[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

KJIOIIOOI'PEJIb

(CLOPIDOGREL)

Cknao:
ditoua pevosuHa: clopidogrel;

1 TabneTka MiCTUTH KJonigorpeso 6icynbdary (Knomigorpeno rigpocynbdaTy) y mepepaxyBaHHi Ha
KJIOIiIOTPeNb 75 MT;

0ONoMIdICHI peyo8UHU: TaKTO3a, MOHOTiApaT; KpOXMaJlb KYKYPYA3SHUY; LIeI0103a MiKpOKPHUCTalidyHa
(E 460); makporon (momietunenrnikons 1500) (E 1521); HaTpio KpoCKapMeno3a; Kambllilo cTeapar;
onapgpaii II poxeBui, 10 MICTUTH TiIIPOMETIO3Y, JIaKTO3Y, MOHOTipaT, TUTaHy giokcup (E 171),
TpUalLleTHH, 3ai3a okcupg yepBouuu (E 172).

JIikapcbka ¢opma. TabneTku, BKpUTiI 060I0HKOIO.

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

dapMakoTepaneBTHYHA rpyna. AHTUTpoMOOTHYHI 3acobu. [HribiTopu arperaitii TpOMOOLUTIB,
Kpim renapuny. Kog ATX BO1A C04.

®apmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Mexaniam mii. Kmonigorpens — 1e mpomniku. OguH i3 MeTa0oITiTiB KIIOMigorpesto € iHribiTopoM
arperatiii TpoM0Oo0IUTIiB. [I71 YTBOPEHHS aKTUBHOTO MeTaboIiTy, AKUil IPUTHIUYE arperaiiiio
TPOMOOIUTIB, KJIOMiOTrpesb MOBUHEH 6i0oTpaHChOPMYBaTHUCS MM Hi€l0 GEPMEHTIB IIUTOXPOMY
CYP 450. AkTuBHUYN MeTa0OJIIT KIIOMigorpeio CeIeKTUBHO IIPUTHIYY€E 3B’ I3yBaHHS
amenosuHgudocdarty (AI®) 3 fioro P2Y,,-penienTopaMu Ha MOBepPXHi TpoMOOUUTY Ta momanbiny ALD-
iHIyKOBaHY aKTHBallif0 KoMIIJIeKCy riikonpoTeiny IIb/Illa i, TakuM 4MHOM, IPUTHIYY€E arperaliio
TpoMOo1uTiB. OCKiNTbKM 3B’I3yBaHHS € HEOOOPOTHUM, TPOMOOLUTH, 1110 BCTYIUIN V B3aEMOTIIO 3
KJIOIiforpesieM, 3aIUIIaloThCA 3MIHEHUMU BIPOOOBXK YChOTO NIEPiOAY IXHBOTO XKUTTS (IKUU
CTQHOBUTH NMpubIU3HO 7-10 OHIB), a BiIHOBIEHHS HOPMAJbHOTO QYHKIIIOHYBaHHS TPOMOOLIUTIB
BimOyBa€eThCS 3i MIBUAKICTIO, SKa BifTIOBifae MIBUOKOCTI OHOBIIEHHS TPOMOOLXTIB. Takoxk
IPUTHIYYETHCS arperallis TPOMOOLUTIB, CIpUUYNHEHA iHIIKMHU aroHicTamu, KpiMm AI1®, 3a paxyHOK
TOTO, III0 ITpemnapaT 6JI0Kye aKTHUBAIlii0 TPoMOOLKTiB BuBinbHEeHUM AJlD.



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.

®apmakonvHaMiuHi edeKTH. 3 IEPIIOTO [AHS 3aCTOCYBAHHS ¥ IOBTOPHUX JOOOBUX J03ax 75 MT
IIperapary BUSBISEThCS CYTTEBe yIoBinbHeHHS AIl®-inoyKoBaHOI arperatii TpoM6onuTiB. Lis mis
IIPOTPECUBHO MOCUTTIOETHCS i cTabinmizyeTbest Mixk 3 i 7 gHsMu. [Ipu piBHOBaXKHOMY CTaHi cepefHin
piBeHb MPUTHIYEHHS arperaiiii mig giero qo6oBoi mo3u 75 Mr cTraHOBUTH Bif 40 mo 60 %. Arperatist
TPOMOOLIUTIB i TPUBAJIICTh KPOBOTEUI TOBEPTAIOTHCS [0 IIOYATKOBOTO PiBHSA ¥ CEPeIHbOMY dYepes

5 [OHIB micisd NIPUNIUHEHHS JIIKyBaHHS.

Kniniyna ebekTruBHICTh Ta 6e3neka. be3neky Ta eheKTUBHICTE KJIOMiAOTPETI0 OLiHIOBAIH ¥ XOfi

7 TOOBIMHUX CHINHKX AOCHIAXKEHb, ¥ IKUX B3s1M y4acTh nmoHan 100000 naiieHTiB: HoCHigxKeHHS
CAPRIE - nopiBHSIHHS KJIOMiZOTPEJIIO 3 aleTuncaniuunoBoio Kucnortoio (ACK), i mocmigxenus CURE,
CLARITY, COMMIT, CHANCE, POINT Tta ACTIVE-A, 110 mopiBHIOBaIX KJIOMIiKOTpes i miamebo,
obumBa B kombOinarii 3 ACK Ta iHIIIOI0 CTaHOApPTHOIO Tepali€o.

IndapKT Miokapaa, iHCYIbT, 1110 CTANIKCS HelllofaBHO, a60 BCTAHOBIIEHE 3aXBOPIOBAHHS
nepudepuynmx apTepiii. Y gocnigxenus CAPRIE 6yno BkmoueHo 19185 xBopux Ha atepoTpom603,

IIPOSIBOM IKOT0 OyB HellofaBHil iH(hapKT Miokapaa (< 35 [HiB ToMy), Hell[ofaBHil imemMigHun
iHCynbT (Bim 7 oHIB mo 6 MicAriB ToMy) abo BCTaHOBJIEHE 3aXBOPIOBaHHSA NepudepuIHuX apTepii
(3ITA). ITamienTu Oyu paHmOMi30BaHi 4yisi OTPUMAaHHS KIIOMiforpeto o 75 mr/ooby a6o ACK
325 mr/mo0y, micis 4oro BoHU mepeOyBanu I criocTepexkeHHsM Bif 1 mo 3 pokiB. V migrpymi
indapkTy Miokapga OinburicTs manienTiB orpuMyBanu ACK y mepiti KinbKa [HIB MiC/IsT PO3BUTKY
iH(dapKTy MioKapaa.

Krnomigorpens nmopiBagH0 3 ACK 00OCTOBIpHO 3HUXKYBaB 4aCTOTY PO3BUTKY HOBUX ilIeMiYHUX BUIIAKIB
(kom0OiHOBaHa KiHIleBa TO4Ka, IKa CKilafianacs 3 iHbapKTy MioKappa, imeMigyHoro iHCyNbTy i
CcynmuHHOI cMepTi). [Ipu mpoBemeHHi aHami3y BiANIOBIAHO M0 TPH3HAYEHOTO Ha ITOYATKYy AOCIiIXKEeHHS
JIiKyBaHHSA crocTepiranocs 939 Bunapkis y rpymi kinonigorpesnto i 1020 Bunapkis - y rpymni ACK
(BimHOCHE 3HMKeHHS pu3uky (B3P) - 8,7 %, [95 % moBipunii inTepsan ([II): 0,2-16,4]; p = 0,045).
To6To Ha KoxHi 1000 marienTis, sKi mikyBanucs 2 poku, nogatkoso go 10 [[II: 0-20] mamieHTiB
YHUKAaIX PO3BUTKY HOBOTO ilIeMiYHOTO BUIaMKy. AHaJIi3 3arajabHO]l JIeTaJIbHOCTI K BTOPUHHOI
KiHIIeBOl TOYKY He BUSIBUB 3HAYHUX BiAMIiHHOCTEM MixX Teparieio knomigorpesneMm (5,8 %) i ACK (6 %).

AHami3 migrpyn 3a BigIOBigHUMY 3aXBOPIOBaHHAMU (iH(papKT MioKappa, imemidyHui iHCynbT i 3[1A)
II0Ka3aB, I0 HauOinbImi eekT (110 JocsATaB CTAaTUCTUYHOL JocTOBipHOCTI pu p = 0,003)
cmocTepirascs y maiieHTiB i3 3[TA (0co61uBO y THX, XTO HepeHic iHpapkT miokapaa) (B3P = 23,7 %;
I1I: 8,9-36,2), MeHui edekT (110 JOCTOBIpHO He BiApi3HABCS Bifg edekTty ACK) Manu maijieHTu 3
incynstoM (B3P = 7,3 %; [OI: -5,7-18,7 [p = 0,258]). ¥ nami€eHTiB, BKIIOUEHUX Y OOCTIAKEHHS Ha
MigCTaBi TiILKY HEII0JaBHO IIepeHeCceHoro iHdapKTy MioKapfa, BIIJIUB KJIOMigOTPEII0 3a YUCEIbHUMU
I0Ka3HUKaMu OyB MEHIINM, ajie IIPHU I[bOMY BiH CTaTUCTHYHO JOCTOBIPHO He Bipi3HABCS Bif BILJIUBY
ACK (B3P = -4 %; III: -22,5-11,7 [p = 0,639]). Kpim Toro, aHami3 migrpymn XxBopux pi3HOTO BiKYy
CBiIUUTB, IO CIPUSATIUBUN eDEKT KIIOMIJOTPENTIO V NalliEHTIB BiKOM Bif 75 pOKiB 6yB HUXKYMUM, HiX Y
nalieHTiB £ 75 poOKiB..

Ockinbku notyxHicts gocnigxkenHss CAPRIE ue Oyna mocTaTHbBOM0, 11100 OLIHUTY €EeKTUBHICTD OJIst
OKpPEeMUX IMiATrpyIl, 3a/IUIIA€ThCA HE3PO3yMIIUM, YU Oi¥CHO iCHYIOTh BiIMIHHOCTI Y BITHOCHOMY
3HUKEHHI PU3UKY IJIS XBOPUX i3 Pi3HUMHU 3aXBOPIOBAaHHSIMU, YU Pi3HUIlA OyIla BUMIAAKOBOIO.

CocTpuit kopoHapHu# cuagpoM. Y pnocuipxkenuss CURE 6yro BkmoueHo 12562 mallieHTH 3 TOCTPUM
KOpPOHapHUM cuHApoMoM Oe3 migiiomy cermeHnTa ST (HecTabinbHa cTeHOKapfis 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 ynBiui mopiBHSHO 3
BHUIIOI0 MeXket0 HopMU. XBopi Oy/1u paHAOMi30BaHi [y OTPUMaHHS KJIOMiIOTpesIio (HaBaHTaXyBalbHa
no3a - 300 mr, moTim - 75 mMr/moby, n = 6259) abo nanebo (n = 6303), obunBa y kombinanii 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 %) mailieHT:# oTpuMyBalIu TaKOXK CYIyTHIO TEPAIIiio
antarosictoM peuentopis GPIIb/IIla. Binem Hixk 90 % malieHTiB OTpUMyBaIu relapuHu. Taka
CYIYTHS Tepallisg CTaTUCTUYHO AOCTOBIPHO HE BIIJINBaJia Ha BifTHOCHY 4aCTOTY BUHMKHEHHS KPOBOTEY
IIpY JIiKyBaHHi KjIomigorpeneM i nnaie6o.

KinpKicTh malieHTiB, IKi JOCATIM IePBUHHOI KiHIIEBOl TOYKM [ceplueBo-cyaunHa cMepTh (CCC),
indapkT Miokapma abo iHcynbT], craHoBumna 582 (9,3 %) y rpymi knonigorpemto i 719 (11,4 %) -y
rpyi nnane6o. BigHocHe 3HUXKEHHS pu3uKy cTaHoBuUI0 20 % (95 % II 10 %-28 %; p = 0,00009) mnsa
rpynu kiomnigorpento (17 % - npu KOHCepBaTUBHOMY JIiKyBaHHI, 29 % - AKILIO namieHTaM
IIPOBOAMIIACH Yepe3IlKipHa TPaHCIIOMiHAIbHA KOPOHAPHA aHTiomIacTHKa 3 abo 63 BCTaHOBJIEHHS
creHTa i 10 % - gKIo IM IPOBOAMIN aOPTOKOPOHapHE IIyHTyBaHH:). [lomepenkeHHsT PO3BUTKY
HOBUX CEpILIeBO-CYAUHHUX BUIAMIKiB (IepBUHHA KiHIleBa To4YKa) BinOyBasnocs 3 B3P, sike cTaHOBHUIIO
22 % (OI: 8,6-33,4), 32 % (O1: 12,8-46,4), 4 % ([I: -26,9-26,7), 6 % (OI: -33,5-34,3) i 14 % (OI:
-31,6-44,2) y nepiogu 0—-1, 1-3, 3—-6, 6—9 i 9—12 micsuiB gocnigxeHHs BifnoigHo. To6ToO Yepes
OinbIn HiXK 3 MicsIli TiKyBaHHS CIPUSTINBUN e(PeKT, 10 crocTepiraBcs y rpymi kmomigorpens ACK,
OinbIlle He 3pOCTaB, a PU3UK KPOBOBUJIMBIB 3aUIIaBCs (AUB. po3ain «OcoBIMBOCTI 3aCTOCYBAHHS»).

3acTocyBaHHs Kiomigorpeno mif yac pocnigxkennss CURE 3uuxKyBano notpedy y 3aCTOCYBaHHi
TpoMmbosniTuuHoi Tepamnil (B3P = 43,3 %; [I1: 24,3-57,5 %) Ta inribiTopis penenTtopis GPIIb/IIIa
(B3P = 18,2 %; OI: 6,5-28,3 %).

KinpKicTh malieHTiB, sKi mocsarmu KoMOiHOBaHOI mepBUHHOI KiHneBoi Touku (CCC, iHbapKT Miokapha,
incynbT abo pedpakTepHa imemis), cranosuna 1035 (16,5 %) y rpymi kmomigorpento i 1187 (18,8 %)
y mnane6o-rpymi. B3P cknano 14 % (95 % II: 6-21 %, p = 0,0005) y rpyni knomigorpento. Takuii
eekT OyB 37e0ibIIOro 3yMOB/IEHUM CTATUCTUYHO 3HAYYIIMM 3HUXKEHHSIM YaCTOTH BUHUKHEHHS
indapkTy miokapma [287 (4,6 %) y rpymi kimonigorpemnto i 363 (5,8 %) y rpymi nnaie6o]. 3minu
YaCTOTH IMOBTOPHUX I'OCIIiTasni3anii 3 mpuBony HecTabibHOI CTeHOKapAii He criocTepiranocs.

PesynbraTu, ofjepKaHi y rpynax MaIi€eHTiB i3 pi3HUME XapaKTePUCTUKaMU (HalpuKiIaf, HecTabimbHa
cTeHoKapmis abo iHdapkT Miokapma 6e3 maTonorignoro 3y01s Q, piBeHb PU3UKY Bif HU3BKOTO [0
BHCOKOTI'0, miabeT, HeoOXimHICTh peBacKyIsipu3aliii, Bik, cTaTh), 30iranucs 3 pe3yabTaTaMu
IIEPBUHHOTO aHasi3y. 30KpeMa, 0ogaTKoBui aHami3 2172 nanienTiB (17 % Bif yciel rpynu naiieHTiB
CURE), sixuMm Oymo BctaHOoBieHO cTeHT (Stent-CURE), moka3as, 110 IIpH JIiKyBaHHI KJIOIiorpeneM,
OPiBHSHO 3 myalebo, crnocTepiraeTbest 3HauyIie B3P (26,2 %), 1110 CBiTUUTL Ha KOPUCTH
KJIOIiIOTPeIio y oNepenKeHHi pO3BUTKY ITepBUHHOI KiHIleBol Touku (CCC, iHbapKT Miokapraa,
iHCynbT), a Takoxk 3Hauye B3P (23,9 %) ons gpyroi komOGiHOBaHOI TepBUHHOI KiH1leBoi Touku (CCC,
iHdapkT Miokapaa, iHCYNbT abo pedpakTepHa imemis). Binbile Toro, mpodins 6e3meKu KIomIiTorpeio
y Li# migrpyrmi namieHTiB He BUKJIUKAE HiTKUX 0COONIMBUX 3ayBaxKeHb. TaKUM YMHOM, pPe3yJIbTaTH
IOOaTKOBOTO aHaJIi3y TPyNH MallieHTiB 30iraloThCs 3 pe3yibTaTaMy BChOTO JOCTiIKEHHS.

Cropusarnusuii eQekT Kionifgorpesio 6yB IpogeMOHCTPOBAHUM He3aIe’KHO Bifl OTpUMaHHS
HEeBiIKJIagHOTO Ta SOBTOTPHUBAJIOTO JIiKyBaHHS iHITMMHU CEPLEBO-CYAUHHUMHU 3aco0aMu (TaKUMU 5K
refapyvH/HU3bKOMOJIEKYISPHUM remnapuH, inribitopu peuentopis GPIIb/IIIa, mimigo3uuxyoyi
npemnapatu, 0eta-61okaTopu Ta iHribiTopu ATI®). EdQeKTUBHICTD KIIOMimOrpesio He 3aexkarna Bif
no3u ACK (75—-325 mr 1 pa3 Ha fmo6y).



IndbapkT Miokapaa 3 mimioMoM cermeHnTa ST. YV narfieHTiB i3 roctpum indapkToM Miokapaa 3

nigitomoMm cermenTa ST (STEMI) 6e3neky Ta eeKTHBHICTb 3aCTOCYBAHHS KJIOMiOTPETIO OL[iHIOBAIH
y IBOX PaHOOMi30BaHUX, I1ale00-KOHTPOIbOBAHUX, IIOOBIMHUX CITinux mociimxkenHsx CLARITY,
npocnekTuBHOMY aHai3i migrpyn CLARITY ( CLARITY PCI) i COMMIT.

Y mocnipxennst CLARITY 6yB BkimtoueHu# 3491 marieHT, y SKOro MpoTsATroM OCTaHHIX 12 rogux
BimOyBcs iHpapKT Miokappa 3 migitomoM cermeHTa ST i 6ynia 3amiaHoBaHa Teparisi TPOMOOTITHYHUMHU
3acobamu. [TanienTH ogepxkyBanu kiomigorpens (300 Mr HaBaHTaXKyBaJIbHOI [03H, IIOTIM - IT0

75 Mr/mo0y, n = 1752) abo nnanebo (n = 1739), obupasa - y komOinanii 3 ACK (HaBaHTaxKyBa/IbHa
no3a - 150—-325 mr, micnsg 4oro - mo 75—162 mr/go0y), GiOpuHOMITUYHUM areHToM Ta y pasi
HeoOXimHOCTI - 3 remapuHoM. [Toganblie ClIoCTepekKeHHs 3a MallieHTaMu TpuBaio 30 OHiB.
[TepBUHHOIO KiHIIEBOIO TOUKOIO OyJia OKJII03is 1OB’13aH0l 3 iHhapKTOM apTepii, BUSBIeHa Ha
aHriorpaMi nepey BUMKMCKOIO 3 KITiHIKY, JIeTalbHUHN HACMigoOK abo peruaunB iHbapKTy MioKapaa mepen
IIPOBEeIEHHSIM KOpOHApHOI aHTiorpadil. [I15 malfieHTiB, SKUM He IPOBOAUIIACH aHTiorpadis,
IIePBUHHOIO KiHIIEBOIO TOYKO0 OYB JIeTalIbHUM HACTIIOK a00 peruauB iHGapKTy Miokapaa mo 8 moou
abo mo BUNMCKY 3 KiHikYU. Y rpymi natienTis 6yno 19,7 % xkinok, 29,2 % narienTiB = 65 pokis.
3aranmom 99,7 % marieHTiB oTpuMyBanu ¢ibpuHomiTHKY (QidbpuHOCTEeUupiuHI — 68,7 %,
¢diopunonecnenudpiuni — 31,1 %), 89,5 % - remapus, 78,7 % - 6eta-6;mokatopu, 54,7 % - iHribiTOpH
ATI® i 63 % - cTaTuHM.

