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Cknao:

0i104a peyosuHa: KIOMiI0TPEIb;

1 TabneTka MICTHTD KIIOIMIAOTPEIIO TiIpOCyIb(ary y BUTIIsII OCHOBH 75 MT;

oonomixcui  peuosunu. wmanit (E 421), memono3a MIKpOKpPHUCTAIIYHA, TOJIETUIECHTIIKOb,
T1APOKCUTIPOTIUIIIENION03a HU3bKO3aMIIIEHa, OJIisi PUIMHOBA T1IpOTeHi3oBaHa, obooHka: Omnaapi
32K14834, tum Il (JtakTo3u MOHOTIApAT, Timpomeno3a, Tutany aiokcun (E 171), tpuanerun, 3amiza
okcua uepBoHuit (E 172)), Bick kapHayOCHKUI.

Jlikapcbka ¢opma. Tabnerku, BKpUTi 000JIOHKOIO.
OcHosHi  i3uKo-xXimiuHi éracmugocmi: POXKEBOTO KOJBOPY, KPYTJi, 3JIerKa OMYyKJl TaOJeTKH,
BKpHUTI 000JIOHKOIO, 3 TPaBItOBaHHAM «75» 3 0JfHOTrO 60Ky Ta «1171» — 3 iHIIOTO.

dapmakoTepaneBTHYHA rpyna. [Hriditopu arperanii TpoMOOIUTIB, KPIM renapuHy.
Kon ATX BO1A C04.

Dapmakonoiuni enacmueocmi.

Dapmaroounamixa.

Mexanizm aii. Knomigorpens cenekTHBHO NMPUTHIUYE 3B’si3yBaHHs aneHo3uHaudochary (AAD) 3
pelenTopoM Ha MOBEpxHI TpoMOoIuTa Ta modanbiry aktuaiio kommiekcy GPIIb/IIa mix miero
AJI® 1 TakuM YHHOM TPHUTHIYY€E arperamiro TpoMmOoruTiB. JIjisi yTBOpEHHS aKTHUBHOI IHT1O1MiT
arperaiiii TpoMOOIMTIB HeoOXimHa OloTpaHcdopMariisa kiomgorpento. Kiomigorpenb Takox
MPUTHIUYE arperamio TPOMOOLMTIB, IHIYKOBAaHY IHIIMMH aroHICTaMH, IIJISAXOM OJOKyBaHHS
MIJIBUIIECHHS aKTUBHOCT1 TpoMOo1uTiB BUBUIbHeHNM AJlD. Kionigorpens Heo60poTHO MOIUDIKy€
AJl1®-penentopu TpoMO0oIUTIB. OTKE, TPOMOOIUTH, 110 BCTYIHIN Y B3aEMOJIIIO 3 KJIOIMIIOTPEIEM,
3MIHIOIOTBCS J0 KIHIIS iX )KUTTEBOTO IUKIy. HopManbHa (yHKIlSE TPOMOOILMTIB BiAHOBITIOETHCS 31
IIBUJIKICTIO, 1110 BiJINTOBIA€ MIBUIKOCTI OHOBJICHHS TPOMOOIIMTIB.

dapmakomHaMiyHi eeKTH. 3 TMEepIIoro JHsS 3aCTOCYBaHHS y MOBTOPHUX J0OOBUX J03axX 75 mr
npenapary BUSABIBIETbCS CyTTeBe ynoBuIbHEeHHS AJldD-iHaykoBaHOT arperaiii TpoMOonuTiB. L5 mis
MIPOTPECUBHO MOCHUITIOETHCS 1 cTabuni3yeTbes Mk 3 1 7 musmu. Ilpu crabGineHOMY cTaHi cepenHiit
pIBEHb MPUTHIYEHHS arperarii mij aiero 1060Boi 103u 75 Mr ctaHoBuTh Bix 40 10 60 %. Arperaitis
TPOMOOIIMTIB 1 TPUBAIICTH KPOBOTEUI MOBEPTAIOTHCS A0 MOYATKOBOIO PIBHS Y CEPeIHbOMY uepe3 5
JHIB TICIIS MPUIHMHEHHS JTIKyBaHHS.

Kniniyna edekTuBHIcTh Ta Oe3neka. besneky Ta eheKTUBHICTh KIOMIIOTPENIO OI[IHIOBAIM Y I SITH
MOABIMHUX CIIMUX JOCTIIKEHHSIX, Y SKUX B3sIM ydacTh moHaa 88000 marieHTiB: JOCHTIIKEHHS
CAPRIE — nopieusiaas knomigorpento 3 ACK, i mocmimkenns CURE, CLARITY, COMMIT ta
ACTIVE-A, mo nopiBHIoBaJIM Kiomigorpens 1 mianedo, oouasa B komoOiHanii 3 ACK Ta iHmoro
CTaHJIaPTHOIO TEPAITI€TO.

Indbapkr miokapaa (IM), iHCYABT, IIO CTalWcd HEUIOJAaBHO, a00 BCTAHOBJIEHE 3aXBOPIOBAHHS
nepudepnunux aprepii. Y pochimkenHs CAPRIE Oyno Bxiatoueno 19185 xBopux Ha
aTrepoTpoM003, MpOsSBOM siKoro OyB HemoAaBHIM iHpapkT Miokapaa (<35 #HIB TOMY),
HEIOAaBHIN imeMidHUi 1HCYNBT (B 7 IHIB 10 6 MicALliB TOMY) a00 BCTaHOBJIEHE 3aXBOPIOBAHHS
nepudepuunux aprepiid (3I1A). [Namientn Oynu paHAOMi30BaH1 11 OTPUMAHHS KJIOMIAOTPEIIIO 110
75 mr/no0y ab6o ACK 325 mr/no0y, micis 4oro BOHH nepeldyBalid MiJl CIOCTepeskeHHsIM Bif 1 10 3
pokiB. Y miarpymi iHapkTy Miokapaa OublIicTh narieHtiB orpumyBanu ACK y mepuri Kiibka
JHIB ITIiCJI PO3BUTKY 1H(APKTY MioKap/a.
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Knomninorpens nopiBasiHo 3 ACK 10CTOBIpHO 3HM)XYBAB 4aCTOTY PO3BUTKY HOBHUX IIEMIYHUX MOMIN
(xomOiHOBaHaA KiHIIEBA TOYKa, sIKa CKiIajganacss 3 1H(MapKTy Miokapja, iIeMiYHOTO IHCYIBTY i
JeTanbHOTO Hachinky). [Ipu mpoBeneHHI aHaMi3y BIAMOBIIHO O MPHU3HAYEHOTO HA TOYATKY
JOCIIDKEHHS JTiIKyBaHHS crioctepirainocs 939 mopiii y rpymi kionigorpento i 1020 mopiit y rpymi
ACK (BimaocHe 3amKkeHHs pu3uky (B3P) 8,7 %, [95 % Al: 0,2 — 16,4]; p = 0,045). To6T0 Ha KOXHI
1000 marmieHTiB, sKi JiKyBaymcs 2 poku, 1oaatkoBo 1o 10 [[I: 0 - 20] marieHTiB yHUKAI PO3BUTKY
HOBOI imeMiuyHoOi mofil. AHaji3 3arajabHOi JETaIbHOCTI SK BTOPHHHOI KIiHIIEBOI TOYKH HE BUSBUB
3HAYHHUX BIIMIHHOCTEH MDK Tepariero kiomnigorpenem (5,8 %) i ACK (6 %).

Anamniz miarpyn 3a BIANIOBIAHUMHU 3aXBOproBaHHAMH (iH(MapKT Miokapaa, IMIEMIYHHH IHCYIBT 1
3I1A) noxkasas, mo HaWOUTbIINKA epeKT (IO JOCATaB CTATUCTHUYHOI JocTOBIpHOCTI TipHu p = 0,003)
cnoctepiraBcss y mamieHtiB 13 3[IA (ocobmuBOo y THX, XTO TepeHic I1H(GapKT Miokapnaa)
(B3P = 23,7 %; Al: 8,9 — 36,2), menmmii edekT (110 goctoBipHO HE BiApi3HsBCs Bix epekry ACK)
Maiu nauieHTu 3 iHeynsToM (B3P = 7,3 %; Il: -5,7 - 18,7 [p=0,258]). V naii€HTIiB, BKIOYEHUX Y
JOCITIJKEHHS, SIK1 HEIIOIaBHO MepeHecu HGapKT MIOKap/aa, BIUTHB KIOMAOTPENIO 32 YNCETbHUMHU
MOKa3HUKaMH OyB MEHUIMM, aje IpHU IbOMY BiH CTaTUCTMYHO JOCTOBIPHO HE BIAPI3HSABCA Bij
BBy ACK (B3P = -4 %; AI: -22,5 -11,7 [p=0,639]). Kpim Tor0, aHaIi3 MiArpyn XBOPHX Pi3HOTO
BIKY CBIIYUTH, IO CHOPUATIUBUN e(eKT KIOMAOTPEN0 y TMAalli€eHTIB BIKOM Big 75 pokiB OyB
HUKYUM, HDK Y MalieHTiB <75 poKiB.

Ockinbku notyxHicTh aociipkenass CAPRIE He Oyna mocratHboro, 100 OMIHUTH €(PEKTHUBHICTH
JUIS OKpPEMUX MIJTPYIL, 3QIUIIAETHCS. HE3PO3YMUIUM, YU AIMCHO ICHYIOTh BIAMIHHOCTI Y BIIHOCHOMY
3HIKEHH1 pU3HKY JJI XBOPUX 13 pI3HUMH 3aXBOPIOBAaHHSIMHU, YU PI3HULS Oyjia BUIAJAKOBOIO.
loctpuii koponapuuii cunapoM. Y pociimkenass CURE Oymo Bkmrodeno 12 562 marieHTH 3
TOCTPUM KOPOHApPHUM CHHApOMOM Oe3 mimiiomy cermeHnta ST (HectaOuibHAa CTEHOKapHis abo
iH(papKT MioKkapaa 6e3 marojaoriyHoro 3yous Q), B AKUX 3a OCTaHHI 24 TOJWHU CIIOCTEPIraBCs HaIa
0oiro B rpyasx abo cumnTomH imemii. Y mamieHtiB Oynau 3minun Ha EKI, mo cBimuaTs nmpo HOBY
imemiro abo MIIBHINEHHS aKTUBHOCTI cepreBux GepmeHTiB abo TponoHiny | yun T miHIMyM yaBidi
MOPIBHSHO 3 BUIOI MEXKEI0 HOPMH. XBOpi Oyl paHAOMI30BaH1 JJII OTPUMAaHHS KJIOMIIOTPEITIO
(maBaHTaXyBasbHa 11032 — 300 Mr, moTiM — 75 Mr/mo0y, N=6259) a6o muanedo (N=6303), o6uaBa y
komOinanii 3 ACK (75325 mr 1 pa3 Ha n00y) Ta IHIIOK CTaHIAPTHOIO Tepamiero. TpuBamicTh
nikyBaHHsi Oyna 1o 1 poky. Y mocmimkenni CURE 823 (6,6 %) mamieHTH OTpUMYBajiM TaKOXK
CYIYTHIO TEparil aHTaroHictoMm riikonporeiHoBux peuenrtopis GPIIb/IIla. Biutem Hikx 90 %
MAIEHTIB OTPUMYBAJU renapuHu. Taka cymyTHs Teparis CTaTUCTUYHO JOCTOBIPHO HE BILJIMBAJIa Ha
BIIHOCHY 4YacTOTy BUHHMKHEHHS KpOBOTEY IpH JIIKYBaHHI KjiomigorpeneM i miane6o. KuibkicTh
MaIi€HTIB, SKI JOCATIM TEPBHHHOI KiHIEBOi ToukH [ceprieBo-cyamunHa cMepTh (CCC), indapkr
Mmiokapaa (IM) a6o incynet], ctaHoBuna 582 (9,3 %) y rpymi knomnigorpento 1 719 (11,4 %) — y
rpymni miane6o. BimHocHe 3HmkeHHs pusuky craHoBuiio 20 % (95 % I 10 %-28 %; p=0,00009)
g rpynu knomigorpento (17 % — npu koHcepBaTUBHOMY JiKyBaHHI, 29 % — SKIIO MalieHTaMm
MIPOBOJIMIIACH Yepe3IIKipHa TPaHCIIOMIHAIbHA KOpOHApHA aHTIoIIacTuka 3 abo 0e3 BCTaHOBJICHHS
crerra 1 10 % — skmo iM mpoBoAMIN aopTOKOpOHapHE HIyHTyBaHH:). [lomepemkeHHs pO3BUTKY
HOBUX CEpIEBO-CYAUMHHUX MOA1N (MIepBUHHA KiHIIEBAa TOYKA) BiIOYBajIoCs 3 BIIHOCHUM 3HIKEHHSAM
pu3uKy, sike craHoBuwio 22 % (HI: 8,6-33,4), 32 % (AI: 12,8-46,4), 4 % (1I: -26,9-26,7), 6 %
(AI: -33,5-34,3) 1 14 % (Al1: -31,6-44.2) y nepioau 0—1, 1-3, 3—6, 6—9 1 9—12 wmics1iB qochimKeHHs
BiMOBIHO. TOOTO yepe3 OUTbII HIK 3 MicALll JIKyBaHHS CIIPUATIMBUMA e(eKT, 0 crocTepiraBes y
rpyni kionigorpens + ACK, Outbliie He 3pocTaB, a pU3UK KPOBOBMIIMBIB 3aJIUIIABCA (UB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBaHHS»).

3acrocyBaHHs Kiomigorpemto mia 4yac pociaimpkeHHs CURE 3HmwkyBano norpely y 3acTocyBaHHI
tpoMOomitTiunoi Tepanii (B3P = 43,3 %; HI: 24,3-57,5 %) Tta iHri0iTOpiB TIIKOMPOTETHOBUX
peuenrtopi GPIIb/I1la (B3P = 18,2 %; JII: 6,5-28,3 %).

