IHCTPYKIIA

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

IUTABIKC®
(PLAVIX®)
Cknao:
ditoua peuosuHa: KJIOIiIOTPEIb;
1 TabneTKa MiCTUTB KJIOIIIOTPETIO TimpocynbdaTy y BUTIISAI OCHOBU 75 MT;

donomidcHi pevosuHru: MaHIT (E 421), 1enton03a MiKpOKpHCTalidyHa, I0ieTUIEeHT TiKOIb,
TiOPOKCHUIIPOIIiIIEN0N03a HU3bK03aMillleHa, 0JIisi pUITMHOBA TigporeHizoBaHa, 000JIOHKaA:
Omappi 32K14834, tun II (1akT03u MOHOTifpaT, rinpoMesnio3a, TuTany miokcup (E 171),
TpUAleTHH, 3asi3a okcup yepBouuii (E 172)), Bick KapHayOChKUM.

JIikapcbska ¢opma. TabneTky, BKPUTI 000JI0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmugocmi: POKEBOTO KOJIbOPY, KPYTJIi, 371eTKa OMYKJIi TabIeTKH,
BKpPUTi 0007I0HKOI0, 3 TpaBiloBaHHIM «75» 3 ogHOTO 00Ky Ta «1171» — 3 inImoro.

dapMmakoTepaneBTHYHA rpyna. [HribiTopu arperatiii TpoMOOIUTIB, KpiM relmapuHy.

Kom ATX: BO1A C04.

®apmako.102iuHi 8 1acmueocmi.
®apmakoduHamika.

MexaHi3M gii. Kmomigorpens — me mposiku. OnuH i3 MeTaboIiTiB KIOMiLOrpeso € iHribiropom
arperartil TpoM6ouuTiB. [[717 YyTBOPEHHS aKTUBHOTO MeTaboIiTy, IKMH IPUTHiYYye arperatito
TPOMOOLUTIB, KITIOMiIOTpeb MoBUHEH OioTpaHchopMyBaTucs i miero pepMeHTiB nuToxpomy CYP
450. AKTUBHUM MeTaboiT KITOMiIoTpesIio CeJIeKTUBHO IPUTHIYYe 3B’ sI3yBaHHS afieHo3uHAUochaTy
(AI®) 3 #ioro P2Y,,-penienTopaMu Ha MOBepxHi TpoMOoLUTy Ta mopanbiny All®-iHOyKOBaHY
aKTHBallil0 KoMIyekcy riikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOLUTIB.
OcCkinbKy 3B’sI3yBaHHS € HEOO0POTHUM, TPOMOOIIUTH, 10 BCTYIIUIN ¥ B3AEMO/IiI0 3 KIIOIiOrpesyeMm,
3aJIMIIA0THCS 3MiHEHMMU BIIPOMIOBK YCHOTO MEPiofy IXHBOT'O XKUTTS (IKUM CTAHOBUTH MPUOIU3HO
7-10 gHiB), a BigTHOBIIEHHS HOPMa/IbHOTO (PYHKITIOHYBaHHS TPOMOOIUTIB BifOyBa€ThCS 3i IMBUAKICTIO,
sIKa BifITOBifja€ MIBUKOCTi OHOBIEHHS TPOMOOUUTIB. TaKOXK MPUTHIYYETHCS arperatisi TPOMOOIUTIB,
CIpUYMHeHa iHmuMu arorictamu, kpiMm AII®, 3a paxyHOK TOro, 1110 IpenapaT 6JI0Kye aKTHBalli0



TpoMOOLUTiB BuBinbHEHUM AID.

OCKinbKY aKTUBHUM MeTabOoJIiT YTBOPIOETHCS i mieto pepmenTiB uutoxpomy CYP 450, meski
3 IKUX € nojaiMopdHUME a00 MPUTHIYYIOTHCS iHIIUMU JTiKapChbKUMU 3acobaMu, He B yCiX
TallieHTiB BUHUKAE NOCTATHE NMIPUTHIYEHHS arperailii TpoMOOLUTIB.

®apmakonrHaMiyHi edeKTu. 3 MepIIoro gHsS 3aCTOCYBaHHS Y MTOBTOPHUX M0O0BUX J03aX 75 MT
IIpernapary BUSBISETHCS CYyTTEBe yIoBinbHEHHS AIl®-iHoyKoBaHOI arperatii TpoM6onuTiB. Lis gis
IIPOTPECUBHO MOCUTTIOETHCS i cTabinmi3yeThcs Mixk 3 i 7 gHsAMu. [Ipu piBHOBaXKHOMY CTaHi cepefHil
piBeHb NMPUTHIYEHHS arperatiii mig giero qo6oBoi mo3u 75 Mr cTraHOBUTH Bif 40 mo 60 %. Arperatist
TPOMOOLMTIB i TPUBAJIICTH KPOBOTEUI TOBEPTAIOTHCS 10 IIOYATKOBOI'O PiBHS Y CepeqHLOMY Yepe3 5
OHIB MIiCJIs MPUIIMHEHHS JTIiIKyBaHHS.

Kniniyna ebekTuBHICTL Ta 6e3neka. be3neky Ta e(peKTUBHICTh KIIOMiIOTPETIIO OI[iHIOBAIU Y XOMi
7 MOABIMHUX CIIINUX OOCTIOXEHb, Y AKUX B3s1H y4yacTh oHag 100000 mariieHTiB:
nochimxkeHHs: CAPRIE - nopiBHSIHHS KJIOMiIOTPENIO 3 alleTUJICATIIInI0oB0I0 KUCaoTo (ACK),
i gocnigxkenusa CURE, CLARITY, COMMIT, CHANCE, POINT ta ACTIVE-A, 1110 nopiBHIOBaIn
KJIOTiforpers i mnaie6o, odungsa B KoMOiHarlrii 3 ACK Ta iHIIIOI0 CTaHIAPTHOI Tepalli€lo.

IndapkT Miokapga (IM), iHCYNIbT, 1110 CTAIKCS HeNUOOaBHO, a60 BCTaHOBJIEHE 3aXBOPIOBAHHS
nepudepuunux aprepitt. ¥ gocnimxkenus CAPRIE 6yno BkmouerHo 19185 xBopux Ha
atepoTpoM003, IPOSIBOM SIKOTO OYyB HellofaBHiX iHpapKT MioKapaa (<35 [HiB ToMYy),
HeIlloMaBHiM imeMiuyHuM iHCYNbT (Bim 7 OHIB M0 6 MicsIliB ToMy) ab0o BCTaHOBJIEHE
3axBOpIOBaHHS nepudepuunux aprepit (3I1A). [NauienTu Oynu paHmoMi3oBaHi A
OTpUMaHHA Kiomigorpesto mo 75 mr/mody abo ACK 325 mr/go0y, micns 4oro BOHU
nepeOyBanu I criocTepe:keHHsM Bif 1 mo 3 pokiB. Y migrpymi iHpapkTy MioKapmaa OinblIicTh
narieHTiB oTpuMmyBanu ACK y mepirri KinbKa AHIB Mic/Is PO3BUTKY iH(GApKTy MioOKapza.

Knonigorperns nopisEsgHO 3 ACK [OCTOBIpHO 3HMXKYBAB 4aCTOTY PO3BUTKY HOBUX IIMIEMIYHUX
nofiit (komOiHOBaHa KiHIIEBa TOYKA, SIKa CKJIafasacs 3 iHhapKTy MioKappa, inmemMigyHoro
iHCynBTY i cyauHHOI cMepTi). [Ipu mpoBegeHHi aHai3y BiAMOBIIHO 00 MPU3HAYEHOT0 Ha
[I0YaTKY JOCIiAKEHH JIIKyBaHHS criocTepiranocs 939 nonin y rpymni knomigorpento i1 1020
nopini - y rpymi ACK (BimHOCHe 3HUMXKeHHS pu3uky (B3P) - 8,7 %, [95 % [1: 0,2 - 16,4]; p =
0,045). To6To Ha koxkHi 1000 mauieHTiB, AKi MiKyBanucsa 2 poku, gogatkoso go 10 [II: 0 -
20] manieHTiB YHMKAIX PO3BUTKY HOBOI illleMiyHOI mofil. AHasi3 3arajabHOl JIETaIbHOCTI SIK
BTOPHUHHOI KiHIIEBOl TOYKH HEe BUSIBUB 3HAYHUX BiIMIHHOCTEN MiXK Tepalli€io KIomigorpeneM
(5,8 %) i ACK (6 %).

AHani3 migrpyn 3a BiANOBiAHMME 3aXBOPIOBaHHAMMU (iHQapKT MioKapza, imeMiyHuii iHCynbT i 3TTA)
II0Ka3aB, 10 Haubinmbmi eekT (10 JocsaraB CTaTUCTUYHOI HocToBipHOCTI mpu p = 0,003)
crocTepirascs y naiieHTiB i3 3[TA (0co6uBO y THX, XTO epeHic iHpapkT miokapaa) (B3P = 23,7 %;
II: 8,9 - 36,2), MeHIMY edeKT (110 JOCTOBIPHO He Bifpi3HABCA Bif epekty ACK) manu namieHTu 3
incynetoMm (B3P = 7,3 %; OI: -5,7 - 18,7 [p=0,258]). ¥ namieHTiB, BK/IIOUEHUX Y OOCIIAKEHHS Ha
MigCTaBi TiTbKY HEIOOaBHO IepeHeceHoro indapKTy MioKapya, BIIJIUB KIIOMigOTPETIO 3a YUCETbHUMHU
IOKa3HUKaMu 0yB MEHIIKM, ajie P I[bOMY BiH CTaTUCTHYHO MOCTOBIPHO He Bipi3HSIBCS Bif BILIUBY
ACK (B3P = -4 %; [II: -22,5 - 11,7 [p=0,639]). Kpim Toro, aHami3 migrpyn XBOpUX pPi3HOTO BiKy
CBiIYUTB, 110 CIPUATINBUYN ePEeKT KIIOIiOrpeio ¥ MallieHTiB BikoM Bif 75 pokiB OyB HUKYUM, HiX Y
namiesTiB £75 POKiB.

Ockinpku notyxHicTh gocnigxenass CAPRIE He Oyna mocTaTHBO!O, 00 OL[IHUTH



e(eKTHUBHICTD /I OKPEMUX IMiATPYII, 3aUIIaEThCI He3PO3yMiIUM, YU [iiCHO iCHYIOTh
BIIMIHHOCTI y BiTHOCHOMY 3HUKEHHI PU3UKY [JI XBOPUX 13 PI3HMMM 3aXBOPIOBAHHSAMU, YU
pi3HuI Oyia BUIAgKOBOIO.

[octpuii KopoHapuu# cuHapoM. YV nocnigxkerHs CURE 6yno BkmodeHo 12 562 malfieHTu 3
TrOCTPUM KOPOHapHUM cuHApPoMoM 6e3 mipiiomy cermenTa ST (HecTabinbHa cTeHOKapmis abo
indapkT Miokapaa 0e3 maTonoriyHoro 3yo1s Q), B AKMX 3a OCTaHHi 24 TOOWHU CIIOCTEPIraBcs
Hanap 0051t0 B rpynsx abo cuMnToMu imemii. Y martienTiB 6ynu 3minu Ha EKT, 110 cBig4aTth
IIPO HOBY iIeMito, abo MigBUIIEHHS aKTUBHOCTI ceplieBuX pepmeHTiB abo TpomoHiny [ uu T
MiHIMyM y[IBi4i TOPiBHSHO 3 BUIIOI0 MeXKeI0 HOPMHU. XBOpi Oynu paHIOMi30BaHi s
OTPUMaHHS KJIOMigorpesio (HaBaHTaxyBanabHa fo3a - 300 Mr, moTim - 75 mMr/moby, n=6259)
abo mnamebo (n=6303), o6unBa y kombiHarrii 3 ACK (75—325 mr 1 pa3 Ha go0y) Ta iHIIO0
CTaHOApPTHOIO Teparielo. TpuBamicTh NikyBaHHS Oyna mo 1 poky. YV mocmigxkenui CURE 823
(6,6 %) maIieHTH OTPUMYBAJIM TAaKOXK CYIIyTHIO TEPAIil0 aHTarOHiCTOM TJIiIKOIIPOTEIHOBUX
penentopiB GPIIb/IIla. Binbm Hix 90 % malieHTiB OTPUMyBaJii renapuHu. Taka CymyTHA
Teparis CTaTUCTAYHO JOCTOBIPHO He BIIJIMBajia Ha BiTHOCHY YaCTOTYy BUHMKHEHHS KPOBOTEY
IIPY JIiKyBaHHI KjomigorpesneM i miaie6o.

KinbKicTh malli€eHTiB, SIKi JOCSATNIA MMEPBUHHOI KiHIIEBOI TOUKHU [CEepIIeBO-CYAUHHA CMEPTh
(CCCQC), iudapkT miokapmaa (IM) abo incynbt], cranoBuna 582 (9,3 %) y rpyni Knomigorperto i
719 (11,4 %) - y rpymi nnane6o. BinHocHe 3HMXKeHHST pu3uKy cTaHoBuiIo 20 % (95 % I 10
% - 28 %; p=0,00009) gnsa rpynu knomigorpento (17 % - npu KOHCEpBaTUBHOMY JIiKyBaHHI,
29 % - gKIIIo MallieHTaM IIPOBOAUIACh Yepe3IIKipHa TPaHC/IIOMiHalbHa KOPOHapHa
aHriomnacTtrka 3 abo 0e3 BcTaHOBIEHHS cTeHTa i 10 % - SKIIo iM MPOBOAMIN
a0OpTOKOpOHAapHE IIyHTYBaHH:). [lonepeaKeHHsI PO3BUTKY HOBUX CEPIEBO-CyIUHHUX MOOIN
(mepBUHHA KiHIlEBa TOYKa) BigOyBasocs 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 % (OI: -33,5-34,3)1 14 %
(IOI: -31,6 - 44,2) y nepiogu 0—1, 1-3, 3—6, 6—9 1 9—12 MicAIiB JOCTigXKEeHHS BiflIOBIIHO.
To6To yepes Oinbi HixK 3 MicsIli MTiKyBaHHS CIIPUSTIUBUAN edEKT, 110 CIIOCTEPIraBCcs y rpyi
knomigorpenb ACK, OinbIlie He 3poCTaB, a pU3UK KPOBOBUJIMBIB 3a/IMIIaBCs (IUB. PO3Min
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

3acTocyBaHHs Kiomigorpento g 9ac pociigxenHs CURE 3HuXkyBano notpeby y
3acTocyBaHHi TpoMOomniTuyHol Tepamnii (B3P = 43,3 %; OI: 24,3-57,5 %) Ta inridiTopiB
riikonpoTeinoBux penentopiB GPIIb/IIIa (B3P = 18,2 %; [OI: 6,5-28,3 %).

KinbKicTh maIfieHTiB, siKi mocsriu KoMOiHOBaHOI TepBUHHOI KiHneBoi Touku (CCC, IM,
iHcynbT abo pedpakTepHa imewmist), cranoBuna 1035 (16,5 %) y rpymi knomigorpento i 1187
(18,8 %) y nnauebo-rpymi. BigHocHe 3HUXKEeHHS pu3uKy ckinano 14 % (95 % [I: 6-21 %,
p=0,0005) y rpymni knomigorpemto. Takuii epekT OyB 31e6iNbIIOr0 3yMOBJIEHUM CTATUCTUYHO
3HAYYIINM 3HUKEHHSIM 4acTOTH BUHUKHEHHS IM [287 (4,6 %) y rpymi kKmomigorpento i 363
(5,8 %) y rpymi nnane6o]. 3MiHKM 4aCTOTH MMOBTOPHUX TOCIIiTasi3alliil 3 mMpruBOAYy HecTabinbHOI
CTeHOKap[il He CIIOCTepiraaocs.

Pe3ynbTaTy, ofepKaHi y rpynax Mali€HTiB i3 Pi3HUMHU XapaKTepUCTUKaMU (HallpUKIIag,
HecTabinbHa cTeHOKapaisa abo IM Ge3 maTosnoriunoro 3yous Q, piBeHb pU3UKY Bifl HU3BKOTO
[0 BUCOKOTO, HiabeT, HeOOXimHICTh peBacKynsApHU3allil, BiK, CTaTh), 30iramucs 3 pe3yabTaTaMu
IIEePBUHHOIO aHami3y. 30KpeMa, fomaTKoBuY aHani3 2172 martienTiB (17 % Big yciel rpymnu



nanienTiB CURE), sikum 6yno BctaHoBneHo cTeHT (Stent-CURE), mokasas, 1110 pu liKyBaHHi
KJIOIiioTpesieM, TIOPiBHSAHO 3 mallebo, crocTepiraerbest 3Hauyiie B3P (26,2 %), 110 CBiqYUTh
Ha KOPHUCTH KJIOMIAOTPeIio ¥ oNepeaKeHHi pO3BUTKY IIePBUHHOI KiHIeBol Touku (CCC, IM,
iHCynbT), a Takox 3Hauye B3P (23,9 %) mns gpyrol koMOiHOBaHOI MEPBUHHOI KiHIIEBOI
touku (CCC, IM, iHcynbT abo pedpakTepHa imemis). binbite Toro, mpodins 6e3nexku
KJIOIMITOTPEJIIO Y Li miArpymi maifieHTiB He BUKITMKAE HiTKUX 0COOTMBUX 3ayBaXKeHb. TakuM
YHUHOM, pe3yIbTaTy OOJaTKOBOTO aHaIi3y rPyNy Malli€HTiB 30iratoThCa 3 pe3yabTaTaMu
BCHOTO [OCIIIAXKEHHS.

CrnpusaTtinuBuil eQekT Kiomiforpesnto 0yB IPoJeMOHCTPOBAHUY He3alle’KHO Biff OTPUMaHHS
HEeBIIKJTaHOTO Ta JOBrOTPUBAJIOTO JIIKyBaHHS iHIITMMHU CEPIIeBO-CYIUHHUMU 3aco0aMu
(TakMMHU SK TellapyuH/HU3bKOMOJIEKYISPHUN relapuH, iHribiTopu riuikompoTeiHoBuX
penenrtopiB GPIIb/IIla, nimigo3uuXKyiodi mpenapaTy, OeTa-0nokaTopu Ta iHridiTopu AIID).
EdekTuBHICTD KiIoMmiforpento He 3anexkarna Big mo3u ACK (75—-325 mr 1 pa3 Ha mo6y).

IndapKT MioKapaa 3 migroMoM cerMeHTa ST. V mallieHTiB i3 roctpuM IM 3 migizomMom
cermenTa ST (STEMI) Ge3neky Ta eheKTUBHICTh 3aCTOCYBAHHS KIIOMIOrPEIIO OIIHIOBAIH Y
IBOX PAHIOMi30BaHUX, MIaIie00-KOHTPOIbOBAHUX, TOABIMHO ciinmux mocmimxkenHsx CLARITY,
npocnektuBHOMY aHamisi migrpyn CLARITY ( CLARITY PCI) i COMMIT.

