IHCTPYKIOIA

IJIsI METHYIHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

MEIOI'PEJIb

(MEDOGREL)

CKnao:

Oitoua pevosuHa: 1 TabneTka MiCTUTH KJlomiforpento Gicynbdaty 97,86 Mr, 1110 eKBiBalEHTHO
KJIOMIOTPento 75 Mr;

donomidcHi peyoguHU: TaKTo3a 0e3BOHA, IEJII0JI03a MiKPOKPHUCTAIiYHa, KPOCIIOBIIOH, TIIiIepon
nubereHar, Taibk, miiBKoBe MOKpUTTS Opadry II 85G34669 Pink (mo ckiamy BXOOATE: CIIAPT
MOJIiBiHiNIOBHUM, TanbK, TUTaHy miokcup (E 171), makporon 3350, memutus (E 322), 3ami3a okcupg
yepBouui (E 172)).

JIikapcbka ¢opma. TabneTku, BKPUTI IJTiIBKOBOIO 000JI0HKOIO.

OcHosHi (¢i3uko-xiMiyHi 81acmusocmi: KPyTJli ABOOMYKJIi TabI€TKX, BKPUTI IIJIIBKOBOIO 000JIOHKOIO
POKEBOT0 KOJIbOPY, AiaMeTpoM 65113bK0 9 MM, 3 MapKyBaHHAM «I» 3 omHOT0 OOKY.

dapMakoTepaneBTHYHA rpymna. IHribiTopu arperartiii TpoMOOLUXTIB, KpiM remapuHy.

Koo ATX BO1A C04.

dPapmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

Mexaniam mii. Kmonigorpens — 1e mponiku. OguH i3 MeTaboIiTiB KIIOMigoTrpesto € iHribiTopoM
arperartii TpoM6ouuTiB. [[717 YTBOPEHHS aKTUBHOTO MeTaboMiTy, IKMH IPUTHIYY€e arperarito
TPOMOOIUTIB, KJIOMiOrpesnb MoBUHEH GioTpaHchopMyBaTucs mif gieio pepmenTiB rutoxpomy CYP
450. AKTUBHMY MeTaboIiT KITOMiIorpesIio ceJIeKTUBHO IPUTHIYYe 3B’ sI3yBaHHS afieHo3uHAUochaTy
(AI®) 3 #ioro P2Y,,-peniennTopaMu Ha MMOBepxHi TpoMOOLUTY Ta mopanbiny Al®-iHOyKOBaHY
aKTHBAIliI0 KoMIjiekcy riaikonpoTeiny IIb/IIla i, TakuM YMHOM, IPUTHIYY€E arperailito TPOMOOIUTIB.
OcCkKinbKY 3B’sI3yBaHHS € HEOOOPOTHUM, TPOMOOIUTH, 10 BCTYIIUIN ¥ B3AEMO/III0 3 KJIOIiOrpeseM,
3aJIMIIAI0THCS 3MiHEHUMU BIIPOMIOBK YCHOTO MEPIOAy IXHBOT'O XKUTTS (IKUM CTAHOBUTH MPUOTIU3HO
7-10 gHiB), a BigHOBIIEHHS HOPMa/bHOTO (PYHKIIIOHYBaHHS TPOMOOIUTIB BinOyBa€ThCS 3i IMIBUKICTIO,
sgKa BiATIOBija€e MBUOKOCTI OHOBIEHHS TPOMOOUUTIB. TaKOXK MPUTHIUYETLCS arperaiisi TpOMOOIUTIB,



CIIpMYMHEHa iHIMMU aroHictamu, KpiMm AJ1®, 3a paXyHOK TOTO0, 1[0 IIpenapaT 6JI0Ky€ aKTHBAaIlii0
TpoMOo1uTiB BuBinbHeHUM AII®. OCKiNbKYM aKTUBHUM MeTabO0IiT YTBOPIOETHCS Mif Ai€l0 PepMeHTIB
muroxpomy CYP 450, meski 3 SKux € monmiMopbHUMY a00 TPUTHIYYIOTHCS iHITUMU JTiKapChKUMU
3acobaMu, He B yCiX IMallieHTiB BUHKWKAE [IOCTATHE MIPUTHIUEHHS arperariii TpoMOOIUTiB.

®apmakonuHaMiuHi eheKTH. 3 IEPIIOTO AHS 3aCTOCYBAHHS ¥ IOBTOPHUX JOOOBUX J03ax 75 MT
Ipernapary BUSBISEThCS CYTTEBe yIoBinbHeHHS AJl®-inayKoBaHOI arperatii TpoM6onuTiB. Lis gis
IIPOTPECUBHO TOCUTTIOETHCS i cTabinmidyeThes Mixk 3 i 7 gHsAMU. [Ipu piBHOBaXKHOMY CTaHi cepefHi
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 CePeqHbOMY Yepe3 5
[HIB MiCJIs NIPUIUHEHHS JIIKYBaHHA.

KniniyHa ebeKTUBHICTh Ta Ge3neka. be3neky i epeKTUBHICTH KJIOMIOTPETI0 OLiHIOBAIU B XOmi 7
MIOMBIMHUX CJINUX OOCIIAXKeHb, y AKUX B341u y4acTsb noHan 100000 nanienTis: mocnigxeHHs CAPRIE
- TIOPiBHSTHHS KJIOMiOrpesio 3 aleTuncaninunoBoio Kucnotow (ACK) i gocrigxenns CURE,
CLARITY, COMMIT, CHANCE, POINT Ta ACTIVE-A, 110 mopiBHOBaIX KJIOMIiKOTpens i mnamebo,
obumBa B kombOinatii 3 ACK Ta iHIII0I0 CTaHOAPTHOIO TEpAIi€o.

IH(papkm miokapda (IM), iHcyabm, Wo cmaaucs Hew,00agHo, abo BCMAHOBEHEe 3aXBOPHBAHH A
nepugepuyHux apmepit. Y gocnigxenus CAPRIE 6yno BkmoueHo 19185 xBopux Ha arepoTpom603,
IIPOSIBOM SIKOT'0 OyB HelllofaBHil iHapKT Miokapaa (<35 mHIB TOMY), HEIIOOaBHil illeMiYHUN IHCYIbT
(Bim 7 mHiB M0 6 Mics1IiB TOMY) a00 BCTaHOBJIEHE 3aXBOPIOBaHHS mepudepudHux aptepin (31TA).
[MauienTu Oynu paHmoMi3oBaHi IJIsT OTPUMAHHS Kiomigorpento mo 75 Mr/moby a6o ACK 325 Mr/mno0y,
II0TiM BOHU nepeOyBanu mif HarnsgoM 1-3 poku. Y migrpymni iHbapkTy Miokapaa OinbIIicTh NalieHTiB
orpuMyBanu ACK y nepii gekinbKa gHIB micasg 10T0 po3BUTKY. Knomimorpens nopiBasHO 3 ACK
IOCTOBIPHO 3HMXKYBaB YaCTOTy PO3BUTKY HOBHUX illleMidyHUX MOAil (KoMOiHOBaHa KiHIleBa TOYKa, IKa
CKjIamanacs 3 iHdapKTy MioKappa, ileMidHoro iHCylIbTy i CyguHHOI cMepTi). [Ipu npoBenenHi
aHasIi3y BIATOBIZHO OO IPU3HAYEHOT0 Ha M0YaTKY JOCIiAXKEeHH JIiKyBaHHS CliocTepiramocs 939
nopiu y rpymi knomnigorperto i 1020 nopiii - y rpyni ACK (BigHOCHE 3HUXKeHHS pu3uky (B3P) - 8,7 %,
[95 % [I: 0,2 - 16,4]; p = 0,045). To6To Ha KoxkHi 1000 maIiieHTiB, AKi IiKyBanucs 2 poKu, JOJATKOBO
mo 10 [OI: 0 - 20] mariieHTiB yHMKaI PO3BUTKY HOBOI illeMigHoOl mopii. AHasti3 3arajbHOI JIeTaaIbHOCTI
SIK BTOPMHHOI KiHIIeBOI TOUKM He BUSIBUB 3HAUHMX BiIMiHHOCTEW MiX Tepari€io Knomigorpenem (5,8
%) i ACK (6 %). Anani3 miarpyn 3a BiAIOBiIHMMHU 3aXBOpIOBaHHSAMY (iHGapKT MioKapaa, ilmeMiqyHun
incynst i 3[TA) moka3as, 110 HauOinbuIui ePekT (110 JOCSATaB CTATUCTUYHOI IOCTOBIPHOCTI ITPU P =
0,003) crioctepirascs y marienTiB i3 311A, (0cobmuBo y THUX, XTO IepeHic iHdapkT Miokapna)(B3P =
23,7 %; OI: 8,9 - 36,2), menmuii epekT (110 LOCTOBIPHO He Bigpi3HsaBcs Bif edhekTy ACK) manu
natfientu 3 iHcynbToM (B3P = 7,3 %; IOI: -5,7 - 18,7 [p = 0,258]). ¥ nmallieHTiB, BKIIOYEHUX V
OOCIiIXKeHHS, SIKi HeIogaBHO epeHecny iHpapKT MioKapaa, BIIUB KJIOMIiAOTPEI0 3a YNCETbHUMU
IIOKa3HWKaMy OyB MEHIIUM, ajie IIPU I[bOMY BiH CTATUCTUYHO JOCTOBIPHO He BiIPi3HABCS Bif BILIUBY
ACK (B3P = -4 %; [OI: -22,5 - 11,7 [p=0,639]). Kpim Toro, aHami3 migrpyn XBOPUX Pi3HOTO BiKy
CBiIYUTB, 110 CIPUATINBUY ePEeKT KIIOMiAOTPeIio ¥ MallieHTiB BiKOM IOHA[ 75 POKiB OyB HUKUYUM,
HiX y namieHTiB BikoM £75 pokiB. Ockinbku noTyxkHicTh pocipxkenHss CAPRIE He Gya [OCTaTHLOIO,
m00 OIiHNTH e(PEeKTUBHICTD OIS OKPEMUX MiATPYI, 3aJIAIIA€ThCS HE3PO3yMiIUM, UM HiiCHO iCHYIOTh
BIIMIHHOCTI Y BITHOCHOMY 3HUXKEHHI PU3UKY [JIsI XBOPUX 13 PI3HUMU 3aXBOPIOBAHHAMU, YU Pi3HULA
Oy/a BUIIAKOBOIO.

TI'ocmputl kopoHapHutli cuHOpom. Y nocnigxenHs CURE 6yno BkioueHo 12 562 mallieHTH 3 TOCTPUM
KOpPOHapHUM cuHApoMoM Oe3 migiiomy cermeHnTa ST (HecTabinbHa cTeHOKapmis abo iHpapKT
MioKkappa 6e3 maTtosnorignoro 3yous Q), B SKMX 3a OCTaHHI 24 TOOUHU CIIOCTepiraBcs Hamap 000 B
rpynsax abo cuMnToMu imeMii. Y narienTiB Oynmu 3Minu Ha EKT', 110 cBimuaTh Ipo HOBY imeMiio, abo
IiABUIEHHS aKTUBHOCTI ceplieBuX ¢hepMeHTIB abo TpomoHiHy I uu T MiHiMyM yaBidi mOpiBHSHO 3
BHUIIOI0 MeXKer HOpMU. XBopi Oy/Ir paHAOMi30BaHi Oy OTPUMAaHHS KJIOMiIOTpeIio (HaBaHTaXkyBalbHA



no3a - 300 mr, motim -75 Mr/mo6y, n = 6259) a6o nnanedo (n = 6303), obunBa y komOinarrii 3 ACK
(75-325 mr 1 pa3 Ha moby) Ta iHIIOI0 CTaHAAPTHOIO Tepamielo. TpuBanmicTh niKyBaHHs Oya 0o 1 poky.
Y mocnipxenni CURE 823 (6,6 %) mamierTy oTpuMyBaId TaKOXK CYIyTHIO Tepalil0 aHTaroHiCTOM
riikonpoTrelHoBux perenTtopiB GPIIb/IIIa. Binbur Hixk 90 % malieHTiB OTpUMyBalIu rellapuHu. Taka
CYIYTHS Tepallisg CTaTUCTUYHO AOCTOBIPHO He BIIJIMBaJia Ha BifHOCHY YaCTOTy BUHUKHEHHS KPOBOTEY
IIpY JIiKyBaHHi KJomiforpeneM i mnane6o. KinbKicTh malli€HTiB, SKi JOCATIN IepPBUHHOIL KiHIIEBOI
TOUKY [cepueBo-cynurHa cMepTh (CCC), indapkT Miokappa (IM) abo iHcynbT], cranoBuna 582 (9,3 %)
y rpyni knomigorpenio i 719 (11,4 %) - y rpyni mnane6o. BinHocHe 3HUKEHHST PU3UKY CTaHOBUIIO 20
% (95 % I 10 % - 28 %; p = 0,00009) gnsa rpynu knomigorpeno (17 % — npu KOHCEPBaTUBHOMY
JIiKyBaHHI, 29 % - 4KII0 [alieHTaM IPOBOAUIACE Yepe3lIKipHa TpaHC/IIOMiHa/IbHa KOPOHapHa
aHriommactuka 3 abo 6e3 BcTaHOBNEeHHS cTeHTa i 10 % - SKII0 iM MPOBOAUIIN a0OPTOKOPOHAPHE
IIyHTYBaHHS). [lonepenkeHHs PO3BUTKY HOBUX CEPIIEBO-CYOIUHHMX IOMiM (MepBUHHA KiHIIEBA TOYKA)
BimOyBasocst 3 BiTHOCHUM 3HUIKEHHSIM PU3UKY, sKe cTaHoBuio 22 % (II: 8,6 - 33,4), 32 % ([I: 12,8 -
46,4), 4 % (O1: -26,9 - 26,7), 6 % (O1: -33,5 - 34,3) i 14 % (O1: -31,6 - 44,2) y nepiogu 0-1, 1-3, 3-6,
6—9 i 9—12 micsiB mocnimkeHHS BignoBimHO. To6TO Yepe3 6inbi Hixk 3 MicsIli TiKyBaHHS
CIIPUSTINBUYN eeKT, 110 crocTepiraBcs y rpymi kinomigorpens ACK, Ginbllle He 3poCTaB, a pU3UK
KPOBOBUJIMBIB 3a/uIaBcs (AuB. po3min «OcobnMMBOCTi 3aCTOCYBaHH»). 3aCTOCYBaHHS KJIOMiIOTPETIO
nig yac gocrnigxenHs CURE 3uuxkyBano notpeby y 3acTocyBaHHI TpoMbomiTuaHol Teparii (B3P =
43,3 %; II: 24,3-57,5 %) Ta iuribitopisB rnikomporeinoBux perentopiB GPIIb/IIIa (B3P = 18,2 %; [I:
6,5-28,3 %). KinpkicTh maIfi€eHTiB, SKi qocsariu KoMOiHOBaHOI mepBUHHOI KiHIeBoi Touku (CCC, IM,
incynbT abo pedpakrepHa imemis), cranosuna 1035 (16,5 %) y rpymi kimomigorpento i 1187 (18,8 %)
y mane6o-rpymi. BinHocHe 3HMKeHHS pU3uKy ckiano 14 % (95 % [I: 6-21 %, p=0,0005) y rpymi
Knomigorpento. Takuit edekT OyB 30e0iIbIIOr0 3yMOBIIEHHWHM CTATUCTUYHO 3HAUYIIIUM 3HUKEHHIM
yacTOTH BUHUKHEHHS IM [287 (4,6 %) y rpymni knomigorpento i 363 (5,8 %) y rpymi mname6o]. 3minu
YaCcTOTH ITOBTOPHMX TOCIiTaMi3alii 3 mMpuBoay HecTabimbHOI CTeHOKapii He cIocTepiranocs.
Pe3ynbTaT, ofiepxkKaHi y Tpynax MallieHTiB i3 pisHUMHU XapaKTepUCTUKaMU (HampuKiaz, HecTabinbHa
cTeHokapgis abo IM 6e3 matonorigynoro 3yous Q, piBeHb PU3UKY Biff HU3BKOTO O BUCOKOTO, fiiabeT,
HeoOXiIHICTh peBacKysapu3alii, Bik, cTaTh), 30iranucs 3 pe3yabTaTaMy IePBUHHOTO aHaMi3y.
30KpeMa, momaTKoBuM aHani3 2172 mauieHTiB (17 % Bix yciei rpynu natientie CURE), skuMm 0y1o
BCTaHOBJIeHO CTeHT (Stent-CURE), noka3sas, 110 Ipu JIiKyBaHHI KJIOMigOrpeseM, IOPiBHSHO 3
nane6o, cnocrepiraetbes 3Hauye B3P (26,2 %), 1m0 cBiTYUTh Ha KOPUCTH KJIOMigOTPeNio Y
norepeaKeHHi PO3BUTKY ePBUHHOI KiHIeBoi Touku (CCC, IM, incynsT), a Takoxk 3Hauyule B3P (23,9
%) mns gpyroi kom6GiHOBaHOI mepBuHHOI KiHIeBol Touku (CCC, IM, iHcynbT abo pedpakTepHa
imewmis). Binbime Toro, mpodins Oe3neku KIOMifOrpeso v il MiATpyi NallieHTiB He BUK/IMKA€E HiTKUX
0COo0NMBUX 3ayBaxkKeHb. TaKMM YMHOM, Pe3yIbTAaTH JOIATKOBOTO aHAi3y I'PYIIX MAIli€HTiB 30iraroThCs
3 pe3yibTaTaMU BCbOTO JOCIimKeHHS. CIpusaTINBUM edeKT KIIomigorpenio 0yB MpogeMOHCTPOBAHUN
He3aJIeXkHO Bifl OTpMMaHHS HEBiOKIagHOTO Ta JOBrOTPUBAJIOTO JIIKyBaHHS 1HIIMMU CEPLIEBO-
CyOUHHUMM 3acob6aMu (TaKMMU K rellapiH/HU3bKOMOJIEKYISPHUM TenapyuH, iHribiTopu
riikonpoTteinoBux perentopiB GPIIb/IIIa, nimimo3nuxkyiodi npemnapaTty, 6eTa-6;10KaTOpH Ta iHTibiTOpU
ATI®). EdekTuBHICTh KITomigorpenio He 3anmexkana Big 7o3u ACK (75—-325 mr 1 pa3 Ha mo0y). ¥
nauieHTiB i3 roctpum IM 3 migiiomom cermenTa ST omniHioBanu 6e3neKy Ta eeKTUBHICTb
KJIOMiZOTPesTio Y IBOX PAaHOOMi30BaHMX, I1alle00-KOHTPOIbOBAHUX, TIOOBIMHUX CITIMUX JOCTIIXKEHHIX
CLARITY i COMMIT. V mocnigxenus CLARITY 6yno BkimoueHo 3491 mallieHT, ¥ SKUX IPOTITOM
ocTaHHixX 12 rogun BigbOyBcs IM 3 migitomoM cermeHTa ST i Oyna 3amiaHoBaHa Teparis
TpoMmOoTiTHUHUMU 3aco0amu. I1aieHTH omepxKyBanu Kinomnigorpens (300 M HaBaHTaXKyBaJIbHOL 03H,
oTiM - mo 75 Mr/mo0y, n = 1752) abo mnamebo (n = 1739), obungsa - y kombinarii 3 ACK
(HaBaHTaxyBanmbHa Ho3a - 150—325 mr, micns goro - nmo 75—162 mr/mo06y), ibpuHomiTHUHUM
areHTOM Ta Yy pa3i HeoOXimHOCTI - 3 renapuHoM. [Tofasnblie CIIOCTepeXXeHHs 3a MallieHTaMu TPHUBaJo
30 guiB. [TepBUHHOIO KiHIIEBOIO TOUKOIO OyJla OKJII03is MOB’A3aH0l 3 iH(paKTOM apTepii, BUSIBIEeHa Ha
aHTiorpami mepep BUMMCKOIO 3 KITIHIKM, IeTaIbHUM HACTigoK a0o peruaus IM mnepeq mpoBeqeHHSIM
KOpOHapHOI aHriorpadii. [I71g maIi€eHTiB, IKUM He MPOBOAUIACH aHTiorpadis, IEPBUHHOIO KiHIIEBOIO



