IHCTPYKIIA

OIS MEIUYHOT'0 3aCTOCYBaHHS JIIKapCHKOr0 3acCo0y

KJIOIIITOTPEJIb 3EHTIBA
(CLOPIDOGREL ZENTIVA)

Cknao:

0itoua pe4oB8uHda: KIIOMiIOTPeb;

1 TaGneTkKa MiCTUTH KJlomiforpesto 6ecunary eKBiBaJIeHTHO KJIOMIIOTPeio 75 MT;

0onoMmidcHI peyo8uHU: LIeTI0103a MiKpoKpucTaniuia; MaHiT (E 421); rifpoKCUIPOIiNIIenion03a;
KPOCIIOBIIOH; KACJIOTa IMMOHHA, MOHOTIOpaT; mojietuneHritikons 6000; KucioTa cCTeaprHOBA; TAJIbK;

naiekosa ob6os10Hka Onampai II Poxxesuii 32K14834: rimpomesno3a (E 464); makTo3a, MOHOTiIpaT;
3ani3a okcup yepBouui (E 172); tpuanetus (E 1518), Tutany miokcug (E 171).

JIikapcbka ¢opma. TabneTKu, BKPUTI ITiIBKOBOIO 060JI0HKOIO.

OcHosHi (pizuko-xiMiuHi 81acmusocmi: TaONeTKH KPyTJiol (opMU 3 JBOOIYKJIOI0 IIOBEPXHEI0, BKPUTI
TTiIBKOBOIO 000JIOHKO0 POKEBOTO KOJILOPY.

®apMakKoTepaneBTUYHa Irpyna.

IuribiTopu arperatiii Tpom6ouuTis, Kpim remapuny. Kog ATX BO1A C04.

dPapmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3M pii. Knomigorpenb ceneKTUBHO NPUTHIUYE 3B’93yBaHHS afgeHo3uHgudocdary (AID) 3
PelenTopoM Ha IOBEPXHI TPOMOOIIMTa Ta MOfdaibIny akTuBalio koMmmiekcy GPIIb/IIIa mig miero A® i
TAKUM YMHOM IIPUTHIYYye arperanito TpoMOouTiB. [I71s1 yTBOPeHHS aKTUBHOI iHTi6imil arperariii
TpoMOouUTiB He0OXigHa GioTpaHchopMallis Kiomigorpesio. Kinomigorpenb TakoxX MpUTHIYYE
arperatiiito TpoMOOIUTIB, iHAYKOBaHY iHIIMMHU aroHiCTaMu, IIJITXOM OJIOKYBaHHS MigBUIIEHHS
aKTHBHOCTI TpoMmOGonuTiB BuBinmbHeHUM AJ]®. Knomigorpenb Heo00poTHO MOmudiKye

All®-penenTtopu TpoMOOIUTIB. OTKE, TPOMOOIUTH, III0 BCTYIUIN ¥ B3aEMOIII0 3
KJIOMigorpesieM, 3MiHIOIOThCS [0 KiHIIS iX JKUTTEBOTO IUKITy. HopMasnbHa QYyHKIISE TPOMOOLUTIB
BiTHOBITIOETHCS 3i IIBUAKICTIO, IO BigIIOBiIa€ MBUAKOCTI OHOBJIEHHS TPOMOOIIUTIB.

®apmakonuHaMiuHi edeKTH. 3 IEPIIOTO [AHS 3aCTOCYBAHHS Y IOBTOPHUX J000BUX J03aX 75 MT
Ipernapary BUSIBIIIETHCS CyTTEBe ynoBinbHeHHS All®-iHOyKoBaHOI arperartii TpombouuTis. Lis mist



IIPOTPECUBHO MOCUTTIOETHCS i cTabinmi3yeTbes Mixk 3 i 7 gasimu. I[Ipu cTabinbHOMY CTaHi cepepHii

piBeHb MPUTHiIYEHHS arperatii mig mgiero mo6oBoi go3u 75 Mr ctaHoBUTH Big 40 mo 60 %. Arperarris

TPOMOOUMTIB i TPUBAIICTE KPOBOTEUI ITOBEPTAIOTHCS 10 IIOYATKOBOT'O PiBHS ¥ CEPeNHbOMY dYepes
O [IHIB MiC/d IPUNMHEHHS JIIKyBaHHS.

