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0il04a pevyosuHa: KIoIIigoTrpenb;
1 TabreTka MiCTUTH KJIOIIiZOTPeJIio TigpocynbdaTy y BUTISOI OCHOBU 75 MT;

oonomioicHi peyosuHu: MaHiT (E 421), nesmiono3a MiKpOKpHCTalidHa,
MOJIIeTUIIEHTIIIKOJIb, TiAPOKCHUIIPOMiJIIIe II0JI03a HU3bK03aMillleHa, OJIisi PUIIMHOBA
rigporeHizoBaHa, obononka: Omanpi 32K14834, tun II (JlakTo3u MOHOTimpar,
rimpomeno3a, TutaHy giokcupn (E 171), TpuanetuH, 3ani3da okcupg dyepBoHuu (E 172)),
BiCK KapHayOChKUH.

JIikapcbKa ¢opMma

TabneTku, BKpUTi 000JI0HKOIO.

OCHOBHI (Pi3uKO-XIMIUHI 81aCMuUBOCMI: POXKEBOTO KOJILOPY, KPYTIJIi, 371eTKa OIIyKJIi
TabJIeTKX, BKPUTiI 000JIOHKOIO, 3 TPaBifoBaHHSIM «75» 3 0HOTO 00Ky Ta «1171» — 3
IHIIIOT 0.

dapMakoTepaneBTHYHA Irpyna
IuribiTopu arperaiiii TpomO01TUTIB, KpiM remapuny. Kom ATX BO1A C04.
dapMakKogHHaMiKa

Mexani3M gil. Knomigorpesnb ceneKTUBHO IPUTHIYYE 3B’ I3yBaHHA

ameHo3uHoudochaty (AID) 3 pelrlenToOpoM Ha ITOBEPXHi TpoMOOIIMTa Ta IIOOAIbIITY
akTtuBaillito kommaekcy GPIIb/Illa mig giero AP i TakuM YMHOM IIPUTHIYYE arperaiiiro
TpoMOOLIMTIB. [[715 yTBOPEHHSI aKTUBHOI iHTi0i1il arperailii TpoM001IUTiB HEeOOXigHa
bioTpaHcdopMaliis Knomigorpeso. Kiomigorpesb TaKoXK IIPUTHIUYE arperaiiito
TPOMOOLIMTIB, iIHOYKOBaHY iHIINMHU aroHiCTaMu, IIJITXOM OJIOKYBaHHS ITiABUIIIEHHS
aKTUBHOCTI TpoMOo1uTiB BuBinbHeHUM AIl®. Knonigorpenb Heo60poTHO Mogudikye
All®-peniennTtopu TpoMOOIUTIB. OTKE, TPOMOOLIMTHU, 110 BCTYIIUIU Y B3AaEMOIIO 3
KJIomigorpesneM, 3MiHIOIOTBCS OO0 KiHIA 1X XKUTTEBOTO 1IUKIy. HopMmanbHa QyHKIIS
TPOMOOIIMTIB BiTHOBITIOETHCS 3i IMIBUAKICTIO, IO BiAIIOBia€e MIBUAKOCTI OHOBJIEHHS
TPOMOOIIUTIB.

dapMakoguHaMiuHi epeKTU. 3 IepIIoro OHS 3aCTOCYBaHHS y MOBTOPHUX A000BUX

mo3ax 75 MTr IpenapaTty BUSBIISIETHCSA CyTTEBe yoBimbHEeHHS All®-iHOyKOBaHOL
arperariiii TpoMO0ITUTIB. LIsT [ist IPOTrPEeCUBHO MOCUITIOETHCS i cTabini3yeThest Mix 31 7
oHsaMu. [Ipu cTabinbHOMY CTaHi cepefHil piBeHb NPUTHIYEHHS arperailil mif mieio



no6oBoi go3u 75 Mr ctaHoBUTS Bim 40 mo 60 %. Arperaiiis TpoMOOIIMTIB i TPUBAJIICTh
KPOBOTEUl IIOBEPTAIOTHCS OO0 II0YaTKOBOI'O PiBHA Y CEpegHbOMY Yepe3 5 OHIB micis
NIPUNNHEHHS JIIKyBaHHS.

KrniniuHa edeKTUBHICTh Ta Oe3neka. be3neky Ta epeKTUBHICTD KJIOIIiZOTpPEeITio

OLIIHIOBAJIN y II'ATU MOABIMHUX CJINIUX OOCIIAXKEHHAX, Y IKUX B35JIM y4acCTh IOHAL
88000 mauienTiB: gocnigxkeHnHss CAPRIE - nopiBHsHHSA Kinonigorpesnto 3 ACK, i
nocnigxenHs CURE, CLARITY, COMMIT ta ACTIVE-A, 1110 nopiBHIOBanIu
KJjonigorperns i nnane6o, o6unBa B KoMOiHallii 3 ACK Ta iHIII0OI0 CTaHAapPTHOIO
Tepari€ro.

IrdapkT Miokapaa (IM), iHCYIBT, 1110 CTAJIUCS HEIoOaBHO, a00 BCTAHOBJIEHE

3axXBOpIOBaHHA nepudepudHux aprepi. ¥ gocnigxkenHsas CAPRIE 6yio BKII0YeHO

19185 xBopux Ha aTepoTPoMO03, TPOSIBOM SIKOT0 OyB HeIlomaBHiM iHGapKT MioKapaa
(<35 gHiB TOMY), HelllOgaBHiM immeMiunui iHCYnIbT (Bim 7 gHIB Oo 6 MicsiiiB Tomy) abo
BCTAHOBJIEHE 3aXBOpPIOBaHHS nepudepuyunux aprepiut (3ITA). IMTamienTu Oynu
paHOoMi30oBaHi OJIst OTPUMaHHS Kionigorpento no 75 mr/moby abo ACK 325 mr/mo0y,
ITicJig Yoro BOHM IepeOyBau mif cnocTepexxeHHsaM Bifg 1 go 3 pokiB. Y miarpyrmi
indapkrTy Miokapaa OinbiricTs nmaiieHTiB orpumMyBanu ACK y mepirri Kinbka gHIB micas
PO3BUTKY iH(papKTy MioKapza.

Krnonigorpens nopiBHsHO 3 ACK fOCTOBIpHO 3HUXKYBAB YaCTOTY PO3BUTKY HOBUX
imemiyHuX mmoxiti (KomMOiHOBaHa KiHIleBa TOYKa, SKa CKJamanacs 3 iHpapKkTy Miokapaa,
iImeMiYHOro iHCYyJIbTY i1 IeTaJIbHOI0 Hacaigky). I[Tpu mpoBedeHHi aHasli3y BigIOBIAHO OO
NIPU3HAYEHOr0 Ha IOoYaTKYy AOCIIIOXKEeHHs JIIKyBaHHs CcIiocTepiranocs 939 nopint y
rpymi knomigorpesnto i1 1020 nmoxpiu y rpyni ACK (BimHOCHe 3HUXKeHHs pu3uky (B3P) 8,7
%, [95 % [II: 0,2 - 16,4]; p = 0,045). To6To Ha KoxkHi 1000 maItieHTiB, AKi MiKyBamucs
2 pokwu, mogaTtkoBo mo 10 [[II: O - 20] manieHTiB yHUKaIu PO3BUTKY HOBOI illIeMi4HO1
rmopii. AHai3 3arajbHOI JTIeTaIbHOCTI SK BTOPUHHOI KiHIIEBOI TOUKM HE BUSBUB
3HAYHUX BiOMiHHOCTEU MixXK Teparnieio kinonigorpeneM (5,8 %) i ACK (6 %).

AHaJti3 miarpym 3a BiOmoBigHUMHU 3aXxBOPIOBaHHSAMU (iHpapKT MioKappaa, illeMiyHuMn
iHcynseT i 3ITA) mokasas, 110 Haubineiui edekT (1110 JocsiraB CTAaTUCTUYHOI
moctoBipHOCTi pu p = 0,003) cnocTepirascs y maitieHTiB i3 3ITA (0cob6IMBO Y THUX, XTO
nepeHic iHpapKT MioKapaa) (B3P = 23,7 %; OI: 8,9 - 36,2), meHIui epeKTt
(o mocToBipHO He BiApi3HsaBcA Bif edpekTy ACK) manu naiieHTu 3 iHCynbTOM (B3P =
7,3 %; Ol: -5,7 - 18,7 [p=0,258]). Y nanieHTiB, BKIIOYEHUX Y OOCIIIOAXKEHHS, Ki
HeNIoJaBHO IIepeHecnd iHpapKT MioKapia, BIJIUB KJIOMigOTPEJTIO0 3a YNCEIbHUMU
IMOKa3HUKaMu OyB MEHIIIUM, ajie IIPU IIbOMY BiH CTaTUCTUYHO JOCTOBIPHO HE
BigmpisusaBcs Big BonuBy ACK (B3P = -4 %; 1I: -22,5 -11,7 [p=0,639]). Kpim Toro,
aHasIi3 MArpyIn XBOPUX Pi3HOTO BiKYy CBIAYHUTS, 110 CIPUATINBUN €(PEKT KOOI PeIio
y IallieHTiB BiKOM Bif 75 poOKiB OyB HUKYUM, HiXK y nailieHTiB £75 pokKis.



Ockinbku nmoTyxkHicTh gocnimxkeHHss CAPRIE He 6yna mocTaTHBLOIO, 11100 OILIHUTH
e(PeKTUBHICTD OJIg OKPEMUX MiATPYII, 3aJIMIIIAETHCSA HE3PO3YMIJIUM, UM AiMICHO ICHYIOTh
BIIMIHHOCTIi Y BIITHOCHOMY 3HUKEHHI PU3UKY [JIsI XBOPHUX 13 Pi3HUMU
3aXBOPIOBAHHSAMU, YU Pi3HUIIA OyJia BUIaZKOBOIO.

locTpuii KopoHapHuii cuHapoMm. Y pocriigxkeHHsa CURE 0yro BkiatodeHo 12 562
MalieHTH 3 TOCTPUM KOPOHApPHUM CUHIOpPOMOM Oe3 migiiomy cermeHnTa ST (HecTabinmbHa

cTeHoKapmisa abo iHpapKT Miokapaa 6e3 maTosoriyHoro 3yous Q), B SKHUX 3a OCTaHHI
24 roguHU CIIOCTEepiraBcs Hamam 000 B IPyasix abo CUMIITOMHU ilteMii. Y maIfieHTiB
oynu 3minu Ha EKT, n10 cBim4aTh mpo HOBY illleMito abo migBUINIEHHS aKTUBHOCTI
cepieBux (pepMeHTiB abo TpomnoHiny [ yu T MiHiMyM yaBidi ITOPiBHAHO 3 BUIIOI0
MexXKel0 HopMHU. XBOpi OyJiM paHOoMi30BaHi OIS OTPUMaHHS KJIOMiIOoTpestio
(HaBaHTaxXyBasbHa mo3a - 300 Mr, moTiM - 75 Mr/moby, n=6259) a6o nnaredo
(n=6303), o6unBa y komOinHarrii 3 ACK (75—325 mr 1 pa3 Ha go0y) Ta iHII0:0
CTaHOAPTHOIO Tepamnier. TpuBanicTh mikyBaHHs Oyia mo 1 poky. Y mocnigxenui CURE
823 (6,6 %) malieHTH OTPUMYBaJIM TAaKOXK CYIIyTHIO Tepallilo aHTaroHiCTOM
riaikonpoTeinoBux peuentopiB GPIIb/IIla. Bineia HixK 90 % mallieHTiB OTpUMYyBasu
remapuHu. Taka CynyTHS Tepalligd CTaTUCTUYHO JOCTOBIpHO He BIIJIMBaJjia Ha BiHOCHY
4acTOTy BUHMKHEHHS KPOBOTEU ITPU JIiKyBaHHi KnomigorpeneM i nnanebo. KinbkicTb
MaIli€HTIB, SIKi OOCSATJIM MEPBUHHOI KiHIIEeBOl TOYKH [ceplieBo-cyauHHa cMepTh (CCC),
iHpapkT Miokapaa (IM) abo incynbT], ctaHoBuna 582 (9,3 %) y rpy1i Kionigorpento i
719 (11,4 %) - y rpymi nnaue6o. BigHocHe 3HUXKeHHS pu3uKy cTaHoBumIo 20 % (95 %
oI 10 %-28 %; p=0,00009) gna rpynu kinomnigorpesto (17 % - npu KOHCEPBAaTUBHOMY
JTikyBaHHi, 29 % - gKII0 MalliEHTaM IPOBOAMIACh Yepe3IlIKipHa TpaHCIOMiHalbHa
KOpOHAapHa aHTionnacTuka 3 abo 6e3 BcTaHOBNIeHHS cTeHTa i 10 % - sKIto im
MIPOBOOUIIM aOPTOKOPOHApHEe ITyHTyBaHHA). [lonmepenKeHHsI pO3BUTKY HOBUX CEPIIEBO-
CYOVWHHUX IOAiN (HepBUHHA KiHIleBa TOYKa) BigOyBasiocs 3 BITHOCHUM 3HUKEHHSIM
PHU3UKYy, siKe cTaHoBuio 22 % (II: 8,6-33,4), 32 % (OI: 12,8-46,4), 4 % (OI: -26,9-26,7),
6 % (OaI: -33,5-34,3) i 14 % (O1: -31,6-44,2) y nepiogu 0—1, 1-3, 3—6, 6—919-12
MicCsIITiB JociigKeHHs BigmoBimHo. To6To yepe3l OinbiI Hixk 3 MicsIli JTiKyBaHHS
CIPUSATIUBUMN edeKT, III0 ciocTepirascs y rpymi knomigorpens + ACK, Ginbie He
3pOoCTaB, a PU3UK KPOBOBUJIMBIB 3ajuMIaBCcs (OuB. po3isn «OcobmuBOCTi
3aCTOCyBaHHS»).

3acTocyBaHHS Kiomigorpento mig gac pociigxkeHHss CURE 3HuXKyBano norpedy y
3acTocyBaHHi TpomOomniTuyHol Tepamnil (B3P = 43,3 %; OI: 24,3—57,5 %) Ta iHribiTOpiB
riaikonpoTeinoBux peuentopiB GPIIb/IIla (B3P = 18,2 %; [I: 6,5-28,3 %).