TOUYKOIO OyB JIeTalbHUM HaCifoK abo peuunaus iHpapkTy Miokapaa [0 8 moOu abo [0 BUIUCKY 3
KJtiniku. Y rpymi nauienTis 6yno 19,7 % xkiHok, 29,2 % manieHTiB = 65 pokis. 3aramom 99,7 %
nalieHTiB oTpuMyBanu ¢piopuHomiTukY (GibpuHocmenudivuni — 68,7 %, pibpuHoHecmerudivni — 31,1
%), 89,5 % - remapus, 78,7 % - 6eTa-61mokaTopu, 54,7 % - inriditopu AII® i 63 % - cTaTUHH.
[TepBUHHOI KiHIIEBOI TOYKHU HOCATIH 15 % malieHTiB i3 rpynu, 110 OTpUMyBaJja KJIomigorpens, i 21,7
% i3 rpymu, 110 oTpuMyBaJa miame6o. TakuM 4YuHOM, abCOMIOTHE 3HUKEHHS CKIamo 6,7 % i3
nepeBarow 36 % Ha KopucTth Knomnigorpento (95 % HOI: 24-47 %; p < 0,001), B 0CHOBHOMY y 3B’SI3KY 3i
3MeHILIEeHHSIM BUIIAOKiB PO3BUTKY OKJTI03il apTepil, moB’s3aHoi 3 iHdapkToMm. Taka nepesara
CIiocTepirasnacs y BCiX IONepeAHb0 BU3HAYEHUX IIIArpyIax Mali€HTiB, PO3IOAIIEHUX 3a BIKOM,
CTaTTIO, JIOKai3alieio indapKTy i BUmOM oTpuMyBaHoOl Teparii ¢pibpuHosiTHKaMu abo rermapuHaMu.
IBodakTopHuil fu3arH gocuaigkeHHss COMMIT BkmtouaB 45852 nari€eHTy, y AKUX IPOTATOM OCTaHHIX
24 TOOUH CTIOCTepiranocss BAHMKHEHHS CUMIITOMIB, SKi JO3BOISIOTh 3anigo3putu IM, mo
MiATBEPAXKYETHCSA BiIXUIEHHSIMU Bifl HOpMU noKa3HUKiB EKI' (Hanmpukiaf, migiioM 4u gemnpecis
cermenTy ST a6o 61okanma niBol Hixkku mmyuka [ica). [TarienT oTpuMyBanu Kiomigorpens (75
Mr/mo6y, n = 22 961) abo mmanebo (n = 22 891) y kombinarrii 3 ACK (162 mr/mo6y) mpoTsirom 28 gHiB
abo go BUMMCKM 3 nikapHi. KoMOiHOBaHUMY ITePBUHHUMH KiHI[EBUMU TOUYKaMu OyB leTalbHUM
HaCJigoK 3 OyAb-KOl MPUYMHY i IepInuil peluauB iHdapKTy MioKapaa, iHCynbT abo neTanbHUH
HacHimok. Y rpymi mamieHTiB 6ymo 27,8 % xkiHok, 58,4 % marienTiB = 60 pokiB (26 % = 70 pokis) i
54,5 % marienTis, sKi oTpuMyBanu ¢pibpuHoNiTHKY. Kmomigorpeab CTaTUCTUYHO OOCTOBIPHO
3HUKYBAB BiTHOCHUM PU3UK PO3BUTKY JIETANIBHOT'O HACTIKY 3 Oyab-sgKol npuyunu Ha 7 % (p 0,029) i
BimHOCHMY pu3uK KoMmObiHalll penunuBy iHdapKTy, iHCYIbTY ab0 neTanbHOro Hacuigky Ha 9 % (p =
0,002), mo BignmoBimae abcomoTHOMY 3HMKeHHIO Ha 0,5 % i 0,9 % BignosimHo. Takuii epekT
CIIOCTepiraBcs y Malli€HTiB pPi3HOTO BiKYy i CTaTi He3a/IeXXHO Bif npuiioMy (piOpHHOMITHKIB i
CIIoCTepiraBcst MpoTATroM nepiux 24 roguH. [Jeeckanalisi mpu 3aCTOCyBaHHi iHri6iTopiB P2Y12-
pelienTopiB mpu rocTpoMy KopoHapHomy cuaapomi (I'KC). TlepeBefeHHS 3 GilbIIl TOTYKHOTO
inribiTropa P2Y12-perenTopiB Ha Kiomiforpens y KoMOiHallil 3 acIipruHOM Miciisg TOCTPOl das3u y
nanieHTiB 3 'KC o11iHI0Banocs y ABOX PaHIOMi30BaHUX AOCTIAKEHHIX, CIOHCOPOBAaHUX [OCigHUKaMHU
(ISS), - mocnigxennsax TOPIC i TROPICAL-ACS - 3 paHUMU IIOA0 KTiHIYHUX pe3ynbTaTiB. KiniHiyHa
KOPHCTb, IO 3a0e3MeYyeThCs IPU 3aCTOCYBaHHi OiMbIN MOTYKHUX iHTiOiTOpiB P2Y12-penenTopis,
THUKATPeJIopy i mpacyrpesto, B OMOPHUX MOCTiMKEHHSIX, 00YMOBJIEHA CTaTUCTUYHO 3HAUYIITM
3HUKEHHSIM YaCTOTH ITOBTOPHUX illIeMiYHUX MO (BKII0Yal0uy TOCTPUH i mipgroctpuit Tpom603
CTeHTa, iH(hapKT MioKapAa Ta eKCTPeHy peBacKyIsapu3aliiio). Xoda JaHi Ipo0 KOPHUCTh CTOCOBHO
imeMiyHUX MOAIN MOCTIAOBHO MiATBEPIXKYBaIUCS IPOTITOM IIE€PIIOT0 POKY, 3HUKEHHS YaCTOTU
IOBTOPHUX imeMiyHux nogin micas KC 6yno GibImuM IPoTSIroM NMePIIuX AHIB MiC/IsI MOYaTKY
nmikyBaHHS. Ha BimMiHy Bif 11b0T0, post hoc aHanisu mpogeMOHCTPYBalX CTaTUCTUYHO 3HAUYIIE
30inbIIeHHS PU3UKY KPOBOTEY IIPU 3aCTOCYBaHHI Oibi moTykHUX iHTi6iTOpiB P2Y12- peuentopis,
110 BUHUKAIOTh IIepPeBakHO Mifl Yac MigTpuMyoo4ol $hasy, micns nepinoro Micsaus micns 'KC.
Hocnipxenns TOPIC i TROPICAL-ACS Oynu criyiaHOBaHi [i7i BUBUEHHS MOXK/IMBOCTI 3MEHIIIEHHS
YaCTOTHU reMOpariyHux nofii mpu 30epexkeHHi epeKTUBHOCTI Kiomimorpento. Jocrigxkenus TOPIC
(«TepMiH iHriOyBaHHS TPOMOOIUTIB MiC/Is TOCTPOr0 KOPOHAPHOTO CUHAPOMY»). Lle paHmomizoBaHe
BimKpuTe mociimkeHHs BKo4asno namtieHTiB 3 'KC, sgki motpebyBanu mpoBefeHHs Yepe3IKipHOTo
KopoHapHOTo BTpydaHHs (YKB). ITamienTH, SKi 3aCTOCOBYBaIM acIipuH Ta OilbIl MOTYKHUN
6mokaTop P2Y12-petieniTopiB i y IKUX He BimMidanocs HeOaxKaHUX SBUII Yepe3 OJUH MiCsIlb, OyIu
abo mepeBefieHi Ha 3acTocyBaHHS KOMOiHallil acIipuHy i KJomigorpenio v ¢pikcoBaHUX H03aX
(meeckanatiiiiHa roABiiHa aHTUTPOMOOIMTapHa Teparmist (DAPT)), abo mpomoBXKyBasnu JTiKyBaHHS 3a
mornepegHboI0 cxeMoro (He3minHa DAPT). 3aranom 6yro mpoaHati3oBaHo gaHi 645 3 646 maiieHTiB 3i
STEMI (indapkT Mmiokappa 3 eneBatieto cermenTa ST) abo NSTEMI (indapkT miokapnma 6e3 eneBartii
cermenTa ST), abo HecTabilbHOIO cTeHOKapmiewo (meeckananiiHa DAPT (n = 322), HeaminHa DAPT (n
= 323)). Bisut nogansiioro cnocrepexeHHs yepe3 1 pik nposenu y 316 nmauienTis (98,1 %) 3 rpynu
neeckanartiinol DAPT iy 318 mamienTis (98,5 %) 3 rpynu He3minHol DAPT. MeniaHa mogasnbInoro
CIIOCTepekKeHHS s 000X Irpyml cTaHoBWIa 359 gHIB. XapaKTepUCTUKH JOCIIAXKYyBaHOI KOTOPTH Oyin



nofi6HMME B 2 rpynax. [lepBuHHa KiHIleBa TOYKa, fKa Oyna KOMOiHalli€l0 TaKUX MOAiN, K CMePTh i3
CeplLeBO-CYAUHHUX IIPUYWH, IHCYIbT, eKCTPEHa PeBaCcKyIspU3allisl i reMopariydi nopil = 2 CTyneHs
3a kputepiamu BARC (AkafmeMidyHOTO OOCTiZHUIIBKOT0 KOHCOPLiyMy 3 BUBUYEeHHS KpoBoTed [Bleeding
Academic Research Consortium]) gyepe3 1 pik micns I'KC, 6yna mocsrayra y 43 marienTiB (13,4 %) y
rpymi geeckananiitiol DAPT i y 85 nartienTis (26,3 %) y rpyni Heaminaoi DAPT (p < 0,01). Lia
CTaQTUCTUYHO 3Hayyllla pisHuIs 0yja B OCHOBHOMY 00yMOBJIEHa MEHIIIO0 KiTbKiCTIO TeMopariunux
MIOAiN; IPU LIbOMY He MOBIAOMIIANIOCS IIPO Pi3HULIIO 3a KiHI[eBUMM TOYKaMHU iIeMIYHUX MOOIX (p =
0,36), Toxi sik remopariyni nopii = 2 crynens 3a kputepisimu BARC BigOyBanucs pigiie B rpyimi
neeckanaiiaol DAPT (4,0 %) nopiBasiHO 3 14,9 % y rpyni He3MminHoi DAPT (p < 0,01). 'emopariysi
nofii, BU3Ha4eHi 9K Bci nopil 3a kputepiamu BARC, crioctepiranucs y 30 matienTis (9,3 %) y rpymi
neeckanartitinol DAPT iy 76 matienTiB (23,5 %) y rpymni Heaminuoil DAPT (p < 0,01). HocnigxKeHHS
TROPICAL-ACS («TecTyBaHHS BifmoOBifi Ha iHTiOyBaHHS TPOMOOIIUTIB IIPU TPHUBATIOMY
AHTUTPOMOOIMTAPHOMY JIiKyBaHHI TOCTPUX KOPOHaPHUX CUHAPOMIB»). Lle paHmoMi3oBaHe BiIKpuUTe
mocrimxkeHnHs BKo4Ynio 2610 nanienTtis 3 'KC 3 mo3uTHBHUM Pe3y/IbTaTOM aHAasi3y Ha 6Giomapkepu,
y sikux Oyno ycmimmuo nposeneno YKB. ITarienTu 6y paHoOMi30BaHi B TPYNH 7T OTPUMaHHS abo
npacyrpesnio B 1o3i 5 abo 10 mr/mo6y (mHi 0-14) (n = 1309), abo npacyrpenio B fo3i 5 abo 10 Mr/moby
(gui 0-7), micns doro BigOyBajacs geecKanallisd A0 KJIOMigorpesio B fo3i 75 mr/moby (gHi 8-14) (n =
1309) y kombinamnii 3 ACK (< 100 mr/go6y). Ha menb 14 Oy1o mpoBefieHO OLiHKY GYHKIII TPOMOOIUTIB
(PFT). [amienTy, siKi 3aCTOCOBYBAJIX JIMIIe IIPACyTPelb, IPOOOBKYBaIN IPHUIOM IIPaCyTrpesio
npotsirom 11,5 micsis. Y namienTis, y skux Oyfla BUKOHaHa AeecKasnallis, 6yJIo IpoBeieHO OI[iHKY
BHCOKOI peakTuBHOCTI TpoMbo1uTiB (BPT). dKiro BPT cTanoBuma = 46 OmuHUI, MAIliEHTIB 3HOB
IIepeBOJUIIN Ha 3aCTOCYBaHHSA IIpacyrpey ¥ no3yBaHHi 5 abo 10 Mr/mo0y mpotsirom 11,5 Micsis;
saki10 BPT crtanoBuna < 46 oguHUIIb, MALIEHTH IPOOOBKYBAIM IPUIOM KJIOMiZOTPEITio B 703 75
Mr/mo0y mpotsirom 11,5 micsisa. TakuM YuHOM, B TPYIIi KepoBaHOI ecKanallii OyIu HallieHTH, TKUM
3acTtocoByBaiu abo mpacyrpens (40 %), abo kmomigorpens (60 %). Vcim marieHTaM IpogoBxKyBaIu
3aCTOCYBaHHS alleTUJICATIIUIOBOI KUCIIOTH i MPOBOAMIIOCS IOfabIlle CIIOCTEPEeXKEHHS IIPOTATOM
opgHOTO pPoky. [IepBuHHA KiHIleBa TO4Ka (KOMOiHOBaHa KiHIleBa TOYKa YaCTOTH CMEPTI Bifl cepIieBo-
CyOoUHHUX npu4uH, IM, iHCYynbTY i KpoBOTEUi = 2 cTyneHd 3a Kputepismu BARC udepes 12 micA1is)
Oyma mocATrHyTa, 110 JeMOHCTPYE IPHHAWMHI He MeHIy e(eKTHUBHICTD Kiomiforpento. Y 95 malfieHTis
(7 %) B rpymi KepoBaHOl geeckanalil Ta y 118 nauieHTis (9 %) y KOHTPOJBHIU I'PyIIi (p A1
MiITBEPIXKEeHHS MPHHaUMHI He MeHI0l epekTuBHOCTI cTaHOBUTDL 0,0004) BimMmivanmacs omHa 3 mOMil
KiHIIeBOI TouKu. KepoBaHa fieeckaallisi He Ipu3Besia [0 36imbIeHHsS KOMOiHOBaHOTO PU3UKY
imemiynux momiit (2,5 % y rpymi geeckanatiii mopiBHAHO 3 3,2 % B KOHTPOJbLHIN I'PYyIIi; P AN
IiATBEpAXKEHHS NPUHAWMHI He MeHII01 edeKTUBHOCTI cTaHOBUTHL 0,0115), a TaK0XK 3a K/ITI0UOBOIO
BTOPMHHOIO KiHIIEBOI TOYKOI — YaCTOTOX reMOpariyHux mofiil = 2 cTyneHsd 3a kputepismu BARC
(5 % y rpymi meeckanartiil IOpPiBHAHO 3 6 % y KOHTpombHiU rpyi (p = 0,23)). CykynHa 4acToTa BCix
remoparignux nofiit (1-5 crynens 3a kputepisimu BARC) cranosuna 9 % (114 mogin) y rpymi
KepoBaHOI fieeckarnarii y mopiBHsHHI 3 11 % (137 mogiit) y KoHTpombHiM rpymi (p = 0,14).