[TepBUHHOI KiHIIeBOI TOUKHU JOCATIU 15 % mami€eHTiB i3 rpyny, 10 OTpUMyBaja KJIOMigorpens, i

21,7 % i3 rpymnu, 110 oTpuMyBaJa miame6o. TakuM YuHOM, abCOMIOTHE 3HUKEHHS CKamo 6,7 % i 3
nepeBarow 36 % Ha Kopucth Knomigorpento (95 % OI: 24-47 %; p < 0,001), B ocHOBHOMY y 3B’43KY 3i
3MeHILIeHHSIM BUIIAKiB PO3BUTKY OKJII03il apTepil, moB’s13aHoi 3 iHdapkToM. Taka nepesara
CIlocTepirasnacs y BCiX ITOIlepefHb0 BU3HAUEHUX MIArpynax Nali€HTiB, pO3NOAIIEHNUX 3a BIKOM,
CTaTTIO, JIOKai3alieto indapKTy i BUmoM oTpuMyBaHoOi Tepartii ¢pibpuHoiTHKaMu abo rermapuHaMu.

B anamisi nigrpyn CLARITY PCI B3sinu y4acts 1863 marieHTu 3 iHhapKTOM MioKapAa 3 MigioMoM
cermeHnTa ST Ta IpoBefeHHAM YepPe3LIKIPHOTO KOpoHapHOro BTpy4daHHs (UKB). V nauienTis, gki
OTPHMYBAJIX KJIOMiAOTpesb Y HaBaHTaxXyBanbHi# 1031 (HI) 300 mr (n = 933), cocrepiranu
IIOCTOBipHE 3HUKEHHS YaCTOTHU CEPIIEBO-CYAUHHOI CMePTi, iHdapKTy Miokapaa abo iHCYnbTY micis
YKB nopiBHSIHO 3 nallieHTaMu, gKi oTpuMyBaiu mianebo (n = 930) (3,6 % mnpu nomepegHbOMY
JiKyBaHHI KJIOMiforpeneM npoTu 6,2 % mpu 3acTocyBaHHi mnane6o, BI: 0,54; 95 % [I: 0,35-0,85;

p = 0,008). Y namnienTis, ki orpuMyBanu knomnigorpesns y HII 300 Mr, ciocTepiranu JOCTOBipHE
3HUIKEHHS 9aCTOTH CepIeBO-CYOUHHOI cMepTi, iHdapKTy miokapaa abo iHCynbTy npoTtsaroM 30 OHIB
nicnst YKB nopiBHSAHO 3 malieHTaMu, sKi oTpuMyBanu 1anebo (7,5 % npu nonepegHboMy JIiKyBaHHi
kiomnigorpesnem npotu 12,0 % mpu 3acTocyBanHi miane6o, BII: 0,59; 95 % II: 0,43-0,81; p = 0,001).
He crocTepiranu cyTTeBOl pi3HUIN Y YaCcTOTi BeNMUKKUX a60 HE3HAYHUX KPOBOTEY MixX 000Ma BUJAMU
nikyBaHHA (2,0 % npu monepegHbOMY JTiKyBaHHI KiomifgorpeneM npotu 1,9 % npu 3acTocyBaHHI
nnaue6o, p > 0,99). Pe3ynbTaTy 1[bOT0 aHali3y 00T PYHTOBYIOTh PAHHE 3aCTOCYBaHHS
HaBaHTaXyBaJIbHOI J03U KJIOMIOrpeIio Ipu iHdapKTi Miokapaa 3 migiiomoM cerMenTa ST i cTpaTeriio
CTaHOAPTHOTO IIOIEePEeNHbOTO0 JIIKYBaHHSA KJIOIiforpesieM Ipu npoBenesHi YKB.

IBodakToprul nu3aH gocuigxenHs COMMIT BkmouaB 45852 marfieHTH, ¥ SKUX IPOTITOM OCTaHHIX
24 TOOWH CIIOCTEpPIranocs BUHUKHEHHS CUMIITOMIB, SKi JO3BOJISIOTh 3allifO3PUTH iHPapKT MioKap[a,
IO MiATBEPAXKYETHCS BiIXUIEHHAMH Bifl HOpMu noka3HUKiB EKI' (Hampukiap, mifioM 4u gemnpecis
cermenTa ST abo 61okafa iBoi HixkKku ny4yka ['ica). [TallieHTH oTpUMyBaiu KJIOMifOTpenb

(75 mr/moby, n = 22961) abo nnanebo (n = 22891) y kombinarii 3 ACK (162 mr/mo6y) npoTarom

28 gHiB abo0 g0 BUNUCKY 3 IiKapHi. KoMOiHOBaHMMY NTEPBUHHUMHU KiHIIEBUMU TOUKaMU OyB IeTaIbHUN
HaCJIioK 3 OyMb-SIKOl IPUYMHY i epIInii peuuauB iHGapKTy Miokappaa, iHCyIbT abo neTanbHuM
Hacnigok. Y rpymi namienTis 6ymo 27,8 % xiHok, 58,4 % nanieHTiB = 60 pokiB (26 % = 70 pokiB) i
54,5 % maIrieHTiB, gKi oTpuMyBanu GiOPUHOIITHKY.



Knomigorpenb CTaTUCTUYHO AOCTOBIPHO 3HUKYBaB BiJTHOCHUM PU3UK PO3BUTKY JIETAJILHOTO HACIIOKY
3 O6yap-aKoi mpuuyunu Ha 7 % (p = 0,029) i BigHOCHMI pu3uK KoMOiHaLil peruauBy iHMapKTYy,
iHCynbpTy abo neranmpHOro Hacmigky Ha 9 % (p = 0,002), mo BifnmoBifnae abCoMOTHOMY 3HUKEHHIO Ha
0,5 % 10,9 % BigmoBigHO. Takuii eheKT CriocTepiraBcs y MallieHTiB Pi3HOTO BiKy i CTaTi He3aIekKHO
Bim mpuiioMy GiOpHHOMITUKIB i clocTepiraBcs nIpoTsAroM nepmux 24 roguH.

HagaHTaxyBaibHa [103a Kiomigorpento 600 Mr Oid namieHTiB 3 TOCTPUM KOPOHaPHUM CUHIPOMOM
('KC) ta npoBenenusm YKB.

Hocaiooncenna CURRENT-OASIS-7 («3acmocysaHHsAa onmumanbHux 003 KA0Nni0o2peto i acnipuHy
0151 3MeHWeHHA peuudusis - Op2aHi3ayia 3 OUiHKU cmpamezilu npu iwemiyHux cuHOpomax,

7 sepcis»). Lle paugomizoBaHe (aKTopiambHe HOCHimKeHHs oxommoBano 25086 oci6 3 'KC ta
3aljlaHoBaHUM paHHIM npoBegeHHsaM UKB. INamienTu 6ynu pannoMi3oBaHi Ay OTpUMaHHS MOABIHHOI
no3u (600 mr y 1-i meHb, motiM 150 Mr 3 2-ro 1o 7-ro mHS, IOTiM 75 Mr Ha 1o6y) nopiBHAHO 3i
cTa"mapTHO 003010 (300 Mr y 1-# meHp, moTiM 75 Mr Ha 700y) KJIOMigOTPesio, a TaK0XK BUCOKOI 03U
(300-325 mr Ha moby) abo HE3bKOI 7031 (75-100 Mr Ha noOy) ACK. Y 24835 namnienTis 3 I'KC, ski
Opanu y4acTh y mOoCTifgkKeHHi, Oyia mpoBefieHa KOpoHapHa aHriorpadis, ay 17263 - UKB. Y 25086
Malli€HTIB, IKi Opanu y4acThb y JOCTiIXeHHi, clocTepiranacs mnoxibHa 4acToTa CepLeBO-CyIUHHOI
cMepTi, iHpapkTy Miokapaa abo iHcynbTy (4,2 % mpu mpuiioMi Knomigorpeno B 7o3i 600/150/75 Mr
npotu 4,4 % npu npuiiomi Kiomigorpento B o3i 300/75/75 mr, BP 0,94; 95 % [I: 0,83-1,06; p =
0,30). Benuki kpoBOTeYi YacTillle CIIoCTepiranucs Mpu IpuiioMi Kiomigorpento B 1o3i 600/150/75 mr
(2,5 %) mopiBusHO 3 mo30t0 300/75/75 mr (2,0 %), BP 1,24; 95 % [II: 1,05-1,46; p = 0,01. OpHak
cepeqn 17263 nairienTis, skuM npoogunu YKB, mopiBHSHO 3i CTaHAAPTHOIO A03010 MOABiMHA J03a
KJIOMIOTPesiio 3HUKYBala YaCTOTy IIEPBUHHOI KiHIleBol TOUKH (3,9 % mpotu 4,5 %, KoperoBanui BP
0,86; 95 % [I: 0,74-0,99; p = 0,039). CrocTepiranocst HOCTOBipHE 3HUKEHHST TPOMOO3y CTEHTa cepen
17263 namnienTis, skuM npoogunu YKB, npu 3acTocyBaHHI IOABIMHOI [03HU KJIOMiAOTPEITI0 IIOPiBHAHO
3i crangapTHUM JikyBaHHAM (1,6 % npotu 2,3 %, BP 0,68; 95 % [I: 0,55-0,85; p = 0,001). Benuki
KPOBOTEYi YacTillle CIIOCTepiranucs Ipyu 3aCTOCyBaHHi MTOMBiMHOI f03X KJIOMigOTpeio, HiXK Ipu
3acToCcyBaHHi ctaHmapTHOI no3u (1,6 % mpotu 1,1 %, BP = 1,41; 95 % [I: 1,09-1,83; p = 0,009).

Hocnioxncenus ARMYDA-6 MI («kKAHmumpomboy,umapHa mepanis 04151 3MeHWeHHA YPAHCEHHS
Miokapda nid yac avzionaacmuku - iH(papkm miokapda»). Y 11boMy paHAOMi30BaHOMY
IIPOCIIEKTUBHOMY MiXKHAPOIHOMY 0araTolleHTPOBOMY HOCIiOKeHHi OLiHIOBaIM IIOMePeqHE TiKyBaHHS
knomigorpenem y HII 600 mr mpotu 300 Mr nipu TepMmiHoBoMy nipoBefeHHI YKB npu indapkTi
Miokappa 3 migiiomom cermenTa ST. [TamienTu orpuMyBanu knomigorpens y HII 600 mr (n = 103) a6o
knonigorpens y HII 300 mr (n = 98) nepen YKB, moTim o 75 mr/mo6y 3 mHS micnsg npoBeneHHs YKB
no 1 poky. Y nmallieHTiB, gKi oTpuMyBanu Kiomigorpens y HII 600 Mr, po3mip indapkTy 6yB 3HAYHO
3MeHIIIeHUH IOPIBHAHO 3 IallieHTaMy, ki oTpuMyBanu kiuomnigorpesns y HIT 300 mr. Ouinka < 3 3a
mkanoi nepdysii TIMI nicna YKB npu HIJ 600 mr cioctepiranaca pigme (5,8 % npotu 16,3 %,

p = 0,031), 6yna nokparesa ®BJIIII npu Bunucti (52,1 £ 9,5 % nportu 48,8 + 11,3 %, p = 0,026), a
npotsiroMm 30 OHIB cepiio3HUX MOOIYHUX CEPIIEBO-CYIUHHMX ABUIL 0y1o MeHine (5,8 % mportu 15 %,

p = 0,049). He cnioctepiranocs 306i/blIeHHS YaCTOTU KPOBOTedi ab0 yCKIafHeHb ¥ MiClli BBeleHHS
(BTOpUHHI KiHLIeBi Touku Ha 30-1 IEeHb).

Hocaiooxcenns HORIZONS-AMI («['apmoHizauisa pe3yabmamia pesackyaapusauii ma 8CmaHo8/1eHH
cmeHmig npu 20cmpomy iHpapkmi miokapda»). lle DOCHiXKEeHHS 3 aloCTePiOPHUM aHasi30M 0yJi0
IIPOBEJIEHO [IJIS OIliHIOBaHHS TOTO, uu 3abe3meuye HJI 600 Mr mBuplle Ta CUIbHIilE TPUTHIYEHHS
akTuBalil TpomOoiuTiB. [Ipu mpoBeneHHi aHamidy orinioBany BryiuB HII 600 Mr mopiBasiHO 3 300 Mr
Ha 30-meHHi KiiHiuHi pe3ynsratél Y 3311 maifieHTiB 3 0CHOBHOTO AocmifxeHHs (n = 1153; rpyma HII
300 mr; n = 2158; rpyna HJI 600 Mr) nepep KaTeTepu3alli€io Cepiisl 3 OAabIIoio 103010 75 Mr/moby
IPOTATOM = 6 MiCALIB Iicig BUNUCKU. Pe3ynbTaT IpOJeMOHCTPYBalIi JOCTOBIpHO HUXKYi 30-geHH]
(6e3 Kopexkiiii) mokasuuku cMepTHOCTi (1,9 % mpotu 3,1 %, p = 0,03), moBTOpHOTrO iHMapKTYy (1,3 %



npotu 2,3 %, p 0,02) Ta HasiBHOTO ab0 MMOBipHOTro TPOoMO03y cTeHTa (1,7 % mpotu 2,8 %, p = 0,04)
npu 3actocyBaHHi H]T 600 Mr 6e3 BUIIOI YaCTOTH KPOBOTEY. 3rimHO 3 6araTopakTOPHUM aHaIi30M
HaBaHTaXYyBaJIbHA [03a Kiomigorpesnto 600 Mr Oya He3anexkHUM IPeIUKTOPOM 3HUKEHHS YaCTOTH
cepio3HuX HeOaxkaHux cepriepux sBuil mpotsarom 30 gHiB (BP 0,72; 95 % II: 0,53-0,98; p = 0,04).
YacToTa BeTMKUX KPOBOTeY (He MOB’sI3aHUX 3 a0PTOKOPOHAPHUM ILIYHTYBaHHSAM) cTaHOBUNA 6,1 % y
rpymi HII 600 mr ta 9,4 % y rpyni HII 300 mr (p 0,0005). YacToTa HE3HaYHUX KPOBOTEY CTAHOBUIIA
11,3 % y rpyni HIJ, 600 mr ta 13,8 % y rpymi HIT 300 mr (p = 0,03).

Y metaaHanisi (Vyas et al., 2014) nnsg ouinku KniHigHol nepeBaru HJI knonigorpesnto 600 mMr y
nauieHTiB 3 iHpapkTOM MioKappa 3 mimitomom cermenTa ST Ta mpoBefgeHHSIM YKB 0Oy0 BK/II0UEHO
MaHi feB’sITH HOCTigXKeHb, onybsikoBaHux y nepion 3 2009 no 2012 pik. OCHOBHUMHU KiHIIEBUMU
TouKaMu epeKTUBHOCTI Ta Oe3meku Oyu cepito3Hi HebaxKaHi ceplieBO-CyaUHHI SBHUIIA i BeNuKi
KpoBoTedi. [[oCTOBipHE 3MeHIIIeHHS CEPHO3HNX HeOaxKaHUX CEPIIeBO-CyIMHHUX SBUII CIIOCTePiranocs
npu 3actocyBanHi HIT 600 mr (BLI 0,75; 95 % [I: 0,63-0,91; p = 0,003) mopiBHsAHO 3 703010 300 Mr
0e3 30inbIIeHHST pU3UKY PO3BUTKY cepio3nux kpooted (600 mr [89 sBum y 3551 manienTa, 2,5 %]
ta 300 Mr [63 aBuia y 2796 namienTis, 2,25 %]; BII 0,84; 95 % II: 0,60-1,16; p = 0,28).

Y meTaanamnisi (Siller-Matula et al., 2011), skuii BK/Ito4aB 5 paHOOMi30BaHUX Ta 2 HEPaHOOMi30BaHi
nocnimxkeHHs, mopiBHioBanu HII knomipgorpemnto 300 mr (n = 11148) ta 600 Mr (n 14235) y mallieHTis,
skuM npoBopuny YKB. 3aramom HII 600 Mr Gyna noB’s3aHa 3i 3HMKEHHIM BiTHOCHOT'O PU3UKY
cepiio3nux HebaxkaHUX ceplieBo-cCyauHHUX gBull Ha 34 % (BP 0,66; 95 % [II: 0,52-0,84; p < 0,001).
HII 600 mr kmomigorpesnto He Oya OB’ sI3aHa 3 MigBUIIIEHUM PU3UKOM PO3BUTKY BEJIUKUX KPOBOTEY
(BP 0,91; 95 % [lI: 0,73-1,15; p = 0,44).

Tpusane (12 MicAI1iB) 3aCTOCYBaHHS KIOMINOrPeN0 NalieHTaM 3 iHhapKToM MioKapaa 3 MigioMoM

cermenTa ST micng YKB.

IHocnioxncenruss CREDO («Ksonidozpeab 015 3MeHWeHHA HebaxcaHux ssull, nid uac
cnocmepediceHH»). Lle paHmoMi3oBaHe MOABiliHe Clline n1ane00-KOHTPOJIbOBaHE AOCTiAKEeHHS 0yI10
IIPOBEMIEHO 3 METOI0 OIIIHKK KOPUCTI TpuBasnoro (12 MicsuiB) mikyBaHHS Kiomigorpenem micias YKB.
2116 nauienTiB 6ynu panmomizoBaHi mis orpuManus HII 300 mr knomigorpento (n = 1053) abo
nnaie6o (n = 1063) 3a 3-24 rogunu no YKB. ITicns uboro Bci maifieHTH B 000X Tpymax OTPpUMYBaIu
KJIomifgorpessb B 1o3i 75 Mr/moby mo 28-ro mHs. 3 29-ro mHS 0o 12 MicAliB nalieHTy B rpymi
KJIOMiAOTPesIi0 OTPUMYBaJIM KJIOMiOTpeb B 1031 75 Mr/no0y, a B KOHTPOJIbHIN I'PyIIi - miaiebo.
O6upBi rpynu orpumyBanu ACK npoTsrom ycroro gocmuimxeHnHs. Yepes 1 pik mpu 3acTocyBaHHi
KJIOTIJOTPEJII0 CIIOCTEePiraaocs 3HauHe 3HUXKEHHST KOMOiHOBAaHOTO PU3UKY CMePTi, iHbapKTy
Miokappa abo iHCynbTy (BimHOCHE 3HUXKEHHS Ha 26,9 %, 95 % [I: 3,9-44,4; p = 0,02; abcontoTHE
3HMXKeHHS Ha 3 %) mopiBHSIHO 3 miare60. 3HayHOTro 30i/TbIIeHHS YaCTOTH BETUKUX KPoBoTed (8,8 %
IIPY 3aCTOCYBaHHI KJIOMiforpenio npoTu 6,7 % mpu 3acTocyBaHHi mianebo, p = 0,07) abo He3HaYHUX
KpoBoTed (5,3 % Ipu 3aCTOCYBaHHi KJTOIigorpento npoTu 5,6 % mpu 3acTocyBaHHi nnaiebo, p = 0,84)
yepe3 1 pik He cnocTepiranocssi. OCHOBHUM BUCHOBKOM 3a pe3yJibTaTaMU LbOr'0 JOCTIIAXKEHHS € Te,
110 IPOOBKEHHS IpuiioMy Kiomigorpento Ta ACK npotsarom mosHaiMeHIIe 1 poKy Ipu3BOgUTH A0
CTAQTUCTUYHO Ta KIiHIYHO 3HQYYIIOT0 3MEHINEHHS OCHOBHUX TPOMOOTUYHUX SBUII.

