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IHCTPYKIIA
JUISE MEIMYHOI0 32CTOCYBAHHS JIIKAPCHLKOro 3acody

ATPOTPEJI
(ATROGREL)

Cknao:

0il04a pe4ouHa: KIOMiIOTpellb;

1 TabeTKa MiCTUTB: KJIOMiAOrpeb Y BUIIIAAL Kiaomigorpento Oicynsdaty (y nepepaxynky Ha 100 %
KJIOMiOrpens) — 75 Mr;

00NOMIdICHI peyosuHy: HATPIKO KPOCKAapMesio3a, IIE0JI03a MiIKpOKPHCTANIIYHA, JIAKTO3M MOHOTIApaT,
OJIisi PUIIMHOBA TiIPOTeHI30BaHa;

naiexoéa 06010HKA. T1IPOKCHITPOIIMETHIIEIION03a, JIAKTO3H MOHOTiIpaT, TuTany aiokcun (E 171),
tpuaneruH, kapmiH (E 120).

Jlikapcoka ¢popma. TabneTku, BKPHUTI I1IBKOBOIO 000JI0HKOIO.
Ocnosni (izuxo-ximiuni enacmueocmi: TabNeTKu Kpyrioi GopMH 3 IBOOITYKJIOIO MOBEPXHEIO, BKPHUTI
IUTIBKOBOIO 000JIOHKOIO POXKEBOTO KOJILOPY.

dapmakorepaneBTu4Ha rpyna. Anturpomborryti 3acoou. Kox ATX BO1A C04.
Dapmakonoziuni enacmugocmi.

DapmakoouHamika.

Mexanism aii. Knomigorpens — ue nposniku. OquH i3 MeTaboMdiTIB KJIOMOrpemo € iHribiropom
arperainii TpoMOouMTiB. JIJIsi yTBOPEHHS AKTHBHOrO MeTaboNiTy, SKHil IpPHTHIUYye arperamiro
TPOMOONMTIB, KJIOMiZOrpeNib MOBHHEH OioTpaHchopMyBaTHCS MiJ Ji€l0 (EPMEHTIB LUTOXPOMY
CYP 450. AxTtuBHHH  MeTa0OJIT  KJIOMIJOTPENIO  CENEKTUBHO  NPUTHIYye  3B’S3yBaHHs
anenosuraudocdary (AJAD) 3 ioro P2Y ,-penentopamu Ha MOBEpXHI TPOMOOIMTY Ta MOJAJBIIY
AJ1®-iHayKoBaHy aKTHBalilo Komiuiekcy riikompoteiny IIb/Illa i, Takum 4YMHOM, NpUTHIYYy€E
arperaiito TpoMOoUTiB. OCKUIBKH 3B’3yBaHHS € HEOOOPOTHUM, TPOMOOLMTH, IO BCTYIMIH Y
B3a€EMOJIII0 3 KJIOMIJOrpeieM, 3aHIIAl0ThCs 3MIHEHUMH BIIPOJIOBX YCHOTO IEpiofy IXHBOTO XKHUTTA
(akuii cTaHOBHTH mNpuOMM3HO 7-10 JHIB), a BiJHOBIEHHS HOPMAJIBHOIO (YHKIIOHYBaHHS
TPOMOOLMTIB BiZOYyBA€ThCA 31 IIBHAKICTIO, KA BiJIOBiZa€ INBHUIKOCTI OHOBJICHHS TPOMOONMTIB.
Takox MPUTHIYYETHCS arperamis TPoMOOIMTIB, COPUYHHEHA iHIIMMH aroHicramu, kpiMm AJI®, 3a
PaxyHOK TOTO, L0 IIpenapar OJIOKye aKTUBALil0 TPOMOOIUTIB BUBIIbHEHUM AJlD.

OcKibK¥ aKTHBHHN MeTaOOoJiT YTBOPIOEThCS mix aiero ¢epmentiB nmutoxpomy CYP 450, meski 3
AKHX € MOJiMOpOHUMH a00 NPUTHIYYIOTHCS IHIIMMH JIIKApCHKUMH 3aco0aMu, He B YCiX TNaIli€eHTIB
BHHHKAE JOCTATHE IPUTHIYEHHS arperaiii TpoOMOOLHTIB.

®dapmakoauHamiuHi edekTH. 3 mepuioro AHsS 3aCTOCYBaHHS Y MOBTOPHHUX HOOOBHX [03ax 75 Mr
npenapary BHSBJISETbCS CyTTeBe ynoBinbHeHHsS AJ[®D-iHaykoBanoi arperauii TpomOGonutis. Llg mis
IIPOrPECHBHO MOCHIIIOETHCSA 1 cTabinisyerbest Mixk 3 i 7 musiMu. Ilpu piBHOBaXKHOMY CTaHi cepesHii
piBeHb MPUTHIYEHHS arperauii mij miero 1000Boi 1o3u 75 Mr craHoBHUTH Bij 40 10 60 %. Arperauis
TPOMOOIIMTIB 1 TPUBAJIICTH KPOBOTEYI IMOBEPTAIOTHCS /IO IOYATKOBOIO DPIBHS y CEpEIHBOMY 4Yepe3
5 NMHIB MiCNsA MPUIUHEHHS JTIKYBaHHS.




Kniniyna edextuBHicTh Ta Oe3neka. be3neky Ta eheKTHBHICTH KJIOMIZOTPETIO OLIHIOBAJIH y XOi
7 MOABIHHMX CIIMHMX AOCHIDKEHb, Y SKUX B3sut ydacTh moHax 100000 mamieHTIB: JOCIHIIKEHHS
CAPRIE — mopiBHsSHHS KJIOMiAOrpeno 3 anetwicalinmioBoro kucioroo (ACK), i mocmimkeHHs
CURE, CLARITY, COMMIT, CHANCE, POINT ta ACTIVE-A, 1o nopiBHIOBaIA KJIONiIOTPesb 1
mane6o, oouasa B komOinanii 3 ACK Ta iHIIOO cTaHJapTHOIO TEpaMi€lo.

Indapkr miokapaa (IM), iHCYJNBT, INO CTAJWCS HEIIOAABHO, a00 BCTAaHOBJIECHE 3aXBOPIOBAHHS
nepudepuunux aprepii. ¥ gociaimkenHs CAPRIE 6yno Bxmoyeno 19185 xBopux Ha
arepoTpomM003, MPOSIBOM AKOTo OyB HelloAaBHil iHpapkT Miokapaa (< 35 qHiB TOMY), HEIOJaBHiH
imeMiyHu# iHCYNBT (BiX 7 OHIB A0 6 MicsmiB ToMy) a0 BCTaHOBJICHE 3aXBOPIOBAHHS
nepudepuunux aprepiii (3I1A). [TanienTu Oynu paHIOMi30BaHi JUIsi OTPUMAHHS KJIOMIAOIPEIIIO M0
75 mr/no6y a6o ACK 325 mr/no0y, micis 4oro BOHH mepeOyBaid MiJ CIOCTEPEXEHHAM Bin 1 10
3 poki. Y miarpymi ingapkty Miokapaa 6inpmiicTs namieHTiB orpumyBanun ACK y mepmi kinbka
JIHIB TicJIs pO3BUTKY iH(pApKTy MioKap/a.

Kiomigorpens nopiBastHo 3 ACK 10CTOBIpHO 3HW)KYBaB YaCTOTY PO3BHTKY HOBHX iIIEMiYHMX MO/
(koMOiHOBaHa KiHIIEBa TOYKa, SIKa CKjazaiacs 3 iHpapkTy Miokapja, iMIEMIYHOrO IHCYJIBTY i
cyauHHOI cMepTi). [Tpu mpoBezieHHI aHaIi3y BiNMOBIAHO O MPU3HAYEHOTO Ha MOYATKY JOCIIHKEHHS
NiKyBaHHA criocTepiraiocs 939 moxiit y rpymi knomigorpesnto i 1020 moaiit - y rpyni ACK (BizHOCHE
samkenHs pusuky (B3P) - 8,7 %, [95 % I: 0,2-16,4]; p = 0,045). To6To Ha xoxHi 1000 narieHTis,
AKi JiKyBanucs 2 pok, goaarkoso 10 10 [JI: 0 — 20] mauieHTiB yHUKaNIA pO3BUTKY HOBOI ileMi4HOT
noxdii. AHami3 3arajgbHOl JIETAIBHOCTI SK BTOPHHHOI KIHIIEBOI TOYKHM HE BHSBHB 3HAYHHX
BiZIMIHHOCTEH MiX Tepamieto kiomigorpenem (5,8 %) i ACK (6 %).

AHani3 miarpyn 3a BiAnoBiaHUMH 3axBoproBaHHAMH (iH}apKT Miokapaa, imeMiuHui iHCy bt 1 3[1A)
NoKa3aB, IO HaWOinblmit edext (U0 mOCsAraB CTaTUCTUUHOI jgocTtoBipHOCTI mpu p = 0,003)
croctepirases y nauienTis i3 3[TA (oco6auBo y THX, XTO nepeHic iHdapkT miokapaa) (B3P = 23,7 %;
JI: 8,9-36,2), menmmii edext (1o gocToBipHO He BiapizHsBes Bix epekty ACK) manu mamieHTH 3
incynsrom (B3P = 7,3 %; MI: -5,7-18,7 [p=0,258]). V mauieHTiB, BKIIOYEHHUX y JOCII/UKEHHS Ha
MiJcTaBi TiJIBKH HEIIOAAaBHO IE€PEHECEHOro iH(GapKTy MioKapjaa, BIUIMB KJIOMIJOTPETO 3a
YUCENBHUMH IIOKa3HHKaMH OyB MEHIIMM, ajle INpH I[bOMY BiH CTQTUCTHYHO JOCTOBIPHO HE
Biapisusases Bia BBy ACK (B3P = -4 %; [l -22,5-11,7 [p=0,639]). Kpim Toro, anani3 miarpyn
XBOPHMX DI3HOTO BiKy CBIIYHTB, IO CHOPHATIHBHN e(eKT KJIOMIJOTpeTio y INaIi€eHTIB BIKOM BiJ
75 pokiB OyB HHXXYHM, HIX Yy MALi€HTIB < 75 pOKIiB.

Ockinbku notyxHicts gocuimkenuss CAPRIE He Oyna 1ocTaTHBOIO, 11100 OIIHUTH €)EKTUBHICTD U
OKPEMHX MIArPyIl, 3aJIMINAETHCS HE3PO3yMIIMM, YH MiCHO iCHYIOTh BiIMIHHOCTI y BiJHOCHOMY
3HYDKEHHI PU3HMKY JUIS XBOPHX i3 Pi3HUMH 3aXBOPIOBaHHSMH, YU Pi3HHUI OyJ1a BUNIJKOBOIO.

LCocTpuii kopoHapuuii curapoM. Y nociimkentass CURE 6yno BkioyeHo 12 562 naii€eHTH 3 TOCTpHM
KOPOHAapHHM CHHApoMOM Oe3 mimiiomy cermenta ST (HecrabinbHa cTeHoKapais abo iHpapkT
Miokapia 6e3 marosoriqHoro 3yous Q), B SKMX 3a OCTaHHI 24 TOJMHH CIIOCTepiraBcs Hamaj 000 B
rpyasx a6o cuMnToMH imemii. Y marientis Oynu 3minn Ha EKT, o cBim4ath npo HOBY imemiro, abo
MiIBUINEHHS aKTHBHOCTI cepieBHX (epMeHTiB abo Tpomoniny I un T MiHiMyM yzaBiui mopiBHSHO 3
BHIIOKD MEXEH HOpMH. XBopi Oymd paHIOMi30BaHi JUIS OTpPHUMaHHS  KJIOMiIOTpPENo
(naBanTaxyBanbHa n03a — 300 mr, motiM — 75 Mr/noby, n=6259) a6o mnane6o (n=6303), obuasa y
xoMOinanii 3 ACK (75-325 mr 1 pa3 Ha 100y) Ta iHIIOIO CTaHAApTHOIO Tepamiero. TpuBaicTh
nmikyBanHs Oyma mo 1 poky. ¥V mocmimxenni CURE 823 (6,6 %) mamieHTH OTpUMYBAJIH TaKOX
CYIyTHIO Tepamilo aHTaroHicroM riikonporeinoBux peunentopiB GPIIb/Ila. Bimem mHix 90 %
NAli€HTIiB OTPUMYBAJIM IelapuHu. Taka CyIyTHs Teparisi CTaTHCTUYHO JOCTOBIPHO HE BILIMBAJa Ha
BIJTHOCHY YaCTOTY BUHHKHEHHS KPOBOTEY IIPH JIIKyBaHHI KJIOMiorpesneM i mianedo.

KinpKicTh MaIli€HTiB, AKi JOCATIH IMEPBHHHOI KiHIEBOi To4yku [cepueBo-cyauHHa cMepTh (CCC),
indapkt miokapaa (IM) a6o incynet], cranoBuna 582 (9,3 %) y rpymi xionizorpemo i 719 (11,4 %)
— y rpymi mwiane6o. BigHocHe 3HmkeHHs pusuky cranoBuio 20 % (95 % I 10 %-28 %; p=0,00009)
quis rpynu Kiaomigorpemo (17 % — mpu KOHCepBaTUBHOMY JIiKyBaHHI, 29 % — SIKIIO NaIli€eHTam
IPOBOIMIACH Yepe3lIKipHA TPAaHCIIOMiHAJIbHA KOpOHApHa aHrioIUIacTHKa 3 abo 0e3 BCTaHOBIECHHS
creta i 10 % — sKI0 iM OPOBOAWIM a0pTOKOpPOHApHE IIyHTyBaHHs). llonmepekeHHs pO3BHUTKY
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HOBHX CEpIEBO-CYAMHHHUX IMOMiH (TIEpBUHHA KiHI[EBAa TOYKa) BiJIOyBaloCs 3 BiJHOCHHM 3HM)KEHHSM
pu3uKy, sike cranoBuio 22 % (/I 8,6-33.4), 32 % (/1I: 12,8-46,4), 4 % (JI: -26,9-26,7), 6 % (J1: -
33,5-343) 1 14 % (AI: -31,6-44,2) y nepiogu 0-1, 1-3, 3-6, 6-9 i 9-12 wMmicswiB JOCITIKEHHS
BianoBiaHO. ToOTO yepe3 OinbIn HiX 3 Micsll JIIKyBaHHS CIIPUSATIMBUN eeKT, 10 CrocTepiraBcs y
rpymi knomigorpens + ACK, Oinbiie He 3pocTaB, a pU3HK KpPOBOBHJIMBIB 3alHINABCsS (AUB. PO3MIL
«OcoOIUBOCTI 3aCTOCYBAHHSY).

3actocyBanHs Kiomigorpemto min yac mociimkernHs CURE 3umxkyBano motpedy y 3acTocyBaHHI
tpombomituynoi Ttepamii (B3P = 43,3 %; JI: 24,3-57,5 %) Tta iHriGiTOpiB IIIIKONPOTETHOBUX
peuentopiB GPIIb/Illa (B3P = 18,2 %; I: 6,5-28,3 %).

KinpKicTh maIieHTiB, ki JocAriM KoMOiHOBaHOI nepBuHHOI KiHneBoi Touku (CCC, IM, iHcynsT abo
pedpakrepHa imemis), cranoBmia 1035 (16,5 %) y rpymni knoninorpemo i 1187 (18,8 %) y mutane6o-
rpymi. BimHocHe 3HmXeHHs pu3uky ckimano 14 % (95 % HALI: 6-21 %, p=0,0005) y rpyni
kionigorpemo. Takuit epekt OyB 31e01IbMIOr0 3yMOBJIIEHUH CTaTHUCTHYHO 3HAYYIIMM 3HMKEHHSIM
yacToTi BuHukHeHHs IM [287 (4,6 %) y rpymi kiomigorpeno i 363 (5,8 %) y rpymi mrane6o]. 3minu
YaCTOTH MOBTOPHUX rOCIITaNli3alliif 3 MPpUBOAY HecTaOlIbHOI CTEeHOKapil He CIoCTepiranocs.
Pe3yibTaTH, oJlepKaHi y rpynax Malmi€eHTiB i3 pi3HHMH XapaKTepUCTUKaMH (HalpHKIal, HecTabiibHa
creHokapais abo IM Ge3 nmarosoriusoro 3y6is Q, piBeHb PU3HKY Bil HU3BKOTO 10 BHCOKOTO, Aia0er,
HeoOXiHiCTh peBacKynsipu3aiii, BiK, CTaTh), 30irayics 3 pe3ylbTaTaMH INEPBHHHOIO aHali3y.
3okpeMa, noxatkoBuit aHamiz 2172 namienTiB (17 % Bin yciei rpynu nanientiB CURE), sxum Oyno
BcraHoBiieHO creHT (Stent-CURE), mokasaB, mo mnpu JIiKyBaHHI KJIOMiZOrpesieM, IOpPiBHSHO 3
mianebo, crocrepiraerbes 3Hauyime B3P (26,2 %), mo CBiqYMTH Ha KOPHCTH KJIOMIAOTPETIO Y
nonepe/pKeHHi po3BUTKY mepBUHHOI KiHneBoi Touku (CCC, IM, iHcynsT), a Takox 3Hauyme B3P
(23,9 %) s apyroi komGinoBaHoi nepBuHHOI KiHIeBoi Touku (CCC, IM, incynsT abo pedpakTepHa
imemis). Bineme Toro, mpodink Ge3neKkd KIOMIOrpeNo y I MiArpyIi MamieHTiB HE BHKJIMKAe
HISIKMX OCOOJIMBHX 3ayBaXK€Hb. TaKUM YHHOM, pe3yJbTaTH JIOAATKOBOTO aHaji3y IpyNHd MNalli€HTiB
30iraroThCs 3 pe3yIbTaTaMU BCHOT'O JOCIIKEHHS.

CrnpustiuBuii  epekt Kiomigorpemo OyB TNPOJEMOHCTPOBAHUHM HE3AJIEXKHO Bi OTPHMaHHA
HEBIJIKJIQIHOTO Ta JOBrOTPHBAJIOTO JIIKyBaHHS IHIIUMH CEpIEBO-CYIHHHUMH 3acobaMu (TakUMH SIK
renapuH/HU3bKOMOJIEKYJISPHUM remapuH, iHribitopu rmikomporeinoBux penentopie GPIIb/IIa,
T I03HIKYI0Ui penapaTth, Oeta-0nokaropu Ta iHriditopu AII®). EQexTuBHICTD KIOMAOIpEo He
sanexana Bin no3u ACK (75-325 mr 1 pa3 Ha 100y).