@ibpussuis nepedceposb. Y nocnigxkenns ACTIVE-W ta ACTIVE-A, siki 6ynu oKpeMUMH
mocrimkeHHsIME ¥ Mexkax rnporpaMu ACTIVE, Gyro BK/II0UeHO TAaIlieHTiB 3 GiOpusiieio mepencepnb
(®I), AKi Majy MOHAAMEHIIe OfyuH GAaKTOP PU3KKY BUHMKHEHHS CyIUHHUX IIOPYIIEeHb. [ PyHTYOUKCh
Ha KPUTEPIiSX BKIIOYEHHS Y OOCHiAXKEHHS, TiKapi 3any4dany namieHTiB go pocnigxkeHHs ACTIVE-W,
SIKIIIO BOHM OYyJTM KaHOWOATaMU Ha OTPUMAaHHS Teparii aHTarorictamu Bitaminy K (ABK) (mampukmnan
Bapdapunom). Y mocnimxenns ACTIVE-A 6yo BK/IIOUeHO MalliEHTiB, Ki He MOTT oTpuMyBaTu ABK-
Tepariiio 4yepes MpoTuoKal3aHHs abo HeOaxkaHHS OTpUMYyBaTH Iie nikyBaHHSA. [locmigxkenns ACTIVE-
W nponeMoHCTpyBaslo, 10 aHTUKOATy/IsSHTHa Tepallis aHTaroHictamu Bitaminy K 6ymna 6inbin
epeKTUBHOIO, HiX NiKyBaHHA Knomigorpenem ta ACK. Hocmigxenus ACTIVE-A (n = 7554) 6yno
0araToIeHTPOBUM, PaHOOMi30BaHUM, IOABIHHUM CIIMKM, IIaIe00-KOHTPOIbOBAHUM JOCITiIXKEHHSIM,
y SIKOMY IIOpPiBHIOBaJIX Kiomigorpens 75 mr Ha o0y ACK (n = 3772) i3 mnane6o ACK (n = 3782).
PexomengoBaHa fio3a ACK cranosuna Bif 75 go 100 mr Ha moOy. ITalieHTH OTPpUMYBajIu TiKyBaHHS



YIPOZOBX mepioay 0o 5 pokis. [Tamientu, pargomizosati y nporpamy ACTIVE, Manu qoKyMeHTaIbHO
ninTBepmxkeny ®I1, To6To nocriftny dopmy @IT abo moHaMeH1IIIe 2 enizoau mapokcu3ManbHoi OI1
YIIPOJOBXK OCTaHHIX 6 MiCS1IiB, Ta IpUHAWMHI OfUH i3 TaKUX (aKTOPiB PU3UKY: BiK = 75 POKiB YU BiK
Bim 55 mo 74 pokiB abo 1mykpoBul miaber, 1o noTpedye MeguKaMeHTO3HOT 0 JIiKyBaHHS, a00
NOKYMEeHTAJIbHO IiTBepAKeHNM TepeHecerut IM, abo HOKyMeHTalbHO MiATBEPAKEHY ileMiuyny
XBOpOOY ceplisi; onepenHe NTiKyBaHHS 3 IPUBOAY CUCTEMHOI apTepiaiabHOI riepTeH3il; paHilie
IepeHeceHu! iHCYIbT, TPAH3UTOPHaA immeMiuHa aTaka (TIA), cucteMHa eM00ist 6e3 ypaKeHHS
ctpyktyp UHC; guchyHKIis miBOro MIITyHOYKA i3 TOKAa3HUKOM (PpaKIlil BUKUIY JIiBOTO MUTYHOUKa <45
% ab0 mOKyMeHTAJIbHO MifTBepAXKEeHe 3aXBOPIOBAHHS nepudepudHux cyauH. CepenHiit 6aim 3a
mkasnoo CHADS2 cranoBuB 2 (y Mexax 0—6). [lo OCHOBHUX KPUTEPiIB BUK/TIOUEHHS Malli€eHTIB i3
MOCTiAKEeHHS HalexKallu JOKYMeHTaJIbHO IiTBepAkKeHa BUpa3KoBa xBopoba BIPOAOBXK OCTaHHIX 6
MiCSI11iB; BHYTPIIlIHbOMO3K0OBa KPOBOTEeYa B aHaMHe3i, cepiio3Ha TPOMOOIMTONEHIS (KiMbKiCTh
TpoMmbonuTiB <50x109/m); moTpeba y 3aCTOCyBaHHi KJIOMmigorpesnto abo mepopaabHuX
antukoarynsaHTis ([TAK) abo HemepeHOCUMICTh OyIOb-KO01 3 IIUX [ABOX PEUOBHH. 73 % MAIli€HTIB,
BKio4eHux y gociigxenHsa ACTIVE-A, sHe mornu otpuMyBaTé ABK y 3B’3Ky 3 BUCHOBKaMH JIiKaps,
yepe3 HeMOXKJIUBICTh IPOBEIEHHS MOHITOPUHTY MIXKHAPOLHOTO0 HOPMAaJIi30BaHOT O BiHOIIEHHSA
(MHB), BHACHiIOK CXUJIBHOCTI 10 MafiHHS Y¥ TPaBMHU I'0JI0BH ab0 HasBHOCTI creludiynoro ¢hakTopa
PU3UKYy BUHUKHEHHS KPOBOTeUi; Iono 26 % MallieHTiB pillleHHd JiKaps I'PyHTyBalocd Ha HebaXkaHHI
nanieHTa orpuMyBatu ABK. 41,8 % nauieHTiB cTaHOBUNY XKiHKU. CepenHill BiK HopiBHIOBaB 71 pIK,
41,6 % mamienTiB 6ynu BikoM Bif 75 pokiB. 3aranom 23 % XBOPUX OTPUMYBa/IX aHTHAPUTMIiUHi
3acobu, 52,1 % — Gera-61mokaTopH, 54,6 % — iHribiTOpU aHTiOTEH3UHIIEPETBOPIOBAILHOTO (PEPMEHTY
Ta 25,4 % — crtaTtuHu. KinbKicTh MallieHTiB, SKi JOCSTIN MePBUHHOI KiHIIEBOI TOUKHM (Yac [O MEePIIoro
BUHUKHEHHS iHCYNbTY, IM, cucteMHol eMbomil 6e3 ypaxeHHs cTpykTyp LIHC abo netambHOr0
HacCnigKy), ctaHoBuna 832 (22,1%) y rpymi mamieHTis, SKi oTpuMyBanu kinomigorpens ACK, ta 924
(24,4%) y rpymi nnane6o ACK (BimHOCHe 3HMXKeHHS pu3uky Ha 11,1%, 95% [I: 2,4-19,1%; p =
0,013), Hacamnepen Yyepe3 3HaYHe 3HUXKEHHS YaCTOTH PO3BUTKY iHCYINbTiB. [HCYNIbTH BUHUKIH ¥ 296
(7,8 %) nauienTis, gki orpuMyBanu knomnigorpens ACK, ta 408 (10,8 %) nauieHTiB, sSKi 0OTpUMyBalIu
nnane6o ACK (BigHOCHe 3HMXKeHHS pu3uky Ha 28,4 %; 95 % [I: 16,8—38,3 %, p = 0,00001).

[imu. Y pocmigkeHHi i3 migBUIIIEHHSIM [03, 1[0 TPOBOJUIIOCS 3a y4acTio 86 HOBOHApPOMXKEeHUX abo
HEMOBJIAT BikKOM 10 24 MicAIliB 3 pu3uKoM BUHUKHeHHS TpoM0Oo3y (PICOLO), Komiforpens
3acTocoByBanu y nocuipmopaux go3ax 0,01, 0,1 1 0,2 Mr/Kr HOBOHapPOAXKEHUM i HEMOBJISATaM 1 y [03i
0,15 Mr/Kr TinbKu HOBOHapopxKeHuM. [1pu no3i 0,2 Mr/Kr cepenHilt moka3HUK iHriOyBaHHS arperatii
TpoMbouuTiB ctaHoBUB 49,3 % (5 MKM AJ1®-iHmykoBaHOi arperariil TpoMOOIIXTIB), 1110 GyII0
TIOPiBHSHHUM i3 TaKUM y JOPOCIHX, SIKi OTPUMYBaIH KIJIOMiLOrpesb ¥ 0o3i 75 Mr Ha #o0y.

Y paHOMi30BaHOMY MOABIMHOMY CJIIIIOMY [OCTigXKeHHI 3a y4acTio napanenbHux rpyn (CLARINET)
906 miTel (HOBOHAPOAXKEHUX i HEMOBJIAT) i3 BPOAKEHOI0 Bafl0I0 CEPIIS LiaHOTUYHOTO TUIY, SKUM
IIPOBOAMIIACS IajliaTUBHA OIlepallisl 31 CTBOPEHHSI CUCTEMHO-JIETEeHEBOT0 apTepiaabHOTO IyHTa, 0yIu
pPaHmoMi30BaHi Oy oTpuMaHHs Knomigorpento 0,2 Mr/kr (n = 467) a6o nnanebo (n = 439) i3
OJHOYACHUM ITPOBEMIEHHSIM CYMyTHHOI 0a30BOI Tepallii 40 MOMEHTY IIPOBeIeHHS APYTOoro eTamy
onepairil. CepenHiil 4ac MiX IPOBeeHHSIM IajliaTUBHOI Omepallil 3i CTBOpeHHS IIyHTa i epIuM
BBE[IEHHSM [IOCIIiI2KyBaHOTO IIpemnapaTty cTaHoBuB 20 pgHiB. [Ipubnu3Ho 88 % mallieHTiB OIHOYACHO
orpumyBanu ACK (Big 1 go 23 mr/kr/Ha no0y). [JoCTOBipHUX BiIMiHHOCTEM MiX Ipymamu 1100
INOCSITHEHHS MEPBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHM, SIKa CKJIafiajacs 3 JIeTalbHUX BUIA[IKIB,
TPoMO03Y IyHTa a00 TPOBEEHHS XipypPriyHOT0 BTPy4YaHHs Ha ceplli 7o 120 gHS XKUTTS micns
BUHUKHEHHS IIOMil, CIpHYUHEeHol TpoM0030M, He crocTepiranocs i cranosuio 89 [19,1 %] y rpymi
knomigorpento i 90 [20,5 %] y rpyni nname6o (ouB. po3nin «Cmocib 3acToCyBaHHS Ta HO3U»).
Haiiuacrimoio mo6iuyHoI0 peakili€lo K y TPYIi KJIOIiforpesio, Tak i y rpymi mame6o 6yB pO3BUTOK
KPOBOTEYi, TPOTE AOCTOBIPHUX BiAMIiHHOCTEN MiXK TpylaMu LI0J0 YaCTOTH 11 BAHUKHEHHS BUSIBIIEHO
He Oymno. [Tig Yac momasbIIoro JOBTOCTPOKOBOTO IIEePioy CIIOCTEPEXKEHHS 3a MOOIYHUMHY SIBUIIaMU 26



MAI€HTIB, V IKUX LIYHT 3aJIAIIABCI Ha MOMEHT NOCSATHEHHS 1-piyHOro BiKy, OTPUMYyBaIl
KJIOIiZOTpesb A0 fociarHeHHS 18-MicsauHoro BiKy. [1if yac 11b0ro mepiofy cnocTepexkeHHs Ipodinb
Oe3neku mpemnaparty He 3MiHoBaBcs. Y gocnimxkenHssx CLARINET i PICOLO BUKOPHCTOBYBaBCS
BiTHOBIIEHUY PO3YUH KJIOMiOTpestio. Y mociimkeHHi BiTHOCHOI 6i0JOCTYITHOCTI Y JOPOCIUX
BiJHOBJIEHUY PO3YHUH KJIOIiOTPEII0 IPOAEeMOHCTPYBaB aHAJIOTiYHUY CTYIIiHb 1 TPOXY BUILY
MIBUAKICTb abCcopOIlil OCHOBHOTO IUPKYJII0I0YOT0 (HeaKTUBHOI0) MeTaboIiTy MOPiBHSAHO i3
3apeecTpoBaHOI0 TabIeToBaHOIO (POPMOIO IIpemnapary.

dapmakoKiHemuxka.

BcMmoxkTyBaHuH. TTicis mepopaabHOTO IPUHOMY OJHOPA30BOi Ta 6araTopa3oBux m03 75 MT Ha m00y
KJIOTIiAOTPesib MBUAKO BCMOKTY€ETHCS. CepenHs MiKoBa KOHIIEHTPAallisl He3MIHEHOT 0 KJIOMigOTIPestio y
na3mi (671M3bK0 2,2—2,5 HI/MII Iicis OMHOKPATHOI 103K 75 MT ITepopasbHo) Jocsaranacs npubau3Ho
yepe3 45 xB micns nmpurioMy. A6copOiiisi cTaHOBUTEL He MeHIne 50 % 3 oriany Ha eKCKpeliio
MeTabOTiTiB KJIOMiIOrpernto i3 cevero.