Y mocnigxenuss CLARITY Oymno BkmodeHo 3491 malieHT, y SKUX MPOTATOM OCTaHHix 12
ropuH BigOyBcs IM 3 migiiomoM cermenTa ST i Oyna 3annaHoBaHa Tepalis TPOMOOTITHUHUMU
3acobamu. [TamienTu omepxkyBanu Knomigorpesnsb (300 MI HaBaHTaXKyBaIbHOI 103U, ITOTIM -
1o 75 mr/mo06y, n=1752) abo mnanebo (n=1739), obunsa - y komOinartii 3 ACK
(HaBaHTaXyBasbHa fo3a - 150—325 wmr, micng goro - mo 75—162 mr/go0y),
GiOpUHOMITUYHUM areHTOM Ta y pa3i HeoOXigHOCTi - 3 remapuHoM. [Tofmanbiie
CIIOCTepeXKeHHS 3a MalieHTaMu TpuBasio 30 mHiB. [IlepBUHHOIO KiHIIEBOIO TOYKOIO Oyna
OKJTI03is 1TOB’s13aH01 3 iH(aKTOM apTepii, BUsIBIE€HA Ha aHTiorpaMi Iepej BUINCKOIO 3
KJTiHiKY, TeTalbHUN Hacigok abo penupus IM mepen nIpoBemeHHSM KOpPOHapHOI aHTiorpadii.
[ maIfieHTiB, IKUM He MPOBOAMUNACH aHTiorpadisi, MePBUHHOIO KiHIIEBOIO TOYKOIO OYB
JeTaybHUM HACMTioK abo peruauB iHpapKTy MioKapaa 0o 8 mobu abo 0o BUNKCKHU 3 KITiHIKH.
Y rpyni namienTiB 6ymo 19,7 % xkiHok, 29,2 % narienTiB = 65 poki. 3aranom 99,7 %
NaIi€eHTiB OTpuMyBanu ¢idpuHOmiTHKY (hibpuHOCTEenudiuHi — 68,7 %,
dibpunonecnenudpiuni — 31,1 %), 89,5 % - remapus, 78,7 % - 6eta-6nokatopu, 54,7 % -
inridiTopu ATI® i 63 % - cTaTUHH.

[TepBUHHOI KiHI[€BOI TOYKYU OOCATIN 15 % Malli€eHTiB i3 IPynHy, 0 OTPUMYBasa KJIOMiforpeb,
i 21,7 % i3 rpynu, 110 oTpuMyBana miane6o. TakuM YUHOM, aOCOJIOTHE 3HUKEHHS CKJIaio
6,7 % i 3 mepeBaroi 36 % Ha KOpuCTb Knomigorpento (95 % HOI: 24-47 %; p < 0,001), B
OCHOBHOMY Y 3B’SI3KYy 3i 3MEeHIIIEHHSIM BUIA[KiB PO3BUTKY OKJII03il apTepil, ITOB’sI3aHOI1 3
indapkToM. Taka mepesara CrocTepirangacs y BCix IonepefHbO BU3HAUEHUX IiATPyIax
Talli€HTiB, PO3MOMiIEeHUX 3a BiKOM, CTATTIO, JIOKai3ali€io iHhapKTy i BUIOM OTPUMYyBaHO1
Teparril ¢pibpuHoIiTHKaMu a0 remapuHaMH.

B anamnisi nigrpyn CLARITY PCI B3sinu yyacts 1863 narientu 3 IM 3 migitomom cermenTa ST Ta
IIPOBEIEHHSIM Yepe3IKipHOro KopoHapHoro BTpydaHHs (HKB). V namieHTis, sKi 0OTpuMyBaiu
KJIomigorpens y HaBaHTaxyBanbHi#M 0031 (HII) 300 mr (n 933), criocTepiranu HOCTOBIpHE 3HUKEHHS
YaCTOTH CepleBo-CyauHHOI cMepTi, IM abo iHcynbTy micns YKB mopiBHSHO 3 mallieHTaMHu, SKi



otpuMyBanu nnauebo (n = 930) (3,6 % npu nonepegHLOMY JIIKyBaHHI KilomigorpeneM npotu 6,2 %
P 3acTocyBaHHi mmane6o, BII: 0,54; 95 % [I: 0,35-0,85; p = 0,008). V matiieHTiB, SKi oTpuMyBaIu
knomigorpens y HII 300 Mr, cmocTepiranu OCTOBipHE 3HUKEHHS YaCTOTH CEPLeBO-CYOUHHOL CMEPTI,
IM abo incynbTy mpotsiroMm 30 guiB micias YKB mopiBHSHO 3 MallieHTaMu, SIKi 0OTpUMYyBau 1iaiebo
(7,5 % nipu momepemHbOMY JIiKyBaHHi Kiomigorpenem npotu 12,0 % npu 3acTocyBanHi mnanebo, BII:
0,59; 95 % [I: 0,43-0,81; p = 0,001). He cmocTepiranu CyTTEBOI Pi3HUII y YACTOTi BENTUKUX ab0
He3HAYHUX KPOBOTed Mixk o0oMa BugaMu NikyBaHHA (2,0 % mpu nonepegHbOMY JTiKyBaHHI
Kyomigorpesnem npotu 1,9 % npu 3actocyBanHi manebo, p > 0,99). PeaynbraTil IHOro aHami3y
OOT'PYHTOBYIOTh PAHHE 3aCTOCYBaHHS HaBaHTaXKyBaJIbHOI 103U KJIomimorpeso npu IM 3 mimitomom
cermeHnTa ST i cTpaTeriio CTaHZapTHOTO IIOIIEPEeNHBOI0 JIIKYBaHHA KJIOMIAOTPesieM IIPYU IPOBENEeHH]
YKB.

[IBodakTopHUU Au3anH gociigkeHHs COMMIT BkmioyaB 45852 mallieHTH, Y SKUX IPOTATOM
OCTaHHIX 24 TOOAVH CIIOCTePirasocsd BUHUKHEHHS CUMIITOMIB, SKi JO3BOJISAIOTH 3alliJ03PUTH
IM, 110 TiATBEPAXKYETHCS BiIXUIEHHSIMU Bif HOpMU IoKa3HUKiIB EKI (Hanpukiag, migioM 4u
nenpecis cermeHTy ST abo 6r10kaza niBol Hixkku nmy4ka [ica). [TanieHTH oTpuMyBau
Kiomigorpens (75 mr/mo0y, n=22 961) a6o nnanedo (n=22 891) y kombinartii 3 ACK (162
Mr/go0y) mpoTtsaroM 28 gHIB a00 o0 BUMKUCKHU 3 NiKapHi. KoMOiHOBaHUMU NTEPBUHHUMU
KiHIIeBUMHU TOYKaMu OyB JIeTalbHUM HACMTIMOK 3 OyOb-9KOi IPUYMHY i TepIIuil peluauB
iHbapkTy MioKapma, iHCynbT abo neTanbHUM HACTimoK. Y rpymi nauienTis 6yno 27,8 % XKiHOK,
58,4 % nanieHTiB = 60 pokiB (26 % = 70 pokiB) i 54,5 % nali€eHTiB, AKi OTPUMYyBaju
GiOpPUHOMITUKY.

Knomigorpens CTaTUCTUYHO AOCTOBIPHO 3HUKYBAB BiTHOCHUY PU3UK PO3BUTKY JIETAJIBHOTO HACIIOKY
3 Oynb-sgkol npuuuHu Ha 7 % (p 0,029) i BigHOCHUM pU3UK KoMOiHallil penuauBy iHGAPKTY, iHCYIbTY
abo meTanmbHOTO HacHigky Ha 9 % (p = 0,002), mio BigmoBimae abcomoTHOMY 3HMKeHHIO Ha 0,5 % i 0,9
% BignmoBigHO. Takuil eeKT CoCTepiraBcs y NallieHTiB PI3HOTO BiKy i CTaTi He3a/JIeXHO Biff IPUHOMY
GhiOpPUHOMITHKIB i CIIOCTEpiraBcs MPOTITOM IepIIuX 24 TOOUH.

HaBaHTaxyBajbHa 03a Kaonigorpento 600 Mr Oiid naiieHTiB 3 TOCTPUM KOPOHAPHUM
CUHIPOMOM Ta npoBeneHHaM YKB.

IlocnaidaceHHs CURRENT-0ASIS-7 («3acmocysaHHs onmumanbHux 003 Kaonidozpeato i acnipuHy
015 3MeHWeHHA peuudusie - OpaaHi3ayisn 3 ouiHKu cmpamezill npu iwemidyHux cuHopomax, 7
8epcia»)

Lle parpmomizoBaHe (paKTOpianbHE HOCTiAKEHHS 0X0ITI0Bajo 25 086 ocib 3 rocTpuM KOPpOHaAPHUM
cuagpomoM (I'KC) Ta 3ammaHoBaHuM paHHIM nmpoBemeHHsSM YKB. ITamientu Oynu paHmoMi3oBaHi amis
OTpUMaHH4 moABiiHO1 fo3u (600 Mr y 1-i geHb, moTiM 150 MT 3 2-T0 0O 7-TO OHA, IOTIM 75 MT Ha
no0y) MopiBHSHO 3i cTaHAapTHOIO 03010 (300 Mr y 1-# geHb, OTiM 75 MT Ha [0o0y) KJIOMmigorpenio, a
TaK0XkK BHCOKOi no3u (300-325 Mr Ha mo6y) abo HU3bKOI mo3u (75-100 Mr Ha moby) acmipuny. Y

24 835 nauienTis 3 'KC, gki Opanu y49acTh y JOCHiAXKeHHi, Oyna poBefeHa KOpoHapHa aHriorpadis,
ay 17 263 - YKB. ¥V 25 086 marrienTis, sKi Opanau y4acTh Y OOCITigKeHHi, criocTepiranaacs momidHa
yacToTa CepleBO-CYAUHHOI cMepTi, iHdapkTy Miokapaa abo iHcymbTy (4,2 % mpu npuiiomi
Kiomigorpenio B mo3i 600/150/75 mr npotu 4,4 % npu npuoMi knomigorpento B 1o3i 300/75/75 wr,
BP 0,94; 95 % [II 0,83-1,06; p = 0,30). Benuki KkpoBOTeUYi YacTillle CIOCTepPiraaucs npu NpuruoMi
Knonigorpento B 0o3i 600/150/75 Mr (2,5 %) mopiBasHO 3 03010 300/75/75 mr (2,0 %), BP 1,24; 95 %
II: 1,05-1,46; p = 0,01. OgHaxk cepepn 17 263 matlieHTiB, sKuM npoBoaunu YKB, mopiBHAHO 3i
CTaHZapPTHOIO 00300 IOABiHA [03a KJIOMiJOTpeTi0 3HNKyBajla 4aCTOTy IePBUHHOL KiHI[€BOl TOUKHU
(3,9 % npotu 4,5 %, koperosauuit BP 0,86, 95 % I 0,74-0,99, p 0,039). CnocTepiranocs 0OCTOBipHE
3HUKEHHS TPoM0O03y cTeHTa cepen 17 263 matrieHTiB, skuM nposoaunu YKB, mpu 3acTocyBaHHI



IIOMIBIMHOI MO3U KITOIigoTpesIio MOPiBHSHO 3i cTaHgapTHUM JikyBaHHAM (1,6 % mpotu 2,3 %, BP 0,68;
95 % IO10,55-0,85; p = 0,001). Benuki KpoBOTEUi YacCTillle CIOCTEPIraaucs Ipu 3aCTOCyBaHHI
IIOMIBIMHOI [O3HU KJIOMIiAOTpesIio, HiK TP 3aCTOCYBaHHI cTaHmapTHOI fo3u (1,6 % mpotu 1,1 %, BP =
1,41, 95 % 101 1,09-1,83, p = 0,009).

IlocnidaceHHA ARMYDA-6 MI («kAHmumpomboyumapHa mepanis 0415 3MeHWeHHA YPaAHCeHH S
Miokapda nid yac aHezionsiacmuku - iH(papkm miokapoa»)

Y 11b0My paHAOMi30BaHOMY NIPOCIEKTUBHOMY MiKHapogHOMY 6araToleHTPOBOMY [OCHiXKEeHHI
OLIiHIOBa/IM nonepenHe IikyBaHHSA kionigorpeneM y HIT 600 mr npotu 300 mMr npu TepMiHOBOMY
npoBenenHi YKB npu IM 3 migiiomom cermenTa ST. [anienTu oTpuMmyBanu Kinonigorpesns y HIT

600 mr (n = 103) abo knomigorpens y HI, 300 mr (n = 98) nepen YKB, motim o 75 Mr/go0y 3 gHS
nicns nposenenHs YKB no 1 poky. V narjieHTis, gki orpuMyBanu kKiomnigorpens y HII 600 Mr, po3mip
iHpapkTy OyB 3HAYHO 3MEHIIEHN TOPIBHSHO 3 MAalliEHTaMHu, SKi 0OTpUMyBaiu Kiomiforpens y HIJ
300 mr. Ouinka < 3 3a mKkasnoto nepdyail TIMI micns YKB npu HII 600 mMr cioctepiranacs piptie
(5,8 % mpotu 16,3 %, p = 0,031), 6yna nokpamena ®BJIII npu Bunucti (52,1 + 9,5 % npoTu 48,8 +
11,3 %, p = 0,026), a npoTsirom 30 [HIB cepi03HUX MOOIYHUX CEPLEBO-CYOUHHUX SIBUII OYJI0 MEHIIIEe
(5,8 % mipotu 15 %, p = 0,049). He croctepiranocs 36inbIeHHS YacTOTi KpoBoTedi abo yCKIagHeHb Y
MicCIli BBeleHHS (BTOPUHHI KiHIleBi Touku Ha 30-i IeHb).

LlocaioanceHHss HORIZONS-AMI («I'apmoHizauis pe3yabmamie pesackyasapusauii ma
B8CMAHOB/EHHA CMeHMi8 npu 20cmpomy iHpapkmi Miokapda»)

Lle mocmimKeHHS 3 allOCTEPIOPHUM aHasi3oM 0yJ10 TPOBEOeHO OIS OLiHIOBAHHS TOTO, YU
3abe3neuye HJI 600 mMr mBupiie Ta CUIbHIIIE IPUTHIYEHHS aKTUBallil TpoMboIuTiB. [Ipu
IIpoBefeHH] aHani3y ouintoBanu BB HII 600 mr nopisHsaHO 3 300 Mr Ha 30-AeHHI KIiHIUHI
pe3ynbraty y 3311 naiieHTiB 3 0CHOBHOTO gochimxkeHHsd (n = 1153; rpyna HII 300 Mr; n =
2158; rpyna H]I 600 Mr) nepen KaTeTepu3alli€lo Ceplis 3 IOalbIIon 00300 75 Mr/ooly
IIPOTSATOM = 6 MiCALB IiCJIg BUIUCKU. Pe3ynbTaTy NPOgeMOHCTPYBaJId JOCTOBIPHO HUXKY]
30-meHHi (0e3 Kopekiiil) moka3Huku cMepTHOCTI (1,9 % mpotu 3,1 %, p = 0,03), TOBTOPHOTO
indapkTy (1,3 % npotu 2,3 %, p = 0,02) Ta HasiBHOTO ab0 ¥MOBIpHOTO TPOMOO3y CTEHTA
(1,7 % mpotu 2,8 %, p = 0,04) mpu 3actocyBanti HII 600 mMr 6e3 BUIIO] YaCTOTH KPOBOTEY.
3rigHo 3 6aratoakKTOpHUM aHalli30M HaBaHTaxXyBalibHa fo3a Knomigorpesnto 600 Mr Oyma
He3aJIe’XKHUM IIPeAUKTOPOM 3HUKEHHS YaCTOTH CEPHO3HUX HeOaKaHUX CEPIEBUX SBUILL
npotsroM 30 gHiB (BP 0,72 [95 % IOI 0,53-0,98], p = 0,04). YacToTa BeNTUKUX KPOBOTEY (HE
IIOB’sI3aHUX 3 aOPTOKOPOHAPHUM IIYHTyBaHHAM) cTaHoBuUa 6,1 % y rpymi HIJ 600 Mr Ta
9,4 % y rpymi HII 300 mr (p = 0,0005). YacToTa HE3HAUYHUX KPOBOTEeY cTaHoBUNa 11,3 %y
rpyni HIT 600 mr ta 13,8 % y rpyni HII 300 mr (p = 0,03).

Y mertaanani3s (Vyas et al., 2014) gns ouinku KiiHigHol mepeBaru HII knomigorpemnto 600 mMr y
nariesTiB 3 IM 3 migiiomom cermenTa ST Ta npoBemeHHsSM YKB 0yi0 BKIIOYEHO JaHi IeB’aTu
HocCIigXKeHb, ony0ikoBaHux y nepion 3 2009 mo 2012 pik. OCHOBHUMHU KiHIIEBUMU TOYKaMU
eekTuBHOCTI Ta Oe3neku Oynu cepiio3Hi HebaxKaHi CepIleBO-CYOUHHI SIBUINA i BeNIUKi
KpoBoTeui. [IoCTOBipHE 3MEHIIeHHS Cepio3HuX He0akaHUX CePIeBO-CYIUHHUX SBUIII
criocTepiranocs npu 3acrocyBanHi HII 600 mr (BII 0,75; 95 % 11 0,63-0,91; p = 0,003)
nopiBHSAHO 3 03010 300 Mr Ge3 30inblIeHHST PU3KUKY PO3BUTKY Cepio3HuX KpoBoTed (600 Mr
[89 sBum y 3551 marienTa, 2,5 %] ta 300 mr [63 sBuina y 2796 mamienTis, 2,25 %]; BII 0,84;
95 % 11 0,60-1,16; p = 0,28).

Y MeTaanamnisi (Siller-Matula et al., 2011), skuii BK/IIo4aB 5 paHOOMi30BaHUX Ta 2 HEPaHOOMi30BaHi



pochimxkeHHs, mopiBHioBanu HII knomigorpento 300 mr (n = 11 148) ta 600 Mr (n = 14 235) y
namienTis, skuM npoBogunu YKB. 3aramom HJI 600 Mr Oyna moB’si3aHa 3i 3HUKEHHSIM BiTHOCHOTO
PU3UKY Cepiio3HuX HeOaxkaHUX ceplieBo-CyauHHuX spuil Ha 34 % (BP 0,66; 95 % I 0,52-0,84; p

< 0,001). HT, 600 Mr knomigorpento He Gyna II0OB’si3aHa 3 MigBUINEHUM PU3UKOM PO3BUTKY BEJIUKUX
kposoted (BP 0,91; 95 % 11 0,73-1,15; p 0,44).

Tpuasne (12 MicsI1iB) 3aCTOCYBAHHSA KJIOOIOOTrpesro narieutaM 3 IM 3 migiioMOM cerMeHTa
ST miciog YKB.

LocaiosceHHss CREDO («Kiaonidoepenb 015 3MeHWeHHs HebaxcaHux seull, nio yac
CNOCMepetceHHN»).

Lle panpmomi3oBaHe MOABINHO ciine n1ale00-KOHTPOJIbOBAHE AOCTiAXKEHHS 0yJI0 IPOBEEHO 3 METOI0
ouiHKM KopucTi TpuBasoro (12 micsiiB) nikyBaHHs knomigorpeneM micnsg YKB. 2116 narienTiB 6ynu
panpomizoBaHi mnst orpuMmanHsa HII 300 mr kimomigorpesnio (n = 1053) abo nname6o (n = 1063) 3a
3-24 ropunu o YKB. ITicns 1poro Bci mamieHTH B 000X rpymnax OTPUMYBaIM KJIOMiOrpeb B 1031

75 Mr/mo0y mo 28-ro gHsA. 3 29-To oHA [0 12 MicsIIiB malieHTH B I'PYIIi KJIOMiAOTPesio OTPUMYyBaln
KJIOIigorpesb B fo3i 75 Mr/moby, a B KOHTPOJIbHIM rpymi - mnane6o. O0uABi rpynu OTpUMyBalu
aCHipuH NPOTATOM YChOT'0 AOCigXKeHHS. Yepe3 1 pik Ipu 3aCTOCYBaHHI KIIOMiAOTpEIo
CIoCTepiranaocsi 3HauHe 3HUXKEHHs KOMOiHOBaHOT0 pU3uKy cMepTi, IM abo iHCcynbTy (BigHOCHE
3HMXKEeHHS Ha 26,9 %, 95 % 1I 3,9-44,4; p = 0,02; abcomoTHe 3HUKEHHS Ha 3 %) MOPIiBHSIHO 3
nnane6o0. 3HayHOro 36ibIIeHHS YaCTOTH BeIUKUX KpoBoTed (8,8 % mpu 3acToCyBaHHI KIIOIiIOrpeio
npotu 6,7 % npu 3actocyBaHHi nnane6o, p = 0,07) abo He3HaYHUX KpoBoTed (5,3 % mpu
3aCTOCyBaHHI KJIOMigorpetio NpoTu 5,6 % mpu 3acTocyBaHHi manebo, p = 0,84) dyepes 1 pik He
crioctepiranocs. OCHOBHUM BUCHOBKOM 3a pe3yjibTaTaMU IIbOr'0 AOCIIIIXKEHHS € Te, 10 IPOLOBXKEHHS
IIPUMOMY KJIOMIIAOTPENIIO Ta aClipuHy MPOTATrOM IoHauMeHIIe 1 pOKy NPU3BOOUTE OO CTaTUCTAYHO Ta
KJIIHiYHO 3HAQUYIIOT0 3MEeHIIeHHS OCHOBHUX TPOMOOTUYHUX SBUIII.

