IHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

IIJIABIKC?

(PLAVIX®)

Cknao:
0itoua pe4o8uHa: KIOMiOrPelkb;
1 TabneTkKa MiCTUTH KJIOIifOrpeso rimpocynbdaty y BUrisai ocaoBu 300 mr;

donomidicHi peuosuHu: MaHiT (E 421), nemono3a MIKPOKPUCTaNiYHa, NOTieTUIEHT TIKOITb,
TiIPOKCHUIIPOIIiNIIEeTI0I03a HU3bK03aMillleHa, OJIis PUITMHOBA TifiporeHizoBaHa, 000oHKa: Omampi
32K14834, tun II (1aKTO31 MOHOTiApPAT, ripoMeno3a, TUTany giokcup (E 171), Tpuanetus, 3amisa
okcup yepBouui (E 172)), Bick kapHayOCHKHU.

JIikapcbka ¢opma. TabmeTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 8 1acmueocmi: POKeBi, TPOOOBracTi TabJIeTKH, BKPUTI IIiBKOBOIO
000710HKOI0, 3 rpaBitoBanHsIM “300” 3 ogHOro 60Ky Ta “1332” — 3 iHmoro.

dapMaKkoTepaneBTHYHA Irpyma.
AuTtutpoMOoTHyYHi 3acobu. IuribiTopu arperartii TpoMOOIKTIB 3a BUHSITKOM renapuny. Knomigorpesns.

Kom ATX: BO1A C04.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Mexaniam pmii. Kimonigorpens — 1e mposiku, oguH i3 #10or0 MeTaboMiTiB € iHribiTOpoM arperartii
TpoMOoIUTIB. [I71s1 TOTO 1100 YTBOPUBCS aKTUBHUIM MeTabOoIiT, SKUil MPUTHIUYE arperartiio
TPOMOOLUTIB, KITIOMiIOTpeb MoBUHEH OioTpaHchopMyBaTucs i miero pepMeHTiB nuToxpomy CYP
450. AKkTuBHUM MeTaboiT KITOMiIorpesIio CeJIEKTUBHO IPUTHIYYe 3B’ sI3yBaHHS afieHo3uHAU(ochaTy
(AI®) 3 #ioro P2Y,,-penienTopaMu Ha MOBepxHi TpoMOoLKTy Ta mopanbiny AIl®-iHOyKOBaHY
aKTHBAIlii0 KoMmyekcy riaikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOIUTIB.
OcCkinbKY 3B’sI3yBaHHS € HEOO0POTHUM, TPOMOOIIUTH, IO BCTYIIUIN ¥ B3aEMO/IiI0 3 KIIOIiOrpesyieM,
3aJIMIIAI0THCS 3MiHEHUMH BIIPOMIOBK YCHOTO IEPIOAy IX KUTTS (IKUU CTaHOBUTHL MPUbIHU3HO 7-10



IHiB), @ BiTHOBIIEHHS HOPMa/IbHOTO (QYHKITIOHYBaHHS TPOMOOIUTIB BimOyBa€ThCs 3i MBUAKICTIO, SKa
BifITIOBiga€ MIBUOKOCTI OHOBJIEHHS TPOMOOLIMTIB. TaK0XK MPUTHIYYETHCS arperarisi TPOMOOIIUTIB,
CIIpUYMHEHA iHIMMY aroHictamu, Kpim AJI®, 3a paxXyHOK TOTO0, 110 IpemnapaT 6JI0Kye aKTUBAIlii0
TpoMOOLIMTiB BuBiTbHEHUM AJID.

OCKinbKY aKTHBHUM MeTabO0IIiT yTBOPIOETHCS i mieio pepmeHTiB rutToxpomy CYP 450, meski 3 SKuX
€ moniMophHUMU ab0 IPUTHIYYIOTHCS iHITMMY TiKapCchKUMH 3acob6aMu, He B yCiX IallieHTiB BUHUKAE
NOCTAaTHE IPUTHIYEHHS arperarliil TpoMOOITUTIB.

®apmakonuHaMiyHi e@eKTHu. 3 MepIIoro JHS 3aCTOCYBaHHS IIperapaTy V IOBTOPHUX JOOOBHX [03axX
75 MT BUSBJISETLCSA CYTTEBE ynoBinbHeHHS AJl®-iHTyKOBaHOI arperatii Tpom6omuTis. s mis
IIPOTPECUBHO MOCUTTIOETHCS i cTabinmi3yeThcs MixK 3 i 7 gHAMU 3acToCcyBaHH4. [Ipu cTabinbHOMY CTaHi
Cepe[Hiit piBeHb IPUTHIYEHHS arperariil ming giero mo6oBoi mo3u 75 Mr cTaHOBUTH Bim 40 mo 60 %.
Arperatiist TPOMOOIUTIB i TPHBAiCTh KPOBOTEUI TOBEPTAIOTHCS OO TOYATKOBOT'O PiBHSA B CEPEIHbOMY
yepe3 5 [HIB MiC/Id NPUIIMHEHHS JIIKyBaHHS.

Kniniyna ebekTuBHICTh Ta 6e3meuHicTh. be3neky i epeKTUBHICTh KITOMiIOTPesIio OI[iHIOBaIX B X0Omi 7
IIOABIVMHUX CJIINUX OOCIIOXKeHb, Y AKUX B3sau y4acTh noHan 100000 namienTis: mocnigxkenus CAPRIE

- IOPiBHSHHS KIIOMiforpenio 3 aleTuncaninunoBoio Kucnotow (ACK) i gocmigxenns CURE,
CLARITY, COMMIT, CHANCE, POINT Tta ACTIVE-A, 110 mopiBHIOBanu KJomigorpens i nnameoo,
obumBa B Kombinatii 3 ACK Ta iHII0I0 CTaHOApPTHOIO TEpAIi€o.

IndapkT Miokapaa (IM), iHCYIbT, 1110 CTANKCS HellloOaBHO, a60 BCTAHOBIEHE 3aXBOPIOBAHHSA
nepudepuynux aprepii. ¥ mocmimxkenus CAPRIE 6yno BkimouerHo 19185 xBopux Ha arepoTpom603,
IIPOSIBOM SIKOT0 OYyB HellofmaBHil iHhapKT Miokapaa (<35 mHiB TOMY), HeIIOJaBHil ileMiyHuN iHCYIbT
(Bim 7 mHiB M0 6 Mics1IiB TOMY) a00 BCTaHOBJIEHE 3aXBOPIOBaHHS mepudepuyHux aptepiit (3ITA).
[MauienTu Oyny paHmoMi3oBaHi IS OTPUMAaHHS Kiomigorpento no 75 Mr/moby abo ACK 325 Mr/mo0y,
micysa 4oro BoHHU nepeOyBanu mif HarnsgaoM Big 1 mo 3 pokis. Y migrpymi iHdapkTy Miokapaa
OinpiricTs nanieHTiB oTpuMyBanu ACK y mepiri feKkinbKa [HIB MiC/Is HOTO PO3BUTKY.

Knomnigorpens nopisesHO 3 ACK 00CTOBIpHO 3HMKYBaB 4aCTOTY PO3BUTKY HOBUX iIIeMIYHUX ITOAIN
(kombiHOBaHa KiHIleBa TOYKa, Ka CKlagasnacs 3 iHpapKTy MioKap[a, illleMi4HOT0 iHCYbTY i
cymuHHOI cMepTi). [Ipu npoBemeHHi aHami3y BiAIOBIAHO [0 IPH3HAYEHOTO Ha IT0YaTKy AOCIiIXKEeHHS
JIiKyBaHHS, ciocTtepiranocs 939 mogiut y rpyni knomigorpento i 1020 mogint - y rpymi ACK (BigHOCHE
3uuxKeHHs pusuky (B3P) — 8,7 %, [95 % [I: 0,2 - 16,4]; p = 0,045). To6To Ha KoxkHi 1000 natieHTis,
SKi JiKkyBanucs 2 poku, momaTkoBo fo 10 [[II: 0 - 20] maifieHTiB yHUKaIM PO3BUTKY HOBOI illleMidHOi
nofii. AHasi3 3arajbHOI CMEPTHOCTI SIK BTOPUHHOI KiHIIEBOl TOYKY He BUSIBUB 3HAUHUX BiIMiHHOCTEN
MixX Teparieto knomnigorpeneM (5,8 %) i ACK (6 %).

AHani3 migrpymn 3a BiAOBiAHMMY 3axXBOpIOBaHHAMMU (iHQapKT Miokapaa, imeMiunuii iHCynbT i 3TTA)
II0Ka3aB, I0 Haubinmbmi eekT (I0 JocsaraB CTaTUCTUYHOI focToBipHOCTI mpu p = 0,003)
crocTepirascs y naieHTiB i3 3[TA (0co6uBO y THX, XTO epeHic iHpapkT miokapaa) (B3P = 23,7 %;
IOI: 8,9 - 36,2), meHmuu#t epekT (110 JOCTOBIpHO He BigpizHsBcs Bim edekTy ACK) 6yB y maliieHTiB 3
incynstoMm (B3P = 7,3 %; [I: -5,7 - 18,7 [p=0,258]). ¥ nanieHTiB, BKIIOYEHUX Y AOCTIAKEHH, IKi
HeI[0[laBHO TlepeHec/In iH(papKT MioKap/a, BIIUB KJIOMIOTPeIio 3a YHCEeIbHIMY IT0Ka3HUKaMu OyB
MEHIIINM, ajie IIpY LbOMY BiH CTQTUCTHUYHO OOCTOBIPHO He BimpisHsaBcd Bif BiuBy ACK (B3P = -4 %;
OI: -22,5 - 11,7 [p=0,639]). Kpim Toro, aHami3 migrpyn XBOPUX Pi3HOTO BiKY CBiIYMUTE, III0
CIPUATIUBUY e(eKT KJIOMiOTpeio y mallieHTiB BikoM IoHap 75 pokKiB OyB HUXKYMM, HiX y TaIli€HTiB
BiKOM IO 75 POKiB.

Ockinbku noTykHiCTh gochimxkenHss CAPRIE He Oyra JoCTaTHBOIO, 11100 OIiHUTY e(PeKTUBHICTD OIS
OKpPEMUX IIATPYI, 3a/UIIa€ThCA HE3PO3YMIIUM, UM [iliCHO iCHYIOTh BifMIiHHOCTI Y BiTHOCHOMY



3HUXKEHHI PHU3UKY OJId XBOPHUX i3 p13HI/IMI/I 3aXBOPIOBAHHAMH, YU pi3HI/IU;${ 6yna BHUIIaJKOBOIO.

CocTpuit kKopoHapHu# cuagpoM. Y pocrigxkenuss CURE 6yno BkmoueHo 12 562 malfieHTH 3 TOCTPUM
KOpOHapHUM cuHOpoMoM 6e3 migiiomy cermeHnTa ST (HecTabinbHa CcTeHOKapHis abo iHGapKT
Miokappaa 6e3 3y6us Q), B IKUX 3a OCTaHHI 24 TOOWHU CIIOCTepiraBcst Hamaa 0010 B Ipyasax abo
cuMrToMu imemii. YV martienTiB 6ynu 3minu Ha EKT, 1110 cBiguaTh mMpo HOBY imemito, a0 migBUIIEHHS
aKTHBHOCTI ceplieBux pepmeHTiB abo TpomnoHiny I yu T MiHiMyM yaBidi MOPIiBHSIHO 3 BUINOI0 MEXKEIO
HOpMHU. XBOpi Oy/IK paHOMi30BaHi [AJIsT OTPUMaHHS KJIOMigorpesnio (HaBaHTaxyBanbHa go3a 300 Mr 3
IOofla/IbIINM 3aCTOCYBAHHSAM J000B01 fo3u 75 Mr, n=6259) abo mnanedo (n=6303), obunsa y
koMOiHarii 3 ACK (75-325 mMr onguH pa3 Ha 100y) Ta iHIIIOK CTaHOAPTHOIO Teparieio. TpuBamicTh
nikyBaHHS Oysa 0o ogHoro poky. Y xomi gocmimxkenus CURE 823 (6,6 %) naiieHTy oTpuMyBanu
TaKOXK CYIIYTHIO Tepalilo aHTaroHicToM riikonpoTteinoBux penentopiB GPIIb/IIla. Binem HiXK 90 %
IallleHTiB OTPUMYBaJIU rerapruiu. Taka CynyTHS Tepallisd CTaTUCTUYHO JOCTOBIPHO HE BIIJIMBaJjla Ha
BiIHOCHY 4aCTOTYy BUHMKHEHHS KPOBOTEY IIPU JIiKyBaHHI KJIomiforpeneM i mnmnamue6o.

KinbkicTh mallieHTiB, IKi JOCATIM TePBUHHOI KiHIIeBOi TOUKHU [ceplieBo-cyauHHa cMepTh (CCC), IM
abo incynbT], cranoBuna 582 (9,3 %) y rpymni knonigorpemio i 719 (11,4 %) y rpymi nnane6o.
BigHocHe 3HMXKeHHS pu3uky cTaHOBUIO0 20 % (95 % OI 10 % - 28 %; p=0,00009) gnsa rpynu
kionigorpento (17 % — npu KOHCEpBaTUBHOMY JIiKyBaHHI, 29 % - Ipy IpoBeeHH] 4epe3IKipHol
TPaHCIIIOMiHaTbHOI KOPOHAPHOI aHTiOMIacTUKY 3 a00 6e3 BcTaHOBIEHHS CTeHTY i 10 % - npu
IIPOBEMIeHHI aOPTOKOPOHAPHOTO LIYHTYBaHH). [lonepenKeHHs PO3BUTKY HOBUX CEPLIEBO-CYOAUHHUX
nofi (mepBUHHA KiHIIeBa TOYKa) BimOyBasocs 3 BiTHOCHUM 3HUKEHHSIM PU3UKY, SKe CTaHOBUIIO 22 %
(OI: 8,6 - 33,4), 32 % (OI: 12,8 - 46,4), 4 % (OI: -26,9 - 26,7), 6 % ([O1: -33,5 - 34,3) i 14 % ([I:
-31,6 - 44,2) B mepiogu 0-1, 1-3, 3-6, 6-9 i 9-12 micsiniB gocmigkeHHs BifmoBigHo. ToO6TO Yepes
Oinbi HiX 3 MicsLi TiKyBaHHS CIIPUATINBUM ePeKT, 110 crocTepirascs y rpymi kinonigorpens ACK,
OinbIlle He 3POCTaB, a PU3MK BUHUKHEHHS KPOBOTEUi 3a/IuINaBcs (quB. po3min «OcoOmuBOCTi
3aCTOCYBaHHS»).

3acTocyBaHHs Kiomiforpenio i yac pocimxkenuss CURE 3uuKkyBaso notpedy y TpoMOO i THYHIN
teparrii (B3P = 43,3 %; [1: 24,3 % - 57,5 %) Ta B iHribiTopax rmikonpoTeiHOBUX PEILEeNTOPIiB
GPIIb/IIa (B3P = 18,2 %; OI: 6,5 % - 28,3 %).

KinpkicTh malfieHTiB, 10 OCATIN KOMOiHOBaHOI mepBUHHOI KiHlleBoi Touku (CCC, IM, iHcynbT abo
pedpakTepHa imemist), cranoBuna 1035 (16,5 %) y rpymi knomigorpento i 1187 (18,8 %) y rpymi
nnane6o0. BigHocHe 3HMXKEeHHS pu3uKy cTaHoBUIO 14 % (95 % [I: 6 % - 21 %, p=0,0005) y rpymi
kiomnigorpeno. Takuit e¢ekT OyB 30e0iNbIIOro 3yMOBIEHUY CTAaTUCTUYHO 3HAUYIIUM 3HUKEHHSIM
yacToTH BUHMKHEHHS IM [287 (4,6 %) y rpymi knomigorpento i 363 (5,8 %) y rpymi nnane6o]. 3minu
YaCTOTH MTOBTOPHUX T'OCIiTaMi3allilil 3 IpuBoay HecTabimbHOI CTeHOKapii He CIocTepiranocs.

Pe3ynbTaTu, ofiepxkKaHi y Tpynax MalieHTiB i3 pisHUMHU XapaKTepUCTUKaMU (HalpuKiag HecTabinbHa
cTeHokapgis abo IM 6e3 3y6us Q, piBeHb PU3UKY Biff HU3BKOTO [0 BUCOKOTO, fiabeT, HeoOXigHiCTh
peBacKyngapu3allii, Bik, cTaTh TOI0), 30iranucs 3 pe3yjlbTaTaMy IEPBUHHOTO aHani3y. 30KpeMa,
momaTkKoBuM aHaumi3 2 172 nanienTiB (17 % yciel rpynu nauieHtiB CURE), skum 6yio BCTaHOBIIEHO
creHT (Stent-CURE), mokas3sas, 1110 IIpH JTiKyBaHHI KJI0MigorpesieM MOPiBHSAHO 3 miane6o
crioctepiraeTscsa gocTtoBipHe B3P (26,2 %), 110 CBiIYUTh Ha KOPUCTE KIOMIOTPENio y IoNepeaKeHHi
PO3BUTKY IepBUHHOI KiHIleBol Touku (CCC, IM, iHCynbT), a TakoXK moctoBipHe B3P (23,9 %) nns
npyroi KoMmOiHOBaHOI mepBUHHOI KiH1eBoi Touku (CCC, IM, incynbT abo pedpakTepHa imemis).
Binbire Toro, mpodinb 6e3meku KIIOMiJOTpesIio B 1iil MiArPyIli MallieHTiB He BUKIUKAE HisTKUX
0Cc0o06IMBUX 3ayBaXKeHb. TaKUM YUHOM, PE3YJIbTAaTH NOAATKOBOTO aHai3y TPyNu Malli€eHTiB
CIIiBIIAfaloTh 3 pe3yjibTaTaMU BChOT'0 NOCIIIIXKEHHS.

CropustnuBuil epekT KIIomigorpeso 6yB IPoaeMOHCTPOBAHUM HE3aJIeXKHO Bil OTPUMaHHS



HEeBiKJIagHOTO Ta JOBTOTPHUBAJIOTO JIiKyBaHHS iHIIMMU CEPLEBO-CYOUHHUMHU 3aco0aMu (TaKUMH $IK,
refapyH/HU3bKOMOJIEKYIIPHUM remnapuH, iHribitopu ruikonpoTeinoBux peuentopis GPIIb/IIIa,
Tinigo3HKMKY0Ui mpemnapaTtu, 6eTa-6710KaTOpU Ta iHTiGiTOPKU aHTiOTEH3UHIIEPETBOPIOIOYOro PepMeHTy
(AI1I®)). EdpekTuBHiCTH KOMigorpenio He 3amexarna Big go3u ACK (75-325 Mr oguH pa3 Ha mo0y).

IndapkT Miokapma 3 mimitomom cerMeHnTa ST. YV marieHTiB i3 roctpuM IM 3 migitomom cermenTa ST

(STEMI) 6e3neky i epeKTUBHICTh 3aCTOCYBaHHS KJIOIMIIOTPeJIIO OIIiHIOBaIM Y ABOX PaHIOMi30BaHUX,
n1a1e00-KOHTPOJIbOBAHMX, TTOABINHO ciinux pociimxkenHsx CLARITY, mpocrieKTUBHOMY aHali3i
nigrpyn CLARITY ( CLARITY PCI) i COMMIT.

Y mocnipxenuss CLARITY Oymo BkimodeHo 3491 malfieHTa, y SKUX IPOTITOM OCTaHHIX 12 roguH
BimOyBcs IM 3 migitomoM cermeHTa ST i skum Oyra 3aniaHoBaHa TpoMOoIiTHYHa Teparis. [1anienTu
omepxKyBanu Kiomigorpens (300 Mr HaBaHTaXKyBaIbHOI 003U, Haji - mo 75 mr/moby, n=1752) abo
nnane6o (n=1739), obunsa y kombinarii 3 ACK (HaBaHTaxyBasibHa go3a — 150-325 Mr 3 mopanbmm
3aCTOCYBaHHSM 110 75-162 Mr/mo0y), GiOpuHOMITUYHNM IIperapaToM Ta y pa3i HeobxigHOCTi -
renapuHoM. [Tomarnbiiie ciocTepexkeHHs 3a namieHTamu TpuBano 30 nHiB. [IepBUHHOIO KiHIIEBOIO
TOUKOI0 OyJia OKII03is iHpapKT3amexkKHOI apTepil, BUSBIeHa Ha aHTiorpaMi Iepef BUMMCKOIO 3
KJTiHiKH, cMepTh abo peuuaus [IM nmepen npoBefeHHSIM KOPOHapHOI aHriorpadii. [I71g namieHTiB, SKuUM
He IIPOBOMXIIM aHTiorpadiio, IePBUHHOIO KiHIIEBOIO TOYKOIO OyJia cMepTh abo peruaus iHapKTy
MioKappa o 8 mobu abo 10 MOMEHTY BUMMCKHY 3 KiTiHiku. Cepeq malieHTiB, sSKi Opaiu y4acTh y IbOMY
nocrimxkenHi, 6ymo 19,7 % xiHok Ta 29,2 % marieHTiB y Bimi Big 65 pokiB. 3aranom 99,7 % mallieHTiB
oTpuMyBanu pibpuHONMiTUYHI npenapaTy (pibprHOocTenudivni - 68,7 %, pibpuHOHEecTenUPiuHi -
31,1 %), 89,5 % - renapus, 78,7 % - 6eta-6nokatopu, 54,7 % - inribitopu AII® i 63 % - cTaTUHU.

