IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ILJTIABIKC®

(PLAVIX®)

CKn1ao:
0itoua pe4o8uHa: KIOMilOTPelb;
1 TabGneTKa MiCTUTH KJIOIiOTPETIo TimpocyabdaTy Yy BUTTISAI OCHOBU 75 MT;

donomidicHi peuosuHu: MaHiT (E 421), mentono3a MiKpOKpHUCTalliyHa, IOIieTUIEHT TTiKOJIb,
TiIPOKCHUIIPOIIiNIIEeNT0I03a HU3bK03aMillleHa, 0JIisi PUITMHOBA TiiporeHizoBaHa, 000moHKa: Omampi
32K14834, tun II (1aKTO31 MOHOTIAPAT, TipoMeno3a, TUTaHy piokcup (E 171), Tpuanetus, 3amisa
okcup yepBouuit (E 172)), Bick KapHayOCBKUH.

Jlikapcbka ¢popma. TabneTku, BKPUTI 000JI0HKOIO.

OcHo8HI (i3uko-ximiyHi 81acmueocmi: poxKeBOT0 KOJIbOPY, KPYTJIi, 371eTKa ONYyKIIi TabIeTKH, BKPUTI
000JIOHKOI0, 3 TPaBiloBaHHAM «75» 3 ogHOT0 00Ky Ta «1171» — 3 iHmIoro.

dapMakoTepaneBTHYHA rpyma. [HribiTopu arperaiiii TpoMOOIUTIB, KpiM remapuHy.

Kopm ATX: BO1A C04.

PapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

Mexani3m mii. Knonigorpens — 1e mpojiku. OpuH i3 MeTabosiTiB Konigorpesnto € inribitopom
arperartiil TpoM6ouuTiB. [[717 YyTBOPEHHS aKTUBHOTO0 MeTaboIiTy, IKUH IPUTHiYYye arperarito
TPOMOOLUTIB, KIIOMiIOTpeb MoBUHEH OioTpaHchopMyBaTucs mif mieo pepMeHTiB nuToxpomy CYP
450. AKTuBHUM MeTaboiT KIOMiIoTpesIio CeJIeKTUBHO IPUTHIYYe 3B’ sI3yBaHHS afieHo3uHAA(ochaTy
(AI®) 3 #ioro P2Y,,-penienTopaMu Ha MOBepxHi TpoMOoLUTy Ta mofmanbiry AIl®-iHOyKOBaHY
aKTHBalliio KoMmyekcy riaikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOIUTIB.
OcCkinbKy 3B’sI3yBaHHS € HEOO0POTHHUM, TPOMOOIUTH, 10 BCTYIIUIM ¥ B3aEMO/III0 3 KIIOIiOrpesieM,
3aJIMIIAI0THCS 3MiHEHMMU BIIPOMIOBK YCHOTO TEPiofy IXHBOTO XKUTTS (IKUN CTAHOBUTH MPUOINU3HO
7-10 gHiB), a BifTHOBJIEHHS HOPMa/IbHOTO (PYHKITIOHyBaHHS TPOMOOIUTIB BifOyBa€ThCS 3i MBUIKICTIO,
sKa BifITOBifjae MIBUIKOCTi OHOBIEHHS TPoMOOUUTiB. TaK0XK NMPUTHIYYETHCS arperatisi TPOMOOIUTIB,
CIIpUYMHEHA iHIMMY aroHictamu, KpiMm AJI®, 3a paXyHOK TOTO0, 110 ITpemnapaT 6JI0Kye aKTUBAIlii0
TpoMOOLKTiB BUBiTbHEHUM AJID.



OcCkinbKM aKTHBHUM MeTab0JIiT YTBOPIOETHCS i Ai€io pepMeHTiB ruToxpoMy CYP 450, meski 3 9Kux
€ moyiMophHUMU a00 TPUTHIYYIOTHCS iHITMME TiKapChKUMH 3aco0aMu, He B YCiX MalliEHTiB BUHHUKAE
MOCTATHE MIPUTHIYEHHS arperailii TPOMOOLHUTIB.

®apMakomuHaMiuHi edekTr. 3 MEPIIOTO OHS 3aCTOCYBAHHS Y MMOBTOPHUX MOOOBUX M03aX 75 MT
IIpenapaTy BUSBISETLCS CYTTEBE ynoBinbHeHHS All®-iHOyKOBaHOI arperaii TPOMOOIIUTIB.
LIs1 gist mporpecrBHO MOCUIIOETHCSA i cTabini3yeTsesa Mixk 3 1 7 gusamu. [1pu piBHOBaKHOMY
CTaHi cepenHil piBeHb MPUTHIYEHHS arperariil ming mieto mo60Boi mo3u 75 MI' CTAaHOBUTH Bif 40
no 60 %. Arperailis TpOMOOITUTIB i TPUBAJIICTE KPOBOTEYi ITOBEPTAIOTHCS A0 ITOYATKOBOTO
PIBHS Y CEpeOHbOMY 4Yepe3 D OHIB ITiCid NPUIMHEHHS JIIKyBaHHS.

Kniniyna ebekTruBHICTh Ta 6e3neka. be3neky Ta eheKTUBHICTE KJIOMiZOTPENTIO OLiHIOBaIU Y X0Ai 7
MIOABIMHUX CIIINUX OOCTiOXKeHb, Y AKUX B3sanu y4acTh noHap 100000 marienTis: mocnigxkenuss CAPRIE

- TIOPiBHSIHHS KJIOMiJOrpesio 3 aleTusncaninunoBoio Kucnotow (ACK), i gocmigxenns CURE,
CLARITY, COMMIT, CHANCE, POINT ta ACTIVE-A, 110 mopiBHIOBaJIX KJIOMigorpers i mamebo,
obugBa B KomOinarii 3 ACK Ta iHIIIO0 CTaHOAPTHOIO TEPaIi€cko.

IndapxT Miokappga (IM), iHCYNIbT, 1110 CTaIKUCS HeNUOOaBHO, a60 BCTaHOBJIEHE 3aXBOPIOBAHHS
nepudepuynux aprepiit. Y mocnimxennss CAPRIE Oymno Bkmoueno 19185 xBopux Ha aTepoTpoM003,
IIPOSIBOM SIKOT0 OyB HelllofaBHi# iHhapKT Miokapaa (<35 mHiB TOMY), HEIIOJaBHil ileMiuYHuN iHCYIbT
(Bim 7 mHiB M0 6 MicsIIiB TOMY) a00 BCTaHOBJIEHE 3aXBOPIOBaHHS ImepudepuyHux aptepit (31TA).
[MauienTu Oynu paHmoMi3oBaHi ISt OTPUMAaHHS Kiomigorpento mo 75 Mr/moby abo ACK 325 Mr/no0y,
micyis 4oro BOHU NepeOyBau Iif croctepexkeHHsAM Bif 1 mo 3 pokis. V migrpymi indapkTy Miokapaa
OinmbImicTs nauieHTiB oTpuMyBanu ACK y mepii KifbKa [HiB Mic/Is PO3BUTKY iHGapKTy MioKapaa.

Krnonigorpens nopiBasgHO 3 ACK 0OCTOBIpHO 3HMKYBaB YaCTOTY PO3BUTKY HOBUX iIEMiYHUX IOAiN
(kom0OiHOBaHa KiHIleBa TO4Ka, IKa CKlafanacs 3 iHbapKTy MioKapaa, imeMigyHoro iHCy BTy i
cymuHHOI cMepTi). [Ipu mpoBemeHHi aHami3y BiAIOBIAHO [0 IPH3HAYEHOTO Ha IT0YaTKy AOCIiIXKEeHHS
JIiKyBaHHA cniocTepiranocs 939 nopiu y rpymi knonigorpento i 1020 mopin - y rpymni ACK (BimHOCHE
3uuKeHHs pu3uky (B3P) - 8,7 %, [95 % [I: 0,2 - 16,4]; p = 0,045). To6To Ha KoxHi 1000 marrieHTis,
SKi niKkyBanucs 2 poku, momaTkoBo mo 10 [[II: 0 - 20] malfieHTiB yHUKaIM PO3BUTKY HOBOI illleMidHOi
mopii. AHasi3 3arafibHOI JIETATbHOCTI SIK BTOPUHHOI KiHIIEBOI TOYKY He BUSBUB 3HAYHUX BiIMiHHOCTEH
MixX Teparieto knomnigorpeneM (5,8 %) i ACK (6 %).

AHani3 migrpym 3a BiAmoBiAHMMY 3axBOpIOBaHHAMMU (iHQapKT Miokapaa, imeMiunuii iHCynbT i 3TTA)
IT0OKa3aB, I10 HauOinbImi eekT (110 JocsATaB CTAaTUCTUYHOL JOCTOBipHOCTI pu p = 0,003)
cmocTepirascs y marieHTiB i3 3ITA (0co61uBO y THX, XTO HepeHic iHpapkT miokapaa) (B3P = 23,7 %;
II: 8,9 - 36,2), MeHIMY edeKT (110 JOCTOBIPHO He Bifpi3HABCA Big epekTy ACK) mManu namieHTH 3
incynstoMm (B3P = 7,3 %; [OI: -5,7 - 18,7 [p=0,258]). ¥ nami€eHTiB, BKIIOUEHUX Y OOCTIAKEHHS Ha
MifCTaBi TIILKY HEI0JaBHO IIepeHeCceHoro iHhapKTy MioKap/a, BIIJIUB KJIOMigOTPEI0 3a YUCEIbHUMU
IIOKa3HUKaMy OyB MEHIINM, ajie IIPHU I[bOMY BiH CTaTUCTHYHO JOCTOBIPHO He Bipi3HABCS Bifl BILIUBY
ACK (B3P = -4 %; [II: -22,5 - 11,7 [p=0,639]). Kpim Toro, aHami3 migrpymn XxBopux pPi3HOTO BiKYy
CBiIUUTB, IO CIPUATIUBUN e(DEeKT KIIOMiJOTPeTio y NallieHTiB BiKOM Bif 75 pOKiB 6yB HUXKYMM, HiX Y
maiieHTiB £75 POKiB.

Ockinbku noTykHiCTh gochimxkenHss CAPRIE He Oya moCTaTHBOIO, 11100 OIiHUTY e(PeKTUBHICTD OIS
OKpeMUX MiATrPyIl, 3a/IUIIAaEThCSA He3PO3YMIIUM, YU Oi¥CHO iICHYIOTh BiIMIHHOCTI Y BITHOCHOMY
3HUKEHHI PU3UKY IJIS XBOPHUX i3 Pi3HUMHU 3aXBOPIOBaHHSIMHU, YU Pi3HUIA Oyla BUMAAKOBOIO.

CocTpuit KopoHapHu# cuagpoM. Y nocrigxkennss CURE 6yrno BkmoueHo 12 562 malfieHTH 3 TOCTPUM
KOpOHapHUM cuHApoMoM Oe3 migiiomy cermeHnTa ST (HectabinbHa cTeHOKapmis abo iHpapKT



Miokappaa 0e3 maTosyorigynoro 3yous Q), B IKMX 3a OCTaHHI 24 TOOWHU CIIOCTEpIraBcs Hamnap 00110 B
rpyasx abo cumnromu imemil. Y namienTiB 6ynu 3minu Ha EKT, 1m0 cBiguaTh mpo HOBY iemito, abo
IiABUINEHHS aKTUBHOCTI cepleBux ¢hepMeHTiB abo TpomoHiny I uu T miHiMyM ymBiui mopiBHSHO 3
BHUIIOI0 MeXket0 HopMU. XBopi Oy/1u paHAOMi30BaHi [y OTPUMaHHS KJIOMiIOTpesIio (HaBaHTaXKyBalbHa
no3a - 300 mr, moTim - 75 Mr/moby, n=6259) a6o mnanebo (n=6303), o6unBa y Kombinartrii 3 ACK
(75—=325 mr 1 pa3 Ha go0y) Ta iHIIOI CTaHAAPTHOIO Teparieio. TpuBamicTs niKyBaHHS Oyia go 1
poKy. Y mocnigxenHi CURE 823 (6,6 %) nmailieHT:# oTpuMyBalu TaKOXK CYIYyTHIO TEPAIIiio
aHTaroHicToM riikonporteinoBux perentopiB GPIIb/IIla. Binbm #Hix 90 % mnarieHTiB 0TpUMyBaIu
renapuHu. Taka CynyTHS Tepalisd CTaTUCTUYHO JOCTOBIPHO He BIIMBaJjla Ha BiJHOCHY 4aCTOTY
BUHUKHEHHS KPOBOTeY IIPU JIiKyBaHHi KJIomiforpeneM i miaie6o.

KinpKicTh malieHTiB, IKi JOCATIM IePBUHHOI KiHIIEBOl TOYKM [ceplueBo-cyaunHa cMepTh (CCC),
indapkT Miokappa (IM) abo iHcynbT], craHoBuIa 582 (9,3 %) y rpymi knomigorpenio i 719 (11,4 %) -y
rpyi nnane6o. BigHocHe 3HUXKeHHS pu3uKy cTaHoBuUI0 20 % (95 % OI 10 % - 28 %; p=0,00009) nns
rpynu kiomnigorpento (17 % - npu KOHCepBaTUBHOMY JIiKyBaHHI, 29 % - AKILIO namieHTaM
IIPOBOJMIIACh Yepe3IIKipHa TpaHCIIOMiHaIbHa KOPOHApHA aHTiomIacTiKa 3 ab6o 6e3 BCTAaHOBJIEHHS
creHTa i 10 % - gKIo IM IPOBOAMIN aOPTOKOPOHapHE IIyHTyBaHH:). [lomepenkeHHsT PO3BUTKY
HOBUX CEPILIeBO-CYAUHHUX IOl (IepBUHHA KiHIleBa TOYKa) BigOyBasocs 3 BiTHOCHUM 3HUXKEHHSIM
pu3UKy, sgKe ctanosuno 22 % (OI: 8,6 - 33,4), 32 % (OI: 12,8 - 46,4), 4 % (O1: -26,9 - 26,7), 6 % ([OI:
-33,5-34,3)1 14 % (OI: -31,6 - 44,2) y nepiogu 0—1, 1-3, 3—6, 6—9 1 9—12 MicsAniB fOCHigXKeHHS
BifmoBigHO. To6TO yepe3 Ginbil Hixk 3 MicsIi TiKyBaHHS COPUSATIUBUN e(eKT, 10 crocTepiraBcs y
rpyni kionigorpens ACK, 6inbille He 3pocTaB, @ PU3UK KPOBOBUJIMBIB 3aJTUIIABCSA (OUB. PO3MiN
«Oc06IUBOCTI 3aCTOCYBaHHS»).

3acTocyBaHHS Kiomigorpesno mif yac pocnigxkenuss CURE 3uuxyBano notpedy y 3aCTOCYBaHHi
tpomOotiTruHoi Tepamnii (B3P = 43,3 %; II: 24,3-57,5 %) Ta iuri6iTopip rimikompoTeiHOBUX
penenrtopis GPIIb/IIIa (B3P = 18,2 %; Ol: 6,5-28,3 %).

KinpkicTh maltieHTiB, gKi mocsAriu KoMOiHOBaHOI IepBUHHOI KiHIeBo1 Touku (CCC, IM, iHcynbT abo
pedpakTepHa imemist), cranoBuna 1035 (16,5 %) y rpyni knonigorpemnio i 1187 (18,8 %) y nnate6o-
rpymi. BifHOCHe 3HUXKeHHS pu3uky cknaino 14 % (95 % OI: 6-21 %, p=0,0005) y rpymi
Knomigorpento. Takuit ehekT OyB 30e0iMbIIOro 3yMOBIIEHHWM CTATUCTUYHO 3HAUYIIIUM 3HUKEHHIM
yacToTH BUHUKHEHHS IM [287 (4,6 %) y rpymni knomigorpento i 363 (5,8 %) y rpymi nname6o]. 3minu
YaCcTOTH MTOBTOPHMX TOCIiTaMi3aliil 3 mpuBoay HecTabimbHOI CTeHOKapii He crocTepiranocs.

PesynbraTy, ofjepKaHi y rpynax Malli€eHTiB i3 pi3HUMU XapaKTePUCTUKaMU (HalpuKiaf, HecTabimbHa
cTeHokapmis abo IM 6e3 matonoriynoro 3yons Q, piBeHb PU3UKY Biff HU3BKOT'O 0 BUCOKOTO, fiaberT,
HeoOXiIHiCTh peBacKyJspu3allii, Bik, cTaTh), 30iranucs 3 pe3yabTaTaMy IePBUHHOTO aHai3y.
30KpeMa, JofaTKoBuY aHami3 2172 marienTiB (17 % Bip yciel rpynu nauientiB CURE), skum 6ymio
BCTaHOBJIeHO CTeHT (Stent-CURE), noka3sas, 110 Ipu JIiKyBaHHI KJIOMigorpeseM, IOPiBHSHO 3
nnane6o, crmoctepiraetses 3Hauyine B3P (26,2 %), 110 CBiTYKUTh Ha KOPUCTD KJIOMigOTPEITo y
onepenXKeHHi pO3BUTKY IepBUHHOI KiHleBol Touku (CCC, IM, iHCynbT), a TakoxK 3Hauyule B3P (23,9
%) mnst gpyroi kom6GiHOBaHOI mepBuHHOI KiHIeBoi Touku (CCC, IM, iHcynbT abo pedpakTepHa
imewmis). Binbime Toro, mpodins 6e3meku KIOMiforpesio v il MiATpyIi MallieHTiB He BUK/IMKA€E HiTKUX
0Cco0NMMBUX 3ayBaxKeHb. TaKUM YMHOM, pe3yIbTaTy JOJaTKOBOTO aHai3y IPyIX Malli€HTiB 30iraioThCs
3 pe3yabTaTaMu BChOTO [OCITiIXKEHHS.