HocaioonceHHss EXCELLENT («EgekmusHicmb cmenmis Xience/Promus ma Cypher w,000
3MEeHWEeHHA Ni3HIX 8mpam nicAAa CMeHMYBAHHA»).

e mpocneKTHBHE BiIKpUTe PaHOOMi30BaHe AOCTiAXKeHHs 0yJI0 TPOBEeeHO IS OIL[iHIOBAaHHS TOTO, YU
Oyme 6-MicsuHa nonBiiiHa aHTUTpoMOOIIMTapHa Teparnis (DAPT) He MeHI edeKTUBHOO, Hixk 12-
Mmicssyna DAPT micnst iMmmaHTalii CTEHTIB 3 TiKapChKUM IMIOKPUTTSIM. Y OOCITimXKeHHi Opanu
yuacTb1443 malieHTH, SKUM IIPOBeIM iMIIaHTalliio Ta fKi Oy/Iu paHmoMi3oBaHi /I OTpUMaHHS 6-
Mmicssunoi DAPT (acmipun 100-200 Mr/go0y mitoc Kiomigorpenb 75 Mr/mo6y npoTsaroM 6 MicsIiB, a
noTiM nuiie actipu# o 12 micsanis) abo 12-micsiunoi DAPT (acmipus 100-200 mr/mo6y mmoc
KJjomigorpens 75 Mr/mo6y mpoTsarom 12 micsiiB). [JoCTOBIpHOI Pi3HHUIIl Y YaCTOTi HEJOCTATHOCTI
11iTb0BOI cyouHu (KOMOiHOBAHOTO MMOKA3HMWKA cepliieBoi cMepTi, IM abo peBackynsipu3aliii minboBoi
CyauHHU), siKa OyJia IepBUHHOIO KiHIIEBOIO TOYKOI0, MiX Ipynamu 6-micsiuHoi Ta 12-micstunol DAPT He
croctepiranocs (BP 1,14; 95 % 11 0,70-1,86; p 0,60). Kpim Toro, gocmigxeHHs He
IIPOJIEMOHCTPYBAJIO CYTTEBOI Pi3HUIII IIOMI0 KiH1IeBOI TOYKM Ge3neku (KoMOiHOBaHOTO MMOKa3HUKaA
cMepTi, IM, iHcynbTy, TPOMOO3y CcTeHTa abo BeIMKOi KPOBOTeUi 3a mKajow TIMI) mix rpymnamu 6-
MicsiuHol Ta 12-Micsiunoi DAPT (BP 1,15; 95 % I 0,64-2,06; p = 0,64). OCHOBHUM BHCHOBKOM 3a
pe3ynbTaTaMu IIbOT0 JOCTimKeHHs O0yo Te, 1m0 6-MicsiuHa DAPT He moctynanacs 12-micsunit DAPT
OO0 PU3UKY PO3BUTKY HENOCTATHOCTI LiJIbOBOl Cy[IUHHU.

[leeckanallisg IpU 3aCTOCYBaHHi iHTiGiTOPiB P2Y,,-perienTopiB Ipu rocTpoMy KOPOHAPHOMY CUHIPOMI

(TKC). IMepeBenenHs 3 6inbin moTyKHOTO iHTibGiTOpa P2Y,,-perenTopiB Ha Kiomigorpens y KoMOiHaIlil
3 acmipuHOM Micnis roctpol ¢ha3u y naniedTiB 3 'KC omiHioBanocs y ABOX paHAOMi30BaHUX
OOCHIiIXKEeHHAX, ClIOHCOpoBaHux gociiguukamu (ISS), - mocmigxkenusx TOPIC i TROPICAL-ACS - 3



OaHUMM I0J0 KITiHIYHUX Pe3ybTaTiB.

Kniniyna kopucTs, 1m0 3ab6e3meuyeThbCs IPU 3aCTOCYyBaHHI OilbIl MOTYXKHUX iHTi6iTOPiB P2Y,,-
PELENTOPiB, TUKATPesIopy i mIpacyrpesio, B OTIOPHUX JOCHTiAXKEHHSIX, 00yMOBJIeHa CTaTUCTUYHO
3HAQYYILIMM 3HUKEHHSIM 4aCTOTH IIOBTOPHUX ilIeMIiYHUX IOMiN (BKII0OYAIOUU TOCTPUHM 1 TiATOCTPHUI
TpoM003 CTEHTa, iHpapKT MioKapaa Ta eKCTPeHY peBacKyasapu3allilo). Xoda AaHi PO KOPUCTh
CTOCOBHO iIIEMiYHUX MTOAIN IOCIIAOBHO MiATBEPAXKYBaIUCS IPOTATOM IIE€PLIOTO POKY, 3HUKEHHSI
YaCTOTH MOBTOPHUX imemiunux nopint micns I'KC 6yno 6inpiIuM IpoTATroM MepIuX OHIB Micys
IOYaTKYy JIiKyBaHHA. Ha BigmiHy Bif mporo, post hoc aHani3u npomeMOHCTPyBalId CTAaTUCTUYIHO
3HauyIle 306ibIIIeHHS PU3UKY KPOBOTEY ITPU 3aCTOCYBaHHI GibIl MOTYyKHUX iHTiOiTOPIB P2Y,,-
pelLenTopiB, 110 BUHUKAIOTh IIepeBaxkHO i Yac MigTpuMyi0doi $ha3u, Micis Mepioro Micais micis
I'KC. Docnimxennst TOPIC i TROPICAL-ACS Oynu cIiylaHOBaHi [I71sT BUBYEHHS MOXKJIMBOCTI
3MEHIIEeHHST YaCTOTH TeMOpariyHux mofint mpu 30epexkeHHi eeKTUBHOCTI KJIOMigOTpertio.

Hocnioxncenus TOPIC («TepmiH iHeibygaHHA mpombouumia nicas 20cmpo20 KOPOHAPHO20
cuHOpomy»). Lle paHmoMi3oBaHe BiIKpUTe MOCHIAXKEeHHS BKI04aso naifieHTiB 3 ['KC, saki
noTpebyBasny MPOBENeHHS Yepe3lKipHoro KopoHapHoro BTpy4yanHs (HKB). [TamienTy, ki
3aCTOCOBYBaJIM acIipuH Ta OiNbll MOTyKHUM 6510KaTOp P2Y,,-pelenTopiB i y SKux He
BigMidasocsi HebaxKaHUX SBUIL Yepe3 OOUH Micsip, Oynu abo nepeBefieHi Ha 3aCTOCYBaHHS
KoMOiHalril acmipuny i Kimomigorpesnto y GikcoBaHUX M03ax (OeecKasalliiHa moiBifiHa
aHTutpoMmboMTapHa Tepatnis (DAPT)), abo mpomoBXKyBasy JTiKyBaHHS 3a ITOIIePEeqHbOI0
cxeMorIo (He3MminHa DAPT).

3arasyom OyJi0 mpoaHasi3oBaHO faHi 645 3 646 marienTiB 3i STEMI (iHpapKT MioKapfa 3 eneBalli€io
cermenTa ST) abo NSTEMI (indapkT Mmiokapaa 6e3 emneBatiii cermeHnTa ST), abo HecTabinbHOIO
cTeHOKapgaiemw (geeckananivdaa DAPT (n = 322), He3minHa DAPT (n = 323)). BisuT nmogansInoro
criocTepexeHHs 4epe3 1 pik nposenu y 316 namienTis (98,1 %) 3 rpynu geeckananivinoi DAPT iy
318 mamienTiB (98,5 %) 3 rpynu He3aminHOoi DAPT. MeniaHa MmofasbIIoro CiocTepexkeHHs A 000X
rpym craHoBmIa 359 gHiB. XapaKTepUCTUKU [OCIIiIKyBaHOi KOTOPTH Oynu MOoAiOHUMU B 2 TpyIax.

[TepBuHHa KiHIleBa TO4YKa, siKa Oysa KoMOiHalli€lo TaKuX IOfiii, IK CMEPTH i3 ceplieBO-CYOIUHHUX
IIPUYUH, iHCY/IbT, eKCTPEeHa peBacKyIspu3allis i reMopariysi mofii = 2 cTyneHs 3a KpUTepisiMu
BARC (AxapeMigyHOTO [HOCTiIHUIIBKOTO KOHCOPIiyMy 3 BUBYeHHS KpoBoTed [Bleeding Academic
Research Consortium]) uepe3 1 pik micns I'KC, 6yna gocsirayta y 43 namienTis (13,4 %) y rpymi
neeckanarniaol DAPT iy 85 marienTis (26,3 %) y rpymni He3MminHol DAPT (p < 0,01). Ll craTucTUdHO
3HauyIa pi3HuIls 0ysia B OCHOBHOMY 00yMOBIeHa MEHIIIOIO0 KiNTbKICTIO reMopariYHux Mofii; mpu
I[bOMY He MTOBigOMIJISIIOCS NP0 Pi3HUIIO 3a KiHLIeBUMM TOYKaMH imeMivyHux nopii (p = 0,36), Togi sk
reMopariusi mofii = 2 cTynens 3a kputepisimu BARC BinOyBanucs pifine B rpyIli eeckanaliiHol
DAPT (4,0 %) y nopiBHsHHI 3 14,9 % B rpymi He3miaHoil DAPT (p < 0,01). l'emopariusi nogii,
BM3Ha4eHi 9K BCi nofil 3a kputepiamu BARC, croctepiranucs y 30 nanienTis (9,3 %) y rpymi
neeckamnaiiiaol DAPT iy 76 namienTis (23,5 %) y rpymni HeamirnHoil DAPT (p < 0,01).

Locnioxncenus TROPICAL-ACS («TecmysaHHs 8i0nogidi Ha iH2ibysaHHA mpomboyumie npu
mpueas0my aHMumpoMOouUMApHOMY AiKYy8AHHI 20CMPUX KOPOHAPHUX cuHOpomie»). Lle
paHOoOMi30BaHe BioKpuTe JochimkeHHs BKIounio 2610 namienTiB 3 'KC 3 mO3UTUBHUM
pe3yIbTaToOM aHamidy Ha OioMapKepH, y skux O0yio ycmimHo npoBegero YKB. ITamienTu 6ynu
paHoMi30BaHi B Tpynu AJis OTpUuMaHHS abo npacyrpeno B 1o3i 5 abo 10 mr/moby (mHi 0-14)
(n = 1306), abo npacyrpemnio B [03i 5 abo 10 mr/mo0y (mui 0-7), micng goro BigOyBanacs
IeecKanalis go KJIomigorpeno B fo3i 75 Mr/mo0y (mHi 8-14) (n = 1304) y xombinanii 3 ACK
(< 100 mr/mo6y). Ha mens 14 O6ymo npoBefeHo ouiHKy QyHKIii TpomboruTiB (PFT). ITatienTy,



K1 3aCTOCOBYBaJIM JIMIIE IIpacyrpesib, IPONOBXKYyBaIu IPUMOM IIpacyrpeso nmporsarom 11,5
MiCsIIs.

Y natieHTiB, y SiKux Oyjia BUKOHaHa feecKanallis, 0ysio IpoBeeHO OIiHKY BUCOKOl PEaKTUBHOCTI
tpoMmbouuTiB (BPT). fAkmo BPT cTaHOBuIAa = 46 OOMHUILG, HALliEHTIB 3HOB ITePEBOIUIIH Ha
3aCTOCYBaHHS IIpacyrpeny y mo3yBaHHi 5 a6o 10 mr/moby mpotsrom 11,5 micsius; skmo BPT
CTaHOBUIIA < 46 OOUHUIIb, ALIEHTH ITPOOOBXKYBaIN IPUIAOM KJIOMiIOTPesIio B 103i 75 Mr/mo0y
npotsirom 11,5 micsis. TakuM 4uHOM, B TPYIIi KepoBaHol ecKanallii Oyau HalieHTH, TKUM
3acTtocoByBanu abo mpacyrpens (40 %), abo kmomigorpens (60 %). Ycim naiienTaM IpogoBKyBaIu
3aCTOCYBaHHS aCIipuHy i IPOBOAMIIOCS MOJaIbIIe CIIOCTEPEKEHHS IIPOTSATOM OTHOTO POKY.

[TepBuHHa KiHIleBa ToYKa (KOMOiHOBaHa KiHIleBa TOYKa YaCTOTH CMEPTI Bifi CEPIIeBO-CyTUHHUX
npuyuH, [M, iHCynbTy i KpoBoTedi = 2 cTyneHs 3a kputepigmu BARC uepes 12 micsanis) 6yna
IOCATHYTa, 10 IeMOHCTPYE IPUHaUMHI He MeHIy eheKTUBHICTE Kionigorpeno. Y 95 nauieHTis (7 %)
B I'Pymi KepoBaHol geeckanauii Ta y 118 maiieHTiB (9 %) y KOHTPONBHIN I'pymi (p O TiATBEPAXKEHHS
IpHUHAWMHI He MeHIo1 eekTuBHOCTI cTaHoBUTH 0,0004) Bimmivasmacs ofHa 3 MOMiN KiHIIEBOI TOYKH.
KepoBaHa meeckanallisi He mpu3Besia [0 30i/bieHHS KOMOiHOBAHOTO PU3UKY iMeMiuyHuX momii (2,5 %
y Tpymi geecKamanil y mopiBHSHHI 3 3,2 % B KOHTPOJIbHIN I'PyIi; P A7 NiATBEpAXKEHHS IPUHAWMHI He
MeHIIO01 edeKTUBHOCTI cTaHOBUTH 0,0115), a TaKOXK 3a KJIFOUOBOIO BTOPUHHOIO KiHIIEBOIO TOYKOI0 —
9aCTOTOI0 TeMOpariyHux nofii = 2 ctyneHs 3a kputepismu BARC (5 % y rpymi geeckanarmii y
MOPiBHSAHHI 3 6 % y KOHTpOJbHIM rpymi (p = 0,23)). CyKynHa 4acToTa BCix reMopariyaux nogiu (1-5
crynens 3a kpurtepigmu BARC) cranoBuna 9 % (114 mopiit) B rpyni kepoBaHOI feecKanatii y
nopiBHAHHI 3 11 % (137 nopiit) B KoHTpoibHIYM rpymi (p = 0,14).

[TogBifiHa aHTHArperaHTHa Tepamis npu roctpomy Manomy II abo TIA i3 cepedHiM Ta BUCOKUM
CTYIIEHEM PU3UKY.

[TopBifiHa aHTHArperaHTHa Tepamis KomOiHatieo kmomigorpento Ta ACK s momnepenxeHHs
iHCcynbTy micns roctporo Manoro II a6o TIA i3 cepenHiM Ta BUCOKUM CTyIIEHEM PU3UKY
OLIiHIOBAaJIaCh y [ABOX PaHOOMi30BaHUX AOCIIIXKEHHSIX 3a CIIOHCOPCHKOI MiATPUMKHU
nocnigauka (ISS) — CHANCE Tta POINT — 3a gaHuMU pe3yJbTaTiB 00 KIIiHIiYHOI Oe3neKu
Ta e(EKTUBHOCTI.

CHANCE (3acmocyesaHHsA Kaonidozpeato nayieHmam 2pynu 8uCOK020 pu3uky 3 20Cmpumu
HeiHeanidu3yvduMu UepebposackyAApHUMU NOOiAMU).

Y oMy paHIOMi30BaHOMY IOABINHO cllinmoMy 6araTolleHTPOBOMY Ilanie60-KOHTPOIHOBAaHOMY
KJTIHIYHOMY [OoCHifiKeHHi Opanu ydacTsk 5170 marienTiB 3 Kuraio 3 roctpoio TIA (moKa3HUK 3a
mKkano ABCD2 = 4) abo rocTpuM MajauM iHCYNTbTOM (ITOKa3HUK 3a mkasnoio NIHSS < 3). [Taiientu B
o6ox rpynax orpumyBanu ACK y Bigkputomy pexumi B 1-it nens (y mo3i Big 75 mo 300 Mr Ha po3cyn
JIIKyI04oro crelrianicta). [1amieHTH, QOBIMPHUM YMHOM BigHeCeHi 1o rpynu Knomigorpento-ACK,
OTPUMYBAaJIX KJIOMigOTPesb Y HaBaHTaxXyBanbHiX 7031 300 Mr y 1-i1 meHb JMiKyBaHHS, IOTIM 3 2-TO II0
90-i1 meHb NiKyBaHHS — KJIOMigorpenb y 7o3i 75 Mr Ha go0y, a Takoxk ACK y mo3i 75 Mr Ha mo6y 3 2-
ro no 21-i geHb gocnipxkenHd. [lamieHTy, HOBITBHUM 4YMHOM BifHeceHi no rpynu ACK, otpumyBanu
nnate6o-Bepcito Knomigorpento 3 1-ro mo 90-# mens mikyBauHs Ta ACK y mo3i 75 Mr Ha moby 3 2-T0
90-1 meHb JIKyBaHHS.

OCHOBHUM TTOKa3HUKOM e(heKTUBHOCTI Oysa Oymb-sKa HOBa MOMis iHCYNbTY (ilemMigHOrO Ta
reMoparigyHoro) npotsrom nepmux 90 gHiB micis roctporo masoro II abo TIA 3 BUCOKUM CTyIIeHEM
pusuky. Li mopii Bigbynucs y 212 marienTis (8,2 %) B rpymi knomigorpento-ACK nopiBuszo 3 303
namiestamu (11,7 %) B rpyni ACK (BigHomeHHs pu3ukis [BP] 0,68; 95 % nosipuuiu intepsan [[]] Bixg



0,57 mo 0,81; p < 0,001). II BigOyBCs y 204 nauienTis (7,9 %) B rpyni knomnigorpento-ACK mopiBHAHO
3 295 namnientamu (11,4 %) B rpyni ACK (BP 0,67; 95 % ] Big 0,56 mo 0,81; p < 0,001).
F'emopariyHui iHCYyIbT CIIOCTEpPiraBcs y 8 maIi€eHTiB y KOXKHiN 3 IBOX mociigxkyBaHux rpyn (0,3 %y
KOXHiM rpymi). [TomipHa abo TsKKa KpoBOTeda crocTepiranacs y 7 maiienTis (0,3 %) 3 rpynu
knonigorpenio-ACK ta y 8 (0,3 %) 3 rpynu ACK (P = 0,73). YacToTa Oyab-IKUX IOfili KPOBOTEUi
cTtaHoBuNa 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 (IH2ibysaHHs a2pezauii mpombouumie npu Hoeill nodii TIA ma Mano20 iwemiuHoz20
IHCY1bmy).

B npoMy paHmoMizoBaHOMY MOABIMHO CIIiTOMY OaraTolleHTPOBOMY IIanie60-KOHTPOIOBaHOMY
KJTiHIYHOMY [OCTigXKeHHi Opanu y4acTh MallieHTu 3 ychoro cBiTy (4881 ocoba) 3 roctpoio TIA
(moka3HUK 3a mkanow ABCD2 = 4) a6o rocTpuM MajauM iHCYy/IbTOM (IIOKA3HUK 3a IKanoo NIHSS
< 3). Yci nanienTu B 0060x rpymnax orpumyBanu ACK y Binkputomy pexumi 3 1-ro mo 90-it geHb
nikyBaHHSA (y [£03i 50—325 Mr, 3a/1eXHO Bif Tpu3HaYeHH JIKYyI040ro cnemniamnicta). [lamienTy,
NOBIIBHUM YMHOM BiffHECEHI [0 IPYNIH KIIOIILOTPesIio, OTPUMYBAJIUA KIIOMIOTPETIb V
HaBaHTaXyBasbHiK 003i 600 Mr y 1-i feHb NiKyBaHHS, IOTIM ¥ 103i 75 MT Ha 100y 3 2-To 1o 90-i
IeHb naikyBaHHS. [IallieHTH, MOBiTbHUM YMHOM BigHECeHi [0 rpymnu mianebo, OTpUMyBasu manebo-
Bepcio kiomigorpento 3 1-ro no 90-4 feHb TiKyBaHHS.