KniniyHa ebeKTUBHICTh Ta Ge3neka. be3neky Ta eeKTUBHICTL KIIOMigOTPeIiO OLiHIOBaIN Y I’ ITH
IIOMBIMHUX CIIINUX JOCTIIKEHHIX, V AKUX B34 y4acThb noHaf 88000 malfieHTiB: OCTiIXKEHHS
CAPRIE - nopiBHSIHHS KJIOMiAOTPENIO 3 aneTuncaninunoboo kucaoToo (ACK), i mocmigxkenuss CURE,
CLARITY, COMMIT Ta ACTIVE-A, 1o mopiBHIOBanu Kiomigorpens i nnane6o, o6upea B KoMOiHarii 3
ACK Ta iHIIIOIO0 CTaHAAPTHOIO Tepali€w.

IndapkT Miokapga (IM), iHCYIbT, 1110 CTANKCS HellloaBHO, a60 BCTAHOBIEHE 3aXBOPIOBAHHSA
nepudepuunux aprepiti. Y gocnigxenus CAPRIE 6yno Bkmoueno 19185 xBopux Ha
atepoTpoM003, TPOSIBOM SIKOTO OYB HellofaBHiM iHpapKT MioKappaa (< 35 mHiB ToMYy),
HeIlloMaBHiM imeMiuyHu# iHCYynbT (Bim 7 gHiB M0 6 MicsIliB ToMy) abo BCTaHOBIEHE
3axBOPIOBaHHS nepudepuunux aprepiut (3I1A). INauientu Oynu paHOOMi30BaHi s
OTpPUMaHHA Kiomigorpesto mo 75 mr/mody abo ACK 325 mr/go0y, micns 4oro BOHU
nepeOyBajy Iif crocTepexkeHHsM Bif 1 go 3 pokiB. Y miprpymi iHpapkTy Miokapaa OinbiicTh
natieHTiB orpuMmyBanu ACK y mepitri KinbKa AHIB Mic/is pO3BUTKY iHGapKTy MioKapza.

Krnonigorpens nopisasHO 3 ACK [OCTOBIpHO 3HUKYBaB YaCTOTY PO3BUTKY HOBUX illIeMiYHUX IIOMiN
(kombiHOBaHa KiHIIeBa TOYKa, sSKa CKnagasnacs 3 iHpapKTy Miokappa, illleMiuHOTro iHCYIbTY i
JleTabHOT0 HAcHifaKy). [Ipu npoBegeHHi aHami3y BiATIOBIAHO [0 IPHU3HAYEHOTO Ha II0YaTKy
[OCIiAXKEeHHS JIiIKyBaHH criocTepiranocsa 939 nogiu y rpymi knonigorpento i 1020 nopis y rpyni ACK
(BigHOCHE 3HMXKeHHS pu3uky (B3P) 8,7 %, [95 % [I: 0,2-16,4]; p=0,045). To6To Ha KOXKHi

1000 marienTiB, sKi JmiKyBanucs 2 poku, gogatkoBo go 10 [[II: 0-20] nauieHTiB
YHUKAaJI1 PO3BUTKY HOBOI illleMidHOl 1Mofil. AHami3 3arajabHOl JIETaIbHOCTI IK BTOPUHHOI KiHI[EBO1
TOYKHY He BHSBUB 3HAYHUX BiIMIHHOCTEW MiXK Tepami€et knomigorpemneM (5,8 %) i ACK (6 %).

