IHCTPYKIIA

OIS MEIUYHOT'0 3aCTOCYBaHHSI JIIKapCHKOr0 3aC0o0y

KJIOIIIOOTPEJIb 3EHTIBA
(CLOPIDOGREL ZENTIVA)
Cknao:
0itoua pe4oB8uHda: KIIOMiIOTPeb;
1 TabneTKa MiCTUTH KJIOMiIOTpeTi0 OecuiaTy eKBiBaJleHTHO KJIOMiAOTPENIo 75 MT;

O0ONOMINMCHI peyosuHU: 11e/II0I03a MiKpOKpHCcTaniyHa; MaHiT (E 421);
TiOPOKCUIIPOMIILIEI0103a; KPOCIOBIA0H; KUCIOTa IMMOHHA, MOHOTIAPaT; MOJIieTUIEHTIiKOJIb
6000; kucnota cTeapuHOBa; TAJIbK;

naiexkosa ob6os10Hka Onampai II Poxxesuii 32K14834: rimpomesno3a (E 464); makTo3a, MOHOTifIpaT;
3aniza okcup yepBouuii (E 172); tpuanetus (E 1518), Tutany miokcug (E 171).

JIikapcbKa ¢opma. TabneTky, BKPUTI ITiIBKOBOIO 0060I0HKOIO.

OcHosHi (pizuko-xiMiuHi 81acmusocmi: TaONeTKH KPYyTJiol (opMHU 3 JBOOIYKJIO0 IIOBEPXHEI0, BKPUTI
ITIBKOBO 000JI0HKOI POKEBOT'0 KOJIBOPY.

dapMmakoTepaneBTHYHA rpyma.

[uribiTOopm arperatiiii TpoM601UTIB, KpiM renapuny. Kog ATX BO1A C04.

PapmakKon02iuHi eaacmueocmi.
dapmakoOuHamika.

Mexa#nism gii. Knomigorpens — 1e mpomikd. OnuH i3 MeTabosIiTiB KJIOmiZorpeio € iHribitopom
arperatiii TpoM601uTiB. [I715 YTBOPEHHST aKTUBHOTO MeTab0IiTy, AKUil IPUTHIUYE arperariiio
TPOMOOLIUTIB, KIIOMiIOTpPeb TOBUHEH OioTpaHCchopMyBaTucs mif mieio pepMeHTiB nuToxpomy CYP
450. AkTuBHUM MeTabO0IiT KIIOMiIOTpeIio CeJIeKTUBHO IPUTHIYYE 3B’ sI3yBaHHS afieHo3uHAU(OChaTy
(A0®) 3 #ioro P2Y,,-penienTopaMu Ha IoBepxHi TpoMbouuTa Ta noganbiny AIlD-iHmyKOBaHY
aKTHBalliio KoMmyekcy riikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOLIUTIB.
OckinbKy 3B’sI13yBaHHS € HEOOOPOTHUM, TPOMOOIIUTH, 110 BCTYIIMIN ¥ B3aEMOLII0 3 KJIOIiorpeseM,
3aJIUIIAI0ThCS 3MiHEHUMU BIIPOAOBK YCHOTO MEPIOAY IXHBOTO KUTTS (IKUN CTAHOBUTH MPUOIU3HO
7-10 nHiB), a BifHOBJIEHHS HOPMaIbHOTO (QYHKIIIOHYBaHHS TPOMOOLUTIB BifOyBaeThCs 3i MIBUAKICTIO,
sKa BiATIOBifla€e MBUAKOCTI OHOBJIEHHS TPOMOOUXTIB. TaKOXK MPUTHIUYETHCS arperaiiisi TPOMOOITUTIB,



CIIpMYMHEHa iHIMMU aroHictamu, KpiMm AJ1®, 3a paXyHOK TOTO0, 1[0 IIpenapaT 6JI0Ky€ aKTHBAaIlii0
TpoMOGouuTiB BuBimbHEHUM ALID.

OCKinbKY aKTUBHUM MeTabOoJIiT yTBOPIOETHCS i mieto pepmenTiB uutoxpomy CYP 450, meski
3 IKUX € NoaiMopHUME a00 MIPUTHIYYIOTHCS iHIIUMU JIiIKapChbKUMU 3acob6aMu, He B yCiX
NallieHTiB BUHUKAE NOCTATHE NIPUTHIYEHHS arperallil TPOMOOLUTIB.

dapMakonmHaMiyHi e(eKTH. 3 mepuIoro OHs 3aCTOCYBAHHS Y TOBTOPHUX MOOOBUX M03ax 75 MT
Ipernapary BUSIBIIIETHCS CyTTEBe ynoBinbHeHHS All®-iHOyKoBaHOI arperarttii TpombouuTis. Lis mist
IIPOTPECUBHO MOCUITIOETHCS i cTabinmizyeTbest Mixk 3 i 7 gasimu. IIpu cTabinbHOMY CTaHi cepenHii
piBeHb MPUTHIYEHHS arperaiiii mig giero qo6oBoi mo3u 75 Mr cTaHOBUTH Bif 40 mo 60 %. Arperatiist
TPOMOOILIMTIB i TPUBAJIICTh KPOBOTEUI TOBEPTAIOTLCA 10 II0YATKOBOTO PiBHS Y CepeqHboMY Yepe3 5
[HIB MiCNIs NIPUIIMHEHHS JIIKYBaHHS.

KniniuHa eekTUBHICTL Ta 6e3neKa. besneky Ta e(eKTUBHICTh KIIOMiLOTPEI0 OI[iHIOBAIM ¥ XO[i

CeMU MOABIMHUX CJIINUX TOCIIIXeHb, Y AKUX B3A1U ydyacTs ToHag 100000 mamieHTiB:
pocnigxkenHs CAPRIE - nmopiBHSHHS KIOMiAOTPENIO 3 alleTUICATIINI0BOoI0 KucnoToo (ACK), i
nocnigxkenas CURE, CLARITY, COMMIT, CHANCE, POINT Tta ACTIVE-A, 110 nopiBHIOBanu
KJjiomigorperns i mnane6o, o6uaBa B komOiHarii 3 ACK Ta iHIIOI0 CTaHAAPTHOIO Tepallieo.

IndapkT Miokapma (IM), iHCYJIBT, 110 CTAIMCS HEeIonaBHO, a0 BCTAHOBIEHE 3aXBOPIOBAHHS
nepudeprYHnX apTepii. ¥ nocnimxkenus CAPRIE 6yno Bkmouyero 19185 xBopux Ha aTepoTpoM003,
IIPOSIBOM SIKOT0 OYyB HellofaBHil iHhapKT Miokapaa (< 35 mHiB TOMYy), HEU[OJaBHiM imeMivHUH
incynbT (Bim 7 gHiB mo 6 Mmics1iB ToMy) ab6o BCTaHOBIEHE 3aXBOPIOBaHHS nepudepuyHuX apTepii
(3ITA). TTamientn Oynu paHmoMi3oBaHi A1 OTPUMAHHS Kiomigorpeno mno 75 Mr/moby abo ACK

325 mr/mo6y, micis 4oro BOHU nepebyBajy Iifi COCTepekeHHIM Bif 1 7o 3 pokiB. ¥
nigrpymi iHpapkTy Miokapaa GinbInicTs maieHTiB oTpuMyBanu ACK y nepimi KinbKa OHIB
iC/IsI PO3BUTKY iH(apKTy MioKappaa.

Krnonigorpens nopisasHO 3 ACK 0OCTOBIpHO 3HUKYBaB YaCTOTY PO3BUTKY HOBUX illIeMiYHUX IIOAiN
(kom0OiHOBaHa KiHIleBa TOYKa, sIKa CKJlafianacs 3 iHbapKTy MioKapaa, imeMigyHOro iHCyNbTY i
JIeTabHOT0 HACHifAKy). [Ipu mpoBeneHHi aHasi3y BiATIOBIAHO A0 IPHU3HAYEHOTO Ha II0YaTKy
OOCIIXKEeHHS JTiKyBaHHA crioctepiranocs 939 nopiit y rpymi knomigorpesto i 1020 nopiit y rpymi ACK
(BigHOCHE 3HMXKeHHS pu3uky (B3P) 8,7 %, [95 % [I: 0,2-16,4]; p=0,045). To6To Ha KoxHi 1000
Malli€HTIB, SKi MKyBalIucs

2 poxku, gomaTkoBo fo 10 [[I: 0-20] marfieHTiB yHMKaIM PO3BUTKY HOBOI illleMidyHOl mmofii. AHami3
3arajbHOI JIETAIBHOCTI SK BTOPMHHOI KiHIIeBOI TOUKM HE BUSIBUB 3HAYHUX BiIMiHHOCTEN MiX
Teparieo knomigorpesneM (5,8 %) i ACK (6 %).

AHani3 miATpym 3a BiATIOBIIHMMY 3aXBOPIOBaHHSIMH (iHQapKT MioKappa, illleMiYHUN iHCYIIBT i
3ITA) nokasas, 1110 HauOimbInii eekT (II[0 JoCsATraB CTATUCTUYHOL JOCTOBIPHOCTI IIpH
p=0,003) crioctepirascs y marienTiB i3 3ITA (0co0IMBO Y THX, XTO IIepeHic iHpapKT
Miokappaa) (B3P= 23,7 %; [II: 8,9-36,2), MeHmu# epeKT (110 HOCTOBIPHO HE BiIPi3HSABCS Bif
edpexty ACK) manu natuieHTu 3 iHCynbToM (B3P=

7,3 %; O1: -5,7-18,7 [p=0,258]). YV nauieHTiB, BKIOYEHUX V HOCITIOXKEHHS, IKi HEellloAaBHO
nepeHecny iHapKT MioKapAa, BIIUB KJIOMigOTPENIo 3a YUCEIbHUMY [T0Ka3HUKaMu OYB
MEHIIIUM, aJie IIpU IIbOMY BiH CTAaTUCTUYHO NOCTOBIPHO He Bifpi3HsBCA Bif BIIMBY ACK



(B3P= -4 %; [OI: -22,5 -11,7 [p=0,639]). Kpim Toro, aHami3 miarpyn XBOPUX Pi3HOTO BiKY
CBITYUTH, 110 CIPUSATIUBUN e(QeKT KJIOMiforpesnio y MallieHTiB BiKOM Bif 75 PoOKiB OyB
HUKYUM, HiXK y MaLi€HTIB £ 75 pokiB.

Ockinbku noTyKHiCTh gocnipxkenHss CAPRIE He Oyia JoCTaTHBOIO, 11100 OIiHUTY e(PEeKTUBHICTD OIS
OKpEeMUX MiATPYII, 3a/UIIa€ThCs HE3PO3YyMIIUM, YU [iiCHO iCHYIOTh BifMIHHOCTI Y BiTHOCHOMY
3HUXKEHHI PU3UKY [JIST XBOPUX i3 Pi3HUMM 3aXBOPIOBAHHSIMH, UM Pi3HUILIS Oyjia BUIIaAKOBOIO.

CocTpuit KopoHapHu# cuagpoM. Y nocrnigxerHs CURE 6yno BkioueHo 12 562 mallieHTH 3 TOCTPUM
KOpPOHapHUM cuHApoMoM Oe3 migiiomy cermeHnTa ST (HecTabinbHa cTeHOKapmis abo iHpapKT
MioKappa 6e3 maTtosnorignoro 3yous Q), B SKUX 3a OCTaHHI 24 TOOUHU CIIOCTepiraBcs Hamap 000 B
rpynsax abo cuMnToMu imeMii. Y martieHTiB Oynu 3Minu Ha EKT', 110 cBiguaTh Ipo HOBY imeMito abo
HiABUIIEHHS aKTUBHOCTI ceplieBuX (hepMeHTIB abo TpomoHiHy I uu T MiHiMyM yaBidi MOPiBHSHO 3
BHUIIOI0 MeXKer0 HOpMU. XBopi Oy paHAOMi30BaHi Iy OTPUMAaHHS KJIOMiIOTpeIio (HaBaHTaXKyBalbHA
no3a - 300 mr, notiMm - 75 mMr/go6y, n=6259) abo nnaue6o (n=6303), obunsa y komOinarii 3 ACK
(75—325 mr 1 pa3 Ha go0y) Ta iHIIIOI CTaHAAPTHOIO Teparieto. TpuBamicTe niKyBaHHS Oyia mgo 1
poky. ¥V pmocnigxeHHi CURE 823 (6,6 %) maljieHTy OTpUMYyBajid TaK0XK CYIyTHIO Tepalliio
aHTaroHicToM riikompoTteinoBux perentopiB GPIIb/IIla. Binbmr Hix 90 % malieHTiB oTpUuMyBaiu
renapuHu. Taka CynyTHS Tepallis CTaTUCTUYHO NOCTOBIPHO HE BIIIMBAJIa Ha BiTHOCHY 4aCTOTY
BUHUKHEHHS KPOBOTEY IIPU JIiKyBaHHI KJIomiforpesneM i mnameoo.

KinpKicTh mallieHTiB, SKi JOCSTIN MEPBUHHOI KiHIIEBOI TOYKM [ceplieBO-CyauHHa cMepTHicTh (CCC),
indapkT miokapma (IM) abo iHcynbT], craHoBuna 582 (9,3 %) y rpymi knomigorpemno i 719 (11,4 %) -y
rpymi nnane6o. BigHocHe 3HUXKEeHHS pu3uKy cTaHoBuiIo0 20 % (95 % IOI 10-28 %; p=0,00009) gns
rpynu Knomigorpento (17 % - npu KOHCepBaTUBHOMY JIiKyBaHHI, 29 % - SKILO NalieHTaM IPOBOSUIN
yepe3 WIKIPHY TPaHCIIOMiHaJIbHY KOPOHAPHY aHTioIIacTUKy 3 abo 6e3 BctaHOBNIEeHHS cTeHTa i 10 % -
SIKITIO iM ITPOBOAMIIY a0OPTOKOPOHApHe IIYHTYBaHHs). [lonepemKeHHsT PO3BUTKY HOBUX CEPIIEBO-
CYIWHHUX TOMiN (MepBUHHA KiHIIeBa TOYKa) BimOyBaIoCs 3 BiTHOCHUM 3HUKEHHSIM PU3UKY, SKe
cTaHoBuUIO 22 % (II:

8,6-33,4), 32 % (OI: 12,8-46,4), 4 % ([OI: -26,9-26,7), 6 % ([I: -33,5-34,3) i 14 % (OI: -31,6-44,2) y
mepiogu 0—1, 1-3, 3—6, 6—-9i 9-12 micsaIiB gocnimxeHnHs BigmoBigHo. ToOTO Yepe3 OiblI HiXK

3 Micsiui miKyBaHHS CIPUATIUBUM e(eKT, 110 criocTepirascs y rpymi knomigorpens ACK, 6inbime He
3pOCTaB, a pU3UK KPOBOBUJIMBIB 3a/uIIaBCs (OUB. po3ain «Oco0IMBOCTI 3aCTOCYBaHHSI»).

3acTocyBaHH4 Kiomimorpemto mifg yac pocimxkenuss CURE 3HuKyBaso notpedy y 3aCTOCyBaHHi
TpoMOoniTuuHoi Tepanil (B3P=43,3 %; [O1: 24,3—57,5 %) Ta iHribiTOpiB IIiKOMPOTEIHOBUX PELIETITOPIB
GPIIb/IIla (B3P=18,2 %; Ol: 6,5-28,3 %).

KinbkicTh malfieHTiB, gKi gocsAriu KoMOiHOBaHOI IepBUHHOI KiHIeBol Touku (CCC, IM, iHcynbT abo
pedpakxTepHa imemis), cranoBuna 1035 (16,5 %) y rpymi knomigorpemnto i 1187 (18,8 %) y nnauebo-
rpymi. BifTHOCHe 3HMXKeHHS pu3uky cTaHoBuio 14 % (95 % M1 6-21 %, p=0,0005) y rpymi
kJonigorpento. Takuii epeKT OyB 30e06iTbIIOT0 3yMOBIEHUM CTaTUCTUYHO 3HAYYIIUM 3HUKEHHIM
yacToTy BUHMKHEHHS IM [287 (4,6 %) y rpymi knomigorpento i 363 (5,8 %) y rpymi nnarne6o]. 3Minu
YaCTOTH ITOBTOPHUX T'OCIiTai3alliil 3 TpuBOAYy HecTabibHOI CTeHOKapii He CIocTepiranocs.

Pe3ynbTaTu, ofilepxkKaHi y rpynax MallieHTiB i3 pisHUMHU XapaKTepUCTHUKaMU (HampuKiaj, HecTabinbHa
cTeHoKapgis abo IM 6e3 matonorignoro 3yo1s Q, piBeHb PU3UKY Biff HU3BKOTO 0 BUCOKOTO, fiiabeT,
HeoOXigHICTh peBaCKyIspu3allii, BiK, CTaThb), 30iranucs 3 pe3ynbTaTaMy IEPBUHHOTO aHAaIi3y.
30kpeMa, momaTKoOBUY aHami3 2172 marienTiB (17 % Bin yciel rpynu nanientie CURE), skum 6yio
BcTaHoBneHo cTeHT (PCI-CURE), moka3as, 1110 Ipu JIiKyBaHHi KJIOMigorpesneM, IMOPiBHSIHO 3 mialeso,
crioctepiraeTscsa 3Hauyule B3P (26,2 %), 1m0 CBigYUTh Ha KOPUCTH KIIOMIAOTPENIO ¥ MoNepeaXKeHHi



PO3BUTKY NepBUHHOI KiHlleBoi Touku (CCC, IM, iHCynbT), a Takoxk 3HauyIe B3P (23,9 %) ons mpyroi
KoMOiHOBaHOI mepBUHHOI KiH1eBoi Touku (CCC, IM, incynbT abo pedpakTepHa imemis). binbire Toro,
npodinb 6e3meku KIIOMiIOTpesIio V il miArpymi maiieHTiB He BUKJIMKAE HiTKUX 0COOIUBUX
3ayBaxkeHb. TaKUM YMHOM, pe3yabTaTU JOJaTKOBOTO aHaIi3y I'PyIH MallieHTiB 36iratoThCs 3
pe3ynbTaTaMy BChOTO AOCIiXKEHHS.

Crnpusitnusuil eekT KIIomiforpento 6yB MpogeMOHCTPOBAHUM He3aleXHO BiJ] OTPUMaHHSI
HEeBiKJIaJHOTO Ta JOBrOTPUBAJIOrO JIiKyBaHHS iHIIMMU CepleBO-CyIUHHUME 3aco0aMu (TaKUMU K
refnapyH/HA3bKOMOJIEKYISIPHUY TellapyuH, iHribiTopu riikonpoTteinoBux penentopis GPIIb/IIIa,
nimigo3HuXKyBanbHi mpenapaty, B-6okaTopu Ta inribiTopu AII®). EbeKTUBHICTE KIIOMigOrPesto He
3anmexara Big mo3u ACK (75-325 mr 1 pa3 Ha go0y).

[HbapKT MioKapma 3 miffiomo cermeHnTa ST. Y mallieHTiB i3 rocTpuM IM 3 migitoMoM cerMeHTa

ST ouintoBanu 6e3meky Ta eheKTUBHICTh KIIOMigOTPEIO Y ABOX PaHIOMi30BaHUX Iy1alebo-
KOHTPOJIbOBaHUX MOABIMHUX ciinux pmochigxeHHax CLARITY, npocnekTUBHOMY aHalli3i
nigrpyn CLARITY (CLARITY PCI) i COMMIT.

Y mocnipxennst CLARITY 6ymo BkimtoueHo 3491 mallieHT, y IKUX MIPOTSATOM OCTaHHIX 12 roguH
BimOyBcs IM 3 migitomoM cermenTa ST i 6yna 3amiaHoBaHa Teparisi TPOMOOTITHYHUMHY 3aco0aMu.
[MTauieHTH omepKyBanu Knomigorpens (300 Mr HaBaHTaXKyBaJIbHOI 103K, IIOTIM - 0 75 Mr/mo0y,
n=1752) abo nnarebdo (n=1739), obugsa - y kombiHarii 3 ACK (HaBaHTaxXyBajbHa 034 -

150-325 wmr, micns 4oro - mo 75—162 mMr/go0y), GiOprHONMITUYHUM areHToM Ta y pa3i HeoOXigHOCTi -
3 renaprHoM. [loganslie criocTepexeHHs 3a NalieHTaMu TpuBaio 30 gHiB. [IepBUHHOIO KiHIIEBOIO
TOUKOI0 OyJia OK/I03is 1OB’s13aH0l 3 iHhapKTOM apTepii, BUsBIeHa Ha aHTiorpaMi mepeq BUIKCKOIO 3
KJTiHIKY, TeTanbHUM HAcHimoK abo penuaus IM nmepen npoBeeHHSIM KOPOHAPHOI aHTiorpadii. s
NallieHTiB, IKUM He IIPOBOAMIIACE aHTiorpadis, IepBUHHOIO KiHIIEBOIO TOYKOI0 OYB JleTaIbHUN
Haclimok abo peuupuB iHapKTy Miokapaa mo 8 gobu abo Mo BUMKCKHU 3 KITiHIKM. Y Tpymi mallieHTiB
oyno 19,7 % xinok, 29,2 % mauieHTiB = 65 poki. 3aramom 99,7 % mallieHTiB OTpUMYyBaIu
GibpunomiTuky (GpidpuHocmerupiuni — 68,7 %, dibpuHonecmerudpiuni — 31,1 %), 89,5 % - remapuH,
78,7 % -

B-6mokaTtopwu, 54,7 % - iuridiTopu AII® i 63 % - cTaTUHH.