[TepBUHHUM OKa3HUKOM edeKTUBHOCTI Oya KoMOiHalis Benukux imemivynux mopint (II, IM a6o
CMepPTh BHACJIMIOK imemivyHol cyauuHOol noxii) Ha 90-# mews. Ui nopii BigOynmucs y 121 narienTa

(5,0 %) 3 rpynu 3acToCcyBaHHS Kiomigorpento y kKomOinatrii 3 ACK nopiBHsHO 3i 160 nanieHTaMu
(6,5 %), mo orpumyBanu ACK sk morotepanito (BP 0,75; 95 % [I Big 0,59 mo 0,95; p = 0,02).
BTopuHHUM NOKa3HUKOM e(heKTUBHOCTI OyB imeMiuyHu# iHCYNBT. BiH BinOyBca y 112 namnieHTiB

(4,6 %), sKi oTpuMYyBaIH Kiomigorpens ¥ KomOinamii ACK, mopiBasiHO 3i 155 marientamu (6,3 %), ki
orpumyBanu ACK sk monoteparito (BP 0,72; 95 % [I Big 0,56 go 0,92; p = 0,01). IlepBunHui
IIOKa3HUK 0e3meKu — BellnKa KpoBoTeda. BoHa cmocTepiranacs y 23 3 2 432 marienTis (0,9 %), ki
oTpuMyBasu Kiomigorpens y komOinatii 3 ACK, Tay 10 3 2 449 nanuienTis (0,4 %), SKi OTpUMYBaIH
ACK sk moHoTeparmito (BP 2,32; 95 % [OI 8ix 1,10 mo 4,87; p = 0,02). Mani kpoBoBunusu 6ynu y 40
natrienTiB (1,6 %), ki oTpuMyBanu Knomigorpesns y kKomOinariii 3 ACK, ta y 13 marienTiB (0,5 %), sKi
orpumyBanu ACK sk monotepanito (BP 3,12; 95 % IOl 8ig 1,67 mo 5,83; p < 0,001).

Anani3 gunamiku gocnigxenb CHANCE Tta POINT.

[TepeBar mono epeKTUBHOCTI IIPY ITPONOBKEHHI TOABINHOI aHTHAarperaHTHOI Teparii noxHan 21 meHs
BUSBJIEHO He 0yJ10. PO3risiHyTO OUHaMIKy CepUO3HUX illIeMiYHUX MOAiM Ta MaCUBHUX KPOBOBUJIUBIB Y
rpylax JiKyBaHHS 3 METOI0 aHAaJli3y BILIUBY KOPOTKOCTPOKOBOTO Kypcy DAPT.

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

Yucsio BUIIagKiB
PesynrraTty B

OOCHiIXKeHHAX Po3mopin no rpymnax VeBoro 1-i 2-1 3-1
CHANCE Ta JIIKyBaHHSA TUXIOEHb THUXIeHb TUXIEHb
POINT

Benuki ACK (n =5035) 458 330 36 21

imemiuHi momil



Knomigorpens ACK 328 217 30 14

(n=5016)

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

Knomigorpens ACK 30 10 4 2

(n=5016)

Pizannga -12 -6 -2 -1

®ibpunsuis nepencepns. Y pocrigxkenuss ACTIVE-W ta ACTIVE-A, ski 6ynu oKpeMuMu
mocrimkeHHsAME ¥ Mexkax rnporpaMu ACTIVE, Gyio BK/II0UeHO TaIlieHTiB 3 Gi0pussiieio mepencepnb
(®IT), AKi Maj¥ MOHAUMEHIIe OfyH (AaKTOP PU3KKY BUHMKHEHHS CyIUHHUX IIOPYIIEeHb. [ PyHTYOUKCh
Ha KPUTEPIiSX BKIIOYEHHS Y OOCTiAXKEeHHS, TiKapi 3any4dany namieHTiB go pocuigxkenas ACTIVE-W,
SIKIIIO BOHM OYyJTM KaHOWOATaMU Ha OTPUMAaHHS Teparii anTarorictamu Bitaminy K (ABK) (mampukmnan
Bapdapunom). Y mocnimxenns ACTIVE-A 6yo BK/IIOUEHO MAalliEHTiB, Ki He MOTTi oTpuMyBaTu ABK-
Tepariiio 4yepes NpoTunokalaHHsa abo HeOaxkaHHS OTPUMYBATH Iie JTiKyBaHHS.

Hocnipxernusa ACTIVE-W npogeMoHCTPYBaJio, 1[0 aHTUKOATyJITHTHA Tepallid aHTaroHicTaMu
BiTaminy K Oyna 6inbir eeKTUBHOMW, HiXK NiKyBaHHS Kiomigorpenem Ta ACK.

Hocnimxennust ACTIVE-A (n = 7554) 6yno 6araToleHTPOBUM, PaHAOMi30BaHUM, IIOOBIMHUM CITIITUM,
n1a11e60-KOHTPOJIbOBAHUM MIOCTII2KEHHSIM, 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. [lalieHTy OTPpUMYyBaJIy JIiKyBaHHS YIIPOLOBXK IEpPiofy [0 S5 POKiB.

[MTauienTu, panmoMizoBaHi y nporpamy ACTIVE, Manu foKyMeHTanbHO migTBepaxeHy @I1, ToOTO
nocTiHy popmy ®II abo moHalMeHIIIe 2 eni3oau napokcu3manbHol @I ypomoBxK ocTaHHIX 6
Mics1iB, Ta MPUHAWMHI OuH i3 Takux HaKTOPiB pu3UKY: BiK = 75 POKiB uu BiK Bif 55 g0 74 pokiB abo
IIyKpoBuii miabeT, 110 moTpedye MeauKaMeHTO3HOTO JIiKyBaHHS, ab0 JOKYMEHTaIbHO MiITBePXKEHUM
nepeHecenu#t IM, abo qOKyMeHTaIbHO MiATBEPIKEHY illleMiuHy XBopoOy ceplls; IomnepenHe
JiKyBaHHS 3 IPUBOAY CUCTEMHOI apTepiaibHOI rinepTeH3il; paHille nepeHeCeHul iHCYbT,
TPaH3UTOpPHa imeMiuHa ataka (TIA), cuctemHa embonis 6e3 ypaxeHnHs cTpykTyp LIHC; nuchyHKIia
JiBOTO IITYHOYKA i3 MOKa3HUKOM (pakKilii BUKUAY JiBOT0 HUTyHOYKa <45 % a00 HOKYyMEHTaJIbHO
IifTBepaKeHe 3aXBOpIoBaHHS mepudepuunux cynuH. CepenHiit 6an 3a mkanoo CHADS2 craHoBUB 2
(y mexax 0—06).

[0 OCHOBHUX KPUTEPIiIB BUK/IIOYEHHS MAI[iEHTIB i3 HOCTiOXKEHHS HajleXkKalu JOKyMEeHTaIbHO
nmigTBEpAKeHa BUpPa3KoBa XxBOpoba BIPOOOBXK OCTAHHIX 6 MiCsIliB; BHyTPIllTHOMO3KOBa KPOBOTEYA B
aHaMHe3i, cepiio3Ha TpOMOOIMTONeHis (KinbKicTh TpoMGonuTiB <50% 10°/11); moTpeba y 3acToCyBaHHi
KJIomifgorpeio abo nepopanbHux aHTUK0aryngHTiB ([TAK) abo HellepeHOCUMICTh OyAb-5SKO1 3 LIUX IBOX
PEYOBUH.

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

41,8 % mamieHTiB ctaHoBunY XkiHku. CepenHilt Bik mopiBHIoBaB 71 pik, 41,6 % marrieHTiB Oynu BikoM
Bim 75 pokiB. 3aranom 23 % XBOPUX OTPUMYBa/IX aHTAapPUTMiuHi 3acobu, 52,1 % — Gerta-610KaTopH,
54,6 % — iHribiTopu aHTiOTEH3WHIIEPETBOPIOBAILHOTO (hepMeHTy Ta 25,4 % — CTaTHUHU.



KinbKicTh mallieHTiB, SKi MOCSTIN MEPBUHHOI KiHIIEBOI TOYKH (YacC [I0 IePIIOro BUHUKHEHHS iHCYIIbTY,
IM, cuctemuoi em6omii 6e3 ypaxenHs ctpyktyp LIHC abo neTanpHOro Hacmifky), cTaHOBUIIa 832
(22,1%) y rpymi marienTis, ski oTpuMyBanu kiomigorpens ACK, ta 924 (24,4%) y rpyni nnaune6o ACK
(BimHOCHe 3HMKeHHS pu3uky Ha 11,1%, 95% [I: 2,4—-19,1%; p = 0,013), Hacamnepepn yepe3 3Ha4YHE
3HUKEHHS 4YaCTOTU PO3BUTKY iHCYNbTIB. [HCYynbTH BUHUKIN Y 296 (7,8 %) mallieHTiB, SKi OTpUMyBaIu
knonigorpens ACK, ta 408 (10,8 %) nauieHTis, siki orpuMyBainu muare6o ACK (BifHOCHe 3HUKEHHS
pusuky Ha 28,4 %; 95 % [I: 16,8—38,3 %, p = 0,00001).

Himu. Y DOCnifXKeHHI i3 DiABUILLIEHHSIM [03, 110 IIPOBOAUIIOCS 3a y4acTio 86 HOBOHAPOIXKEHMNX
a00 HEMOBIIST BiKOM 10 24 MicsiiB 3 pU3UKOM BUHUKHEHHST TpoM003y (PICOLO),
KJIOIIOrpesib 3aCTOCOBYBau y mocimoBHux go3ax 0,01, 0,1 1 0,2 Mr/Kr HOBOHaPOAXKEHUM i
HeMOBJsATaM i y go3i 0,15 Mr/kr TineKu HOBOHapoaxkeHuM. [Ipu mosi 0,2 Mr/Kr cepenHin
IIOKA3HUK iHTi0yBaHHS arperaiiil Tpom6o1uTiB ctaHoBUB 49,3 % (5 MkM AJ1®-iHmyKoBaHOi
arperatii TpoMOOIUTIB), 1110 OYJI0 MOPIBHAHHUM i3 TaKUM Y IOPOCTIUX, SKi OTPUMYBaJU

O

[TnaBikc™ y mo3i 75 mr/Ha mo0y.

Y paHAOMi30BaHOMY NOABIMHOMY CIIIIOMY AOCTiAKEHH] 3a y4acTio napanenbHux rpyn (CLARINET)
906 miTelt (HOBOHAPOAKEHUX i HEMOBJIAT) i3 BPOAKEHOI0 Bafl0I0 CEPIIS LiaHOTUYHOTO TUITY, SKUM
IIPOBOAMIIACS IajliaTUBHA OIlepallisi 31 CTBOPEHHSI CUCTEMHO-JIETEHEBOT0 apTepiaabHOTO MyHTa, 0yIu
paHmoMi30BaHi Oy oTpuMaHHs Kiomigorpento 0,2 Mr/kr (n = 467) a6o nnanebo (n = 439) i3
OJHOYACHUM IIPOBEJIeHHSAM CYIyTHLOI 0a30BO1 Tepallii ;0 MOMEHTY IIPOBEeleHHS IPYTOro eTamy
omnepatil. CepenHii 4ac MiX NPOBeJEeHHSM MaTiaTUBHOI Omepalil 3i CTBOPEHHS IIyHTa i MepIuM
BBEJEHHSM [IOCITigXKyBaHOT0 IipenapaTy ctaHoBuB 20 nuiB. [Ipubnusno 88 % nauieHTiB ogHOYACHO
orpumyBanu ACK (Big 1 go 23 mr/kr/Ha no0y). [JoCTOBipHUX BiIMiHHOCTEM MiX IpymnaMu 1100
NOCSITHEHHS MMePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHM, SIKa CKJIafajacs 3 JIeTaJIbHUX BUIA[IKIB,
TpoM0O03y myHTa abo ITPoBeieHHs XipypriYHoro BTpy4YaHHs Ha cepii 7o 120 [HS XKUTTA Micis
BUHUKHEHHS TOMil, CHpUYMHEeHol TpoM0030M, He crocTepiranocs i cranosuino 89 [19,1 %] y rpymi
kiomigorpento i 90 [20,5 %] y rpyni nname6o (qus. po3min «Cmoci6 3acTOCYBaHHS Ta HO3U»).
Haituacrirmoio mo6ivHOoI0 peaklli€lo K y TPYIi KIIomifmorpesto, Tak i y rpymi mname6o 6yB pO3BUTOK
KPOBOTEYi, IIPOTE HOCTOBIPHUX BiAMIHHOCTEX MiXK I'pPylaMy IIOA0 YaCTOTH 11 BAHUKHEHHS BUSBJIEHO
He Oyro. ITig yac mogasbIIoro JOBTOCTPOKOBOTO IIEPIONy CIIOCTEPEKEHHS 3a MOOIYHUMY ABUIIAMU 26
Nalli€HTIB, y AKUX IIYHT 3a/IUIIaBCSI HA MOMEHT [OCATHEHHS 1-pigHOro BiKy, OTpHMyBaIu
KJIOIiZorpesb A0 focarHeHHS 18-MicsauHoro BiKy. [1if yac 11boro mepiofy cnoctepexkeHHs Ipodinb
0e3mneky mpernaparTy He 3MiHIOBaBCS.

Y nocnigxennax CLARINET i PICOLO BUKOpPHUCTOBYBaBCS BifHOBJIEHUM PO3YUH KJIOMigOrpesto. Y
MOCTimKeHH] BiTHOCHOI 6i0[TOCTYITHOCTI Y JOPOC/INX BiTHOBJIEHUHN PO3YUH KJIOIiIOTPEITIO
IIPOJIEMOHCTPYBAB aHAJIOTiUHUM CTYIIiHb i TPOXYU BHUIIY IMIBUAKICTh ab6copOilii 0CHOBHOTO
IIUPKYII0I040r0 (HeaKTUBHOT0) MeTab0IiTy IIOPiBHSIHO i3 3apeecTpoBaHoi0 TabIeToBaHO0 (HOpPMOI0
nmpernapary.

dapmMaxoKiHemuxka.

BcmokTyBanHs. [Ticisg mepopanbHOTO IPHUOMY OJHOPA30BOol Ta 6araTopa3oBUX {03 75 MT Ha
o0y KIIOmigorpess IMIBUAKO BCMOKTYEThCSI. CepeqHs IMiKoBa KOHIIEHTpAIlisl He3MiHEeHOT 0
KJIOmigorpero y mna3mi (61u3bKo 2,2—2,5 HI/MIT Miciist OMHOKPATHOI 03K 75 MT ITepopajbHO)
mocsrasnacst npubnau3Ho yepes 45 xB micisa npuiiomy. A6cop6ilis ctaHoBUTH He MeHIe 50 % 3 ornsany
Ha eKCKpellito MeTa0oJIiTiB KJIOMigorpertio i3 ceuero.

Posnomin. Kmomigorpenas Ta OCHOBHUE (HeaKTUBHUIM) META0OJIIT, 110 IIUPKYIIIOE B KPOBI, in vitro
000pOTHO 3B’sI3yI0ThCS 3 Oinkamu mma3mu mogunu (98 % i 94 % BigmosinHo). 1le# 3B'130K



3aJIUIIAETHCS HEHACUYYBAHUM in Vitro y Mexax IIMPOKOTO [iala30Hy KOHIIEHTPALIiH.

MeTabo1i3M. Kiomiforpess eKCTeHCMBHO MeTab0IIi3yeThCs Y mediHIf. In vitro Ta in vivo icHye mBa
OCHOBHUX IIJITXU KOT0 MeTaboIi3My: OIUH — 3 y4aCTIO ecTepas, 110 MPHU3BOAUTE [I0 Timpoi3y 3
YTBOPEHHSIM HEAKTUBHOI MTOXiIHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix MeTaboIiTiB, 110
IIUPKYIIOI0TH y IIJ1a3Mi), a iHImuH - i3 3any4eHHs GpepMeHTiB cucteMmu uutoxpomy P450. CiouaTky
KJIOMiIOTpesb MEPETBOPIOETLCS Ha MIPOMiKHUM MeTabO0JIiT 2-0KCO-KIIOMigOTrpesib. Y pe3ynabTaTi
TIOJaJIbIIOTO MeTabo0/Ii3My 2-0KCO-KJIOMiAOTPesTio YTBOPIOETHCS TiOJIOBA MOXigHA - aKTUBHUM
MeTabomiT. Lleft akTUBHUYN MeTabOoIiT YTBOPIOETLCS IIepeBaxkHO 3a gornomoroio hepmenty CYP2C19,
3a y4acTIo Kinbkox iHmux pepmenTiB cuctemu CYP, Takux sk CYP1A2, CYP2B6 i CYP3A4. AKTuBHUU
MeTaboIiT Kioniforpesio (TionoBa noxigHa), sKuil 6yB BUAiINIEHUH in vitro, MIBUAKO Ta HEOOOPOTHO
3B’A3Y€ETHCS 3 pellellTopaMyu Ha TPOMOOIMTaX, TUM CaMUM IePEeIIKOOKal049y arperariil TpoMOOIUTIB.

[Toka3uuk C,,, OJIS aKTUBHOTO MeTa0OJIiTy € BOBiYUi BUIIUM IIiCJIg IPHOMY OJHOPA30BO1
HaBaHTaXyBasbHOI 1031 300 Mr KIOmiAOTPeTio MOPIBHAHO i3 THM, IO CIIOCTEPIra€ThCs MiCas
4-meHHOTO0 3aCTOCYBaHHS MiATPUMYyBabHOI 103U 75 MT. C,,, MOCATAETHCS MPUONIU3HO Yepes
30-60 xBUNIKH MiC/IA NIPUUOMY IIpenapary.

Busenensns. Yepes 120 romus micnis IpuitoMy BHYTPIIIHBEO MiueHOro *C-KIOMiZ0rpeso y ToguHA
npubnau3Ho 50 % mo3u BUBOOMIIOCS i3 ceuelo i 6mu3bKo 46 % i3 KanmoM. [1ics mepopaabHOT0 ITPUHOMY
Pa30Boi 103U 75 MT Nepiof HamiBBUBEIEHHS KJIOMiOTPelio CTAHOBUTEL 61M3bK0 6 roguH. Ilepion
HaIliBBUBEJIEHHSI OCHOBHOTO (HEAKTHBHOI'0) MeTabO0MIiTY, 110 IIUPKYJIIOE B KPOBi, CTAHOBUTH 8 TOTUH
IiCJI ODHOKPATHOTO i 6araTOKpaTHOTO 3aCTOCYBAHHS Ipernapary.

®apmakorereTrka. CYP2C19 Gepe y4yacTh B YTBOPEHHI K aKTUBHOTO MeTaboiTy, TakK i
IIPOMiKHOTO MeTaboMiTy 2-0Kco-Knomigorpento. dapMakoKiHeTHKa aKTUBHOTO MeTab0IiTy
KJIOTIIOTPETo Ta aHTUTpoMOoIMTapHi eheKTH, 3a JaHUMU BUMIpIOBaHHS arperatii TpoMOOIUTiB
ex vivo, BiIpi3HATLCA 3a1eXkHO Bif renotuny CYP2C19.