Posnopin. Knonigorpesns Ta ocCHOBHUY (HeaKTUBHUM) MeTa0O0JIIT, 110 HXPKYJIIIOE B KPOBI, in vitro
000pOTHO 3B’sI3yI0ThCA 3 OinkaMu ma3mu mogunu (98 % i 94 % BignosinHO). el 3B’130K
3a/IMIIa€EThCSl HEHACUYYBAHUM In Vitro y Mexax WIKUPOKOro Aiarna30Hy KOHIeHTpaLllii.

MeTaboni3aM. Knonigorpens eKCTeHCUBHO MeTa0o01i3yeThCs y edinti. In vitro Ta in vivo iCHye [Ba
OCHOBHUX IIJIIXM #0OT0 MeTab01i3My: OUH — 3 y4acTI0 ecTepas, 1110 MPU3BOAUTE [0 Tigpoi3y 3
YTBOPEHHSIM HEAKTUBHOI MTOXiMHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix MeTaboIiTiB, 110
[UPKYJIIOIOTH Y IJIa3Mi), a iHIINH - i3 3amy4eHHs pepMeHTiB cucteMu nuroxpomy P450. CioyaTky
KJIOIiZOTpesib ePeTBOPIOETHCS Ha IPOMIXKHUYN MeTa0OoJIiT 2-0KCO-KJIOMiAOTpesb. Y pe3ybTari
II0JIa/IbIIOTO MeTab0/Ii3My 2-0KCO-KJIOMiAOTPEesTi0 YTBOPIOETLCS TiOJIOBA MOXigHA - aKTUBHUM
MeTabomiT. Llel akTuBHUYN MeTabOoIiT YTBOPIOETLCSA IEepeBaxkHO 3a gonoMoroi ¢hepmenty CYP2C19,
3a y4acTio KinbKox iHmux ¢pepmeHTiB cuctemu CYP, Takux ik CYP1A2, CYP2B6 i CYP3A4. AKTUBHUYU
MeTaboIiT Ktonifgorpesio (TionoBa moxigHa), skuil 6yB BUAiNeHUH in vitro, MIBUOKO Ta HEOOOPOTHO
3B’A3YETHCS 3 pellelITopaMyu Ha TPOMOOIIUTaX, TUM CAMUM IIEPEIIKOIKal04yy arperariii TpoMOOIUTiB.
[Toxka3uuk C,,, OJIsT aKTUBHOTO MeTa00JIiTy € BABIYi BUIIUM IIiC/ISl IPUOMY OTHOPa30BO1
HaBaHTaxXyBabHOI 703U 300 MTr KJIOMigoTrpeiio MOPIiBHSAHO i3 TUM, IO CIIOCTEPITA€ETLCS Micns 4-
IEHHOTO 3aCTOCYBaHHS MigTPUMYyBaabHOI o3u 75 Mr. C,,,, mocsiraeThcs npubnusHo yepe3 30-60
XBUJIMH IIiCMS IPUNOMY IIpemnapary.

Bupenenns. Yepes 120 rogus micnis IpUAOMY BHYTPIIIHEO MideHOro “C-KJIOMigOrpeno y TI0uHH
npubau3Ho 50 % mo3u BUBOOMIOCS i3 ceuelo i 6mu3bKo 46 % i3 KanmoM. [1icns mepopaabHOr0 IIPUHOMY
Pa30Boi 03U 75 MT Iepiof HaliBBUBEOEHHS KJIOMigOTPesl0 CTaHOBUTE O611M3bK0 6 roguH. [Tepion
HalliBBUBEJIEHHSI OCHOBHOTO (HEAKTHBHOI'0) MeTabO0MIiTY, 110 IUPKYIIOE B KPOBi, CTAHOBUTH 8 TOIUH
IIiCJI OQHOKPATHOTO i 6araToKpaTHOIO 3aCTOCYBAHHS Ipernapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B yTBOPEHHI K aKTUBHOTO MeTa0O0JIiTy, TaK i MPOMiXKHOT0
MeTaboIiTy 2-0Kco-Knomigorpento. ®apMakoKiHeTHKa aKTUBHOTO MeTab0iTy KIIOMigorpesio Ta
aHTUTpOMOOLIMTAPHI edheKTH, 3a JaHUMM BUMipIOBAHHS arperallii TpoMOOLIUTIB ex vivo,
Bimpi3HAIOTHCA 3anexkHo Bif renotuny CYP2C19. Anens CYP2C19*1 BigmoBimae MOBHICTIO
dbyHuk1ionytouomy MeTtabomnizmy, Toni sk aneni CYP2C19*2 tra CYP2C19*3 BignoBigatoTh
HedyHKITIOHyI04oMy MeTabomizmy. Anemni CYP2C19*2 ta CYP2C19*3 cknmamaioTh GinbIlicTh aneiB y
HaIliEHTiB €BpOneoigHoi (85 %) Ta MoHTronoigHoi (99 %) pac 3i 3HuKeHuM MeTaboaizMmoM. [HII anert,
acoIrifioBaHi 3 BifcyTHIM abo ocrnabmeHuM MeTabomi3MoM, 3yCTpidaloThCs 3HAUHO piatie. [1o HUX
HanexkaTb CYP2C19*4, *5, 6, *7, Ta *8. [TaIlieHT 3i 3HMKEHUM MeTa00JIi3MOM Ma€ mBa
HedYHKIIOHAIbHUX aJleli, K 3a3Ha4€eHO BUIIe. 3TifHO i3 omy01iKoBaHUMHY JaHUMU, TEHOTUIIH
CYP2C19, siki BimmoBigaoTh 3HUKEHOMY MeTab011i3My, 3yCTpidaloThCs y 2 % NpefCcTaBHUKIB



€BpoITeoigHol pacH, 4 % mallieHTiB HerpoigHoi pacu Ta 14 % mallieHTiB KuTalCbKOl HalliOHaIbHOCTI.
3apa3s iCHYI0Th TeCTH, gKi faTh 3Mory BusHauuTu renotun CYP2C19. Y nepexpecHOMy [OCTigXKeHH]
3 yyacTio 40 3mopoBux go0OPOBOBILB, 10 10 y KOXKHIil 3 YOTUPLOX T'PYI, 110 BifMOBigal0Th IEBHOMY
tumny Metaboniamy CYP2C19 (HammmBuaKuii, iHTEHCHBHUM, TPOMiXKHUYM Ta 3HUXKEHU), OLiHIOBaIN
(bapMaKOKiHETUKY Ta aHTUTpoMOouuTapHi epekT npu 3acTocyBanHi fo3u 300 MT i3 mogaIbIIUM
IPUHOMOM 1031 75 MT Ha fo0y, a TakKoxX mo3u 600 Mr i3 momanbIiuM mpritoMoM fo3u 150 Mr Ha
no0y. KoxkeH i3 ux BUfIiB JTiKyBaHHS 3aCTOCOBYBA/IY B IiJIOMYy BIPOMOBXK 5 [HIB (10 MOCATHEHHS
crabinpHOTO cTany). He 6y10 BUSBIEHO CYTTEBUX BiIMiHHOCTEH y IMOKAa3HUKAX KOHIIEHTPAITil
aKTHBHOI'0 MeTaboJIiTy yV KpPOBi Ta cepenHix moKa3HUKax MPUTHiYeHHs arperatii Tpom6onuTis (ITAT)
MixK oco0aM¥ i3 HafIIBUAKKUM, iHTEHCHBHUM Ta IPOMiXXHUM MeTabomiaMoM. B ocib 3i 3HUKEHUM
MeTab01i3MOM KOHIIEHTpallisl akTUBHOTO MeTaboMmiTy ¥ KpoBi 3MeHmmiacs Ha 63—71 % mopiBHSHO 3
ocobamu 3 iHTeHCUBHUM MeTabomiaMoM. [Ticns 3acTocyBaHHs pexkumy po3yBaHHS 300 mr /75 Mr
aHTUTPOMOOLUTaPHI eheKTH B 0Ci0 3i 3HMKEHUM MeTabo1i3MoM Oy/TH MEHII BUPaXKeHUMH, ITPU
mpoMy cepepHin moka3Huk [TAT (5 MkM AII®) cranoBuB 24 % (24 rogunu) i 37 % (meHb 5) IOPIBHAHO
3 [TAT 39 % (24 rogunu) i 58 % (mens 5) y ocib 3 inTeHCUBHUM MeTabosiamMoM Ta 37 % (24 rogunm) i
60 % (mens 5) y ocib i3 mpomixuuM MeTabosnizamoM. Konu ocobaMm 3i 3HUKEHUM MeTab01i3MoM
3aCTOCOBYBa/IM peXuM fo3yBaHHA 600 mr/150 Mr, KOHIIeHTpallis akTUBHOI0 MeTaboJIiTy y KpoBi Oynia
BUIIIOI0, HiX IIPU 3aCTOCyBaHHI pexumy golyBaHHS 300 mr/75 mr. Kpim Toro, moka3uuku [TAT
crtaroBunu 32 % (24 rogunu) i 61 % (meHs 5), sKi Oynu BUIIUMHU, HiXK Y 0Cib 3i 3HUKEHUM
MeTabommizmoM, 110 oTpuMyBanu no3u 300 Mr/75 Mr, Ta MOAIOHUMHU [0 MOKA3HUKIB, OTPUMAHUX Y
iHIMMX Tpymnax, BUMiIEHUX 3ajIeKHO Bif Tunmy Metabomniamy CYP2C19, npu 3acToCcyBaHHiI pexKuMYy
no3yBaHHs 300 mMr/75 Mr. 3a pe3y/bTaTaMy JOCIIAKEHD KIIHIYHUX e(PEeKTiB HaJleKHUN PEeXKUM
IOO3yBaHHS OJIS L€l TPYIY MallieHTiB He OyB BU3HAUEHUM. AHAJIOTiYHO N0 pe3yJbTaTiB, HABeJEeHUX
BHUIIlE, Y MeTaaHaJli3i 6 OCHiAXKeHb i3 ypaxyBaHHAM IMOKa3HUKIB PiBHOBaXKHOTO CTaHy 335 Malli€HTiB,
SIKi OTPUMYBaJIU KJIOMigorpesnb, OyI0 MpoIeMOHCTPOBAHO, II0 KOHIIEHTPalliss aKTUBHOTO MeTaloJIiTy y
KpOBi 3MeHIuacs Ha 28 % y ocib 3 mpomikHUM MeTabomi3aMoM i Ha 72 % y ocib 3i 3HUKEeHUM
MeTabomnmizmoM; iHTiOyBaHHS arperatii TpoM6onuTiB (5 MKM AJ1®) Tak0oXkK 3MEHIIUIIOCS, IPU LIbOMY
pi3uuig y mokasuukax ITAT cranosuna 5,9 % ta 21,4 % BiAmoBigHO MOPiBHSAHO 3 0co0aMu 3
inTeHCUBHUM MeTabosizaMoM. Brinus rerotuny CYP2C19 Ha KmiHiuHI pe3ybTaTil y Nali€HTiB, SKi
OTPUMYBAJIH KJIOMIIOTPEeIb, ¥ XOMi IPOCIIEKTUBHUX PAaHIOMi30BaHUX KOHTPOJIbOBAHUX BUIIPOOYBaHb
He BUBYaBcs. [IpoTe Oyy0 MPoBEOeHO 11ily HU3KY PETPOCIEKTUBHUX aHaIi3iB 3 METOIO OI[iHKH IThOT0
eeKTy y MallieHTiB, SKi OTPUMYyBaIu KJIOMiOrPelb, AJid SKUX iCHYIOTh pe3y/IbTaTU T€HOTUITYBaHHS:
CURE (n = 2721), CHARISMA (N = 2428), CLARITY-TIMI 28 (n 227), TRITON-TIMI 38 (n = 1477), i
ACTIVE-A (n = 601). Kpim Toro, iCHyI0Th pe3y/IbTaTH KiJIbKOX OITy0JIiKOBaHMX KOTOPTHUX
nocripxkens. Y xoni ananizy TRITON-TIMI 38 ta 3 koroptaux pocnigxeHs (Collet, Sibbing, Giusti)
KoMOiHOBaHa rpyma, sKa CKJIafanacs 3 0cib i3 mpoMixKHUM Ta 3HUKEHUM MeTabo1i3MoM, Majia BULLY
YacTOTY BUHUKHEHHS CepleBO-CYOUHHUX IOAiM (JleTalbHUY HACTIOOK, iIHpapKT MioKapaa Ta iHCYIbT)
abo TpoM603y CTEHTIB, Hik 0co0u i3 iHTeHCUBHUM MeTabosniaMoM. YV xoxi ananisy CHARISMA Ta
OJTHOT'0 KOTOPTHOTO AOCIimXeHHs (Simon) B 0cib 3i 3HMKEHUM MeTab0I1i3MOM CIIOCTepiraaacs
migBHIIleHA YaCTOTa BUHUKHEHHS MOfil MOPiBHSAHO 3 0co0aMu 3 iHTeHCHBHUM MeTabomizaMoM. Y
ananizax CURE, CLARITY, ACTIVE-A Ta B ogHOMY 3 KOTOPTHUX HocnigxkeHs (Trenk) yactoTa
BUHUKHEHHS CEPIIeBO-CYIMHHUX TOMiM OCTOBIPHO He 3ajiexarla Bifl 0coOIuBOCTEN MeTaboIi3My.
2KopeH i3 11ux aHani3iB He BKJII0YaB JOCTATHHOI KiJIbKOCTI MMAIlieHTIB OJIsl TOTO, 1100 MOoXkHa 0yi1o0
BUSIBUTHU Pi3HHULIO y KJTiHIYHKX pe3ybTaTaXx y Malli€HTiB 3i 3HUKEHUM MeTab0J1i3MOoM.

Ocob.usi kameeopii nauienmis. ®apMaKOKiHETHKA aKTUBHOTO MeTab0IiTy KJIOMmigorpesnio He
IOCTiAKyBanacs y Huxk4e3a3HaueHUX 0COOMBUX KaTeropii maiieHTis.

HupkoBa HegocTaTHiCTh. [Ticiig peryaspHOro 3aCTOCyBaHHS 75 MT KJIOIigorpesio Ha o6y y
MAIEHTIB i3 TAKKOI0 HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTHUHiIHY 5—15 MJjI/Ha XBUJIUHY)
inribyBaHHs AJI®-iHOyKOBaHOI arperatlii TpoMOoIuTiB Oy10 MeHIII BUpaxKeHuM (25 %) mopiBHSAHO i3



TaKUM XKe e(peKTOM y 3M0POBUX HOOPOBOJIBLIIB, & YaCc KPOBOTEUi OYB ITOOBXKEHUY MaliKe TaK CcaMo,
K i y 300poBUX DOOPOBOJIBIIB, SIKi OTPUMYyBaU 75 MT Kjomigorpenio Ha fo0y. Kniniuna
IIepEHOCUMICTH Oyj1a XOPOILIO0 B YCiX MallieHTiB.

[TeuyinkoBa HemoCTaTHICTE. Ilics perynsgpHoro npuiioMy 75 Mr Kjioniforpesnto Ha fo6y BnpomoBx 10
IHIB y IaLi€HTIB i3 TSXKKOIO IeUYiHKOBOIO HefmoCcTaTHICTIO inribyBanus AIl®-iHOyKOBaHOI arperatii
TPOMOOUUTIB OyJI0 TAKUM CaMUM, 5K i y 3[0POBUX J0OPOBOJIBIIIB. CepeqHe MONOBXKEHHS Yacy
KPOBOTEYi TaKOXK O0yJI0 OMHAKOBUM B 000X IpyIiax.

PacoBa npuHanexHicTe. [TomupenicTs anenis CYP2C19, siKi CIpUYUHSAIOTH IPOMIXKHY Ta CJ1abKy
MeTabomiyny akTuBHicTe CYP2C19, Bimpi3HS€ThCS 3a/IeKHO Bifl pacoBOl/€THIiUHOI TPHUHATIEKHOCTI
(muB. po3min «®apMakoreHeTHKa»). ICHYI0Th 00MeXKeHi laHi CTOCOBHO IAIliEHTiB MOHTOJIOIAHOI pacH,
SIKi Jal0Th 3MOTY OLIHUTHU KITiHIYHEe 3Ha4eHHS reHOTUNyBaHHS 1boro CYP.