[TepBUHHOI KiHIIEBOI TOYKYU HOCATIN 15 % mamieHTiB i3 rpynw, o OTpUMyBaja KIomigorpens, i 21,7
% i3 rpymu, 110 oTpuMyBaa miare6o. TakuM YuHOM, aOCOMIOTHE 3HUKEHHS CTAaHOBUIIO 6,7 % i 3
nepeBarowo 36 % Ha KopucTh Knomigorpento (95 % [OI: 24-47 %; p<0,001), B ocHOBHOMY Yy 3B’43KY 3i
3MEHIIeHHSIM BUIIAKiB PO3BUTKY OKJTI03il apTepil, moB’si3aHoi 3 indapkToM. Taka nepeBara
CIiocTepirasnacs y BCiX IIOIepefHbO BU3HAUEHUX MMIArpynax Nali€HTiB, PO3NOAIIEHNUX 3a BIKOM,
CTaTTIO, JIOKai3allieto inhapKTy i BUIOM OoTpUMYyBaHol Teparil ¢pibpuHoiTHKaMu ab0 rernapuHaMy.

B anmanisi migrpyn CLARITY PCI B3anu yuacts 1 863 nmanienTis i3 STEMI, saki npoxogunu YKB. Y
MAIli€HTIB, SKi OTpUMyBaiIu HaBaHTaxyBanbHy 003y (HI) 300 Mr knomigorpento (n=933),
CIIOCTEpiranocst 3HauHe 3HUKEHHS YaCTOTU CEpLIeBO-CYAIUHHOI CMepTi, iHpapKTy Miokapma abo
incynbry micnst YKB mopiBHSHO 3 TUMHU, XTO OTpuMYyBaB mnaie6o (n=930) (3,6 % npu nomepemHLOMY
NiKyBaHHI KiomigorpeneM mpoTu 6,2 % y rpymi nmaie6o, BP: 0,54; 95 % [II: 0,35-0,85; p=0,008).

Y mauienTis, ki orpuMyBanu HII 300 Mr Kimomigorpento, TaKOXK Bii3Ha4yanocs 3HaYHe 3HUXKEHHS
YaCTOTH CepPIIeBO-CYOUHHOI cMepTi, indapKTy Miokapaa abo iHcynbTy nmpoTtsarom 30 mHiB micis YKB
TIOPiBHSIHO 3 Tpymoo mianedo (7,5 % mpu momnepegHbOMY JTiKyBaHHI KiomigorpeneM mpotu 12,0 % y
rpymi mrare6o, BP: 0,59; 95 % [I: 0,43-0,81; p=0,001). He crmocTepiranu cyTTeBOI Pi3HHUIN y YaCTOTI
BeNIMKKX ab0 He3HAYHUX KPOBOTEY MixX o00oMa BumaMu JiKyBaHHS (2,0 % mpu momepegHbOMY



JiKyBaHHi KnomigorpeneM npotu 1,9 % mpu 3acTocyBaHnHi nmnate6o, p > 0,99). PesynbraTi hOT0
aHami3y o0r'PyHTOBYIOTh PAHHE 3aCTOCYBAaHHS HaBAaHTAXKYBaJIbHOI 103U KJIOIimorpeo mpu IM 3
migoMoM cerMeHnTa ST i cTpaTerio CTaHOapTHOI'O IIOIEPEeNHbOT0 JIiIKyBaHHS KJIOMiAOTpeieM IIpu
npoBenenHi YKB.

IBodakTopHuil gu3arH gocuimkeHHsI COMMIT BkimioyaB 45852 nali€HTH, y SKUX IPOTIATOM OCTaHHIX
24 TOOWH CHOCTEPIranocs BUHUKHEHHS CHMIITOMIB, SKi TO3BONSIOTE 3amigo3puTu IM, mo
MigTBEPAXKY€ETHCS BiIXUIEHHSAMU Bifg HopMU nToKa3HUKIB EKI' (Hanpuknap, migiioM 4u Jenpecis
cermenTy ST abo Gmokapma miBoi HiKKK mydka [ica). IlalieHTH OoTpuMyBalu KJIOMifOTpPENb

(75 mr/moby, n=22 961) abo nnane6o (n=22 891) y komb6inanii 3 ACK (162 Mr/mo6y) npoTsarom

28 guiB abo g0 BUNMUCKY 3 niKapHi. KoMOiHOBaHMMY NTEePBUHHUMH KiHI[eBUMH TOUYKaMu OyB
JeTaJIbHUHN HACTITOK 3 OyOb-SKO1 IPUYUHY i mepuIuil peuugus iHGapKTy Miokapaa, iHCYIbT a0
neTaNbHUN HACTIiMOK. Y rpymi mauieHTiB 6yno 27,8 % xiHok, 58,4 % mauieHTiB = 60 pokiB (26 % = 70
POKiB) i

54,5 % maIrieHTiB, gKi oTpuMyBaau GiOPUHOIITUKY.

Kmonigorpens CTaTUCTUYHO [OCTOBIPHO 3HUXKYBAB BifTHOCHUY PU3UK PO3BUTKY JIETAIbHOTO HACIIAKY
3 Oymp-sikoi mpuunHM Ha 7 % (p=0,029) i BigHOCHUY pu3uK KoMOiHaIlil peluauBy iHQapKTy, iHCYyNIbTY
abo metanbHOTO Hacmigky Ha 9 % (p=0,002), npu uboMy BigHOCHE Ta aOCOJIOTHE 3HUKEHHS
CTaHOBUJIO

0,5 % 10,9 % BigmoBigHO. Takuii eeKT CriocTepiraBcs y MallieHTiB Pi3HOTO BiKy i CTaTi He3aIekKHO
Bif mpuiioMy GiOpHHOMITUKIB i clocTepiraBcs MIpoTAroM mepmux 24 rofuH.

HagaHTaxyBaibHa [03a Kiomigorpenato 600 Mr nid naiieHTiB 3 TOCTPUM KOPOHAPHUM CUHIPOMOM Ta
npoBeneHHaM YKB.

Hocnioscenns CURRENT-OASIS-7 («3acmocysanHa onmumasivbHux 003 KA0nidozpento i
acnipuHy 015 3MeHWeHHA peyudusie - Op2aHizayisa 3 OUiHKU cmpamezitl npu iwemivHux
cuHOpomax, 7 eepcis»)

Lle panmomizoBaHe ¢aKTOpianbHe OOCHimXKeHHs oxortoBano 25086 ocib 3 rocTpum
KopoHapHuM cuHapoMoM (I'KC) Ta 3annmaHoBaHuM paHHIM mpoBemeHHIM YKB. ITatienTn
Oynu paHmoOMi30BaHi [T OTPHMaHHS moABifHOI fo3u (600 Mr y 1-it meHs, moTiM 150 Mr 3 2-T0
mo 7-ro mHs, MoTiM 75 MT Ha 0o0y) MOPiBHSHO 3i cTaHgapTHO 103010 (300 Mr y 1-if meHs,
moTiM 75 MT Ha 00y) KJIOmigorpenio, a TakoXK BHCOKo1 fo3u (300-325 Mr Ha mo6y) abo
HU3bKOI 103U (75-100 Mr Ha moOy) acmipuny. Y

24835 marienTiB i3 'KC, gki 6panu y4acTh y AOCIiIXKeHHi, Oy/ia mpoBefieHa KOpOHapHa
anriorpadis, ay 17263 - UKB. V¥ 25086 martienTis, siki Opany y4acThb Y OOCHiIXKeHHi,
crocTepiramacs momgiOHa 4acToTa CepIeBO-CyIMHHOI cMepTi, iHbapKTy Miokapaa abo
iHCYyIbTY (4,2 % npu npuiioMi kKnomigorpento B fo3i 600/150/75 mr npotu 4,4 % npu npurioMi
Kiompgorpento B §o3i 300/75/75 mr, BP 0,94; 95 % [II

0,83-1,06; p = 0,30). Benuki KpoBOTEUi YacTillle CIIOCTEPIranucs Ipyu IPUOMi
Knomigorpento B o3i 600/150/75 mr (2,5 %) nopiBHsHO 3 mo30t0 300/75/75 mr (2,0 %), BP
1,24; 95 % [O1: 1,05-1,46; p = 0,01. OgHak cepepn 17263 mawieHTiB, sKkuM npoBogunu YKB,
IIOPIBHSTHO 31 CTaHAapPTHOIO [03010 MTOABIHA [03a KIOMiAOTPeo 3HNXKYBaJla 4aCTOTy
IIePBUHHOI KiHIeBOl TO4YKH (3,9 % npotu 4,5 %, koperosauuii BP 0,86, 95 % [I 0,74-0,99, p



0,039). CnocTepiranocst [OCTOBipHe 3HUXKEHHS TPOMO03y CTeHTa cepep 17263 mallieHTiB,
skuM mpoBopunu YKB, mpu 3acTocyBaHHI MOABIMHOI 03U KIIOMiZOTPEJTIO MTOPIBHSHO 3i
CTaHAapTHUM nikyBaHHSIM (1,6 % mpotu 2,3 %, BP 0,68; 95 % 11 0,55-0,85; p = 0,001).
Benuki KpoBOTedi YacTillle CIIOCTepiraaucs Mpu 3aCTOCYBaHHi MOABINHOI 103U
KJIOMiAOTPEJIIo, HiXK P 3aCTOCYBaHHI cTaHgapTHOL fo3u (1,6 % mpotu 1,1 %, BP = 1,41,
95 % 1011,09-1,83, p = 0,009).

Hocaidxncenus ARMYDA-6 MI («kKAHmumpombouumapHa mepanis 045 3MEHWEHHS YPAHCeHH S
MiokapOa nid 4ac aHzioniacmuku - iH¢papkm miokapda»)

Y 1boMy paHAOMi30BaHOMY MTPOCIEKTUBHOMY MiKHapogHOMY 6araToleHTPOBOMY [OCTiIXKeHHi
OLIiHIOBa/IM IonepenHe JikyBaHHS KiomigorpeneM y HIT 600 mr npotu 300 Mr nnpu TepMiHOBOMY
npoBefenHi YKB npu IM 3 migiiomom cermenTa ST. [lamienTu oTpuMmyBanu Kinomnigorpens y HIT

600 mr (n = 103) a6o kmomipmorpens y HII 300 mr (n = 98) nepen YKB, noTim mmo 75 mr/mno0y 3 mHS
nicnsg npoBeneHHs YKB no 1 poky. V nauieHTis, ski orpumyBanu kinonigorpens y HII 600 mr, po3mip
inpapkTy OyB 3HAYHO 3MEHIIIEHUH TOPIBHSHO 3 MallieHTaMHu, SKi 0OTpUMyBanu Kiomigorpens y HIT
300 mr. Ouinka < 3 3a mkasnoto mepdyaii TIMI micnst YKB npu HII 600 mMr cioctepiranacs pipiie
(5,8 % nipotu 16,3 %, p = 0,031), 6yna nokpamena ®BJIII npu sunuci (52,1 + 9,5 % npotu 48,8 +
11,3 %,

p = 0,026), a nporsarom 30 [HIB cepiio3HUX NOOIYHUX CePIeBO-CyOUHHUX sBUIl Oyno MeHie (5,8 %
npotu 15 %, p = 0,049). He cnocTepiranocs 30inblIeHHs 4aCTOTi KPOBOTeYi ab0 yCKIIafHEHD Y MicIi
BBeIeHHS (BTOPUHHI KiHIeBi Touku Ha 30-i IeHb).

Hocnidsncenns HORIZONS-AMI («'apmoHizauis pe3ysvmamis pesackyasapusayii ma
B8CMAHOB/EHHA CMeHMI8 Nnpu 20cmpomy iH(papkmi Miokapoa»)

Lle mocrnigXeHHS 3 allOCTEPIOPHUM aHasi3oM 0yy10 MPOBEOEHO AJIS OLiHIOBaHHS TOTO, YU 3abe3neyye
HII 600 mr mBHAIle Ta CUIbHIIIE IPUTHIYeHHS aKTUBAallii TpoMOoIuTiB. [Ipu MpoBefieHHi aHaMmi3y
ouintoBanu BiuB HII 600 mr nopiBasiHO 3 300 Mr Ha 30-AeHH] KiTiHiYHI pe3ynbTaTd y 3311 nauieHTiB
3 0CHOBHOTO pocnigxeHHs (n = 1153; rpyna HII 300 mr; n = 2158; rpyna HII 600 mMr) mepeq
KaTeTepr3allielo Ceplsl 3 MOJAsIbIIOI0 03010 75 MI/mo0y MPOTIroM = 6 Mics1iB miCIs BUIIKUCKHU.
Pe3ynbpTaTi MpomeMOHCTPYBaiu JOCTOBipHO HuXK4i 30-0eHHi (6e3 KOpekKIlil) MOKa3HUKHU J1eTaIbHOCTi
(1,9 % npotu 3,1 %, p = 0,03), moBTOpHOTrO iHDapkTy (1,3 % mpotu 2,3 %, p = 0,02) Ta HasiBHOrO a6o
1MoBipHOTO TpOoMOO3y cTeHTa (1,7 % npoTu 2,8 %, p = 0,04) npu 3actocyBanni HII 600 mMr 6e3 Buioi
YacTOTH KPOBOTeU. 3rifHo 3 6aratohakTOPHUM aHali30M HaBaHTaXKyBaJibHa [03a KJIOMiIOTPesTio

600 Mr Oya He3aneKHUM IPEeIUKTOPOM 3HUKEHHS YaCTOTH CepPHO3HUX HeOakaHUX CepIeBUX SIBUII]
npotsirom 30 guiB (BP 0,72 [95 % O 0,53-0,98], p = 0,04). YacToTa BeTMKUX KPOBOTEY (HE
IIOB’I3aHUX 3 aOPTOKOPOHAPHUM IIYHTYBaHHAM) cTaHOBuUa 6,1 % y rpymi HII 600 mr ta 9,4 % y
rpyni HIT 300 mr

(p = 0,0005). YacToTa He3HauHUX KpoBoTed cTaHoBuna 11,3 % y rpymi HI] 600 mr ta 13,8 % y rpymi
HII 300 mr (p = 0,03).

Y metaanani3 (Vyas et al., 2014) gns oninku KiiHivyHol nepeBary H] knomigorpento 600 mMr y
nauieHTiB 3 IM 3 migitomoMm cermeHTa ST Ta npoBefmeHHaM YKB Oyiio BK/II0OUeHO faHi ieB ATH
OOCIimKeHb, onyonikoBanux y mepiog 3 2009 nmo 2012 pik. OCHOBHUMHU KiHIIEBUMU TOUYKaMHU
eexTUBHOCTI Ta Ge3neku Oynu cepito3Hi HebaxkaHi CepleBO-CYAUHHI SIBUIIA i BeTUKi KPOBOTEUI.
IocToBipHE 3MEHIIIEHHS Cepiio3HNX HebaKaHUX CepLeBO-CyqUHHUX SBUIL CIIOCTEPIraaocs npu
3actocyBanHi H]I 600 mr (BII 0,75; 95 % II 0,63-0,91; p = 0,003) nopiBusHO 3 03010 300 Mr 6e3
30inbIIIEHHS PU3UKY PO3BUTKY cepiio3HuX KpoBoTeu (600 mr [89 sBuiy y 3551 martienTa, 2,5 %] Ta



300 mr [63 sBuia y 2796 nartienTis, 2,25 %]; BIII 0,84; 95 % I 0,60-1,16; p = 0,28).

Y MmeTtaananmnisi (Siller-Matula et al., 2011), gkuii BKao4aB 5 paHAOMi30BaHUX Ta 2 HepaHOOMi30BaHi
pnochigxkeHHs, mopiBHioBanu HII knomipgorpento 300 mr (n = 11 148) ta 600 mMr (n = 14 235) y
namienTis, skuM npoBogunu YKB. 3aramom HII 600 Mr Oyna moB’si3aHa 3i 3HUKEHHSIM BiTHOCHOTO
PU3HUKY Cepiio3HuX HeOaxkaHUX CeplieBo-CyauHHUX siBuil Ha 34 % (BP 0,66; 95 % I 0,52-0,84; p

< 0,001). HT, 600 Mr knomigorpento He Oyna IOB’si3aHa 3 MigBUIIEHUM PU3UKOM PO3BUTKY BEJTUKUX
KpoBoted (BP 0,91; 95 % 11 0,73-1,15; p = 0,44).

Tpusane (12 MicAIiB) 3aCTOCYBaHHS KAOMigorpento nauienTaMm 3 IM 3 migiiomom cermeHTa ST micnsg
YKB.

Hocnioxncenuss CREDO («Ksaonidozpenv 0415 3MeHWeHHs HebaxcaHux seuu, nio uac
cnocmepexceHHs»).

Lle panmoMi3oBaHe TOABIMHO Criine m1ae60-KOHTPOIL0BAHE AOCTIIXKeHHS OYI0 ITPOBEIEHO 3 METOI0
oLiHKM KOpUCTi TpuBasoro (12 micaiB) mikyBaHHs knomigorpeneM micnsg YKB. 2116 narienTiB 6ynu
parpmomizoBaHi g orpuManHsg HII 300 mr knomigorpesnio (n = 1053) abo mnamebo (n = 1063) 3a

3-24 ropunu mo YKB. ITicns uboro Bci mamieHTH B 000X rpymax OTPUMYBAIH KIIOIiIOrPesb ¥ Ho3i

75 Mr/no0y mo 28-ro gHs. 3 29-ro oHs [0 12 MicsIIiB malieHTH B I'PYII KJIOMiAOrpeso OTpUMYyBalu
KJIOmigorpesns y go3i 75 Mr/mo0y, a B KOHTPOIbHIN rpymi - mnaiie6o. OOKUABI Ipynu oTpUMyBaiu
aCIipuH NPOTATOM YChOTO AOCTigXKeHHS. Yepe3 1 pik Ipu 3aCTOCYBaHHI KIIOMiAOTpEIio
CIIoCTepiranocs 3HayHe 3HUXKEHHS KOMOiHOBaHOTO PHU3UKY JETaIbHOI0 HACIigKy, IM abo iHCynbTy
(BigHOCHE 3HMXKEHHS Ha 26,9 %, 95 % M1 3,9-44,4; p = 0,02; abcomoTHe 3HUKEHHST Ha 3 %)
TIOPiBHSHO 3 T1ale60. 3HaYHOTro 30ibIlIeHHs YaCTOTH BEJIMKUX KpoBoTed (8,8 % mpu 3acTocyBaHHI
KJiomigorperto nmpotu 6,7 % mpu 3acTtocyBaHHi mianebo, p = 0,07) abo He3HAuHUX KPoBOTEY (5,3 %
IIPY 3aCTOCYBaHHi KJIOMigorpestio MpoTu 5,6 % mpu 3acTocyBaHHi mianebo, p = 0,84) dyepe3 1 pik He
crioctepiranocsi. OCHOBHUM BUCHOBKOM 3a pe3yJibTaTaMy LIbOT'0 AOCHIAXKEHHS € Te, 1[0 IPOAOBXKEHHSI
IIPUIOMY KJIOMiAOTPENTIO Ta aCHiphHy MPOTATOM IoOHaMeHIIe 1 POKYy MPU3BOAUTE OO CTaTUCTAUYHO Ta
KJTIHIYHO 3HAQYYIIIOr0 3MEHIIIeHHS OCHOBHUX TPOMOOTUYHUX SBHIII.