Anens CYP2C19*1 BigmoBigae moBHicTIO QyHKITIOHYI0UOMYy MeTab0I1i3My, TOHi K ajneni
CYP2C19*2 Ta CYP2C19*3 BigmoBigaioTh HePyHKIIIOHYI0OUOMY MeTabomi3my. Ameni
CYP2C19*2 Ta CYP2C19*3 cknamaioTh OinbIIiCTh ajeiB y MallieHTiB €BponeoinHoi (85 %) Tta
MOHT0J10iTHOI (99 %) pac 3i 3HuKeHuM MeTabomi3MoM. [HII anesi, acomioBaHi 3 BigCyTHIM
abo ocrmabnenuM MeTab0s1i3MOM, 3yCTPiYaoThCS 3HAYHO pifire. [10 HUX HaleXaTh
CYP2C19*4, *5, *6, *7, Ta *8. [Ta1ieHT 3i 3HMKEHUM MeTab0J1i3MOM Ma€ OBa
HeYHKIIOHAIBHUX ajiefli, SK 3a3HaYeHO BUIle. 3TifHo i3 ony6IikoBaHUMHU OAaHUMH,
renotunu CYP2C19, gki BignmoBigaloTh 3HMKEHOMY MeTab01i3My, 3ycTpidaioThcsa ¥ 2 %
IIPEeICTaBHUKIB €BPOIEOITHOI pacH, 4 % mallieHTiB HerpoigHol pacu Ta 14 % malieHTiB
KMTaMChKOI HAIliOHAJIbHOCTI. 3apa3 iCHYIOTb TECTH, SKi Hal0Th 3MOTY BU3HAYUTHU T€HOTHII
CYP2C19.

Y nepexpecHoMy mociigxkeHHi 3 y4acTio 40 3mopoBux m00poBObIIiB, M0 10 y KOXKHIM 3
YOTUPBLOX T'PYI, 110 BiMOBimaioTh meBHOMY TuNy MeTabommizamy CYP2C19 (HamiBuOKui,
IHTEHCHUBHUY, IPOMIXKHUY Ta 3HUXKEHUN), OLIHIOBANIX (papMaKOKiHETHKY Ta
aHTUTPOMOOLIMTAPHI eeKTu Ipu 3acTocyBaHHi 703U 300 Mr i3 IOofaIbIINM IPUAOMOM 03U
75 Mr Ha o0y, a Takox mo3u 600 Mr i3 momanbIuM mpuitomMoM 703U 150 mr Ha moby. KoxkeH
i3 I[UX BU[IB JTIIKyBaHHS 3aCTOCOBYBa/IM B I[iIOMY BIPOAOBXK 5 OHIB (IO JOCATHEHHS
ctabinbHOTO cTany). He Oyno BUSIBIIEHO CYTTEBUX BiIMiHHOCTEH Yy MOKa3HMKaAX KOHIIEeHTpalil
aKTUBHOTO MeTabOJIiTy y KPOBi Ta CepedHiX MOKa3HUKaxX MPUTHIiYeHHS arperaillil TpOMOOIIUTIB



(TTAT) mix ocobaMu i3 HAAIIBUAKUM, iIHTEHCUBHUM Ta IPOMiXKHUM MeTabosisamMoM. B ocib 3i
3HMXKEHUM MeTab0/1i3MOM KOHIIEHTpallisi aKTHBHOTO MeTa0oJliTy Y KpOBi 3MeHIIUIacs Ha
63—71 % mopiBHSAHO 3 0co6aMU 3 iHTEHCUBHUM MeTabosi3aMoM. ITicyst 3aCTOCyBaHHS PeXKUMY
no3yBaHHa 300 mr /75 Mr aHTUTpPOMOOIIMTAPHI eeKTH B 0Ci0 3i 3HUKEHUM MeTab0Ii3MOM
Oynu MeHII BUpPaXXeHUMH, IIpU 11boMy cepenHii nmoka3Huk [TAT (5 MmkM AII®) cranoBuB 24 %
(24 rogunwn) i 37 % (mens 5) nmopiBsiHO 3 TTAT 39 % (24 rogunu) i 58 % (meHs 5) y 0cib 3
inTeHCcHBHUM MeTabomnizmoM Ta 37 % (24 roguuu) i 60 % (geHs 5) y ocib i3 mpoMiKHUM
MeTabomnizmoM. Konmu ocobam 3i 3HMKEHUM MeTab0/1i3MOM 3aCTOCOBYBaJIM PEXKUM [03YBaHHS
600 Mr/150 Mr, KOHIIEHTpallig aKTUBHOTO MeTaboJIiTy y KpOBi OyJia BUINOIO, HiXK IIpU
3acTocyBaHHI pexumy go3lyBanHsg 300 mr/75 mr. Kpim toro, noka3uuku [IAT craHoBUIN 32
% (24 ropunn) i 61 % (meHs 5), AKi OyIM BUIIUMHY, HiXK y 0Ci6 31 3HUXKEHUM MeTab0I1i3MoM,
o otpuMyBanu go3u 300 mr/75 Mr, Ta MopiOHUMU 0 MOKA3HUKIB, OTPUMAHUX V iHIINAX
rpylax, BUAiJIEHUX 3aIeXKHO Bif Tumy MeTabomniamy CYP2C19, npu 3acTocyBaHHI pexXkUMYy
no3yBaHHSA 300 Mr/75 Mr. 3a pe3ynbTaTaMU JOCTIOXKEHb KIiHIYHNX e(DeKTiB HaleXKHUU
PEeXKUM [03yBaHHS [AJIS Ii€l TPYIY NallieHTiB He OyB BU3HAUEHUH.

AHaJsorivyHo 0o pe3ysbTaTiB, HaBeIeHUX BUIlle, y MeTaaHaJli3l 6 JOCIiIXKeHs i3 ypaxyBaHHAM
IIOKa3HUKIB PiBHOBAXKHOTO CTaHy 335 Malli€HTiB, AKi OTPUMYBaIH KIIOMiOTrpeb, 6yI1o
IIPOJIEMOHCTPOBAHO, 1[0 KOHIIEHTPAallis aKkTUBHOT'O MeTaboJIiTy ¥ KpoBi 3MeHIMIacs Ha 28 %
y 0cib 3 mpoMixkHUM MeTabomi3MoM i Ha 72 % y ocib 3i 3HuXKEeHUM MeTab0Ii3MoM;
inribyBaHHs arperatii TpoMOouuTiB (5 MKM AJI®) TaK0K 3MEHIIXJIOCS, IIPX LIbOMY Pi3HUIA Y
nmoka3Hukax [TAT cranoBuna 5,9 % Ta 21,4 % BigmoBigHO MOPiBHSHO 3 0coOaMu 3
iHTeHCUBHUM MeTab0Ti3MOM.

Brnnus rerotuny CYP2C19 Ha kimiHIYHI pe3ynbTaTy y NaLi€HTiB, AKi OTPUMYBaIl
KJIOIiIOTPEIb, Y XOMi MPOCIEeKTUBHUX PAHIOMi30BaHUX KOHTPOJIbOBAHUX BUIIPOOYBaHb He
BHBYaBCs. [IpoTe Oy0 MpOBefeHO iy HU3KY PETPOCIIEKTUBHUX aHaJli3iB 3 METOI0 OIiHKU
IIbOT0 e(PeKTy y Malli€HTIiB, AKi OTPUMYyBaJIHX KJIOMIJOrPelb, A1 IKUX iCHYIOTh Pe3y/IbTaTh
renorunyBaHHsa: CURE (n = 2721), CHARISMA (N = 2428), CLARITY-TIMI 28 (n 227),
TRITON-TIMI 38 (n = 1477), 1 ACTIVE-A (n = 601). Kpim TOr0, iCHY!OTh P€3y/IbTATH KiJIBKOX
o1y0TiKOBaHUX KOTOPTHUX NOCITiIXKEHb.

Y xopi ananizy TRITON-TIMI 38 Ta 3 koroptaux gocnigxens (Collet, Sibbing, Giusti)
KoMOiHOBaHa rpylia, SKa CKJiafanacs 3 0Ci0 i3 IpOMiXKHUM Ta 3HUXKEHUM MeTab0I1i3MoM,
MaJla BUIly YaCTOTy BUHUKHEHHS CEpleBO-CYOUHHUX IOAiN (JIeTalbHUM HACTiOK, iHQapKT
MioKappa Ta iHCynbT) abo TpoM0OO3y CTEHTIB, HiXK 0cO0H i3 iHTEHCUBHUM MeTab0Ti3MOM.

Y xomi ananizy CHARISMA Ta oHOT0 KOTOPTHOTO [OCTigKeHHs (Simon) B 0ci0 3i 3HUXKEHUM
MeTabo0J1i3MOM CIIoCTepiranacs migBUIlleHa YaCTOTa BUHUKHEHHS IIOMil ITOPiBHSHO 3
oco0aMu 3 iHTEHCUBHUM MeTa00JIi3MOM.

Y ananizax CURE, CLARITY, ACTIVE-A Ta B ogHOMY 3 KOTOPTHUX gochigxeHsb (Trenk)
4YacTOTa BUHUKHEHHS CeplieBO-CYAMHHUX IIOfIill JOCTOBIpHO He 3ajiexkasia Bifi 0CO0IMBOCTEN
MeTaboI1i3My.

2KopeH i3 nux aHai3iB He BKIIOYAB JOCTATHLOIL KiTbKOCTI IMALi€HTIB OIS TOTO, 1100 MOXKHA
Oy70 BUSIBUTH Pi3HULIIO Y KITiHIYHUX pe3yibTaTax y MallieHTiB 31 3HUKEHUM MeTaboIi3MoM.



OcobnuBi Kateropii namieHTiB. PapMakoKiHeTHKa aKTUBHOT'0 MeTa0O0JIiTy KIJIOMigOTPeio He
IOCIigXKyBanacs y HuXK4e3a3HaueHUX 0COOTMBUX KAaTeropii malieHTiB.

HupKkoBa HeJOCTaTHICTE. [Ticist peryasipHOTo 3aCTOCYBaHHS 75 MT KJIOMigOTPeIio Ha J00y y
MAIEHTIB i3 TAKKOI0 HUPKOBOIO HEOCTATHICTIO (KJIipeHC KpeaTHHIHY 5—15 MJI/Ha XBUJIUHY)
inribyBanHs Al®-iHOyKOBaHOI arperatiii TpoMOoIUTiB 6y10 MeHIII BUpaxKeHuM (25 %) mopiBHSHO i3
TaKUM Ke e(peKTOM y 3[MOPOBUX TOOPOBOJIBIIIB, @ YaC KPOBOTeYi OyB IMONOBXKEHUY MalxkKe TaK caMo,
K i y 300poBUX HOOPOBOJIBIIB, SIKi OTpUMYyBau 75 Mr Kjomigorpenio Ha fo0y. Kniniuna
TIepeHOCUMICTh GyJIa XOPOIIOI0 B YCiX MAIiEHTIB.

[leyiHKOBa HEJOCTATHICTE. [Ticis peryiasipHOro IpuioMy 75 MT KJIOMifOTpesio Ha o6y BIPOLOBK
10 pHiB y nalLlieHTIB i3 TSXKKOIO II€YiHKOBOIO HeloCTaTHICTIO iHriOyBanHS AJl®-iHAyKOBaHOI arperatiii
TPOoMOOLIMTIB OY7I0 TAKUM CaMMM, 5K i ¥ 300pOBUX NOOPOBObIIiB. CepeiHE OIOBXKEHHS Yacy
KPOBOTEYi TaKOXK 0YyJI0 OMHAKOBUM B 000X IpyIIax.

PacoBa nipruHanexHicTb. [Tommupenicts anenis CYP2C19, siKi CIpUYMHSIIOTE TPOMiKHY Ta ClTabKy
MeTabomiyny akTuBHicTe CYP2C19, Bimpi3Hs€ThCS 3a/IeKHO Bifl pacoBOl/€THiUHOI TPUHAIEKHOCTI
(ouB. po3min «PapMakoreHeTuKa»). [cHyI0Th 06MezKeHi faHi CTOCOBHO NalliEHTiB MOHTOJIOIAHOI pacH,
SKi 1al0Th 3MOTY OLHUTH KJIiHiYHEe 3HaYeHHs FeHOTUlyBaHHS 1boro CYP.

[TokmniHiuHi maHi 3 6e3neku. [TobiuHuME edeKTaMu, 1110 HaldaCTillle CIIoCTepiranucs mig yac
IOKJTiHIYHUX [OCTiI2KeHb Ha TBaprUHaX, Oynu 3MiHU 3 00Ky NediHKu. BoHU 3'IBIANNUCS NpU
BBefIeHHi 7103, 110 IPHU3BOOUIIY OO0 KOHILIEHTpAallil KJIOMigorpesIio B KPOBi, Maiixke y 25 pasiB
BHUILle KOHI[EHTpPAI[i{, sIKi CIIOCTePiraroThCs y JIOOUHY IIPU KITIHIYHOMY 3aCTOCYBaHHI 1031 75
MT KJIOMiIOTpeJtio Ha mo0y, i Oynmu HacmigkoM [ii mpenapaTy Ha pepMeHTH, 110 6epyTh y4acThb
y ne4yinkoBoMy MeTabomi3Mi. [Tpy 3aCTOCyBaHHi y MOOUHU TePANeBTUYHUX 03
KJIOIiIOTPEJTIO JKOOHOTO BILITUBY Ha (DepMeHTH, 110 OepyTh y4acCTh Y Te4iHKOBOMY
MeTaboJ1i3Mi, He crmocTepiranocs.

[Tpu BBe[eHHI BUCOKHUX [[03 KJIOMiIOTpeIo IIIypaM Ta MaBIaM-6abyiHaM cliocTepiranacs moraHa
IIJTYHKOBA MMEPEHOCHMICTh MpernapaTy (BUHUKAB FaCTPUT, €PO3UBHE YpaXKeHHS IITyHKa Ta/abo
OJII0BAHHS).

[Tpu BBEEHHI KJIOMiIOTpeIo MUIIaM BIIPOAOBXK 78 TUXKHIB Ta 1IypaM BIPogoBXK 104 TUXKHIB
y mo3ax mo 77 Mr/kr Ha mo0y (1o Maixe y 25 pasiB mepeBUIy€e KOHIIEHTPAIlii, SKi
CIIOCTEPIraloThCs y JIIOOMHY IIPY KITiHIYHOMY 3aCTOCYBaHHi 103U 75 Mr/Ha mo6y) He
OTpPUMaHO XKOJHUX AOKa3iB KaHIIEPOTEeHHOI [il mpemapary.

ByIo npoBefeHo Wiy pSAf OOCHIAXKEHb TeHOTOKCUYHOCTI KJIOMigOrPeIo B yMOBax in Vitro
Ta in vivo, OgHaK BOHU HE BUSIBUJIU XXKOOHOI TeHOTOKCUYHOI [iil Mpemapary.

Kmonigorpens He BIIMBaB Ha PENPOOYKTUBHY (YHKIIiIO IIyPiB, a TaKOXK He YHHUB TePaTOTeHHOI il Hi
y mypiB, Hi y KposmiB. [Ipu BBefeHHi I[ypaM y Iepiof NaKTallil KJIOMigoTrpesb IPU3BOAUB 10 HE3HAYHOL
3aTPUMKHU PO3BUTKY IIOTOMCTBA. CrienianbHi (hapMaKOKiHETUYHI AOCTIAXKEHHS 3 PagiOaKTUBHO
MiYeHUM KJIOIIiforpesieM JOBeH, 110 BUXigHa pedyoBHHa Ta ii MeTabOoJIiTH eKCKPETYIOThCS 3 TPYIHUM
MonokoM. OTXKe, He MOXKHa BUKJTIOYATH SIK 0€3M0CEepeIHbOr0 BIIJIUBY IIpernapaTy Ha MOTOMCTBO
(He3Ha4YHa TOKCHYHA [is), TaK i OOCEpeaKOBaHOTO BIJIUBY (BHACIIAOK MOTiPIIEHHS CMaKOBUX
SIKOCTel MOJIOKaA).



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

—  dKi mepeHecnyu iHQapKT MioKapaa (II04YaToK JIiKyBaHHSA — 4epe3 KijlbKa [JHiB, ajie He
Ii3Hille HiX 4yepe3 35 OHIB MiC/Is BUHUKHEHHS), iIeMiYHUN 1HCYBT (I0YaTOK JIiKyBaHHSI —
yepe3 7 OHIB, ajle He Mi3Hillle HiXK Yepe3 6 MicsALiB Mic/Ig BUHUKHEHHS) a00 y SKUX
OiarHOCTOBAHO 3aXBOPIOBAHHS NMepUDEPUIHUX apTePin;

— 3 TOCTPUM KOPOHAPHHM CHHIPOMOM:

i3 TrocTpUM KOpOHApHUM cUHAPOMOM 6e3 mimitomy cermeHTa ST (HecTabinbHa cTeHOKapHis abo
indapkT Miokapma 6e3 3yous Q), y TOMy YMCI y MallieHTiB, SKUM OyJI0 BCTAHOBJIEHO CTEHT Y XOmi
IIPOBEIEHHS Yepe3lKipHOTro KOPOHapPHOT0 BTPy4YaHHs, y KoMOiHaIlil 3 alleTUIICAIiIII0BOI0 KUCIIOTO0
(ACK);

— i3 rocTpuM iHdapkTOM MioKappa 3 mimiioMoM cermeHnTa ST, y KombiHallii 3
areTuncaninuaoBo KucnoTow (ACK) (mamieHTH, SKMM IIPOBOASATh Yepe3IIKipHe KOPOHapHe
BTPy4YaHHS, y T. Y. AI[iEHTH, IKUM BCTaHOB/IIOIOTh CTEHT, Ta MAIi€HTH, SIKi OTPUMYIOTh
Me[IKaMeHTO3He JIiKyBaHHS i MalOTh IIPaBo Ha TPOMOOIITHYHY/DIOPHHOMITHYHY Tepalliio).

TpaH3umopHa iwemiuHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHs pu3uky abo maautl
iwemiyHutl incyaem (II)

Knoniporpens y kom6inartii 3 ACK noka3sanuit gopociuM nauiestam 3 TIA cepefHbOTO Ta BUCOKOTO
CTyIeHsI PU3MKY (IIOKa3HUK 3a MKasnoo ABCD2' = 4) a0 MauM imeMidHEM iHCYIbTOM (IOKA3HUK 3a
mkanoo NIHSS® < 3) npotsrom 24 ropus micia nogil TIA a6o 1.

[1] Bik, apTepianbHul THCK, KTiHIYHI 03HaK1, TPUBAIICTh CUMIITOMIB Ta [iarHO3 I[yKPOBOTO
miaberty.

2 IlTkasa iHCynsTy HalioHAIBPHOTO IHCTUTYTY 300POB .

ITpoginakmuxka amepompombomuyHux ma mpomboemboaiuHux noditt npu pibpuassauii nepedcepob.
Knomigorpens y kom0inariii 3 ACK moka3aHui JOpoCIuM NalieHTaM 3 Giopunsirieio
Iepeacepab, SKi MaloTh IIIOHAUMeEHIIe OOUH (aKTOp PU3KUKY BUHUKHEHHS CyIUHHUX IIOMOiH, y
SAKUX iICHYIOTh IPOTUIIOKa3aHHA [0 JIiKyBaHHS aHTaroHictamu BiTaMiHy K (ABK) i ki Ma0Th
HU3bKUY PU3UK BUHUKHEHHS KPOBOTEY, IS MPOMiTaKTUKKA aTePOTPOMOOTHYHHX Ta
TpoMO0eMOOTiYHUX MOfIil, B TOMY YUCIIi iHCYNbTY.

[lns oTpuMaHHS HOOAaTKOBOI iH(GopMallil UBITECS po3Tin «PapMaKOJIOTridyHi BIaCTABOCTI».

ITpomunoka3auHs. ITifBuilleHa YyTIUBICTh [0 [iI040l PeYOBUHU ab0 M0 Oyab-IKOT0 KOMIIOHEHTA
npemnapary. TsXKKa IIe4iHKOBa HeloCTaTHICTE. ['0CTpa KpoBoTeYa (HalpHUKJIIaf, MeITUYHOI BUPa3Ku
abo BHYTPIIIHbOYEPETHUY KPOBOBUJIUB).



