBibHEHUM AJID.

OcCKinbKM aKTUBHUY MeTa0OJIiT YTBOPIOETLCA Tif mieto hepmenTiB rutoxpomy CYP 450, meski
3 AKUX € MOTIMOPGHUMU ab0 MPUTHIYYIOTHCS iHITMMY JTiKapChbKUMHU 3ac0b6aMu, He B yCix
MAIliEHTiB BUHWKAE JOCTATHE IPUTHIYEHHS arperariii TpOMOOIMTIB.

dapmakonrHaMiyHi eeKTu. 3 MepPIIoro JHSA 3aCTOCYBaHHS Y MTOBTOPHUX H0O0BUX J03aX 75 MT
ImpenaparTy BUSBISIEThCS CYTTEBe yIoBiNmbHEHHS AJl®-inayKoBaHol arperaitii TpomoOouTiB. Lisg mis
IIPOT'PECUBHO MTOCUITIOETHCS 1 cTabinmizyeTbes Mixk 3 i 7 gusamu. [Ipu piBHOBaXKHOMY CTaHi cepenHin
piBeHb MPUTHIYEHHS arperaiiii mig gieo qo6oBoi mo3u 75 Mr cTaHOBUTH Bif 40 mo 60 %. Arperatis
TPOMOOLMTIB i TPUBAJIICTE KPOBOTEUI TOBEPTAIOTHCS [I0 IIOYATKOBOI'O PiBHS Y CepeqHbOMY Yepe3 5
OHIB MICJIs MPUIIMHEHHS JIiIKyBaHHS.

KrniniyHa ebeKTUBHICTE Ta Oe3neka. be3neky Ta e(peKTUBHICTD KJIOIMigOTPeNTo OLiHIOBAaIU Y XOA1
7 NOOBIMHUX CJIINUX OOCTIIXEHb, Y AKUX B3A1U y4yacTs oHag 100000 marieHTiB:
pocnimxkenHss CAPRIE - nopiBHSHHS KJIOIMiJOTPENIO 3 alleTUICaminnoBo KucaoTow (ACK),
i mochigxenass CURE, CLARITY, COMMIT, CHANCE, POINT ta ACTIVE-A, mo nopiBHIOBaIu
KJIomigorpers i mmame6o, ooumea B KomOiHatii 3 ACK Ta iHIII0I0 CTaHOAPTHOIO Tepalli€elo.

IndapkT Miokapaa (IM), iHCYIbT, 1110 CTANKCS HelonaBHO, a60 BCTAHOBIEHE 3aXBOPIOBAHHS
nepudepuunux aprepitt. ¥ gocnigxkenHs CAPRIE 6yno BkioueHo 19185 xBopux Ha
arepoTpom603, IPOIBOM SIKOTO OyB HeIlloAaBHii iHpapKT Miokapaa (<35 mHiB TOMY),
HeIllofaBHiM imeMiyHu# iHCYNbT (Bif 7 OHIB J0 6 MicAIiB ToMy) ab0 BCTaHOBIEHE
3axBOpPIOBaHHS nepudepuunux aptepii (3ITA). [NTauienTu Oynu paHoOMi30BaHi Oys
OTpUMaHHA Kionigorpeo o 75 mr/mody abo ACK 325 mr/mo6y, micist 40ro BOHU
nepeOyBany mif criocTepexkeHHsM Bif 1 o 3 pokiB. Y migrpymi iHpapKTy MioKapaa OiNbIIicTh
naifieHTiB oTpuMmyBanu ACK y mepimi KinbKa [HIB ITiC/s PO3BUTKY iHPaApKTy MioKapaa.

Knonigorpesns nopiBEgHO 3 ACK HOCTOBIpHO 3HMKYBaB 4aCTOTY PO3BUTKY HOBHUX iIIEMIYHUX
nofiit (komOiHOBaHa KiHIIEBa TOYKA, SIKa CKJIafasacs 3 iHhapKTy MioKappa, ileMigyHoro
iHCYBTY i cyauHHOI cMepTi). [Ipu npoBegeHHi aHasi3y BiAMOBIAHO 40 MPU3HAYEHOT0 Ha
II0YaTKYy JOCIiXKeHH JIiKyBaHHS criocTepiranocs 939 nopii y rpymi knomigorpento i 1020
nopiu - y rpymi ACK (BigHOCHe 3HMKeHHS pu3uky (B3P) - 8,7 %, [95 % [1: 0,2 - 16,4]; p =
0,045). To6to Ha koxkHi 1000 mamieHTiB, sKi mikyBanucs 2 poku, nogaTkoso go 10 [II: 0 -
20] maIrieHTiB yHUKaIX PO3BUTKY HOBOI illleMivHOl mofil. AHasi3 3arajibHOl JIeTalbHOCTI SIK
BTOPUHHOI KiHIIEBOI TOYKH He BUSBUB 3HAYHMUX BIAMIHHOCTEH MiX Tepali€io KIOoIigorpeaeM
(5,8 %) 1 ACK (6 %).

AHaumi3 migrpymn 3a BiglOBigHUMY 3aXBOPIOBaHHAMH (iH(QapKT MioKappa, imemiuynui iHCynbT i 3T1A)
II0Ka3aB, IT1[0 HauOimbIui epekT (II0 JocsAraB CTaTUCTUYHOL JocTOBipHOCTI mpu p = 0,003)
crocTepirascs y naiieHTi i3 3[TA (oco0nuBO y THX, XTO IepeHic iHpapKT miokapaa) (B3P = 23,7 %;
II: 8,9 - 36,2), Mmenmmmu# edheKT (10 JOCTOBIPHO He BimpizHsaBcs Big epekty ACK) manu namieHTy 3
incynstom (B3P = 7,3 %; OI: -5,7 - 18,7 [p=0,258]). ¥ natieHTiB, BKIIOUEHUX Y JOCTIAKEHHS Ha
MigCTaBi TiIbKY HEIOJaBHO IIepeHeceHoro iHdapKTy MioKapfa, BIIJIUB KJIOMigOTPEII0 3a YUCEIbHUMHU
IIOKa3HUKaMu OyB MEHIIUM, ajie IIPH I[bOMY BiH CTAaTUCTHYHO [OCTOBIPHO He Biipi3HSIBCS Bif BIIUBY
ACK (B3P = -4 %; [OI: -22,5 - 11,7 [p=0,639]). Kpim Toro, aHani3 migrpyn XBOPUX Pi3HOTO BiKy
CBiIYUTH, 110 COIPUATINBUYN ePEKT KIIOMiOTPeJIio ¥ MallieHTiB BikOoM Bif 75 pokiB OyB HUKYUM, HiX y
narfienTiB £75 POKiB.



Ockinbku notyxHicTs gocnigxeHHss CAPRIE He Oyna gocTaTHBOO, 1100 OIIHUTH
e(eKTUBHICTD A1 OKPEMUX MIATPYI, 3aIUIIa€ThCA HE3PO3YMIIUM, YU Oi¥CHO iCHYIOTh
BIIMIHHOCTI Y BITHOCHOMY 3HUXKEHHI PU3UKY [JI XBOPUX i3 PI3HUMU 3aXBOPIOBAHHAMY, YU
pi3HuIA Oysia BUIAgKOBOIO.

[ocTpuit KopoHapHuM cuaapoM. Y nocnigxkenuss CURE Oyrno BkiaoueHo 12 562 narieHTu 3
rOCTPUM KOPOHApPHUM cuHOpoMoM Oe3 mimiiomy cermenTa ST (HectabinbHa cTeHOKapHis abo
indapkT Miokapma 0e3 maTonoriyHoro 3y01s Q), B SKUX 3a OCTaHHi 24 TOOWHU CIIOCTEpPiraBcs
Hamnap 00110 B rpynsax abo cumnToMu imemii. Y martientiB 6ynu 3minu Ha EKT, 110 cBig4aTh
IIPO HOBY immeMito, abo MmigBUIlleHHS aKTUBHOCTI ceprieBUX ¢pepMeHTiB abo TpomoHiny [ uu T
MiHIMyM y[IBidi TOPiBHSHO 3 BUIIOI0 MeXKel HOpMHU. XBOpi Oy paHmoMi30BaHi st
OTpUMaHHS KJIOIiforpeio (HaBaHTaxKyBalbHa fo3a - 300 Mr, motiM - 75 Mr/moby, n=6259)
abo nnauebo (n=6303), obunsa y komOiHairiil 3 ACK (75—325 mr 1 pa3 Ha go0y) Ta iHIIIOW0
CTaHOAPTHOIO Teparielo. TpuBamicTh JmikyBaHHS Oyna mo 1 poky. V¥ mocmimxkenui CURE 823
(6,6 %) malieHTH OTPUMYBAJIK TaKOXK CYIYTHIO TEPAIil0 aHTAarOHiCTOM TJIiIKOIIPOTEIHOBUX
peuentopiB GPIIb/IIIa. Binem Hixk 90 % malieHTiB OTpUMYyBaiu renapuHu. Taka CynyTHS
Tepalis CTaTUCTUYHO JOCTOBIPHO HE BIJIMBaJjia Ha BiTHOCHY YaCTOTYy BUHUKHEHHS KPOBOTEY
IIpY JTiKyBaHHI KomigorpeneM i mnate6o.

KinbKiCcTh IaIlieHTIB, SIKi JOCATIN MMEPBUHHOI KiHIIEBOI TOUKHU [CepLieBO-CyOUHHA CMEPTh
(CCC), indapkT miokapga (IM) abo iHcynbT], cTanoBuna 582 (9,3 %) y rpymi knomigorperio i
719 (11,4 %) - y rpymi nnaie6o. BitHocHe 3HMXKeHHS pu3uKy ctaHoBuio 20 % (95 % OI 10
% - 28 %; p=0,00009) ons rpynu knomigorpento (17 % - npu KOHCEPBAaTUBHOMY JIiKyBaHHI,
29 % - gKIIIo MalliEHTaM IIPOBOAMIIACh Yepe3IIKipHa TPaHCIIOMiHalbHa KOPOHapHa
aHriomnacTtrka 3 abo 6e3 BcTaHOBIEHHS cTeHTa i 10 % - SKIIo iM mpoBOAUIN
a0pTOKOpOHApHe IIYHTYBaHHA). [lonepenkeHHsI PO3BUTKY HOBUX CEPLEBO-CyIUHHUX MTOAIN
(mepBUHHA KiHIleBa TO4YKa) Bif0yBamoCs 3 BiTHOCHUM 3HUKEHHSIM PU3UKY, SKE CTAHOBUJIO 22
% (OI: 8,6 - 33,4), 32 % (OI: 12,8 - 46,4), 4 % (OI: -26,9 - 26,7), 6 % (OI: -33,5-34,3)i 14 %
(IOI: -31,6 - 44,2) y nepiogu 0—1, 1-3, 3—6, 6—9 i 9—12 MicA1iB JoCTigXKeHHS BifllIOBIIHO.
To6T0 depes OinbIl HiXK 3 MicAli TiKyBaHHS CIPUSATIABUM €PEKT, 0 CIIOCTEPIraBcs y TPy
knomigorpens ACK, Ginbille He 3pocTaB, a PpU3KMK KPOBOBUIMBIB 3a/IUINABCS (OUB. PO3Mil
«Oco6IMBOCTi 3aCTOCYBAHHS»).

3acTocyBaHHs Kiomigorpento g yac pmociigxkenHus CURE 3HuxkyBano norpedy y
3acTocyBaHHi TpoMOomniTuyHoi Tepamnii (B3P = 43,3 %; OI: 24,3-57,5 %) Ta iHriéiTopiB
riaikonpoTeinoBux penentopiB GPIIb/IIIa (B3P = 18,2 %; OI: 6,5-28,3 %).

KinpkicTh marfienTiB, siki gocsirnu KomOiHOBaHOI mepBUHHOI KiHIleBoi Touku (CCC, IM,
incynsT abo pedpakTepHa imemis), cranouna 1035 (16,5 %) y rpymi knmonigorpento i 1187
(18,8 %) y nnanebo-rpymi. BinHOCHe 3HUKEeHHA pu3uky ckiano 14 % (95 % OI: 6-21 %,
p=0,0005) y rpymni knomigorpemo. Takuii epekT OyB 3me0ibIIOr0 3yMOBIEHUH CTATUCTUYHO
3HAYYIIUM 3HMXKEHHIM 4acTOTH BUHUKHEeHHA IM [287 (4,6 %) y rpymni Knonigorpernto i 363
(5,8 %) y rpymi nnane6o]. 3MiHKM 4aCTOTH MMOBTOPHUX TOCIIiTasi3alliil 3 mpuBoay HecTabibHOI
CTeHOKapAil He cliocTepiranocs.

Pe3ynbpTaTy, ofepkKaHi y rpynax Nali€HTiB i3 pi3HUMU XapaKTepuCTUKaMU (HalIpUKIaf,
HecTabinbHa cTeHOKaphisa abo IM Oe3 maTonoriunoro 3yous Q, piBeHb pU3UKY Bifl HU3BKOTO
[0 BUCOKOTO, miabeT, HeOOXimHICTh peBacKynsApu3allii, BiK, cTaTh), 30iramucs 3 pe3yabTaTaMu



IIePBUHHOTO aHami3y. 30KpeMa, foAaTKOBUY aHanmi3 2172 matieHTiB (17 % Big yciel rpynu
nanienTtiB CURE), sikum 6yno BctaHoBneHo cTeHT (Stent-CURE), mokasas, 1110 pu liKyBaHHi
KJIOMiorpesieM, IIOPiBHSHO 3 malebo, croctepiraerbest 3Hauyiie B3P (26,2 %), 110 CBiqYUTh
Ha KOPHUCTH KJIOMiZOTpesio ¥ IomepenKeHHi pO3BUTKY IIepBUHHOI KiHIeBoi Touku (CCC, IM,
iHCynbT), a TakoxK 3HauyIe B3P (23,9 %) nns gpyroi KomMGiHOBaHOI MEPBUHHOI KiHIIEBOI
touku (CCC, IM, incynbT abo pedpakTepHa imemis). Binbiie Toro, npodins 6e3mneku
KJIOMIJOTPEJIIO Y Wil MiATrpymi mallieHTiB He BUKJIUKA€E HiSKUX 0COOTMBUX 3ayBaKeHb. TaKuM
YHUHOM, pe3yJIbTaTH OOJaTKOBOTO aHaIi3y rPyNy MallieHTiB 30iratoThCa 3 pe3yabTaTaMu
BCHOTO [IOCTIAXKEHHS.

CrnpusTtnuuil eQekT Kiomiforpesnto 0yB IPoJeMOHCTPOBAHUY He3alleXKHO Bifl OTPUMaHHS
HEBIIK/IagHOTO Ta NOBTOTPUBAJIOTO JTiIKYBaHHS iHIIMMU CEPIIEBO-CYIUHHUMU 3acobaMu
(TakMMU SK TellapyuH/HU3bKOMOJIEKYIIPHUY TellapyH, iHribiTOpH TIiKOIPOTEeIHOBUX
penenrtopiB GPIIb/IIIa, nimimo3uuxkyioui mpenapaTu, OeTa-0nokaTopu Ta iHridiTopu AITD).
EdekTuBHICTb KIOMigorpento He 3anexkana Big mo3u ACK (75—-325 mr 1 pa3 Ha go0y).

Y nanieHnTiB i3 rocTpum IM 3 mipitomom cermenTa ST orfiHioBanu 6e3meky Ta epeKTUBHICTh
KJIOMiOTPENTi0 Y JBOX PaHOOMi30BaHUX, I1alle00-KOHTPOIbOBAHUX, TIOOBIMHUX CIIIMUX JOCTIIXKEHHIX
CLARITY i COMMIT.

Y mocnigxenus: CLARITY Oyno BkmtoueHo 3491 malfieHT, y SIKUX IPOTSATOM OCTaHHIX 12
roguH Binbyscs IM 3 migitomom cermeHnTa ST i Gyna 3aniaHoBaHa Tepallis TPOMOOITHUHUMHU
3acobamu. [lamienTy omepxkyBanu Knomigorpesnsb (300 M HaBaHTaXKyBaIbHOI 103U, ITOTIM -
1o 75 mr/mo06y, n=1752) abo nnanebo (n=1739), obuasa - y komOinarii 3 ACK
(HaBaHTaXyBasibHa Ho3a - 150—325 Mr, micnsg goro - mo 75—162 mr/go6y),
GiOpPUHOMITUYHUM areHTOM Ta y pa3i HeoOXiMHOCTI - 3 remapuHoOM. [Toganbiie
CIIOCTepeKeHHs 3a mallienTaMu TpuBaso 30 mHiB. [TepBUHHOIO KiHIIEBOIO TOYKOIO Oyia
OKJII03is ITOB’s13aH01 3 iH(paKTOM apTepil, BUsIBI€Ha Ha aHTiorpaMi epef BUINCKOIO 3
KJIiHiKHY, JIeTanbHUM HACIiToK abo peruaus IM mepeq mpoBeeHHSIM KOPOHAPHOI aHTiorpadii.
II71s1 aIieHTiB, IKUM He IIPOBOAMUIACH aHTiorpadisi, MepBUHHOIO KiHIIEBOIO TOYKOI0 OYB
JeTambHUM HACHiIoK abo perunouB iHpapkKTy MioKapma 0o 8 mobu abo mo BUIMKCKHU 3 KITiHIKH.
Y rpymi natienTiB 6yno 19,7 % XiHoK, 29,2 % mallieHTiB = 65 pokiB. 3aranom 99,7 %
narieHTiB oTpuMyBanu ¢iopuHomiTUKY (hibpuHocnenudiuni — 68,7 %,
¢iopunonecnenudiuni — 31,1 %), 89,5 % - remapus, 78,7 % - 6eta-6;mokatopu, 54,7 % -
iuridiTopu AII® i 63 % - cTaTuHU.