Hocnioocenus EXCELLENT («EgexkmuaHnicmbs cmenmis Xience/Promus ma Cypher w000
3MEHWEeHHA Ni3HIX 8Mpam nicas CMeHMy8aHHA»)

Lle npocmeKkTUBHE BifKpUTE paHAOMi30BaHe OOCTIIXKEeHHs 0YJI0 TPOBEEeHO AJIS OL[iHIOBAaHHS TOTO, YU
Oyne 6-MicsuHa nonBiiiHa aHTUTpoMOOLIMTapHa Tepamis (DAPT) He MeHI eeKTUBHOIO, Hixk

12-micssuna DAPT micnist iMmaHTallii CTE@HTIB 3 HOKPUTTIM JIiKapChKUM 3ac000M. Y mOCHimXKeHHi
Opanu yyacTth1443 naimieHTH, IKUM MIPOBENH iMITJTaHTAallil0 Ta SKi OyIu paHOOMi30BaHi o
OTPHMaHHS

6-micsturoi DAPT (acmipun 100-200 mMr/mo0y mmioc Kiomigorpens 75 Mr/mo6y mpoTsaroM 6 Micsiris, a
noTiM nuiie acmipus o 12 micsanis) abo 12-micsiunoi DAPT (acmipus 100-200 mr/mo6y mmoc
Kjomigorpesns 75 Mr/moby npotsaroM 12 micsiis). [locToBipHOI pi3HHUIIi Y 4aCTOTi HEOOCTATHOCTI
IiTb0BOI cyauHYU (KOMOiHOBaHOTO MMOKa3HMKa ceplieBoi cMepTi, IM abo peBacKkynsipu3aliil HilboBol
CyouHHu), siKa OyJia IePBUHHOIO KiHIIEBOIO TOYKO0, MiX IpynamMu 6-micsiuHoi Ta 12-micssunoi DAPT He
crioctepiranocs (BP 1,14; 95 % [II 0,70-1,86; p 0,60). Kpim Toro, mocnmigXKeHHS He
IIPOJIEMOHCTPYBAJIO CYTTEBOI Pi3HUII II0[I0 KiH1IeBOI TOUKM Ge3mneku (KoMOiHOBAaHOTO MTOKAa3HUKA
JeTanbHOTO Haciaky, IM, iHCynbTy, TpoMO03y CTeHTa abo BeJIMKOi KpoBOTEeUi 3a miKasnoo TIMI) mix
rpymnamu 6-micagnoi Ta 12-micsunoi DAPT (BP 1,15; 95 % I 0,64-2,06; p = 0,64). OCHOBHUM
BHCHOBKOM 3a pe3yJIbTaTaMu IIbOTO OOCHimKeHHs Oyyo Te, 110 6-micsyHa DAPT He moctymanacs



12-micstunivt DAPT 1m1oq0 pu3uKy pO3BUTKY HEIOCTATHOCTI LiJTbOBOI CyIUHHU.

[leeckamallisi Ipu 3aCTOCYBaHHi iHTiOiTOpiB P2Y,,-pellenTopiB Ipu rocTpOMY KOPOHaPHOMY
cuagpoMi (I'KC). TTepeBemenHs 3 6inbiil MOTyKkHOTO iHTiOiTOpa P2Y,,-penenTopiB Ha
KJIOMigorpessb y KoMOiHatii 3 acmipuHoM micis roctpoi ¢hasu y naiienTis i3 TKC
OLIIHIOBAJIOCS Y ABOX PaHAOMI30BaHUX AOCIIIXKEHHAX, CIIOHCOPOBaHuX gociiguukamu (ISS), -
pociigxenHHsax TOPIC i TROPICAL-ACS - 3 maHUMH 1010 KJTIHIYHUX Pe3y/IbTaTiB.

KniniyHa KOpUCTS, 110 3a0e3nedyeThCs IPU 3aCTOCYBaHHI OibII MOTYKHUX iHTiOITOPIB
P2Y,,-penieniTopiB, TUKArpesopy i mpacyrpesto, B OIOPHUX NOCIIiIXKEHHAX, 3yMOBJIEHa
CTAaTUCTUYHO 3HAUYIINM 3HMKEHHSIM YaCTOTH ITIOBTOPHUX iIEMIYHUX MOMiH (BK/IIOYAIOUN
rOCTpHUH i migroctTpuit TpoM003 CTEHTA, iHPAPKT MioKapaa Ta eKCTPEHY PeBaCKYIsIPHU3alliio).
Xoya flaHi IPO KOPUCTh CTOCOBHO iIIEMIYHUX MTOAIM MOCIiIIOBHO MiATBEPAKYBaJIUCS
IIPOTSTOM IIEPIIOT0 POKY, 3HUKEHHS YaCTOTH IMOBTOPHUX imeMivynux nomiit micns FKC 6ymo
OiNBIIIMM ITPOTSTOM IMEPIIMX AHIB Mic/g IoYaTKY JikyBaHHs. Ha BimMiHy Bifm 1boro, post hoc
aHaJIi3¥ MPOAEeMOHCTPYBaIU CTaTUCTUYHO 3Hauyllle 30ibIIIEHHST pU3UKY KPOBOTEY IIpU
3aCTOCYBaHHI OinbIl MOTYyKHUX iHTiOiTOPiB P2Y,,- perenTopis, 1110 BUHUKAIOTh ITIePeBaKHO IIifl
yac migrpuMyBanbHOl (as3u, micns nepiroro micsis micnas [KC. Jocnigxenus TOPIC i
TROPICAL-ACS 0ynu criiaHOBaHi A1 BUBYEHHS MOXKJIMBOCTI 3MEHIIIEHHS YaCTOTHU
reMopariyHux nomgiv mpu 30epexkeHHi eeKTUBHOCTI KJIOMiIOrpero.

Locnioxncerns TOPIC («TepmiH iH2ibysaHHsA mpombouumie nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). lle paHmoMi3oBaHe BiIKpUTE OOCHiIKeHHS BKIo4Yano namieHTiB 3 [KC, ski
notpe0yBau MPOBeIeHHS Yepe3IIKipHOro KopoHapHoro BTpydanHs (UKB). TTauienTty, axi
3aCTOCOBYBAJIM aCIipyH Ta OiNbII MOTyKHUN O1oKaTop P2Y,,-penenTopiB i y IKUX He Bil3HaA4aocs
He0axkaHUX SIBUII Yepe3 OOuH Micsie, Oynu abo nepeBefeHi Ha 3aCTOCyBaHHS KoMOiHalii acmipuny i
KJIomigorpeno y GpikcoBaHUX [03ax (meecKasalliliHa moaBifiHa aHTUTpoMOOIMTapHa Tepamis (DAPT)),
ab0 MPOomOBKYBaJK JIiIKyBaHHS 3a MOIEpPeNHbOI0 cxeMoto (HeaMminHa DAPT).

3arasnom 0yJo mpoaHai3oBaHo maHi 645 i3 646 namienTiB 3i STEMI (iHdapkT Miokappa 3
eneBaitriero cermenTa ST) a6o NSTEMI (indapkT miokapnaa 6e3 enesailii cermenTa ST), abo
HecTaOinbHOIO cTeHOKaphieto (geeckanariiiia DAPT (n = 322), He3aminaa DAPT (n = 323)).
Bi3uT nogansInoro crnocrepexeHHs yepel 1 pik nposenu y 316 mauienTis (98,1 %) 3 rpynu
neeckanartinaol DAPT iy

318 marienTiB (98,5 %) 3 rpynu He3MmiHHOI DAPT. MeniaHa moganbiioro CiocTepekeHHs OIS
000x rpym cTraHoBuMa 359 mHiB. XapaKTepUCTUKHU JOCTiAKyBaHOI KOTOPTH OyNu MOgiOHUMYU B
2 Tpymnax.

[lepBuHHA KiHIIEBa TOYKa, SKa Oy/la KOMOiHAIli€I0 TaKUX IOMiM SIK JIeTaIbHUM HACIiIOK
yepe3 CeplieBO-CyANHHI IPUYNHY, iIHCYJIbT, EKCTPEHA PeBacKyIspu3alisd i reMopariysi mopmil
= II ctynens 3a kputepismu BARC (AkageMidHOr0 OOCTIAHULIBKOTO KOHCOPLIiyMYy 3
BUBYeHHS KpoBoTed [Bleeding Academic Research Consortium]) uepe3 1 pik micns 'KC,
oyna mocsrayTta y 43 marieHTiB (13,4 %) y rpymi meeckanartitiioi DAPT i y 85 namienTis
(26,3 %) y rpymi HeaminHOi DAPT (p < 0,01). LIs cTaTUCTUYHO 3HaYyllla pi3HuUIllg Oyna B
OCHOBHOMY 3YMOBJIEHa MEHIIIO0 KiJIbKICTIO reMOopariyHux Mofi; npu oMy He
ITOBITOMJISITIOCS TIPO Pi3HUIIIO 3a KiHIIEBUMHU TOYKaMHU imeMiuyHux nofgiv (p = 0,36), Tomi Ik
remopariusi mopii = II ctynens 3a kputepismu BARC BigOyBanucs pifaiie B rpyrmi



neeckanatinaol DAPT (4,0 %) nmopiBusHoO 3 14,9 % y rpymi He3aMinHoi DAPT (p < 0,01).
['emopariuni mopii, BU3HaueHi sk yci nopii 3a kputepismu BARC, crioctepiranucs y 30
nanieHTiB (9,3 %) y rpyni geeckananiaol DAPT iy 76 nauienTis (23,5 %) y rpyni He3MiHHOL
DAPT (p < 0,01).

Locnioxncenus TROPICAL-ACS («TecmysaHHA 8i0nogidi Ha iH2ibysaHHA mpomboyumie npu
mpusasiomy aHmumpomobouumapHomy AiKy8aHHi 20cmpux KOPOHApPHUX cuHOpomie»). Lle
paHIoOMi30BaHe BiIKpUTe AociiakeHHsa BKIouuio 2610 mauienTis 3 ['KC 3 mO3UTUBHUM pPe3ysIbTaTOM
aHani3y Ha OioMapkepw, y skux 6yno ycmimHo npoBefeHo YKB. [NauienTu Oynu paHmoMi3oBaHi B
TPyIu s oTpuMaHHS abo mpacyrpesnio B 1o3i 5 abo 10 mr/moby (mHi 0-14) (n = 1306), abo
npacyrpeio B go3i 5 abo 10 mr/mo6y (mHi 0-7), micis yoro BimOyBanmacs meeckamnaris go
KJIOmigorpesto B 0o3i 75 mr/moby (gui 8-14)

(n = 1304) y xom6inanii 3 ACK (< 100 mr/mo6y). Ha menb 14 6ymo mpoBefeHo OIMiHKY QYHKITi
tpomboruTiB (PFT). I1auienTy, SKi 3aCTOCOBYBaM UIIE IIPacyrpelb, TPOg0OBKYBaIH
IIPUKOM IIpacyrpest npotarom 11,5 micans.

Y nanienTis, y sikux O6yna BUKOHaHa fieecKanallisi, 0y/10 TpoBeOeHO OI[iHKY BUCOKOI1
peaktuBHOCTI TpoMOouTiB (BPT). Akmro BPT cTraHoBuIa = 46 OOMHHUI, IAITIEHTIB 3HOB
TIePEeBOMYIIN Ha 3aCTOCYBAHHS IIpacyrpeny y mo3yBaHHi 5 abo 10 mr/mo6y mpotsrom 11,5
Micsans; ko BPT craHoBuna < 46 oguHUIG, MALliEHTH TPOJOBXKYBAIN IIPUIOM
KJIOIiOrpesio B 103i 75 Mr/go0y mpoTsAromM

11,5 micsig. TakuM 9YUHOM, y TPYIIi KEpPOBaHOI ecKaallil Oyau mallieHTH, IKUM
3acTocoByBaiu abo mpacyrpens (40 %), abo knomigorpens (60 %). Ycim namientam
IIPOIOBXKYBa/IU 3aCTOCYBaHHS aCIipUHY i TPOBOAMIOCS TOJAIbIIE CIIOCTEPEXKEHHS IPOTATOM
OIHOTO POKY.

[TepBrHHA KiHIleBa TOYKa (KoMOiHOBaHa KiHI[eBa TOYKa YaCTOTH JIeTAIbHUX HACIIAKIB Bifm
cepueBo-cynuHHUX npuyuH, [M, iHCyneTy 1 KpoBoTeui = II cTynens 3a kputepigsmu BARC
yepe3 12 micaii) Oyna JOCATHYTA, 10 AEMOHCTPYE IPHHANMHI He MeHITy e(eKTUBHICTh
knomigorpento. Y 95 nauienTis (7 %) y rpyni kepoBaHol geeckanatiil Ta y 118 namienTis (9 %)
Yy KOHTPOIbHIY Ipymi (p Ois MigTBEepHAXKEHHS MPUHANMHI He MeHIN0i e(peKTUBHOCTI CTaHOBUTD
0,0004) Big3Havanacsa ogHa 3 IOfiil KiHIeBOl TOYKHU. KepoBaHa feecKaallis He IpU3Besa 10
30inbIIeHHS KOMOiHOBaHOTO PU3UKY illeMiuyHUX mofii (2,5 % y rpymi meeckanatlii mopiBHAHO
3 3,2 % B KOHTPOJIbHIYU TPYIIi; P AN MiATBEPAXKEHHS IPHHAWMHI He MeHII0l e(eKTUBHOCTI
cranoBuTh 0,0115), a TaKOXK 3a KITHOYOBOIO BTOPUHHOIO KiHIIEBOIO TOYKOI — YaCTOTOI0
reMopariynux nogiv = II crynens 3a kputepigsmu BARC (5 % y rpymi geeckanaiiil mopiBHIHO
3 6 % y koHTpOnbHiX rpyti (p = 0,23)). CyKymlHa 4acTOTa BCiX reMOpariyHux mofin

(I-V ctynens 3a kputepismu BARC) cranosuna 9 % (114 mopi#t) y rpymi KepoBaHOi feecKanarii
nopiBHAHO 3 11 % (137 mogmi#t) y KOHTponbHIiM rpymi (p = 0,14).

[omBiiiHa aHTHArperaHTHa Tepalmis mpu roctpomy Manomy 11 ab6o TIA i3 cepenHiM Ta
BUCOKHUM CTVIIEHEM PU3UKY

[MopBitiHa aHTHArperanTHa Tepanis koMmOiHarielo knomnigorpemo Ta ACK nns nomepemxeHHs
incynbty micnst rocrporo manoro II a6o TIA i3 cepefgHiM Ta BUCOKHM CTYIIEHEM PU3HUKY OIliHIOBAJIACh
y IBOX PaHOOMi30BaHUX AOCTiAKEHHSX 3a CIIOHCOPCHKOI migTpuMKu pnocrnigauka (ISS) — CHANCE Ta



POINT — 3a maHuMU pe3yIbTaTiB 100 KIiHiYHOI 6e3meKu Ta e(eKTUBHOCTI.

CHANCE (3acmocysaHHAa Ksa0nidoz2peao nayieHmam 2pynu 8uC0K020 pusuky 3 20cmpumu
HeiHeaiou3yr4uMu uepebposackysapHuUMuU nodisimu)

Y oMy paHAOMi30BaHOMY TIOABINHO ClinoMy 0araToleHTPOBOMY I1anie60-KOHTPOILOBaHOMY
KJIIHIYHOMY JOCHiAXKeHHi Opanu ydacTtsk 5170 marienTiB 3 Kutaio 3 roctpoio TIA (moka3HUK 3a
mKkaso ABCD2 = 4) abo rocTpuM MaluM iHCYJIbTOM (ITOKa3HUK 3a mrkanoo NIHSS < 3). [NTamienTu B
o60x rpynax orpuMyBanu ACK y BigkputoMy pexumi B 1-it meHsb (y mo3i Big 75 mo 300 Mr Ha po3cyn
JIiKy104oro crenianicta). [lamieHTH, QOBIIPHUM YMHOM BigHeCeHi 1o rpynu Kinomigorpento-ACK,
OTPUMYBAJIX KJIOMigOTpesb Y HaBaHTaxXyBanbHiX 7031 300 Mr y 1-i1 meHb JiKyBaHHS, IOTIM 3 2-TO 110

90-i1 meHb NiKyBaHHS — KJIOMigorpesnb y 7031 75 Mr Ha go0y, a Takoxk ACK y mo3i 75 Mr Ha mo6y 3 2-
ro no 21-i geHb gocnipxkenHd. [lamieHTy, HOBITBHUM YMHOM BifHeceHi no rpynu ACK, otpumyBanu
nyanebo-Bepcito kiomigorpesnto 3 1-ro mo 90-# menb mikyBaHHs Ta ACK y go3si 75 mMr Ha goby 3 2-T0 10
90-1 meHb NIKyBaHHS.

OCHOBHUM TIOKa3HUKOM e(eKTUBHOCTI Oya Oymb-siKa HOBa MOAis iHCYAbTY (iemMigHOTO Ta
reMoparigyHoro) npotsrom nepmux 90 gHiB micis roctporo masnoro II abo TIA 3 BUCOKUM CTyIIeHEM
pusuky. i nopii BigOynucs y 212 nmauienTis (8,2 %) y rpymni knonigorpento-ACK mopiBHSAHO 3

303 nmauientamu (11,7 %) B rpymi ACK (BigHOmeHHs pu3ukis [BP] 0,68; 95 % mosipuuii inTepsan [[I]
Bim 0,57 mo 0,81; p < 0,001). II BimOyBcs y 204 nauienTis (7,9 %) B rpymi knonigorpemo-ACK
nopiBHAHO 3 295 naniertamu (11,7 %) B rpyni ACK (BP 0,67; 95 % [ Big 0,56 mo 0,81; p < 0,001).
'emopariyHuii iHCYIbT CIIOCTepiraBcs y 8 maIieHTiB y KOXKHiN 3 ABOX HociimKyBanux rpyn (0,3 %y
KOoxHiM rpymi). [TomipHa abo TsKKa KpoBOTeda criocTepiranacs y 7 natiedTis (0,3 %) 3 rpynu
knonigorpenio-ACK ta y 8 (0,3 %) 3 rpynu ACK (P = 0,73). HacToTa 6yab-IKUX MOMil KPOBOTEUi
cranosuna 2,3 % y rpymi knomnigorpento-ACK nopisasHo 3 1,6 % y rpymi ACK (BP 1,41; 95 % [ Big
0,95 mo 2,10; p = 0,09).

POINT (IHe2ibysaHHA azpeaauii mpomboy,umis npu Hoeill nodii TIA ma mano2o0 iwemiyHo20 iHCY1bmy)

Y oMy paHIOMi30BaHOMY MOABIMHO CIlimoMy 6araToleHTPOBOMY I/1aneb0-KOHTPOILOBAaHOMY
KJTIHIYHOMY [OCITifIZKeHHi Opany y4acTh HallieHTH 3 ychoro cBiTy (4881 ocoba) 3 roctpoio TIA
(moka3HUK 3a mkanoio ABCD2 = 4) a6o rocTpuM MajauM iHCYy/lIbTOM (IIOKa3HUK 3a IKanoio NIHSS
< 3). Yci nauienTu B 000x rpymnax orpumyBanu ACK y Binkputomy pexumi 3 1-ro mo 90-i geHb
nikyBaHHA (y 1031 50—325 Mr, 3a/1eXXHO Bifi TpU3HaYeHH JIKYy040ro cneniamnicta). [lauienTy,
OOBITBHUM YMHOM BifHECEHi 0O TPYNH KIOIMigoTrpesiio, OTPUMYBalu KIOMAOTPesb y
HaBaHTaXyBalbHil 703i 600 Mr y 1-it geHb JTiKyBaHHS, MOTIM y 1031 75 Mr Ha go0y 3 2-ro mo 90-i
neHb nikyBaHHS. [IallieHTH, MOBiTbHUM YMHOM BigHECeHi o rpynu mnanebo, oTpuMyBasu maiebo-
Bepcito Knomigorpento 3 1-ro mo 90-1 geHb NTiKyBaHHS.

[TepBUHHUM IIOKa3HUKOM e(peKTHUBHOCTI Oyna KoMmOiHalisg Benukux imemivaux nogiu (II, IM abo
JeTalbHUM HACMIOK Yepea ileMiyHy cynuHHy mopito) Ha 90-i mewb. Li momii Bigbynucs y 121
nauienTa (5,0 %) 3 rpymnu 3acTocyBaHHS Kiomiforpento y komOinaiii 3 ACK nopiBHsHO 3i 160
nanieHTamu (6,5 %), sgki orpumyBanu ACK gk moHoTteparito (BP 0,75; 95 % I Big 0,59 mo 0,95;

p < 0,02). BropuHHUM OKa3HUKOM e(PeKTUBHOCTI OyB imemiynui incynsT. Bin BigbyBcs y 112
naiieHTiB (4,6 %), SKi oTpuMYyBanu Kionigorpens y Kombinanii ACK, mopiBHsHO 3i 155 marieHTamu
(6,3 %), sxi orpumyBanu ACK sk moroTepartito (BP 0,72; 95 % I Big 0,56 mo 0,92; p = 0,01).
[TepBuHHMM TOKa3HUK 0e3MeKN — BeJiMKa KpoBoTeda. BoHa cmocTepiranacs y 23 3 2 432 malli€eHTiB
(0,9 %), sixi oTpuMyBanu kionigorpens y komOinanii 3 ACK, ta y 10 3 2 449 narienTis (0,4 %), gki
orpumyBanu ACK sk moroTeparmito (BP 2,32; 95 % [I Big 1,10 go 4,87; p = 0,02). Marni KpOBOBUIKBU



Oymu y

40 nauieHTiB (1,6 %), Ski oTpuMyBanu Kiomigorpens y komOinanii 3 ACK, Ta y 13 mamnienTis (0,5 %),
ski orpumyBanu ACK gk moHoTeparito (BP 3,12; 95 % [II 8ig 1,67 mo 5,83; p = 0,001).

Anani3 gunamiku gociaimxens CHANCE ta POINT

[Tepesar mono eheKTUBHOCTI IIPY IPOIOBXKEHHI OMBIMHOI aHTHArPeTaHTHOI Teparil moHan 21 meHb
BUSIBJIEHO He Oys0. PO3rIsiHyTO IMHaMIKy CepUO3HUX iIeMiYHUX IOMii Ta MACUBHUX KPOBOBHUIUBIB y
rpylax JiKyBaHHS 3 MeTO aHasli3y BIUIUBY KOPOTKOCTPOKOBOro Kypcy DAPT.