IlokaiHiuHi 0aHi 3 6esneku. IToOiyHUMY epeKTaMH, 110 HaldYacTillle CIIOCTepiraaucs mim yac
MOKJIIHIYHUX [OCHiIXXKeHb Ha TBapuHaX, Oynu 3MiHu 3 60Ky mediHKu. BoHU 3’SIBNIANKCS IIPU BBEIEeHHI
103, 1[0 TPU3BOAMIN 0O KOHIIEHTPAllil KJIOMigoTrpesIio B KPOBi, MaiiKe y 25 pasiB BUllle KOHIIEHTpPAIIiH,
SIKi CIIOCTepiraloThCs y JTIOAUHY IPH KITIHIYHOMY 3aCTOCYBaHHI 03U 75 MT KJIOMifoTrpenio Ha foly, i
Oynu HacigkoM mil mpenapaTy Ha ¢pepMeHTH, 1110 6epyTh y4acTh y ediHKkoBoMy MeTabomi3Mi. [Tpu
3aCTOCyBaHHI y IIOOUHU TepalleBTUYHUX 03 KJIOMiIOTPesIio 2KOHOT0 BIIJIUBY Ha (epMeHTH, 110
0epyTh y4acTh y e4iHKoBOMY MeTabomi3Mi, He criocTepirascsi. IIpu BBeeHHI BUCOKHUX 003
KJIOIiZOTPeJIio IypaM Ta MaBmaM-0a0yiHaM crocTepirajaacs rmoraHa IITyHKOBA TePEeHOCUMICTh
npernapary (BUHMKAB raCTPUT, €PO3UBHE YpaxkKeHHs IIUTyHKa Ta/a0o OmtoBaHHs). [Ipu BBeOeHHi
KJIOTIIAOTPEJII0 MUIIIaM BIIPOAOBXK 78 TUXKHIB Ta IypaM BIpoaoBxK 104 TUXKHIB y mo3ax [0 77 MI/KT Ha
no0y (1o Matizke y 25 pa3iB IepeBuUIlye KOHIIEHTpaLllil, Ki CIIOCTepiraloThCs y MIOAUHU TIPU
KJIiHIYHOMY 3aCTOCYBaHHI 103U 75 Mr/Ha mo0y) He OTPUMAHO XKOJHUX NOKa3iB KaHIIEPOTEHHOI Oil
mpemnaparty. bysio mpoBegeHo LWinuii psAfA OOCHiAXKeHb TeHOTOKCUYHOCTI KJIOMiAOTPEsT0 B yMOBaXx in
vitro Ta in vivo, OqHaK BOHU He BHUSIBUJIM KOOHOI TeHOTOKCUYHOI Ail mpemnapaty. Knomigorpens He
BIIJINBAB Ha PEIPOAYKTUBHY (DYHKIIIO IITYPiB, @ TAKOXK He YMHUB TEPATOTEHHOI Ail Hi y LIypiB, Hi y
KposiB. [Ipu BBeJeHHI 1lypaM y Iepiof TaKTallil KJI0Miforpens IPU3BOAUB 00 He3HAUHOI 3aTPUMKHU
PO3BUTKY IoTOMCTBa. CrelianbHi papMaKOKiHETHYHI HOCTigXKeHHS 3 PalioaKTHBHO MiYeHUM
KJIOIiiorpesieM AOBEJIH, [0 BUXigHA PeUYOBMHA Ta il MeTa0OIIiTH eKCKPETYIOThCS 3 TPYOHUM MOJIOKOM.
OTxe, He MOXKHA BUKJIIOYATH SIK 6e310CepeqHbOro BIIJIUBY IIpenapaTy Ha IIOTOMCTBO (He3HavyHa
TOKCUYHA [isl), TaK i 0OMoCepegKOBaHOT0 BIIJIUBY (BHACIIAOK IOTiPIIEHHS CMaKOBUX SIKOCTE! MOJIOKaA).

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.
BmopuHHa npogirakmuka nposgie amepompomb03y y 00pocaux:

XBOPUX, SIKi mepeHecnu iHdapKT MioKapza (II04aToK JIiKyBaHHSI — 4yepe3 KijibKa [HiB, ajie He
mi3Hille HiX 4yepe3 35 [OHIB MiCg BUHUKHEHHS), IIeMIYHUN 1HCYNBT (IOYaTOK JIIKyBaHHSA — 4Yepe3

7 OHiB, ajie He Mi3HilIe HiXK Yyepe3 6 MicAIiB micis BUHUKHEHHS) ab0 y SKUX AiarHOCTOBaHO
3aXBOPIOBaHHS NepuhepUudHNX apTepii;

XBOpHUxX i3 TOCTPHUM KOPOHAPHUM CHUHOPOMOM:

- i3 rocTpuM KOpOHapHUM CHHApoMoM 0e3 mifiiomy cermeHnTa ST (HecTabinbHa cTeHOKapHis abo
indapkT Miokappa 6e3 3yous ), y TOMy YHCHi y HalLi€HTiB, SKUM OyJI0 BCTAHOBJIEHO CTEHT y IIPOIECi
IIPOBEJIEHHS YePe3IIKiPpHOI KOPOHAPHOI aHTi0IIacTUKY, Y KOMOiHAIli1 3 alleTHIICaliluI0BOI0



kucnororw (ACK);

- i3 rocTpuM iHpapkTOM MioKappa 3 migiiomoM cermeHTa ST y KoMmOGiHallil 3 alleTHIICaTiLKAI0OBOIO
KHCJIOTOO (Y XBOPUX, SIKi OTPUMYIOTh CTaHOApTHE MeOUKaMeHTO3He JIIKyBaHHS Ta SKUM II0Ka3aHa
TPOMOOJIiITUYHA Teparis).

TpaH3umopHa iwemiuHa amaka (TIA) cepedHb020 ma 8UCOK020 cmyneHs pu3uky abo maautl
iwemiyHutl iHcyavm (IT). Knomigorpens y komb6iHaiiii 3 ACK moka3anuii mopocnuM mnaiieHtam i3 TIA
CepegHbOT0 Ta BUCOKOTO CTYIIeHs PU3UKY (MMOKa3HUK 3a IIKaIok ABCD?2'3 4) a60 MamuM imeMiuHuM

iHCyIbTOM (IIOKa3HUK 3a IIKaJ00 NIHSS?* £ 3) npoTsrom 24 rogus micnst TIA a6o Masoro imeMigyHOTO
IHCYJIBTY.

' Bix, apTepianbHUM THUCK, KJTiHIUHI 03HAKM, TPUBAIICTh Ta OiarHO3 IIyKPOBOTO AiabeTy.

2 [lxkamna iHCynbTy HauioHanbHOTO IHCTUTYTY 300POB’A.

ITpogpinakmuka amepompombomuyHux ma mpomboemboaivHuUX nodilt npu ¢pibpussayii nepedcepos.
Knomigorpens y kom6inartrii 3 ACK mokasaHui JOpOCINM nallieHTaM 3 GiOpunsilieio mepencepnb, sKi
MaloTh L[OHAUMeHIe OOUH (HaKTOp PU3NKY BUHUKHEHHS CYOIUHHUX IOMiY, y IKUX iICHYIOTh
IIPOTUIIOKA3aHH [0 JIiKyBaHHSA aHTaronictamu BiTaMiny K (ABK) i siKi MalOTh HU3bKUY PU3UK
BUHUKHEHHS KPOBOTEY, AJ19 IPOPiTaKTUKYU aTePOTPOMOOTUYHUX Ta TPOMOOEMOOTiUHUX TIOTiH, Y TOMY
9quCyi iHCynbTy. [ OTpuMaHHS JOHaTKOBOI iHpopMariil fuB. po3nin «PapMaKOJIOTiuHi BIaCTUBOCTI».

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTH [0 Ail040l peuyoBUHU ab0 [0 Oyab-IKOT0 KOMIOHEHTa Ipemapary. TsaxKa
Ie4YiHKOBA HeOCTaTHICTh. ['0CTpa KpoBOTeYa (HAaIpPHUKIIaM, MEeNTHYHOI BUPa3Ku abo
BHYTPIITHbOYEPEIHUM KPOBOBUJIUB).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

JlikapceKi 3ac00H, 3aCTOCYBAHHS TKUX CYIIPOBOMXKYETHCS MiTBUINEHHIM PU3UKY KpoBOTed. Yepes
MOTEHIINHNY agUTUBHUY e(eKT iCHY€E MiABUIIIEHUN PU3UK reMOpariyHuX yCKJIagHEHb, TOMY

OJHOYaCHe 3aCTOCYyBaHHS TaKWX JIiIKAPChKUX 3ac00iB 3 KJIOMiforpesieM BUMarae 00epexkHoCTi (OuB.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

[TepopanbHi aHTUKOArYIAHTH. OJHOYAaCHE 3aCTOCYBaHHA IpenapaTty Menorpens 3 IepopalbHUMU
QHTUKOATYJISTHTaMM He PEKOMEHIYETLCS, OCKITbKY TaKa KOMOiHAllisT MOXKe ITOCUNIUTH iHTEHCUBHICTh
KpoBOTeUi (IuB. po3min «OcobIUBOCTI 3aCTOCYBaHHSS»). X04a 3aCTOCYBaHHS KJIOMiOOTPENio y 1031 75
MT Ha 0o0y He 3MiHIOE ¢hapMaKoKiHeTUuHUM Tpodinb S-Baphapuny abo MixKHapomHe HOpMai3oBaHe
cuieBigHOweHHd (MHC) y nmauieHTiB, gKi BIPOAOBXK TPHUBAJIOTO YaCy OTPUMYIOTh JIiIKyBaHHS
Bap(apuHOM, OgHOYACHE 3aCTOCYBaHHS KJIOMIIOTPeIio Ta BappaprHy 30iIbIllye PU3UK KPOBOTEYi
yepe3 iCHYBaHHS HEe3aJIe3KHOT0 BIIJIUBY Ha IeMOCTa3s.

Iaribitopu ruikonpoTteinoBux pelientopiB IIb/ITa. Kmonigorpens ciin 3 00epeXHICTIO TpUu3HavYaTH
nalieHTaM, IKi OTPUMYIOTh iHTi0iTOpH rIikompoTeinoBux petenTopis [Ib/IIla (guB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).



AuetuncaninmnoBa kucnora (ACK). AnetuscaniiuiioBa KMCI0Ta He 3MiHIO€ iHTiOiTOpHOI il
kyonigorpenio Ha AIlI®-iHgyKoBaHy arperartito TpoMOOUHUTIB, aje Kiomiforpens nocusoe fito ACK Ha
arperariito TpoMOOIUTIB, iHAYKOBaHYy KoareHoM. IIpoTe ogHodacHe 3actocyBaHHs 500 mr ACK 2
pas3u Ha fo0y IPOTSATOM OOHOTO [HS He CIPUYNHSE 3HAUYIIOro 30iblIeHHS Yacy KpOoBOTei,
IIOI0B2KEHOTr0 BHACJIIAOK NTpuiioMy Kiomiforpenoo. OCKibKY MOXKIIMBa (hapMaKoAnHaMidyHa
B3a€EMOZIiSl MiXK KJIOMifOTpesieM Ta aleTUICAIilAIOBOI0 KUCIOTO 3 MiABUIIEHHSM PU3UKY KPOBOTEYl,
OJIHOYaCHEe 3aCTOCYBaHHS LUX IIpernapaTiB moTpebye 06epexkHOCTI (muB. po3min «OcobmuBOCTi
3acTocyBaHHS»). He3Baxatouu Ha 11e, knonigorpens i ACK cyMmicHO 3acTocoByBanu 10 1 poky (ZuB.
po3min «®apMakKoJIoriuyHi BIaCTUBOCTI»).

Tenapus. Knomigorpens He moTpefyBaB KOPeryBaHHS NO3U T'ellapuHy Ta He 3MiHIOBaB [il0 TellapuHy
Ha Koarynsiiiio. OgHOYacHe 3aCTOCYBaHHS TelaprHy He 3MiHIOBaso iHriOyo4oi fil Kiomnigorpeio Ha
arperatiito TpoM0601TuTiB. OCKiTEKY MOXKJIMBA (papMaKOAMHAMIYHA B3aEMOIisl MiX KOIiforpesnem i
relapyuHOM i3 MigBUIIEHHSM PU3UKY KPOBOTEYi, OMHOYACHEe 3aCTOCYBaHHS IIMX IIpelapaTiB moTpedye
00epexkHOCTI (IuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

TpombGoniTryHi 3acobu. be3neka ofHOYACHOT0 3aCTOCYBaHHA KJIOMIiforpesio, ¢pibprHocIenudpiganX
abo ¢idbpuHOHECTeNM(piYHNX TPOMOOTITUYHNX areHTiB Ta renapuHy OyJia HOCHiAXKeHa Y XBOPHUX i3
roctpuM iHpapkTOM Miokappa. HacToTa pO3BUTKY KIiHIiYHO 3HAYYIIMX KPOBOTEY OyJia aHAIOTiYHO0
Tili, IO CIIOCcTepiranaacs Mpu OMHOYACHOMY 3aCTOCYBaHHI TPOMOOIITHYHUX ITperapaTiB Ta TelapuHy 3
ACK (mguB. po3min «ITo0iuHi peakirii»).

Hecrepoinni npotulanansHi npenapaty (HII3II). Y npoteci KiHIYHOTO OOCTioXKEeHHS, IIPOBEOEeHOTO

3 y4acTIO 3[I0POBUX T0OPOBOIIBLIIB, OMHOYACHE 3aCTOCYBaHHS KJIOMIJOTPEII0 Ta HallpOKCEHY
306iTbIITyBao KilbKiCTh IPUX0BAHUX IITYHKOBO-KUIIKOBUX KPOBOTeY. OfHAaK dyepe3 BiACYTHICTh
OOCIiIKeHb IIOM0 B3aeMoil mpenapaty 3 inmmmu HIT3IT moTenep He 3’sSCOBAHO, UM 3POCTAE PUIUK
IIJTYHKOBO-KUIIKOBUX KPOBOTEY IIPH 3acTocyBaHHi 3 ycima HII3IT. Tomy HeobximHa o0epexHICTh Ipu
omHOYacHoOMY 3actocyBaHHi HIT3II, 30kpema inribiTopis LIOI'-2, 3 KomigorpeneM (IUB. PO3Min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

CenekTHBHi iHTiGiTOpKM 3BOPOTHOrO 3axomieHHs cepoToHiny (CI33C). HeobxigHO 3 06epekHiCTIO

omHoyacHO 3actocoByBatu CI33C 3 kinomigorpenem yepes Te, o CI33C BuvBamTh Ha aKTHABALI0
TPOMOOLMTIB Ta MiABUIIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

O0HouacHe 3acmocy8aHHA IHWUX npenapamis.

IngykTopu CYP2C19. OckinbKu Kjonigorpenb MeTabomi3yeTscsl 4acTKoBo mif miero CYP2C19, To
3aCTOCYBaHHS IIpelaparTiB, AKi iIHAYKYIOTh aKTUBHICTh LILOT'0 (PEePMEHTY, IIPU3BEE [0 MigBULIEHHS
PiBHS aKTHBHOI'0 MeTaloJIiTy Kiomiforpenio. Pudamminun € cunbauM ingykropom CYP2C19, Tomy
MOT0 MPUIOM IPU3BOOUTH SIK IO IMIBUIIEHOT0 PiBHS aKTUBHOTO MeTabO0IiTy KITOmigorpenio, Tak i 1o
inribyBaHHS TPOMOOIIMTIB, 1110, 30KPEMa, MOXKe IIiABUIIUTH PU3NK KPOBOTeUi. K 3amobiKHUM 3axif
CJIif YHUKATUA OOHOYACHOT0 3aCTOCYBAHHA i3 KiomigorpeneM cunbHUX iHaykTopis CYP2C19 (gus.
po3min «Ocob6IUBOCTI 3aCTOCYBaHHS).