KinpkicTh marfieHTiB, ki nocsriu komOiHoBaHOi mepBuHHOI KiHIEeBOi Touku (CCC, IM, iHCynbT
abo pedpakrepHa imemis), cranoBuiaa 1035 (16,5 %) y rpyni xioninorpento i 1187 (18,8 %) y
ianebo-rpymi. BimHocHe 3HMWKeHHS pusuKy cknano 14 % (95 % Al 6-21 %, p=0,0005) y rpymi
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kiominorpento. Takuii epekt OyB 37€0UIBIIOTO 3yMOBJICHHN CTAaTUCTHYHO 3HAYYIIUM 3HWKCHHSIM
gactotu BuHHKHEHHS IM [287 (4,6 %) y rpyni kiomnigorpento i 363 (5,8 %) y rpyni miane6o].
3MIHM YacTOTH TOBTOPHUX TOCHITaNi3amiii 3 TPUBOLY HECTaOUIbHOI CTeHOKapnii He
criocTepiranocs.

Pesynmpratn, onepxkaHi y Tpymax TMami€eHTIB 13 pPI3HUMH XapakTepUCTUKaMHU (HAIpUKIAL,
HecTabUTbHA cTeHOKapais abo IM 6e3 maTtonorigroro 3yOrs Q, piBeHb PU3UKY BiJi HU3BKOTO JIO
BHCOKOTO, Jia0er, HEOOXINHICTh peBacKyispu3aiii, BiK, CTaTh), 30irasmcs 3 pe3ylbTaTaMu
MEPBUHHOTO aHamizy. 30Kpema, nojmatkoBuid aHamiz 2172 mamientiB (17 % Big yciei rpymum
narfienTiB. CURE), sxum Oyno BcranoBneHo creHt (PCI-CURE), mokaszaB, mo mpu JiKyBaHHI
KJIOMIZOTpeNieM, TIOPIBHSHO 3 Ianedo, crnocrepiraerbes 3Hauyie B3P (26,2 %), mo cBimuuTh Ha
KOPHUCTbH KJIOMIOTPENIO y MONEpeKEHH] pOo3BUTKY nepBUHHOI KiHIIeBOi Touku (CCC, IM, iHCynbT),
a Takox 3Hauyme B3P (23,9 %) mis npyroi komGiHOBaHOi nepBuHHOI KiHLeBoi Touku (CCC, IM,
HCYIbT a0o pedpaxTepHa imeMisa). buibiie Toro, mpodiae O0e3neku KIOMAOTPeto y i miarpymi
MAaIli€HTIB HE BUKJIMKAE HIIKMX OCOOJIMBHX 3ayBaK€Hb. TaKMM YWHOM, PE3yJIbTaTH JI0JATKOBOTO
aHaJI3y TPYIU MalIEHTIB 301raloThes 3 pe3ysibTaTaMU BChOTO JIOCHIIKEHHS.

CrpusarnuBuii edeKkT KIOmiIorpeno OyB MPOAEMOHCTPOBAHHM HE3aJIEKHO BiJl  OTPUMAHHSA
HEBIJKJIaIHOTO Ta JOBIOTPUBAJIOTO JIIKYBaHHS IHIIUMU CEPLIEBO-CYIMHHUMU 3aco0aMu (TaKUMU SIK
renapyuH/HU3bKOMOJIEKYISIpHUN remapuH, 1Hri0iTopu riikonporeinoBux peunentopis GPIIb/IlIa,
JMA03HIKYIOU1 npenapartu, Oeta-Oiokatopu Ta iHriditopu AII®). EdexkTuBHICTh KIOMIIOTPENIO
He 3anexana Big 1o3u ACK (75—325 mr 1 pa3 Ha no0y).

VY mnamientiB 13 roctpuMm IM 3 miniiomom cermenta ST oriHioBanu Oe3neky Ta €PEeKTUBHICTh
KJIOMIZAOTPENI0 Y JIBOX PaHIOMI30BaHMX, IUIANE00-KOHTPOJILOBAHUX, TMOABIMHUX  CIIMUX
nocmmreaaax CLARITY 1 COMMIT.

VYV nmocmimxenns CLARITY Oyno Bximodueno 3491 maiieHT, y SKMX TPOTIATOM OCTaHHIX 12 TomuH
BiOyBcs IM 3 mimiiomoMm cermenta ST 1 Oyna 3amaHoBaHa Teparis TPOMOOTITHYHUMH 3aCO0aMH.
[TamienTn oxepxkyBanu kiomigorpens (300 Mr HaBaHTaXKYBaJIbHOI 03U, MOTIM — MO 75 Mr/mo0y,
n=1752) abo mmamne6o (n=1739), obmaBa — y komOinamii 3 ACK (HaBaHTaxyBaJbHa 1032 —
150325 mr, micis yoro — 1mo 75—162 mr/no0y), GpiOpuHOTITHIHNM areHToM Ta y pa3i He0OX1IHOCTI
— 3 renapuHoM. lloganbmie crocrepeskenHs 3a manieHtamu TpuBano 30 auiB. IlepBunHOIO
KIHIICBOIO TOYKOIO Oyia OKIIO3is MOB’s3aHOI 3 iH(AKTOM apTepii, BUSBIEHA HA aHTIOTpaMi mepes
BUIIMCKOIO 3 KIIHIKM, JIETaJbHUM Hachinok abo peuuauB IM mepen mpoBeACHHSIM KOPOHAPHOT
anriorpadii. J[yg mamieHTiB, SKMM HE MPOBOIWIACH aHTiorpadis, MEPBUHHOI KIHIICBOIO TOYKOIO
OyB JIeTaJbHUN HACTIAOK a00 penuauB iHapKkTy Miokapaa 10 8 700u ab0 10 BUMKMCKHU 3 KIHIKA. Y
rpymni namieHTiB Oyno 19,7 % xiHok, 29,2 % mnaiientiB > 65 pokiB. 3araiiom 99,7 % mnanieHTiB
otpumyBanu ¢iopunonituku (¢pidpunocnenudiuni — 68,7 %, ¢pidbpunonecnenudiuai — 31,1 %),
89,5 % — renapuH, 78,7 % — 6eta-61okaropu, 54,7 % — inridiropu AIlD 163 % — cratuHm.
[lepBuHHOT KiHIIEBOT TOUKH AocArIU 15 % maiieHTiB 13 IpynH, M0 OTPUMYBaia KJIOMIOTPENb, 1
21,7 % 13 rpymnu, mo oTpuMyBaia miane6o. Takum YUHOM, aOCOTIOTHE 3HMKEHHS cKiao 6,7 % 13
nepesaroto 36 % nHa kopucth kiomiporpento (95 % Al: 24-47 %; p < 0,001), B ocHOBHOMY Y
3B’SI3KYy 31 3MEHIICHHSM BHUIIAJKIB PO3BUTKY OKIIO31i aprepii, moB’s3aHoi 3 iHpapkToMm. Taka
mepeBara cCrocrepirajiacs y BCiX MoNnepeHb0 BU3HAYCHUX MIArPYyIax NalieHTiB, PO3IMOJUICHUX 3a
BIKOM, CTAaTTIO, JIOKaJli3aliero iHGapKTy 1 BHJIOM OTpUMYBaHOi Tepamii (iOpHMHOIITUKaMU abo
remapuHaMu.

JBodakropuuii nuzaitn nocnipkeHHs COMMIT BkmouaB 45852 marieHTH, y SKUX MPOTATOM
OCTaHHIX 24 TOJMH CIloCcTepiragocss BUHUKHEHHS CUMIITOMIB, SIKi I03BOJIAIOTH 3amifo3putu 1M, 1o
MIATBEP/DKYETHCS BIAXWUICHHSIMH Bin HopMmH mokasHukiB EKI' (Hampukman, migiiom um gempecis
cermenty ST abo Omokana miBoi HibKkM myuka ['ica). IlamieHTH OTpuUMyBanM KIIOMIJOTPENb
(75 mr/moby, n=22 961) abo mmanebo (n=22 891) y xombinarii 3 ACK (162 mr/no0y) npoTtsrom
28 nuiB a00 10 BUOHMCKM 3 JikapHi. KOMOIHOBaHMMHU MEPBUHHMMM KIHLIEBUMH TOYKamMH OyB
JeTaJbHUNA HACHIZOK 3 Oy/b-sAKOT NPUYMHHU 1 MepIIUi peruIuB iHPapKTy MioKapAaa, HCYIbT abo
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JeTabHUN HACTIMOK. Y TpyIi namieHTiB 0yno 27,8 % xinok, 58,4 % mnarientiB > 60 pokiB (26 % >
70 pokiB) i 54,5 % naieHTiB, Ki OTpUMYBaIU (HiIOPUHOIITUKH.

Krnomigorpenb CTaTUCTUYHO JOCTOBIPHO 3HM)KYBAaB BIIHOCHUW PH3UK PO3BUTKY JIETAJIHHOTO
HacHiKy 3 Oynap-skoi npuunan HAa 7 % (p = 0,029) 1 BigHOCHMIA pU3MK KOMOIHAIil pEeUUIAUBY
iHbapkTy, HCYABTY abo neTtampHOTO Hachiaky Ha 9 % (p = 0,002), mpu mpboMy BiIHOCHE Ta
aOcomrotHe 3HMKeHHsA craHoBwiIo 0,5 % 1 0,9 % BinnosigHo. Takuil edexr crocrepiraBcs y
MAIiEHTIB PI3HOTO BIKY 1 CTaTi HE3aJEKHO Bi MpHitoMy (HiOPHUHOIITHKIB 1 CIOCTEPIraBcs MPOTIATOM
nepuux 24 roauH.

Diopwsmis nepencepas. Y pocmimkenHs ACTIVE-W ta ACTIVE-A, saxi Oynmu oKpeMuMH
nocaikeHHs y Mexax nporpamu ACTIVE, Oyno BkitoueHo naiieHTiB 3 QpiOpuiisiieto nepeacepanb
(®II), sxi Manu IIOHaMMeHIIe OJWH (AKTOp PHU3UKY BUHUKHEHHS CYIUHHUX [OPYILEHb.
[pYHTYIOYHCh Ha KDPHUTEPIAX BKIIOYEHHS Yy JOCHIDKEHHs, JIKapi 3alydand TalieHTiB 10
nocaikeHHss ACTIVE-W, skmo BoHM Oynu KaHIuJaTaMu Ha OTPUMAaHHS Tepamii aHTaroHicTaMu
BitaMiny K (ABK) (nmampuxnan Bapdapunom). Y nocnypkxeHHs ACTIVE-A Oyno BkiroueHo
MalieHTiB, ki He Moriau oTpuMyBatu ABK-tepamito depe3 mporunokazaHHs abo HeOaxKaHHS
OTPUMYBATH 1€ JIIKYBaHHSI.

Hocmimxenus ACTIVE-W mpomemMoHcTpyBasio, 10 aHTHKOAryJAsSHTHA Teparlis aHTaroHiCTaMHu
BitaMiny K Oyina 611k eeKTUBHOIO, HIK JTIKyBaHHS Kiomnigorpenaem ta ACK.

Hocmimxenus ACTIVE-A (n == 7554) Oyno OGaraTOLIEHTpPOBUM, pPaHIOMI30BaHHMM, TOJBIMHIM
CITIMHUM, TIa1e00-KOHTPOIBOBAHUM JIOCITIDKEHHSM, y SIKOMY TOPIBHIOBAIU KJIOMIIOTPETh 75 Mr Ha
no6y + ACK (n = 3772) 13 muraie6o + ACK (n = 3782). PexomennoBana no3a ACK cranoBmiia Bif
75 no 100 mr Ha no0Oy. [amieHTn oTpUMyBaIX JIKyBaHHS YNIPOJOBXK MEPIOY 10 5 POKIB.

[Tamientu, pangomizoBani y nporpamy ACTIVE, manu gokymentansHo miarBepmkeny @I, To6to
noctiitny popmy ®II abo mionaiimenme 2 emizoau mapokcusManbHoi PII ympoaoBxk ocTaHHIX
6 MIcsIiB, Ta TPUHANWMHI OJWH 13 TakuX (aKTOPIB PU3UKY: BIK BiJ 75 pOKIB 4M BiK Bix 55 o 74
pPOKiB Ta/ab0 ITyKpOoBHH Aia0eT, Mo MoTpedye MeIUKaMEHTO3HOTO JIKYBaHHS, a00 JTOKYMEHTaJIbHO
MATBEPKEHUH nepeHeceHnid IM, abo MOKyMeHTaIbHO MIATBEP/KEHY IMIEMIYHY XBOpPOOy cepiis;
MOTIepEAHE JIIKYBaHHS 3 TPUBOJy CHCTEMHOI apTeplajibHOi TiMepTeH3li; paHilie TepeHEeCeHUI
1HCYNIBT, TpaH3uTOpHA imemiyHa ataka (TIA), cucremna emOouis 6e3 ypaxenHs ctpykryp LIHC;
TUCQYHKIIS JIBOrO NUIYHOYKA 13 MOKa3HUKOM (pakiii BUKHAY JIBOro HUIyHO4YKa <45 % abo
JOKYMEHTAJIbHO MIATBEpKEHE 3aXBOpIoBaHHs nepudepuyHux cynuH. CepenHiil 6an 3a MIKaIor0
CHADS?2 cranoBwus 2 (y mexax 0—6).

JIo OCHOBHUX KpHTEpIiB BHUKIIOYCHHS TAIIIEHTIB 13 JOCHIHKEHHS HAJICKaId JOKYMEHTaJIbHO
MIATBEPIKEHA BUPA3KOBa XBOP0Oa BIPOIOBK OCTAHHIX 6 MICAIIB; BHYTPITHLOMO3KOBAa KPOBOTEYA
B aHaMHe3i, cepifo3Ha TpoMmOOLMTONEHis (KinbKicTh TpomGonutie <50x10%1); mnorpeda y
3acTOCYBaHH1 Kiomigorpento abo mepopanbHux aHTHKoarynsHTiB (I[TAK) abo nenmepeHoCHMMICTH
OyIb-sIKO1 3 IIMX IBOX PEYOBHUH.