[TepBUHHOI KiHIIEBOI TOYKHU HOCATIHN 15 % malieHTiB i3 rpyny, 10 OTpHMyBasla KJIOMiorpens, i

21,7 % i3 rpynu, 1o oTpuMyBaa muane6o. TakuMm 4uHOM, ii aOCONIOTHE 3HUKEHHS CTAaHOBUIIO 6,7 %
3 nmepeBarow y 36 % Ha KOpUCTh Kiomigorperto (95 % [I: 24 - 47 %; p < 0,001), B ocHOBHOMY Y
3B’SI13KY 3i 3MEHIIIEeHHSIM BUIIQMIKiB PO3BUTKY OKJII03il, IOB’sI3aH0l 3 iHpapKTOM apTepii. Taka nmepesara
CIloCTepirasnacs B yCiX Hallepeq BU3HA4YEHUX MIATrpynax MalieHTiB, pO3NOOiIeHUX 3a BiKOM, CTaTTIo,
JI0Kasi3alieio iHGapKTy i BUIJOM OTpHMYyBaHOI Tepartil ¢pibprHoniTHKaMy ab0 renaprHaMH.

B anamnisi nigrpyn CLARITY PCI B3sinu y4acts 1863 namientu 3 IM 3 nmigiiomom cermenTa ST Ta
IIPOBEEHHSIM Yepe3IIKipHOT0 KopoHapHOro BTpydaHHs (HKB). Y mamieHTis, SKi oTpuMyBaIn
KJIOMiiorpenb y HaBaHTaxyBasbHil 703 (HI) 300 mr (n 933), criocTepiranu qOCTOBipHE 3HUXKEHHS
YaCTOTH CepIeBO-CyaguHHOI cMepTi, IM abo iHcynbTy miciasgs YKB mopiBHSHO 3 MallieHTaMu, SKi
orpumMmyBanu mianebo (n = 930) (3,6 % mpu monepegHLOMY JTiKyBaHHI KJIomigorpeneM npotu 6,2 %
Ipu 3acTocyBaHHi mane6o, BII: 0,54; 95 % [I: 0,35-0,85; p = 0,008). Y nalfieHTiB, gKi 0oTpuMyBau
knomigorpens y HII 300 Mr, ciocTepirany OCTOBipHE 3HUKEHHS YaCTOTH CEPIIEBO-CYOUHHOI CMEPTI,
IM a6o incynbry npotsirom 30 pHiB nicns YKB nopiBHSAHO 3 malieHTaMu, sIKi 0TpUMyBasu mianebo
(7,5 % mipu momepemHLOMY JTIiKyBaHHi Kiomigorpenem npotu 12,0 % mpu 3acTocyBaHHi miarebo, BIII:
0,59; 95 % [I: 0,43-0,81; p = 0,001). He cmocTepiranu cyTTEBOI Pi3HUII y YACTOTi BeNMUKUX abo
He3HaYHWX KPOBOTed Mixk o00Ma BAaM# JIikyBaHHS (2,0 % mpu nmonepegHbOMY JTiKyBaHHI
Knomigorpenem mpotu 1,9 % npu 3actocyBanHi nnane6o, p > 0,99). Pe3ynbpTati 11bOT0 aHami3y
0OT'PYHTOBYIOTh PAHHE 3aCTOCYBaHHS HaBaHTAXKYBaJIbHOI I03H KJIOIimorpeio npu IM 3 migitomom
cermeHTa ST i cTpaTerioo CTaHZapPTHOI'O NOIIEPENHbOr0 JIIKyBaHHS KJIONiforpesieM IIpY IPOBeeHH]
YKB.

IBodakTopHuil gu3arH gociaimkeHHs COMMIT BkmiouaB 45 852 nali€HTH, y SKUX IPOTATOM
OCTaHHIX 24 TOOWH CIOCTEPIiraaocs BUHUKHEHHS CUMIITOMIB, SKi Ial0Th MOXKJIUBICTE 3aMMimo3puTu IM,
10 MiATBEPAXKYETHCA BiIXUIEHHAME Bil HOpMu noka3HUKiB EKI' (Hanmpukiap mifiioM 4u gemnpecis
cermeHnTy ST abo 6rokafa iBoi HixkKM y4Ka ['ica). I[TallieHTH OTpUMyBaiu KJIOMiIOTPeb

(75 mr/moby, n=22 961) a6o nnanedo (n=22 891) y kombinariii 3 ACK (162 mr/mo0y) mpoTsrom 28



nHiB @00 0o BUMKCKY 3 JliKapHi. KoMOiHOBaHUMY IEPBUHHUMU KiHIIEBUMU TOYKaMU OyJX JIeTaIbHICTh
3 Oyabp-KOi MPUYUHY i mepmuil penuaus indapkTy Miokapaa, iHCyIbT abo cMepTh. Y TpyIli nalieHTiB
oymno 27,8 % xiHokK, 58,4 % marienTiB = 60 pokiB (26 % = 70 pokiB) i 54,5 % mnamieHTiB, AKi
oTpuMyBanu GpiOpHHOMITUYHI TpenmapaTy.

Knomigorpenb CTaTUCTUYHO OOCTOBIPHO 3HMKYBAB BiTHOCHUYN PU3UK PO3BUTKY CMEPTI 3 OyIb-sIKO1
npuyuHy Ha 7 % (p 0,029) i BigHOCHUY pu3uK KoMOiHaIlil peruauBy iHdapkTy, iHCYynbTy abo cMepTi
Ha 9 % (p = 0,002), o BigmoBimae abcomoTHOMY 3HMKeHHIO Ha 0,5 % i 0,9 % BignoBigHo. Takui
eekT BiI3HayaBCs y Malli€HTiB Pi3HOTO BiKy Ta CTaTi He3ajleXkKHO Bifl mpuiioMy QiOpPUHOIITHKIB i
CIIOCTepiraBcs IPOTATOM Nepiux 24 roguH.

HaBaHTaxyBanbHa fo03a Kaomigorpesnoo 600 Mr y nalieHTiB 3 TOCTPUM KOPOHAPHUM CUHAPOMOM Ta
nposeneHHam YKB.

Hocaiooncenns CURRENT-OASIS-7 («3acmocysaHHA onmumMaabHux 003 K/10nido2pearo i acnipuHy
015 3MeHWeHHA peuudusie - OpaaHi3ayis ouiHKu cmpamezil npu iwemivHUX cCuHOpomax, 7 eepcis»)

Lle panpmomizoBaHe paKTopianbHE HOCTiAKEHHS 0X0MTioBajo 25 086 ocib 3 rocTpuM KOpOHaPHUM
cuagpomoM (I'KC) Ta 3ammaHoBaHuM paHHIM nmpoBemeHHsM YKB. ITarientu Oynu paHgoMi3oBaHi amis
OTpUMaHH4 moAaBiiHOl fo3u (600 Mr y 1-i geHb, noTtiM 150 Mr 3 2-T0 §O 7-TO OHA, IOTIM 75 MT Ha
no0y) MopiBHSHO 3i cTaHAapTHOIO 03010 (300 Mr y 1-# geHb, oTiM 75 MT Ha [00y) KJIOMmigorpenio, a
TaK0Xk BHCOKOi mo3u (300-325 Mr Ha m0o6y) abo HU3bKO1 mo3u (75-100 Mr Ha moby) acmipuny. ¥

24 835 nanienTis 3 'KC, gki Opanu y49acTh y AOCHiAXKeHHi, Oyna mpoBefeHa KOpoHapHa aHriorpadis,
ay 17 263 - YKB. ¥V 25 086 marrienTis, sKi Opanau y4acTh Y OOCIiOKeHHi, criocTepiranaacs momidHa
YyacToTa CepIeBO-CYAUHHOI cMepTi, iHdapkTy Miokapaa abo iHcynbTy (4,2 % mpu mpuiiomi
Kiomigorpenio B mo3i 600/150/75 mr npotu 4,4 % npu npuioMi knomigorpento B 1o3i 300/75/75 wr,
BP 0,94; 95 % [II 0,83-1,06; p = 0,30). Benuki KpoBOTeYi YacTillle CIOCTepPiraaucs npu MpuruoMi
Knomigorpento B 0o3i 600/150/75 Mr (2,5 %) mopiBasHO 3 03010 300/75/75 mr (2,0 %), BP 1,24; 95 %
I 1,05-1,46; p = 0,01. Ognaxk cepeqn 17 263 naijieHTiB, skum npoogunu YKB, nopiBHSAHO 3i
CTaHIapPTHO 00300 IOBiHA [03a KJIOMiJOTpeIi0 3HNKyBajla 4aCTOTy IePBUHHOL KiHI[€BOl TOUKHU
(3,9 % npotu 4,5 %, koperosauuii BP 0,86, 95 % I 0,74-0,99, p 0,039). CnocTepiranocs 0OCTOBipHE
3HUKEHHS TPoMO03y cTeHTa cepen 17 263 martrieHTiB, skuM nposoaunu YKB, pu 3acTocyBaHHI
TIOJIBiMHOI MO3U KJIOMigOrpesiio MOPiBHSAHO 3i cTaHmapTHUM nikyBaHHSAM (1,6 % mpoTu 2,3 %, BP 0,68;
95 % N1 0,55-0,85; p = 0,001). Benuki KpoBOTEUi YacTillle CIIOCTePiraaucs nNpu 3aCTOCyBaHHI
MIOMIBiMHOI MO3U KIIOMIigOTpesIio, HiK MPHU 3aCTOCYyBaHHI cTaHmapTHOI fo3u (1,6 % mpotu 1,1 %, BP =
1,41, 95 % 11 1,09-1,83, p = 0,009).

Hocnioxncerus ARMYDA-6 MI (kKAHmumpomboy,umapHa mepanis 0415 3MeHWeHHA YPAHCEeHH S
Mmiokapda nid yac avezionaacmuku - iH(papkm miokapoa»)

Y 11boMy paHIOMi30BaHOMY MTPOCIEKTUBHOMY MiKHapogHOMY 6araToOIeHTPOBOMY IOCTiIXKeHHi
OLIiHIOBa/IM NonepenHe IikyBaHHA KionigorpeneM y HIT 600 mr npotu 300 mMr npu TepMiHOBOMY
npoBenenHi YKB npu IM 3 niguiomoMm cermenTa ST. IlanieHTy oTpumyBanu Kionigorpens y HIJ

600 Mr (n = 103) abo knomigorpens y HI, 300 mr (n = 98) nepen YKB, notim o 75 Mr/go0y 3 oHS
nicng npoBeneHHS YKB 1o 1 poky. V nauieHTis, gki orpumyBanu kinonigorpens y HII 600 mr, po3mip
indapkTy OyB 3HAYHO 3MEHIIEHWH TOPIBHSHO 3 MalliEeHTaMu, SKi OTpuMYyBanu Kiomnigorpens y HI,
300 mr. Ouiska < 3 3a mkasoo nepdyail TIMI micnsg YKB npu HII 600 mr cnoctepiranacs pipire
(5,8 % mipotu 16,3 %, p = 0,031), 6yna nokpamena ®BJIII npu Bunucti (52,1 + 9,5 % npoTu 48,8 +
11,3 %, p = 0,026), a npoTsarom 30 mHiIB cepiio3HUX OOIYHUX CEPIEBO-CYOUHHUX SIBUIL OyJI0 MEHIIIe
(5,8 % mipotu 15 %, p = 0,049). He cnioctepiranocs 36i/bIleHHS YacTOTi KpoBOTedi ab0 yCKIagHEeHb Y
MicCIIi BBe[leHHS (BTOPUHHI KiHIleBi Touk# Ha 30-i [IeHb).



Iocaidocenns HORIZONS-AMI («['apmoHi3auia pe3yabmamis pesackyasapusauii ma 8CmaHo8/1eHHA
cmeHmia npu 20cmpomy iHgpapkmi Miokapoa»)

Lle mocnigKeHHS 3 allOCTEPIOPHUM aHaTi30M 0yy10 IPOBEOEHO AJIS OLiHIOBaHHS TOTO, YU 3a0e3neyuye
HJII 600 mr mBupLe Ta CUIbHille MPUTHIYEHHS aKTUBallii TpoMOouuTiB. [1pu mpoBeneHH] aHammizy
ouintoBanu BB HJI 600 mr mopiBasgHO 3 300 Mr Ha 30-geHHI KiiHiYHI pe3ynbTraTt ¥ 3311 namieHTiB
3 0CHOBHOTO gochimkenHs (n = 1153; rpyna HJJ, 300 mr; n = 2158; rpyna HII 600 Mr) nepeq
KaTeTepHu3allielo CepIisi 3 MOAaIbIIo0 103010 75 Mr/mo0y IpoTsaroM = 6 MiCSIIB IiCIs BUIMCKH.
Pe3ynbpTaTy MpomeMOHCTPYyBaIu JOCTOBipHO HUXKYi 30-0eHHi (6e3 KOpeKIlil) TOKa3HUKU CMEPTHOCTI
(1,9 % mpotu 3,1 %, p = 0,03), moBTOpHOTrO iHdapkTy (1,3 % mpotu 2,3 %, p = 0,02) Ta HasiBHOrO a0
1“MoBipHOTO TpoMO03y cTeHTa (1,7 % mpoTu 2,8 %, p = 0,04) mpu 3actocyBanHi HII 600 mMr 6e3 BuIIoi
YacTOTH KpoBoTeY. 3rigHo 3 6aratohakTOPHUM aHaIi30M HaBaHTaXKyBaJlbHA [03a KJIOMiIOTPeTio

600 Mr Oyna He3aneKHUM IPEJUKTOPOM 3HUKEHHS YaCTOTH Cepio3HUX HebOakaHUX CepIeBUX SIBHUII]
npotsarom 30 guiB (BP 0,72 [95 % M1 0,53-0,98], p = 0,04). YacToTa BeTUKUX KPOBOTEY (He
II0B’I3aHUX 3 aOPTOKOPOHAPHUM IIYHTYBaHHAM) cTaHoBuUa 6,1 % y rpymi HII 600 mr ta 9,4 % y
rpymi HI 300 mr (p = 0,0005). YacTtoTa He3HauHUX KpoBOTed cTaHOBUAa 11,3 % y rpymi HIT 600 mMr
ta 13,8 % y rpymi HII, 300 mr (p = 0,03).

Y metaaHani3 (Vyas et al., 2014) gna ouinku KniHigHol nepeBaru H] knonigorpesnto 600 mMr y
namieHTiB 3 IM 3 migitomom cermenTa ST Ta nmpoBemeHHsM YKB 6yio BK/II0UeHO [aHi feB’ ATH
mociimkens, ony6nikoBaHux y mepion 3 2009 mo 2012 pik. OCHOBHUMM KiHIIEBUMHU TOYKaMHU
eekTuBHOCTI Ta Oe3meku Oyu cepiio3Hi HebaxkKaHi cepIeBO-CyINHHI SIBUIIA i BEIMKi KPOBOTEYi.
IocToBipHE 3MEHIIIEHHS CEPHO3HNX He0axkaHUX CePIeBO-CyAUHHUX SBUIL CIIOCTEPIranocs mpu
3actocyBanHi HJI 600 mr (BIII 0,75; 95 % III 0,63-0,91; p = 0,003) nmopiBusHO 3 mo30t0 300 Mr 6e3
30inbIIEHHS PU3UKY PO3BUTKY cepio3HUX KpoBoTed (600 mr [89 saBuig y 3551 nmarienTa, 2,5 %] Ta
300 mr [63 gBua y 2796 namienTis, 2,25 %]; BIII 0,84; 95 % I 0,60-1,16; p = 0,28).

Y meTtaanamnisi (Siller-Matula et al., 2011), skuit BKIo4aB 5 paHOOMi30BaHUX Ta 2 HEPaHOOMi30BaHi
nocnigxenHs, nopieaioBanu HII knomigorpemnto 300 mr (n = 11 148) Ta 600 mMr (n = 14 235) y
nauienTis, skuM npoBogunu YKB. 3aramom HJI 600 Mr Gyna moB’si3aHa 3i 3HUKEHHSIM BiTHOCHOTO
PU3HUKY Cepiio3HUX HeDaxkaHUX ceplieBo-cyguHHUX spuil Ha 34 % (BP 0,66; 95 % 11 0,52-0,84; p

< 0,001). HIO 600 Mr knomimorpento He Oy/a II0OB's3aHa 3 MiIBUIIIEHUM PU3UKOM PO3BUTKY BEJIUKUX
kpoBoteyd (BP 0,91; 95 % [II 0,73-1,15; p 0,44).

Tpusane (12 micsliB) 3aCTOCYBaHHS KIIOMigorpento namuiedtaM 3 IM 3 migiiomoM cerMeHTa ST micng
YKB.

Hocaidxcenus CREDO («Kaonidoepenb 011 3MeHWeHHA HebaxcaHux seuu, nid yac
cnocmepexiceHHs»)

Lle panmoMi3oBaHe NOABiMHO Ciiine m1ale60-KOHTPOILOBAHE AOCTIIXKEeHHS OYII0 TPOBEEHO 3 METOIO
oLiHKM KOpUCTi TpuBasoro (12 mics1iB) nikyBaHHs KnomigorpeneM micnsg YKB. 2116 namienTiB 6ynu
parpmomizoBaHi g orpuManHsg HIT 300 mr kimomigorpesnio (n = 1053) ab6o mnamnebo (n = 1063) 3a
3-24 ropunau o YKB. Iicns 1poro Bci mamieHTH B 000X rpymax OTPUMYBaIM KJIOMiOrpenb B 1031

75 Mr/no0y mo 28-ro gHsA. 3 29-ro oHA [0 12 MicsIliB malieHTH B I'PYII KJIOMiAOTPesio OTPUMYyBaIn
KJIOIigorpesb B f03i 75 Mr/moly, a B KOHTPOJIbHIM rpymi - mnane6o. O0UABI rpynu OTpUMyBalu
aCIipuH MPOTATOM YChOTO JOCTigXKeHHs. Yepe3 1 pik mpu 3aCTOCYBaHHI KJIOMigOTPEITI0
CIoCTepirasocsi 3HauyHe 3HUXKEHHs KOMOiHOBaHOT0 pu3uKy cMepTi, IM abo iHCynbTy (BigHOCHE
3HMXKEeHHS Ha 26,9 %, 95 % [I 3,9-44,4; p = 0,02; abcomoTHe 3HUKEHHS Ha 3 %) MMOPIiBHSIHO 3
nnaine6o0. 3HayHOro 36ibIIeHHS YaCTOTH BeIMKUX KpoBoTed (8,8 % mpu 3acToCyBaHHI KIIOIiIOrPeio
npoTu 6,7 % mpu 3acTtocyBanHi nnanebo, p = 0,07) abo He3HauHUX KpoBOTeY (5,3 % mpu
3aCTOCYBaHHI KJIOMiforpento npotu 5,6 % mnpu 3actocyBanHi mmanebo, p = 0,84) yepes 1 pik He



cmocTepiranocst. OCHOBHUM BHCHOBKOM 3a Pe3yJIbTaTaMM IbOT'0 OOCITIIKEeHHS € Te, IO MPOI0BKEeHHS
IPUHOMY KIIOMiZOTPEITI0 Ta aclipHHy IIPOTIToM IoHalMeHIIe 1 POKY IPU3BOOUTH OO CTATUCTUYHO Ta
KJTIHIYHO 3HAQYYIIIOr0 3MEHIIIEHHS] OCHOBHUX TPOMOOTUYHUX SIBHIII.