Locniooncenna EXCELLENT («EgexmusHicmbs cmenmis Xience/Promus ma Cypher u,000
3MeHWeHHA Ni3HIX Bmpam nicasa cmeHmysaHHA»). Lle MIPOCIEKTUBHE BiIKPUTE PaHAOMi30BaHe
mociimKeHHs OyJ0 IpoBefieHo OJIs OIiHIOBAHHS TOTO, YU Oyzme 6-Micsg4yHa mopaBiiiHa
aHTuTpoMOouuTapHa Teparmisi (DAPT) He MeHIn epekTUBHOW, HiXK 12-Mmicsuna DAPT micns
iMmaHTalil CTEHTIB 3 TiIKAaPCHKUM MTOKPUTTAM. Y HoCHimKeHH] Opanu y4acTs 1443 mallieHTH, SKuUM
IIPOBENY iMIIaHTALilo Ta fKi 6ynu paHgoMi3oBaHi s oTpuMaHHs 6-Micsuroi DAPT (ACK

100-200 mr/moby mmroc Kiomimorpens 75 Mr/oo0y mpoTsaroM 6 micsmis, a motim nuire ACK mo

12 micsmiB) abo 12-micsiuroi DAPT (ACK 100-200 Mr/mo0y miTioc KIomigorpenb 75 Mr/moby IpoTsarom



12 micsintiB). [TocTOBipHOI Pi3HUII Y YAaCTOTi HEOOCTATHOCTI ITiIbOBOI CyauHU (KOMOIHOBAHOTO
TIOKa3HUKa CepleBol cMepTi, indapkTy Miokapma abo peBacKysspusallii IiboBoOi CyouHM), sKa Oyra
IIePBUHHOIO KiHIIEBOIO TOYKOIO, MiX rpynaMu 6-MicsiuyHol Ta 12-micssunoi DAPT He cniocTepiranocs
(BP 1,14; 95 % [I: 0,70-1,86; p = 0,60). KpiM Toro, gocmigKeHHsS He IPOJEeMOHCTPYBaO CYyTTEBOI
pi3HuUIl mopmo KiHieBol Touku 6e3neky (KOMOiHOBaHOTO ITOKa3HMKa CMepTi, iHpapKTy Miokappa,
iHCynBTY, TPOMOO3Y CTEHTa abo BenuKol KpoBoTedi 3a mKano TIMI) Mix rpynamu 6-Mmica4soi Ta 12-
Mmicsiuroi DAPT (BP 1,15; 95 % [II: 0,64-2,06; p = 0,64). OCHOBHUM BHCHOBKOM 3a Pe3yIbTaTaMu
IIbOTO AOCHimXKeHHs Oyno Te, mo 6-micsiyna DAPT He noctynanacs 12-micsyniit DAPT mono pusuky
PO3BUTKY HEIOCTATHOCTI LiJIbOBO1 CyAUHH.

[leeckanallis npy 3acTocyBaHHi iHribiTopiB P2Y,,-perentopis mpu 'KC. TlepeBeneHnHs 3 GinbIn
IOTY2KHOTO iHTi6iTOpa P2Y,,-pelienTopiB Ha Kiomiforpens y kKoMmOiHatii 3 ACK micns roctpoi ¢asu y
nanienTis 3 'KC ouinoBanocs y ABOX paHAOMi30BaHUX JOCIIiAXKEHHIX, CIIOHCOPOBAHUX [OCIiIHUKaMU
(ISS), - mocnigxennsax TOPIC i TROPICAL-ACS - 3 gaHUMU IIOJ0 KITIHIYHUX pPe3y/IbTaTiB.

Kniniyna KopucTs, 110 3a6e3neuyeTbCs IPU 3aCTOCYBaHHi OibIll MOTYKHUX iHTi6iTOPIB
P2Y,,-pelienTopiB, TUKATrpeIopy i Mpacyrpesio, B OIIOPHUX JOCTIIXKeHHIX, 00yMOBJIeHa CTATUCTUYHO
3HAUYYIIUM 3HUKEHHSIM YaCTOTH ITIOBTOPHUX iIIEMiYHUX BUMAMKIB (BKIOYAO4YU FOCTPUH i MIATOCTPUU
TpoM003 CTEHTa, iHpapKT MioKapaa Ta eKCTPEeHY PeBacKyIsIpu3alliio). Xo4a HaHi PO KOPUCTH 100
imeMiYHUX BUIIaAKIB MIOCIINOBHO IiATBEPAXKYBAIUCS IPOTATOM IIEPIIOT0 POKY, 3HUKEHHS 4YaCTOTHU
IIOBTOPHUX illeMiyHux Bunaakis micias KC 6yo GibIIMM IPOTSIToM MEePIIUX AHIB MiCIg MOYaTKY
nmikyBaHHA. Ha BigMiHy Bif mboro, post hoc aHani3u mpoeMOHCTPYBaid CTaTUCTUYHO 3HAUYIIE
36inbIIeHHS PU3UKY KPOBOTEY IIPU 3aCTOCYBaHHi Oinbi moTyKHUX iHTi6iTOPiB P2Y,,-peuienTopis, 110
BMHUKAIOTh IIEPEBaXKHO IIifl 4ac migTpuMyoouoil ¢as3u, micns mepiroro Mmicsis micns [KC.
Hocnipxenns TOPIC i TROPICAL-ACS Oynu criyiaHOBaHi 71 BUBUEHHS MOXK/IMBOCTI 3MEHIIIEHHS
YaCTOTH reMOpariyHux BUNAAKiB Ipu 30epekeHHi e(eKTUBHOCTI KJIOMiIOrPeio.

Ilocnioxncerns TOPIC («TepmiH iH2ibysaHHsA mpombouumia nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). lle paHmoMi3oBaHe BiIKpUTE OOCHiIKeHHs BKIo4Yano naiieHTiB 3 [KC, ki
notpeOyBanu nposenenns YKB. [NauienTy, ki 3actocoByBanu ACK Ta 6inbIl moTyKHUY 6710KaTOP
P2Y,,-penienTopiB i y IKUX He Bigmidasnocst HeGaXkaHUX SBUII Yepe3 ONUH Micsib, Oymu abo
mepeBefieHi Ha 3acTocyBaHHs KoMOiHallil ACK i knomimorpento y ¢pikcoBaHUX J03ax (meeckanalliiHa
DAPT), a6o npomoBKyBay JIiKyBaHHS 3a MOTEPeNHbOI0 cxeMoto (He3minHa DAPT).

3arasnom OyJio mpoaHasi3oBaHo maHi 645 i3 646 namienTiB 3i STEMI (iHbapKT Miokapma 3 eneBalli€io
cermenTa ST) abo NSTEMI (indapkT miokapaa 6e3 enesatii cermenTta ST), abo HecTabinbHOIO
cTeHokapmiet (meeckamnariiHa DAPT [n = 322], He3aminaa DAPT [n = 323]). BisuT nmogansIoro
crioctepexeHHs 4epe3 1 pik nposenu y 316 namienTis (98,1 %) 3 rpynu geeckananivinoi DAPT iy
318 mamienTis (98,5 %) 3 rpynu He3aminHOI DAPT. MeniaHa mofabIIoro CiocTepekeHHs g 000X
rpym craHoBmwIa 359 gHiB. XapaKTepUCTUKU JOCIiXKyBaHOI KOTOPTH OyNu MOAiOHUMHU B 2 TpyIax.

[TepBuHHA KiHIleBa TOYKa, siKa Oysa KoMOiHalli€lo TaKuX BUIAMKiB, SK CMEPTbH i3 CeplieBO-CYOAUHHUX
IIPUYNH, IHCY/IbT, EKCTPEHA PeBaCKyIsApHU3allis i reMopariyHi BUIaAKU = 2 CTyIIeHs 3a KPUTEepisiMu
BARC (AkapmeMiyHOTO HOCITiTHUIIBKOTO0 KOHCOPIIiyMY 3 BUBUEHHS KpoBoTed [Bleeding Academic
Research Consortium]) uepe3 1 pik micns I'KC, 6yna gocsirayra y 43 nanienTis (13,4 %) y rpymi
neeckamnaninzaol DAPT iy 85 namienTis (26,3 %) y rpymi Heaminaol DAPT (p < 0,01). Lig cTtaTuCTU4HO
3Hauylla pi3HuIs 0ysla B OCHOBHOMY 00yMOBJIeHa MEHIIIOIO KiJTbKICTIO reMOpariYHuX BUMIAAKiB; IPU
I[bOMY He ITOBifOMJISIJIOCS IIPO Pi3HULIO 3a KiHIIeBUMU TOYKaMH imeMivyHUX Bunagkis (p = 0,36), Toxi
K TeMopariusi BUnagku = 2 cTyneHs 3a Kputepisimu BARC BimOyBanucs pigiie B rpymi
neeckanariiaol DAPT (4,0 %) nopisasiHO 3 14,9 % y rpyni He3mirHoil DAPT (p < 0,01). l'emopariusi
BUIIAOKY, BU3HAUeHi gK BCi nopil 3a Kputepismu BARC, cnoctepiramucs y 30 marieHTis (9,3 %) y
rpymi geeckananiraol DAPT iy 76 nauienTis (23,5 %) y rpyni He3Mminaoi DAPT (p < 0,01).



Locnioxncenns TROPICAL-ACS («TecmyeaHHs 8i0nogidi Ha iH2ibysaHHA mpomboyumis npu
mpueaiomy aHmumpomob0uumMapHomy AiKy8aHHi 20cmpux KOPOHAPHUX cuHOpomie»). Lle
paHOOMi30BaHe BiIKpUTe AoCHiaKeHHs BKIouuio 2610 mauierTiB 3 [KC 3 MO3UTUBHUM pPe3y/IbTaTOM
aHanizy Ha GioMapkepw, y skux 6yno ycmimHo npoBemeHo YKB. [NanienTu Oynu paHmoMi3oBaHi B
TPyIHu s oTpuMaHHsA abo mpacyrpesnio B fo3i 5 abo 10 mr/moby (mHi 0-14) (n = 1306), abo
npacyrpenio B 1o3i 5 abo 10 mr/mo0y (mui 0-7), micng goro BimOyBanacs AeecKaniallis [0
KJIOTiorpento B fo3i 75 mr/mo0y (gui 8-14) (n = 1304) y kombinanii 3 ACK (< 100 mr/mo6y). Ha genn
14 6ymo mpoBeneHo ouinKy dyHKIii TpomOoruTiB (PFT). ITamienTn, sKi 3aCTOCOBYBasu IullIe
IIpacyrpesb, IPOOOBXKYBaJIU IPUMOM IIpacyrpesto nporarom 11,5 micad.

Y marienTis, y sskux Oyjla BUKOHaHa feecKanallis, 0y70 IPoBeeHO OI[iHKY BUCOKOI PEaKTUBHOCTI
tpomOonuTiB (BPT). ko BPT cTranoBwuia = 46 OOWHUILG, MAI[iEHTIB 3HOB II€PEBOMYIN Ha
3aCTOCYBaHHS IIpacyrperio B no3yBaHHi 5 abo 10 mr/mo6y npotsrom 11,5 micsis; sikmio BPT
CTaHoBUJa < 46 OOUHUILIb, ALIEHTH ITPONOBXKYBaIN IIPUNOM KJIOMiIOTPeio B 103i 75 Mr/go0y
npoTsarom 11,5 micsnst. TakuMm YMHOM, Y TPYIi KEpPOBaHOI ecKanallii 0y/u MmallieHTH, SKUM
3acTocoByBaiu abo mpacyrpens (40 %), abo kmomigorpens (60 %). Vcim marieHTaM IpogoBKYyBaIu
3actocyBaHHsI ACK i mpoBOAusocs mogasblile CIIOCTEPEXXEHHS IIPOTATOM OJHOTO POKY.

[TepBuHHA KiHIIeBa TOYKa (KoMOiHOBaHa KiHIIeBa TOYKA YACTOTHU CMEPTI Bifl CepIieBO-CyTUHHUX
npyuunH, iHQapKTy MioKapaa, iHCylIbTy i KpoBOTeUi = 2 cTyneHs 3a Kputepismu BARC udepes

12 micsiB) Oyna qOCSATHYTA, 0 AEMOHCTPYE MPUHAUMHI He MeHITy e(eKTHUBHICTh KJIOMiioTrpesio. Y
95 mamienTiB (7 %) y rpyni kepoBaHoi feeckananii Ta y 118 mariienTiB (9 %) y KOHTPONbHI#M rpymi

(p ons migTBEepHKEHHS IpUHaMHI He MeHIol edekTuBHOCTI cTaHOBUTE 0,0004) ciocTepirasca oguH
3 BUNAAKiB KiHIIeBoi Touku. KepoBaHa fieeckanallisi He mpu3Besa o0 30ibineHHss KoMOiHOBaHOTO
PU3UKY imeMiyHUX BUNATKIB (2,5 % y rpymi geeckanaliil OpiBHAHO 3 3,2 % B KOHTPOJIbHIY I'PYIIi;

P O7Is MiATBePOXKEHHS IPUHANMHI He MeHIol epeKTuBHOCTI cTaHoBUTh 0,0115), a TakoX 3a
KJII0UYOBOI0 BTOPMHHOIO KiHIIEBOIO TOYKOIO - YACTOTOK reMOpariyHux BUIIaAKIB = 2 CTyIeHd 3a
kputepiamu BARC (5 % y rpymi geeckanatiii mopiBHSAHO 3 6 % y KOHTPOJbHIN rpymi [p = 0,23]).
CykymnHa 4acToTa BCiX reMopariyHux Bumnagkis (1-5 ctynens 3a kputepismu BARC) cranosuna 9 %
(114 Bunapkis) B rpymi KepoBaHOl AeecKanallil mopiBHAHO 3 11 % (137 BumapKiB) y KOHTPOJIbHIN
rpymi (p = 0,14).

[MomBifiHa aHTHATrpPeraHTHA Tepalis P TOCTPOMY MasioMy irmeMivyHoMy iHCcynbTi abo TIA i3 cepengHim
Ta BUCOKUM CTyIeHeM DPU3UKY. [TofBiliHa aHTUArperaHTHa Teparis KoMOiHaIli€0 KIIOIimorpeo Ta

ACK nns onepeKeHHS iHCYNbTY IIiCJsA TOCTPOTO MaJjIoro imemiyHoro iHcymbTy abo TIA i3 cepenHim

Ta BUCOKUM CTyIIeHEM PHU3UKY OIliHI0Bajach y IBOX PaHOMi30BaHUX HOCIIIKEHHAX 3a CIIOHCOPCHKOL

migTpuMku pociigauka (ISS) - CHANCE ta POINT - 3a gaHuMU pe3ybTaTiB 100 KIiHiYHOI Oe3meku
Ta e(eKTUBHOCTI.

CHANCE (3acmocyeaHHA Ka0nidoz2peato NayieHmam 2pynu 8ucoK020 pusuky 3 20cmpumu
HeiHeaniou3yr4uMu uepebposackyasapHumMu sunadkamu). Y boMy paHIOMi30BaHOMY MTOABIHHOMY
ciinomy 6araToLeHTPOBOMY II1ane60-KOHTPOJIbOBAaHOMY KITiHIYHOMY AOCTiXKeHHi Opany y4acThb
5170 marienTiB 3 Kurtato 3 roctpoio TIA (moka3HHK 3a mkanon ABCD2 = 4) a6o rocTpUM MaJluM
iHcynbTOM (moKa3HUK 3a mKanoio NIHSS < 3). ITamientu B 060x rpynax orpumyBanu ACK y
BigkpuToMy pexumi B 1-i1 meHs (y go3i Big 75 o 300 Mr Ha po3cyq JiKyH4oro clelianicTa).
[TamieHTH, HOBINMBPHUM YHMHOM BifHECEHI [0 rpymnu knomigorpento-ACK, oTpuMyBanu KIOMigorpens y
HaBaHTaxyBaJbHil 103i 300 Mr y 1-i meHb JIiKyBaHHS, IOTIM 3 2-10 110 90-i IeHb JIiKyBaHHS -
KJIomigorpesns y go3i 75 mMr Ha no0y, a Takoxk ACK y mo3i 75 Mr Ha mo6y 3 2-ro no 21-i neHb
nocrimxkenHs. [TamieHTy, moBimbHUM YMHOM BigHeceHi mo rpynu ACK, oTpumMyBanu maieb0-Bepciio
knomnigorperio 3 1-ro mo 90-i gens nikyBaHHg Ta ACK y mo3i 75 Mr Ha go0y 3 2-ro no 90-i neHb
JIiKyBaHHS.



OCHOBHUM TIOKa3HUKOM e(eKTUBHOCTi OyB Oyab-IKUI HOBUM BUIIQOK iHCYIbTY (illeMigHOTO Ta
reMopariyHoro) mpotsromM nepimx 90 [HIB micas rocTporo Manoro imemivynoro iHcynbTy abo TIA 3
BHCOKUM CTyleHeM pu3uky. Lli Bunagku cnocrepiranucs y 212 nmarieHTis (8,2 %) y rpymi
knomigorpento-ACK nopiBasHo 3 303 namiertamu (11,7 %) y rpyni ACK (BP 0,68; 95 % [II:
0,57-0,81; p < 0,001). Immemiunui incynsT BigbyBcs y 204 natienTis (7,9 %) y rpyni kionigorperto-
ACK nopiBasiHO 3 295 nauientamu (11,4 %) 8 rpyni ACK (BP 0,67; 95 % II: 0,56-0,81; p < 0,001).
F'emopariyHuii iHCY/IbT CIIOCTEpPIraBcs y 8 malieHTiB y KOXKHIN 3 ABOX HociiaxkyBanux rpyn (0,3 %y
KOXHi# rpymi). [TomipHa a0 TsKKa KpoBoTeda crocTtepiranacs y 7 natienTis (0,3 %) 3 rpynu
knonigorpeno-ACK ta y 8 (0,3 %) 3 rpynu ACK (p = 0,73). HacToTa OyOb-IKUX BUIIAAKIB KPOBOTEUi
cTtaHoBuna 2,3 % y rpymi knonigorpento-ACK nopiBasiao 3 1,6 % y rpyni ACK (BP 1,41; 95 % [II:
0,95-2,10; p = 0,09).

POINT (IH2ibysaHHA az2peezauii mpomboyumis npu Hogomy 8unadky TIA ma mano2o iwemiuHo20
iHcyabmy). Y 11bOMy paHOOMi30BaHOMY IOABIMHOMY CIinoMy OaraTolieHTpPOBOMY Ijanebo-
KOHTPOJIbOBAHOMY KJTIHIYHOMY JOCIif?KeHHi Opaiy y4acTh NallieHTH 3 ychoro cBiTy (4881 ocoba) 3
roctpoio TIA (moka3HuK 3a mKanowo ABCD2 = 4) a6o rocTpuM MaJiuM iHCYJIbTOM (ITOKA3HUK 3a
mkasnoo NIHSS < 3). Vci nauientu B 060x rpynax orpumyBanu ACK y Bigkputomy pexumi 3 1-ro 1o
90-11 meHb nikyBaHHA (y 7031 50-325 Mr, 3aneXKHO Biff IpU3HaYeHH JIIKYI0UOro CIeliaicTa).
[TarienTy, OBUIPHMM YHMHOM BiHECEHI 10 IPYIIU KJIOMIJOTPEJI0, OTPUMYBaIU KJIOIIOIPelb y
HaBaHTaXyBalbHiM 703i 600 Mr y 1-i eHb JiKyBaHHS, IOTIM y f03i 75 Mr Ha 1o0y 3 2-ro mo 90-i
IeHb JaiKyBaHHS. [IallieHTH, MOBITbHUM YMHOM BigHECEHi [0 rpymnu mianebo, OTpUMyBasH manebo-
Bepcio kiomigorpento 3 1-ro mo 90-4 feHb TiKyBaHHS.

[TepBUHHUM IIOKA3HUKOM e(peKTUBHOCTI OyIa KoMOiHallis BeTUKUX ileMiYHUX BUIAAKIB (imeMiyHuH
iHCynbT, iHapKT Miokapma abo cMepTh BHACIIIOK iMleMi4HOTro CyguHHOTO BUnafky) Ha 90-i mens. Lli
BUMaaKy 3adikcoBani y 121 marienTa (5,0 %) i3 rpynu 3acTocyBaHHS KJIOMiorpesio y KoMOiHarii 3
ACK nopiBasHO 3i 160 nauieatamu (6,5 %), mo orpuMyBanu ACK sk monoTtepanito (BP 0,75; 95 %
IOI: 0,59-0,95; p = 0,02). BropuEHEM OKa3HUKOM ePeKTUBHOCTI OyB imeMiyHul iHCYyIbT. Bin
BimOyBcs y 112 mamienTis (4,6 %), gki oTpuMyBaiu Kiomigorpens y Kombinaril ACK, mopiBHSHO 3i
155 nanientamu (6,3 %), ki orpumyBanu ACK sk moroTtepartito (BP 0,72; 95 % [OI: 0,56-0,92;

p = 0,01). [IepBuHHUY TOKa3HUK Oe3MeKHU - BeJIMKa KpoBoTeda. BoHa croctepiranacs y 23 3 2432
nauieHTiB (0,9 %), sKi oTpuMyBanu Kioninorpens y komOinanii 3 ACK, ta y 10 3 2449 natrieHTiB

(0,4 %), ski orpumyBanu ACK sk moroTeparmito (BP 2,32; 95 % [I: 1,10-4,87; p = 0,02). Mani
KpoBoBunuBu Oynu y 40 nauienTis (1,6 %), ki oTpuMyBanu Kiomigorpens y kom0Oinarii 3 ACK, Ta y
13 mamienTis (0,5 %), ki orpumyBanu ACK sk monoTteparmito (BP 3,12; 95 % II: 1,67-5,83;

p < 0,001).