[TepBUHHOI KiHIIEBOI TOYKY OocArau 15 % MallieHTiB i3 IPymHy, [0 OTPUMYBasa KIIOMiJorpeb,
i 21,7 % i3 rpynu, 1m0 oTpuMyBaa mmnamedo. TakuM uynHOM, abCOMIOTHE 3HUKEHHS CKIIalo
6,7 % i 3 mepeBaroi 36 % Ha KOpuCTb Kiomigorpento (95 % OI: 24-47 %; p < 0,001), B
OCHOBHOMY Y 3B’3KY 3i 3MeHIIIEHHSM BUIIaAKiB PO3BUTKY OKJII03il apTepil, OB’ A3aH0l 3
iHapkToM. Taka mepeBara crocTepiraaacs y BCiX IIOIlepefHb0 BU3HAUYEHUX IMiArpynax
IaIli€HTiB, PO3MOMIIEHUX 3a BIKOM, CTATTIO, JIOKasi3ali€elo iHhapKTy i BUIOM OTPHMYyBaHO1
Teparril ¢piOprHONiTHKaMU abo remaprHaMH.

IBodakTopumit fu3aitd gocnigxkeHHss COMMIT BkirouaB 45852 malieHTH, y AKUX IPOTATOM
OCTaHHIX 24 TOOUH CIOCTEpPIranocs BUHUKHEHHS CUMIITOMIB, IKi O3BOJIAIOTH 3allif03PUTH
IM, 110 TiATBEPAXKYETHCS BiAXUIEHHSIMY Bif HOpMH oKa3HUKIB EKI (Hanmpukiag, migioM 4u
nenpecis cermenTy ST abo 6110kaza niBol Hixkku ny4ka [ica). [1alieHTH oTpuMyBau



Kiomnigorpens (75 Mr/mody, n=22 961) a6o nnaunebo (n=22 891) y kombinartii 3 ACK (162
Mr/0o0y) mpoTsaroM 28 mHiB a00 M0 BUMKUCKU 3 NiKapHi. KoMOiHOBaHUMY ITePBUHHUMU
KiHIIeBUMHU TOYKaMH OYB JIeTalbHUM HACTINOK 3 OYOb-IKOi MIPUYMHY i TePIIUi peluauB
iHdapKkTy MioKapfa, iHCyNbT abo JleTanbHUM HACHINOK. Y rpymi maiieHTiB 0yno 27,8 % XKiHOK,
58,4 % namienTiB = 60 pokiB (26 % = 70 poxkiB) i 54,5 % maIi€HTiB, AKi OTPUMYyBaJx
GbiOpUHOTITUKY.

Krnomigorpens CTaTUCTAYHO OOCTOBIPHO 3HUKYBaB BiTHOCHUM PU3UK PO3BUTKY JIETAJILHOT'O
HacigKy 3 Oymb-skoi mpuunHU Ha 7 % (p 0,029) i BimHOCHMM PU3UK KOMOiHaIll peluauBy
indapkTy, iHCYbTy abo NeTanbHOro HacHiaKy Ha 9 % (p = 0,002), o BigmoBimae
abcomotHoMy 3HUKeHHIO Ha 0,5 % i 0,9 % BimmosigHo. Takuit eekT crioctepirancs y
TNallieHTiB Pi3HOTO BiKY i cTaTi HE3a/exkHO Bif npuitoMy GiOPUHOMITUKIB i crtocTepiraBcs
IIPOTATOM MEePMmuX 24 TOOWH.

[leeckaallis TPy 3aCTOCYBaHHi iHTi6iTOpiB P2Y,,-penenTopis mpu rocTpoMy KOPOHAPHOMY CHHIPOMi

(TKC). ITepeBenenHs 3 6inbin moTyxKHOTO iHTibiTOpa P2Y,,-perenTopiB Ha Kiomigorpens y KoMOiHaIril
3 acmiprHOM Micnis roctpoi ¢ha3u y nanieHTiB 3 'KC omiHioBanocs y ABOX paHAOMi30BaHUX
OOCHimXKEeHHX, ClIoHCOpoBaHux gociaiguukamu (ISS), - mocmimxkenusx TOPIC i TROPICAL-ACS - 3
NaHUMHU I0J0 KJIIHIYHUX Pe3yJIbTaTiB.

KniniyHa KopucTs, 1m0 3a06e3meuyeThCs IPU 3aCTOCYBaHHI OibIl MOTYKHUX iHTi6iTOPiB P2Y,,-
pelLlenTopiB, TUKArpeiopy i mpacyrpeo, B OIOPHUX AOCTiAKEeHHAX, 00yMOBI€Ha CTAaTUCTUYIHO
3HAQYYLIUM 3HUXKEHHSIM YaCTOTU IIOBTOPHUX iIeMIYHUX NOMIN (BKIIIOYAIOYU TOCTPUM 1 TIATOCTPUA
TpoM0O03 CTEHTa, iHpapKT MioKapaa Ta eKCTPEeHY PeBacKysgpu3alliio). Xo4a AaHi IPo KOPUCTh
CTOCOBHO iIIEMiYHMX MOAIM IOCIiAOBHO MiATBEPHKYBaINCS IPOTIATOM IIEPIIOTO POKY, 3HUKEHHS
YaCTOTH MOBTOPHUX imemiynux mopin micnsg [KC 6yno 6inbUIiuM mIpoTSATroM IepIInX AHIB Micis
oYaTKYy JIikyBaHHsA. Ha BigmiHy Bif 1mporo, post hoc aHanisu npomeMoHCTPyBalu CTaTUCTUYIHO
3Hauyule 30iTbIIeHHST PU3UKY KPOBOTEY IIPU 3aCTOCYBaHHi GinbIl MOTYyKHUX iHTiOiTOPiB P2Y,-
pelenTopiB, 110 BUHUKAIOTh IIepeBakHO i Yac MigTpuMyiodoi ¢ha3u, micis Mepioro Micsis micis
I'KC. Docnipxenus TOPIC i TROPICAL-ACS Oynu cryiaHOBaHi 711 BUBYEHHS MOXKJIMBOCTI
3MEHILIEeHHS YaCTOTH TeMOpariyHux mofii npu 30epexkeHHi e(peKTUBHOCTI KJIOMigOTPerIio.

ILocnioxncerus TOPIC («TepmiH iH2ibysaHHsA mpombouumia nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). Lle paHIOMi30BaHe BiIKpPUTE OOCIiAXKEHHS BKI04Yaso namieHTiB 3 'KC, gki
noTpeOyBasy MPOBeIeHHS Yepe3lIKipHOTo KopoHapHoro BTpy4yanHs (UKB). [TaienTu, ki
3aCTOCOBYBaJIM aCIipuH Ta OinbIl MOTYXKHUM 6710KaTOp P2Y,,-perenTopis i y AKux He
BigMivanocst HeOaxkaHUX SBUII Yepe3 OOUH Micsis, Oyiau abo mepeBefieHi Ha 3aCTOCYBaHHS
KoMOiHallil acmipuny i Kimomigorpento y GikcoBaHUX J03ax (OeecKasalliiHa IofBiiiHa
anTutpomboiuTapHa Tepanis (DAPT)), abo mpomoBXKyBasy JTiKyBaHHS 3a ITOIEePeqHbOI0
cxemoio (He3MinHa DAPT).

3aranom OyJ10 TpoaHai3oBaHo faHi 645 3 646 marienTiB 3i STEMI (iHdpapKT Miokapaa 3 eneBalli€o
cermenTa ST) a6o NSTEMI (indapkT miokapaa 6e3 emneBatiii cermenTa ST), abo HecTabimbHOIO
cTeHoKaprmiet (meeckanatniidaa DAPT (n = 322), HeaminHa DAPT (n = 323)). BisuT nmogansInoro
crioctepexeHnHs yepe3 1 pik nposenu y 316 namienTis (98,1 %) 3 rpynu geeckanatiinoi DAPT iy
318 mamienTis (98,5 %) 3 rpynu He3aminHOi DAPT. MeniaHa MOOabIIoro CIoCTepekeHHs A7t 000X
rpyn ctaHoBWIa 359 fHIB. XapaKTepUCTUKYU [OCTIAXKYyBaHOI KOropTy Oyiu MomiOHUMMU B 2 TpyTax.

[TepBuHHA KiHIIeBa TOYKa, gKa 0ysa KoMOiHalli€l0 TaKUX MOMiH, SIK CMEPTh i3 CepleBO-CyqUHHUX
IIPAYMH, iIHCY/IbT, EKCTPEHA PEeBaCKyIspHU3allis i reMopariyHi mogil = 2 CTymeHs 3a KPUTePisiMHu



BARC (AkapmeMiuHOTO HOCTiTHUIIBKOTO KOHCOPIIiyMY 3 BUBUEHHS KpoBoTed [Bleeding Academic
Research Consortium]) uepes 1 pik micns I'KC, 6yna gocsirayta y 43 nauienTis (13,4 %) y rpymi
neeckamnaiiiaol DAPT iy 85 namienTis (26,3 %) y rpymi Heaminaol DAPT (p < 0,01). Lig cTaTuCTUYHO
3HauyIla pi3HuIls 0ysia B OCHOBHOMY 00yMOBJIeHa MEHIIIOIO0 KiNTbKICTIO reMopariyHux Mofiii; mpu
I[bOMY He MTOBigOMIJISIIOCS NP0 Pi3HUIIO 3a KiHLIeBUMM TOYKaMH imeMivyHuX nopii (p = 0,36), Togi K
reMopariyHi mofii = 2 cTymeHs 3a kputepisimu BARC BigOyBanucs pifine B rpyIi AeeckKanaliiHol
DAPT (4,0 %) y nopiBHaHHI 3 14,9 % B rpymi He3mirnHol DAPT (p < 0,01). l'emopariusi nogii,
BU3HaveHi 4K BCi nmopil 3a kputepiamu BARC, crioctepiranucs y 30 nanienTis (9,3 %) y rpymi
neeckamnaniaol DAPT iy 76 namienTis (23,5 %) y rpymni Heamiazoil DAPT (p < 0,01).

Locnidxncenns TROPICAL-ACS («TecmysaHHA 8i0nogidi Ha iH2ibysaHHA mpomboyumie npu
mpugasaomy aHmumpomoO0ouumapHoMy AiKY8aHHi 20cmpux KOPOHAPHUX cuHOpomie»). Lle
paHOoMi30BaHe BioKpuTe JochimkeHHs BKIounio 2610 namienTis 3 'KC 3 mO3UTUBHUM
pe3yIbTaToOM aHamidy Ha OioMapKepu, v skux O0yio ycmimHo npoBegeHo YKB. ITamienTu 6ymu
PaHIOMi30BaHi B IPyIH AJIsT OTPUMaHHS abo mpacyrpento B mo3i 5 abo 10 mr/moby (mui 0-14)
(n = 1309), abo mpacyrpento B 0o3i 5 abo 10 mr/moby (gui 0-7), micns vyoro BigbyBasnacs
Ieeckarallisi ;o KJIomigorpeo B 0o3i 75 mr/moby (mHi 8-14) (n = 1309) y kombinanii 3 ACK
(< 100 mr/mo0y). Ha mens 14 6yno nmpoBeneHo ouiHKy GyHKII TpoMmbonuTiB (PFT). ITamienTy,
K1 3aCTOCOBYBaJIM JIMLIE IIpacyrpesib, IPOLOBXKYBaIu IPUMOM IIpacyrpeso nmporsarom 11,5
Mics1s.

Y narienTis, y skux Oyjla BUKOHaHa OeecKaallis, Oy0 TpoBeOeHO OI[iHKY BUCOKOI peaKTUBHOCTI
tpoMmbouuTiB (BPT). fAkmo BPT cTaHOoBuIAa = 46 OOMHUIG, TALliEHTIB 3HOB ITePEBOIUIIH Ha
3aCTOCYBaHHS IIpacyrpeny y mo3yBaHHi 5 a6o 10 mr/moby mpotsrom 11,5 micsius; skmo BPT
CTaHoBUIa < 46 OOUHUIIb, ALIEHTH ITPOOOBXKYBaIN IPUNOM KJIOMiIOTpeso B 103i 75 Mr/oo0y
npotsirom 11,5 micsis. TakuM 4uHOM, B TPYIIi KepoBaHol ecKanallii Oyau HalieHTH, TKUM
3acTtocoByBanu abo mpacyrpens (40 %), abo kmomigorpens (60 %). Ycim naiienTaM IpogoBKyBaIu
3aCTOCYBaHHS aCIlipuHY i MPOBOAUIOCS IOJabIlle CIIOCTEPEXKEHHS IIPOTATOM OOHOTO POKY.

[TepBuHHa KiHIleBa TOYKa (KOMOiHOBaHa KiHIleBa TOYKa YaCTOTH CMEPTI Bifi CEPIIeBO-CyqUHHUX
npuunH, IM, iHCynBTY i KpoBOTEUi = 2 cTymeHs 3a kputepisimu BARC uepe3 12 micsnis) Gyna
[OCATHYTa, 110 IeMOHCTPY€E IPUHaAUMHI He MeHIy e(heKTUBHICTE Kionigorpemo. Y 95 nauieHTis (7 %)
B I'PyIi KepoBaHol geeckanatii Ta y 118 maiieHTiB (9 %) y KOHTPONBHIN I'pymi (p O HiATBEPAXKEHHS
IpHUHaWMHI He MeHIol epekTuBHOCTI cTaHoBUTH 0,0004) Bimmivasacs ofHa 3 MOMiM KiHIIEBOI TOYKH.
KepoBaHa meeckanallisi He mpu3Besia [0 30i/bieHHS KOMOiHOBAaHOTO PU3UKY iMeMiuyHuX momii (2,5 %
y Tpymi geecKamanil y mopiBHSHHI 3 3,2 % B KOHTPOJIbHIN I'PYIi; P A1 NiATBEpAXKEHHS NIPUHAWMHI He
MeHIO01 edeKTUBHOCTI cTaHOBUTE 0,0115), a TaKOXK 3a KJIF0UOBOI0 BTOPUHHOIO KiHIIEBOIO TOYKOI0 —
9aCTOTOI0 TeMOpariyHux nofiv = 2 ctyneHs 3a kputepismu BARC (5 % y rpymi geeckanamii y
IIOPiBHSAHHI 3 6 % y KOHTpPOJbHIM rpymi (p = 0,23)). CyKynHa 4acToTa BCix reMopariyaux nogiu (1-5
cryneHns 3a kpurtepigmu BARC) cranoBuna 9 % (114 mopiit) B rpyni kepoBaHoI feecKanatii y
nopiBHAHHIL 3 11 % (137 nopmiit) B KoHTpoibHIY rpymi (p = 0,14).

[TogBifiHa aHTHArperaHTHa Tepamis npu roctpoMy Manomy II abo TIA i3 cepefHiM Ta BUCOKUM
CTYIIEHEM PU3IUKY

[TopBiliHa aHTHArperaHTHa Tepamis KomOiHatieo knomigorpento Ta ACK mys momnepenxeHHs
iHcynbTy micns roctporo Manoro II abo TIA i3 cepenHiM Ta BUCOKUM CTyIIEHEM PU3UKY
OITiHIOBaJIaCh y ABOX PaHOOMi30BaHUX HOCHIAKEHHSX 3a CIIOHCOPCHKOI MiATPUMKHI
nocnigauka (ISS) — CHANCE Ta POINT — 3a gaHuMU pe3yibTaTiB 00 KITiHIiYHOI Oe3neKu
Ta €(heKTUBHOCTI.



CHANCE (3acmocysaHHs Kaonidoepeato nayieHmam 2pynu 8Uc0K020 Pu3ukKy 3 20Cmpumu
HeiHeanidu3yyuMu UepebposackKyAsipHUMU NoOdiamu)

Y 1p0My paHAOMi30BaHOMY MOABINHO ClinoMy 0araTolleHTPOBOMY I1anie60-KOHTPOILOBaHOMY
KJTiHiYHOMY mocrnimkeHHi 6panu ydyacTs 5170 manienTiB 3 Kutato 3 roctpoio TIA (moka3HUK 3a
mkasnoo ABCD2 = 4) abo rocTpuM MaluM iHCYJIbTOM (ITOKa3HUK 3a mkanoo NIHSS < 3). [TamienTu B
o0ox rpynax orpumyBanu ACK y BigkputoMmy pexumi B 1-it meHs (y go3i Big 75 mo 300 Mr Ha po3cyn
JIiKy104oro crenianicta). [lamieHTH, qOBIIPHUM YMHOM BigHeCeHi 1o rpynu knomnigorpento-ACK,
OTPUMYBaJX KJIOMiIOTpenb Y HaBaHTaxyBanbHiu 1031 300 Mr y 1-i1 geHs NTiKyBaHHS, IOTIM 3 2-T'0 110
90-# meHb NiKyBaHHS — KJIOMifOrpens Vv fo3i 75 Mr Ha go0y, a Takox ACK y mo3i 75 Mr Ha mo0y 3 2-
ro mo 21-ii meHb gocuigxKeHHs. [1alieHTH, QOBiMbHUM YMHOM BigHeceHi fo rpynu ACK, oTpumyBanu
nnane60-Bepcito Kiomigorpento 3 1-ro no 90-# meHs mikyBanHg Ta ACK y mo3i 75 Mr Ha go0y 3 2-To
90-11 meHb NiKyBaHHS.