AHaumi3 migrpymn 3a BiglOBigHUMY 3aXBOPIOBaHHAMH (iH(QapKT MioKappa, imeMiuyHui iHCynbT i 3T1A)
II0Ka3aB, IT10 HauOinbIuil epekT (I10 JocsAraB CTaTUCTUYHOI JocTOBipHOCTI mpu p=0,003)
crocTepirascs y naiieHTi i3 3[TA (oco0nuBO y THX, XTO NepeHic iHpapKT Miokapaa) (B3P= 23,7 %;
II: 8,9-36,2), Mmenmmi epekT (110 JOCTOBIpHO He Bigpi3HABCS Bixm edekty ACK) Manu maljienTu 3
incynetom (B3P=7,3 %; [I: -5,7-18,7 [p=0,258]). Y mairieHTiB, BKII0YEHUX Y HOCTiIXKEHHS, SKi
HeI[0JaBHO TTepeHecIy iHpapKT MioKap/a, BIIUB KJIOMIIOIPeIio 3a YHCeIbHUMH IT0Ka3HUKaMu OYB
MEHIIINM, ajie IIpY LbOMY BiH CTaTUCTHYHO OOCTOBIPHO He Bifpi3HABCA Bif BinuBy ACK (B3P= -4 %;
OI: -22,5-11,7 [p=0,639]). Kpim Toro, anani3 miarpyn XBOpUxX pPi3HOr0 BiKy CBIAYUTSH, 110
CIOPUATINBUN e(PeKT KJIONifOrpesio y MallieHTiB BiKOM Bif 75 poKiB OyB HUXKYUM, HiXK y Talli€HTIB
£ 75 poxkis.

Ockinbku oTyKHiCTh gochimxkenHss CAPRIE He Oyra JoCTaTHBOIO, 11100 OIiHUTY e(PeKTUBHICTD OIS
OKpPEMUX MIATPYII, 3a/IUIIa€ThCA HE3PO3YMIIUM, UM [iliCHO iCHYIOTh BifMIiHHOCTI Y BiTHOCHOMY
3HUKEHHI PU3UKY OJIS XBOPHUX i3 Pi3HUMHU 3aXBOPIOBaHHSIMHU, YU Pi3HUIA Oyla BUMAAKOBOIO.

Cocrpuit koponapuuit curnpoM. Y pociipxkenHss CURE Oyro BkimodeHo 12 562 marmienTu 3
TOCTPUM KOPOHapHUM cuHApPoMoM 6e3 mimitomy cermenTa ST (HecTabinbHa cTeHOKapmis abo
indapkT Miokapaa 0e3 maTonoriyHoro 3yo1s Q), B SKMX 3a OCTaHHi 24 TOOWHU CIIOCTEPIiraBcs
Hanap 0051t0 B rpynsax abo cumMntoMu imemii. Y martienTiB 6ynu 3minu Ha EKT, 110 cBig4aTth
IIPO HOBY ileMito abo MigBUIIIEHHST aKTUBHOCTI cepiieBux GpepMeHTiB abo TpomoHiny I yu T
MiHIMyM y[IBi4i TOPiBHSHO 3 BUIIOI0 MeXKeI0 HOPMHU. XBOPi Oynu paHAOMi30BaHi A7
OTPUMAaHHS KJIOMigorpesio (HaBaHTaxyBanbHa mo3a - 300 mr, moTim - 75 mMr/moby, n=6259)