Iuri6iTopu CYP2C19. OcKinbKu KIIOMIiIOrPeb IEPETBOPIOETHCS Y CBill aKTUBHUM MeTab0IIiT YaCTKOBO
mig mieto CYP2C19, To 3acTocyBaHHS IpenapariB, SKi 3HUXKYIOTh aKTUBHICTh IIbOT'0 (PEPMEHTY,
HalliMOBipHillle, mpu3Be[ie [0 3HMUKEHHS KOHI[EHTPallil akTUBHOTO MeTaboJIiTy KJIOMigoTpenio y
nna3mi. KniniyHe 3HaueHHS I1i€l B3aeMopil He 3’sicoBaHe. ToMy 5K 3anobiKHUY 3axif Clif yHUKATH
OJHOYACHOT'0 3aCTOCYBAHHS CUJIbHUX Ta rMoMipHuX iuri6itopis CYP2C19 (ouB. po3minu
«PapMakoKiHeTHKa» Ta«OcoOIMBOCTI 3aCTOCyBaHHS»). [0 IIpemnapariB, IKi € CUIbHUMU abo
nomipaumiu iHriditopamu CYP2C19, HamexkaTh oMeInpa3oJi, e30Mernpa3oJ, GIyBoKcaMiH, QPIyoKCeTHH,
MOKJI00€eMifl, BOpHKOHAa3071, PIIyKOHA30J, TUKJIONiAWH, KapOamMaseliH Ta e¢aBipeHil.



Iaribitopu nportonHoi mommu (IT1IT). OMmemnpa3son y po3i 80 mMr 1 pa3 Ha o0y Ipu CYIyTHEOMY
3aCTOCYBaHHI 3 KJomigorpeneM abo B Mexax 12 rogus Mix npuiioMaMu LUX OBOX Ipemaparis
3HUKYBaB KOHIIEHTPAIliI0 aKTUBHOTO MeTaboJIiTy Y KpoBi Ha 45 % (HaBaHTaxyBasibHa 1o3a) i Ha 40 %
(mipTpumyooda go3a). lle 3HMKEHHS CYNIPOBOAXKYBAIOCS 3MEHIIEeHHIM IIPUTHIYEeHHS arperartiil
TpoMOouuTiB Ha 39 % (HaBaHTaxXyBajbHa f03a) i Ha 21 % (mipgTpuMyloda go3a). O4ikyeThCS, 1110 B
aHaJIOTIYHy B3a€MOi0 3 KJIOMiforpeieM BCTynIaTUMe i €30MeInpa3oil. 3a pe3yibTaTaMu
oOcepBalliiHUX Ta KIIiHIYHUX OOCHiIXKEeHb OTPUMAHO CYIIEePeUIuBi faHi 00 KIiHIYHUX HACiKiB
X papMaKOKiHETUYHUX Ta apMaKOOUHAMiYHUX B3a€EMOMIN 3 TOYKHU 30PY PO3BUTKY OCHOBHHUX
KapAioBacKyISPHUX MO, dK 3amobikKHuM 3axif He CIil OMHOYACHO 3 KJIOMigorpenemM
3aCTOCOBYBaTH OMeIpa3oi abo e3oMenpa3oi (auB. po3min «OcoO6nMMBOCTi 3aCTOCYBaHHA»). MeHII
BUpaxKeHe 3HMKEHHS KOHI[eHTpallili MeTaboIiTy y KPOBi CIlocTepiranocs mpu 3acTOCyBaHHi
aHTOMIPa30jy abo maHcompa3ony. [Ipyu omHOYaCHOMY 3aCTOCYBaHHI MaHTONPa30ny y mo3i 80 mr 1
pa3 Ha 0o0y KOHIIEHTpallil akTUBHOTO MeTaboJIiTy y maa3Mi KpoBi 3MeHumucs Ha 20 %
(HaBaHTaXXyBa/lbHa f103a) Ta Ha 14 % (migTpuMyloda mo3a). Lle 3HUKeHHS CyIPOBOMXKYBaIOCS
3MEHINeHHSIM CepPeqHbOro ITOKAa3HUKa MPUTHiYeHHs arperatiii Tpom6oruTiB Ha 15 % 1a 11 %
BignmoBigHO. OTpUMaHi pe3ynbTaTh BKa3yOTh Ha MOXKJIUBICTh OGHOYACHOTO 3aCTOCYBaHHS
KJIOIiOTPeTo Ta MaHToIpa30iy. HeMae moKa3iB TOTO, 1110 iHIMI JTiKapchKi 3acobu, sIKi 3MEHIIYIOTh
BUPOOJIEHHST KUCIIOTH Y IIUIYHKY, TakKi 9K, Hanpuknag, H,-6mokaTopu abo aHTaluau, BIIMBAIOTh Ha
AHTUTPOMOOLIMTAaPHY aKTUBHICTE KIIOMiZOTPETTIO.

BycrepHa aHTHpeTpoBipycHa Tepamisd. Y BIJI-iHpikoBaHUX Nalli€HTIB, sIKi OTPUMYIOTL OyCTEPHY
aHTUPETPOBipyCHY Teparmiio (APT), BUCOKUM PU3UK BUHUKHEHHS CYAUHHUX N0fii. CyTTEBO 3HUXKEHE
inribyBaHHS TPoMOOIUTIB criocTepiranocs y nauieHTis 3 BIJI, aki orpumyBanu APT, mincuneny
puToHaBipoM abo KoOimucTtaToM. Xo4a KJliHiYHa 3HAYYIIiCTh LMX JaHUX He BU3HaYeHa, OTPUMaHO
CIIOHTaHHI noBigoMnenHs npo BlJI-indikoBaHUX malli€eHTiB, ki oTpumyBanu APT, nigcunerny
PUTOHABIPOM, i SIKi mepeHecTy TOBTOPHI OKITIO3iiiHi siBUIIIA Mmicis feobCcTpyKiii abo TpoMOOTHYHI
nopil Ha (poHI cxeMu JIiKyBaHHS yIapHUMU A03aMU Kionigorpento. [Ipu omHOYaCHOMY 3aCTOCYBaHHI
KJIOIiOTPEJII0 Ta PUTOHABIPY MOXK/IMBE 3HUKEHHST CEPeOHbOro iHri0yBaHHS TPOMOOUUTIB. TakKuM
YUHOM, CJIifl BiTMOBIISITUCS BiJ OMHOYACHOI0 3aCTOCYBaHHS Kiomiforpento 3 0ycrepHoio APT.

KowmGiHais 3 iHImMMy gikapcbKuMH 3acobamMu. Byso npoBefeHo psf KIiHIYHUX OOCITigXKeHb 3
KJIOIIOrpesyieM Ta iHIIMMU MIpenapaTaMy [Jis BUBYEHHS IMOTEHLIMHUX papMaKOJIUHAMIUHUX i

(dapMaKOoKiHeTUUHNX B3aeMogiu. KniHigyHo 3Hauymol papMakomgrHaMiYHOI B3a€MOAIl Ipu
3aCTOCYBaHHi KJIOMiJOTpesto OMHOYACHO 3 aTeHOoI0jI0M, Hipenumninom ab6o 3 o6oMa mpernapaTaMu
BUSIBJIEHO He 0yio. Kpim Toro, GapmMakogrHaMiyHa aKTUBHICTb KJIOMigOTPEITI0 3aIUIIHIIACS
IIPAKTHYHO HE3MiHEHOI0 IIPU OOHOYACHOMY 3aCTOCyBaHHi 3 (peH0OapOiTaioM Ta eCTPOreHOM.
dapMaKoKiHETHYHI BIaCTUBOCTI IUTOKCUHY a00 TeodiliHy He 3MiHIOBaIUCS IIPU OGHOYACHOMY
3aCTOCYBaHHI 3 KJIOmigorpeneM. AHTalMAHI 3aco0u He BIINTMBAJIKA Ha piBeHb abCcopOIIil KIIOMigoTrpertio.
Pesynbratu gocnipxkenus CAPRIE cBiguats, mo ¢eniToin i TonmbyTamin, ski MeTabomi3yioTbcs 3a
nomomoroio ¢pepmenTy CYP2C9, MoxHa 6e31MeyH0 3aCTOCOBYBATH OMHOYACHO 3 KJIOMiIOTpPesieM.

JIikapchbKi 3acobwu, siKi € cybecrpatamu Gepmenty CYP2C8. Byno nokasaHo, 1110 KJIOMiAorpesb

30inbIIy€e €KCIIO3UIIiI0 PelariiHigy y 3M0poBUX J0OPOBOIBIIB. [JoCHiIKeHHS in vitro
IIPOJIEMOHCTPYBAJIH, IO Ife 30iMbIIeHHS eKCII03MUllii penariiHiny o0yMoBieHe iHTi0OyBaHHAM
depmenTty CYP2C8 riiokypoHigHEM MeTa0oJ1iTOM KIIOIiAOrpesio. 3 OrIsigy Ha PU3UK 30inbIIeHHS
KOHIIEHTpAIIiXl B IJIa3Mi KPOBi, OTHOYACHE 3aCTOCYBaHHS KIIOIMiOOTPEIIo Ta JIiKapCchKUX 3ac00iB, sKi
BHUBOMSITHCS 3 OPraHi3My IepeBaxHO 3a HOIIOMOT0I0 MeTabo0Ii3My, OmocepenKoBaHOro epMeHTOM
CYP2C8 (Takux sIK pemarmiiHif, makmitakcen), motTpedye ob6epexHOCTI (muB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»). 3a BUHSATKOM iHGopMalril momo B3aemMonil 3i cnenudivyHUME TiKapChKUMM 3acobamu,
HaBeJIeHOI BUIIE, JOCHIIXKEeHHS 000 B3aEMO/Iii KITOMimOrpesto 3 TiKapChbKUMH 3aco0amu, sSKi
3a3BUYal MpHU3HAYAIOTh XBOPUM Ha aTepoTpoM603, He mpoBogunucs. OgHak MmallieHTH, sKi Opanu



y4acCTh Y KITiHIYHUX JOCITiIXKEeHHSIX KJIOMigorpeso, 3aCTOCOBYBaIN OJHOYACHO iHIII MpemapaTy,
BKJTIOHAIOYH OiypeTuku, 6eTa-6710KaTOpH, iHTiOITOPH aHTIOTEH3UHIIEPETBOPIOBAIBHOT'O (PepPMEHTY,
AHTATOHICTH KaJlbllilo, 3ac00H, 1110 3HUKYIOTH PiBEHb X0JIECTEPUHY, KOPOHAPHI Ba30AUIaTATOPH,
aHTtupiabeTyHi 3acobu (BKII0YalOUX iHCYIIiH), MPOTHeENienTuYHi 3acobu Ta anTtaronictu GPIIb/IIIa,
0e3 03HaK KJIiHIYHO 3HauyIIol mobiyHol mil.

4k i y pasi 3acTocyBaHHS iHIIKX ITepopaibHUX iHTibiTopiB P2Y12, ogHOYaCHe 3aCTOCYyBaHHS
OIiOITHMX aroHiCTiB MOXKe MOTEHIIHO 3aTPUMATH Ta 3MEHIIUTH a0CoPOIIii0 KITOmigorpento,
MOBIPHO, Yepe3 yIOBiIbHEHE BUIIOPOXKHEHHS IUTyHKa. KiIiHiYyHa 3Ha4yLlicTh 0bOr0 HeBigoMa. Crif
PO3TIIIHYTH 3aCTOCYBaHHS IAapEeHTEPATIbHOT0 aHTUTPOMOOIMTAPHOTO 3ac0o0y MallieHTaM 3 TOCTPUM
KOPOHAPHUM CUHIPOMOM, SKi MOoTpeb6yi0Th OMHOYACHOTO BBeAeHHST MOpGiHny abo iHIIKWX aroHiCTiB
OITioifiB.

PosyBacTtaTus. BcTaHOBIIEHO, 1110 KJIOMIiOrPeIb MiABUIIYE €KCIIO3ULII0 PO3yBACTATUHY y NAlLi€HTIB ¥
2 pa3u (AUC) Ta 1,3 pa3u (Cmax) micns BBegeHHS mo3u kiomigorpemnto 300 mr ta B 1,4 pa3u (AUC)
6e3 BBy Ha Cmax ITicjisg IOBTOPHOTO BBEeIeHHS [03U 75 MT KJIOMifOTpeo.

Oco06.1ueocmi 3acmocyeaHHs1.

Kposomeua ma 2emamono2iuHi po3nadu. Yepe3 pU3UK PO3BUTKY KPOBOTEUi Ta FeMaTOJIOTi4HIX
no0iYHMX peakIlill C/Iifl HeraliHO ITPOBECTH PO3TOPHYTUY aHasli3 KpoBi Ta/abo iHIIi BifIOBiAHI TeCTH,
SIKIIO TIif] YaC 3aCTOCYBaHHS IMpenapaTy CIIOCTePiraloTbCs CUMIITOMH, 110 CBiAYaTh PO MOXKJIUBICTh
KpoBoTeui (nuB. po3min «Ilob6iuni peakii»). Ak i inmi anTUTpOMOOIIMTAPHI 3aC00H, KITOMigOTPEh
CJIifT 3aCTOCOBYBaTH 3 00€PEKHICTIO MalliEHTaM 3 IiIBUIIEHNM PHU3UKOM KPOBOTEUi BHACITIMOK
TPaBMH, XipypriuHoro BTpy4aHHs abo iHIIKMX IMATOJIOTiYHUX CTaHiB, @ TAKOXK y pa3i 3aCTOCyBaHHS
nauientaMu ACK, remapuny, inri6itopis rnikonporeiny IIb/Illa abo HecTepOIgHUX MPOTH3aTaIbHUX
Impernaparis, BKmodatoun iHribitopu 11OI-2, abo cenekTuBHi iHTiOiTOPY 3BOPOTHOT'O 3aXOIJIEHHS
cepotoniny (CI33C), abo moTtyxHi iHmykTopu CYP2C19, abo i mikapchki 3acobu, Taki K
IEeHTOKCHU(ITiH, 3aCTOCYBaHHS SKUX CYIIPOBOIXKYETHCS MiABUIIEHHAM PU3UKY FeMOPariYHUX SBUII]
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3aco0aM¥ Ta iHIII BUOYM B3aEMOMii»). Yepes
MigBUIIEHNY PU3UK KPOBOTEUi He PeKOMEHIYEThCS MOTPiHA aHTAAarperaiTHa Teparis (KJIomigorpesnb
ACK punipupaMor) Ajisi BTOPUHHOI TPoGinakTUKY iHCYNIbTY YV HalieHTiB 3 TOCTPUM
HeKapaioeMOoiyHuM immeMigyHuM iHCynbTOM abo TIA (muB. po3minu «B3aemomist 3 iHIMUMU
nmikapchbKUMU 3acobaMu Ta iHImi Bugu B3aeMopini» Ta «[1o6iuHi peakuii»). HeoOximHO yBaxkHO
CTEXUTH 3a IPOSIBaMHU y MAIliEHTIB CHMIITOMIB KPOBOTEYi, y TOMY YKCJIi IPUX0OBaHOI KPOBOTEYI,
0co0NIMBO Y TIepIlli TUXKHI TiKyBaHHS Ta/a0o micis iHBa3iiHUX Ipollefyp Ha Ceplli Ta XipypriuHux
BTpy4aHb. OfHOYAaCHE 3aCTOCYBaHHS KJIOMIIOTPENII0 3 IEPOPAIbHUMU aHTUKOATyISHTaMU He
PEKOMEHAYEThCS, OCKIIbKHY 1€ MOXKe ITOCUJIUTY IHTEHCUBHICTh KPOBOTEY (OUB. po3ain «B3aeMopnis 3
iHIMMMU NTiKapCbKUMHM 3aco0aMu Ta iHII BUAM B3a€EMOMii»). Y pasi MI1aHOBOTO XipypriyHoro
BTPYYaHHS, KOJIU aHTUTPOMOOLIUTapHUYN ePeKT € THUMYacoBO HeOakaHUM, JTiKyBaHHS KJIOIiorpeaeM
CJIig IPUNIMHUTHU 3a 7 OHIB 0o omepatil. [TallieHTH TOBMHHI MOBIIOMIIATH JliKapio (Y T. 4. CTOMATOJIOTY)
IIPO Te, 110 BOHU MPUMMAIOTh KJIOMigoTpesib, iepel Mpu3HaueHHAM M Oyb-sKol onepariii uu nepeq
3aCTOCYBaHHSIM HOBOTO JTiKapChKoro 3acoby. Kimomigorpesns mogoBxkye TpUBalicTh KPOBOTEUi, TOMY
1oro ciim 06epekHO 3aCTOCOBYBATH IallieHTaM 3 ITigBUIIIEHUM PH3UKOM KPOBOTedi (0C0GIMBO
IIJTYHKOBO-KUIIIKOBOI Ta BHYTPIIIHHOOUHOI). TTaIlieHTIiB CIIif momepeauTH, 110 IIif Yac JTiKyBaHHS
KyomigorpesneM (okpemo a6o y kom0OiHatii 3 ACK) KpoBoTeda MOXkKe 3yIUHATHCS Mi3HilIe, HikK
3a3BUYaM, i 110 MallieHTH MOBHUHHI IOBIIOMIISITH JTiKapio PO KOXKEH BUIIaOK HE3BUYHOI (3a MicileM
YY TPUBAJICTIO) KPOBOTEUi. 3aCTOCYBaHHS HaBaHTaXyBaJibHOI 103U 600 MI KJIOmigorpesno He
PEKOMEHIYEThCS MAIliEHTAM i3 TOCTPUM KOPOHAPHUM CHHApPOMOM 0e3 migiiomy cermenTa ST Ta BikoM
375 POKiB y 3B’43Ky 3 MiABUIIEHUM PU3UKOM KPOBOTEY Y Lill IPYIIi.