73 % nauieHTis, BKaoueHuX y pocniypkeHHs ACTIVE-A, ne mornu orpumyBatu ABK y 3B’s3Ky 3
BUCHOBKAMM  JIIKapsi, 4Yepe3 HEMOXIUBICTb MPOBEIEHHS  MOHITOPUHTY  MDKHApOIHOTO
HOpMautizoBaHoro BigHomieHHs (MHB), BHACHIIOK CXMIIBHOCTI /10 MaiHHS Y TPaBMH T'OJIOBU abo
HasBHOCTI crnienu(pigyHoro (hakropa pUu3MKy BUHUKHEHHS KpPOBOTEU1; 00 26 % Malli€HTIB pillIeHHS
JiKaps IpyHTyBaJIoCsl Ha HeOakaHHI natieHTa orpuMmyBatu ABK.

41,8 % mnamientiB ctaHoBWIM kiHkH. Cepenniil Bik mopiBHioBaB 71 pik, 41,6 % mnamieHTiB Oynu
BIKOM Bif 75 pokiB. 3araiom 23 % XBOpHX OTPUMYBAJIM aHTHAPUTMI4YHI 3acobu, 52,1 % — Oeta-
6mokaropu, 54,6 % — IHri6ITOpPU aHT1OTEH3UHIIEPETBOPIOBATBHOTO (pepMeHTy Ta 25,4 % — cTaTUHHU.
KinpkicTh mari€HTiB, SKi MOCSATIM TMEPBUHHOI KIHIEBOI TOYKH (Yac 0 MEepIIor0o BUHUKHEHHS
iHCcynbTy, IM, cucremHoi em6oumii 6e3 ypaxenHs crtpykryp LIHC abo nerampbHOro Hacmiaky),
cranoBmia 832 (22,1%) y rpymi nauieHris, siki orpumyBanu knoninorpens + ACK, ta 924 (24,4%)
y rpyni wiane6o + ACK (BimHocHe 3HmkeHHs pusuky Ha 11,1%, 95% I 2,4-19,1%; p = 0,013),
HacamIiepe] 4epe3 3HauHEe 3HWKEHHS YacTOTH PO3BUTKY IHCYNbTIB. IHCYAbTH BUHHMKIM Y 296
(7,8 %) mnamienTiB, ski orpumyBanu kiomigorpens + ACK, ta 408 (10,8 %) mnarieHTiB, ski
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orpumyBanu tuianebo + ACK (BimHocHe 3Hm»KeHHS pusuky Ha 28,4 %; 95 % I, 16,8—38,3 %,
p =0,00001).

Jimu. Y MOCHIDKeHH] 13 MIIBHIEHHSM 103, 1[0 POBOJIMIIOCS 32 Y4acTi0 86 HOBOHAPOKEHUX a00
HEMOBJISIT BIKOM 110 24 MICAIIB 3 pU3MKOM BHUHHKHEHHS TpoM0Oo3y (PICOLO), kmomimorpeins
3acTocoByBaM y nociinoBaux po3ax 0,01, 0,1 1 0,2 Mr/Kr HOBOHApOHKEHUM 1 HEMOBJISTAM 1y 11031
0,15 mr/kr Tinbku HOBOHapoukeHuM. [Ipu 1031 0,2 Mr/Kr cepeHiil TOKa3HUK iHTiOyBaHHS arperarii
TpoMOoImTiB cTanoBUB 49,3 % (5 MxM AJl®-inmykoBaHoi arperamnii TpomMOOmMTIB), 1O OyJ0
HOPIBHAHHUM i3 TAKMM y JIOPOCIHX, ki orpumyBaiu [lnasikc® y 1031 75 mr/ua no0y.

Y paHAOMi30BaHOMY MOJBIHHOMY CIIIOMY JOCHDKEHHI 3a YYacTIO NapajielibHUX TPyl
(CLARINET) 906 nireit (HOBOHApOIXKEHUX 1 HEMOBJIAT) i3 BPOIXKCHOO BAJIOI0 CEPIIs IIaHOTHYHOTO
THUITY, SIKUM TIPOBOJIMIIACS MajliaTHBHA OIepallis 31 CTBOPEHHSI CUCTEMHO-JIETEHEBOTO apTepialIbHOTO
IIyHTa, OynM paHaOMI30BaH1 Ajs oTpuMaHHs kiomigorpento 0,2 mr/kr (n = 467) abo nnanedo
(n = 439) i3 omHOYACHUM MPOBEJCHHSIM CYMyTHHOI 0a30BOi Tepamii 1O MOMEHTY MpPOBEICHHS
npyroro eramy omneparii. CepeaHiii 4ac MDK IPOBENEHHSM MajiaTUBHOI omeparii 31 CTBOPEHHS
IIyHTa 1 MEPIIUM BBEJCHHSIM JOCIIHKyBaHOTO Tipernapary ctraHoBuB 20 mHiB. [Ipubnuszno 88 %
nanieHTis ogHouyacHo orpumyBanu ACK (Bix 1 mo 23 mr/kr/na no0y). JlocToBipHUX BiAMIHHOCTEN
MDK TpylmaMy HIOJI0 JTOCSTHEHHS MEepBHMHHOI KOMOIHOBAHO1 KIHIIEBOI TOYKH, fKa CKJajanacs 3
JeTaIbHUX BUIAJKIB, TPOMOO3Y IIyHTa ab0 MPOBEACHHS XIpyprivHOTO BTpy4YaHHsS Ha cepui 10 120
JTHS KUTTS MICJIS BUHUKHEHHSI TOJ11i, CIPUYMHEHO01 TpOMOO030M, HE criocTepiraiocs i CTaHOBUIIO 89
[19,1 %] y rpyni xnomigorpemto 1 90 [20,5 % ] y rpymi mmane6o (muB. posaut «Crocid
3aCTOCYBaHHS Ta J103W»). HaifuacTimoro nmoOIMHOI0 peakili€lo sk y Tpymi KIOMIOrpeNto, Tak 1y
rpymi miamne6o OyB pO3BHUTOK KpOBOTEYl, MPOTE JOCTOBIPHUX BIIMIHHOCTEM MK TpynamMu 100
4acTOTU ii BUHUKHEHHS BHUSABIEHO He Oyno. [lig yac momanbIioro IOBrOCTPOKOBOTO MeEpioay
CIIOCTEPE)KCHHs 3a MOOIYHUMU SBUIIAMHU 26 TAIlEHTIB, y SKUX IIYHT 3aJUIIaBCI Ha MOMEHT
JOCSTHEHHS 1-piuHOTrO BiKY, OTPUMYBAJIHM KJIOMIIOTPETIh 10 AOCSTHEHHsS 18-micsyHoro Biky. Ilim
4ac I[bOT0 MEPIOy CIOCTepeKeHHs MPodiTb OE3MeKn mpenapary He 3MIHIOBaBCSI.

VY nocmimkerasx CLARINET 1 PICOLO BukopucToByBaBCsl BITHOBJICHUN PO3YWH KJIOMIIOTPEITIO.
VY nmociimKeHH1 BiIHOCHOT OI0OCTYIMHOCTI y JOPOCIHMX BiAHOBJICHHH PO3YHH KIIOMIAOTPEIIO
MPOJIEMOHCTPYBAB AHAJIOTIYHUNA CTYIMiHH 1 TPOXH BHINY HIBHJKICTh aOcopOIlii OCHOBHOTO
HUPKYITIOI0YOTO (HEAaKTUBHOTO) METa0O0JIITy MOPIBHIHO 13 3apeECTPOBAHOIO Ta0IETOBAHOK (POPMOIO
npemnapary.

DapmakoKiHemuka.

BemoxkryBanns. [licns mepopaibHOTO mpuiloMy OJHOPa30BOi Ta OaraTtopa3oBuX J03 75 M Ha
n00y KIOMIIOTpeNnbh IIBUAKO BCMOKTYeThbcs. CepenHs mMikoBa KOHIEHTpAIisl HE3MIHEHOTO
KIonigorpento y miuasmi (0iau3pko 2,2—2,5 Hr/MI micis OAHOKPATHOI M03U 75 Mr HEepopalibHO)
nocsranacst mpubnau3Ho 4yepe3 45 xB micas npuitomy. A6copOuist cranoBuTh He MeHie 50 % 3
OTJISIAY Ha €KCKpEI[it0 MeTa0oIiTiB KIOMIOTPETIO 13 CEUeo.

Posnoain. Knomigorpenab Ta ocCHOBHHI (HEAKTHBHUI) META0OJIIT, 110 IUPKYJIIOE B KPOBi, N Vitro
000pOTHO 3B’sI3yI0ThCsA 3 Outkamu 1wiazmu JoauHu (98 % 1 94 % BinnosimHo). Llei 3B’s30k
3aJIMIIAETHCSA HEHACHYYBAHUM iN VItro y Mexax NIMPOKOTO Jiana30Hy KOHIIEHTPALTIH.

Meta6ounizm. Knomigorpesiab eKCTeHCHBHO MeTaboOi3yeThest y medinii. In vitro ta in vivo icHye aBa
OCHOBHMX HUIAXU HOTO MeTaloJi3My: OJMH — 3 Y4acTIO ecTepa3, L0 MPU3BOJAUTH A0 TiIpoizy 3
YTBOPEHHSM HEAKTUBHOI MOX1HOT KapOOHOBOT KMUCIIOTH (sIKa CTAaHOBUTH 85 % ycix MeTaboiTiB, 110
LUPKYIIOIOTh Y MJ1a3Mi), a IHIINK — 13 3amydeHHs pepMeHTIB cucteMu nutoxpomy P450. Cniouatky
KJIOMIZOTpeNb TMEPETBOPIOETHCS HAa NMPOMDKHHUNA METaloJIT 2-0KCO-KJIOMIOTpeNb. Y pe3yiabTari
MOJIANIBIIOr0 MeTalboJi3My 2-OKCO-KJIOMIOTPEN0 YTBOPIOETHCS TIOJOBAa IMOXiHA — AKTUBHUIM
Mmetabomit. lLlell axkTHUBHHMI MeTa0OMIT YTBOPIOETbCS MEPEBAXHO 3a JONOMOro0 (hepMeHTy
CYP2C19, 3a yuactio kuibkox iHmuX ¢epmentiB cuctemu CYP, takux sk CYP1A2, CYP2B6 i
CYP3A4. AxTuBHUII METa0OIT KJIOMIOTPEINtO (TioJIoBa MOXIiTHA), SIKUM OyB BHAUICHWH IN Vitro,
IIBUJKO Ta HEOOOPOTHO 3B’SA3y€ThCS 3 pEUENTOpaMd Ha TPOMOOIUTAX, THM CaMHM
MEPEIIKO/HKAIOYH arperauii TpOMOOIIUTIB.
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Busenenns. Uepes 120 roaus micis npuifoMy BHYTPIIIHLO MideHoro C-kiominorpento y moaunu
npubmuzno 50 % mo3u BUBOAMIIOCA 13 ceuero 1 Onmsbko 46 % 13 kamowm. Ilicnms mepopanbHOTO
NpUHOMY Pa30BOi 1031 75 MI NEpioJl HANIBBUBEACHHS KIIOMIJOTPEII0 CTAHOBUTH OJU3bKO 6 TOIWH.
[epion HaniBBUBEJCHHS OCHOBHOTO (HEAKTHBHOTO) META0OJMITY, [0 MUPKYITIOE B KPOBi, CTAHOBHUTH
8 rouH Ticas OTHOKPATHOTO 1 0araTOKpaTHOTO 3aCTOCYBAHHS Ipemapary.

@apmakoreneruka. CYP2C19 Gepe y4acTh B YTBOPEHHI SIK aKTHBHOTO MeETa0OJITy, TaK i
MPOMDKHOTO METa0oJITy 2-0Kco-Kiomigorpento. @dapMakoOKiHETHKAa aKTUBHOTO METaboJIiTy
KIIOTIIOTPENII0 T4 aHTUTPOMOOIHTAPHI €PEKTH, 3a JTAaHUMHU BHMIPIOBAHHS arperaiii TpOMOOIIHTIB
ex VIVO, BiIpi3HSIOThCs 3asexkHo Bix renotuny CYP2C19.

Anens CYP2C19*1 BignoBinae mNoBHICTIO (QYHKI[IOHYIOYOMY MeTabomi3My, TOAl SK asenl
CYP2C19*2 ta CYP2C19*3 BinnoBinaoTh HepyHKIIOHYI0OUOMY MeTabomnizmy. Aneni CYP2C19*2
ta CYP2C19*3 cknagaroTh OUIBIIICTH alelliB y Malli€eHTIB €BporneoinHoi (85 %) Ta MOHroioigHoi
(99 %) pac 31 3HIKEHUM MeTabomi3MoM. [HIm aneni, acomifoBaHi 3 BiACYTHIM abo ocinabiieHuM
MeTaloJIi3MOM, 3yCTpiuaroThesl 3HauHO pimmie. Jlo Hux Hanexate CYP2C19*4, *5, *6, *7, ta *8.
[TamieHT 31 3HMKEHUM METa0OJII3MOM Ma€ J1Ba He(DYHKIIOHATbHUX ayielll, K 3a3HAueHO BHIIE.
3rinHo 13 omyOmikoBanumu naHuMu, reHotunu CYP2C19, ski BiAmoBimalOTh 3HIKECHOMY
MeTaboITi3My, 3ycTpidaroThes y 2 % mnpencraBHUKIB HapoiB KaBkasy, 4 % maIieHTIB HETPOiAHOT
pacu Ta 14 % mnamieHTiB KUTalChbKOI HAlllOHAIBHOCTI. 3apa3 ICHYIOTh TECTH, SIKi Jal0Th 3MOTY
Bu3HaunTu resotun CYP2C19.