IuHaMiKa CepHO3HHX illleMiYHHX MOAiH Ta MACHBHHUX KPOBOBH/IMBIB y rpymnax jJiKyBaHHSI B
mocaimxkenusx CHANCE ta POINT

KinpkicTs BUnangkis
PesynvraTty B

OOCHiIXKeHHAX Po3mopin mo rpymax VeBoro 1-i 2-1 3-1
CHANCE Ta JIIKyBaHHSA TUXIOEHb THUXIEHb TUXIEHb
POINT
Benuki ACK (n =5035) 458 330 36 21
imemiuni momii

Knonigorpens ACK 328 217 30 14

(n=5016)

Pi3uuns 130 113 6 7
Benuka ACK (n =5035) 18 4 2 1
KpOBOTEYa

Knomigorpens ACK 30 10 4 2

(n=5016)

Pi3uuns -12 -6 -2 -1

®i6punsuis nepencepns (OI1). Y mocmimxkenns ACTIVE-W ta ACTIVE-A, ski Oynu oKpeMuMH
IOCIiIXXKeHHAME ¥ Mexkax nporpamu ACTIVE, 6yio BK/II0YEHO MAIliEHTIB 3 (ibpunsiiero
nepencepnb (®I), aki Manu mMoHaNMeHIIe OOWH (aKTOP PU3UKY BUHUKHEHHS CYOUHHUX
IopyuieHb. [ pYHTYIOUKCh Ha KPUTEPIAX BKIIIOYEHHS Y NOCIIIKEHH, JTiKapi 3a1ydaiu
natieHTiB go mocmigkeHHs ACTIVE-W, gkino BoHu OynTy KaHAWAaTaMX Ha OTPUMaHHS
Teparil antaronictamu BitTaMiny K (ABK) (Hanpuknag Bapdapurom). Y HOCTimKeHHS
ACTIVE-A 6yno BK/IIOUEHO TalliEHTIB, IKi He Mornu oTpuMyBaTu ABK-Teparmiio yepe3
IIPOTUIIOKa3aHHs abo HeOaXKaHHS OTPUMYBATH 1ie JIiKyBaHHS.

Hocnigxenns ACTIVE-W nmpogeMOHCTPYBao, 1[0 aHTAKOATy/ITHTHA Tepallid aHTaroHicTaMu
BiTaminy K Oyna Ginbir eheKTUBHOW, HiXK NiKyBaHHA Kiomigorpenem Ta ACK.

Hocmigxennss ACTIVE-A (n=7554) 6yno 6araToiieHTPOBUM, PAHIOMi30BaHUM, IIOJBIMHUM CIIIINM,
n1a1e60-KOHTPOJIbOBAHUM [OCTIIXKEHHSIM, Y IKOMY ITOPiBHIOBAIK KJIOMigOTpesb 75 MI Ha go0y

ACK (n=3772) i3 nmnane6o ACK (n=3782). PekomengoBaHta mo3a ACK cra"osuna Big 75
no 100 mr Ha mo6y. ITalieHTH OTPUMYBaJIH JTiKyBaHHS YIIPOMOBXK IIEPIOAy M0 5 POKiB.

[MTauienTu, panmoMizoBaHi y mporpamy ACTIVE, Manu moKyMeHTanbHO migTBepaxeny @I1, To6To
nocTitny popmy @II abo moHalMeHIIe 2 emi3oau napokcuamanabHoi OIT yrpomoBxk ocTaHHIX



6 Mics1iB, Ta TPUHAKWMHI OAUH i3 TaKuX (HaKTOPiB PU3UKY: BiK Bifl 75 POKiB YU BiK Bif
55 mo 74 pokiB Ta/abo 1ykpoBuii miabet, 110 motpedye MemuKaMeHTO3HOTO JIiKyBaHHS, abo
IOKYMEHTAaJIbHO MiATBEPAXKeHUN nepeHecenuil IM, abo JOKyYMeHTaIbHO MiATBEPAKEHY illeMiyHy
XBOpOOY ceplisi; onepenHe JIiKyBaHHS 3 IPUBOMY CUCTEMHOI apTepiaabHOI rimepTeH3ii; paHiiie
nepeHeceHuy iHCYNIbT, TPaH3UTOPHaA ilemiyHa aTaka (TIA), cucreMHa eM0Oortisi 6e3 ypakeHHS
ctpyktyp UHC; guchyHKIis MiBOTO MITyHOYKA i3 TOKAa3HUKOM (PpakKIlii BUKUY JIiBOTO MUIYHOUKa <45
% ab0 mOKyMeHTaJIbHO MiATBEPAXKEHe 3aXBOPIOBaHHS nepudepudHux cyguH. CepepHii Oan 3a
mkanoo CHADS?2 ctaHoBuB 2 (y mexax 0—06).

1o OCHOBHUX KpUTEPilB BUKJIIOUEHHS MALI€HTIB i3 OCTigXeHHS HajleXkKalld JOKyMeHTalbHO
IifTBepaKeHa BUPa3KoBa XBOpoba BIPOIOBK OCTaHHIX 6 MiCAIliB; BHYTPIlITHLOMO3KOBa KpPOBOTEYA B
aHaMHe3i, cepiio3Ha TPOMOOIMTONeHis (KinpKicTh TpoMGonuTiB < 50x 10°/m); moTpeba y 3acToCcyBaHHi
KJlomigorperio abo nepopanbHux aHTUK0aryngHTiB (ITAK) abo HemepeHOCUMICTh OYAb-5SKOI 3 IIUX IBOX
PEYOBHUH.

73 % nanieHTiB, BKItoueHux y gocnigxeHHsa ACTIVE-A, He morniu otpuMyBatu ABK y 3B’43Ky 3
BUCHOBKaMH JIiKaps yepe3 HeMOXKJIUBICTE IIPOBEEHHS MOHITOPUHTY MiKHAPOLHOT'O
HOpMaJti3oBaHoro BimHoueHHs (MHB) BHACTimOK CXUIBHOCTI IO MaAiHHS XM TPaBMU I'0JIOBUA abo
HasIBHOCTI crienu¢igyHOro ¢pakTopa pU3UKy BUHUKHEHHS KPOBOTEYi; I0A0 26 % MaIli€HTiB pillleHHS
niKaps I'PyHTYBanocs Ha HeOaxkaHHi nmanieHTa oTpuMyBaT ABK.

41,8 % marieHTiB ctaHoBUH XiHKK. CepenHill Bik mopiBHIOBaB 71 pik, 41,6 % martrieHTiB Oyau BikoM
Bim 75 pokiB. 3aranom 23 % XBOPHX OTPUMYBAJIM aHTHAPUTMIiuHi 3acobu, 52,1 % — B-O1okaTopw,

54,6 % — iuribiTopu aHTiOTEeH3UHIIEPETBOPIOBAILHOTO pepMeHTY Ta 25,4 % — CTaTHUHHU.

KinbKicTh MmallieHTiB, SKi MOCSTIN MEPBUHHOI KiHIIEBOI TOYKH (YacC [0 IePIIOro BUHUKHEHHS iHCYIIbTY,
IM, cucremuoi em6otii 6e3 ypaxenHus cTpyktyp LIHC a6o neTanbHOTO HACTigKY), CTAHOBUIIA

832 (22,1 %) y rpymi nauieHTiB, ki orpumyBanu kinonigorpens ACK, ta 924 (24,4 %) y
rpymi nnane6o ACK (BigHOoCcHe 3HMXKeHHS pu3uky Ha 11,1 %, 95 % 11 2,4-19,1 %; p=0,013),
HacamIiepeq 4yepe3 3HauHe 3HUXKEHHS 4YaCTOTH PO3BUTKY iHCYJNbTIB. [HCYNnbTH BUHUKIH ¥ 296 (7,8 %)
namieHTiB, sKki orpuMyBanu kiomigorpens ACK, ta 408 (10,8 %) mariieHTiB, ki oTpuMyBanu nnauebo
ACK (BigHOCHE 3HUXKEHHS pu3uKy Ha 28,4 %; 95 % I, 16,8—38,3 %, p=0,00001).

Himu.

Y mocnimkeHHi 3 MiABUIIEHHSAM [03, 10 IIPOBOUIM 3 y4acTiO 86 HOBOHAPOKeHUX a0 HEMOBIIAT
BikOM 10 24 Mics11iB 3 pu3uKoM BUHUKHEeHHS TpoM0603y (PICOLO), Kiomiforpenb 3aCTOCOBYBaIN Y
nocrnigoBHux po3ax 0,01, 0,1 1 0,2 Mr/kr HOBOHapoAXKeHUM i HeMoBATaM 1y mo3i 0,15 MI/KT TiibKu
HOBOHapomxKeHuM. [Tpu mo3i 0,2 Mr/Kr cepefiHil MOKa3HUK iHriOyBaHHS arperartil TPOMOOLXTIB
cranoBuB 49,3 % (5 MkM A[l®-iHAyKOBaHOI arperatiii TpOMOOLIUTIB), 10 OyJ10 MOPiBHAHHUM i3 TAKUM
y mopociux, ki orpuMyBanu Knomigorpens 3eHTiBa y m03i 75 Mr/Ha mo06y.

Y paHmoMi3oBaHOMY NOABIMHOMY CJIIIIOMY OOCTIgXeHH] 3 yyacTio napanensHux rpyn (CLARINET)

906 miTel (HOBOHAPOAKEHUX 1 HEMOBJIAT) i3 BPOAKEHOI Baf00 CEPIS LiaHOTUYHOTO TUIY, SKUM
IIPOBOMIUIIM TaJliaTUBHY OIlepallilo 3i CTBOPEHHST CUCTEMHO-JIETEHEBOT0 apTePiaIbHOTO IITyHTa, 0yu
paHgoMmizoBaHi [t oTpuMaHHS Kiomigorpento 0,2 Mr/kr (n=467) abo mnarebo (n=439) i3
OJHOYACHUM ITPOBEMIEHHSIM CYIyTHHOI 6a30BOi Tepallii 40 MOMEHTY IIPOBefIeHHS APYTOro eTamy
omnepatii. CepeqHiil 4ac MiX NMPOBeEHHSIM I1ajliaTUBHOI Omepallii 3i CTBOPEHHS IIyHTA i MepIuM
BBe[IeHHSM [IOCIIiI2KyBaHOTO IpemnapaTty cTaHoBUB 20 fHiB. [Iprbnu3Ho 88 % mallieHTiB OIHOYACHO
orpumyBanu ACK (Big 1 mo 23 mr/kr/Ha mo6y). [JoCcTOBipHUX BigMiHHOCTEN MiX I'pylaMu IIO[0



NOCSITHEHHS TMEPBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHM, SIKa CKJIaflajacs 3 JIeTalbHUX BUIA[IKIB,
TPOoMO03Y IyHTa a00 TPOBEEeHHS XipypPriyHOT0 BTPy4aHHs Ha ceplli 7o 120 oHS XKUTTS micns
BUHUKHEHHS TIOMil, CIpHYNHEHOl TpoM0030M, He crocTepiranocs i cranosuio 89 [19,1 %] y rpymi
KJIOMigoTrpento i 90 [20,5 %] y rpyni nnate6o (ouB. po3nin «Cmocib 3acTocyBaHHS Ta
no3u»). Haltgacrimoo mobiuHoIo peakllieio SK Y IPYIIi KJIOMigorpento, Tak i y rpymi name6o 6yB
PO3BUTOK KPOBOTEUi, TPOTE AOCTOBIPHUX BiGMiHHOCTEM MiX I'pylaMu 100 YaCTOTH il BUHUKHEHHS
BUSBJIEHO He OyJo. Ilig 9ac mopanbInoro OBrOCTPOKOBOTO MEPIOY CIIOCTePEeXKEeHHS 3a MOOiYHUMU
SIBUIIaM¥ 26 TMaLi€HTIiB, Y SKUX LIYHT 3a/IAIIaBCS Ha MOMEHT JOCATHEHHS 1-piuHOTrO BIKY,
OTPUMYBAJIH KJIOMigOTPENb A0 JOCATHEHHS

18-micsunoro Biky. ITim 4ac 1poro mepiogy crocrepexkeHHs npodinb Oe3meku mpenaparTy He
3MiHIOBaBCH.

Y pocnigxennax CLARINET i PICOLO BUKOpPUCTOBYBaBCS BiJHOBJIEHUM PO3YUH KIIOIMigOTPEIIO.

Y mocnimkeHHi BiTHOCHOI 6i000CTYIIHOCTI ¥ HOPOC/INX BiMHOBIEHUHM PO3YUH KIIOMiIOTPEITIO
IIPOJIEMOHCTPYBAaB aHAJIOTiUHUM CTYIIiHb i TPOXYU BHUIIY MIBUAKICTH abcopOilii 0CHOBHOTO
IIUPKYII0I0490T0 (HeaKTUBHOT0) MeTaboIiTy IOPiBHSAHO 3 3apEeECTPOBaHOI0 TabieToBaHOI0 (POPMOI0
mpemnapary.

dapmakoKkiHemuxka.

BcmokTtyBaHHA. [licnig mepopaabHOTO IPUHOMY OHOPa30Bol Ta 6araTopa3oBux 003 75 Mr Ha #o0y
KJIOMiIOTpesib MIBUAKO BCMOKTY€EThCS. CepeHs MiKOBa KOHILIEHTpAallisl HE3MiHEHOT0 KJIOMigOTPE y
nya3mi (67113bK0 2,2—2,5 HI/MII ics OMHOKPATHOI 103K 75 MT IepopasbHO) Jocsaranacs mpubau3Ho
yepes 45 xBunuH micns mpuiiomy. A6copbiiis craHOBUTH He MeHIe 50 % 3 Orysigy Ha eKCKpellito
MeTaboIiTiB KIomigorperio i3 ceyero.

Posnopin. Knomigorpesns Ta OCHOBHUY (HeaKTUBHUM) MeTabO0IiIT, 1[0 UXPKYJIIOE B KPOBI, in vitro
000pOTHO 3B’sI3yI0ThCSA 3 OinkaMu ma3Mu mogusu (98 % i 94 % BignosinHO). el 3B’130K
3a/IMIIAETHCS HEHACUYYBAHUM in Vitro y Mexkax IIMPOKOTO Aiara30Hy KOHIIEeHTPAIlil.

Metabomi3aM. Kmomiforpens eKCTeHCUBHO MeTab0I1i3yeThCA ¥ medintii. In vitro Ta in vivo icHye fiBa
OCHOBHUX IIJITXU KOT0 MeTaboIi3My: OIUH — 3 y4acCTIO ecTepas, 110 MPU3BOAUTH [I0 Timpoi3y 3
YTBOPEHHSIM HEAaKTUBHOI MTOXiIHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix MeTaboIiTiB, 110
[IUPKYJIIOIOTH Yy I1JIa3Mi KPOBI), @ iIHIINY - i3 3aly4eHHS PepMeHTiB cucteMu nuToxpomy P450.
CrnouaTKy KJIOMigorpesib IePeTBOPIOETLCA Ha MIPOMiKHUM MeTalboIiT 2-0KCO-KIO0Migorpenb. Y
pe3yIbTaTi MOaIbIIOro MeTaboIi3My 2-0KCO-KJIOMigorpesTio YTBOPIOETHCS TiOIOBaA MOXigHA -
aKTHBHMY MeTabomiT. Iled akTHBHUM MeTaboJIiT YTBOPIOETHCS TTEPEBAKHO 3a JOTIOMOT 00 (hepPMEHTY
CYP2C19, 3 yuacrTio Kinpkox iHmmx ¢pepmenTiB cuctemu CYP, Takux K CYP1A2, CYP2B6 i CYP3A4.
AKTUBHUI MeTabOJIiT Komigorpeno (TioioBa noxigHa), sKuii 0yB BUMiIEHUH in Vitro, MBUOKO Ta
HeoOOPOTHO 3B’I3YETHCS 3 pellelITopaMyu Ha TpoMOOIUTax, TUM CAMUM TePEeNIKOAKalo4y arperatii
TPOMOOIIUTIB.

[Toxa3uuk C,,, O aKTUBHOTO MeTa00JIiTy € BABIYi BUIIUM IIiC/ISl IPUUOMY OTHOPa30BO1
HaBaHTaxXyBaJibHOI 703U 300 MTI KJIOMigOTrpeJIio MOPIiBHSAHO 3 TUM, IO CIIOCTEPIraeThCs micins 4-
IEHHOTO 3aCTOCYBaHHS MigTPUMYyBaabHOL fo3u 75 Mr. C,,,, mocsiraeTbcsa npubnusHo yepe3 30-60
XBUJIMH IIiC/IS IPUMOMY IIpernapary.

Bupenenns. Yepes 120 rogus micis IpUitoMy BHYTPIIIHBEO MideHOro '*C-KJIOMmiforpeno y TOIMHHA
npu6nu3no 50 % mo3u BUBoOuUioCH i3 cedelo i 611u3bK0 46 % i3 KanowM. [Ticns nepopanbHOTro MPUioMy
Pa3oBoi 403U 75 MT Iepiof HamliBBUBEOEeHHS KIOIMIIOrPeso CTaHOBUTEL ONIM3bK0 6 romuH. [Tepion
HaITiBBUBEIEHHSI OCHOBHOTO (HEAKTHBHOI'0) MeTAbO0IITY, IO IUPKYIIOE B KPOBi, CTAHOBUTH 8 TOIUH



TIiCIIsT OMHOKPATHOTO i 6araTOKPaTHOTO 3aCTOCYBaHHS MIpemapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B YTBOPEHHI SIK aKTUBHOT'O MeTa0OJIiTy, TaK i MPOMiKHOT0
MeTabomiTy 2-0KCco-Knomigorpento. ®apMakoKiHeTHKa aKTUBHOTO MeTab0IiTy KIIOMigorpeso Ta
aHTUTPOMOOLMTAPHI eheKTH, 3a JaHUMM BUMipIOBAHHS arperallii TpoMOOLIUTIB ex vivo,
BiOPI3HAIOTHCSA 3ajiekHO Bifg renotuny CYP2C19.

Anens CYP2C19*1 BigmoBifmae moBHiCTIO QyHKIIiOHYI090oMYy MeTabomi3my, Tofi gk anesni CYP2C19*2 ta
CYP2C19*3 BipnosinaioTs He@yHKUiIOHYI04OMYy MeTaboniamy. Aneni CYP2C19*2 ta CYP2C19*3
CKJafialoTh OiNbIIICTE anesiB y malieHTiB eBporeoinHoi (85 %) Ta moHromnoigHoi (99 %) pac 3i
3HUKEHUM MeTabosiaMoM. IHIIi aserti, acolifioBaHi 3 BigcyTHiM abo ocitabmeHuM MeTabomizMoMm,
3yCTpivyarThCAa 3Ha4yHO pifure. [Jo HuX Hanmexatb CYP2C19*4, *5, *6, *7, Ta *8. Ilaui€HT 31 3HUKEHUM
MeTaboi3MOoM Ma€ OBa HehyHKIIOHATBHUX anelli, K 3a3HaYeHOo BHUIIe. 3TifHO 3 omy6IiKoBaHUMHU
nauuMu, reHotunu CYP2C19, axki BigmoBifaioTs 3HMKEHOMY MeTabo0J1i3My, 3ycTpidaloThes y 2 %
IpeNCTaBHUKIB eBpomeoinHoi pacu, 4 % mallieHTiB HerpoimHol pacu Ta 14 % mallieHTiB
KMTaMChKOI HalliOHAIBHOCTIi. 3apa3 iCHYIOTh TECTH, SIKi Jal0Th 3MOT'Y BU3HAUUTHU I'€HOTHUII
CYP2C19.