Anani3 guHamiky gocnigxeHb CHANCE ta POINT. [NepeBar mono e(peKTUBHOCTI IPU IPOJOBKEHHI
TIOABiMiHOI aHTHArperanTHoOI Tepamil moxHayn 21 meHb BUSBIIEHO He 6y10. PO3risHyTo quHAMIKY
CEepUO3HUX IIeMIYHUX BUNAJKIB Ta MAaCUBHUX KPOBOBUJIUBIB y IpyIax JIiKyBaHHSA 3 METOI0 aHali3y
BIIUBY KOPOTKOCTPOKOBOTO Kypcy DAPT.

IuHaMika cepHO3HHX illeMiYHHUX BHNAJKiB Ta MAaCHBHHX KPOBOBH/IHBIB y Irpymax
nikyBaHHsA B gociaimkenHssx CHANCE ta POINT

Yuco BUIAOKiB

PesynbraTu B

OOCIiIXeHHAX Po3mopnin mno rpymnax VeBoro 1-i 2-1 3-1
CHANCE Ta JIiKyBaHHS THXIOEeHb THUXIEHb TUXKIEHb

POINT



Benuki ACK (n = 5035) 458 330 36 21

imemiuHi
BUIIAJKU
Knomigorpens ACK 328 217 30 14
(n =5016)
Pizuunsga 130 113 6 7
Benuka ACK (n = 5035) 18 4 2 1
KpOBOTEYa
Knomigorpens ACK 30 10 4 2
(n =5016)
Pizannga -12 -6 -2 -1

®ibpunsuis nepencepns. Y pocrigxkenuss ACTIVE-W ta ACTIVE-A, ski 6ynu oKpeMuMu
mocrimkeHHsIME ¥ Mexkax rnporpaMu ACTIVE, Gyro BK/II0UeHO TMaIlieHTiB 3 GiOpusiieio mepencepnb
(®I), AKi Maj¥ IMOHAAMEHIIe Of¥H (AaKTOP PU3KKY BUHMKHEHHS CyIUHHUX IIOPYIIEeHb. [ PyHTYOUKCh
Ha KPUTEPISX BKIIIOUYEHHS Y OOCTIAXKEHHS, NiKapi 3any4dany namieHTiB Ao pocuigxkenus ACTIVE-W,
SIKIIIO BOHM OY/TM KaHOWOATaMHU Ha OTPUMaHHS Teparii antarorictamu Bitaminy K (ABK) (Hampukiap,
Bapdapunom). Y mocnimxkenuss ACTIVE-A 6yo BK/IIOUEHO MAalliEHTiB, SKi He MOTniu oTpuMyBaTu ABK-
Tepariio 4yepes NpoTunokalaHHsa abo HeOaxkaHHS OTPUMYBATH Iie JTiKyBaHHS.

Hocnipxernus ACTIVE-W npogeMOHCTPYBaJio, 1[0 aHTUKOATyJITHTHA Tepallid aHTaroHicTaMu
BiTaminy K Oyna 6inbir eeKTUBHOW, HiXK NiKyBaHHS Kiomigorpenem Ta ACK.

Hocnimxennust ACTIVE-A (n = 7554) 6yno 6araToleHTPOBUM, PaHAOMi30BaHUM, IIOOBIMHUM CIIIITUM,
n1a11e60-KOHTPOJIbOBAHUM [IOCTII2KEHHSM, V SIKOMY ITOPiBHIOBAX Kiomigorpens 75 Mr Ha o0y ACK
(n = 3772) i3 mnanebo ACK (n = 3782). PekomennmoBana go3a ACK cranosuia Big 75 o 100 Mr Ha
no0y. [lalieHTH OTPpUMYyBaJIy JIiKyBaHHS YIIPOLOBXK IEpPiofy [0 S5 POKiB.

[MTauienTu, panmoMizoBaHi y nporpamy ACTIVE, Manu foKyMeHTanbHO migTBepaxery @I1, ToOTO
nocTivHy hopmy OIT abo moHaMMeHIIIe 2 emni3oqu mapokcu3ManbHol OIT yIpomoBxkK OCTaHHIX

6 MicsLiB, Ta IPUHAWMHI OOWH i3 TaKuX (HaKTOPiB PU3UKY: BiK = 75 POKIB 4u BiK Bif 55 10 74 POKiB
abo 1ykpoBuil pmiaber, mo norpedye MeauKaMeHTO3HOTO JIiKyBaHHS, a00 HOKYMEHTaJIbHO
nigTBEpOXKEeHUN epeHeceHul iHhapKT Miokapaa, abo JOKyMeHTalbHO MiATBEPOKEHY ileMiuyny
XBOpOOY ceplisi; onepefHe JIiKyBaHHS 3 IPUBOMY CUCTEMHOI apTepiaibHOI riepTeH3il; paHilie
nepeHecenut incynsT, TIA, cuctemHa em6omisi 6e3 ypaxenHusa ctpykryp LUHC; oucdynkuig niBoro
IIJTYHOYKaA i3 MOKa3HUKOM (ppaxiiil BUKKAY IiBOTO IMITyHOUYKa < 45 % ab0 HOKyMEeHTabHO
IifTBepaKeHe 3aXBOpIOBaHHS nepudepuunux cyauH. CepenHiit 6an 3a mkanoo CHADS2 ctaHOBUB
2 (y mexax 0—06).

[0 OCHOBHUX KPUTEPIiIB BUK/IIOYEHHS MAIiEHTIB i3 HOCTiOXKEHHS HajleXkKalu JOKyMEeHTaIbHO
nmigTBEpAXKeHa BUpa3KoBa XxBopoba BIPOOOBXK OCTAHHIX 6 MiCsIliB; BHYTPIlTHOMO3KOBa KPOBOTEYA B
aHaMHe3i, cepiio3Ha TpOMOOIMTONeHis (KinpKicTh TpoMGonuTis < 50x 10°/1); moTpeba y 3acTocyBaHH]
KJIomifgorpesio abo nepopanbHux aHTUK0aryngHTiB ([TAK) abo HemlepeHOCUMICTh OyAb-SKO1 3 IIUX IBOX
PEYOBUH.

73 % nauieHTiB, BKIoYeHux y pocnigxenus ACTIVE-A, ve mornu orpuMmyBatu ABK y 3B's13Ky 3
BUCHOBKaMH JIiKaps, 4epe3 HeEMOXKJIIUBICTh IIPOBEAEeHHS MOHITOPHUHTY MiKHApPOIHOTO
HOpMasi3oBaHoro BimHomeHHs (MHB), BHacIiIOK CXUIBHOCTI J0 MaAiHHS Y TPAaBMHU T'OJIOBH ab0
HasBHOCTI crienddigHoro akTopa pU3UKy BUHUKHEHHS KPOBOTEUi; I0f0 26 % MallieHTiB pillleHHS
niKaps I'pyHTYyBanocs Ha HeOaXkaHHi nmanieHTa oTpuMyBaTu ABK.



41,8 % manienTiB craHoBUNY XiHku. CepenHil Bik fopiBHIoBaB 71 pik, 41,6 % mariieHTiB Oy BikoM
Bim 75 pokiB. 3aranom 23 % XBOPUX OTPUMYBA/IK aHTHAPUTMiuHi 3acobu, 52,1 % — GeTta-610KaTopH,
54,6 % — iuribiTopu aHTiOTEH3WHIIEPETBOPIOBAILHOTO (hepMeHTy Ta 25,4 % — CTaTHHU.

KinpKicTh mallieHTiB, SKi JOCSTIN TEPBUHHOI KiHIIEBOI TOYKH (YacC [0 IePIIOro BUHUKHEHHS iHCYIIbTY,
indapkTy Miokapaa, cucteMHol eM0Oojtii 6e3 ypaxeHHsS cTpyKTyp LIHC abo neTanbHOr0 HACTIKY),
ctaHoBuma 832 (22,1 %) y rpymi nauieHTiB, ki orpumyBanu Kinonigorpens ACK, ta 924 (24,4 %) y
rpymi nnane6o ACK (BimHOCHe 3HMXKeHHS pu3uky Ha 11,1 %, 95 % [OI: 2,4-19,1 %; p = 0,013),
HacamIiepeq yepe3 3HauHe 3HUXKEHHS 4YaCTOTH PO3BUTKY iHCYJNbTiB. [HCYNnbTH BUHUKIN ¥ 296 (7,8 %)
TalieHTiB, ki orpumyBanu kinomigorpens ACK, ta 408 (10,8 %) malrieHTis, ki oTpuMyBau miaue6o
ACK (BigHOCHe 3HUXKeHHS pu3uKy Ha 28,4 %; 95 % [I: 16,8—38,3 %, p = 0,00001).

[imu. Y pocmigxkeHHi i3 mMigBUIIIeHHSIM 003, 110 MPOBOIUIIOCS 3a YYacT0 86 HOBOHAPOMIXKEHUX abo
HEMOBJIST BiKOM 10 24 MicsIliB 3 pu3uKoM BUHUKHeHHS TpoM0Oo3y (PICOLO), Kiomigorpens
3acTocoByBanu y nocuigosaux gosax 0,01, 0,11 0,2 Mr/kr HOBOHapPOAXKEHUM 1 HEMOBJISAITaM i B J031
0,15 Mr/Kr TinbKu HOBOHapomKeHuM. [Tpu mo3i 0,2 MT/KT cepefiHiil MOKa3HUK iHTiOyBaHHS arperartiil
TpoMOouuTiB cTaHOBUB 49,3 % (5 MKkM AJ1®-iHmyKOBaHOI arperariil TpoMOOLXTIB), 110 Gy10
IIOPiIBHSHHUM i3 TaKUM y JOPOCINX, SKi OTPUMYBaIH KJIOMiLOrpess ¥ fo3i 75 Mr/moby.

Y paHoMi30BaHOMY NOABIMHOMY CJIIIOMY HOCTIIXXeHH] 3a y4yacTio napasnenbaux rpyn (CLARINET)
906 miTeu (HOBOHAPOAKEHUX i HEMOBIIAT) i3 BPOAXKEHOI B0l CePIld L[iaHOTUYHOTO TUITY, SKAM
IIPOBOMAMIIACS IaJTiaTUBHA OIepallist 3i CTBOPEHHST CUCTEMHO-JIETeHEBOT'0 apTepialbHOTO IyHTa, 0yIu
PaHmOMi30BaHi Oy oTpuMaHHs Kiomigorpento 0,2 Mr/kr (n = 467) a6o nnamnebo (n = 439) i3
OJHOYACHUM ITPOBEJIEHHSAM CYIyTHLOI 0a30BOI Tepallii 0 MOMEHTY IIPOBEefIeHHS IPYTOro eTamy
omepatii. CepefiHiil 4ac MiX NMPOBeJEeHHSM IlaliaTUBHOI Oomepalii 3i CTBOPEHHS IIyHTa i MepIuM
BBE[IeHHSAM [OCIiI2KyBaHOTO IpemnapaTty cTaHoBUB 20 fgHiB. [Ipubnu3Ho 88 % mallieHTiB OIHOYaCHO
orpumyBanu ACK (Big 1 go 23 Mr/Kr Ha f00Yy). [IoCTOBIpHUX BigMiHHOCTEM MiX IpynaMu II0[0
INOCSATHEHHS MTepPBUHHOI KOMOIHOBAHOI KiHIIEBOI TOYKH, SIKa CKJIaflanacs 3 JeTalbHUX BUIA[IKIB,
TpoM0O03y IyHTa abo ITPoBeieHHs XipypriyHoro BTpy4YaHHs Ha cepii 7o 120 [HS XKUTTS Micis
BUHUKHEHHS BUIAJKY, CIPHYMHEHOT0 TPOMO030M, He crocTepiranocs i cranoBuio 89 (19,1 %) y
rpymi knomigorpento i 90 (20,5 %) y rpymi nnaue6o (gus. po3gin «Crocib 3acTocyBaHHS Ta HO3U»).
Haiiuacrimoio mo6ivyHOI0 peaklii€lo IK y TPYIi KJIOMiorpeo, Tak i y rpymi naane6o 6yB pO3BUTOK
KPOBOTEYi, IIPOTE HOCTOBIPHUX BiAMiHHOCTEX MiXK I'PyIaMu IIOA0 YaCTOTH 11 BAHUKHEHHS BUSBJIEHO
He Oyo. ITig yac momasbIIoro JOBrOCTPOKOBOTO IEPIOY CIIOCTEPEeKEeHHS 3a MOOIYHUME SBUIIAMU
26 TalieHTIB, y AKUX IIYHT 3a/IMIIaBCsI Ha MOMEHT NOCATHEHHS 1-piYHOrOo BiKy, OTpUMYBaIu
KJIOMiIOTpesib 00 JocarHeHHs 18-Micsiunoro Biky. ITif yac 1boro nepiony croctepexeHHs Ipoginb
0e3reKku mpenaparTy He 3MiHIOBaBCS.

Y pmocnigxenusax CLARINET i PICOLO BUKOpHCTOBYBaBCS BiIHOBJIEHUU PO3YUH KIIOMIJOTPeio. Y
[OCTiAKeHH] BiTHOCHOI 0i0JOCTYIIHOCTI Y JOPOCINX BifHOBJIEHNI PO3YUH KJIOMiIOTPEITIO
ITPOAEMOHCTPYBAB aHAJIOTIYHUY CTYMiHb i TPOXU BUIIY LIBUAKICTH aOCOPOIIil OCHOBHOTO
IIUPKYII0I0Y0r0 (HeaKTUBHOT0) MeTab0IiTy IIOPiBHSIHO i3 3apeecTpoBaHo0 TabIeToBaHO© (HOpPMOI0
mpemnapary.

dapmakoKiHemuxka.

BcmokTtyBaHHA. [lics mepopanbHOT0 IPUIOMY 0OHOPa30Boi Ta 6araTopa3oBUx 03 75 MT Ha 00y
KJIOMiIOTpesib MIBUAKO BCMOKTYEThCS. CepeqHd MiKOBa KOHILIEHTpAallisl HE3MiHEHOT0 KJIOMigOTPEI y
nya3mMi (67IM3bK0 2,2-2,5 HT/MIT IMiC/Ist OQHOKPATHOI H03K 75 MT IepopaibHO) HocsAranacs mpuonmu3Ho
yepes 45 xB micys nputomMy. AGcopOuis cTaHOBUTH He MeHIne 50 % 3 orisay Ha eKCKpeLiio
MeTaboJIiTiB KJIOMiorpero i3 ceyero.



Posnopin. Knonigorpesns Ta 0oCHOBHUY (HeaKTUBHUM) MeTa00IIT, 10 HXPKYJIIIOE B KPOBI, in vitro
000pOTHO 3B’SI3yI0ThCS 3 Oimkamu mma3mu moguu (98 % i 94 % BigmoBigHo). 1le# 3B'130K
3a/IMIIAETHCA HEHaCUYyBaHUM in Vitro y Mexax IIMPOKOro fgiana30Hy KOHIEHTpaIliu.

MetaboniaM. Knonigorpens eKCTeHCUBHO MeTaboi3yeThCs v neyintii. In vitro Ta in vivo icHye fBa
OCHOBHUX IIJISIXM #0Tr0 MeTab0s1i3My: OOUH — 3 y4acTI0 ecTepas, 110 MPU3BOAUTE [0 Tigpoi3y 3
YTBOPEHHSIM HEAaKTUBHOI MTOXiIHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix MeTaboiTiB, 110
[UPKYJIIOITH Yy IJ1a3Mi), a iHINH - i3 3amy4eHHaM GepMeHTiB cucteMu 1utoxpoMy P450. Cnogatky
KJIOIiOTpesib IePEeTBOPIOETHCS Ha IPOMIXKHUYN MeTabOoJIiT 2-0KCO-KJIOMiAOTpesib. Y pe3ybTari
TIOJAJIBIIOTO MeTab01i3My 2-0KCO-KJIOIIIOTPEeIIi0 YTBOPIOETHCS Ti0a0Ba MOXiiHA - AaKTUBHUMN
MeTaboriT. Llelt akTUBHUIM MeTa0OoJ T YTBOPIOETHLCS ITepeBaxHO 3a fonoMoroio Gepmenty CYP2C19,
3a y4acTIo Kinbkox iHmux pepmenTiB cuctemu CYP, Takux sk CYP1A2, CYP2B6 i CYP3A4. AKTuBHUU
MeTaboIiT Kyonifgorpesio (TionoBa moxigHa), sKuil 6yB BUAiINIEHUH in vitro, MIBUOKO Ta HEOOOPOTHO
3B’A3YETHCS 3 pellellTopaMyu Ha TPOMOOIMTaX, TUM CAMUM IePEIIKOOKal04y arperaiiii TpoMOOIUTIB.

[Toxa3uuk C,,,, OJIsT aKTUBHOTO MeTab0JIiTy € BABIYi BUIUM ITiC/ISl IPUMOMY OTHOPa30BO1
HaBaHTaxXyBasbHOI 703U 300 MT KJIOMigOTrPeJIio MOPiBHSAHO 3 TUM, IO CIIOCTEPIraeThCS MiCIsa
4-meHHOT0 3aCTOCYBAHHS MigTPUMYBasbHOI 031 75 Mr. C ., MOCATAETHCS IPUOTU3HO Yepes
30-60 xBUNKH micad IpUXOMY IIpenapary.

Busenenns. Yepes 120 rogus micnis IpUiAOMy BHYTPIIIHEO MideHOro “C-KJIOHigorpento y TIofuHH
npu6nu3no 50 % mo3u BUBOOuUIOCS i3 cedelo i 611u3bK0 46 % i3 KanowM. [Ticns nepopanbHOT0 IPUOMy
Pa30Boi 103U 75 MT Mepiof HamiBBUBE[EHHS KIIOMiIOTPeIio CTAHOBUTE 61M3bK0 6 roguH. Ilepion
HaIlliBBMBEJIEHHS OCHOBHOTO (HEAKTHUBHOTO) MeTaboJIiTy, 110 IIUPKYJIIOE B KPOBi, CTAHOBUTL 8 TOOUH
IiCJIT OMHOKPATHOTO0 i 6araTOKpaTHOIO 3aCTOCYBAHHS Ipernapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B YTBOPEHHI K aKTUBHOTO MeTa0O0JIiTy, TaK i MpOMiXKHOT0O
MeTabomiTy 2-0Kco-Knomigorpento. ®PapMakoKiHeTHKa aKTUBHOTO MeTab0IiTy KIIOMigorpesio Ta
aHTUTPOMOOLMTAPHI edheKTH, 3a JaHUMM BUMipIOBAHHS arperallii TpoMOOLIUTIB ex vivo,
BiOpi3HAIOTHCSA 3ajiekHO Bifg renotuny CYP2C19.

Anens CYP2C19*1 BigmoBifmae moBHiCcTIO QyHKIIiOHYI09oMYy MeTabomi3my, Tofi gk aneni CYP2C19*2 ta
CYP2C19*3 BipnosinaioTs He@yHKUiOHYI04OMY MeTaboniamy. Aneni CYP2C19*2 ta CYP2C19%*3
CKJafaloTh OiNbIIICTE anesiB y malieHTiB eBporeoinHoi (85 %) Ta moHromnoigHoi (99 %) pac 3i
3HUKEeHUM MeTabosiaMoM. IHIIi aserti, acolifioBaHi 3 BigcyTHIM abo ocitabmeHuM MeTabomizMoMm,
3yCTpivyarThCAa 3Ha4yHO pifure. JJo HuxX Hajmexatb CYP2C19*4, *5, *6, *7, Ta *8. Ilaui€HT 31 3HUKEHUM
MeTabo1i3MOoM Ma€ ABa HedYHKIIIOHATIbHUX ajielli, IK 3a3Ha4eHo BHUIIe. 3TigHO i3 ony0IiKoBaHUMU
nauuMu, reHotunu CYP2C19, aki BigmoBifaioTs 3HUKEHOMY MeTabo0J1i3My, 3ycTpidaloThesa y 2 %
IIpefICTaBHUKIB €BPOIEOIHOI pacu, 4 % mallieHTiB HerpoigHoi pacu Ta 14 % mallieHTiB KUTalChKO1
HalllOHaIbHOCTI. 3apa3 iCHYIOTh TECTH, SIKi Jal0Th 3MOr'y Bu3Hauutu resotun CYP2C19.