CropusitTuBuil eekT KIomigorpesto 6yB MpoaeMOHCTPOBAHUM He3aIekXHO BiJf OTPUMAaHHS
HEBiKJIAgHOTO Ta JOBTOTPUBAJIOTO JiKyBaHHS iHITMMU CEPLeBO-CyTUHHUMU 3acob6aMu (TaKUMU K
relapyvH/HU3bKOMOJIEKYIIPHUM remapuH, iHribitopu riikonpoTeinoBux petentopis GPIIb/IIIa,
nminigo3HuKYy0Ui mpemnapatu, 6eta-611okaTopu Ta iHribitopu AII®). EQekTUBHICTD KIOMigOrpenio He
3anexara Big go3u ACK (75—325 mr 1 pa3 Ha #1o0y).



Y narienTiB i3 roctpum IM 3 migitomoMm cermenTa ST o1fiHIoBanu 6e3MeKy Ta e(PEeKTUBHICTh
KJIOMiZOTPesTio Y ABOX PAaHOOMi30BaHUX, IIalle00-KOHTPOIbOBAHUX, TIOOBIMHUX CITIMUX JOCTIIKEHHIX
CLARITY i COMMIT.

Y mocnipxenus CLARITY 6yno Bkmtoueno 3491 malfieHT, y SKUX MPOTSATOM OCTaHHiX 12 rogun
BinOyBcs IM 3 mipitomoM cermenTa ST i Oysia 3amiaHoBaHa Tepanis TpOMOOJITUYHUME 3aC00aMHu.
[MTauienTu omepkyBanu knomigorpens (300 Mr HaBaHTaXKyBaJIbHOI 103U, IIOTIM - IO 75 Mr/go0y,
n=1752) abo nnarebo (n=1739), obugsa - y kombinarii 3 ACK (HaBaHTaxyBanbHa go3a - 150—325
MT, TiC/Isl 4oro - mo 75—162 Mr/mo6y), piOpuHOMITUYHIM areHToOM Ta ¥ pa3i HeoOXigHOCTi - 3
renapuHoM. [Tomarnbiiie ciocTepexkeHHs 3a namieHTamMu TpuBano 30 gHiB. [IepBUHHOIO KiHIIEBOIO
TOYKOI0 OyJia OKJII03is 0B’ 13aH0i 3 iH(paKTOM apTepii, BUsIBIeHa Ha aHTiorpaMi Iepeq BUIIUCKOIO 3
KJTiHIKY, TeTaabHUM HACTimoK abo pernugus IM nmepen nmpoBegeHHSIM KOPOHAPHOI aHTiorpadii. s
TallieHTiB, IKUM He IIPOBOAMIIACE aHTiorpadis, IePBUHHOIO KiHIIEBOIO TOYKOI0 OYB JTeTaIbHUN
Hacigok abo penuauBs iHGapKTy MioKapaa Ao 8 mobu abo mo BUMKMCKHU 3 KITiHIKY. Y I'PYyIIi alieHTiB
6yno 19,7 % xiHOK, 29,2 % natlieHTiB = 65 pokis. 3aranom 99,7 % malli€HTiB OTPUMyBaIn
dbibpunonituku (dpibpunocnenudiuni — 68,7 %, dibpunonecnemudivni — 31,1 %), 89,5 % - remapus,
78,7 % - 6eta-6nokatopu, 54,7 % - inridiTopu AII® i 63 % - cTaTUHH.

[TepBUHHOI KiHIIEBOI TOYKYU HOCATIN 15 % mauieHTiB i3 rpynu, o OTpEMYyBaja KIOmigorpens, i 21,7
% i3 rpynu, 110 oTpuMyBasa mnane6o. Takum 4nHOM, abCONMIOTHE 3HUXKEHHS CcKyaso 6,7 % i 3
nepeBarow 36 % Ha KOpucTh Knomigorpento (95 % [OI: 24-47 %; p < 0,001), B o0CHOBHOMY y 3B’SI3KY 3i
3MEHILIeHHSIM BUIIAKiB PO3BUTKY OKJTI03il apTepil, moB’si3aHoi 3 indapkToM. Taka nepeBara
CIiocTepiranacs y BCiX IIONepefHb0 BU3HAYEHNUX MIIArpyIIax Mali€HTiB, PO3IOAIIEHUX 3a BIKOM,
CTaTTIO, JIOKai3allieto inhapKTy i BUIOM OTpUMYyBaHol Teparil ¢pibpuHoiTHKaMu ab0 rermapuHaMy.

IBodakTopHuit mu3arH mocimkeHHss COMMIT BkmiouaB 45852 nalfieHTH, y SKUX MIPOTITOM OCTaHHIX
24 TOOUH CIOCTepiranocss BAHUKHEHHSI CUMIITOMIB, SKi JO3BOISI0Th 3anigo3putu IM, mo
MigTBEPAXKYETHCS BiOXUIEHHIMU Bifl HOpMU nokKa3HUKIB EKI' (Hanmpukiaf, migiioM 4u gemnpecis
cermenTy ST a6o 61okama iBoi HixkKu ny4ka ['ica). ITallieHTy oTpUMyBanu KJomigorpens (75
Mr/mo6y, n=22 961) abo nmane6o (n=22 891) y kom6inamii 3 ACK (162 mr/mo6y) npoTsarom 28 fHiB
abo go BUMMCKHM 3 NikapHi. KoMOiHOBaHMMY [TePBUHHUMH KiHI[€BUMH TOUYKaMu OyB JeTalbHUM
HACJigoK 3 OyAb-SKO0l IPUYMHY i IepInuil peluaus iHdapKTy MioKapza, iHCynbT abo neTanbHUM
Hacmigok. Y rpymi nmamuienTiB 6ymo 27,8 % xkiHok, 58,4 % mnamnieHTiB = 60 pokiB (26 % = 70 pokiB) i
54,5 % maIrieHTiB, gKi oTpuMyBamu GiOPUHOIITHKY.

Kronigorpens CTaTUCTUYHO DOCTOBIPHO 3HUXKYBAB BifTHOCHUY PU3UK PO3BUTKY JIETAJIbHOTO HACTIIAKY
3 Oymb-sikoi mpuuuHu Ha 7 % (p 0,029) i BimHOCHUY pu3uK KoMOiHallii peuuauBy iHQapKTy, iHCYNbTY
abo nmetanbHOTO Hacmigky Ha 9 % (p = 0,002), mo BignmoBifae abconmoTHOMY 3HUKeHHIO Ha 0,5 % i 0,9
% BignoBigHO. Takuil epeKT CrocTepirascs y NalieHTiB PI3HOTO BiKy i CTaTi He3alIeXHO Biff IPUHOMY
(GiOpUHOITHKIB i cTIOCTEPIraBCcs MPOTATOM IepIuX 24 TONUH.

[leecKaallisl Ipy 3aCTOCYBaHHi iHTi0iTOpiB P2Y,,-pelienTopiB Ipu rocTPOMY KOPOHAPHOMY CHHADPOMi

(TKC). ITepeBenenHs 3 6inbin moTyxKHOTO iHribiTopa P2Y,,-perentopiB Ha Kiomigorpens y KoMOiHalril
3 acmipuHOM ITicis rocTpoi ¢ha3u y nanieHTiB 3 'KC o1iHI0OBanocs y ABOX PaHI0Mi30BaHUX
OOCHiAXKEHHAX, ClIOHCOpoBaHuX gociiguukamu (ISS), - mocmigxenusax TOPIC i TROPICAL-ACS - 3
OAHUMU 00 KIIIHIYHUX pe3y/bTaTiB.

KniniuHa KOpUCTS, 1110 3abe3MeuyeThCs IPU 3aCTOCYBaHHi OiNbin moTyxkHUX iHTi6iTOpPiB P2Y,,-
PeLenTopiB, TUKArpesopy i Ipacyrpesio, B OIOPHUX AOCHTiAKeHHSIX, 00yMOBJIeHa CTaTUCTUYHO
3HAQYYILIMM 3HUKEHHSIM YaCTOTHU IIOBTOPHUX iIEeMIYHUX TOAiN (BKJII0OYAIOYU TOCTPUHM 1 TiATOCTPUI
TPOoM0OO03 CTEHTA, iHhapKT MiOKapaa Ta eKCTPeHY PeBacKysapu3aliito). Xoya gaHi mpo KOPUCTh
CTOCOBHO iIIEMIYHUX [TOAIN IOCIIAOBHO MiATBEPAXKYBaIUCS IIPOTATOM IIE€PLIOTO POKY, 3HUKEHHS



YaCTOTHY MOBTOPHUX imemignux mofin micnisg [KC 6yno 6inbuiuM IpoTATroM NepIiux AHIB Micasa
oYaTKy JiKyBaHHS. Ha BigMiHy Bif 11b0T0, post hoc aHamni3u MpogeMOHCTPYBald CTATUCTAYHO
3HauyIe 30ibIIeHHsS PU3UKY KPOBOTEY ITPU 3aCTOCYBaHHI GibIl MOTyKHUX iHTiOiTOPiB P2Y,,-
pelenTopiB, 110 BUHUKAIOTh IIepeBakHO i Yac MigTpuMyi0doi $ha3H, Micis Mepioro Micais micis
I'KC. Docnimxennst TOPIC i TROPICAL-ACS Oynu criytaHOBaHi [7isi BUBYEHHS MOXKJIMBOCTI
3MEHIIeHHS YaCTOTH reMopariyHux nofiil mpu 30epexkeHHi eheKTUBHOCTI KIIOIiIOTPETTIO.

Hocaidxcenuns TOPIC («TepmiH iH2ibysaHHs mpombouumie nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). lle paHmOMi30BaHe BiIKpUTE OOCHiKeHHS BKI0o4Yano namieHTiB 3 [KC, ski
noTpebyBasny MPOBEdeHHS YePe3IIKipHOTo KopoHapHoro BTpydanHs (UKB). [NamienTu, ski
3aCTOCOBYBaJIM acCIlipyH Ta OinbI MOTyKHUK O1oKaTop P2Y,,-penienTopiB i y IKUX He BimMidanocs
HeOaXkaHUX SBUII Yepe3 OUH Micsih, Oymu abo nepeBefieHi Ha 3acToCyBaHHS KOMOiHallil acmipuny i
KJomigorpero y pikcoBaHUX [0o3ax (meecKasnalliliHa moaBifiHa aHTUTpoMOoIMTapHa Tepamis (DAPT)),
abo MMpoMoBKYyBalu JIiKyBaHHS 3a MONEepefHboI0 cxeMoto (HeaMminHa DAPT).

3arasom OyJ10 mpoaHai3oBaHo faHi 645 3 646 marienTiB 3i STEMI (iHdpapKT Miokapya 3 eneBalli€o
cermenTa ST) a6o NSTEMI (indapkT miokapaa 6e3 emneBatiii cermenTa ST), abo HecTabimbHOIO
cTeHOKaprmiem (meeckanatiida DAPT (n = 322), HeaminHa DAPT (n = 323)). BisuT nmogansInoro
crioctepexeHnHs yepe3 1 pik npoBenu y 316 namienTis (98,1 %) 3 rpynu geeckanaiivinoi DAPT iy
318 mamienTiB (98,5 %) 3 rpynu He3aminHOi DAPT. MeniaHa MOAabIIoro CoCTepexkeHHs A1t 000X
rpyn ctaHoBWIa 359 gHIB. XapaKTepUCTUKYU [OCTIAXKyBaHOI KOropTy Oyiu MomiOHUMMU B 2 TpyTmax.

[TlepBuHHA KiHIIeBa TOYKa, gKa Oys1a KoMOiHalli€l0 TaKUX MOMiH, SIK CMEPTH i3 CepleBO-CyqUHHUX
IIPUYMH, iIHCY/IbT, EKCTPEHA PEeBaCKyIspHU3allis i reMopariyHi mogil = 2 CTymeHs 3a KPUTePisiMHu
BARC (AkapfeMidHOTO HOCTIgHUIIBKOI0 KOHCOPLIiyMy 3 BUBYeHHS KpoBoTed [Bleeding Academic
Research Consortium]) uepes 1 pik micnst [KC, 6yna gocsirayta y 43 nauienTis (13,4 %) y rpymi
neeckanartiinol DAPT iy 85 marienTis (26,3 %) y rpymni He3minHol DAPT (p < 0,01). Ll craTuCcTUYHO
3HAuyIa pi3HuUIl 0ys1a B OCHOBHOMY 00yMOBIeHA MEHIIIOIO KifTbKICTIO TeMOpariYHux MoMii; mpu
IIbOMY He ITOBigOMIISIIOCS TIPO Pi3HUIIO 3a KiHIIeBUMM TOYKaMH imeMivyHux mopii (p = 0,36), Tomi sk
reMmopariuni mopii = 2 cTymens 3a kputepisimu BARC BinOyBanucs pifine B rpyIi qeeckanamifHol
DAPT (4,0 %) y nopiBHsHHI 3 14,9 % B rpymi HeaminHoi DAPT (p < 0,01). l'emopariusi nogii,
BM3Ha4eHi 4K Bci nmopil 3a kputepigmu BARC, crioctepiranucs y 30 matienTis (9,3 %) y rpymi
neeckanariiaol DAPT iy 76 marienTis (23,5 %) y rpymni He3minHol DAPT (p < 0,01).

IlocnioxncenHss TROPICAL-ACS («TecmyeaHHs 8i0nogidi Ha iH2ibysaHHA mpomboyumis npu
mpugasniomy aHmumpomobouumMapHoOMy AiKy8aHHi 20cmpux KOPOHAPHUX cuHOpomie»). 1le
paHfoMi30oBaHe BiKpUTe HOCIiAXKeHHs BKIounio 2610 nanienTis 3 'KC 3 TO3UTUBHUM Pe3yIbTaTOM
aHanizy Ha 6GioMapkepw, y skux Oyno ycmimHo npoBegeHo YKB. [ManienTu 6ynu paHmoMi3oBaHi B
TPyIu Ojist oTpuMaHHsA abo mpacyrpesnio B f1o3i 5 abo 10 mr/moby (mHi 0-14) (n = 1309), abo
npacyrpesnio B 1o3i 5 abo 10 mr/mo0y (mui 0-7), micng goro BimOyBanacs meecKanallis o
KJIOmigorperio B 1o3i 75 mr/moby (gHi 8-14) (n = 1309) y xombiHarii 3 ACK (< 100 mr/mo6y). Ha menn
14 6ymo mpoBeneHo ouinKy ¢yHKIii TpomOoruTiB (PFT). [TatienTH, sKi 3aCTOCOBYBaHU JIHIIE
Ipacyrpesb, IPOLOBXKYBAJIU IPUKOM IIpacyrpesto npotarom 11,5 micans.

YV nmanieHnTiB, y sikux Oyjla BUKOHAHa feecKasallis, 0y10 MpoBeeHo OIliHKY BUCOKOI PEaKTUBHOCTI
tpoMmbouuTiB (BPT). fAkmo BPT cTaHoBuIa = 46 OOWHUILG, TALliEHTIB 3HOB ITIePEBOIUIIH Ha
3aCTOCYBaHHS ITpacyrpeny y mo3yBaHHi 5 a6o 10 mr/moby mpotsrom 11,5 micsius; skmio BPT
CcTaHoBUIa < 46 OOUHUILIb, ALIEHTH ITPONOBXKYBaIN IPUNOM KJIOMiIOTPeio B 103i 75 Mr/go0y
npotsirom 11,5 micsis. TakuM 94uHOM, B TPYIIi KepoBaHOl ecKanallii Oyiu malieHTH, TKUM
3acTocoByBanu abo mpacyrpens (40 %), abo knmomigorpens (60 %). Ycim nalienTaM IpogOBKYyBau
3aCTOCYBaHHS aCIipuHYy i IPOBOAMIIOCS MOJabIIe CIIOCTEPEXKEHHS IIPOTSATOM OJHOTO POKY.



[TepBuHHA KiHIleBa TOYKa (KOMOiHOBaHa KiHIleBa TOYKa YaCTOTH CMEPTI Bifi CEPIIeBO-CyOUHHUX
npuunH, IM, iHCynbTY i KpoBOTEUi = 2 cTymeHs 3a kputepisiMmu BARC uepe3 12 micsanis) Gyna
NOCSITHYTA, 110 AEMOHCTPYE IPUHANMHI He MeHITy e(eKTUBHICTh Kiomigorpeto. Y 95 nauieHTis (7 %)
B I'PyIi KepoBaHol geeckanauii Ta y 118 maiieHTiB (9 %) y KOHTPONBHIN I'Ppymi (p O HiATBEPAXKEHHS
IpHUHAWMHI He MeHIIo1 eekTuBHOCTI cTaHoBUTH 0,0004) Bimmiuasacs omHa 3 MOMiN KiHIIEBOI TOYKH.
KepoBaHa meeckanaliisi He mpu3Besa [0 30ibeHHS KOMOiHOBaHOTO PU3UKY illeMigyHUX MOAiH (2,5 %
y Tpymi geecKamanil y mOpiBHAHHI 3 3,2 % B KOHTPOJIbHIN I'PyIi; P A7g NiATBEpAXKEHHS IPUHAVMHI He
MeHIIo1 edeKTUBHOCTI cTaHOBUTH 0,0115), a TaKOXK 3a KJIF0UOBOIO BTOPUHHOIO KiHIIEBOIO TOYKOI0 —
9aCTOTOI0 TeMOoparivHux nofiv = 2 cryness 3a kputepismu BARC (5 % y rpymi geeckanamil y
IIOPiBHSHHI 3 6 % y KOHTPOJbHIM rpymi (p = 0,23)). CyKynHa 4acToTa BCix reMopariyaux nogiu (1-5
ctyneHns 3a kputepigmu BARC) cranoBuina 9 % (114 mofiit) B rpymi KepoBaHOI feecKanatii y
nopiBHAHHI 3 11 % (137 nopiit) B KoHTpobHIY rpymi (p = 0,14).

[TogBifiHa aHTHArperaHTHa Tepamis npu roctpomy Manomy II abo TIA i3 cepefHiM Ta BUCOKUM
CTYIIEHEM DU3UKY

[TopBiliHa aHTHArperaHTHA Teparis KoMOiHallieio knomigorpento Ta ACK [ms momepenXeHHs
incynbTy micnsg roctporo manoro IT abo TIA i3 cepenHiM Ta BUCOKHUM CTYIIEHEM PHU3UKY OIliHIOBaIach
y IBOX PaHOOMi30BaHUX OOCIXKEHHAX 3a CIIOHCOPCHKOI miaTpuMKu gocuigauka (ISS) — CHANCE Tta
POINT — 3a maHuMH pe3yabTaTiB MO0 KJTiHiYHOI 6e31eKu Ta e(peKTUBHOCTI.