OCHOBHUM TIOKa3HUKOM e(eKTUBHOCTI Oya Oymb-siKa HOBa MOMis iHCYAbTY (imemMiyHOTO Ta
reMoparigyHoro) nporsrom nepimux 90 gHiB micns roctporo masnoro II abo TIA 3 BUCOKUM CTyIIeHEM
pusuky. Li mopii Bigbynucs y 212 martienTis (8,2 %) B rpymi knomnigorpento-ACK nopiBusgHo 3 303
narieatamu (11,7 %) B rpyni ACK (BigHomenHst pu3ukis [BP] 0,68; 95 % noipuut intepsan [[I]] Bix
0,57 mo 0,81; p < 0,001). II BizOGyBcst y 204 namieHTiB (7,9 %) B rpymi knomigorpemno-ACK mopiBHSIHO
3 295 namnientamu (11,7 %) B rpyni ACK (BP 0,67; 95 % [ 8ig 0,56 mo 0,81; p < 0,001).
'emopariyHui iHCYyIbT CIIOCTepiraBcs y 8 maIieHTiB y KOXKHii 3 IBOX mociimKyBaHux rpyn (0,3 %y
KOoxHiM rpymi). [TomipHa abo TsKKa KpoBOoTeda crocTepiranacs y 7 maiiedTis (0,3 %) 3 rpynu
knonigorpenio-ACK ta y 8 (0,3 %) 3 rpynu ACK (P = 0,73). YacToTa Oyab-IKUX IOAil KPOBOTEUi
cTtaHoBuUNa 2,3 % y rpymi kinonigorpento-ACK nopisasino 3 1,6 % y rpyni ACK (BP 1,41; 95 % [I Big
0,95 mo 2,10; p = 0,09).

POINT (IH2ibysaHHA a2pezauii mpomboyumie npu Hogill nodii TIA ma Masn020 iwemiuHo20
IHCY1bmy)

B mmboMy paHAoOMi30BaHOMY MOfBIMHO CIioMYy OaraToIeHTPOBOMY I11aie00-KOHTPOILOBAHOMY
KJIIHIYHOMY [JOCIigKeHHi Opasid y4acTh MallieHTH 3 ychoro cBiTy (4881 ocoba) 3 roctpoio TIA
(moka3HUK 3a mkanoio ABCD2 = 4) a6o rocTpuM MajauM iHCYy/lIbTOM (IIOKa3HUK 3a IKanoio NIHSS
< 3). Yci nanientu B 000x rpymnax orpumyBanu ACK y Binkputomy pexumi 3 1-ro mo 90-it geHb
nikyBaHHA (y 1031 50—325 Mr, 3a/1eKHO Bifi IpU3HaYeHH JIKy040ro cneniamnicta). [lanienTy,
OOBIUIBHUM YMHOM BiffHECEHI 0 I'PYIIU KIIOMiOTPEII0, OTPUMYBAJIM KIIOMiA0oTpens y
HaBaHTaXyBasbHi# 703i 600 Mr y 1-it geHb JTiKyBaHHS, MOTIM y 1031 75 Mr Ha goly 3 2-ro mo 90-i
IeHb naikKyBaHHS. [IallieHTH, MOBITbHUM YMHOM BigHECeHi [0 rpynu mnanebo, oTpuMyBaiu maiebo-
Bepci kionigorperto 3 1-ro no 90-4 meHb TiKyBaHHS.

[TepBUHHUM IIOKA3HUKOM e(peKTUBHOCTI Oyna KoMmOiHalisg Benukux imemivaux nomgiu (II, IM abo
CMepTh BHACTIIAOK imemiyHol cynuuHOi mopii) Ha 90-i mewb. Li momii Bigbynucst y 121 mamienTa

(5,0 %) 3 rpynu 3acTocyBaHHS Kiomigorpenio y kKomOinatlil 3 ACK nopiBHsSHO 3i 160 nanieHTaMu
(6,5 %), mo orpumysanu ACK gk morotepamnito (BP 0,75; 95 % [I 8ig 0,59 mo 0,95; p < 0,02).
BTopuHHUM OKa3HUKOM e(peKTUBHOCTI OyB imemiunui incynsT. Bin BigOyBcs y 112 marieHTiB

(4,6 %), sKi oTpuMYyBaiH Kiomigorpens ¥ KomOinanii ACK, mopiBasiHO 3i 155 marientamu (6,3 %), ki
orpumyBanu ACK sk mornoteparito (BP 0,72; 95 % [I Big 0,56 go 0,92; p = 0,01). [lepBunHuit
IIOKa3HUK 0e3MeKu — BelinKa KpoBoTeda. BoHa cmocTepiranacs y 23 3 2 432 nartienTis (0,9 %), ki
oTpuMyBasu Kiomigorpens y kom0Oinatii 3 ACK, Tay 10 3 2 449 nauienTis (0,4 %), SKi 0OTpUMYBaIH
ACK six moHOoTeparmiwo (BP 2,32; 95 % I Big 1,10 mo 4,87; p = 0,02). Marni kpoBoBunusu 6ynu y 40
natieHTiB (1,6 %), sKi oTpuMyBanu Kiomnigorpens ¥ kombinamii 3 ACK, ta y 13 marienTis (0,5 %), ki
orpumyBanu ACK sk monoteparito (BP 3,12; 95 % [I Big 1,67 go 5,83; p = 0,001).



Anani3z gunamiku gociimxens CHANCE ta POINT

[TepeRar mono epeKTUBHOCTI IIPU IPOOBKEHHI TOABINHOI aHTHAarperaHTHOI Teparii noxHan 21 meHb
BUSBJIEHO He 0yJ10. PO3rIsiHyTO OUHaMIKy CepUO3HUX illIeMiYHUX MOAiM Ta MaCUBHUX KPOBOBUJIUBIB Y
rpynax JIiKyBaHHS 3 MeTOH aHaJli3y BIJIUBY KOPOTKOCTPOKOBOroO Kypcy DAPT.

IuHaMiKa CepHO3HHUX ilIeMiYHHUX MOl Ta MACHBHHX KPOBOBH/IHBIB y rpymnax jJTiKyBaHHsI B
mociaimxkeHHax CHANCE ta POINT

Yucsio BUIIagKiB
PesynvraTtu B

OOCHiIXKeHHAX Po3mopin mo rpymnax VeBoro 1-i 2-1 3-1
CHANCE Ta JIIKyBaHHSA THUXIOEeHb THUXIeHb TUXIEHb
POINT
Benuki ACK (n =5035) 458 330 36 21
imemiuHi momil

Knomigorpens ACK 328 217 30 14

(n=5016)

Pizaunsa 130 113 6 7
Bennka ACK (n =5035) 18 4 2 1
KpOBOTEYa

Knomigorpens ACK 30 10 4 2

(n=5016)

Pizaunsa -12 -6 -2 -1

®i6punsauis nepencepns. Y pocrigxkenuss ACTIVE-W ta ACTIVE-A, ski 6ynu oKkpeMuMu
mocrimxkeHHsIME V¥ Mexkax rnporpaMu ACTIVE, 6yIo BK/TI0UeHO TMaIlieHTiB 3 Gi0pusiieio mepencepnb
(®I1), sKi Many IOHAKMEHIIe OOUH GaKTOP PU3UKY BUHUKHEHHS CYyIHHHUX OPYIIeHb. [ pYHTYIOUHChH
Ha KPUTEPIiSAX BKIIOYEHHS Y OOCIIAXKEeHHS, JTiKapi 3aiy4dany namnieHTis o gocnigxenus ACTIVE-W,
SIKITIO BOHU OyNIM KaHOWOaTaMM Ha OTPUMaHHS Tepartii anTaroHictamu Bitaminy K (ABK) (manpuknan
BapdapunoMm). V nocmimxkenus ACTIVE-A Oyno BK/II0OYEHO TaIlieHTIB, sIKi He Mornu oTpuMmyBatu ABK-
Tepariio yepes3 MpoTuIoKalaHHsa abo HeOaxkaHHS OTPUMYBATH Iie JTiKyBaHHS.

Hocnipxenusa ACTIVE-W npogeMOHCTPYBaro, 1[0 aHTAKOATyJITHTHA Tepallisd aHTaroHicTaMu
BiTaMiny K Gyna Ginbin eheKTUBHOWO, HiXK NiKyBaHHA KiomigorpeneM Ta ACK.

Hocnimxennust ACTIVE-A (n = 7554) 6yno 6araToneHTPOBUM, PAaHOOMi30BAHUM, TIOOBIHHUM CITIITUM,
n1a11e60-KOHTPOJIbOBAHUM [IOCTIIXKEHHSIM, V SIKOMY ITOPiBHIOBANIX Kiomigorpesns 75 Mr Ha o0y ACK
(n = 3772) i3 nnanebo ACK (n = 3782). Pekomennosana nmo3a ACK crtarnosuna Bim 75 mo 100 Mr Ha
noOy. NalieHTH OTPpUMYBaJIH JiKyBaHHS YIIPOOOBXK IIE€pPiofly [0 5 POKiB.

[MTauienTu, panmoMizoBaHi y nporpamy ACTIVE, Manu moKyMeHTanbHO migTBepaxeny @I1, To6TO
nocTiiny popmy @I1 abo moHalMeHIIIe 2 emi3oau napokcusmanbHol @I yIpomoBxK ocTaHHIX 6
MicCAIIiB, Ta IpMHANMHI OUH i3 TaKUX (aKTOPiB PU3UKY: BiK = 75 POKiB 4M BiK Bif 55 10 74 pokiB abo
IIyKpOBUH fiabeT, 1110 noTpebye MeAUKaMeHTO3HOTO JIiKyBaHHS, a00 HOKYMEHTAJIbHO MigTBEPAXKEHUN
nepeHecenu#t IM, abo qOKyMeHTaIbHO MiATBEPIXKEHY illeMiuyHy XBOpoOy ceplls; IomnepenHe
JIiIKyBaHHS 3 IPUBOAY CUCTEMHOI apTepiajibHOI TimepTeH3il; paHillle IepeHeCeHN ! iHCYIIbT,
TpPaH3UTOpPHA imeMiuyHa ataka (TIA), cuctemHa em6omist 6e3 ypaxeHnHs cTpykTyp LIHC; nuchyHKIisg
JIIBOTO IIJTYHOYKA i3 TOKa3HUKOM (ppakKIlil BUKU/Y JIiBOTO IMUIyHOUKa <45 % ab0 mOKyMeHTaJIbHO
IifTBepIKeHe 3aXBOpIoBaHHS mepudepuynux cynun. CepenHiit 6an 3a mkanoio CHADS2 ctaHOBUB 2



(y mexkax 0—6).

[0 OCHOBHUX KpHUTEPiiB BUKJIIOUEHHS MaLi€HTIB i3 OCTigXKeHHs HajleXkKalld JOKyMEeHTalbHO
migTBepAXKeHa BUPa3KoBa XBOpoOa BIPOMOBXK OCTAHHIX 6 MicsIiB; BHYTPIIITHOMO3K0Ba KPOBOTEYa B
aHaMHe3si, cepiio3Ha TPOMOOIMTONeHia (KinpKicTh TpoMGonuTiB <50% 10°/1); moTpe6a y 3acToCyBaHHi
KJIomigorpeso abo nmepopanbHux aHTUKOArynsaHTiB (ITAK) abo HermepeHOCUMICTh OYAb-5SKOI 3 IIUX IBOX
PEYOBUH.

73 % manieHTiB, BKIoYeHuX y gociigxeHHsa ACTIVE-A, He mornu otpumyBatu ABK y 3B’s3Ky 3
BUCHOBKaMH JIiKaps, 4yepe3 HEMOXKJIUBICTh IIPOBEAEHHS MOHITOPHUHTY Mi2KHApPOLHOT'O
HOpMaJtizoBaHoro BimHoIeHHs (MHB), BHACTIIOK CXUIIBHOCTI 10 MafiHHS YX TPaBMHU T'0JI0BU abo
HasIBHOCTI crienn¢igyHoro hakTopa pU3UKYy BUHUKHEHHS KPOBOTEYi; 1000 26 % MaIlieHTiB pileHHsS
Jikaps I'PyHTYyBasiocs Ha HeOaXkaHHi MmallieHTa oTpuMyBaTu ABK.

41,8 % manienTiB craHoBUNY XiHKU. CepenHil Bik mopiBHIoBaB 71 pik, 41,6 % maiiieHTiB Oynu BikoM
Big 75 pokiB. 3aramom 23 % XBOpPUX OTPHMYBaIu aHTHAPUTMiuHi 3acobu, 52,1 % — GeTa-0710KaTOPH,
54,6 % — iuribiTopu aHTiOTeH3UHIIEPETBOPIOBAILHOTO pepMeHTy Ta 25,4 % — CTaTUHHU.

KinbKicTh MmallieHTiB, SKi JOCSTIN MEPBUHHOI KiHIIEBOI TOYKH (YacC [0 IePIIOr0 BUHUKHEHHS iHCYIIbTY,
IM, cuctemnoi em6omii 6e3 ypaxenHs ctpyktyp LIHC abo neTanpHOro Hacmifky), cTaHOBUIa 832
(22,1%) y rpymi marfienTis, ki oTpuMyBanu kiomigorpens ACK, Ta 924 (24,4%) y rpyni nnane6o ACK
(BimHOCHe 3HMKeHHS pu3uky Ha 11,1%, 95% [I: 2,4—-19,1%; p = 0,013), HacaMmnepepn 4epe3 3Ha4HE
3HUXEHHS YaCTOTU PO3BUTKY IHCYNbTIB. IHCYynbTU BUHUKIY ¥y 296 (7,8 %) nali€eHTiB, gKi 0TpUMyBau
knomigorpens ACK, Ta 408 (10,8 %) martienTis, siki oTpuMyBanu mnaredo ACK (BifHOCHE 3HMKEHHS
pusuky Ha 28,4 %; 95 % [I: 16,8—38,3 %, p = 0,00001).

Himu. Y DOCHiOXeHH] i3 MiBUINEHHAM 03, 110 IIPOBOJUIIOCS 3a Y4acTi0 86 HOBOHAPOLKEHUX
a00 HEMOBIIST BiKOM 1o 24 MicsiliB 3 pu3UKOM BUHUKHEHHS TpoM003y (PICOLO),
KJIOIiOrpesib 3aCTOCOBYBau y mociigoBHux go3ax 0,01, 0,1 1 0,2 Mr/Kr HOBOHaPOAXKEHUM i
HeMOBJIsATaM i y go3i 0,15 Mr/kr Tineku HoBOHapoaxkeHuM. [Ipu mosi 0,2 Mr/Kr cepenHin
TTOKA3HUK iHTi0yBaHHS arperaiiil Tpom6oiuTiB cTaHoBUB 49,3 % (5 MkM AJ1®-iHmyKoBaHOi
arperatiii TpoMOOIUTIB), 1110 OYJI0 MOPIBHIHHUM i3 TaKUM y [IOPOCTIUX, SKi OTPUMYBaJu

HHaBiKcO

y mo3i 75 mr/Ha mo0y.

Y paHpoMi30BaHOMY MOABIMHOMY CJIIIOMY AOCTigXKeHHI 3a y4acTio napanenbHux rpyn (CLARINET)
906 miTelt (HOBOHAPOAKEHUX i HEMOBJIAT) i3 BPOAKEHOI0 Bafl0I0 CEPIIS LiaHOTUYHOTO TUITY, SKUM
IIPOBOAMIIACS IajliaTUBHA OIlepallisl 31 CTBOPEHHSI CUCTEMHO-JIETEHEBOT0 apTepiaabHOTO IMyHTa, 0yIu
paHmoMi30oBaHi Oy oTpuMaHHs Kiomigorpento 0,2 Mr/kr (n = 467) a6o nnanebo (n = 439) i3
OHOYAaCHUM IIPOBEJEHHSIM CYIyTHLOI 6a30B01 Teparil 1o MOMEHTY IIPOBENEHHS APYrOoro eTamy
onepatil. CepenHii Yac MiX NPOBEOEeHHSM MaTiaTUBHOL Oepalil 3i CTBOPEHHS IIyHTa i MepImuM
BBE[IEHHSIM [IOCTIiIXKyBaHOTO IpemnapaTty cTaHoBuB 20 gHiB. [Ipubnu3Ho 88 % mallieHTiB OMHOYACHO
orpumyBanu ACK (Big 1 go 23 mr/kr/Ha no0y). [JoCTOBipHUX BiIMiHHOCTEM MiX IpymaMu 1100
INOCSITHEHHS TMePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHM, sSIKa CKJIafiajacs 3 JIeTalbHUX BUIA[IKIB,
TpoMO03y IyHTa ab0 MTPOBENeHHS XipypriuHOTo BTPy4YaHHS Ha cepili 0o 120 mHS XKUTTS IMicIsa
BUHUKHEHHS IIOMil, CIpHYUHEeHol TpoM06030M, He crocTepiranocs i cranosuio 89 [19,1 %] y rpymi
knomigorpento i 90 [20,5 %] y rpyni nname6o (ouB. po3nin «Cmocib 3acToCYBaHHS Ta HO3U»).
Haituacriroio mo6iuyHoI0 peakili€io K y TPYIi KJIomiforpesio, Tak i y rpymi mname6o 6yB pO3BUTOK
KPOBOTEYi, TPOTE AOCTOBIPHUX BiAMIiHHOCTEN MiXK IpylaMu LI0J0 YaCTOTH 11 BAHUKHEHHS BUSIBIIEHO
He Oyro. ITig yac mogasbIIoro JOBTOCTPOKOBOTO IIEPIOAY CIIOCTEPEKEHHS 3a MOOIYHUMY ABUIIAMU 26
MaIli€HTIB, Y SKUX IIYHT 3a/JUIIaBCsI Ha MOMEHT OOCSATHEHHS 1-piuHOTO BiKY, OTpUMYyBaIu
KJIOIiZorpenb 10 focsarHeHHs 18-MicauHoro BiKy. I1im yac 11p0ro nepiofy cnocTepexkeHHs nIpodinb



Ge3meKy IpenapaTy He 3MiHIOBaBCS.