V mnanientiB i3 roctpum IM 3 migiiomom cermenta ST ormiHroBamM Oe3neky Ta e(peKTHBHICTH
KIOMIZIOTPENI0 y JBOX  pPaHIOMI30BaHHX, IUIAle00-KOHTPOJBOBAHUX, IOJBIHHHX  CIIIHX
nociimkerasx CLARITY i COMMIT.

V nocmimkenns CLARITY Oyno BximroueHo 3491 maimieHT, y SKAX HPOTArOM OCTaHHIX 12 roauH
BiOyBcs IM 3 mimitomoMm cermenta ST i Oyna 3amiaHoBaHa Teparis TPOMOOJITHYHHMHU 3aco0aMH.
[Taumientu onepxyBanu kiomigorpens (300 Mr HaBaHTaXXyBaJbHOI JI03H, MOTIM — 1o 75 Mr/nofy,
n=1752) abo mnane6o (n=1739), obunsa — y kombinamii 3 ACK (HaBanTaxyBanbHa no3a — 150-
325 wmr, micns 9oro — mo 75-162 mr/no0y), GiOpHHONITHYHUM areHTOM Ta y pa3i HeoOXiTHOCTI — 3
renapuHoM. [lojganpine crmocrepeskeHHs 3a manieHTamu TpuBayio 30 aHiB. [IepBHHHOIO KiHIIEBOIO
TOUYKOIO OyNa OKII03is MOB’s13aHO1 3 iH(AKTOM apTepii, BUSBJIEHA HA aHTiOrpami mepes BUIUCKOIO 3
KJTiHIKH, JeTaJbHUH Hacnigok abo peruau IM mepen mpoBeneHHSIM KOpoHapHOI aHriorpadii. J{ns
MAlli€HTIB, SKAM HE MPOBOAMJIACH aHTiorpadis, MEpBHHHOIO KIiHIIEBOIO TOYKOIO OyB JeTalbHUH
HacJIiI0K abo peruauB iHGapKTy Miokapaa 10 8 1o6u abo J0 BUMUCKH 3 KIIIHIKH. Y TpyIli Nali€eHTIB
oyno 19,7 % xinok, 29,2 % mnauieHtiB > 65 pokiB. 3aranom 99,7 % mnamieHTIB OTpPUMYBAIH
¢i6punonituku (pibpunocnienudiyni — 68,7 %, ¢idbpunonecnenupiuni — 31,1 %), 89,5 % —
renapus, 78,7 % — 6era-61o0kaTopu, 54,7 % — inriditopu AIID i 63 % — craTHHH.

[TepBuHHOI KiHIIEBOI TOYKM nocsarid 15 % mamieHTiB i3 Tpymy, IO OTpUMYyBala KJIOMiJOTPENb, 1
21,7 % 13 rpynu, mo oTpuMyBaia mianedo. TakuM yuHOM, aOCONIIOTHE 3HUMNKEHHS ckiao 6,7 % 1 3
nepeBaroro 36 % Ha kopucTh Kkiomnigorpento (95 % JI: 24-47 %; p < 0,001), B ocHOBHOMY Yy 3B’SI3KY
31 3MEHINEHHSM BHIIQJKIB PO3BHUTKY OKIIO3ii aprepii, moB’s3aHoi 3 iHdapkTom. Taka mnepesara
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crioctepiranacst y BCiX HONEpeJIHBO BHU3HAYEHHX MIArpynax MAI[i€HTiB, PO3MOIIIEHHX 3a BiKOM,
CTaTTIO, JIOKaTi3ali€ro iH(apKTy i BUIOM OTpHMYBaHOI Tepartii (piOpuHOIITHKAaMH ab0 remapuHaMHu.
JiBodaxropuuit muzaitn pocnimkenHs COMMIT BxmouaB 45852 marieHTH, y SKHX IPOTSITOM
OCTaHHIX 24 TOIHMH CIIOCTEepirasocsi BUHUKHEHHS CHMIITOMIB, SIKi J0O3BOJSIIOTH 3amigo3putu IM, mo
HiATBEPIKY€EThCSA BIIXWICHHAMH Bi HopMmH mokasHukiB EKI' (Hampuiian, migiioM 4m aempecis
cermeHty ST abo Onokxanma niBoi HiXkM myuyka [ica). IlamieHTH OTpUMYBAIHM KJIOMIIOTPEh
(75 mr/noby, n=22 961) abo mmauebo (n=22 891) y komGinanii 3 ACK (162 Mr/mo0y) mpoTsirom
28 muiB abo 1m0 BUNHMCKM 3 JikapHi. KoMOiHOBaHMMM NEPBHHHUMH KIiHIEBUMH TOYKamMHu OyB
JICTATBHUM HACHIIOK 3 OyJb-sKOi NMPHYMHHU 1 MepIIuil peruauB iHGapKTy Miokapnaa, iHCYJIbT abo
JeTaTbHUM Hacmiok. Y rpymi mauieHTiB Oyno 27,8 % xiHok, 58,4 % marientiB > 60 pokiB (26 %
> 70 pokiB) i 54,5 % mauni€eHTiB, SIKi OTpUMYBaIH (HiOPUHONITHKH.

Knonizorpens cTaTHCTHYHO AOCTOBIPHO 3HMIXKYBAB BITHOCHHH PH3UK PO3BHTKY JIETAILHOTO HACIIIKY
3 Oyzap-sikoi mpuuyuHH Ha 7 % (p = 0,029) i BimHOCHMI pu3uMK KoMOiHamii penuauBy iHGapKTy,
1HCYNbTy ab0 NeTanbHOro Hacuiaky Ha 9 % (p = 0,002), o BianoBizae abCOMOTHOMY 3HHXKEHHIO Ha
0,5 % 10,9 % BianoBigHo. Takuit epekT crocTepiraBcs y Mami€HTIB Pi3HOrO BIKY i CTaTi HE3AJIEHHO
Bi mpuiioMy (GiOpHHONITHKIB i COCTEpIraBcs MPOTATOM NepmKX 24 roJuH.

Heeckananis nmpu 3acTocyBaHHiI iHTiOiTopiB P2Y|,-penenTopiB  HOpu TrocTpoMy KOPOHAPHOMY
curgpomi (I'KC). IlepeBenenns 3 Oinbin moTyxHOro inriditopa P2Y j;-penenTopis Ha KIJIOMiIOTpesb
y koMOiHamii 3 acmipmHoM micns roctpoi ¢asu y maumientiB 3 ['KC omiHoBasocs y 1aBOX
pPaHIOMI30BaHUX JOCIIDKEHHSX, crioHcopoBaHuX nociigHukamu (ISS), — mocmimkenusx TOPIC i
TROPICAL-ACS — 3 ganuM#u 11010 KJIIHIYHUX Pe3yJIbTaTiB.

KniHiyHa KOpHCTb, 10 3abe3neyyeThecsl MPU 3aCTOCYBaHHI OIBIN MOTYXHHX 1HriOiTopiB P2Y -
peLenTopiB, THKArpejaopy i Npacyrpeiio, B OMNOPHHUX JOCITIJDKEHHSX, OOyMOBIIEHAa CTaTHCTHYHO
3HAYYIIUM 3HIDKEHHSM YaCTOTH NMOBTOPHHX IINEMIiYHUX MOJiH (BKJIIOYAIOYH TOCTpUH 1 MIATOCTpUit
TpoM003 cTeHTa, iH(}apKT Miokapla Ta €KCTpeHY peBacKy/spu3aiiio). Xoya JaHi MpPO KOPHCTh
CTOCOBHO IMIEMIYHUX MOMii MOCTIIOBHO MiATBEPAXYBATHCS MPOTSArOM IEPUIOrO POKY, 3HHIKEHHS
4acTOTH MOBTOpHHX imemiyHux noxii micas ['KC Oymo OLIBIIMM HpOTAroM NEpHIMX JHIB Iicis
noyarky JikyBaHHsA. Ha BiaMiHy Bix 1poro, post hoc aHami3u IpoAEeMOHCTPYBAJIM CTaTUCTHYHO
3Hayvymle 30UIbIIEHHS PU3MKY KPOBOTEY IpPH 3aCTOCYBaHHI OLbIN MOTY)XHHUX iHriOiTopiB P2Y -
peLenTopiB, 0 BAHHKAIOTH MEPEBAXKHO MiJl Yac MiATPUMYIOYOi (a3H, HiCliA MepIIoro MiCAIs Mmics
['KC. Hocnimxennss TOPIC i TROPICAL-ACS Oymu crmaHoBaHi Juisi BHBYEHHS MOXIIHBOCTI
3MEHIIEHHS] YaCTOTH I'eMOopariyHuX Mol rmpu 36epexeHH] e(eKTHBHOCTI KJIOMiAOTPEIIIO.
Hocnioowcenns TOPIC («Tepmin incibyeanus mpomboyumie nicis 20cmpo20 KOPOHAPHO20
cunopomyy). lle paHmoMi3oBaHe BIiAKpHUTe JAochikeHHs Bimovano mnauieHtiB 3 ['KC, sxki
noTpeOyBaJld TPOBEACHHS uepe3lKipHoro kopoHapHoro Brpy4anHs (UKB). Ilamientwn, sxi
3aCTOCOBYBAJIM acIipHH Ta OLIbII MOTYXHUHK Ookatop P2Y ,-penentopiB i y sSkux He BiaMidanocs
HeOa)xaHUX SBHIIL Yepe3 OJIUH Micsilb, Oy abo nepeBeeHi Ha 3aCTOCyBaHHs KOMOiHalii aciipuHy i
Kiomgorpento y ¢ikcoBaHHX [Oo3ax (JeeckanalliiiHa IOJBiHHA aHTUTPOMOONMTApHA Teparris
(DAPT)), abo npoaoBxyBaJd JIiKyBaHHS 3a ONEPEAHBOIO cxeMoro (HeaminHa DAPT).

3araiom OyJo mpoaHaiizoBaHo aaHi 645 3 646 nmanientiB 31 STEMI (inpapkt Miokapaa 3 eneBailiero
cermeHra ST) abo NSTEMI (indapkr miokapna 6e3 enemamii cermenta ST), abo HecTabiIbHOIO
cteHokapaiero (neeckananiiina DAPT (n = 322), wesminna DAPT (n = 323)). Bisut nmojansiinoro
crniocrepexxeHHs depe3 1 pik mposenu y 316 namientis (98,1 %) 3 rpynu neeckanamiitnoi DAPT iy
318 namienTiB (98,5 %) 3 rpynu HeaminHoi DAPT. Mezaiana noaansIioro crocTepeskeHHs st 000X
rpyn craHoBuiia 359 nuiB. XapakTepHUCTHKH JIOCIIKYBaHOI KOTOPTH OyJIH MOAIOHMMH B 2 rpymnax.
[lepBuHHa KiHIEBa TOYKa, ska Oysia KOMOIHAILIIEIO TaKMX MOJiH, K CMEPTh i3 CEpPIIEBO-CYAUHHHX
IPUYMH, 1HCYJIBT, €KCTpEHA pEeBACKyJIsIpH3allis i remMopariydi momii > 2 CTymeHs 3a KpHTEPisIMH
BARC (AkaneMiqHOro IOCHIiTHHMIBKOIO KOHCOPIiyMy 3 BHBYeHHsS KpoBored [Bleeding Academic
Research Consortium]) uepe3 1 pik micns ['KC, 6yna gocsirayra y 43 naunientiB (13,4 %) y rpymi
neeckanauifinoi DAPT i y 85 mamientiB (26,3 %) y rpymi Heaminnoi DAPT (p < 0,01). Ls
CTaTHCTHYHO 3HayyIla pi3HUI Oyjga B OCHOBHOMY OOyMOBJIEHAa MEHIIOIO KiJIBKICTIO reMopariqyHux
HOJii; MpHU I[BOMY HE MOBIAOMIIIIOCS IMPO PIi3HHIO 3a KiHIEBUMH TOYKAMM IIIEMIiYHHUX IOiH

Y3rogxeHo 3 Matepianamu
peecTpaLinHoro foCke




(p = 0,36), Toxi sk remopariyHi nozaii > 2 crynens 3a kputepisimu BARC BinOyBanucs piamie B rpymi
neeckananiiinoi DAPT (4,0 %) y nopiBasHHI 3 14,9 % B rpymi He3minnoi DAPT (p < 0,01).
['emopariyni nozaii, Bu3Ha4eHi K Bci moxii 3a kpurepismu BARC, crnioctepiranucs y 30 maiieHTiB
(9,3 %) y rpyni neeckananiiinoi DAPT i1 y 76 mamientiB (23,5 %) y rpymi He3aminnoi DAPT
(p<0,01).

Hocniooscennss TROPICAL-ACS («Tecmysanns 6ionogioi na ineibyeanHs mpomboyumie npu
MpUBANOMy — GHMUMPOMOOYUMAPHOMY  NIKY8AHHI  20CmMpuUX  KOPOHApPHUX  cuHopomiey). Lle
paHIOMi30BaHe BiAKpUTe JgociikeHHs Bkmouwio 2610 mamientiB 3 ['KC 3 mo3uTHBHHUM
pe3yibTaToM aHaidy Ha Oiomapkepu, y skux Oyno ycmimuo npoexeno UKB. IMauientu Oynu
paHJOMi30BaHi B IpyNH Ui OTpUMaHHs abo mpacyrpemo B 103i 5 abo 10 mr/noby (aui 0-14) (n =
1309), abo mpacyrpemo B 103i 5 abo 10 mr/nody (xui 0-7), micis goro BinOyBanacs Aeeckanaiis 10
KiIomigorpemo B 1031 75 mr/no0y (aui 8-14) (n = 1309) y xombinauii 3 ACK (< 100 mr/no6y). Ha
JeHb 14 6yno npoBeneHo omniHky ¢yHkuii TpomOonutiB (PFT). [MamieHTH, siki 3aCTOCOBYBaJIM JIMILE
Ipacyrpeb, IPOIOBXKYBAIHM MPHIOM Mpacyrpeio mpotsarom 11,5 micsus.

VY mnauieHTiB, y sfkux OyJia BUKOHAaHA JAeecKajallisi, OyJO IPOBEIEHO OLIHKY BHCOKOI
peaktuBHOCTI TpoMOoIuTiB (BPT). Sxmo BPT cranoBwia > 46 oguHHIb, MALli€HTIB 3HOB
NepEeBOAWIN Ha 3aCTOCYBaHHS Mpacyrpeily y ao3yBaHHi 5 ab6o 10 mr/mo0y mpoTsrom
11,5 micsng; skmo BPT craHoBuna <46 oguHMIB, MALIEHTH MPOJOBXYBAIA NPHIAOM
Kromigorpemo B a03i 75 mr/no0y mporsrom 11,5 wmicsiist. Takum umHOM, B rpymi
KEepPOBaHOI ecKanalii OyJu maiieHTH, sKUM 3acTocoByBasid abo mpacyrpens (40 %), abo
wionigorpens (60 %). VYcim mnamieHTaM MPOJOBXKYBAIM 3aCTOCYBAaHHS aclipUHY 1
[IPOBOAWJIOCS MOJAJIBIIE CIIOCTEPEKEHHS IIPOTIATOM OIHOI'O POKY.

[lepBuHHa KiHIleBa TOYka (KOMOiHOBaHa KiHIIEBa TOYKAa YaCTOTH CMEPTI Bifl CEpLEBO-CYIMHHHX
npuunH, IM, iHCynbTYy i KpoBoTeui > 2 crymeHs 3a kpurepisMd BARC wepe3 12 wmicsuiB) Oyna
JOCSTHYTA, 10 AEMOHCTPYE NMPHHAWMHI He MeHIy epeKTHBHICTh Kiomigorpemo. Y 95 marieHTiB
(7 %) B rpymi kepoBaHoi neeckanamii Ta y 118 mamientiB (9 %) y KoHTponbHi# rpymi (p s
i ITBEpDKSHHS MpUHaMHI He MeHInoi edextuBHOCTI cTanoBuTh 0,0004) Binmivanacst oHa 3 MOAIH
KiHieBoi Toukd. KepoBaHa meeckaiaiis He Mpu3Bena 10 30UIbLIEHHS KOMOIHOBAaHOIO PH3UKY
imemiyHux momiit (2,5 % y rpyni geeckanarii y mopiBHsHHI 3 3,2 % B KOHTpPOJIBHIHM Ipymi; p JUIs
MiATBEP/DKCHHS MpUHAWMHI He MeHIoi edektuBHOCTI cTaHoBUTH 0,0115), a Takox 3a KJIFOYOBOIO
BTOPHHHOIO KiHIIEBOIO TOYKOI) — YacTOTOK TeMOpariyHWX IMOMAid > 2 CTyHeHs 3a KpUTepisMH
BARC (5 % y rpymi meeckanaunii y nmopiBHsHHI 3 6 % y koHTposbHil rpymi (p = 0,23)). CykynHa
4acToTa BCiX reMopariyHux nomiit (1-5 crynens 3a xpurepisimu BARC) cranoBuna 9 % (114 nopniit)
B IpyIi KepoBaHOi neeckananii y nopiBasiaHi 3 11 % (137 moxiit) B KonTpoabHii rpymi (p = 0,14).
[lozBiiiHa aHTHarperaHTHa Tepamis npu rocrpomy Manomy II a6o TIA i3 cepenHiM Ta BHCOKUM
CTyIIEHeM PU3HKY

[ToxgiiiHa aHTHarperaHTHa Tepamis KoMOiHamiero kiomigorpemo Ta ACK a1 momepemkeHHS
iHCynbTy micis roctporo Maioro II abo TIA i3 cepeaHiM Ta BACOKMM CTYIIEHEM PU3HKY OLIIHIOBAIACh
y JABOX paHJIOMi30BaHUX JOCIIDKEHHSIX 3a croHcopcehkoi miarpuMku gocuigauka (ISS) — CHANCE
ta POINT — 3a nanumu pe3yJsibTaTiB MO0 KITiHIYHOT Oe31eKu Ta e(eKTUBHOCTI.