TpombomuuHa mpombouyumoneriuna nypnypa (TTII). [lyxe pigko crocTepiramucs BUMAOKA
TpoMOOTHUYHOI TpoMOonuToneniunoi mypmypu (TTII) micns 3acTocyBaHHS KJIOMifOTpeio, iHoAl HaBiTh
micyIs 0T0 KOPOTKOYACHOTO 3acTocyBaHHS. TTII MposiBNsi€ThCS TPOMOOIUTOIIEH €0 Ta
MiKpOaHTiOMaTUYHOIO TeMOIITUYHOI0 aHEMIEI0 3 HEBPOIOTIYHUMY NPOSBaMU, HUPKOBOIO
muchyHKIieo abo rapsukoio. TTII € moTeHIiiHO He6e3NeUHNM CTAHOM, SKUHM MOXKe ITPHU3BOAUTH [I0
JIeTaJIbHOTO HACTIAKY i TOMy moTpe0Oye HeranHoro JIiKyBaHHS, Y TOMY YHCJIi TPOBeIeHHS
naa3Madepesy.

Habyma 2emodinis. TloBigomsiiocs Ipo BUIafKU PO3BUTKY HabyTol reModinii micis 3acTocyBaHHS
KJIOmigorpeso. Y pasi miaTBepaKeHoro OKpeMoro 36ibIleHHsT aKTHBOBAHOI'0 YaCTKOBOT'O
TPOMOOIIIaCTHHOBOTO Yacy (AYTY), 1m0 CympoBOaKYETHCSI ab0 He CYIPOBOIXKYETHCS KPOBOTEUEIO,
IIUTAHHS IIPO AiarHOCTYBaHHS HaOyTol remodinii moBuHHO O6yTH PO3rIsHYTO. [larienTy 3
IiATBEPOKEHUM iarH030M HalyTol reModinii MoBUHHI 3HAXOAUTUCS TIi] HATJISIAOM CIielfiajicTa i
OTPUMYBATH HaJleXkHe JIiIKyBaHHS; 3aCTOCYBaHHSA KJIOIIOTPEJII0 TAKUM ITalliEeHTaM CJIif] IPUIIMHUTH.

Hew,00a8H0 nepeHeceHul iweMiyHUl iHCYabm.
* [loyaToK NiKyBaHHS:

- y xBopux i3 roctpum ManuM II a6o TIA Big moMipHOT0 70 BUCOKOTO PU3UKY IOABIHHY
aHTUTPOMOOLIMTapHY Teparito (kmomigorpens Ta ACK) crnifg po3noyuHaTH He Mi3Hille Hixk yepes 24
TONUHY Bif TOYaTKy BUHUKHEHHS.

- HEMa€ [TaHUX M0N0 CIiBBiAHOIIEHHS KOPUCThL/PU3UK KOPOTKOTPHBAIIO] IMTOABIMHOL
aHTUTPOMOOLIMTaPHOI Tepatil y XxBopux 3 roctpuM ManuM II a6o TIA Big mOMipHOTO 0O BUCOKOTO
PU3UKY 3 (HETPAaBMaTUYHUMHU) BHYTPIIIHbOUEPETHUMYU KPOBOBUIMBAMY B aHaMHE3I.

- ¥ XBopux 3 o0mupHUM II MOHOTepariio KIOmigorpesoM Cifl MOYMHATH JIUIIe TicIIsI MepuIuX 7 OHiB 3
MOMEHTY BUHEKHEHHS.

* XBopi 3 ob6mupHuM II (NIHSS>4): yepe3 BiiCyTHICTh faHWX 3aCTOCYBaHHS MOOBIAHOI
aHTUTPOMOOLIMTaPHOI Tepalil He peKOMeHY€EThCS (OUB. Po3xin «[IoKa3aHHS»).

* HemonmaBuitt manuii II abo TIA Bif moMipHOTO 10 BUCOKOT'O PH3UKY V XBOPUX, IKUM IT0Ka3aHe abo
IJIaHYEThCA BTPydaHHA. HeMae maHux, M0 MiATBEPAKYIOTh 3aCTOCYBaHHS IIOABIKHOL
AHTUTPOMOOLIMTAPHOI Teparii y XBOPUX, SIKUM II0Ka3aHO JTiKyBaHHS KapOTUIHOI eHJapTEPEKTOMi€0
a00 BHYTPIIHbOCYAUHHOIO TPOMOEKTOMi€10, a00 Y XBOPUX, SKUM IIJIAHYETHCS TPpoMOoi3uc abo
aHTHKOATyJIsTHTHA Teparis. [TonBilfiHa aHTUTPpOMOOIIMTapHA Tepallis B IUX CUTYyalligX He
PEKOMEHYETHCS.

Iumoxpom P450 2C19 (CYP2C19). PapmMakoreHeTHKa: y MalLi€HTIB i3 TeHETUYHO 3HUXKEHOI0
¢yukuieto CYP2C19 cnocTepiraeThcsi MeHIlla KOHIIEHTPAIlis aKTUBHOTO MeTaboIiTy KIOMigorpeso y
J1a3Mi Ta MEHIII BUPaXXKeHUN aHTUTPOMOOIMTApHUY e(hEeKT TP 3aCTOCYBaHHI peKOMEHI0BAHUX 103
KJIOIiorpesito. 3apas iCHYITh TECTH, SIKi JatoTh 3MOry BusgBuUTYU reHoturt CYP2C19 y nauieHTa.
OCKinbKY KJIOMiOTpENb IEPETBOPIOETLCS Y CBill aKTUBHUYM MeTaboJiT yacTKoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpernapariB, SKi 3HUKYIOTh aKTUBHICTE I[bOTO (DepMeHTY, HalliMOBIpHiIlle, IpU3BeEe
[0 3MEeHIIIeHHS KOHIIeHTpallil akTUBHOTO MeTaboIiTy Kiomigorperio y mna3mi. OgHak KiliHiuHe
3HaueHH4 IIi€l B3aeMOfil He 3'sicoBaHe. ToMy SK 3amobizKHUM 3axif] CJIifi yHUKaTh OTHOYaCHOTO
3aCTOCYBaHHST CUIbHUX Ta NMoMipHux inriditopis CYP2C19 (guB. po3nin «B3aemMopist 3 iHIMMu
JMiKapChbKUMU 3aco0aMu Ta iHII BUIU B3aEMOfi»; meperik inriditopie CYP2C19 HaBemeHo y po3mimi
«PapMakokiHeTnka»). O4iKyeThcs, 110 3aCTOCYBAHHS JTiIKAPChKUX 3ac00iB, 1110 iHAYKYIOTh aKTHBHICTh
CYP2C19, npusBefie [0 MigBUIEHHS PiBHS aKTUBHOTO MeTa0OoJIiTy KJIOMiOTpestio Ta MOXKe TTOCUITUTH



PU3UK KPOBOTEYi. fAK 3amo0izkKHUM 3aXif CJTif YHUKATH OOHOYACHOTO 3aCTOCYBAaHHS CUIIbBHUX
ingykTopiB CYP2C19 (guB. po3min «B3aemogmis 3 iHIIUMHY JTiKapChbKUMHU 3aco0aMu Ta iHIN BUOU
B3aEMOTIN»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBATHUCS 00€peKHOCTI MallieHTaMm, sKi
OTPUMYIOTh OMHOYACHO KJIOMiZOTpesb Ta JIiKapchKi 3acobu, 110 € cyocTpaTtamu ¢pepmerty CYP2C8
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3aC00aM¥ Ta iHIII BUAY B3aEMOIii»).

ITepexpecHa 2inepuymaugicmeb mieHonipuduHis. TTallieHTiB CJIif IepeBipUTH OO0 HASIBHOCTI B
aHaMHe3i rinepyyTIUBOCTI OO0 iHIINX TIEHOMIPUANUHIB (TaKUX K KJIOIiAOTpeb, TUKJIOMIANH,
IIpacyrpesb), TOMY 110 HaAXOOUIN TIOBIIOMJIEHHS IIPO IIePeXPEeCHY TinepuyTAUBiCTh TIEHOMIPUANHIB
(muB. po3min «ITobiuHi peakilii). 3aCTOCyBaHHS Ti€EHOMIPUAWHIB MOXKe IMIPU3BECTH [0 BUHUKHEHHS Bif
JIETKUX [0 TSIXKKUX aJepPrivHuX peakllii, Takux K BUCHI, HaOpsK KBiHKe, abo reMaToIoTiyHuX
IIepexXpecHUX Peakilif, TaKuX K TPOMOOLUUTOMEHis i HedTpomneHis. ITalieHTy, sKi Manu B aHaMHe3i
arneprivyHi peaxirii i/abo reMaToJIOTiuHI peakIlii Ha OOUH TiEHOMIPUAWH, MOXKYTb MaTH IiABUIIEHUN
PHU3HKK PO3BUTKY Ti€l K abo iHIIOI peakilil Ha iHIIMY TieHOMipUAUH. PEKOMEHYETHCS MOHITOPHHT
IIT0JI0 HAsIBHOCTIL O3HAK TiNepuyTIUBOCTI Y MALI€HTIB 3 BIIOMOIO aJIepri€o Ha TIEHOMIPUOUHM.

ITopyweHHA pyHKUiI HUpOK. TepaneBTUYHUYN OOCBIMl 3aCTOCYBAHHS KJIOMiJOTPETIO MallieHTaM 3
HUPKOBOIO HEJOCTATHICTIO 00MeKeHU!, TOMY TaKUM TallieHTaM IIpemnapar CJIifi Ipu3HayaTH 3
obepexkHicTIO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta JO3U»).

ITopyweHHs ¢pyHKUiI neuiHku. [I0CBi 3aCTOCYBaHHS IIpenapaTy MallieHTaM i3 3aXBOPIOBaHHIMHU
TIEeYiHKM CEPENHbO] TSIKKOCTI Ta MOXKJIUBICTIO BUHUKHEHHS T€MOPariyHoro fiate3y o0OMeXeHuit, TOMy
TAKUM XBOPHUM KJIOTIOTPENTb CTif TpU3HavyaTy 3 00epekHicTIo (quB. po3nin «Crocib 3acToCyBaHHS
Ta MO3U»).

LlonomidcHI peuoguHu. Mepmorpesnb MiCTUTh JTakTo3y. [lalieHTaM 3 TAKUMU PiIKiCHUMU CIIagKOBUMU
3aXBOPIOBaHHSIMHU K HEIIePEHOCUMICTh rajlakTO3H, 3arajbHull fedinut makras3y abo mopylueHHS
MaTba0copO1ii TTI0K03U-ralaKTO3!U He CIIif IPUMMaTH 1el rmpenapat. TakoX MiCTUTD JIEIIUTHH.
fAKm10 XBOpuH Mae MifBUIIEHY YYTIUBICTh J0 apaxicy a0o coi, el niKapchbKui 3acid ciig
3aCTOCOBYBaTH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHsA 2py00Ho0.

Bazimuicmb. Yepes BiACYTHICTH KITIHIYHUX JaHUX IIPO 3aCTOCYBaHHS KJIOMIAOTPENI0 YV IIEpiof
BariTHOCTI HeOaXkaHO IMPHU3HAYaTH MpelapaT BariTHUM XiHKaM (3acTepexKHUN 3aXin).

Hocninu Ha TBapuHaX He BUSBUIN IPSMOTro abo 0IocepefKOBAHOI'0 HETaTUBHOI'O BIIJIUBY Ha
BariTHICTh, PO3BUTOK eMOpPioHa/IIIoNa, ITOJIOTH Ta MOCTHATAIbHUM PO3BUTOK.

I'odyeaHHA 2py00t. HeBimoMo, Y eKCKPETYEThCS KIIOMigOTPesb y TPYAHE MOJIOKO JIIOOUHU. Y
IOCTiMKEeHHSX Ha TBapuHax 0yJI0 IToKa3aHo, 10 BiH eKCKPETYEThCS B I'PyOHE MOJIOKO, TOMY IIiff Yac
JIiKyBaHHS ITPeapaToM TOAYBaHHS TPYAII0 CITiJl MPUIUHUTH.

®epmusvHicme. ITif yac mocmigkeHb Ha 1ab0paTOPHUX TBapuHax He 0yJ10 BUSBIIEHO HETaTHBHOTO
BIIJIUBY KJIOMiAOTPEI0 Ha PEPTUNTBHICTD.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu



mexaHizmamu. Kioniforpens He BIIIMBa€E ab0 Ma€ He3HAYHUY BIIJIUB Ha IIBUAKICTh peakiil npu
KepyBaHHI aBTOTpPaHCIOPTOM abo po6oTi 3 iHMmuUMU MexaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

Lopocai, y m.u. nayieHmu AimHb020 8iky. Memorpens mpuiiMaTu 1m0 75 Mr 1 pa3 Ha o0y He3amexkHO
Biff IpUIOMY 1XKi.

Y XxBOpUX i3 TOCTPUM KOPOHAPHUM CHHIpPOMoM Oe3 migiiomy cermenTa ST (HecTabinbHa CTeHOKApIis
abo indapkT miokapma 6e3 3y6is Q Ha EKT') mikyBaHHS KIOmigorpesieM PO3MOYMHATH 3 OQHOPA30BO1

HaBaHTaxYyBabHOI 03 300 Mr a6o 600 mr. HaBaHTaxyBanbHa fo3a 600 Mr moxe OyTH
3aCTOCOBaHa IallieHTaM BiKOM [I0 75 POKiB y pa3i, Konu HeobxigHe YepesIKipHe KOpOHapHe
BTpPy4aHHS (OuB. po3min «Oco6IMBOCTI 3aCTOCyBaHHS»). JIiIKyBaHHS KJIOMifOTPEIEM CJIifl IPOAOBXKUTHU
no3oio 75 Mr 1 pa3 Ha goby (3 ACK y mo3i 75—325 Mr Ha go0y). OCKinbKM 3aCTOCYBaHHS OibII
BUCOKMX 103 ACK mifBuIlye pU3UK KPOBOTEYi, PEKOMEHYETHCS HE NEPEBUIIYBATH [A03Y
aneTuscaninuaoBol kuciaoTu 100 mr. OnTuManbHa TPUBAIICTh JIiKyBaHHS (JOpMasibHO He
BCTaHOBJIeHa. Pe3ybTaTé KIIIHIYHUX OOCIIIIXKEHD CBiI4aTh Ha KOPUCTH 3aCTOCYBaHHSA IIperaparTy g0
12 micsniB, a MaKCUMasIbHUM e(EeKT crocTepiraBcsd 4yepel 3 Micsli JTiKyBaHHS (OUB. PO3Oin
«®apMaKoIOoTiuHi BJaCTUBOCTI»).