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

JIikapcvki 3acobu, 3acmocyBaHHs AKUX Cynposoodxcyemucs nid8uW,eHHAM pusuky kposomeu. Yepes
IOTEHIINHUY afUTUBHUM e(PEKT iCHYE MifBUIIEHNY PU3UK TeMOpariuHuX yCKIagHEeHb, TOMY
OJTHOYACHe 3aCTOCYBaHHS TAKMX JiKapChKUX 3ac00iB 3 KJIOMigorpeseM BuMarae 00epekHOCTi
(muB. po3min «OcoBIUBOCTiI 3aCTOCYBAHHS»).

N

[TepopaabHi aumukoazyasumu. OgHOYaCHe 3aCTOCYBaHHA IIpernapary HJ‘[aBiKCO
IIepopabHUMU aHTUKOATYISTHTAMU He PEKOMEHIYETHCS, OCKITbKM TaKa KoMOiHallis Moxe
IIOCUJIUTU iHTEHCUBHICTh KPOBOTeUi (IuB. po3main «OcobnMuBOCTI 3aCTOCYyBaHHS»). X04a
3aCTOCYBaHHS KJIOIIOrpento y mo3i 75 Mr Ha 00y He 3MiHIO€ papMaKOKiHETUUHUY MPOdinb
S-Bapdapuny abo MixkHapogHe HopMaJi3doBaHe criBBigHomeHHs (MHC) y marlieHTiB, sKi
BIIPOJOBXK TPUBAJIOr0 YaCy OTPUMYIOTH JTiIKyBaHHS Bap(hapruHOM, OQHOYaCHE 3aCTOCYBaHHS
KJIOMiOTpesio Ta BapdaprHy 30ibIlye pU3UK KPOBOTEUi Yepe3 iCHYBaHHS He3aJIe’KHOT0
BILJIUBY Ha T€MOCTa3.

IHe2ibimopu 2anikonpomeiHosux peuenmopis IIb/IIIa. Knomigorpens ciif 3 00epexkHiCTIO IpU3HaYaTH
nalieHTaM, SKi OTPUMYIOTh iHTiOiTOpH riikompoTeinoBux petenTopis [Ib/IIla (ouB. po3min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

Auemuascaniyuaosa kucaoma (ACK). AlleTumncariliniioBa KMCI0Ta He 3MiHIo€ iHTiOiTopHOI mil
knonigorpesio Ha A[I®-iHOIyKOBaHy arperatlito TPOMOOIIUTIB, ajie KJIOMigorpesib TOCUJIIOE MIi0
ACK Ha arperatiito TpoMOOIIUTIB, iHAyKOBaHY KonareHoM. IIpoTe ofHOYacHe 3aCTOCYBaHHS
500 mr ACK 2 pa3u Ha 100y MpOTSITOM OJHOTO OHS He CIPHYMHSIO0 3HAYYIIOro 30iIbIIeHHS
Yacy KpOBOTeUi, IOJOBXKEHOI0 BHACIIIAOK IPUUOMY KiIomigorpesito. OCKiIbKY MOXKI/IUBa
(dapmMakogHaMiyHa B3a€MOIis MiXK KJIOMigOTPeeM Ta alleTUIICATIlIAIOBOI0 KMCIOTOI0 3
IiABUIIEHHAM PU3UKY KPOBOTEYi, OQHOYACHE 3aCTOCYBaHHA IIUX IIpelapaTiB moTpedye
obepexkHOCTi (muB. po3mdin «OcobnmuBOCTi 3acToCyBaHHs»). He3Baxkaiouu Ha Ie,
knomnigorpens i ACK cyMicHO 3acTocoByBaiu 0 1 poky (auB. po3ain «®apMaKoIoriuyHi
BJIACTUBOCTI»).

TenapuH. 3a JAaHUMU KIIHIYHOTO OOCTIAXKEHHS, IPOBEAEHOr0 3 y4acCTIO 3I0POBUX
noOPOBOJIBbIIIB, KIIOMiOTpellb He MOTPeOyBaB KOPETyBaHHS 03U rellapuHy Ta He 3MiHIOBaB
[iio remapuHy Ha Koarynsmiio. OmHo4YacHe 3aCTOCYBaHHS rellapuHy He 3MiHIOBAJIO
iHribyrovoi fil KJomigorpento Ha arperaiio TpoMOoIuTiB. OCKiITbKM MOXKJITABa
(dhapMakomrHaMiuHa B3a€EMOZIS MiXK KJIOMAOTpeseM i relapyuHOM i3 MiABUILIEHHSIM PU3UKY
KPOBOTEUi, OTHOYACHEe 3aCTOCYBAaHHS ITUX MTpenaparTiB morpedye 06epekHOCTi (IUB. PO3Min
«Oc0bIMBOCTI 3aCTOCYBAHHI»).

TpomboaimuyHi 3acobu. besneka omHOYaCHOTO 3aCTOCYBaHHS KiIomigorpenio, Gidpunocnenupiyanx
abo dibpuHOHECTeIMbIiYHNX TPOMOOTITHYHUX areHTiB Ta remaprHiB 0yja JOCTigKeHa 3a y4acTio
TalieHTIB i3 rocTpuM iHdapKTOM Miokapaa. HYacToTa PO3BUTKY KITiHIYHO 3HAUYIIIUX KPOBOTEY Oyia
aHaJIoTiYHOIO Tili, 110 CIIOCTepiranacs Mpy OMHOYACHOMY 3aCTOCYBaHHI TPOMOOJIITUUHUX IIPellapaTiB
ta renapuny 3 ACK (nuB. po3gin «ITo0iuHi peakiii»).

Hecmepoioni npomusanaavHi npenapamu (HIT3I1). Y X0Ai KIiHIYHOTO OOCIIAXKEHHS],
IIPOBEIEHOTO 3 YY4aCTIO0 3[I0POBUX NOOPOBOJIBIIB, OQHOYACHE 3aCTOCYBAHHS KJIOMigOTPEJIIO Ta
HapOKCeHy 30ibIIyBaJjIo KiJIbKiCTh MPUX0OBAHUX IIIYHKOBO-KUIIKOBHX KpoBOTeY. OgHAK
yepe3 BiICYyTHICTh MOCHiIKEHb 00 B3aeMoil mpenapaty 3 iHmumu HII3IT gotemep He



3’ICOBAaHO, YX 3POCTAE PU3UK IITYHKOBO-KUIIKOBUX KPOBOTEY IIPU 3aCTOCYBaHHI 3 yciMa
HIT3I1. Tomy HeoOxigHa 00epekHICTh TpU OgHOYAaCHOMY 3acTocyBaHHi HIT3II, 30kpema
inri6iTopis IIOI'-2, 3 kmomigorpeneM (ouB. po3min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

CesnexmueHi iHeibimopu 380p0mH020 3axonsieHHA cepomoHiHy (CI33C). HeobximHO 3 00epexkHiCcTIO
opHO4YacHO 3actocoByBaTu CI33C 3 knomigorpenem depes Te, mo CI33C BnrBaOTh Ha aKTUBAIII0
TPOMOOILIMTIB Ta MiBUIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OO0HouacHe 3acmocCy8aHHA IHWUX Npenapamis.
Inoyxkmopu CYP2C19

OCKinbKY KJIOTiforpesnb MeTaboi3yeTbCs 0 CBOT0 aKTUBHOTO MeTabOoJIiTy YacTKOBO 3a
normomorot CYP2C19, ouikyeThcs, 110 3aCTOCYBaHHS JTiKapChbKUX 3ac00iB, 110 iHAYKYIOTh
aKTHUBHICTh LIbOTO (PEPMEHTY, IPU3BEME OO IMiIBUIIEHHS PiBHS aKTUBHOT'O MeTabOoJIiTy
KJIOIgOTPeo.

Pudammninun cunpHo iHAYKye CYP2C19, 110 mpu3BOAUTH SK OO0 IMigBUIIEHOr0 PiBHSA
aKTUBHOTO MeTabOJIiTy KJIOMiorpento, Tak i mo iHridyBaHHS TPOMOOLMTIB, 1110, 30KpeMa,
MOXKe IIOCUIUTH PU3UK KPOBOTeYi. K 3amo0iKHUY 3axXif CHIifl yHUKaTH OMHOYaCHOTO
3acTocyBaHHS cunbHUX iHOYKTOPiB CYP2C19 (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHSI»).

IHeibimopu CYP2C19.

OCKinbKM KJIOTiIOTPeNb IEPETBOPIOETLCSA Y CBill aKTUBHUYM MeTabO0IiT 4aCTKOBO IIif [Ii€t0
CYP2C19, To 3acTocyBaHHS IIpenapariB, SKi 3HUXKYIOTh aKTUBHICTb LIbOTO (PEPMEHTY,
HaWiMOBipHiIle, MpuU3Bee A0 3HUKEHHS KOHIIeHTPallil akTUBHOT'O MeTa0O0JIiTy KIJIOMigoTpeIio
y nna3mi. Kniniyne 3HaueHHS 11iel B3aeMofil He 3’'sicoBaHe. ToMy SIK 3am00iKHUW 3aXif CIIif
YHUKATU OJHOYACHOTO 3aCTOCYBAHHS CUJIbHUX Ta MoMipHuX iHribiTopis CYP2C19 (mus.
po3ainu «OcobIUBOCTI 3acTOoCyBaHHA» Ta «dapMaKOKiHETHKa»).

o mpemapartis, AKi € cunbHUME a0 momipHuMU iHribiTopamu CYP2C19, Hanmexatb
OMeIpas0J1, e30Menpas3o1, GpryBokcaMiH, GIyoKCeTHH, MOKI00eMifl, BOPHKOHA30I,
byKoHa3071, TUKJIONiAWH, KapOaMaseIiH Ta e(aBipeHIl.

IHeibimopu npomonHoi nomnu (II1I1). OMenpa3on ¥ go3i 80 mMr 1 pa3 Ha [00y IpH CYyITyTHEOMY
3aCTOCYBaHHI 3 KjomifgorpeneM abo B Mexkax 12 roguH MiX mpuiioMaMu IIUX OBOX
IIpernapaTiB 3HWXKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 %
(HaBaHTaxyBaJibHa f03a) i Ha 40 % (migTpuMyroda go3a). Lle 3HMKEHHS CYIPOBOAXKYBaIOCS
3MEeHIIIeHHSIM IPUTHiYeHH arperaittii Tpom6onuTiB Ha 39 % (HaBaHTaXKyBa/bHa f103a) i Ha 21
% (migTpuMytoda fo3a). O4iKy€eThCs, 110 B aHAJIOTIYHY B3a€EMOZII0 3 KJIOIigorpeaeM
BCTyIIaTAMe 1 e30MeIpasol.

3a pe3ynbTaTaMu 06CepBalLlifHUX Ta KITIHIYHUX [OCHIIXKEHb OTPUMaHO CyIlepeYuBi naHi
CTOCOBHO KITiHIYHUX HACIiOKiB X papMaKOKiHETUYHUX Ta (hapMaKOOIUHAMIYHUX B3aEMOII
3 TOYKM 30PY PO3BUTKY OCHOBHMX KapHiOBAaCKYISPHUX MOMiH. fAK 3anmobikKHUM 3axin He CITifa
OJHOYACHO 3 KJIOTiIOrpesieM 3aCTOCOBYBaTH OMeIpa3oi abo e30Menpa30t (AUB. PO3Misn
«Oc0obIMBOCTi 3aCTOCYBaAHHS»).



MeHnIn BupaxeHe 3HUKEHHS KOHIIEHTPallid MeTaboIiTy y KPOBi CIIOCTEpIiranocs mpu
3aCTOCyBaHHI ITaHTONPa30iy abo TaHCOIpPa30y.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI TaHTONpa30iy y fo3i 80 mMr 1 pa3 Ha 100y KOHIIEHTpallil
aKTHBHOT0 MeTaloJIiTy y mi1a3Mi 3MeHmunuca Ha 20 % (HaBaHTaXXyBasbHa f103a) Ta Ha 14 %
(mipTpuMyroda fo3a). Lle 3HUKEHHS CyIPOBOAXKYBaI0CA 3MEHIIEHHSIM CePeIHbOr0
ITOKa3HWKa IPUTHIYeHHS arperaiiii Tpom6o1uTiB Ha 15 % Ta 11 % BignosimHOo. OTpuMaHni
pe3yIbTaTé BKa3yoTh HAa MOXKJIMBICTh OGHOYACHOTO 3aCTOCYBaHHS KJIOMIOIPENII0 Ta
IIaHTOIPa30y.

HeMae mokagiB TOro, 110 iHIIi TiKapchKi 3aco0u, SKi 3MEeHIIYI0Th BUPOOJIEHHS KUCIIOTHU Y
IITYHKY, Taki K, Hanpukiafa, H,-61okaTopu abo aHTalKMOy, BIIMBAIOTh Ha
QHTUTPOMOOLIUTaPHY aKTUBHICTh KJIOMiOTPEIIO.

BycmepHa aumupemposipycHa mepanis. Y BlJI-iHpikoBaHUX MaIi€HTIB, IKi OTPUMYIOTh
OycTepHY aHTUPETPOBIPyCHY Tepariio (APT), BUCOKUM PU3UK BUHUKHEHHS CYOUHHUX MTOMiN.

CyTTeBO 3HUKEHe iHTiOyBaHHS TPOMOOIUTIB criocTepiranocs y mauieHTiB 3 BIJI, aki oTpuMyBanu
APT, migcuneny puToHaBipoMm abo KoOimucTaToM. Xo4a KiiHiYHA 3HAYYLIICTD IIUX OAaHUX HE
BM3HA4YeHa, OTPUMaHO CIOHTaHHI noBigoMieHHS npo BlJI-iH(pikoBaHMX MAIi€HTIB, SKi OTPUMYyBaIu
APT, migcuneHy pUTOHaBIpOM, i IKi mepeHecIy IOBTOPHI OKJTI03iiHi gBUIlla Iicsa feo0CTpyKIil abo
TpoMOOTHYHI nofil Ha PoHi cxeMu IiKyBaHHS yIapHUMU N03aMU KJonigorpeo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI KJIOIIIOTPEJII0 Ta PUTOHABIPy MOXKJIUBE 3HUKEHHS CEePeIHbOr0 iHriOyBaHHS
TpoMOOIMTiB. TaKUM YHMHOM, CJIifl BITMOBISITUCS Bifl OMHOYACHOT'0 3aCTOCYBAHHS KJIOMiIOTPeIIo 3
oycrepaoio APT.

KombiHauis 3 iHwumu aikapcvkumu 3acobamu. Byno mIpoBeneHo psf KITiHIYHUX AOCTiIXKeHb 3
KJIOMiOTpesieM Ta iHIIMMY IpernapaTaMy [JIs BUBYEHHS MOTEHIINHUX (papMaKOJUHAMIYHUX i
dbapmakoKiHeTUYHUX B3aemofid. KiiHiuHo 3HauyIoi papMakoguHaMigyHOl B3aEMOIil Tpu
3aCTOCYBaHHI KJIOMIiIOTPeII0 OOHOYACHO 3 aMeH0.10/10M, HiheduniHom abo 3 oboma
IIpernapaTamMu BUSBIIeHO He 0yio. KpiM Toro, papMakogrHaMiuHa aKTUBHICTh KJIOMigOTPEITIO
3aIUIIKIIACS TPAKTUYHO HE3MiHEHOI0 ITPX OJHOYACHOMY 3aCTOCYBaHHI 3 (peHobapbimasom
Ta €CMPO2EHOM.

®apMaKoKiHEeTHYHI BIaCTUBOCTI Qu20kcuHy abo meogisiHy He 3MiHIOBAIUCS IPU OMHOYACHOMY
3aCTOCYBaHHI 3 KJIOMIiOTPEJIEM.

AHmMauuoHi 3acobu He BIJIUBAIM Ha pPiBeHb abCcopO1Iii KI0migorperio.

Pesynbratu gocnigxenus CAPRIE cBiguaTs, 1110 peHimoiH i moabymamio, siki MeTaboJIi3yi0ThCs 3a
nomomoroio pepmenTy CYP2C9, moxHa 6e31eyH0 3aCTOCOBYBATH OOHOYACHO 3 KJIOMiIOTPesIeM.

Jlikapcoki 3acobu, sxi € cypcmpamamu ¢pepmenmy CYP2C8. Byio 1mokKa3aHO, 110 KJIOMifOTrpesib
30i/1bIIIy€ €KCIIO3UIIiI0 pemariliHify y 3mopoBux foOPOBObIIB. [ToCTiIXKeHHS in Vitro
IIPOJIEMOHCTPYBAJIH, 1110 I1e 30iNbIIeHHS eKCII03UIlil penariininy 06yMoBieHe iHTiOyBaHHIM
dbepmenTy CYP2C8 rimoKypoHiTHUM MeTab0IIiTOM KJIOIiforpesnto. 3 orisay Ha PU3UK
30ibIIIeHHS KOHIIEHTPAIlil B IJ1a3Mi KPOBi, OTHOYACHE 3aCTOCYBaHHS KIIOMiAOTPENTIO Ta
JiKapChKUX 3ac00iB, SKi BUBOASTHCSA 3 OpraHi3aMy ImepeBaxHO 3a J0IIOMOT0I0 MeTabo1i3My,
onocepenkoBaHoro ¢pepmenToM CYP2C8 (Takux SIK pemnarjiHif, makiiTakce), moTpebye
obepexkHOCTi (muB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»).



3a BUHATKOM iH(opMalii 1100 B3aeMomil 3i crerudivHuMHU TiKapCcbKUMU 3aco0aMu, HaBedeHOl BUIIIE,
MOCTiAKEeHHS 00 B3a€MOii KIIOMigoTrpestto 3 MiKapChKUMHU 3aco0aMH, sIKi 3a3BU4al MPHU3HAYAOTh
XBOPUM Ha aTepoTpoM003, He mpoBoaunucs. OmHAK MallieHTH, SKi 6pany y4acTh y KITiHIYHUX
OOCHIIAXKEHHAX KIIOMIJOrpesIto, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIpeiapaTy, BKIYa0UU OlyPETUKY,
OeTa-010KaToOpH, iHTiGiTOPU aHTiOTEH3UHIIEPETBOPIOBAIbHOTO (DepMEHTY, @aHTArOHICTH KaJbIlilo,
3acobu, 110 3HUXKYIOTh PiBeHb X0JIECTEPHHY, KOPOHAPHI Ba30AMUIaTaTOPH, aHTUAiabeTU4Hi 3acobu
(BKITIOYAIOUM iHCYJIiH), IPOTHeNiNenTuyHi 3acodu Ta anTarouictu GPIIb/IIla, 6e3 03HaK KIiHIYHO
3HAuyIoi mo0iyHol mil.

4K iy pasi 3acTocyBaHHS iHIIMX TepopabHuUX iHriOiTOpiB P2Y12, omHOYacHe 3aCTOCYBaHHS
OTIiOIMHUX aroHIiCTiB MOXKe MOTEHIIMHO 3aTPUMaTH Ta 3MEHIIUTH abCcoPOIIiio KIIomimorperto,
VMOBIPHO, Yepe3 YIOBiJIbHEHE BUIIOPOKHEHHS LITyHKa. KiliHiuHa 3Ha4YyIIicTh 1IbOT0 HeBimoMa. Crif
PO3TIITHYTU 3aCTOCYBaHHS IIapeHTEPAIbHOT0 aHTUTPOMOOIUTAPHOTO 3aco0y MallieHTaM 3 TOCTPUM
KOPOHApPHUM CUHIPOMOM, SKi TOTpeOyi0Th OMHOYACHOTO BBe[eHHSI MopGiHy abo iHIINX aroHiCTiB
oImioimis.

Posysacmamun. Byso BUSIBIEHO, L0 IiCNIsA IPUKXOMY Kiomigorpento B 7031 300 Mry
TIAITiEHTIB €KCIIO3UIlig Po3yBacTaTuHy 36inmbinyeThcsd ¥ 2 pa3u (AUC) Tay 1,3 paza (C,,,), @
IIiCJI IOBTOPHOI'0 IIPUUOMY KJIOIIZOTPEJII0 B 1031 75 MI €KCIIO3ULil pO3yBacTaTUHY
30inbiyeThes B 1,4 pasa (AUC) 6e3 BiiuBy Ha C,,,.