Y nepexpecHoOMy focrigxKeHHi 3 ygacTio 40 30opoBux oOPOBOIBLIB, 110 10 y KOXKHIiM 3 YOTHPHOX
T'PYI, 110 BiATIOBimar0Th meBHOMY Tuiy Metabomnizmy CYP2C19 (HammBUOKuH, iHTEHCUBHUH,
IPOMIXKHUY Ta 3HUKEHUH), OIiHIOBaIK (PapMaKOKiHETUKY Ta aHTUTPOMOOIMTAPHI epeKTH mpu
3actocyBaHHi go3u 300 Mr i3 mogasnbIIMM IpUioMoM no3u 75 Mr Ha 0o0y, a Takox m03u 600 Mr i3
nofanbIIuM mpuioMoM 031 150 Mr Ha mo0y. KoxkeH i3 1ux BUAiB TiKyBaHHS 3aCTOCOBYBaJIU B
I[iZIOMy BIIPOAOBXK 5 [HIB (IO mOCATHEHHS CcTabinbHOTO cTaHy). He O6y10 BUSBIEHO CyTTEBUX
BiIMiHHOCTEM y ITOKa3HMKaX KOHIIEHTPallil akTUBHOT'O MeTa0OJIiTy Y KPOBi Ta CepefHiX MOKa3HUKax
npuUrHiveHHs arperatii Tpom6orutis (ITAT) mixk ocobamu i3 HagIIBUAKUM, iIHTEHCUBHUM Ta
IPOMiXKHUM MeTabomizaMoM. B ocib 3i 3HMXKEHNM MeTab0Ii3MOM KOHIIEHTPAIliss aKTUBHOTO
MeTaboIiTy y KpoBi 3MeHImunIacs Ha 63—71 % mopiBHSAHO 3 0co6aMy 3 iHTEHCUBHUM MeTab0I1i3MOM.
[Ticnsa BuKopucTaHHsa pexumy pnolyBanHg 300 Mr/75 Mr aHTUTpOMOOIIMTapHi edeKTu B 0Cib 3i



3HUKEHUM MeTabos1izMoM Oy MeHIN BUpaXkKeHWMHU, IPU LIbOMY cepefHil noka3uuk IIAT (5 MkM
All®) cranoBuB 24 % (24 rogunn) i 37 % (mens 5) nopiBHgHO 3 [TAT 39 % (24 rogunu) i 58 % (meHs 5)
y oci6 3 inTeHCcuBHUM MeTabomiamoM Ta 37 % (24 rogunu) i 60 % (meHsb 5) y 0cib i3 mpoMiKHUM
MeTabomizmoM. Konu ocobaM 3i 3HMKEHUM MeTab0J1i3MOM BUKOPHCTOBYBAJIM PEKUM T03yBaHHS

600 Mr/150 Mr, KOHIIEHTpallis aKTHBHOT'0 MeTaboJIiTy V¥ KpoBi Oy/a BUIIOI0, HiXK IIPYU BUKOPUCTaHHI
pexumy no3yBaHHs 300 mr/75 mr. Kpim Toro, moka3uuku [TAT cranoBunu 32 % (24 rogunn) i 61 %
(meHsb 5), sIKi Oy7TM BUIIMMHU, HiX y 0Ci0 3i 3HUXKEHUM MeTab01i3MOoM, III0 OTPUMYBaIu OO3U

300 Mr/75 Mr, Ta NOKIOHUMHU [0 TOKA3HMKIB, OTPUMAaHUX V iHIINX TPyTaX, BULIIEHUX 3aJ1eXKHO Biff
tumny Metaboniamy CYP2C19, npu 3actocyBanHi pexxumy no3yBanHsa 300 Mr/75 Mr. 3a pe3ybTaTaMu
IOCTiAKeHb KITiHIYHUX e(deKTiB HalleKHUM PeXUM 03yBaHHS [JId Ili€l TpyNH IalieHTiB He OyB
BU3HAYEHUH.

AHaJorivyHO [0 pe3yibTaTiB, HaBeIEeHUX BUIlle, Y MeTaaHasli3l 6 OCIIiAXeHs 13 ypaxyBaHHIM
IIOKa3HUKIB PiBHOBaXKHOT0 CTaHy 335 Malli€HTiB, Ki OTPUMyBaJX KJIOMigorpesb, 6y1o
IIPOIEMOHCTPOBAHO, 1110 KOHIIEHTPAIlisi aKTUBHOT'0 MeTabo0JIiTy Y KpoBi 3MeHIMIacs Ha 28 % y ocib 3
TpoMiXHUM MeTabosizaMoM i Ha 72 % y ocib 3i 3HuKeHuM MeTabosizMoM; iHribyBaHHS arperatii
TpoMOouuTiB (5 MKM AII®) TaK0XK 3MEHIUIUIOCS, IIPU IIbOMY Pi3HUIlA Vv moKa3HuKax [TAT craHoBuIa
5,9 % ta 21,4 % BifmoBimHO MOPiBHSIHO 3 0c0OaMU 3 iIHTEHCUBHUM MeTab0JIi3MOM.

Bnnus rerotuny CYP2C19 Ha KiIiHIYHI pe3y/ibTaTy y NAL€HTIB, AKi OTPUMYBaJIX KIIOMITOTPeb, y
XO[Ii TPOCIIEKTUBHUX PaHAOMi30BaHUX KOHTPOILOBAHUX BUNIPOOYBaHb He BUBYaBCA. [IpoTe GyIo
IIPOBEMEHO Iy HU3KY PETPOCIEKTUBHUX aHalli3iB 3 METO0 OLIHKHU LbOT0 e(heKTy y Ialli€HTiB, IKi
OTPUMYBaJIX KJIOMiIOTpeib, A7 AKUX iICHYIOTh pe3ynbraTu reHotunysanHs: 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 OIy6 1iKOBaHUX KOTOPTHUX HOCIiAXKEHb.

Y xomi ananizy TRITON-TIMI 38 ta 3 koroptHux mochimxeHns (Collet, Sibbing, Giusti) kombiHoBaHa
rpyIa, siKa CKJafganacs 3 0ci0 i3 MpoMiKHUM Ta 3HUXKEHUM MeTab01i3MoM, Majia BUITY YaCTOTy
BUHUKHEHHS CEPIIeBO-CyIMHHUX BUMAMKIB (JleTalbHUM HACTINOK, iHpapKT Miokapaa Ta iHCynbT) abo
TPOMOO3y CTEHTIB, HixK 0CO0U 3 iIHTEHCUBHUM MeTab0Ii3MOM.

Y xomi ananizy CHARISMA Ta ogHOT0 KOTOPTHOTO AoCTigxkeHHs (Simon) B oci6 3i 3HUKEHUM
MeTabo0JIi3MOM CIIOCTepiranacs migBUIleHa YaCTOTa BUHUKHEHHS BUIIQKiB IMOPIBHSIHO 3 oco0aMu 3
iHTeHCUBHUM MeTab0JIi3MOM.

B anamizax CURE, CLARITY, ACTIVE-A Ta B omfHOMY 3 KOTOPTHUX AociigxeHs (Trenk) gactora
BUHUKHEHHS CEpIeBO-CyIMHHUX BUIAMKiB JOCTOBIPHO He 3ajiexkarsia Bif 0co0IMBOCTEN MeTabO0Ii3My.

2KopeH i3 1iux aHani3iB He BK/II04YaB JOCTATHHOI KiJIbKOCTI MAIliEHTIB OIS TOTO, 100 MoXkHa 0yio
BUSIBUTH Pi3HHULIO y KJIIHIYHUX pe3ybTaTaXx y Malli€HTiB 3i 3HUKEHUM MeTab0J1i3MoM.

Oco6nuBi KaTeropil narienTis. PapMaKoKiHETHKAa aKTUBHOTO0 MeTabo0IiTy KJIOMigorpestio He
OOCIiIXKYyBajacs y HukK4ue3a3HaueHUX 0COOIMBUX KaTeropiil MallieHTiB.

HupkoBa HegocTaTHiCTh. [Ticig peryaspHOro 3aCTOCyBaHHSA 75 MT KJIOIMigorpesio Ha fo6y y
MAIEHTIB i3 TAKKOI HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTHUHiIHY 5—15 MJI/Ha XBUJIUHY)
inribyBanus AIl®-iHmykoBaHOI arperartil TpoM6ouuTiB 6y10 MeHII BupaxeHuM (25 %) mopiBHAHO i3
TAKUM XKe eeKTOM y 3[0POBUX T0OPOBOJIBIIIB, @ YaC KPOBOTEUi OYB ITOMOBXKEHNUY MaliKe TaK CaMo,
SK 1y 3mM0poBUxX H0OPOBOJIBIIB, AKi OTPUMYBaIH 75 MT Kiomigorpeno Ha foby. Kniniuna
nIepeHoCUMICTh GyJia XOPOIIOI0 B YCiX MAaIliE€HTIB.

[TeyiHKOBA HEOCTATHICTL. ITic/Isl perynsipHOTo MpUKUOMY 75 MT KJIOMilorpesIio Ha fo0y BIIPOIOBK



10 gHiB y mamieHTiB i3 TSKKOI MEeYiHKOBOIO HENOCTATHICTIO iHriOyBaHHs All®-iHOTyKOBaHOI arperartii
TPpoMOOIUTIB 6yJI0 TAKUM CaMUM, SIK i y 3M0POBUX H0OPOBOIIBIIB. CepeHe MONOBXKEHHS Yacy
KPOBOTEYi TaKOXK 0YyJI0 OMHAKOBUM B 000X I'pyIIax.

PacoBa npuHanexHicts. [Tomupenicts anenis CYP2C19, AKi COPpUYMHSAIOTH IPOMiKHY Ta Cl1abKy
MeTabomiuny akTuBHiCTE CYP2C19, Bimpi3HSI€THCS 3a/IeXKHO Bifl pacoBOI/€THIYHOI TPHUHANIEXKHOCTI
(ouB. po3min «PapMakoreHeTuka»). [cHyI0Th 06MezKeHi laHi CTOCOBHO IalliEHTiB MOHTOJIOIIHOI pacH,
SKi 1al0Th 3MOTY OLIIHUTH KJIiHiYHEe 3HaYeHHS reHOTUlyBaHHS 1boro CYP.

[TokmixiyHi maHi 3 6e3neku. [To6iuHMMY edeKTaMHu, IO HaldacTillle CIOCTepiraaucs i yac
MOK/TiHIYHUX AOCTiAKeHb Ha TBapuHax, 0yu 3MiHU 3 O0KY MediHKu. BoHU 3'SBNSANKCS IPU BBeleHHi
103, 1110 IPU3BOAXIIY 0O KOHIIEHTpallil KJIOMigorpesiio B KPoBi, Malike y 25 pa3iB Bullle KOHLIEHTPALIiH,
SIKi CITOCTEPIraroThCs Y JMIOAUHYU MIPU KITiHIYHOMY 3aCTOCYBaHHi 03U 75 MT KJIOMiforpento Ha noly, i
Oynu HacligkoM [il mpenapaty Ha GepMeHTH, 1110 6epyTh y4acTh y nediHkoBoMy MeTabomi3mi. [Tpu
3aCTOCYBaHHI y JTIOOWHU TEPAeBTUYHUX 03 KIIOMiAOTPeIio 2KOAHOTO BINIMBY Ha (PepMeHTH, 110
0epyThb y4acTh y eyiHKoBoMy MeTa0o0J1i3Mi, He CIIoCTepiranocs.

[Tpu BBe[leHHI BUCOKHUX [[03 KJIOIMiIOTpesIio IIypaM Ta MaBaM-6abyiHaM criocTepiranacs moraHa
IIJTYHKOBA IIEPEHOCHUMICTh NpernapaTy (BUHUKAB racTPUT, ePO3UBHE ypaXKeHHs IITyHKa Ta/abo
OJIIOBAHHSA).

[Tpu BBeOeHHI KJIOMiZOrPesi0 MUIIaM BIPOLOBXK 78 THXKHIB Ta IypaM BOPofoBXK 104 THXKHIB y Jo3ax
no 77 Mr/kr Ha fo0y (1o Maixe y 25 pa3iB mepeBHIly€e KOHIIEHTPAllil, SKi CIIOCTEPIraloThCs y
JIIONVHY IIPH KITIHIYHOMY 3aCTOCYBaHHi mo3u 75 Mr/Ha 0o0y) He OTPUMAHO KOMHUX I0Ka3iB
KaHIIEPOTEeHHOI [il mpemapary.

Byno npoBefeHo Linuil psag OOCTIAXKEHb TeHOTOKCUYHOCTI KJIOMiZOrpesIio B YMOBax in vitro ta in vivo,
OJIHaK BOHU He BHSIBUJIM KOOHOI T€eHOTOKCUYHOI [il Ipemnapary.

Kmonigorpens He BIIMBaB Ha PENPOOYKTUBHY (YHKIIiIO IIyPiB, a TaKOXK He YHHUB TePaTOreHHOI [ii Hi
y mypiB, Hi y KposmiB. [Ipu BBefleHHi IIypaM y Iepiof TaKTallil KJIOMigqorpesb IPU3BOAUB 0 HE3HAYHOL
3aTPUMKH PO3BUTKY ITOTOMCTBa. CrelianbHi (papMaKOKiHETUYHI OOCTIAXKEHHS 3 PagiOaKTUBHO
MiYeHMM KJIOIIiiorpesieM JOBeH, 110 BUXigHa peduoBHHA Ta ii MeTabOoJIiTH eKCKPETYIOTHCS 3 TPYIHUM
MoJiokoM. OTXkKe, He MOXKHa BUKJIIOYATH K 0€3110cepefHbOT0 BIJIUBY IIperapaTy Ha TOTOMCTBO
(He3Ha4YHa TOKCHYHA [if), Tak i OMOCepegKOBaHOTO BIJIUBY (BHACIIAOK MOTiPIIEHHS CMaKOBUX
SIKOCTEeH MOJIOKaA).

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.
BmopuHHa npogirakmuka nposgie amepompombo3y y 0opocaux navieHmia:

SKi IepeHecu iHGapKT MioKapaa (I04YaToK JTiKyBaHHS — 4epes KijbKa [HiB, aje He Mi3Hille HiX
yepe3 35 OHIB MMiC/Is BAHUKHEHHS), iIeMiYHUY iHCYJIbT (II0YaTOK JIiIKyBaHHSI — 4yepe3 7 [HiB, ajie He
ni3Hime HiXK yepe3 6 MicAIiB micis BUHUKHEHHS) ab0 ¥ SKUX IiarHOCTOBaHO 3aXBOPIOBaHHS
nepudepuyHUX apTepil;

3 TOCTPHUM KOPOHAPHUM CHUHAPOMOM:

- i3 rOCTpPUM KOpPOHaApHUM CHHApoMOM 0e3 mingiiomy cermeHnTa ST (HecTabinbHa cTeHOKapHis ab6o



inpapkT Miokappa 6e3 3yous Q), y T.4. y MaIli€HTiB, SKUM OyJI0 BCTaHOBJIEHO CTEHT y XOAi
TIPOBEJIEHHS YePe3IIKiPHOT0 KOPOHAPHOT0 BTPY4YaHHs, Yy KoMOiHallii 3 ale TUIICAIIINIOBOI0 KUCIIOTOI0
(ACK);

- i3 rocTpuM iHpapkTOM Miokapmaa 3 migiiomoM cermenTa ST, y kombinarii 3 ACK (mauieHT#, SKum
IIPOBOOATH Yepe3lIKipHe KOPOHapHe BTPYYaHHs, Y T.4. MALi€EHTH, SKUM BCTAHOBIIIOIOThH CTEHT, Ta
MallleHTH, Ki OTPUMYIOTh MeIUKaMeHTO3He JIIKyBaHHS Ta AKUM II0Ka3aHa
TpoMOOTiTHYHA/PIOpPUHOMITHYHA TepaIlris).

TpaH3umopHa iwemiyHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHsA pu3uky abo maautl
iwemiyHul iHCyAbm

Knoniporpens y kom6inariii 3 ACK noka3sanuii gopocnuM nauientam 3 TIA cepeIHbOTO Ta BUCOKOTO
CTyIeHsI PU3UKY (IIOKa3HUK 3a MKanoo ABCD2' = 4) a0 MauM imeMidHEM iHCYyIbTOM (IOKA3HUK 3a
mkanoio NIHSS® < 3) mpotsirom 24 ropus micns Bunagky TIA a6o imeMiuHOro iHCYTbTY.

Bik, apTepianbHuM THUCK, KJIiHiYHI 03HAKHU, TPUBAJIiCTh CUMIITOMIB Ta [iarHO3 IIYyKPOBOTO AiabeTy.

2 Illkana incynpTy HauionanbsHOTO iHCTUTYTY 300POB .

ITpoginakmuxka amepompombomuyHux ma mpomboemboaiuHux noditt npu pibpussauii nepedcepob.
Knomigorpens y kom6inartrii 3 ACK nmokasaHui 0OpOCIUM NallieHTaM 3 GiOpunsiiieio mepencepab, sKi
MaloTh L[OHaWMeHIIe OOuH (HaKTOpP PU3NKY BUHUKHEHHS CYAUHHUX IOfil, y IKUX iCHYIOTh
IIPOTUIIOKA3aHHA [0 TiKyBaHHS aHTaroHicTamu BiTaminy K i sIKi MarOTh HU3bKUM PU3UK BUHUKHEHHS
KPOBOTEY, IIsI MPOGiTaKTUKN aTePOTPOMOOTHYHUX Ta TPOMOOEeMOOTIYHUX MOiH, Y T.4. iHCY/IBTY.

II11st oTpHMaHHS JOMaTKOBOI iHGopMalii guB. po3min «®apMaKoIoTiyHi BIacTUBOCTI».

ITpomunoka3axHs. ITifBuIleHa YyTIUBICTH [0 [iI040l PeYOBHHU ab0 M0 OyIb-IKOr0 KOMIIOHEHTA
nmikapcbKoro 3acoby. TsKKa meviHKoOBa HeloCTaTHICTE. ['0cTpa KpoBoTeYa (HaIpUKJIIa MenTHYHa
BHpa3ka a00 BHYTPIlIHbOYEPETIHUIN KPOBOBHUIIMB).

B3aemodisa 3 iHwumu snikapceKumu 3acob6amu ma iHwi eudu e3aemoditi.

Jlikapcoki 3acobu, 3acmocyB8aHHA AKUX CynpoBOOHCYEMbCA Ni0BUWEHHAM PU3UKY Kpogomeu. Yepes
NOTEHI[INHNY afUTUBHUY e(PeKT iCHY€e MigBULIEHUN PU3UK r'eMOpariyHuX yYCKIagHEHb, TOMY
OOHOYACHe 3aCTOCYBAaHHS TaKUX JIIKAPChKUX 3ac00iB 3 KJIOMiforpeieM BUMarae 00epexkHOCTi

(muB. po3min «OcoBGIUBOCTI 3aCTOCYBaHHS»).

ITepopaavHi aHmukoazyaaHmu. OgHOYacCHe 3aCTOCYBaHHS KIIOMIAOTPENII0 3 IIepopalbHUMU
AHTHUKOATYJITHTaMU He PeKOMEHIYEThCS, OCKiTbKM TaKa KOMOiHallisi MOXKe IMOCUJIUTH iHTeHCUBHICTh
KpoBOTeUi (IuB. po3ain «OcobIuBOCTI 3aCTOCyBaHHS»). X04a 3aCTOCYBaHHS KJIOMiAOTPEsTio y J03i
75 Mr Ha go0y He 3MiHIOE (hapMaKOKiHeTHYHUY podinb S-Bapdapuny abo MiKHapongHe
HOopMaJti3oBaHe criBBigHoueHHA (MHC) y nalieHTiB, SKi BIPOLOBXK TPUBAJIOTO YaCy OTPUMYHOTh
niKyBaHHS BapdapruHOM, OJHOYACHE 3aCTOCYBAHHS KJIOMIOTPeNTio Ta Baphapury 30iNbIIye pusuk



KPOBOTEUi Yepe3 iCHyBaHHS He3aJIeKHOT0 BIJIMBY Ha FeMOCTa3.