Y pmocnigxenasax CLARINET i PICOLO BUKOpHCTOBYBaBCS BiIHOBJIEHUU PO3YUH KJIOMIJOTPEN0. Y
[OCTiAKeHH] BiTHOCHOI 0i0JOCTYIIHOCTI Y JOPOCINX BifHOBJIEHN! PO3YUH KJIOMiIOTPEITIO
IIPOAEMOHCTPYBAB aHAJIOTIYHUY CTYMiHb i TPOXU BUIIY LIBUAKICTH aOCOPOIlil 0CHOBHOTO
IIUPKYII0I0Y0r0 (HeaKTUBHOT0) MeTab0IiTy IIOPiBHSIHO i3 3apeecTpoBaHo0 TabIeToBaHO© (HOPMOI0
mpemnapary.

dapmakoKiHemuxka.

BcmokTyBanHs. [Tic/s mepopanbHOTO MPUMOMY OfIHOPa30Boi Ta 6araTopa3oBUX [03 75 MT Ha
no0y KJIOmigorpessb MBUAKO BCMOKTYeThCA. CepeqHs MiKoBa KOHIIEHTpallisl He3MiHEeHOT0
KJIOTioTpetio y mia3mi (611u3bKo 2,2—2,5 HT/MII TicTIs OMHOKPATHOI 103K 75 MT IepopaibHO)
mocsranacst npubnu3Ho yepes 45 xB micnis npuiiomy. A6copOitisi ctaHOBUTE He MeHIe 50 % 3 ornsamy
Ha eKCKperrio MeTa0oJIiTiB KJIOMigorpesto i3 ceuero.

Posnopin. Knomigorpenb Ta OCHOBHUY (HeaKTUBHUM) MeTabOIT, 1110 HXPKYJIIIOE B KPOBI, in
vitro 000pOTHO 3B’s13y10ThCA 3 OinkaMu mina3mu mopguau (98 % i 94 % BigmosigHO). Lei
3B’SI30K 3a/IMILIAETHCSA HEHaCUYyBaHUM in Vitro y Mexax IIMPOKOI0 Alana3oHy KOHLIEHTpali.

Metaboni3m. Knomiforpenb eKCTeHCUBHO MeTab0/Mi3yeThCs y medinti. In vitro Ta in vivo
iCHy€e Ba OCHOBHUX IIUISIXU MOT0 MeTaboJIi3aMy: OOUH — 3 y4acCTIO ecTepas, 110 IPU3BOAUTH [0
Tifpomi3y 3 yTBOPEHHSIM HeaKTUBHOI MOXigHOI KapOOHOBOI KHUCIIOTH (sIKa CTaHOBUTHL 85 % ycix
MeTa0OoJIiTiB, 110 UPKYIIIOITH ¥ 71a3Mi), a iHIINY - i3 3any4yeHHs (GepMEeHTIB CUCTEMHU
rutoxpomy P450. CrioyaTKy KJIOMifmorpesb MepeTBOPIETLCS Ha IPOMIXKHUYN MeTabomiT 2-
OKCO-KJIOIifOrpesb. Y pe3yibTaTi MOfanbiIoro MeTaboni3mMy 2-0KCO-KIIOMigorpeio
YTBOPIOETHLCS TiOJOBa MOXigHA - aKTUBHUM MeTa0oriT. [leit akTUBHUM MeTabOoJIiT
YTBOPIOETHLCS MEpeBaxkHO 3a gormoMoroio hepmeHty CYP2C19, 3a y4acTio KiTbKOX iHIINX
dbepmenTiB cuctemu CYP, Takux sk CYP1A2, CYP2B6 i CYP3A4. AKTuBHUM MeTaOOJIiT
KJIOMIOTPeJIio (TiojloBa moxifHa), sKuil 6yB BUMiNIEHUY in Vitro, MBUOKO Ta HEOOOPOTHO
3B’A3YETHCS 3 PelleITOpaMy Ha TPOMOOIUTaX, TUM CaMUM IIePeIlKO/XKal04uy arperartiil
TPOMOOLIUTIB.

[Toka3uuk C,,, 0JIsT aKTUBHOT'O MeTa0O0JIiTy € BOBiYUi BUIIKUM IIiCJII IPHUUOMY OJHOPA30BO1
HaBaHTaxXyBasbHOl 7031 300 MT KJIOMiOTPeIio MOPiBHSAHO i3 TUM, IO CIIOCTEPIraeThCs MiCg
4-meHHOT0 3aCTOCYBaHHA MigTPUMyBaibHOL 703U 75 MT. C,,, HOCITaeThCS MPUOIN3HO Yepe3
30-60 xBuuH Mmiciasa NpuiioMy Ipenapary.

BuBenenHnsi. Yepes 120 rogus micis OIpuitoMy BHYTPIIIHEO MideHOro *C-KJIOmiforpeo y TONHHA
npubnusno 50 % mo3u BUBOOuUIIOCS i3 ceuelo i 611u3bK0 46 % i3 KanowM. [Ticns nepopanbHOro MpuitoMy
Pa3oBoi 03U 75 MT Iepion HamiBBUBEIEHHS KIOIMIIOrPeso CTaHOBUTEL ONIM3bK0 6 romuH. [Tepion
HaliBBUBEEHHS OCHOBHOTO (HEaKTUBHOTO) MeTa0OJIiTy, 10 IUPKYIIIOE B KPOBi, CTAHOBUTDH 8 TOIUH
IiCJIs ODHOKPATHOTO i 6araTOKpPaTHOI'O 3aCTOCYBAHHS ITpemnapary.

dapmakorereTrka. CYP2C19 Gepe y4acTb B yTBOPEHH] SIK aKTUBHOT'0 MeTaboiTy, TaxK i
IIPOMiKHOTO MeTabomiTy 2-0Kco-Knomigorpento. ®apMakoKiHeTHKa aKTUBHOTO METab0IITy
KJIOMiOTPESTI0 Ta aHTUTPOMOOIIMTAPHI e(peKTH, 3a JaHUMU BUMipIOBaHHS arperatiii TPOMOOIUTIiB
ex vivo, BiIpi3HAITHCS 3anexkHo Big renotuny CYP2C19.

Anens CYP2C19*1 BimmoBiga€ moBHICTIO PYHKIIOHYI0UOMY MeTa00I1i3My, TOA1 K aneri



CYP2C19*2 Ta CYP2C19*3 BigmoBigaioTh HePyHKIIIOHYI0OUOMY MeTabomi3my. Ameni
CYP2C19*2 Ta CYP2C19*3 cknapaioTh OinbIIiCTh ajeniB y MallieHTiB eBponeoinHoi (85 %) Tta
MOHT0J0iTHOI (99 %) pac 3i 3HuKeHuM MeTabomi3MoM. [HII anesi, acomioBaHi 3 BigCyTHIM
abo ocnabneHuM MeTab0Ji3MOM, 3yCTPiYaroThCA 3HAYHO pifire. [10 HUX HaneXaTh
CYP2C19*4, *5, *6, *7, Ta *8. [Ta1lieHT 3i 3HMKEHUM MeTab0J1i3MOM Ma€ OBa
HepYHKIIOHAIBHUX asiefli, SK 3a3HaYeHO BUIle. 3TifHo i3 ony6IikoBaHUMYU OAaHUMH,
renotunu CYP2C19, gki BignmoBigaloTh 3HMKEHOMY MeTab01i3My, 3ycTpidaioThcsa ¥ 2 %
IIPEeICTaBHUKIB €BPOIEOITHOI pacH, 4 % mallieHTiB HerpoigHol pacu Ta 14 % malieHTiB
KMTaMChKOl HAlliOHAJIbHOCTI. 3apa3 iCHYIOTb TECTH, SKi Hal0Th 3MOTY BU3HAYUTHU T€HOTHII
CYP2C109.

Y nepexpecHomy mocaimxkenHi 3 yuacTio 40 3mopoBux oOPOBOLIIB, Mo 10 y KOXKHiH 3
YOTUPBLOX T'PYI, 10 BiAMOBigaioTh meBHOMY TUNy MeTabomizamy CYP2C19 (HamimBuOKui,
IHTEHCUBHUY, IPOMiKHUY Ta 3HUKEHUH), OI[iHIOBaIN (h)apMaKOKiHETHKY Ta
aHTUTpOMOOIIMTapHi edeKTH Mpu 3acTocyBaHHi 103 300 MT i3 TOgANbIINM ITPUHOMOM NO3U
75 Mr Ha o0y, a Takox mo3u 600 Mr i3 momamnbIuM mpuitoMoM go3u 150 mr Ha mob6y. KoxeH
i3 IMX BUMIB TiKyBaHHSA 3aCTOCOBYBA/IM B LiJIOMY BIPOMOBXK 5 OHIB (0 HOCATHEHHS
ctabinbHOTrO cTaHy). He 6yi0 BUSIBIIEHO CYTTEBUX BiIMiHHOCTEH Yy IMOKA3HUKAX KOHIIEHTpPAIii
aKTUBHOTO MeTabOJIiTy y KPOBi Ta cepefHiX MOKa3HUKaX MPUTHIiYeHHS arperaillil TpOMOOIIXTiB
(ITAT) Mix ocobOam¥u i3 HaAIIBUAKUM, iIHTEHCUBHUM Ta NMPOMiXKHUM MeTabojiamMoM. B ocib 3i
3HMXKEHUM MeTal0/1i3MOM KOHIIEHTpallisl aKTUBHOTO MeTa0oJIiTy y KpOBi 3MeHIIIMIacs Ha
63—71 % mopiBHSAHO 3 0c0OaMu 3 iHTeHCUBHUM MeTabos1i3aMoM. ITicyis 3aCcTOCyBaHHS peXUMY
no3yBauHs 300 Mr /75 Mr aHTUTpOMOOIMTAPHI ePeKTH B 0cib 3i 3HMKEHUM MeTabo1i3MOM
Oynu MeHII BUpaXkKeHUMH, IIpH 1IboMy cepenHii nmoka3Huk [TAT (5 mkM AJl®) cranoBuB 24 %
(24 rogunn) i 37 % (mens 5) nmopiBHsiHO 3 [TAT 39 % (24 rogunu) i 58 % (meHs 5) y 0ocib 3
inTeHCcuBHUM MeTabomnizmoM Ta 37 % (24 rogunu) i 60 % (meHs 5) y ocib i3 mpoMikHUM
MeTabomni3zmoM. Konmu ocobaMm 3i 3HUKEeHUM MeTab0s1i3MOM 3aCTOCOBYBAIM PEXKUM I03yBaHHS
600 Mr/150 Mr, KOHLIEHTpallid aKTUBHOTO MeTaboJIiTy y KpoBi OyJia BUINOIO, HiXK IIpU
3acTtocyBaHHi pexuMy go3yBaHHA 300 mr/75 mr. Kpim Toro, noka3uuku [TAT ctanoBunu 32
% (24 roguun) i 61 % (meHs 5), sKi OyIU BUILIMMHU, HiXK y 0cib 3i 3HMKEHUM MeTaboIi3MoM,
o oTpuMyBanu mo3u 300 Mr/75 Mr, Ta MOTIOHMMHU 10 TTOKA3HUKIB, OTPUMAaHUX Y iHIIHX
rpymax, BUAiIeHUX 3a1exkHo Bif Tuny Metaboniamy CYP2C19, npu 3acToCyBaHHI pexXuMy
no3yBaHHA 300 Mr/75 Mr. 3a pe3yiabTaTaMU OOCTIOXKEHb KIiHIYHNX e(DEeKTiB HaleXKHUN
pPexXuM [03yBaHHS [JId Ii€l IPyNH MHallieHTiB He OyB BU3HAUYEHUH.

AHamoriyHo g0 pe3ysbTaTiB, HaBeleHUX BUIlle, Y MeTaaHaJli3i 6 JOCigXKeHb i3 ypaxyBaHHIM
ITOKA3HUKIB PiBHOBAXKHOTO CTaHy 335 MAIli€HTiB, SKi OTPHMYBaIM KIJIOMigOTpes, 6yio
IIPOIEMOHCTPOBAHO, 110 KOHIIEHTPAIlis aKTUBHOT'0 MeTa0oJIiTy ¥ KPOBi 3MeHIMIacs Ha 28 %
y 0ocib 3 mpoMikHUM MeTabomizMoM i Ha 72 % y ocib 3i 3HuXKEeHUM MeTabo/Ii3MoM;
inribyBanHs arperatii TpoMOouuTiB (5 MKM AII®) TaK0XK 3MEHIIUIIOCS, IIPU 1IbOMY Pi3HUIIT Y
noka3HuKax [TAT cranoBuna 5,9 % Ta 21,4 % BigmoBimHO MOPIBHSIHO 3 0co0aMu 3
iHTeHCHBHUM MeTaboIi3MoM.

Brus renotuny CYP2C19 Ha KiiHIYHI pe3ynbTaTé y NaLi€HTIB, SKi OTPUMYBAJIX
KJIOMiJOrpeib, Y XO4i IPOCIEKTUBHUX PaHIOMi30BaHUX KOHTPOJIbLOBAHUX BUIIPOOYyBaHb He
BUBYaBCA. [IpoTe OyJ0 MpOBeeHO 1INy HU3KY PETPOCIEKTUBHUX aHali3iB 3 METOI0 OI[iHKU
11b0T0 e(eKTy y NallieHTiB, IKi OTPUMYyBaJIU KJIOMigOrpesib, A1 SKUX iCHYIOTh pe3yIbTaTu



regotunyBaHHs: CURE (n = 2721), CHARISMA (N = 2428), CLARITY-TIMI 28 (n 227),
TRITON-TIMI 38 (n = 1477), i ACTIVE-A (n = 601). Kpim TOr0, iCHYIOTh PE3Y/IBTATH KiJTBKOX
omy611iKOBaHUX KOTOPTHUX AOCTiAKEHb.

Y xopi aranizy TRITON-TIMI 38 ta 3 koroptHux gocuigxeHs (Collet, Sibbing, Giusti)
kKoMOiHOBaHa rpyTia, siKa CKJiafianacs 3 0Ci0 i3 MpoMiKHUM Ta 3HUXKEHUM MeTab0I1i3MoM,
MaJla BUIy 4aCTOTY BUHUKHEHHS CepleBO-CyIUHHUX IOLiN (JIeTalbHUU HACiO0K, iHpapKT
MioKappa Ta iHCynbT) abo TpoMOO03y CTEHTIB, HixK 0CO0U i3 iIHTEHCHBHUM MeTab01i3MOM.

Y xopi ananisy CHARISMA Ta ogHOT0 KOTOPTHOTO AOCTigXKeHHs (Simon) B 0ci0 3i 3HUXKEHUM
MeTab0J1i3MOM CIIOCTepiranacs MmifBuilleHa YaCTOTa BUHUKHEHHS MOMiN MTOPIiBHSIHO 3
oco0aMu 3 iHTEHCUBHUM MeTab0JIi3MOM.

Y ananizax CURE, CLARITY, ACTIVE-A Ta B ogHOMY 3 KOTOPTHHUX gochigxeHb (Trenk)
YacTOTa BUHUKHEHHS CepIeBO-CyIUHHUX MO JOCTOBIPHO He 3ajiexkasa Bif 0CcoOnMuBOCTeM
MeTaboI1i3My.

2KopeH i3 nux aHai3iB He BKJIIOYAB MOCTATHLOI KiJTbKOCTI IALiEHTIB OIS TOTO, 1100 MOXKHA
Oy710 BUSBUTU Pi3HUINO Y KITiIHIYHUX pe3yJIbTaTax y MallieHTiB 31 3HUKEHUM MeTab0I1i3MOM.

Oco6muBi KaTeropii nanieHTiB. PapMakoKiHETHKA aKTUBHOTO MeTa0O0IITy K/IOMigorpesio He
IOCIigXKyBanacs y HuXK4e3a3HaueHUX 0COOJIMBUX KAaTeropii malieHTiB.

HupkoBa HeJOCTATHICTE. [Tic/ist peryasipHOTO 3aCTOCYBaHHS 75 MT KJIOMigOT'PeIio Ha J00y y
MAIEHTIB i3 TAKKOI0 HUPKOBOIO HEOCTATHICTIO (KJIipeHC KpeaTHUHiIHY 5—15 MJI/Ha XBUJIUHY)
inrioyBanus AJl®-iHmyKOBaHO! arperaiiil TpoMOOIXTiB Oy/I0 MeHII BUpaXeHuM (25 %) IOpiBHAHO i3
TaKUM Ke e(eKTOM y 3M0poBUX NOOPOBOJIBILB, & Yac KPOBOTeYi OYB IIOLOBKEHUN MalixKe Tak caMo,
K iy 300poBUX NOOPOBOJIBIIB, SIKi OTPUMYBaU 75 MT KJomigorpenio Ha fo0y. Kniniuna
IIepeHoCUMicTh GyJia XOPOIIOI0 B YCiX MAaIliEHTIB.

[leyiHKOBa HEIOCTATHICTE. [Tics peryiasipHOro IpuioMy 75 MT KJIOMiOTPEI0 Ha o0y BIPOLOBK
10 pHiB y nalLlieHTIB i3 TSAXKKOIO II€YiHKOBOIO HEOCTaTHICTIO iHriOyBaHHS AJl®-iHAyKOBaHOI arperatiii
TPOMOOUIUTIB 6yJI0 TAKUM CaMUM, SIK i y 3MOPOBUX J0OPOBOJIBIIB. CepemHe MONOBXKEHHS Yacy
KPOBOTEUi TaK0X OYyJI0 OIHAKOBUM B 000X Ipymax.

PacoBa niprHanexHiCTb. [Tomupenicts anenis CYP2C19, siKi CIpUYMHSIIOTE TPOMIXKHY Ta ClTabKy
MeTabomiyny akTuBHicTe CYP2C19, Bimpi3HS€ThCS 3a/IeKHO Bifl pacOBOIl/€THIiUHOI TPHUHATIEKHOCTI
(muB. po3min «®apMakoreHeTHKa»). ICHyI0Th 00MeXKeHi TaHi CTOCOBHO IAIliEHTiB MOHTOJIOIAHOI pacH,
SIKi Jal0Th 3MOTY OLIIHUTHU KITiHIYHE 3Ha4eHHS reHOTUNyBaHHS 1boro CYP.