Hocniooncennsa EXCELLENT («E¢gexmusHicmb cmenmis Xience/Promus ma Cypher u,000
3MEeHWeHHA Ni3HIX BMpam nicAsa CMeHMYBAHHA»)

Lle mpocneKTHBHE BifKpUTe PaHOOMi30BaHe HOCTiAKeHHs 0yJI0 ITPOBEIeHO s OIL[iHIOBAHHS TOTO0, YU
Oynme 6-micsyHa mopBifiHa aHTUTPpOMOOIMTapHa Teparis (DAPT) He MeHII e(eKTHUBHOIO, HiX 12-
Mmicsiura DAPT micnsa iMmTaHTallii CTEHTIB 3 TIKapChbKUM IMMOKPUTTSAM. Y TOCTiAXKeHHi Opanu
y4acTb1443 malfieHTH, SKUM IIPOBeM iMIIaHTalliio Ta AKi Oy/Iu paHOoMi30BaHi 71 OTPUMaHHS 6-
micsguroi DAPT (acmipun 100-200 Mr/goOy mitoc Knomigorpens 75 Mr/mo0y IpoTsaroM 6 MicsIiB, a
oTiM nuiire acmipus no 12 micsmis) abo 12-micsturoi DAPT (acmipus 100-200 mr/mo6y mmroc
kJonigorpesns 75 mMr/moby npotsirom 12 micsiis). [JocToBipHOL pi3HUI Y YacTOTi HEAOCTATHOCTI
11iTb0BOI cynuHU (KoMOiHOBAHOTO MOKa3HMKA ceplieBoi cMepTi, IM abo peBacKynsipu3aliii HinboBoi
CyOuHHU), siKa OyJia IIepBUHHOIO KiHIIEBOIO TOYKOI0, MiX Ipynamu 6-micsiuHoi ta 12-micsturol DAPT He
croctepiranocs (BP 1,14; 95 % 11 0,70-1,86; p 0,60). Kpim Toro, gocmigkeHHS He
IIPOIEMOHCTPYBAJIO CYTTEBOI Pi3HUII OO0 KiHIIEBOI TOYKM Oe3meKu (KOMOiHOBAaHOTO ITOKa3HUKA
cmeprti, IM, iHCynbTY, TPOMOO3Y CcTeHTa ab0 BeInKOol KpoBoTedi 3a mkasoo TIMI) mix rpynamu 6-
MicstuHol Ta 12-micsunoi DAPT (BP 1,15; 95 % II 0,64-2,06; p = 0,64). OCHOBHMM BHUCHOBKOM 3a
pe3ynbTaTaMu IIbOT0 JOCiKeHHs O6yo Te, 110 6-MicsiuHa DAPT He noctynanacs 12-micsguniit DAPT
00 PU3UKY PO3BUTKY HEJOCTATHOCTI I[i/ThOBOI CYOUHH.

[leecKaslallisi mpy 3acTOCYBaHHi iHTi6iTOpiB P2Y,,-pelienTopiB mpu rocTpOMY KOPOHAPHOMY CUHIPOMi
(CKC). TTepeBenenHs 3 6inmbIl mOoTyKHOTO iHTiGiTOpa P2Y,,-penenTopiB Ha Kiomigorpesns y KombiHarii
3 acIipuHOM IIicyig rocTpoi ¢pa3u y naiieHTiB 3 [KC o1fiHioBamocs y IBOX paHI0Mi30BaHUX
OOCHiAXKEeHHAX, ClIOHCOpoBaHux gociiguukamu (ISS), - mocmigxenusx TOPIC i TROPICAL-ACS - 3
OaHUMM I0J0 KJTiHIYHUX Pe3yIbTaTiB.

Kniniyna kopucTs, 1m0 3abe3nedyeThCs IPU 3aCTOCYBaHHI OibIl MOTYXKHUX iHTi6iTOPiB P2Y,,-
PeLenTopiB, TUKArPesopy i Ipacyrpesio, B OIOPHUX JOCHTiAXKEHHSIX, 00yMOBJIeHa CTaTUCTUYHO
3HAQYYILIMM 3HUKEHHSIM 4aCTOTH IIOBTOPHUX ilIeMIYHUX TOiN (BKII0OYAIOUU TOCTPUHM 1 TiATOCTPUI
TpoM003 CTEHTa, iHpapKT MioKapaa Ta eKCTPeHY peBacKyasapu3allilo). Xoda AaHi PO KOPUCTh
CTOCOBHO iIIEMiYHUX MTOAIN IOCIIAOBHO MiATBEPAKYBaIUCS IPOTATOM IIE€PLIOTO POKY, 3HUKEHHS
YaCTOTH MOBTOPHUX imemiunux nopint micns I'KC 6yno 6inbiuM IpoTATroM Mepiux OHIB Micys
oYaTKy JiKyBaHHS. Ha BigMiHy Bif 11b0T0, post hoc aHasi3u mpogeMOHCTPYBald CTATUCTAYHO
3HauyIe 36ibIIeHHS PU3UKY KPOBOTEY IIPU 3aCTOCYBaHHI GibIl MOTyKHUX iHTiOiTOPIB P2Y,,-
pelLenTopiB, 1[0 BUHUKAIOTh IIepeBaXkHO i 9ac MigTpuMyt0dol (Ha3u, Micis Nepioro Micais micis
I'KC. Docnimxennst TOPIC i TROPICAL-ACS Oynu cIiylaHOBaHi [71T BUBYEHHS MOXKJIMBOCTI
3MEHINeHHST YaCTOTH TeMOpPariyHux Mmofgii mpu 36epexkeHHi e(eKTHBHOCTI KIIOMiZOTPeIIo.

Locaidaxcenus TOPIC («TepmiH iH2ibysaHHs mpombouumia nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). lle paHmOMi30BaHe BiIKpUTE OOCHiAKeHHS BKIo4Yano namuieHTiB 3 [KC, ski
noTpebyBasny MpoBeeHHS Yepe3IIKipHOro KopoHapHoro BTpyuanHs (UKB). [NauienTu, ki
3aCTOCOBYBaJIM acCIipyH Ta OinbII MOTyKHUK O10KaTop P2Y,,-penienTopiB i y IKUX He BimMidanocs
HebakaHUX SBUIL Yepe3 OguH Micsi, 6ynu abo nepeBefeHi Ha 3aCTOCyBaHHS KoMOiHaii acmipuny i
KJlomigorpero y pikcoBaHUX [io3ax (meecKanalliliHa moaBifiHa aHTuTpoMOoMTapHa Tepamis (DAPT)),
abo MMpomoBKyBasu JIiKyBaHHS 3a IONEepenHboI0 cxeMolo (HeaMminHa DAPT).

3arasom OyJio mpoaHasi3oBaHo faHi 645 3 646 marienTiB 3i STEMI (iHpapKT Miokapfa 3 eneBalli€io
cermenTa ST) a6o NSTEMI (indapkT Mmiokapaa 6e3 emneBatiii cermeHnTa ST), abo HecTabinbHOIO
cTeHOKapriem (meeckananiiiaa DAPT (n = 322), He3minHa DAPT (n = 323)). BisuT mogansInoro



crioctepexeHHs yepe3 1 pik npoBenu y 316 namienTis (98,1 %) 3 rpynu geeckanatiinoi DAPT iy
318 mamienTis (98,5 %) 3 rpynu He3aminHOoi DAPT. MeniaHa MOOabIIoro CIoCTepekeHHs A7t 000X
rpyn ctaHoBWIa 359 gHIB. XapaKTepUCTUKYU [OCTIAXKYyBaHOI KOropTy Oyiu MomiOHUMU B 2 TpyTax.

[lepBuHHA KiHIIeBa TOYKA, gKa 0ysa KoMOiHalli€l0 TaKUX MOMiH, SIK CMEPTH i3 CepleBO-CyquHHUX
IIPUYMH, iIHCY/IbT, EKCTPEHA PEeBaCKyIspHU3allis i reMopariyHi mogil = 2 CTymneHs 3a KPUTePisiMHu
BARC (AkapfeMidHOT0 HOCTiIgHUIIBKOI0 KOHCOPILIiyMy 3 BUBYeHHS KpoBoTed [Bleeding Academic
Research Consortium]) uepes 1 pik micns ['KC, 6yna gocsirayta y 43 nauienTis (13,4 %) y rpymi
neeckanartiinol DAPT iy 85 marienTis (26,3 %) y rpymni He3minHol DAPT (p < 0,01). Ll craTucTUYHO
3HAuyIa pPi3HuUIl 0ysia B OCHOBHOMY 00yMOBIeHA MEHIIIOIO KifTbKICTIO TeMOpariYHux MOMii; mpu
IIbOMY He ITOBigOMIISIIOCS TPO Pi3HUIO 3a KiHIIeBUMM TOYKaMH imeMivyHux nofii (p = 0,36), Tomi sk
reMmopariuni mopii = 2 cTymens 3a kputepisimu BARC BinOyBanucs pifine B rpyIi feeckanamifHol
DAPT (4,0 %) y nopiBHsHHI 3 14,9 % B rpymi HeaminHoi DAPT (p < 0,01). 'emopariusi nogii,
BH3Ha4eHi 9K Bci nmopil 3a kputepigmu BARC, crioctepiranucs y 30 mamienTis (9,3 %) y rpymi
neeckanariiaol DAPT iy 76 marienTis (23,5 %) y rpymni He3minzol DAPT (p < 0,01).

IocnioxncenHss TROPICAL-ACS («TecmyeaHHs 8i0nogidi Ha iH2ibysaHHA mpomboyumis npu
mpugasniomy aHmumpomobouumapHoOMy AiKy8aHHi 20cmpux KOPOHAPHUX cuHOpomie»). 1le
paHfoMi30BaHe BiKpUTe HOCIiAXKeHHs BKIounio 2610 nanienTis 3 'KC 3 TO3UTUBHUM Pe3yIbTaTOM
aHanizy Ha GioMapkepw, y skux Oyno ycmimzo npoBegeHo YKB. [TanienTu 6ynu paHmoMi3oBaHi B
TPpyIu Ojis oTpuMaHHsA abo mpacyrpesnio B f1o3i 5 abo 10 mr/moby (mHi 0-14) (n = 1306), abo
npacyrpesnio B 1o3i 5 abo 10 mr/mo0y (mui 0-7), micng goro BimOyBanacs meecKanallis o
KJIOmigorpero B 1o3i 75 mr/moby (gHi 8-14) (n = 1304) y kombiHarii 3 ACK (< 100 mr/mo6y). Ha menn
14 6ymo mpoBeneHo ouinKy ¢yHKIii TpomOoruTiB (PFT). ITamienTH, sKi 3aCTOCOBYBaU JIHIIE
IIpacyrpesb, IPOLOBXKYBAJU IPUKOM IIpacyrpestoo npotarom 11,5 micans.

V manieHnTiB, y siKux Oyjla BUKOHAHA feecKasallis, 0y10 IpoBeieHo OIliHKY BUCOKOI PEaKTUBHOCTI
tpomOonuTiB (BPT). ko BPT cTaHoBuia = 46 OOWHUIG, MAI[iEHTIB 3HOB II€PEBONUIN Ha
3aCTOCYBaHHS IIpacyrpeny y mo3yBaHHi 5 a6o 10 mr/moby mpotsrom 11,5 micsius; skmio BPT
CcTaHoBUIa < 46 OOUHUIIb, ALIEHTH ITPONOBXKYBaIN IPUNOM KJIOMiIOTPeio B 103i 75 Mr/go0y
npotsrom 11,5 micais. TakuM 4uHOM, B TPYIIi KepoBaHOl ecKanallii OyiIu MalieHTH, TKUM
3acTocoByBanu abo mpacyrpens (40 %), abo knmomigorpens (60 %). Ycim nalienTaM IpogoBKyBau
3aCTOCYBaHHS aCIipuHYy i IPOBOAMIIOCS MOJabIIe CIIOCTEPEXKEHHS IIPOTATOM OJHOTO POKY.

[TepBuHHA KiHIIeBa TOYKa (KOMOiHOBaHa KiHIIeBa TOYKA YACTOTH CMEPTi Bifl CepIieBO-CyTUHHUX
npuunH, IM, iHCynbTY i KpoBOTEUi = 2 cTymeHs 3a KputepisiMmu BARC uepe3 12 micsanis) Gyna
NOCSITHYTA, 110 AEMOHCTPYE IPUHANMHI He MeHITy e(eKTUBHICTh Kiomigorpemto. ¥ 95 nauieHTis (7 %)
B I'PYIIi KepoBaHOI fleeckaraiiii Ta y 118 mattienTiB (9 %) y KOHTpONbHIM Ipyni (p OIS MigTBepPHAXKEHHS
IpHUHaWMHI He MeHIIo1 eekTuBHOCTI cTaHoBUTH 0,0004) Bimmiuanacs omHa 3 MOMiM KiHIIEBOI TOUKH.
KepoBaHa meeckarnallisi He mpu3Besia 0o 30imbIeHHsT KOMOiHOBAHOTO PU3UKY ileMiuyHuX momiu (2,5 %
y Tpymi geecKamanil y MTOpiBHAHHI 3 3,2 % B KOHTPOJIbHIN I'PyIi; P A1 NiATBEPAKEHHS IPUHAVMHI He
MeHI101 eeKTUBHOCTI cTaHOBUTH 0,0115), a TaKOXK 3a KJTF0YOBOIO BTOPUHHOIO KiHI[EBOIO TOYKOI0 —
YaCcTOTOI reMopariyHux nofin = 2 cryneHs 3a kputepisimu BARC (5 % y rpyni geeckanariil y
IOPiBHSAHHI 3 6 % y KOHTpOJbHIM rpymi (p = 0,23)). CyKynHa 4acToTa BCix reMopariyaux nogiu (1-5
ctyneHs 3a kputepigmu BARC) cranoBuina 9 % (114 nofiit) B rpymi KepoBaHOI feecKanalii y
nopiBHAHHI 3 11 % (137 nogxiit) B KoHTpobHIY rpymi (p = 0,14).

[TogBiliHa aHTHArperaHTHa Tepamis npu roctpoMy Manomy II a6o TIA i3 cepeHiM Ta BUCOKUM
CTYIIEHEM PU3HUKY.

[TopBiliHa aHTHArperaHTHA Tepamis KoMOiHallieio knomigorpento Ta ACK [ms monepenXeHHs
incynbTy micnst roctporo manoro II a6o TIA i3 cepegHiM Ta BUCOKUM CTYIIEHEM PU3UKY OITiHIOBAJIACh



y IBOX PaHOOMi30BaHUX HOCHIIXKEHHSIX 3a CIIOHCOPCHKOI mipTpuMKu nocuigauka (ISS) — CHANCE Tta
POINT — 3a maHuMH pe3yibTaTiB 00 KITiHiYHOI 6e31MeKu Ta e(peKTUBHOCTI.

CHANCE (3acmocyeaHHsa Ka0nidoz2peato nayieHmam 2pynu 8ucoK020 pusuky 3 20cmpumu
HeiHeaiou3yrvuMu uepebposacKkyaapHUMU Nodisimu).

Y 1poMy paHAOMi30BaHOMY MOABIMHO CinOMy 0araToleHTPOBOMY I1anie60-KOHTPOIOBaHOMY
KJIiHiYHOMY fJocrimkeHHi 6panu ydacTts 5170 manienTiB 3 Kutato 3 roctpoio TIA (moka3HUK 3a
mkasoo ABCD2 = 4) a6o rocTpuM MaluM iHCYJIbTOM (ITOKa3HUK 3a mkanoo NIHSS < 3). [TauienTu B
o0ox rpynax orpuMyBanu ACK y BigkputoMy pexumi B 1-it meHb (y go3i Big 75 mo 300 Mr Ha po3cyn
JIiKyro4oro crenianicta). [lamiedTy, qOBIIPHUM YMHOM BigHeCeHi 1o rpynu Kinomnigorpeno-ACK,
OTPUMYyBAaJIU KJIOMIgOTpesb Y HaBaHTaxXyBanbHiX 7031 300 Mr y 1-i1 geHb niKyBaHHSA, IOTIM 3 2-TO 110
90-i meHb NiKyBaHHS — KJIOMIJOTpenb ¥ 1o3i 75 Mr Ha 00y, a Takoxk ACK y mosi 75 mr Ha o6y 3 2-
ro mo 21-ii meHb pocnigKeHHs. [1alieHTH, OOBITbHUM YMHOM BigHeceHi fo rpynu ACK, oTpumyBanu
nnaie6o-Bepcito Knomigorpento 3 1-ro mo 90-# mens nikyBauHs Ta ACK y mo3i 75 Mr Ha mo6y 3 2-T0
90-11 meHb NiKyBaHHS.

OCHOBHUM TTIOKa3HUKOM e(eKTHUBHOCTI Oya Oymb-siKa HOBa MOMis iHCYAbTY (ilemMiyHOTO Ta
reMoparigyHoro) nporsrom nepmux 90 aHiB micns roctporo masnoro II abo TIA 3 BUCOKUM CTyIIeHEM
pusuky. i mopii Bigbymucs y 212 matienTis (8,2 %) B rpymi knonigorpento-ACK nopiBusgHo 3 303
natientamu (11,7 %) B rpyni ACK (BigHomenHst pu3ukis [BP] 0,68; 95 % nosipuuti intepsan [[]] Bix
0,57 mo 0,81; p < 0,001). II BizOyBcst y 204 namieHTiB (7,9 %) B rpymi knomigorpento-ACK mopiBHSIHO
3 295 namnientamu (11,4 %) B rpyni ACK (BP 0,67; 95 % [ 8ig 0,56 mo 0,81; p < 0,001).
'emopariyHuil iHCYy/IbT CIIOCTEpPIiraBcs y 8 maIji€eHTiB y KOXKHil 3 ABOX HociimKyBaHux rpyn (0,3 %y
KOxHiM rpymi). [TomipHa abo TsKKa KpoBOTeda crocTepiranacs y 7 maiiedTis (0,3 %) 3 rpynu
knonigorpeno-ACK ta y 8 (0,3 %) 3 rpynu ACK (P = 0,73). YacToTa Oyab-IKuX IOAil KPOBOTEUi
cTaHoBuUNa 2,3 % y rpymi kinonigorpento-ACK nopisasino 3 1,6 % y rpyni ACK (BP 1,41; 95 % [I Big
0,95 mo 2,10; p = 0,09).

POINT (In2ibysaHHA a2peezauii mpomboyumig npu Hosill nodii TIA ma masnoe2o iwemiuHo20
iHCybMYy).

B npoMy paHmoMi3oBaHOMY MOABIMHO CITioMy 0araTolleHTPOBOMY II1ane00-KOHTPOIOBAaHOMY
KJTIHIYHOMY [OCITifKeHHi Opany y4acTh HallieHTH 3 ychoro cBiTy (4881 ocoba) 3 roctpoio TIA
(moka3HUK 3a mkanoio ABCD2 = 4) a6o rocTpuM MajauM iHCYy/nbTOM (IIOKa3HUK 3a mKasnoio NIHSS
< 3). Yci nauienTu B 000x rpymnax orpumyBanu ACK y Binkputomy pexumi 3 1-ro mo 90-ii geHb
nikyBaHHA (y 1031 50—325 Mr, 3a/1eKHO Biff IpU3HaYeHH JIKYy040ro cueniamnicta). [TanienTy,
OOBIIBHUM YMHOM BiffHECEHi 0O TPYNH KIIOIMigoTrpesio, OTPUMYBalu KIOMAOTPesb y
HaBaHTaXyBa/bHil 703i 600 Mr y 1-it geHb JiKyBaHHS, MOTIM y [03i 75 Mr Ha go0y 3 2-ro mo 90-i
neHb nikyBaHHS. [IallieHTH, MOBITbHUM YMHOM BigHECeHi [0 rpynu mianebo, oTpuMyBasu Iaiebo-
Bepcito Knomigorpento 3 1-ro mo 90-1 geHb NiKyBaHHS.

[TepBUHHUM IIOKA3HUKOM e(peKTHUBHOCTI Oyna KoMmOiHalisg Benukux imemivaux nogiu (II, IM abo
CMepTh BHACTIIOK imemiyHol cynuuHoI mopii) Ha 90-i mewnb. Ui nopii Bigbynucs y 121 nmamienTa

(5,0 %) 3 rpynu 3acToCcyBaHHS Kiomigorpento y kKom6inatlil 3 ACK nopiBHsSHO 3i 160 nanieHTaMu

(6,5 %), wo orpumyBanu ACK sk moroTeparito (BP 0,75; 95 % [II Big 0,59 mo 0,95; p = 0,02).
BTOpuHHUM NOKa3HUKOM eheKTUBHOCTI OyB imemiuynuit incynbT. Bin BinOyBcs y 112 nauieHTiB

(4,6 %), sKi oTpuMYyBaiH Kiomigorpens y KomOinanii ACK, mopiBasiHO 3i 155 marientamu (6,3 %), ki
orpuMmyBanu ACK sk moroteparito (BP 0,72; 95 % [I Big 0,56 go 0,92; p = 0,01). IlepBunHui
IIOKa3HUK 0e3MeKu — BelliKa KpoBoTeda. BoHa cmocTepiranacs y 23 3 2 432 narienTis (0,9 %), gki
oTpuMyBau Kiomigorpens y komOinarii 3 ACK, Tay 10 3 2 449 nanienTis (0,4 %), SKi 0OTpUMYyBaIH
ACK sk moHoTeparito (BP 2,32; 95 % I Big 1,10 mo 4,87; p = 0,02). Mani xpoBounusu 6ymu y 40



natrienTiB (1,6 %), siki oTpuMyBanu Knomigorpesns y komOinariii 3 ACK, ta y 13 marienTiB (0,5 %), sKi
orpumyBanu ACK sk monoteparmito (BP 3,12; 95 % [I Big 1,67 mo 5,83; p < 0,001).