KinbkicTh maIfieHTiB, sKi gocsariau KoMOiHOBaHOI mepBUHHOI KiHIeBol Touku (CCC, IM,
iHCynbT abo pedpakTepHa imemist), craHoBusa 1035 (16,5 %) y rpy1i Kinonigorpento i
1187 (18,8 %) y nnauebo-rpytmi. BigTHocHe 3HUXKeHHS pu3ukKy ckinasno 14 % (95 % IOI 6-
21 %, p=0,0005) y rpymi knomigorpento. Takuii edpeKT OyB 30€0iTbIIIOr0 3yMOBJIEHU N



CTaTUCTUYHO 3HAYYIIUM 3HUKEHHSIM 4aCTOTH BUHUKHeHHS IM [287 (4,6 %) y rpymi
knonigorpento i 363 (5,8 %) y rpyni nnamne6o]. 3MiHKM 4YaCTOTH ITOBTOPHUX
rocmiTanizallii 3 npuBoay HecTabilbHOI CTEHOKApPAil He criocTepiramsocs.

Pe3yneTraTH, ogepikaHi y rpynax Hali€HTiB i3 pI3HUMU XapaKTepPUCTUKaMU
(Hanmpukinaz, HecTabinbHa cTeHOKapHia abo IM 6e3 maTomorigyHoro 3yousa Q, piBeHb
PU3UKY Bil HU3BKOTO 10 BUCOKOT0, HiabeT, HeOOXigHICTh peBacKynspu3aliii, BiK,
cTaTh), 30iranucs 3 pe3yabTaTaMU IIEPBUHHOTO aHaslily. 30KpeMa, IogaTKOBUM aHali3
2172 namienTiB (17 % Big yciel rpynu naniedTiB CURE), akum Oy10 BCTaHOBJIEHO
ctenT (PCI-CURE), moka3sas, 110 IIpHU JIiKyBaHHi KJIomigorpeneM, IIOPiBHSAHO 3 mJialebo,
crioctepiraetsca 3Hauyie B3P (26,2 %), 110 cBigYuTh Ha KOPUCTH KJIOMiJgOTPEI0 y
nonepenXkKeHHi pO3BUTKY MepBUHHOI KiHlleBol Touku (CCC, IM, iHCYyNIbT), a TaKOXK
3Hauymie B3P (23,9 %) nns opyroi kKomOGiHOBaHOl mepBUHHOI KiHIeBoi Touku (CCC, IM,
iHCcynbT abo pedpakTepHa imewmis). Binbiie Toro, npodines 6e3mneKu KIOMigoTPesio y
il MiArpyIi MalieHTiB He BUKJIMKAE HiIKUX 0COOJIMBUX 3ayBaXKeHb. TaKMM YUHOM,
pe3ynbTaTU OOOAaTKOBOTO aHAalli3y IPyNu MalliEHTIB 30iraloThbCs 3 pe3yabTaTaMu BChOTO
OOCJIII>KEeHHSI.

CopusiTnuBuil epeKT KiIonimorpento 0yB IPOAeMOHCTPOBAHUM He3aIeKHO Bif
OTPHUMaHHS HEBIOKJIaAHOTO Ta JOBrOTPUBAJIOTO JIIKYBaHHS iHIIUMU CEPIIEBO-
CYOUHHUMU 3aco0aMu (TaKUMU SIK rellapuH/HU3bKOMOJIEKYJISPHUM I'ellapuH,
iHridiTopu ruikomnpoTreinoBux perenTtopiB GPIIb/IIIa, mimimo3HuKyiodi mpemapary,
OeTa-6okaTtopu Ta iHriditopu AIT®). EdeKTUBHICTE KIIOOigorpesiio He 3ajiexara Bif
no3u ACK (75—325 mr 1 pa3 Ha mo0y).

Y nanienTiB i3 roctpuM IM 3 minfiomom cermeHTa ST olliHoBanu 6e3MeKy Ta
e(heKTUBHICTD KJIONiOTPeio y ABOX PaHAOMi30BaHUX, I/1aleb0-KOHTPOIbOBAHUX,
nopaBiHUX ciainux gocaigxkeHHax CLARITY i COMMIT.

Y mocnigxxenHss CLARITY Oyno BkimtodeHo 3491 mallieHT, y SKUX IIPOTSATOM OCTaHHIX
12 rogun BigOyBcs IM 3 migitomoMm cermenTa ST i Oyna 3amaHoBaHa Tepamis
TpoMOOTiTUYHUMU 3acobamu. [lamieHTH omepKyBanu kKiomigorpens (300 mr
HaBaHTaXyBaJIbHOI 03U, MOTIiM - 1Mo 75 Mr/mody, n=1752) abo nnarebdo (n=1739),
ob6unBa - y kombiHarii 3 ACK (HaBaHTaxKyBaJibHa [03a - 150—325 wmr, micns 4oro
- 10 75—162 Mr/oo0y), GiOpUHONIITUYHNM areHTOM Ta y pa3i HeoOXimHOCTI - 3
remapuHoM. Iloganbiiie ciocTepexXeHHs 3a naljieiTaMmu TpuBaio 30 aHiB. [IepBUHHOIO
KiHIIeBOIO TOYKOIO OyJia OKJII03is IMOB’s13aHo0]1 3 iH(aKTOM apTepil, BUABJIeHa Ha
aHTiorpaMi nepeq BUIIMCKOIO 3 KJTIiHIKM, JIeTaJIbHUM HACHifmoK abo penunus IM nepern
MIPOBEIEeHHSIM KOPOHapHOI1 aHriorpadil. [I1s nmallieHTiB, SKMM He IIPOBOOUIACH
aHriorpagisi, TeEpBUHHOIO KiHIIEBOIO TOYKOIO OYB JIeTaJlbHUM HaCJIigoK abo peluaus
iHpapkTy Miokapaa mo 8 mobu abo g0 BUNMCKM 3 KJTiHiKHK. Y rpyti naitieHTiB 0ymo 19,7
% XKiHOK, 29,2 % manieHTiB = 65 pokiB. 3aranoMm 99,7 % nalieHTiB OTPpUMYyBaJIu



dbibpunoniTUKY (DibpuHOCTEenndiuHi — 68,7 %, pidpuHoHecnenmdiuni — 31,1 %),
89,5 % - renapuH, 78,7 % - 6eta-6;1o0kaTopu, 54,7 % - iuridiTopu AII® i 63 % -
CTaTUHU.

[TepBuHHOI KiHI1IeBOI TOUKM mocsarnu 15 % mallieHTiB i3 rpynu, 110 oTpuMyBaia
Kyomnigorpens, i 21,7 % i3 rpynu, 1o oTpuMyBasa mnamnebo. TakuM 4yuHOM, abCOTIOTHE
3HUKEHHS CKano 6,7 % i 3 mepeBaroi 36 % Ha KOPHUCTH Kinomigorpento (95 % [I: 24-
47 %; p < 0,001), B o0CHOBHOMY y 3B’I3KYy 31 3MEHIIIEHHSAM BUIIAIKIiB PO3BUTKY OKJIIO3il
apTepil, moB’sa3aHo1 3 iHpapKTOM. Taka mepeBara cIrocTepiramgacs y BCiX IIOIIepeaHbo
BU3HaUYEHUX IIiArpyrax namieHTiB, PO3NOAiIJIEHUX 3a BIKOM, CTATTIO, JIOKaJli3alli€to
iHapKTy i BUAOM OTpUMYBaHOI Teparlil pidopuHomiTuKaMu abo rerapuHaMu.

[BodakTopHmMM ausainH gociaigkeHHs COMMIT BkmioyaB 45852 nalieHTH, y SKUX
IPOTSATOM OCTaHHIX 24 TOOWH CIIOCTEpPIragocs BUHUKHEHHS CUMIITOMIB, SKi
OO3BOJIAIOTH 3anino3putu IM, 110 ninTBepaXKy€eThCsa BIOXUJIEHHSIMUY Bill HOPMU
noka3HukiB EKI (Hanmpuknag, migiioMm uu genpecis cermeHTy ST a6o Gokapa iBoi
HikKKHU ny4ka ['ica). [lamiieHTH OTpuUMYyBasu KIOIigOTPesb (75 Mr/moby, n=22
961) abo nnanebo (n=22 891) y kombinarii 3 ACK (162 mr/mo6y) npotaroMm 28 OHiB
a60 mo BuUNMCKHU 3 jikapHi. KoMOiHOBaHMMM NEPBUHHUMM KiHIIEBUMHU TOYKaMu OyB
JIeTaJIbHUYM HACIiOOK 3 OyOb-sIKOl IPUYUHY i IepIIui penuaus iHhapKTy Miokapaa,
iHCynIbT @00 JIeTalbHUM HACHIOOK. Y rpymi maienTiB 6ymo 27,8 % xkiHok, 58,4 %
namieHTiB = 60 pokiB (26 % = 70 pokiB) i 54,5 % mallieHTiB, AKi OTPUMYyBaJu
didpuHOIITUKH.

Krnonigorpens CTaTUCTUYHO OOCTOBIPHO 3HUXKYBaB BiTHOCHUUN PU3UK PO3BUTKY
JIETAJIbHOI'0 HACIIAKY 3 OyIOb-aKol mpuduHu Ha 7 % (p = 0,029) i BigHOCHUM PU3UK
kKoMOiHarril penuauBy iHpapKTy, iHCYIbTY a0 JIeTaabHOT0 HACHIAKY Ha 9 % (p =
0,002), ipu 11bOMY BifHOCHE Ta abCooTHe 3HUXKEeHHS cTaHoBuiIo 0,5 % i 0,9 %
BigmoBigHO. Takul e(peKT CIIOCTepiraBcs y HalliEHTIB Pi3HOTO BiKYy i CTaTi He3a/leXkKHO
Bix mipuitoMy QiOpPUHOJIITHKIB i CIIOCTEpPIraBCs MPOTITOM IepIInuX 24 TOguH.

®i6bpunsanisa nepegcepnb. Y mocnimxkernHss ACTIVE-W ta ACTIVE-A, ski 6ynu

OKPEMUMM [OCHiIKeHHs y MexkaXx nporpamu ACTIVE, OGyJio BKJII0YeHO Malli€HTIB 3
didpunsuiero nepencepnsb (OI1), sIKi Manu 1oHaMeHIle OOUH (aKTOpP PUIUKY
BUHVKHEHHsI CYOUHHUX IIOPYIIEHb. I pyHTYIOYKCh Ha KPUTEPIAX BKIIIOYCHHS Y
OOCIIIKeHH, JIiKapl 3any4danu nauieHTiB o gociuigxenusa ACTIVE-W, gakiio BoHU
Oynu KaHOuOaTaMU Ha OTPUMaHHS Teparlil anTaronicramu Bitaminy K (ABK)
(Hanpuknazn BapdapuHom). Y gociaigxkeHHsa ACTIVE-A Oyso BK/II0YEHO MalIli€HTIB, SKi
He Moryin oTpumyBaTu ABK-Teparrito yepes mpoTunokasaHHs abo HeOaxKaHHS
OTPUMYBAaTH 1ie JIiKyBaHHA.

Hocnigxenus ACTIVE-W niponeMoOHCTpyBaro, 110 aHTUKOaryJIsHTHA Teparis
aHTaroHictamu BiTaMiny K Oyma 6inbil epeKTUBHOIO, HiXK ITiKyBaHHS KJIOIIimoTrpesieM



Ta ACK.

HocnigxenHst ACTIVE-A (n == 7554) 6yno 6araToiieHTPOBUM, PaHOOMi30BaHUM,
MMOOBIMHUM CHIIiNUM, I1ale00-KOHTPOJIbOBAHUM OOCIIII?XKEHHSIM, Y SKOMY IOPiBHIOBAJIN
Knonigorpensd 75 mr Ha mo0y + ACK (n = 3772) i3 nmnaue6o + ACK (n = 3782).
PekomenpgoBaHa go3a ACK cranoBua Bifg 75 mo 100 mr Ha moOy. [lauienTn
OTPUMYBaJIH JIIKyBaHHSA YIPOOOBXK MePiody OO 5 POKiB.

[TagienTu, pangomizoBaHi y nporpamy ACTIVE, manu gOoKyMeHTaJIbHO IMiATBEPOXKEHY
®TI1, Tob6TO mocTiiny dhopmy PIT abo moHaiMeHIIe 2 eni3oau nmapokcusMasabHol OI1
YIIPOLOBXK OCTaHHIX 6 MicALiB, Ta IPUHAUMHI OOUH i3 TaKMX (PAaKTOPiB PU3HUKY: BiK
Bixm 75 pokKiB uu BiK Bifm 55 mo 74 pokiB Ta/abo0 myKpoBui miabeT, 1110 moTpedye
MeONKaMeHTO3HOTO JIiKyBaHHs, a00 JOKyMeHTaJIbHO MiATBEPAXKEHUN TepeHeCeHuun
IM, ab60 mOKyMeHTaJIbHO MiATBEPAXKEHY illIeMiuHYy XBOPOOY CepIis; IOEePeHE
JIIKyBaHHS 3 IPUBOOY CUCTEMHOI apTepiajbHOI TinepTeH3il; paHillle mepeHeCeHn !
iHCY/IbT, TPAH3UTOPHaA immemiuHa ataka (TIA), cucteMHa em0boitiss 6e3 ypaxKeHHs
ctpykTtyp LIHC; nucdyHKIlisg MiBOro HITYHOYKA i3 TOKa3HUKOM (ppakiiii BUKUAY TiBOTO
IITyHo4YKa <45 % abo HOKyMeHTallbHO ITifTBEPAXKEeHEe 3aXBOPIOBaHHS IMepruepudHux
cynuH. CepenHi#t 6an 3a mkanoio CHADS2 cranoBuB 2 (y Mexkax 0—6).