VY mepexpecHoMy AocaipkeHH1 3 ydacTio 40 310poBHUX 100pOBOJBINB, 10 10 y KOXKHIN 3 YOTHPHOX
rpyl, MO BIANOBIIAIOTh HeBHOMY Tuiy Merabonismy CYP2C19 (HagmBuAKWM, IHTEHCUBHHIM,
MPOMDKHHUI Ta 3HM)KEHHH), OLIHIOBAIM (apMaKOKIHETUKY Ta aHTUTPOMOOLMTApHI ePeKTH mnpu
3actocyBaHHi 1034 300 MT 13 MOAaIBIIUM MPUAOMOM J103K 75 MT Ha 100y, a Takox mo3u 600 Mr 13
nmojabImuM TipupiioMoM A03u 150 mr Ha m00y. KoxkeH 13 nMX BUIIB JIIKyBaHHS 3aCTOCOBYBAJIH B
[JIOMY BIPOJIOBX 5 JHIB (10 JOCSATHEHHS CTaOUTbHOTO cTaHy). He Oyno BHUSABICHO CYTTEBUX
BIZIMIHHOCTEH Y MTOKa3HUKAaX KOHIICHTPAIIi aKTUBHOTO METa0O0ITY Y KPOBI Ta CEPEAHIX MOKa3HUKAX
npurHiueHHs arperarii Tpom6ormTie (ITAT) Mk ocobamu 13 HaIIIBUIKAM, IHTEHCHBHUM Ta
MPOMDKHMM MeTabomi3MoM. B 0ci0 31 3HMKEHMM METabOJIi3MOM KOHIICHTpAllisi aKTHUBHOTO
MeTaboiTy y KpoBi 3MeHmmiacs Ha 63—71 % nopiBHSIHO 3 0c00aMu 3 IHTEHCUBHUM METa00II3MOM.
[Ticns 3acTocyBaHHs pexumy go3yBaHHs 300 mr /75 mr antutpomOommTapHi eexTd B ocid 31
3HI)KEHUM MeTa001i3MOM OyJIM MEHIII BUPKCHUMH, MPH [boMY cepeaHiil mokasHuk [TAT (5 MxM
AJI®) cranoBuB 24 % (24 rogunu) 1 37 % (nens 5) nopiBasHO 3 [TAT 39 % (24 ronunn) i 58 %
(menp 5) y ocib 3 iHTeHCMBHUM MeTabomnizmMoM 1a 37 % (24 ronuuu) i 60 % (menp 5) y ocid 13
npoMbKHEM MeTtabosizmMoM. Komu ocobam 31 3HMKEHUM MeETabO0JII3MOM 3aCTOCOBYBAIH PEKUM
no3yBanHsa 600 mr/150 Mr, KOHIIEHTpaIlisli aKTUBHOTO METa0OJIITy Y KpOBi Oyla BHILOIO, HDK MpPH
3acTocyBaHHI pexuMy no3yBaHHs 300 mr/75 mr. Kpim Toro, nokaznuku IIAT cranosumu 32 %
(24 ronunmn) i 61 % (menp 5), Aki OynAM BHILKUMHU, HDK Y OCI0 31 3HMIKEHUM METa0O0Ji3MOM, IO
otpumyBanu no3u 300 mr/75 mr, Ta MOAIOHMMH O MOKAa3HUKIB, OTPUMAHUX Yy IHIIUX TpyMax,
BUJIUVICHUX 3aeKHO Bia Tumy Merabonismy CYP2C19, npu 3actocyBanHi pexxumy no3yBanas 300
Mr/75 mr. 3a pe3yiabTaTaMu AOCTIIKEHb KIIHIYHUX e€(EeKTIB HAICKHUN PEXUM JA03YBaHHS JUIS Li€i
IpyIH NalieHTiB He OyB BU3HAUYEHUH.

AHaNOTIYHO 70 pe3yibTaTiB, HAaBEACHUX BHIIE, Y METaaHali3i 6 JOCHIKEeHb 13 ypaxyBaHHSAM
MOKa3HUKIB PIBHOBAXHOro cTaHy 335 malli€eHTIB, $KI OTPUMYBaJIM KJIOMiAOTpenb, Oyio
IPOJIEMOHCTPOBAHO, 1110 KOHIEHTpAllisl aKTUBHOTO METaboJIITy y KpoBi 3MeHIMiacs Ha 28 % y ocib
3 IPOMDKHMM MeTaboai3MoM 1 Ha 72 % y oci0 31 3HHKEHUM MeTaboi3MoM; 1Hr10yBaHHS arperaiii
TpoMbo1mTiB (5 MKM AJI®) Takok 3MEHIIMIOCHA, NMPH LBOMY pi3HMLA y mNoka3zHukax IIAT
ctaroBuia 5,9 % ta 21,4 % BiANOBiIHO MOPIBHSIHO 3 0C0OaMU 3 IHTEHCUBHUM METa0O0TI3MOM.
B renotuny CYP2C19 Ha kiiHiuHI pe3yabTaTy y Malli€HTIB, SKI OTPUMYBAIH KIOMIIOTPENb, Y
X0/l MPOCHEKTUBHUX PAHJOMI30BaHMX KOHTPOJLOBAHUX BUIPOOyBaHb He BUBYaBcs. [Ipore Oyio
MIPOBEJICHO LTy HU3KY PEeTPOCIIEKTUBHHUX aHATI3IB 3 METOIO OLIHKU I[HOT0 e(eKTy y MAIliEHTIB, K1
OTPUMYBAJIM KJIOMIIOTpeINb, U SKUX ICHYIOTh pe3ynbratu renorunyBanHs: CURE (n = 2721),
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CHARISMA (N = 2428), CLARITY-TIMI 28 (n = 227), TRITON-T1MI 38 (n = 1477), i ACTIVE-
A-(n=601). Kpim Toro, iCHYIOTh pe3yJIbTaTH KUIbKOX OMYOIIKOBAHMX KOTOPTHHX JOCIIIXKCHb.

Y xoni ananidy TRITON-TIMI 38 Ta 3 woropraux pocmimkens (Collet, Sibbing, Giusti)
KOMOIHOBaHa Tpyla, sKa cKiagajgacs 3 0ci0 i3 MPOMDKHUM Ta 3HWKEHHM METa0OoJi3MOM, Maia
3HaYHO BHIIY YacTOTY BHHUKHEHHS CEpIEBO-CYIUHHHMX IMOMIH (JIeTaNbHUN HACIIOK, iH(papKT
MioKapza Ta iHCyabT) a00 TpoMOO3y CTEHTIB, HDK 0COOH 13 IHTEHCHBHUM METa0O0Ii3MOM.

VY xoxi ananizsy CHARISMA Ta ogHOTO KOrOpTHOTO AOCHiIKEHHS (Simon) B 0ci0 31 3HMKEHHM
MeTaboJII3MOM CIIOCTEpiraiacsi MifABHINEHA YacTOTa BUHUKHEHHS MO MOPIBHAHO 3 0oco0aMu 3
IHTEHCUBHUM MeTab0Ii3MOM.

V¥ ananizax CURE, CLARITY, ACTIVE-A Tta B onHOMY 3 KOropTHUX aociikensb (Trenk) yactota
BUHUKHEHHSI CEPIIEBO-CYIMHHUX MOAIA JOCTOBIPHO HE 3ajieskaja Bl 0coOIMBOCTEN METab0I3MYy.
Konen 13 mux aHali3iB HE BKJIIOYAB JOCTATHBOI KUTBKOCTI MAIIEHTIB JJIST TOTO, 00 MOXHa Oyio
BUSIBUTH PI3HULIO Y KIIIHIYHUX pPe3yJbTaTaX y Malli€HTIB 31 3HUKEHUM METa00I13MOM.

Oco0nuBi _kaTeropii mamieHTiB. PapMakoKIHETMKAa AKTUBHOIO META0O0ITy KIOMIJOTPENo He
JOCIIKYBaJIacs y HUKYE3a3HAYCHUX 0COOJIMBUX KaTETOPIM MAIliEHTIB.

HupkoBa nenocratHicth. [licnmsi perynspHoro 3actocyBaHHS 75 MTI KIOMIOTpENO Ha A00y Yy
MAIIEHTIB 13 TSKKOIO HUPKOBOIO HEAOCTATHICTIO (KJIIpEeHC KpeaTuHiHy 5—15 Mi/Ha XBUIIMHY)
iHrioyBanas AJld-iHaykoBaHoi arperaiii TpOMOOIUTIB OyJI0 MEHII BUpakeHUuM (25 %) MmopiBHIHO
13 TakuM ke e(peKToM y 3710poBHX JOOPOBOJIBIIB, a YaCc KpoBOTeUl OYB MOJIOBKEHHM Mailke Tak
camo, K 1y 3I0pOBUX JAOOPOBOJIBIIIB, SIKI OTPUMYBAJIX 75 MT Kiomijorpento Ha ao0y. KniniuHa
MEPEHOCUMICTH OysIa XOPOIIOIO B YCiX MAITIEHTIB.

IlevinkoBa HemocTaTHICTh. [licas perynspHoro npuiiomy 75 Mr KJIOMIAOTPEN0 Ha 100y BIPOJIOBXK
10 gHIB y mamieHTIB i3 TSHKKOKO TEYIHKOBOKO HENOCTATHICTIO iHTiIOyBaHHS AJID-iHayKoBaHOT
arperartii TpoMOOITUTIB OyJIO TAaKUM CaMUM, SIK 1y 3I0POBUX JT0OpOBOJIBIIB. CepenHe MOT0BKEHHS
4yacy KpOBOTEUl TaKOX OyJIO OJJHAKOBUM B 000X Tpymax.

PacoBa npunanexHicte. [lomupenicts anenie CYP2C19, ki cipuuuHSIOTH TPOMDKHY Ta ClIaOKy
MeTtabomiuHy akTuBHICTE CYP2C19, Binpi3HA€TbCS 3aleKHO BiJl paCOBOT/ETHIYHOT MPUHATICKHOCTI
(muB. po3ain «DapmakoreHeTHKa»). ICHYIOTh OOMEXeH1 JaHl CTOCOBHO TAIIEHTIB MOHTOJIOiTHOT
pacH, siKi Jat0Th 3MOTY OI[IHUTHU KJIIHIYHE 3HaYeHHS TeHOTHIyBaHHs 1iboro CYP.

Joxniniyai jaHi 3 6e3neku. [ToOGiuHMMHM edexTaMu, IO HAWYaACTIIIE CIIOCTEpirajucs Iij Yac
JTOKJIIHIYHMX JOCHIDKEHb Ha TBapWHAaX, OylM 3MiHM 3 OOKy MediHku. BoHM 3’sBisumcs npu
BBEJCHHI /103, 110 Maibke y 25 pa3iB MEePEeBUIYBAIN TEPANCBTUYHY 03y 75 MT KJIOMIIOTPEIO0 HA
100y y JIFOAWHY, 1 OyJIu HACTIAKOM Jii mpernapaTy Ha (pepMeHTH, 1m0 OepyTh y4acTh y MEUYIHKOBOMY
Metabomni3mi. [Ipu 3acTocyBaHHi TepaneBTUYHUX 703 KIOMIAOTPENIO Y JIFOJIUHU KOTHOTO BIUIMBY Ha
dbepmenTH, 1m0 6epyTh y4acTh y IEYIHKOBOMY METa001i3Mi, HE CIIOCTepiranocs.

[Ipn BBeneHHI BUCOKMX J103 KIOMIJIOTPENI0 TBapHHAM CIOCTEpiranacs IOraHa MIITyHKOBa
MIEPEHOCUMICTh Mpenapary (BUHUKaB TacTPUT, EPO3UBHE YPAKEHHS LIITyHKA Ta/a00 OIOBaHHS).
[Ipu BBeAEHHI KIOMIJOTPEN0 MUIIAM BIPOJOBK 78 TIDKHIB Ta HIypaMm BIpojaoBxk 104 THXKHIB y
no3ax g0 77 mr/kr Ha no0y (o Mmaibke y 25 pa3iB MepeBUIIYBAIM TEPANEBTUYHY A03Yy 75 Mr
KJIOMIIOTpeIto Ha 100y y JIOIMHU) HE OTPUMAHO kOJIHUX JJOKa3iB KaHIIEPOT €HHO1 JIii mpenapary.
Byno mpoBeneHo WiMUi psi AOCHIHKEHh T€HOTOKCHYHOCTI KIIOMIZOTPEN0 B yMOBax in Vitro Ta
in Vivo, oJTHaK BOHH HE BHSIBUJIM YKOJIHOI FTEHOTOKCUYHOI [Iil pernapary.

Knomnigorpens He BIUIMBAaB Ha PENPOAYKTHBHY (YHKIIIO CaMI[iB Ta CaMUIlb IypiB, a TaKOX He
YMHUB TePaTOreHHOI A1l Hi y 11ypiB, Hi y KpodiB. [Ipu BBeeHHI caMulsaM LIypiB y Mepiof JaKTarii
KJIOMIAOTpeNb MPU3BOAMB /0 HE3HAuyHOi 3aTpPUMKH  pO3BUTKY notomcTBa. CreuniajibHi
(bapMakOKIHETUYHI JOCTIPKEHHS 3 Pa/lioaKTUBHO MIYEHUM KIJIOMIIOTpeeM JAO0BEH, 10 OYaTKOBa
peuoBUHA Ta ii METAabOJITH MPOHUKAIOTh Yy IpyAHE MOJoKo. OTKe, He MOXKHA BHMKIIOYATH SIK
0e3rmocepelHbOr0  BIUIMBY IIpenapaTy Ha TIOTOMCTBO (HE3HAayHa TOKCHYHA i), Tak 1
OTI0CEePEIKOBAHOTO BIUIMBY (BHACIIIOK MOTIPIIEHHS CMaKOBHX SIKOCTEH MOJIOKA).

Kuiniuni XapakTepucTHKH.



Ilokazannsa.