CHANCE (3acmocyeanns kaonioocpenio nayienmam 2pynu 6UCOKO20 PU3UKY 3 20CMPUMU
HeiHeaniousyyumMu yepebpoBacKyIAPHUMU NOOISMU)

Y 1pOMy paHIOMi30BaHOMY IIOABIMHO CIIIiMOMYy 6araToleHTpOBOMY ILIANe00-KOHTPOJILOBAHOMY
KITHIYHOMY JaochipkeHHI Opamu ydacte 5170 mamientiB 3 Kurtaro 3 rocrporo TIA (moka3Huk 3a
mkanoro ABCD2 > 4) abo roctpum MainuM iHCY/IbTOM (moka3Huk 3a mkanoro NIHSS < 3). [MTauientu
B 000x rpymax orpumyBaii ACK y Bigkputomy pexwumi B 1-it nenb (y mo3i Bix 75 mo 300 mr Ha
po3cyn Jikyrodoro cnemiamicra). [larieHTH, JOBUIBHMM YMHOM BiJHECEHi J0 TPy KJIOMiIOTPeTio-
ACK, oTpuMyBaIH KJIOMIJOTpeNb y HaBaHTaXyBalbHii 1031 300 Mr y 1-if JeHb JiKyBaHHS, MOTIM 3
2-ro o 90-if 1eHp JiKyBaHHS — KJIOMIAOrpenb y 1031 75 Mr Ha no0y, a Takok ACK y mo3i 75 mr Ha
o0y 3 2-ro mo 21-i nens pocmimkenHs. [lamienTn, 1oBUILHUM YHMHOM BinHeceHi ao rpymu ACK,
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OTpPUMYBAJH I11ane00-Bepcito Kiomigorpemo 3 1-ro mo 90-i neus ynikyBaHHs Ta ACK y no3i 75 Mr Ha
o0y 3 2-ro 90-i neHb JiKyBaHHS.

OCHOBHMM TIOKa3HUKOM eQeKTUBHOCTI Oyma Oyap-ska HOBa MOXisA iHCYnbTy (ilIeMiyHOro Ta
reMopariqHoro) npotarom nepumx 90 aHiB micis roctporo manoro Il abo TIA 3 BUCOKHM CTyneHEM
pusuky. Lli moxii BinOynmucs y 212 mauienTtiB (8,2 %) B rpymni kionigorpemo-ACK mnopiBHSHO 3
303 mamientamu (11,7 %) B rpyni ACK (Bignomenns pusukiB [BP] 0,68; 95 % noBipuuit inTepBan
[AI] Bix 0,57 no 0,81; p <0,001). II BinOyBcs y 204 mamienTis (7,9 %) B rpyni kinonigorpemo-ACK
nopiBHsAHO 3 295 manientamu (11,7 %) B rpyni ACK (BP 0,67; 95 % Al Bix 0,56 oo 0,81; p <0,001).
['emopariyHuii iHCYJIBT CHIOCTEpiraBcs y 8 MamieHTIB y KOXHIi# 3 1BoX pocmipkyBanux rpym (0,3 % y
koxHii rpymi). [TomipHa abo Tsbkka KpoBoTeda cmoctepiranacs y 7 mamieHtiB (0,3 %) 3 rpynu
kiomigorpeno-ACK ta y 8 (0,3 %) 3 rpynmu ACK (P = 0,73). Uacrora Oynp-skux NmoJii KpoBoTedi
cradoBuna 2,3 % y rpymi kinonigorpemo-ACK nopiBasiHO 3 1,6 % y rpymi ACK (BP 1,41; 95 % JII
Bix 0,95 mo 2,10; p = 0,09).

POINT (Ineibysanns acpezayii mpomboyumie npu Hogiti nodii TIA ma manozo iuwemiyno2o iHcynibmy)
B 1poMy paHIOMi30BaHOMY IMOIBIHHO CIINMOMY O0araTOIEHTPOBOMY ILIaneb0-KOHTPOJILOBAHOMY
KIHIYHOMY JIOCTiKeHHI Opaiu y4yacTh maiieHTd 3 ycboro cBity (4881 ocoba) 3 roctporo TIA
(moxasuuk 3a mkanoro ABCD2 >4) abo roctpuM MajdM iHCYJBTOM (TOKa3HHK 32 IIKAIOKO
NIHSS < 3). Vci nauientu B 060x rpynax orpumyBaiun ACK y Binkputomy pexumi 3 1-ro mo 90-i
neHb JtikyBaHHs (Y 1031 50-325 Mr, 3aexHo BiJl MpU3HAYCHHS JIKyIo4oro cremiaiicta). IlamienTy,
JIOBUIBHMM YHMHOM BiJIHECEHI JIO TpyNH KIOMIZOTPENTi0, OTPUMYBAIH KJIOMiJOTpenb Y
HaBaHTaXyBaJIbHIN 1031 600 Mr y 1-if IeHb JiKyBaHHS, MOTIM y 1031 75 Mr Ha 100y 3 2-ro mo 90-i
JIeHb JlikyBaHHs. [lalieHTH, JOBUIBHIM YHHOM BiJHECEHI 10 TPYNH IUIane6o, OTpUMyBaH Iuianebo-
Bepcito kiromigorpento 3 1-ro mo 90-i geHb iKyBaHHS.

[TepBUHHMM TOKa3HUKOM e(peKTHBHOCTI Oyna koMOiHamis Benukux imemiunux noxiit (II, IM a6o
CMepTh BHACIIJOK imeMivHOl cyauHHOI moaii) Ha 90-ii nens. Lli moxii BinOymucs y 121 manienta
(5,0 %) 3 rpynu 3acrocyBaHHs Kiomigorpenro y kombinanii 3 ACK nopiBasiHO 31 160 nauieHTamu
(6,5 %), mo orpumyBamn ACK sik monotepanito (BP 0,75; 95 % Al Bix 0,59 no 0,95; p <0,02).
BTOpuHHHM MOKa3HHKOM edeKTHBHOCTI OyB imeMiunuii iHcynsT. Bin BinOyscs y 112 namieHTiB
(4,6 %), sxi otpumyBand Kiomigorpens y komOinanii ACK, nopiBHsHO 31 155 naunientamu (6,3 %),
ski orpumyBai ACK sk moHoTepamito (BP 0,72; 95 % I Bix 0,56 mo 0,92; p=0,01). Ileppunnnit
IOKa3HUK Oe3leKH — BelMKa KpoBoTeua. BoHa croctepiranacs y 23 3 2 432 naunieHTiB (0,9 %), siki
oTpuMyBai Kiomigorpens y kom6inanii 3 ACK, ta y 10 3 2 449 nauienriB (0,4 %), siki OTpuMyBaIu
ACK sk monotepamnito (BP 2,32; 95 % I Bix 1,10 no 4,87; p = 0,02). Mani xpoBoBHIUBH Oynu y
40 namienTiB (1,6 %), aki oTpumyBanu kiomigorpens y kombinamii 3 ACK, Ta y 13 mnamieHTiB
(0,5 %), sixi orpumyBaiu ACK six monotepamito (BP 3,12; 95 % I Bin 1,67 no 5,83; p = 0,001).
Anani3 quaamiku gocinimpkess CHANCE ta POINT

[TepeBar mon0 epeKTUBHOCTI MPU MPOJOBKEHHI MOJBIHHOT aHTHAarperaHTHoOi Tepamii noHan 21 neHs
BHSBIIEHO He OyJ0. Po3riisHyTO MuHAMIKy CepiHO3HUX iIEMiYHHUX MOJiN Ta MACHBHHX KPOBOBMIIMBIB
y TpyHax JIiKyBaHHS 3 METOIO aHATi3y BIUTMBY KOPOTKOCTpoKoBoro Kypcy DAPT.

JnHamika cepiio3HHX ilIeMi9HHX MO/iH Ta MACHBHHX KPOBOBHJIMBIB y rpynax JikyBaHHs B
pocaipxenussx CHANCE Tta POINT
Yrcno BUnaKiB

PesynbTaTu B

JnocnimkeHHsX  Posmonin mo rpymax . 1-i 2-i 3-i
CHANCE ta  nikyBaHHS THXJAEHb TWKICHb THXICHD
POINT
Benuki ACK (n=5035) 458 330 36 21
irmemivHi
nozii
Knomigorpens + ACK 328 217 30 14
(n=5016) -
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Pizauis 130 113 6 7

Benuka ACK (n=5035) 18 4 2 1
KpOBOTEYa
Krnonigorpens + ACK 30 10 - 2
(n=5016)
Pizuums -12 -6 -2 -1

®iopwsnis  mepencepas. Y gpochimkenHs ACTIVE-W ta ACTIVE-A, ski Oyam OkpeMHMH
nocmimkeHHsMu y Mexax mnporpamu ACTIVE, Oymo BkIOYeHO marieHTiB 3  (iOpuismiero
nepeacepas (PI1), sxi Manu moHaiiMeH1e ouH (aKTop PU3UKY BHHHUKHEHHS CYJIMHHHMX IOPYIICHb.
[ pyHTYIOUHCH Ha KPUTEPISX BKJIFOUCHHS Y JOCIiIKEHHS, JTiKapi 3aJlydaiy MalieHTiB 10 J0CIiKEHHS
ACTIVE-W, sximo BoHH Oy/iIdM KaHAMIaTaMH Ha OTPHMaHHS Teparii aHTarosictamu Bitaminy K
(ABK) (manpukian Bappapunom). ¥ pocmipkeHHs ACTIVE-A Gyno BKIIOYEHO MALli€HTIB, SKi HE
moryii orpumyBatd ABK-repamiio uepe3 mnporumokazaHHs abo HeOaXaHHS OTPUMYBATH Iie
TKyBaHHS.

Nocnimxkenas ACTIVE-W npoaeMOHCTpYBalo, IO AHTHKOAryJsHTHA Tepamis aHTaroHiCTaMH
BiTaminy K Oyna 6inbmn eeKTUBHOIO, HiX JTiKyBaHHs Kionigorpenem ta ACK.

Jlocnimxeras ACTIVE-A (n = 7554) 6y0 6araToneHTpoOBHAM, PaHAOMi30BaHHM, MOJBIHUM CIIIIHM,
1a11e60-KOHTPOJILOBAHAM JIOCIIDKEHHSM, Y SKOMY TOPIBHIOBAIM KIIOMiIOrpens 75 Mr Ha no0y +
ACK (n = 3772) i3 mnaue6o + ACK (n = 3782). PekomenmoBana no3a ACK cranoBuia Big 75 110
100 mr Ha n06y. ITanieHTH OTPUMYBAJIH JIiIKyBaHHS YIPOAOBXK IIEPIOLy 0 5 POKIB.

[Tamientu, pangomizosani y nporpamy ACTIVE, mamu noxymentanbHo miarBepmikeHy PII, TobTo
noctiitny ¢gopmy ®II aGo moHaiimenme 2 emizoan mapokcuzmanbHoi @I ymponoBx ocTaHHIX
6 MicAIiB, Ta IPUHAKMHI OIUH i3 TakuX (HAKTOpiB pU3HKY: Bik > 75 pokiB 4u Bik Bix 55 10 74 pokis
abo mykpoBuit mgiaber, mo nNOTpedye MEIUKAMEHTO3HOTO JIKyBaHHs, a00 JOKYMEHTaJIbHO
miaTBepKeHui nepeHecenuit IM, abo NOKYyMEHTaIBHO MiATBEPIDKEHY iIEMiYHY XBOpOOy cepls;
NONEpeNHE JIIKYBaHHS 3 MPHBOAY CHUCTEMHOI apTepianbHOI TiNepTeH3il; paHille NepeHeCeHH#H
iHCYNbT, TpaH3uTOpHA imemiuna araka (TIA), cucremna embomis 6e3 ypaxenns crpykryp ITHC;
nuc@yHKINS J1iBOro LUTyHOYKAa i3 MOKa3HUKOM ¢pakuii BHKuAy jiBoro nutyHouka <45 % abo
JIOKYMEHTAJIBHO MiATBEp/PKEHe 3aXBOPIOBaHHA nepupepuyHux cyauH. Cepenniil Oan 3a IIKaioo
CHADS?2 cranoBus 2 (y mexax 0—6).

JIo OCHOBHHMX KpHTEpiiB BHKJIIOYEHHS MAIli€HTiB 13 JOCHIIKEHHS HaJeXald JIOKYMEHTAJIbHO
I ITBEp/KEHA BHpPa3KoBa XBOpoOa BIPOJIOBXK OCTaHHIX 6 MiCAIiB; BHYTPIIIHBOMO3KOBAa KPOBOTEYA B
aHaMHe3i, cepiio3Ha TPOMOONMTONEHis (KUIbKiCTh TpoMOOIHTIB < 50x10°/1); motpeba 'y
3acTOCyBaHHI Kiomigorpemo abo mepopanbHux anthkoaryiasHtiB (I[IAK) abGo HemepeHOCHMICTh
Oy/1b-gKO1 3 IIUX JBOX PEYOBHH.

73 % nauienTis, BKaroueHux y mocuimkeHas ACTIVE-A, He moriu orpumyBati ABK y 3B’s13Kky 3
BHCHOBKAMM  JIiKapsi, 4Yepe3 HEMOXJIMBICTh TPOBEJCHHS  MOHITOPHHTY  MIDKHApOJHOIO
HopmaitizoBanoro BigHomeHnHs (MHB), BHacnmiok CXHIBHOCTI 1O MagiHHSA YM TPaBMHU TOJIOBH abo
HasBHOCTI crienu(pivHoro (akTopa pU3MKy BHHHKHEHHS KpOBOTeYi; 00 26 % Nali€HTiB pillIEHHs
JTiKaps IpyHTyBaJIocs Ha HeOaXkaHH] nmaifienra orpuMyBaTu ABK.

41,8 % mauienTiB craHoBHIH XiHkH. CepenHiii Bik mopiBHioBaB 71 pik, 41,6 % nauieHTiB OyIu BikoM
Bix 75 pokiB. 3araniom 23 % XBOpHX OTPUMYBAJIH aHTHAPUTMIiuHi 3acobu, 52,1 % — Gera-O10Karopw,
54,6 % — iHriOITOPH aHTIOTEH3UHIIEPETBOPIOBATILHOTO epMeHTy Ta 25,4 % — cTaTuHH.

KinpkicTh Mami€eHTIB, sSIKi JOCSAITIH NEPBUHHOI KIiHLEBOI TOYKH (4Yac A0 NepIIoro BHHHKHEHHS
incyneTy, IM, cuctemuoi embomii 6e3 ypaxenHs crpykryp L[HC abGo nerampHOro Hacmiaxy),
cranoBmia 832 (22,1%) y rpynmi mamieHTiB, ski otpumyBanu kionigorpens + ACK, ta 924 (24,4%) y
rpyni mrane6o + ACK (BimHOcHe 3HMXKeHHs pusuky Ha 11,1%, 95% JI: 2,4-19,1%; p = 0,013),
HacaMIepe]l Yepe3 3Ha4yHe 3HMKEHHS YaCTOTH PO3BUTKY IHCYIbTIB. [HCYnpTH BHHUKIH Y 296 (7,8 %)
naimieHTiB, ski orpuMyBanu kiomigorpens + ACK, ta 408 (10,8 %) mamieHTIB, sIKi OTpUMYBaIH
mane6o + ACK (BigHOCHe 3HIKEeHHS pu3uKy Ha 28,4 %; 95 % MI: 16,8-38,3 %, p=0,00001).
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Himu. Y nOCiDKEHHI 13 MiABUINEHHSM 103, IO IPOBOAMIIOCS 32 y4acTiO 86 HOBOHApPOMKEHHX abo
HEMOBJIAT BIKOM 10 24 MiCAIiB 3 pU3UKOM BHHUKHEeHHs TpomGo3y (PICOLO), xnomimorpens
3aCTOCOBYBaJIM y mociifoBHuX go03ax 0,01, 0,1 i 0,2 MI/Kr HOBOHAPOKEHUM 1 HEMOBJISTAM 1 Y 103i
0,15 mr/kr Tineku HoBoHapo/pKeHUM. [Ipu 103i 0,2 MI/Kr cepenHiil MoKa3HMK iHriOyBaHHs arperaii
TpoMOouuTiB cTaHoBUB 49,3 % (5 MxkM AJI®-ingykoBanoi arperarii TpoMOOLHTIB), IO OyJ0
TNOPIBHAHHHM i3 TaKUM Y JOPOCIIHX, SIKi OTPHUMYBAJIH KJIOMA0rpesb y 1031 75 Mr/Ha 100y.

V panomizoBaHOMY NOABIHHOMY CIIIOMY JOCIiIKEHHI 3a yuyacTio napanensHux rpyn (CLARINET)
906 nite#t (HOBOHAPODKEHUX i HEMOBJIAT) i3 BPOMKEHOIO BAJIOKO CEpIs I[IaHOTHYHOIO THILY, SKHUM
IPOBOJIMIIACS NaliaTHBHA OIepallist 31 CTBOPEHHS CHCTEMHO-JIET€HEBOT0 apTePialbHOrO LIyHTa, OYJIH
paHOoMi30BaHI It oTpuMaHHs Kiomigorpemo 0,2 Mr/kr (n = 467) abo maane6o (n = 439) i3
OJHOYACHUM IIPOBEJIEHHSAM CYNYTHHOI 0a3oBOi Tepamii 1O MOMEHTY MpOBEACHHS IPYroro erarmy
onepanii. CepeHiii yac MiX NpPOBEJEHHSIM MaTiaTHBHOI oreparlii 3i CTBOPEHHS IIYHTA i MEpIIMM
BBEJICHHSIM JOCIIDKyBaHOro npenapaty craHoBuB 20 nuiB. [Ipu6musno 88 % mnamieHTiB 0HOYAaCHO
orpumyBad ACK (Biz 1 mo 23 mr/kr/Ha n00y). JIocTOBIpHHX BiAMIHHOCTEH MiXK IpymaMu OO
JOCSITHEHHSI TEpBHHHOI KOMOIHOBaHOI KIHIEBOI TOYKH, sIKa CKJafaiacs 3 JIeTaIbHHX BHIIAJKIB,
TpoMOO3y myHTa a00 MpPOBEIEHHS XipypriyHOro BTpPy4aHHs Ha cepui A0 120 aHS KUTTA micis
BUHHKHEHHS MOJIil, CIPHYHHEHO1 TpoMO030M, He crioctepiranocs i craHoBwio 89 [19,1 %] y rpymi
wromigorpemo i 90 [20,5 %] y rpymi miane6o (mauB. po3ain «Croci® 3acTOCYyBaHHS Ta JIO3H»).
HaityacTinmoro moGigHOI0 peakIli€ero SK y Tpyli KIOMiIOrpelo, Tak i y rpymi miane6o OyB po3BHTOK
KPOBOTEYi, MPOTE JOCTOBIPHUX BIJAMIHHOCTEH MIX IpyHaMH IIOJO0 YaCTOTH il BAHUKHEHHS BUSBIIEHO
He Oyso. Ilix yac moJaipIIoro AOBroCTPOKOBOIO MEPIOLY CIIOCTEPEKEHHS 3a MOOIYHUMHU SBUILAMH
26 mauli€eHTIB, y SKAX IOYHT 3QJIMIIABCS HAa MOMEHT JOCATHEHHsS |-piYHOro BiKy, OTPUMYBAJIH
KJIomiorpens 10 aocarHeHHs 18-micsunoro Biky. ITix yac mporo mepiomy crioctepesxeHHs npodias
Oe3mexu mpenapaTy He 3MiHIOBaBCS.