1o OCHOBHUX KPUTEPiiB BUK/IIOYEHHS ITAIi€HTIB i3 JOCHIOKEeHHS HaleXalu
OOKYMEHTAaJIbHO IigTBepIKeHa BUpa3KoBa XBopoOa BIIPOAOBXK OCTAHHIX 6 MiCSIIiB;
BHYTPIIITHBOMO3KOBa KPOBOTEeYa B aHaMHe3i, cepiio3Ha TPOMOOIUTOIEeHis (KilbKiCThb
TpoMOOIIuTIB <50 X 109/m); rmorpeba y 3aCTOCyBaHHi Kiomigorpento abo nepopanbHUX
antukoarynsHTiB (ITAK) abo HemepeHOCUMICTh OyOb-IKO1 3 IIUX JBOX PEUYOBHUH.

73 % manieHTiB, BKIoUeHUx y nociaigxkenHsa ACTIVE-A, He mornu orpumyBatu ABK y
3B’sI3KYy 3 BUCHOBKaMU JIiKaps, 4Yepe3 HeMOXKJIUBICTh IPOBEOEHHS MOHITOPUHTY
MiKHapOOHOTO HOPMaJIi3oBaHOT o BimHommeHHs (MHB), BHacCIigOK CXMIBHOCTI OO
MafiHHSA YU TPaBMHU I'OJI0BU ab00 HassBHOCTI crienin@piyHoro gpakTopa pUusuKy
BUHUKHEHHS KPOBOTeUi; 080 26 % MmallieHTiB pillleHHS JIiKaps I'PYHTYBaJloCsd Ha
HeOakaHHI nanieHTa oTrpuMyBaTtu ABK.

41,8 % narieHTiB cTaHOBUIU XKiHKU. CepenHiu Bik gopiBHioBaB 71 pik, 41,6 %
naieHTiB Oysu BikoM Bim 75 pokiB. 3aranoM 23 % XBOPHUX OTPUMYBaJId aHTUAPUTMidHi
3acobu, 52,1 % — 6era-6mokatopu, 54,6 % — iHribiTopu
aHTIOTEeH3UHIEPETBOPIOBAJIBHOTO pepMeHTy Ta 25,4 % — cTaTUHH.

KinbKicTh mallieHTiB, SKi JOCATIN MEPBUHHOI KiHIIEBOl TOYKHU (YacC 0 MEePIIOTo
BUHUKHEHHS iHCYnIbTy, IM, cucteMHOl eM0o071il 6e3 ypaxkeHHS cTpyKTyp LTHC a6o
JIETAJIBbHOTO HACIiAKYy), cTaHOBUIa 832 (22,1%) y rpymi naui€eHTiB, sKi OTpUMYyBallu
knonigorpens + ACK, ta 924 (24,4%) y rpymi nnane6o + ACK (BigHOCHe 3HUXKEHHS
pu3uky Ha 11,1%, 95% I 2,4-19,1%; p = 0,013), HacamMIiepeq 4epe3 3HaUYHE



3HUXKEHHS YaCTOTU PO3BUTKY IHCYJIbTIiB. [HCYIbTU BUHUKIIN Yy 296 (7,8 %)
MallieHTiB, gKi oTrpumyBanu Knonigorpesnsb + ACK, ta 408 (10,8 %) naiiieHTis, gKi
orpumyBanu mniaiedo + ACK (BimHOCHe 3HUKeHHsI pu3uky Ha 28,4 %; 95 % I,
16,8—38,3 %, p = 0,00001).

Himu. Y gocnigXKeHHi i3 migBUIIIeHHSAM [03, 1110 IIPOBOOUJIOCS 3a y4acTio 86
HOBOHAPOIXKeHUX a0 HEeMOBJISAT BiKOM 10 24 MicCsIIiB 3 pU3UKOM BUHUKHEHHS
Tpom603y (PICOLO), Kiomigorpenb 3aCTOCOBYBaIX y mocaimoBHux go3ax 0,01, 0,1 i
0,2 MI/Kr HOBOHapOXKeHUM 1 HeMoByATaM i y 1o3i 0,15 MI/Kr TiflbKU
HOBOHapomxkeHUM. [Tpu mo3i 0,2 MI/Kr cepefHii TOKa3HUK iHTiOyBaHHS arperatrii
TpoMOOLIMTiB cTaHOBUB 49,3 % (5 MKM AJl®-iHOyKOBaHOl arperatiii ‘TpOM6OI_II/ITiB), 110
OyJI0 TOPIiBHSIHHUM i3 TAKUM Y OOPOCJINX, SIKi OTPUMYyBaJin ITnasikc© Yy 0031 75 Mr/Ha
no0y.

Y parpoMizoBaHOMY MOOBIMHOMY CIIIIIOMY OOCJIIZKEHHI 3a y4acCTiO IapajejIbHUX I'py
(CLARINET) 906 miTeu (HOBOHaApPOOKEHHUX i HEMOBIIST) i3 BPOO2KEHOIO BalOl0 CepIis
LIIaHOTUYHOT'O TUILY, AKUM IIPOBOAMIIACS ITajliaTUBHA OIllepallid 31 CTBOPEHHSA
CHUCTEMHO-JIETE€HEBOT0 apTepialbHOTO IIyHTa, Oy/IX paHOOMi30BaHi A1 OTPUMaHHSI
knonigorpento 0,2 Mr/Kr (n = 467) abo miaiebdo (n = 439) i3 ogHOYACHUM
ITPOBEOEeHHSIM CYITyTHBOI 6@a30BOI Tepamil 1o MOMEHTY IIPOBEIEHHS IPYTroro eTamy
oneparil. CepenHiii 4ac MiK IPOBEOEeHHSIM MaliaTUBHOI Omepaillil 3i CTBOPEHHS IIIyHTa
i mepiMM BBeOEeHHSIM OOCIiIXKyBaHOTO npernapaTy ctaHoBuB 20 gHiB. [IpubmusxHo 88
% manienTiB omHoYacHo oTpumyBanu ACK (Bim 1 go 23 mr/kr/Ha go0y). [JocToBipHUX
BiIMIiHHOCTEM MiX IpyllaMu IIOJ0 OOCSATHEHHS MePBUHHOI KOMOiHOBaHOI KiHIIEBO1
TOYKH, SIKa CKJIagajyacs 3 JIeTaJIbHUX BUMNAMKiB, TPoMOO3Yy ITyHTa a00 IIpoBeIeHHs
XipyprigyHOro BTpy4aHHSA Ha cepli o 120 OoHS XKUTTS MiCJIg BUHUKHEHHS O],
CIIpUYMHEHOl TPoMO030M, He crnocTepiranocs i cranoBusno 89 [19,1 %] y rpymi
knonigorpento i 90 [20,5 % ] y rpymi nnane6o (auB. po3min «Cnocid 3acTocyBaHHS Ta
mo3u»). HaldacTiioio 1mobivyHoI0 peakili€lo K y TPYIIi KJIOIMigoTpesio, Tak i y rpyIi
rsaie6o OyB PO3BUTOK KPOBOTEYi, IPOTE MOCTOBIPHUX BiAMiIHHOCTEU MiXK rpynaMu
IIIOJI0 YaCTOTH 1i BUHUKHEHHS BHUSABIEHO He Oyno. ITig yac moganbiioro
OOBTOCTPOKOBOTI'O ITIEPioay CIiocTepexKeHHs 3a MoOiYHUMHU sIBUNIaMU 26 IAlli€HTiB, y
SIKUX IIYHT 3aJINIIaBCA Ha MOMEHT OOCATHEHHSA 1-pidHOrO BiKy, OTPUMYyBalIu
KJIOIigorpesnsb 0o nocsaraeHHsa 18-micsayHoro Biky. Ilim yac nporo nepiony
criocTepexkeHHS npodinb O0e3MeKu IpenapaTy He 3MiHIOBaBCH.

Y pocnipgxenusax CLARINET i PICOLO BUKOpPUCTOBYBaBCS BiITHOBJIEHUU PO34YUH
KJIOIIigorperio. Y mocChifKeHHi BimHOCHO1 6i040CTYIIHOCTi y JOPOCIUX BiMHOBJIEHUMU
PO3YUH KJIOIIIOTPEI0 IIPOAEMOHCTPYBAB aHAJIOTIYHUM CTYIIIHb 1 TPOXU BUIILY
IIBUAKICTh abCOPOI1Iil OCHOBHOT'O IIMPKYJIIOI0UOT0 (HEaKTUBHOT'0) MeTaboIIiTy
IIOPiBHSHO i3 3apeecTpoBaHO0 TabeTOBaHOI (POPMOIO IIpenapary.



®dapMaKOKiHeTHKa

BcmokTtyBaHHs. ITicns mepopanbHOro MpuiioMy OOHOPA30Boi Ta 6araTopasoBUX 03

75 Mr Ha moOy KJIOIIigorpesib MIBUAKO BCMOKTYEThCS. CepenHs MMiKoBa KOHIIEHTpaIlis
He3MiHeHOT0 KJIOmigorpesnto y mna3Mi (61u3bKko 2,2—2,5 HI/MIT ic/ia OgHOKPATHOL
oo3u 75 MT ImepopalibHO) gocsranacs IpubiIn3Ho yepe3 45 XB Iicis npuiioMy.
AGcopb11ist craHoBUTH He MeHIIe 50 % 3 oriasaay Ha eKCKpellito MeTaboIiTiB
KJIOIIIJOTPEJIIO 13 ceYyero.

Poznopin. Knomigorpens Ta OCHOBHUM (HEeaKTUBHUM) MeTa0OJIIT, 1110 HUPKYJIIIOE B
KPOBI, in vitro 060poTHO 3B’A3yI0ThCS 3 Oinkamu mna3Mmu moguHu (98 % i 94 %
BigmoBigHO). Lle# 3B’s1I30K 3aIMIIAETHCI HEHACUYYBAaHUM In Vitro y MexKax IIMPOKOT 0
fiarna30Hy KOHIIEHTpPAallil.

MeTabomni3M. Kromigorpens eKCTEHCUBHO MeTab0JIi3yeEThCA Y MediHili. In vitro ta
in vivo iCHY€ OBa OCHOBHUX IIUISIXM MOT0 MeTabo0JIi3aMy: OOMH — 3 y4aCTIO ecTepas, IIo

MIPU3BOAUTH A0 TiAPOJIi3y 3 YTBOPEHHAM HEaKTUBHOI ITOXiMHOI KapOOHOBOI KMCJIOTU
(ssKa cTaHOBUTH 85 % ycix MeTaboIiTiB, 1110 IUPKYIIOIOTh Y 1a3Mi), a iHmuH - i3
3aylydeHHs (pepMeHTiB cucTteMu nuToxpomy P450. CnoyaTKy KJIOOigorpesb
IMepeTBOPIOETHCS Ha MPOMiKHUN MeTabOoIIiT 2-0KCO-KJIOIMigoTrpeb. Y pe3yabTaTi
MMOJaIbIIOro MeTab0JIi3aMy 2-0KCO-KJIOiAOTPENI0 YTBOPIOETHCS TiOJIOBa MMOXigHA -
aKTUBHUYM MeTalbosiT. et akTUBHUI MeTabO0JIiT YTBOPIOETHCS IIepPeBaxKHO 3a
poriomoroio pepmenty CYP2C19, 3a yyacTio KinbKoX iHIINX (pepmeHTiB cucteMu CYP,
takux sk CYP1A2, CYP2B6 i CYP3A4. AKkTuBHUYN MeTabOJIiT KIIoImigmorpesto (TiooBa
roxigHa), AKUi OyB BUMOiIeHUY in vitro, IIBUAKO Ta HEOOOPOTHO 3B’ AI3YETHCA 3
pelierniTopaMu Ha TPOMOOIIMUTAX, TUM CaMHUM IIE€PENIKOIXKalo4uH arperailil TpOMOOIIUTIB.

Busepenus. Yepes 120 roguH micias IpuuoMy BHYTPIIIHBO Mi4Y€HOTO 14c.

KJIOIIigoTperio y moauau npubnu3no 50 % mo3u BUBOOUIIOCS i3 cedero i 6mu3bKo 46 %
i3 kanowm. [Ticns mepopaabHOTO IPUIOMY Pa30BoOl J03U 75 MI Hepiod HalliBBUBEOEeHHS
KJIOMiOTPEJII0 CTAHOBUTh ONMU3bKO 6 roguH. Ilepion HamiBBUBEIEHHS OCHOBHOTO
(HeaKTUBHOT0) MeTa0bOJIiTy, 10 IIUPKYJIIOE B KPOBi, CTAHOBUTH 8 TOOUH ITiCJIS
OOHOKpAaTHOTO i 6araToKpaTHOTO 3aCTOCYBaHHS Ipelapary.

d®apmakorenetruka. CYP2C19 Gepe y4yacTh B YTBOPEHHI SIK aKTUBHOTO MeTaboJIiTy, Tak

i mpoMizkHOTO MeTaboIiTy 2-0KCOo-Kiomigorpesio. PapMaKoKiHETMKA aKTUBHOTO
MeTaboJIiTy KJIOMigorpennio Ta auTUTpoMOOIIUTapHi epeKTH, 3a JaHUMU BUMipIOBaHHS
arperaiiil TpoMOOITUTIB ex Vivo, Bilpi3HSI0ThCA 3aiexkHo Bim reHoruny CYP2C19.

Anens CYP2C19*1 BignoBimae moBHICTIO PyHKITIOHYI0OYOMY MeTabo0Ii3My, TOMOI K aneJri
CYP2C19*2 ta CYP2C19*3 BignoBimatoTh He(QYHKIIOHYI0OYOMY MeTabomi3aMy. Anerti
CYP2C19*2 ta CYP2C19*3 cknapaiTh OiIBIICTE ajiesliB y HallieHTiB eBpomeoinHoi (85
%) Ta MmoHrosoigHol (99 %) pac 3i 3HukeHUM MeTaboidamoM. IHIII aneni, acolitioBaHi



3 BigmcyTHiM a60 ocnabieHUM MeTabo0Ii3MOM, 3yCTPidalOThCs 3HAYHO pinmre. 1o HUX
HanexaTtb CYP2C19*4, *5, *6, *7, Ta *8. IlallieHT 3i 3HUKEeHUM MeTab0JI1i3MOM Ma€ OBa
HeyHKIIiOHaJIbHUX aJielli, SK 3a3HaueHo Bulle. 3TigHo i3 ony6IiKoBaHUMU JaHUMHU,
resotunu CYP2C19, sKi BinmoBigaioTh 3HNKEHOMY MeTab0J1i3My, 3yCTPidaloThCSA Y 2
% mpepncTaBHUKIB HapomiB KaBka3zy, 4 % mallieHTiB HerpoigHol pacu Ta 14 % malieHTiB
KHTaNChKOI HaIliOHAJTbHOCTi. 3apa3 iCHYIOTh TECTH, SKi Jal0Th 3MOTY BU3HAYUUTH
regotun CYP2C19.