Ananiz gunamiku gocnigxenb CHANCE Tta POINT.

[TepeBar momo epeKTUBHOCTI IIPU IPONOBKEHHI TOABINHOI aHTHAarperaHTHOI Teparii noxHan 21 meHs
BUSBJIEHO He 0yJ10. PO3risiHyTO OUHaMIKy CepUO3HUX iMlIeMiYHUX MOAiM Ta MaCUBHUX KPOBOBUJIUBIB Y
rpylax JiKyBaHHS 3 METOI0 aHAaJIi3y BILIUBY KOPOTKOCTPOKOBOTO Kypcy DAPT.

IuHaMiKa CepHO3HHUX ilIeMiYHUX MOl Ta MACHBHUX KPOBOBH/IHBIB y rpymnax jJiKyBaHHsI B
mociaimxkeHHsax CHANCE ta POINT

Yucsio BUIIagKiB
PesynrraTtu B

OOCHiIXXKeHHAX Po3mopin mno rpymax VeBoro 1-i 2-1 3-1
CHANCE Ta JIIKyBaHHSA TUXIOEeHb THUXIOeHb TUXIEHb
POINT
Benuki ACK (n =5035) 458 330 36 21
imemiuHi momil

Knomigorpens ACK 328 217 30 14

(n=5016)

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

Knomigorpens ACK 30 10 4 2

(n=5016)

Pizaunsa -12 -6 -2 -1

®i6punsauis nepencepns. Y pocrigxkenuss ACTIVE-W ta ACTIVE-A, ski 6ynu oKkpeMuMu
HoCTimKeHHsIMU B Mexkax nporpamu ACTIVE, Oynu BKiTIo4YeHi malfieHTy 3 Gibpunsiieio mepencepnb
(®IT), sKi Majy IMOHAUMEHIIe OfnyH (AaKTOP PU3KKY BUHMKHEHHS CYIUHHMX IIOAiH. [ pyHTYIOUKChH Ha
KPUTEPisAX BKIIYEHHS Y OOCIiAKeHHs, IiKapi 3aiydanu nauieHTis go gocnigxenas ACTIVE-W, sakuio
BOHM Oy KaHOUJATaM{ Ha OTPUMAaHHS Teparii antaronictamu Bitaminy K (ABK) (Hampukian
Bapdapunom). Y mocnimxkenus ACTIVE-A 6ynu BKITIOYEH] MallieHTH, SKi He MOTTii oTpuMyBaTé ABK-
Tepariio 4yepes MpoTunokalaHHs abo HeOaxkaHHS OTPUMYBATH Iie JTiKyBaHHS.

Hocnipxenus ACTIVE-W npogeMOHCTPyBaJio, 1[0 aHTUKOATyJITHTHA Tepallid aHTaroHicTaMu
BiTaminy K 6yna 6inbir eekTHBHOW, HixXK NiKyBaHHS KiomigorpeneM Ta ACK.

Hocnimxennust ACTIVE-A (n = 7554) 6yno 6araToleHTPOBUM, PaHAOMi30BaHUM, IIOOBIMHUM CITIITUM,
n1a1e60-KOHTPOJIbOBAHUM [IOCTII2KEHHSIM, B IKOMY IIOPiBHIOBaJIU KJIOmigorpesns 75 Mr Ha mo6y ACK
(n = 3772) i3 nmanebo ACK (n 3782). PekomernosaHa go3a ACK cranosuia Bifg 75 go 100 Mr Ha
no0y. [lalieHTr OTPUMYBaJIU JIiKyBaHHS NIPOTATOM II€PiOAy [0 5 POKIB.

[NTauienTu, panmoMizoBaHi y nporpamy ACTIVE, Manu fokyMeHTanbHO migTBepaxeHy @I1, ToOTO
nocTiiHy ¢popmy @I1, abo moHaiMeHIIe 2 eni3oau napokcusMaabHol @I BIPOIOBK OCTaHHIX 6
MicsLiB Ta MpUHAWMHI OfUH i3 TaKuX GaKTOPiB pU3UKY: BiK = 75 poKiB uM BiK Bif 55 10 74 pokiB a6o
IIyKpoBuii miabeT, 110 motpedye MearuKaMeHTO3HOTO JIiKyBaHHS, ab0 JOKYMEHTAIbHO MiTBePAXKEHUH
nepeHecenutt IM, abo qOKyMeHTa/IbHO MigTBEepAXKeHa imeMiuHa xBopoba ceplis; TiKyBaHHS 3
IIPUBOly CUCTEMHOI apTepiabHOI rinepTeH3ii; paHille mepeHeceHuil iHCYIbT, TPAaH3UTOPHA illleMidyHa
araka (TIA) abo cucreMHa emborisa 6e3 ypaxeHHsd cTpykKTyp LIHC; nucdyHKLig NiBOT0 MIIyHOUKA i3
TIOKAa3HUKOM (pakiii BUKUAY J1iBOTO IIyHOUKa <45 % abo MOKyMeHTanbHO MiATBEPIKEeHE



3axBOpIOBaHHSA nepudepudHux cyaruH. Cepennint 6an 3a mkanoio CHADS2 craHoBuB 2 (B Mexax 0-6).

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

CimpecsaT Tpu BifcoTku (73 %) mallieHTiB, BKIodeHuX y pocnigxeHHss ACTIVE-A, He mornu
orpuMmyBaTti ABK y 3B’43Ky i3 BUCHOBKaMU JIiKaps 4yepe3 HEMOXKJIUBICTh IIPOBEAEHHS MOHITOPUHTY
MiKHapOJHOTO HOpMasni3oBaHoro BigHomeHHS (MHB), cXunbHICTh [0 TafiHHSA Y¥ TPaBMY TojoBu abo
HasIBHICTH crenudiyHoro akTopa pus3uKy BUHUKHEHHS KPOBOTeYi; Vv 26 % malieHTiB, pilleHHS
Jikaps I'PyHTYyBasiocs Ha HeOaXkaHHi MmallieHTa oTpuMyBaTu ABK.

Cepeq mamienTis 6yno 41,8 % xinok. CepepnHili Bik ctaHoBuB 71 pik, 41,6 % mariiedTiB 6ynu BikoM
noHap 75 pokiB. 3aranoM 23 % XBOpPUX OTPUMYBa/IM aHTHapUTMiuHi 3acobu, 52,1 % — Gerta-
6moxkatopu, 54,6% — inribiTopu aHrioTeH3UHIIEPETBOPIOIOYOro hepMeHTy Ta 25,4 % — CTaTUHMU.

KinbKicTh MmallieHTiB, SKi JOCSTIN MEPBUHHOI KiHIIEBOI TOYKH (YacC [0 IePIIOr0 BUHUKHEHHS iHCYIIbTY,
IM, cuctemnoi em6o:mii 6e3 ypaxenHus cTpyktyp LIHC abo cynunnol cmMepTi), ctaHoBuMIa 832 (22,1 %)
y Tpymi maIieHTiB, gKki orpuMyBanu kKnomigorpenb ACK, ta 924 (24,4 %) y rpymi nnane6o ACK
(BimHOCHe 3HMKeHHs pu3uky Ha 11,1 %, 95 % OI: 2,4 % — 19,1 %; p 0,013), mo nepeBaXHO 3aBOAYYE
3HAYHOMY 3HUKEHHIO KiIbKOCTI BUIIA[KIB IHCYNbTY. IHCYnbTH BUHUKIN ¥ 296 (7,8 %) mawieHTiB, gKi
orpuMmyBanu knomigorpens ACK, ta 408 (10,8 %) namienTis, siki orpumyBanu nnane6o ACK (BimHOCHe
3HUXKeHHd pu3uky Ha 28,4 %; 95 % [OI: 16,8 % — 38,3 %, p = 0,00001).

Hitu. Y xomi mocmigXeHHS 3 MiIBUIIEHHSIM 103, III0 TPOBOAUIOCS cepel 86 HOBOHAPOIXKEHUX abo
HEMOBJIST BikoM 1o 24 MicsIliB, SKi MalOTh pU3UK BUHUKHEHHS TpoMm603y (PICOLO), kiomigorpesns
3acTocoByBainu y nocuigosaux pgosax 0,01, 0,11 0,2 Mr/kr HOBOHapOAXKEHUM 1 HEMOBJISATaM 1 y [o3i
0,15 Mr/Kr TinbKu HOBOHapomKeHuM. [Tpu mo3i 0,2 MT/KT cepefiHiil MOKa3HUK iHTiOyBaHHS arperartiii
TpoMOouuTiB fopiBHIOBaB 49,3 % (5 MkM AJ]®-iHayKoBaHOI arperatiii TpoMOOLIUTIB), 1110 6yI0
IIOPIBHAHUM i3 TAKUM Yy JOPOCIIUX, IKi OTPUMYBaIA TTnaBikc® y mo3i 75 Mr/Ha mo0y.

Y xopi paHOOMi30BaHOT0, TIOABIMHOTO CIIINOr0 JOCTigXKeHHS y napanenbaux rpynax (CLARINET) 906
niTell (HOBOHAPOIXKEHUX 1 HEMOBJIAT) i3 BPOLAKEHOIO BafIOI0 CEPId L[iaHOTUYHOTO TUILY, IKUM
IIPOBOMIUIIM TaJTiaTUBHY OIlepallilo 31 CTBOPEHHST CUCTEMHO-JIETEHEeBOT0 apTePiaIbHOTO IITyHTa, 0yu
paHgoMizoBaHi s oTpuMaHHS Kiomigorpento 0,2 Mr/kr (n = 467) abo mmarebo (n = 439) i3
OJHOYACHUM ITPOBEMIEHHSIM CYIyTHHOI 0a30BO1 Tepallii 0 MOMEHTY IIPOBefIeHHS APYTOro eTamy
oneparil. CepenHiil Yac MiXK IIPOBeeHHSIM I1ajliaTUBHOIL Omepallil 3i CTBOpPEeHHS IIyHTa i epIuM
BBe[IeHHSM [IOCIIiI2KyBaHOTO IpemnapaTy cTaHoBUB 20 fHiB. [Iprbnu3Ho 88 % mallieHTiB OIHOYaCHO
orpumyBanu ACK (Big 1 go 23 mr/kr/Ha no0y). [JoOCTOBipHUX BiIMiHHOCTEH MiX IpymaMu CTOCOBHO
INOCSATHEHHS MepPBUHHOI KOMOIHOBAHOI KiHIIEBOI TOUKH, sTKa CKJIafasacs 3 BUMAAKiB CMepTi, TPOMOO3y
myHTa ab0 ITPOBeeHHS XipypriyHoro BTpy4yaHHs Ha cepi 7o 120 mHS XUTTS Hic/Is BUHUKHEHHS
nofii, cmpuurHeHoi TpoM6030M, He crocTepiranocs i cranoBuno 89 [19,1 %] y rpymi Knomigorpernto i
90 [20,5 %] y rpymi nnate6o (nuB. po3min «Crocib 3acTocyBaHHS Ta [03u»). HaibinbIn 4acToo
n00iYHOI0 peakIfi€lo K y TPy KJIOMiorpenio, Tak i y rpymi nnaie6o, 0yB pO3BUTOK KPOBOTEI,
IIPOTE NOCTOBIPHUX BiAMIHHOCTE! MiXK rpyllaMy y 4aCTOTi 11 BAHUKHEHHS BUSBIIeHO He Oyrio. ITig gac
TIOJIaJIBIIIOTO TOBI'OCTPOKOBOTI'O IIEPiOAY CIIOCTEPEKEHHS 3a IMO0IYHUMHU SBUIIAMU 26 MAIi€HTIB, V
SIKUX IIYHT 3a/IMIIaBCS Ha MOMEHT JOCATHEHHS 1-piuHOTrO BiKY, OTPUMYBaHU KJIOMifOrpeb A0
nocsarHeHHs 18-micsgunoro Biky. ITim 4yac 1p0ro nepiony crocrtepexkeHHs npodinb 6e3meku npenapary
He 3MiHIOBaBCH.



Y xomi gocmigxens CLARINET i PICOLO 3acTocoByBaBCS BifHOBIEHHU PO3YKH KIOMAOTPeNto. Y xofi
MOCTimKeHHS BiTHOCHOI 6i0J0OCTYITHOCTI ¥ JOPOC/IMX BiMHOBIEHUH PO3YKH KJIOMiIOTPEITIO
IIPOEMOHCTPYBAB aHAJIOTIYHUY CTYIiHb i TPOXU BUIIY LIBUAKICTH aOCOPOIIil 0CHOBHOTO
IIUPKYII0I0Y0r0 (HeaKTUBHOT0) MeTab0IiTy IIOPiBHSIHO i3 3apeecTpoBaHo0 TabaeToBaHOo (HopMOI0
nmpenapary.

dapmaxoKiHemuxka.

BcmokTyBaHHA. [lics mepopaibHOT0 IPUHOMY OOHOPa30Bol Ta 6araTopas3oBUX 403 75 MT Ha 400y
KJIOMiIOrpesib MIBUAKO BCMOKTY€EThCS. CepenHi MiKOBi KOHIIEHTPaLlil B I1JIa3Mi HE3MiHEHOT0
Kjomigorpento (61u3bKo 2,2-2,5 HI/MII icas 0MHOPA30Boi 403K 75 MT IIepopaibHO) HOCSATATUCS
npubnIu3Ho Yepe3 45 XB micnis npuioMy go3u. AGcopOiisi cTaHOBUTE He MeHIe 50 %, 3a JaHUMU
eKcKpelii MeTaboJIiTiB KJIOMigorperio i3 ceyero.

Posnopin. Knonigorpesns i 0CHOBHUI (HeaKTUBHUK) MeTabO0MiT, 110 IUPKYIIIOE B KPOBI, in vitro
000pOTHO 3B’sI3yI0ThCS 3 Oinkamu mmasmu mogusu (98 % i 94 %, BigmoigHo). et 38’130k
3aIUIIAETHCA HEHaCUYyBaHUM in vitro B Mexax IUPOKOI0 Alana30Hy KOHIEHTPaLil.

Mertaboni3M. Knoniforpens eKCTeHCUBHO MeTab0i3yeThCs B edinti. In vitro Ta in vivo iCHYIOTh IBa
OCHOBHUX IIIJITXU MOT0 MeTabomi3My: onuH BiTOyBaETHCS 3a y4aCTIO ecTepas Ta IPU3BOAUTH [0
Tifgpomi3y 3 yTBOPEHHSIM HEaKTHBHOI'O ITOXiAHOT0 KapOOHOBOI KUCIIOTH (SIKe CTaHOBUTD 85 % ycix
MeTaboIiTiB, 1110 IIUPKY/IIOI0TH V TJ1a3Mi), a [0 iHIIoro 3any4deHi pepMeHTH cucTeMu nuToxpomy P450.
CrnoyaTKy KJIOIigorpesib epeTBOPIOETLCA Ha MIPOMIKHUM MeTaboliT 2-0KCO-KIOMigorpenb. Y
Pe3yIbTaTi MOaIbIIOro MeTaboIi3My 2-0KCO-KJIOMigOTrPesIio YTBOPIOETHCS TiONIOBE MOXigHe -
aKTUBHUM MeTaboJiT. Llelt akTUBHUM MeTabO0IiT YTBOPIOETHLCS ITepeBakHO 3a HOIIOMOTO0I0 PepMeHTY
CYP2C19, 3a yuacTio KinbKox iHmux ¢pepmenTiB cuctemu CYP, Takux sk CYP1A2, CYP2B6 i CYP3A4.
AKTUBHUI MeTabOJIiT Komigorpento (TiojloBe moxigHe), iKu OyB BUMiNEHU in vitro, MIBUAKO Ta
HeoOOPOTHO 3B’I3YETHCS 3 pelleliTopaMyu Ha TpoMOOIMTaX, TUM CAMUM IePENIKOIKalo4y arperatii
TPOMOOIIUTIB.

[Toxa3uuk C,,, OJIsT aKTUBHOTO MeTa00IiTy € BABIYi BUIIUM IIiC/ISl IPUMOMY OTHOPa30BO1
HaBaHTaxXyBasbHOI 703U 300 MTr KJIOMigOTrpeiio MOPIiBHAHO i3 TUM, IO CIIOCTEPITa€ThCA Micns 4-
IEeHHOTO IPUUMaHHS MiATPUMYBaJIbHOI 103U 75 MT. C,,. mocaraeTbcs mpubnu3no yepe3d 30-60 XxBUIMH
iC/s IpUMoOMYy IIpemnapary.

Bupenenns. Yepes 120 rogus micnis IpUAOMY BHYTPIIIHEO MideHOro “C-KIOMigorpento y TI0uHH
npubnu3no 50 % MiTKH BUBOOUIIOCS i3 ceuelo i 6u3bK0 46 % — i3 kamom. ITiciis mepopaabHOTO
IPUIOMY Pa30BOi 03U 75 MT Iepiof HaliBBUBEAEHHS KJIOMiAOrPeTi0 CTAaHOBUTE O6JIM3BKO 6 TOOUH.
[Tepion HamiBBMBeIeHHS OCHOBHOT'O (HEAKTUBHOT0) MeTabOoJIiTy, 110 IUPKYJIIOE B KPOBi, CTAHOBUTH
8 ropmuH Mmicns omHOPAa30BOTo i 6araTopa3oBoOro MpUitoMy Ipemnapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B YTBOPEHHi K aKTUBHOTO MeTabo0MIiTy, Tak i mMpoMixKHOTO
MeTabomiTy 2-0Kco-Knomigorpento. ®apMakoKiHeTHKa aKTUBHOTO MeTab0IiTy KIIOMiAorpesio Ta
aHTUTPOMOOLKTapHI edheKTH, 3a JaHUMHU BUMIpIOBaHHS arperaiiil TpOMOOIIUTIB ex Vivo,
BiIpi3HAIOTHCA 3anexkHOo Big renoturny CYP2C19.

Anens CYP2C19*1 Bignosinae moBHiCcTIO QyHKITIOHyI04OMy MeTabomi3my, Toxi Sk aneni CYP2C19*2 ta
CYP2C19*3 BigmosigaooTs HedyHKLIIOHYI0UOMY MeTaboniamy. Aneni CYP2C19*2 ta CYP2C19*3 €
BifTOBiganbHUMHY 3a OiNBIICTE amesel, 1m0 0cnaboTh GYHKIIOHYIOYHY MeTa001i3M, y MallieHTiB
eBpormeoigHoi (85 %) Ta MoHTroI0inHOIL (99 %) pac 3i 3HMKeHHM MeTabosi3aMoM. IHIIm aneti,
acorrifioBaHi i3 BigcyTHIM abo ocnabmeHuM MeTaboIi3MoM, 3yCTPivaloThCs 3HAYHO pipme. [1o HUX
HanexkaTb CYP2C19*4, *5, *g, *7 ta *8. [TalieHT 3i 3HUKEeHUM MeTab0Ii3MOM Ma€ IBa



He(YHKITIOHa/IbHUX ajiefli, IK 3a3Ha4eHO BUIle. 3TigHo i3 ony01iKoBaHUMU JaHUMU F€HOTUIIN
CYP2C19, siki BigmoBigaoTh 3HUKEHOMY MeTab051i3aMy, 3yCTpidaloThCs y 2% MallieHTiB €BponeoigHoi
pacu, 4% nartiieHTiB HerpoigHoi pacu Ta 14% malieHTiB KUTalChKOl HAIllOHAJIbHOCTI. 3apa3 iCHYIOTh
TEeCTH, AKi AaiTh 3MOTy Bu3dHauuTy resotun CYP2C19.