V nocnimkerasx CLARINET i PICOLO BukopucTOBYBaBCS BiIHOBJICHHH PO3YHH KJIOMIOTpeNo. Y
JOCIi/DKeHHI BiTHOCHOI Oi0OZOCTYHMHOCTI Yy JOpPOCIHX BIAHOBJIICHHH pO3YHH KJIOMIJIOTPENIO
MPOJEMOHCTPYBAaB AHAJIOTIYHUH CTYHiHb 1 TPOXH BHINY HIBHIAKICTH abcopbuii OCHOBHOIO
IMPKYJIIOI0YOro (HEaKTHBHOT0) MeTaboJliTy MOPIBHSIHO 13 3apeecTpoBaHOI0 TabIeTOBaHOI (HOPMOIO
npemnapary.

DapmakokiHemuka.

BemokryBanHs. [licist mepopajibHOTO MpHHOMY OJHOPa30BOi Ta Gararopa3oBHX 103 75 MT Ha 100y
KJIOMIJOTpelTb IBUIAKO BCMOKTYEThCS. CepelHs MiKoBa KOHIEHTpalliss HE3MIHEHOI0 KJIOMiJOrpesio
y miasmi (6mm3pko 2,2-2,5 HIr/Mul miciast OJHOKPAaTHOI JO3M 75 MI NepopalibHO) J0CAranacs
npubIM3HO Yepe3 45 XB micis mpuiiomy. Abcopbuis craHoBHTh He MeHme 50 % 3 oruamy Ha
eKCKpeIito MeTaboIiTiB KJIOMIJOTpeITIo i3 ceyero.

Posmoxin. Kiomigorpens Ta OCHOBHHIA (HEAaKTHBHHIA) METa0OJIT, INO LHUPKYIIOE B KpOBI, in
vitro 000pOoTHO 3B’sA3yI0ThCs 3 Oimkamu mia3mu moauHu (98 % i 94 % BinmosinHO). Lle# 3B’A30K
3aJIHIIAETHCS HEHACHIYBAHUM in Vitro y MeXax IIHPOKOro Jiana3oHy KOHIEHTpAIlii.

Mera6omi3zm. Kiomigorpenb eKCTeHCHBHO MeTalomi3yeTbes y MEYiHLi. [n vitro Ta in vivo icHye JBa
OCHOBHHX IUISXH HOro MeTaboji3My: OAMH — 3 Y4acTIO ecTepas, IO MPU3BOAUTH O TIIPOJI3y 3
YTBOPEHHSAM HEaKTHBHOI MOXiJHOI KapOOHOBOI KHCIIOTH (sIka CTaHOBHUTE 85 % ycix mMeTabomiTiB, 110
LUPKYJIIOIOTh Y IUIa3Mi), a IHIIMI — 13 3aiy4yeHHs ¢pepMeHTiB cucteMu nutoxpomy P450. Cnouatky
KJIOMIZIOTPeib TEPETBOPIOETECS Ha HPOMDKHHN MeTaboJIT 2-0KCO-KIIOmijorpens. Y pe3ynbTari
MOJAIBIIOT0 MeTabolmi3My 2-OKCO-KJIOIMIIOTPENII0 YTBOPIOETHCS TIOJNOBa IOXiHA — AaKTHBHUHN
meTtabourit. Iei akTHBHUI MeTa0OJIIT YTBOPIOETHCS MepeBaxxHO 3a nonomororo pepmenty CYP2C19,
3a yyacTio Kinbkox iHmux ¢epmentiB cucremMu CYP, takux sk CYP1A2, CYP2B6 i CYP3A4.
AKTHBHHH MeTaboiT KIomiaorpento (TiojioBa MOXiAHA), sKHii OyB BHAUICHWH in vifro, IIBUAKO Ta
HEOOOPOTHO 3B’SA3YEThCS 3 PELENTOpaMH Ha TPOMOOIMTAX, THM CaMHMM IEpEIIKOKAIOUH arperarii
TPOMOOLIUTIB.

[Toka3HUK Cpax A7 aKTHBHOTO MeTaboliTy € BABiYlI BHIIMM MCIs TNPUHOMY OJHOPA3oBOI
HaBaHTaXyBaJbHOT 703d 300 Mr KJIONiZOrpeNio MOPIBHSHO i3 TUM, IO CHOCTEPIracThes Micis
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4-NIEHHOTO 3aCTOCYBaHHS MIATPUMYBATBHOI JO3H 75 M. Cpay JOCSTA€ThCs MPUOIH3HO yepes
30-60 xBuIMH nicyis npuioMy Npenapary.

Busenenns. Yepe3 120 roaus micist npuiioMy BHYTPIIIHBO MIYEHOTO MC-knomigorpero y moannu
npubmu3Ho 50 % mo3uw BHUBogWIOCH 13 cedero i Omu3pko 46 % i3 kaimom. [licns mepopanbHOro
IpUHOMY pa3oBOi J103¥ 75 Mr Mepioj HamiBBUBEACHHS KJIOMIIOTPENIO CTAHOBUTH OJIM3BKO 6 TOIHH.
[lepion HamiBBUBEIEHHS OCHOBHOTO (HEAKTHBHOI'0) META0OIMITy, IO LUPKYIIOE B KPOBi, CTAHOBUTH
8 roIuH micist OTHOKPATHOTO 1 6araTOKpaTHOTO 3aCTOCYBAHHS Ipenapary.

®apmakorenetnka. CYP2C19 Gepe ydacTh B YTBOpPEHHI SK aKTHBHOTO MeTa0ONiTy, TaK i
MPOMDKHOTO MeTabomiTy 2-okco-kiomijgorpemo. @PapMakoKiHETHKAa aKTHBHOIO MeTaboJITy
KJIOMOTpel0 Ta aHTHTpoMOomuTapHi edekTH, 3a JaHUMH BHMIpIOBaHHSA  arperamii
TPOMOOIMTIB ex Vivo, Bilpi3HSIOThCS 3anexHo Big renoruny CYP2C19.

Anens CYP2C19*1 Bignmosimae mMOBHICTIO (yHKIIOHyIouoMy MeTabomi3my, Tomi sK aneni
CYP2C19*2 ta CYP2C19*3 BiamoBinarore HedyHKIiOHYIOUOMy MeTabomizmy. Aneni CYP2C19*2
ta CYP2C19*3 cknamaroTh OUIBIICTH ajieNliB y MamieHTiB eBporeoinHoi (85 %) Ta MOHronoigHoi
(99 %) pac 3i 3HmKeHHMM MertabomismoM. [Hmm anemi, acouifioBaHi 3 BiACyTHIM a60 ocnabieHHUM
MeTabo0I1i3MOM, 3yCTpidaroThes 3HauHO pimmre. Jlo Hux Hanexats CYP2C19*4, *5, *6, *7, ta *8.
[TamieHT 3i 3HMKEHHUM MeTaboIi3MOM Mae /iBa He(pyHKIIOHATBHHX ajlelli, IK 3a3Ha4€HO BHINE. 3T1THO
i3 omy6nikoBanumu nganumu, reHotund CYP2C19, sxi BiANOBiZalOTH 3HHXKEHOMY MeTaboii3Mmy,
3ycTpivyaroThes y 2 % mpeAcTaBHHUKIB €BpONEOinHol pacH, 4 % malilieHTiB HerpoigHoi pacu 1a 14 %
Nali€HTiB KUTAChKOI HAIlIOHAJIBHOCTI. 3apa3 iCHYIOTh TE€CTH, SIKI JAIOTh 3MOTY BH3HAYHTH I'€HOTHII
CYP2C19.

V nepexpecHOMy IOCIipKeHHI 3 ydacTio 40 310poBUX 100poBONBLIB, MO 10 y KOXHIH 3 YOTHPHOX
rpyn, o BianoBizaroTe meBHoMy Tumy wmetabomizmy CYP2C19 (HammBuHAkuid, iHTEHCHBHHH,
MPOMDKHHI Ta 3HIKEHWI), OIIHIOBATH (apMaKOKiHETHKY Ta aHTHTPOMOOLUTapHI e€(EeKTH IpH
3actocyBanHi 1034 300 Mr i3 moJaIBIIKM IpUIfOMOM 1034 75 Mr Ha 100y, a Takox 103u 600 mr i3
nofagbmuM mpuitomom 1o3u 150 mr Ha moOy. KoxeH i3 mux BUAIB JIIKYBaHHS 3aCTOCOBYBAIM B
iJIOMy BIPOAOBX S5 IHIB (0 AocsrHeHHs crabinbHoro craHy). He Oyiio BHSBIEHO CYTTEBHX
BiZIMIHHOCTEH y MOKa3HHUKAX KOHIEHTpAIlii aKTHBHOTO MeTaboJIiTy y KpOBi Ta CepeHiX MOKa3HUKAX
npurHiyenHs arperanii TpombOoumutiB (ITAT) Mk ocobamMu i3 HAAIIBHAKUM, iHTEHCHBHHM Ta
npoMixkHUM MeTabonisMoM. B oci6 31 3HIKEHHM MeTaboJIi3MOM KOHIIEHTpAllisi aKTHBHOTO
MeTaboIIiTy y KpoBi 3MeHIIHIacs Ha 63-71 % mopiBHSIHO 3 0c00aMH 3 IHTEHCHBHUM METabO0Ii3MOM.
[Ticns 3acrocyBaHHs pexumy no3yBaHHs 300 mr/75 mr anturpomOouuTapHi edektH B ocib 3i
3HIDKEHHM MeTabosisMoM OynM MEHII BHpPaXCHHMH, NpH [bOMY cepenHid mnokasHuk [IAT
(5 MxM AJI®) cranoBuB 24 % (24 roaunn) i 37 % (meus 5) nopiBusHO 3 [TAT 39 % (24 ronunm) i
58 % (neHs 5) y oci6 3 inTeHcHBHUM MeTabomizmMoM Ta 37 % (24 rogunn) i 60 % (ness 5) y ocib i3
npoMixHuM Metabomismom. Komm ocobam 3i 3HHXEHHMM MeTabo0J1i3MOM 3aCTOCOBYBAIH PEKUM
nosyBanas 600 mr/150 Mr, KOHIIEHTpaIlii aKTHBHOTO MeTaboJliTy y KpoBi OyJia BHIIOIO, HIXK IIPH
3acTocyBaHHiI pexumy no3yBaHHs 300 mr/75 mr. Kpim Ttoro, mokasuuku [IAT cranoBumm 32 %
(24 romunn) i 61 % (meHs 5), sxi OynM BHUIMMMH, HDK y OCi0 31 3HM)KEHHM MeTabO0Ii3MOM, IO
orpumyBaii 034 300 Mr/75 mr, Ta moAiOHUMH OO INOKAa3HHKIB, OTPHUMAHUX y IHIIMX Ipymnax,
BUJIEHHX 3alexHo Bixg Tumy merabomismy CYP2C19, mpu 3acTocyBaHHI peXuHMYy [103yBaHHs
300 mr/75 mr. 3a pe3ynbpTaTaMH JOCHIIDKEHb KIIHIYHUX e(eKTiB HaJIeKHUW PEeXUM J03yBaHHS IS
Ii€l rpyIy ManieHTiB He OYB BU3HAYCHUH.

AHaJIOTIYHO [0 pe3yNbTaTiB, HaBEACHHX BHINE, y MeTaaHami3i 6 HOCIHIIDKEHb 13 ypaXyBaHHSIM
NOKa3HUKIB pPIBHOBAXHOTO cTaHy 335 TmamieHTiB, SKi OTPUMYB&IX KJIOMAOrpeNib, Oyio
IPOJEMOHCTPOBAHO, IO KOHIIEHTpaIlisl akTUBHOTO MeTaboIiTy y KpoBi 3MeHmmiIacs Ha 28 % y ocif 3
npoMiXXHUM MeTabomi3MoM 1 Ha 72 % y oci6 3i 3HWKeHHM MeTaboJ1i3MoM; iHriOyBaHHS arperamii
tpoMOoIUTiB (5 MKM AJI®) TakoX 3MEHIIWIOCSA, NMPH MBOMY pi3HHMIS y nokasHukax [IAT
cra”oBuia 5,9 % rta 21,4 % BiAMOBITHO MOPIBHSHO 3 0cO0aMH 3 IHTEHCUBHUM MeTab01i3MOM.

BB resotuny CYP2C19 Ha kiniHIYHI pe3yslbTaTH y MAIli€EHTIB, SKi OTPUMYBAJIH KJIOMIAOTPENb, Y
X0l TMPOCHEKTHBHUX PaHIOMI30BaHHUX KOHTPOJILOBAaHUX BHIPOOyBaHb He BHBYaBci. [Ipore Oyio
MPOBEJIEHO 1Ty HU3KY PETPOCHEKTUBHUX aHATi3iB 3 METOIO OLIHKH LHOro e(eKTy y MaIli€HTiB, sKi
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OTPUMYBAJIXA KJIONIZOTpeNb, I SKHX ICHYIOTh pe3yibratd reHotumyBaHHsi: CURE (n = 2721),
CHARISMA (N = 2428), CLARITY-TIMI 28 (n = 227), TRITON-TIMI 38 (n = 1477), i ACTIVE-A
(n=601). KpiM TOro, icHy1oTh pe3yJIbTaTH KUJIBKOX OIyOIiKOBAaHHX KOTOPTHUX JOCIIKEHb.

VYV xomi anamizy TRITON-TIMI38 Ta 3 koroptHux npocmimkerb (Collet, Sibbing, Giusti)
KOMOiHOBaHa rpyma, sika CKiIafanacs 3 oci0 i3 IPOMIKHHEM Ta 3HIDKCHUM MeTa00J1i3MOM, Maja BHIIY
YaCTOTY BUHUKHEHHS CEPIIEBO-CYIMHHUX MO (JIeTaIbHUIN HACTiIOK, iHpapKT MioKap/a Ta iHCYJIbT)
ab0 TpoM0OO03y CTEHTIB, Hi’ 0COOH 13 IHTEHCUBHUM METabO0Ii3MOM.

VY xoni anamizy CHARISMA Ta oIHOro KOroptHoro AociipkeHHs (Simon) B oci® 31 3HHXKEHUM
MeTaboJi3MOM criocTepiranacsi MiJBUIIEHA YacTOTa BUHUKHEHHS IOJAIH TMOPIBHAHO 3 ocodaMu 3
IHTEHCUBHHM METa00i3MOM.

V anamizax CURE, CLARITY, ACTIVE-A Ta B ogHomy 3 xoroptHux nociipkenb (Trenk) gactora
BHHUKHEHHSI CE€PIIEBO-CYJHHHUX IMO/ii JOCTOBIPHO HE 3aJie)kaia BiJi 0COOIUBOCTEH MeTaboIIi3MYy.
Xomen i3 X aHai3iB HEe BKJIIOYAB JOCTATHHOI KiIBKOCTI MAIi€HTIB JUI TOro, mo0 MoXHa Oyio
BHSIBUTH PI3HHUIIO Y KJIIHIYHUX pe3yJIbTaTax y MaIi€HTIiB 31 3HIKEHUM MeTaboTi3MOM.

Oco0nuBi _Kkateropii mamieHTiB. @apMakoKiHETHKAa AaKTHBHOTO META0OJITY KJIOMIJOTPeIio He
JOCTIDKyBaIacs y HIK4Ye3a3HaueHUX OCOOMBHX KaTeropiil mamieHTiB.

HupkoBa HenoctatHIicTh. [licas peryssspHOro 3acTocyBaHHS 75 Mr KIOMZOrpeno Ha mody y
MAIliEHTIB i3 TSOKKOKO HHUPKOBOIO HEIOCTaTHICTIO (KJIipeHC KpeaTuHiHy 5-15 MiI/Ha XBHIIMHY)
inrioyBanus AJI®-iHaykoBaHOi arperaiii TpoMOOIUTIB Oyi10 MeHII BHpakeHHM (25 %) MOpiBHSHO 13
TaKUM ke e()eKTOM y 370pOBHX AOOPOBOJIBIIB, a Yac KpOBOTeYl OyB IOJOBXKEHUH Maike Tak camo,
K 1 y 3I0pOBHX JI0OpOBOJBIIB, SKi OTpUMYBaIH 75 Mr kiomigorpemo Ha a00y. Kiiniuna
MIEPEeHOCHMICTH OyI1a XOpOLIOO B YCiX Nalli€HTiB.

[leyinkoBa HeIOCTATHICTB. [Ticns perynspHoro npuitomy 75 Mr kionigorpento Ha 100y Bopoaosx 10
JIHIB y MAI[€HTIB i3 TSKKOIO MEYiHKOBOIO HEIOCTaTHICTIO iHriOyBaHHs AJI®-iHayKoBaHOI arperaiii
TpoMOOLUTIB OyJI0O TakMM caMHM, SK 1 y 3J0poBHX I0O0poBOJbLiB. CepenHe MOMOBXKEHHS dYacy
KpPOBOTEUi TaK0XX OYyJI0 0JJHAKOBUM B 000X rpyrnax.