CHANCE (3acmocysaHHAa Ka0nidoz2peao nayieHmam 2pynu 8ucoK020 pusuky 3 20cmpumu
HeiHeaniou3yrvuMu uepebposackyAapHUMU Nodisimu)

Y uboMy paHmoOMi30BaHOMY MOABINHO CIIiTOMy 6araToleHTPOBOMY I1jlalle60-KOHTPOIHOBAHOMY
KJTiHiYHOMY fociimkeHHi Opanu ydacTtk 5170 marienTiB 3 Kutaio 3 roctpoio TIA (moKa3HUK 3a
mkasoo ABCD2 = 4) abo rocTpuM MaluM iHCYJIbTOM (ITOKa3HUK 3a mKkanoo NIHSS < 3). [TauienTu B
o0ox rpynax orpuMyBanu ACK y BigkputoMy pexumi B 1-it geHb (y go3i Big 75 mo 300 Mr Ha po3cyn
JIiIKyI04O0ro creniamnicta). [TallieHTH, JOBITPHAM YWHOM BilHECEHI [0 rpymnu Knomigorpeno-ACK,
OTPUMYBAJIU KJIOMIgOTpesb Y HaBaHTaxXyBanbHiU 0031 300 Mr y 1-i1 meHs niKyBaHHSA, IOTIM 3 2-TO 110
90-i meHb NiKyBaHHS — KJIOMIOTpesb ¥ 1o3i 75 Mr Ha fo0y, a Takoxk ACK y mosi 75 mr Ha o6y 3 2-
ro mmo 21-i meHsb pocnipxkeHHs. [1alieHTy, 0OBITBHUM 4YMHOM BigHeceHi fo rpynu ACK, oTpumyBanu
nnaie6o-Bepcito Knomigorpento 3 1-ro mo 90-i mens nikyBauHsg Ta ACK y mo3i 75 Mr Ha mo6y 3 2-T0
90-1 meHb NiKyBaHHS.

OCHOBHUM TTIOKa3HUKOM e(eKTHUBHOCTI Oya Oymb-siKa HOBa MOAis iHCYNbTY (illeMigHOTO Ta
reMoparigHoro) npotsarom nepmux 90 guiB micns roctporo masnoro II abo TIA 3 BUCOKUM CTyIIeHEM
pusuky. i mopii BimOGynucs y 212 mauienTis (8,2 %) B rpymi knonigorpento-ACK nopiBasiHO 3 303
natientamu (11,7 %) B rpyni ACK (BigHomeHnHs1 pu3ukis [BP] 0,68; 95 % nosipuui intepsan [[]] Bix
0,57 mo 0,81; p < 0,001). II BizOyBCcs y 204 namnienTis (7,9 %) B rpymi knomigorpemno-ACK mopiBHAHO
3 295 nanientamu (11,7 %) B rpyni ACK (BP 0,67; 95 % [ 8ig 0,56 go 0,81; p < 0,001).
l'emopariyHuil iHCYIbT CIIOCTepPIiraBcs y 8 maImieHTiB y KOXKHiN 3 ABOX gociimxKyBanux rpyn (0,3 %y
KOoxHiM rpymi). [TomipHa abo TsKKa KpoBOTeda criocTepiranacs y 7 maniedTis (0,3 %) 3 rpynu
knonigorpeno-ACK ta y 8 (0,3 %) 3 rpynu ACK (P = 0,73). HacToTa 6yab-gIKUX MOMiN KPOBOTEUi
ctaHoBuna 2,3 % y rpymi knonigorpento-ACK nopiBasino 3 1,6 % y rpyni ACK (BP 1,41; 95 % [I Big
0,95 mo 2,10; p = 0,09).

POINT (IH2ibysaHHA azpeaau,ii mpomboy,umis npu Hoeill nodii TIA ma mMano2o iwemiyHo20 iHCy1bmy)

B npoMy paHmoMizoBaHOMY IMOABIMHO CIimoMy OaraTolleHTPOBOMY II1ane60-KOHTPOIOBAaHOMY
KJTIHIYHOMY [OCITifiZKeHHi Opany y4acTh HallieHTH 3 ychoro cBiTy (4881 ocoba) 3 roctpoio TIA
(moka3HUK 3a mkanoio ABCD2 = 4) a6o rocTpuM MajauM iHCYy/IbTOM (IIOKa3HMK 3a mKanoio NIHSS



< 3). Yci nauienTu B 000x rpynax orpumyBanu ACK y Binkputomy pexumi 3 1-ro mo 90-i1 geHb
nikyBaHHA (y 1031 50—325 Mr, 3a7eXkKHO0 Biff Ipr3Ha4Y€eHH JIIKY04oro creniasnicTa). [TauiesTy,
OOBIIBHUM YMHOM BiffHECEHI 40 TPYNH KJIOIMigOTPesiio, OTPUMYBaJIU KJIOMAOTPEb y
HaBaHTaXyBasbHiN 00o3i 600 Mr y 1-# IeHb NiKyBaHHS, OTIM ¥ 103i 75 MT Ha 100y 3 2-To mo 90-i
neHb nikKyBaHHS. [IallieHTH, MOBITbHUM YMHOM BigHECeHi o rpynu mnanebo, oTpuMyBaju Iaiebo-
BepCito Knomigorpento 3 1-ro o 90-1 geHb NiKyBaHHS.

[TepBUHHUM IIOKa3HUKOM e(peKTHUBHOCTI Oya KoMOiHalisg Benukux imeMiyaux nogin (II, IM abo
CMepTh BHACTIOK imemigHol cynunuHol mopii) Ha 90-i genb. Ui nopii BigOynucs y 121 nmanienTa

(5,0 %) 3 rpymu 3acTOCyBaHHS Kiomigorpento y komOinaitrii 3 ACK mopiBHsHO 3i 160 nmamieHTaMu
(6,5 %), mo orpumyBanu ACK sk monoteparito (BP 0,75; 95 % I Big 0,59 mo 0,95; p < 0,02).
BTOpMHHUM NOKAa3HUKOM epeKTUBHOCTI OyB imemiunui incynst. Bin BinbyBcst y 112 mariieHTiB

(4,6 %), sKi oTpuMyBanu Kioninorpens y KomOinanii ACK, mopiBasiHO 3i 155 marientamu (6,3 %), sKi
orpuMyBanu ACK gk moroteparito (BP 0,72; 95 % [I Big 0,56 0o 0,92; p = 0,01). IlepBunHu
ITOKa3HUK 0e3NeKu — BeNlnKa KpoBoTeua. BoHa croctepiranacs y 23 3 2 432 martienTiB (0,9 %), sxi
oTpuMyBanu knomigorpens y kom6Oinarii 3 ACK, ta y 10 3 2 449 namienTis (0,4 %), sKi oTpuMyBanu
ACK sk moHoTeparito (BP 2,32; 95 % I Bix 1,10 mo 4,87; p = 0,02). Mani kxpoBounusu 6ynu y 40
natieHTiB (1,6 %), sKi oTpuMyBanu Kionigorpens y kombinanii 3 ACK, ta y 13 marienTis (0,5 %), ki
orpuMyBanu ACK gk morotepamnito (BP 3,12; 95 % [l Big 1,67 go 5,83; p = 0,001).

Anani3 guHamiku gocnigkedb CHANCE ta POINT

[TepeBar momo e(peKTUBHOCTI ITPH MIPOIOBXKEHHI IMOBINHOI aHTHATrPeraHTHOI Teparril moHan 21 neHb
BUSIBJIEHO He 0yJ10. PO3rIsiHyTO AUHAMIKy CepUO3HUX illIeMiYHUX MOMiM Ta MaCUBHUX KPOBOBUJIUBIB Y
rpynax JliKyBaHHS 3 METOI0 aHasli3y BIUIUBY KOPOTKOCTPOKOBOro Kypcy DAPT.

JIuHaMiKa cepHO3HHX illIeMiYHUX MO/id Ta MACHBHHUX KPOBOBHJIMBIB y rpymax
nikyBaHHA B gociaigmxkeHHsasx CHANCE ta POINT

Yncio BUIagKiB
PesynbTaTu B

OOoCHigXKeHHAX Po3mopin mo rpymnax Vehoro 1-it 2-1 3-1
CHANCE Ta JIiKyBaHHS TUXOEHb THUXOEHb THXOEHb
POINT
Benuki ACK (n =5035) 458 330 36 21
imemigHi mopil

Knomigorpens ACK 328 217 30 14

(n=5016)

Pizuunsa 130 113 6 7
Benuka ACK (n =5 035) 18 4 2 1
KpOBOTEYa

Knomigorpens ACK 30 10 4 2

(n=5016)

Pizuunsa -12 -6 -2 -1

®i6punsuis nepencepns. Y pocmigxkenHss ACTIVE-W ta ACTIVE-A, ski 6ynu oKkpeMuMu
mociimKeHHsAMU y Mexkax nporpamu ACTIVE, Oyio BKITIOYEHO MallieHTiB 3 Gibpumsiiieio
nepencepab (OI1), gki Manu moHalMeHIIe OOUH (GaKTOp PU3UKY BUHUKHEHHS CYOUHHUX
IOpyIIeHs. [ PYHTYIOUKCh Ha KPUTEPIiAX BKIIOYEHHs Y MOCIIAKeHHs, JiKapi 3aaydaiu



natieHTiB 7o pmocuigkeHHsI ACTIVE-W, gkino BoHU Oy KaHAMAaTaMX Ha OTPUMaHHS
Teparii anTaronictamu Bitaminy K (ABK) (nanpukian BapdapruHoM). Y moCTigKeHHS
ACTIVE-A 6yno BK/IIOUEHO TalliEHTIB, IKi He Morniu oTpuMyBaTu ABK-Teparmiio yepe3
IPOTUNIOKA3aHHA a00 HeOaxXaHHS OTPUMYBATH Iie JIIKyBaHHS.

Hocnigxenus ACTIVE-W npogeMoHCTpyBaJio, 110 aHTUKOATryJITHTHA Tepallid aHTaroHicTaMu
BiTaminy K Oyna 6inbir eeKTUBHOW, HiXK NiKyBaHHS Kiomigorpenem Ta ACK.

Hocnimxenust ACTIVE-A (n = 7554) 6yno 6araToleHTPOBUM, PAaHIOMi30BaHUM, TIOOBIMHUM CITIITUM,
n1a1e60-KOHTPOJIbOBAHUM [IOCTIIXKEHHSM, V SIKOMY ITOPiBHIOBAIK Kiomigorpens 75 Mr Ha o0y ACK
(n = 3772) i3 nimanebo ACK (n 3782). PekomernoBaHa go3a ACK cranosuia Big 75 go 100 mr Ha
noOy. [TanieHTH OTpUMYyBaIM JIiIKyBaHHS YIIPOJOBXK Iepiomy [0 5 POKiB.

[MTauienTu, panmoMizoBaHi y nporpamy ACTIVE, Manu foKyMeHTanbHO migTBepaxeny @I1, To6To
nocTiny popmy @I1 abo moHalMeHIIle 2 emi3oau napokcusmanbHol @I yIpomoBxK ocTaHHIX 6
MicCAIIiB, Ta IPMHaNMHI OOUH 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 qOKyMeHTalIbHO MiATBEPOXKEHY illleMiuHy XBopoOy ceplls; IomnepenHe
JIIKyBaHHS 3 IPUBOAY CUCTEMHOI apTepiaibHOI riepTeH3il; paHillle IepeHeCeHN! iHCYIIbT,
TPaH3UTOpPHA imeMidyHa aTtaka (TIA), cuctemHa embomis 6e3 ypaxeHnHs cTpykTyp LIHC; nuchyHKIisa
JIIBOTO IIJTYHOYKA i3 TOKa3HUKOM (ppakKIlil BUKU[Y JIiBOTO MUTyHOUKa <45 % ab0 OKyMeHTaJIbHO
IifTBepaKeHe 3aXBOpIoBaHHS mepudepuynux cynus. CepenHiit 6an 3a mkanoio CHADS2 ctaHOBUB 2
(y mexax 0—6).

10 OCHOBHUX KPUTEPiiB BUKIIIOUEHHS TAIiE€HTIB i3 JOCITimXKeHHs HajleXKalld JOKYMEeHTaIbHO
migTBEpOKEeHa BUPa3KoBa XxBopobha BIPOOOBXK OCTAHHIX 6 MiCSIliB; BHYTPIllIHOMO3KOBa KPOBOTEYA B
aHaMHe3i, cepiio3Ha TpOMOOIUTONeHis (KinbKicTh TpoMGonuTiB <50% 10°/11); moTpeba y 3acToCcyBaHHi
KJiomigorpeio abo nepopanbHux aHTUK0aryngHTiB (ITAK) abo HemepeHOCUMICTh OYAb-SKOI 3 IIUX IBOX
PEYOBHH.

73 % nanieHTiB, BKItoueHux y gocinigxeHHsa ACTIVE-A, He moriu otpuMyBatu ABK y 3B’43Ky 3
BUCHOBKaMH JIiKaps, 4yepe3 HeEMOXKJIUBICTE IIPOBEEeHHS MOHITOPUHTY MiKHAPOLHOT'O
HOpPMaJti3oBaHoro BimHoIeHHs (MHB), BHACTIIOK CXUIIBHOCTI 10 MaliHHS YX TPaBMHU T'0JI0BU ab0
HasIBHOCTI crienu¢igyHOro pakTopa pU3UKy BUHUKHEHHS KPOBOTEYi; I0oA0 26 % MaIli€HTiB pillleHHS
niKaps I'PyHTYBajocs Ha HeOaXkaHHi manieHTa oTpuMyBaTu ABK.

41,8 % marieHTiB ctaHoBuY XkiHku. CepenHill Bik mopiBHIOBaB 71 pik, 41,6 % marrieHTiB Oyau BikoM
Bim 75 pokiB. 3aranom 23 % XBOPUX OTPUMYBA/IX aHTHAPUTMiuHi 3acobu, 52,1 % — GeTa-610KaTopH,
54,6 % — iHribiTopu aHTiOTEH3UWHIIEPETBOPIOBAILHOTO (hepMeHTy Ta 25,4 % — CTaTHUHU.

KinpKicTh malieHTiB, IKi JOCATIN TEPBUHHOI KiHIIEBOl TOYKH (YacC [0 IePIIOro BUHUKHEHHS iHCYIIbTY,
IM, cucremnoi em6oii 6e3 ypaxeHnHs cTpykryp LJHC ab6o neTanbHOT0 HACigKy), cTaHOBUIa 832
(22,1%) y rpymi maifieHTiB, SKi oTpuMyBanu kiomigorpenst ACK, ta 924 (24,4%) y rpyni nnaue6o ACK
(BimHOCHE 3HMXKeHHS pu3uKky Ha 11,1%, 95% [II: 2,4—-19,1%; p = 0,013), Hacammepepn Yepe3 3HaYHE
3HUXKEHHS YaCTOTU PO3BUTKY iHCYNbTIB. [HCYnbTY BUHUKIN Y 296 (7,8 %) malieHTiB, SKi OTpUMyBaIu
knomigorpens ACK, ta 408 (10,8 %) namieHTis, siki orpumyBanu miare6o ACK (BimHOCHe 3HMKEHHS
pusuky Ha 28,4 %; 95 % [I: 16,8—38,3 %, p = 0,00001).

Himu. Y pocmimXeHHi i3 migBUIIEHHSIM 103, 110 IPOBOJUIIOCS 3a YUacTi0 86 HOBOHAPOIKEHUX abo
HEMOBJISIT BiKOM [10 24 Mics11iB 3 pu3uKoM BUHUKHEHHS TpoM603y (PICOLO), kimomigorpens
3acToCOByBanu y nociigosHux po3sax 0,01, 0,11 0,2 Mr/kr HOBOHapOIXKEHUM 1 HeMOBIATaM 1 y 1031
0,15 Mr/Kr TinbKu HOBOHapomKeHuM. [Tpu mo3i 0,2 MI/KT cepefHii MOKa3HUK iHTiOyBaHHS arperarttii



TpomOouuTiB cTaHOBUB 49,3 % (5 MkM AJl®-iHmyKoBaHOI arperariii TpoMOoIUTIiB), 1110 OyI10
0

MOPIBHSHHUM i3 TaKUM y JOPOCINX, Ki oTpuMyBanu [1naBikc ~ y go3i 75 Mr/Ha go0y.