Y xomi nepexpecHOro AocigKeHHs 3a y4acTio 40 3mopoBux J0OPOBOJILILB, 10 10 ¥ KOXKHIM 3
YOTUPHOX I'PYI, II0 BiANOBifai0Th neBHOMY Tuiy Metabomnizmy CYP2C19 (HammBugKul, iHTEHCUBHUH,
IPOMIXKHUY Ta 3HUKEHUM), OLiHIOBaMKUCs hapMaKOKiHeTHKA Ta aHTUTPOMOOIUTapHi epekTu mpu
3actocyBaHHi go3u 300 Mr i3 mogasnbIIMM IPUIHOMOM 003U 75 MT Ha 0o0y, a Takox f03u 600 Mr i3
oJabIIUM MpuioMoM m03u 150 Mr Ha mo6y. KoxkeH i3 1ux BuOiB TiKyBaHHS 3aCTOCOBYBABCS B
IiJIOMy BIPOAOBXK 5 [IHIB (0 JOCATHEHHS cTabinbHOTO cTaHy). He Oy0 BUSBIEHO CyTTEBUX
BiIMiHHOCTEH y MOKa3HWKAaX KOHIIEHTPAIlil akTUBHOTO MeTaboJIiTy Y KPOBi Ta CepefHixX IMOKa3HUKaxX
IpUTHiYeHHs arperaitil TpomoOoruTiB (ITAT) mMik ocobaMu i3 HagIIBUOKUM, iHTEHCUBHUM Ta
TpoMiKHUM MeTabomizaMoM. Y ocib 3i 3HUKEeHUM MeTab0I1i3MOM KOHIIEHTPallisi aKTUBHOTO
MeTabomiTy y KpoBi 3HM3UNacd Ha 63-71 % mnopiBHSIHO 3 ocofaMy 3 iIHTEHCUBHUM MeTab0Ii3MOM.
[Ticns 3acTocyBaHHS pexuMy go3yBaHHs 300 mMr/75 Mr anTuTpoMbouuTapHi edexTy B 0cib 3i
3HUKEHUM MeTabosiaMoM Oy MEeHIN BUPaXKeHUMHU, IIPU LIbOMY cepenHil moka3uuk ITAT (5 MkM
AL1®) ctanoBuB 24 % (24 rogunn) i 37 % (meus 5) mopiBusgHO 3 [TAT 39 % (24 rogunu) i 58 % (meHs 5)
y oci6 3 iHTeHCHBHUM MeTabonizmoM Ta 37 % (24 rogunu) i 60 % (geHsb 5) y ocib i3 mpoMiKHUM
MeTabomizmoM. Konu [y mamieHTiB 3i 3HMKEeHUM MeTab0s1i3MOM 3aCTOCOBYBABCS PEXKUM J03yBaHHS
600 mr/150 Mr, KOHIIEHTpaLlis aKTUBHOTO MeTabO0JIiTy Y KpPoBi GyJia BUIOI0, HiXK IIPYU 3aCTOCYBaHHI
pexumy go3yBaHHs 300 mr/75 mr. Kpim toro, noka3uuku [TAT ctaHoBumu 32 % (24 roguau) ta 61 %
(meHb 5) i Oynmu BUIIMMH, HiXK y 0cib 3i 3HMKEeHUM MeTabosizaMoM, siki orpuMmyBanu go3u 300 mr/75
MT, Ta MOMiOHMMH [0 NMOKA3HHUKIB B iHIINX I'PyIax, BUAIIEHUX 3aJIeXKHO Bifl TUITY MeTabomi3My
CYP2C19, npu 3acTtocyBaHHi pexxumy go3yBaHHSA 300 mMr/75 Mr. 3a pe3yabTaTaMy AOCIIXKEHb
KJTiHIYHNX e(eKTiB HajleXKHUU PeXKUM A03yBaHHS AJIS Ii€l TPYIU MallieHTiB He OYB BU3HAYEHUH.

AHanoriyHo [0 pe3y/IbTaTiB, HaBeeHUX BUIllE, MeTaaHali3 6 JOCIIgXeHb 3 ypaxyBaHHSAM IIOKa3HUKIB
PiBHOBaXXHOTO cTaHy 335 MallieHTiB, SIKi OTPUMYBaIH KJIOMigOrpeb, IPOOeMOHCTPYBaB, 1110
KOHIIEHTPAIlisl aKTUBHOTO MeTabO0JIiTy ¥ KPOBi 3HM3UIACS Ha 28 % y MalieHTiB 3 TPOMiXKXHUM
MeTabomizMoM i Ha 72 % y mallieHTiB 3i 3HUKEeHUM MeTa0os1i3MoM; iHTi0yBaHHS arperarfii
TpoMOouuTiB (5 MKM AII®) TaK0XK 3MEHIUIUIIOCS, IIPHU I[bOMY Pi3HUIlA y moKa3HuKax [IAT craHoBuIa
5,9 % ta 21,4 % BiANOBiIAHO MOPIBHSAHO 3 TAKMMHU IIOKa3HUKAMU y TALi€HTIB 3 iIHTEHCUBHUM
MeTab0I1i3MOM.

Brnnus resotuny CYP2C19 Ha KiHiYHI pe3y/bTaTy y NAI€HTIB, Ki OTPUMYBaIH KJIOMIJOTPesb, y
XO[Ii MPOCIIEKTUBHUX PaHOOMi30BaHUX KOHTPO/ILOBaHMX BUNIpOOyBaHb He BUBYaBCA. [IpoTe Oyio
IIPOBEMEHO IiJTy HU3KY PETPOCIEKTHBHUX aHalli3iB 3 METO0 OILIHKHY bOT0 e(DEeKTY y Malli€HTIB, SIKi
OTPUMYyBaX KJIOMiOTpeib, 3 TaKUMU pe3ynbraTamu resorunyBaiisa: CURE (n = 2721), CHARISMA
(N = 2428), CLARITY-TIMI 28 (n 227), TRITON-TIMI 38 (n = 1477), i ACTIVE-A (n = 601). Kpim
TOTO0, OITy0JIiIKOBaHO Pe3yIbTaTU [AeKiIbKOX KOTOPTHUX NOCIioKeHb.

Y xomi ananizy TRITON-TIMI 38 ta 3 koroptHux mocuigxeHns (Collet, Sibbing, Giusti) kombiHoBaHa
rpyla, SiKa CKJafanacs 3 NallieHTiB i3 MPOMiKHUM Ta 3HHXKEHUM MeTab0J1i3MoM, MaJjia BUIII
IIOKa3HUKM YaCTOTH BUHUKHEHHS CepIIeBO-CYIUHHMX MOl (CMepTh, iHDapKT MioKapAa Ta iHCYJIbT)
abo TpomM0O03y CTEHTIB, HiXK MAaI[i€HTH i3 iIHTEeHCUBHUM MeTabO0JIi3MOM.

Y xopni ananizy CHARISMA Ta 0gHOTO KOTOPTHOTO JOCTiAXKeHHS (Simon) y nami€eHTiB 31 3HUXKEHUM
MeTab01i3MOM CIIoCcTepiranacs migBUIlleHa YaCcTOTa BUHUKHEHHS IOfid MOPiBHSHO 3 TAKOI0 Y
Malli€HTIB 3 iIHTeHCUBHUM MeTab0JIi3MOM.

Ananizu CURE, CLARITY, ACTIVE-A Ta ogHe 3 KOTOpTHUX gociigxkens (Trenk) He moka3anu pisHuni



y 4acTOTi BUHUKHEHHS CepLeBO-CyOIUHHUX TIOMiM 3a/Ie3KHO Bifg 0C00IMBOCTEH MeTabomi3My.

KopeH i3 1iux aHani3iB He BKJII04YaB JOCTATHHOI KiJIbKOCTI MAI[iEHTIB OIS TOTO, 100 MoxkHa 0yyo
BUSIBUTH Pi3HUINO ¥ KITiHIYHUX pe3ybTaTax Y MallieHTiB 3i 3HUKEHUM MeTaboIi3MoM.

Oco6nuBi KaTeropil naiienTiB. PapMaKoKiHETHKA aKTUBHOTO MeTabo0IiTy KJIOMiforpeso He
OOCIiXKyBajacs y HukK4ue3a3HaueHUX 0COOIUBUX KaTeropiil MallieHTiB.

HupkoBa HegocTaTHiCTh. [licig peryaspHOro npuiioMy 75 Mr KJIOMigorpesio Ha fo0y mallieHTaMu i3
TSKKOI0 HUPKOBOIO HEIOCTaTHICTIO (KJIipeHC KpeaTuHiHy 5-15 Myi/Ha xBUnuHy) inribyBanusa AILQ-
iHmyKoBaHoOl arperatii TpoMOOIUTIB 010 MeHIII BUPaXeHUM (25 %) MOpPiBHSHO i3 TaKUM ke epeKToM
y 3MOPOBUX JOOPOBOJIBINB, @ Yac KpoBOTedi OyB IOJOBXKEHUHM MaiixkKe TaK caMo, 5K i ¥ 3HOPOBUX
noOpOBOJIBLIIB, SKi OTPUMYBaJK 75 MT KJIOmiforpenio Ha no0y. Kniniuyna nepeHocuMicTs Oyia
XOpOIIIOI0 B YCIX IAI[i€HTIB.

[TeyiHKOBA HEOCTATHICTL. ITic/sl perynsipHOTo MpUKoOMY 75 MT KJIOMifiorpesio Ha 0o0y BrpomoBxk 10
[HiB IallieHTaMU i3 TAXKKOI0 IMeYiHKOBOIO HeJoCcTaTHiCTIO iHriOyBauHsa Al®-iHIyKOBaHOI arperariil
TPOMOOLIMTIB OY7I0 TAKUM CaMMM, 5K i ¥ 300poBUX N0OPOBObLiB. CepeiHE OIOBXKEHHS Yacy
KPOBOTEYi TaKOXK 0YyJI0 OMHAKOBUM B 000X I'pyIIax.

PacoBa npuHanexHicTs. [Tomupenicts anenet CYP2C19, g9Ki COpUYMHSAIOTE IPOMIiXKHY Ta Cl1abKy
MeTabomniyny aktuBHiCTE CYP2C19, Bigpi3HS€ThCS 3aI€3KHO Biff paCcOBOI/€THIYHOI MPUHAIEXKHOCTI
(muB. po3min «®apMakoreHeTuka»). [cHyI0Th 0OMeKeHi TaHi CTOCOBHO IAlliEHTiB MOHTOJIOIIHOI pacH,
SKl Jal0Th 3MOT'Y OLIHUTHU KJTiHIYHEe 3Ha4YeHHS reHOoTUNyBaHHs Ub0ro CYP 3 TOUKM 30py KITIHIYHUX
pe3yJbTarTiB.

[okniHiyHi maHi 3 6e3neku. [To6iuHMMY edeKTaMu, 10 HakdacTille CIOCTePiraaucs i yac
MOKTiHIYHUX AOCTiAKeHb Ha TBapuHax, 0yu 3MiHU 3 O0KY IediHKY. BoHU 3'SBNSANIKCS IPU BBeleHHI
103, 110 TPU3BOAUIN 0O KOHIIEHTPAIlil KJIOMigoTrpesIio B KPOBi, Maiixke y 25 pa3siB Bullle KOHIIEHTpPAIIil,
SIKi CITOCTEPIraroThCs y MIOAUHYU IIPU KITIHIYHOMY 3aCTOCYBaHHI 03U 75 MT KJIomiforpento Ha noly, i
Oynu HacligKoM [ii mpenapaty Ha GepMeHTH, 1110 6epyTh y4acTh y eYiHKkoBoMy MeTabomi3mi. [Tpu
3aCTOCYBaHHI y TIOOWHU TepPaleBTUYHUX 03 KIIOMiAOTpeIio JKOAHOTO BININBY Ha (PepMEeHTH, 110
0epyThb y4acTh y eyiHKoBOMYy MeTa0o0J1i3Mi, He CIIoCTepiranocs.

[Tpu BBe[eHHI BUCOKHUX 103 KJIOIMiIOTpesIo IIypaM Ta MaBaM-6abyiHaM criocTepiranacs moraHa
IIIJTYHKOBa IIEPEHOCHUMICTh NpernapaTy (BUHMKaB racTPUT, ePO3UBHE ypaXKeHHs IITyHKa Ta/abo
OJIIOBAHHSA).

[Tpu BBeOeHHI KJIOMiOrpesio MUIIaM BIPOAOBXK 78 THXKHIB Ta IypaM BOPofoBXK 104 THXKHIB y Jo3ax
no 77 mr/kr Ha fo0y (1o Maiixke y 25 pa3iB mepeBuIlye KOHI[EHTPAIllil, SKi CIIOCTEPIraloThCs y
JIIONVHY IIPH KITIHIYHOMY 3aCTOCYBaHHi 103U 75 Mr/Ha 0o0y) He OTPHMAHO KOIHUX [I0Ka3iB
KaHIIEPOTEeHHOI [il mpemapary.

Byno npoBefeHo Linuil psag OOCIIAXKEHb TeHOTOKCUYHOCTI KJIOMiZOrpesIio B yMOBax in vitro ta in vivo,
OJIHaK BOHU He BHSIBUJIM KOOHOI TeHOTOKCUYHOI [il Ipemnapary.

Kmonigorpens He BIIMBaB Ha PENPOOYKTUBHY (YHKIIiIO IIyPiB, a TaKOXK He YHHUB TePaTOTeHHOI il Hi
y mypiB, Hi y KposmiB. [Ipu BBefeHHi II[ypaM y Iepiof TaKTallil KJIOMigorpessb IPU3BOAUB 10 HE3HAYHOL
3aTPUMKH PO3BUTKY ITOTOMCTBa. CrelianbHi (papMaKOKiHETUYHI AOCTIAXKEHHS 3 PagiOaKTUBHO
MiYeHUM KJIOIIiforpesieM JOBeH, 110 BUXigHa peduoBrHA Ta ii MeTabOoJIiTH eKCKPETYIOThCS 3 TPYIHUM
MoJiokoM. OTXKe, He MOXKHa BUKJIIOYaTH K 0e3[0cepeiHbOr0 BIJIUBY IIperapaTy Ha TOTOMCTBO
(He3Ha4YHa TOKCHYHA [is), Tak i OMOCepegKOBaHOTO BIJIUBY (BHACIAOK MOTiPIIEHHS CMaKOBUX
SIKOCTel MOJIOKa).



Kniniuni xapakKTepuCTHKH.
Iloka3aHnHus.
BmopuHHa npogirakmuka nposgie amepompomb0o3y y 00pocaux nayieHmis:

— 4Kl nepeHecnu iHQapKT MioKapfa (Io4aToK JTiKyBaHHS — 4epe3 KiJbKa OHIB, aje He Ii3Hille Hixk
yepe3 35 OHIB MiC/I BUHUKHEHHS), iMIeMiYHUY iHCYJIbT (II0YaTOK JIIKyBaHHSI — 4yepe3 7 [OHiB, ajie He
Ii3HimIe HiX Yyepe3 6 MicAIMiB mic/is BUHUKHEHHS) ab0 ¥ SKUX IiarHOCTOBAHO 3aXBOPIOBAaHHS
nepuepuyHUX apTepiy;

— 3 TOCTPHUM KOPOHAPHUM CHHAPOMOM:

i3 rocTpuM KOpOHapHUM cUHAPOMOM 6e3 mimiiomy cermeHTa ST (HecTabinbHa CTeHOKapAis abo
inpapkT Miokappa 6e3 3yous ), y TOMy YHCI y Hali€HTiB, SKUM OyJI0 BCTQHOBJIEHO CTEHT y XOAi
IIPOBEJIEHHS YePe3IIKiPpHOr0 KOPOHAPHOT0 BTPy4YaHHs, Y KoMOiHallii 3 ale TUIICAIIIIIOBOI0 KUCIIOTOI0
(ACK);

— i3 roctpuM iHpapKTOM MioKappa 3 migiiomom cermeHnTa ST, y KoMmOiHallii 3 alleTuiCcaninuIoBo0
kucnoToio (ACK) y nari€eHTiB, IKUM IPOBOIATh Yepe3lIKipHe KOPOHAPHE BTPY4YaHHS (BK/II0Yai4u
NAlli€HTIB, IKUM BCTAHOBIIIOIOTH CTEHT), a0 y MAaIli€HTiB, IKi OTPUMYIOTh MEAUKaMeHTO3He JTiKyBaHHS
i MaoTh MpaBo Ha TPOMOOJITUUHY/(DiOPUHOIITUYHY TepaIliio.

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

Knomigorpens y kom6inarrii 3 ACK nmokasanuit gopociuM natieHTaM 3 TIA cepegHbOTO Ta BUCOKOTO
CTyIIeHSI PU3UKY (ITOKAa3HUK 3a LIKAJI0 ABCD2' = 4) a60 MauM imeMiuHuM iHCy7IbTOM (IIOKa3HUK 3a
mxasnoo NIHSS® < 3) nporsirom 24 rogus nicns noaii TIA a6o I1.

[1] Bik, apTepianbHul TUCK, KJTiHiYHI 03HAKH, TPUBAJICTh Ta AiarHO3U LIyKPOBOTO fiabeTy.

2 IlIkana iHCynbTy HauioHaIpHOTO IHCTUTYTY 300POB’A.

ITpogpinakmuka amepompombomuyHux ma mpomboemboaivHuUX nodilt npu ¢pibpussyii nepedcepov.
Knoniporpens y kom6inarii 3 ACK noka3aHui opociuM natieHtaM 3 ¢pibpunsiieio nepencepnb, ki
MaloTh IJOHaWMeHIIIe OOUH (PaKTOP PU3UKy BUHUKHEHHS CYOUHHUX IOAiH, Y IKUX iCHYIOTh
IIPOTUIIOKA3aHHS [0 JiKyBaHHS aHTaroHictamu Bitaminy K (ABK) i gKi MatoTh HU3bKUU PU3UK
BUHUKHEHHS KPOBOTeY, 719 TPO]iIaKTUKKU aTePOTPOMOOTUYHHIX Ta TPOMO0EMOOTIYHUX TIOil, B TOMY
YUCIIi iIHCYTIBTY.

Ing oTpuMaHHS AOAaTKOBOI iHdopMallil AuBiThCA po3ain «dapMaKoIoriyHi BIaCTUBOCTI».

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTE [0 Ait040l peuyoBUHU ab0 [0 Oyab-IKOT0 KOMIOHEHTa IIpemapary. TsaxKa



Ie4iHKOBA HeJOCTaTHICTE. ['0CTpa KpoBOoTeYa (HampuKiIaf, enTuYHa BUpa3ka abo
BHYTPIIIHEOYEPEIHUY KPOBOBUJIUB).

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

JlikapcuKi 3acobu, 3acCmocyB8aHHA AKUX CYynposodicyemuCs NidBUUEHHAM pu3uky kpogomeu. Yepe3
MOTEHIINHNY afUTUBHUY e(eKT iCHY€E MiABUIIEHUN PU3UK reMOpariYyHuX yCKJIagHEHb, TOMY
OJHOYACHe 3aCTOCYyBaHHS TaKWX JIiKAPCHKUX 3ac00iB 3 KJIOMiorpesieM BUMarae 00epexkHoCTi (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITepopanavHi anmukoaeyaaHmu. OfHOYACHE 3aCTOCYBaHHS IIpernapaTy ITnasikc’ 3 IIepOpaIbHUMHU
QHTUKOATYJISTHTaMM He PEKOMEHIYETLCS, OCKiTbKY TaKa KOMOiHallisT MOXKe ITOCUNIUTH iHTEHCUBHICTh
KpoBOTedi (IuB. po3min «OcobIUBOCTI 3aCTOCYBaHHSS»). X04a 3aCTOCYBaHHS KJIOMiOOTPesio y J03i
75 Mr Ha go0y He 3MiHIOE (hapMaKOKiHeTHYHUY Mpodins S-Bapdapuny abo MikHapogHe
HOpMari3oBaHe criBBigHOumeHHA (MHC) y mallieHTiB, gKi BIPOJOBXK TPHUBAJIOTO YaCy OTPUMYIOTh
niKyBaHHS BaphapuHOM, OHOYACHE 3aCTOCYBAHHS KJIOMiJOTpeio Ta Bapdapuny 30inbiIye pusnuk
KPOBOTEYi Yepe3 iCHyYBaHHS HE3aJeXKHOT0 BIIMBY Ha reMOCTa3.

IH2ibimopu enikonpomeiHnosux peuenmopis IIb/IIIa. Knomigorpens ciif 3 00epekHiCTI0 MpU3HAYaTH
nalieHTaM, IKi OTPUMYIOTh iHTi0iTOpH rikompoTeiHoBux pelenTopis [Ib/IIla (ouB. po3gin
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Auemuacaniyunosa kucioma (ACK). AtieTuncaninunoBa KUCIIOTa He 3MiHIOE iHTiOiTOpHOI [ii
kyonigorpeno Ha AIlI®-iHgyKoBaHy arperartio TpoMOOUHUTIB, ajie Kiomniforpens nocusoe fito ACK Ha
arperariiito TpoMOOITUTIB, iHAYKOBaHYy KoyareHoM. IIpoTe ogHo4YacHe 3actocyBaHHs 500 mr ACK 2
pas3u Ha fo0y IPOTSTrOM OOHOTO [HS He CIPUYUHSIO0 3HAUYIIoro 30iblleHHs Yacy KpOBOTeYi,
IIOI0B2KEHOTr0 BHACJIIAOK NTpuiioMy Kiomiforpenoo. OCKibKY MOXKIIMBa (hapMaKOAMHaMidyHa
B3aEMOTis MiXK KJIOMigorpesieM i alleTUIICaIilUIOBOI0 KHCIIOTOO 3 MigBUIIEHHIM PU3UKY KPOBOTEUi,
OJHOYACHe 3aCTOCYBaHHS I[UX IIpernapariB motpebdye o6epekHOCTI (muB. po3min «OcoOnmuBOCTi
3acTocyBaHH»). He3Baxkatouu Ha 1e, kionigorpens i ACK 3acTocoByBaiu OGHOYACHO IPOTATOM [0
OJIHOTO POKY (guB. po3min «PapMaKoIOTiuHi BITaCTABOCTI»).