PacoBa npuHanexHicTe. [Tommupenicte aneniB CYP2C19, ski cOpHYHHSIOTH TPOMIXKHY Ta ciaabKy
metabomiyny aktuBHicTh CYP2C19, Binpi3HS€TbCS 3aJIeXKHO BiJl pacoOBOI/€THIUHOI NMPHHAJIEKHOCTI
(muB. posmin «®apmakoreHeTHka»). ICHYIOTH OOMeXeHI JaHi CTOCOBHO NALi€HTIB MOHTOJIOIAHOL
pacH, siKi Jal0Th 3MOTY OLIHUTH KJIiHIYHE 3Ha4eHHs reHOTHITyBaHHs 11boro CYP.

Jokminiuni gani 3 Ge3neku. [ToGiunuMu edekraMu, 10 HaWYacTille CIOCTEpirajucs MiJ dac
JOKJIIHIYHUX JOCIiDKeHb Ha TBApUHAX, OyJIH 3MiHHU 3 OOKy Ne4iHKU. BOHU 3’SBIIsTHCS TIpH BBEIEHHI
103, M0 NPU3BOOWIM 10 KOHIEHTpaIlii KIOMIOrpeqro B KpOBi, Maibke y 25 pasiB BuIIE
KOHIICHTpAIlii, $Ki CIOCTEpIraloTbCs y JIIOAMHM IpU KIHIYHOMY 3aCTOCYBaHHI 03U 75 Mr
KiIomgorpento Ha no0y, i Oyau HacihigkoM aii mpemapary Ha ¢epMeHTH, mo OepyThb y4yacTb Y
nedinkoBoMy Metabonizmi. [Ipu 3acrocyBaHHI y IJIOAMHHM TEpaNeBTHYHHUX 03 KJIOMIAOTPEIIO
’KOJJHOTO BIUTUBY Ha (pepMeHTH, 0 OepyTh y4acTh y NEUiHKOBOMY MeTabO0Ii3Mi, HE CIIOCTEpPiraBcsl.
[Ipu BBeleHHI BHCOKHX 103 KJIOMIJOTpello0 HIypaM Ta MaBnaM-0a0yiHam crocrtepirajiacs noraHa
IIUTYHKOBa IEPEHOCHMICTh Ipenapary (BHHHKAaB TacTPUT, €pO3MBHE YpaXXCHHs ILIyHKa Ta/abo
OJIOBaHHS).

[Ipu BBeNEHHI KJIOMIJOrpeNl0 MHIIAM BIPOAOBXK 78 THXKHIB Ta IIypaM BrnpoaoBx 104 THXHIB y
Jo3ax 10 77 mr/kr Ha 100y (o Maibke y 25 pa3iB NepeBHILy€E KOHIIEHTpaIlii, sSKi CIIOCTEPIraloThes y
JIOAMHH TIPH KJIHIYHOMY 3acTOCyBaHHI J03d 75 Mr/Ha no0y) HE OTpPHMaHO >XOJHHX JOKa3iB
KaHIIepOreHHO1 Jii mpernapary.

Byno mpoBeneHO LiMMH psAA JOCHIIKEHb T€HOTOKCHYHOCTI KJIOMIJOTPENI0 B YMOBAX in Vitro Ta in
Vivo, OJHaK BOHU HE BHSBHJIH XOJHOI FT€HOTOKCHYHOI Aii Impernapary.

Kionigorpens He BIUIMBaB Ha PENPOAYKTUBHY (YHKIIIO IIypiB, @ TAKOX HE YHHUB TEPATOreHHOI Jii
Hi y mypiB, Hi y KpouiB. [Ipu BBeAeHHI ImypaM y mepioJ JakTallii KJIOMiJorpeib MPU3BOAUB IO
HE3HAYHOI 3aTPUMKH pO3BHTKY motoMcTBa. CreniansHi ¢GapMaKOKIHETHYHI JOCTIDKEHHS 3
pafioakTHBHO MIiYE€HHUM KJIOMiJOrpesieM JOBENTH, [0 BHXiJHa pedyoBHHa Ta il MeTabousiTH
eKCKPETYIOThCSL 3 TPYAHHUM MojJokoM. OTxke, He MOXKHA BHUKJIIOYATH K Oe3mocepeHbOro BILIHBY
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npernapary Ha IMOTOMCTBO (HEe3HayHa TOKCHYHA JIif), TaK i OMOCEPEeIKOBAHOrO BIUIUBY (BHACIIIOK
NOTipIIEHHS CMAKOBUX SIKOCTEH MOJIOKA).

KuiHi4yHI XapaKTepHCTHKH.

ITokazanua.

Bmopunna npoginakmuka nposgie amepompom603y y 00pOCiux.:

® XBOpHX, sIKi mepeHecau iH(papKT Miokapnaa (MOYATOK JiKyBaHHS — 4epe3 KijibKa [HIB, ajie He
mi3Hile HiX depe3 35 MHIB Miciiss BAHUKHEHHS), iIEMiYHUHA 1HCYIbT (IIOYATOK JIIKyBaHHS — 4yepe3 7
JIHIB, ajlle He Mi3Hilme HiK dYepe3 6 MicsAIiB Micas BHHHKHEHHS) a00 y SKHUX I1arHOCTOBaHO
3aXBOPIOBaHHS NepH(pEepUUHIX apTepiii;

® XBOpHX i3 TOCTPUM KOPOHApPHUM CHHJPOMOM:

— i3 TOCTpPHM KOpOHapHHM CHHApoMoM Oe3 mimiiomy cermenta ST (HectabinbHa cTeHOKapnis abo
iHdapkr Miokapaa 6e3 3yous Q), y TOMy YHCIi y MAli€HTiB, SKUM OyJIO BCTAHOBJICHO CTEHT y XOJl
IPOBEJICHHS Yepe3IIKipHOI KOPOHApHOI aHriOIUIaCTUKH, Yy KOMOIHamii 3 aleTHICailMIOBOIO
kuciororw (ACK);

— i3 roctpum iHdapkToM Miokapaa 3 mimiiomoMm cermenTta ST, y xombGinamii 3 ACK (y xBopux, siKi
OTPUMYIOTh CTaHAApTHE MeJUKaMEHTO3He JIIKYyBaHHs Ta SKUM I10Ka3aHa TPOMOOITHYHA Tepartis).
Tpanzumopna iwemivna amaxa (TIA) cepeOHbo20 ma 6ucoko2o cmyneHs pusuxy abo manui
iwemiynu incynom (10).

Knomigorpens y kombinamnii 3 ACK mokazanuit gopocnum narieHraM 3 TIA cepeTHbOro Ta BACOKOI0O
CTyNEHS pU3UKY (IIOKa3HUK 3a LIKAJIOKO ABCD2' > 4) a6o Manum imemiunnM iHCyIbTOM (HOKa3HHK
3a mkanoo NIHSS? < 3) mporsirom 24 romus mics moaii TIA a6o I1.

(1 Bik, aprepianbHuii THCK, KTiHIYHi O3HAKH, TPUBAJTICT Ta IiarHO3M LKPOBOTO AiabeTy.

? [1lkana incynsTy HalioHaqbHOTO iHCTHTYTY 310pOB’S.

IIpoghinakmuxa amepompombomuunux ma mpomboemboniunux nooii npu @ibpunayii nepeocepos.
Kuonimorpens y xombGiHanii 3 ACK nokazanuit jopociuM namieHTam 3 ¢iOpuwisnielo nepeacepis,
AKi MalOTh IOHAMMeEHIIE OJUH (HaKTOp PU3UKY BHHUKHEHHS CYIMHHHX IOJiH, SIKMM IIPOTHIIOKAa3aHe
nmikyBanHs aHTaroHicramu BitTaMiHy K (ABK) 1 siki MaroThb HU3bKMI PU3MK BUHHKHEHHS KPOBOTEY,
JUIs PO LTAKTHKH aTepOTPOMOOTHYHUX Ta TPOMOOEMOOTIYHUX HOMIIH, Y TOMY YHCII 1HCYJIBTY.

Jlnst oTpuMaHHs 104aTKOBOI iHGopMarii quB. po3ain «PapMakoIoriuHi BIaCTHBOCTIY.

Ilpomunoka3anna.

e [TigBuINEeHa 9yTIUBICTH 0 JiF0Y0i peYOBHUHH 200 J0 IHIIMX KOMIIOHEHTIB IIpenapary;

® TSDKKA IEYiHKOBA HEJIOCTAaTHICTD;

e roCTpi KPOBOTEYi (B TOMY YHMCII ENTHYHI BHpa3ku a00 BHYTPIIIHbOYEPEITHI KPOBOBHIIMBH).

B3aemodia 3 inmumu nikapcoKumu 3acodamu ma iHwi 6udu 63aeMoOiil.

Jlikapcewki 3acobu, nos’sa3ami 3 pusukom Kpogomedyi. iICHY€ MiJBHUINEHHH PH3MK PO3BHTKY KpOBOTEY
yepe3 MOTEeHIIHHUN anuTHBHUN edekT. OJHOYaCHEe 3aCTOCYBAHHS JIIKapChKHX 3ac00iB, OB’ I3aHUX 3
PH3HKOM KPOBOTEYi, CJTiJI IPOBOIUTH 3 00EpeXHICTIO (1B po3ail « OCOOIMUBOCTI 3aCTOCYBaHHS).
Ilepopanvhi  anmuxoazyisHmu: OJHOYACHE 3aCTOCYBaHHS KJIONIZOTpENI0 3 IEpOpaIbHUMH
AHTHKOAryJITHTaMH, B TOMY YHCIi 3 Bap(papHHOM, HE PEKOMEHIYEThCS, OCKUIBKM Taka KOMOiHaIlis
MOJKe IOCHIHTH IHTEHCHBHICTH KpoBOTedi (muB. po3ain «OcoOMMBOCTI 3acTOCyBaHHSA»). Xoda
3aCTOCYBaHHS KJIOMIAOTpeNI0 y 11031 75 Mr/moby He 3MiHIOE (papMakoKiHETHKY S-Bapdapuny abdo
MiKHapoaHe HopMmaiizoBaHe cmiBBigHomeHHss (MHC), y mami€eHTiB, sKi BOPOJOBX TPHUBAJIOrO yacy
IpHiiMaloTh Bap(daphH, OJHOYACHE 3aCTOCYBAHHS KIJIOMIAOTpENo Ta BapdapuHy 30UIbLIyE PU3HK
KPOBOTeUi Yepe3 iCHyBaHHS HE3aJI)KHOTO BIUIUBY Ha reMOCTa3.

Ineibimopu 2nikonpomeiny IIb/Illa: xnonmigorpens ciiJ 3 0oOEpeXHICTIO NMPH3HAYATH MaIlieHTaM 13
HiIBUIIIEHMM PH3MKOM KPOBOTEYi BHACIIOK TPaBM, omepamiii abo iHIIMX MaTOJIOTIYHUX CTaHiB, IIPH
SKMX OJJHOYAaCHO 3aCTOCOBYIOTH iHTriOiTopu riikomporteiny IIb/Illa (mauB. posmin «OcobauBoCTi
3aCTOCYBAHHS»).
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Ayemuncaniyunosa xucnoma (ACK): ACK He 3MiHIOE IHrIOITOPHOI Jii KJIOMIJOTpeNO Ha
AJl®-ingykoBaHy arperairo TpOMOOIUTIB, ane kiomigorpens mocuioe aito ACK Ha arperariio
TpOMOOLKTIB, iHIyKOBaHY KonareHoM. IIpote oxHovacHe 3actocyBanHs 500 mr ACK ngidi Ha 100y
BIIPOIOBX OJHOTO JHSA HE BHKJIMKAJIO 3HAYHOrO 30LIBIIEHHS Yacy KpOBOTEUi, IOJOBXKEHOrO
BHACJIZIOK TpHitoMy Kiomigorpemo. Ockinbku papMakoAnHaMi9Ha B3aEMOJIiS MiX KJIOMZOTpENeM i
ACK MoOe MpU3BOIUTH IO IMiIBHIIEHOTO PU3UKY KPOBOTEUi, CYIIyTHE 3aCTOCYBaHHS [IUX IIpenapariB
notpedye obepexHocTi (auB. po3ain «OcobmuBocTi 3acTocyBanHsA»). OQHAK € NOCBiA 3aCTOCYBaHHS
kiomigorpeno ta ACK pa3oM BIpoaoBx mepiofay 10 OZHOro poky (IuB. po3ain «®Papmakosoriusi
BJIACTHBOCTI»).

Tenapun: y HOCHiDKEHHI KIIOMIJOrPeNio, MPOBEACHOMY 3a Y4YacTIO 3J0pOBHX JI0OpPOBOJBIIIB,
3aCTOCYBaHHS KJIOMIJOTPET0 He MOTpeOyBalo 3MiHH J03HM TelmapuHy Ta HE 3MIHIOBAIO BIUIHB
renapuHy Ha Koaryismiro. OJHOYacHe 3aCTOCYBaHHS IelapyHy HE 3MIHIOBAJIO iHTIOITOpHY Hiio
KJIOIIIOTPEJIIO Ha arperaiito TpoMOouTiB. OCKiNbKH MOXIHBA (hapMaKoAHHAMIYHA B3a€EMOJIA Mix
KJIOMIOTpeJieM 1 TemapuHOM i3 MiJIBHINEHHSM PH3MKY KpOBOTEYi, OJHOYACHE 3aCTOCYBaHHS IHMX
npernapariB noTpedye obepexxHOCTi (IUB. po3ain «Oco0IUBOCTI 3aCTOCYBAHHSN).

Tpombonimuuni 3acobu: Ge3neKy CYymyTHBOTO 3aCTOCYBaHHS KJIOMigorpeinto, ¢hidpunocnenupignux
abo ¢dibpuHOHecTIeMIYHNX TPOMOONITHYHHUX 3acO0IB 1 TemapuHy OINHIOBAIM Yy MNAlli€HTIB 3
roctpuM iHdapkTom Miokapaa. Yacrora mosiBH KIiHIYHO 3HAYyIIol KpoBoTeui Oyina moAibHOIO 110
TaKoi, IO CIOCTEpirajgacsd HpH IPHIfOMI TPOMOOMITHYHHX 3aco0iB i remapuHy oxHodacHo 3 ACK
(muB. po3ain «I[ToOiuHi peakii»).

Hecmepoioni npomusananeni  npenapamu (HII3II): 'y JIOCHIXEHHI 3a Y4YacTIO 3J0POBHX
N0OPOBOJIBIIB CYMYTHE 3aCTOCYBaHHS KIIOMIJOTPENTI0 Ta HANpOKCEHY 30LIbIIYyBaNo KiJIbKICTh
NPUXOBaHHUX IIIYHKOBO-KHIIKOBHX KpoBoTed. OpHak depe3 BiJCYyTHICTh JOCTIDKEHb INOJO
B3aemoqii mpenapaty 3 iHmumu HII3II notenmep He 3’scoBaHO, YM 3pOCTa€ PU3HMK ILIYHKOBO-
KHMIIKOBOI KpOBOTe4i mpu 3acrocyBaHHi wiomigorpemto 3 ycima HII3II. Tomy HeobOxinHa
obepexHicTh mpH oxHovacHoMmy 3actocyBaHHi HII3II, y Tomy wumcni imribitopis LIOI'-2, 3
KiromigorpeneM (IuB. po3ait «OcoOIMBOCTI 3aCTOCYBaHHS).

Cenexmusni inzibimopu 360pomnozo 3axonienns cepomoniny (CI33C): ockinbku CI33C BIuMBaroTh
Ha aKTHBAIlil0 TPOMOOIHUTIB i 301IBIIYIOTh PU3HK KPOBOTEY, IIPH CyIyTHHOMY 3actocyBanHi CI33C 3
KJIOMiIorpesieM HeoOXiaHa 00epexXHICTh.

Inwa cynymusa mepanis.

Inoyxmopu CYP2C19: ocKinbKH KJIOMiAOrpesib MeTaboMi3y€eThCs IO CBOIO aKTHBHOTO MeTaboIiTy
gactkoBo mix aiero CYP2C19, ouikyeTbesi, 110 3aCTOCYBaHHS JiKapChbKHUX 3aco0iB, sIKi IHAYKYIOTh
aKTHBHICTh I[LOTO (pepMEHTY, NPHU3BEIE IO IiABUIIEHHS PiBHS B IJIa3Mi KPOBi aKTHBHOTO METabOIIITY
KJIOMIIOTPeITIo.

Pudpammninua notyxHo inaykye CYP2C19, mo npu3BOIuTh SK O MiJBUINEHHS PiBHSA aKTHBHOIO
MeTaboIiTy KJIOMIJIOrpeNto, Tak i A0 iHriOyBaHHs arperarii TPOMOOIMTIB, IO, 30KpeMa, MOXKe
MiIBUIIATH PH3UK KpoBOTedi. SIK 3amoOiXHMH 3aXif CiJl YHHKaTH OJHOYACHOIO 3aCTOCYBAHHS
notyxHuX iHgykTopiB CYP2C19 (auB. po3ain «OcobauBOCTI 3aCTOCYBaHHS).

Inei6imopu CYP2C19: OCKINBKH KJIOMIZOTpeNb MeTaboJi3yeThCsl 10 YTBOPEHHS CBOIO aKTUBHOI'O
Mmerabonity yactkoBo mig mieto CYP2C19, ouikyeThCs, IO 3aCTOCYBaHHs IIpenapariB, SKi
[PUTHIYYIOTh aKTHBHICTH HBOTO (PepMEHTy, NpHu3Bele A0 3HIKEHHS KOHIEHTpalii aKTUBHOIO
MeTaboJiTy KJIOMIJOrpeo B Iua3Mi KpoBi. KitiHiuHa 3Ha4ymicTs mi€l B3aemMomii He 3’sicoBaHa. Sk
3ano0DKHHUN 3aXiJ CJIil YHHKAaTH OJHOYACHOI'O 3aCTOCYBaHHS MOTYXXHHX ab0 MOMIpHHX IHTIGITOpIiB
CYP2C19 (muB. po3ainu «OcoOGauBOCTI 3acTOCyBaHH» Ta «PapMaKOKIHETHKAY).