Bmopunna npoginakmuka nposeie amepompomb603y y 00pOCIUX:

® XBOpHX, SIKI MepeHecnu iHpapKT Miokapjaa (MOYaTOK JIKyBaHHS — uepe3 KUIbKa JTHIB, aje He
Mi3HINIe HDK 4Yepe3 35 AHIB MICNsi BHHUKHEHHS), IMIEMIYHUN 1HCYJNBT (IIOYATOK JIIKYBaHHS —
yepe3 7 [nHIB, aje He Wi3HIMIE HDK Yepe3 6 MICALIB Ticias BHHUKHEHHS) ab0 y SKUX
J1arHOCTOBAHO 3aXBOPIOBaHHs mepudepuyHux aprepiil (ypakeHHs apTepiii 1 arepoTpoM003
CYJIMH HIDKHIX KiHI[IBOK);

® XBOPHX i3 TOCTPUM KOPOHAPHUM CHHAPOMOM:
— 13 TOCTPUM KOPOHApHUM CHHIpOMOM 0Oe3 mimiiomy cermenta ST (HecTaOulbHA CTEHOKapPIis
a6o iHdpapKkT Miokapaa 6e3 3yors Q), y TOMy YKCHl y TAIIE€HTIB, SIKUM OyJI0 BCTAHOBJICHO CTEHT
y XOJl TMpPOBENEHHS Yepe3lIKIPHOI KOPOHApPHOi AaHTIOMJIACTHUKH, Yy KOMOIHamii 3
areTuicaniuuiaoBoto kucnotor (ACK);
— 13 roctpuM I1HpapkToM Miokapaa 3 migiiomom cermeHta ST, y komOiHamii 3
AIeTWIICATIINIOBOIO KHCIOTO (y XBOPHX, SIKi OTPUMYIOTh CTaHIAPTHE MeEIWKAMEHTO3HE
JIIKYBaHHS Ta SIKUM IOKa3aHa TPOMOOJIITUYHA Teparis).

Ilpoghinakmuka amepompombomuunux ma mpomboemooniuHux nooditl npu Giopurayii nepedcepos.

Knomninorpens y xomb6inanii 3 ACK nokazanuii gopocium naiieHTaM 3 QiOpHIsLI€I0 Mepencepsp,

K1 MalOTh HIOHAWMEHIIe OOUH (aKTOp PU3UKY BHUHMKHEHHS CYAMHHUX MOJIH, y SKHUX ICHYIOTh

MPOTUIIOKA3aHHs N0 JIIKyBaHHS aHTaroHictamu BiTamiHy K (ABK) 1 fki MaloTh HU3BKHI pU3HK

BUHUKHEHHSI KpOBOTEY, JUIsI MPODUIAKTUKU aTepOTPOMOOTUYHUX Ta TPOMOOEMOOTIUHUX MOAIH, y

TOMY YHUCJI1 THCYJIBTY.

Jlnst oTpuMaHHA 101aTKOBOT iH(OpMAIIii TuB. po3aut «DapMakoIoTIdHI BIACTHBOCTI.

Ilpomunokazannsa. 1linBuIIeHa YyTAUBICTD IO JIF0Y0i peYOBUHH a00 0 OYIb-SKOTO0 KOMIIOHEHTA
npemapaty. Tsbkka Ie4YiHKOBa HeJOCTaTHICTh. ['ocTpa KpoBOTeda (HAmpWKIIa] MENTHYHA BUpPa3Ka
a00 BHYTPIIIHHOUEPEITHUN KPOBOBUJIUB).

B3aemodia 3 inwmumu nikapcoKumu 3acodvamu ma inuwii 6uou 63acmooiil.

Jlikapcoki 3acodu, 3acmocy8ants AKUX CYNPOBOOA’CYEMbCA NIOBUUEHHAM PUBUKY Kposomey. Yepes
MOTEHIINHUN aTUTUBHUN e(EeKT ICHYye NIABUIIEHUNA PU3UK TeMOparidyHuX YCKJIaJIHECHb, TOMY
OJIHOYACHE 3aCTOCYBAaHHSI TAaKHMX JIIKAPCHKUX 3aCO0IB 3 KJIOMiIOrpesieM BUMarae 00epexHOCTI (IHB.
po3nut «OcoOIMBOCTI 3aCTOCYBAHHS).

Ilepopanvui anmuxoacynianmu. OaHOYacHe 3acTocyBaHHs mpemnapary llnaBikc® 3 mepopambHUMHU
AHTHKOATyJISTHTAMU HE PEKOMEHAYEThCS, OCKUIbKU Taka KOMOIHAIlisS MOe MMOCUINTH IHTEHCUBHICTD
KpoBoTeul (AuB. po3ai1 «Oco0aMBOCTI 3aCTOCYBAaHHM»). X04a 3aCTOCYBaHHS KJIOMIIOTPENto y 4031
75 wMr Ha n00y He 3MiHIOE (apMakoOKiHeTHYHHM mpodins S-BapdapuHy abo MDLKHAPOIHE
HopMadnizoBaHe criBBigHomeHHs: (MHC) y maiieHTiB, sKi BIPOJOBX TPUBAIOTO 4acy OTPUMYIOTh
JiKyBaHHS BapdaprHOM, OJHOYACHE 3aCTOCYBAHHS KJIOMIAOTPENIO Ta Bap(apuHy 30UIbIIYE PUSHK
KpOBOTEU1 uepe3 iICHYBaHHS HE3aJIe)KHOTO BIUIMBY HA T€MOCTa3.

Ineibimopu  enikonpomeinosux peyenmopie IIb/Illa. Kiomimorpenb cmig 3 00EPEkKHICTIO
IpU3HAYaATHU MAlli€eHTaM, SKI OTPUMYIOTh 1HTi0iTOpH TriikompoTteiHoBux peuentopis IIb/Illa (nus.
po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

Ayemuncaniyunosea xucioma (ACK). AueTuncaminuioBa KUCJIOTa HE 3MIHIOE IHTIOITOpHOT il
kiomigorpemo Ha AJIP-iHayKoBaHy arperaiilo TPOMOOIMTIB, aje KJIOIMIIOTPeNib MOCHIIIOE 0
ACK na arperaiito TpoMOOIUTIB, IHIYKOBaHY KojareHoMm. [Ipote oqHouyacHe 3actocyBanHs 500 mr
ACK 2 pa3u Ha 100y NpOTIroM OIHOTO [HS HE CIPUYMHSIIO 3HAUYHIOTO 30UTBIIEHHS Yacy
KpOBOTEUl, MOJOBXKEHOTO  BHACHINOK mpuifoMy  kiomimorpemto.  OCKITbBKM — MOXIIHBA
(dapMakoMHAMIYHA B3AEMOJI MDK KJIOMIOTpENIeM Ta aleTHICATIIIIOBOIO KHCIOTOIO 3
MIABUIICHHSIM pPH3UKYy KpOBOTEYi, OJHOYaCHE 3aCcTOCYBaHHS IHMX [pemapaTiB MoTpedye
obepexxHOCTI (muB. po3aut «OcoOIMBOCTI 3aCTOCYBaHHS»). He3Baxaroun Ha 1€, KIOMIIOTpeNb 1
ACK cymicHO 3acTocoByBaiu 70 1 poky (auB. po3aut «PapMakoIoTidHi BIACTUBOCTI).

®
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T'enapun. 3a MaHUMHU KIIHIYHOTO JOCIIKEHHS, MMPOBEJCHOTO 3 Y4acTIO 3J0POBUX TOOPOBOJIBIIB,
KIIOTIIOTPENb HE MOTpeOyBaB KOPETYBaHHS O3 TeMapuHy Ta HE 3MIHIOBAB JIif0 TEMapuHy Ha
koarysiro. OHOYacHE 3aCTOCYBaHHS TelaprHy HE 3MIHIOBAJIO 1HTiIOYI0UOT Mii KIOMiIOTPEN0 Ha
arperartfiro TpoMOo1HTiB. OCKUTBKH MOKJIMBA (hapMaKoAMHAMIYHA B3a€MOIIsI MDK KJIOTIIOTpeNeM i
TeapuHOM 13 MIIBUINEHHSM PHU3HMKY KpPOBOTEYi, OJHOYACHE 3aCTOCYBaHHS IIMX IIpenapariB
noTpedye 00epeKHOCTI.

Tpombonimuuni 3acobu. Besneka OJTHOYACHOTO 3aCTOCYBaHHS KJIOMIIOTPEITIO,
¢diopuHOCcnenndivanx ado ¢idpuHOHECTIENUBIUHUX TPOMOOIITHYHIX areHTIB Ta TemnapuHiB Oyna
JOCITI/DKEHA 32 y4acTIO MAalli€HTIB 13 TOCTpUM iH(apkToM Miokapaa. Yactora po3BUTKY KIIHIYHO
3HAUYYLIUX KpPOBOTeU Oysa aHaJOTIYHOIO TiH, IO CIOCTepirajacs MpH OJHOYACHOMY 3aCTOCYBaHHI
TpoMOOIITHYHUX Npenaparis Ta renapuny 3 ACK (nuB. po3nain «I1oOi1uH1 peakiii»).

Hecmepoioni npomuzananvui npenapamu (HII3I1). Y X011 KIIHIYHOTO JOCTKEHHS, TTPOBEICHOTO
3 Yy4acTIO 37I0pOBHUX JOOPOBOJIBIIIB, OJHOYACHE 3aCTOCYBAaHHS KIJIOMIIOTPETI0 Ta HAIMPOKCEHY
30UTBIIYBAJIO KUIBKICTh NMPUXOBAHUX IILJTYHKOBO-KMIIKOBUX KpoBoTed. OnHaK uepe3 BIIACYTHICTh
JOCTIIKEHb 010 B3aeMoii npenapaty 3 iHmuMu HII3IT noTenep He 3’sicoBaHo, Uun 3pOCTae pU3MK
IIUTYHKOBO-KHUILIKOBUX KpOBOTeY IpH 3acTocyBaHHl 3 ycima HII3II. Tomy HeoOxigHa 0OepeKHICTh
npu oaHovacHomy 3actocyBanHi HII3II, 3okxpema inri6itopis LIOI'-2, 3 knomigorpeneM (AuB.
po3nut «OcoOIMBOCTI 3aCTOCYBAHHS).

CenexmusHni ineibimopu 36opomrnoco 3axonieuns cepomoniny (CI33C). HeoOXxigHO 3 00€pEKHICTIO
oanouacHo 3actocoByBaTu CI33C 3 knomigorpesnem uepes te, mo CI33C BrimBaroTh Ha aKTHUBAIIIO
TPOMOOIIMTIB Ta MiABUILYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

Oonouacne 3acmocysanns iHwux npenapamis. OCKUTBKA KIIOMIAOTPENb TTEPETBOPIOETHCS Y CBI
akTuBHUN MeTabomiT dyactkoBo g giero CYP2C19, To 3acTocyBaHHs mpernapariB, siKi 3HUKYIOTh
AKTUBHICTh IHOTO (DEPMEHTY, HAWIMOBIpHIIIE, MPHU3BEAC J0 3HUKEHHS KOHIICHTpAIlli aKTUBHOTO
MeTaboTiTy Kiomigorpento y miasmi. KiiHiuHe 3HadeHHs 1€l B3aeMoJii He 3’sicoBaHe. ToMy sk
3amoODKHUN 3aXil CJiJ YHUKATH OJIHOYACHOTO 3aCTOCYBaHHS CHUJIBHUX Ta MOMIPHHUX I1HTI0ITOPIB
CYP2C19 (quB. po3ainu «OcobauBOCTI 3acTOCYBaHHS» Ta «DapMaKOKIHETHKAY ).

Jo mpenapariB, mo npurHiaytoth akTuBHICTE CYP2C19, HamexaTh oMenpasoj, €30Menpasod,
(dbayBokcaMiH, (piyoKceTHH, MOKJI0OeMil, BOPUKOHA30J1, (hIyKOHA30JI, TUKIOMIINH, KapOaMaszemniHn
Ta eaBipeHil.

Ineioimopu npomonnoi nomnu (II111). Omenpazon y no3i 80 mMr 1 pa3 Ha 700y Npu CynyTHHOMY
3aCTOCYBaHHI 3 KIOMiZoTpesreM ado B Mexkax 12 roawH MDK IpuUiioMaMu WX ABOX IperapaTiB
3HIDKYBAB KOHIIGHTpAIll0 aKTHMBHOTO MeTaboiiTy y KpoBi Ha 45 % (HaBaHTaxyBajlbHa [103a) 1
Ha 40 % (migrpumyroua n03a). Lle 3HMKEHHS CYMPOBOKYBAIOCS 3MEHIICHHSM MpPUTHIYEHHS
arperaunii Tpom6ouuTiB Ha 39 % (HaBaHTaxyBaimbHa 103a) 1 Ha 21 % (miaTpuMyroYa 103a).
OuikyeThCs, 110 B aHAJIOTTYHY B3a€MOJIIIO 3 KIIOMIOTPENIeM BCTyIaTUME 1 €30Menpasol.

3a pe3ynbrataMu oOcepBalliiHUX Ta KIIHIYHUX JOCIKEHb OTPUMAHO CYIEPEUSIUBI JaHI CTOCOBHO
KIIHIYHUX HACTIAKIB IUX (PapMaKOKIHETMYHUX Ta (apMaKOJUHAMIYHUX B3AEMOJIIM 3 TOYKH 30py
PO3BUTKY OCHOBHHMX KapJiOBacCKyIspHUX NOMiHA. Sk 3amoObLKHUI 3axiJ HE CIiI OJHOYACHO 3
KJIOTIIOTpENIeM 3aCTOCOBYBAaTHM oOMemnpaszon abo e3omernpazon (auB. po3ain  «OcoOiauBoOCTi
3aCTOCYBAHHS»).

MeHI BUpaXeHe 3HWKEHHs KOHILIEHTpaLliif MeTaboJIITy Yy KPOBI CIIOCTEpIrajiocsi MpH 3aCTOCYBaHH1
MAHTONPa30Jy a0 JIaHCONpPa3oIy.