Y paHmoMi30BaHOMY NOABIMHOMY CJIIIIOMY OOCTIIXKEHH] 3a y4acTio napasnenbaux rpyn (CLARINET)
906 miTeu (HOBOHAPOAKEHUX i HEMOBIIAT) i3 BPOAXKEHOI B0 CePIld L[iaHOTUYHOTO TUITY, SKAM
IIPOBOAMIIACS IaJTiaTUBHA OIepallist 31 CTBOPEHHST CUCTEMHO-JIETEeHEBOT0 apTepianbHOTO IMyHTa, 0yIu
PaHmoOMi30BaHi Oy oTpuMaHHs Kiomigorpento 0,2 Mr/kr (n = 467) a6o nmnamne6o (n = 439) i3
OJHOYaCHUM ITPOBEJIEHHSM CYIyTHHOI 0a30BOI Tepallii ;0 MOMEHTY IIPOBEfIeHHS APYTOro eTamy
omnepatii. CepefiHiil Yac MiX NPOBeEeHHSM TaliaTUBHOI Omepalii 3i CTBOPEHHS IIyHTa i MepIuM
BBE[IeHHSAM [OCIIiI2KyBaHOTO IIpemnapaTty cTaHoBUB 20 fHiB. [Ipubnu3Ho 88 % mallieHTiB OIHOYACHO
orpumyBanu ACK (Big 1 go 23 Mr/kr/Ha mo0y). [IoCTOBIpHUX BigMiHHOCTEM MiX IrpynaMu II0[0
INOCSATHEHHS MTepPBUHHOI KOMOIHOBAHOI KiHIIEBOI TOYKH, SIKa CKJIaflanacs 3 JeTalbHUX BUIA[IKIB,
TpoM0O03y IyHTa abo IIPoBefleHHs XipypriyHoro BTpy4YaHHs Ha cepii 7o 120 mHS XKUTTS Micis
BUHUKHEHHS TI0fil, CIpUYnHEeHol TpoM0030M, He crocTepiranocs i cranosuino 89 [19,1 %] y rpymi
knomnigorpenio i 90 [20,5 %] y rpyni nname6o (ouB. po3gin «Cmocib 3acToCcyBaHHS Ta HO3U»).
Haituacrimoio mo6ivyHOI0 peaklii€lo IK y TPYIi KJIOMiorpeo, Tak i y rpymi naane6o 6yB PO3BUTOK
KPOBOTEYi, IIPOTE JHOCTOBIPHUX BiAMIHHOCTEX MiXK I'pyIaMu IIOA0 YaCTOTH 11 BAHUKHEHHS BUSBIEHO
He Oyo. ITig yac momasbIIoro JOBrOCTPOKOBOTO IIEPIOy CIIOCTEPEKEHHS 3a MOOIYHUMY SABUIIAMU 26
IIAl[l€HTIB, Y SKUX IIYHT 3a/IMIIaBCSI Ha MOMEHT JOCATHEHHA 1-piyHOTO BiKY, OTpUMYyBaIu
KJIOMiIOTpesib 00 JociarHeHHs 18-Micsiunoro Biky. ITif 4ac 1boro nepiony croctepexeHHs Ipodinb
Oe3reKku mpenapaTy He 3MiHIOBaBCS.

Y pmocnigxenusax CLARINET i PICOLO BUKOpHCTOBYBaBCS BiIHOBJIEHUU PO3YUH KIIOMIJOTPeENo. Y
[OCTiAKeHH] BiTHOCHOI 0i0OCTYIIHOCTI Y JOPOCINX BifHOBJIEHNI PO3YUH KJIOMiIOTPEITIO
IIPOAEMOHCTPYBAB aHAJIOTIYHUY CTYMiHb i TPOXU BUIIY LIBUAKICTH aOCOPOIlil 0CHOBHOTO
IIUPKYII0I0Y0r0 (HeaKTUBHOT0) MeTab0IiTy IIOPiBHSIHO i3 3apeecTpoBaHo0 TabIeToBaHO© (HOpPMOI0
npemnapary.

dapmakoKiHemuxka.

BcMmokTyBaHHS. ITiciist mepopanbHOro MPUAOMY OJHOPa30Boi Ta 6araTropa3oBux 003 75 MT Ha H0O0Y
KJIOMiAOTpeib MBUAKO BCMOKTY€EThCA. CepenHs MiKOBa KOHILEHTpaLlisd HE3MiHEHOT O
KJIOMIIOTPEJIIo Y 11a3Mi (61u3bKo 2,2—2,5 HI/MJI Iicis OMHOKPATHOI 103U 75 MT
IIepopaibHO) Hocsranacs npubausHo yepes 45 xB micisg npuiiomy. AGCOpOITisi CTAaHOBUTH He
MeHiIe 50 % 3 orngay Ha eKCKpellito MeTaboJIiTiB KIIOIigorpenio i3 cedero.

Posmomin. Knomiforpens Ta OCHOBHUM (HeaKTHBHUI) MeTa0OJIiT, 1110 IIUPKYIIIOE B KPOBI, in
vitro 000pOTHO 3B’s13y10ThCS 3 OinkaMu mna3mu mopuau (98 % i 94 % BigmosigHO). Lei
3B’SI30K 3a/IMILIA€ETHCSA HEHaCUYyBaHUM in Vitro y Mexax IIMPOKOr0 Alana30Hy KOHLIEHTPAIi.

Mertabomni3m. Knomigorpenb eKCTEHCUBHO MeTa00Mmi3yeThCs y medintli. In vitro Ta in vivo icHye
[IBa OCHOBHUX IIJIAXU MOT0 MeTab0/mi3My: OOUH — 3 y4acTIO ecTepas, 110 IPU3BOTUTE [0
Tifpomi3y 3 yTBOPEHHSIM HeaKTUBHOI ITOXigHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix
MeTa0OoJIiTiB, 110 IUPKYJIIOITH V 71a3Mi), a iHIIKUY - i3 3any4yeHHs GepMEeHTIB CUCTEMU
muroxpoMy P450. CioyaTKy KJIOMiforpesb IepeTBOPIOETHCS Ha ITPOMiKHUM MeTabomiT 2-
OKCO-KJIOTiioTpenib. Y pe3ysbTaTi IOofaIbIIoro MeTabosiiaMy 2-0KCO-KJIOIiA0Tpeto
YTBOPIOETHLCS TiOJOBA MOXigHA - aKTUBHUM MeTa0oriT. [leii akTUBHUM MeTaboJIiT
YTBOPIOETHLCS ITepeBaxHoO 3a fonoMorow gepmerty CYP2C19, 3a y4acTio KiTbKOX 1HIINX
dbepmenTiB cuctemu CYP, Takux ik CYP1A2, CYP2B6 i CYP3A4. AKTUBHUYM MeTabOoJIiT
KJIOMiIOTpeJIio (TiosloBa moxifHa), skuit 6yB BUMiNIEHUY in Vitro, MBUOKO Ta HEOOOPOTHO



3B’SI3YETHCS 3 PElleNTOpaMy Ha TPOMOOIMTaX, TUM CaMUM IIePeIKOXKal0Yy arperariii
TPOMOOITUTIB.

[Toxa3uuk C,,, 01 aKTUBHOTO MeTab0JIiTy € BABIYi BUIIUM IIiC/ISl IPUUOMY OTHOPa30BO1
HaBaHTaxXyBasbHOI 703U 300 MTr KJIOMigOTrpesiio MOPIiBHAHO i3 TUM, IO CIIOCTEPIra€eThCA Mmicns 4-
[IEHHOTO 3aCTOCYBaHHS MigTPUMYyBaabHOL fo3u 75 Mr. C,,,, mocsiraeTbcsa npubnusHo yepes 30-60
XBUJIMH IIiC/IS IPUMOMY IIpernapary.

Busenenns. Yepes 120 roguH micis IpuiioMy BHYTPIIIHBO MideHOro '‘C-KJIOHiZorpeno y
moguHu npubnmu3Ho 50 % mo3u BUBOOMIOCS i3 ceyero i 61u3bK0 46 % i3 Kamom. Ilicns
IIepOPasbHOTO MIPUIOMY Pa30BOl 103K 75 MT IIepiofl HalliBBUBEEHHS KIIOMiIOTPeIio
CTaHOBUTD 01M3bKO 6 romuH. [Tepion HamiBBHBENEHHS OCHOBHOT'O (HEAKTUBHOT0) MeTaboIIiTy,
IO IIMPKYJII0E B KPOBi, CTAHOBUTH 8 TOOUH ITiC/IsI OMHOKPATHOIO i 6araToOKpaTHOIO
3aCTOCYBaHHA IIpenapary.

®apmakorenetuka. CYP2C19 Gepe y4acTb B YTBOPEHHI SIK aKTUBHOT'0 MeTaboJIiTy, TaK i
IIPOMIKHOT0 MeTaboJIiTy 2-0KCo-Kiomiforpento. PapMakoKiHETUKA aKTUBHOTO MEeTabO0MiTy
KJIOMiOTPesIio Ta aHTUTpOMOOMTapHi eheKTH, 3a JAaHUMM BUMIipIOBaHHS arperariil
TPOMOOLIUTIB ex Vivo, BiIpi3HAIOTLCA 3aexkHo Big renotuny CYP2C19.

Anens CYP2C19*1 BigmoBifmae moBHiCcTIO QyHKIIiOHYI090oMYy MeTabomi3my, Tomi gk aneni CYP2C19*2 ta
CYP2C19*3 BipnosifaioTs He@yHKUiIOHYI04OMYy MeTaboniamy. Aneni CYP2C19*2 ta CYP2C19*3
CKJafaloTh OiNbIIICTE anesiB y malieHTiB eBporeoinHoi (85 %) Ta moHromnoigHoi (99 %) pac 3i
3HUKEHUM MeTabosiaMoM. IHIIi aserti, acorifioBaHi 3 BigcyTHIM abo ocitabmeHuM MeTabomi3MoM,
3yCTpidyarThCAa 3Ha4yHO pigure. [Jo HuxX Hajmexatb CYP2C19*4, *5, *6, *7, Ta *8. Ilaui€HT 31 3HUKEHUM
MeTaboi3MOM Ma€ aBa HedYHKIIIOHAIbHUX aJielli, IK 3a3Ha4eHo BHUIIe. 3TigHO i3 ony0IiKoBaHUMU
nauuMu, reHotunu CYP2C19, aki BigmoBifaioTs 3HUKEHOMY MeTabo0J1i3My, 3ycTpidaloThesa y 2 %
IIpefICTaBHUKIB €BPOIEO0IHOI pacu, 4 % mallieHTiB HerpoigHoi pacu Ta 14 % mallieHTiB KUTalChKO1
HalllOHaJIbHOCTI. 3apa3 iCHYIOTh TECTH, SIKi Aal0Th 3MOT'y Bu3HauuTu resotun CYP2C19.

Y nepexpecHoOMy AochigxKeHHi 3 ygacTio 40 30opoBux oOPOBOIBLIB, 0 10 y KOXKHIiM 3 YOTHPHOX
T'PYI, 110 BiATIOBimar0Th meBHOMY Tuiy MeTtabomnizmy CYP2C19 (HammBuOKui, iHTEHCUBHUH,
IPOMIXKHUY Ta 3HUKEHUH), OI[iHIOBATK (DapMaKOKiHETUKY Ta aHTUTPOMOOIMTAPHI epeKTH mpu
3actocyBaHHi go3u 300 Mr i3 mogasnbIIMM IPURoMOM No3u 75 MT Ha 0o0y, a Takoxk m03u 600 Mmr i3
nofanbUIuM mpuioMoM o34 150 Mr Ha mo0y. KoxkeH i3 1ux BUAIB MiKyBaHHS 3aCTOCOBYBaJIU B
I[iZIOMy BIIPOAOBXK 5 [HIB (IO mOCATHEHHS CcTabinbHOTO cTaHy). He Oyn0o BUSBIEHO CyTTEBUX
BiIMiHHOCTEM y ITOKa3HMKaX KOHIIEHTPallil akTUBHOT'O MeTa0OJIiTy Y KPOBi Ta CepefHiX MOKa3HUKax
npurHiveHHs arperatii Tpom6orutis (ITAT) mixk ocobamu i3 HAOIIBUAKUM, iIHTEHCUBHUM Ta
IPOMiXKHUM MeTabosizaMoM. B ocib 3i 3HMKEHNM MeTab0Ti3MOM KOHIIEHTPAIlisI aKTUBHOTO
MeTaboIiTy y KpoBi 3MeHImunIacs Ha 63—71 % mopiBHSAHO 3 0co6aMy 3 iHTEHCUBHUM MeTab0I1i3MOM.
[Ticns 3acTtocyBanHs pexumy no3yBaHHS 300 Mr /75 Mr aHTUTpPOMOOLIMTapHi edeKTH B 0Cib 3i
3HUKEHUM MeTabosiaMoM Oy MeHIN BUpPaXkKeHWMHU, IIPU LbOMY cepefnHil noka3uuk [IAT (5 MkM
AJ1®) ctanoBuB 24 % (24 rogunn) i 37 % (mensb 5) nmopiBHsaHO 3 [TAT 39 % (24 rogunu) i 58 % (meHs 5)
y oci6 3 iHTeHCcuBHUM MeTabomiamoM Ta 37 % (24 rogunu) i 60 % (meHsb 5) y 0cib i3 mpoMikHUM
MeTabomizmoM. Konu ocobaM 3i 3HMKEHUM MeTab0J1i3MOM 3aCTOCOBYBAIM PEXUM [103yBaHHsS 600
Mmr/150 Mr, KoHIIeHTpallis aKTUBHOT'0 MeTaboJIiTy V KpoBi Oy/a BHIIOI0, HiXK IIPU 3aCTOCYBaHHI
pexumy go3yBaHHS 300 mr/75 mr. Kpim Toro, moka3uuku [TAT cranoBunu 32 % (24 rogunn) i 61 %
(meHsb 5), sIKi Oy BUIIMMHU, HiX Yy 0Ci0 3i 3HUXKEHUM MeTabomi3aMoM, 1110 oTpuMyBanu go3u 300 mr/75
MT, Ta IOMiOHMMH [0 MOKA3HUKIB, OTPUMAHUX y iHIIUX TPYyIaX, BUOIIEHUX 3aJI€3KHO Bif THUITY
MeTtabomnizmy CYP2C19, mpu 3acTtocyBaHHi pexkumy go3yBanHs 300 mr/75 Mr. 3a pe3ynabTaTaMu
[OCTiAKeHb KITiHIYHUX e(deKTiB HalleKHUM PeXUM [03yBaHHS [JId Ili€l TpyNH alieHTiB He OyB



BU3HAYEHUH.

AHanoriyHo [0 pe3yibTaTiB, HaBeeHUX BUIlle, y MeTaaHasi3i 6 JocIigkKeHs i3 ypaxyBaHHIM
ITOKa3HMKIB PiBHOBAXKHOT0 CTaHy 335 Malli€HTiB, SIKi OTPHMYBaIu KJIOMiOrpens, 0yio
IIPOJIEMOHCTPOBAHO, ITI0 KOHIIEHTPAIlis aKTUBHOTO MeTaboJIiTy Y KpOBi 3MeHIIuiIacs Ha 28 % y ocib 3
IpoMiXHUM MeTabosizaMoM i Ha 72 % y ocib 3i 3HuKeHUM MeTabosi3MoM; iHribyBaHHS arperatii
TpoMOouuTiB (5 MKM AII®) TaK0XK 3MEHIUIUIIOCS, IIPHU I[bOMY Pi3HUIA y moKa3HuKax [IAT craHoBUIa
5,9 % ta 21,4 % BifmoBimHO MOPiBHSIHO 3 0c0OaMU 3 iIHTEHCUBHUM MeTab0Ii3MOM.

Brnus resotuny CYP2C19 Ha kiHiuHI pe3ysbTaTy y Nali€HTIB, IKi OTPUMYyBaU KJIOMIiOrpeb, y
XO[Ii TPOCIIEKTUBHUX PAHNOMi30BaHUX KOHTPOJILOBAHUX BUNIPOOYBaHb He BUBYaBCH. [IpoTe OyIo
IIPOBEZIEHO /Ty HU3KY PETPOCIEKTHUBHUX aHalli3iB 3 METO0 OI[iHKM IhOT0 e(eKTy y Malli€HTiB, IKi
OTPUMYBAJIU KJIOMIAOTpeJIb, A1 IKUX iCHYIOTh pe3ynbTaTu reHotunyBaHHusa: CURE (n = 2721),
CHARISMA (N = 2428), CLARITY-TIMI 28 (n 227), TRITON-TIMI 38 (n = 1477), i ACTIVE-A (n =
601). Kpim Toro, iCHyI0Th Pe3y/bTaTH KiJIbKOX OIMy0JIiKOBaHUX KOTOPTHUX MOCTiIXKEHb.

Y xomi ananizy TRITON-TIMI 38 ta 3 koroptHux mocuigxens (Collet, Sibbing, Giusti) kombiHoBaHa
Tpyla, sSiKa cKiafanacs 3 oci0 i3 MpoMiKHUM Ta 3HUXKEHUM MeTab0/1i3MoM, Majia BUITY YaCTOTy
BUHUKHEHHS CEPIeBO-CyIMHHUX TOMiH (leTalbHUM HACTIOK, iHpapKT MioKapaa Ta iHCynbT) abo
TPOMOO03y CTEHTIB, HiK 0c00H i3 iIHTEeHCUBHUM MeTab0JIi3MOM.

Y xomi ananizy CHARISMA Ta ogHOT0 KOTOPTHOTO AOCTigxKeHHs (Simon) B oci6 3i 3HUKEHUM
MeTab0i3MOM CIIOCTepiranacs migBUIlleHa YaCTOTa BUHUKHEHHS MOfiN MOPiBHSHO 3 0cobaMu 3
iHTeHCUBHUM MeTab0s1i3MOM.

Y ananizax CURE, CLARITY, ACTIVE-A Ta B ofHOMY 3 KOTOPTHUX Aociigxkens (Trenk) yactora
BUHUKHEHHS CEePIIeBO-CYIMHHMX IOl HOCTOBIPHO He 3ajiexarla Bifl 0co0IuBOCTEN MeTaboIi3My.

2KomeH i3 1[uX aHasli3iB He BKJII0YaB IOCTATHHOI KiTbKOCTI Malli€HTIiB Oy TOTO, 100 MOXKHa 0yI10
BUSIBUTH Pi3HUINO V KITIHIYHUX pe3yibTaTax y MallieHTiB 3i 3HMKEHUM MeTabo1i3MoM.

Ocob6nuBi KaTeropii maiieHTiB. PapMakoKiHeTHKa aKTUBHOT'0 MeTa00IiTy KJIOMiIOrpeio He
IOCTiAXKyBanacs y HuK4Ye3a3HaueHUX 0COOTUBUX KaTeropii marieHTis.

HupkoBa HemocTaTHicTs. [1iC/Ig perynasipHOTo 3aCTOCYBaHHS 75 MT KJIOMiJOTPENTIO Ha I00y y
MAIiEHTIB i3 TAKKOI0 HUPKOBOIO HEOCTATHICTIO (K/IipeHC KpeaTUHiHy 5—15 MJi/Ha XBUIUHY)
inrioyBanHs AJl®-ingyKoBaHOI arperatlii TpoMOOLMTIB Oy/10 MEHIN BUpaxeHuM (25 %)
TIOPIiBHSIHO i3 TaKUM ke e(heKTOM y 300POBUX NOOPOBOJIBIIIB, a 4aCc KpoBOTeUi OyB
TIOMIOBXKEHUM Malke Tak caMo, K i Y 3HOPOBUX TOOPOBOJILINB, IKi OTpUMYBaIu 75 MT
KJonigorpesio Ha go0y. KiiniyHa nepeHocuMicTh Oyjia XOPOIIIO0 B yCiX Ialli€HTiB.