Jo mnoryxHux ab6o mnomipuux iHribitopie CYP2C19 Hanexars, Hamnpukian, omenpasol,
e30Menpason, @nyeoxkcamin, GuyokcemuH, MOKN06emio, 60PUKOHA301, (YIYKOHA30], MUKIONIOUH,
kapbamaszeniH, eghasipeny.

Inzi6imopu npomonnoi nomnu (II1I1): omenpazon y no3i 80 mr 1 pa3 Ha n00y MpH CYyNyTHHOMY
3aCTOCYBaHHI 3 KiomigorpeneM abo B Mexax 12 roguH MK NpHHOMaMH LMX JABOX IpenapariB
3HI)KYBaB KOHIICHTPAIlIF0 aKTHBHOTO MeTa0oJIiTy y KpoBi Ha 45 % (HaBaHTa)KYBaJILHa no3a) i 40 %
(migTpuMyBanpHa 103a). Lle 3HMKEHHS cynpOBomeBanocx 3MEHIICHHSIM MPUTHIYEHHs arperamii
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TpoMOouuTiB Ha 39 % (HaBaHTaxyBajibHa 103a) i 21 % (miaTpuMyBaibHa H03a). OYiKyETHCS, IO
B3a€EMOIisl €30Menpa3ony 3 KJIOMiJ0rpesieM € aHAJIOTI9HO0.

B xoni o6cepBaniiiHuX Ta KITiHIYHUX JOCTIDKEHb OTPUMAHO CYIepPEewINBi JaHi CTOCOBHO KIiHIYHUX
HacniakiB mux ¢apmakokinetnunux (OK) ta dapmakonunamiunux (®JI) B3aemomiii 3 TOUKH 30py
PO3BUTKY CEPHO3HUX KapAlOBacKyJISpHUX mMoxii. SIk 3amoOiKHHUI 3axiA, HE CIiX OJHOYACHO 3
KJIOMZIOTpENIEM  3aCTOCOBYBaTH omenpason abo e3omenpazon (auB. po3gin  «OcobauBocCTi
3aCTOCYBaHHSY).

MeHm Bupa)keHe 3HHIXKEHHS KOHLEHTpaIili MeTaboJiTy B KpOBI CIIOCTEpiraiocs NnpHu 3acTOCYBaHHI
nanmonpasony abo 1aHCONpasony.

[Ipu omHOYACHOMY 3acTOCYBaHHI MaHTomnpaszoiy y 103i 80 mMr 1 pa3 Ha 100y ma3mMoBi KOHIIEHTpaIil
akTUBHOro Metabomity 3meHmyBamucs Ha 20 % (HaBaHTaxyBanbHa [03a) Ta Ha 14 %
(miaTpumyBasibHa 103a). lle 3HM)KEHHS CYNpPOBOKYBAIOCS 3MEHIICHHSIM CEPEIHBOrO IOKa3HHKA
NpurHiYeHHs arperaiii TpoMOouuTiB Ha 15 % Ta 11 % BianmoBinHo. OTpUMaHi pe3yJlbTaTH BKa3yIOTh
Ha MOXJTHBICTH OJIHOYACHOTO 3aCTOCYBaHHS KJIOMIZOTPENIO Ta NAHMONPA3O0LY.

Hemae nokasiB Toro, Imio iHmi Npenapatd, IO 3MEHUIYIOTh NPOAYKIIIO KHCIOTH Yy IUIYHKY,
Hanpukian Hr-6nokamopu abo awmayudu, BIUTMBAIOTh HA AHTHTPOMOOLMTApHY aKTHUBHICTh
KJIOIIi JOTPEJTIO.

Bycmepna anmupemposipycua mepanis.

BUJI-indikoBaHi Mami€HTH, SKi OTPHMYIOTh IOCHIIEHY aHTHpeTpoBipycHy Tepamito (APT), marors
BHCOKHMI pH3MK pPO3BUTKY CyIuMHHHUX monid. Y BLJI-namieHTiB, sKi OTpHMYBaJd HOCHIEHY
putoHaBipoM abo kobinucratom APT, cmoctepiranocss 3HayHe 3HWIXKEHHS BIUIMBY AKTHBHOTO
MeTaboJTiTy KJIOIIIOTPEITO Ta 3HAYHE 3HM)KEHHS 1HriOyBaHHs arperauii TpoMOonuTiB. Xo4a KJIiHIYHa
3HAYYINICTh LUX pEe3yJNbTaTiB HE BH3HAUY€HA, HAJXOIWIM CHOHTAHHI moBigomieHHs mpo BIJI-
iH}iKOBaHMX Mali€HTIB, ki orpuMyBanu APT, mocuneny pHTOHaBIpOM, y SKHX MicC/sA A€00CTpyKIi
CIIOCTEpiraiucs MOBTOPHI OKJIIO3iMHI sBHINA abo0 TpoMOOTHYHI MOJII MiJ Yac HaBaHTaXKyBaJIbHOIO
Kypcy JiKyBaHHS KiomigorpeneM. Jlisi KJIOMiZOrpeio Ta cepeHe 3HauYeHHs iHriOyBaHHs arperauii
TPOMOOIMTIB MOXYTh OyTH 3HH)KEHI NpPH OJHOYAaCHOMY 3aCTOCYBaHHI puTOHaBipy. Tomy ciin
YHHKATH OJHOYACHOT'O 3aCTOCYBaHHS KJIOomigorpemo 3 nocunenow APT.

Komb6inayis 3 inwumu nikapcokumu 3acobamu. Gyna mpoBeieHa HU3Ka JOCTIDKEHb 3 KIONiorpeseM
Ta IHIDMMH [pernapaTaMd IJIs BUBYCHHs MOTCHLIHHUX (apMakoAMHaMIYHHUX 1 GapMaKOKiHETUYHHX
B3aemoiii. [Ipu 3acToCyBaHHI KJIOMIAOIPEIO 3:

— ameHononoM, Higpeouninom abo 3 oboMa mpemapataMH OJXHOYACHO He OyJi0 BHSBICHO KIIIHIYHO
3HaYymoi (hapMakoIUHAMIYHOI B3a€MOIIT;

— ¢enobapbimanom, yumemuOuHoM Ta ecmpozeHamu HE BHUSBJIEHO 3HA4YHOIO BIUIMBY Ha
(bapmMakoqHaAMIKy KJIOIiJOTPEIO;

— Oueokcunom abo meoghininom: GapMaKOKIHETUYHI TOKA3HUKU HE 3MIHIOBAIUCS;

— aumayuoHumu 3acobamu: BILTUBY Ha piBeHb aOCOpOILii KI0OMiJOrpesio He BUSBIICHO;

— genimoinom, monbymamioom: pesynvratd nociuimpkeHHs CAPRIE cBimyars, mo ¢enimoin i
monbymamio, ki MetabomizyloTbes 3a gomomoroo ¢epmenty CYP2CY9, moxxkHa Oe3nedHo
3aCTOCOBYBATH OJTHOYACHO 3 KJIOMiZOrpesieM;

Cybecmpamamu CYP2C8: 6yno nmokaszaHo, IO KJIOMJOrpenb 30UIbIIY€E €KCIO3HLII0 penariiHiay y
310pOBUX H0OPOBONBLIB. JIOCHIKEHHS in Vitro OKa3ay, Mo 301IbIIeHHS] eKCIO3HUIlT penariiHiay
3ymoBieHe iHriOyBaHHsIM ¢epmenty CYP2C8 rmokypoHigHHM MeTaboJiTOM Kiomigorpemo. Y
3B’S3Ky 3 PH3HMKOM MIJBHINCHHS KOHLEHTpalil B IUIa3Mi KpOBI OJHOYACHE 3aCTOCYBaHHS
KJIOMIJIOTpeNII0 Ta IpenapaTiB, SKi NepeBaKHO BHBOIATHCA 3a aomomororo Merabomizmy CYP2CS8
(HampukiIan, penariiHily, NakIiTakcery), CIii NPOBOAUTH 3 OOEpEeXHICTIO (AUB. pPO3LN
«Oco6mUBOCTI 3aCTOCYBAHHSAN).

3a BHHATKOM JOCIIJDKEHb IOJO0 B3aEMOIIl 31 crienu(pivHAMH JIIKAPCHKUMH 3aco0aMH, JaHi SKUX
HaBEJICHO BHIIE, TOCJIiKEHB 11010 B3aEMO/Iii KJIOMiOIPEITIO 3 JTiKapChKUMHU 3aco0aMH, sIKi 3a3BUYaif
NpU3HAYAIOTh MallieHTaM 3 arepoTpomM0030M, He nmpoBoawiId. OHAK MAIliEHTH, SKi Opald y4acTh y
KIHIYHUX JOCII/DKEHHAX 3 KJIOMiJOrpeseM, 3aCTOCOBYBAJM HH3KYy CYIYTHIX NpemapariB, y T.d.
Oiypemuku, Oema-adpeHobI0KAmMOpuY, iH2iOIMopu aH2ioMeH3UNNEPemEOPIO6ANbHO20  (hepmenmy,
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anmazoHicmu Kaneyito, 3acobu, Wo 3HUNCYIOMb Pi6eHb X0NeCmepuHy, KOPOHAPHI 8A300u1amamopu,
anmuoiabemuyni 3acobu (8knoyaloyu IHCYliH), npomueniienmuyni 3acobu, 20pPMOHO3AMICHY
mepaniio ma aumazoricmu GPIIb/Illa, 6e3 03HaK KJIIHIYHO 3HAYYIIHX B3aEMOIIM.

Sk 1y BUNaJKy 3 iHIIUMU nepopanvhumu inzibimopamu P2Y12, oqHOYacHe 3aCTOCYBAaHHS OIIOITHUX
aroHICTIB MOXK€ IPHU3BECTH JO 3aTPHMMKHU Ta 3HIDKEHHs abcopOuii kiomigorpeno, #MOBIpPHO, Yepes
YIOBLUIbHEHE CIIOPOXKHEHHs IUTyHKa. KitiHiyHa 3HagymicTs HeBigoma. Citil po3riISHYTH MOJKIIHBICTh
3aCTOCYBaHHS MApEHTEPAIbHOI0 aHTUTPOMOOITUTAPHOTO 3ac00y y MAIliEHTIB 3 TOCTPUM KOPOHAPHUM
CHHJIPOMOM, SIKi ITOTPeOYIOTh OHOYACHOI0 BBeIeHHS MOpGiHy a0o0 IHIINX OMOIJHUX aroHICTIB.
Poszyeacmamun: Gyno MoKa3aHo, IO y MAIi€HTIB MpuitoM kiomigorpemo B 1031 300 Mr 36iibi1ye
eKkcro3uiito posyBactatuy B 2 pa3u (AUC) Ta 1,3 pa3u (Cpax), @ icast IOBTOPHOTO MpuifoMy 75 Mr
kiomnigorpemo — B 1,4 pa3u (AUC) 6e3 BimuBy Ha Chay.

Ocobusocmi 3acmocy8aHHA.

Kposomeua ma eemamonoziuni poznaou.

Yepe3 pu3UK PO3BUTKY KPOBOTEYi Ta IreMaTOJIOTIYHUX MOOIYHUX peakIliif ciiiJl HeraifHo IPOBOIAMTH
PO3rOpHYTHif aHai3 KpoBi Ta/abo iHINI BiIMOBiAHI TECTH LIOpa3y NpH BHHUKHEHHI CHMIITOMIB, IO
CBiYaTh IPO MOXJIMBY KpOBOTEdy IIiJl 4Yac 3acToCyBaHHs mpenapary (auB. posnin «Ilo6Gigni
peakiii»). Sk i iHII aHTHTPOMOOIUTAPHI 3aCO0H, KIOMIOrpeNb CIIiJl 3 00epeXXHICTIO 3aCTOCOBYBATH
Nali€HTaM 3 MiABMIIEHAM PH3UKOM KpPOBOTEYi BHACIIZIOK TPaBMH, XipypriyHoro BTpy4aHHS abo
IHIDMX IaTOJIOTIYHUX CTaHIB, a TaKOX MAaIlieHTaM, sKi oTpuMYIOTh JiikyBaHHs 3 ACK, remapuHoMm,
inriditopamu riikomporeiny IIb/Illa a6o HII3II, y T1.4. inri6iropamu I[OI'-2 a6o CI33C, abo
notyxxaumH iHaykTopamu CYP2C19, abo inmumu npenapaTaMmu, OB’ I3aHAMH 3 PU3HKOM PO3BUTKY
KPOBOTEYi, TAKUMH SIK IEHTOKCHDLTIH (UB. po3ain «B3aeMopis 3 iHIIUMH JIIKapCHKUMH 3aC00aMH Ta
iHIITI BUH B3aEMOJIIN»).

Yepes MiABUINEHHN PH3UK KPOBOTEYi HE PEKOMEHIYETHCS MOTPiiHA aHTUTPOMOOLUTApHA Teparis
(xnomimorpens + ACK + gumipuaamon) s BTOPUHHOI MpO(QiNakTHKH 1HCYJIBTY y Nalli€HTIB 3
rOCTPHM HeKapioeMOoiYHuM imeMiyauM iHcyapToM abo TIA (auB. po3ninu «B3aeMozis 3 IHIIUMH
nikapchkuMH 3acobamMu Ta iHmN Buaum B3aemoniiy Ta «[loGiuni peakuii»n). Ciaig peTeabHO
CIIOCTEpIraTH 3a Malli€HTaMH JUI BUSBIECHHS Oy/Ib-IKHX O3HAK KPOBOTEYi, Y TOMY YHCII IPHXOBAHOI
KpOBOTEYi, OCOOJMBO Ha IEpPIIMX THXHIX JiKyBaHHA Ta/abo micis iHBa3iMHUX KapIiONOTiYHUX
npoueayp abo XipypriuHux BTpy4aHb. OJHOYACHE 3aCTOCYBAHHS KJIOMIIOTPEIIO 3 NMEPOPabHUMHU
AHTUKOAryJISHTAMH HE PEKOMEHJYEThCS, OCKUIBKH 1€ MOXE IOCHIIMTH iHTEHCHBHICTh KPOBOTEY
(muB. po3nin «B3aemois 3 IHIIMMH JTiIKAPCHKUMHU 3ac00aMU Ta iHII BUIH B3aEMOJIIH»).

SIKIIO TUTaHYETHCS XipypriuHe BTpYYaHHS i aHTHTPOMOOTHYHHH epeKT € THM4YacoBO HeOaXKaHHM,
JIIKyBaHHs KJIOMIZOTrpeieM CIIi MPUIMHUTH 3a 7 IHIiB 10 onepauii. [lamieHTH MOBUHHI NOBIIOMIIATH
JiKapiB i CTOMATOJIOTIB PO Te, 110 BOHH MPHMMAIOTh KJIOMIIOrpeb Nepel MpU3HauYeHHIM iM Oy 1b-
sKoi onepaiii abo rmepe]; 3acTOCyBaHHSIM OyIb-SIKOT0 HOBOT'O JIIKAPCHKOro 3aco0y.

Kiomizorpess moJoBxye yac KpOBOTEYi, TOMY HOTO CJIiJ{ 3aCTOCOBYBATH 3 0OEPEXKHICTIO MallieHTaM
3 M IBHIIEHHM PH3HUKOM KpOBOTeYi (0COOIMBO IUTYHKOBO-KHIIKOBOI Ta BHYTPIIITHHOOYHOI).
[TamieHTiB CNTiJ MONEPENUTH, IO MiJ Yac JIKyBaHHs KiomigorpeneM (okpemo abo y koMbiHamii 3
ACK) 3ynmuHKa KpOBOTE€Yi MOXKE TPHBATH JOBINE, Hi)XK 3a3BHYAif, i [0 BOHH IMOBHHHI IOBIIOMJISTH
JTiKaps Mpo KOXKHHI BUMA0K HE3BUYHOI (3a JIOKaTi3aliero abo TPHBATICTIO) KPOBOTEY.
3acTocyBaHHS HaBaHTaXyBaJIbHOI 103u Kiomigorpenro 600 Mr He peKOMEHIYEThCs MallieHTaM i3
rOCTPUM KOpPOHApHHM CHHIPOMOM 6e3 niotomy cermeHta ST Ta BikoM > 75 pokiB uepe3
I IBUIIEHUI PU3UK KPOBOTEYI Y IIiif MOMyJIsIii.

Yepe3 oOMexxeHi KITiHIYHI JaHi 3aCTOCYBaHHS HaBaHTaXyBAJIbHOI 103U Kiomigorpemo 600 mr
namieHTaM BIiKOM > 75 pOKIB i3 rOCTpHM KOpPOHapHHM CHHIPOMOM 3 niouomom cermeHta ST Ta
Yyepe3MKipHUM KOPOHAPHHUM BTPYYaHHSM 1 ITiIBULICHUM PHU3UKOM KPOBOTEUI CIIiJl PO3IJIAAATH JIULIE
Micysl IHAKMBITyabHOL OIIIHKH JIIKapeM pU3MKYy KpOBOTEUi y Nalli€HTa.

Tpombomuyna mpomboyumoneniyna nypnypa (TTII).

Hyxe piako crocrepiranucsa Bunaaku TTII micns 3acTocyBaHHS KIIOIMIIOTPENTIO, iHOMAI HaBITh MicCIs
foro  KopoTkoyacHOro  3actocyBaHHsA. TTII  mposBISETbCA ~ TPOMOOIMTONEHIE0  Ta
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MIKpOAHTiONAaTHYHOIO TE€MOJIITHYHOIO aHEMIi€l0 3 HEeBPOJIOTIYHUMH CHMIITOMaMH, IHCHYHKIIEIO

HUpOK ab60 rapsrukoro. TTII € moTeHNiHO NeTaTbHUM CTaHOM, L0 MOTPeOye HeraiHOro JIiKyBaHHS,

BKJTIOYHO 3 I1a3Madepe3oM.

Habyma zemoghinis.

[ToBinomisinocs nmpo Bunanky HaOyToi reModimii micns 3acTOCyBaHHS KJIOMIIOrpeNo. Y BHIAAKaxX

HiATBEPDKEHOTO 130JIbOBAHOTO MOJOBXKEHHS aKTHBOBAHOI'O YaCTKOBOT'O TPOMOOIUIACTHHOBOIO 4acy

(AUTY), mo cynmpoBomKyeTbcss a0 HE CYHNpPOBOIKYETHCS KPOBOTEYEIO, CIiJi PO3MIIHYTH AiarHo3

HaOyToi remodiii. [TanieHTH 3 MiATBEepIKEHUM AiarHo3oM HaOyToi reModinii NOBUHHI mepe0yBaTH

M HarisgoM JiKaps i OTpHMYBaTH BIANOBiJHE JIIKyBaHHS. 3aCTOCYBaHHS KIIOMIJOTPENIO CJIiJ

PUITAHUTH.