[lokniHiyHi gaHi 3 6e3nekn. [ToOiyHUMY epeKTaMu, 10 HaldacCTillle CIIOCTepiraaucs Imifg 9ac
IOKJTiHIYHUX [OCTIiI2KeHb Ha TBapuHaX, Oynu 3MiHU 3 00Ky NediHKu. BoHU 3'IBIANNUCS NpU
BBe[I€HHI [103, 1110 IPU3BOOUIIY 00 KOHILIEHTpAallil KJIOMiJoTpesIio B KPOBi, MaiXke y 25 pasiB
BHUILle KOHI[EHTpAL[ii, sKi CIIOCTePIiraroThCs y JIOOUHY IIPU KITIHIYHOMY 3aCTOCYBaHHI 1034 75
MT KJIOMiIOTPeJTio Ha mo0y, i Oymu HacmigkoM [ii mpenapaTy Ha pepMeHTH, 110 6epyTh y4acThb
y ne4yinkoBoMy MeTa0omi3Mi. [Tpy 3acTOCyBaHHi y MIOOUHU TePaleBTUYHUX 03
KJIOIIiOTPEJIi0 KOMHOT0 BIJIUBY Ha (pepMeHTH, 110 OepyTh y4acTh y IeUiHKOBOMY
MeTaboJ1i3Mi, He crocTepiraBcs.

[Tpu BBeleHHI BUCOKMX 103 KJIOMiOTPEIIo IypaM Ta MaBlaM-6a0yiHaM criocTepiranacs morasa



IIIJTYHKOBA IIePEeHOCHMICTh IIpemnapaTy (BUHUKAB raCTPUT, €PO3UBHE YpaXkKeHHS IITyHKa Ta/abo
OJII0BAHHS).

[Tpu BBEOEHHI KJIOMiIOTpeIo MUIIaM BIIPOAOBXK 78 TUXKHIB Ta lIypaM BIpogoBxK 104 TUXKHIB
y mo3ax mo 77 Mr/kr Ha mo0y (1o Maixe y 25 pasiB mepeBUIy€e KOHIIEHTPAIlii, SKi
CIIOCTEPIraloThCs y JIIOOMHY IIPU KITiHIYHOMY 3aCTOCYBaHHi 103U 75 Mr/Ha moby) He
OTpPUMaHO XKOJHUX AOKa3iB KaHIIEPOTEHHOI [il mpemnapary.

Byno npoBefeHo LUy pSAf HOCHIAXKEHb TeHOTOKCUYHOCTI KJIOMIigOTPeIo B yMOBax in Vitro
Ta in vivo, O0HaK BOHU HE BUSIBUJIYM XXKOOHOI TEHOTOKCUYHOI [iil Mpemapary.

Kromiforpens He BIJIMBaB Ha PENPOAYKTUBHY (YHKIIiIO MIYPiB, @ TAKOXK HE YNHUB
TepaTOTEeHHOI [il Hi y 1IypiB, Hi ¥ KporiB. [Ipu BBeleHHI LIfypaM y Nepiof TaKTallil
KJIOMiAOTpesIb MIPU3BOAUB 10 HE3HAYHOI 3aTPUMKHU PO3BUTKY IIOTOMCTBa. CrelfianbHi
(hapMaKOKiHETUYHI HOCTiIXKEeHHS 3 PagiOaKTUBHO Mi4YeHUM KJIOMiIOTPeIeM [IOBENH, 110
BUXi[lHA pe4YOBMHA Ta 1l MeTabOIiTH eKCKPETYIOThCS 3 TPYAHUM MOJIOKOM. OTKe, He MOXKHa
BUKJTIOYATH K 6e3[0cepeqHbOro BIIUBY MpelapaTy Ha IMOTOMCTBO (He3HayHa TOKCUYHA
is), Tak i OIIOCepeaKOBaHOT O BIIJIUBY (BHACHIAOK IOTIPIIEHHS CMaKOBUX SKOCTEM MOJIOKA).

KininiuyHi XxapaKTepHUCTHKH.
Iloka3anns.
BmopuHHa npogirakmuka nposagie amepompomb603y y 00pocaux:

XBOPUX, AKi TepeHecIn iHpapKT MioKapfa (II049aToK JIiKyBaHHS — depes KilbKa [IHiB, ajle He
mi3Hinle HiX 4yepe3 35 [HIB MiCg BUHUKHEHHS), IIeMIYHUN iHCYNbT (IOYATOK JIIKyBaHHSA — 4epe3 7
OHIB, ajle He Mi3Hillle HiXK Yyepe3 6 MicAIlB mic/iss BUHUKHEHHS) a00 y SKUX OiarHOCTOBAHO
3axBOPIOBaHHS NepudepuIHNX apTepii

XBOPUX i3 TOCTPUM KOPOHAPHUM CHHIPOMOM:

- i3 rocTpUM KOPOHAPHUM CHHAPOMOM Oe3 migiiomy cermenTa ST (HecTabinbHa CTeHOKApPMis
abo iHdapkT Miokapaa 6e3 3y01s Q), y TOMy YHCII y IalieHTiB, SKUM OyJI0 BCTaHOBJIEHO
CTEHT Yy XOfli TPOBeJIeHHS YePe3IIKipHOl KOPOHAPHOI aHTi0MIacTUKHY, y KoMOiHallil 3
aleTHICATIIINIOBOI0 K1cioTolo (ACK);

- i3 rocTpuM iHpapKkTOM MioKappa 3 migiiomoMm cermeHTa ST, y KoMOiHarrii 3
areTUICAMIIMIIOBOI0 KHCIOTO (Y XBOPUX, SIKi OTPUMYIOTh CTaHZapTHE MeAuKaMeHTO3He
JiKyBaHHS Ta SKUM ITI0Ka3aHa TPOMOOJIITHYHA Tepalis).

TpaxzumopHa iwemiyHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHs pu3uky abo manutl
iwemiyHuu iHcyabm (II)

Knomigorpens y kom0Oinanii 3 ACK noka3aHui JopociuM natieHTam 3 TIA cepeiHbOTO Ta
BHCOKOTO CTYIIeHsI PU3HKY (IIOKa3HUK 3a mKanoo ABCD2' = 4) a6o ManuM imemivauM
iHcynbTOM (MOKa3HUK 3a mKasnoo NIHSS® < 3) mportarom 24 ropus micaa mopii TIA a6o II.



[1] Bik, apTepianbHu# THCK, KTiHiYHi 03HAKH, TPUBAIICTD Ta MiarHO3H I[yKPOBOTO HiaGeTy.

2 Illkana incynpTy HauioHanbHOTO iIHCTUTYTY 300POB’S.

ITpogirakmuka amepompombomuyHux ma mpomboemboaiyHux nodiit npu pibpusauii
nepedcepov. Knomigorpens y Kom0Oinanii 3 ACK nmoka3aHui JOpOCIKUM TallieHTaM 3
Gbibpunsitieio nepencepab, SKi MalOTh IIOHAMMeHIIE OOUH (PaKTOp PU3UKY BUHUKHEHHS
Cy[IVHHUX INOAiY, Y IKUX iICHYIOTh IIPOTUIIOKA3aHHS [0 JIIKYBaHHS aHTaroHicTaMu BiTaminy K
(ABK) i sIKi MalOTh HU3bKUY PU3UK BUHUKHEHHS KPOBOTEY, /I IPODITaKTUKH
aTepoTpoMOOTUYHUX Ta TPOMOOEeMOOTIUHUX IO, Y TOMY YKCIIi iHCYNbTY.

II71st oTpUMaHHS JOMaTKOBOI iHGopMarii muB. po3min «dapMaKoIoTiyHi BIacTUBOCTI».

ITpomunoka3axHs. TTigBuIlleHa YyTIUBICTH [0 MiI040l PeYOBHHU ab0 M0 OYIb-IKOr0 KOMIIOHEHTA
mpenaparty. TskKKa Ie4iHKOBa HeloCTaTHICTh. ['0CcTpa KpoBOoTeda (HampuKiaf, MenTUYHOl BUPa3Ku
ab0 BHYTPIlIHbOYEPEITHUY KPOBOBUIIUB).

B3aemodisn 3 inwumu nikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

Jlikapcuvki 3acobu, 3acmoCcy8aHHA SIKUX CYyNpoB8oO0HCYEMbCA Ni0BUUW,EHHAM pu3uky Kpogomey. Yepe3s
IMOTEeHUIMHNY agUTUBHUM €(QeKT iCHY€ MABUIIEHNY PU3UK reMOpariYHuX yCKIagHEeHb, TOMY
OJHOYAaCHEe 3aCTOCYBaHHS TAaKUX JIiIKapChKUX 3aco0iB 3 KJIOMiiorpeieM BUMarae 06epeXHOCTi
(ouB. po3pin «OcoBIUBOCTI 3aCTOCYBAHHI»).

ITepopanvHi aumukoazyasinmu. OGHOYACHE 3aCTOCYBaHHS IIpernapary HHaBiKCO
IIepopaJbHIMU aHTUKOATyISHTaMi He PEKOMEHIYEThCS, OCKITbKM TaKa KOMOiHaIlisl Moxe
IIOCUJIUTH iHTEHCUBHICTh KPOBOTeUi (IuB. po3min «OcobnMuBOCTi 3aCTOCYBaHHS»). X04a
3aCTOCYBaHHS KJIOMIAOTPENT0 ¥ 0031 75 MT Ha mo0y He 3MiHI0€ papMaKOKiHETUYHUM TPOGinb
S-Bapdapuny abo MixkHapogHe HopMaJi3oBaHe criBBigHomeHHs (MHC) y maliieHTiB, sKi
BIIPOJOBXK TPHBAJIOTO Yacy OTPUMYIOTh JTiIKyBaHHS BaphapruHOM, OQHOYACHE 3aCTOCYBaHHS
KJIOMigorpesio Ta BapdapuHy 30ibIiIye pu3UK KPOBOTEUi Yepes3 iCHYBaHHS He3aJIeXKHOT0
BIIJIUBY Ha T€MOCTa3.

IHeibimopu 2aikonpomeinosux peuenmopis IIb/I1la. Knomigorpens CITig 3 06epeKHiICTIO
IIpH3HAYaTH IMallieHTaM, IKi OTpUMYIOTh iHTi6iTOpH rIikonpoTeiHoBux penenTtopis [Ib/Ila
(muB. po3min «OcoBIUBOCTiI 3aCTOCYBAHHS»).

Auemuascaniyuaosa kucaoma (ACK). AlleTumncariliniioBa KMCI0Ta He 3MiHIo€ iHTiOiTOpHOI mil
knonigorpesio Ha A[I®-iHOyKOBaHy arperallito TPOMOOIUTIB, ajie KIOMigorpesib IOCUIIOE Mii0
ACK Ha arperatiito TpoMOOITUTIB, iHTYKOBaHYy KojareHoM. ITpoTe ofHOYacCHe 3aCTOCYBaHHS
500 mr ACK 2 pa3u Ha 100y MpOTSITOM OJHOTO OHS He CIPHYMHSIO0 3HAYYIIOro 30ibIIeHHS
Yacy KpOBOTeUi, ITIOJ0BXKEHOI'0 BHACIIIAOK IPUKAOMY KIomigorpento. OCKIIbKYA MOXKIIABa
dhapMakomrHaMiuHa B3aEMOMIS MiXK KIJIOIMiIOTpeeM Ta alleTUICAMIIMIOBOI0 KHCIOTO 3
MiOBUIIEHHSM PU3KKY KPOBOTEYi, OHHOYACHE 3aCTOCYBaHHS IIUX IIperapaTiB moTpedye



o0epexHOCTI (guB. po3min «OcobnuBoCTi 3acTocyBaHHS»). He3Baxkalouu Ha Ife,
knomigorpens i ACK cyMicHO 3acTocoByBanu Ao 1 poky (auB. po3ain «®apMaKOIOTidyHi
BJIaCTHUBOCTI»).

I'enapuH. 3a JaHUMU KJIIHIYHOT'O AOCIIIIXKEHHS, IIPOBEEHOr0 3 Y4aCTI0 3[0POBUX
noOpOBOIIBLIIB, KJIOMigOTpesb He ToTpeOyBaB KOPETyBaHHS N03U rellapyuHy Ta He 3MiHIOBaB
[il0 renapuHy Ha Koarynsanito. OmHo4YacHe 3aCTOCYBaHHS ellapyuHy He 3MiHI0BasIo
inribyrouoi mii Kymomigorpento Ha arperariiio TpoMOoIuTiB. OCKiITbKY MOXKITHBa
(dapmMakogmHaMigHa B3a€EMOis MiX KJIOMIJOTpesieM i TeapyuHOM i3 MigBUILIeHHAM PU3UKY
KPOBOTEYi, OfHOYaCHe 3aCTOCYBaHHA IIUX MpemnapartiB noTpebye 06epexKHOCTI (IUB. PO3Min
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

TpomboaimuyHi 3acobu. be3neka 0MHOYACHOT'O 3aCTOCYBAHHS KJIOMiJOTPEIIIO,
¢dibpunocnenudiynux abo GpidbpuHOHECTENMBIYHUX TPOMOOTITUYHNX areHTiB Ta relapuHiB
Oyna mocrifKeHa 3a y4acTio MallieHTiB i3 rocTpuM iHdapKToM Miokapaa. YacToTa pO3BUTKY
KJIIHIYHO 3HAUYIIUX KpoBOTed OyJia aHaJIOTiYHOO Tii, 110 CIIOCTepiranacs npu OGHOYaCHOMY
3aCTOCyBaHHI TpOMOOMITUYHUX IpemnaparTiB Ta renapuny 3 ACK (guB. po3gin «[To6iuni
peaxkiiii»).

Hecmepoioui npomusanaavHi npenapamu (HIT3I1). Y X0f4i KITIHIYHOTO JOCTiAXKEHHS,
IIPOBEJEHOT0 3 Y4aCTIO0 3[[0POBUX NOOPOBOJIBIIB, OQHOYACHE 3aCTOCYBAHHS KIIOMigOTPEJIIO Ta
HaIIPOKCeHY 30ibIITyBaJI0 KifIbKiCTh TPUXOBAHUX IIIIYHKOBO-KUINKOBUX KpoBOTeY. OOHAK
Yyepe3 BiOCyTHICTh JOCTiAKEHb OO0 B3aeMofil mpenaparty 3 iHmumu HII3II goTtenep He
3’s1COBAHO, YU 3POCTA€E PU3UK LIJIYHKOBO-KUIIKOBUX KPOBOTEY IIPU 3aCTOCYBaHHI 3 ycimMa
HIT3I1. Tomy HeoOximHa 00epekHICTh pU ogHOYAaCHOMY 3acTocyBaHHi HIT3II, 30kpema
inriditopis LIOI'-2, 3 kmomimorpeneM (AuB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

CesnexmueHi iHeibimopu 380p0mH020 3axonsieHHA cepomoHiHy (CI33C). HeobximHo 3 00epexkHiCTIO
opHO4YacHO 3actocoByBaTu CI33C 3 knomigorpeneM depes Te, mo CI33C BnnuBalOTh Ha aKTUBAIII0
TPOMOOLUTIB Ta MiABUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OO0HouacHe 3acmocy8aHHA IHWUX npenapamis.
Inoykmopu CYP2C19

OCKinbKM KJIOMioTpeNnb MeTaboli3yeThCS 10 CBOTO aKTUBHOTO MeTabO0IiTy YaCTKOBO 3a
noriomoro CYP2C19, o4iky€eThCs, 10 3aCTOCYBaHHS JTiIKapChKUX 3aC00iB, 110 iHAYKYIOTh
aKTUBHICTh 1bOTO (hepPMEHTY, IPU3BELE A0 MiABUIIEHHS PiBHS aKTUBHOTO MeTabO0IiTy
KJIOIIOTPEeJIIO.

Pudammninus cunpHo iHAYKye CYP2C19, 1110 mpu3BOAUTH SK OO0 IMigBUIIEHOI0 PiBHSA
aKTUBHOTO MeTabOJIiTy KJIOMiIorpento, Tak i mo iHridyBaHHS TPOMOOLMTIB, 1110, 30KpeMa,
MOXKe TIOCUIUTH PU3UK KPOBOTeUi. K 3amo0iKHUY 3axXif C/Iifl yHUKaT! OMHOYaCHOTO
3acTocyBaHHS cubHUX iHOAYKTOPiB CYP2C19 (muB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

IHei6imopu CYP2C19



OCKiNbKY KJIOMiOTPEIIh IEPETBOPIOETHCS Y CBiMl aKTUBHUM MeTabOJIiT 4aCTKOBO IIif [Ii€t0
CYP2C19, To 3acTocyBaHHS IpenapariB, SKi 3HUXKYIOTbh aKTUBHICTh I[bOTO PEPMEHTY,
HalliMOBipHiIlle, TpU3Befe O0 3HUKEHHS KOHIIEHTpPallii aKTUBHOT'0 MeTabOoJIiTy KIIOMiIOTpestio
y mna3mi. Kniniune 3HaueHHs 11iel B3aeMofil He 3’'sicoBaHe. ToMy SIK 3amo0izKHUN 3aXif CIif
YHUKATH OOHOYACHOTO 3aCTOCYBaHHS CUIbHUX Ta MoMipHUX iHTibiTopiB CYP2C19 (Ogus.
po3ninu «OcobIUBOCTi 3acTOCyBaHHA» Ta «®apMaKOKiHEeTHKa»).

ITo mpermaparis, SKi € CUIbHUMU ab0 moMipHuMH iHridiTopamu CYP2C19, HanmexaTh
OMeImpas0J1, e30Menpas3o, GpryBokcaMiH, GIyoKCeTHH, MOKI00eMifl, BOPHKOHA30JI,
GbIyKOHA30J1, TUKJIOMiAuH, KapOaMaseriH Ta edaBipeHIl.