IH2ibimopu enikonpomeiHosux peuenmopis IIb/IIIa. Kmomigorpens ciif 3 00epekHiCTI0 MpU3HAYaATH
nalieHTaM, IKi OTPUMYIOTh iHTi0iTOpH rikompoTeinoBux petenTopis [Ib/IIla (ouB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

ACK. ACK =e 3MiHI0€ iHTiOiTOpHOI #il knomigorpento Ha AII®-iHAyKOBaHy arperaiio TpPOMOOIIUTIB,
arne Kioniporpens nocusoe faito ACK Ha arperariito TpoMOOLUTIB, iHIyKOBaHY KojareHoM. IIpoTe
omHo4acHe 3acTtocyBaHHS 500 Mr ACK 2 pa3u Ha o0y IPOTSITOM OOHOTO JHS He CIIPUYHHSIIIO
3HauyImoro 30iblIeHHS Yacy KPOBOTEYi, TOMOBXKEHOT0 BHACIIIIOK MpUitoMy Kiomigorpento. OCKinbKu
MOXKJIMBa (papMaKogWHaMiuHa B3aeMofid Mix kiomnigorpeseM ta ACK 3 migBUILIeHHAM PU3UKY
KPOBOTEYi, OTHOYACHE 3aCTOCYyBaHHS I[UX IIpenaparTisB noTpebye 06epeKHOCTI (AUB. PO3Min
«OcobmuBOCTi 3acTocyBaHHs»). He3paxkatouu Ha 1ie, Knonigorpens i ACK cymicHO 3aCcTOCOBYBanu oo
1 poky (muB. po3gin «®apMakKoIOriyHi BIaCTUBOCTI»).

I'enapuH. 3a maHUMU KJIIHIYHOTO HOCTIZKEHHS, TPOBEIEHOT0 3 YYaCTI0 3MOPOBUX NOOPOBOJIBIIIB,
KJIOIigorpesb He MoTpeOyBaB KOPeryBaHHS O03U relapyuHy Ta He 3MiHIOBaB [Iil0 TelapuHy Ha
Koarynsiito. OmHOYacHe 3aCTOCYyBaHHS rellapuHy He 3MiHIOBasIo iHri6yio4oi miil Kiomigorpento Ha
arperatiito TpoM0601TUTIB. OCKiTEKY MOXKJIMBA (hapMaKOAMHAMIYHA B3a€EMOIisl MiXK Komiforpenem i
relapyuHOM i3 MigBUIIEHHSM PHU3UKY KPOBOTEYi, OHHOYACHEe 3aCTOCYBaHHS IIMX IIperaparTiB moTpedye
00epekHOCTI (muB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

TpomboaimuyHi 3acobu. besneka omHOYAaCHOTO 3aCTOCYBaHHS KiIomigorpento, GibpuHocnenupiyanx
abo dibpuHOHECTEIMbIiYHNX TPOMOOTITHYHUX areHTiB Ta remapuHiB 0yja JOCTiIKeHa 3a y4acTio
nali€eHTiB i3 rocTpuM iHdapkTOoM Miokapaa. HacToTa PO3BUTKY KJIiHIYHO 3HAYYILIMX KPOBOTEY Oyia
aHaJIOTiYHOIO Til, 110 CIIOCTepiranacs mpu OMHOYACHOMY 3aCTOCYBaHHI TPOMOOJITUUHUX IIPellapaTiB
ta renapuny 3 ACK (nuB. po3gin «ITo6iuHi peakiii»).

HecmepoioHi npomu3anaavHi npenapamu (HII3I1). Y xopi KIiHIYHOTO JOCTIIXKEeHHS, ITPOBEIEHOr0 3
y4acTio 300pOBUX NOOPOBOJIBIIB, OMHOYACHE 3aCTOCYBaHHS KJIOMIIOIPeJIIo Ta HAallPOKCEHY
306iTbIIyBao KilbKiCTh IPUX0BAHUX IITYHKOBO-KUIIKOBUX KpPoBOTeY. OfHaK yepe3 BiACYTHICTh
IOCTiAKeHb 100 B3aeMOpil npenapaty 3 inmmmu HIT3I1 goTemep He 3'COBaHO, YX 3pOCTAE PU3UK
IIIJTYHKOBO-KUIITKOBUX KPOBOTEY IIpH 3acTocyBaHHi 3 ycima HIT3II. Tomy HeoOxinHa o6epexHicTh pu
omHOYacHOMY 3acTocyBaHHi HIT3II, 30kpema inribiTopis LIOI-2, 3 KomigorpeneM (IuUB. pO3Min
«Oc06IMBOCTI 3aCTOCYBaHHS»).

CesnexmueHi iHeibimopu 380p0mH020 3axonsieHHsa cepomoHiHy (CI33C). HeoOximHo 3 00epexkHiCTIO
opHoyacHO 3actocoByBatu CI33C 3 kiomigorpenem yepes Te, o CI33C BuvBamOTh Ha aKTHUBALI0
TPOMOOLMTIB Ta MiABUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

O0HouacHe 3acmocy8aHHA IHWUX npenapamis.

InpykTopu CYP2C19. OcKinbKy K0migorpeb MeTabo1i3yeThCs 10 CBOTO aKTUBHOT'O MeTa0oJIiTy
4acTKOBO 3a momomoroio CYP2C19, ouikyeThcs, 1110 3aCTOCYBaHHS JTiIKapChKUX 3ac006iB, I10 iHAYKYIOTh
aKTHBHICTh IIbOTO (pepMeHTY, IPU3Bee 0 MigBUIIEHHS PiBHS aKTUBHOT'O0 MeTalOoJIiTy KIIOMiIorpestio.

Pudamminuu cunpro iHmyKye CYP2C19, 1110 Ipu3BOOUTE K [0 MigBULIEHOTO PiBHSI aKTUBHOIO
MeTaboIiTy KJIOMigorpeno, Tak i 4o iHribyBaHHS TPOMOOIUTIB, 1110, 30KpeMa, MOXKe ITOCUJIUTH PU3UK
KpoBoTeui. JK 3amobiKHUM 3axXif CIIil yHUKATH OJHOYACHOT'0 3aCTOCYBAHHS CUJIBHUX iHOYKTOPIB
CYP2C19 (mguB. po3min «Oco0nMuBOCTi 3aCTOCYBAaHHS»).

IuribiTopu CYP2C19. OcKinbKU KJIOMIIOTPEIb IEPETBOPIOETHCS Y CBill aKTUBHUU MeTal0JIiT 4aCTKOBO
nig miero CYP2C19, To 3acTocyBaHHS Npenaparis, SKi 3HUXKYIOTh aKTUBHICTh IIbOT0 (PEepMEHTY,



HaliMOBipHillle, MPU3Be[ie N0 3HUKEHHS KOHIIEHTpPallil aKTUBHOTO MeTa0OoJIiTy KJIOMiorpeno y
nna3Mi. KiiniuHe 3HaueHHS 1iel B3aeMofiii He 3’sicoBaHe. ToMy SK 3amobizkKHUM 3axif] CJIif yHUKaTH
OJHOYACHOT0 3aCTOCYBaHHS CUJIbHUX Ta MoMipHuX iHribitopis CYP2C19 (muB. po3minu «OcoO6nuBoCTi
3acTocyBaHHA» Ta «DapMaKOKiHETHKA»).

IIo npemaparTiB, gKi € cunbHUME abo noMipauMy iHribiTopamu CYP2C19, HanexXaTh oMenpasor,
e3oMenpa3oJ, GIyBoKcaMiH, rIyoKceTHH, MOKI00eMi], BOpPUKOHA30J1, PIIYKOHA30JI, TUKJIOMIANH,
KapOaMaserin Ta edpaBipeHir.

IH2i6imopu npomoHHoi nomnu (ITITT). Omemnpa3on y mo3i 80 mr 1 pa3 Ha o0y Mpu CYIyTHHOMY
3aCTOCYBaHHI 3 KJomigorpeneM abo B Mexax 12 rogus Mix npuiioMaMu IUX OBOX Ipemaparis
3HUKYBaB KOHIIEHTPAIliI0 aKTUBHOTO MeTaboJIiTy Y KpoBi Ha 45 % (HaBaHTaxyBasibHa 1o3a) i Ha 40 %
(mipgrpumyoda go3a). lle 3HMKEHHS CYNIPOBOAXKYBAIOCS 3MEHIIEHHIM IIPUTHIYEHHS arperartiil
TpoMOouuTiB Ha 39 % (HaBaHTaxyBasbHa f03a) i Ha 21 % (mipgTpuMyloda go3a). O4ikyeThCS, 1110 B
aHaJIOTIYHYy B3a€MOi0 3 KJIOMiforpeeM BCTynaTuMe i e30Menpas3or.

3a pe3ynbraTamMu 0O6CcepBalliifHUX Ta KIiHIYHUX OOCIiAXKeHb OTPHMaHO CYIlepedInBi faHi CTOCOBHO
KJTIHIYHUX HACJigKiB UX (hapMaKOKiHETUYHUX Ta (papMaKOfWHAMIiYHUX B3aEMOIiil 3 TOYKH 30py
PO3BUTKY OCHOBHMX Kap/iOBACKY/ISIPHUX BUIAOKIB. K 3amo0izKHUHN 3axif He CIIig 0MHOYACHO 3
KJIOIigorpesieM 3aCTOCOBYBATH oMenpa30i1 abo e3omenpa3on (IuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

MeH11 BUpaXeHe 3HUXKEHHS KOHIIEHTPallili MeTaboIiTy Y KpOBi criocTepiranocs mpu 3acToCyBaHHI
IIAHTOIIPa30j1y abo JTaHCOIPa3oy.

[Tpu omHOYaCHOMY 3aCTOCYBaHHi maHTONpPa30ay ¥ 1o3i 80 mr 1 pa3 Ha noOy KOHIIEHTpallil aKTUBHOTO
MeTabomiTy y mina3mi KpoBi 3MeHmumucs Ha 20 % (HaBaHTaXXyBasibHa f1o3a) Ta Ha 14 %
(migTpuMyo4a fo3a). Lle 3HUKEHHS CYyIPOBOAXKYBAIOCS 3MEHIIEHHAM CePeIHbOI0 TI0Ka3HUKa
IpPUTHiYeHHS arperartil TpomOouuTis Ha 15 % Ta 11 % BigmoBigHO. OTpUMaHi pe3ynbTaTu BKa3yloTh
Ha MOXKJIMBICTb OGHOYACHOT'0 3aCTOCYBAHHS KIIOMILOTPEIIo Ta IIaHTOIIPa30ly.

HeMmae mokasi Toro, 1o iHImmi nikapchbki 3acobu, siKi 3MEHIYI0Th BUPOOJIEHHS KUCJIOTH Y UIIYHKY,
Taki gK, Hanpukiag, H,-6mokaTopu abo aHTAIUOK, BIUIMBAIOTh Ha aHTUTPOMOOIIMTAPHY aKTHBHICTh
KJIOIiIOTPEIo.

BycmepHna anmupemposipycHa mepanis (APT). Y BlJI-iHpikoBaHUX NAIi€HTIB, SIKi OTPUMYIOTh
oycrepHy APT, BUCOKUIT pU3UK BUHUKHEHHS CYOUHHUX TIOMIH.

CyTTeBo 3HUXKEHe iHTi0yBaHHS TPOMOOLMTIB criocTepiranocs y naiienTis 3 BIJI, gki oTpuMyBamu
APT, migcuneHny puToHaBipoM abo KobimucTaToM. Xo4a KiliHigYHA 3HAUYYILIICTh IIUX DaHUX HE
BM3Ha4YeHa, OTPMMaHO CIIOHTaHHi noBigomieHHs npo BIJI-iHdiKoBaHUX Nalli€HTIB, SIKi OTpUMYyBau
APT, migcuneny puTOHaBIpOM, i sIKi mepeHecu TIOBTOPHI OKJTIO3iiHI sBuUIla micns meobcTpykiil abo
TpoMOOTHYHI nopii Ha GoHi cxeMu NiKyBaHHS yIapHUMHU H03aMH Kioniforpento. [Ipu omHOYacHOMY
3aCTOCYBaHHI KJIOMiOTPeT0 Ta PUTOHABIPY MOXKJITMBE 3HUKEHHS CEPeIHbOro iHriOyBaHHS
TpoMOOUUTIB. TaKUM YHHOM, CJIi[l BITMOBISITUCS Biff OTHOYACHOT'0 3aCTOCYBaHHS KJIOMiIOTPeIio 3
6ycrepHoio APT.

KombiHauis 3 iHwumMu aikapceKumu 3acobamu. Byno mpoBeneHo psf KIiHIYHUX OOCTiIXKEeHb 3
KJIOMiorpesyieM Ta iHIIMMU IIperapaTaMy [Jis BUBUEHHS IOTEHI[INHUX (papMaKogUHaMIiYHUX i
(dbapMaKoKiHeTHUHNX B3aeMogii. KninigyHo 3Hauymol papMakofrHaMigHOI B3aEMOZIl Ipu
3aCTOCYBaHHI KJIOIIIOTPEIIi0 OQHOYACHO 3 AMeH0/1010M, HipeOuniHom abo 3 o6oMa ImpernapaTaMu
BUSIBJIEHO He 0yio. Kpim Toro, hapmMakogrHaMiyHa aKTUBHICTb KJIOMigOTPEIT0 3aIUIIHIIACS



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

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

AHmMauuoHi 3acobu He BIIJIUBAIM Ha PiBeHb abcopO1iii KIomigorpertio.

Pesynbratu gocmimxkenus CAPRIE cBimuaTs, 110 peHimoiH i moabymamio, siki meTabomi3y0ThCs 3a
noromoroio pepmenty CYP2C9, moxkHa 6e31MeYHO 3aCTOCOBYBATH OOHOYACHO 3 KJIOMiZOTPEIEM.

Jlikapcuvki 3acobu, siki € cyocmpamamu pepmermy CYP2C8. Byno moka3aHo, 10 KJIOMiIoTrpeb
306iTbIITy€e €KCIIO3UIIiI0 PelariiHigy y 3M0poBUX JOOPOBOBIIB. [JOCHiAKEHHS in Vitro
IIPOAEMOHCTPYBAIIH, 110 I1e 36inbIIeHHS eKCII03UIil penariiHiny o0yMoBieHe iHTiOyBaHHIM
dbepmenty CYP2C8 riokypoHigHUM MeTaboI1iTOM KIIOIimorpesio. 3 orisigy Ha PU3UK 30iIbIIeHHS
KOHIIEHTPAIliil B IIJITa3Mi KPOBi, OMHOYAaCHE 3aCTOCYBAHHS KJIOMIIOTPEJIIO0 Ta JiKapCchKuX 3aco0iB, sKi
BHBOMISITHCS 3 OpPraHi3My IepeBaxHO 3a AOIIOMOTroi0 MeTaboIi3My, orocepefKoBaHOTro (pepMeHTOM
CYP2C8 (Takux $IK pelariiHifi, maksitakcen), moTpedye o6epeXHOCTI (AuB. po3min «OcobIuBOCTi
3aCTOCYBaHHS»).

3a BUHSATKOM iH(opMalii 1momo B3aeMopmil 3i crerudivHuMY TiKapcbKUMM 3aco0aMy, HaBeIeHOl BUIIIE,
OOCITiIKEeHHS 00 B3a€MOIil KIOMIIOrpento 3 TiKkapchbKUMHU 3aco0aMH, SIKi 3a3BUYail MpU3HadaioTh
XBOPUM Ha aTepoTpoM003, He mpoBoauucs. OmHAK MallieHTH, SIKi 6pany y9acTh y KITiHIYHUX
OOCHIIAXKEHHAX KIIOMIJOorpesIto, 3aCTOCOBYBaJId OJHOYACHO 1HIII IIperapaTy, BKIYaUM OlyPETUKY,
6eTa-010KaTOpH, iHTiGiTOPU aHTiOTEH3UHIIEPETBOPIOBAILHOTO ()ePMEHTY, aHTArOHICTH KaJlbIlilo,
3acobu, 1110 3HUXKYIOTh pPiBeHb X0JIeCTEPHHY, KOPOHAPHI Ba30[uIaTaToOpy, aHTUAiabeTU4HI 3acobu
(BKITIOYAIOUM iHCYJIiH), IpOTHeNiNenTuYHi 3acodu Ta anTaro"ictu GPIIb/IIla, 6e3 03HaK KiIiHIYHO
3HAuYyIoi mo0iyHol mil.

4K iy pasi 3acTocyBaHHS iHIIUX ITepopasbHUX iHTi0iTOpiB P2Y,,, OgHOYacHe 3aCTOCYyBaHHS OIMiOITHUX
aroHiCTiB MOXKe IMOTEHINIMHO 3aTPUMATH Ta 3MEHIIUTH a0CcopOIIiio0 KIIOMmigorpesaio, KMOBIpHO, Yepes
yIOBiIbHEHE BUIIOPOXKHEHHSA IIIyHKA. KTiHiYHa 3HA4yLIicTh HOr0 HeBifoMa. Cif po3raaHyTH
3aCTOCyBaHHS [TapeHTepaIbHOr0 aHTUTPOMOOIIMTAaPHOT0 3aco0y IMallieHTaM i3 TOCTPUM KOPOHapHUM
CHHIPOMOM, 5IKi MOTPeOyI0Th OIHOYACHOT0 BBeOEeHHSI MOP(GiHy ab0 iHIIKWX aroHiCTiB OMiOIfiB.

PosysacmamuH. Byo BUSIBIEHO, 10 MiC/Is IPUKXOMY KJomigorpesto B 0o3i 300 Mr y malfieHTiB
eKCIOo3ullis po3yBacTaTuHy 36inbiryetses y 2 pasu (AUC) tay 1,3 pa3su (C,,,,), @ Iic/Isi MOBTOPHOT'O
IPUHOMY KIIOIIZOTPENTo B M03i 75 MI' eKCIIO3UIIisl po3yBacTaTUHY 36inmbiryeTbes B 1,4 pa3u (AUC) 6e3
BINIUBY Ha C,.

Oco6 1ueocmi 3acmocyeaHHsi.

Kposomeua ma 2emamoo2iuHi po3nadu. Yepe3 pU3UK PO3BUTKY KPOBOTEYi Ta TeMaTONIOTiUHUX
oOiYHMX peakIlidl C/Iil HeraliHO ITPOBECTU PO3TOPHYTUHM aHaIi3 KpoBi Ta/abo iHIIi BimmoBimHi TecTHy,
SIKIIO TIif] YaC 3aCTOCYBaHHA IIpenapaTy CIIOCTePiraloTbCs CUMIITOMHY, 1110 CBIAYaTh PO MOXKJIUBICTh
KpoBoTeui (muB. po3min «ITob6iuni peakmii»). 4k i inmri anTuTpOMOOIMTAPHI 3aC00H, KIIOMiIOrpesnb
CJIi[T 3aCTOCOBYBAaTU 3 00€PEKHICTIO MalliEHTaM 3 MiIBUIIEHNM PU3UKOM KPOBOTEUi BHACIIIOK
TPaBMHU, XipypriyHOTo BTpy4aHHs ab0 iHIINX MATOJOTIYHUX CTaHiB, @ TAKOXK Y pa3i 3aCTOCYBaHHS
nauientamu ACK, renapusy, inri6itopis riikonporeiny IIb/IIla abo HIT3TI, Bkmtoyatouu inribiTopu
L10T-2, a6o CI33C, abo notyxkHi ingmykTopu CYP2C19, a6o inmi mikapceki 3aco6u, Taki Sk
IeHTOKCHUOINiH, 3aCTOCYBaHHA AKUX CYIPOBOMAXKYETHCS IMiABULIEHHAM PHU3UKY FeMOpariYHuX sSBUII



(muB. po3min «B3aemopmis 3 iHIMMMY JTiKapChbKUMU 3aco0aMu Ta iHII BUOM B3aEMO[iit»). Yepes
TiBUIIIEHUYN PU3UK KPOBOTEUi HEe PEKOMEHAYETHCS MOTPiiHa aHTUTPOMOOIIMTapHa Teparis
(xmomimorpens ACK gumipupmaMoit) Ojis BTOPUHHOL IPOGiTaKTUKY iHCY/IbTY V HAIi€HTIB 3 TOCTPUM
HeKapaioeMOosiyHuM imeMiyHUM iHCyIbTOM abo TIA (ouB. po3minu «B3aemomis 3 iHIIUMU
JMiKapCchKUMU 3acobaMu Ta iHIIi BUgM B3aemofi» Ta «I1o0iuHi peakirii»).