Y nepexpecHoMy gociimxkeHHi 3 ydacTio 40 3mopoBux OO0OPOBOBIIB, 110 10 y KOXKHIM 3
YOTHUPHOX T'PYI, IIO BiAIOBiga0Th ITeBHOMY Tuity meTtabonizamy CYP2C19
(HamIuBUOKWM, iIHTEHCUBHUM, ITPOMIXKHUM Ta 3HUKEHUM), OILIHIOBAJIA
(bapMakoKiHETUKY Ta aHTUTpPOMOOLIMTapHi epeKTu npu 3acTocyBaHHi go3u 300 mr i3
MMOJaJIbIINM IIPUHOMOM 403U 75 MT Ha mo0y, a TakKoxK mo3u 600 MT i3 momaabIIuM
npuiiomMoM mo3u 150 Mr Ha mo6y. KoxkeH i3 1iux BU[iB JTiKyBaHHSI 3aCTOCOBYBAJIU B
I1iJIOMy BIIPOJOBIK 5 AHIB (DO AOCATHEHHS cTabinbHOro cTtany). He 6yno BUSBIEHO
CYTTEBUX BiIMiHHOCTEM Yy ITOKa3HUKaX KOHIIEHTpPAllil aKkTUBHOTO MeTaboJIiTy y KPOBi Ta
cepenHix MoKa3HUKaxX NPUTHiYeHHS arperaiiii TpomoomuTiB (ITAT) mMixk ocobamu i3
HaAIIBUOKUM, IHTEHCUBHUM Ta ITPOMiKHUM MeTabomnizmMoM. B ocib 3i 3HUKEeHUM
MeTab0/1i3MOM KOHIIEeHTpallid aKTUBHOTO MeTaboJIiTy y KPoBi 3MeHIIHIacsa Ha 63—71
% TOpiBHSHO 3 0co0aMu 3 iHTEHCUBHUM MeTalbosiaMoM. [licns 3acToCyBaHHS PeXUMY
mo3yBaHHs 300 Mr /75 Mr aHnTUTpOMOOIIMTapHI epeKTHu B 0Cib 3i 3HUKEHUM
MeTaboi3aMoM Oyiu MEHII BUPaXKeHUMHU, [P 1IbOMY cepenHii noka3Huk [TAT (5 MmKM
AJl®) ctanoBuB 24 % (24 roounu) i 37 % (menp 5) nopiBHsHO 3 [TAT 39 % (24 roguHn)
i 58 % (meHpb 5) y 0ocib 3 iHTeHCUBHUM MeTabonizamom Ta 37 % (24 rogunu) i 60 % (meHb
5) y ocib i3 nmpoMixkHUM MeTabosriamoM. Konmu ocobam 3i 3HUKEHUM MeTabonizMom
3aCTOCOBYBa/in pexuM nosyBaHHs 600 mr/150 Mr, KOHIIEHTpalisi aKTUBHOI'O
MeTaboIiTy Y KpoBi Oyjla BUIIOIO0, HiXK ITPU 3aCTOCyBaHHi pexuMy no3yBaHHsS 300
Mmr/75 mr. Kpim toro, nmoka3uuku [1AT cranosunu 32 % (24 rogunm) i 61 % (meHs 5),
sIKi OyJIM BUIIIMMU, HiXK ¥ 0Ci0 31 3HMKEeHUM MeTaboIi3MoM, 110 oTpuMyBanu go3u 300
MT/75 MT, Ta TOOIOHMMHU [0 ITOKA3HUKIB, OTPUMAHUX Y iHIINX Ipylax, BUTiIEHUX
3ajexHo Big Tumy Metabonizamy CYP2C19, npu 3acTocyBaHHI pexkumMmy mo3yBanHs 300
Mr/75 Mr. 3a pe3ylabTaTaMU OOCIiAXKeHb KIIiHIYHUX e(EeKTiB HaJIe2KHUU PEeXKUM
OO3yBaHHS OJIA ITi€l rpyIiu MalieHTiB He OyB BU3HAUYEHUMN.

AHanoriyHo 0o pe3yJibTaTiB, HaBeOEeHUX BHUIlle, Y MeTaaHasli3i 6 JOCHigXKeHb i3
ypaxyBaHHSIM IIOKa3HUKIB PiBHOBAXXKHOI'O CTaHy 335 Malli€HTiB, IKi OTpUMYyBaIu
KJIomifmorpesns, 0yJI0 IPOJAeMOHCTPOBAHO, 1110 KOHIIEHTPAIliss aKTUBHOI'O MeTaboJIiTy v
KpOBi 3meHmusacsa Ha 28 % y ocib 3 mpomixkHuM MeTabonizamoM i Ha 72 % y 0cib 3i
3HUKEHUM MeTaboni3MoM; iHriOyBaHHS arperatii TpomO6onuTiB (5 MKM AJI®) TakKokK
3MEHIIMNJIOCH, IIPU IbOMY pi3HUIA y noKa3HUuKax [IAT cranosumna 5,9 % ta 21,4 %
BifITIOBiAHO ITOPiBHSHO 3 0CO0AMHU 3 iHTEHCUBHUM MeTab0Ii3MOM.



Bronus resotuny CYP2C19 Ha KiiHiYHI pe3ynbTaTi y HallleHTiB, AKi OTpUMYyBaIu
KJIOMNiOrpesb, Y XO[Ii MPOCIIeKTUBHUX PAHIOMi30BaHUX KOHTPOJILOBAHUX BUIIPOOYBaHb
He BUBYaBCH. [IpoTe OyJsio MpoBeOeHo 11iTy HU3KY PETPOCIIEKTUBHUX aHaJli3iB 3 MEeTOI0
OLIIHKY IbOT0 e(PeKTy y Malli€HTiB, AKi OTPUMYBAaJIX KJIOIIigOTpeb, OJid SKUX iCHYIOTh
pe3ynbTaTu reHoTunnyBaiisa: CURE (n = 2721), CHARISMA (N = 2428), CLARITY-
TIMI 28 (n = 227), TRITON-T1MI 38 (n = 1477), i ACTIVE-A-(n = 601). Kpim Toro,
iCHYIOTb pe3yabTaTU KiJTbKOX ONyO0JIIKOBAaHUX KOTOPTHUX OOCIiOXKEHb.

Y xomi aranizy TRITON-TIMI 38 ta 3 koroptHux gocnaigxens (Collet, Sibbing, Giusti)
KoMOiHOBaHa rpyria, gKa CKjamaiacs 3 0Ci0 i3 MpOMiKHUM Ta 3HUKEHUM
MeTaboI1i3MoM, Majia 3HaYHO BHUIIY YaCTOTy BUHUKHEHHS CepPleBO-CyOUHHUX ITOOil
(metanbHUY HaCIIOOK, iHQapKT MioKapaa Ta iHCyJIbT) abo TpoMOO3y CTEHTIB, HixK
0co0u i3 iHTeHCUBHUM MeTabo1i3MOoM.

Y xomi ananizy CHARISMA Ta oHOT0 KOTOPTHOTO AociigxkeHHs (Simon) B ocib 3i
3HUXKEHUM MeTab0JI1i3MOM cIocTepiraaacs migBUINeHa YaCTOTa BUHUKHEHHS HoOil
MMOPiBHSHO 3 ocobaMu 3 iIHTEHCUBHUM MeTab0J1i3aMOoM.

Y ananizax CURE, CLARITY, ACTIVE-A Ta B omfHOMY 3 KOTOPTHUX AociinxkeHb (Trenk)
YacTOoTa BUHUKHEHHS CEPIIeBO-CYIUHHUX ITOMiM MOCTOBIpHO He 3aexkarla Bif
oco6uBOCTEN MeTaboIi3MYy.

2KopmeH i3 Mux aHasi3iB He BKIIIOYAB JOCTATHLOI KiJILKOCTI HAIli€HTIiB AJIA TOTO, 100
MOZKHa OyJI0 BUSBUTHU Pi3HUIIO y KITIHIYHUX pe3y/bTaTax y MallieHTiB 31 3HUXKEHUM
MeTab0I1i3MOM.

Oco06nuBi KaTeropil nauienTiB. PapMakKOKiHEeTHKa aKTUBHOTO MeTaboIiTy

KJIOMIiOrpeso He JOCigXKyBajlacs y HuxK4Ye3a3HauyeHUX 0COOIUBUX KaTeropin
Halli€HTIiB.

HupkoBa HegocTaTHICTh. [icia peryasspHOro 3aCTOCyBaHHS 75 MI KJIOIIiZOTrpesiio Ha

noOy y mallieHTIB i3 TSKKOI0 HUPKOBOIO HEAOCTATHICTIO (K/TipeHC KpeaTUHiHy 5—15
MJI/Ha XBUNUHY) iHri0OyBaHHsa AJI®-iHOyKOBaHOI arperaiiil TpOMOOIIUTIB OyI0 MEHIII
BHUpPaxXeHUM (25 %) MOpiBHAHO i3 TaKUM Ke e(peKTOM y 3[00POBUX HOOPOBOJIBIIIB, a Yac
KpOBOTeYi OyB ITOOBXKEHUYN MaliKe TaK caMo, K i Y 3MOpOBUX TOOPOBOJIBIIB, SKi
OoTpUMYyBanu 75 Mr Kjomigorpesto Ha no0y. KniniuHa nmepeHocuMicTh Oyjia XOpOIIOIO B
yCiX Ialli€eHTiB.

[TeuyiHKOBa HEOOCTATHICTh. [licig peryasipHOTro mIpuiioMy 75 MT KJIOIIiZOTpeJiio Ha ooy

BIIpoAoBxK 10 OHIB y mallieHTIB i3 TSKKOIO Me4YiHKOBOIO HEIOCTATHICTIO iHTiOyBaHHSA
Al®-iHgyKOBaHOI arperailil TPOMOOLUTIB OyJI0 TAKMM CaMHUM, SIK i ¥ 3TOPOBUX
noOpoBoIbIliB. CepemHeE MOMOBXKEHHS Yacy KPOBOTEYi TaKOXK OyJI0 OMHAKOBUM B 000X
rpymnax.



PacoBa npuHanexHicTe. [TomupeHicTs aneniB CYP2C19, gKi CIPUYMHAIOTE IPOMIiXKHY

Ta cimabky MeTabosiuny akTuBHiCTE CYP2C19, Bigpi3HsS€THCS 3a/Ie3KHO Bif
pPacoBOl/eTHIYHOI TPUHAJIEXKHOCTI (OuB. po3ain «PapMakoreHeTuka»). ICHyIOTh
oOMezKeHi fjaHi CTOCOBHO TTAIliEHTIB MOHTOJIOIIHOl pacH, SKi HaioTh 3MOTY OLIIHUTH
KJIiHiYHe 3HaYeHHs IeHOTUuIlyBaHHsA 1boro CYP.

HokniniyHi maHi 3 6e3neku. [TobiuHuMHU edeKTaMH, 110 HalvacTille criocTepiranucs

i Yac ODOKJIIHIYHUX MOCIIiIXXeHb Ha TBapuHax, 0yiau 3MiHU 3 OOKY medinku. BoHHn
3'ABIISANINCA IPU BBEOEHHI 103, 10 MauXe y 25 pa3iB IepeBUIllyBaId TepaleBTUYHY
mo3y 75 MT KJIOIIimorpertio Ha mo0y y moanHu, i OyIu HaclaigKoM [il mpemapaTy Ha
bepmeHnTH, 1110 OEPYTh yUacTh Y ITe4iHKOBOMY MeTabomni3Mmi. [Ipu 3acTocyBaHHi
TepaneBTUYHUX 03 KJIIOMiJOTPEIo V TIOANHY JKOOHOTO BIIIUBY Ha (DepPMEHTH, III0
0epyTh y4acTh y IeYiHKOBOMY MeTabo0J1i3Mi, He criocTepiranocs.

[Tpu BBeeHHI BUCOKUX 003 KJIONIAOTPEJII0 TBApPUHAM CIIoCTepirasacs IoraHa
IIJTYyHKOBA IEPEHOCUMICTh IIpenapary (BUHUKaB raCTPUT, €PO3UBHE ypaXKeHHS
IIITyHKa Ta/abo OI0BaHHS).

[Tpu BBeOEeHHI KJIOOigOTpesii0 MUIlIaM BIIPOAOBXK 78 THUXKHIB Ta LIypaM BIpogosxk 104
TUXKHIB y f03ax fo 77 MI/KTr Ha mo0y (1110 Matixke y 25 pasiB mepeBUIIlyBaln
TepamneBTUYHY O03y 75 MT KJIOMimorpeso Ha mo0y Yy JTIIOAUHM) He OTPUMAHO KOIHUX
IOKa3iB KaHIIePOTeHHOl [il mpenapary.

Byno nipoBegeHo iy psAn OOCIiAXKeHb TeHOTOKCUYHOCTI KJIOIIiAOTrpesit0 B yMOBax in
vitro Ta in vivo, omHaK BOHU He BUSBUJIM KOJHOI T€eHOTOKCUYHOI [il ITpemapary.