I'enapuH. 3a maHUMU KJIiHIYHOTO AOCTIXKEHHS, TPOBEIEHOr0 3a y4acTIO 3T0POBUX JOOPOBOJIBLIIB,
KJIOIigorpesb He MoTpeOyBaB KOPeTryBaHHS O03U relapyiHy Ta He 3MiHIOBaB [Iil0 TelapuHy Ha
Koarynsnito. OmHOYacHe 3aCTOCyBaHHS rellapuHy He 3MiHIOBasIo iHri6yio4oi mil Komigorpento Ha
arperatiiito TpoM601uTiB. OCKiIbKM MOXKJIMBa (papMaKOAMHaMidyHa B3a€EMOIis MiX KJIOMigorpesneM i
relapyHOM i3 MigBUIIIEHHSIM PU3UKY KPOBOTEYi, OMHOYACHEe 3aCTOCYBaHHSA IMX IIpelapaTiB noTpedye
ob6epexHOCTi (quB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

TpomboaimuyHi 3acobu. besneka omHOYAaCHOTO 3aCTOCYBaHHS KiIomigorpenio, Gibpunocnenupiyamnx
abo ¢ibpuHoHecnenMbiyHNX TPOMOOMITUYHUX IIpeNapaTiB Ta renapuHy Oyia HOCTigXKeHa Y Nalli€HTiB
i3 roctpuM iHapkTOM Miokapma. HacToTa po3BUTKY KIiHIYHO 3HAYYLIUX KPOBOTEY Oyiia
aHaJIoOTiYHOIO Tili, 110 CIIOCTepiranacs mMpu OJHOYACHOMY 3aCTOCYBaHHI TPOMOOJITUUHUX IIPellapaTiB
ta renapuny 3 ACK (nuB. po3gin «IToGiuHi peakiii»).

Hecmepoidxi npomu3anaavHi npenapamu (HIT3IT). Y xomi KTiHIYHOTO HOCITIIXKEHHS, ITPOBEOEHOTO0 3a
y4acTio 300pOBUX NOOPOBOJIBIIB, OMHOYACHE 3aCTOCYBaHHS KJIOMIIOTPEII0 Ta HAallPOKCEHY
301iTbIITyBaIO KiIbKiCTh IPUX0BAHUX IITyHKOBO-KUIIKOBUX KPOBOTeY. OfHAK Yepe3 BiCYTHICTh
IoCTigKeHb B3aeMopil npenapaty 3 inmumu HIT3TI gotenep He 3’'51COBaHO, YU 3POCTA€ PU3UK
IIIJTYHKOBO-KUIITKOBUX KPOBOTEY IIpH 3acTocyBaHHi 3 ycima HIT3II. Tomy HeoOxinHa o6epexHicTh pu



omHO4YacHOMY 3acTocyBanHi HIT3II, 30kpema inribitopis LIOI'-2, 3 kmomigorpeneM (OUB. pO3misn
«OCc06IUBOCTi 3aCTOCYBAHHS»).

CesnexmusHi iH2ibimopu 380p0mMH020 3axonsieHHs cepomoHiHy (CI33C). CI33C MaroTh BIUIMB Ha
aKTUBALil0 TPOMOOIUTIB i 36iNbIIYIOTh PU3UK KPOBOTEYi, TOMY CymyTHE 3acTocyBaHHst CI33C 3
KJIOIIIOrpesieM CJIiff IPOBOOUTH 3 00ePeKHICTIO.

O0HouacHe 3acmocy8aHHA IHWUX npenapamis.
Inoykmopu CYP2C19

OckinbKu KIIOMiforpesns MeTaloi3yeThCs O CBOI0 aKTUBHOI0 MeTaboJIiTy 4aCTKOBO 3a JOIIOMOT 00
CYP2C19, ouikyeThCs, 110 3aCTOCYBaHHS JTiIKApChKUX 3ac00iB, 110 iHAYKYIOTh aKTUBHICTB IIHOTO
bepMeHTy, Tpu3Befe A0 MiBUIIEHHS PiBHS aKTUBHOT'0 MeTaboiTy KJIOMigorpertio.

Pucdammninun cunsHo iHgykye CYP2C19, 110 npu3BOAUTE K OO MigBULIEHOTO PiBHS aKTUBHOTO
MeTaboJIiTy KJIOIiorpento, Tak i fo inribyBaHHs TpOMOOLKUTIB, 1110, 30KpeMa, MOXKe ITOCUIUTU PU3UK
KpoBOTeUi. JK 3amo0iKHUM 3axif CIlifg YHUKATH OOQHOYACHOTO 3aCTOCYBAHHS CUJIBHUX iHIYKTOPIB
CYP2C19 (muB. po3gin «Oco0nMuBOCTi 3aCTOCYBaHHS»).

Ineibimopu CYP2C19

OCKiNIbKH KJIOIiIOrpesb IepeTBOPIOETHCS Y CBilMl akKTHBHMM MeTabomiT yacTKoBo mmif miero CYP2C19,
TO 3aCTOCYBaHHS IIpelnapariB, SKi 3HUKYIOTh aKTUBHICTE I[bOTO (DepMeHTy, HalliMOBipHiIlle, IpU3Bee
[0 3HUKEHHS KOHIIeHTPallil akTHBHOT0 MeTaboJIiTy Kiomiforpento y nmna3Mi. Kiiniune 3HaueHHS wi€l
B3aeMo[iii He 3’sicoBaHe. ToMy SK 3amo0ixKHUM 3aXif CJIifl yHUKATU OMHOYACHOTO 3aCTOCYBaHHS
CUIbHUX Ta MoMipHuUX iHribiTopiB CYP2C19 (muB. po3minu «Oco6IuBOCTI 3aCTOCYBaHHSI» Ta
«OapMaKOKiHETHKa»).

IIo mpemnapariB, sKi € cunbHEMY a00 moMmipHuMY iHTiGiTOpamu CYP2C19, HamexkaTh OMEIpPasori,
e3oMernpa3o’, GayBoKcaMiH, QryokceTrH, MOKI00eMi,, BOpPUKOHA30J1, PIIyKOHA30JI, TUKJIOMIANH,
KapOama3seriH Ta edaBipeHIl.

IH2ibimopu npomoHHoi nomnu (IT1T1). Omenpa3on y mo3i 80 Mr onuH pa3 Ha go0y, IPU CYIyTHEOMY
3aCTOCyBaHHI 3 KnomigorpeneM abo B MexXax 12 rofgyuH MiX IpuiioMaMy KX OBOX IIpeliapaTiB
3HUKYBaB KOHIIEHTPAIliI0 aKTUBHOTO MeTaboJIiTy ¥ KpoBi Ha 45 % (HaBaHTaxKyBasbHa fo3a) i 40 %
(migTpuMytoda mo3a). Lle 3HUKEHHS CYIPOBOAXKYBAIOCS 3MEHIIEeHHAM IPUTHIYeHHS arperariil
TpoMOouuTiB Ha 39 % (HaBaHTaxyBaabHa 03a) i 21 % (migTpuMyoda mo3a). O4UiKyeThCsl aHANIOTiuHa
B3a€EMO[Iif KJIOMiOTPEJIIo i e30Menpa3oy.

3a pe3ynbraTamMu oO6cepBallifHUX Ta KIiHIYHUX OOCTiAXKeHb OTPHMaHi CyrepeysuBi faHi CTOCOBHO
KJTiHIYHUX HaCTigKiB nux papmakokiHeTnyHux (®K) ta dhapmakonuHaMmiunux (OJ1) B3aemMofiiit 3 TOUKH
30py PO3BUTKY OCHOBHUX KapAioBaCKYIAPHUX NOfAiN. K 3amobiKHKK 3axif He CHIifl OmHOYacHOo 3
KJIOMiIorpesieM 3aCTOCOBYBATH OMempa3oi abo e3oMemnpa3on (OuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

MeH1 BupaXXeHe 3HWXKEHHS KOHIIEHTpallid MeTaboJIiTy y KPOBi CIIOCTEPIranocs Ipu 3aCTOCYyBaHHi
IIaHTOIIPa30iy abo TaHCOMpa3oy.

[Tpu ogHOYACHOMY 3aCTOCYBAaHHI MAaHTOMPa30y y 7031 80 Mr oguH pas3 Ha mo0y KOHIIEHTpAIIil
aKTUBHOTO MeTabomiTy y mna3mi 3Hu3umucs Ha 20 % (HaBaHTaXXyBalbHa f03a) Ta Ha 14 %
(migTpuMyioyda mo3a). Lle 3HUKEHHST CYIPOBOAXKYBAIOCS 3MEHIIEeHHSIM CePeIHbOT0 TOKa3HUKaA
IpUTrHiYeHHs arperaiil TpomOouuTi Ha 15 % Ta 11 %, BigmoBigHO. OTpUMaHi pe3ynabTaTh BKa3yloTh



Ha MOKJTUBICTb OOHOYACHOTO 3aCTOCYBAHHS KJIOMIMOTPEII0 Ta TAHTOMPA30ITy.

Hewmae gokasiB Toro, 1o iHmi 1ikapchKi 3aco0u, SKi 3MEeHIIYIOTh IIPOAYKIIII0 KUCIIOTH Y UUIYHKY, TakKi
gK, Hanpukiag, H2 6nokatopu abo aHTAIUAX, BIIMBAIOTh HA @aHTUTPOMOOLIUTapHY aKTUBHICTh
KJIOTIiAOTPeo.

BycmepHa anmupemposipycHa mepanis. Y BlJI-iH}ikoBaHUX MAIi€HTIB, IKi OTPUMYIOTh OYCTEPHY
aHTUPeTPOBipyCHY Tepalitoo (APT), BUCOKUH PU3UK BUHUKHEHHS CyIUHHUX IOTIU.

CyTTeBo 3HUXKEHe iHri0yBaHHS TPOMOOUIUTIB CIIoCTepiranocs y nauieHTis 3 BIJI, aki oTpuMyBanu
APT, nigcuneny putoHaBipoM abo kobinucraToM. Xoda KiTiHidYHa 3HAYYLIICTh XX OAaHUX HE
BHM3Ha4YeHa, OTPUMaHO CIIOHTaHHI noBimoMieHHS npo BlJI-iHGpiKoBaHUX MAIiEHTIB, SKi OTPHMYyBaIu
APT, migcuneHy puTOHaBIpOM, i IKi mepeHecIyu IOBTOPHI OKJTI03iiHi gBuUIlla micysa meo0CcTpyKIil abo
TpoMOOTHYHI nofil Ha PoHi cxeMu NiKyBaHHS yIapHUMU N03aMU Kionifgorpeso. [Ipu ogHOYacHOMY
3aCTOCyBaHHI KJIOMiJOTPeTi0 Ta PUTOHABIPY MOXKJIMBE 3HUKEHHS CEPeIHbOro iHTiOyBaHHS
TpoMOOIMTiB. TaKUM YHMHOM, CJIifl BITMOB/ISITUCS Bifl OMHOYACHOT'0 3aCTOCYBAHHS KJIOMiIOTPesIio 3
oycreproro APT.

KombiHauis 3 iHwumu aikapcvkumu 3acobamu. Byno mpoBegeHo HU3KY KIiHIYHUX OOCITioXKeHb 3
KJIOMiIOTpesieM Ta iHIIMMU IIperapaTaMy [Jis BUBYEHHS INOTEHLIIMHUX papMaKOJUHAMIUHUX i
(dhapMakoKiHeTUYHUX B3aeMopii. KiiHiuHO 3Hauymol hapMakKOAMHaMiYHOl B3aEMOZI1 IIpU
3aCTOCyBaHHI KJIOMiJOTpesio OMHOYACHO 3 aMeH01010M, HipeduniHom abo 3 o00Ma IIpernapaTaMu
BUSBJIEHO He Oyio. KpiMm Toro, hapmakogrHaMigyHa aKTUBHICTD KJIOMigOTPEITI0 3a/IUIINTIACS
TPaKTUYHO HE3MIHEHOIO ITPX OJHOYACHOMY 3aCTOCYBaHHI 3 (peHoOapbimasom Ta ecmpo2eHOM.

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

AHmMauuoHi 3acobu He BIIJIUBAIM Ha pPiBeHb abcopOiiii KIomigorperto.

Pesynbratu gocmipxkenus CAPRIE cBimuaTs, 110 peHimoiH i moabymamio, siki meTabomi3y0ThCs 3a
noromMoroo muroxpomy CYP2C9, MoxkHa 0e3MeYH0 3aCTOCOBYBAaTH OOHOYACHO 3 KJIOMigOTPEJIEM.

Jlikapcuvki 3acobu, siki € cypcmpamamu pepmermy CYP2C8. Byno moka3aHo, 10 KJIOMiIorpesb
30i/bIIlyE €KCIIO3UIII0 PETATIiHiny y 300p0oBUX H0OPOBOLIIB. [loCHimXKeHHs in vitro
IIPOAEMOHCTPYBaIH, 110 Iie 36inbIIeHHS eKCII03UIil penariHiny o0yMoBieHe iHTiOyBaHHIM
depmenty CYP2C8 riokypoHigHEM MeTab0J1iTOM KIIOIimorpesto. 3 Orisigy Ha PU3UK 30iIbIIeHHS
KOHIIeHTPaIliil B IIJTa3Mi KPOBi OMHOYACHEe 3aCTOCYBaHHS KJIOMIOrPeIio Ta JIikapChbKux 3aco0iB, sKi
BHBOMISITHCS 3 OpPraHi3My IepeBaXHO 3a AOIIOMOTroi0 MeTab0Ii3My, olocepefKOBaHOT0 (pepMeHTOM
CYP2C8 (Hanpukiaf, penariiHif, makiitakces), noTpedye o6epekHOCTi (TuB. po3ain «OcobmuBOCTi
3aCTOCYBaHHS»).

3a BUHSATKOM iH(opMalii 1100 B3aeMoil 3i crenudivHuMHU TiKapChbKUMU 3aco0aMu, HaBeOeHOl BUIIIE,
MOCTiMKEeHHST B3a€MOIii KJIOMigorpeto 3 JiKapCbKUMHU 3aco0aMu, sKi 3BUYalHO MPHU3HAYAOTh
XBOPUM Ha aTepoTpoM003, He mpoBoaunucs. ONHAK MallieHTH, SKi 6pany y4acTh y KITiHIYHUX
OOCHIIAXKEHHAX KIIOMIJOrpesIto, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIperiapaTy, BKIIOYAUM OlyPETUKY,
OeTa-61okKaTopy, iHriGiTOPU aHTiOTEH3UWHIIEPETBOPIOIOYOT0 PePMEHTY, aHTarOHICTU Kaslbllilo, 3aco0H,
110 3HUKYIOTh PiBEHb X0JIECTEePUHY, KOPOHAPHI Ba30guIaTaTopu, aHTUAia0eTHYHI 3aco0u
(BKITIOYAIOUM iHCYIIiH), IpOTHeNiNenTuYHi 3acodu Ta anTaro"ictu GPIIb/IIla, 6e3 03Hak KIiHIYHO
3HAuyIoi mobiyHol mil.

4K iy pasi 3acTocyBaHHS iHIIUX IlepopasibHUX iHTi0iTOpiB P2Y12, ogHOYAaCHe 3aCTOCYyBaHHS
OIIiOIMHUX aroHIiCTiB MOXKe MOTEHIIMHO 3aTPUMaTH Ta 3MEHIIUTH abCoPOIIiio KIIOmimorperto,



MOBIpPHO, Yepe3 yIOBiIbHEHE BUIIOPOXKHEHHS HIMyHKa. KiTiHiuHa 3Ha4YyIIiCcTh IIbOTO HeBigoMa. Crif
PO3TIITHYTH 3aCTOCYBaHHS IAapeHTEPATbHOT0 aHTUTPOMOOIMTAPHOTO 3aco0y MallieHTaM 3 TOCTPUM
KOPOHAPHUM CUHIPOMOM, SKi MOTpe6yi0Th OMHOYACHOTO BBeeHHSI MOpdiHny abo iHIIKUX aroHiCTiB
ormioimis.

Po3sysacmamuH. Byno BUSBIIEHO, L0 IiC/Is OpUioMy Kiomigorpesto B 1o3i 300 Mr y naijieHTiB
eKCIT03UIlisl po3yBacTaTuHy 30inbiryeTbes y 2 pa3u (AUC) tay 1,3 pasa (C,,,,), @ IiCs IOBTOPHOTO
IPUIOMY KIJIOMiIOTPetio B 1031 75 MTI' eKCIIO3uIlisi po3yBacTaTuHy 30inmbinyeThes B 1,4 pasa (AUC) 6e3
BILUTUBY Ha C,,,.

Oco6 1ueocmi 3acmocyeaHHsi.

Kposomeua ma 2emamoo2iuHi po3nadu. Yepe3 pU3UK PO3BUTKY KPOBOTEUi Ta reMaTOIOTiUHUX
no0iuHMUX peaklidl CJIifl HeraifHO IPOBECTU PO3TOPHYTHI aHasi3 KpoBi Ta/abo iHimi BigmoBigHi TecTy,
SIKIIO TIi] YaC 3aCTOCYBaHHA IIpenapaTy CIIOCTePIraloThCs CUMIITOMH, 1110 CBiAYaTh PO MOXKJIUBICTh
KpoBoTeui (muB. po3min «ITob6iuni peakmii»). 4K i iHmni arTUTpOMOOIMTAPHI 3aC00H, KJIOMiIOrpesb
CJIifT 3aCTOCOBYBATU 3 00EPEKHICTIO ¥ MAllieHTiB 3 MiABUILIEHNM PU3UKOM KPOBOTEUi BHACIIIOK
TPaBMH, XipypriyHoro BTpy4aHHs abo iHIIWX MAaTOJOTiYHUX CTaHIB, @ TAKOXK Yy pa3i 3aCTOCyBaHHS
nauiestamu ACK, renapusy, inriéitopis riikonporeiny I1b/II1a, HIT3TI, Bkmtoyatouu iHribiTopu
LI0T'-2 abo cenekTuBHi iHribiTopu 3BOpPOTHOTO 3axonneHHs cepoToniny (CI33C), noTyxHi iHOyKTOPU
CYP2C19 ab6o inmi nmikapchki 3acobu, Taki sIK eHTOKCU(INTiH, 3aCTOCYBaHHS SKUX CYNPOBOIKYETHCS
MigBUILIEHHAM PU3UKY IeMOparidyHux SBUIL (OUB. po3Ain «B3aeMopis 3 iHIIUME JTiKapChKUMU
3acobaMu Ta iHIII BUOW B3a€MOTil»). Yepe3 mifBUIlleHNI PU3UK KPOBOTEYi HE PEKOMEHIYEThCS
OTpifiHa aHTUTPpoMOOLMTapHa Teparis (knomigorpens ACK munipugamorn) [isi BTOPUHHOI
npodilaKTHKK iHCYIBTY y MAIliEHTIB 3 TOCTPUM HeKapaioeMOomiyHuM imemiyauM iHcynpToM abo TIA
(muB. po3minu «B3aemois 3 iHIIMMM JTiIKapCHKUMY 3aco0aMu Ta iHIM BUOW B3aeMOii» Ta «[1o6iuHi
peaxirii»).

Heo0xigHO yBaXKHO CTEXKUTH 3a MIPOSIBAMH Y MAIli€HTiB CUMIITOMIB KPOBOTEYi, ¥ TOMY YHCJTi
IIPUXOBAHOI KPOBOTEYi, 0COONIMBO Yy MePIlli THXKHI TiKyBaHHS Ta/a0o micisg iHBa3iiiHUX Ipolenyp Ha
cep1i Ta XipypriyHux BTpy4anb. OgHOYACHE 3aCTOCYBaHHS KIIOMIOTPENI0 3 IepOPaJIbHUMU
QHTUKOATYJITHTaMU He PEKOMEHIYEThCS, OCKIJIBKY I[e MOXKe MOCUJIUTU IHTEeHCUBHICTh KPOBOTEY (IUB.
po3min «B3aemois 3 iHIIUMHU JTiIKApCHKUMHU 3aco0aMu Ta iHIM BUOM B3AEMOIIN»).