Ineibimopu npomonHoi nomnu (IITI1). OMenpa30n ¥ 0o3i 80 mMr 1 pa3 Ha m00y IpU CYIyTHEOMY
3aCTOCYBaHHI 3 KjomiforpeneM abo B Mexax 12 roguH MiX MpuiioMaM¥ ITUX OBOX
IperapaTiB 3HUKYBaB KOHIIEHTPAIlilo aKkTUBHOTO MeTaloiTy y KpoBi Ha 45 %
(HaBaHTaxyBaJibHa f03a) i Ha 40 % (migTpuMyoda go3a). Lle 3HMKEHHS CYyIPOBOAXKYBAIOCS
3MEHIIEHHSM NIPUTHIYeHH arperatii TpombonuTiB Ha 39 % (HaBaHTaxXyBajbHa Ho3a) i Ha 21
% (mipTpuMyroda go3a). O4iKyeThCs, 10 B aHAJIOTIYHY B3a€EMOZII0 3 KIIOIigorpenieM
BCTyIlaTUMe 1 e30MeInpasorl.

3a pe3ynbTaTamMu o0CepBalliftHUX Ta KIiHIYHUX JOCITigXKEeHb OTPUMaHO CYIepeyInBi faHi
CTOCOBHO KJTIHIYHMX HACHIKiB WX (papMaKOKiHETUYHUX Ta (hapMaKOOWHAMIYHUX B3a€MOIii
3 TOYKH 30PY PO3BUTKY OCHOBHMX KapHOiOBACKYISIPHUX MOMiH. fAK 3amobikKHUM 3axin He CITif
OJIHOYACHO 3 KJIOMigoTpeeM 3aCTOCOBYBaTH OMeIpa30il abo e30Mempa3ont (AUB. PO3Misn
«OcobIMBOCTi 3aCTOCYBAHHS»).

MeHIn BupaxeHe 3HUKEHHS KOHIIEHTPallid MeTaboIiTy y KPOBi CIIoCTepiranocs mpu
3aCTOCyBaHHI ITaHTOINPa30iy abo maHCoIpPa3oy.

[Ipu omHOYACHOMY 3aCTOCYyBaHHi maHTompa3ony y mo3i 80 Mr 1 pa3 Ha 0o0y KOHIIeHTpalil
aKTHBHOT0 MeTaloJIiTy y mina3Mi 3MeHmumucs Ha 20 % (HaBaHTaXXyBasibHa fi03a) Ta Ha 14 %
(mipTpuMyroda fo3a). Lle 3HUKEHHS CyIIPOBOAXKYBaI0CA 3MEHIIEHHSIM CepPegHbOr0
ITOKa3HWKAa IIPUTHiIYeHHS arperatii TpombouuTiB Ha 15 % Ta 11 % BigmosimHo. OTpuMaHi
pe3ynbTaTy BKa3yITh Ha MOXKIIMBICTh OMHOYACHOTO 3aCTOCYBaHHS KJIOMIIOTPENIIO Ta
IIaHTOIIPa30Iy.

HeMae mokagiB TOTo, 110 iHIIi TiKapchKi 3aco0u, SKi 3MEeHIIYI0Th BUPOOIEHHS KUCIIOTH Y
IIJTyHKY, TaKi K, Hanpukiapn, H,-010katopu abo aHTauugy, BIIMBAIOTh Ha
aHTUTPOMOOIIMTAPHY aKTHBHICTD KJIOMiIOTPEJTIO.

BycmepHa aumupemposipycHa mepanis. Y BIJI-iH(pikoBaHUX NaLli€HTIB, IKi OTPUMYIOTh
OyCcTepHY aHTUPETPOBipYyCHY Tepariio (APT), BuUCOKUM PU3UK BUHUKHEHHS CYOUHHUX MTOMiM.

CyTTeBo 3HUXKEHe iHri0yBaHHS TPOMOOLMTIB CcIioCcTepiranocs y nauieHTis 3 BIJI, gki oTpuMyBanu
APT, nigcuneny putoHaBipoM abo KobinuctaToM. Xoda KiliHiYHa 3HAYYLIICTh XX OAaHUX HE
BHM3Ha4YeHa, OTPUMaHO CIIOHTaHHI moBimoMieHHS npo BIJI-iHGpikKoBaHUX MAIiEHTIB, SKi OTPHMYyBaIu
APT, migcuneHy puTOHaBIpoOM, i IKi mepeHecIyu IOBTOPHI OKJTIO3iMHi SBUIIla Iicys meo0CcTpyKIlil abo
TpoMOOTHYHI nofil Ha QoHi cxeMu NiKyBaHHS yIapHUMU N03aMU Kiloniforpeso. [Ipu ogHOYaCcHOMY
3aCTOCyBaHHI KJIOMiJOTPeTi0 Ta PUTOHABIPY MOXKJIMBE 3HUKEHHS CEPeIHbOro iHTiOyBaHHS
TpoMOOIMTiB. TAaKUM YHMHOM, CJIifl BITMOBISITUCS Bifl OMHOYACHOTI'0 3aCTOCYBAHHS KJIOMiIOTPeIio 3



oycrepnoio APT.

KombiHauis 3 iHwumu aikapcvkumu 3acobamu. Byjo IpoBeneHo psaf KIIHIYHUX OOCIIIIXKEHb 3
KJIOMiAOTpesieM Ta iHIIMMU IIpellapaTaMy [Jis BUBYEHHS MOTEHIIIMHUX (papMaKOAMHaAMIYHUX 1
(bapmakoKiHeTHYHUX B3aeMofid. KiiHiuHO 3Ha4ymol hapMakKoAuHaMiYHOl B3aEMOIl IpH
3aCTOCYBaHHI KJIOMiIOTPEIII0 OOHOYACHO 3 AMeH0.1010M, HiheduniHom abo 3 oboma
IIpernapaTaMu BUSBIIeHO He 0yno. KpiM Toro, papMakoguHaMiuHa aKTUBHICTh KJIOIMigOTPEITIO
3aJTMINUIAcTd IPAKTHYHO HE3MiIHEHOI0 MPY OMHOYaCHOMY 3aCTOCYBaHHi 3 (peHobapbimasom
Ta eCMpPO2€HOM.

d®apMaKOKiHETUYHI BJIaCTUBOCTI Ou20KCuHYy abo meoisiHy He 3MiHIOBAIUCS IIPU OOHOYACHOMY
3aCTOCYBaHHI 3 KJIOMIigoTrpeieM.

AHmMauuoHi 3acobu He BIIJIUBA/IM Ha pPiBeHb abcopOiiii KIomigorpertto.

Pesynbratu gocmipxkenus CAPRIE cBiguaTs, 110 peHimoiH i moabymamid, siki meTabomi3yoThCs 3a
nomomoro ¢pepmenty CYP2C9, moxHa 6€3MeYH0 3aCTOCOBYBATH OOHOYACHO 3 KJIOMiIOTpPesieM.

Jlikapcoki 3acobu, axi e cypcmpamamu ¢pepmernmy CYP2C8. Byiio 1okKa3aHo, 110 KJIOMiJOTpesib
30inbIIIy€ €KCIIO3UIIiI0 pemnariiHify y 3mopoBux oOPOBObIIiB. [loCHimXKeHHs in Vitro
IPOJEMOHCTPYBAJIH, 1110 Iie 30iNbIIeHHS eKCIIO3UIlil penaryiHiny o0yMoBIeHe iHTi0yBaHHIM
dbepmenTy CYP2C8 rmoKypoHiZHUM MeTabO0IiTOM KJIOMiAOTpenio. 3 OrIsAay Ha PU3UK
30i/bIlIeHHS KOHIIEHTpAIlil B IJIa3Mi KPOBi, OMHOYACHE 3aCTOCYBaHHS KJIOMigOTPEIIo Ta
nmiKapchKUX 3ac00iB, sIKi BUBOMSTHCS 3 OpraHi3My IepeBazkHO 3a JOTIOMOI0l0 MeTabo i3My,
onocepenkoBaHoro ¢pepmenToM CYP2C8 (Takux SIK pemarjiHif, makiiTakce), moTpedye
obepexkHOCTi (muB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

3a BUHSATKOM iH(opMalii oo B3aeMopmil 3i crerudivHuMY JTiKapcbKUMM 3aco0aMy, HaBeIeHOl BUIIIE,
OOCIiIKEeHHS 100 B3a€MOIil KIOMiIOrpento 3 TiKkapchbKUMHU 3aco0aMH, 5IKi 3a3BUYail MpU3Ha4yaioTh
XBOPHUM Ha aTepoTpoM003, He mpoBoauucs. ONHAK MallieHTH, SKi 6pany y9acTh y KITiHIYHUX
OOCHIIAXKEHHAX KIIOMIJOrpesIto, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIperapaTy, BKIYaOUM OlyPETUKY,
6eTa-010KaTOpH, iHTiGiTOPU aHTiOTEH3UHIIEPETBOPIOBAILHOTO ()ePMEHTY, aHTArOHICTH KaJbIlilo,
3acobu, 1110 3HUXKYIOTh PiBeHb X0JIeCTEPHHY, KOPOHAPHI Ba30[uIaTaToOpy, aHTUAiabeTU4HI 3acobu
(BKITIOYAIOUM iHCYJIiH), IpOTHemNiNenTHyHi 3acodu Ta anTaro"ictu GPIIb/IIla, 6e3 03HaK KIiHIYHO
3HAuyIoi mo0iyHol il

4K iy pasi 3acTocyBaHHS iHIIKX ITepopasibHUX iHTi0iTopiB P2Y12, ogHOYaCHe 3aCTOCYyBaHHS
OIIiOIMHUX aroHIiCTiB MOXKe MOTEHIIMHO 3aTPUMATH Ta 3MEHIIUTH abCoPOIIito KIIOmimorperto,
MMOBIPHO, Yepe3 YIOBiIbHEHE BUIIOPOKHEHHS LIMyHKa. KiTiHiuHa 3Ha4yLIicTh IIbOT0 HeBigoMa. Crif
PO3TIITHYTH 3aCTOCYBaHHS IapeHTEPAIbHOT0 aHTUTPOMOOIUTAPHOTO 3aco0y MallieHTaM 3 TOCTPUM
KOPOHApPHUM CUHIPOMOM, SKi TOTpeOyi0Th OMHOYACHOTO BBe[eHHS MOpGiHny abo iHIINX aroHICTiB
OIIioimiB.

Posysacmamun. Byo BUSIBIEHO, L0 MiCNIsA IPUKXOMY Kiomigorpento B 7o3i 300 Mr y
TIAITiEHTIB €KCII03UIlisg Po3yBacTaTuHy 36inbinyeThecs ¥ 2 pa3u (AUC) Tay 1,3 paza (C,,,), a
IiCJISl IOBTOPHOI'0 IIPUUOMY KJIOIIZOTPEJII0 B 1031 75 MI' €KCIIO3ULisl pO3yBaCTaTUHY
306inbmyeThes B 1,4 pasa (AUC) 6e3 BiiuBy Ha C,,,.

Oco6 1ueocmi 3acmocyeaHHsi.



Kposomeua ma 2emamosoz2iyHi po3sadu. Yepe3 pu3uK PO3BUTKY KPOBOTEUi Ta reMaTOIOTiYHUX
moOiYHUX peakKlliil CJIig HeralHO IIPOBECTHU PO3TOPHYTUM aHalli3 KPoBi Ta/a0o iHIIi BifMmoBigHi
TeCTH, AKILIO IIiJl 4aC 3aCTOCYBaHH4 IIpelapaTy CIOCTEePiraroThCsA CUMIITOMY, 1110 CBiIYaTh
IIPO MOKJIMBICTh KPOBOTeUi (muB. po3min «I[Tobiuni peakmii»). 4k i iHIm aHTUTPpOMOOLIMTAPHI
3aco0u, KJIOMiiorpesb CIlif 3aCTOCOBYBATH 3 00ePeXKHiCTIO MallieHTaM 3 IiABUIIEHUM
PU3UKOM KPOBOTEUi BHACTIMOK TPaBMHU, XipypriuHOTr0 BTpy4aHHS a0 iHIINX MaTOJIOTiYHUX
CTaHiB, a TaKOXK y pa3i 3acTtocyBaHHs nauieHTamMu ACK, remnapuHy, iHri6iTOpiB IIiKOIPOTEIHY
[Tb/IlTa abo HecTepoimHUX MPOTU3ANaNbHUX IIPenapaTiB, BKoYalouu iHriditopu LIOT-2, abo
CEeNeKTUBHI iHTi0iTOpM 3BOPOTHOTO 3axomnieHHs cepotoHiny (CI33C), abo moTyxHi iHgyKTOpH
CYP2C19, abo inmi nikapceKi 3acobu, Taki siK MeHTOKCUGIsiH, 3aCTOCYBaHHS TKUX
CYIIPOBOAXKYETHCS MiABUIIIEHHAM PU3UKY T€MOpAriYHuX SBUII (OUB. po3ain «B3aemomis 3
iHITUMY JTiKapChKUMH 3aco0aMu Ta iHII BUOU B3a€EMO[ili»). Yepes MigBUIeHUN PU3UK
KPOBOTEYi He peKOMEHIYEThLCS MOTPiliHa aHTUTPpOMOOIIMTapHa Tepanis (kmonigorpens ACK
OUIpUAAMOJI) A1 BTOPUHHOI IPOGiTaKTUKK iHCYIBTY Y MALiEHTIB 3 TOCTPUM
HekapaioeMOomiyHuM imemiynuM iHcynbToM abo TIA (muB. po3ninu «B3aeMopis 3 iHIUMM
JiKapCchbKMMU 3aco0aMu Ta iHImi BUOM B3aeMofiit» Ta «[1o0iuHi peakirii»).

Heo0xifHO yBaKHO CTEXKUTH 3@ MPOSBaMU Y TAI[iEHTIB CUMIITOMIB KPOBOTEYi, Y TOMY YHCITi
IIPUXOBaHOI KPOBOTEUi, 0COBIMBO y Meplri TUXKHI JTiKyBaHHS Ta/abo micsg iHBa3iiHUX IpoIenyp Ha
cepli Ta Xipypriuaux BTpy4aHb. OgHOYACHE 3aCTOCYBaHHS KJIOMIOTPEJII0 3 IepOpalbHUMU
AQHTHUKOAryJIsIHTaMU He PeKOMEHYEThCS, OCKUIBKY i€ MOXK€e [TOCUJIUTY IHTEeHCUBHICTb KPOBOTEY (IUB.
po3min «B3aeMopist 3 iHIMMMU JTiIKapChKUMHU 3acob0aMu Ta iHIIi BUOYW B3aEMOIiN»).

Y pasi n1aHoBOTO XipyprivHoro BTPy4YaHHs, KOJIU aHTATPOMOOIIMTApHUM e(eKT € TUMYaCOBO
HeOaxkaHUM, JIiKyBaHHS KJIOIiOTpeJieM CIIif IPUIUHUTH 3a 7 OHIB J0 omepaiiil. [TarieHTy moBUHHI
MIOBIIOMIIATH JiKaps (Y T.4. CTOMATOJIora) mpo Te, 10 BOHU IIPUMMaTh KIOIigoTrpellb, Iepeq
IpPU3HAYEHHIM IM OyOb-5IKOi omepariii uu mepeq 3aCTOCYBaHHSIM HOBOTO JTiIKapChKOT'0 3ac00y.
Knomigorpens MomoBXKYye TPUBAIICTh KPOBOTEYi, TOMY MOT0 CITifi 06epeXHO 3aCTOCOBYBATH IalliEeHTaM
3 IiIBUIIEHUM PU3UKOM KPOBOTeUi (0COOIMBO IITYHKOBO-KUIITKOBOI Ta BHYTPILTHEOOYHOI).

[MamieHTiB cnig momepemuTH, IO i Yac JIiKyBaHHS KiomigorpeneM (okpemo abo y kombinarrii 3 ACK)
KpPOBOTeYa MOXKe 3yNUHATUCS Ii3Hillle, HiK 3a3BUYal, i 110 Mal[i€eHTU IOBUHHI OBIJOMIIATH JliKaps
IIPO KOXKEH BUIAMIOK HE3BUYHOI (3a MiCIleM Y¥ TPUBAJIiCTIO) KPOBOTEYI.

3acTocyBaHHS HaBaHTaXyBaabHOI 7031 600 MTI KJIOMiOrpeio He peKOMEHYEThCS MallieHTaM 3
TOCTPUM KOPOHApPHUM CHHAPOMOM 6e3 mifiioMy cerMeHTa ST Ta BikoM = 75 pOKiB y 3B’SI3KY 3
MigBUIIIEHNM PU3MKOM KPOBOTEY Y IIiil TPYIIi.

TpombomuuHa mpomboyumoneriuxa nypnypa (TTII). [IyXe pigKo cIoCTepiramucs BUMAOKU
TpoMOOTHUHOI TpoMOonuTONnEeHiuHOI mypmypu (TTIT) micns 3acTocyBaHHS KIOMiIOTPEJTIO,
iHOMI HaBiTh MiCMSA KOr0 KOPOTKOYACHOTO 3acToCyBaHHSA. TTII mpOosBAI€ETHCS
TPOMOOITUTOIIEHI€I0 Ta MiKPOAHTIONATUYHOI TEMOJIITUYHOIO0 aHEMi€I0 3 HEBPOJIOTiUHUMU
IIPOsIBAMM, HUPKOBOIO OuCPyHKIIiEI0 abo rapsiukoio. TTTI € moTeH1itHO HeOe3MeYHUM
CTaQHOM, TKUM MOXKe IMIPU3BOAUTH [0 JIETAJIbHOTO HACIIOKY i ToMy oTpebye HerauHoro
JIIKyBaHHS, y TOMY YHUCIIi IPOBEEHHS MIa3Madepesy.