[TeuiHKOBa HeNOCTATHICTh. [TiCTIT PETYNSAPHOTO IPUKOMY 75 MT KJIOIifOTpeso Ha 100y
BIIpomoBxk 10 mHIB y MallieHTiB i3 TSIKKOI0 IeYiHKOBOI HEOOCTaTHICTIO iHriOyBanHs AJI®-
iHOyKOBaHOI arperatiil TpoMOOIUTIB OyJI0 TAKKM CaMUM, 5K i ¥ 3HOPOBUX J0OPOBOJIBIIIB.
CepenHe MOOBXKEHHS Yacy KpOBOTeYi TaKoXK OyI0 0MHAaKOBUM B 000X Ipymax.

PacoBa npuHanexHicTs. [Tomupenicts anesnis CYP2C19, ki COpUYUHSAIOTh IPOMiXKHY Ta
cnabky meTtabomniuny aktuBHicTb CYP2C19, Bimpi3HsIETLCS 3a/Ie3KHO Bifl pacoBOi/eTHIUHOI
IPUHAJNIeXKHOCTI (quB. po3min «®apMakoreHeTuka»). [CHyI0Th 00MeXkKeHi JaHi CTOCOBHO
TaIfiEHTiB MOHTOJIOIHOI PacH, SKi JafoTh 3MOTY OI[iIHUTHU KJTiHiYHE 3HaYeHHS IeHOTUIIYBaHHS
poro CYP.



[oknixiyHi maHi 3 6e3neku. [To6iuHuME epeKTaMu, 110 HaldacTillle CIIOCTepiraaucs Imiag yac
MOKITiHIYHUX NOCTiAKeHb Ha TBapuHax, O0yu 3MiHU 3 O0KY MediHKu. BoHU 3'SBNSAIKCS IPU BBeleHHI
103, 1110 TPU3BOAXIIY 0O KOHIIEHTpallii KJIOMigorpesiio B KPoBi, Malixke y 25 pa3iB Bullle KOHIIEHTPaILIiH,
SKi CIIOCTepiralThCs y JIOAUHY IPH KIIIHIYHOMY 3aCTOCYBaHHI 103U 75 MT KJIOMifoTrpeo Ha fo0y, i
Oynu HacigKoM mii mpemapaTy Ha ¢pepMeHTH, 1110 6epyTh y4acTh Y ediHKkoBoMy MeTabomiami. [Tpu
3aCTOCYBaHHI y TIOOWHU TEPaANeBTUYHUX 03 KIIOMiAOTPEeIio 2KOAHOTO BIJINBY Ha (PepMeHTH, 110
0epyThb y4acTh y MeyiHkKoBoMy MeTabo0I1i3Mi, He criocTepiraBcs.

[Tpu BBe[eHHI BUCOKHUX [103 KJIOMiIOTpesIio IIIypaM Ta MaBIaM-6abyiHaM criocTepiranacs moraHa
IIIJTYHKOBA IIEPEHOCHUMICTh IpernapaTy (BUHUKAB racTPUT, ePO3UBHE ypaXKeHHs IITyHKa Ta/abo
OJII0BAHHS).

[Ipu BBeOEeHHI KJIOMITOrPEeJIl0 MUIIAM BIIPOLOBXK 78 TUXKHIB Ta IfypaM BIPogoBXK 104 TUXHIB y f03ax
no 77 Mr/kr Ha Ho0y (1o Maiixke y 25 pa3siB mepeBully€e KOHIIEHTPAIllil, SKi CIIOCTEPIraloThCs y
JIIOOUHY TIPYU KIiHIYHOMY 3aCTOCYBaHHi 103U 75 MT/Ha 0o0y) He OTPUMaHO XKOIHUX NOKa3iB
KaHIIEPOTEHHOI [il mpemapary.

Byno npoBepeHo Linui psan OOCTiAXKEeHb TeHOTOKCUYHOCTI KJIOMiZOrPesIio B YMOBax in vitro ta in vivo,
OJIHaK BOHU He BUSIBUJIM KOOHOI T€eHOTOKCUYHOI [il Ipemnapary.

Knomigorpens He BIIMBaB Ha PENPOAYKTUBHY (PYHKIIIO ITypiB, a TAaKOXK He YMHUB TEPATOTEHHOI Ail Hi
y LIypiB, Hi y kporiB. [Ipu BBefeHHi IypaM y nepiof JaKTalil KJIO0nigorpesb IPU3BOAUB 10 HE3HAYHOL
3aTPUMKHU PO3BUTKY IIOTOMCTBA. CrielfianbHi (hapMaKOKiHETUYHI OOCTIAXKEHHS 3 PagiOaKTUBHO
MiYeHMM KJIOIIilorpesieM JOBeH, 110 BUXigHa peduoBHHA Ta ii MeTabOoJIiTH eKCKPETYIOThCS 3 TPYIHUM
MoJiokoM. OTXkKe, He MOXKHa BUKJIIOYATH K 0€3110cepefHhOr0 BIJIUBY IIpenapaTy Ha TOTOMCTBO
(He3HaYHa TOKCUYHA [ifl), TaK i OII0CepegKOBAHOI0 BIJIUBY (BHACIIIIOK MOTIPIIEHHS CMaKOBUX
SIKOCTEeU MOJIOKA).

KrinigHi xapaKTepHCTHKH.
Iloka3anus.
BmopuHHa npogirakmuka nposagie amepompomb03y y 00poCAUX:

XBOPUX, SKi mepeHecnu iHdapKT MioKapaa (I04YaToK JIiKyBaHHSI — 4yepe3 KijibKa [HiB, ajie He
mi3Hinle HiX 4yepe3 35 [HIB MiCIg BUHUKHEHHS), IIeMIYHUN 1HCYNIbT (IOYATOK JIIKyBaHHSA — 4yepe3 7
OHIB, ajle He Mi3Hille HiXK Yyepe3 6 MicAIlB mic/iss BUHUKHEHHS) a00 y SKUX OiarHOCTOBAHO
3axBOPIOBaHHS NepudepUudIHNX apTepii

XBOpHUX i3 TOCTPHUM KOPOHAPHUM CHHOPOMOM:

- i3 TOCTPUM KOpPOHApHUM CHHApOMOM 0e3 mifiiomy cermeHnTa ST (HecTabinbHa cTeHOKapxis abo
inpapkT Miokapaa 6e3 3y6us Q), y ToMy YUCi y Mali€eHTiB, SKuM 0yJ10 BCTAHOBJIEHO CTEHT Y XOmi
IIPOBEJIeHHS Yepe3MKipHOi KOPOHAPHOI aHTioIIacTUKY, Y KOMOiHAIlil 3 alleTUIICcatiluIoBo0
kuciotomo (ACK);

- i3 rocTpuM iHdapKTOM MioKappaa 3 migiiomoM cermenTa ST, y KombiHalii 3 aneTHICATIIIIIOBOIO
KHCJIOTOIO (Y XBOPHX, SIKi OTPUMYIOTH CTaHAAPTHE MeOUKaMeHTO3He JIiKyBaHHS Ta SKUM IT0Ka3aHa
TPOMOOJIITUYHA Tepais).

TpaH3umopHa iwemiyHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHs pu3uky abo maautl



iwemiyHut incyavm (II)

Knomigorpens y kom6inartrii 3 ACK nokasanu#t gopociuM natieHTaM 3 TIA cepegHbOTO Ta BUCOKOTO
CTyIeHs PU3UKY (IOKA3HUK 3a mKanoio ABCD2' = 4) a6o ManuM imeMidHEM iHCYIbTOM (TOKA3HHUK 3a
mxanoo NIHSS* < 3) nporarom 24 rogus micns nopii TIA a6o II.

[1] Bik, apTepianbHul TUCK, KITiHiYHI 03HAKH, TPUBAJIICTh Ta AiarHO3U LIYKPOBOTO HiabeTy.

2 llkamna iHCcynbTy HallioHanbHOTO IHCTUTYTY 3[OPOB’S.

ITpoginakmuka amepompombomuyHux ma mpomboemboaidvHuUX noditl npu Gpibpussayii nepedcepos.
Knomigorpens y koM6inartiii 3 ACK nmokasaHui OOpOCINM NallieHTaM 3 GiOpunsiieio mepencepab, SKi
MaloTh I[0OHaWMeHIe OOuH (HaKTOP PU3NKY BUHUKHEHHS CYOIUHHUX IIOfil, y IKUX iCHYIOTh
IPOTUIIOKA3aHHA [0 JiKyBaHHS aHTaroHictamu BiTaMiny K (ABK) i siki Mai0Th HU3BKUU PU3UK
BUHUKHEHHS KPOBOTEY, M1 IPOPiTaKTUKY aTePOTPOMOOTUYHUX Ta TPOMOOEeMOOMIYHUX TIOiH, Y TOMY
YUCJIi IHCYTIBTY.

IIns oTpuMaHHS OOJATKOBOI iH(popMaIril guB. po3min «®apMaKoIOTiuHi BIaCTUBOCTI».

ITpomunoka3anus. ITigBuIlieHa YyTIUBICTh [0 M1iI040i pe4oBUHU ab0 00 OyIb-sIKOTO
KOMIIOHEHTa IIpemapaTy. TsKKa ITeYiHKOBa HeJOCTaTHICTh. [[0cTpa KpoBOTeYa (HalmpuKiaf,
MEeNTUYHOI BUPa3Ku ab0 BHYTPIIIHbOUYEPETTHUY KPOBOBUIIUB).

B3aemodisa 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Jlikapcuvki 3acobu, 3acmocy8aHHA SIKUX CYyNpoBOO0HCYEMbCA Ni0BUUWL,EHHAM pu3uky Kpogomeu. Yepes
MOTEHIIINHNM agUTUBHUY e(eKT iCHY€E MiABUIIIEHUN PU3UK reMOpPariYyHuX YCKIIagHEHb, TOMY
OOHOYACHE 3aCTOCYBAaHHS TaKUX JIiIKApChKUX 3ac00iB 3 KJIOMifiorpeieM BUMarae o0epekHOCTi (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITepopanvHi aumukoazyassHmu. OmHOYaCHe 3aCTOCYBaHHS Ipemnaparty HJ‘[aBiKCO 3 IIepopaIbHUMHU
AHTHKOATYJITHTAaMU He PeKOMEHIYEThCS, OCKiIbKM TakKa KOMOiHalIlisi MOXKe IMOCHUJIUTH iHTeHCUBHICTh
KpoBOTeUi (IuB. po3min «OcobmIUBOCTI 3aCTOCYBaHHS»). X04a 3aCTOCYBaHHS KJIOMiOOTPesio y m03i 75
MT Ha 0o0y He 3MiHIOE ¢hapMaKoKiHeTUUHUM Tpodinb S-Baphapuny abo MixkHaponHe HOpMai3oBaHe
crisBigHOweHHd (MHC) y nauieHTiB, gKi BIPOAOBXK TPUBAJIOTO YaCy OTPUMYIOTh JIiIKyBaHHS
Bap(apuHOM, OfHOYACHE 3aCTOCYBaHHS KJIOMIOTPeIio Ta BappaprHy 30iIbIlye PU3UK KPOBOTEYi
Yyepe3 iCHyBaHHS He3aleXHOT0 BIIMBY Ha reMOCTas.

IH2ibimopu 2nikonpomeiHosux peuenmopis IIb/IIla. Knomigorpens ciifg 3 00epexkHiCTIO MTpU3HAYATH
nalieHTaM, sgKi OTpUMYIOTh iHribiTopu riikompoTeinoBux perenTtopis IIb/IIla (quB. po3min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

Auemuascaniyunosa kucioma (ACK). AueruncaninuioBa KUCI0Ta He 3MiHIO€ iHTiOiTOpHOI [ii
kyonigorpenio Ha AII®-iHOyKOBaHy arperartio TpoMOOLKUTIB, aje Kyiomniforpens nocusoe fito ACK Ha
arperatiiito TpoMOOITUTIB, iHAYKOBaHYy KoyareHoM. IIpoTe ogHodacHe 3actocyBaHHs 500 mr ACK 2



pasu Ha 700y IPOTSATOM OOHOTO JHS He CIPUYMHSIO0 3HAUyIoro 30iIbllIeHHs Yacy KpOBOTeYl,
IIOJIOBKEHOT0 BHACIIAOK IpuioMy Kiomigorpesnto. OCKiTbKY MOXK/IMBa (papMakofUuHaMidyHa
B3a€EMOIisl MiX KJIOMiAOTrpesieM Ta alleTUJICAJIiLUI0BO0 KUCIOTOK 3 MigBUIIEHHIM PU3UKY KPOBOTEUl,
OJHOYACHe 3aCTOCYBaHHS IIUX IIpenapariB notpebdye o6epekHOCTi (AuB. po3min «Ocob6nuBoCTi
3acTocyBaHHS»). He3Baxarwuu Ha 1ie, Kinomigorpens i ACK cymicHO 3acTocoByBanu 00 1 poKy (Oous.
po3ain «®apMaKoJIOTridyHi BJaCTUBOCTI»).

I'enapuH. 3a faHUMHU KJTiHIYHOTO [OCTiIXKEHHS, TPOBENEHOI0 3 y4acCTIO 3M0POBUX NOOPOBOJIBIIIB,
KJIOIiorpesb He MOTpeOyBaB KOpeTryBaHHS 003U rellapyiHy Ta He 3MiHIOBaB [il0 TellapuHy Ha
Koarymsiio. OgHoYacHe 3aCTOCYBaHHS TellapuHy He 3MiHIOBasIO iHTi6yi04oi fil Kiomigorpesio Ha
arperartiito TpoM6ouuTiB. OCKiIbKY MOXKJIMBa (papMaKogUHaMiyHa B3a€MOZIs MiXK KIIOMiforpeneM i
relapyuHOM i3 MigBUIIEHHSIM PU3UKY KPOBOTEYi, OMHOYACHE 3aCTOCYBaHHS IMX IIperaparTiB motpedye
00epexkHOCTi (quB. po3fin «Oco6IUBOCTI 3aCTOCYBaHHS»).

TpomboaimuyHi 3acobu. be3neka OMHOYaCHOTO 3aCTOCYBaHHS KIIOMiAOTPEIo,
¢dibpuHOocnenudiunnx abo ¢pidprHOHEecTenUMIUHNX TPOMOOIIITUYHUX areHTiB Ta rellapuHiB
Oymna mociimKeHa 3a y4acTio MallieHTiB i3 rocTpuM iHdapkToMm Miokapaa. YacToTa pO3BUTKY
KJIIHIYHO 3HAUYIIUX KPOBOTeY OyJia aHaIOTiYHOO Tii, 10 CIIOCTepiranacs Mpu OGHOYaCHOMY
3aCTOCYBaHHI TpOMOOJITUYHUX ITpemnapariB Ta renapuny 3 ACK (guB. po3pin «ITo6iuni
peaxirii»).

HecmepoioHi npomu3anaavHi npenapamu (HIT3IT). Y xofi KTiHIYHOTO HOCIiIXKEHHS, ITPOBENEHOT0 3
y4acCTIO 300POBUX NOOPOBOJIBIIB, OMHOYACHE 3aCTOCYBAHHS KJIOMIIOIPEJII0 Ta HAIIPOKCEHY
36inbIIyBao KiTbKiCTh MPUXOBAHUX IIJTYHKOBO-KUIITKOBUX KPOBOTed. OgHAK Yepe3 BiICYyTHICTh
OOCIiKeHb IIOA0 B3aeMomil mpenapaty 3 iHmumu HII3IT goTenep He 3’1C0BaHO, UM 3POCTAE PUIUK
IIIJTYHKOBO-KUIIKOBUX KPOBOTEY IIpH 3acTocyBaHHi 3 ycima HII3I1. Tomy HeobximHa 00epexKHICTh Ipu
opHO4YacHOMYy 3acTocyBaHHi HIT3II, 30kpeMa inribiTopis LIOI-2, 3 KyomigorpeneM (AuUB. pO3Min
«Oco6MMBOCTI 3aCTOCYBaHHS»).

CesnexmueHi iH2ibimopu 380pO0mMH020 3axonaeHHs cepomoriHy (CI33C). HeobxigHo 3
obepexkHicTI0O omHOYacHO 3acTocoByBaTu CI33C 3 knomigorpenem yepes Te, 1m0 CI33C
BIIJIMBAIOTh Ha aKTHUBAIIiI0 TPOMOOITUTIB Ta MigBUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

O0HouacHe 3acmocyB8aHHA IHWUX npenapamis.
Inoykmopu CYP2C19

OckinbKy KJIoniforpesns MeTabomi3yeThCsl 4O CBOr0 aKTUBHOTO MeTab0IiTy YaCTKOBO 3a OIIOMOT 010
CYP2C19, ouikyeTbcs, 110 3aCTOCYBaHHS JIiKapChKUX 3ac00iB, 110 iHAYKYIOTh aKTUBHICTh LIbOTO
dhepMeHTYy, Ipu3Be[ie [0 MiIBUIEHHS PiBHS aKTHBHOTO MeTalOIIiTy KIIOMiorperto.

Pucdammninun cunbHo iHgykye CYP2C19, 1110 pu3BOAUTS K OO MigBUIIIEHOTO PiBHS aKTHBHOTO
MeTaboIiTy KIOMigorpeno, Tak i 4o iHribyBaHHS TPOMOOIUTIB, 110, 30KpeMa, MOXKe ITOCUJIUTH PU3UK
KpoBOTeui. JK 3amo0iKHUM 3axif Cllifg YHUKATH OOHOYACHOTO 3aCTOCYBAHHS CUJIBHUX IHIYKTOPIB
CYP2C19 (muB. po3min «Oco0nMuBOCTi 3aCTOCYBaHHS»).