Ocob61ueocmi 3acmocyeaHHsi.

Kposomeua ma eemamosoz2iuHi po3sadu. Hepe3 pu3uK PO3BUTKY KPOBOTEUI Ta reMaTOJIOTIYHUX
moOiYHUX PeakKIlil CJIig HeralHO IIPOBECTU PO3TOPHYTUM aHalli3 KPoBi Ta/a0o iHIIi BimmoBigHi
TeCTH, SKILIO IIiff 4aC 3aCTOCYBaHH4 IIpelapaTy CIOCTEePiraroThCsA CUMIITOMHY, 1110 CBiI4aTh
IIPO MOKJIUBICTh KpOBOTeUi (muB. po3min «ITobiuni peakmii»). Ak i iHri aHTUTPpOMOOLIMTAPHI
3aco0u, KJIOMiIorpesb CJlif 3aCTOCOBYBATH 3 00epeXHiCTIO MallieHTaM 3 IiABUIIEHUM
PU3UKOM KPOBOTEUi BHACTIAOK TPaBMHU, XipypriuHOTro BTpy4aHHS a00 iHIINX MaTOIOTiYHUX
CTaHiB, a TaKOXK y pa3i 3acTtocyBaHHs nauieHTamMu ACK, remnapuHy, iHribiTopiB rimikonpoTeiny
[Tb/IIla abo HecTepOImHUX MPOTH3aNaNbHUX MIperaparTiB, BKoyaoun iHriditopu 110I-2, abo
CEeJIeKTUBHI iHTi0iTOpY 3BOPOTHOrO 3axomnseHHs cepoToHiny (CI33C), abo noTyxHi iHAyKTOPU
CYP2C19, abo inmii mikapceKi 3aco0u, Taki K MeHTOKCU(]IiiH, 3aCTOCYBAHHS SKUX
CYIIPOBOAXKYETHCS MiABUIIIEHHAM PU3UKY T€MOpAriYHUX SBUII (OUB. po3min «B3aemomis 3
iHITMMY JTiKapCbKUMU 3aco0aMu Ta iHIII BUAM B3a€EMOMil»). Yepe3 migBUIIEHUN PHU3UK
KPOBOTEYi He peKOMEHIYETHLCS MOTPiliHa aHTUTPOMOOIIMTapHa Tepanis (kmonigorpens ACK
OUIIPUOAMOJI) [JIsi BTOPUHHOL MPO(DITaKTUKY iHCYIBbTY y NAIi€HTIB 3 TOCTPUM
HeKapaioeMOOoJiYHUM imeMiyHuM iHCynbTOM abo TIA (ouB. po3pinu «B3aemofis 3 iHIIUMU
JiKapChbKMMU 3aco0aMu Ta iHIIi BUOM B3aeMofiit» Ta «[Io0iuHi peakirii»).

Heo0xifHO yBaKHO CTEXKUTH 3a IPOSIBaMU Y HAIli€HTiB CUMITOMIB KPOBOTEUi, y TOMY YHCIi
IIPUX0BAHOI KPOBOTEYi, 0COONIMBO y MePIlli THXKHI TiKyBaHHS Ta/a0o Micg iHBa3iiHUX Ipolenyp Ha
ceplli Ta Xipypriuaux BTpy4aHb. OgHOYACHE 3aCTOCYBaHHS KJIOMIOTPEIi0 3 epopalbHUMU
QHTHUKOAryJIsIHTaMU He PeKOMEHIYEThCS, OCKUIBKY 1Ie MOXKe ITOCUIUTY IHTEeHCUBHICTh KPOBOTEY (IUB.
po3min «B3aemMomist 3 iHIMMMY JTiIKapChKUMHU 3ac00aMu Ta iHIIi BUOKW B3aEMOIIN»).

Y pasi nj1aHoBOTO XipyprivHoOro BTPy4YaHHs, KOJIU aHTUTPOMOOIIMTApHUM eeKT € TUMYaCOBO
HebaxkaHUM, JIiKyBaHHS KJIOIiOTpesieM CIIif IPUIUHUTH 3a 7 [HIB J0 omepaiiii. [TarieHTy moBUHHI



MOBIIOMIIATH JTiKaps (Y T.4. CTOMATOJiora) mpo Te, 110 BOHU IIPUMMaTh KIOIigoTrpellb, Iepeq
IPU3HAYEHHSIM IM OyIb-5IKOi omeparlii uu mepeq 3aCTOCYBaHHSIM HOBOTO JTiIKapChKOT'0 3aco0y.
Knomigorpens MomoBXKYye TPUBAIICTh KPOBOTEYi, TOMY MOT0 CITifi 06epeXHO 3aCTOCOBYBATH MalliEeHTaM
3 IiBUIIEHUM PU3UKOM KPOBOTEUi (0COOIMBO IITYHKOBO-KUIITKOBOI Ta BHYTPILITHEOOYHOI).

[TamieHTiB cnig momepemuTH, IO i Yac JiKyBaHHS KiomigorpeneM (okpeMmo abo y kombinarrii 3 ACK)
KPOBOTeYa MOXKe 3yNUHATHUCS ITi3Hillle, HiK 3a3BUYal, i 10 Mal[ieHTU TOBUHHI MOBITOMIATH JliKaps
IIPO KOXKEH BUIAMIOK HE3BUYHOI (3a MiCIleM Y¥ TPUBAJIiCTIO) KPOBOTEYI.

3acToCcyBaHHS HaBaHTaXyBaJIbHOL 703U 600 MTI KJIOMigoTrpesio He PEKOMEHAYEThCS TallieHTaM 3
TOCTPUM KOPOHaApPHUM CHHApPOMOM 0e3 mifiioMy cerMeHTa ST Ta BikoM = 75 pOKiB y 3B’SI3KY 3
MigBUIIIEHNM PU3MKOM KPOBOTEY Y 1Iii TPYIIi.

Yepes oOMexkeHi KIiHiYHI faHi 00 IalieHTiB BikoM = 75 pOKiB 3 KOpPOHAPHUM CHHAPOMOM i3
roctpuM mipiiomoM cermeHTa ST (STEMI) siki orpumyBanu YKB, Ta 3 migBUIlleHUM PU3UKOM
KPOBOTEYi 3aCTOCYBaHHSI HaBaHTaXKyBaabHOl 1031 600 MTI KJIOIifOrpeIio TaKUM IallieHTaM CIIif
PO3TTIAAaTH JIUIIe Iics iHAWBiMyanbHOI OI[iIHKM KPOBOTEYi y IallieHTa JikapeM.

TpombomuuHa mpomboyumoneniuHa nypnypa (TTII). [ly>Ke pigKo CIOCTepiraaucs BUNagKu
TpoMOOTUYHOI TpoMbouTOoneHiyHol mypypu (TTII) micns 3acToCyBaHHS KIIOMiLOTPEJTIO,
iHOA1 HaBITH MiCJII KOT0 KOPOTKOYACHOTr0 3acTocyBaHHA. TTII mposBIAETHCA
TPOMOOITUTOIIEHI€I0 Ta MiKPOAHTIONATUYHOI TeMOJIITHYHOI0 aHEeMi€l0 3 HeBPOJIOTiUHUMU
IIPOsIBAMM, HUPKOBOIO HucPyHKIIiE€I0 a0o rapsiukoro. TTTI € moTeH1itHO HeOe3MeYHUM
CTaHOM, SKUM MOXKe IIPU3BOAUTH IO JIETallbHOTO HACHIKY i ToMy IOTpe0y€e HeraliHOT O
JIIKyBaHHS, y TOMY YXCJIi IPOBEAEHHS 1a3Madepesy.

Habyma eemoeinis. [ToBigoMIsnocs mIpo BUMIaAKKU PO3BUTKY HabyTol reModirtil micis
3aCTOCYBaHHS KJIOMiforpento. Y pasi miaTBepaxkeHoro okpemoro 36inburenHs AYTY
(aKTMBOBAHOT'0 YACTKOBOI'0 TPOMOOIIJIACTHHOBOTO Yacy), III0 CYIPOBOIKYEThHCS ab0 He
CYTIPOBOOXKYETHCS KPOBOTEUEIO, MMTAHHS PO AiarHOCTyBaHHSA HaOyTol reModiil TOBUHHO
OyTu po3rnsHyTo. [1amienTy 3 miaTBepaXKeHuM fJiarHo30M HaOyTol remodinii moBuHHI
3HAXOOUTHCS IIiJl HAaTJISOOM CIIelliaicTa i OTpUMYyBaTH HaleXkKHe JIiKyBaHHS; 3aCTOCYBaHHS
KJIOIMAOTPEJII0 TAKUM ITalliEHTaM CJIif IPUIIUHUTH.

Hew,00a8H0 nepeHeceHul iwemiuHul iHCyabm.
[TouaToK JiKyBaHHSA

[TamieHTaM 3 TOCTPUM MajuM imeMiyHUM iHCynbTOM ab0 3 TIA cepeqHbLOTO Ta BUCOKOTO
CTyNIeHs PU3UKY NOABIVHY aHTHArpPeraHTHY Tepamito (knomigorpens Ta ACK) crif po3noYnHaT He
ni3Himnre HiXK yepe3 24 TOOUHMU IIiC/S MOYATKY IOl

HeMmae maHUX 11070 CHiBBiIHOIIEHHS KOPUCTh-PU3UK KOPOTKOCTPOKOBOI IIOABINHOI
aHTHArperaHTHOI Teparmil s marienTis 3 roctpuM ManuM II a6o TIA cepegHBOr0 Ta BUCOKOTO
CTyIleHsI PU3UKY 3 (HeTpaBMaTUYHUM) BHYTPIIIHbOUYEPETHUM KPOBOBUJIMBOM B aHaMHE3I.

[Tamientam 3 HeManuM [l MOHOTeparito KIIOMifgorpeseM Ciif PO3IIOYUHATH JIUIIe Yepes 7 OHIB
IIiCJI HaCTaHHS IOMil.

ITauienmu 3 Hemaaum II (nokasHuk 3a wxaaow NIHSS > 4)
3BaXkal04yy Ha BiICYTHICTh MAaHWX, BUKOPUCTAHHS MOABINHOI aHTUTPOMOOIIMTAPHOI Teparil He



pekomMeHaoBaHe (OuB. po3min «Iloka3aHHSI»).

ITayieHmu 3 Heuw,o0asHim maaum II abo 3 TIA cepeOHb020 Mma BUCOKO20 CMyneHs pu3uky, AKUM
npusHayeHe abo naaHyembvCs iHmepeeHuiliHe BMPYYAHHA.

HeMae mauux, 9Ki MiATBEPAXKYIOTh OOLIMBHICTh 3aCTOCYBAHHS MOABINHOI aHTHArperaHTHOI Teparii
malfieHTaM, SKUM M0Ka3aHe IIPOBeleHHsS KapOTHUIHOI eHlapTepeKkToMil abo BHYTPIITHbOCYOUHHOI
TpoMOeKTOMil, a0 maIrieHTaM, SKUM IJIaHYETHCS ITPOBeIeHHs TPoMOOoITi3ucy abo aHTUKOATYISHTHOI
Teparil. [TogBiliHa aHTHarperaHTHa Tepallis B LIUX CUTyallisiXx He peKOMeHIOBaHa.

ITumoxpom P450 2C19 (CYP2C19). ®apmaKoreHeTHKa: y Malli€HTIiB i3 TeHETUYHO 3HUXKEHOIO
dyukuieto CYP2C19 cniocTepiraeTbcsi MeHIlIa KOHIIEHTPAIliS aKTUBHOTO MeTaboIiTy KIOMigorpeno y
11a3Mi Ta MEHII BUPaXKeHUM aHTUTPOMOOIIMTapHU# e(eKT IpK 3aCTOCYBaHHI peKOMEHI0BaHUX 03
KJIOMiIOTpesito. 3apas iCHYI0Th TECTH, SIKi JatoTh 3MOry BusaBuTU reHotun CYP2C19 y nanieHTa.

OCKinbKY KJIOMIiOrpesib IepeTBOPIOETHCS Y CBill aKTHBHUM MeTabomiT YacTKoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpernapariB, SKi 3HUKYIOTh aKTUBHICTh I[bOTO (PepPMEHTY, HalliMOBIpHiIlle, IpU3BEe
[0 3MEeHILIeHHS KOHIIeHTpallil akTUBHOT0 MeTaboIiTy Kiomigorpeto y mna3mi. OgHak KiliHiuHe
3Ha4YeHHS I1i€] B3aeMopii He 3’sicoBaHe. ToMy sIK 3am00iKHUM 3aXif CITif yHUKATH OTHOYACHOTO
3aCTOCYBaHHS CUJTbHUX Ta moMipHuX iHri6iTopis CYP2C19 (muB. po3nin «B3aeMofis 3 iHIMUME
JmiKapChbKUMU 3aco0aMu Ta iHIII BUAU B3aeMOfi»; neperik inribitopie CYP2C19 HaBefeHO y po3mimi
«OapMaKOKiHETHKa»).

OuikyeThCs, 1110 3aCTOCYBaHHS JTiKapChKUX 3ac006iB, 110 iHAYKYyoTh akTuBHicTE CYP2C19, mpussene
0 MiABUIEHHS PiBHSA aKTUBHOTO MeTabO0JIiTy KJIOMigoTpesiio Ta MOXKe ITOCUIUTH PU3UK KPOBOTeYi. AK
3anob6iKHUY 3axif CIlif yHUKaTh OGHOYACHOTO 3aCTOCYyBaHHS CUNbHUX iHAyKTOpiB CYP2C19 (nus.
po3min «B3aemois 3 iHIIUMYU JTiIKAPCHKUMHU 3aco0aMu Ta iHIIM BUAW B3AEMOIIN»).

Cyb6cmpamu ¢pepmenmy CYP2C8. HeoOxigHO moTpuMyBaTuCS 00epeKHOCTI IallieHTaM, AKi
OTPUMYIOTh OJHOYACHO KJIOMigOTpesb Ta JIikapCchKi 3acobw, 1110 € cybcTpaTraMu pepMEHTY
CYP2C8 (muB. po3min «B3aemogmis 3 iHITMMY JTiKApChKUMU 3acobaMu Ta iHII BUOU
B3aEMOIIN»).

ITepexpecHa 2inepuymaugicmeb mieHonipuduHis. TTallieHTiB CJIif IepeBipUTH OO0 HASIBHOCTI B
aHaMHe3i rinepyyTINUBOCTI OO iHIINX TIEHOMIPUANWHIB (TaKUX K KJIOIiAOTpeb, TUKIOMIANH,
IIpacyrpeb), TOMY II0 HaAXOOUIIM IIOBIIOMJIEHHS IIPO IIePeXPECHY TinepuyTAUBICTh TIEHOMIPUANHIB
(ouB. po3min «I1o6iuHi peakiiii). 3aCTOCyBaHHS TiEHOMIPUAKWHIB MOXKe IIPU3BECTH 10 BUHUKHEHHS Bifl
JIETKUX [0 TSIKKUX aleprivHuX peakilifi, TakuX SK Bucul, Habpsk KBiHKe, a0 reMaTONOTiYHUX
IIepeXpPeCcHUX peaklliif, TAKUX K TPOMOOIUTOIEHisd i HeliTpomeHis. [TallieHTH, SIKi MaJii B aHaMHe3i
anepriuxi peaxirii i/abo reMaTosOriyHi peakilil Ha OOUH Ti€HOMIPUAWH, MOXYTh MaTH
MigBUINEHUYN PU3UK PO3BUTKY Ti€l 3K a0o iHIIOI peakii Ha iHIUY TiEHOMiPUOKH.
PekoMeHIyeTHCSI MOHITOPHHT 1100 HASIBHOCTI O3HAK TiepyyTIUBOCTI Y HAI[l€HTIB 3 BiTOMOIO
ajepriero Ha TIEHOMIPUOUHU.

ITopyweHHA pyHKUil HUPOK. TepalleBTUUYHUYN OOCBif 3aCTOCYBaHHS KJIOMIiIOTPETIo NallieHTaM 3
HUPKOBOIO HEJJOCTATHICTIO 00MeXXeHu!, TOMY TaKUM IaIlieHTaM IpemapaT CJIif Mpu3HavaTH 3
obepexHicTio (muB. po3min «Crocib 3aCTOCYBaHHS Ta O3U»).

ITopyweHHs pyHKuii neuinku. [IOCBiA 3aCTOCYBaHHA IpenaparTy HaljieHTaM i3 3aXBOpIOBAaHHIMU
IIeYiHKY CepefgHbOl TAKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS TeMOpPariyHoro fgiaTe3y
o0MeXeHH, TOMy TaKUM XBOPUM KJIOIIIOrPesib CIIif MpU3HavyaTH 3 00epexkHiCTIO (qUB.



po3pain «Crocib 3acToCyBaHHS Ta [03U»).

HonomidxcHi pevoguru. OmHa TabeTKa mpenapary HnaBiKcO MiCTUTDH 3 MT JIaKTO3H.
[TamieHTaM 3 TaKMMU PIAKICHUMU CIIaAKOBUMU 3aXBOPIOBAHHAMMY, 1K HEIIEPEHOCUMICTh
rajlakTo3u, 3arajabHuil JediluT 1akTa3u abo mopyuieHHs ManbadcopOIlii III0K03U-
rajakTo3H, He CIIi[l IpuiMaTH Liey Ipemnapar.

OpHa TaGneTKa mpemnapary Mnasixc© MicTHTE 3,3 Mr 0oJ1il PUIIMHOBOI TiIpOreHi30BaHol, SKa
MOXKe CIPUUYMHSTH PO3JIaf IIIYHKA Ta Oiapelo.

Ocobusi 3acmepediceHHs w,000 suddseHHs 3aaulikie ma 8ioxodie. Byab-IKUI HEBUKOPUCTaHUM
npenapaT abo Bigxoau MOTPiOHO 3HUIIUTH BiIMTOBITHO M0 MiCIIEBUX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BazimHicms. Yepe3 BIICYTHICTS KJIIHIYHUX [JAaHUX IIPO 3aCTOCYBaHHSA KJIOIIOTPENII0 Y Iepiof
BariTHocTi HeOaxkaHO MPU3HAYATH IIperapaT BariTHUM XiHKaM (3acTepeXHUM 3axifn).

Hocnioy Ha TBapMHAX He BUSBUJIN IPSIMOT0 ab0 0II0CEepPefKOBaHOT0 HETaTUBHOIO BIIJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/IJIofa, IIOJIOTYU Ta IOCTHATAIbHUN PO3BUTOK.

I'odysaHHA 2py00r. HeBimoMoO, 4 eKCKPETYEThCS KIIOMIgOTPesb y TPyAHE MOJIOKO JIFOOUHU. Y
IOCTiIKEeHHSX Ha TBapuHax 0yJI0 II0Ka3aHo, 10 BiH eKCKPETYETHCS B IPyOHE MOJIOKO, TOMY IIiff Yac

O

niKyBaHHS mpenapatoM I1naBikc ~ TOOyBaHHS I'PYANI0 CIIi IPUIAHUTH.

®epmusvHicme. ITig yac gocmigkeHb Ha 1ab0paTOPHUX TBapuHax He 0yJ10 BUSIBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMiAOTPETIO HAa PEePTUIBHICTD.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyesaHHi aamompaHcnopmom abo iHwumu
MexaHiamamu.

Knomimorpens He BrnuBae abo Ma€ He3HAYHUY BIUIUB Ha IIBUOKICTh peakilil mpu KepyBaHHI
aBTOTPAHCIIOPTOM ab0 pobOTi 3 iHIIMMK MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

Ilopoci ma xeopi AimHb020 BIKY. HnaBiKcO mpuiiMaty 1o 75 Mr 1 pa3 Ha m00y He3allexkKHO Bif

IPUAOMY 1XKi.