Krnomigorpens He BOJIMBaB Ha PENIPOAYKTUBHY (QPYHKIIIO CaMIIiB Ta CaMUIb IIIyPiB, a
TaKO2K He YMHUB TepaTOTeHHOIl il Hi y 1IypiB, Hi y KpoiiB. [Ipu BBeJeHHI caMULIaM
IIyPiB y IIepioq nmakKTallil KJIOHigorpesb IPU3BOOAUB 10 HE3HAYHOI 3aTPUMKU PO3BUTKY
noTtoMmcTBa. CremianbHi papMaKOKiHETHYHI JOCITIIXKEeHHS 3 PAJiOaKTUBHO MiYeHUM
KJIOMiforpesieM [OBeJH, 110 ToYaTKOBA PeYOBUHA Ta il MeTaboJIiTH MPOHUKAIOTh Y
rpynHe MoJioko. OTKe, He MOXKHa BUKIIIOUATH K 0e3mocepeqHbOro BILIUBY
penapaTy Ha HIOTOMCTBO (He3HayHa TOKCHUYHA [is), TaK i 01oCcepegKoBaHOT O BIIJIUBY
(BHACIOOK MOTipIIEeHHSI CMaKOBUX IKOCTEN MOJIOKA).

IToka3aHHA

BmopuHHa npogisakmuka nposgie amepompombo3y y 00pocauX:

e XBOPHX, SIKi IlepeHecu iHpapKT MioKapfa (IIoYaToK JIiKyBaHHS — 4Yepe3 KilbKa
OHiB, ajle He IIi3Hillle HiXK Yepe3 35 OHIB ITiC/IA BUHUKHEHHS), IIIIeMiYHUU IHCYIbT
(mouyaToK NMiKyBaHHS — 4Yepe3 7 OHIB, ajle He Mi3Hillle HiK Yepe3 6 MICSIIB micisa
BUHUKHEHHSI) a00 y SIKUX OiarHOCTOBAHO 3aXBOPIOBAHHS IMepudpepUIHUX apTepii



(ypaxkeHHs apTepii i aTepoTpomM003 CyOUH HUKHIX KiHITIBOK);

e XBOPUX i3 TOCTPUM KOPOHAapPHUM CHUHOIPOMOM:

e i3 TOCTPUM KOPOHApPHUM CUHAPOMOM Oe3 mimiiomy cermenTa ST (HecTabinbHa
cTeHOKapHisa abo iHpapKT Miokapaa 6e3 3y61isa Q), y TOMY YHCIIi y Malli€eHTiB,
SIKUM OyJI0 BCTAHOBJIEHO CTEHT Yy XO[i MPOBedeHHS Yepe3MKipHOl KOPOHAaPHOI
aHTrionacTUKU, y KoMOiHallil 3 alleTuncaninuinoBoi KuciaoTow (ACK);

e i3 rocTpuM iHpapKTOM MioKapaa 3 migiiomom cermeHTa ST, y KoMmOiHaliil 3
alleTUJICAJIILIMIIOBOIO KUCJIOTOIO (Y XBOPHX, SIKi OTPUMYIOTh CTaHOapTHE
MeOuKaMeHTO3He JIiKyBaHHS Ta SIKUM IOKa3aHa TPOMOOJIiTUYHA Teparis).

ITpoginakmuka amepompombomuuyHuUx ma mpomboemboaiuHux nooditi npu ¢pibpuasauii
nepedcepodv. Knomigorpens y kom0OiHatil 3 ACK moka3saHu JOPOCIMM MalliEHTaM 3
dibpunsiiero mepencepab, siKi MalOTh MIOHAWMeHIIIe OOUH (GaKTOpP PUIUKY
BUHUKHEHHS CyOUHHUX II0JiN, Y AKUX ICHYIOTh IPOTUIIOKAa3aHHA OO0 JIIKyBaHHSI
aHTtaroHictamu BiTaMiHy K (ABK) i sIKi MatoTh HU3bKNY PU3UK BUHUKHEHHS KPOBOTEY,
071 TpodiTaKTUKU aTEePOTPOMOOTUYHUX Ta TPOMOOEeMOOIiYHUX ITOiN, Y TOMY YHCITi
IHCYJIBTY.

I3 oTpuMaHHS OOOATKOBOI iH(popMallil ouB. po3ain «®apMaKOJIOoridyHi BIaCTUBOCTI».
IIporunoka3aHHs

[TigBuIIeHa YYTJIMBICTh OO Ail0Y0l pe4OBHHU ab0 A0 OyOb-IKOT0 KOMIIOHEHTA
npemnaparty. TsKKa IediHKoBa HeJOoCTaTHICTh. ['0cTpa KpoBoTeda (HanpuKiIag
MEenTUYHA BUpPa3Ka a00 BHYTPIITHbOYEPETTHUY KPOBOBUIIUB).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMOIin

Jlikapcoki 3acobu, 3acmocy8aHHs sAKUX CYyNpo8ooHCYyeEMbCsa Ni0BUUWL,EHHAM PU3UKY
Kposomedy. Yepe3 NOTEHLIWHNN aUTUBHUN e(PEKT iCHY€ MiABUIIIEHUN PU3UK
reMoparigyHux yCKjlagHeHb, TOMY OJHOYacCHe 3aCTOCYBaHHS TaKUX JIIKapChbKUX 3aCc00iB
3 KJIOITijorpesieM BUMarae ooepexkHocTi (quB. po3ain «OcoOGIMBOCTiI 3aCTOCYBAaHHS»).

ITepopanvHi aHmukoazyasHmu. OGHOYAaCHE 3aCTOCYBaHHs mpemapary [1nasikc®

IMepopaJbHUMHU aHTUKOATyJISHTAaMHU He PeKOMEHOYETHCS, OCKIJIbKY TaKa KoMOiHallist
MO2K€e ITOCUJINTH iHTEeHCUBHICTh KPOoBOTeUi (muB. po3ain «OcobIuBOCTi
3acToCyBaHHsI»). X04a 3aCTOCyBaHHS KJIOIMgOTPenio ¥ 4o3i 75 Mr Ha o0y He 3MiHIOE
dbapmakokiHeTnuHUM ITPodinb S-Bapdapuny abo MikHapoaHe HOpMaJli3oBaHEe
criBBimgHomeHHsa (MHC) y mailieHTiB, gKi BOIPOOOBXK TPHUBAJIOTO Yacy OTPUMYIOTh
JIIKyBaHHS BapdapuHOM, OQHOYACHE 3aCTOCYBAHHS KJIOMigOTPEeJII0 Ta BaphapuHy
30ibIy€e pu3uK KPOBOTEUi Yepe3 iCHyBaHHS He3aJIeXKHOT0 BIIJIUBY Ha reMOCTas.



IH2ibimopu 2aikonpomeiHosux peuenmopia IIb/II1a. Knonigorpens ciif 3
00epexXKHiCTIO TpU3HaYaTH IalliEHTaM, sIKi OTPUMYIOTh iHTi0iTOpU rIiKOMPOTEIHOBUX
penienitopiB IIb/Illa (muB. po3mgin «OcoBGIMBOCTI 3aCTOCYBaHHS»).

Auemuascaniyuaosa kucaoma (ACK). AtieTusncainuioBa KUCIIOTa He 3MiHIOE
iHridiTopHol fil knonmigmorpesnio Ha AIl®-iHAyKOBaHYy arperailifo TpOMOOIIUTIB, aje
Knonigorpens nmocumtoe airo ACK Ha arperatirito TpoM0OOIIMTIB, iHIYKOBaHY KOJIar€HOM.
[Tpote omHoYacHe 3actocyBaHHs 500 mr ACK 2 pa3u Ha mo0y IIpOTSroM OOHOTO OHS
He CIPUYMHSIIO 3HAYYNIIOTO 30i/IbIIIeHHST Yacy KPOBOTEYi, ITOI0OBXXKEHOT'0 BHACJITIMOK
npuromy Kiomigorpento. OCKinbKH MOXKJIMBa (papMaKoguHaMidHa B3aEMOMIIsS MixK
KJIOIIgoTpesieM Ta alleTUJICAJIIIIUIIOBOIO KMUCJIOTO 3 HMiABUIIIEHHSAM PU3UKY KPOBOTEUl,
OOHOYACHE 3aCTOCyBaHHS IIMX IpelaparTiB MoTpedye 00epexKHOCTi (OUB. PO3Tis
«Ocob6mMBOCTI 3acTOCyBaHHs»). He3Baxkatouu Ha 11e, Knomigorpensb i ACK cymicHO
3acTocoByBanu A0 1 poky (ouB. po3min «®apMaKOIOTigHI BIaCTUBOCTI»).

I'enapuH. 3a jaHUMHU KJIIHIYHOTO OOCIIIOXKEHHS, IPOBEOEHOT0 3 YYacCTIO 3[OPOBUX
noOpOBOJIBIIIB, KJIOMIiAOrpesb He TOoTpeOyBaB KOperyBaHHS J03U rellapuHy Ta He
3MiHIOBaB [il0 rernapuHy Ha Koaryssanito. OmDHoOYaCHe 3aCTOCYBaHHS IellapyuHy He
3MiHIOBaJIo iHTibyio4oi Oii Kjmomigorpesito Ha arperaiiito TpoM6onuTiB. OCKinbKu
MO2KJIMBa (hapMaKOOMHaMidyHa B3aEMO/isA MiXK KJIOIMAOTPEIEM i TellapuHOM i3
MiOBUIIIEHHSIM PU3UKY KPOBOTEUi, OJHOYAaCHE 3aCTOCYBaHHS LIMX IIpellaparTiB oTpedye
00epexxHOCTI.

TpomboaimuyHi 3acobu. be3neka ogHOYACHOTO 3aCTOCYBaHHSI KJIOMigOTPeTio,
didopuHocnenudiuamx abo ¢idprHOHECTEIIM(MIUYHUX TPOMOOJIITUYHUX areHTiB Ta
remapuHiB O0ysa gociimKeHa 3a Y4YacTIO MallieHTiB i3 rocTpuM iHGapKTOM MioKapia.
YacToTa PO3BUTKY KIIIHIYHO 3HAYYIIUX KPOBOTEeY OyJia aHAJIOTiYHOIO TiH, 110
CIIoCTepiranacsi Ipyu OOHOYACHOMY 3aCTOCYBaHHI TPOMOOITUYHUX ITpeIlapaTiB Ta
renapuny 3 ACK (musB. po3min «ITo6iuHi peakiiii»).

HecmepoidHi npomu3anaavHi npenapamu (HII3I1). Y xofOi KIiHIYHOTO OOCITiIXKeHHSI,
IMPOBEAEHOT0 3 y4acCTIO 3M0POBUX NOOPOBOJBIIIB, OMHOYACHE 3aCTOCYBaHHS
KJIOMNiOTpesIio Ta HalPOKCeHY 30isIbITyBasio KiTbKiCTh MPUXOBAHUX IIIJTYHKOBO-
KHUIIIKOBUX KpoBoTed. OgHAK Yepe3 BiACYTHICTh JOCIHiAXKEHD IIIOA0 B3aEMOil
npenaparty 3 iHmmuMu HIT3IT goTenep He 3's1COBaHO, YU 3POCTA€ PUIUK IIIJIYHKOBO-
KMIIKOBUX KPOBOTEY ITpU 3acTocyBaHHi 3 ycima HII3II. Tomy HeoOximHa 00epexXHiCTh
mpu ogHO4YacHoMy 3acTtocyBaHHi HII3I1, 3okpeMma iuridiTopis L1OT-2, 3 Kromigorpenem
(muB. po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

CesiekmueHi iH2ibimopu 380pomH020 3axonaeHHsi cepomoHiHy (CI33C). HeobximHo 3
obGepexHicTI0O omHOYacHO 3acTtocoByBatu CI33C 3 knmomigorpenem uepes Te, 110 CI33C
BIUIMBAIOTh Ha aKTHBAIlil0 TPOMOOIIMTIB Ta MigBUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.



OO0HouacHe 3acmocyB8aHHA iHWuUX npenapamia. OCKiNbKY KJIOMigoTrpeb
IIePEeTBOPIOETHCS Y CBiMl aKTUBHUM MeTaboJIiT YacTKoBO mif miero CYP2C19, To
3aCTOCyBaHHA Ipenaparis, SKi 3HUXKYIOTb aKTUBHICTH IILOTO (PEPMEHTY,
HaWiMOBipHillle, Tpu3Beae A0 3HUXKEHHS KOHIIEHTPallil aKkTUBHOTO MeTaboIiTy
Kyomigorpento y nna3Mmi. KimiHiuHe 3Ha4YeHHS IIi€l B3aeMOil He 3’sscoBaHe. ToMy SK
3ano0i>KHUM 3axi[ CHIig YHUKATU OJHOYAaCHOI'0 3aCTOCYBAaHHS CUJIBHUX Ta MOMipHUX
iuridiTopiB CYP2C19 (guB. po3minu «Oco6IuBOCTi 3aCTOCYBaHHSA» Ta
«DPapMaKOKiHETHUKa»).

ITo mpemnapartis, 110 IPUTrHiYy0Th akTUBHICTE CYP2C19, HanmexaTh oMenpasor,
e3oMenpa3soi, ¢piyBokcaMiH, GIyoKCEeTHH, MOKI00eMif], BOpUKOHAa301, (GJIIyKOHA30JI,
TUKJIOIANH, KapOama3emnin Ta edaBipeHII.

IH2ibimopu npomoHHoi nomnu (II1IT). Omenpa3on y mo3i 80 mr 1 pa3 Ha o0y nipu
CYIIyTHBOMY 3aCTOCYBaHHi 3 Kjomigorpenem abo B Mexkax 12 roguH Mix npuiioMaMu
IIVX OBOX ITpellapaTiB 3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOT'O MeTaboIiTy y KpoBi Ha 45
% (HaBaHTaxXKyBaJibHa 003a) i Ha 40 % (migpTpuMyroda go3a). Lle 3HUXKEeHHSA
CYIIPOBOMKYBAJIOCS 3MEHIIEHHSIM ITPUTHIYEHHS arperailii TpomOomnuTiB Ha 39 %
(HaBaHTaXyBasbHa fmo03a) i Ha 21 % (migTpuMytoda go3a). O4iKy€eThCH, 110 B
aHaJIOTiYHY B3a€EMOMII0 3 KJIOMigorpeieM BCTyIllaTUMeE 1 e30Menpas3orl.