Habyma eemodinisi. [ToBigoMIIsAIoCs po BUMTaIKU PO3BUTKY HabyTol remodinil micns
3aCTOCYBaHHS KJIOMiforpeno. Y pasi miaTBepaxkeHoro okpeMmoro 36inburenHs AYTY
(AaKTMBOBAHOT'0 YaCTKOBOI'0 TPOMOOIIIAaCTUHOBOIO Yacy), 10 CYIPOBOAKY€ETHCS abo He



CYIIPOBOOXKYETHCS KPOBOTEUEIO, MATAHHS NP0 AiarHOCTyBaHHSA HAOyTOl reModiil TOBUHHO
OyTy po3rnsHyTo. [1amienTy 3 miaTBepAXKEeHUM fiarHo30M HaOyTol remModisnii moBUHHI
3HaXOOUTUCA IIiJ HATJIAAO0M ClieliaicTa 1 OTpUMYyBaTU HajleXkHe JIIKyBaHHS; 3aCTOCYBaHHS
KJIOIIIOTPEJII0 TAKUM IIaljieHTaM CJIif IPUIIUHUTH.

Heuw,00a8Ho nepeHeceHul iwemiyHUl iHCY/1bm.
[ToyaToK niKyBaHHSA

[TamieHTaM 3 TOCTPUM MajuM imeMiyHuM iHCynbTOM abo 3 TIA cepegHbLOTO Ta BUCOKOTO
CTyIleHsI PU3UKY NOIBIMHY aHTHArperaHTHy Tepartrito (knomigorpens Ta ACK) crig po3nodynHaT He
mi3HimIe HiXK dyepe3 24 TOOUHM IIiCIS MOYaTKY IOl

HeMmae manux 110710 CIIiBBiIHOIIEHHSI KOPUCTh-PU3UK KOPOTKOCTPOKOBOI MOIBIMHO1
aHTHArperaHTHOI Tepamil s nalieHnTiB 3 roctpuM ManuM II a6o TIA cepegHLOT0 Ta BUCOKOTO
CTyIIeHSI PU3UKY 3 (HeTpaBMaTUYHUM) BHYTPIIIHbOUYEPEITHUM KPOBOBUJIMBOM B aHaMHE3I.

[Tamientam 3 HemanuM Il MOHOTepamniio KIomigorpeneM Ciif po3MOYNHAaTH TUIlle Yyepel3 7 OHiB
ITiCJIT HACTaHHS MOMil.

ITauienmu 3 Hemaaum II (nokasHuk 3a wxkaaow NIHSS > 4)
3Baxkal4y Ha BiACYTHICTb JaHUX, BUKOPHUCTAHHS MOABIMHOI aHTUTPOMOOIIMTAapPHOI Teparii He
pekoMeHOoBaHe (IuB. Po3Min «IToka3aHHS»).

ITauienmu 3 Hew,o0asHim maaum II abo 3 TIA cepedHb020 ma 8UCOKO20 CMyNeHA PUu3ukKy, AKUM
npusHavyeHe abo naaHyemMuvCs iHmepeeHyiliHe BMpPY4YaHHA

Hemae manux, SIKi MiATBEPOXKYIOTH OOIIBHICTh 3aCTOCYBAHHS IOMBIMHOI aHTHATrPEraHTHOI Teparil
malieHTaM, SKUM II0Ka3aHe MMPOBeeHHsT KapOTUOHOI eHmapTepeKToMii abo BHYTPIIIHbOCYTUHHOI
TpoMOeKTOMil, ab0 malieHTaM, IKUM IJIaHYETLCS IPOBeeHHS TpoMO0Ii3ucy abo aHTUKOATyISTHTHOI
Teparil. [ToaBiliHa aHTHAarperaHTHa Tepalis B XX CUTYallisiX He peKOMeHI0BaHa.

Iumoxpom P450 2C19 (CYP2C19). ®apmMakKoreHeTHKa: y Malli€HTIB i3 TeHETUYHO 3HUXKEHOIO
dyukuieo CYP2C19 cnocTepiraeTbcsi MeHIlla KOHIIEHTPAIliS aKTUBHOTO MeTaboIiTy KIOMigorpeso y
171a3Mi Ta MEHII BUpaXKeHUM aHTUTPOMOOIIMTapHUi e(eKT IIpK 3aCTOCYyBaHHI peKOMeHIOBaHUX 03
KJIOMiiorpesito. 3apa3 iCHYITh TeCTH, SIKi JatoTh 3MOry BusBuTYU reHotunt CYP2C19 y nauieHTa.

OCKinbKY KJIOIiOTpesb IepeTBOPIOETHCS Y CBill aKTHBHUM MeTabomiT yacTKoBo Iif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpelapariB, AKi 3HUXKYIOTh aKTUBHICTE I[bOT0 (ePMEHTY, HalliMOBipHillle, Ipu3Beae
10 3MEHIIEeHHS KOHI[EHTpallil akTUBHOT'0 MeTaboiTy Kiomigorpeno y naa3Mi. OgHak KitiHiuHe
3Ha4YeHHS I1i€l B3aeMopii He 3’scoBaHe. ToMy SIK 3am00iKHUM 3aXif CIIif YHUKATH OTHOYACHOTO
3aCTOCYBaHHS CUJTbHUX Ta moMipHux iHribitopis CYP2C19 (muB. po3nin «B3aeMofiis 3 iHIIUME
JiKapChbKMMU 3aco0aMu Ta iHIII BUAY B3aeMOfil»; neperik inribitopie CYP2C19 HaBefeHO y po3mimi
«PapMaKOKiHETHUKa»).

OdikyeThCs, 110 3aCTOCYBaHHS JTiKapChKUX 3ac00iB, 110 iHAYKYyoTh akTuBHiCTE CYP2C19, pusBene
[0 TMiIBUINEHHS PiBHS aKTHBHOTO MeTa0OMiTy KJIOMiIOTpestio Ta MOXKe IMMOCUIUTY PU3UK KPOBOTEeYi. fAK
3amo0iXXKHUY 3axif Clifg YHUKATH OOHOYACHOTO 3aCTOCYBaHHS CUIbHUX iHOYKTOpiB CYP2C19 (nus.
po3min «B3aemois 3 iHIIMMHU JTiIKAapCHKUMHU 3aco0aMu Ta iHIM BUOW B3aEMOIIN»).

Cyb6cmpamu pepmenmy CYP2C8. HeoOxinHO moTprMyBaTUCs: 00epPeKHOCTI MallieHTaM, SKi
OTPUMYIOTh OJHOYACHO KJIOMigOTpesb Ta JlikapchKi 3aco0w, 1110 € cybcTpaTraMu (epMEHTY



CYP2CS8 (muB. po3nin «B3aemopist 3 iHITMMM JTiKapChbKUMM 3ac00aMu Ta iHII BUOK
B3a€EMO[IIN»).

ITepexpecHa 2inepuymaugicmb mieHonipuduHie. [1alieHTiB CIif MepeBipuTH 000 HasgBHOCTI B
aHaMHe3i TinepyyTaIruBOCTI [0 IHIINX TIEHOMIPUANHIB (TaKUX SIK KJIOMigOrpeb, TUKIIOMIANH,
Ipacyrpens), TOMY 0 HaAXOAWIN IOBIHOMJIEHHS IIPO ITePeXPeCHy rinepyyTIUBICTh TIEHOMIPUANHIB
(muB. po3min «ITo6iuHi peakiiii). 3aCTOCyBaHHS TiEHOMIPUAKWHIB MOXKe IIPU3BECTH 10 BUHUKHEHHS Bifl
JIETKUX [I0 TSXKKHUX aleprivHuX peakilifi, Takux SK Bucui, Habpsk KBiHke, a0 reMaTONOTiYHUX
IIepPeXpPeCcHUX Peakiliil, TaKuxX sSK TPOMOOLMTONEeHis i HelTpomewHis. ITalieHTH, K1 Majlyu B aHaMHe31
anepriuxi peaxirii i/abo reMaTosOriyHi peakilii Ha OOUH Ti€HOMIPUAWH, MOXYTh MaTH
TiABUIIEHUYN PU3UK PO3BUTKY Ti€l K abo iHIIOI peakilii Ha iHIIUY TiEHOMIPUAKH.
PekoMeHIy€eTHCS MOHITOPUHT 1100 HAsIBHOCTI O3HAK TilepyyTIUBOCTI Y HAI[lEHTIB 3 BiTOMOIO
asiepriero Ha TiEHOIMIPUAUHM.

ITopyweHHA pyHKUiI HUpOK. TepaneBTUYHUYN OOCBI[ 3aCTOCYBAHHS KJIOMiJOTPEIIO MallieHTaM 3
HHUPKOBOIO HEJIOCTATHICTIO 00MeXeHH, TOMY TaKUM IallieHTaM IIpenapar CJIif Mpu3HadyaTH 3
obepexHicTIO (mUB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

ITopyweHHs ¢yHKuii nevinku. [JOCBiA 3aCTOCYBaHHSA IIpeliapaTy MallieHTaM i3 3aXBOPIOBaHHAMU
TIeYiHKY CepefgHbOl TAKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS TeMOPariyHoro fmiaTe3y
o0MeXKeHUi, TOMY TaKUM XBOPUM KJIOTIIOTPeNb CIlif Ipu3HadyaTy 3 00epexkHiCTIO (IUB.
po3pain «Crmocib 3acCTOCyBaHHS Ta [03U»).

HonomidxcHi pevosuru. OmHa TabeTKa mpenapary HnaBiKcO MIiCTUTH 3 MT JIaKTO3H.
[TauieHTaM 3 TaKMMU PIAKICHUMU CIIafKOBUMU 3aXBOPIOBAHHAMMY, 1K HEIIEPEHOCUMICTh
rajlakTo3u, 3arajabHuil JediluT JakTa3u abo mopyuieHHs ManbadcopOIlii III0K03u-
rajakTo3H, He CJIif IpUuiMaTy ey npenapar.

OpHa TabnmeTKa mpemnapary Mnasixc© MicTHTD 3,3 Mr 0J1il PUIIMHOBOI TiipOreHi30BaHol, SKa
MOXKe CIPUUYMHSTH PO3JIal IIIYHKA Ta diapelo.

Ocobusi 3acmepediceHHA W,000 suddaseHHs 3aiulukie ma 8ioxodie. Byab-IKU HEBUKOPUCTaHUM
npenapat abo Bigxoau MOTPiOHO 3HUIIUTH BilMTOBITHO M0 MiCIIEBUX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BazimHicms. Yepe3s BIICYTHICTS KJIIHIYHUX JAaHUX IIPO 3aCTOCYBaHHSA KJIOIIOTPENIIO Y epiof
BariTHocTi HeGaxkaHO MPU3HAYATH IIperapaT BariTHUM XiHKaM (3acTepeXHUM 3axifn).

Hocnioy Ha TBapMHAX He BUSBUJIM IIPSIMOT0 ab0 OII0CEepPefKOBaHOT0 HETaTUBHOTO BIIJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/MJIofa, IIOJIOTYU Ta IOCTHATAIbHUN PO3BUTOK.

I'odysaHHA 2py00r. HeBifoMoO, Y €eKCKPETYEThCS KIIOMIgOTPesb y TPyAHE MOJIOKO JIFOOUHU. Y
IOCTiAKEeHHSX Ha TBapuHax 0yJI0 IMoKa3aHo, 10 BiH eKCKPETYETHCS B I'PygHE MOJIOKO, TOMY IIiff Yac

O

niKyBaHHS mpemnapaToM I1naBikc ~ TOOyBaHHS I'PYANI0 CIIi IPUIAHUTH.

®epmusvHicme. ITig yac mocrigkeHb Ha 1a00paTOPHUX TBapuHax He 0yJ10 BUSIBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMIiAOTPETIO HAa PEePTUIBHICTD.



30amuicmb 8nausamu Ha weudKicmby peakuyii npu KepysaHHi aBmompaHcnopmom iHwumMu
MexaHiamamu.

Knomigorpens He BIJIMBa€E ab0 Ma€ He3HAYHUM BIIJIUB Ha IIBUIKICTh peakllii Mpu KepyBaHHi
aBTOTPAHCIIOPTOM ab0 poOOTi 3 iHITMMU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Iopocai, y m.4. nauieHmu AimHv020 BiK). HHaBiKCO npuiMatu o 75 Mr 1 pa3 Ha goby

He3aleKHO Bifl IPUUOMY 1XKi.

V XBopHX i3 rOCTPUM KOPOHAPHUM CHHIpPOMoM Oe3 mimitioMy cermeHTa ST (HecTabinbHa
cTeHoKapmist abo indapkT Miokapaa 6e3 3y01st Q Ha EKI') nikyBaHHS KIIOMigoTrpeneM

PO3MOYMHATH 3 OTHOPA30BOi HaBaHTaxyBabHOI Ho3u 300 Mr a6o 600 Mr. HaBaHTaxKyBaabHa
no3a 600 Mr Moxke OyTH 3aCTOCOBHA IAIliEHTaM BiKOM [0 75 POKiB Yy pa3i, Koimu HeoOXigHe
yepe3IKipHe KOPOHapHe BTPyYaHHS (OUB. po3min «Oco0IuBOCTI 3aCTOCYyBaHHA»). JIiIKyBaHHS
KJIOIiTOTpesieM CJIifl MPOgOBKYBaTH N03010 75 Mr 1 pa3 Ha o0y (3 aleTHUIICATiIIAIOBO0
kucmaoTo (ACK) y mo3i 75—325 Mr Ha go0y). OcKinbKu 3aCTOCyBaHHS OiNIbIll BUCOKHX [I03
ACK mipBuinye pusuK KpoBOTeUi, PEKOMEHIOYETHCS He IIePeBUILyBaTH O03Yy
anetusncaninuiaosol kucnotd 100 Mr. OnTrMasbHa TPUBAIICTD JIiIKyBaHHS (POpMaIbHO He
BCTAHOBJIEHA. Pe3ynbTaTu KIIIHIYHUX JOCIIIAKEHb CBifYaTh Ha KOPUCTh 3aCTOCYBaHHSA
npenapaTy g0 12 MicAIiB, a MaKCUMaJlbHUM e(EeKT CIIocTepiraBcs 4epe3 3 MicAIl JTiKyBaHHS
(muB. po3min «®apMaKOIOTiYHi BTaCTUBOCTI»).

XBOpPUM i3 rOCTPUM iH(PAPKTOM MioKappa 3 minioMoM cerMeHnTa ST KIOmiforpesnb NpuiMaTu

o 75 Mr 1 pa3 Ha 00y, TOYKMHAIYX 3 OHHOPa30BOl HaBaHTaxXyBanbHOI 03U 300 MT y
koMOiHarril 3 ACK, 3 3acTocyBaHHSIM TpoMOOIITUYHUX ITpenapaTiB abo 6e3 Hux. JIikyBaHHS
XBOPHX BiKOM Bifj 75 poKiB moyrHaTy 6€3 HaBaHTaXKyBaIbHOI HO3U KJIOMigOTPEIIIo.
Kom6iHOBaHy Tepariio CJIiff po3MoYnHAaTH SKOMOTa paHillle Miclis MOSBHA CUMIITOMIB i
IIPOMIOBXKYBaTH NpuHaiMHi 4 THxXHi. KOopucTh Bifl 3acToCcyBaHHSI KOMOiHallil KJTomigorpento 3
ACK noHap 4oTHpY TUXKHI IPU I[LOMY 3aXBOPIOBAHHI He BUBYaiacs (IUB. PO3Ain
«®apMaKOJIOTiYHi BIaCTUBOCTI»).

Hopocai nauienmu 3 TIA cepedHb020 ma 8UCOK020 cmyneHA pusuky abo Maaum iwemivHuM
IHCy1bMOM

Hopocni namierTt 3 TIA cepegHBOT0 Ta BUCOKOT'O CTYIIEHSI pPU3UKY (ITOKa3HUK 3a mKanoo ABCD2 =
4) abo manuwm II (moka3uuK 3a mKanoo NIHSS < 3) moBuHHI OTPUMYBaTH HaBaHTaXKyBaJIbHY 03y
kionigorpesntoo 300 Mr, a IOTIM IIPOAOBXKYBATH JIIKYBaHHS J03010 75 MI KJIOMIOTPESII0 OOUH pa3 Ha
no6y ta ACK y mo3i 75—100 Mr opus pa3 Ha goOy. JlikyBauHs kiomigorpeneM Ta ACK crnig nounHaTu
IPOTSArOM 24 TOOWH MicJg MOfil Ta MPOAOBXKYBaTH IPOTAroM 21 OHS 3 MOAAJIbIIOK aHTHATrPEraHTHO0
MOHOTepAaIi€r.

[TaumienTam 3 ¢ibpunsuieio nepeacepsb KIOMiorpesb 3aCTOCOBYBaTHA B ODHOKPATHI 1000Bin
no3i 75 mr. Pa3oM i3 kiomniforpeneM CiIif po3novyaTy Ta IPOLoBXKyBaTH 3acTocyBaHHA ACK
(y mo3i 75—100 mr Ha 0o0y) (guB. po3min «®apMaKoIOTiyHi BIaCTUBOCTI»).



Y pasi mpomnycky no3u:

- SIKITIIO0 3 MOMEHTY, KOJIH MOTPiOHO Oyy0 MpHiiMaTH YeproBy 403y, MUHYJIO MeHIne 12 ToouH: NallieHT
Ma€ HeraHO IPUUHSTHU MIPOMIYIIEHy [03Y, a HaCTYNHY A03y BXKe NpUiMaTH y 3BUYHUU Yac;

- SIKITI0 MUHYJIO Oinbiie 12 rofuH, MaIlieHT Ma€e IPUNMaTH HaCTYIIHY YeProBy A03Y Y 3BUUHUM 4ac Ta
He TTOABOI0BATH 03y 3 METOI0 KOMIEHCYBaHHS IIPOMYIIEHOl HO3H.