Heo06xigHO yBaXKHO CTEXKUTH 3a MIPOSIBAMH Y TAIliEHTIB CUMIITOMIB KPOBOTEYi, V T.4. IIPUXOBAHOI
KPOBOTEYi, 0COOIMBO y TEPIli TUXKHI JTiKyBaHHS Ta/abo micis iHBa3iiHUX IIpoliefyp Ha Ceplli Ta
Xipypriyunux BTpyd4aHb. OgHOYACHE 3aCTOCYBaHHSA KJIOMITOTPEII0 3 TepOpaIbHUMU
aHTHUKOATy/IsTHTaMU He PEKOMEHAYEThCS, OCKIJIbKU 1€ MOXKe ITOCUIUTHA iIHTEeHCUBHICTh KPOBOTEY ([IUB.
po3min «B3aemois 3 iHIIUMYU JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUOW B3aEMOIIN»).

Y pazi n1aHoBOTO XipyprivHOro BTPy4YaHHS, KOJIM aHTUTPOMOOIIUTAPHUM e(heKT € TUMYACOBO
HeOaXaHUM, JIIKyBaHHS KJIOMigorpesyieM CJIil IPUIMHUTY 3a 7 OHIB [0 onepatil. [TarienT noBUHHI
MOBIOMJIATH JIiKaps (Y T.4. CTOMATOJI0Ta) PO Te, 0 BOHU MPUKUMAIOTh KJIOIiAOTpelb, Iepen
Ipu3HauYeHHSIM iM Oyab-5IKOI ollepallil 4u Iepef 3aCTOCYBaHHSIM HOBOT'O JIiKapChKOT0 3aC00y.
Knomigorpens MomoBXKYy€e TPHUBaICTh KPOBOTEYi, TOMY MOT0 CIIiff 00epeXHO 3aCTOCOBYBaTH NallieHTaM
3 MigBUILIEHUM PU3UKOM KPOBOTEeUi (0COO/IMBO MITYHKOBO-KHIIIKOBOI Ta BHYTPIlITHbOOYHOI).

[NTauieHTiB cnif momepeguTH, IO i Yac JiKyBaHHSA KiomiforpeneM (okpeMmo abo y kombinarrii 3 ACK)
KpPOBOTeYa MOXKe 3YIIUHATUCA Ii3Hille, HiXK 3a3BHAYai, 1 110 Malli€EHTH ITIOBUHHI MOBIAOMIATH TiKaps
IIPO KOXKEH BUMNAJOK He3BUYHOI (3a MiCIleM YU TPUBAIiCTIO) KPOBOTEUI.

3acTocyBaHHS HaBaHTaxXyBalbHOL 703U 600 MI KJIOMifOrpenio He peKOMEHOYEThCS MallieHTaM 3
TOCTPUM KOPOHApHUM cHHAPOoMOM 0e3 mimitomy cermenTa ST Ta BikoM = 75 POKiB y 3B’5I3KY 3
MigBUIIIEHUM PU3MKOM KPOBOTEY Y Wil I'PYIIi.

Yepes oO6MexkeHi KITiHiYHI faHi 1070 NaIieHTiB BikOM = 75 POKiB 3 TOCTPUM KOPOHAPHUM CUHIPOMOM
3 miguomoM cermeHTa ST, gki orpumyBanu YKB, Ta 3 mifBUINEHUM PU3UKOM KPOBOTEYi 3aCTOCYBaHHS
HaBaHTaXYyBaJlbHOI 703U 600 MT KJIOMigOTPeIio TaKUM ITalliEHTaM CIIifl PO3T/IsJaTH JIUIIE IiCs
IHAWBiMyanbHOI OL[IHKY KPOBOTEYi y MAaIli€HTa JlikapeM.

TpombomuuHa mpombouyumoneriuna nypnypa (TTII). [lyxe pigko croctepiranucs sunagku TTII
iCJIs 3aCTOCYBaHHS KJIOMIOOTPEJII0, iIHOM1 HABiTh MiCJIg M0r0 KOPOTKOYAaCHOro 3acTocyBaHHs. TTII
IIPOSIBIISIETHCS TPOMOOITMTOIIEHIEIO Ta MIKPOQHTiOIATHYHOIO TeMOJIiTHYHOI0 aHEMI€EI0 3
HEBPOJIOTiYHUMHU TIPOsSIBaMU, HUPKOBOIO guchyHKIIieio abo rapsuykoio. TTII € MOTeHLiNHO
He0e3MeYHUM CTaHOM, SIKUW MOXKe ITPU3BOJUTH IO JIeTaJIbHOTO HACIIAKY i ToMy oTpebye HEeraHoro
JiKyBaHHS, V T.4. IPOBeleHHS IIa3Madepesy.

Habyma 2emodinis. TloBigomisiiocs Ipo BUIafKU PO3BUTKY HabyTol remodinii micis 3acTocyBaHHS
KJIOMiorpento. Y pasi miaTBepaKeHOor0 OKpeMoro 30i/1blIeHHST aKTUBOBAHOTO YaCTKOBOTO
TPOMOOIIIAaCTHHOBOTO Yacy, III0 CYIIPOBOIKYETLCS a00 He CYIIPOBOIKYETHCSI KPOBOTEUEIO, TUTAHHS
PO IiarHOCTyBaHHS Ha0OyTol reModinii moBUHHO OyTH PO3TITHYTO. [TallieHTH 3 MigTBePaXKEeHUM
miarHo3oM HaOyTol reModiii MOBMHHI 3HAXOAUTUCS TIij HATJIIAOM CIelliajicTa i OTpUMYyBaTH
HaJleXXHe JIIKyBaHHS; 3aCTOCYBaHHS KJIOMIOTPEJII0 TAKUM ITallieHTaM CJIif IIPANIUHUTH.

Hew,00a8H0 nepeHeceHul iweMiyHUl iHCy1bm.

[ToYaTOK JIiKyBaHHS.

[MamienTaM i3 rocTpuM ManuM imeMigyHUM iHCyIbTOM ab0 3 TIA cepegHBOro Ta BUCOKOTO
CTyIeHSI PU3UKY MOABIHY aHTHArperaHTHy Tepartrito (knomigorpens Ta ACK) crig po3nouynHaT He
mi3Hille HiX 4yepe3 24 TOOWHU MiCIA 0YaTKy BUMNAAKY.



HeMmae maHUX 11070 CHiBBiAHOIIEHHS KOPHUCTh-PU3UK KOPOTKOCTPOKOBOI MOABINHOI
aHTHArperaHTHOI Teparil [Jis MallieHTiB 3 TOCTPUM MajuM imeMiyHuM iHcymbToM abo TIA
CEepPemHbOr0 Ta BUCOKOTO CTYIEHS PU3UKY 3 (HeTpaBMaTUYHUM) BHYTPIIIHbOYEPEITHUM KPOBOBUIIBOM
B aHaMHe3l.

[TamienTaM 3 HEMaJIUM ilIeMiYHUM iHCYJIbTOM MOHOTEPAIilo KJIOMigorpesieM Ciif PO3M0YnHaTH
JIAILE Yyepe3 7 OHIB MiCNIA HaCTaHHSA BUMALKY.

[TarieHTH 3 HeMaIuM ileMiYHUM IHCYIbTOM (IOKAa3HMK 3a IKanow NIHSS > 4). 3saxawuu Ha

BiICYTHICTh JaHUX, BUKOPHCTAHHS IOABIMHOI aHTUTPOMOOIIMTAPHOI Tepalil He peKOMeHJ0oBaHe
(muB. po3min «IToka3aHHT»).

[NanieHTH 3 HEIOAaBHIM MaluM imemMigyHuUM iHCynbTOM a6o 3 TIA cepeIHBOr0 Ta BUCOKOTO CTYIEHS

PHU3UKY, IKMM IpH3HadYeHe a0o MIaHyEThC iHTepBeHIIiIiHe BTPy4YaHHsA. HeMae gJaHux, sKi
MigTBEPHXKYIOTh OOLINBbHICTh 3aCTOCYBaHHS MOABIMHOI aHTHATPETAaHTHOI Teparil nalieHTaM, SKUM

IIOKa3aHe ITPOBeIeHHsI KapOTUIHOI eHgapTepeKToMii abo BHYTPIITHROCYIMHHOI TpoMOeKTOMil abo
malieHTaM, SKUM IJIaHYETHCS IIPOBeieHHs TPoMOoIi3rucy a0o aHTHUKOAry/IsIHTHOI Teparil. ITogBifina
aHTHarperaHTHa Tepallid B X CUTyalliIX He peKOMeH0BaHa.

IMumoxpom P450 2C19 (CYP2C19). ®apMakKoreHeTHKa: y Malli€HTIB i3 TeHETUYHO 3HUXKEHOIO
dyukuieo CYP2C19 cnocTepiraeTbcsi MeHIlla KOHIIEHTPAIlis aKTUBHOTO MeTaboIiTy KIOMigorpeno y
171a3Mi Ta MEHII BUpPaXKeHUM aHTUTPOMOOIMTapHUi e(eKT IIpK 3aCTOCYBaHHI peKOMeHI0BaHUX 03
KJIOMiiorpesito. 3apas iCHYITh TeCTH, SIKi JatoTh 3MOry BusBuTU reHotunt CYP2C19 y nanieHTa.

OCKinbKY KJIOMIiOTpesb IepeTBOPIOETHCS Y CBill aKTHBHUM MeTabomiT YacTKoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpelapariB, AKi 3HUXKYIOTh aKTUBHICTh IIbOT0 (ePMEHTY, HalliMOBipHillle, Ipu3Bee
[0 3MEHIIIeHHST KOHIIEHTPAIlil akTUBHOTO MeTaboIiTy Kiomigorpeso y mna3mi. OgHak KiTiHiuHe
3Ha4YeHHS I1i€l B3aeMopii He 3’scoBaHe. ToMy SIK 3am00iKHUM 3aXif CIIif YyHUKATH OTHOYACHOTO
3aCTOCYBaHHS CUNTbHUX Ta moMipHuX iHri6iTopis CYP2C19 (muB. po3nin «B3aeMofis 3 iHIMUME
JiKapChbKUMU 3aco0aMu Ta iHIII BUAU B3aeMOili»; neperik inribitopie CYP2C19 HaBefeHO y po3mimi
«PapMaKOKiHETHUKa»).

OuikyeThCs, 10 3aCTOCYBaHHS JTiKapChKUX 3ac006iB, 110 iHAyKYyoTh akTuBHicTE CYP2C19, pusBene
[0 MiABUIEHHS PiBHSA aKTUBHOTO MeTabO0JIiTy KJIOMigoTpesiio Ta MOXKe ITOCUIUTH PU3UK KPOBOTeYi. AK
3ano0iKHUY 3axif CJlif yHUKaTh OGHOYAaCHOTO 3aCTOCYyBaHHS CUNBbHUX iHAyKTOPiB CYP2C19

(muB. po3min «B3aemogmist 3 iHIIUMY JTiIKapPCLKUMHU 3aco0aMu Ta iHIM BUIU B3aEMOIIN»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBATHCS 00€pPeKHOCTI MallieHTaM, sKi
OTPUMYIOTh OMHOYACHO KJIOMiAOTpesb Ta JIiKapchKi 3acobu, 110 € cyocTpaTtamu ¢pepmerTty CYP2C8
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChKUMM 3aC00aM¥ Ta iHIINI BUOY B3AEMOIii»).

ITepexpecHa 2inepuymaugicmeb mieHonipuduHis. TTallieHTiB CJIif IepeBipUTH OO0 HASIBHOCTI B
aHaMHe3i rinepyyTINBOCTI OO iHIINX TIEHOMIPUANWHIB (TaKUX K KJIOIiAOTpeb, TUKJIOMIINH,
IIpacyrpesb), TOMY II0 HaAXOAUIM IIOBIIOMJIEHHS IIPO IIePeXpeCHY TinepyuyTAUBICTh TIEHOMIPUANHIB
(ouB. po3min «I1o6iuHi peakiiii). 3acTOCyBaHHS TiEHOMIPUAKWHIB MOXKe IIPU3BECTH [0 BUHUKHEHHS Bifl
JIETKUX [I0 TSIKKUX aleprivHuX peakilifi, TaKuX SK BucUll, HaOpsk KBiHKe, a0 reMaTONOTiYHUX
IIepexXpecHUX Peakilifi, TaKuX K TPOMOOLUTOMEeHis i HedTpomneHis. ITalieHTy, ki Manu B aHaMHe3i
aneprivHi peaxiiii i/abo reMaToJIOTiYHI peakIlii Ha OOUH TiEHOMIPUAWH, MOXKYTb MaTH IiABUIIEHUN
PHU3HKK PO3BUTKY Ti€l Xk abo iHIIOI peakilil Ha iHIIME TieHOMipUAUH. PEKOMEHIYETHCS MOHITOPUHT
IIJ0JI0 HAsIBHOCTI O3HAK TillepuyTIMBOCTI ¥ MALI€HTIB 3 BiIOMOIO aJIepri€o Ha TIEHOMIPUOVHM.

ITopyweHHA ¢pyHKUil HUPOK. TepaneBTUUYHUYN OOCBi 3aCTOCYBaHHS KJIOMIAOTPETIO allieHTaM 3



HHUPKOBOIO HEJIOCTATHICTIO 00MeXeHH, TOMY TaKUM ITallieHTaM IIpemnapar CJIif Mpu3HadyaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

ITopyweHHsa ¢pyHKUiI neuiHku. [I0CBi 3aCTOCYBaHHS IIpenapaTy MallieHTaM i3 3aXBOPIOBaHHIMU
MeYiHKY CepemqHbOl TSIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS [eMOPariyHoro fAiaTe3y o0MexXeHu, ToMy
TAKKMM XBOPUM KJIOMIgOTPeNIb CJIif Mpu3HavaTu 3 00epexHicTio (muB. po3min «Crocib 3acTocyBaHHS
Ta MO3U»).

LlonomidxcHI peyoguHu. fAKIO y Nalli€eHTa BCTaHOBJIEHA HEIIEPEHOCUMICTh AesKUX LYKPiB, CIIif
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiXK MpuiitMaTy Lel TiKapchKuii 3acib.

Ocob.uei 3acmepediceHHs u,000 8udaseHHA 3aauliKie ma 8iodxodia. Bynb-sIKuil HeBUKOPUCTAHUHN
mpenapaTt abo Bigxomy mOTPiOHO 3HUINMKUTH BigIIOBIAHO 0 MiCIIEBUX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

BazimHuicmb. Yepes BiACYTHICTH KITIHIYHUX JaHUX IIPO 3aCTOCYBaHHS KJIOMIAOTPENIO YV IIEpiof
BariTHOCTI HebaXkaHO IMPHU3HAYaTH JTiIKapChKUH 3aci0 BariTHUM KiHKaM (3aCcTepexXHuM 3axifm).

Hocniny Ha TBapMHAX He BUSBUJIM IIPSIMOTO ab0 OII0CEepenKOBaHOT0 HETaTUBHOTO BIIJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/JIoNa, IIOJIOTHU Ta TOCTHATAIbHUN PO3BUTOK.

I'odyeaHHA 2py00t0. HeBimoMo, Y eKCKPETYEThCS KIIOMigOTPesb y TPYAHE MOJIOKO JIIOOUHU. Y
IOCTiIKEeHHSX Ha TBapuHax 0yJI0 I0Ka3aHo, 0 BiH eKCKPETYETHCS B I'PyOHE MOJIOKO, TOMY IIiff Yac
JiKyBaHHS KJIOIIigOTpesieM rOAyBaHHS TPYAII0 CIIiJ MPUITUHUTH.

®epmusvHicme. ITif yac mocrigkeHb Ha 1ab0paTOPHUX TBapuHax He 0yJ10 BUSBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMiHOTPEI0 Ha PEPTUIBHICTD.

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
mexaHizmamu. Kinonigorpesns He BIirBa€ ab0 Ma€ He3HAYHUM BIUIMB Ha IIBUAKICTh peakilil Ipu
KepyBaHHi aBTOTpaHCIOPTOM abo po6oTi 3 iHIIKMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Lopocai ma xeopi nimHbo20 8iKy. Knomigorpens mpuiiMaTt 1o 75 Mr 1 pa3 Ha go0y He3amexkHO Bif
IPUAKUOMY 1XKi.

Y XBOpUX i3 TOCTPUM KOPOHAPHUM CHHIpOoMoM Oe3 migiiomy cermeHnTa ST (HecTabinbHa CTeHOKapPis
abo indapkT miokapga 6e3 3y6isa Q Ha EKT') nmikyBaHHS KOMmigorpeseM Po3noYuHATH 3 OQHOPa30BOl

HaBaHTaxyBabHOI 703U 300 Mr a6o 600 mr. HaBaHTaxyBanbHa fo3a 600 Mr moxe OyTH
3aCTOCOBaHa IallieHTaM BiKOM [0 75 pOKiB y pa3i, Konu HeoOxigHe Yepe3IKipHe KOpOHapHe
BTPYy4aHHS (OuB. po3nin «Oco6nuBOCTI 3aCcTOCyBaHHA»). JIiKyBaHHS KJIOMigorpeseM Ciif
IPOIOBXKYBaTH 003010 75 Mr 1 pa3 Ha moby (3 ACK y mo3i 75—325 Mr Ha m06y). OcKinbKu
3acTocyBaHHS Oinbil BuCcokux 03 ACK mimBuillye pu3uK KpoBOTeYi, peKOMEHIYETLCS He
nepeBuiyBaTé 103y ACK 100 mr. OnTuMasnbHa TPUBAJIiCTh JTiKyBaHHS (OPMalbHO HE BCTAHOBIIEHA.
PesynbraTy KiiHIYHUX OOCHIAXKEHD CBifYaTh Ha KOPUCTh 3aCTOCYBaHHS IpenapaTy 0o 12 MicAis, a



MaKCHUMaIbHUU e(PeKT crocTepiraBcs yepel 3 MicAlli NiKyBaHHS (OuB. po3min «PapMaKoJIOTiuHi
BJIQCTUBOCTI»).

XBOpUM i3 TOCTPUM iHbapKTOM MioKapHa 3 mimiioMoM cerMeHTa ST, sKi OTPUMYIOTh MeIMKaMEHTO3He

JMiKyBaHHS Ta SKUM II0OKa3aHa TpoMOomiTuuHa/bibpuHOiTHYHA Teparisi, KJIOomigorpess IpUuiMaTH 110
75 mr 1 pa3 Ha go0y, MOYMHAIOYM 3 OOHOPA30B0l HaBaHTaxyBanbHOI o3u 300 Mr y KoMOiHatii 3
ACK, i3 3acTocyBaHHSIM TPOMOOTITHYHUX ITpenapartiB abo 6e3 Hux. JIiKyBaHHSI XBOPUX BiKOM Bifl

75 pokiB moynHaT 6e3 HaBaHTaXKyBa/IbHOI H03HU Knomigorpento. Kom6iHOBaHY Tepatiio ciif
PO3MOYMHATH IKOMOTa paHillle Micyig 0SBU CUMIITOMIB i IPOOOBXKYBaTU IIpUHAKWMHI 4 THUXKHI.
Kopucts Bif 3actocyBanus: KoMmOiHaltii knomigorpento 3 ACK monap 4 TUXHI IPU LIbOMY
3axXBOPIOBaHHI He BUBYasacs (OuB. po3pin «dapMaKoIoriyHi BIaCTUBOCTI»).

Akio nepenbavaeTbcst mpoBeneHHs YKB:

- TallieHTaM, SKUM IIPOoBOOUTHCS nepBunHe YKB, Ta mauienTam, sskum npoBoguthcss YKB Oinbin Hixk
yepes 24 roguHu micns oTpuMaHHs GiOpHHONMITUYHOI Teparii, 3aCTOCyBaHHS KJIOMIOTPeio CIif
IOYMHATHU 3 HaBaHTaxyBasibHOL fo3u 600 mMr. HaBaHTaxXyBanbHy f03y 600 Mr mamieHTaM BiKOM Bif
75 POKiB cyTif mpu3HayaTu 3 00epexkHicTIo (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);

- TalieHTaM, SKUM poBoauThcss YKB y Mexkax 24 romuH micis oTpuMaHHS GibpuHOMITUYHOI
Tepallil, CIIif 3aCTOCyBaTH HaBaHTaXyBaJIbHY 03y Kiomigorpesto 300 mr.