3a pe3ynbTaTaMu 0OCEpPBALliMHUX Ta KIiHIYHUX JOCTiAXKEeHb OTPUMAaHO CyIIepeysinBi
OaHi CTOCOBHO KIIIHIiYHMX HACHiAKiB X (JapMaKOKIHETUYHHUX Ta ¢papMaKOOUHAMIUHUX
B3a€EMO[i 3 TOUYKM 30PY PO3BUTKY OCHOBHUX KapAiOBaCKyJIIPHUX IIOAiU. AK
3anmo0iKHUY 3axig He CIi 0HOYaCHO 3 KJIOMiorpesieM 3aCTOCOBYBATH OMeEITPa30J1
abo e3zoMerpa3on (auB. po3min «OcoBIMBOCTI 3aCTOCYBAHHS»).

MeH1I BUpaxkKeHe 3HUKEHHS KOHIIeHTpalliil MeTaboJIiTy y KPOBi CIloCcTepiraaocs npu
3aCTOCyBaHHIi ITaHTOMIPa30J1y abo JTaHCOIPa30JIy.

[Tpu ogHOYaCHOMY 3aCTOCyBaHHI maHTomnpa30iy y m03i 80 mr 1 pas Ha moly
KOHIIeHTpaIllil akTUBHOT'O MeTaboJIiTy y mia3Mmi amenmunucs Ha 20 %
(HaBaHTaXyBallbHa f03a) Ta Ha 14 % (migTpumyioda mo3a). Lle 3HUKeHHS
CYIIPOBOMKYBaJIOCs 3MEHIIIEHHSIM CEePEeOHbOTI0 TIOKa3HUKAa IIPUTHIYeHHS arperariil
TpoMOouuTiB Ha 15 % Ta 11 % BimnmoBigHO. OTpHUMaHi pe3ynbTaTU BKa3ylOTh Ha
MOZKJIUBICTH OQHOYACHOI'0 3aCTOCYBAHHS KJIOIIAOTPEJI0 Ta IaHTOIPa30Jly.

Hewmae mokaziB TOTO, 1110 iHIII TiKapChKi 3aco0u, Ki 3MEHIIYI0OTh BUPOOJIEHHS KUCIIOTHU
y LIJIYHKY, TaKi SK, HallpuKiIapg, H2-6n0KaTopH a0o aHTaAIMOM, BIUIMBAIOTh Ha
AHTUTPOMOOIIMTAPHY aKTUBHICTD KJIOIIimOTPEITIO.

KombiHauia 3 iHWuMuU aikapcbkumu 3acobamu. Byso mpoBegeHo psag KTiHIiYHUX
OOCIHIiAKEeHb 3 KJIOIIiAorpeieM Ta iHIIMMU IIpenapaTaMu OIS BUBYEHHS MOTEHIIMHUX



apmakoguHaMigyHUX i PapMaKOKiHETUYHUX B3aeMopii. KimiHidHO 3HAYyIII01
(bapmMakoguHaMidYHOl B3a€EMO/il ITPY 3aCTOCYBaHHI KJIOIMiOOTPEIi0 OOHOYACHO 3
ameHo1010M, HipeduniHom abo 3 o6oMa mperapaTaMu BUSBJIEHO He Oyno. Kpim Toro,
(apMakoguHaMiuyHa aKTUBHICTh KJIOMiOOTPEJII0 3aInIInIacsa NPaKTUYHO HE3MiIHEHOIO
ITPY OMTHOYACHOMY 3aCTOCYBaHHi 3 ¢peHObapbimasom Ta ecmpo2eHOM.

dapMaKOKiHETUYHI BIaCTUBOCTI Ou20kcuHy abo meogisiHy He 3MiHIOBAIUCS ITPU
OJHOYaCHOMY 3aCTOCYBaHHI 3 KJIOHigOTrpejieM.

AHmauudHi 3acobu He BILJIMBAJIM Ha PiBeHb aOCOPOIlii KIomigorpertio.

IaHi, oTpuMaHi y X0l OOCJiaXKeHb MIKPOCOM Ie4YiHKU JIIOOWHHU, CBigYaTh IIPO Te, 1110
KapOOKCHUJIbHI MeTabO0JIiTH KIIOMiIorpesiio MOXKYTh IPUTHIYYBaTU aKTUBHICTD
nutoxpomy P450 2C9. Lle Moxke IIOTEHIINHO MiABUIyBaTU PiBHI y m1a3Mi TaKuUX
JIiIKapCchKUX 3ac00iB K peHimoiH i moabymamio ta HII3II, siki meTab0J1i3yI0ThCS 3a
poriomoror nurtoxpomy P450 2C9. He3Baxarouu Ha 1ie, pe3yJibTaTy OOCIIiAXKEeHH
CAPRIE cBiguaTs, 1110 (eHiTOIH i TonOyTamig MoxKHa 6e3meYHO 3aCTOCOBYBaTHU
OOHOYAaCHO 3 KJIOIIigOTrpesieM.

Jlikapcwvki 3acobu, ski € cypcmpamamu ¢pepmermy CYP2C8. Byno moka3aHO, 1110
KJIOITigoTpesnb 30inblIye eKCITO3UIIiI0 Penariidiay y 3mopoBux HOOPOBOJIBIIIB.
Iocmim»XeHHs in vitro IpoaeMOHCTPYBaJIU, 10 I1e 30iNbIIeHH eKCIIO3UIIil pemariiHiay
oOymoBneHe iHrioyBanHsaIM dhepmenTy CYP2C8 rimokypoHimnHUM MeTabosiToM
KJIOMiforpesno. 3 orIsiay Ha PU3uK 30iJIblIIeHHS KOHIIeHTPalliil B IIJ1a3Mi KPOBI,
OOHOYACHE 3aCTOCYBaHHS KJIOIIiOTPEeJIio Ta JIiIKapChbKUX 3aco0iB, sIKi BUBOOSTHCS 3
OpraHi3My ImepeBaXHO 3a JA0IIOMOTro MeTaboJi3My, 0IoCcepeaKOBaHOTr0 (pepMEeHTOM
CYP2C8 (Takux sIK pemnariiHif, makiiTakcesn), morpedye o0epexkHOCTi (AuB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

3a BUHSATKOM iHdopMaliil m1o10 B3aeMopii 3i cnenudivHUMHU JTiKapCbKUMHU 3acobamMu,
HaBeIOeHO]l BUIIle, MOCTiAXKEHHS OO0 B3aEMOil KJIOMiIorpesio 3 JIikapChbKUMU
3acobaMu, SKi 3a3BUYall IpU3HAYalOTh XBOPUM Ha aTepoTpoMO03, He ITPOBOAUIIUCS.
OpHakK malfieHTH, AKi Opasu y4acTh y KJIIHIYHUX OOCHIIXKEeHHAX KIIOMigoTrperio,
3aCTOCOBYBAJIM OOHOYACHO iHIIIi IIperapaTy, BKII0OYalo4u OiypeTuku, 6eTta-010KaTopH,
iHTiOiTOpPU aHTiOTEH3MHIIEPETBOPIOBAJILHOTO PEePMEHTY, aHTAarOHIiCTH KaJbllilo, 3aco0u,
III0 3HUKYIOTh PiBEHb X0JIeCTEPUHY, KOPOHAPHi Ba30oauIaTaTOPU, aHTUOiabeTUYHI
3acobu (BKJIIOUAlO4H iHCYJIiH), IPOTHEITiNeNTuYHi 3acobu Ta aHTaronictu GPIIb/IIIa,
06e3 03HaK KJIiHiYHO 3HayyHol 1mobiyHo1 mil.

Oco00/1MBOCTi 3aCTOCYBaHHSA

Kposomeua ma 2emamoo2iuHi po3saodu. Yepe3 pUu3uUK PO3BUTKY KPOBOTEUi Ta
reMaToJIOTiYHUX IMOOIYHUX peaklIliii Cilif HeraiHO MPOBECTH PO3TOPHYTUM aHalli3 KPOBi



Ta/abo iHIIi BifIIOBiAHI TecTH, SIKIIO ITif YaCc 3aCTOCyBaHHS IIperapary
CIIOCTEPIraroThCS CUMIITOMH, IIIO CBigYaTh PO MOXKJIMBICTh KPOBOTEYi (OWB. PO3MOin
«ITobiuHi peakIrii»). fAK i iHII aHTUTPOMOOITMTAPHI 3ac0o0M, KJIOIimOorpesnb CIif
3aCTOCOBYBaTHU 3 00€PEKHICTIO MallieHTaM 3 ITiABUIIeHUM PU3UKOM KPOBOTEYi
BHACJIIJOK TPaBMH, XipypridyHOro BTpy4YaHHs a00 iHIINX ITaTOIOTiYHUX CTaHiB, a TAaKOXK
y pa3si 3actocyBanHs naitieHTamu ACK, remapuny, inrib6itopis riikomnpoteiny IIb/IIla
ab0 HeCcTepoimHUX IMPOTU3allaJIbHUX IIPenapaTiB, BKIo4aloun iHridiTtopu L1OI-2 abo
CeJIeKTHUBHI iHri6iTopu 3BOpOoTHOTO 3axonseHHs cepotoHiny (CI33C), abo inmri
JIiIKapChKi 3aco0Hu, Taki K MeHTOKCUDIIiH, 3aCTOCYBaHHS SIKUX CYIIPOBOOXKYETHCS
MigBUILIEHHSIM PU3UKY I'eMOoparidyHux sBUIL (OUB. pO3Oin «B3aemopisa 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHII BUAU B3a€MOZili»). HeoOXimHO yBaXXHO CTEXKUTHU 3a
IpOosiBaMM y Ialli€HTiB CUMIITOMIB KPOBOTEUi, y TOMYy YHCJIi IPUXOBAHOl KPOBOTEYi,
0COOIMBO y IEPIIi TUXKHI JTiKyBaHHS Ta/abo0 miciisg iHBa3iMHUX NPOIeayp Ha cepili Ta
XipypriuyHux BTpy4aHb. OQHOYaCHe 3aCTOCYBaHHS KJIOMIAOTPEI0 3 IepopalbHUMU
QHTUKOATYJISHTAaMU HEe PEKOMEHAYETHCS, OCKUIBKHU 1€ MOXKe ITOCUJIUTU IHTEHCUBHICTh
KpoBOTeY (OuB. po3[in «BlaemMomis 3 iHIIMMHU TiKapChbKMMHK 3aco0aMu Ta iHIII BUOU
B3aEMOOIN»).

Y pa3si n1aHoBOTO XipypriyHoro BTpy4YaHHs, KOMU aHTUTPOMOOIIMTapHUM e(PeKT €
TUM4YacoBO HeOaxKaHUM, JIIKyBaHHS KJIOIIiZOTpesieM CIIifi IPUIIMHUTY 3a 7 OHIB [0
onepaiil. [lalfieHTH TOBUHHI NOBIOOMJIATH HiKaps (y T.4. CTOMATOJIOra) Ipo Te, 10
BOHU MPUUMAIOTh KJIOIgOTPENb, Iepe IIpu3HaueHHIM IM OyOb-s1KO1 orepaliil 4u
repeq 3aCTOCYBaHHSM HOBOTO JIiKapCchbKOT0 3aco0y. Kromigorpesns momoBXKye
TPUBAJIiCTh KPOBOTEYi, TOMYy MOT0 CJIifl 00epeKHO0 3aCTOCOBYBATH IalliEHTaM 3
MiOBUIIIEHUM PU3UKOM KPOBOTeYi (0CO6IMBO HITYHKOBO-KUIIIKOBOI Ta
BHYTPIIITHbOOYHOI).

[NauieHTiB Ccig monmepenuTH, 110 IIif Yac JIiKyBaHHS KJomigorpesneM (0OKpeMo abo y
koMmbOinaririi 3 ACK) KpoBoTeya MoxKe IyNUHSITUCS Mi3Hillle, HiXK 3a3BUYaM, i 1110
Mali€eHTU ITOBUHHI ITOBIZOMJIATH JIiKaps PO KOXKEH BUIMaOOK HE3BUYHOI (3a MiClleM 4u
TPUBAJIICTIO) KPOBOTEUI.

TpombomuuHa mpombouumoneHiuHa nypnypa (TTII). [lyzke pigKo cIiocTepiramucs
BUIIAAKN TPOMOOTHYHOI TpoMOonuToneHiunol nypnypu (TTII) micisg 3acTocyBaHHSI
KJIOIIiZOTpesto, iHOAl HaBiTh HiC/IsA MOT0 KOPOTKOYaCcHOro 3actocyBaHHs. TTTI
MTPOSIBIISIETHCST TPOMOOILIMTOIIEHIEI0 Ta MiKPOAHTIiONIAaTUYHOIO TEeMOJIITUYHOIO aHEMIEIO 3
HEBPOJIOTIiYHMMMU IIPOsiBaMU, HUPKOBOIO AUCYHKIli€I0 abo rapsauko. TTTI €
MOTEeHIIINHO HeOe3[MeYHUM CTAaHOM, SIKMM MOXKe IPHU3BOOUTH OO0 JIETAJILHOTO HACIaKY i

TOMY IIOTPeOy€e HeramHoro JIiKyBaHHS, V TOMYV YHCJIi IPOBEeOeHHs niaa3Madepesy.

Habyma 2emodinis. TToBimoMasiniocss Ipo BUMAAKKU PO3BUTKY HaOyTol remodimii micms
3aCTOCyBaHHS KJIOMigorpeJtio. Y pa3si miaTBepAXKEeHOoro oKpeMoro 30inbienHs AYTH



(aKTMBOBAHOI'0 YaCTKOBOI'O TPOMOOIIJITACTUHOBOTO Yacy), III0 CYIIPOBOOXKYETHCS abo He
CYIIPOBOMXKYETHCSI KPOBOTEUEIO, TUTAHHS PO AiarHOCTYBaHHS HaOyTol remodirrii
ITOBUHHO OyTHU pO3rnsaHyTo. [lallieHTH 3 migTBepAXKeHuM AiarHo30M HalOyTol reMmodirtii
IIOBVMHHI 3HAXOOUTUCA IIi[ HATJIALOM JIiIKaps 1 OTpUMyBaTH HaJIeXKHe JIIKyBaHHA;
3aCTOCyBaHHS KJIOIIiJOTPEJII0 TAKUM IallieHTaM CJIif IPUINHUTH.