Ineibimopu CYP2C19

OcCKinbKY KIIOMiOTpEeNb IIEPETBOPIOETHCS Y CBill aKTUBHUE MeTaboiT yacTkoBo mif miero CYP2C19,
TO 3aCTOCYBaHHS IIpenapariB, SKi 3HUXKYIOTh aKTUBHICTh IIbOT0 (pePMEHTY, HalliMOBipHiIlle, Ipu3Bene



[0 3HMKEHHS KOHIIeHTpallil akTUBHOTO MeTaboIIiTy Kiomiforpento y mina3mi. KininiuHe 3HaueHHS ITi€l
B3aeMofil He 3’sgcoBaHe. ToMy sIK 3am00iKHMI 3aXif C/Tifl yHUKATH OJHOYACHOTI'0 3aCTOCYBaHHS
CUJIbHUX Ta oMipHuUX iHribiTopiB CYP2C19 (guB. po3minu «Oco6IuBOCTI 3aCTOCYBaHHSI» Ta
«PapMaKOKiHETHUKA»).

IIo npemaparTiB, gKi € cunbHUME abo noMipauMy iHribiTopamu CYP2C19, HanexXaTh oMenpasor,
e3oMenpa3oJ, GIyBoKcaMiH, QrIyoKceTHH, MOKI00eMi;, BOpPUKOHA30J1, PIIyKOHA30JI, TUKJIOMIANH,
KapOaMasermin Ta edaBipeHir.

IH2i6imopu npomoHHoi nomnu (IITIT). Omenpa3son y go3i 80 mMr 1 pa3 Ha mo0y Ipu CYIyTHLOMY
3aCTOCyBaHHI 3 KnomigorpeneM abo B Mexkax 12 rofguH Mix IpuiioMaMH LIAX JBOX IIpellapaTiB
3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxXyBanbHa fo3a) i Ha 40 %
(mipTpumyoda mo3a). Lle 3HUKEHHS CYIIPOBOAXKYBAJIOCS 3MEHIIIEHHSIM IIPUTHIYEHHS arperaitii
TpoMOonuTiB Ha 39 % (HaBaHTaXXyBalbHa f03a) i Ha 21 % (migTpuMmyloda mo3a). O4iKyeThCs, 1110 B
aHaJIOTiyHy B3a€EMOI0 3 KJIOMiAoTrpesieM BCTyIlaTUMeE 1 e30Menpa3oll.

3a pe3ynbTaTaMu 00CepBaLiMHUX Ta KJIiHIYHUX OOCTIXKeHb OTPUMaHO CYyIepPeYIuBi JaHi CTOCOBHO
KJTIHIYHUX HACHiAKiB IUX (hapMakKOKiHETUYHUX Ta (hapMaKOAMHAMIYHUX B3a€EMOii 3 TOUKH 30pYy
PO3BUTKY OCHOBHUX Kap/iOBACKYISIPHUX TOMiH. K 3amobizkHUM 3axif He CIliJ 0qHOYaCHO 3
KJIOIiorpesieM 3aCTOCOBYBaTH oMenpa30i abo e3oMenpa3on (AuB. po3nin «OcobauBoCTi
3aCTOCYBaHHS»).

MeH1 BupaXeHe 3HUKEHHS KOHIIEHTPalill MeTaboIiTy y KpPOBi ciocTepiranocs Ipu 3acTOCyBaHHI
IIaHTOIIPa30y abo JTaHCOMpPa30IIy.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI maHTompa3ony y 7o3i 80 mr 1 pa3 Ha go0y KOHIIEHTpallii aKTUBHOTO
MeTabomiTy y nna3mi 3menmumnucs Ha 20 % (HaBaHTaxXyBaJibHa 0o3a) Ta Ha 14 % (mipTpuMyioda
no3a). Lle 3HUKEeHHS CYIPOBOAXKYBAJIOCS 3MEHIIEHHSAM CepPefHbOr0 TOKa3HNKa [IPUTHIYeHHS
arperartiii Tpom6ouuTis Ha 15 % Ta 11 % BigmoBigHO. OTpUMaHi pe3ynbTaTé BKa3yIOTh Ha MOXKIIUBICTh
OJHOYACHOI'0 3aCTOCYBaHHS KJIOMIOTPEJII0 Ta MaHTONPa30Iy.

HemMmae gokasiB Toro, 110 iHmi gikapchKi 3aco0u, sIKi 3MeHIIYI0Th BUPOOJIEHHST KUCJIOTH Y IITYHKY,
Taki K, Hanpukiap, H,-61okatopu abo aHTAI[UAX, BIIJIMBAIOTh HA @HTUTPOMOOLIUTAapPHY aKTUBHICTh
KJIOTIigOTPeo.

BycmepHa aumupemposipycHa mepanis. Y BIJI-iHpikoBaHUX NalLli€HTIB, SKi OTPUMYIOTh
OyCTepHY aHTUPETPOBipyCHY Tepariio (APT), BuUCOKUM PU3UK BUHUKHEHHSI CYOUHHUX MTOMiH.

CyTTeBo 3HUXKEHe iHTi0yBaHHS TPOMOOLMTIB CIioCcTepiranaocs y nauienTis 3 BIJI, gki oTpuMyBanu
APT, nipcuneny putoHaBipoM abo KobinuctaToM. Xoya KiTiHiYHa 3HAYYLIICTh XX OAaHUX HE
BHM3Ha4YeHa, OTPUMaHO CIIOHTaHHI noBigoMeHHs npo BIJI-iHGpikKoBaHMX MAIliEHTIB, SIKi OTPHMYyBaIu
APT, migcuneHy puTOHABIpOM, i IKi mepeHecIu IOBTOPHI OKJTIO3iMHI SBuUIlla micis meo0CcTpyKilil abo
TpoMOOTHYHI nofil Ha PoHi cxeMu NiKyBaHHS yIapHUMU N03aMU KJoniforpeo. [Ipu ogHOYaCHOMY
3aCTOCyBaHHI KJIOMiJOTPeTi0 Ta PUTOHABIPY MOXKJIMBE 3HUKEHHS CEPeIHbOro iHTiOyBaHHS
TpoMOOUUTiB. TaKUM YHUHOM, CJIi[l BiTMOB/ISITUCS Biff OMHOYACHOT'0 3aCTOCYBaHHS KJIOMiIOTPEIIO 3
oycreproro APT.

KombiHauis 3 iHwumu aikapcvkumu 3acobamu. Byno mpoBeneHo psij KTiHIYHUX DOCTiIXKeHb 3
KJIOIiorpesieM Ta iHIMMMU IpelapaTaMy [J1 BUBUEHHS NOTEHIINHUX (papMaKOIUHAMIYHUX i
(dhapMakoKiHeTUYHUX B3aeMopin. KiiHiuHO 3HauymIol hapMakKOAuHaMiYHOl B3aEMOZI1 IIpU
3aCTOCYBaHHI KJIOMiJOTPeio OMHOYACHO 3 amMeH01010M, HipeduniHom abo 3 o60Ma ITpernapaTaMu
BUSBJIEHO He O0yio. KpiMm Toro, hapmakogrHaMigyHa aKTUBHICTD KJIOMigOTPEIII0 3a/IUIIHIIACS



TIPAKTUYHO HE3MiHEHOIO TPH OMHOYACHOMY 3aCTOCYBaHHi 3 (peH0bapbimasoM Ta eCmpo2eHoM.

dapMakoKiHEeTHYHI BIaCTUBOCTI Qu20kcuHy abo meogisiHy He 3MiHIOBAIUCS IPU OAHOYACHOMY
3aCTOCYBaHHI 3 KJIOMigOTpeseM.

AHmauyudHi 3acobu He BIIIUBAIM Ha pPiBeHb a0COPOIIil KIOMiforpento.

Pesynbratu gocnipxkenus CAPRIE cBifguaTs, 110 (heHimoiH i moabymamid, siki meTabomi3yoThCs 3a
nomomoroo ¢pepmenTy CYP2C9, moxHa 6€31MeyH0 3aCTOCOBYBATH OMHOYACHO 3 KJIOMiIOTPesIeM.

Jlikapcuki 3acobu, ski € cypcmpamamu pepmermy CYP2C8. Bymo moka3aHo, 10 KJIOMigorpenb
30ibIIy€e €KCIIO3UIIiI0 PelariiHigy y 3M0poBUX J0OPOBOIBIIB. [JoCHimKeHHS in vitro
IIPOJIEMOHCTPYBAJIH, IO Ife 30iMbIIeHHS eKCII03Ullii penarninify o6yMoBieHe iHTiOyBaHHAM
depmenTty CYP2C8 rniokypoHigHEM MeTaboJ1iTOM KIIOIiOrpesio. 3 OrIsigy Ha PU3UK 30inbIIeHHS
KOHIIEHTPAI[ill B IIJTa3Mi KPOBi, OMHOYaCHEe 3aCTOCYBaHHS KJIOMiIOTPEJIIO Ta JTiKapChKuX 3aco0iB, sIKi
BHBOMSITHCS 3 OPraHi3My IepeBaxHO 3a HOIIOMOTr0I0 MeTaboIi3My, OImocepenKoBaHOro pepMeHTOM
CYP2C8 (Takux sIK pemnariHif, makjiTakces), moTpebye o6epexHocCTi (quB. po3nin «OcobnuBocTi
3aCTOCYBaHHS»).

3a BUHATKOM iH(popMauii mopmo B3aeMomil 3i crienudivHuMy niKapchbkuMu 3aco0aMy, HaBeleHOl BUILlE,
OOCITIXKeHHS 00 B3a€MO/Iil KJIOMIIOrpesio 3 JTiIKapChbKUMM 3aco0aM¥, SIKi 3a3BMYai MPU3HA4YaTh
XBOPUM Ha aTepoTpoM003, He mpoBoaunucs. OfHaK MallieHTH, SKi Opanu y4acTh y KITiHIYHUX
OOCIIIAKEHHAX KIIOMITOIPesIlo, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIpeliapaTy, BKII0YA0UH OlyPETUKY,
OeTa-01oKaTopy, iHTiGiTOPU aHTiOTEH3WHIIEPETBOPIOBAILHOTO (DepPMEHTY, aHTarOHICTH KaJbIlilo,
3aco0u, 110 3HUXKYIOTh PiBeHb X0JIECTEPHUHY, KOPOHAPHI BAa30AMIaTaTOPH, aHTUdiabeTHYHi 3acobu
(BKITIOYAIOYM iHCYJIiH), MpoTHemninenTuyHi 3aco0u Ta anTaronictu GPIIb/IIla, 6e3 o3HaK KiIiHIiYHO
3Hauy1ol nobiyHol mil.

4k i y pasi 3acTocyBaHHS iHIIKX ITepopaibHUX iHribiTopiB P2Y12, ogHOYaCcHe 3aCTOCYyBaHHS
OMiOITHMX aroHiCTiB MOXKe MOTEHIIHO 3aTPUMATH Ta 3MEHIIUTH a0CcopOIIii0 KITOmigorpento,
MOBIpHO, Yepe3 yIOBiIbHEHEe BUIIOPOXKHEHHS IUTyHKa. KiIiHiuyHa 3Ha4yLIicTh 0bOT0 HeBimoMa. Crif
PO3TISTHYTH 3aCTOCYBaHHS MTapeHTEPAIbHOT0 aHTUTPOMOOIIMTAPHOTO 3aco0y MallieHTaM 3 TOCTPUM
KOPOHAPHUM CUHIPOMOM, SKi MOTpeb6y0Th OMHOYACHOTO BBeAeHHST MOpGiHy abo iHIIKUX aroHiCTiB
OIIiOIfiB.

PosysacmamuH. Byo BUSIBJIEHO, 110 MiC/Is IPUKXOMY KJIomigorpesto B 0o3i 300 Mr y nmaiieHTiB
eKCITO3UIlisl po3yBacTaTuHy 30inbiryeThes y 2 pasu (AUC) tay 1,3 pasa (C,,,,), @ TiC/s IIOBTOPHOTO
IPUHOMY KJIOMiZOTPENTo B f03i 75 MI' eKCIIO3UIIisl po3yBacTaTUHY 36inmbiryeThes B 1,4 pa3a (AUC) Ge3
BIIUBY Ha C,..

Oco06.1ue8ocmi 3acmocyeaHHsi.

Kposomeua ma 2emamosoziuHi po3sadu. Hepe3 pu3uK PO3BUTKY KPOBOTEUL Ta reMaTOIOTIUHUX
no0iYHUX peakKllii cilijg HeratHO MPOBECTH PO3TOPHYTHUH aHai3 KpoBi Ta/abo iHimi BigmoBigHi
TEeCTH, SIKILO IIifl Yac 3aCTOCYBaHH4 IIpernapaTy CIIOCTePiraroThCad CUMIITOMH, 1[0 CBiAYaTh
IIPO MOXKJIUBICTh KPOBOTeUi (muB. po3min «I1o0iuHi peakirii»). 4K i iHuri anHTuTpoMOOLIMTAPHI
3aco0u, KJIOMiioTpenb CIlif 3aCTOCOBYBAaTH 3 00epeXKHICTIO MallieHTaM 3 MigBUILEHUM
PH3UKOM KPOBOTEYi BHACIIIMOK TPaBMHU, XipypriyHOr0 BTPy4YaHHS abo0 iHIIUX MaTONOTiYHUX
CTaHiB, a TAaKOXK y pa3i 3acTrocyBaHHs naiienTamu ACK, renapuny, iHTi0iTOpiB IrIiKOMPOTEIHY
[Tb/IlTa abo HecTepoigHUX MTPOTU3aNaabHUX IIpenapaTiB, BKIo4Yaouu iHriditopu LIOT-2, abo



CeJIeKTUBHI iHTibiTOopu 3BOPOTHOTO 3axorieHHs cepoToHiny (CI33C), abo mOTyXKHi iHIyKTOPH
CYP2C19, abo inmi mikapceKi 3aco0u, Taki K MeHTOKCU(IiJiH, 3aCTOCYBaHHS SKUX
CYIIPOBOAXKYETHCS IMiABUIIIEHHAM PU3UKY T€MOpAriYHUX SBUI (OUB. po3min «B3aemomis 3
iHITMMY JTiKapCbKUMU 3aco0aMu Ta iHIII BUAM B3a€EMOiK»). Yepe3 migBUIIEHUN PHU3UK
KPOBOTEYi He peKOMEHIYEThLCS MOTPiliHa aHTUTPOMOOIIMTapHa Tepanis (kmonigorpens ACK
OUIIPUOAMOJI) AJIs1 BTOPUHHOL MPO(DITaKTUKY iHCYIBTY y NAIi€HTIB 3 TOCTPUM
HeKapaioeMOOoJiYHUM immeMiyHUM iHCynbTOM abo TIA (ouB. po3pinu «B3aemopis 3 iHIIUMU
JiKapChbKUMU 3aco0aMu Ta iHIIi BUOM B3aeMofii» Ta «[1o0iuHi peakirii»).

Heo0xifmHO yBaXKHO CTEKUTH 3a IIPOSIBaMH y TalliEHTiB CUMIITOMIB KPOBOTEYi, y TOMY YHCIi
IIPUX0BAHOI KPOBOTEYi, 0COONMMBO y MePIlli TUXKHI JTiKyBaHHS Ta/abo micis iHBa3inHUX
IIpolLlenyp Ha ceplii Ta XipypriyHux BTpyd4ans. OmHOYACHE 3aCTOCYBaHHS KJIOMIgOTPEIo 3
IIepopabHUMU aHTUKOAryJIsgsHTaMU He PEKOMEHAYEThCS, OCKIJIBKY 1ie MOXKe ITOCUIUTH
iHTEHCUBHICTb KPOBOTEY (OUB. PO31iNl «B3aeMomis 3 iHIMMMH JIiIKapChKUMHK 3aco0aMH Ta iHIIi
BUMY B3a€EMOMIN»).

Y pasi n1aHoBOTO XipyprivHOro BTPy4YaHHs, KOIU aHTUTPOMOOIIMTApHUM eeKT € TUMYaCOBO
He0axkaHUM, JIiKyBaHHS KJIOIiOTpesieM CIIiJ IPUIUHUTH 3a 7 [HIB J0 omepaiiii. [TarieHTy moBUHHI
OBIAOMJIATH JIiKap4 (y T.4. CTOMATOJI0Ta) IPO Te, 10 BOHU MIPUKUMAIOTh KJIOIi0Tpelb, Iepen
Ipu3HadYeHHIM iM Oyab-SKO]1 ollepallil 4u Iepeq 3aCTOCYBaHHSIM HOBOTO JIiIKapChKOTO 3aC00y.
Knomigorpens MomoBXKYye TPHUBAIICTh KPOBOTEYi, TOMY MOT0 CITii 06€peKHO 3aCTOCOBYBATH MalliEeHTaM
3 IiIBUINEHUM PU3UKOM KPOBOTEUi (0COOIMBO IITYHKOBO-KHUIITKOBOI Ta BHYTPILTHEOOYHOI).

[MamieHTiB cig momepemuTH, IO i Yac JIiKyBaHHS KiomimorpeneM (okpeMmo abo y kombinarrii 3 ACK)
KpPOBOTEYa MOXKe 3YIMUHATUCA Ii3Hille, HiK 3a3BHAYali, 1 1110 Nali€EHTU ITIOBUHHI OBIAOMIIATH JIiKaps
IIPO KOXKEH BUIAJ0K HEe3BUYHOI (3a MiCIIEM UM TPUBAJIiCTIO) KPOBOTEUi.

3acTocyBaHHS HaBaHTaXyBaJibHOI 703U 600 MTI KJIOMigoTrpesio He PEKOMEHAYEThCS MallieHTaM 3
TOCTPUM KOPOHApPHUM CHHApPoMOM 0e3 mimiiomy cermeHnTa ST Ta BikoM = 75 pOKiB y 3B’SI3KY 3
MigBUIIEHNM PU3UKOM KPOBOTEY Y LIl IPYTIi.