Hewo00aeno nepenecenuii ivieMiyHu iHCy1bm.

e [louamoxk mepanii.

- V mami€eHTiB i3 rOCTpHM MaiuM imemiyHuM iHCyJbToM abo TIA cepeqHBOro Ta BUCOKOTO PU3HKY

NO/BiiHY aHTHTpOMOOLUTAapHY Tepanito (knonigorpens Ta ACK) ciif po3noynHaTé He Mi3HilIe HiX

yepe3 24 TOMHY IiCJIs NOYaTKy MOJi.

- Hemae jgaHMX 100 CHIBBIJHOIIEHHS  KOPHUCTB-PH3MK  KOPOTKOCTPOKOBOI  IOJBIHHOI

AQHTHArPEraHTHOI Teparrii I Mali€HTIB i3 TOCTPUM MaJliM ilIEMiYHHM iHCYJIBTOM a00 MAIli€HTIB i3

TIA cepemHBOTO Ta BUCOKOTO PU3HKY 3 (HETpaBMaTHYHHM) BHYTPIIIHbOYEPETHUM KPOBOBUIUBOM B

aHaMHe3i.

- V nauieHTiB i3 HEMaJIMM iIIEMIYHUM 1HCYJIFTOM MOHOTEpAIi0 KIIOMIAOrpeeM CIIiJl pO3IIOYHHATH

TLIBKU Yepe3 7 JHIB MiC/Is M0YaTKy MO

o [layichmu 3 Hemanum iwemiyHum incynomom (NIHSS > 4).

Uepes BiOCYTHiCTHP JaHHX 3aCTOCYBaHHS TOJBIHHOI aHTUTPOMOOLMTAapHOI Tepamii He

pekoMeHIyeThCs (auB. po3ain «IlokazanHs»).

o Hewooasniti manuvi iwemivnuii incynem abo TIA cepeOHb020 ma 6UCOK020 pusuxky y nayieHmis,
O/ AKUX NOKA3AHO A60 NIAHYEMbCA IHMepBeHYitiHe 6MPYYAHHA.

Hemae naHux, 110 IATBEPIXKYIOTH JOLUIBHICT 3aCTOCYBaHHS MOJBIHOI aHTHArperaHTHOI Teparii

naimieHTaM, SKUM I0Ka3zaHa KapOTHIHA €HJapTepeKToMis abo BHYTPIIIHBOCYIAMHHA TPOMOEKTOMis,

abo mamieHTaM, SKHM IUIAHYEThCA TPOMOOJi3uC ab0 aHTHKOAryJsiHTHA Tepamis. Y IUX CHTyamlisx

0/IBil{Ha aHTHArperaHTHa Teparlis He peKOMEH/I0BaHa.

Lumoxpom P450 2C19 (CYP2C19).

Dapmakozenemuka. Y NalieHTIB i3 reHetnyHo 3HmKeHOI ¢yHkuieto CYP2C19 cnocrepiraeTses

MEHIIIa KOHIIEHTpAIlil aKTHBHOTO MeTaloJIiTy KJIOMIJOrpeNio y Iula3Mi KpoBi Ta MEHII BHPaKEHHH

AQHTUTPOMOOIMTApHUN e(DEKT IpH 3aCTOCYBaHHI PEKOMEHI0BaHHUX 103 Kiomigorpemo. Kpim Toro, y

HMX 3HA4YHO YacCTillle BHHHKAIOTh CEpPIEBO-CYIHHHI YCKIaJHEHHS micis iHpapKTy Miokapzaa

NOPIBHSAHO 3 MallieHTaMd 3 HopManbHUM (yHKIioHyBaHHSM CYP2C19. 3apa3 moctynHi TecTH Ui

Bu3HaueHHs reHotuny CYP2C19 namienTa.

OCKiJIbKH KJIOMIOTpeb MeTalOMi3yEThCS J0 CBOTO AKTHBHOIO METAOOJITY YacTKOBO MiJ JI€I0

CYP2C19, 3acTocyBaHHs mpenaparis, 0 3HIKYIOTh aKTUBHICTh IILOTO ()epMEHTY, HakiMOBipHiIIe,

npu3Bele OO0 3MEHIICHHS KOHIIEHTpalii akTHBHOrO MeTaboMiTy KJIOMIZOrpeNio B IUIa3Mi KpOBI.

KoiniyHe 3HaveHHs Ili€l B3a€MOJil He 3’scCOoBaHe, TOMY CIiJi YHHKATH CYIIyTHBOTO 3aCTOCYBAaHHS

noTyxHuX abo momipuux iHribiropiB CYP2C19 (auB. posnin «B3aemomis 3 iHIIMMH JTIKapChbKHUMHU

3aco0aMu Ta iHIII BUIU B3aEMOJIii»).

Ou4iKyeThbes, IO 3aCTOCYBaHHSI JIIKApChKHUX 3aco0iB, 1m0 iHAyKyIoTh akTuBHICTE CYP2C19, npussene

JIO TiJBUINEHHS PiBHS aKTHBHOIO METa0OJIITY KJIOMIJOrpeio B IUIa3Mi KPOBI Ta MOXeE ITiJBUIIUTH

pU3UK KpoBOoTedi. Sk 3amoOiXHHUH 3axif CiiJl YHHKaTH OJHOYACHOTO 3aCTOCYBaHHS CHJIBHHX

ingykropiB CYP2C19 (auB. po3nin «B3aemonis 3 IHIIMMH JIIKApCBKUMHU 3aco0aMu Ta 1HII BHJIU

B3aEMOJIII).

Cybcmpamu CYP2CS.

Cnin motpuMyBaTHCs OOEpEXHOCTI IIPH OJHOYACHOMY 3aCTOCYBAaHHI KJIOMIJOTPENIO 1 JIKapChKUX

3aco0iB, mo € cyoctparamu CYP2C8 (nuB. po3nin «B3aemozis 3 iHIIMMH JTiKapCbKUMH 3aco0aMHu Ta

1HIII BUJIM B3a€EMOJIii»).
Y3rofxeHo 3 MaTeplanaMm >
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Ilepexpecna peakmuenicms Midc micHONIPUOUHAMU.

ITamieHTiB CITii PO3NUTATH PO HASABHICTh B aHAMHE31 TiNepPUYyTIUBOCTI J0 TIEHOMIPUIUHIB (TAKUX SK
KJIOMIOTpeib, THKJIOMIINH, NpPacyrpelib), OCKITbKH HAIXOJMIHM IIOBIIOMJIEHHS IPO IEPEXPECHY
anepriro Mix TieHomipuauHamu (muB. po3min «[loGiudi peakuii»). 3acTocyBaHHsS TiE€HONIPHIWHIB
MOJXXE NPU3BECTH 10 BUHMKHEHHS IEPridHUX peakiliii BiI JErKoro A0 TSHKKOTO CTYINEHS, TaKUX 5K
BUCHMIIAHHS, aHrioeeMa, Ta/abo TreMaToNIOTiYHMX peakliif, TakuX SAK TPOMOOIMTOIEHIs 1
Hefitponenis. IamienTn, siki Manu B aHaMHe3i aneprivHi peaxiiii Ta/abo reMaToJOrivyHi peakiii Ha
ONMH TIEHOMIPHJIWH, MAIOTh MiJBHMINECHUH DU3MK PO3BHTKY Takoi * ab0 iHINOI peakmii Ha iHIII
TieHONpHIUHH. PeKOMeHIy€eThcss MOHITOPHHTI Ha HAsBHICTH O3HAK TiNEPYYTIIMBOCTI y TAIi€HTIB 3
BIJIOMOIO aJIEPTi€I0 Ha TIEHOIPHAUHH.

Iopywenns ¢hynxyii nupox.

TepaneBTuuHUi [IOCBiZ 3acTOCYBaHHS KJIOMIJOTPENIO IMAIliEHTaM i3 HHUPKOBOIO HEIOCTATHICTIO
oOMeXeHHH, TOMy TaKUM MallieHTaM IIpernapar CJiJ 3aCTOCOBYBAaTH 3 OOEPEXHICTIO (IHUB. pO3il
«Crocib 3acToCyBaHHS Ta J03H»).

Iopywenns ¢hynkyii nevinxu.

JlocBin 3acTocyBaHHS Ipenapary MallieHTaM i3 3aXBOPIOBAHHSMH MEYiHKHA CepeIHBOI TSKKOCTI, SKi
MOXYTh MaTH TreMopariqyHuii miare3, oOMmexeHwmil. ToMy TakuMm MamieHTaM KIIOMIZOTpeNb CIiJ
3aCTOCOBYBATH 3 00epexHicTIO (IuB. po3ais «Crocib 3acTocyBaHHS Ta I03U).

Honomidxcni pewosunu.

[Ipenapar MicTuTh nakto3y. [lamieHTaM 3 piIKMMH CHaJKOBUMH NpoOJIeMaMd HENEPEeHOCHMOCTI
rajlakTo3H, JIaKTa3HOI HEJIOCTaTHOCTI, ITF0OK030-TaJlaKTO3HO! MainbabcopOuii He ClIii 3aCTOCOBYBAaTH
JIJaHUH IIpemnapar.

[Ipenapar MICTUTH OJiI0 PUIMHOBY TiJIpOT€HI30BaHy, IO MOXE CIPUYHHHUTH pO3jaja LUTyHKa Ta
Japero.

Slkmo mamieHT 3a0yB NMPUHHATH 103y Ipenapary, i MHHYJO MeHme 12 rofuH micis IJIaHOBOTO
npuifoMy, pernapar HeoOXiJHO NPUHHATH SKHAWIIBHUIIIIE, MICJIA YOTO HACTYIHY J03Y CIIil IPUHHATH
BYacHO. SIKimo MuHys0 Oinbime 12 rOOWH — CIHiJ MPOMYCTHTH HMpUHOM 3a0yTol 03 1 NPUHHATH
BYACHO HACTYIMHY 103y npenapary. Henonmyctumo npuitMati noABiiHy 103y mpenapary.

[lin gac niKyBaHHS IpenapaToM He CIIiJ] BXXHBATH aJIKOrOJIb Yepe3 IiJABHIICHHS PU3HUKY LLTYHKOBO-
KHIIIKOBOT KPOBOTEY.

Ocobauei 3acmepedicenns w000 6UOANEHHS 3aNUUWIKI8 ma 8i0x00i6. Bylnb-sKuii HEBUKOPHUCTaHHH
npenapart abo BiIX0H MOTPIOHO 3HUIIUTH BiAIOBIAHO J0 MiCIIEBUX BUMOT.

3acmocysanns y nepioo eazimnocmi abo 200ys8anHs 2pyooio.

Bazimnicms. Yepe3 BiACYTHICTh KITIHIYHHUX JaHHX IIOAO 3aCTOCYBAaHHS KJIOIMIJOTPENIO y IEpiof
BariTHOCTI HE PEKOMEH/Iy€ThCS IIPH3HAYATH MperapaT BariTHAM )KiHKaM (3aCTepeXxHui 3axin).
Jocniqu Ha TBapuHaX HE BHSABHIM IPSMOro ab0 OMOCEPeIKOBAHOIO HEraTUBHOIO BIUIMBY Ha
BAriTHICTh, PO3BUTOK eMOpiOHa/II0/1a, MTOJIOTH Ta MOCTHATAIILHHN PO3BHTOK.

T'ooysanns 2pyoor. HeBioMo, 4i €KCKPETyeThCs KIIOMIZOTPENb y TPyAHE MOJIOKO, TOMY IIifl 4ac
JKyBaHHS IIpenapaToM royBaHHS IPYIO CIIiJI IPUITHHHUTH.

@Depmunvricme. Ilin yac mpocmipkeHs Ha 1ab0OpaTOpHUX TBapUHAX He OyJO0 BHSBJIEHO HEraTHBHOIO
BILTUBY KJIOIIIOTPEITIO Ha (ePTHIILHICTb.

30amuicme eénaueamu Ha weuoKicmv peaxyii npu KepyeawHi aemomparcnopmom abo iHwuMu
Mexauizmamu.

[lpenapar He BIuMBae abo0 Mae€ HE3HAYHWH BIUIMB Ha IIBHIKICTH peakiii NpH KepyBaHHI
aBTOTPaHCIIOPTOM a00 iHIIMMH MeXaHi3MaMu (IuB. po3ain «[ToGiuni peakiiin).

Cnoci6 3acmocygéanna ma 0o3u.
Hopocni ma nayienmu nimnvoeo 6ixy. Ilpenapar npusznayatu no 1 tabnerui (75 mr) 1 pa3 Ha no6y
HE3aJIe)KHO BiJl MpUHOMY 1XKi.

Y3rogxeHo 3 MaT
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[NamieHTaM 13 TrOCTPUM KOpPOHAapHHM CHHApoMoM 6e3 mimiiomy cermenTa ST (HecrabinbHa
creHokapais abo iHpapkT Miokapaa 6e3 3yous Q va EKI') nikyBaHHS KJIomigorpeaeM Ciil MOYMHATH
3 OAHOPa30BOi HaBaHTaXyBaibHOI 1034 300 Mr abo 600 mr. HaBantaxcyBasibHa fo03a 600 Mr moxxe
OyTH 3aCTOCOBHA Iali€eHTaM BiKOM JI0 75 pOKiB y pasi, Kojqu HeoOXiJHe 4epe3lKipHe KOpOHapHe
BTpy4aHHs (ouB. po3ait «OcoOmuBocTi 3acTocyBaHHs»). JIiKyBaHHS KJIOHiZOTpeNeM  CIuij
IPOJIOBXYBaTH 103010 75 mr 1 pa3 Ha noOy (3 anermicaiinumioBoro kuciororo (ACK) y mosi 75-
325 mr Ha n06y). Ockinbku 3actocyBaHHs Outbmn Bucokux 103 ACK mizBumrye pu3uk KpoBoTeui,
pexomenayeTbess He mnepeBuinyBatd o3y ACK 100 Mr. OntuMalibHa TpPUBAIICTh JIIKYBaHHS
dopMaTbHO HE BCTAaHOBJIEHAa. Pe3ynpTaTH MAOCHIIDKEHb CBigYaTh Ha KOPHCTh 3aCTOCYBaHHS
npenapary 10 12 micsimiB, a MakCUMaIbHUIE edekT crocTepiraBes uepe3 3 Micsii JiKyBaHHS (IMB.
po3ain «®apMakoIOriyHi BIaCTUBOCTI).

[MamientaM i3 rocTpuM iHdapkTOoM Miokapna 3 mijgiiomMoMm cerMeHTa ST KIIOmigorpens Ciuifg
npu3HavaTu 1o 75 mMr 1 pa3 Ha q00y, MOYHHAIOYH 3 OJJHOPa30BOI HaBaHTaXXyBaJIbHOI 103U 300 Mr y
komGinarmii 3 ACK, i3 3acrocyBaHHSAM TpOMOOJITHYHHX mpemnapariB abo 6e3 Hux. JlikyBaHHS
MaIli€HTiB BIKOM BiJ 75 poKiB Mo4nHaTH 0€3 HaBaHTAXYBAJIbHOI 103H Kiomigorpemo. KomGinoBaHy
Teparnilo CJIiJi MOYMHATH SKOMOTa paHillle MiC/s MOSBH CHMIITOMIB 1 NPOJOBXYBaTH HpUHAWMHI
4 twxui. Kopucts Bin 3actocyBanHs komOiHamii kiomigorpemo 3 ACK monax 4 THXXHI NpH LbOMY
3aXBOPIOBaHHI He BUBYAACA (IUB. po3ai1 «DapMakoIOriyHi BIACTUBOCTIY).

Hopocni nayichmu 3 TIA cepeonvbo2o ma 6uUCOKO20 CMyneHs pPusuky abo Manum iuemivHum
IHCYIbMOM

Jlopocni mamientd 3 TIA cepenHbOro Ta BHCOKOTO CTYNEHS PHU3UKY (MOKa3HMK 3a IIKAIOKO
ABCD2>4) a6o wmamum Il (mokasmmk 3a mkamoro NIHSS <3) mnoBuHHI OTpHMyBaTH
HAaBaHTAXyBaJIbHY 103y Kiomigorpemo 300 Mr, a moTiM NMPOJOBXKYBAaTH JIKYBaHHS 030K 75 MI
Kiomigorpemo oxuH pa3 Ha n06y Ta ACK y mosi 75-100 mMr omue pa3 Ha no0y. JlikyBanHs
kiomigorpeneM Ta ACK citii mounHaTté mpoTsrom 24 roIuH Micis MOl Ta MpoAOBXKYBaTH IIPOTArOM
21 1HS 3 MOJABIIOK AHTHATPETaHTHOI MOHOTEPAITI€I0.

[TauienTam i3 GiGpusIiero nepeacepIb KIOMAOrPeb 3aCTOCOBYBATH Y pa3oBiit 1000Bi# 1031 75 Mr.
Paszom i3 kiomigorpesnem ciin posmounHatu 3actocyBaHHd ACK (y mosi 75-100 mr ma no0y) ta
TIPOJIOBXXYBaTH HOTO.

¥V pasi mpomycky A03H:

— AKIO 3 MOMEHTY, KOJH MOTpiOHO OyJio mpuilMaTH 4YeproBy 103y, MHHYJIO MeHIe 12 roius,
HAIli€HTY CIIiJl HeraiHO MPHHHSATH MPONYIIEHY A03y, a HACTYNHY J03y BXE NPUHMATH y 3BUYHHMH
qac;

— SKIO MUHYJIO Oinblre 12 roauH, MalieHTy CiJ MPUHHATH HACTYNHY 03y y 3BUYHHH 4ac Ta HeE
II0JIBOIOBATH 103y 3 METOIO KOMIIEHCYBAaHHS IPOITYIIEHOT JO3H.