Y nepexpecHoMy mocrigxKeHHi 3 yuacTio 40 30opoBux oOPOBOBIIB, M0 10 v KOXKHi# 3 YOTHPHOX
T'PYI, IO BiATOBima0Th neBHOMY Tuily Metabonizmy CYP2C19 (HapmBHOKui, iHTEHCUBHUH,
IIPOMIXKHUY Ta 3HUKEHUM), OLiHIOBaMM (apMaKOKiHETUKY Ta aHTUTPOMOOLUTapHI eheKTH mpu
3aCTOCYBaHHI 1031

300 Mr i3 mojanbIIMM IIPUIOMOM 03U 75 MT Ha [00y, a Takox mo3u 600 Mr i3 mogambIiuM
npuiiomoM mo3u 150 Mr Ha goOy. KoxkeH i3 nux BU/iB JTiKyBaHHS 3aCTOCOBYBAIM B IIiJIOMY BIIPOHOBIK
5 pHiB (mo mocsirHeHHs cTabinbHOTO cTany). He Oysio BUSIBIEHO CYTTEBUX BiIMIHHOCTEN Y IOKAa3HUKAX
KOHIIEeHTPallil aKTUBHOT'0 MeTaboJIiTy y KPOBi Ta cepenHixX MoOKa3HUKaxX MMPUTHIYeHHs arperatiii
tpomOonuTiB (ITAT) mMik ocobaMu i3 HAOIIBUOKUM, iIHTEHCUBHUM Ta MMPOMiXKHUM MeTabosizmomM. B
oci0 3i 3HMKEeHUM MeTa0O0J1i3MOM KOHI[eHTpAllisl akTUBHOTO MeTaboIiTy Y KPOBi 3MeHIIIIacg Ha
63—71 % mopiBHAHO 3 0co0aMu 3 iIHTEHCUBHUM MeTabomi3MoM. [liciig 3aCTOCyBaHHS PEXUMY
no3yBaHHs 300 Mr /75 Mr aHTUTpPOMOOIMTAPH] edeKTH B 0Cib 3i 3HMKEHUM MeTabosizMmoM Oyiu
MeHIII BUpaXkKeHUMH, IPH I[boMYy cepenHi noka3Huk [TIAT (5 MkM AII®) ctanoBuB 24 % (24 roguuu) i
37 % (mensb 5) mopiBHsHO 3 [TAT 39 % (24 rogunu) i 58 % (meHb 5) B 0Cib 3 iIHTEHCUBHUM
MeTabomizmom Ta 37 % (24 rogunn) i 60 % (meHs 5) B 0cib i3 mpoMixHUM MeTabommizmoM. Konu
ocobaM 3i 3HMKEeHUM MeTal0J1i3MOM 3aCTOCOBYBaIM pexkuM fo3yBaHHg 600 mMr/150 mr,
KOHIIEHTPAIlis aKTUBHOTO MeTaboJIiTy y KpOBi OyJia BUIIOIO, HiXK MTPH 3aCTOCYBAHHI peXUMY
no3yBaHHs 300 mr/75 mr. Kpim toro, noka3uuku [1AT ctanoBunu 32 % (24 rogunu) i 61 % (meHs 5),
SKi Oy/y BUIIMMH, HiXK B 0Ci0 3i 3HMKeHUM MeTabommizmoM, siki orpumyBanu go3u 300 Mr/75 Mr, Ta
nofiOHMMU [0 MTOKA3HUKIB, OTPYMAaHUX y iHIIKX IPyIaX, BUOiNIEHUX 3a/Ie3KHO Bifi TUIY MeTaboi3aMy
CYP2C19, npu 3acToCyBaHHI peXXUMy NO3yBaHHSA

300 mr/75 Mr. 3a pe3yiabTaTaMu AOCTIAXKEHb KIIIHIYHUX e(DEeKTiB HalleXKHUU PeXKUM N03yBaHHS OJIs
ITi€l TPyNY NallieHTiB He OyB BU3HAYEHUH.

AHanoriyHo [0 pe3yibTaTiB, HaBeeHUX BUIllE, y MeTaaHasi3i 6 JociifkKeHb 3 ypaxyBaHHIM
II0Ka3HUKIB PiBHOBaXKHOT0 CTaHy 335 Malli€HTiB, IKi OTPUMyBaJX KJIOMigorpesns, 6yi1o
IIPOIEMOHCTPOBAHO, ITI0 KOHIIEHTPAIlis aKTUBHOTO MeTabo0IiTy Y KpoBi 3MeHIuiIacs Ha 28 % B 0ocil 3
TpoMiXHUM MeTabosi3aMoM i Ha 72 % B ocib 3i 3HKMKeHUM MeTabosi3MoM; iHTiOyBaHHS arperatii
TpoMOouuTiB (5 MKM AII®) TaK0XK 3MEHUIUIIOCS, IIPHU IIbOMY Pi3HUIlA V¥ moKa3HuKax [TAT craHoBuIa
5,9 % ta 21,4 % BinmoBimHO MOPiBHSIHO 3 0c0OaMU 3 iIHTEHCUBHUM MeTab0JIi3MOM.

Brnus resotuny CYP2C19 Ha kiiHiYHI pe3ysbTaTyé y Iali€HTIB, IKi OTPUMYyBaIU KJIOMIOrpeb, y



XO[Ii MPOCIEKTUBHUX PaHOOMi30BaHUX KOHTPO/ILOBaHUX BUIIPOOyBaHb He BUBYanu. [IpoTe Oymo
IIPOBEMEHO IiNMNH P PETPOCIIEKTUBHUX aHalli3iB 3 METOI0 OI[iHKY LIbOT0 e(DeKTY y Malli€HTiB, SKi
OTPUMYyBaIX KJIOMiOTPeb, OIS IKUX iICHYIOTh pe3ynbTaTu reHoTunyBaHHg: CURE (n=2721),
CHARISMA (N=2428), CLARITY-TIMI 28 (n=227), TRITON-T1MI 38 (n=1477), i ACTIVE-A-(n=601).
Kpim Toro, icHYyI0Tb pe3ynbTaTH KilTbKOX OMy0IIiKOBaHUX KOTOPTHUX OOCIiIKEHb.

Y xomi ananizy TRITON-TIMI 38 ta 3 koroptHux mocuigxens (Collet, Sibbing, Giusti) komb6iHoBaHa
rpyla, SiKa cKjafanacs 3 0cib i3 mpoMiKHUM Ta 3HUKEHUM MeTab0/1i3MOM, Majia 3HaYHO BUIILY
YacTOTy BUHUKHEHHS CepIeBO-CyOUHHUX MOMiH (JleTanbHUYM HACHi0K, iHpapKT MioKapaa Ta iHCYJIbT)
abo TpoM0603y CTEHTIB, HiXK 0c00H i3 iIHTEHCUBHUM MeTab0JTi3MOM.

Y xogi ananizy CHARISMA Ta ogHOT0O KOTOPTHOTO AOCTiAxKeHHs (Simon) B oci0 3i 3HUKEHUM
MeTab0J1i3MOM CIlocTepiranacs migBuilleHa YaCTOTa BUHUKHEHHS MOfIif MOPiBHSIHO 3 ocobamu 3
iHTeHCUBHUM MeTab0I1i3MOM.

B anamizax CURE, CLARITY, ACTIVE-A Ta B omHOMY 3 KOTOPTHUX AocligxkeHb (Trenk) gacTota
BUHUKHEHHS CEPIIeBO-CYIMHHUX TOMiN MOCTOBIPHO He 3ajiexkara Bifl 0co0IuBOCTEN MeTaboIi3My.

2KopeH i3 11ux aHami3iB He BKII0YAB JOCTATHHOI KiTbKOCTI MAIliEHTIB IJIst TOTO, 100 MOXKHa 0yy10
BUSIBUTH Pi3HUINO V KIIIHIYHUX pe3yibTaTax y MallieHTiB 3i 3HMKEHUM MeTab01i3MoM.

Oco6uBi KaTeropii nattienTis. ®apMaKoKiHETUKY aKTUBHOT'0 MeTabO0JIiTy KJIOMiZOrpesto He
OOCTiAXKYyBaIu Y HUXK4Ye3a3HaueHUX 0COOIMBUX KaTeropii marieHTis.

HupkoBa HegocTaTHiCTh. [licnis perynspHOro 3aCTOCyBaHHS 75 MT KJIOMiJOTPesTio Ha fo0y y
MAIEHTIB i3 TAKKOI HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTHUHiIHY 5—15 MJI/Ha XBUJIUHY)
inribyBaHHs AJl®-iHOyKOBaHOI arperatlii TpoMOoIuTiB Oy10 MeHII BUpaxXeHuM (25 %) mopiBHSAHO i3
TaKUM ke eeKToM y 3M0POoBUX NOOPOBOJIBIIIB, @ Yac KpoBOTeYi OyB IMOMOBXKEHMI Malike Tak camo,
K 1 y 3m0poBUxX M0OPOBOJIBIIB, SKi OTPUMYBaIU 75 MT Kiomigorpeso Ha moby. Kniniuna
IIepeHoCUMICTh GyJia XOPOIIOIO0 B YCiX MaIliE€HTIB.

[TeuinkoBa HeoCTaTHICTS. ITicnsg perynsipHOro MpuioMy 75 MT KJIOMiZOTPeTio Ha 00y BIIPOOOBXK

10 mHiB y malieHTIB i3 TSXKKOIO IIeYiHKOBOIO HemoCTaTHICTIO inribyBanHsa AJl®-iHOyKOBaHOI
arperartiii TpoM6ouXTIB OyJI0 TAKUM CaMuM, 5K i y 3M0poBUX K06p0BObLiB. CepenqHe MONOBXKEHHS
Yyacy KpoBOTeUi TaK0XkK 0yJI0 OMHAKOBUM B 000X Ipymax.

PacoBa npuHanexHicTs. [Tommupenicts anenis CYP2C19, gki CIpUYMHSAIOTH IPOMIiXKHY Ta ClIabKy
MeTabomiyny akTuBHicTs CYP2C19, Bimpi3HS€THCS 3a/IeKHO Bifl pacOBOl/€THIUHOI TPHUHATEKHOCTI
(muB. po3min «®apMakoreHeTuka»). ICHyI0Th 0OMeKeHi laHi CTOCOBHO IAlliEHTiB MOHTOJIOITHOI pacH,
SIKi JalTh 3MOT'Y OLIHUTHU KITiHIYHE 3Ha4YeHHS reHOTUNyBaHHs 1boro CYP.

MokniHiuwi nawi 3 6e3neku. [lo6iuHUMY epeKTaMu, 1110 HaMyacTillle CIIOCTepiraaucs mig 4ac
MDOKJTiHIYHUX NOCIigXKEeHb Ha TBapHHaX, Oy/x 3MiHU 3 OOKY MevyiHKU. BOHU 3’SIBNSIKCS MIPU
BBEeIEHHI 003, II[0 MPU3BOAUIIM A0 KOHIIEHTPAllil KJIOMiIorpesIio B KPOBi, Maiixke y 25 pasiB
BUILle KOHI[EHTpAL[i}, sIKi CIIOCTePIraroThCs y JIOOUHY IIPU KITIHIYHOMY 3aCTOCYBaHHI 103U 75
MT KJIOMiIOTPeTio Ha mo0y, i Oy/u HacmigkoM [ii mpenapaTy Ha pepMeHTH, 110 6epyTh y4acThb
y e4yiHkoBoMy MeTa0oi3Mi. [Ipy 3acTOCyBaHHi y MIOOUHU TePalleBTUYHUX 03
KJIOIiOTPeJTio KOMHOT'0 BINIUBY Ha pepMeHTH, 110 OepYTh y4acTh y MEeUYiHKOBOMY
MeTaboJ1i3Mi, He crocTepiranocs.

[Ipu BBeOEHHI BUCOKUX 03 KIIOMigOTPENTIO IIIypaM Ta MaBraM-0a0yiHaMm crocTepiranacs



TIOTaHa IITYHKOBA ITePeHOCUMICTh IIperapary (BUHUKAB TaCTPHUT, €PO3UBHE YPAXKEHHS
IITyHKa Ta/abo 6110BaHHS).

[Tpu BBeOeHHI KJIOMIZOIPesI0 MUIIaM BIPOLOBXK 78 TUXKHIB Ta ypaM BOPofoBXK 104 THUXKHIB y Jo3ax
no 77 mr/kr Ha 0o0y (110 Maixke y 25 pa3iB nepeBullye KOHIEHTpallil, SIKi CllocTepiraThCs y
JIIONVHY IIPY KITIHIYHOMY 3aCTOCYBaHHi 103U 75 Mr/Ha 0o0y) He OTPUMAaHO KOMHUX [I0Ka3iB
KaHIIEPOTEeHHOI fil Ipemapary.

Byno npoBefeHo Linuil psap AOCIIAXKEHb TeHOTOKCUYHOCTI KJIOMIZOrPesIio B yMOBax in vitro ta in vivo,
OJIHaK BOHU He BHSIBUJIM KOOHOI TeHOTOKCUYHOI [il Ipemnapary.

Knomigorpens He BIMBaB Ha PENPOAYKTUBHY (PYHKIIIO CaMIIiB Ta CAMUIb LIYPiB, & TAKOX HE YUHUB
TepaTOTreHHOI il Hi y mypiB, Hi y KpoJiB. [Ipu BBeleHHI CaMULIsIM IIyPiB y Mepiof TaKTallil
KJIOMIiorpesib MPU3BOAUB 10 HE3HAYHOI 3aTPUMKM PO3BUTKY NMOTOMCTBA. CrieniambHi
(dhapMakKOKiHeTUYHI JOCTiAKEeHHS 3 PalioaKTUBHO MiYeHUM KJIOMigOTpeeM I0BEJIH, 1110 ToYaTKOBa
pedoBHHa Ta ii MeTaboJIiTH MPOHUKAIOTE ¥ IPygHEe MOIoKO0. OTKe, HE MOXKHA BUKJTIOUATH SK
0e3mocepegHbOTO BIIJIUBY IIpenapaTy Ha IIOTOMCTBO (He3HA4YHa TOKCHYHA [is), Tak i
0TI0CEPEeKOBAHOTO BINIMBY (BHACTIOOK MOTIpPIIEHHS CMaKOBUX SIKOCTEX MOJIOKA).

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.
BmopuHHa npogisakmuka nposagie amepompomb603y y 00pocaux navieHmia:

—  sKi mepeHecnu iHQapKT Miokapa (1I04aToK JIiKyBaHHSA — depe3 Ki/lbKa [HiB, ajie He Mi3Hille Hixk
yepe3 35 OHIB MiC/I BUHUKHEHHS), ilIeMiYHUY IHCYJIbT (II0YaTOK JIIKYBaHHS — yepe3 7 [OHIB, ajie He
ni3Hine HiXK yepe3 6 MicsLiB micas BUHUKHEHHS) ab0 y SIKMX [iarHOCTOBAHO 3aXBOPIOBAHHS
nepudepuYHUX apTepiy;

— 3 TOCTPHM KOPOHAPHHUM CHHIPOMOM:

i3 rocTpuM KOpOHapHUM cUHAPOMOM 0e3 mimiiomy cermeHnTa ST (HecTabinlbHa CTEHOKapHis
abo iHpapkT Miokapma 6e3 3y61s Q), y TOMY YKCIT V HaIli€HTiB, IKUM 0yJI0 BCTAHOBJIEHO
CTEHT Yy XOfi IpOoBefleHHS Yepe3IIKipHOT0 KOPOHAPHOT0 BTPyYaHHS, y KOMOiHaIlil 3
areTucainuiIoBoi Kuciorow (ACK);

— i3 roctpum iHpapKTOM MioKappaa 3 migiiomoMm cermeHTa ST, y KoMOiHalril 3
arneTuncaminuaoBo KucnoTow (ACK) (mamieHTH, SKMM IPOBOASTH Yepe3IIKipHe KOPOHapHe
BTPYYaHHS, ¥ T. 4. IAI[iEHTH, SKAM BCTAHOBIIIOIOTh CTEHT, Ta IAIliEHTH, SIKi OTPUMYIOTh
Me[IMKaMeHTO3He JIiKyBaHHS i MalOTh IPaBo Ha TPOMOOIITHYHY / QIOPHHOMITUYHY Tepalliio).

TpaH3umopHa iwemiuHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHs pu3uky abo maautl
iwemiyHut incyaom (II)

Knoniporpens y kom6inartii 3 ACK noka3sanuit gopocnuM nauientam 3 TIA cepeHbOTO Ta BUCOKOTO
CTyIeHsI PU3KKY (IIOKa3HUK 3a MKasnoo ABCD2' = 4) a0 MauM imeMidHEM iHCYyIbTOM (IOKA3HUK 3a
mkanow NIHSS® < 3) npotsrom 24 rogus micia mogii TIA a6o 1.



(1] . . . N . . . :
BiK, dpTeplaJIbHUU TUCK, KNTIHIYH]1 O3HAKHX, TPHUBAJIICThE CUMIITOMIB Ta AlaTHO3 IYKPOBOT'O 111a6eTy.

? lllkana inCynbTy HamioHaIBHOTO iHCTUTYTY 3[0POB S

ITpogpinakmuka amepompombomuyHux ma mpomboemboaivHuUX nodilt npu ¢pibpussyii nepedcepos.
Knoniporpens y kom6inarii 3 ACK nokasaHui fopociuM natientaMm 3 ¢pibpunsiieio nepencepnb, ki
MaloTh IJOHaWMeHIIle OOUH (PaKTOp PU3UKy BUHUKHEHHS CYOUHHUX IOAiH, Y IKUX iCHYIOTh
IIPOTUIIOKA3aHHS [0 JiKyBaHHS aHTaroHictamu Bitaminy K (ABK) i gKi MatoTh HU3bKUH PU3UK
BUHUKHEHHS KPOBOTeY, [JII IPOPiTaKTUKYU aTePOTPOMOOTUYHHUX Ta TPOMOOEeMOOTiUHUX TIOTiH, Y TOMY
YUCIIi iIHCYTIBTY.

IInst oTpuMaHHS IOOAaTKOBOI iHhopMallii guB. po3min «PapMaKoJIOTiuHi BTaCTUBOCTI».

IIpomunoka3aHHs.

[TimBuIeHa YyTIUBICTh OO Mi040i pedoBUHU ab0 M0 OyOb-IKOTO KOMIIOHEHTA IIpernapary.
Ts2kKa ImevyiHKoBa HeIOCTaTHICTE. ['0cTpa KpoBoTeUa (HapUKIIad IenTHYHa BUpa3Ka abo
BHYTPIIIHLOYEPEITHUY KPOBOBUJIUB).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodill.

JlikapcuKi 3acobu, 3acCmocyB8aHHA AKUX CYynposooicyembvCs NidBUUEHHAM pu3uky kpogomeu. Yepe3
MOTEHIINHNY afUTUBHUY e(eKT iCHY€E MiABUIIEHUN PU3UK reMOpariyHuX yCKJIagHEHb, TOMY
OJHOYaCHe 3aCTOCYyBaHHS TaKWX JIiKApPChKUX 3ac00iB 3 KJIOMiforpesieM BUMarae 00epexkHoCTi (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITepopanvHi aumukoazyassHmu. OgHodacHe 3acTtocyBaHHs npemnapaTy KJIOITITOT'PEJIb 3EHTIBA 3
IepopaTIbHUMU aHTUKOATYISTHTAaMU He PEKOMEHAYETHCS, OCKITbKY TaKa KOMOiHAIlisT MOXKe TTOCUIIUTH
iHTeHCUBHICTb KpoBOTeUi (muB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»). X04Ya 3aCTOCYBaHHS
KJIOMigorpesio y 0o3i 75 Mr Ha 0o0y He 3MiHIOE hapMaKoKiHeTUUHUHN podinb S-Baphapuny abo
MixXKHapogHe HopMaJi3oBaHe criBBifHomeHHs (MHC) y maIfieHTiB, SKi BOPOOBXK TPUBAJIOr0 4acy
OTPUMYIOTE JIiKyBaHHS BapdapuHOM, OfHOYACHE 3aCTOCYyBaHHS KIIOMigOTpesiio Ta BaphapuHy
30inblIy€e pU3UK KPOBOTEUi Yepe3 iCHyBaHHS He3a/Ie’KHOT0 BIJIUBY Ha reMoCTas.

IHe2ibimopu 2aikonpomeiHosux peuenmopis IIb/IIIa. Knomigorpens cilif 3 00epexkHiCTIO
IIpHU3HAYaTH IallieHTaM, SKi OTpUMYIOTh iHTibiTOpH rikonpoTeiHoBux penenTtopis [Ib/Illa
(muB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

Auemuscaniyunosa kucioma (ACK). AnteTuncaminuioBa KUCJIOTa He 3MiHIOE iHTiOiTOpHOI il
knonigorpenio Ha AJI®-iHIyKOBaHy arperaiiiio TpoMOOIUTIB, ajie Kiomifgorpens nocuimtoe gito ACK Ha
arperatiiito TpoMOOIUTIB, iHAYKOBaHYy KoyareHoM. [IpoTe ogHodacHe 3acTtocyBaHHsA 500 mr ACK 2
pa3u Ha [o0y MPOTIroM OJHOIO JHS He CIIPUYUHSIIIO 3HAUYIIOT0 30ibIIeHHS Yacy KPOBOTEYi,
IIO0BKEHOT0 BHACIIAOK IpuioMy Kiomigorpesnto. OCKiTbKY MOXKIMBa (papMakKofUHaMidyHa
B3a€EMO[Iisl MiX KJIOMifOrpesieM Ta alleTUJICAJIiLUI0BO0 KUCIOTOK 3 MiJBUIIIEHHIM PU3UKY KPOBOTEUl,
OJHOYAaCHe 3aCTOCYBaHHS I[UX IIpenapariB notpebdye o6epekHOCTI (AuB. po3min «OcobnuBoCTi



3acTocyBaHHS»). He3Baxawuu Ha 11e, kinomigorpens i ACK cymicHO 3acTocoByBanu 1o 1 poKy (Oous.
po3min «PapMaKOJIOTiuHi BIaCTUBOCTI»).