Hupkosa HedocmamHicmy. TepanleBTUYHUY OOCBI[l 3aCTOCYBaHHS IpernapaTy MallieHTaM 3 HUPKOBOIO
He[IOCTATHICTIO oOMexXeHu# (quB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

ITeuinkoea HeOocmamHicmy. TepaneBTUYHUY JOCBIf 3aCTOCYBaHHA IIpelapaTy HalieHTaM i3
3aXBOPIOBAHHSIMHU IIE€YIiHKU CePeNHbOl TAKKOCTI Ta MOXK/IUBICTIO BUHUKHEHHS TeMOparidyioro
niaTe3y oOMexkeHu! (IuUB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

Himu.

Kromiforpens He CJIif 3aCTOCOBYBAaTH AiTAM (BiKoM 00 18 pOKiB), OCKiTbKM HEe Ma€ JaHUX
mono eeKTUBHOCTI Ipenapary AJis Liel BIKOBOl KaTeropil MallieHTiB (QUB. PO3AiN
«®apMakoguHaMiKa»).

ITepedo3yeanns. [1pu iepeno3yBaHHi KIOIIZOTPEI0 MOXKIIMBE MOJOBXKEHHS Yacy KPOBOTEYl
3 ITOJaIbIINMHU YCKITagHEHHSIMU. Y pa3i BUHUKHEHHS KPOBOTEUi PEKOMEHOYETHCS
CHMIITOMaTU4He JIiKyBaHHS.

AHTHIOT papMaKOJIOTiYHOI aKTUBHOCTI KJTOIigorpestio HeBimoMuii. ITpu HeoOXigHOCTI
HEeTalHOT'0 KOpPeryBaHHS IOI0OBXKEHOI'0 YaCy KPOBOTeYi [Iisl KIOMiorpeso Moxe 0yTH
IPUNIMHEHA IUISIXOM ITepeuBaHHs TPOMOOIIMTapHOI MacH.

ITobiuni peakuii.
Kopomkuti onuc npogiato 6e3neku.

Besneka 3acTOCyBaHHS KJIOMigOTpeTio fociigxkeHa y 6inpm Hixk 44000 malieHTiB, gKi B3I y4acTh Y
KJTiIHIYHUX mocimkeHHaX (3 Hux Oinbure Hixk 12000 ocib Kypc mikyBaHHS TpuBaB 1 pik i mosie).
Kniniyno 3nauymr nobiyni aii, mo crnocrepiranucs y mocnimxkenusx CAPRIE gis xkmomigorpesnio y
mo3i 75 Mr Ha mo6y 3arasiom Oyna nmopiBHsHHOIO 3 mieto ACK y mo3i 325 Mr Ha 00y He3asiexkHO Bif
BIKy, CTaTi Y4 pacu XBOPUX.

Kpim manux KIiHIYHUX OOCTigXKeHb, BPaXOBYBaIUCh CIIOHTAHHI ITOBifOMIIeHHS IIPO Mo6iYHi peakiii
IIif Yac 3aCTOCYBaHHA [IpenapaTy y KIiHIYHIN IpakTUL].

KpoBoTeua 6yna Ha#mnoummpeHimoo mobiyHo0 peakllieio, 10 CIiocTepiranacs K y KIiHIiYHUX
OOCIIIXKEeHHSX, TakK 1 y IOCTMapKeTUHTOBOMY IIepiofi, mif Yyac SKUX BOHA HaldacTillle BUHUKAJA Y
IepIINi MicsUb JIiKyBaHHS.



Y nocnimxxenni CAPRIE y nati€eHTiB, siki 3acTocoByBasnu Kionigorpens abo ACK, 3aranbHa 4acToTa
KpoBoTeui cTaHoBuIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX BUIAIKIB KPOBOTEY Oyjia OIHAKOBOIO [JIst
Knomigorpenio Ta ACK.

Y mocnigxenHi CURE He cniocTepiranocs 36ibIIeHHST YaCTOTY BUHUKHEHHS BEJIMKUX KPOBOTEY MIPU
3acTocyBaHHI KoMmbiHamii kimomigorpens ACK ynpomnoBx 7 OHIB Imiciist MpoBedeHHS omepatiii
A0PTOKOPOHAPHOTI'0 LIYHTYBAHHS Y MAIli€HTIB, SKi IPUIMHUIIMN JTiKyBaHHS OiNbII HiXK 3a 5 [HIB 10
XipypriuHoro BTpy4aHHS. Y Malli€HTIB, AKi MPOMOBKYBaJIU JIiKyBaHHS IIPONOBXK 5 [IHIB J0 omepairil
a0pPTOKOPOHAPHOTO IIYHTYBaHHS, 4YaCTOTa BUHUKHEHHS 1IbOT0 SIBUIA CTaHOBUIA 9,6 % y rpymi
knomigorpens ACK Ta 6,3 % y rpymi nnamne6o ACK.

Y nocnimxenni CLARITY crocTepiranocs 3araibHe MMiABUAIIEHHS YaCTOTU BUHUKHEHHS
KPOBOTEU Y I'pylii, gKa npurmMaa kinomigorpens ACK, OpiBHAHO 3 IPYIIO0, dKa OTPUMYyBaja
nnane6o ACK. YacTtoTa BUHUKHEHHS BEJIMKOI KPOBOTEeUi Oysa momioHo0 B 060X rpymax. Lis
Benn4uHa Oyna CTiMKOI0 y IMiATpyIax Malli€HTiB, 110 BiAPi3HAMMCS 3a M0YaTKOBUMU
napaMeTpamiu i TunoM pibprHOIiTHKa ab0 renapuHOTEparil.

Y nocnigxxenHi COMMIT 3aranbHa YacTOTa BUHUKHEHHS BEJIMKUX HellepeOpanbHuX ado
1epebpalbHUX KPOBOTEeY Oysa HU3BKOIO i Mofi0HO0I0 B 000X IpyIax.

Y mocnigxenni ACTIVE-A yacToTa BUHUKHEHHS BEJIMKUX KPOBOTeY OyJla BUITOIO y TPYII, sSKa
oTpuMyBasa knonigorpenb ACK, mopiBHSIHO 3 TPyIO0, SkKa oTpuMyBasa nnane6o ACK (6,7 % mpoTu
4,3 %). B 060x rpymax BeluKi KpoBOTeUi OyIu IepeBakHO eKCTpaKpaHialbHOTo moxomxkeHHd (5,3 %
y rpyni knonigorpens ACK, 3,5 % y rpyni nnane6o ACK), B OCHOBHOMY LIITYHKOBO-KHUIIIKOBI KPOBOTEYi
(3,5 % mpotu 1,8 %). Cioctepiranocs 36inblIeHHS KiTbKOCTI BHYTPIIIHEOYEPEITHUX KPOBOTEY Y I'PYIIi
knomnigorpens ACK nopiBasiHO 3 rpymnoo miane6o ACK (1,4 % mpotu 0,8 % BimmoBigHO). Mix nuMu
rpymnamu He 0yJ10 BUSIBIEHO CTaTUCTUYHO JOCTOBIPHOI Pi3HUIN V YAaCTOTi BUHUKHEHHS JIeTATbHUX
kpoBoTed (1,1 % y rpymi knomnigorpenb ACK ta 0,7 % y rpymi nnane6o ACK), a TakoXK reMoparigyHoro
incynsty (0,8 % Ta 0,6 % BigmoOBigHO).

Y nocnigxenni TARDIS, nauieHTy 3 HEI[OJaBHO [IepeHEeCEeHUM IIeMIYHUM 1HCYJIBTOM, K1 OTPUMYIOTh
iHTeHCUBHY aHTUTPOMOOIIMTAPHY Tepalliio 3 TphoX JIiKapchkux 3acobiB (ACK kionigorpesns
OUIIpHUOaMOJI) MaIui HafMipHI KPOBOTeYi Ta KPOBOTEYi TAKKOI'0 CTYIEHs y IOPIBHAHHI 3
MOHOTepari€l KomigorpeneM abo kombOinariieo ACK i gunipupmamony (ckopurosaHo 3aranbHe BIIT
2,54, 95% I 2,05-3,16, p<0,0001).

Cnucok nobiuHux peakuitl y suzaa0i mabauu.

[To6iuHi edekTH, SKi criocTepiranucs mifg yac KITiHIYHUX JOCHiXKeHb abo Mpu 3aCTOCYBaHHI
JiKapChKOro 3aco0y y KITiHiuHiM IPaKTUIli 3a JaHUMHU CIIOHTAHHUX MTOBiNOM/IEHb, HABEIEHO Y
tTabuii Huxk4e. [TobiuHi peakiii po3nofineHi 3a cuctemor «Opran-Knac», yactoTa ix
BUHHMKHEHHS B3Ha4YeHa TaKMM 4MHOM: 4acTo (Big > 1/100 mo <1/10), meuacto (Big > 1/1000
0o <1/100), pigko (Big > 1/10000 mo <1/1000), oyxe pigko (< 1/10000), yactoTa HeBigoMa (He
MOXKHA OI[IHUTH 3a HaSBHUMHU JaHUMHU). [IJI51 KOXKHOTO KJIaCy CUCTEMHU OPTaHiB mobiuHi epekTu
3a3HayveHi y IOPSAAKY 3HUXKEHHS 1XHbO1 CEPUO3HOCTI.



[Cucmema «Opaan-
K 1ac»

Yacmo

Heuyacmo

Pidko

}Hyofce pidxo, yacmoma
Hesidoma*

3 60Ky KpoOBi Ta
miMbaTUYHOI CUCTEMMU

[TpoMOOIIUTONIEHIS,
TeKOIIMTOIIEeHiS,
eo3uHOGiTis

HeliTpomnenis,
BKJTYAIOUU TAXKKY
HEeUTPOIIEeHi0

TpomMOOTUYHA
TpOMOOIMTONIeHIYHA
nyprypa (TTII) (mus.
po3min «OcobmuBOCTI
3aCTOCYBaHHS»),
QIlTaCTUYHA aHEeMis,
MMAHIATOIIEHis,
QrpaHyIIOIMTO3, TIXKKa
TPOMOOITUTOTIEHis,
HabyTa reModimis A,
CPaHYJIOLUTONEHIS, aHEMIS

3 60Ky cepls

KoyHic-cHHOpOM
(Ba3ocracTuy4Ha anepriyda
CTeHOKapMis / anepriuaui
ingapKT MioKapma) K
HaCITigOK peakxiril
MTigBUIIEHO] YYTIUBOCTI [0
KJIOIiLOrpento®

3 60Ky iMyHHOI
CUCTEMHU

CupoBaTKOBa XBOpo0a,
aHadinakToigHi peaxirii,
epexpecHa
CiepYyTInBICTh
TiEHOMIPUAWHIB (TaKuX SIK
TUKJIOMIOWH, IPaCyTpeb)
(muB. po3min «OcobmuBOCTI
3acTOCyBaHHI»)¥,
QyTOIMyHHUM iHCYTiHOBUL
CUHIPOM,

110 MOXKe ITPU3BECTH M0
TSI2KKOI Tinmoriikemil,
0COGTMBO V TAI[iEHTIB

3 HLA DRA4

i TUIIOM

[TcuxiuHi po3nanu

["amonuHanii, crnyTaHicTh
CBiOMOCTI

3 60Ky HEPBOBOI
CHCTEMHU

BHYTPIIIHBO-UYEepenHi
KpoBOTeUi (y mesiKux
BUMIaAKaxX - 3
TeTaaIbHUM
HACJIITKOM),
TOJIOBHUI Oiflb,
rapecTesid,
3aIaMOpOYEHHS

3MiHa CMaKOBOTO
CIIPUUHSATTS, areB3is

3 60Ky OpraHiB 30py

KpOBOBUIIUB B
OiIAHKY OKa
(KOH'IOHKTHBAJIbHA,
OKYJIIpHA,
peTHUHAaIbHA)

3 60Ky opraHiB ciyxy
Ta 1abipuHTY

Bepturo

3 60Ky CyauH

['eMa-
TOMa

T12KKHi KDOBOBUIIUB,
KpOBOTeYa 3 oIepaliinHol
[PaHu, BACKYIIIT,
apTepianbHa TIMOTEH3id




[Cucmema «Opaan-

Yacmo Heuacmo PidKo Fy of.ce pidxo, yacmoma
K 1ac» Hegidoma*

3 60Ky muXanbHOL Hocosa KpoBoTedi pecripaTopHUX
CHACTEeMU, OpTaHiB KPOBO- MIAXiB (KPOBOXapKaHHS,
TPYOHOI KJTITKY Ta Teda mTereHeBa KPOBOTEYA),
CepenoCTiHHSA OpoHx0CIasM,

iHTepCTUIiaTbHAN
MTHEBMOHIT, e03MHO(DiTbHA
MHEBMOHISA

3 6OKY IIJTYHKOBO- Inyn- Bupaska nuiyHKa 1a |PeTponepu-toHeanbHUU|IINyHKOBO-KUIIKOBI Ta

[kumrkoBOro TPakTy  [KOBO-KMIIKOBa|IBaHAALATHUIIA-TIOl |KPOBOBUIIUB PETPOIEePUTOHEaIbHI
KPOBO-TeYa  [KUMIIKU, TaCTPUT, KPOBOTEUi 3 JIeTAaIbHUM
miapes, OrtoBaHHS, HYHOTA, HaCJIiIKOM, TaHKPeaTuT,
abmoMi- 3aI10p, METEOPU3M KOJIT (30KpemMa
HaTbHUH Oinb, BUPA3KOBUY ab0
nucrien-cis miMbOoIMTapHUii), CTOMATUT,

3 60Ky remartobimiap- ['ocTpa meviHKoBa
HOI CUCTEMU HEeIOCTaTHICTh, TellaTuT,

@aHOMaJIbHI pe3ybTaTi
MMOKa3HUKIB QyHKIII1
[MEYiHKU
3 6OKy IIKipu Ta [lin- Bucunanns, ByILb03HUM IepMaTuT
MIOIIKIPHUX TKAHUH  [IKip- cBepOix, (TOKCUYHUU
HUI KPOBO-  [BHYTPIIIHBO-IIKIpHI emifepMaabHAY HEKPOJIi3,
BUTIUB KDOBOBUIIUBU curanpoM CTiBeHCA —
(mypmypa) [[2KOHCOHa, MyNTbTH(POPMHA

epuTeMa,
TOCTPHUY TeHepasli30BaHuU
eK3aHTeMaTO3HUU
mycTynbo3 ([TEIT),
QHTiIOHEBPOTUYHMY HAOPSIK,
[MemuKaMeHTO3HUYI
CUHIPOM TiepuyTIUBOCTi,
[MemukaMeHTO3HE
BUCHUIIAHHS 3 €03UHOGimiE0
Ta CUCTEMHUMHU IIPOSBaMU
(DRESS-cunpmpom),
epuTeMaTO3Hi abo
excdomiaTUBHI BUCUIIAHHS,
KPOIHUB'IHKA, eK3eMa,
UEepPBOHUI IIJIOCKUY JTHIIAMR

Posmagu 3 60Ky ['iHEKOMacTis
PETTPOIYKTUB-HOI
CHCTEMU Ta
[MomouHUX 3a1103
3 60Ky OTIOPHO- KicTKOBO-M'30Bi
[PYXOBOT'O anapary Ta KPOBOBUJIMBHU (reMapTpos3),
CIIOJTYYHO] TKAaHUHU QpPTPUT, apTpaIris, mMianris
3 60Ky HUPOK Ta [emaTypis [ momMepynoHehpur,
CEYOBHUBITHUX IIIJISXiB [TiIBUILEHHS PiBHS

KpeaTUHIHY B KPOBI
3aranbHi po3nagu Ta |KpoBo- apsyka

peaxiiii y micrri Teda y MicIi
BBEJIEHHS Ipemnapary [in ekuii

3MiHU B pe3ynbTaTax
mabopaTopHUX
MOCITiIXKEHHIX

[TomoBXKeHHS Yacy
KPOBOTEUl,
3HUKEHHS KiJTbKOCTi
HeUTpodiniB i

TPOMOOITUTIB




* [H(dopMallist CTOCOBHO KJIOMIAOTPEJTIO 3 YaCTOTOI0 «4aCTOTa HeBigjoMa».

[ToBimoMIIEHHS PO Him03pIoBaHi m0o6ivHi peakxirii.

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0OX IallieHTaMm abo ix
3aKOHHMM IIpeICTaBHUKAM CJIifl IIOBIIOMIISITH IIPO yCi BUMTAOKM IMig03pI0BaHUX MOOIYHUX peakiiit Ta
BificyTHOCTI e()eKTHBHOCTI JTiKapCchKOTO 3ac00y Yepe3 aBTOMaTU30BaHy iHGOpMaliiiHy CUCTEMY 3
(dapMakoHarisAgy 3a MocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 3 POKH.

YMmoBu 30epiranns. 30epiraTy y HeJOCTYITHOMY OIS [iTed Micii. 30epiraTu B OpuriHanbHil
yIIaKOBLIi.

YnakoBka. Ne 28 (14x2): mo 14 TabneTok y 6micTepi, mo 2 6micTepu y KApTOHHIM KOPOOLIi.

Kareropist Bigmycky. 3a peLierToM.

Bupoonuk. CAHO®I BIHTPOII IHJACTPIA.

Micue3HaxoaKeHHsI BHPOOHHKA Ta HOT0 aJpeca Micls mpoBagKeHHs TisabHOCTI. 1, py me
1 Bip:k Ambape et JlarpaB 33565 - KAPEOH BJIAH Cepekc, ®paHiiis.

3asIBHHUK.

TOB «Canodgi-ABeHTic YKkpaiHa», YKpaiHa.

Micue3HaxoaKeHHsI 3asiBHHKa.

Ykpaina, 01033, m. Kuis, Byn. Kunsucbka, 48-50A.


https://aisf.dec.gov.ua