Hew,00a8Ho nepeHeceHull iwemiyHul iHCya1bm. Yepe3 HEOOCTAaTHICTh JaHUX He
PEKOMEHAYEThCS MPU3HaYaTU KIIOIigOTrpesb y mepiiri 7 Aib micisg rocTporo
1IIeMiYHOr 0 IHCYJIbTY.

Llumoxpom P450 2 C19 (CYP2C19). ®apMakKOreHeTHKa: y MAlli€HTIB i3 TEHETUYHO
3HnxKeHow QyHKIieio CYP2C19 cnocTepiraetbCs MeHIIa KOHIIEHTPallid aKTUBHOTO
MeTabOoIiTy KJIOMiAOTPeio y Ila3Mi Ta MEHIII BUPaXXKeHUM aHTUTPOMOOIIMTapHUM
edeKT npu 3aCTOCYBaHHI PeKOMEHOOBaAHUX 103 KJIOIIiOTPEIO.

OCKinbKM KJIOIIimOTpeslb IEPETBOPIOETHCS Y CBill aKTUBHUYM MeTabO0JIiT 4aCTKOBO ITifT
miero CYP2C19, To 3acTOCyBaHHS IpernaparTis, AKi 3HUXKYIOTh aKTUBHICTh LIbOTO
dbepMmeHTy, HalliMOBipHillle, ITpu3Bene N0 3MEHIIEeHHS KOHIIeHTpallil aKTUBHOTO
MeTabomiTy Kiomigorpento y mia3mi. OgHak KiTiHidHe 3Ha4YeHHS Ii€l B3aeMOZil He
3’sicoBaHe. ToMy sIK 3amo0i>KHUM 3axXif Ci yHUKATH OMHOYACHOI'0 3aCTOCYBaHHS
cunbHUX Ta moMipHux iHriditopiB CYP2C19 (muB. po3min «B3aemopis 3 iHImmuMu
JIiIKapCHKMMHU 3aco0aMu Ta iHII BUOK B3a€MOii»; mepeik iHriditopis CYP2C19
HaBeIOeHO y po3auti «OPapMaKOKiHETHUKa»).

Cybcmpamu ¢pepmermy CYP2C8. HeoOximHO mOTpUMYyBaTUCS 00€PEKHOCTI
nalieHTaM, sIKi OTPUMYIOTh OJJHOYaCHO KJIOMiIOrpesib Ta JIiKapChKi 3aco0wu, III0 €
cyoctpatamu ¢pepmernty CYP2C8 (muB. po3min «B3aeMomis 3 iHITUMHU JTiKapChKUMH
3acobaMu Ta iHIII BUOW B3a€EMOMOIN»).

ITepexpecHa 2inepuymaugicms mieHonipuduHiag. I1amieHTiB CIIif IIepeBipuTH UI0O0
HasIBHOCTi B aHaMHe3i rinepyyTIUBOCTI A0 IHIIUX TIEHOIIIPUANHIB (TaKUX 5K
KJIOIIiZOoTrpesb, TUKJIOMIAWH, IIpacyrpesb), TOMY 110 HaOAXOOUJIU IOBiIMOMJIEHHS IIPO
IIepexXpecHy TiepyYyTJIUuBICTh TIEHOMIPUANHIB. 3aCTOCYBaHHS Ti€HOMIPUOWHIB MOXKe
IIPU3BECTU OO0 BUHUKHEHHS BiJl JIETKUX [0 TAXKKUX aJIePrivHUuX peakliii, TaKuX sK
BucHUIl, HaOpsaK KBiHKe, abo reMaToIOTiYHUX peaklliii, TaKUX SIK TPOMOOIIUTONIEHIA i
HeWTpomneHis. [lanieHTH, siKi Maau B aHaMHe3i anepriyHi peakiiii i/abo reMaTosoriuHi
peaxiril Ha OOWH Ti€HOITipUAWH, MOXYTh MaTH ITiABUIIEeHUN PU3UK PO3BUTKY Ti€l K abo
iHIIIO1 peakllil Ha iHIINY TieHOMmipuanH. PEKOMEHOYETHCSA MOHITOPUHT IIIOA0 HAasABHOCTI
O3HakK TillepyyTINuBOCTI y MAIl€HTIB 3 BiIOMOIO aJIepri€lo Ha TIEHOIIPUOVHUA.

INopyweHHsAa ¢pyHKUil HUpOK. TepaleBTUYHUU OOCBiA 3aCTOCYyBaHHS KJIOIiZOTPEJTI0
MalieHTaM 3 HUPKOBOIO HEIOCTATHICTIO 0OMeKeHNM, TOMY TaKUM IlallieHTaM IIpermapaT
ClIig mpu3HadaTu 3 o0epexkHicTio (OuB. po3main «Criocib 3acToCyBaHHS Ta OO3U»).



ITopywenHsa ¢pyHKUiT neuiHku. [ToCBio 3acTOCyBaHHS IpenaparTy IalliEHTaM i3
3aXBOPIOBAHHSIMU MEYiHKU CEPEIHbOl TSIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS
reMoparigyHoro miate3y oOMeXXeHUM, TOMY TaKUM XBOPUM KJIOIigOTpenb Ciifg
IMpu3HavYaTu 3 00epexkHicTIO (muB. po3min «Crmocié 3aCTOCYyBaHHS Ta MO3U»).

O MICTUTDH 3 MT JTaKTO3HU.

IonomiocHi peuosuHu. OgHa TabmeTKa npemnaparty [1maBikc
[TamieHTaM 3 TaKUMHU PIOKICHMUMU CIIaAKOBUMHU 3aXBOPIOBAHHIMU, AK
HeIlepeHOCUMICThb rajlakTo3u, AediuuT nakta3u abo mopyueHHs Maababcopoirii

TJIIOKO3U-TaJIaKTO3H, He CJIif IIpUuMaTH IIer mpemnapar.

O

Opnna TabneTka npemnapaty [InaBikc™ MicTuTh 3,3 MT 0JIil pULIMHOBOI TiIpOTreHi30BaHOi,

siKa MOJKe CIIPUYMHSATH PO3/aj IIIyHKa Ta Oiapelo.

Ocob.auei 3acmepediceHHA W,000 8uda/sieHHA 3dauWKie ma 8ioxo0is. Bynob-sakuh
HEeBUKOPUCTAHUM IpenapaTt abo Bimxoou MOTPiOHO 3HUIIMUTH BigIIOBIMHO OO0 MiClleBUX
BHMOT.

3maTHICTH BIUTMBATH Ha IBUIKICTH peakiIlii NIpH KepyBaHHI aBTOTPaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Krnomigorpens He BOuBae abo Ma€ He3HAYHMWM BIJIMB Ha IMIBUOKICTh peakilii mpu
KepyBaHHi aBTOTpaHCIIOPTOM abo poOOTi 3 iHIIUMU MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPpyaaio

BaeimHicmb. Yepes BiACYTHICTH KIIIHIYHUX JaHUX PO 3aCTOCYBaHHS KIIOIIIAOTPEN0 y
nepioy BariTHOCTI HeOaxkaHO MPU3HAYaTH MpelapaT BariTHUM XKiHKaM (3acTepexXHuM
3axing).

IMocnigu Ha TBApMHAX He BUSIBUJIM IIPSIMOT0 ab0 OImocepenKoBaHOI0 HETATUBHOTO
BIUIMBY Ha BariTHICTb, pO3BUTOK eMOpioHa/mjiofa, IOJIOTH Ta ITIOCTHAaTaIbHUN
PO3BUTOK (OMB. mMigpo3min «IokmiHiuHi maHi 3 6e3meKu».

I'ooysanHs 2pydor. HeBimoMo, Yu eKCKPETYETHCS KOOI PEeNb YV TPyAHEe MOJIOKO
JIIOOWHYU. Y OOCIiIXKEeHHSIX Ha TBapuHax 0yJI0 IT0Ka3aHo, 1110 BiH eKCKPETYEThCS B
rpyAHe MOJIOKO, TOMY IIiJl Yac JIIKyBaHHS IIperapaToM TInasikc© rogyBaHHSA I'PYLOLI0

CJIig IIPUIIUHUTH.

®epmuavHicme. [lig Yac gocniigKeHb Ha 1ab0paTOPHUX TBapUHaxX He 0yJi0 BUSBJIEHO
HEeraTUBHOTO BIJIUBY KJIOMiAOTrpesio Ha GepTUIbHICTb.

Cmocid 3acTocyBaHHsS Ta T03H



Ilopocaai, y m.4. nayieHmu aimHvo20 giky. I1lnaBikc npuiMmaTtu Mo 75 Mr 1 pa3 Ha mo0y
He3aJleXkHO Bifl IPpUNOMYy 1XKi.

Y XBOpHUX i3 TOCTPUM KOPOHAPHUM CHHAPOMOM 0e3 miniomy cermenTa ST

(HecTabinbHa cTeHOKap#is abo iHpapkT Miokapma 6e3 3y61usa Q Ha EKT') nikyBaHHS
KJIOMifjorpesieM pO3INoYrMHaTH 3 OQHOPa30BOol HaBaHTaxKyBasibHOL o3u 300 Mr, a moTiM
MMPOMOBXKYBaTHU m03010 75 Mr 1 pa3 Ha moly (3 aueTuscaninuinoBoio Kuciaotow (ACK)
y 0o3i 75—325 Mr Ha mo0y). OcKinbKu 3acToCyBaHHS Oinbil BuUCOKUX 0o3 ACK
MigBHUILyE€ PU3UK KPOBOTEYi, PEKOMEHAYETHCS HE MEPEBUIIYBATH OO3Y
aneTtuncaninunoBoi kucjaotu 100 mr. OnTuMasibHa TPUBAJICTh JIIKyBaHHS (OopMaibHO
He BCTaHOBJIeHa. Pe3ybTaTu KIIIHIYHUX OOCIIIXKEHb CBifYaTh Ha KOPUCTH
3aCcTOCyBaHHS IIpemnaparty [0 12 MicsiliB, a MaKCUMaJIbHUU e(eKT CIIOCTePiraBcs
yepe3 3 MicAlll JIiIKyBaHHS.

XBOpHUM i3 rOCTpUM iH(papKTOM MioKapma 3 migiioMoM cermeHnTa ST Knomigorpesb

nmpuiiMaTu 1o 75 Mr 1 pa3 Ha o0y, MOYMHAIO4YU 3 OOHOPA30BOl HaBaHTaXKYyBaJIbHOI
mo3u 300 mr y kombinaiiii 3 ACK, 3 3acTocyBaHHAM TPOMOOIITUYHUX ITpernapaTiB abo
06e3 Hux. JIikyBaHHS XBOPHUX BiKOM Bifi 75 pOKiB moynHaTH 0€3 HaBaHTaXyBaJIbHOI [JO3HU
knormigorpento. KomGiHOBaHYy Tepariio CJIi po3mOoYMHATH STKOMOTa paHillle micys
IIOSIBU CUMIITOMIB i IPOOOBXKYyBaTyu NprHauMHi 4 TuxHi. KOpUCTh Bif 3aCTOCyBaHHSA
kKoMOiHarriil knonimorpesnio 3 ACK moHaj 4oTUPU TUXKHI ITPU 1IbOMY 3aXBOPIOBAHHI He
BUBYAaJsacs;.

[MauienTam 3 piOpunslieo nepegcepab KIOOigorpenb 3aCTOCOBYBAaTU B OMHOKPATHIiM
no0oBik mo3i 75 Mr. Pa3oM i3 KomigorpeneM Ciiif po3noYaTy Ta IPOA0BXKYBaTU
3actocyBaHHs ACK (y mo3i 75—100 Mr Ha mo0y) (muB. po3min «®apMaKoIoTiyHi
BJIACTUBOCTI»).

Y pasi npomnycky go3u:

e SKIIIO 3 MOMEHTY, KOJIU NOTPiOHO OyJi0 Ipu¥MaTU 4YepProBy A03y, MUHYJIO MEHIIIe
12 roguH: namieHT Ma€ HeTaHO NPUUHSATH IIPOIIYIIeHy J03y, a HaCTYIIHY [03y
BXKe IpUU¥MaTH y 3BUYHUU 4ac;

e SIKIIO MUHYJIO Ointbirie 12 TroauH, MalliEeHT Ma€ MPUNMATH HACTYIIHY YeProBy O03Yy
Yy 3BUYHUU YacC Ta He OOBOIOBATHU A03y 3 METOI0 KOMIIEHCYBaHHS IIPOIYIIIEHOL
OO3MU.

Hupxosa HeOocmamHuicmyb. TepalleBTUYHUY OOCBiZ 3aCTOCYyBaHHSA Ipemnapary
MalfieHTaM 3 HUPKOBOIO HEJOCTATHICTIO oOMexkeHuM (OuB. po3min «Ocob6IUBOCTI
3aCTOCYBaHHS»).

ITeuiHkosa HedocmamHicmb. TepaneBTUYHMUM OOCBiO 3aCTOCYBaHHS IIpeIapaTy
nalieHTaM i3 3aXBOPIOBAaHHSIMH MMEYiHKM CEPEegHbOI TSIKKOCTI Ta MOKJIUBICTIO



BUHUKHEHHS TeMopariyHoro miate3y ooOMexeHui (OuB. po3ain «OcobmuBOCTI
3aCTOCyYBaHHS»).

itk

Kromimorperns He CiIifi 3aCTOCOBYBaTH AITAM, OCKIJILKYA HE Ma€ OaHUX ION0
e(eKTUBHOCTI Ipenaparty AJIisd Ili€el BIKOBOl KaTeropil nami€eHTiB (OUB. PO3Tis
«PapMaKoOuHaMiKa»).