I'enapuH. 3a DAaHUMU KJTiHIYHOTO DOCIIIXKEHHS, ITPOBENEHOT0 3 YYaCTIO 3[I0POBUX JOOPOBOJIBIIIB,
KJIOMigorpesb He MoTpeOyBaB KOPeryBaHHS O03U relapruHy Ta He 3MiHIOBaB [Iil0 TelapuHy Ha
Koaryssanio. OgHoYacHe 3aCTOCYBaHHS TellapuHy He 3MiHIOBAJIO iHTiOy1040i Ail Komigorpesio Ha
arperatiito TpoM0601TuTiB. OCKiTBKY MOXKJIMBaA (papMaKOAMHAMIYHA B3aEMOIisl MiX KIOIiforpesnem i
relapyuHOM i3 MigBUIIEHHSM PU3UKY KPOBOTEYi, OHHOYACHEe 3aCTOCYBaHHS IIMX IIperapaTiB moTpedye
00epeKHOCTI.

TpomboaimuuHi 3acobu. be3neka omHOYAaCHOTO 3aCTOCYBaHHS KJIOMmigorpeto, GidpuHocnenupiyanx
abo ¢pibpuHoHEeCcTenUGiYHUX TPOMOOJITUUHUX areHTiB Ta remapuHiB 0yla OOCTiIXKeHa 3 y4acTiO
nalieHTiB i3 rocTpuM indapkToM Miokapaa. HacToTa PO3BUTKY KJIiHIYHO 3HAYYILIMX KPOBOTEY Oyia
aHaJIOTiYHOIO TiH, IO CIIOCTepiranaacsd Ipyu ONHOYACHOMY 3aCTOCYBaHHI TPOMOOIITUUHUX ITpenapaTiB
ta renapuny 3 ACK (nuB. po3min «IToGiuHi peakiii»).

Hecmepoioui npomu3anaavHi npenapamu (HII3I1). Y xofi KJIiHIYHOTO HOCTigXKEHHS, IPOBEAEHOT0 3
y4acTiO 300pOBUX JOOPOBOJILIIIB, OMHOYACHE 3aCTOCYyBaHHS KJIOMILOIPEII0 Ta HalIPOKCEHY
306iTbIITyBao KibKiCTh IPUX0BAHUX IITYHKOBO-KUIIKOBUX KpoBOTeY. OfHaK yepe3 BiACYTHICTh
IOCTiAKeHb 100 B3aeMOAil npenapaty 3 inmmmu HIT3I1 goTemep He 3'5iCOBaHO, YK 3pOCTAE PU3UK
IIJTyHKOBO-KUIIKOBUX KPOBOTEY IIpu 3acTocyBaHHi 3 ycima HII3I1. Tomy HeoOximHa 00epeXHICTh Ipu
ogHouyacHoMy 3actocyBanHi HII3II, 30kpema inribitopis LIOT-2, 3 kiomigorpeneM (IuUB. Po3min
«OCo6/IUBOCTi 3aCTOCYBaHHS»).

CesnexmusgHi iH2ibimopu 380p0mH020 3axonsieHHs cepomoHiHy (CI33C). HeoOximHo 3 00epexkHiCTIO
opHoyacHO 3actocoByBatu CI33C 3 knomigorpenem yepes Te, o CI33C BuirBaiOTh Ha aKTHABALII0
TPOMOOLMTIB Ta MiABUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OO0HouacHe 3acmocy8aHHA IHWUX npenapamis.
Inoykmopu CYP2C19

OCKinbKY KJIOTiforpesb MeTaboi3yeThCs 0 CBOTO aKTUBHOTO MeTa0OoJIiTy YacTKOBO 3a
nommomoroi CYP2C19, ouikyeThcs, 110 3aCTOCYBaHHS JTiIKapChKUX 3ac00iB, 110 iHAYKYIOTh
aKTHUBHICTh IIbOTO (PEPMEHTY, IPU3BEME OO MiABUINEHHS PiBHS aKTUBHOT'O MeTa0O0JIiTy
KJIOIAOTPeIto.

Pudamninun cunbHo iHgykye CYP2C19, 1110 IpU3BOAUTS 5K [0 IiABUIIEHOTO PiBHA
aKTUBHOTO MeTabOIiTy KJIOMiorpento, Tak i Mo iHridyBaHHS TPOMOOLMTIB, 1110, 30KpPEMa,
MOXKe TTOCUJIUTU PU3UK KPOBOTeYi. AK 3amobizkHUM 3axifl CJIif yHUKATh OMHOYaCHOTO
3acTocyBaHHS cunbHUX iHAYKTOPiB CYP2C19 (guB. po3min «OcobIUBOCTiI 3aCTOCYBaHHT»).

IHeibimopu CYP2C19.

OCKinbKY KJIOMiOTPeslb EePEeTBOPIOETLCS Y CBill aKTUBHUM MeTa0OJIiT YaCTKOBO IIif [Ii€t0
CYP2C19, To 3acTocyBaHHS IIpenapariB, SKi 3HUXKYIOTh aKTUBHICTb LILOTO (PEPMEHTY,
HaWiMOBipHiIle, MpuU3Bee A0 3HUKEHHS KOHIIeHTpallil akTUBHOT'0 MeTa0O0JIiTy KIIOMigOTPeTio
y nna3mi. Kniniyne 3HaueHHS 1iel B3aeMoil He 3'sicoBaHe. ToMy SIK 3am00iKHUW 3aXif CIIif
YHUKaTU OJHOYACHOTO 3aCTOCYBAHHS CUJIBHUX Ta MoMipHUX iHriditopis CYP2C19 (mus.
po3minu «Ocob6uBOCTI 3acTOCyBaHHS» Ta «PapMaKOKiHETUKA»).



ITo mpermnaparis, 5Ki € cuIbHUMU ab0 moMipHuMH iHridiTopamu CYP2C19, HanmexaTh
OMempas0J1, e30Menpa3o, GpryBokcaMiH, GIyoKCeTHH, MOKI00eMifl, BOPHKOHA30JI,
GbIyKOHA30J1, TUKJIOMiAUH, KapOaMaseriH Ta e(aBipeHIl.

IH2i6imopu npomoHHoi nomnu (ITITT). OMmemnpa3on y 7o3i 80 Mr 1 pa3 Ha go0y Npu CYIyTHHOMY
3aCTOCyBaHHI 3 KnomigorpeneM abo y Mexkax 12 rogus MiX mpriioMaMy IUX IBOX IIperapariB
3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxXyBanbHa fo3a) i Ha 40 %
(mipTpumyoda mo3a). Lle 3HUKEHHS CYIIPOBOAXKYBAJIOCS 3MEHIIEHHSIM IIPUTHIYEHHS arperaiiil
TpoMbouuTiB Ha 39 % (HaBaHTaXyBajbHa J03a) i Ha 21 % (mipgTpuMyloda mo3a). OUiKyeThHCS, 1110 B
aHaJIOTiyHy B3a€MOI0 3 KJIOMiAorpesieM BCTyIlaTUMe i e30Menpa3oll.

3a pe3ynbTaTaMu 06CepBalLlifHUX Ta KIIHIYHUX [OCTIXKEeHb OTPUMaHO CyllepeYIuBi naHi
CTOCOBHO KJTiHIYHUX HACJiOKiB I[uX (papMaKOKiHETUYHUX Ta (papMaKOJUHAMiUHUX B3a€MOMIN
3 TOYKM 30py PO3BUTKY OCHOBHMX KapHiOBaCKyISPHUX MOMiH. AK 3anobikHUYM 3axig He CITif
OJHOYACHO 3 KJIOTIiIOrpesieM 3aCTOCOBYBaTH OMeIpa3osl abo e30Menpa30l (AUB. PO3Aisn
«Oco0IMBOCTI 3aCTOCYBaHHS»).

MeH1 BUpaXkKeHe 3HUKEHHS KOHILEHTPallili MeTaboIiTy ¥ KPOBi CIIOCTepiranocs mpu
3aCTOCyBaHHI [TaHTONPa30iy abo JTaHCOIpPa30iy.

[Tpu 0mHOYACHOMY 3aCTOCYBaHHI maHTOIpa30ay y mo3i 80 Mr 1 pa3 Ha go0y KOHIIeHTpalii
aKTUBHOTO MeTabomiTy y nna3mi 3menmunucs Ha 20 % (HaBaHTaxyBalbHa f103a) Ta Ha 14 %
(migTpuMytoda [03a). Lle 3HUKEeHHS CyIPOBOAXKYBAIOCS 3MEHIIEHHSIM CEPEIHbOT0
NIOKa3HMKa IPUTHIYeHHS arperaiiil Tpom0OoiuTiB Ha 15 % Ta 11 % BigmoBigHO. OTprMaHi
pe3yIbTaTé BKa3yoTh HAa MOXJIUBICTh OGHOYACHOT'0 3aCTOCYBaHHS KIIOMIOIPETIo Ta
IIaHTOIIPa30Iy.

HeMmae mokagiB TOro, 110 iHIII JTiKapchKi 3ac00H, SKi 3MEHIIYIOTh BUPOOJIEHHS KUCIIOTH Y
IIJIYHKY, TaKi 51K, Hanpukiap, Hy-6mokatopy abo aHTaluau, BIJIMBAIOTh Ha
AHTUTPOMOOIIMTAPHY aKTHUBHICTD KJIOMiIOTPEJTIO.

BycmepHa anmupemposipycHa mepanis. Y BIJI-indikoBaHUX MAIliEHTIB, IKi OTPUMYIOTh OYCTEPHY
aHTUpPEeTPOBipyCcHY Tepariioo (APT), BUCOKUM PU3UK BUHUKHEHHS CyIUHHUX IO,

CyTTeBO 3HUKEHE iHTiOyBaHHS TPOMOOIIUTIB criocTepiranocs y namienTis 3 BIJI, ki
orpumyBanu APT, migcuneHny puToHaBipoMm abo kobinucTaToM. Xo4a KiIiHiuHa 3HAUYIIiCTh
ITMX TaHUX He BU3Ha4YeHa, OTPMMAaHO CIIOHTaHHi rmoBimoMneHHs npo BlJI-indikoBaHux
IalieHTiB, gKi orpuMyBanu APT, nigcuneny puToHaBipoM, i gKi IepeHecIu OBTOPHI
OKJTIO3iMHi sBUINa micis qeobcTpykiii abo TpoMOOTHYHI MOAil Ha T/ cXeMu JTiKyBaHHS
yOApHUMU [03aMu Kiomigorpento. [Ipy ogHOYacHOMY 3aCTOCYBaHHI KJIOIILOTPEJII0 Ta
PUTOHABIPY MOXKI/IMBE 3HUKEHHS CEPEIHbOT0 iHTi0yBaHHS TPOMOOIUTIB. TaKuM YMHOM, CIIifl
BiIMOBISITUCS BiJl OMTHOYACHOI'0 3aCTOCYBaHHS KJlomigorpenio 3 6yctepHow APT.

KombiHauis 3 iHwumu aikapcbkumu 3acobamu. Bymno mpoBeneHo psif KIiHIYHUX HOCTiIXKEeHb 3
KJIOTigoTperieM Ta iHIIMMHU IIpeliapaTaMy [J1s BUBUEHHS MOTEHUIIMHUX (hapMaKOOUHAMIYHUX i
(dbapMakoKiHeTHUHUX B3aeMofii. Kniniuno 3Hauymol papmMakofrHaMigyHOI B3aEMOZIl Ipu
3aCTOCYBaHHI KJIOMigOTpeio OMHOYACHO 3 AMeH010410M, HiheduniHom abo 3 oboMa IperapaTaMu
BUSIBJIEHO He 0yio. Kpim Toro, hapmMakogrHaMiyHa aKTUBHICTb KJIOMigOTPEITI0 3a/IUIIHIIACS
IPAKTHYHO HE3MiHEHOI0 ITPY OOHOYACHOMY 3aCTOCYBaHHi 3 peH06apbimasom Ta ecCmpo2eHOM.



dapMaKOKiHETUYHI BIIaCTUBOCTI Ou20KCcuHy abo meoisniHy He 3MiHIOBaIUCS IIPU
OIHOYACHOMY 3aCTOCYBaHHI 3 KJIOIMILOTIPEJIEM.

THwi anmuaepezanmu. OgHOYACHE 3aCTOCYBaHHS aHTAUTPOMOOIIMTAPHUX JIiIKAapChKUX 3aC00iB
IiOBUIIYEe PU3UK KPOBOTEUi Yyepe3 amuTuBHUM edekT. Ciim HeraHo OLUiHUTH OyOb-aKi
03HaKM a00 CHMIITOMH KPOBOBTPATH, SIKIIIO NAIli€HTIB JIiKYIOTh OMHOYACHO iHITUMU
aHTHarperanTaMu (guB. po3min «OcoGIUBOCTI 3aCTOCYBaHHSI»).

AHmMauuoHi 3acobu He BIIUBAIM Ha pPiBeHb abcopOiiii KIomigorpertio.

IlaHi, oTpUMaHi y X0mi JOCIiAXKeHb MIKPOCOM IIeYiHKY JIIOOUHY, CBIAYaTh IIPO Te, 110
KapOOKCHUIIbHI MeTabOIIiTH KIIOMigOTpeIio MOXKYTh IPUTHIUYBaTH aKTUBHICTh ITUTOXPOMY
P450 2C9. Lle MoXke NOTEHIIVHO MiABUIIYBATU PIBHI y IJ1a3Mi KPOBL TaKUX JIIKAPCHKUX
3aco0iB 5K peHimoiH i moabymamio Ta HII3II, sixi MeTaboIi3yI0TECS 3a JOTIOMOT 010
nuToxpoMmy P450 2C9. HesBaxkarouu Ha 11e, pe3ynbTatu gociigxesHsa CAPRIE cBigyats, 110
GbeHiToiH i TonOyTami MoXHa 6e3MeYHO 3aCTOCOBYBATH OOHOYACHO 3 KJIOMiIOTPEIEM.

Jlikapcuvki 3acobu, siki € cyocmpamamu pepmenmy CYP2C8. Byno moka3aHo, 10 KJIOMiIorpeib
306ibIIy€e €KCIIO3UIIiI0 PelariiHigy y 3M0poBUX JOOPOBOBILB. [JOCHiAKeHHS in vitro
IIPOJeMOHCTPYBAJIH, ITIo Ife 30ibIIeHHS eKCII03Ullil penariiHify 3yMoB/ieHe iHTi0yBaHHAM (GEepMEHTY
CYP2C8 rmokypoHigHIM MeTa00IiTOM KIIOMifoTpeso. 3 OTAny Ha PU3UK 30iblIeHHS KOHIIEHTPallii
y mJ1a3Mi KpoBi, OqHOYaCHe 3aCTOCYBaHHS KJIOMiZOTPENTo Ta JIIKapChKUX 3ac00iB, SKi BUBOOATHCS 3
OpraHi3my mmepeBaxHO 3a [OIIOMOT010 MeTabo1i3My, ornocepenkoBaHoro GepmentoM CYP2C8 (Takux
K penarjiHif, makmiTakcen), morpedye o6epexkHOCTi (auB. po3ain «OcoO0MMBOCTi 3aCTOCYBaHHSI»).

3a BUHSATKOM iH(opMallil 1momgo B3aemofii 3i crierudivHUMY JTiKapChbKUMHU 3acobaMy,
HaBefleHO]l BUIIle, JOCTI?KEHHS 11010 B3aEMOZIl KITOMiIOTpesIo 3 JTiKapChbKUMHU 3aco0aMu, SKi
3a3BUYall IpHM3HavaloTh XBOPKMM Ha aTepoTpoM003, He mpoBofauu. OgHak MallieHTH, SKi
Opanu y4acTh Y KIiHIYHUX [OCTiIXEHHSIX KITOIiAoTpeto, 3aCTOCOBYBAIM OOHOYACHO iHIIIi
npelnapaTy, BKII04Yalouy OiypeTuku, 6eta-610KaTopy, iHribiTopu
aHTi0TeH3WHIIEPETBOPIOBAIBHOTO (PePMEHTY, aHTArOHICTU KaJbIlilo, 3aC00H, II0 3HUKYIOTh
piBeHBb X0IeCTEPHHY, KOPOHAPHi Ba30quIaTaTOPH, aHTHAiabeTUYHI 3ac00u (BKITIOYAl0YU
iHCyniH), mpoTueninenTuyHi 3aco0u Ta anTaronictTu GPIIb/IIla, 6e3 03HaK KTiHiYHO
3Ha4yII01 Mo0iYHOI Ail.

4K i y pasi 3acTocyBaHHS iHIIUX IepopabHuX iHri6iTOpiB P2Y12, omHOYacHe 3aCTOCYBaHHS
OTIOIMHUX arOHiCTiB MOXKe MOTEHIINHO 3aTPUMATHU Ta 3MEHIIUTH aOCcopOIIii0 KIOIMimorpento,
MMOBIPHO, Yepe3 yIOBIIbHEHE BUIIOPOXKHEHHA LITyHKa. KiiHiuHa 3HAa4yILiCTh IIbOTO
HeBimoma. Crifi pO3TNISHYTH 3aCTOCYBaHHS IMapEHTEPATbHOTO aHTUTPOMOOIIMTAaPHOT0 3aC00y
malfieHTaM 3 TOCTPUM KOPOHAPHUM CUHOPOMOM, SIKi TOTPeO0yI0OTh OIHOYACHOTO BBEIEHHS
Mopdiny abo iHIIUX arOHICTIB OmioifiB.

Po3ysacmamuH. Byio BUSIBIIEHO, IO MiCJIs IPHHOMY KJI0mimorpero B fo3i 300 Mr y mauieHTiB
eKCITO3UIlisl po3yBacTaTuHy 30inbiryeThes y 2 pa3u (AUC) tay 1,3 pasa (C,,,,), @ TiCs IIOBTOPHOTO
IPUHOMY KIJIOMiZOTPENTo B 0031 75 MI' eKCII03UIIisl po3yBacTaTuHY 36inmbiryeTbes B 1,4 pa3a (AUC) Ge3
BIIUBY Ha C,,..

Oco06.1ueocmi 3acmocyeaHHsi.



Kposomeua ma 2emamoo2iuHi po3nadu. Yepe3 pu3UK PO3BUTKY KPOBOTEUi Ta TeMaTOIOTiUHUX
no0iYHMX peaklidl CJIifl HeraitHO ITPOBECTU PO3TOPHYTHI aHasi3 KpoBi Ta/abo iHimi BigmoBigHi TecTy,
SIKIIO IIif Yac 3aCTOCYBaHHA IIpenapaTy CIIOCTePIraloThCs CUMIITOMH, 110 CBiAYaTh PO MOXKJIUBICTh
KpoBoTedi (muB. po3Min «ITob6iuni peakmii»). 4K i iHmni arTUTpOMOOIMTAPHI 3aC00H, KJIOMiIOrpesnb
CJIifT 3aCTOCOBYBAaTU 3 00€PEKHICTIO MallieHTaM 3 IiIBUIIEHNM PU3UKOM KPOBOTEUi BHACIIIOK
TPaBMHU, XipypriyHOro BTpy4aHHs a00 iHIINX IaTOJIOTIYHUX CTaHiB, & TaKOXK Yy pa3i 3aCTOCYyBaHHA
nauientaMu ACK, remapuny, inri6itopis rnikonporeiny IIb/IIla a6o HIT3II, Bkmtoyaroun iHribiTOpU
LIOT'-2 abo cenekTuBHi iHribiTopu 3B0OpoTHOTO 3axomnneHHs cepoToHiny (CI33C), abo notyxHi
ingykTopu CYP2C19, abo immi nmikapchki 3aco0u, Taki K MeHTOKCHU(DiTiH, 3aCTOCYBAHHS SIKUX
CYIIPOBOIXKYETHCS MiABUILIEHHAM PU3UKY TeMOparidyHux sBUlll (OUB. po3nin «B3aeMopis 3 iHIuUMu
JMiKapCchKUMH 3acobaMu Ta iHIi BUOM B3aeMofii»). Yepea migBUIlleHUY PU3UK KPOBOTEUi He
PEKOMEHIYEThCS NMOTPiliHa aHTUTpoMOoIMTapHa Tepamis (knomigorpens ACK numipupmamorn) ans
BTOPUHHOI TPODiTaKTUKY IHCYNBTY V MAIi€HTIB 3 TOCTPUM HEKapAioeMOOTiUHUM illeMiYHIM
incynbrom ab6o TIA (muB. po3minu «B3aemopis 3 iHIIMMHU JTiKapChKUMK 3ac06aMu Ta iHIIN BUOK
B3aeMopii» i «[To6iuHi peakirii»).

Heo0xigHO yBazkKHO CTEXXUTH 3a IIPOSIBAMU Y IalliEHTiB CUMIITOMIB KPOBOTEYi, Y TOMY YHCIIi
IIPUX0BaHOl KPOBOTEYi, 0COONMMBO y MepIlli TUXKHI JTiKyBaHHS Ta/abo0 micis iHBa3inHUX
IIpOLIeNyp Ha cepli Ta XipypriyHux BTpy4daHb. OnHOYaCHE 3aCTOCYBaHHS KIIOMIOTPEIIIO 3
IIepopaIbHUMU aHTUKOATyJISHTaMU He PEKOMEHIYEThCS, OCKIIBKY 1Ie MOXe ITOCUIUTH
iHTEHCUBHICTb KPOBOTEY (OUB. PO3[iN «B3aeMomisa 3 iHIMMH JTiIKapChKUMHU 3aco0aMy Ta iHIIi
BUIU B3a€EMOIIN»).