TpombomuuHa mpombouyumoneriuna nypnypa (TTTI). [lyxKe pifgKo crocTepiranucs BUMAOKU
TpoMOOTHYHOI TpoMbonuToneHiyHol mypmypu (TTII) micis 3acTocyBaHHS KIIOMiOTPeio, iHOMi HaBiTh
iCJIsT Oro KOPOTKOYACHOT0 3acTocyBaHHs. TTTI mposiBNsIeEThCS TPOMOOIIUTOIIEHIEO Ta
MiKPOaAHTiOMaTUYHOIO TeMOJIITUYHOI0 aHEMI€I0 3 HEBPOJIOTIYHUMHU IIPOSIBAMY, HUPKOBOIO
muchyHKIieo abo rapsukoo. TTII € moTeHIiiiHO HeOe3MeUHNM CTAHOM, SIKUHM MOXKe ITPHU3BOAUTH [I0
JIeTaJIbHOTO HACTIAKY i TOMy moTpe0ye HerawHoro JIiKyBaHHsS, Y TOMY YHCJIi IPOBEeHHS
naa3Madepesy.

Habyma 2emoqinis. TIoBigoMIIsIIOCS IPO BUIIQKX PO3BUTKY HaOyTOl reModinii micist 3acTocyBaHHS
KJIomigorpento. Y pasi migTBepaxkeHoro okpemoro 30inpimesnHs AYTY (aKTHBOBAHOT'0 YaCTKOBOT'O
TPOMOOTIIaCTHHOBOTO 4acy), 10 CYIIPOBOAXKYEThCS ab0 He CYyIIPOBOAXKYETHCS KPOBOTEUEI0, TUTAHHS
PO AiarHOCTYBaHHS HaOyToi remodinii moBuHHO 6yTH PO3rIaHyTO. [TallieHTH 3 MigTBEpAKEHUM
niarHo3oM HaOyTol reModinii TOBUHHI 3HAXOAUTUCS IIifl HATJIAIOM CIiellianicTa i oTpuMyBaTu
HaJleXKHe JIIKyBaHHS; 3aCTOCYBaHHS KJIOMiAOTPEJII0 TAKUM IallieHTaM CJIif IPUIUHUTH.

Heuw,00a8Ho nepeHeceHul iwemiyHUU IHCYAbm.
[TouaToK JIiKyBaHHSA

[TamieHTaM 3 TOCTPUM MajIuM imeMiyHUM iHCyIbTOM ab0 3 TIA cepeqHbLOTO Ta BUCOKOTO



CTyIeHsl PU3UKY NOIBIVHY aHTHArperanTHy Tepartrito (knonigorpesns Ta ACK) ciig po3nouynHaTy He
mi3HimIe HiX dyepe3 24 TOOUHM MiCIS MOYaTKy MOl

HeMmae maHUX 11070 CHiBBiAHOIIEHHS KOPHUCTh-PU3UK KOPOTKOCTPOKOBOI MOABINHOI
aHTHArperaHTHOI Tepamil s nalienTis 3 roctpuM ManuM II a6o TIA cepegHLOT0 Ta BUCOKOTO
CTyIIeHS PU3UKY 3 (HeTpaBMaTAYHUM) BHYTPIIIHbOYEPEITHUM KPOBOBUJIMBOM B aHaMHe31.

[Tamientam 3 HeManuM Il MOHOTepaIio KJIOMigOTpeseM CIifl pO3MOYXHATH JTUIIIe Yepe3 7 OHiB
IMic/Is HaCTaHHS IIOmMil.

Iauienmu 3 Hemaaum II (nokasHuk 3a wxaaow NIHSS > 4)
3BaXkalo4yy Ha BiICYTHICTh MAHWX, BUKOPUCTAHHS MMOABINHOI aHTUTPOMOOIIMTAPHOI Teparii He
pekoMeHaoBaHe (OuB. po3min «Iloka3aHHSI»).

ITauienmu 3 Hewo0asHim maaum II abo 3 TIA cepedHbO20 Mma 8UCOKO20 CMYNeHs PUu3uky, AKUM
npusHayeHe abo nAAHYeEMbCsS iHMepeeHuiliHe 8MpPyYaHHA

Hewmae maHux, Ki MiATBEPOXKYIOTh OOIIBHICTh 3aCTOCYBaHHS IIOMBIMHOI aHTHArperaHTHOI Teparil
nalieHTaM, SKUM II0Ka3aHe MMPOBefleHHS KapOTHOHOI eHmapTepeKToMil abo BHYTPIIIHbOCYIUHHOI
TpoMOeKTOMil, ab0 malieHTaM, SKUM IJIaHYETLCS IIPOBeeHHsS TPOoMOOIi3ucy abo aHTUKOATyISHTHOI
Tepamil. [ToaBiliHa aHTHarperaHTHa Tepamis B LIMX CUTyallisiXx He peKOMeHI0BaHa.

Iumoxpom P450 2C19 (CYP2C19). ®apmMakoreHeTHKa: y NaLi€HTIB i3 TeHETUYHO 3HUXKEHOI0
¢dynkiieto CYP2C19 cniocTepira€Tbcst MeHIIa KOHIIEHTPAIlis aKTUBHOTO MEeTab0IiTy KITOIigOTpenio y
I71a3Mi Ta MEHII BUPAXKEHUH aHTUTPOMOOIIMTapHUH e(eKT IPH 3aCTOCYBAaHHI PEKOMEHIOBAHUX 03
KJIOTIiAOTpesio. 3apa3 iCHYIOTh TEeCTH, SKi JaiTh 3MOr'y BusgBuTU reHotun CYP2C19 y nauienTa.

OCKinbKY KJIOMiIOTPENb TIEPETBOPIOETHCS Y CBill aKTUBHUM MeTa0oJiT yacTKoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpenapariB, SKi 3HUKYIOTh aKTUBHICTE I[bOTO (DepMEeHTY, HalliMOBIpHiIlle, IpU3BEe
[0 3MEeHIIIeHHS KOHIIEHTpallil akTUBHOTO MeTaboIiTy Kiomigorperto y mna3mi. OgHak KiliHiuHe
3HaueHH4 IIi€l B3aeMopil He 3'sicoBaHe. ToMy SK 3amobizKHUM 3axif] CJIif yHUKAaTH OTHOYaCHOTO
3aCTOCYBaHHST CUIbHUX Ta moMipHux inriditopiB CYP2C19 (muB. po3nin «B3aemopis 3 iHIMMU
JMiKapChbKUMU 3aco0aMu Ta iHII BUIU B3aEMOfil»; meperik inribitopie CYP2C19 HaBemeHOo y po3mimi
«®apMaKOKIiHETHKa»).

OuikyeThCs, 110 3aCTOCYBAHHS JTiKapChKux 3aco0iB, 110 iHAYKYIOTh akTuBHICTH CYP2C19, nmpu3ssene
IO MiABUINEHHS PiBHS aKTUBHOTO MeTa0O0JIITy KIOMigOTpesto Ta MOXKe ITOCUIUTH PU3UK KPOBOTeUi. AK
3anobixkKHUY 3axif i YHUKaTh OOQHOYACHOTO 3aCTOCYyBaHHS CUNTbHUX iHOyKTOpiB CYP2C19 (mus.
po3min «B3aeMomist 3 iHIMMMU JTiIKAapChKUMHU 3ac00aMu Ta iHIIi BUOW B3aEMOIIN»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMyBaTHCsS 00€peKHOCTI MalfieHTaMm, sKi
OTPUMYIOTh OJHOYACHO KJIOMiAOTpesib Ta JIiKapchKi 3acobu, 110 € cyocTpaTtamu ¢pepmerTy CYP2C8
(muB. po3min «B3aeMogmis 3 iHIMMMY JTiKapChbKUMU 3ac00aMM Ta iHII BUAX B3aEMOIiii»).

ITepexpecHa einepuymaugicmes mieHonipuduHis. ITallieHTiB CJIif IepeBipUTH 040 HASIBHOCTI B
aHaMHe3i TinepyyTaIuBOCTI [0 iHIINX TIEHOMIPUANHIB (TAKUX K KJIOMigOTPelb, TUKIIOMIINH,
IIpacyrpesb), TOMY 110 HaAXOOUJIU IIOBIIOMJIEHHS [IPO IIepeXpeCcHy IinepyuyTauBiCTh TIEHOMIPUANHIB
(muB. po3pin «ITo6iuHi peakiii). 3aCTOCYBaHHS Ti€HOIIPUOUHIB MOXKe IIPU3BECTU [0
BUHUKHEHHS Bif] TETKUX OO0 TSKKUX alepPrivHUX pPeakllii, TaKux SK BUCHUII, HAaOpsK KBiHke,
ab0 reMaToJIOTiYHUX IIepPeXPEeCHUX peaklliid, TaKuX SK TPOMOOIIMTOIIeHisd i HeUTPOIeHis.
[MamienTy, sIKi Manu B aHaMHe3i anepriyni peakuii i/abo remMaTooriuti peaxiiii Ha OguH
TIEHOMIPUANH, MOXKYTh MaTH IIiIBUILIEHUIM PU3UK PO3BUTKY Ti€l 2k abo iHIIOI peakiii Ha iHIIUN



TieHONipUanH. PEKOMEHOYETHCS MOHITOPUHT IIIO0 HAsIBHOCTI O3HAK TilepUYyTIUBOCTI Y Malli€HTIiB 3
BiJOMO0 aJIepri€lo Ha TIEHOMIPUOUHU.

ITopyweHHs ¢pyHKuii HUpoK. TepameBTUYHKM OOCBiT 3aCTOCYBaHHS KJIOMigOTPEJIio MallieHTaM 3
HHUPKOBOIO HEIOCTATHICTIO 00MEXKEeHHUH, TOMYy TaKUM Ialli€HTaM IpenapaT CJIif Ipu3HavyaTH 3
obepexHicTO (muB. po3min «Croci6 3aCTOCYBaHHS Ta [IO3U»).

ITopyweHHs ¢yHKuii neuinku. [JOCBi 3aCTOCYBaHHS IIpelapaTy MalliEHTaM i3 3aXBOPIOBaHHSAMU
TIeYiHKY CepegHbol TAKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS TeMOPariyHoro fgiaTe3y
0o0MeXeHH, TOMy TaKUM XBOPUM KJIOIiIOrPesb CIIif Mpu3HavyaTH 3 00epexkHiCTIO (OUB.
po3min «Crmoci0 3aCTOCYBaHHS Ta [IO3U»).

HonomixcHi peyosuHu. OgHa TabneTKa Ipemnapary HnaBiKcO MiCTHTh 3 MT J1aKTO3H. IlallieHTam 3
TAKUMH PiKiCHUMM CITafKOBUMHU 3aXBOPIOBAHHSMH, SIK HEIIEPEHOCUMICTh rajlakKTO3M, 3aralbHUN
nedinuT makTas3u abo mopyIIeHHs ManbabcopOilil ITI0K03U-TajIakKTo3:, He CIIif MpuiiMaTu ek
mpemapar.

Opua TabneTka mpemnapary HnaBiKcO MiCTUTE 3,3 MT OJTil pUIIMHOBOI TiIPOTeHi30BaHOl, IKa MOXKE
CIIPUYMHSITH PO3JIaf LIIYHKA Ta Miaperlo.

Ocob.ausi 3acmepediceHHs U,000 8uddneHH 3aaulluKie ma 8i0xodie. Bymb-sikui
HEeBUKOPUCTAHUM IpemnapaT ado BiIXoqu MOTPiOHO 3HUIIUTH BifTIOBIIHO OO MiCI[€BUX BUMOT.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BaeimHicmb. Yepes BifICYTHICTh KIIHIYHUX JaHUX PO 3aCTOCYBAaHHS KIIOMIZOTPENI0 Y mepion
BariTHoCTi HeOaxkaHO MPU3HAYATH MIpenapaT BariTHUM XKiHKaM (3acTepexXHuM 3axim).

Hocnifgu Ha TBapuHaxX He BUSBUIN IPSMOTro abo 0IocepefKOBAHOT0 HETaTUBHOTO BIIJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/mI0Na, TOJIOTH Ta IIOCTHATAIbHUM PO3BUTOK.

TodysaHHs epyddr. HeBimoMo, 9i eKCKPETYETHCS KIIOMiAOTPENTh Y TPYAHE MOJIOKO JIIOAUHU. Y
MOCTIIXXKEeHHSAX Ha TBapuHax OyJI0 MoOKa3aHo, 110 BiH eKCKPETYETHCS B 'PYAHE MOJIOKO, TOMY

IIiJ Yac JiKyBaHHS IIpernapaTomM HJ‘IaBiKCO TOAYyBaHHS T'PYAOIO CJIifl MIPUIUHUTH.

®epmusvHicme. ITif yac mocrigkeHb Ha 1a00paTOPHUX TBapuHax He 0yJ10 BUSIBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMiOTPeio Ha GepTUIbHICTE.

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

Knomigorpens He BiuBae abo Ma€ He3HaYHUY BIIJIWB Ha IMIBUIKICTh peakllil Ipy KepyBaHHi
aBTOTPAHCIIOPTOM ab0 poboTi 3 iHIIMMK MeXaHi3MaMH.

Cnocib 3acmocyeaHHsi ma do3u.



Iopocai, y m.u. nayienmu AimHbo20 giky. Ilnasikc® mpuitMaty o 75 Mr 1 pa3 Ha 106y He3aIexHO
Bif mpuiioMy 1xi.

Y XBOpUX i3 TOCTPUM KOPOHAPHUM CHUHOpOoMOM Oe3 migiioMy cerMmeHTa ST (HecTalinbHa CTeHOKapmis
abo indapkT miokapma 6e3 3y6is Q Ha EKT') mikyBaHHS KIOmigorpeieM PO3MOYHHATH 3 OQHOPA30BO1

HaBaHTaxYyBaabHOI 1031 300 Mr a6o 600 mr. HaBaHTaxkyBanbHa fo3a 600 Mr Moxke OyTH 3aCTOCOBHA
malieHTaM BiKOM [10 75 POKiB y pa3i, Konu HeobxifHe yepes3uIKipHe KOpOHapHEe BTPY4YaHHS (IUB.
po3min «Ocob6auBOCTI 3aCTOCyBaHHS»). JIIKyBaHHS KJIOMiJOTpesieM CJIifi POMOBXKYBaTH 03010 75 Mr 1
pas Ha 1006y (3 anertumncaninunoBoo KucaoToo (ACK) y mo3i 75—325 Mr Ha f00y). OcKinbKu
3acTocyBaHHS OinbIn BUCOKUX 103 ACK migBuillye pu3uK KpOBOTEUi, pEKOMEHIYETLCS HE
IIePEeBUIIYBATHU 03y alleTUCcainumoBol kuciaoTu 100 mr. OnTuManbHa TPUBAIICTD JTiKyBaHHS
dbopManbpHO HE BCTAHOBNIEHA. Pe3ymbTaTH KIIiHIYHUX AOCITiXKEHb CBiqYaTh Ha KOPHUCTh 3aCTOCYBaHHS
npenaparty fo 12 micsuiB, a MaKkCUManbHUN e(DeKT CIIoCcTepiraBcs yepe3 3 Micsli JTiKyBaHHS (OUB.
po3min «®apMakKoIoriuyHi BMTaCTUBOCTI»).

XBOpUM i3 TOCTpUM iHDAPKTOM MioKapfa 3 mimiomMoM cerMeHTa ST KIOMiforpens NpuUMaTH Mo 75 MT

1 pa3 Ha o0y, MoYKWHAIOYU 3 OJHOPa30BOi HaBaHTaxXyBasbHOI 103U 300 Mr y kombiHaiii 3 ACK, 3
3aCTOCyBaHHSIM TpoMOONITHYHUX IIpenapaTiB abo 6e3 HuX. JIiKyBaHHS XBOPUX BiKOM Bifl 75 POKiB
noyrHaT 0€3 HaBaHTaXKyBaJIbHOI 103K Kiomigorpento. Kom6GiHOoBaHY Tepariio CiIif po3noYrHaTH
sIKOMOT'a paHillle micyIg 0SB CUMIITOMIB i IPOAOBXKYBaTU IIprHaMHi 4 TuXHI. KopucTs Bif
3acTocyBaHHS KoMmOiHanii knomigorpento 3 ACK moHam 4oTupu THXKHI IIPU I[bOMY 3aXBOPIOBAHHI He
BUBYanacs (OuB. po3min «PapMaKONIOTiyHi BTaCTUBOCTI»).

Lopocai nauienmu 3 TIA cepedHb020 Ma 8UCOKO020 CMYNEeHA PU3uKy abo mMansum iwemMiyHum
[HCy1bMOM

Hopocni naniertu 3 TIA cepegHBOTO Ta BUCOKOTO CTYIEHS PU3UKY (IIOKA3HUK 3a IMIKaJI0i0
ABCD2 = 4) a6o manum II (moka3Huk 3a mkanoo NIHSS < 3) noBuHHI oTpuMyBaTH
HaBaHTaXyBaJIbHY 003y Kiomigorpento 300 Mr, a OTiM IPOAOBXKYBaTH JIiIKyBaHHS [03010 75
MT KJIOTiiorpesto onuH pa3 Ha o0y Ta ACK y mo3i 75—100 mr oguH pa3 Ha mo0y. JIlikyBaHHS
kiomnigorpeneM Ta ACK ciif mounHat IpoTsAroM 24 TOOWH Micis MOofil Ta IPOJOBXKYBaTH
npotsarom 21 OHS 3 MOAasbIIO aHTHAarPEraHTHOI MOHOTEPAITIEL0.

[Mamientam 3 Gibpunsuieio nepencepab KIOMiIorpesb 3aCTOCOBYBaTH B OMHOKPATHiM m000Bi# mo3i 75
Mmr. Pa3om i3 Knomigorpesnem ciif po3nodaTy Ta MpoaoBxKyBaTH 3actocyBaHHs ACK (y mo3si 75—100
Mr Ha 0o0y) (guB. po3min «PapMaKoJIOTiuHi BIaCTUBOCTI»).