Ilepego3yBaHHA

HpI/I Hepe)IOSYBaHHi KHOHiJIOl"peJIIO MOZXKJIMBE IIOOOBXKEHHSA 9adCy KpOBOTeqi 3
IIOda/IbIITMMH YCKIIaOHEHHAMH. y pa3i BHMHUKHEHHA KpOBOTeqi PEKOMEHOYETBCA
CHUMIITOMAaTHU4YHE J'IiKy'BaHHﬂ.

AHTHIOT ¢papMaKOJIOTiYHOl aKTUBHOCTI KJIOIimorpesnto HeBimoMmuii. [Ipu HeoOXimHOCTI
HeramHoTro KOperyBaHHS IMOI0BXXEHOT0 Yacy KPOBOTEYi [Iis KJIOIMimorpesiio Moxke OyTu
MIPUIIMHEHA IIISIX0M IlepeiiBaHHs TPOMOOIIMTapHOI MacH.

IToOiuni peakmii

Kopomkuil onuc npoginato 6e3neku.

Be3neka 3acTocyBaHHS KIOMigOTpesio mociimxkeHa y Oinbi Hixk 44000 nmaiieHTiB, sgKi
B3$1JIM y4acCTh YV KITIHIYHUX OOCHIIXKeHHX (3 Hux y Oinbirie Hixk 12000 ocib Kypc
JikyBaHHS TpuBaB 1 pik i moBmie). KiminiuHo 3HauyIi mobiuHi mii, Mo criocTepiranucs y
nmocnimxeHHax CAPRIE, CURE, CLARITY, COMMIT ta ACTIVE-A, onucaHi HuxX4e. Y
nocrnimxkenHi CAPRIE mist knmonigmorpenio y mo3i 75 Mr Ha o0y 3araizom Oyria
nopiBHssHHOIO 3 Aieo ACK y go3si 325 Mr Ha o0y He3aslexkHO Bif BiKy, CTaTi Yu pacu
XBOPUX.

KpiM maHmx KJIiHIYHHUX OOCIiOKeHb, BpaXxOByBaJIMCh AaHi ITpo MOoOiYHi peakiiil Imig gac
3aCTOCyBaHH4 IpenapaTty y KJIiHIYHI DpaKTUIIi.

KpoBoTeua Oysa HalNnoOLIMPEHiIIoo M0oO6iYHOI0 peakili€lo, M0 CIiocTepiranacs siK y
KJIIHIYHUX OOCHIAXKEHHIX, TaK 1 y IOCTMapKEeTUHIOBOMY Iepiofi, i 4ac SKUX BOHA
HaW4acCTillle BUHUKAJIa y NepLIni Micalb JIIKyBaHHS.

Y mocnigxxenHi CAPRIE y nailieHTiB, fKi 3acTocoByBanu Kionigorpens abo ACK,

3arajibHa 4acToTa KpoBoTedi ctaHoBUMIa 9,3 %. YacToTa BUHUKHEHHS TSIXKKUX
BUTIAJIKiB KpOBOTeY Oysa OgHAKOBOIO [Js Kiomigorpemnto Ta ACK.

Y mocnimxenHi CURE He criocTepiranocst 30iyIbllIeHHS YaCTOTU BUHUKHEHHST BEJIMKUX

KPOBOTEeY IPHU 3aCTOCyBaHHI KoMOiHa1ii knomigorpens + ACK ynpomoBxk 7 OHIB Imicis



IPOBEAEHHS Ollepallil aOPTOKOPOHAPHOTO IIIYHTYBaHHS y MAIi€HTIB, SKi IPUNOUHUIIN
JIIKyBaHHS Oi/lIbII HiK 3a 5 OHIB M0 XipypriyHoro BTpy4YaHHs. Y Halli€HTIB, AKi
MIPOOOBXKYyBaJIH JIIKyBaHHS IIPOOOBXK 5 OHIB OO OoIlepallil aOpTOKOPOHapHOTO
IIIYHTYBaHHS, YaCTOTa BUHUKHEHHS LIbOTO sIBUIlla CTaHOBUIA 9,6 % y rpymi
knonigorpens + ACK Ta 6,3 % y rpyni name6o + ACK.

Y pocnigxenHi CLARITY criocTtepiranocs 3arajibHe MigBUIIEHHS YaCTOTU BUHUKHEHHS

KpOBOTeU y I'pyIi, sKa npuiiMmasa kKionigorpesns + ACK, mOpiBHSAHO 3 Ipynolo, Ka
orpumyBaa mnanebo + ACK. YacToTa BUHUKHEHHS BEIUKOI KpoBOTedi Oyia
nmonioHo B 0060x rpymax. Lis BenmuunHa Oyja CTiMKOIO Y IMiArpymax Iali€HTiB, 10
BiIpi3HSINCS 3a MOYATKOBUMH IMapaMeTpaMu i TuroMm pidpuHoOIiTHKa abo
rermapuHOTeparrii.

Y pocnigxxenni COMMIT 3aranbHa 4aCTOTa BUHUKHEHHS BEJIUKUX HellepeOpalbHUX
a6o 11epebpanbHUX KPOBOTEY Oyjla HU3bKOIO i TogiOHOI0 B 000X Ipymax.

Y mocnimxxenHi ACTIVE-A yacToTa BUHUKHEHHS BEJIMKUX KPOBOTeY OyJjia BUIIOIO Y

rpyli, sKa oTpuMyBaja Kiormigorpessb + ACK, IOpiBHAHO 3 IPYIIOI0, IKa OTpUMYyBaja
mane6o + ACK (6,7 % npotu 4,3 %). B 060x rpymax BenuKi KpoBOTedi Oynu
IepeBaxKHO eKCTpaKpaHiaJIbHOT0 ITOXOaXKeHH4 (5,3 % y rpyni knomnigorpens + ACK,
3,5 % y rpymi nnane6o + ACK), B OCHOBHOMY IIJTYHKOBO-KHIIIKOBiI KpoBoTeui (3,5 %
npoTtu 1,8 %). CriocTepiranocs 30inbIlIeHHS KiJTbKOCTi BHYTPIIITHbOYEPETTHUX KPOBOTEY
y rpymi knonigorpent + ACK mopiBHssHO 3 rpynoro miarebo + ACK (1,4 % npotu 0,8
% BigmoBigHO). MixK 1IMMHU rpynaMu He OyJI0 BUSIBIIEHO CTaTUCTUYHO JOCTOBIpPHOI
Pi3HUL ¥ 4aCTOTi BUHUKHEHHS JIeTaJlbHUX KpoBoTed (1,1 % y rpymni Knomigorpens +
ACK Tta 0,7 % y rpymi nnaie6o + ACK), a Takox remopariunoro iacynbty (0,8 % Ta
0,6 % BiOIIOBIOHO).

Cnucok nobiuHux peakuitl y au2asa0i mabauui.

[ToGiuHi epekTH, SIKi cIOCTepiramucs I Yyac KIIiHIiYHUX OOCimXeHb abo mpu
3acTOCyBaHHIi TiKapChKOT0 3aco0y y KIIiHiYHi¥ mpaKTUlli, HaBeJeHO y TabJuIli HHuXK4e.
IToGiuHi peakilil po3nofineHi 3a cucrtemoro «OpraH-Kmac», 4yacToTa 1X BUHUKHEHHS
BH3HAaUYeHa TaKWM 4YMHOM: dYacTo (Big > 1/100 go <1/10), mHeyacTo (Big > 1/1000 go
<1/100), pigko (Big > 1/10000 oo <1/1000), oyxe pigko (< 1/10000), gactoTta
HeBimoMa. 1719 KOKHOT'0 KJIaCy CUCTEMM OpraHiB nobiuHi epeKTH 3a3HaYEHi y
MMOPSAOKY 3HUXKEHHS 1X TAXKKOCTI.

Cucmema I ystce pidko,
«OpeaH- Yacmo Heuacmo Pidko yacmoma
Knaac» Hegidoma*




3 OOKy KpOBi
Ta
smiM$aTUdHOI
CUCTEMHU

TpomOOIUTOIIEHIS,

JIEUKOIIUTOIIeHis,
e0o3nHOQiTisa

HenTponeHis,
BKJIIOYAI04H
TAXKKY
HEUTPOIIEHiI0

TpoMOoTHU4YHa
TPOMOOIIUTOIEHIYHA
nypiypa (TTII) (gus.
po3min «OcobIuBOCTI
3aCTOCYBaHHS»),
arjiacTu4YHa aHeMisd,
MAHIIUTOIIEHis,
arpaHyJIOLUTO3,
TSI2KKa
TPOMOOIIUTOIIEHis,

HaOyTa remodinis A,
TPaHyJIOLUTOIEHI,
aHeMis

3 60Ky ceplis

KoyHic-cuHOpom
(Ba3ocmacTu4YHa
anepriy”a
CcTeHoKapmis /
asieprivauy iHpapKT
MioKappaa) K
HaACJIiIOK peakilil
MigBUIITEHO1
4yTJIUBOCTIL IO
KJIomimorpemnto*

3 OoKy
iMyHHO1
CUCTEMHU

CupoBaTKOBa
XBOpoOa,
aHadinmakToimHi
peakliiii, mepexpecHa
rinep4yTiuBiCTh
TIEHOIIIPUOUHIB
(TakuxX SIK
TUKJIOIIOWH,
mpacyrpeins) (Ous.
po3min «OcobIuBOCTI
3aCTOCYBaHHI» )*
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Ta 1abipuHTY

Bepturo

3 00Ky CyOouH

I'ema-

TOMa

TaXKKHUU KPOBOBUIIUB,
KpoOBOTeYa 3
omepallifiHol paHu,
BaCKYJIIT,
apTepiasbHa
rinmoTeH3sisa




KposoTeui

pecrnipaTopHUX
3 OOKYy )
. IIJISIXiB
OUXaJIbHOL (
KPOBOXapKaHHI,
CUCTEMUY, Hocosa )
) - JlereHeBa KpoBOTeyYa),
Ooprasis KpoBo
. OpoOHXOCIIa3M,
TPySHOL . : .
_ Teda iHTepCTUITiaTbHUHN
KJIITKY Ta :
: ITHEBMOHIT,
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Ta
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HOl CUCTEMU

pe3ynbTaTu
TMOKA3HUKIiB PyHKITi1
IeYiHKH




Bynbo3Hul mepMaTuT
(TOKCUYHUH
enigepMalbHUN
HEKPOJIi3, CHHIOPOM
CriBeHCca —
II>KOHCOHa,
MyJIbTU(POPMHa
epureMa,

TOCTPUU
reHepaini3oBaHUU
€K3aHTeMaTO3HUuH

) nyctynso3 (I'TEII),
ITig-
Bucunanusg,

. ) : QHTIOHEeBPOTUYHUU
3 6OKY WIKIPH |1kip- cBepOixX,

. H AK
Ta BHYTPIITHBO- a6p !

' i % TOHi NTEMaTO3H
migmkipaux |(HAU IIKipHi epuTeMaTo3He

i BUCUIIAHHS,
TKaHUH KpOBO KPOBOBUJINBU cuna

(mypnypa)
BUJIUB MEeOUKAaMEeHTO3HUHI

KPOMUB’ IHKA,

CUHAPOM
rinep4yTJauBOCTI,
MeOuKaMeHTO3He
BHCHUIIAHHSA 3
€03uHOoQiTiEI0 Ta
CUCTEMHUMHU
nposiBamu (DRESS-
CUHOPOM),
epuTeMaTo3Hi abo
ekcdorriaTuBHi
BHUCUIIAHHS, €K3€eMa,
MIJIOCKUM JIUILIau

Poznaou 3
00Ky
PEenpoOayKTHUB-
HOI CUCTEMU

TI'inekomacTis

Ta MOJIOYHHUX
3aJiIo3




3 OOKYy

OIIOPHO- KicTkOoBO-M‘5130Bi
PYXOBOTO KPOBOBUJIMBU
amaparty Ta (remapTpoO3), apTPUT,
CIIOJTY4YHO1 apTpanris, Mianrisg
TKaHUHU

3 00Ky HUPOK

Ta . ['momepynoHedpuT,
CerB.HBmHHX ['ematypisa MIIOBULIIEHHS PIBHSA
HHTAXIB KpeaTUHIHY B KPOBi
3arasnbHi
po3nanau Ta Kpogo-
p?aK.I_Ill y Teday lapssuka
MicIri Micrti
BBEIOEHHS it el
npernapary
[TogoBXeHHA Yacy
3MiHU B KPOBOTEYl,
pe3ynbTaTax 3HUKEHHS
s1abopaToOpHUX KiJTbKOCTi
OOCIIIIKEeHHAX HeUTpodimiB i

TPOMOOIIUTIB

IToBigOMIEHHS IIPO MifO3PIOBaHi MOOiYHI peakirii.

IMToBigoMIeHHS PO MimO3pIoBaHi MOOIUHI peakiril micas cxBajleHHS JIIKapPChKOTO
3aco0y JO3BiMBPHMMM OpTaHaMM € BaKJIMBOIO ITpoIleaypoio. Lle mae 3mMory 3filicHIOBaTH
IIOCTIMHUYN MOHITOPUHT CIIiIBBIIHOIIEHHS «KOPUCTH/PU3UK» 3aCTOCYBaHHS 1IbOT'O
JIiKapCchKOTO0 3aco0y. MenuyHUX MpaliBHUKIB IIPOCATH MOBITOMJISITU PO yCi
Imimo3poBaHi MobiyHi peakiiii yepe3 HalliOHAIbHI CUCTEMU ITOBiIOMIIEHb.

TepMiH NpHIATHOCTI

3 POKHU.



VYMmoBHu 30epiranHs

30epiraTty y HeIOCTYIIHOMY OJIsI OiTed Miciri. 36epiratu B opUriHaabHi¥ YIIaKOBIIi.
Ynakoska

[To 14 TabneTok y 6ricTepi, mo 2 6micTepu y KapTOHHIM KOPOOIIi.

Karteropisi Biognycky

3a pelenTom.

BupoOHUK

CAHO®I BIHTPOIT IHOACTPIA.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisIIHLHOCTI

1, py ne nsa Bipxk Am6ape et Jlarpas 33565 - KAPBOH BJIAH Cepnekc, ®paHniris.
[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpaiHu.



http://www.drlz.com.ua/
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