Y pasi nnaHoBOTO XipyprivHOro BTpy4YaHHs, KO aHTUTPOMOOIMTapHUM €(PEKT € TUMYACOBO
HebOaXXKaHUM, JTiKyBaHHS KJIOMigOTPeseM CIIifl MPUIMHUTY 3a 7 OHIB M0 oneparii. [TaiieHTn
IIOBUHHI NOBIIOMJIATH JIiKaps (y T. 4. CTOMATOoJIora) Ipo Te, 110 BOHU IIPUUMAIOTh
KJIOMiIOTPeb, Ilepel IpHU3HauYeHHIM iM Oyb-siKO1 orepatiil abo mepeq 3aCTOCyBaHHSIM
HOBOTO JTIiKapChKoro 3acoby. Kmomigorpens mogoBXKye TPUBaJiCTh KPOBOTEUi, TOMY MOTO CIIif
00epekHO 3aCTOCOBYBATH TallieHTaM 3 IiABUIIIEHUM PU3UKOM KPOBOTedi (0C0O/IMBO
IIITYHKOBO-KUIIIKOBOI Ta BHYTPIIHLOOYHO]).

[NamieHTiB CiTig momepenuTH, IO i Yac JiKyBaHHS KiomigorpeneM (okpemo abo y
koMOiHarrii 3 ACK) kpoBoTeda MOxKe 3yIUHSITHCS IMMi3Hille, HiXK 3a3BUYal, i 1110 IaIlieHTu
ITIOBUHHI MOBIIOMIISITY JIiKapsl PO KOXKeH BUIIa[iOK HE3BUYHOI (32 MiCIIeM YU TPUBAJIICTIO)
KPOBOTEYI.

3acTocyBaHHS HaBaHTaXKyBalabHOI 034 600 MT KJIOMiOTPesio He PEKOMEHIYETHCS
maIfieHTaM 3 TOCTPUM KOPOHAPHUM CUHOpoMoM 6e3 mimiiomy cermenTa ST Ta BikoMm = 75
POKiB y 3B’SI3Ky 3 IiIBUIIIEHNM PU3UKOM KPOBOTEY Y Iill TPYTIi.

Yepes oOMexkeHi KITiHiuHi faHi 1110710 NallieHTiB BikoM = 75 POKiB 3 KODOHAPHUM CUHIPOMOM
i3 roctpum migiiomom cermeHnTa ST (STEMI) siki otpumyBanu YKB, Ta 3 migBUIlIeHUM
PU3UKOM KPOBOTEYi 3aCTOCYBaHHS HaBaHTaxXyBalnbHOI 103U 600 MT KIIOMigOrpesio TakKuM
malfieHTaM CJIifi pOo3rSfaTH JIUIe Iicig iHguBigyambHOI OLIIHKY KPOBOTEY] y MallieHTa
JIiKapeM.

TpombomuuHa mpomboyumoneriuna nypnypa (TTII). [lyzke pigKo CIOCTepiraaucs BUIAOKA
TpoMOOTHYHOI TpoMbonuToneHiyHol nypnypu (TTII) micis 3acTocyBaHHS KIIOMiOTPeio, iHOA1 HaBiTh
iCyIs OT0 KOPOTKOYACHOTO 3acTocyBaHHs. TTII MposiBNsi€eThCST TPOMOOIUTOIIEHIE€I0 Ta
MIKPOQHTI0NaTUYHOK IeMOJIITUYHO0 aHEMI€I0 3 HEBPOJIOTIYHUMU IIPOSIBAMU, HUPKOBOIO



michyHKIie abo rapsuko. TTII € moTeHIifiHO HeOe3MeYHUM CTAHOM, SIKMH MOXKe IIPHU3BOAUTH [I0
JIeTaJIBHOTO HACTIAKY i ToMy moTpebye HerawHoro JIiKyBaHHS, Y TOMY YHCJIi TPOBENEeHHS
naa3Madepesy.

Habyma 2emodpinis. [loBigoMmsiny mpo BUMIAAKYU PO3BUTKY HabyTol remModinii micis 3acTocyBaHHS
KJIOMigorpesno. Y pasi miaTBepaKeHOoro OKpeMoro 30i/IbIIeHHST aKTHBOBAHOTO YaCTKOBOTO
TPOMOOTIIaCTHHOBOTO Yacy (AYTY), 1m0 CynpoBOAKYETHCSI ab0 He CYIIPOBOMXKYETHCS KPOBOTEUEIO,
IIUTaAHHSA IIPO AiarHOCTYBaHHSA HaOyTol reModisnii moBMHHO OyTH PO3rIsHYTO. [larienTu 3
iATBEPAKEHNM [iarH030M Hal0yTol reModiil MOBHHHI 3HaXOAUTUCS TiJ HATJII[0M JTiKaps i
OTPHUMYBaATH HajleXXHe JTiIKyBaHHS; 3aCTOCYBaHHS KJIOMiAOTPEIII0 TaKUM MMalliEHTaM CJIif IPUIAHUTH.

Heuw,00a8Ho nepeHeceHull iwemiyHul iHcyavm (II).
[ToyaToxk niKyBaHHA

[TamieHTaM 3 rocTpuM MajauM imemiyauM iHcynbToM (II) a6o 3 TIA cepemHbOTO Ta BUCOKOTO
CTyIleHsI PU3UKY NOIBIVHY aHTHArperaHTHy Tepartrito (knonigorpens Ta ACK) crig po3nounHaT He
mi3Hile HiX 4yepe3 24 TOOWHY IiC/SA OYATKY MOIii.

HeMae maHUX 11070 CIiBBiAHOIIEHHS KOPHUCTh-PU3UK KOPOTKOCTPOKOBOI ITOABINHOI
aHTUArperaHTHOI Tepallii IS Malli€HTiB 3 TOCTPUM MaJliuM imeMiyHuM incynbToM (II) abo TIA
CepegHbOTO Ta BUCOKOTO CTYIIEHS PU3UKY 3 (HETPaBMAaTUYHUM) BHYTPIITHEOYEPEITHUM KPOBOBUIMBOM
B aHaMHe3i.

[NTauienTaM 3 HeManuM imemivyHuM iHCynbTOM (II) MOHOTEpAaMiIO KITOIiKOrpeneM Ciif
PO3IMOYNHATH JIUIIE Yepel3 7 OHIB IiC/Is HaCTaHHS IOMil.

Iauienmu 3 Hemaaum II (nokasHuk 3a wxaaow NIHSS > 4)
3BakaluM Ha BiICYTHICTh MaHUX, BUKOPUCTAHHS MOMBIMHOI aHTUTPOMOOIIMTAapPHOI Teparil He
peKoMeHfoBaHe (OuB. po3ain «IToka3aHHSI»).

ITauienmu 3 Hew,o0asHim maaum II abo 3 TIA cepedHb0O20 Mma 8UCOKO20 CMYNeHs Pu3uky, AKUM
npusHavyeHe abo nAaHyemuvCs iHmepeeHyiliHe 8MPYYaHHA

Hewmae manux, SKi MiATBEPOXKYIOTh OOIIBHICTh 3aCTOCYBaHHS IIOMABIMHOI aHTHArperanTHOI Teparil
nalieHTaM, SKUM II0Ka3aHe MMPOBefleHHS KapOTHOHOI eHIapTepeKToMil abo BHYTPIIHbOCYIUHHOI
TpoMOeKTOMil, ab0 malieHTaM, SKUM IJIaHYyETLCS IIPOBeeHHs TPoMOOoIi3ucy abo aHTUKOATryISHTHOI
Teparii. [TogBifiHa aHTHArperaHTHa Tepallis B IUX CUTYallisiX He peKOMeHI0BaHa.

Llumoxpom P450 2 C19 (CYP2C19). ®PapMakKOreHeTHKa: y Malli€HTIB i3 TeHETUYHO 3HUXKEHOI0
¢dyukiielo CYP2C19 criocTepiraeTbcst MeHIa KOHIIEHTPallisi aKTUBHOTO MeTaboIiTy
KJIOIMIOTPEJIIO Y IJIa3Mi Ta MEHII BUPaXXKeHUH aHTUTPOMOOIUTapHUHM ePeKT mpu
3aCTOCYyBaHHI peKOMEHO0BaHUX 03 KJIOMigorpeso. 3apa3 iCHYIOTh TECTH, Kl Aal0Th 3MOT'y
BusBUTU renotun CYP2C19 y naiienTa.

OCKinbKY KJIOMiOTPEIbh IIEPETBOPIOETHCS Y CBiMl aKTUBHUM MeTa0OJIiT YaCTKOBO IIif [i€t0
CYP2C19, To 3acTocyBaHHS IIpenapariB, SKi 3HUXKYIOTbh aKTABHICTh I[bOTO PEPMEHTY,
HaitiMoBipHiIle, TpU3Bee OO0 3MEHIIEHHS KOHIIEHTPAIlil aKTUBHOTO MeTabO0IiTy
KJIOMigorpesto y mna3Mi. OgHak KiliHiuHe 3Ha4YeHHS I1i€l B3aeMoiil He 3’sgcoBaHe. ToMy SIK
3anob6ixKHUY 3axif] CJIii yHUKATHA OMHOYACHOTO 3aCTOCYBaHHS CUIBHUX Ta MOMipHUX
iuridiTopis CYP2C19 (guB. po3min «B3aemois 3 iHITMMHU TiKapChbKUMM 3acob0aMu Ta iHIIIi



BHIY B3a€eMOfili»; nepenik iHribitopie CYP2C19 HaBeneHo y po3gini «PapMaKOKiHETHKA» ).

OuiKyeTbCs, 1110 3aCTOCYBaHHS JIiKapChKUX 3ac00iB, 110 iHAYKYI0Th akTUBHiCTE CYP2C19,
Ipu3Befe OO0 MifBUILIEHHS PiBHA aKTUBHOI0 MeTabOoJIiTy KIOMiJOTpesto Ta MOXKe [TOCUIUTI
PU3UK KPOBOTeUi. K 3amobiKHUY 3axif] CJIii yHUKaTA OMHOYAaCHOT'0 3aCTOCYBaHHS CUIbHUX
ingykTopiB CYP2C19 (muB. po3min «B3aemois 3 iHIIMMM TiKapcbKUMM 3aco0aMu Ta iHIIi
BUMIM B3a€EMOMIN»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBATHCS 00epeKHOCTI MallieHTaMm, sKi
OTPUMYIOTh OTHOYACHO KJIOMiZOTpesb Ta JIiKapchKi 3acobu, 110 € cyocTpaTtamu ¢pepmenTty CYP2C8
(muB. po3min «B3aeMopmis 3 iHIMUMY JTiKapChbKUMM 3aC00aM¥ Ta iHIII BUIY B3aEMOIii»).

ITepexpecHa 2inepuymausicmeb mieHonipuduHis. I1amieHTiB CiIig epeBipyuTH 00 HasgBHOCTI
B aHaMHe3i rinepyyTAUBOCTI A0 iHIIKUX TIEHOMIPUOXHIB (TaKUX K KJIOMiAOTPelb, TUKIIOMIONH,
IIpacyrpesb), TOMY 10 HaAXOOWIM ITOBIiTOMJIEHHS PO IIepPexXpecHy rinepuyTIuBiCTh
TIEHOMIPUAVHIB. 3aCTOCYBaHHS TIEHOIIPUOXWHIB MOXKe NPU3BECTH OO BUHUKHEHHS Bifl JIETKUX
[0 TSIKKUX aJlepPrigyHyX peakllii, TaKux K Bucul, Habpsak KBiHke, ab0o reMaTONOTiYHUX
peakliiif, TaKuX SIK TPOMOOIIUTOIIEHisT i HeUTpomeHis. [TauieHTyH, sIKi MaIy B aHAMHe3i aJepriyxi
peaxtii Ta/abo remMaToNOriYHi peakilii Ha OOWH TiIEHOMIPUAWH, MOXYTh MATH MiJBULIEHUN PU3UK
PO3BUTKY Ti€l 2K abo iHIIOI peakiril Ha iHINUHN TieHOMipUAWH. PEKOMEHIYETHCS MOHITOPUHT IIO0
HasBHOCTI O3HaK TillepuYyTIUBOCTI y IIAIll€HTIB 3 BiJOMOIO aJIepri€lo Ha TiIEHOIMIPUNUHY.

ITopyweHHA ¢pyHKUil HUPOK. TepaneBTUUYHUYN OOCBi 3aCTOCYBaHHS KJIOMiAOTPETIO NallieHTaM 3
HUPKOBOIO HEJJOCTATHICTIO 00MeKeHHUM, TOMY TaKUM TallieHTaM IIpemnaparT CJIifi Ipu3HayaTH 3
o0epexHicTio (ouB. po3ain «Crocib 3acTOCyBaHHS Ta [TO3U»).

ITopyweHHs ¢pyHKUii neuiHku. [I0CBi 3aCcTOCYBaHHS IIpenapary MallieHTaM i3 3aXBOPIOBaHHSIMHU
NIEeYiHKY CepefqHbol TSIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS reMOpariyHoro fAiaTe3y oOMexXeHU, TOMy
TAKUM XBOPUM KJIOTIIOTPENIb CTif TpU3HayaTH 3 00epekHicTIo (quB. po3nin «Crocib 3acToCyBaHHS
Ta JO3W»).

LonomiocHi pevoguHu. OnHa Tabnetka mpemnapaty KJIOIIIITOI'PEJIb 3EHTIBA micTuts 2,6 Mr
JTaKTO3M. [lalieHTaM 3 TaKMMU PiIAKICHUMHU CITaAKOBMMM 3aXBOPIOBAHHSIMU SIK HEIIEPEHOCUMICTh
rajiakTo3u, nedinuT makta3u ado mopyiieHHs MaibabcopOilii ITI0K03U-TaTlakKTo3u He CITif TpUiMaTH
1le} Ipemnapar.

Ocob.uei 3acmepediceHHs u,000 sudaseHHA 3aaulKie ma 8idxodia. Bynb-siKuii HeBUKOPUCTaHUMN
mpenapaTt abo Bigxomu mOTPiOHO 3HUIIMKUTH BigIIOBIAHO 10 MiCIIEBUX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00ro.

BazimHicmy. Yepe3s BiICYyTHICTh KJTiHIYHHAX HAaHUX PO 3aCTOCYBAHHS KIIOMIITOTPENIIO ¥ Iepion
BariTHOCTI HebaXkaHO MPHU3HAYaTH Mpemapar XiHkaM (3acTepexXHud 3axifm).

Hocnifgy Ha TBAapUHAaX He BUSIBIIM IPSIMOT0 ab0 0I0CepefKOBaHOTO HETaTUBHOTO BILIMBY Ha
BariTHiICTh, PO3BUTOK eMOpiOHAa/IIIONa, TTOJIOTH Ta IMOCTHATAJIbHUM PO3BUTOK (IUB. MiAPO3Min
«JJokyiHIYHi JaHi 3 0e3neKn»).

I'odysanHAa 2py00w. HeBimoMo, Ui €KCKPETYETHCS KIIOMIAOTPEeNb ¥ TPYAHEe MOJIOKO TIONUHU. Y



IOCTiIKEeHHSX Ha TBapuHax 0yJI0 MoKa3aHo, I0 BiH eKCKPETYETLCS Y TPyAHE MOJIOKO, TOMY IIiff Yac
nikyBaHHA npenapaTtoM KJIOIIIIOT'PEJIb 3EHTIBA rogyBaHHs IPYAQ0 CIIif IPUNUHUTH.

®epmusavHicmeo. ITig 9ac gocmigkeHb Ha Tab0OpaTOPHUX TBapHHAX He Oy0 BUSBIEHO
HETaTUBHOTO BIIJIUBY KJIOMIiZOTIPENI0 Ha (ePTUIBHICTD.

30amHicmb enaueamu Ha weudKicmb peakuyii npu KepyBaHHi a8BMOmMpaHcnopmoM iHWuUMuU
MexaHiamamu.

Knomigorpenb He BIiMBa€ ab0 Ma€ He3HAYHUY BIIMB Ha IIBUAKICTH Peakilil Ipu KepyBaHHI
aBTOTPAHCIIOPTOM ab0 poOOTi 3 iHITMMK MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.
Hopocai, y m.4y. nauieHmu AimHb020 BIKY.

KJIOIIIOOTPEJIb 3EHTIBY npuiimaTu 1mo 75 Mr 1 pa3 Ha {00y He3a/mexkHO Bifl BXJKMBAHHS
1Xi.

Y XBOpHX i3 TOCTPUM KOPOHApPHUM cUHAPOMOoM Oe3 miniomy cermenTa ST (HecTabinbHa CTeHOKAPHis
abo indapkT miokapma 6e3 3y6ist Q Ha EKT') mikyBaHHS KIOmigorpesieM PO3MOYMHATH 3 OQHOPA30BO1

HaBaHTaxYyBasbHOI 1031 300 Mr a6o 600 mr. HaBaHTaxyBanbHa fo3a 600 Mr Moxe OyTH 3aCTOCOBHA
nalieHTaM BiKOM [I0 75 pOKiB y pa3i, Konu HeobOxifHe yepe3uIKipHe KOpOHapHe BTPY4YaHHS (IUB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). JIIKyBaHHS KJIOMigOTpesieM CJIifi MPOAOBXKYBaTH 03010 75 Mr 1
pas Ha o0y (3 anertumncaninunosoio kucaoToo (ACK) y mo3i 75—325 Mr Ha fo0y).

OckinbKy 3acToCyBaHHS 6inbin BuCOKUX 03 ACK mifiBuillye pu3uK KPOBOTEUi, PEKOMEHIYEThCS HE
IIePEeBUIIYBATHU 03y alleTUcainumoBol kuciaoTu 100 mr. OnTuManbHa TPUBAIICTD JTiKyBaHHS
dbopManbHO HE BCTAHOBNIEHA. Pe3ymbTaTy KIIiHIYHUX OOCITiIXKEHb CBiqYaTh Ha KOPHUCTh 3aCTOCYBaHHS
nmpenaparty fo 12 micsuiB, a MaKCUManbHUN e(DeKT CIlocTepiraBcs yepe3 3 Micsli JTIiKyBaHHS.

[TauienTam i3 rocTpuM iHdapKkTOM MioKapna 3 migiomMoM cerMmeHTa ST, IKi OTPUMYIOTh
Me[IMKaMeHTO3He JIiKyBaHHS Ta SKUM II0Ka3aHa TpoMmboiTiyHa / QiOpHHOIITHYHA Teparllid,
KJIOmigorpesnb mpuiiMaTy 1o 75 Mr 1 pa3 Ha go0y, MOYMHAI4YM 3 OHHOPA30BOl HaBaHTAXKYyBaIbHOI
no3u 300 mr y kombinarrii 3 ACK, 3 3acTocyBaHHSM TPOMOOJIITUUHUX IIpemapaTiB abo 6e3 HUX.
JIikyBaHHSI XBOPHUX BiKOM Biff 75 POKiB mounHaTu 0e3 HaBaHTaXKyBaJIbHOI 103U KJIOMiAOTPEJIIo.
KombGiHOBaHy Tepariio Clif po3noYnHaTH SKOMOTa paHille Iicys MOSBYA CUMIITOMIB i IPOIOBXKYBaTH
IpUHAVMHI

4 tuxHi. KopucTts Bif 3acTocyBanHs KombiHalii kimomigorpento 3 ACK monap 4 TUXKHI IPH I[bOMY
3aXBOpIOBaHHI He BUBYanacs (Zus. po3ain «®apMaKoIOTiyHi BIaCTUBOCTI»).

fAxio nepenbadyaeThCs IPOBENEHHS YePE3IIKipHOT0 KOpoHapHoro BTpydaHHs (HKB):

- malfieHTaM, SKUM MPOBOAUTHCS nepBuHHe YKB, Ta mamienTam, skum npoBoguThcss YKB Oinbin
HiX depe3 24 TOOUHM MiCIs OTPUMaHHS (iOpMHOMITUYHOIL Tepallil, 3aCTOCyBaHHS KJIOMifOTPENIIo CIIif
PO3MOYKHATH 3 HaBaHTaxXyBaabHOI fo3u 600 Mr. HaBanTaxyBanbHy 103y 600 Mr nanieHTaM BiKOM
Bim 75 POKiB crtif mpu3HayvaTy 3 00epexkHicTIo (IuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»);



- narienTam, sKuM npoBoguThcsa YKB y Mexkax 24 roguH miciasg OTpUMaHHS
GiOpUHOMITUYHOI Tepallii, CITig 3aCTOCYBaTH HaBaHTaXyBaJlbHY 003y Kiomigorpesio 300 Mr.