Y pa3si npomycky mo3u:

- SIKIII0 3 MOMEHTY, KOJIY MOTPiOHO OyJI0 MpUitMaT 4YeproBy [03y, MUHYJIO MeHIle 12 roguH:
IalieHT Ma€ HerauHo IPUNHATY IPONYIeHy 003y, a HaCTYIIHY H03y BXe NIPUUMATH Y
3BUYHUU Yac;

- SIKIIIO MUHYJO Ginbiie 12 rOAWH, MAIliEeHT Ma€ MPUMaTH HAaCTYIIHY YeProBY 03y Y 3BUYHUN
4ac Ta He [IOIBOIOBATH 03y 3 METOX KOMIIEHCYBaHHS IIPOMYIIEHOI JO3HU.

Hupkosa Hedocmamuicmy. TepaneBTUYHUY OOCBIM 3aCTOCYBaHHS IIpenapaTy MallieHTaM 3 HUPKOBOIO
HEeJOoCTaTHICTI0O 00MexkeHuH (OuB. po3nin «OcobIUBOCTI 3aCTOCYBaHHSI»).

ITeyiHkosa HedocmamHicmb. TepaneBTUYHUN AOCBiM 3aCTOCYBaHHA IIpenaparTy nalieHTaM i3
3aXBOPIOBAHHSAMMU IE€UiHKH CepegHbOl TIKKOCTI Ta MOXKJIMBICTIO BUHMKHEHHS TeMOpParigyHoro AiaTe3y



obMexeHu# (quB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

Himu.

Krnonigorpens He Cifi 3aCTOCOBYBATH AiTAM (BikKOM 0 18 POKiB), OCKiNIbKK HE Ma€ JaHUX LI0M0
eekTUBHOCTI TpemapaTy A1 Liel BikoBoi KaTeropil naiieHTiB (ouB. po3din «dapMakoguHaMiKa»).

Ilepedo3yeanHs. Ilpu nepeno3yBaHHi KIIOMiAOTPENI0 MOXKJIIMBE ITONOBXKEHHS Yacy KpoBOTeUi 3
MOAAabIINMU YCKIIagHEHHAMU. Y pa3i BUHUKHEHHS KPOBOTEUi PEKOMEHAYEThCSI CUMIITOMATUYHE
JIIKYBaHHS.

AHTUROT apMaKoJIOTiYHOI aKTUBHOCTI KJIOMmiforpenio HeBigomuii. [Ipu HeoOXimHOCTI HeralHOTro
KOperyBaHHS IIOJOBXKEHOT0 Yacy KPOBOTeUi Iisl KJIOMiforpenio Moxe OyTu NpUIUHEHa IIISIX0M
mmepeuBaHHS TPOMOOITUTAPHOI MacCH.

ITobiuni peakuii.
Kopomkuti onuc npogiato 6e3neku.

Beameka 3acTocyBaHHS KJIOMiAOTPesio fociigxkena y 0inbi Hixk 44000 maIfieHTiB, SKi B3S7IA y4acTh y
KJTIHIYHUX JOCTIifKeHHAX (3 Hux Oinbure Hix 12000 ocib kypc nikyBaHHS TpuBaB 1 pik i mosie).
KniniyHo 3Hauymi mo6ivHi fii, mo crioctepiranucs y gocnipxennsax CAPRIE mis xmomigorpenio y
mo3i 75 mr Ha goOy 3aranom Oyna nopiBHSHHOIO 3 fielo ACK y mo3i 325 Mr Ha no6y He3anexkHO Bif
BiKy, CTaTi 4Y¥ pacu XBOPUX.

Kpim manux KniHIYHUX OOCITigXKeHb, BPaXOBYBaIUCh CIIOHTAHHI IMOBifoMIIeHHS 1IPo mo6iuHi peakiii
IIif 9Yac 3aCTOCYBaHHA IIpernapary y KJIiHi4yHIi} IPaKTHIl.

KpoBoTeua 6yna Ha#lmoumpeHimoo mobivHO0 peakllieto, 0 CIIocTepiranacs K y KIiHiYHUX
OOCIIIXKEHHSX, TakK i y IOCTMapKeTUHIOBOMY IIePiofi, Imif Yac AKUX BOHA HaldacTillle BUHUKAJA Y
IIePIINY MIiCALb TiKyBaHHS.

Y nocnimxxenHi CAPRIE y malfi€eHTiB, SKi 3acTocoByBasnu Kiomigorpens abo ACK, 3arasiibHa 9acToTa
KpoBoTedi cTraHoBuIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX BUIIAOKIB KPOBOTEeY Oyjia OHAKOBOIO [T
kiomnigorpento ta ACK.

Y nocnipgxxensi CURE He cmocTepiranocs 30inblleHHs 4aCTOTH BUHUKHEHHS BEJIMKUX KPOBOTEY IIPU
3acTocyBaHHI KoMOiHanil kinonigorpens ACK ynponoBx 7 OHIB Miciis MpOBeAeHHS onepatlii
A0PTOKOPOHAPHOTO IIYHTYBaHHS y MAIli€HTIB, SKi MIPUIUHUIY JTiIKyBaHHS OiNbII HiXK 3a 5 AHIB 1O
XipyprigyHoro BTpy4YaHHS. Y IaIi€HTIB, SKi IPOAOBXKYBaJIU JIIKyBaHHS IIPONOBXK 5 [AHIB [0 Omepallil
A0pPTOKOPOHAPHOI'0 IIYHTYBAaHHS, YaCTOTAa BUHUKHEHHS [IbOT'0 sBUIlla CTaHoBUIIA 9,6 % y rpymi
knomnigorpens ACK Ta 6,3 % y rpyni nnaue6o ACK.

Y nocnigxenni CLARITY crniocTepirasiocsl 3arajibHe MifiBALLIEHHS YaCTOTA BUHUKHEHHS KPOBOTEY Y
TPy, dKa npuiiMana knomigorpens ACK, mopiBHSIHO 3 Ipymoio, sika oTpuMyBaina maneto ACK.
YacToTa BUHUKHEHHS BEJIMKOI KPOBOTedi Oyya momiOHoi0 B 060X rpymax. Lls BemuunHa Oyia CTifKOI0
y migrpymnax MalieHTiB, 110 BiApi3HANIMUCS 3a MOYaTKOBUMU ITapaMeTpaMiu i TuroM ¢pibpuHoniTrka abo
remapuHOTeparil.



Y nocnigxxenHi COMMIT 3aranbHa YacTOTa BUHUKHEHHS BEJIMKUX HellepeOpanbHuX ado
1epebpanbHUX KPOBOTEeY Oyla HU3BKOMO i MOi0HO0I0 B 000X Ipymax.

Y nocnipxenHi ACTIVE-A 9acToTa BUHUKHEHHS BEeIMKUX KPOBOTeY Oyia BUIIOI0 y TPy, sKa
oTpuMyBasna kiomnigorpenst ACK, nopiBHsHO 3 Tpymolo, sika oTpuMyBaia mnane6o ACK (6,7 % mpotu
4,3 %). B 060x rpymax BeluKi KpoBOTeUi Oy/Iu IIepeBaxkHO eKCTpaKpaHialTbHOTo moxomxkeHHs (5,3 %
y rpymi knomigorpens ACK, 3,5 % y rpyni nnane6o ACK), B 0CHOBHOMY LITYHKOBO-KHIITKOBI KPOBOTEYi
(3,5 % npotu 1,8 %). Crioctepiranocs 36inbIIeHHS KiTbKOCTi BHYTPIITHbOUEPETTHUX KPOBOTEY Y TPYIIi
knonigorpens ACK nopiBasiHO 3 rpynoio miane6o ACK (1,4 % npotu 0,8 % BigmoBigHO). MiX nuMu
rpynaMu He Oy70 BUSBIIEHO CTATUCTUYHO [OCTOBIPHOI Pi3HUIII Y YACTOTI BUHUKHEHHS JIETAJIbHUX
kpoBoTel (1,1 % y rpymi knonigorpens ACK ta 0,7 % y rpyni nnane6o ACK), a Takozxk reMopariuHoro
incynsty (0,8 % Ta 0,6 % BigmoBigHO).

Y nocnigxenni TARDIS, malieHTy 3 HellIOABHO [IepeHECEHUM illleMiYHUM iHCYIbTOM, IKi OTPUMYIOTh
iHTeHCUBHY aHTUTPOMOOIIMTAPHY Tepalliio 3 TPhOX IiKapchkux 3acobiB (ACK kionimorpesns
OUIipHOaMOJI) Mau HafMipHI KPOBOTeYi Ta KPOBOTEYi TSIKKOI'0 CTYIEeHs y IOPiBHAHHI 3
MOHOTepaIi€io Knomigorpenem abo kombinanieo ACK i gunipumamony (ckopuroBaHo 3aranbHe BIII
2,54, 95% [I 2,05-3,16, p<0,0001).

Cnucok nobiuHux peakuit y guens0i mabauu;i.

[ToGiyHi epekTH, SIKi CIIOCTEpiranucs mig Yac KIIiHIYHUX JOCIigKeHb abo Mpu 3aCTOCYyBaHHI
JiKapchKOro 3aco0y v KITiHiIYHiN MPaKTHIl 3a JaHUMHU CIIOHTaHHUX [TOBiIOMJIEHb, HaBe[eHO y Tabnmuili
Huxue. [Tobiuni peakiii po3mnomineni 3a cucremoro «Oprad-Knac», yacTora X BAHUKHEHHS
BM3HAYeHa TaKUM YHHOM: yacTo (Bim > 1/100 mo <1/10), HewacTo (Bim > 1/1000 mo <1/100), pimko
(Big > 1/10000 mo <1/1000), myxe pigko (< 1/10000), yactoTa HeBigoMa (He MOXKHa OL[IHUTHU
3a HasiBHUMU OaHUMHU). [I719 KOKHOTO KJIaCy CUCTeMH OpraHiB nobiuHi edeKTH 3a3HayeHi y
MIOPSIAKY 3HUKEHHS 1XHbOI CEePHO3HOCTI.

[Cucmema «Opaan- Yacmo Hewacmo Pidko }Hyofce pidko, yacmoma
K 1ac» Hegidoma*

3 60Ky KpoOBi Ta TpombouuTonenis, |HeiiTpomnenis, TpombGoTHYHA
TiMbaTUYHOI CUCTEMU e IKOIIUTOIIEHI, BKJTIOYAIOUU TAXKKY TPOMOOIUTONIeHIYHA
eo3nHOGimis HEeUTPOIIeHi0 mypuypa (TTII) (gus.
po3min «OcobIHuBOCTI
3aCTOCYBaHHS»),
ATnIacTAYHA aHEMid,
MMAQHITUTOIIEHis,
ArpaHyJIOIUTO3, TSIXKKA
TPOMOOITUTOTIeHis,

HabyTa remodinis A,
TPaHyJIOUTOINEHIS, aHEMIis
3 60Ky ceplls KoyHic-cHHApOM
(Ba3ocmacTH4Ha anepriyHa
CTeHOKapAis / anepriyuui
iHbapKT MioKapra) K
HaCIiIoK peakiril
MTigBUINEHO] YYTIUBOCTI [0
KJIOiLoTpenio*




[Cucmema «Opaan-

Yacmo Heuacmo PidKo Fy of.ce pidxo, uacmoma
K 1ac» Hegidoma*
3 60Ky iMyHHOI CupoBaTKOBa XBOpo0a,
CHACTeMU aHadinakToINHI peakirii,
mepexpecHa
riepyyT/InBICTh
TiEHOMiPUANHIB (TaKUX K
TUKJIOMIAVH, Ipacyrpenb)
(muB. po3min «Oco6IuBOCTI
3acCTOCYBaHHA»)*,
QyTOIMYHHUM iHCYTTiHOBUHU
CUHIIpOM,
110 MOXe IIPU3BECTH [I0
TSI2KKOI Tirmormikemii,
0COOTHMBO V HAIiEHTIB
3 HLA DRA4
[TigTUIIOM
[TcuxiyHi po3nagu [amolrHallil, CIIyTaHiCTh
CBiZOMOCTI
3 60Ky HEPBOBOI BHYTPIIIHLO-UepenHi 3MiHa CMaKOBOTO
CHCTEMU KpoBOTeUi (Y mesKux CIIPUUHSTTS, areB3is
BUIIafKaX - 3
TeTaaIbHUM
HACJIITKOM),
TOJIOBHMI OiNb,
[mapecTesis,
3arraMOpOYeHHS
3 60Ky OpraHiB 30py KpOBOBUIUB B
MiNAHKY OKa
(KOH'IOHKTHUBAJILHA,
OKYTIIpHa,
eTHUHaJbHa)
3 60Ky OpraHiB CITyXy BepTuro
Ta 1abipuHTy
3 60Ky CymuH ema- Ts1KK1I KPOBOBUJIMB,
TOMa KpPOBOTEYA 3 OIlepalliifHol
[PaHU, BaCKYJIIT,
apTepianbHa TIMOTEH3isg
3 60Ky OMxanabHOL HocoBa KpoBoTeui pecrnipaTopHUX
CHCTEMH, OpPTraHiB KPOBO- IIsXiB (KPOBOXapKaHHS,
TPYOHOI KJTITKY Ta Teuya TereHeBa KpoBOTeYa),
CepemoCTiHHSA OpoHXOCIa3M,
IHTEPCTUITIaTbHUN
MTHEBMOHIT, €03uHOdiNbHA
[THEBMOHIS
3 6OKY ITYHKOBO- lnyH- Bupaska mnyHka Ta |Perponepu-toHeanbHUH|LITyHKOBO-KUIIKOBI Ta
KUIITKOBOTO TPAKTy  |KOBO-KMIIKOBa|IBaHAOISITUIIA-TIOl |KPOBOBUIIUB PETPOIIEPUTOHEeabHi
KpPOBO-T€Ya  [KMIIKHU, TaCTPHUT, KPOBOTEYi 3 TeTaJIbHUM
miapes, OII0BaHHS, HYOOTA, HaCIiIKOM, TaHKPEeaTHuT,
abmomi- 3a110p, METEOPU3M KOJTIT (30KpemMa
HaIbHUN Oinb, BUPa3KOBUM abo
mUCIen-Cis miMpourTapHNil), CTOMaTUT

3 60Ky remartobimiap-
HOI CUCTEMHU

['ocTpa nediHKOBa
HEeIOCTaTHICTh, TemaTuT,
AHOMaJIbHI Pe3ynbTaTé
MMOKa3HUKIB (QYHKIII
MeYiHKY




[Cucmema «Opaan-
K 1ac»

Yacmo

Heuyacmo

Pidko

}Hyofce pidxo, yacmoma
Hesidoma*

3 60OKy ImKipu Ta
MiAIIKIPHAX TKaHUH

Ilig-

[IKip-

HUU KPOBO-
BUJIVB

Bucumnanss,
cBepOixK,
BHYTPIMIHBO-IIKIPHI
KPOBOBUJIUBU
(mypmypa)

Bynb03HUM HEPMATUT
(TOKCUYHUUN
emimepMaabHUY HEKPOJIi3,
cunagpom CTiBeHca —
[[>KOHCOHA, MyIbTU(POPMHA
epuTeMa,

TOCTPUM TreHepali3oBaHui
eK3aHTeMaTO3HUU
mycTynso3 (ITEIT),
QHTiIOHEeBPOTHYHME HAOPSIK,
MeIUKaMeHTO3HUN
CUHAPOM TilepYyTIUBOCTI,
[MemuKaMeHTO3HE
BUCHUIIAHHS 3 e03UHOGIiE0
Ta CUCTEMHUMH IIPOSIBaMU
(DRESS-cunpmpom),
epuTeMaTO3Hi abo
excdomiaTuBHI BUCHUIIAHHS,
KPOIIUB'AIHKA, eK3eMa,
YUEePBOHU IJIOCKUY JTUIIAN

Po3nanu 3 60Ky
PETPONYKTUB-HOI
CUCTEMM Ta
[MomouHuX 325103

['HekoMacTis

3 60Ky OIIOPHO-
PYXOBOTO arnapary Ta
CIIOIYYHOI TKAaHUHU

KicTKOBO-M‘s130Bi
KPOBOBUJIMBH (TeMapTpo3),
QPTPUT, apTpanris, Mianris

3 60Ky HUPOK Ta
CEeUYOBUBITHUX IIIIXiB

[emaTypis

[ moMepynoHedpurT,
MigBUIIEHHS PiBHSA
KpeaTHHIHY B KPOBI1

3aranbHi po3nagy Ta
peakiii y miciri
BBEIEHHS IIpenapary

Kpogo-
Teya y MicIi
iH’exIil

[apsyka

3MiHU B pe3ybTaTax
TabopaTOPHUX
MOCIIIMKEeHHSIX

[lomoBXKeHHS 4acy
KPOBOTEUI,
3HM2KEHHS KiJTbKOCTI
HerTpodimis i

TPOMOOITUTIB

* [HpopMalLisi CTOCOBHO KJIOMIAOTPEITI0 3 YaCTOTOI «4aCTOTa HEBioMa».

[ToBimoMIIeHHS PO Mimo3pioBaHi n0o6ivyHi peakirii.

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HaYEHHS.
Lle mae 3MOry IPOBOAUTHA MOHITOPUHT CIIiBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBAHHI LILOT'O
niKapchKoro 3acofy. MeguuyHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM IIpe[CTaBHUKAM CJIif] IOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHMX peakilii Ta
BimcyTHOCTI e(peKTUBHOCTI TiKapCchKOTo 3aco0y yepe3 aBTOMaTU30BaHy iHdopMalifiHy cCUCTEMY 3
(hapMakoHarIsAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.



https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epirannsi. 30epiratu y HegOCTyIHOMY IJIs OiTei Micui. 36epiraTu B opuriHanbHik
YIIaKOBII].

YnakoBka. Ne 28 (14x2): o 14 tabneTok y 6micTepi, o 2 6iicTepu y KapTOHHIN KOPOOL1Ii.

Kareropis BigmycKy. 3a perenTtom.

Bupo6nuk. CAHO®I BIHTPOIT IHOACTPIA.

Micie3HaxokKeHHsI BUPOOHHKA Ta HOro aJapeca MicIisi MIpoBaIKeHHs TisIbHOCTI. 1, py me
11 Bipx Am6ape et Jlarpas 33565 - KAPBEOH BJIAH Cepekc, ®paHitis.