IIpu ogHOYacHOMY 3acTOCyBaHHI MaHTompaszoiy y no3i 80 mr 1 pa3 Ha 100y KOHUEHTpamii
aKTUBHOTO MeTabouiTy y ruiasmi 3MeHmmiaucs Ha 20 % (HaBaHTaxyBaslbHa 103a) Ta Ha 14 %
(miarpumyroda 1no3a). Lle 3HMXKEHHS CYNpOBOJDKYBAJIOCS 3MEHIIEHHSM CEPEeJHbOTO IMOKa3HUKA
npurHiyeHHs arperaunii TpomOouutiB Ha 15 % Ta 11 % BiamoBigHo. OTpuMaHi pe3ynbTaTH
BKa3yIOTh Ha MOJKJIMBICTh OJJTHOYACHOTO 3aCTOCYBaHHS KJIOMIOTPEIIIO Ta MAHTONPA30IIy.

Hemae noka3iB Toro, 1o iHIIi JIIKapCchKi 3ac00U, SKi 3MEHIIYIOTh BUPOOJIEHHS KUCIOTH y LIUTYHKY,
Taki sk, Hanpukian, Ho-6mokaropu abo aHTaIwaM, BIUTUBAIOTH HA aHTUTPOMOOLIUTAPHY aKTHBHICTh
KIIOTIIOTPEITIO.
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Kombinayin 3 inwumu nikapcokumu 3acobamu. Bylno TpoBeACHO psi KIIHIYHHX JOCIIHKCHb 3
KJIOMIZOTpeNieM Ta IHIIMMHU TpernaparaMd il BUBUYCHHS MOTCHUIHHMX (apMaKOAMHAMIYHUX 1
¢dapmakokiHeTHYHHX B3aemonii. KiiHiyHO 3Hauyymoi ¢(apMakoAMHAMIYHOT B3aEMOAIl TNpU
3aCTOCYBaHHI KIIOMIOTPEI0 OJHOYACHO 3 ameHon010M, Hiheouninom abo 3 oboma IpernaparamMu
BUsiBIeHO He Oyno. KpiM Toro, ¢apmakoanHamiyHa aKTHBHICTH KIOMIIOTPETIO 3aIHIIUIACST
MPAKTUYHO HE3MIHEHOIO MPH OIHOYACHOMY 3aCTOCYBaHHI 3 (heHobapbimanom ta ecmpo2eHoM.
dapMaKOKIHETUYHI BJIACTHBOCTI Oucoxcuny abo meogininy HE 3MIHIOBATIUCS TMPH OJHOYACHOMY
3aCTOCYBaHHI 3 KJIOMIIOTPEJIEM.

Anmayuoui 3acobu He BIUTMBAJINA HAa PiBeHb a0COPOIIii KIIOTIOTpeIio.

JaHi, oTpuMaHi y XOAl HIOCHIIKEHb MIKPOCOM TI€UIHKH JIIOJWHMU, CBiT4aTh TPO TeE, IO
KapOOKCHIIbHI MeTa0OoMITH  KJIOMIJOTPENI0 MOXXYTh HPUTHIYYBaTH AKTHBHICTb LIMUTOXPOMY
P450 2C9. lle Moxe NMOTEHUINHO MIABMINYBAaTH PIBHI y IUIa3Mi TaKUX JIKapChbKUX 3ac00iB SIK
Genimoin 1 mondbymamio ta HII3II, siki MeTaboMI3yIOThCS 3a Jonomoroto muroxpomy P450 2C9.
HesBaxaroun nHa e, pesynpratu nociimkeHHs CAPRIE cBiguate, mo ¢eHiToiH 1 ToaOyramin
MOXHa 0€3MeYHO 3aCTOCOBYBATH OJHOYACHO 3 KIIOTIOTPEIIEM.

Jixapcoki 3acobu, saxi € cyocmpamamu epmenmy CYP2C8. Byno mokazaHo, 1m0 KJIOMiIOTPEIb
30UTBIIYyE EKCIIO3WII0 penariiHily y 3J0poBUX J00poBosbliB. JlocmimkeHns in  Vitro
MPOJIEMOHCTPYBAJIM, IO 1€ 30UIbIICHHS EKCIO3ULli pemnaryiiHily oOyMoBJIeHE IHTi0yBaHHIM
dbepmenty CYP2CS8 rimrokypoHITHUM META00JITOM KIOMIAOTPENIO. 3 OTJISAy Ha PU3UK 30UThIICHHS
KOHLIEHTpAlliil B MJ1a3Mi KpOBI, OJTHOYACHE 3aCTOCYBAHHS KJIOMIOTPENIO Ta JIKAPChKUX 3aC001B, SIKi
BHUBOJIATHCS 3 OPraHi3My MEPEBaXXHO 3a JOTIOMOTOI0 MeTab0Ii3MYy, OMOCEPEIKOBAHOTO (EePMEHTOM
CYP2CS8 (Takux sk pemariiHifl, makiIiTakceln), moTpedye o0epexHOCTI (IuB. po3aut «OcobauBOCTI
3aCTOCYBaHHS).

3a BUHATKOM iH(OpMAIIil MO0 B3a€MOJIl 31 cienu(pIYHUMH JIKAaPCHhKUMH 3ac00aMH, HaBEACHOI
BHINE, JOCIIKCHHS IIMOJ0 B3a€EMOJIl KJIOIMIIOTPENI0 3 JIKAPCBKUMHU 3aco0aMu, 5Kl 3a3BHYal
MPU3HAYAIOTh XBOPUM Ha aTepoTpomMO03, He mpoBoawincsa. OaHaK marieHTH, ki Opanu y4acTh y
KJITHIYHUX JOCITIKEHHSX KJIOMIOTPENI0, 3aCTOCOBYBAIM OJHOYACHO IHIII MpEnapaTH, BKIIOYAI0YH
NypeTHuKH, 0eTa-010KaTopH, HTIOITOPH aHTIOTEH3UHIIEPETBOPIOBAIBHOTO (PEPMEHTY, aHTAarOHICTH
KaJbllif0, 3aco0M, M0 3HIKYIOTb pIBEHb XOJECTepUHY, KOPOHApHI Ba30JWJIATaTOPH,
aHTUaila0eTHYH1 3aco0u (BKJIIOYAIOYM IHCYJIH), NPOTHUENUICNTHYHI 3acOo0M Ta aHTaroHICTH
GPIIb/I11a, 6e3 03HaK KIIHIYHO 3HAYYIIOT TOOIYHOT .

Ocoobnueocmi 3acmocy8anus.

Kposomeua ma cemamonoeiuni posnaou. Yepes pU3UK pO3BUTKY KPOBOTEUl Ta IeMaTOJIOTTYHUX
MOOIYHUX PEaKIliif Cil HeraiHo MPOBECTH PO3TOPHYTHU aHami3 KpoBi Ta/abo 1HIII BiAMOBIAHI
TECTH, SAKIIO IMiJ Yac 3aCTOCYBaHHS Iperapary CIOCTepIraloThbCsi CUMIITOMH, IO CBiq4aTh MpoO
MOXJTMBICTh KpoBoTeui (auB. po3aur «IloGivni peakiii»). Sk 1 iHIII aHTUTPOMOOIMTAPHI 3acO0H,
KIIOTIIOTPENb CIIii 3aCTOCOBYBATH 3 OOEPEKHICTIO MAalli€HTaM 3 MiABUIIEHUM PU3UKOM KpPOBOTEUl
BHACJIIOK TPaBMHU, XIPypridHOTO BTpydYaHHS a0o0 IHIIMX MATOJIOTIYHHUX CTaHIB, a TaKOX y pasi
3acrocyBanHs manieHtamu ACK, remapuny, iHrioitopiB riikonpoteiny IIb/Illa a6o nectepoinnux
NpOTH3aNallbHUX IpernapariB, BKIouyaroud iHTiOiTopu L[OI'-2 abo cenekTuBHI 1HTiOiTOPH
3BOpPOTHOTO 3axoruieHHs ceporoHiny (CI33C), abo iHmIi Jikapchki 3aco0u, Taki K MEHTOKCUQIIIH,
3aCTOCYBaHHS SIKUX CYIPOBOJKYETHCS MIABUIICHHSIM PHU3UKY T'€MOpPAridYHUX SIBUI (IUB. PO3MALT
«B3aemonis 3 HIIUMU JIKapCHKUMHU 3aco0aMy Ta iHIII BUAM B3aeMojii»). HeoOXigHO yBaxHO
CTeXHUTH 3a MPOSBAMHU y NAIli€EHTIB CUMITOMIB KpOBOTEYl, Y TOMY YMCJi IPUXOBAaHOI KPOBOTEU],
0COOJIMBO Yy MepIli THXKHI JIKyBaHHA Ta/a00 Micyis 1HBa31MHUX MpOLEIyp Ha ceplli Ta XipypriuHux
BTpy4YaHb. OJHOYACHE 3aCTOCYBaHHS KIOMIMOTPENIO 3 TEpPOPaTbHUMH aHTHKOATYJISHTAMH HE
PEKOMEHAYETHCS, OCKUIBKH 1€ MOXE TIOCHUJINTH IHTEHCUBHICTh KPOBOTeU (JIUB. po3ait «B3aemois 3
HIIMMH JTIKapCHKUMU 3ac00aMU Ta 1HII BUAM B3AEMO/TI»).

VY pa3i MIaHOBOTO XIPYpPriuHOTO BTpPY4YaHHS, KOJHM AHTUTPOMOOIMUTApHUN e(EeKT € THUMYacoBO
HeOaKaHUM, JTIKYBaHHSI KJIOMIJOTPeNeM CIi MPUITMHUTH 32 7 AHIB [0 omeparlii. [TanieHTH moBUHHI
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MOBIIOMIISTH JTKaps (y T.4. CTOMATOJOra) mpo Te, IO BOHH MPUUMAIOTH KJIOMIAOTPENh, MEpe.
NpU3HAYCHHAM iM Oyab-iKOi omepalii 4M mepea 3acTOCYBAaHHSIM HOBOTO JIIKApChKOTO 3aco0y.
Kromimorpenb Mog0BXKYy€e TPUBATIICTh KPOBOTEUi, TOMY HOro Ciin OOEpeKHO 3aCTOCOBYBATH
marieHTaM 3 [IBUIIEHHAM  PH3UKOM  KpoBOTedi  (0COONMBO  IUTYHKOBO-KHIIKOBOI — Ta
BHYTPIIIHFOOYHOT).

[NamieHTiB CIIiJ MOTIEPETUTH, IO i Yac JIIKyBaHHS KIomigorpeneM (OKpemo abo y KOMOiHaIil 3
ACK) kpoBoTEeUa MOKE 3YMMUHATUCS MI3HIIIE, HDK 3a3BUYAM, 1 1110 MAMIEHTH MOBUHHI MOBITOMIISITH
JKaps Ipo KOXKEH BHIAJI0K HE3BUYHOT (32 MIiCLIEM UM TPUBATICTIO) KPOBOTEYI.

Tpombomuuna mpomodoyumoneniuna nypnypa (TTII). Jlyxe piIKko CHOCTEpIrajucs BHITaIKA
TpoMOOTHUHOI TpombouuToneHiyHoi nyprnypu (TTII) micns 3acTocyBaHHS KIIOMIIOTPENO, 1HOJI
HaBITh MICJIA HOro KopoTkodacHoro 3actocyBaHHs. TTII mposBiseTscs TPOMOOLMTOIIEHIEID Ta
MIKpOAHTIONIaTUYHOI0 TE€MOJITUYHOI aHEMIEI0 3 HEBPOJIOTIYHUMHU MPOSBAMU, HHUPKOBOIO
muchyHkiiero abo rapsukoro. TTII € moTeHIIHHO HeOe3MeYHUM CTaHOM, SIKMH MOKE MPU3BOJAUTH
JI0 JIETAJIbHOTO HACHIAKY 1 TOMY MOTpeOy€e HEeraHoro JIKyBaHHS, Y TOMY YHCJi MPOBEIECHHS
m1azmadepesy.

Habyma cemogpinia. lloBimoMisiiocs 0po BHUMAAKM PO3BUTKY HaOyToi remodimii micid
3aCTOCYBaHHSA  KIOMIAOTpento. Y  pasi  MiATBEpPKEHOro okpemoro 30utpmeHHss AUYTY
(aKTHBOBAHOTO YAaCTKOBOTO TPOMOOIIJIACTHHOBOTO dYacy), MIO0 CYNPOBOKYEThCS abo He
CYIIPOBOJIKYETHCSI KPOBOTEUEIO, MUTAHHS MPO JlarHOCTyBaHHS HaOyToi reMo@uIii MOBUHHO OYyTH
posrsHyTo. TlarienT 3 mATBEpHKEHUM JIarH030M HaOyTOo1 reModinii MOBHHHI 3HAXOUTHCS T/
HarjsoM JiKaps 1 OTpPUMYBaTH HaJEXHE JIKYBaHHS; 3aCTOCYBAaHHS KJIOMIOTPETI0 TaKUM
MalieHTaM C1l IPUMHHUTH.

Hewooasno nepenecenuti iwemiunuii incynem. Uepe3 HEIOCTATHICTh JAaHMX HE PEKOMEHIYETHCS
MPU3HAYATH KJIOMIAOTPENb Y mepii 7 ai0 Micias TOCTPOTO IIEMIYHOTO 1HCYIIBTY.

Lumoxpom P450 2 CI19 (CYP2C19). ®apmakoreHETHKA: y TAIIEHTIB 13 TEHETUYHO 3HIKEHOIO
¢dyskuiero CYP2C19 cnioctepiraeTbcs MEHIIIA KOHIICHTPAITS aKTUBHOTO METa0O0JIITy KJIOIIIOTPEITIO
y IJIa3Mi Ta MEHII BUPAKCHUHM aHTHUTPOMOOIMTApHUN €(dEeKT MpHU 3aCTOCYBaHHI PEKOMEHOBAHUX
7103 KJIOTIIOTPEITIO.