XBOpUM i3 rocTpuM iH(hapKTOM MioKappaa 3 migioMoM cerMeHnTa ST Kiomifgorpens IpuyMMaTy 1o 75 Mr

1 pa3 Ha moby, moYKMHAYX 3 OOHOPA30BOl HaBaHTaxyBasnbHOI 03U 300 mr y kombinanii 3 ACK, 3
3aCTOCYBAHHSM TPOMOOMITUYHUX ITpenapaTiB abo 6e3 Hux. JIiKyBaHHS XBOPUX BiKOM Bif 75 POKiB
nounHaTy 60e3 HaBaHTaXKYyBaJIbHOI 103U Kiomigorpesnto. Kom6iHOBaHY Tepariiio cIif po3noYrHaTH
SIKOMOTa paHillle MiCJIg MOSBU CUMIITOMIB i MPOOOBXKYBaTH prHaMHi 4 TuXHI. KopucTs Bif
3acTtocyBaHHS KoMOiHanii knomigorpento 3 ACK moHam 4oTupu TUXKHI ITPHU I[bOMY 3aXBOPIOBaHHI He
BUBYanacsd (OuB. po3min «PapMaKOIOTiuHi BIaCTUBOCTI»).

Ilopocai nauienmu 3 TIA cepe0Hb020 Mma 8UCOK020 cmyneHs puduky abo Maaum iwemidvHum
iHcyabmom. Jopocni nanientu 3 TIA cepeIHBOr0 Ta BUCOKOTO CTYIE€HSI PU3UKY (ITOKA3HUK 3a
mKkasno ABCD2 = 4) a6o manum II (moka3HuK 3a mkanow NIHSS < 3) noBuHHiI oTpuMyBaTH
HaBaHTaxXyBaJIbHY 003y Kiomnigorpesnto 300 Mr, a IOTiM IIPOAOBXKYBATH JIIKyBaHHS 003010 75 MT
KJiomigorpesto oguH pa3 Ha no0y ta ACK y mo3i 75—100 Mr opux pa3 Ha 0o0y. JIikyBaHHS
kiomnigorpeneM Ta ACK ciif moyrHaTy npoTsaroM 24 rofgyH IicIs MOfii Ta MPOAOBXKYBAaTH IPOTITOM
21 mHS 3 MOJanbIIo0 aHTUArPeraiTHOI MOHOTEPAITIE0.

[MTamieHTaM 3 ¢ibpunsilieio nepencepnb KIoMigorpesib 3aCTOCOBYBATH B ODHOKPATHIM [060Bil mo3i 75
Mmr. Pa3owm i3 kyomigorpesnem ciif po3nodaTy Ta IpoaoBKyBaT 3actocyBaHHSA ACK (y mo3i 75—100
MT Ha 100y) (muB. po3min «®apMaKoJIoriyHi BIaCTUBOCTI»).

Y pasi nponycky gosu:

- AKIIO 3 MOMEHTY, KOJIX IOTPiOHO Oysi0 NpuiiMaTH 4eprosy 403y, MUHYJIO MeHIIe 12 roguH: namieHT
Ma€ HeralHO IPUUHSATY IPONYIIEeHY f03Y, @ HaCTYIHY 03y BXe INPUUMaTH Y 3BUYHUY dac;

- SIKIII0 MUHYJIO Ginbirie 12 rofuH, MallieHT Ma€ IPUMMaTH HaCTYIIHY YepProBy A03Y Y 3BUUHUM dac Ta
He ITOJBOIOBATH 103y 3 METO KOMIIEHCYBaHHS NIPONYIIEHOI T03H.

Hupxkosa HedocmamHicmb. TepalleBTUUHUY OOCBif] 3aCTOCYBaHHS IIpelapary MaljieHTaM 3 HUPKOBOIO
He[IOCTATHICTIO oOMexXeHu# (quB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).



ITeyiHkosa HedocmamHicmb. TepaneBTUYHUMI AOCBiM 3aCTOCYBaHHA IIpenaparTy nalieHTaMm i3
3aXBOPIOBAHHSAMMU IE€UiHKH CepPeqHbOI TSIKKOCTI Ta MOXKJIMBICTIO BAHMKHEHHS T'€MOPariyHoro fiaTe3y
oOMexeHu# (OuB. po3nin «OcoOIMBOCTI 3aCTOCYBaHHI»).

Himu. Knomigorpemns He CIif 32CTOCOBYBaTH AiTAM (BikOoM 0 18 POKiB), OCKiIbKM HE Ma€ JaHUX LI0N0
eeKTUBHOCTI ITpenaparty A7 1iel BikoBol KaTeropil mauieHTiB (auB. po3min «®apMakogrHaMiKa»).

Ilepedo3yeanHsi.

HpI/I nepenosyBaHHi KJ'IOI'IiI[Ol"peJIIO MOXKIJIMBE IIOOOBXKEHHA 9aCy KpOBOTe‘-Ii 3 ITOOaJIBIIIMMHA
YCKIIaJHEHHSIMH. y pasi BHHHUKHEHHA KpOBOTe‘-Ii PEKOMEHOYETLCA CUMIITOMATUYHE J'[iKYBaHHH.

AHTHAOOT papMaKoIOTiYHOI aKTUBHOCTI KJIOMiforpento HeBigomuii. [1pu He0OXigHOCTI HETalHOT O
KOPeryBaHHS IOJOBXKEHOT0 Yacy KpPOBOTeUi [isl KJIOMiorpesio Moxe O6yTu MpUIUHEHA IIISIX0M
nepeIuBaHHS TPOMOOIIMTAPHOI MacH.

ITo6iuni peakuii.

[Tpu 3acToCyBaHHI KJIOMigOTpeiio CriocTepiranucs mobiuni peakiiil, 1110 BUHUKIIN y IPOLeCi KITiHIYHUX
OocIimkeHb a00 Oynu CIIOHTAHHO 3apeecTpoBaHi. [To6iuni pekatii KimacudikoBaHO BiATIOBIIHO IO
BHM3HA4YEeHOl 4acTOTH: YacTo (Big > 1/100 go <1/10), HewacTo (Big > 1/1000 mo <1/100), pigko (Big >
1/10000 mo <1/1000), my=xe pigko (< 1/10000), yacToTa HeBigoMa (He MOXKHa OI[IHUTU 3a HaIBHUMU
maHuMHK). [I71 KOKHOTO KJIacy CUCTeMU opraHiB nmobiuHi ehekTu 3a3HadeHi y MOPSAAKY 3HUKEHHS
iXHBOI CEPHO3HOCTI.

3 6oky kposi ma aimpamuyHoi cucmemu. HedacTo - TPOMOOIUTOIIEHis, TEHKOIIUTOTIE S,
€03UHO(DINTis; PifKO - HEUTPOIIeHisd, BKIYalyy TSIXKKY HEUTPOIIEHilo; AyXKe PigKo, 4acToTa
HeBifoma* - TpoMboTHYHa TpoMOouuToneHiuna nypnypa (TTIT) (auB. po3min «OcobnuBocTi
3aCTOCYBaHHS»), allJITaCTUYHA aHEeMis, TaHIUTOIEHisI, arpaHyIOLKUTO3, TSIKKA TPOMOOIUTOIIEHis,

HabyTa reModimnisg A, TpaHyJIOLMUTONEHIS, aHEMis.

3 boky cepus. [lyxe pigko, yactoTa HeBigoMa* - KoyHic-cuaapoM (Ba3ocnacTHyYHa aneprivyHa
CTeHOKapHisi/anepriynui iHpapKT MioKapaa) SK HaCHiOK peakilil MifiBUIIEHOI YyTIUBOCTI 4O
KJIOTIigorpento*.

3 6oky imyHHOI cucmemu. [Iyxe pigKo, 9acToTa HeBimoMa* - cupoBaTKOBa XBOpoOa, aHadinakToimHi
peaxiiii, mepexpecTHa rinepyyTINBICTh TIEHOMIPUANHIB (TaKUX K TIiKJIOMIOWH, IPacyrpens) (OuB.
po3min «Ocob6IuBOCTI 3aCTOCYBaHHS»)*, ayTOIMyHHUY iHCYTIHOBUY CUHIPOM, 1[0 MOXKe IIPU3BECTH [I0
TSKKOI TinoriikeMil, 30kpeMa y nauieHTiB 3 HLA DRA4 migTumnom.

ITcuxiyHi po3aadu. [lyxKe pigKo, 4aCTOTa HEBifoMa* - ramroluHallil, CIIyTaHiCTh CBiTOMOCTI.

3 6oky Hepeosoi cucmemu. HeuacTo - BHYTPIIIHbO-4epeIHi KpoBOTeUi (Y mesSKUX BUIAOKaX - 3
JleTaJIbHUM HACJIiIKOM), TOJIOBHUY Oiflb, TapecTesisi, 3alraMOpPoYeHHS; IyXkKe PigKo, 4acToTa
HeBimoMa* - 3MiHa CMaKOBOTO CIIPUUHSTTS, areB3id.



3 60Ky opaaHis 30py. HeyacTo - KPOBOBU/IUB B MiJITHKY OKa (KOH IOHKTHBAJIbHA, OKYJISIPHA,
peTUHAJbHA).

3 60Ky opaaHis cayxy ma aabipuHmy. Pimko - BepTHTO.

3 6oky cyOuH. YacTo - reMaTOMa; AyzKe PigKo, YaCTOTa HEeBimoMa* - TSXKKWUI KPOBOBHUIIMB, KPOBOTEYa
3 OTepalliiHol paHu, BacKYJIiT, apTepianbHa TilOTeH3is.

3 boky OuxaabHOi cucmemu, opa2aHie 2py0HOI KaimKu ma cepedoCmiHHA. YacTo - HocoBa
KPOBOTEYa; AyXKe PiAKO, 4aCcTOTa HeBifoMa* - KpOBOTeUi pecIipaTOpPHUX LIIAXIB (KPOBOXapKaHHS,
JereHeBa KpoBoTeYa), OpOHXOCIa3M, iHTepPCTHUIliaIbHUY THEBMOHIT, e03uHO(DiTbHA ITHEBMOHiS.

3 60Ky WAYHKOBO-KUWK0B020 mpakmy. HacTo - MUTyHKOBO-KMIIKOBAa KPOBOTEYA, Aiapes,
abmomiHanbHMI OiNlb, AUCTIEIICiS; HeuacTo - BUPa3Ka LUIYHKa Ta ABaHAOISTUAIIANIO] KUIIKY, TaCTPUT,
OrmoBaHHS, HYOOTA, 3all0P, METEOPU3M; PiIKO - PeTPOIePUTOHeaTbHUY KPOBOBUJIUB; OYXKe PifKo,
YacToTa HeBijoMa* - IIJIYHKOBO-KUIIIKOBI Ta PETPOIIEPUTOHEaIbHI KPOBOTEYI 3 JIeTaJIbHUM
HACJIigKOM, TaHKPeaTUuT, KOJT (30KpeMa BHpa3KOoBUY abo niMQonuTapHuii), CTOMaTHT.

3 6oky 2enamobiniapHoi cucmemu. [Iyxe pimKo, 4acTOTa HEBimoMa* - rocTpa mediHKOBa
HeLOCTaTHICTh, TeNIaTUT, aHOMAJIbHI pe3yIbTaTi IOKa3HUKIB QyHKIIIl IEeYiHKHU.

3 6oky wkipu ma nidwkipHoi KaimkosuHu. YacTo - MigMKipHWE KPOBOBUIMB; HEYACTO - BUCUIIAHHS,
cBepOiX, BHYTPIIHbO-IIKiPHI KPOBOBUJIMBY (IIypIlypa); OyXe piAKo, YacToTa HeBijoMa* - OyIbO3HUU
IepMaTUuT (TOKCUYHUY elliflepMaIbHUN HeKpoi3, cuaapoM CTiBeHca-I[2KOHCOHA, MyIbTA(DOPMHA
epuTeMa, TOCTPUM TeHepali30BaHul eK3aHTeMaTo3HuM nycTynbo3 (I'TEII)), anrioHeBpOTUYHUM
HaOPSK, MeIUKaMEHTO3HUY CUHIPOM TillepuyTIUBOCTI, MEJUKAMEHTO3He BUCUIIAHHS 3 €03UHOdiTier0
Ta cucreMHuMu nposiBamu (DRESS cunpmpom), eputeMaTo3Hi ab6o eKcdosmiaTHBHI BUCUIIAHHS,
KPOIKB'sIHKA, eK3eMa, YePBOHUM IIJIOCKUY JIUIIAK.

Posaadu 3 60Ky penpodykmue-Hoi cucmeMu ma Mo/A04HUX 3a103. PigKo - riHekomacTis.

3 60Ky onopHO-pyx08020 anapamy ma cnoay4yHoi mxkaHuHu. [Iyxe pimKo, 4acToTa HeBimoma* -
KiCTKOBO-M’'I3KOBi KPOBOBUJIKBH (reMapTpO3), apTPUT, apTParis, Mianris.

3 60Ky HUPOK ma cevosusioHux wasxie. HedacTo - reMaTypis; oy:xKe pifiko, 4acToTa HeBimoma* -
TJI0MepyIoHe(PUT, NiABUIIEHHS PiBHS KpeaTHHIHY B KPOBI.

3azanvHi po3aadu ma peakuii. HacTo - KpoBOTeYa y MiCIIi iH'€KIIil; AyzKe pigKo, 4aCcToTa HeBigoMa* -
rapsiuka.

3miHu 8 pe3ysbmamax nabopamopHux 0ocaidxceHHsx. HedacTo - MOMOBXKEHHS Yacy KPOBOTeUi,
3HUXKEHHS KiTbKOCTi HeUTpodimiB i TpoMOOIIHTIB.

* [Hopmaltiisi CTOCOBHO KIIOMIIOTPEITIO 3 YACTOTOI0 «4aCTOTa HEBiloMa».

[ToBimoMIIeHHS PO mimo3pioBaHi mobiuni peakirii. ITopimoMmeHHs mpo mobivHi peakii mics
peecTpaliil mTiKapchkoro 3aco0y Ma€ BaxK/IuBe 3HaYeHH. Lle jae 3MOry MPOBOAXUTYA MOHITOPUHT

CIIiBBiTHOIIEHHS KOPUCThL/PU3UK IIPHU 3aCTOCYBaHHI I[bOTO JTiIKapChKOro 3aco0y. Megu4yHuM Ta
(dapMaleBTUYHUM IIpalliBHUKAaM, a TaKOX IMalfieHTaM abo X 3aKOHHUM IIpefiCTaBHUKAM CIIif
TIOBiZOMJIAATH TIPO YCi BUMAAKHU Mif03pioBaHUX MOOIYHUX peakliil Ta BiCyTHOCTi e(eKTUBHOCTI
JiKapCchKOTro 3aco0y uepe3 ABTOMATU30BaHy iHopMaliiHy cucteMy 3 hapMaKOHATIISIAY 3a
nocuiaHHaM: https://aisf.dec.gov.ua.



Tepmin npudamuocmi. [151s1 6icTepa 3 momniBiHinXIOPUAY Ta antoMiHieBoi ponbru - 1 pik.

Ins amoMinieBoro 6icTepa - 3 POKH.

YMmoBH 30epiranns. [ 6icTepa 3 IOJiBiHITXIOPUAY Ta antoMiHieBoi Ghonbru: 30epirat Ipu
Temmepatypi He Bume 25 °C B OpuUTiHAJIbHIN YIIAKOBI] B HEHOCTYIIHOMY [AJIS OiTeM MiCIi.

Ins amoMinieBoro 6icTepa: 36epiratu mpu TemnepaTypi He Buille 30 °C B opuriHaibHil yIIaKoBIIi B
HeIOCTYIIHOMY [JIS OiTe! MIiCLi.

YnaxkoBka. [To 10 Ta6meToK, BKpUTHUX IIIBKOBOIO 000JI0HKOIO, ¥ 61ticTepi. ITo 3 GricTepu B KapTOHHIM
KOpOOT1Ii.

Kareropis Bigmycky. 3a peLenTom.

BupoOHUK.

Medochemie LTD (Central Factory) / Memokewmi JITII (LleHTpansHuit 3aBom).

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOr'o aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
1-10 Constantinoupoleos Street, Limassol, 3011, Cyprus /

1-10 Byn. Kounctantunynonec, Jlimaccon, 3011, Kinp.