@apmarozenemuka. [Mommpenicts aneniB CYP2C19, ski CHpHYMHSAIOTH NMPOMIKHY Ta 3HHXKEHY
Mmertaboiuny aktuBHiCTE CYP2C19, 3a51exxuTh B pacoBoi/eTHIYHOI NpHHAIEXHOCTI. ONTHMaIbHHH
pexuM no3yBaHHs y ocib i3 nmocnabnenum MetabonizMmom CYP2C19 noku 1mo He BCTaHOBIICHHUH.
Hupkosa wnedocmammuicme. TepanmeBTHYHHMN IOCBiJ] 3acTOCYBaHHS IIpernapary Mali€HTaMm i3
HHPKOBOIO HEJIOCTATHICTIO 0OMeXeHHH (IuB. po3ai «OCOOIMBOCTI 3aCTOCYBAHHSY).

ITeuinkosa Hedocmamuicmy. TepaneBTHUHHM JOCBIX 3acCTOCYBaHHsS Ipenapary IallieHTaM i3
3aXBOPIOBAHHAMH MEYiHKHA CEPEIHBOI TSHKKOCTI 1 MOXIIMBICTIO BUHMKHEHHS T€MOpPAariyHoro Jiaresy
obmexenuit (muB. po3aist «OcoOIMBOCTI 3aCTOCYBAHHS).

Iimu.
Besneka Ta eeKTHBHICTh 3aCTOCYBaHHS KJIOMINOrpeio MiTsaM (BikoM 10 18 pokiB) He BCTaHOBIIEHI,
TOMY Mpernapar He CJIiJl 3aCTOCOBYBATH JITAM (IUB. po3ais «DapMaKoJIOriuyHi BJIaCTUBOCTI»).

Ilepeoosyeanna.
Cumnmomu: OZOBXEHHS 4acy KpOBOTEYi 3 MOAAIbIIAMH I'€éMOpariYHUMH yCKIIaTHEHHSAMH.

Y3rofxeHo 3 matepianam
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Jlixysanna: cumnroMaruuse. CreniaabHOro aHTHAOTY HeMae. [Ipu HeoOXiMHOCTI HeraiHoi KOpeKIii
MOJOBXKEHOI0  4acy KpOBOTe€Ui e(eKTH KIOMIJOrpela0 MOXHAa YCYHYTH TpaHcdysiero
TpOMOOIMTApHOT MacH.

Iob6iuni peaxuyii.

Kopomxuii onuc npoghinto 6eznexu.

Be3neka 3acTocyBaHHs KJIOIiorpeo nociuimkena y Ounpi Hix 44000 mamieHTIB, SKi B3SUIH Y4acTb
y KIHIYHEX TOCTiDKeHHX (3 HuX Oimpmme Hix 12000 ocib kypc JnikyBaHHS TpuBaB | pik i JOBIIE).
Kuiniugo 3Hagymi moOivHi fii, mo cnocrepiramucs y pociimkenasx CAPRIE xis kmomigorpemo y
1031 75 Mr Ha 100y 3arayioM Oyna nopiBHsHHOIO 3 aiero ACK y 1031 325 Mr Ha 100y He3alle)XHO BiJ
BiKY, CTaTl YU pacu XBOPHUX.

KpimM gaHux KIiHIYHHX JOCTiKEHb, BpaXOBYBAIHMCH CIIOHTAaHHI MOBIIOMJICHHS PO NMOOiyHI peakiii
IiJT Yac 3aCTOCYBaHHS Mpernapary y KIiHiYHIi IpaKkTUII.

KpoBoteya Oyna HaMmoOmMpeHINoOw MOOIYHOK peakli€r, IO crocTepiranacs SK y KIHIYHHX
JIOCII/DKEHHSAX, TaK 1 Y MOCTMapKETHHIOBOMY IEpiOi, I Yac SKHX BOHA HaifyacTillle BUHHKaIA y
HEpIINAi MiCAIb JIIKYBaHHS.

YV nocnijpkenri CAPRIE y namieHTiB, siki 3acrocoByBaimu kiomnigorpens abo ACK, 3aranpHa yacToTa
KpoBoTeui cTaHOBHIIA 9,3 %. YacToTa BUHUKHEHHS TSDKKHX BHIIAJKiB KpOBOTEY Oys1a OIHAKOBOKO ISk
kionigorpemo Ta ACK.

Y nocrnimpkenai CURE He crioctepiraiocst 301IbIIIEHHS YaCTOTH BUHUKHEHHS BEJIMKMX KpOBOTEY IIPH
3acTocyBaHHi KoMOiHamii kmomigorpens + ACK ympomomx 7 mHIB Micis NpOBEJEHHS omeparii
AOPTOKOPOHAPHOTO UIYHTYBAaHHS Y MALi€HTIB, SKi MPUIWHWIN JIIKyBaHHS OULTBIN HiX 3a 5 OHIB 10
XipypriuHoro BTpy4aHHs. Y MAIl€HTIB, SIKi MPOJIOBXKYBAJIH JIIKyBaHHS MPOJOBXK 5 JHIB 10 oneparii
AOPTOKOPOHAPHOTO IIYHTYBAaHHS, YacTOTA BUHMKHEHHS IbOrO SBUINA cTaHOBWia 9,6 % y rpymi
kiomigorpens + ACK Ta 6,3 % y rpyni miane6o + ACK.

YV nocnimkenni CLARITY cnocrepiranocs 3arajibHe MiJIBUIIEHHS YaCTOTH BUHUKHEHHS KPOBOTEY y
rpymi, sika npuitMana kiaomnizorpens + ACK, nopiBHsHO 3 rpynoro, sika orpuMyBaia miane6o + ACK.
YacroTa BHHUKHEHHS BEJIHMKOi KpoBoTedi Oyma momiOHo0 B o0ox rpymax. L{s Benuumna Oyia
CTIMKOI0 y miArpymnax Mami€HTiB, IO BiAPI3HMIMCS 3a MOYATKOBUMH IapaMeTpaMH i THUIIOM
¢ibpuHOTITHKA a00 remapuHOTEparmii.

V. nocmijpkenni  COMMIT 3aranpHa 4YacToTa BHHHKHEHHS BENMKHMX HerepeOpanbHHX abo
1epeOpaTbHUX KpoBOTEY OyJia HU3BKOIO 1 MOII0HOI0 B 060X rpymnax.

YV pocnimkenni ACTIVE-A yacToTa BUHHKHEHHS BEJMKHX KpOBOTed Oysia BHINOIO Y IpymHi, sKa
orpumyBaia kiomnigorpens + ACK, nopiBHsHO 3 rpymnoro, sika orpuMysaina miaanebo + ACK (6,7 %
npotH 4,3 %). B 000x rpynax Bemuki KpoBoTeui Oy/M mepeBakHO eKCTpaKpaHiaJIbHOrO MOXOKEHHS
(5,3 % y rpyni xnomigorpens + ACK, 3,5 % y rpymni muane6o + ACK), B OCHOBHOMY ILIYHKOBO-
kumkoBi kposorewi (3,5 % mporu 1,8 %). Cnocrepiramocss 30iMbIIEHHS KUIBKOCTI
BHYTpIIIHbOYEPETHUX KPOBOTeY y rpyni kiomnigorpens + ACK nopisasHO 3 rpynoro mianeto + ACK
(1,4 % uporu 0,8 % BiamosigHO). MixKk UMK rpyraMu He OyJIO BUSBJIEHO CTATHCTHYHO JOCTOBIPHOT
Pi3HHMIII Y YaCTOTI BUHUKHEHHS JieTalbHuX kpoBored (1,1 % y rpyni knomnigorpens + ACK ta 0,7 % y
rpyni wiane6o + ACK), a Takox remopariudoro incynsty (0,8 % ta 0,6 % BinnosigHo).

Y nocnimpkerHi TARDIS, mnamieHTH 3 HEIOJaBHO IIEPEHECEHHM IIEMIYHHM iHCYJIbTOM, SKi
OTPUMYIOTH IHTEHCHBHY aHTUTPOMOOIMTapHy Tepamilo 3 TphOX JiKapchbkux 3acobiB (ACK +
KJIOMigorpens + JUIIpHAaMOJI) MaId HaJAMIpHI KpPOBOTEUi Ta KpPOBOTEUI TSDKKOTO CTYHEHS Y
NIOPiBHSAHHI 3 MOHOTeparier kiomigorpeneM abo kombOinaniero ACK i munipumamolry (CKOpHrOBaHO
saransHe BIII 2,54, 95 % I 2,05-3,16, p < 0,0001).

[To6iuni peakuii, sKi cmocTepirajucs mHig 4Yac KIHIYHHX AOCHIIDKeHb abo IpH 3acTOCYBaHHI
JKapChKOro 3aco0y y KIIHIYHIM NpakTHIl 3a JaHUMH CIOHTAaHHHX ITOBiIOMJIEHb, HABEIECHO Y
tabmuii Huxkde. [ToGiuni peakii po3nonineHi 3a cucremoro «Opran-Kiacy, actoTa iX BAHUKHEHHS
BH3HAYeHa TaKHUM YHHOM: 4acTo (Bixg > 1/100 mo < 1/10), mewacro (Big > 1/1000 mo < 1/100), piako
(Big > 1/10000 mo < 1/1000), myxe pinko (< 1/10000), yacrora HeBimoma (HE MOXKHA OLIHUTH 3a
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HasiBHUMH JaHUMHM). J[Is KOXKHOTrO KJlacy CHCTEMH OpraHiB moOiuHi epeKTH 3a3HaueHi y MOpPSIKY
3HHKEHHS iXHBOI CEpHO3HOCTI.

KpoB 1a niMmdparnyna cucreMa.

Heuacmo: TpoMOoIUTONEHIS, IEHKONIEH]sI, €03HHODLTis.

Pioxo.: HEUTpOIIEHisl, BKITIIOYAIOYH TSHKKY HEUTPOIIEHIIO.

Iyowce pioko: tpombotruuHa TpoMmOormroneniuna mypmypa (TTII) (muB. posmin «OcobmuBocTi
3aCTOCYBaHHS»), alUIACTUYHA aHEMis, MAHIUTOIEHIS, arpaHyJIOIMTO3, TSHKKa TPOMOOIMTOIEHIS,
IpaHyJIOIMTOICHis, aHeMis, Ha0yTa reModimist A.

CeplieBi NOpPYIIEHHS.

Yacmoma nesiooma: cuuapom Kynica (BazocracTuyHa ajepriyHa CTEHOKap/Iis/anepriunui iHpapKT
MiOKap/ia) y KOHTEKCTi peakilii rinepuyTIMBOCTI 10 KJIOIiIOTPeIIIo.

IMyHHa cucTeMa.

Hyance pioko: cMpoBaTKONONIOHU# CHHIPOM, aHa(iakToinH/anadiTaKTHYHI peakKiii.

Yacmoma nesiooma: TIepeXpecHa TiNepuyTIUBICTh MiX TIEHOMIpHAUHAMH (TaKUMH SIK THKJIOMIIMH,
npacyrpeins) (1uB. po3aina « OcoOIuBOCTI 3aCTOCYBaHHSY);

iHCY/TiHOBMH ayTOIMyHHH CHHIPOM, SKMH MOXeE MPH3BECTH IO TSKKOI rimoriikemii, ocobamBo y
namienTis i3 miarumom HLA DRA4 (vacrimie B STOHCHKiH MOMyJIsLii).

[cuxivHi MOpPYIEHHS.

Hyaice pioko: TaTIONMHALIT, CIUTYTaHICTh CB1IOMOCTI.

Hepsoga cucrema.

Heuacmo: BHYTpiIHbOYEpENHi KpoBOoTedi (y HESKHX BHIAAKaX — 3 JIETAIBHUM HAaCIiJKoM),
rOJIOBHHI OiJb, MapecTe3is, 3aI1aMOPOYECHHS.

Hyoice pioko: 3MiHa CMaKOBOTO CIIPUHHSTTS, areB3isl.

Opranu 30py.

Heuacmo: xpoBoTe4a B JUISHKY OKa (KOH IOHKTHBAIbHA, OKYJIIPHA, PETHHAJIbHA).

Opranu ciiyxy Ta BecTUOYJISIpHUH anapar.

Pioko: Bepturo.

CynuHHI po3Jajiy.

Yacmo: reMaToma.

yaice pioko: TSXKa KpOBOTedYa, KpOBOTEYa 3 OIepaliiHol paHH, BaCKYJIiT, apTepiaibHa riloTeH3is.
PecmipaTopHi, TOpakajibHi Ta MEIiaCTHHAIBHI IIOPYIICHHS.

Yacmo: HOCOBa KPOBOTEYA.

yoice pioko. KpOBOTeYi 3 AMXATBHHUX IUIAXiB (KpOBOXapKaHHS, JIEr€HeBi KpoBoTeui), GpoHX0CHasM,
iHTepCTHI[iATbHHI ITHEBMOHIT, €03HHO(DITbHA THEBMOHIS.

TpaBHu# TpaKT.

Yacmo: NUTYHKOBO-KHIIIKOBI KPOBOTEYi, Jiapest, aboMiHATbHUH O11b, AUCIIENCIS.

Hevyacmo: BWpaska NUTyHKa Ta ABaHAMIATHNATO! KUIIKM, IacTpUT, OJIOBaHHA, HYJOTa, 3aIop,
METEOPH3M.

Pioko: peTrponiepUTOHEAIbHUN KPOBOBUJIMB.

Iyoce pioko: ULUTYHKOBO-KHIIKOBI Ta pETPONEPUTOHEATbHI KPOBOTEYi 3 JICTAIBHUM HACIiJIKOM,
MAaHKPEaTHT, KOJIT (30KpeMa BHpa3KoBHit a00 JTiM¢pOLUTapHHIT), CTOMATHT.

['enaro6iniapHa cucrema.

Hyoice pioko: ToCTpa TIIEYiHKOBa HENOCTATHICTh, TIENATUT, AHOMAJbHI pe3yJNbTaTH IOKAa3HHKIB
GyHKIIT TeYiHKH.

[IIkipa Ta miuuKipHa KJIiTKOBHHA.

Yacmo: niqMKipHANR KPOBOBHJIHB.

Heyacmo: Bucur, cBepOiX, BHYTPIIIHBOIIKIPHI KPOBOBHJIMBH (IIypIlypa).

Hyoice pioxko: Oynbo3HI JepMaTHTH (TOKCHYHHIA emiepMaJbHUH Hekpoui3, cuHapoM CriBeHca-
JIkoHCOHa, My TTH(GOPMHA €pUTEMA, TOCTPUM reHepalli3oBaHUM ex3eMaTo3Hui nyctynso3 (AGEP)),
AHTIOHEBPOTHYHHI HaOpSK, epuTeMaTo3HUil abo ekcoaiaTUBHUI BHCHI, KPONHB’SHKA, CHHIPOM
MEIMKAaMEHTO3HOI TilepYyTIMBOCTI, MEIUKAMEHTO3HHU BHCHUII 3 €03MHO(DLIIEI0 Ta CHCTEMHHMH
nposiBaMu (DRESS-cunapom), ekzeMa, 4epBOHUH IJIECKAaTUH JIHIIAH.




PenpoaykTuBHA cHCTEMa Ta MOJIOYHI 3aJI03H.

Pioko: rinekoMacTis.

KicTkoBO-M’S30Ba cucTeMa, CIOTYYHA TKAaHHHA Ta KiCTKOBI [MOPYIIIEHHS.

yoice pioko. M’S130BO-CKEJIETHI KPOBOBUJIMBH (TeMapTpoO3), apTPUT, apTpaIrisi, Miajris.
Hupku Ta ceuyoBUIIbHA CHCTEMA.

Heyacmo: remarypisi.

youce pioko: rnomepynoHeGpUT, MMiABUIIEHHS PiBHS KPEaTHHIHY B KPOBI.

3arajibHi NOPYIIEHHS.

Yacmo: KpoBOTEYA B MICIi IMyHKIL].

yoce pioxo. rapsdka.

JlaGopaTopHi JIOCHiIDKEHHS.

Heuacmo: I0OI0BXXEHHS 4acy KpOBOTEYi, 3HIKEHHS KiJIbKOCTI HEUTPOLIiB 1 TPOMOOIIUTIB.

[loBiioMIeHHS PO MiA03prOBaHi MOOiYHI peakirii

[ToBimoMieHHs mpo MOOIYHI peakilii Micls peecTpariii JIIKapchbKoro 3aco0y Ma€ BaXKJIMBE 3HAYEHHS.
Ile mae 3MOry NpOBOJWTH MOHITOPUHI CIIiBBiHOIICHHS KOPHUCTH/PU3HMK IIPH 3aCTOCYBaHHI I[OTO
JiKapcekoro 3aco0y. MenuynuM Ta GapMalleBTUYHUM IpalliBHUKaM, a TaKOX MalieHTam abo iXHiM
3aKOHHUM TpPEACTaBHUKAM CIIiJ] TIOBIIOMIITH MPO YCi BUIAJKH IiZ03PIOBAHUX MOOIYHUX peakiil Ta
BIZICYyTHOCTI €(eKTHBHOCTI JIIKapChKOro 3aco0y depe3 ABToMaTH30BaHy iH(opMmarliiiHy cucremy 3
bapmaxoHnarsy 3a nocunaHHsaM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 2 poku.
He 3acTocoByBaTH Miciisl 3aKiHUEHHS TEPMiHY NIPHIATHOCTI, BKA3aHOTO Ha YIaKOBIIL.

YmoBHu 30epiranus.
B opurinanpHiii ynakoBui nmpu temmneparypi He Buie 25 °C.

36epiraTé y HEAOCTYITHOMY IS TiT€H MicIli.

YnakoBka.
ITo 10 Tabnerok y Gaictepi, mo 1, 3 abo 6 GiictepiB y mavii.

KaTreropis Binmycky. 3a penenrtom.
Bupo6Huk.
[Ty6niuyne akuioHepHe ToOBapucTBO «HaykoBo-BUpOOHMYHMH 1eHTp «bopiIariBCbkui XiMiKo-

(bapMalneBTHYHUH 3aBOIY.

Micue3HaxokeHHsI BUPOOHHKA Ta Horo agpeca Micus NpoBaKeHHs AislIbHOCTI.
Vxpaina, 03134, m. Kuis, Byn. Mupy, 17.

JlaTa ocrannboro neperasiny. /3 /4. 020,%

) Jlaer

Y3rogxeHo 3 matepianamu
peecTpayinHoro AocLe
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