V XBOpHX i3 TOCTPUM KOPOHAPHUM cHHOpoMoM Oe3 mimitoMmy cermenTa ST (HecTabinbHa
cTeHOKapmist abo iHbapkT Miokapaa 6e3 3y6us Q Ha EKT') nmikyBaHHS Kiomigorpenem

PO3MOYMHATH 3 OTHOPa30Boi HaBaHTaxyBasnbHOI fo3u 300 Mr a6o 600 Mr. HaBaHTaxKyBabHa
no3a 600 Mr Moxe OyTH 3aCTOCOBHA ITAIliEHTaM BiKOM [0 75 POKiB Yy pa3i, Koimu HeoOXigHe
yepe3IKipHe KOPOHapHe BTPyYaHHS (OUB. po3min «Ocob6auBOCTi 3aCTOCYBaHHS»). JIiIKyBaHHS



KJIOIiOTPeJIeM CIIifi MPOOOBKYBaTH A03010 75 Mr 1 pa3 Ha o0y (3 aleTUICaiUI0BO0
kucnoToio (ACK) y mo3i 75—325 Mr Ha 1o0y). OCKiNbKY 3aCTOCYyBaHHS OiNIbLI BUCOKUX [103
ACK nigBuillye pu3uK KpOBOTeYl, PeKOMEHYETHCA He IIePeBULlyBaTU 003y
anerusncamninuaoBol kucnotu 100 Mr. OnTrMasbHa TPHUBAICTD JIiIKyBaHHS (pOpMajbHO He
BCTaHOBJIEHA. Pe3ynbTaTu KIIIHIYHUX JOCIIIAKEHb CBifYaTh Ha KOPUCTh 3aCTOCYBaHHSA
npenapaTy g0 12 MicAIiB, a MaKCUMaJbHUM e(eKT CIIocTepiraBcs 4epe3 3 MicAIli JiKyBaHHS
(muB. po3min «®apMaKOIOTiyHi BTaCTUBOCTI»).

XBOpHUM i3 roCTpuUM iHQAapKTOM MioKapaa 3 mimiioMoM cermeHTa ST, 5SIKi OTPUMYIOTh

Me[IKaMeHTO3He JIiKyBaHHS Ta SKUM II0Ka3aHa TpoMmboiTiuHa/QiOprHOiTUYHA Tepaltis,
KJIOMiOTpesb mpuitMatu o 75 Mr 1 pa3 Ha mo0y, IoYrHa4u 3 OMHOPa30BOi
HaBaHTaxyBanbHOI fo3u 300 Mr y komOinatii 3 ACK, 3 3acToCyBaHHSAM TPOMOOJITUYHUX
npenapaTiB abo 6e3 Hux. JIikyBaHHS XBOPHUX BiKOM Biff 75 POKiB moyrnHaTH 0€3
HaBaHTaXYyBaJIbHOI M03u Kiomnigorpento. KomGiHOBaHy Teparlito CjIif po3MoYnHaTH STKOMOTa
paHilile micys MOsIBU CUMIITOMIB 1 IPOAOBXKYyBaTU NprHaMHi 4 TuxHI. KOopucTs Big
3acTocyBaHHS KoMmbiHallii Knomigorpento 3 ACK moHan 4oTUPHU TUXKHI IIPU LIbOMY
3aXBOPIOBaHHI He BUBYanacs (AuB. po3fain «®apMaKOIOTigHi BIaCTUBOCTI»).

k1o nepenbadaeThCs TPOBENEHHS YePE3IKipHOT0 KOpoHapHOro BTpydaHHs (HKB):

- malfieHTaM, SKUM IIPOBOAUTLCS nepBuHHe YKB, Ta mauienTam, skum npoBoguThcss YKB Oinbin
HiX yepe3 24 roguHu micns oTpuMaHHS GiOpUHONITUYHOL Teparii, 3aCTOCYBaHHS KIIOIIIOTPEIIO CIIif

IIOYMHATH 3 HaBaHTaXXyBaibHOI 103U 600 Mr. HaBanTaxyBanbHy 0o3y 600 Mr mamieHTaM BiKOM Bif 75
POKiB crtif mpu3HaydaTy 3 00epexkHicTO (IuUB. po3ain «OcobIMBOCTI 3aCTOCYBAHHSI»);

- naiieHTaM, SKuM npoBoauThcst YKB y Mexkax 24 TOOUMH Iicis oTpuMaHHS Gi6pHHOMITHYHO]
Tepartil, ciif 3acTocyBaTU HaBaHTaXKyBalbHY H03Y Kiomigorpento 300 mr.

JIikyBaHHS KJIOTiIOTpesieM CJIifi IIPOMOBXKYBATH ¥ H03i 75 Mr oguH pa3 Ha mo0y y komOinarii 3 ACK. ¥V
KJTiHi4Hi# TpaKTUIl fianma3oH Ipu3HadeHol migTpuMyBasbHol 103U ACK cTaHOBUTH Bif 75 MT go 325
Mr Ha go0y. OCKifnbKu 3acToCyBaHHS 0inbil BUCOKUX 103 ACK mifBuIlye pu3uK KpOBOTEYi,
pekoMeHOyeThCs He nepeBuiryBatu 103y ACK 100 mr. Kom6iHOBaHY Tepalliio CIIifi po3MoYruHaTH
SIKOMOTa paHillle micyig I0SIBY CUMIITOMIB i IPOAOBXKYBATH A0 12 MicALiB (OUB. pO3A4in
«PapMaKoIoTiuHi B1aCTUBOCTI»).

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

v

Hopocri nanierTtu 3 TIA cepegHBOr0 Ta BUCOKOTO CTYIIEHSI PU3UKY (IIOKa3HUK 3a mKanow ABCD2
4) abo manum II (moka3uuK 3a mKkanoo NIHSS < 3) moBuHHI OTPUMYBaTH HaBaHTaXKyBaJIbHY 03y
kionigorpesnoo 300 Mr, a IIOTIM IIPOAOBXKYBATH JIIKYBaHHS J03010 75 MI KJIOMIiOTPESII0 OOUH pa3 Ha
no6y ta ACK y mo3i 75—100 Mr opus pa3 Ha goOy. JlikyBauHs kiomigorpeneM Ta ACK crnig nounHatu
IPOTSAroM 24 TOOUH MicJg MOfil Ta MPOAOBXKYBaATH IPOTAroM 21 OHS 3 MOAAJIbIIOK aHTHATrPEraHTHO0
MOHOTEpAaIi€.

[TaumienTam 3 GibpunsLieio nepeacepsb KIOMiforpesb 3aCTOCOBYBAaTHA B ODHOKPATHiN 1000Bin
no3i 75 mr. Pa3oM i3 kiomniforpeneM CiIif po3novyaTy Ta IPOLoBXKyBaTH 3acTocyBaHHA ACK
(y mo3i 75—100 Mr Ha no0y) (muB. po3min «®apMaKOIOTiuHi BIaCTUBOCTI»).

Y pasi nponycky gosu:



- SKII0 3 MOMEHTY, KoK MOTPiOHO OyJi0 MpuiitMaTH YeProBy A03Y, MUHYJIO MeHIIe 12 roguH: HallieHT
Ma€ HeraHo IPUMHSATH MPOMYIEHY A03Y, a HAaCTYIIHY 403y BXKe IPUiMaTH Y 3BUYHUN Yac;

- SIKIIO0 MUHYJO Oinbie 12 rofuH, NalieHT Ma€ IPUMMaTH HaCTYIIHY YeProBy J03Y Y 3BUUHUM dac Ta
He NTOABOI0BATH 03y 3 METOI KOMIEHCYBaHHS IPOIMyIIEHOl HO3K.

Hupkosa HedocmamHicmyb. TepaneBTUYHUY OOCBIZ 3aCTOCYBaHHS IIpenapaTy MallieHTaM 3 HUPKOBOIO
HEJOCTaTHICTIO oOMexkeHu (IuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»).

ITeuinkoea HeOocmamHicmy. TepaneBTUYHUY TOCBIM 3aCTOCYBaHHA IIpeliapaTy HalieHTaM i3
3aXBOPIOBAHHSAMU MTEYiHKU CepegHbOl TIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS T€MOPariuHoro
miaTe3y oomexkeHu# (AuB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

Himu.

Knonigorpesnb He CIIif 3aCTOCOBYBATH AiTSIM (BiKOM [0 18 pOKiB), OCKIIBKY HE Ma€ JaHUX
o710 e(eKTUBHOCTI IIpemapaTy A7 1€l BIKOBOI KaTeropil malieHTiB (QUB. PO3Min
«®apMakogruHaMiKa»).

ITepedo3yeanns. [Ipu niepeno3yBaHHI KJIOIIZOIPEI0 MOXKIIMBE MOJOBXKEHHS Yacy KPOBOTEYl
3 MOJAJIbIIMMU YCKITaAHEHHAMHU. Y pa3i BUHUKHEHHS KPOBOTEYl PEKOMEHAYETHCS
CUMIITOMaTUYHe JIiKyBaHHS.

AHTHIOT papMaKoJIOTiUHOI aKTUBHOCTI KJTOmigorpesio HeBimoMuii. ITpu HeoOXigHOCTI
HEeTalHOT'0 KOPeryBaHHS IIOJI0BXKEHOI0 YaCy KPOBOTeYi [Iisl KIIOMiIOrpesto Moxe 0yTH
IPUNIMHEHA IISIXOM IIepeNuBaHHsg TPOMOOIIMTAaPHOI MacH.

ITo6iuni peakuii.
Kopomkuti onuc npoginto be3nexu.

Besneka 3acTOCyBaHHS KJIOMiJOTpesio focnigxkeHa y 6inbm Hix 44000 malieHTiB, gKi B3I y4acTh y
KJTIHIYHUX mociimxkeHHaxX (3 Hux Oinbire Hixk 12000 ocib Kypc nikyBaHHS TpuBaB 1 pik i mosie).
Kniniyno 3Hauyuri nobiyHi aii, mo crnocrepiranucs y mocnipxkenusx CAPRIE gis xkmomigorpesnio y
mo3i 75 Mr Ha mo6y 3arasiom Gyna nopiBHsHHOIO 3 mieio ACK y mo3i 325 Mr Ha 00y He3asiexXHO Bif
BiKy, CTaTi 44 pacu XBOPUX.

Kpim manux KniHIYHUX OOCTigXKeHb, BpaXOBYBaIUCh CIIOHTAHHI IOBiOMJIeHHS PO M00iYHi peakiil
IIify Yac 3aCTOCYBaHH IIpernapary y KJIiHI4YHI} IPaKTHUIL.

KpoBoTeua Gyna HalmnoummpeHimoo Mo6iyHO0 peakllieio, 10 CIIocTepiranacs K y KIiHIYHUX
OOCHIAXKEHHAX, TaK i y TOCTMapKeTUHTOBOMY IE€Piofi, mif Yac SKUX BOHA Hai4acTillle BUHUKaNa y
IepIIUH MicAUb JIiIKyBaHHS.

Y mocnimxenni CAPRIE y marieHTiB, sgKi 3acTocoByBanu Kiomigorpens abo ACK, 3aranmpHa yacTtoTa
KpoBOTeui cTaHoBmMIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX BUIIAOKIB KPOBOTEY Oyjia OIHAKOBOIO [JIs



knonigorpento Ta ACK.

Y nocnipxxensi CURE He cmocTepiranocs 30inblleHHs YaCTOTH BUHUKHEHHS BEJIMKUX KPOBOTEY IIPU
3acTocyBaHHI KoM0biHamil kinonigorpens ACK ynponoBx 7 OHIB Miciis MpOBeAeHHS onepatlii
A0PTOKOPOHAPHOTO IIYHTYBAHHS y MAIli€HTIB, SKi MIPUIUHUIY JTiIKyBaHHS OiNbII HiXK 3a 5 AHIB 1O
XipyprigyHoro BTpy4YaHHS. Y IaIi€HTIB, SIKi IPOAOBXKYBaJIX JIIKyBaHHS IIPOOBXK 5 [AHIB [0 Omepallil
A0pTOKOPOHAPHOI'0 IIIYHTYBaHH, YaCTOTAa BUHUKHEHHS [IbOT'0 sBUIlla CTaHOBUIIA 9,6 % y rpymi
knomnigorpens ACK Ta 6,3 % y rpyni nnaue6o ACK.

Y nocmigxenni CLARITY crniocTepiranocs 3arajbHe IMiABUILIEHHS YaCTOTA BUHUKHEHHS
KpPOBOTEY Y I'pyIIi, sika npuiiMana kiormigorpens ACK, mopiBHSHO 3 IpyIoro, sika 0TpUMyBasa
nnane6o ACK. YacToTa BUHUKHEHHS BEJIMKOI KpoBOTeUi Oyia momibHoIo B 060X rpynax. Lis
Benu4uHa Oyna CTiMKO0 y IiATpyIax MallieHTiB, 110 BiAPi3HAMMCS 3a T0YaTKOBUMU
napameTpamiu i Tunom ¢pidpuHoniTUKa abo remapuHOTEparii.

Y nocnimxxenni COMMIT 3araiibHa 4aCTOTa BUHUKHEHHS BEJIMKUX HerepebpanbHuX a0o
1epe0OpanbHUX KpoBoTeY Oyia HU3BKOIO i OfIi0HOI0 B 060X Ipymax.

Y nocnigxenni ACTIVE-A gacToTa BUHUKHEHHS BEJIMKUX KPOBOTeY OyJia BUIIOIO Y TPYII, SKa
oTpuMyBaina kiomnigorpenst ACK, nopiBHsHO 3 Tpymolo, sika oTpuMyBaia mnane6o ACK (6,7 % mpotu
4,3 %). B 060x rpymax BeluKi KpoBOTeUi Oy/Iu IepeBaxkHO eKCTpaKpaHialTbHOTo moxomxkeHHs (5,3 %
y rpymi knomigorpens ACK, 3,5 % y rpyni nnane6o ACK), B 0CHOBHOMY LITYHKOBO-KHIITKOBI KPOBOTEUi
(3,5 % mpotu 1,8 %). Crioctepiranocs 306inbiIeHHS KiTbKOCTi BHYTPIITHbOUEPETTHUX KPOBOTEY Y TPYIIi
knonigorpens ACK nopisasiHO 3 rpynoio miane6o ACK (1,4 % npotu 0,8 % BigmoBigHO). MiX nuMu
rpynaMy He Oy70 BUSBIIEHO CTATUCTUYHO JOCTOBIPHOI Pi3HUIII Y YACTOTI BUHUKHEHHS JIETAJIbHUX
kpoBotel (1,1 % y rpymi knonigorpens ACK ta 0,7 % y rpyni nnane6o ACK), a Takoxk reMopariuHoro
incynsty (0,8 % Ta 0,6 % BigmoBigHO).

Y mocninxenni TARDIS nallieHTU 3 HeIlllOLaBHO [IepeHeCeHUM illleMiYHUM 1HCYIBTOM, SKi
OTPUMYIOTh iHTEHCHBHY aHTUTPOMOOLIMTAPHY Tepallilo TPhOX JliKapchkux 3acoliB (ACK
KJIOMiAOTpesb QUITIPUAAMOII) Malli HafiMipHi KPOBOTEYi Ta KPOBOTEYi TSIKKOTO CTYIIEHS V
TIOPiBHSIHHI 3 MOHOTepari€eto Knomigorpenem abo kombinauieto ACK i punipupmamony
(ckopuroBaHo 3aranbHe BIII 2,54, 95 % [I 2,05-3,16, p < 0,0001).

Cnucok nobiuHux peakuitl y suzaa0i mabauu.

[To6iuni edekTH, SKi criocTepiranucs mifg yac KIiHIYHUX JOCHiXKeHb ab0 Mpu 3aCTOCYBaHHI
JiKapChKOro 3aco0y y KITiHiuHiM IPaKTUIli 3a JaHUMHU CIIOHTAHHUX MTOBiOOM/IEHD, HABEIEHO Y
tTabnuii Huxk4e. [TobGivHi peakiiii po3nofineHi 3a cuctemor «Opran-Knac», yactoTa ix
BUHMKHEHHS B3Ha4YeHa TaKMM 4HHOM: 4acTo (Big > 1/100 mo <1/10), meuacto (Big > 1/1000
0o <1/100), pigko (Big > 1/10000 mo <1/1000), oyxe pigko (< 1/10000), yactoTa HeBigoMa (He
MOXKHA OI[IHUTH 3a HaIBHUMHU JaHUMHU). [IJ151 KOXKHOTO KJIaCy CUCTEMHU OPraHiB mobiuHi epekTu
3a3HayveHi y IOPSAAKY 3HUXKEHHS 1XHbO1 CEPUO3HOCTI.



[Cucmema «Opaan-
K 1ac»

Yacmo

Heuyacmo

Pidko

}Hyofce pidxo, yacmoma
Hesidoma*

3 60Ky KpoOBi Ta
miMbaTUYHOI CUCTEMMU

[TpoMOOIIUTONIEHIS,
TeKOIIMTOIIEeHis,
eo3uHOGiTis

HeliTpomnenis,
BKJTYAIOUU TAXKKY
HEeUTPOIIEeHi0

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

3 60Ky cepls

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

3 60Ky iMyHHOI
CUCTEMHU

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

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

3 HLA DRA4

i TUIIOM

[TcuxiuHi po3nanu

["amonuHanii, crnyTaHicTh
CBiOMOCTI

3 60Ky HEPBOBOI
CHCTEMHU

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

3MiHa CMaKOBOTO
CIIPUUHSATTS, areB3is

3 60Ky OpraHiB 30py

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

3 60Ky opraHiB ciyxy
Ta 1abipuHTY

Bepturo

3 60Ky CyauH

['eMa-
TOMa

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




[Cucmema «Opaan-

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

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

iHTepCTUIiaTbHAN
MTHEBMOHIT, e03MHO(DiTbHA
MHEBMOHISA

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

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

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

@aHOMaJIbHI pe3ybTaTi
MMOKa3HUKIB QyHKIII1
[MEYiHKU
3 6OKy IIKipu Ta [lin- Bucunanns, ByIb03HUM IepMaTuT
MIOIIKIPHUX TKAHUH  [IKip- cBepOix, (TOKCUYHUU
HUW KPOBO-  [BHYTPIIIHBO-IIKIpHI emifepMaabHAY HEKPOJIi3,
BUTIUB KDOBOBUIIUBU curanpoM CTiBeHCA —
(mypmypa) [[2KOHCOHa, MyNTbTU(POPMHA

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

Posmagu 3 60Ky ['iHEKOMacTis
PETTPOIYKTUB-HOI
CHCTEMU Ta
[MomouHUX 3a1103
3 60Ky OTIOPHO- KicTkOBO-M’'130Bi
[PYXOBOT'O anapary Ta KPOBOBUJIMBHU (reMapTpos3),
CIIOJTYYHO] TKAaHUHU QpPTPUT, apTpaIris, mMianris
3 60Ky HUPOK Ta [emaTypis [ momMepynoHehpur,
CEYOBHUBITHUX IIIJISXiB [TiIBUILEHHS PiBHS

KpeaTUHIHY B KPOBI
3aranbHi po3nagu Ta |KpoBo- apsyka

peaxiiii y micrri Teda y MicIi
BBEJIEHHS Ipemnapary [in ekuii

3MiHU B pe3ynbTaTax
mabopaTopHUX
MOCITiIXKEHHIX

[TomoBXKeHHS Yacy
KPOBOTEUl,
3HUKEHHS KiJTbKOCTi
HeUTpodiniB i

TPOMOOITUTIB




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

[ToBimoMIIEHHS PO Him03pIoBaHi m0o6ivHi peakxirii.

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0X IallieHTaMm abo ixHiM
3aKOHHMM IIpeICTaBHUKAM CJIifl IIOBIIOMIISITH IIPO yCi BUMTAOKM IMig03pI0BaHUX MOOIYHUX peakiiit Ta
BiICYTHOCTI e(peKTHUBHOCTI JTiKapChKOT0o 3aco0y Yyepe3 aBTOMATH30BaHy iH(opMaliiHy CUCTeMY 3
(dapMakoHarisAgy 3a MocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 3 POKH.

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

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

Kareropist Bigmycky. 3a peLierToM.

Bupoonuk. CAHO®I BIHTPOII IHJACTPIA.

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