JIikyBaHHS KJIOIiiorpesieM CJIifi IPOOBXKYBATH y [03i 75 MT OfUH pa3 Ha A00y y KoMOiHaIril
3 ACK. Y kminiuHi# npakTulli giarma3oH mpr3HayeHol migTpuMyBanbHoi 1o3u ACK cTaHOBUTH
Big 75 MT 10

325 mr Ha go0y. OcKinbKu 3acToCyBaHHS Oinbin BUCOKUX 703 ACK migBuiiye pusuk
KPOBOTEYi, pEKOMEHAYEThCS He nepepuityBaté fo3y ACK 100 mr. Kom6iHOBaHY Teparrito
CJIiT PO3MOYMHATY SKOMOTa paHille IMiC/isa MOsBY CUMIITOMIB i IPOOOBXKYBATH A0 12 MicsLiB
(muB. po3min «®apMaKOIOTiYHi BTaCTUBOCTI»).

Iopocai nauienmu 3 TIA cepedHb020 Ma 8UCOK020 CMYyneHs pu3uky abo Maaum iwemiyHum
[HCy1bmom

Hopocmni naniertu 3 TIA cepegHBOT0 Ta BUCOKOTO CTYIEHSI PU3UKY (IIOKA3HUK 3a LIKanown ABCD2 =
4) abo manum II (moka3HuK 3a mKanow NIHSS < 3) noBuHHI OTpUMYBaTH HaBaHTaXXyBaIbHY 03y
kionigorpesnto 300 Mr, a IOTIM IIPOAOBXKYBATH JIIKyBaHHS 40300 75 MI KJIOMIOTPeII0 OOUH pa3 Ha
moOy ta ACK y mo3i 75—100 Mr opun pa3 Ha no0y. JIikyBauHs kiomigorpeneM ta ACK crig
PO3MOYMHATHU NPOTArOM 24 TOOUH IIC/A MOfil Ta IPOJOBXKYBATU IPOTATOM 21 OHS 3 MOAAJIBIIO0
aHTUArperaHTHOI MOHOTEpPAIIE.

[NanienTam i3 ¢ibpunsiieo mepencepnb KIIOMigOTpesb 3aCTOCOBYBATH B OMHOPA30Bil

no0oBil Ho3i

75 Mr. Pa3om i3 KjomiforpesneM Ciif po3nodYaTé Ta IPOJOBxXKyBaTé 3acTocyBaHHS ACK (y
no3i

75—100 mr Ha go0y) (muB. po3min «PapMaKOJIOTiuHi BIaCTUBOCTI»).
Y pa3si npomnycky nosu:

- SIKIII0 3 MOMEHTY, KOJIK MOTPiOHO OYyJI0 MpUitMaTy YeproBy J03y, MUHYJIO MeHIle 12 ToguH:
MaI[ileHT Ma€ HeranuHo MIPUMHATH IPONYIIEeHy 003y, @ HaCTYIIHY J03y BXe NPUUMaTH Y
3BUYHUU 4acC;

- SIKIIO MUHYJIO Oinbiie 12 rofvH, NallieHT Ma€ NpUUMaTHA HaCTYIIHY 4YeproBy 03y Yy 3BUYHUU
Jac Ta He NIOBOIOBATHU 03y 3 METOI0 KOMIIEHCYBAHHS IIPONYINEHOl LO3K.

Hupkosa HedocmamHicmy. TepalleBTUYHUM OOCBiT 3aCTOCYBaHHS IpenapaTy malieHTam 3
HHUPKOBOIO HEOCTATHICTIO 0OMexkeHuH (IuB. po3min «OcoOMMBOCTI 3aCTOCYBAHHSI»).

ITeuiHKkosa HedocmamHicmy. TepaneBTUYHUH JOCBiN 3aCTOCYBaHHS [IperapaTy HallieHTaM i3
3aXBOPIOBAHHSIMH MEYiHKU CEPENHBOI TAKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS TeMOpariYHoro giate3y
oOMexeHu#M (OuB. po3xin «OcoO6IUBOCTI 3aCTOCYBaHHSI»).

Himu.

Knomimorpens He citif 3aCTOCOBYBATH HiTSIM, OCKiIbKY HE Ma€ JaHUX II0A0 eheKTUBHOCTI MpemapaTy



OJ1s1 1i€l BiKOBOI KaTeropil naiieHTiB (OuB. po3nin «@apMakomguHaMiKa»).

ITepedo3yeaHHs.

[Tpu mepeno3yBaHHi KIOMiAOTPEI0 MOXKIIMBE MOJ0BKEHHS Yacy KPOBOTEYi 3 MOAAbIINMUI
yCKIafHEeHHAMHU. Y pa3i BAHUKHEHHS KPOBOTE€Yi PEKOMEHAYEThCSI CUMIITOMAaTUYHE
JIIKyBaHHS.

AHTUOOT hapMaKOJIOTiUHOI aKTUBHOCTI KIoMimorpeio HeBimomuii. [Ipu HeoOXimHOCTI
HEeTalHOI'0 KOPEeryBaHHS IIOJIOBXKEHOI'0 YaCy KPOBOTEeYi [Iisl KIIOMifmorpesnto Moxe 0yTH
IPUNIMHEHA IUISIXOM IepeTuBaHHs TPOMOOIIMTapHOI MacH.

ITo6iuHi peakuii.
Kopomgkuti onuc npogiato 6e3neku.

Beameka 3acTOCyBaHHS KJIOMIiAOrpeto mociigxkeHa y 6inbir Hixk 44000 mallieHTiB, SKi B3sIM
y4acTh y KITiHIYHUX OOCTigXKeHHAX (3 HuX y Ginbine Hix 12000 ocib Kypc nmikyBaHHS TpuBaB 1
pik i moBure). KminiuHo 3Hauymi mo6ivHi Ail, mo crmocTtepiranucs y pmocuigxkeHHsx CAPRIE,
CURE, CLARITY, COMMIT ta ACTIVE-A, onucani Hux4e. Y gocnigxxenHi CAPRIE gis
KJIOMimorpesio y mo3i 75 Mr Ha moby 3aranom Oyita mopiBHsHHOIO 3 mieto ACK y mosi 325 Mr
Ha 00y He3aJlexXHO Bif BiKy, CTaTi 4Yi pacu XBOPHX.

Kpim maHUX KIIiHIYHUX [OCHiXKEeHb, BpaxoByBaJu AaHi Mpo 1mobiuHi peakilil mif vac
3aCTOCYBaHH IIpenaparty y KJliHiYHili TpakTULi.

KpoBoTeua 6yia HauIOMIMPEHiIIO0 M06iYHO0 peaklIli€lo, 0 CIocTepiranacs K y KIiHiYHUX
OOCIIAKEHHSX, TaK 1 Yy IOCTMapKeTUHIOBOMY IIepiofi, mif yac SKuX BOHA HalyacTille
BUHUKAJIA y [IePIIuY MICALb JIIKYBaHHA.

Y mocnimxenni CAPRIE y malfi€eHTiB, siKi 3acTocoByBanu Knomigorpesnb abo ACK, 3aranbHa
yacToTa KpoBoTedi craHoBUIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX BUMAOKIB KPoBOTEeY Oya
OHAKOBOIO A7 Knomigorpento Ta ACK.

Y nocnimxenni CURE He criocTepiramocs 30iIbIeHHS YaCTOTH BUHUKHEHHS BEJIMKUX
KPOBOTEY ITPU 3aCTOCyBaHHI KoMmbiHamii knomigorpens ACK ynpomoBxk 7 gHiB micms
IIPOBEJIeHHS OTepallil a0PTOKOPOHAPHOT'0 IIYHTYBaHHS y MAIli€HTIB, SIKi MIPUNIMHUIIA
NiKyBaHHS OiNbIN HiXK 3a 5 [HIB [0 XipyprivHOro BTpy4YaHHs. Y MAallieHTiB, SKi MPOOOBKYBaIK
JIiKyBaHHS NMPOAOBXK 5 OHIB 4O OIepallil aOpTOKOPOHAPHOTO IIYHTYBaHHS, YacTOTa
BUHUKHEHHS 1[bOI'0 gBUIlla cTaHOBUJA 9,6 % y rpymni kinomnigorpesns ACK Tta 6,3 % y rpymi
nnaue6o ACK.

Y mocnimxkenHi CLARITY criocTepiranocs 3arajibHe MigBUILEHHS YaCTOTA BUHUKHEHHS
KpPOBOTeY y I'pyIi, sika npuiiMana kiormigorpens ACK, mopiBHSHO 3 IpyIoro, sika 0TpUMyBasa
nnaneto ACK. YacToTa BUHUKHEHHS BEJIMKOL KPOBOTeUi Oysa nomidHoo B 000X rpymnax. Lis
Benu4uHa Oyna CTiMKOM0 y IiATpyIax Malli€HTiB, 110 BiAPi3HAMMUCS 3a MOYaTKOBUMU



mapamMeTpamu i TunoM pibpuHomiTHKa ab0 remapuHOTEepaIlrii.

Y nocnipxenni COMMIT 3aranbHa 4acTOTa BUHUKHEHHS BEJIMKUX HellepeOpanbHuX abo
1epebpanbHUX KPOBOTEeY OyJia HU3bKOIO i MOi0HOI0 B 060X Ipymax.

Y nocnipxenHi ACTIVE-A yacToTa BUHUKHEHHS BEJIMKUX KPOBOTEY Oyjia BUILIOKIO V TPV, SKa
oTpuMyBasa knomigorpenst ACK, mopiBHSHO 3 IpyIolo, ska oTpuMyBaa mnamnedo ACK (6,7 %
npoTu 4,3 %). B 060x rpymnax BenuKi KpoBoTedi OyIu ImepeBakHO eKCTPaKpaHialbHOTO
noxomxkeHHs (5,3 % y rpymi knomigorpens ACK, 3,5 % y rpymi mnane6o ACK), B 0CHOBHOMY
IIJTYHKOBO-KUIIKOBI KpoBoTedi (3,5 % mpoTu 1,8 %). Crioctepiranocs 30inblieHHs KiTbKOCTi
BHYTPIITHbOUEPEITHUX KPOBOTEY Y I'PyIIi Kiominorpens ACK nmopiBHSHO 3 rpymoio mnnamebo
ACK (1,4 % npotu 0,8 % BignoBigHO). Mix IIUMU rpynaMu He OyI0 BUSIBIEHO CTAaTUCTUYHO
IOCTOBIpHOI Pi3HUII Y YaCTOTi BUHUKHEHHS JleTalbHuX KpoBoTed (1,1 % y rpymi
knomigorpens ACK ta 0,7 % y rpymi mnaie6o ACK), a Takoxk remopariutoro iHcynsTy (0,8 %
Ta 0,6 % BiZIOBIOHO).

Y mocnigxenni TARDIS nallieHTH 3 HELIOOaBHO epeHeCeHUM IIeMiYHUM IHCYJIbTOM, SKi
OTPUMYIOTh iHTEHCUBHY aHTUTPOMOOLMTAPHY Tepallilo TPhox JliKapchkux 3acobiB (ACK
KJIOMiAOTpesib QUITIPUAAMOII) Majii HafMipHiI KPOBOTEYi Ta KPOBOTEYl TSIXKKOTO CTYIIEHS
IIOPiBHSHO 3 MOHOTEpaIi€ Knomigorpenem abo komOiHamiero ACK i pumipugamony
(ckopuroBaHo 3aranbHe BIII 2,54, 95 % [I 2,05-3,16, p < 0,0001).

Cnucok nobiuHux peakuitl y suzaa0i mabauui.

[To6iuHi edekTH, SIKi cocTepiranucs mif yac KIIiHIYHUX JOCHiXKeHb abo Ipu 3aCTOCYBaHHI
JiKapChKOro 3aco0y y KITiHiuHilM TpaKTUlli, HaBefeHo y Tabnuili Hux4e. [T006i4Hi peakiril
po3amnofineHi 3a cucremoio «Opras-Kmnac», 4acToTa 1X BUHUKHEHHS BU3HAYeHa TaKUM YMHOM:
yacTo (Big > 1/100 mo < 1/10), mewacto (Bimg > 1/1000 mo < 1/100), pimko (Bim > 1/10 000 mo
< 1/1000), myxe pigko (< 1/10 000), wactora HeBigoMa. [1/11 KOKHOTO KJIaCy CUCTEMHU OpraHiB
no0iuHi eeKTH 3a3Ha4Y€Hi y MOPAAKY 3HUKEHHS 1X TIXKKOCTI.

Cucrema «OpraH- [lyXKe pigKo, 4acToTa

HacTo Heuacto Pigko .
Knac» HeBimoMma*
3 60Ky KpOBi Ta TpomboruTonenisi, [HedTpomeris, [TpombGoTHYHA
miMpaTHYHOI CUCTEMU TeIKOIIUTOTIE i, BKJTIOUAIOYHU TIKKY TPOMOOITMTONIEHIYHA
eo3uHOGimis HEUTPOIIEeHiI0 nypuypa (TTII) (gus.

po3min «Oco6uBOCTi
3aCTOCYBaHHS»),
anjacTU4YHa aHeMid,
MaHITUTOINEHIs,
ArpaHyJIOLXTO3, TIKKA
TPOMOOIIMTOIIEHIs,

HabyTa reModirmis A,
TPaHyJIOIUTONEHisq, aHeMid
3 60Ky cepIs KoyHic-cuHIpOM
(Ba3ocnacTryHa anepriusa
CTeHOKapHisi/anepriyauu
iHQapkT MioKapma) sIK
HACJIiIOK peakiril
MTigBUINEHO] YYTIUBOCTI 10
KITommimorpeno*




Cucrema «OpraH-

[lyxe pigko, 4acTtoTa

a0moMiHaILHUNR
0i7b, MHUCIIeICcis

KWIITKY, TaCTPHT,
OII0BaHHS, HYOOTA,
3a10p, METEOPU3M

HacTo Heuacto Pinko .
Knac» HeBigoMa*
3 60Ky iMyHHOI CupoBaTKoBa XxBopoha,
cucTeMu aHa(iMaKTOINHI peakiii,
repexpecHa
TinepyyTIuBiCTh
TiCHOMIPUAMHIB (TaKUX 9K
TUKJIOTIIMH, TIpacyrpesb)
(muB. po3min «Ocob6IuBOCTI
3aCTOCYBaHHS»)*,
AyTOIMYHHHUU 1HCYTIHOBUUI
CHHIPOM,
110 MOKe TPU3BECTHU [0
TSIKKOI TinmormikeMil,
0COOJIMBO Y MAIiEHTIB
3 HLA DRA4
migTHIIOM
[TcuxiyHi po3nagu [amonnHAalii, CIIyTaHiCTh
CBimoMOCTi
3 00Ky HEPBOBOI BHYTpimHbO-4epenHi 3MiHa CMaKOBOTO
CUCTEeMU KPOBOTeUi (y mesKux CIIDUVHSATTS, ares3is
BUIAfKaX - 3
neTaTbHUM
HaCIiIKOM),
TOJIOBHUH Oi/Ib,
apecTesid,
3anmaMopoYeHHs
3 60Ky OpraHiB 30py KpoBOBUTIUB ¥
MiNSTHKY OKa
(KOH'TOHKTUBAJIbHA,
OKYJISIpHA,
eTUHaJIbHa)
3 00Ky OpraHiB CIIyxy BepTuro
Ta 1abipuHTY
3 00Ky CynuH emaToMa Ts12KK1iI KDOBOBUJIUB,
KpPOBOTEYa 3 OIlepallifnHol
[paHU, BaCKYJIiT,
apTepianbHa rimoTeH3is
3 6oKy muxayibHOI HocoBa KkpoBoTeya KpoBoTeui pecrniipaTopHux
CCTeMU, OpraHiB IsXiB (KPOBOXapKaHHS,
TPYIHOI KITITKY Ta mereHeBa KPOBOTEYa),
cepemoCTiHHS OpOHXOCIIa3M,
(HTePCTUIiaTbHUN
THEBMOHIT, e03uHO(iTbHA
MHEBMOHIA
3 6OKY IIJTyHKOBO- [[InyHKOBO-KUILIKOBa|Bupa3ka muiyHKa Ta [PeTponeputoHeanbHUi|lIInyHKOBO-KUIIKOBI Ta
KUIIKOBOTO TPAKTy [KpOBOTedYa fiapes, |iBaHAQAUSTHIIANOI  [KPOBOBUIIUB PEeTPONEepUTOHEaTbHI

KPOBOTEUi 3 JIeTaTbHUM
HaCITigKOM, ITaHKPEeaTuT,
KOJIiT (30KpeMa
BUPa3KOBUY abo
miMmpouuTapHUl), CTOMaTUT

3 6oKy
rematobimiapHoi
crcTeMu

['ocTpa nediHKoBa
HeqOCTaTHICTh, TENaTHuT,
AHOMaJIbHI pe3yNbTaTh
MT0Ka3HUKIB QyHKIIII

MediHKu




Cucrema «OpraH-
Knac»

YacTo

Heuacto

Pigko

[lyxe pigko, 4acTtoTa
HeBimoMa*

3 60Ky mKipu Ta
MiAIIKIPHAX TKaHUH

[TigmkipHui
KPOBOBUJINB

Bucunauus,
cBepOixK,
BHYTPIIIHBOIIKIPHI
KDPOBOBUJIUBU
(mypmypa)

ByTbO3HUM IepMaTUT
(TOKCUYHUM
eTimepManbHAN HEKPOII3,
cuappoM CTiBeHCa —
[3xOHCOHa, MyNbTH(GOPMHA
epuTeMa,

TOCTPUM TeHepalli3oBaHuM
eK3aHTEeMaTO3HUU
myctynso3 (I'TEII),
AHTi0HEBPOTUYHUYN HAOPSIK,
epuTeMaTo3He BUCUTIAHHS,
KPOIUB’ THKA,
MeIUKaMeHTO3HUU
CUHIOPOM TillepuyTINBOCTI,
MeMKaMeHTO3He
BUCHUIIAHHS 3 €03UHOQIiTTiEI0
Ta CUCTEMHUMMU IPOSIBAMHU
(DRESS-cunmpom),
epUTEMaTo3Hi ab0
exchoniaTUBHI BUCUTIAHHS,
eK3eMa, JIecKaTuil nuian

3 60Ky penpomyKTHB-
HOl CHCTEMM Ta
IMomouHuX 327103

['iHexoMacTisa

3 60Ky OITOPHO-
PYXOBOT'O amapary Ta
CITOJIyYHOI TKAaHUHU

KicTKOBO-M’s130Bi
KPOBOBUJIMBU (TeMapTpo3),
APTPUT, apTpanrig, Mianris

3 60Ky HUPOK Ta
CEYOBUBIMHUX IIIJIAXIB

[ematypis

['moMmepynouedpur,
MMiIBUINEHHS PiBHS
KpeaTHHIHYy B KPOBI

3aranpHi po3nagy Ta
peaxtii y micIi
BBe[leHHS IIPemnapary

KpoBoTeua y Micii
iH’€KITil

["apsuyka

3MiHU Vv pe3yabTaTax
TabopaTopHUX
MoCIifiXKeHb

[TomoB:XKeHHS 4acy
KPOBOTEUI,
3HUKEHHS KiJTbKOCTi
HeUTPoGimiB i

TPOMOOITNTIB

* THopManiss CTOCOBHO KJIOMIZOTPENTI0 3 YaCTOTO «4aCTOTa HeBioMa».

[ToBimoMIIeHHS PO HiM03poBaHi MOOiYHiI peakirii.

[ToBimoMieHHs mpo moOiYHiI peakilii micst peecTpaliil TiKapcbKoro 3aco0y Ma€e BaK/IuBe
3HauyeHH4. Lle mae 3MOry IpOBOAUTYU MOHITOPUHT CIIiBBIOHOIIEHHS KOPUCTH / PU3UK IIpU
3aCTOCYBaHHI LIbOTO JIIKapChKOTO 3aco0y. MequuHUM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a
TAKOX TallieHTaM a0o iXHiM 3aKOHHUM IIPeICTaBHUKAM CJIil TOBiqOMJISITH IIPO YCi BUIAIKU
nimo3pIoBaHuX M00IYHUX peakKlliit Ta BiACyTHOCTI eeKTUBHOCTI JTiKapChKOTO 3aco0y yepes
aBTOMAaTH30BaHy iHpopMaliiHy cucteMy 3 (hapMaKOHArIsAAY 3a IIOCHAJIaHHSIM:

https://aisf.dec.qgov.

ua.
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Tepmin npudamuocmi.

3 POKH.

YmMmoBH 30epiranns.
He notpebye cnenianbHuX YMOB 30€piraHHs.

30epiraTv y HeIOCTYITHOMY [JIST OiTeH MicCIii.

YnakoBka.
[To 10 TabneTok y GmicTepi i3 momniBiHiNnxIOpUAHOI NTiBKY Ta (HONBrU amoMiHi€EBOI 3 MapKyBaHHIM

yKpaiHchKoio MoBoto. [To 3 a6o 9 abo 10 GicTepiB y maulli 3 KapTOHY 3 MapKyBaHHSM YKPaiHCHKOIO
MOBOIO.

Kareropis Bigmycky. 3a pelenTomM.

BupoOHHK.

OAPMATEH IHTEPHEIIHIT CA.

Micue3HaxoaKeHHsI BHPOOHHKIB Ta agpeca MiClsi MPpoOBaIXKeHHs HOro Tis/IbHOCTI.

Iapmactpian Ilapk Ceiinc y mpedektypi Popomi, bnok Ne 5, Pogomi, 69300, I'pemis.