OCKUTbKH  KJIIOMIZOTPENh IIEPETBOPIOETHCS Y CBIM aKTUBHHM METa0OJIT YacTKOBO IIifl JIIE€r0
CYP2C19, To0 3acTocyBaHHs mpernapariB, 5Ki 3HIWKYIOTh aKTHBHICTH IIbOTO (epMeHTy,
HaWIMOBIpHIllle, MPU3BEE 10 3MEHIIEHHS KOHIIEHTpAIlil aKTUBHOTO METa0OJITy KIOMIIOTPEI0 y
mnasmi. OHaK KIIiHIYHE 3HAYCHHs I1i€i B3aeMoii He 3’scoBaHe. ToMy sIK 3amOODKHUM 3axXim CIIif
YHUKATH OJTHOYACHOTO 3aCTOCYBaHHS CHJIBHMX Ta moMipHux iHridiropisB CYP2C19 (muB. po3min
«B3aemomis 3 IHIIMMH JIIKAPCHKUMHU 3ac00aMHU Ta 1HINI BHJIM B3a€EMOJIN»; MEpeik 1HridiTopiB
CYP2C19 naBeneno y pozaini «®apMakoKiHETHKAY).

Cyocmpamu  ¢pepmenmy CYP2C8. HeoOximHO HOTpUMYBATHCS OOEpPEKHOCTI Malli€eHTaMm, sKi
OTPUMYIOTh OJTHOYACHO KJIOMIIOTpENb Ta JIKapCchKi 3aco0w, 1o € cydctparamu pepmenty CYP2CS8
(mmB. po3nin «B3aeMois 3 IHITUMU JIIKAPCHKUMU 3ac00aMU Ta 1HII BUIA B3a€EMOJIII).
Ilepexpecna cinepuymaugicmos micHonipuounie. IlalieHTIB Ciq NMEPEBIPUTH IMOJO HASBHOCTI B
aHamHe31 TINepYyTIMBOCTI 0 IHIIMX TIEHOMIPUAWHIB (TaKUX SK KJIOMAOTPeab, THUKIOIMIIHNH,
npacyrpeib), TOMY WIO HaIXOJWIM TOBIAOMJIEHHS TIPO MEPEXpecHy TCiNepuyTIUBICTH
TIEHONIPUMHIB. 3aCTOCYBAaHHS TIEHOMIPUIUHIB MOKE NMPHU3BECTH 10 BUHUKHEHHS Bij JIETKUX 10
TSOKKUX JIEPriYHUX peaKiliid, TakuX sk BUCHII, HaOpsik KBiHke, a00 reMaToJIOriuHUX peakiii, TaKux
K TpoMOOIMTONEHis 1 HelTponeHis. [lamieHTH, sSKi Maau B aHaMHe31 ajepriuHi peakuii i/abo
reMaToJIOTIUH1 peakiii Ha OJUH TIEHOMIPUANH, MOXKYTh MaTH IIJIBUIIEHUN PU3UK PO3BUTKY Ti€l 5
a0o0 1HIIOT peakuii Ha HIIMHA TiEHOMIPUAUH. PeKOMEHAYeThCS MOHITOPHHT 1[0JI0 HAasBHOCTI O3HAK
rinepyyTiIMBOCTI Y MALlIEHTIB 3 BIIOMOIO AJIE€Pri€l0 Ha TIEHOMIPUIUHH.

Iopywennsa ¢gynuxyii nupox. TepaneBTUYHMIA TOCBi 3aCTOCYBaHHS KJIOMIAOTPENIO MAIllieHTaM 3
HUPKOBOIO HEJIOCTAaTHICTIO OOMEXEeHHH, TOMY TaKMM MallieHTaM MpenapaTr Clii NpU3HAdaTH 3
o0epexHICTIO (IuB. po3auT «Crnocid 3aCTOCYBaHHS Ta JIO3M»).
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Hopywennsn ¢yuxyii neuinxu. JI0CBiIl 3acTOCyBaHHS TpemapaTy Malli€eHTaM i3 3aXBOPIOBAHHSIMH
MEYIHKU CEPeIHbOI TSDKKOCTI Ta MOJKJIMBICTIO BUHMKHEHHS T€MOpAriyHoOro Jiare3y OOMeKeHH,
TOMY TakdM XBOPHM KJIOHIIOTPENb CIif Mpu3HadaTH 3 oOepexHicTio (auB. po3aur «Crocid
3aCTOCYBaHHS Ta J03U»).

Honomixcui pewosunu. Onna tabnerka mnpemnapary Ilnasikc® mictuts 3 Mr makrosu. IlamienTam 3
TaKUMHU PIIKICHUMH CHAJKOBUMH 3aXBOPIOBAHHSIMHM, SIK HEMEPEHOCHUMICTh TaJIAaKTO3H, AeQIIHT
JaKTa3u abo MOpYIIEHHS MababcopOIIii TIIOKO3U-TaIaKTO3H, HE CIIiJ MPUIMAaTH IIel mpenapar.
Onna tabnerka npenapary Ilnapikc® mictute 3,3 Mr oJii pUIMHOBOI IiIPOreHi30BaHOI, KA MOKE
CIPUYMHATH PO3JIaJ IUTYHKA Ta Jiapero.

Ocobaugi 3acmepedcents Woo0o GUOANEeHHS 3anuKie ma 8i0xodie. Bynb-sKuil HEBUKOPHUCTAHHUI
npenapat ado BIAXOAU MOTPIOHO 3HUIITUTH BIAMOBIIHO JI0 MICIIEBUX BUMOT.

3acmocyeanns y nepioo eazimmocmi abo 200y8anHs 2pyooro.

Baeimuicmes. Yepe3 BIACYTHICTh KIIHIYHUX JaHUX MPO 3aCTOCYBAaHHS KIOMIIOTPETIO Yy TEPIioJ
BariTHOCTI HeOaXxaHO MPHU3HAYATH MIpenapaT BariTHUM >KIHKaM (3acTepeKHUN 3axin).

Jlocniay Ha TBapuHAX HE BHSBWIM INMPSAMOro abo ONOCEpEeAKOBAHOTO HEraTMBHOIO BIUIMBY Ha
BariTHICTh, PO3BUTOK €MOpIOHA/IIONA, TOJOTH Ta TMOCTHATAIBHHN PO3BUTOK (AMB. MIiAPO3LT
«JlokmiHIgHI 1aH1 3 OC3MEKN.

Tooysanusa epyoorn. HeBimoMo, 4u €KCKPETYEThCS KIOMIAOTPENh Yy TPYAHE MOJOKO JIOIUHU. Y
JOCTIIKEHHSAX Ha TBapuHaxX Oys0 MOKa3aHo, 1110 BiH €KCKPETYETHCS B TPYIHE MOJIOKO, TOMY IiJ] 4ac
JiKyBaHHs npenapatoM [lnasikc® romyBanHs rpyI0 CIIijl IPUITUHUTH.

@epmunvricme. I1in 9ac mociipKeHb Ha JTA0OPATOPHUX TBApHUHAX HE OYJI0 BHSIBICHO HETAaTUBHOTO
BIUIMBY KJIOTIIOTPEIIO HA (DEPTHIIBHICTD.

30amuicmv  énaueamu Ha WEUOKICMb peakyii Npu KepyBaHHi aA8MOMPAHCNOPMOM THUUMU
MEXaHIZMaAMU.

Knomigorpens He BruinBae ab0 Mae HE3HAYHWM BIUIMB Ha IIBUJIKICTh PEakKIlii MpU KEpyBaHHI
aBTOTPAHCTIOPTOM ab0 POOOTI 3 IHIIMMHU MEXaHI3MaMH.

Cnocio 3acmocysannsa ma 003u.

Hopocni, y m.u. nayicnmu nimuvozo eixy. Ilnasixc® npuitmatu o 75 Mr 1 pa3 Ha 100y HE3aIEKHO
BiJI TpuiioMy TXKI.

Y XBOpHX 13 TOCTpUM KOPOHAPHUM CHHApPOMOM 0e3 mimidoMy cermeHTta ST (HecTabuibHA
cTeHoKapAis abo iHdapkT Miokapaa 6e3 3yous Q na EKI') mikyBaHHS KiomizorpeneM po3MoYnHATH
3 OJIHOPa30BOI HaBaHTaXyBaIbHOI 103u 300 MT, a MOTIM MPOJOBXKYBATH /103010 75 mr 1 pa3 Ha
no0y (3 aneruncanimmioBolo kuciaotoro (ACK) y nmosi 75-325 mr Ha n00y). OCKUIbKH
3actocyBaHHs Outbil BuCOKUX 103 ACK miaBuIlye pU3HK KpPOBOTEYl, PEKOMEHAYETHCS HE
MepeBUINyBaTH 103y aneTwicaninuioBoi kucaotu 100 mr. OnTtumanbHa TPUBANICTH JIIKYBaHHS
dbopManpHO HE BCTaHOBIEHA. Pe3ynpTaTH KIIIHIYHUX JOCHIIKEHb CBiq4aTh Ha KOPHUCTH
3aCTOCYBaHHS Tpemnapary 10 12 MicsiiB, a MakCUMalbHUN e(eKT crocrepiraBcs depes 3 Micsili
JIKyBaHHS.

XBOpUM 13 TOCTpUM iH(ApKTOM Miokapja 3 migiioMom cermenTa ST KIOMgOrpeab NpuiiMaTu 1o
75 mr 1 pa3 Ha 100y, MOYMHAIOYM 3 OJHOPA30BOi HaBaHTaXyBanbHOI 103U 300 Mr y koMOiHalii 3
ACK, 3 3acTocyBaHHSM TPOMOOITHYHUX MpenapariB abo 6e3 HuX. JIikyBaHHS XBOpPHX BIKOM BiJ
75 pokiB mounmHaTH Oe€3 HaBaHTaXYyBalbHOI 103U Kiomijorpento. KomOiHOBaHy Tepamito ciif
PO3MOYMHATH SKOMOIa paHille MICJis MOSBM CHMIITOMIB 1 NMPOJOBXKYBAaTH NpUHANMHI 4 THXHI.
Kopuctp Bin 3acrocyBaHHs koMOiHaii kioninorpento 3 ACK noHaa 4oTHpU THXKHI OPU IIBOMY
3aXBOPIOBAaHHI HE BUBYAJIACH.

[Mamiearam 3 QiOpuisliero mepeacepab KIOMIAOTPeNs 3aCTOCOBYBATH B OJIHOKPATHIN 100OBiH
no3i 75 mr. Pazom 13 kiomigorpeneM ciiJl po3noyaTH Ta MpoJoBxKyBaTH 3actocyBaHHs ACK (y
1031 75—100 mr Ha 100y) (1uB. po3ain «DapMaKoIOTIUHI BIACTUBOCTI»).

VY pasi npomycky 103u:
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— SKIIO 3 MOMEHTY, KOJH MOTpiOHO Oyino mpuilMaTtu 4eproBy 103y, MHHYJIO MeHIIE 12 roauH:
MAI[iEHT Ma€ HEralHO MPUIHATH MPOMYIIEHY /103y, a HACTYIHY /03y BK€ MPHUUMATH y 3BHYHHI
Jac;

— SIKIIO MUHYJO Outbine 12 ronuH, mamieHT Mae NpUAMaTH HACTYITHY Y€pProBy 03y Y 3BUYHHI Yac
Ta HE MOJIBOIOBATH JI03Y 3 METOI0 KOMIICHCYBAHHS MPOMYIIEHOT TO3H.

Hupkxosa nedocmammuicmy. TeparneBTUUHUN JOCBII 3aCTOCYBaHHS IIpenapaTy MalieHTaMm 3

HUPKOBOO HEJIOCTATHICTIO OOMEXeHHH (IHB. po3ai «OcoOIUBOCTI 3aCTOCYBAHHS).

Ileuinkoéa Hedocmamuicmy. TepanmeBTUYHUN MOCBiA 3aCTOCYBaHHS Tpemapary MalieHTam i3

3aXBOPIOBAaHHAMH TI€YIHKH CEPEeIHBOI TSHKKOCTI Ta MOJIJIMBICTIO BUHUKHEHHS TE€MOPAaridvHOTO

niaTe3y ooMexxeHuit (uB. po3aut «OcoOIUBOCTI 3aCTOCYBAHHS).

Jimu.
Knomigorpens He ciifg 3acTOCOBYBAaTH [IITSM, OCKUIBKM HE Ma€ AaHUX MO0 €(EeKTHUBHOCTI
npenapaTy AJis Li€l BIKOBOT KaTeropii nanieHTiB (IUB. po3aul «PapMaKkoIuHAMIKaY).

Ilepeoo3ysanna. Tlpn mnepeno3yBaHHI KIOMIJOTPETI0 MOXJIMBE TOJJOBXKEHHS 4Yacy KpPOBOTEUl 3
MOAATBIINMH YCKIAJHEHHSIMHU. Y pa3l BUHUKHEHHS KpPOBOTEUl PEKOMEHAYETHCSI CUMIITOMATHYHE
JIKYBaHHS.

AHTHIOT (hapMaKoJIOTTYHOI aKTUBHOCTI KJIOMiorpento HeBinomuil. Ilpu HeoOXiAHOCTI HeraiHOTO
KOpEryBaHHs MOJIOBKEHOTO 4Yacy KpOBOTeUl Jisl KJIOMIAOTPET0 MOKe OyTH NMPUIMMHEHA LUISIXOM
NepeauBaHHs TPOMOOLUTAPHOT MACH.

Io6iuni peakuii.

Kopomxkuii onuc npoginto besnexu.

besmneka 3actocyBaHHS KIOMIAOTPENIO AocimkeHa y Ouibin HbkK 44000 mamieHTiB, sIKi B3sJIM y4acTh
y KIIHIYHUX JIOCTDKEeHHAX (3 HuX y Outbime HDK 12000 oci®é kypc sikyBaHHS TpuBaB | pik i
nosiie). Kmiaiuno 3Hawymii mo6iuHi mii, mo cnocrepiranmcs y nociimkenHsx CAPRIE, CURE,
CLARITY, COMMIT ta ACTIVE-A, onucani nmwkue. Y gocmimkerdai CAPRIE nis knomimorpento
y no3i 75 mr Ha 100y 3arajgom Oyna nmopiBHsSHHOIO 3 nieto ACK y m03i 325 mr Ha 100y He3aJIe)KHO
BiJI BiKY, CTaTi YU pacu XBOPHUX.