Y pasi nn1aHoBOro XipypriyHoro BTpy4aHHS, KOIU aHTUTPOMOOLMTAPHUY €(EKT € TUMUYACOBO
HeOaXXaHUM, JIIKyBaHHS KJIOMigorpesieM CJIil MPUIMHUTY 3a 7 OHIB [0 onepatil. [TarieHT moBuHHI
MOBIAOMJIATH JIiKaps (Y T.4. CTOMATOJI0Ta) PO Te, III0 BOHU MPUKUMAIOTh KJIOIiAOTpelb, Iepen
Ipu3HadYeHHSIM iM Oyab-5IKOI oIepallil 4u mepef 3aCTOCYBaHHSIM HOBOT'O JIiKapChKOT0 3aC00y.
Knomigorpens MomoBXKye TPHUBaIiCTh KPOBOTEYi, TOMY MOT0 CIIiff 00epeKHO 3aCTOCOBYBaTH NallieHTaM
3 IiIBUIIEHUM PU3UKOM KPOBOTeUi (0COOIMBO IUIYHKOBO-KUIIIKOBOI Ta BHYTPIIITHEOOYHOI).

[TamieHTiB cnif momepemuTH, IO Iif Yac JiKyBaHHSA KiomiforpeneM (okpeMmo abo y kombinarrii 3 ACK)
KpPOBOTeYa MOXKE 3YIIUHATUCS ITi3Hillle, HiK 3BUYalHO, i II[0 BOHU MOBHHHI ITOBIIOMIIATH JliKaps PO
KOXHUM BUITaflOK HE3BUYHOI (3a MiClleM Y{ TPUBAJIiCTIO) KPOBOTEYi.

3acrocyBaHH# Kiomiforpento 600 Mr sk HaBaHTaXKyBaJIbHOI 03U He PEKOMEHIYETLCA TallieHTaM i3
TrOCTPUM KOPOHApHUM cHHAPoMOM 0e3 mimitomy cermenTa ST y Bili =75 poKiB uepe3 migBuUIeHMH
PU3UK KPOBOTEYI B I[ill MOMYJIALIl.

Yepes o6MexkeHi KITiHiYHI faHi 1100 MalieHTiB BikoM =75 pOKiB 3 KOPOHAPHUM CUHIPOMOM i3



roctpuM mipiiomoM cermeHnTa ST (STEMI), aki orpuMyBanu YKB Ta nigBullieHUM pU3UKOM KPOBOTEUI,
3aCTOCYBaHHST HaBaHTaXyBalabHOI 103U 600 MT KJIOIiAOTPETIo CIIif PO3TSAaTy JIUIIe IiCIIs
iHOUBiTyabHOI OIIIHKY KPOBOTEYi MAIliEHTa JIiKapeM.

TpombomuuHa mpomboyumoneHiuHa nypnypa. [lyxe pifKo criocTepiranucs BUMagku TpOMOOTUYHOI
TpoMOonuToneniuynoi nypmnypu (TTII) micns 3acTocyBaHHS KJIOMifoOrpento, iHoai HaBiTh micns #oro
KOPOTKOYACHOT0 3acTocyBaHHs. TTII mposBiIs€ThCS TPOMOOLUTOIEHIEI0 Ta MIKPOAHTi0IATUYHOIO
TreMOJIITUYHOI0 aHEMi€I0 3 HEBPOJIOTiYHMMU ITPOsiBaMU, HUPKOBOIO IUCOYHKIliEI0 abo rapsiuko0. TTTI
€ TIOTEHIINHO He0e3eYHNUM CTaHOM, SKUI MOXKe IIPU3BOAUTH [0 JIeTalIbHOT0 HACTIAKY i TOMy
noTpebye HeralHOTO JTiKyBaHHS, B TOMY YHUCJIi IPOBeeHHS Ina3Madepesy.

Hew,00a8H0 nepeHeceHulU iweMiyHUl iHCy1bm.
[ToyaToK JiKyBaHHSI

[TamieHTaM 3 TOCTPUM MajuM imeMiyHUM iHCyIbTOM ab0 3 TIA cepeqHbLOTO Ta BUCOKOTO
CTyIleHSI PU3UKY NOIBIVHY aHTHArperauTHy Teparrito (knomigorpens Ta ACK) crig po3nounHaT He
mi3Himle HiXK yepe3 24 TOOUHM IIiCIS MOYaTKy Ol

Hemae maHUX OO0 CIiBBITHOIIEHHS KOPUCTh-PU3UK KOPOTKOCTPOKOBOI ITOABINHOI
aHTHarperaHTHOI Teparil [ig namienTiB 3 roctpuM ManuMm I abo TIA cepeIHBOTO Ta BUCOKOTO
CTyIleHSI PU3UKY 3 (HeTpaBMaTUYHUM) BHYTPIIIHbOUYEPEITHUM KPOBOBUJIUBOM B aHaMHE3I.

[Tamientam 3 HeManuM [l MOHOTeparito KIIomigorpesieM Ciif PO3MOYUHATH JIUIIe Yepes 7 OHIB
IIiCJIT HaCTaHHS MOMil.

ITauienmu 3 Hemaaum II (nokasHuk 3a wkaaow NIHSS > 4)
3BaXkalo4yHy Ha BiCYTHICTh JaHUX, BUKOPUCTAHHS MOABIKHOI aHTUTPOMOOIIMTAPHOI Teparii He
pekoMeHOoBaHe (IUB. Po3Min «[Toka3aHHS»).

ITauienmu 3 Hew,o0asHim maaum II abo 3 TIA cepedHb0O20 Mma 8UCOKO20 CMYNeHA PU3ukKy, AKUM
npusHavyeHe abo nAaHyemMuvCs iHmepeeHyiliHe 8MpPYYaHHA

HeMmae maHUuX, 9Ki DiATBEPOXKYIOTh OOLUIMBHICT 3aCTOCYBAHHS NMOABIMHOL aHTHArperaHTHOI Teparil
malieHTaM, SKUM II0Ka3aHe MMPOBeeHHs KapOTUOHOI eHmapTepeKToMii abo BHYTPIIIHbOCYIUHHOI
TpoMOeKTOMil, a0 malieHTaM, SKUM IJIaHYETLCS IIPOBeieHHs TPoMOoTi3ucy abo aHTUKOATyISHTHOI
tepamil. [ToaBiliHa aHTHarperaHTHa Tepalis B LIXX CUTYallisiX He peKOMeHI0BaHa.

Habyma 2emodinis. TIoBigoMIIsiIOCs PO BUIMIQAKX PO3BUTKY HaOyTol reModinii micis 3acTocyBaHHS
KJIOMigorpento. Y pasi miaTBepakeHoro i301b0BaHoro 30inbimenHss AYTY (aKTHBOBAHOI'0 YaCTKOBOT'O
TPOMOOTIIaCTHHOBOTO 4acy), 10 CYIIPOBOAXKYETHCS ab0 He CYIPOBOAXKYETHCS KPOBOTEYEI0, MOTPIOHO
PO3TISIHYTH MUTAHHS NP0 giarHOCTyBaHHSA HabyTol remodinii. [TamieHTy 3 MiATBepAXKEHUM OiarHO30M
HaOyToi reModisnii TOBUHHI 3HAXOMUTHUCS Tifl HATJIANOM JIiKaps i OTPUMYBATH JTiKyBaHHS;
3aCTOCYBaHHS KJIOMIAOTPENIIO CJIif, IPUIIMHEHO.

Llumoxpom P450 2C19 (CYP2C19).

d®apmakozeHemuka. Y Talli€eHTiB i3 reHeTHYHO 3HUKeHOI0 QyHKuiero CYP2C19 cnocTepiraeThcs
MeHIITa KOHIIEHTPaIlisl aKTHBHOTO MeTa0OoJIiTy KIIOMiOTpestio y I1a3Mi Ta MeHII BUpaXKeHU!
aHTUTpPOMOOLIMTapHUY ePEeKT TP 3aCTOCYBaHHI PEKOMEH0BaHUX 103 KJIOMioTrpesIio. 3apa3 iCHYIOTh
TECTH, gKi faiTh 3Mory BusButyu resotun CYP2C19 y namienTa.



OCKinbKY KJIOIiIOTpesb IePeTBOPIOETHCS Y CBill aKTUBHUM MeTabomiT yacTKoBo Iif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpelapariB, fAKi 3HUXKYIOTh aKTUBHICTh IIbOT0 (PEPMEHTY, HalliMOBipHillle, Ipu3Bene
[0 3MEHIIIeHHST KOHIIEHTpallil akTUBHOTO MeTaboIiTy Kiiomigorpesto y mna3mi. OgHak KiliHiuHe
3HaueHH4 I1i€l B3aeMopil He 3’sicoBaHe. ToMy SK 3amobizKHUM 3axif] CJIifl yHUKATH OMHOYaCHOTO
3aCTOCyBaHHS CUJIbHUX Ta moMipHux iHriditopis CYP2C19 (muB. po3nin «B3aeMofiia 3 iHIIUMU
JiKapChKUMU 3aco0aMu Ta iHIII BUAU B3a€MOfil»; neperik inribitopis CYP2C19 HaBefeHO y po3mimi
«PapMaKOKiHETHUKA»).

OuikyeThCs, 10 3aCTOCYBaHHS JTiKapChKUX 3ac00iB, M0 iHAyKYyoTh akTuBHiCTE CYP2C19, npusBene
IO TIiBUIIIEHHS PiBHS aKTMBHOT'0 MeTab0IiTy KJIOMiIOTpesto Ta MOXKe MMOCUIIUTHA PU3UK KPOBOTedi. K
3amo0iXXKHUY 3axif CNlifg YHUKATH OOHOYACHOTO 3aCTOCYBAaHHS CUIbHUX iHOyKTOpiB CYP2C19 (nus.
po3min «B3aeMomist 3 iHIMMMY JTiIKApPChKUMHU 3ac00aMM Ta iHIi BUIKW B3aEMOIIN»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBaTHUCS 00epeKHOCTI MmaIieHTam, sKi
OTPUMYIOTh OJHOYACHO KJIOMiZOTpesb Ta JIiKapchkKi 3acobu, 110 € cyocTpaTtamu ¢pepmenty CYP2C8
(muB. po3min «B3aemopmis 3 iHIMMMY JTiKapChbKUMM 3ac00aM¥ Ta iHIII BUAY B3aEMOIii»).

ITepexpecHa peakmugHicmb nomidxc mieHonipuduHis. T1aIiEHTIB CITif MepeBipUTH OO0 HASBHOCTI B
aHaMHe3i rinepyyTINUBOCTI OO0 iHIINX TIEHOMIPUANUHIB (TaKUX K KJIOIiAOTpelb, TUKIOMIINH,
Ipacyrpesb), TOMY 110 HaAXOOUIU TIOBIIOMJIEHHS [IPO IIepeXpeCcHy PEaKTUBHICTh MiX Ti€HOMIPUAWHIB
(muB. po3min «ITobiuHi peakilii»). 3aCTOCyBaHHS TIEHOMIPUOUWHIB MOXKe IIPU3BECTU 10 BUHUKHEHHS Bif
JIETKUX [0 BaXKKUX aJIepPTiuHuX pPeakllii, TaKUX SIK BUCHUII, HaOpsk KBinke, abo reMaTonoriyHux
IIepexXpecHUX peakilifi, TakKuxX K TPOMOOLUUTOIEHis i HelTpomeHis. [TalieHTy, SKi B MUHYJIOMY Majld B
aHaMHe3i anepriyni i/abo remMaTosoOriyHi peakilii Ha ONUH TiEHOMIPUAUH, MOXKYTh MaTH MigBUIIEHUN
PHU3HKK PO3BUTKY Ti€l K abo iHIIOI peakilil Ha iHIIMY TieHOMpUAWH. PEKOMEHIYETHCSI MOHITOPUHT
IIJOJI0 HAsIBHOCTL O3HAK TillepUYyTIUBOCTI Y MALI€HTIB 3 BIIOMOIO aJIepri€o Ha TIEHOMIPUOVHM.

ITopyweHHs ¢pyHKUii HUpOK. TepaneBTUYHUYN OOCBiJ 3aCTOCYBaHHS KJIOMiJOTPENII0 y MaIli€HTiB 3
HHUPKOBOIO HEJIOCTATHICTIO 00MeXeHH, TOMY TaKUM IallieHTaM IIpemnapar CJIif Mpu3HadyaTH 3
obepexHicTiO (muB. po3min «Crocib 3aCTOCYBAHHS Ta IO3U»).

IMopyweHHsA ¢pyHKUiI neuiHku. [I0CBi 3aCTOCYBaHHS IIpenapaTy y MaI[ieHTiB i3 3aXBOPIOBaHHAMU
TIeYiHKYM CEPeNHbOl TSAXKKOCTiI Ta pU3MKOM BUHUKHEHHS TreMopariysoro giate3y oomexenuit. Tomy
TAKKMM XBOPUM KJIOIIZOTPENIb CIIif Mpu3HavaTu 3 o0epexHicTio (muB. po3ain «Crocib 3acTocyBaHHS
Ta JO3U»).

IlonomiocHi peuosunu. KoxHa TabneTka mpemapary [Tnasikc® MicTuTs 12 Mr nakTo3u. [lamienTs 3
TaKHMH PiOKiCHUMHU CIIaJKOBMMM 3aXBOPIOBAaHHSIMH, SIK HEIIEPEHOCUMICTh FaJTaKTO3M, 3arajlbHUK
nedinuT nakTa3u abo mopyiieHHs MaibabcopOIlil IMI0K03KU-TajlakKTO3H, He TOBUHHI MPUUMaTH 1en
mpemnapar.

Koxna Tabnetka npenapaTy IInasikc® MicTuth 13,2 Mr of1ii pHIMHOBOI riApOreHi3oBaHoi, SKa MOXKe
CIPUYMHSTH PO3JIaf IIIYHKA Ta Hiapero.

Ocob.uei 3acmepediceHHs u,000 8udaseHHA 3aauliKie ma 8iodxodia. Bymb-sIKuil HeBUKOPUCTAHUMN
mpenapaTt abo Bigxomy MOTPiOHO 3HUIIMKUTY BigIIOBIAHO 0 MiCIIeBUX BUMOT.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.



Yepes BiACYTHICTH KTiHIYHUX HAHUX IIPO 3aCTOCYBaHHS KJIOMIgOTPENII0 y Tepiof BariTHOCTI HeOaxaHo
IIpU3HAYaTHU [Ipelnapar BariTHUM (3aCTepeXHUH 3axif).

Hocnifgyu Ha TBapuHaxX He BUSBUIN IPSMOro abo 0IocepefKOBAHOT'0 HETaTUBHOTO BILJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/mIoNa, TOIOTH Ta IOCTHATAIbHUM PO3BUTOK.

HeBimomo, 41 eKCKPETYETHCS KIIOMiAOTpesib y TPyAHe MoJIoKO. [[oCTigKeHHST Ha TBapUHaX I0Ka3ally,
IO BiH €KCKPeTYEThCA B IPyAHE MOJIOKO, TOMY IIif Yac JIiKyBaHHS mpenapaTtoM I1naBikc® rogyBaHHS
TPYATIO CNTiJ TPUIUHUTH.

®epmusavHicme. ITig yac mocrigxkeHb Ha 1a00paTOPHUX TBapHUHAX He 0yJ10 BUSIBIIEHO HETAaTUBHOTO
BIIJIUBY KJIOMiAOTPEIO Ha PEePTUIBHICTD.

30amHicmb eniueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo pobomi 3
iHwumu mexaHizamamu. Kinomigorpens He BIuBa€ a00 Ma€ He3HAYHUM BIIJIUB Ha IIBUIKICTh peakilii
IIpY KepyBaHHi aBTOTPaHCIIOPTOM abo po6oTi 3 iHIIKMY MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Iopocai ma xeopi nimHbo20 8iKy. TabneTka 300 Mr mpru3HaYeHa [JI 3aCTOCYBAaHHS K
HaBaHTaXyBaJlbHa [03a MallieHTaM 3 TOCTPUM KOPOHapHUM CUHAPOMOM. IIpemapaTt 3aCTOCOBYIOTh
IIepopabHO, He3aIeKHO Biff IPUUOMY 1XKi.

JIikyBaHHS KJIOMiIOTperieM XBOPHX i3 TOCTPUM KOPOHAPHUM CHHAPOMOoM 6e3 mimiiomy cermenTta ST
(HecrtabinbHa cTeHOKap[is abo iHdapkT Miokapaa 6e3 3y6is Q Ha EKI') mounHaioTh 3 0IHOPa30Boi

HaBaHTaxyBaIbHOI 1031 300 Mr a6o 600 Mr, a IOTIM IPOFOBKYIOTH 3aCTOCOBYBATH I1naBikc® B
iHIoMy mo3yBaHHi 75 MT OfMH pa3 Ha Ao0Y (alleTUICcalIiluIoBOl KUCIOTOI y [03i 75-325 Mr Ha
no0y). HaBanTaxyBanbHa fo3a 600 Mr Moxke OyTy 3aCTOCOBHA MAI[ieHTaM BiKOM [0 75 POKIiB y pasi,
KOJIM HeoOXifiHe Yyepe3lIKipHe KOpOHapHE BTPy4YaHHS (OUB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).
OCKinTbKM 3aCTOCYBaHHS Oi/IbIII BUCOKUX 103 All€TUIICAIIIINIIOBOI KUCIIOTH IIiABUINYE PU3UK KPOBOTEY,
PEKOMEHYETHCS He TIePEeBUIIYBATH 103y alleTuncantinuaoBoi kuciaoru 100 mr. OnTuManbHa
TPHUBAJICTh JIIKyBaHHSA (OPMaibHO HE BCTAHOBJIEHAa. Pe3ynbTaTé KIiHIYHUX AOCIIAXKEHb CBifYaTh Ha
KOPHCTb 3aCTOCYBaHHS IpenapaTy oo 12 micAllis, a MakCUMaabHUN ePeKT crocTepiraBcs yepes 3
Micsui JTiKkyBaHHS (OUB. po3ain «®apMaKoIoTiuHi BIaCTUBOCTI»).

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

NMiKyBaHHS Ta SKUM II0Ka3aHa TpoMOomiTuyHa/Gi6puHOIiTUYHA Tepartis, KJIOmigorpeb NprUu3HadaloTh
10 75 Mr ofuH pa3 Ha fo0y, MoYMHaYM 3 OMHOPa30Bol HaBaHTaxXyBaibHOI fo3u 300 Mr y koMbiHarii
3 ACK, i3 3acTocyBaHHSM TPOMOOJITUUHUX IIpemnapaTiB abo 6e3 HUX. JIikyBaHHS XBOPHUX BiKOM ITOHA[
75 POKiB ITOYMHAIOTH 0€3 HaBaHTaXKyBaJIbHOI 103U Kiomigorpesnto. KombiHOBaHy Tepariio ciif
[IOYMHATHU SIKOMOTa paHillle micJisd 0SB CUMIITOMIB i IPOJOBXKYBaTU NIPUHAUMHI YOTUPU TUXKHI.
KopucTs Bif 3acTocyBanHs KoMbiHallil knomigorpento 3 ACK npoTtarom nepiony moHag 40TUPU TUXKHI
IIpY LIbOMY 3aXBOPIOBaHHI He BUBYasacs (OuB. po3ain «PapMaKoIoriyHi B1aCTUBOCTI»).

fAkio mepen6ava€eThCs MPOBENEHHS Yepe3IKipHOTro KopoHapHOoro BTpydaHHs (YKB):

- malfieHTaM, SKUM IIPOBOAUTHLCS nepBuHHe YKB, Ta mauienTam, skum npoBoguThcss YKB Oinbin
HiX yepes 24 roguHu micnis oTpuMaHHs GiOpUHONITUYHOI Teparii, 3aCTOCYBaHHS KIIOIIIOTPETIO CIIif
IOYMHATH 3 HaBaHTaxyBasibHOL 103U 600 mr. HaBaHTaxyBanbHy o3y 600 Mr marieHTam BikoM 75



POKiB Ta cTapiile, C/Iifl Mpu3HavYaT 3 00epexkHiCcTIO0 (OuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»);

- nalieHTaM, SKuUM npoBoauThcsa YKB y Mexkax 24 ronguH micis oTpuMaHHSA (piOpHHOMITHYHO]
Tepalii, CIIiJl 3aCTOCyBaTH HaBaHTaXyBaJIbHY 03y Kiomigorpesto 300 mr.

JIikyBaHHS KJIOMiOTpesieM CJIifi IPOAOBXKYBaTH ¥ 403i 75 MI ofuH pa3 Ha f00y y komOiHamii 3 ACK. ¥
KJTiHI4HI}! TpaKTUI Jiana30oH Ipu3HadyeHol migTpuMyBasbHol 103U ACK cTaHOBUTSH Bif 75 MT 1o 325
Mr Ha go0y. OCKinbKu 3acTOCyBaHHS Oinbil BUCOKUX M03 ACK mimBuIlye PU3UK KPOBOTEU,
peKoMeHayeThCst He nepeBuinyBatu 103y ACK 100 mr. Kom6iHOBaHy Tepariio ciIifl po3noYrHaTh
SIKOMOTa paHillle IiCJIg OSBY CUMIITOMIB i MPOAOBKYBaTH A0 12 MicALiB (QUB. pO3Oin
«®apMaKOIOTiYHi BIaCTHABOCTI»).