JIikyBaHHS KJIOTiIOTpesieM CJIifi IPOAOBXKYBATH ¥ H03i 75 MI ofguH pa3 Ha mo0y y komOiHarii 3 ACK. ¥V
K/IiHIYHIY MTPaKTHXLI fiana3oH Npu3Ha4yeHol migTpumMyBanbHol fo3u ACK cTaHOBUTS Bif 75 Mr 1o 325
Mr Ha go0y. OcKinbKu 3acToCcyBaHHS Oinbil BUCOKUX 103 ACK mifBuilye pu3uK KpoBOTeUi,
peKoMeHOyeThcs He nepeBuinyBatu o3y ACK 100 mr. Kom6GiHOBaHy Tepariio C/lifi po3noYrHaTh
SIKOMOTa paHillle Micysg MOsSIBY CUMIITOMIB i MPOJ0BXKYBaTH A0 12 MicAILiB (OUB. pO3Ain
«®apMaKkoI0riyHi BJ1aCTUBOCTI»).

ILopocai nauienmu 3 TIA cepe0Hb020 ma 8UCOK020 cmyneHsA puduky abo Masum iwemivHum
iHcysabvmom. [Topocii nanienTy 3 TIA cepeIHbOTO Ta BUCOKOTO CTyIeHs PU3UKY (IOKa3HUK 3a
mkasoo ABCD2 = 4) a6o manuM imeMiyHUM iHCYIbTOM (ITOKa3HUK 3a InKanoo NIHSS < 3) moBunHi
OTPUMYBaTH HaBaHTaXyBaJlbHY 403y Kiomigorpesnto 300 Mr, a IOTiM IIPOAOBXKYBATH JIIKyBaHHS 403010
75 MT KJomigorpesio oguH pa3 Ha no0y ta ACK y mo3i 75—100 Mr opux pa3 Ha goOy. JIikyBaHHS
kionigorpesnieM ta ACK crig mo4uHaTy NPOTAroM 24 TOOUH MiCisd BUNAAKY Ta IPONOBXKYBaTU
npotsaroMm 21 OHSA 3 MOAANBIIO aHTHATPETaHTHOI0 MOHOTEPAII€.

ITauienmam 3 pibpussyiero nepedcepddb KIOMigOTpesib 3aCTOCOBYBATH B ODHOKPATHIM m000Bi# mo3i
75 Mr. Pa3oM i3 KiomiforpeneM ciif po3novyaTu Ta IPogoBxKyBaTU 3acTocyBaHHs ACK (y mosi
75—100 mr Ha mo6y) (muB. po3min «®apMaKOJIOTiuHi BIIaCTUBOCTI»).

Y pasi nponycky go3u:

- SIKII0 3 MOMEHTY, KOJIK MOTPiOHO Oyi0 mpuiitMaTH 4epProBy A03Y, MUHYJIO MeHIle 12 roguH: alieHT
Ma€ HeTalHO NIPUUHATHU NIPONYINEHY 103y, @ HaCTYIIHY [03y BXKe IIpUUMaTH Y 3BUYHUN Yac;

- SKI0 MUHYJO Oinbie 12 roguy, malieHT Ma€ IPUMMaTH HaCTYIIHY YeProBY 03y Y 3BUYHUY Yac Ta
He IIOJBOIOBATH 103y 3 METOK KOMIIEHCYBaHHS NIPONYIIEHOl [03H.

Hupkosa Hedocmamuicmy. TepaneBTUYHUY OOCBI 3aCTOCYBaHHS IIpenapaTy MallieHTaM 3 HUPKOBOIO
HEJOCTaTHICTIO oOMexkeHuM (IuB. po3minn «OcobMUBOCTI 3aCTOCYBAHHS»).

ITeuiHkosa HedocmamHicmb. TepaneBTUYHUN AOCBiM 3aCTOCYBaHHA IIpenaparTy nalieHTaMm i3



3aXBOPIOBAHHSIMH MEYiHKM CEPENHBOI TSKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS T€MOpPariyHoro giate3y
obMexeHu#M (OuB. Po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Hitu. Knmomimorpens He CIifl 3aCTOCOBYBATH HAiTAM (BiKOoM g0 18 pOKiB), OCKiIbKYM HEMAE JaHUX LI0M0
eekTUBHOCTI iKapchKOro 3aco0y mJis Iiei BiKoBOl KaTeropii maiieHTiB (IUB. po3min
«OapMaKoouHaMiKa»).

Ilepedo3yeanns. I1pu nepeno3yBaHHi KIIOMiAOTPeI0 MOXKe CIIOCTePiraTucs MOJ0BXEHHS 4acy
KPOBOTEeUi 3 OAAbIUINMY YCKIIaNHEHHSAMU. Y pa3i BUHUKHEHHS KPOBOTEUYl PEKOMEHYETHCSI
CUMIITOMATU4He JIiIKyBaHHS.

AHTHAOOT papMaKoIoTigYHOI aKTUBHOCTI KJIOMiforpeto HeBigomuii. [1pu He0OXigHOCTI HETaHOT 0
KOPeryBaHHS IIOJOBXKEHOT0 Yacy KPOBOTeUi Hisl KJIOMioTrpesto Moxe 6yTu MpUIUHEHA IIISIX0M
nepeuBaHHS TPOMOOIIMTAPHOI MacCH.

ITobiuni peakuii.

Kopomkuti onuc npogiato 6e3neku. be3neka 3acTOCYBaHHS KJIOMIOTPEITIO JOCTiIKeHa y OibIT HixX
44000 marieHTiB, AKi B3SIIM y4acTh Y KIIHIYHUX OOCTigXKeHHAX (3 Hux Oinbire Hik y 12000 ocib kypc
nmikyBaHHS TpuBaB 1 pik i gosue). Kniniyno 3Hauymri mobiyHi Aii, 110 criocTepiranucs y HOCHiIXKEHHIX
CAPRIE, mig knomigorpento y go3i 75 Mr Ha go0y 3aranom Oyiia nmopiBHSHHOIO 3 fieio ACK y mosi

325 mr Ha go0y He3asiexkKHO Biff BiKy, CTaTi YU pacu XBOPHUX.

Kpim maHuX KIiHIYHUX OOCTigKeHb, BpaXOBYBaIUCh CIIOHTAHHI ITOBiOMJIeHHS PO MO0iYHi peakiil
IIify Yac 3aCTOCYBaHH IIpernapary y KJIiHIuHIN IPakTHUIL.

KpoBoTeua Oyna HalmnoummpeHimoo mo6iyHO0 peakllielo, 10 CIIocTepiranacs K y KIiHIYHUX
OOCHIAKEHHAX, TaK i y IOCTMapKeTUHTOBOMY IEPiofi, mif Yac SKUX BOHA Hai4acTillle BUHUKaNa y
IepIIUH MicAUb JIiIKyBaHHS.

Y mocnimxenni CAPRIE y manieHTiB, sKi 3acTocoByBanu Kiomigorpens abo ACK, 3aranmpHa yacTtoTa
KpoBoTeui cTaHoBuIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX BUIIAKIB KPOBOTEY Oyjia OIHAKOBOIO [JIS
Knomigorpenio Ta ACK.

Y nocnimxxkenni CURE He cmocTepiranocst 30inblleHHs Y4aCTOTH BUHUKHEHHS BEJIMKUX KPOBOTEY MPU
3acTocyBaHHI KoMmbiHanii kimomigorpens ACK ynponoBx 7 [HIB Iiciist MpoBedeHHS onepatiii
A0PTOKOPOHAPHOTIO IIYHTYBAHHS y MAIli€HTIB, SKi IPUIUHUIIYN JTiKyBaHHS OiNbII HiXK 3a 5 [HIB 10
XipypriyHoro BTpy4aHHS. Y MAIi€HTIB, IKi MIPOMOBXKYBaN JIiKyBaHHS BIIPOJIOBXK 5 AHIB [0 omepartiil
A0PTOKOPOHAPHOTO IIYHTYBaHHS, 4YaCTOTa BUHUKHEHHS [IbOT0 SIBUIA CTaHOBUMIA 9,6 % y rpymi
knomigorpens ACK Ta 6,3 % y rpyni nnamne6o ACK.

Y nocnigxenni CLARITY crocTepiraniocs 3arajibHe IiABUIIEHHS YaCTOTU BUHUKHEHHSI KPOBOTEY Y
rpymi, sika npuiimMana knomnigorpens ACK, mopiBHSIHO 3 IpyIolo, sika oTpuMyBaa mnane6o ACK.
YacToTa BUHUKHEHHS BEJIUKOI KPoBOTeUi Oysa momi6Hoio0 B 000X rpymnax. Lig BemuyrHa Gyia CTifKO0
y migrpymnax naiieHTiB, [0 Bifpi3HsINCSA 3a IOYaTKOBUMU IlapaMeTpaMiu i TunoM ¢gibpuHomiTrKa abo
rerapuHOTEpaIlii.



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
oTpuMyBana 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 malieHT 3 HelllofaBHO [IepeHeCeHUM illleMiYHUM IHCYIbTOM, SIKi
OTPUMYBAJIX iIHTEHCHBHY aHTUTPOMOOLIMTapPHY Tepalilo Tphox Jlikapchkux 3acobiB (ACK
KJIOMiIOTpesib QUIIipUAaMol), Majld HagMipHi KpOBOTEUi Ta KPOBOTEYi TSXKKOT'0O CTYIEHS IMOPIBHSHO 3
MOHOTepaIi€io Knomigorpenem abo komOinanieo ACK i gunipumamony (ckopurosaHo 3aranbae BIII
2,54, 95 % [I: 2,05-3,16; p < 0,0001).

Cnucok nobiuHux peakuill y 8ueas0i mabauui. ITobiuHi e(pekmu, siki cnocmepizaaucs nio uac
KAiHIYHUX docaidxceHb abo npu 3acmocy8aHHi AiKapcvbko2o 3acoby y KAiHiuHil npakmuui 3a 0aHumu
CNOHMAHHUX NOBIOOMeHb, HasedeHo y mabauui Hudxcye. [TobiuHi peakuyii poanodiseHi 3a cucmemoro
«OpeaH-Kaac», yacmoma ix BUHUKHEHHA BU3HAYEeHA MAKum YuHoM: yacmo (8id = 1/100 do < 1/10),
Heuacmo (8i0 = 1/1000 do < 1/100), pidko (8i0 = 1/10000 do < 1/1000), dyxce pidko (< 1/10000),
yacmoma Hegidoma (He MOXMCHA OUIHUMU 3d HAABHUMU OaHUMU). [[14 KOJXCHO20 KAdcy cucmemu
opeaHie nobiuHi epekmu 3a3Ha4eHi y nopsaoKy 3HUMNCEHHS iXHbOI ceplio3HoCmi.

Cucmema Yacmo Hevyacmo Pidko Hyoice pidko, yacmoma

«Opeau-Knac» Hegidoma*

3 60Ky KpOBi Ta Tpomborutonenis,  Hedtponenist, TpomboTuuHa

nmiMpaTUIHOl CUCTEMHU JIENKOLUTOIIE IS, BK/IIOYAlOYd  TPOMOOIMTOIEeHIYHA

€e03nHOoDimisa TSIXKKY nypnypa (OuB. po3min
HeHuTponeHito «OcobIMBOCTI

3aCTOCYBaHHS»),
arlacTU4Ha aHeMis,
MIaHIUTOIIEHis,

arpaHynoLuTo3, TAXKKa
TpoMOOITUTONEHisT, HaOyTa
remoimis A,
CPaHyJIO0LUTOIIEHId,
aHeMis

3 6oKy cepist KoyHic-cuHopom
(Ba3ocmacTAyYHa
anepriusa
CTeHOKapHis/anepriuyuuii
indapKT MioKappaa) IK
HACJIigoK peakirii
MiOBUIIEHOI Yy TIUBOCTI [0
KJIomigorpemnto*



3 60Ky iMyHHOI
CUCTEMHU

[Icuxiuni po3magu

3 60Ky HEPBOBOI
CUCTeMu

3 60Ky oprasiB 30py

3 60Ky OpraHiB CITyXy
Ta mabipuHTy
3 60Ky CyouH

3 6OKy muXanbHOI
CHCTEMH, OpPraHiB
TPYOHOIL KIiTKM Ta
CepenoCTiHHSA

3 6OKY ILTYHKOBO-
KHIITKOBOTO TPAKTY

3 6oKy
remaTtobimiapHol
CUCTEMHU

BHyTpilIHbOUEpEIH]
KpOBOTeUi (Y fesaKux
BUMAIKax - 3
JieTaNbHUM
HACTigKOM), TOJIOBHUMN
0inb, mapecTesid,
3amaMOpO4YeHHS
KpoBoBunus y
OUIAHKY OKa
(koH'TOHKTHBAJIbHA,
OKyJIspHA,
peTuHanbHa)

I'emaToMma

Hocosa KpOBOTE4Ya

OInyskoBo-kulIKOBaBupasKa HIIyHKa Ta PeTponepuro-

KpOBOTEYA, Miapes, OBaHAMISITUIIAIOL

abmomiHaNb-HUH KUILKY, TaCTPHUT,

0inb, mucHeIncis OmoBaHHS, HYOOTA,
3aI0p, METEOPU3M

Bepturo

HeaJIbHUH
KPOBOBUIINB

CupoBaTKoBa xBopoba,
aHa(dinakToIimHi peakiii,
IepexpecHa
TinepuyTIUBICTh
TiEHOMIPUANHIB (TaKUX SIK
TUKJIOMIAVH, IPacyTpeb)
(muB. po3min
«Oco6MMBOCTI
3aCTOCYBaHHS»)*,
ayTOIMyHHUH iHCYJTiHOBUM
CHHJIPOM, IO MOXKe
IIPU3BECTH OO TAXKKOL
rinormikemii, 0coO6NIKUBO y
naienTis 3 HLA DRA4
MigTUIIOM

TamronuHaliii, CIyTaHiCTh
CBimOMOCTI

3MiHa CMaKOBOI'O
CIIPUUHSTTS, areB3is

TSAXKKUY KPOBOBUJIUB,
KPOBOTEYA 3 OIepaliiHoi
paHu, BaCKyJIiT,
apTepianbHa TinoTeH3is
KposoTeui pecmipaTopHUX
IISIXiB (KpOBOXapKaHHS,
JleTeHeBa KPOBOTEYa),
OpoHXOCIasM,
iHTEepCTUIiaNbHUM
ITHEBMOHIT, e03uHO0(iTbHA
ITHEBMOHIS
HInyHKOBO-KUIIKOBI Ta
PEeTpPOIepUTOHEATTbHI
KpOBOTEUi 3 JIeTaJIbHIM
HAaCJIiOKOM, TaHKPEaTHuT,
KOJIIT (30KpeMa
BHUPa3KoBUY abo
niMGOLUTaAPHUI),
CTOMAaTHUT

TocTtpa nedyinkoBa
HeIOCTaTHICTh, TeaTHuT,
aHOMAJIbHI pe3yIbTaTu
ITOKA3HUKIB QYHKIIi1
MEeYiHKHA



3 6OKy IIKipu Ta [TigmkipHuU
MifIKIpHUX TKAHUH KPOBOBUIIUB

3 6OKy
PEemponyKTUBHOI
CHUCTEMH Ta
MOJIOYHHX 3aJ103

3 6OKy OITOPHO-
PYXO0BOTO amnapary Ta
CTIOIyYHOI TKaHUHU

3 60Ky HUPOK Ta
CEUYOBUBIIHUX NIJIIXIB

3araneHi po3nanu Ta Kposoreda y micui
peakii y micii in’exkmil

BBe[leHHS IIpenapary

3MiHM B pe3ybTarax

mabopaTOPHUX

LOCIIiIXKEeHb

* [HdopMallis momo KIIomigorpestio 3 YaCTOTOI0 «4acTOoTa HEBioMa».

Bucumnanus, cBep0ix,
BHYTPIIIHBOIIKIPHI
KPOBOBUJIBU
(mypypa)

I'emaTtypisa

INomoBXKeHHS Yacy
KPOBOTEYi, 3HUXKEHHS
KIJIBKOCTI
HeUTpPoGimiB i
TPOMOOIIUTIB

I'iHekoMacTisa

Bynbo3uuii ;epMaTuT
(TOKCUYHUH
elrijepManbHUN HEKPOIIi3,
curapoM CriBeHca-
II>KOHCOHa,
MyNbTU(OPMHA EPUTEMA,
TOCTpUY reHepasi3oBaHui
€K3aHTeMaTO3HUMN
nyctynso3 ([TEID)),
aHTiOHEBPOTUYHUN
HabpsK,
MeIOUKaMEeHTO3HUM
CHHPOM TilepYyTIUBOCTI,
MeOuKaMeHTO3He
BUCUIIAHHS 3
eo3rHO(inmieo Ta
CHCTEMHUMH IIPOSIBAaMU
(DRESS-cungpom),
epuTeMaTo3Hi abo
ekcdomiaTuBHI
BUCUIIaHHS, KPOIIUB' SHKa,
eK3eMa, YepBOHUM
IJIOCKUY JIHIAn

KicTk0BO-M’5130Bi
KPOBOBUJIUBU
(remapTpo3), apTPHUT,
apTpanris, Mianrig
['momepynonedpur,
MOBUINEHHS PiBHSA
KpeaTHHIHY B KPOBi
Fapsauka

[ToBimoMIeHHS IPO Migo3pioBaHi mo6iuHi peakuii. [ToBimoMneHHS Mpo moOiYyHi peakil micns
peecTpaliil 1iKapchKoro 3aco0y Ma€ Bax/uBe 3HaueHHS. Lle Jae 3MOry IPOBOAUTYU MOHITOPUHT

CHIiBBiIHOIIEHHST KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI IIbOTO JTiKapChKOro 3acoby. MeguyHUM Ta
(dbapMaleBTUYHUM ITpalliBHUKAM, a TaKOX IMallieHTaM a0o iX 3aKOHHUM IIpefICTaBHUKAM CITif
TIOBIIOMJISITH TIPO YCi BUMIAOKM Mil03pI0BAHUX MOOIYHUX peaklliii Ta BiACyTHOCTI e(eKTUBHOCTI
JIiKapChKOT0 3ac0o0y Yepe3 aBTOMaTH30BaHy iHpopMalliiiHy cucteMy 3 (papMaKoHarIAmy 3a

nmocunaHHaM: https://aisf.dec.gov.ua.

Tepmin npudamtHocmi. 3 POKH.



YmMmoBu 30epiranHnsi. 30epiratv B OpUTiHaIbHIN YIIAKOBIIi TpX TeMmepaTypi He Butie 25 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicIi.

YnakoBka. Tabmetku Ne 10, Ne 10x2, Ne 10X 3 y GmmicTepax y KopoOiri.

Kareropisi Bimmycky. 3a peluenTtom.

Bupo6HuK. ToBapuCcTBO 3 00MekeHOI0 BifmoBimanbHicTIO «Jocmimauit 3aBonm «['HIIJIC», abo
ToBapucTBo 3 00MexkeHoI0 BinmoBigansHicTio «@APMEKC I'PYTII», abo

TOBAPUCTBO 3 OBMEXKEHOIO BIAITOBIJAJIBHICTHO «KOPITOPALIIA «3JOPOB’d».

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIisi IpoBaKeHHsI HOro JisyIbHOCTi. YKpaiHa,
61057, XapkiBcbKa 0011., MicTo XapkiB, Bynuilsd Bopob6iioBa, 6yIUHOK 8.

(Tosapucmeo 3 obmedceHow 8ionosidanvHicmio «[locaioHutll 3a8o0 «I'HLIJIC»)
Vkpaina, 08301, KuiBcbka 0611., M. Bopucmins, Byn. IlleBuenka, 6ya. 100.
(Tosapucmaeo 3 obmedceHor sionosidaavHicmio «PAPMEKC I'PYII»)

Yxkpaina, 61013, XapkiBceka 0671., MicTo XapkiB, Bynuns llleBuenka, 6yguHoOK 22.

(TOBAPHCTBO 3 OBME2XKEHOIO BIOTIIOBITAJIBHICTIO «KOPITOPALIIA «3JOPOB’f»)