KpiM nmaHux KIHIYHUX JOCHIDKEHb, BPaXOBYBAJIMCH JaHI Mpo TMOOIUHI peakmii mijg dac
3aCTOCYBaHHS MperapaTy y KIHIYHINA TPaKTHUIIL.

KpoBoTeua Oyna HaWmoOIMMPEHINIO MOOIYHOK Peakili€ro, 10 crocTepirajgacsd SK y KIIHIYHHUX
JOCITIJDKEHHSX, TaK 1 y TOCTMAapKETHHIOBOMY TEPIOJi, I Yac SKMX BOHA HAMYaCTillle BUHUKAJIA y
MIEePIITNI MICSITh JTIKYBaHHS.

Y nocnimxkenHi CAPRIE y marmieHTiB, ski 3actocoByBanu kiomigorpenb abo ACK, 3aranbHa
gacToTa KpoBoTedi craHoBuia 9,3 %. YacToTa BUHUKHEHHS TSDKKMX BUIAQJAKIB KpPOBOTEY Oyra
0IHaKOBOIO /1 Kiomigorpento ta ACK.

Y nocnipkenni CURE He crnocrepiraniocsi 30UIbIIEHHSI YaCTOTH BUHUKHEHHS BEIMKUX KPOBOTEY
IIpH 3acTocyBaHH1 koMOiHalii kinomnigorpens + ACK ynponosx 7 AHIB micisi MPOBEACHHS oOmepartii
AOPTOKOPOHAPHOTO LIYHTYBAHHS Yy MAIIEHTIB, SIKI MPUIMHUIMN JIIKyBaHHS OUTBII HDK 3a 5 IHIB 70
XIpypriyHoro BTpydaHHs. Y Malli€HTIB, sIKi IPOJOBXKYBAJIH JIKYBaHHS MPOJOBX S5 JHIB 10 oneparii
AOPTOKOPOHAPHOTO IIYHTYBaHHS, YacTOTa BHHUKHEHHs 1IOTO sBUINA CTaHOBUIa 9,6 % y rpymi
kiomigorpens + ACK Ta 6,3 % y rpyni minane6o + ACK.

VY nocnipkenHi CLARITY cnoctepiranocst 3arajipHe MiIBULIEHHS YaCTOTH BUHUKHEHHS KPOBOTEY
y Tpymi, ska npuitmana kinomigorpens + ACK, mopiBHSHO 3 rpymnoro, sika OTpuMyBaia Iamnedo +
ACK. YacToTa BUHMKHEHHS BEJIMKOI KpOoBOTeul Oyna nmoaioHoI0 B 000X rpymnax. L{g Bennuuna Oyna
CTIKOIO y MiArpynax MAaIi€HTiB, IO BIIPI3HSIMCA 3a MOYATKOBUMH HapaMeTpamMH 1 THIIOM
¢i6puHOIiITHKA 200 renapuHOTEpaii.

Y nocniypxenHi  COMMIT 3aranbHa 4YacTOTa BHHUKHEHHS BEJIMKHMX HeLepeOpalbHUX abo
1epedpanbHUX KpOBOTEY Oylia HU3BKOIO 1 MOi0HOI0 B 000X Tpymax.
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Y nocnimxenni ACTIVE-A yactoTa BUHUKHEHHS BEIMKHX KpOBOTEY Oyia BUIIOIO Yy TpyIi, sKa
orpumyBaina kiomnigorpens + ACK, mopiBHSHO 3 Tpymoro, sika orpumyBaia mianebo + ACK (6,7 %
npotn 4,3 %). B 000x rpymax BeluKi KpoOBOTEYi OynM TEpEeBaXHO EKCTPaKpaHiaIbHOTO
noxomkeHus (5,3 % y rpymi knomigorpens + ACK, 3,5 % y rpymi miane6o + ACK), B ocHOBHOMY
IIUTYHKOBO-KHUIIKOBI KpoBoTedi (3,5 % mporu 1,8 %). Croctepiramocst 30UTBIIEHHST KUTBKOCTI
BHYTPIIIHBOUEPETHUX KpoBoTed y rpyni kimomigorpens + ACK mopiBHSAHO 3 rpymoro miamnebo +
ACK (1,4 % mporu 0,8 % BigmoBigHO). MK muMH Tpynamu He OyJa0 BHUSBIJIECHO CTATHCTUYHO
JOCTOBIPHOI PI3HMIII y YacTOTI BUHUKHEHHS JeTanbHux kpoBoted (1,1 % y rpymi kinomigorpens +
ACK Ta 0,7 % y rpymni mrane6o + ACK), a takox remopariunoro incynsty (0,8 % ta 0,6 %
BIJITOBI/IHO).

Cnucok nobiuHux peaxyiu y eueisnoi maoauyi.

[To61uH1 edexTH, [Ki crocTepirajucs MiA 4Yac KIIHIYHMX JOCHIDKEHb ab0 MpH 3acTOCYBaHHI
JIKapChKOTO 3aco0y y KIIHIYHIN TpakTulll, HaBeAeHO y TaOmuimi Hk4de. [loOmHI peakiii
posmnofiieHi 3a cucteMoro «Opran-Kinacy, yactotra iX BUHUKHEHHS BHU3HAQUY€HA TAaKUM YHUHOM:
gacto (Bim > 1/100 mo <1/10), newacto (Bim > 1/1000 mo <1/100), piako (Bim > 1/10000 mo
<1/1000), myxe piako (< 1/10000), wacTtora HeBimoma. [[is KOKHOTO KiIacy CHUCTEMHU OpTraHiB
10061YH1 eeKTH 3a3Ha4YeH1 Y NOPSAKY 3HHKEHHS iX TSKKOCTI.

Cucmema . Jice pioKo, wacmoma
Yacmo Heuacmo Pioxo Ayaice p L
«Opzan-Knacy Hegidoma

3 60Ky KpoBi TpomOorutonenisi, | Helitponenis, TpomboTuyHa

Ta JEUKOIUTONEH S, BKJIIOYAIOYH TSKKY | TPOMOOIMTONEHIUYHA
niMmpaTuaHOT €03uHO DTS HEUTPOTICHIIO nypiypa (TTIT) (aus.
CUCTEMHU po3aut «OcobImuBOCTI
3aCTOCYBaHHS»),
aIuIacTUYHA aHEMIA,
MaHIUTOIICHI,
arpaHyJaoIMUTO3, TSHKKA
TPOMOOIIUTOTIEHIS,
HaOyTa remoitis A,
IPaHyJIOLUTONEHI,
aHeMis

3 60Ky cepiist Koynic-cunapom
(BazocracTuyHa ajgepriyaa
CTEHOKAp/Iis / alnepriyHui
iH(DapKT MioKkapaa) K
HACJIIIOK peaKIii
MiABUILEHOT YYTIUBOCTI
JI0 KJIOMIIOTpeso™

3 00Ky IMyHHO{ CupoBaTKoBa XBOpo0a,

CUCTEMHU aHa(imakToinHI peakiiii,
nepexpecHa
rinepyyTiuBiCTh

TIEHOMIPUANHIB (TAKUX SIK
TUKJIOIIINH, Pacyrpessb)

(muB. po3aia
«OcobnmBOCTI
3aCTOCYBaHH»)*
Icuxiuui I"amrormHAaItii,
po3naau CIUTYTaHICTh CBiIOMOCTI
3 Ooky Buytpimaso- 3MiHa CMaKOBOTO

HEPBOBOI YyepernHi KpoBoTeul CHPUNHATTS
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Cucmema Yacmo Hewacmo Pioko Jyace pl@lfo, yacmoma
«Opzan-Knac» Hegidoma*
CUCTEMH (y nesxux

BUTIAJIKAX — 3
JeTaTbHUM
HACITITKOM),
rOJIOBHUI OLIb,
napecresis,
3araMoOpOYCHHS
3 60Ky opraHiB KpoBosuiius B
30py TUISTHKY OKa
(KOH IOHKTHBAJbHA,
OKYIISIPHA,
peTHHaJIbHA)
3 60Ky opraHiB Bepturo
CITyXy Ta
JTabIpUHTY
3 6oky cynun | ['ema- TsDKKUI KPOBOBHUIIHB,
TOMa KpPOBOTEUa 3 OMepaIliifHo1
paHH, BaCKYIIIT,
apTepiajibHa T'inoTeH3is
3 6oky Hocogsa KpoBoTteui pecniipaTopHrX
JTUXaTBHOT KpOBO- NUIIXiB (KpOBOXapKaHHS,
CUCTEMH, Te4a JIeTeHeBa KpOBOTEYA),
OpratiB OpoHXOcIa3M,
TPYAHOT KITITKH IHTEPCTHUIIATBHUI
Ta MTHEBMOHIT, €03MHO(iTbHA
CEPEOCTIHHSA ITHEBMOHISI
3 60Ky [Inyn- Bupaszka nuiynka Perponepu- [ImyHKOBO-KHIIIKOB1 Ta
IUTYHKOBO- KOBO- Ta ABaHAJATUINIA- | TOHEATbHUI peTponepUTOHeaNbH1
KHILIKOBOTO KHILIKOBA | JIOT KUILIKH, KPOBOBHJIUB KpPOBOTEYI 3 JIETaIbHUM
TPaKTy KpOBO- racTpur, HACJIIIKOM, TAaHKPEATHT,
Teya OJIFOBaHHS, HY/IOTA, KOJIT (30KpeMa
niapes, 3arop, MeTeopusM BHUPA3KOBHIi 200
aboMi- niMmbonuTapHuii),
HaJIbHUI CTOMATUT
OlIb,
JICTIeTI-
cist
3 6oky ['ocTpa nevinkoBa
remarooiniap- HEJIOCTATHICTh, T€IaTHUT,
HOI CUCTEMU aHOMaJIbHI pe3yJIbTaTH
MOKa3HUKIB (PYHKIIT
MY IHKH
3 6oky mwkipn | Ilix- Bucunanss, bynbo3Huii njepMatut
Ta MMKIPHUX | HIKip- CBEpOIK, (TOoKCHMYHUI
TKaHUH HUM BHYTPILIHBO- enigepMalbHUI HEKPOJIi3,
KpOBO- | HIKipHI curapom CriBeHca —
BUJIUB KPOBOBUJIMBH JlxoHCOHa,
(mypmypa) MyJIbTU(OPMHA epuTeMa,

rOCTpUI TeHepaTi30BaHui
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Cucmema Yacmo Hewacmo Pioko Jyace pl@lfo, yacmoma

«Opzan-Knac» Hegidoma*
€K3aHTEMaTO3HUHI
nycrynbo3 (I TEII),
AQHTIOHEBPOTUYHUI
HaOpsIK, EpUTEMATO3HE
BHCHUIIAHHS, KPOITUB THKA,
MEIUKaMEHTO3HHI
CUHIPOM
rinep4YyTINBOCTI,
MEMKAMEHTO3HE
BHCHUIIAHHS 3
eo3uHo(diier0 Ta
CUCTEMHHUMH MPOSIBAMHU
(DRESS-cunmpom),
epuTeMaTo3Hi abo
excomiaTuBHI
BHCHIIaHHS, CK3eMa,
TJTOCKUH JIMIIIAi

Posmanu 3 I'mexomacris

OOKy

PENPOTYKTHB-

HOI CUCTEMU Ta

MOJIOYHHX

3aJ103

3 60Ky KicTkoBo-M‘s130B1

OTIOPHO- KPOBOBHJINBU

PYXOBOTO (remapTpo3), apTPHT,

amapary Ta apTparis, MiaJris

CIIOJIYYHOT

TKaHUHU

3 60Ky HUPOK I'ematypis ['momepynonedpur,

Ta MIBULIEHHS PIBHS

CEYOBUBITHUX KpeaTHHIHY B KPOBI

IUIAXIB

3aranbHi Kpogo- ["apsiuka

po3nanu Ta Te4a y

peaxitii y Micii | MicIIi

BBEJICHHA 1H €K1l

npenapary

3MiHM B [TonoBkeHHs yacy

pe3ynpTaTax KpOBOTEY,

nabopaTopHHUX 3HIDKEHHS

JOCTIHKEHHSX KUTBKOCTI

HEUTpoPiTiB 1
TPOMOOIIUTIB

IToBimoMIIEHHS PO IMI03PIOBaHI MOOIYHI PEAKIIl.

[ToBimomyeHHsT Tpo MiAO3pIOBaHI MOOIYHI peakiii Ticas CXBaJeHHA JIKapchbKOro 3acoly
J03BUIBHUMHM OpraHaMH € BaXJIMBOIO Mpouenypoto. lle nae 3Mory 3ailicHIOBaTH MNOCTIMHUN
3aCTOCYBaHHA LIbOTO JIIKAPCHKOTO 3aco0y.

MOHITOPHHT  CIIBBiIHOIICHHS

«KOPHUCTB/PU3HK»
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MenuuHuX MpaniBHUKIB MPOCATH MOBIIOMISTH TMPO yci MiA03pIOBaHI MOOIUHI peakimii uepes
HaILlOHAJIbHI CHCTEMH ITIOBIIOMIIEHb.

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epirannsi. 30epiratd y HEIOCTYMHOMY sl AiTeld Micii. 30epiraTd B OpUTIHAIBHIN
YITaKOBII.

YnakoBka. Ne 28 (14x2): mo 14 Tabnerok y OGicrepi, mo 2 OiicTepu y KapTOHHIH KOpOOITi.
Kareropis Bignycky. 3a penenrom.
Bupoonux. CAHO®I BIHTPOIT IHJIACTPIA.

Micue3naxo/:keHHs1 BUPOOHUKA Ta HOro ajapeca Micusi NPOBAZKeHHs MiAJILHOCTI. 1, py e sis
Bip:xx AmOape et Jlarpas 33565 - KAPBOH BJIAH Cenekc, @panuis.
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