Lopocai nauienmu 3 TIA cepedHb020 Ma 8UCOKO020 CMYNEeHA Pu3uKy abo mansum iwemMiyHuUMm
IHCy1bMOM

Hopocmni nanientu 3 TIA cepemHBOT0O Ta BUCOKOTO CTyIEHS PU3UKY (ITOKa3HUK 3a IIKanown ABCD2

= 4) a6o manum II (moka3HuUK 3a mKanoo NIHSS < 3) moBuHHI 0OTpUMyBaTH HaBaHTaXKyBaJIbHY J03Y
knonigorpentoo 300 Mr, a OTiM IPOAOBXKYBATH JTIIKyBaHHS J03010 75 MT KJIOMiAOTPEN0 OOUH pa3 Ha
mo0y ta ACK y mo3i 75—100 Mr ogus pa3 Ha go0y. JIikyBauHs knomigorpeneM ta ACK ciig mounHaTu
IPOTATOM 24 TOAWH IiCIIA MOAil Ta TPOAOBXKYBATH NMPOTAroM 21 IHS 3 MOJaIbIIO aHTHArPEraHTHOIO
MOHOTEPAII€I0.

[ManieHTaM 3 ¢iOpunsIieio mepencepab KOMiaorpelb 3aCTOCOBYIOTh ¥ OMHOPa30Bil mo0oBii m03i
75 Mr. Pa3oM i3 KomifgorpeneM ciif po3nodaTy Ta IpPogoBxKyBaTu 3acTtocyBaHHA ACK (y gosi
75-100 Mr Ha mo0y) (ouB. po3min «®apMaKoIoOTriyHi BIaCTUBOCTI»).

Y pasi nponycky gosu:

— SKIIIO0 3 MOMEHTY, KOJI IOTPi6HO 6yJi0 mpuiiMaTH YeproBy A03y MUHYJIO MeHIIe 12 rofuH, MalieHT
IIOBMHEH HeraHO MPUUHSATU IPOMYIIEHY A03Y, a HaCTYIIHY 403y BXKe IIpUMMaTH y 3BUYHUM Yac.

— SKIIO0 MUHYJIO Oinbllle HiX 12 roguH, MallieHT MOBUHEH IPUHMATH HAaCTYIIHY YeProBy O03Y Y
3BUYHUU Yac Ta He [IOJIBOIOBATH 103y 3 METOI0 KOMIIEHCYBaHHS IIPONYIIEHOI TO3U.

Hupxkosa HedocmamHicmb. TepalleBTUUHUYN OOCBif] 3aCTOCYBaHHS Ipelapary MallieHTaM 3 HUPKOBOIO
HEeJ0OCTaTHICTI0O oOMexkeHu! (IuB. po3ainn «OcobIUBOCTI 3aCTOCYBAHHS»).

ITeyiHkosa HedocmamHicmb. TepalneBTUYHUN [OCBif 3aCTOCYBaHHS IIpenapaTy MnalieHTaM i3
3aXBOPIOBAHHSAMMY IE€UiHKH CepPemqHbOl TIKKOCTI Ta MOXKJIMBICTIO BAUHMKHEHHS ITeMOPariyHoro fiaTe3y
oOMexeHU# (OuB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHSI»).

Iimu. Knonigorpens He CIifl 3aCTOCOBYBATH AiTAM (BikoM [0 18 POKiB), OCKiIbKM [OCTigXKEHHS
e(peKTUBHOCTI IIpenapaTy He MPOBOAUIUCS (AUBITHCSA po3min «PapMakoguHaMiKa»).

ITepedo3yeaHHus.

[Ipu nepeno3yBaHHi KIIOMIOTPENII0 MOXKE CIIOCTEePIraTUuCs IOJOBXEHH 4acy KpOBOTedi 3
[IOMaJIbIINMU YCKIaJHEHHSAMU. Y pa3i BUHUKHEHHS KPOBOTEeYl PEKOMEHAYEThCA CUMIITOMaTU4YHe
JIiKyBaHHS.



AHTUROT apMaKoJIOTiYHOI aKTUBHOCTI KJIOMigorpento HeBigomuii. [Ipu HE0OXiIHOCTI HeTalHOTO
KOPeryBaHHS MOJOBXKEHOT0 Yacy KPOBOTeUi Aif0 KJIOMiZOrpesTio MOXHa MPUIUHUTH ILTISIXOM
nepeIuBaHHs TPOMOOIIMTAPHOI MacCH.

ITo6iuni peakuii.
Kopomgkutl onuc npogiato 6e3nexu.

Beameka 3acToCcyBaHHS KJIOMiAOrpesio nociigxkena y 0inbm Hixk 44 000 malfieHTiB, SKi B35 y4acTh
y KJTiHIYHUX JOCTigKeHHIX (3 Hux Ginbiie Hixk 1200 ocib Kypc nikyBaHHS TpuBaB 1 pik i moBIe).
Kniniyno 3nauyuri nobivHi fii, mo crnocrepiranucs y gocnipxkenHsx CAPRIE CURE, CLARITY,
COMMIT Ta ACTIVE A onwucani Hux4e. Y xoni gocnigxkenasax CAPRIE mis knomigorpento y go3i 75
Mr Ha goOy 3aranom Oysa mopiBHSHHOO 3 mieto ACK y mosi 325 Mr Ha mo0y He3anexkHOo Bif BiKy, cTari
YH PacH XBOPHUX.

Kpim manux KIiHIYHUX OOCIigKeHb, BPaXOBYBaIUCh CIIOHTAHHI IMOBifoMIIeHHS IPo mobiuHi peakirii
IIiJ YaC 3aCTOCYBaHH IIpenapaTty B KIIiHIYHIN IIpaKTHULI.

KpoBoTeua Oyna Ha#lmoumpeHimoo mobivHo0 peakllieto, 0 CriocTepiranacs sK mif 9ac KIiHiYHuX
IOCIi2KeHb, TaK i y IOCTMapKeTHHTOBOMY IIepiofi, IPOTATOM SIKMX BOHA HaldacTillle BUHKAKala B
MePIIUM MiCSLb JTiKyBaHHS.

Y xomi nocnimxennss CAPRIE y malfieHTiB, gKi 3acTocoByBanu Kiomigorpens abo ACK, 3aranbHa
yacToTa KpoBoTeui ctaHoBumna 9,3 %. YacToTa BUHUKHEHHS TAKKUX BUIIAKiB KpoBOTed Oylia
OIHAKOBOIO [ Knomigorpento Ta ACK.

Y xomi mocnimxenuss CURE He criocTepiramocs 30i/bllIeHHS YaCTOTH BUHUKHEHHS BEJIMKUX KPOBOTEY
P 3acTOCyBaHHI KoMOiHarii kinonigorpens ACK BIpomoBXK 7 OHIB IMicig IPOBefeHHS onepatiil
A0PTOKOPOHAPHOTO IIYHTYBaHHS y MAIli€HTIB, SKi MPUIUHUIY JTiKyBaHHS Oifbllle HiX 3a 5 gHIB 10
XipyprigyHoro BTpy4YaHHS. Y IaI€HTIB, SKi IPOAOBXKYBaJM JTiIKyBaHHS BIIPOAOBXK 5 OHIB 0 omepariil
a0pTOKOPOHAPHOI'0 IIIYHTYBaHHS, YaCTOTa BUHUKHEHHS [IbOT'0 sBUIlla CTaHoBUa 9,6 % y rpymi
knomnigorpens ACK Ta 6,3 % y rpyni nnaue6o ACK.

Y xomi pocmimxenasa CLARITY cnocTepiranocs 3arajibHe MiiBUIIEHHS YaCTOTH BUHUKHEHHS
KPOBOTEY Yy TPYIIi, sIKa NpuiiMana Knomigorpenb ACK, mopiBHSAHO 3 Irpymoio, ika OTpuMYyBaja Iamne6o
ACK. YacToTa BUHUKHEHHS BEJIMKOI KPOBOTeUi Oysa momidHo0 B 000X rpymnax. Lisg BenuyuHa Oynia
CTIMKOI0 y HiATpynax MallieHTiB, 110 Bii3Ha4Ya/lIuCs 3a BUXiTHUMHU IapaMeTpaMu i TUIIOM
¢bibpuHomiTuka ab0 renapuHOTEpAarii.

Y xomi gocnimxkenns COMMIT 3aranbHa YaCTOTa BUHUKHEHHS TSKKUX HellepeOpaIbHUX BEIUKUX
KpoBoTeY abo nepedpanbHUX KPOBOTEY OyJla HU3BKOIO i MomibHOIO.

Y xomi gocnimxkenus ACTIVE-A yacToTa BUHUKHEHHS BEJIMKUX KPOBOTeY OyJia BUIOIO Y IPYIi, sIKa
oTpuMyBasa knonigorpens ACK, mopiBHSIHO 3 TaKO0 y Tpymi, sika oTpuMyBasa miare6o ACK (6,7 %
npotu 4,3 %). B 000x rpymnax 3Ha4yHi KpoBoTedi Oy/IK mepeBakHO eKCTPaKpaHiaTbHOTO IOXOIKEeHHS
(5,3 % y rpymi knoniporpens ACK, 3,5 % y rpymi nnane6o ACK), B 0CHOBHOMY IIJTyHKOBO-KUIIIKOBI
KpoBoTedi (3,5% npotu 1,8%). CriocTepiranocs 30inbiIeHHs KiTbKOCTI BHYTPIIIHbOYEePEITHUX
KpoBOTeY y rpymi kionigorpenst ACK nopisHsHO 3 rpynoto nnane6o ACK (1,4 % npotu 0,8 %,
BifmoBifHO). Mix 1umMu rpynamu He 6yJ10 BUSIBIEHO CTaTUCTUYHO JOCTOBIPHOI Pi3HUII ¥ 4aCTOTi
BUHUKHEHHS JieTanbHUxX KpoBoTed (1,1 % y rpymi knonigorpens ACK Ta 0,7 % y rpymi mnare6o ACK),
a TakoX remoparigsoro iHcynsty (0,8 % ta 0,6 % BiAmOBiAHO).



Y nocnipxenni TARDIS namieHTH 3 HEI[OJaBHO IIePeHEeCEeHNM ilIeMiYHUM iHCYJIbTOM, SKi
OTPUMYBa/M iHTEHCUBHY aHTUTPOMOOIIMTAPHY Tepaliio TproMa JlikapchkuMu 3acobamu (ACK
KJIOTIiAOTpesb OUIIipUAaMOoJI), Majid HaJMIpHI KPOBOTEUI Ta KPOBOTEUI TAXKKOI0 CTYIIEHS Y IIOPIBHIHHIL
3 mallieHTaMH, SKi 0OTpUMyBajld MOHOTepaIlliio Kiomigorpenem abo kombinamito ACK i punipumamony
(ckopurosano 3aranbHe BIII 2,54, 95 % [I 2,05-3,16, p < 0,0001).

Cnucok nobiuHux peakuitl y su2aa0i mabauui.

[To6iuni epekTH, SIKi crlocTepiranucs mig Yac KIiHIYHUX OoCIigKeHb a00 ITpH 3aCTOCYBaHHI 3aco0y B
KJTiHi4Hi# TPaKTUIl 3a faHUMU CIIOHTAHHUX ITOBiNOMJIeHb, HaBefleHi y Tabnull Hux4e. [To6iuni
peaxirii po3mofiiieHi 3a CUCTEMOIO OpraHiB, YaCTOTa IX BUHUKHEHHS BU3HaYeHa TaKUM YHMHOM: YacCTO
(Bimg > 1/100 mo <1/10), mewacrto (Big > 1/1000 mo <1/100), pigko (8ig > 1/10000 mo <1/1000), nyxe
pigko (< 1/10000), yacTtoTa HeBioMa (He MOXKHa OLIIHATY 3a HaIBHUMHU AaHUMHU). [[7151 KOKHOTO
KJIaCy CUCTEMH OpraHiB moOiuHi edeKTH NpefcTaB/ieHi B MOPSAOKY 3HUXKEHHS IX TSIKKOCTI.

Cucrema «OpraH- [lyxe pigko, yacTora
Krac» HeBigoMma*

Po3manu 3 60Ky KpPOBi [TpoMOOITMTOIE S, HeliTpomneHis, TpoMOoTHYHA

Ta miMpaTHIHOI TeKOITMTOIIeHis, BKJTIOHAIOYH TSIXKKY TPOMOOLUTOIEHIYHA
cucTeMu eo3uHODisia HEUTPOIEHIi0 nyprypa (TTTI) (mus.
po3min «OcoBnMuBOCTI
3aCTOCYBaHHSA»),
anIacTUYHa aHeMis,
MaHIUTOIEHIs,
ArpaHyIo0IUTO3, TIXKKa
TpoMOOUKTOIEHisI, Ha0yTa
remodimis A,
TPaHYJIOUTOIEHI A,
aHeMig

3 6oKy cepus KoyHic-cuHgpoM
(Ba3ocmacTuyHa
QyiepriyHa CTeHOKapIis /
anepriunuit indapkT
MioKappa) IK HacllimoK
peakxiril migBuIeHol

Uy TIUBOCTI 0O
KiTomimorpento*

Pozmamu 3 60Ky CupoBaTKOBa XBOpo0a,
iMyHHOl CUCTEMHU aHabinakTOioHI peakiii,
mepexpecHa
rinep4yTauBICTE [0
IiKapChKUX 3ac00iB rpynu
TiEHOMIpHUOXHIB (TaKUX IK
TUKJIOMIAWH, TIPacyTrpesb)
(muB. po3min
«Ocob6IuBOCTiI
3aCTOCYBaHHSI»)¥,
AyTOIMyHHUH iHCYJTiHOBUM
CHHOPOM,

110 MOXKe MIPU3BECTH [0
TSI2KKOI rimoriikeMii,
0COONIMBO Y MAIli€HTIB

3 HLA DRA4

MigTHIIOM

[TcuxiyHi po3nagu ["asTronnHAaIlii,
CIIyTaHICTh CBiOMOCTI

YacTo Hedgacto Pigxo




Cucrema «OpraH-

[lyxe pigko, yacTora

JacTo HeuacTo Pinko i
Krac» HeBigoMma*
Po3nmamu 3 60Ky BHYTpIIHEOYEPEIH] 3MiHa CMak0OBOTO
HEPBOBOI CHCTEMU KpOBOTeUi (Y mesIKux CIIPUMHSTTS, areB3is
BUMaMIKax - 3
TeTaIbHUM
HACJIiTKOM), TOJIOBHUH
6ine, mapecTesis,
3amaMOpO4YeHHS
Po3nanu 3 60Ky KpoBOBUINB B
OpraHiB 30py NiNSHKY OKa
(KOH'IOHKTHBAJIbHUH,
OKYJISIPHUY,
PeTUHAIBHUI)
Po3nanu 3 60Ky BepTuro
OpraHiB CIyxy Ta
Ta0ipuHTY
3 60Ky CynuH CemaToMa TskKa KpOBOTEUa,

KpOBOTEYa 3 OIepalinHol
paHH, BaCKYJIiT,
apTepianbHa rinoTeH3is

3 60Ky muxambHOI
crCcTeMH, OpraHiB
TPYOHOI KITiTKHU Ta
CepemoCTiHHSA

HocoBa KpOBOTEYa

KpoBoTeui 3
[PECITipaTOPHUX MINSIXiB
(KpoBOXapKaHHS,
TereHeBa KpOBOTEYA),
OPOHXOCIIa3M,
iHTEePCTUITIaTbHU M
THEBMOHIT, €03uHOMITbHA
MTHEBMOHIA.

Po3mamu 3 60Ky
[ITyHKOBO-KHUIIIKOBOTO
TPaKTy

[KpoBOTEYa, miapes,
a6moMiHATb-HUH
0inn, gucnencia

U.[J'IYHKOBO-KI/II.HKOBa

Bipa3ka LITyHKA Ta
MBaHAMIATHIAIIOL
KUIIKY, TAaCTPUT,
OrT0BaHHS, HYLOTA,
3aI10p, METEOPU3M

PeTponepuTo-HeanbHUH
KPOBOBHUJIUB

I 1yHKOBO-KMIIIKOBI Ta

PETPOIIEPUTOHEANbHI
KPOBOTEYi 3 JIeTaIbHUM
HaC/TiIKOM, TaHKPEeaTuT,
KOJIIT (30KpeMa
BUPA3KOBUI a0
miMdonuTapauii),
CTOMATUT

Pozmamu 3 60Ky
renato0iniap-Hoi
CICTeMUu

['ocTpa mediHKOBa
HEeIOCTaTHICTh, TeIlaTuT,
QHOMAaIbHI pe3ynbTaTh
MOKa3HUKIB QyHKIII
medinku




Cucrema «OpraH-
Krnac»

YacTo

Hedgacto

Pimko

[lyxe pigko, yacTora
HeBimoMa*

Po3nmamu 3 60Ky
IIKipY Ta MigIKipHUX
TKaHWH

Y TBOpPEHHS CHHIIIB

BucumaHHs, CBepOix,
BHYTPIIIHBOIIKIPHI
KPOBOBUINBHU
(mypmypa)

Bynhbo3HUM JepMaTUT
(TOKCHUYHUH
errimepManbHUN HEKPOJTi3,
cuHppoM CTiBeHCa-
[I>KOHCOHa,
MynbTU(QODPMHA epUTEMA,
TOCTPHUY reHepaizoBaHu
€K3aHTeMaTO3HUN
myctynso3 (ITEII),
AHTi0HEBPOTUYHUHN
HaOpSK,
MeOUKaMeHTO3HUM
CUHOPOM
Cinep4YyTIUBOCTI,
MenrKaMeHTO3He
BUCUITaHHS 3
eo3nHOOimie0 Ta
CHCTEMHUMU IIPOSIBAMHU
(DRESS cunpmpom),
epuTeMaTo3He abo
eKcdoriaTuBHE
BUCUIIAHHS, KPOTIUB THKA,
eK3eMa, YePBOHUH
MJIOCKUI JTUITal

Po3nmamu 3 60Ky
PENPONYKTHUB-HOI
CCTEeMH Ta
IMooYHMX 341103

[iHeKoMacTisa

Po3nmamu 3 60Ky
OTTIOPHO-PYXOBOTO
amapaty Ta
CTIONTyYHOI TKAaHWHU

KicTkOBO-M’s130Bi
KPOBOBUJIMBU
(remapTpo3), apTPHUT,
apTpanrisa, Mianris

Po3nmamu 3 60Ky
HUPOK Ta
CEYOBUBITHUX IIIISXiB

eMaTypist

[moMmepynonedpur,
MMiTBUILIEHHS PiBHI
KpeaTHHIHY B KPOBIi

3arajbHi po3namgu Ta
peaxtii y micii

KpoBoTeua
y MicIi iH’eKiii

["aps4yka

BBEJIEHHS

3MiHu pu [IonoBXKEHHS Yacy
TabopaTOPHUX KPOBOTEYi, 3HUXKEHHS
MOCTiIKEHHIX KinbKOCTi HeUTpodisniB

i TPOMOOIIUTIB

* [nopmaltiisi CTOCOBHO KIIOMIIOTPEIIIO 3 YACTOTOI0 «4aCTOTa HEBiloMa».

[ToBimoMIeHHS PO Migo3pioBaHi M06GiYHI peakiiii.

[ToBimomieHHS po MO6GiYHI peakilil micis peecTpallil TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYA MOHITOPUHT CHIiBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3acoby. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaKOX MallieHTaMm abo ixHiMm
3aKOHHUM IIpeCTaBHUKAM CJIif] TIOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX IMOOIYHUX Peakilii Ta
BificyTHOCTi e(peKTUBHOCTI TiKapChKOT0 3aco0y Yyepe3 aBTOMaTu30BaHy iHdopMaliiHy CUCTeMY 3
dhapMakoHarnsAmy 3a MocunaHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.



https://aisf.dec.gov.ua

YMoBu 30epiranHsi.
30epiratu y HEJOCTYIIHOMY IJISI OiTe# MicIi.

30epiraté B OpUTiHAbHINA YIAKOBIII.

YnakoBka.

Ne 10 (10x1): mo 10 TabneTtox y 6iicTepi, mo 1 GiicTepy B KapTOHHI#M KOPOOIIi.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHUK.

CAHO®I BIHTPOIT IHOACTPIA.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MiCIsi IPOBaIXKeHHs MOro Jis/IbHOCTI.

1, py ne na Bipxx AMBAPE ET JIAT'PAB 33565 - KAPEOH BJIAH Cepexc, ®paHuis.

3asaBHUK. TOB «Canodi-ABeHTiC YKpaiHa».

Micue3HaxoaKeHHsI 3asiBHHKa.

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