abo nnauebo (n=6303), obuasa y komOiHairil 3 ACK (75—325 mr 1 pa3 Ha go0y) Ta iHIIIOH0
CTaHOAPTHOIO Teparielo. TpuBamicTh NikyBaHHS Oyna mo 1 poky. YV mocmigxkenui CURE 823
(6,6 %) malieHTH OTPUMYBAJIK TaKOXK CYIYTHIO TEPAIil0 aHTarOHiCTOM TJIIKOIPOTEIHOBUX
penenrtopiB GPIIb/IIla. Binbm Hix 90 % malieHTiB OTPpUMyBaJid renapuHu. Taka CymyTHS
Tepalis CTaTUCTAYHO JOCTOBIPHO He BIIJIMBajia Ha BiTHOCHY 4aCTOTy BUHMKHEHHS KPOBOTEY
IIpH JIiKyBaHHI KiomigorpeneM i miare6o. KinbKicTh maIfi€eHTiB, sIKi HOCSATIN TEPBUHHOI
KiHIIeBOI TOYKU [cepueBo-cymurHa cMepTHIicTh (CCC), iHpapkT miokapaa (IM) abo iHCymbT],
cranoBuna 582 (9,3 %) y rpymni knomigorpemnto i 719 (11,4 %) - y rpymni nnane6o. BigHocHe
3HUXKEHHS Pu3uKy cTaHOBuUJO 20 % (95 % [OI 10-28 %; p=0,00009) gns rpynu
knomigorpernto (17 % - mpu KOHCEpBAaTUBHOMY JIiKyBaHHI, 29 % - SKII[0 NallieHTaM
IIPOBOJIMIIM Yepe3 MIKipHY TPaHCIIOMiHaIbHY KOPOHAPHY aHTiOMmIacTuKy 3 abo 0e3
BCTaHOBJIeHHA cTeHTa i 10 % - K110 IM TPOBOOUIIA aOPTOKOPOHapHE IIyHTYBaHHS).
[TonepenxeHHS PO3BUTKY HOBUX CEPLIEBO-CYOUHHUX MOl (IepBUHHA KiHIIEBa TOYKA)
BinOyBanocs 3 BiTHOCHUM 3HUXKEHHSIM PU3UKY, siKe cTaHoBuno 22 % (IOI: 8,6-33,4), 32 % (II:
12,8-46,4), 4 % (OI: -26,9-26,7), 6 % (OI: -33,5-34,3) i 14 % (OI: -31,6-44,2) y
nepiogu 0—1, 1-3, 3—6, 6-9 i 9—12 wmicauis mocnmigkeHHs BigmosinHo. ToOTO
yepe3 OinbIl HixK 3 MicsIli TiKyBaHHS CIIPUATINBUM eeKT, 1110 CIIOCTepiraBcs y Irpyii
knonigorpesns ACK, GinbIlle He 3pOCTaB, a pU3UK KPOBOBUJIUBIB 3a/IUIIABCS (OUB. PO3MiN
«Oc0bIMBOCTi 3aCTOCYBaHHS»).

3acTocyBaHHS Knomigorpento mif yac gocnigxkenHs CURE 3uuxkyBano notpedy y 3aCTOCyBaHHI
TpoMOoniTuunol Tepamnil (B3P=43,3 %; [II: 24,3—-57,5 %) Ta iHrib6iTopiB rIiKONpPOTEIHOBUX PELETITOPIB
GPIIb/IlIa (B3P=18,2 %; OI: 6,5-28,3 %).

KinpkicTh malrieHTiB, gKi mocsarnu KoMOGiHOBaHOI IepBUHHOI KiHIeBol Touku (CCC, IM, iHcynbT abo
pedpakTepHa imemist), cranoBuna 1035 (16,5 %) y rpyni knomnigorpemnio i 1187 (18,8 %) y nnare6o-
rpymi. BifHOCHe 3HUKeHHS PU3UuKy cTaHOBUIO 14 % (95 % [OI 6-21 %, p=0,0005) y rpymi
Kyonigorpeno. Takuii epekT OyB 30e06iNbIIOr0 3yMOBIEHNY CTaTUCTUYHO 3HAUYIIUM 3HUKEHHAM
yacToTy BUHUKHEHHS IM [287 (4,6 %) y rpymi knomigorpento i 363 (5,8 %) y rpymi nnane6o]. 3Minu
YaCTOTH IMOBTOPHUX I'OCITiTasni3aniil 3 mpuBony HecTabilbHOI CTeHOKapAii He criocTepiranocs.

PesynbTaTu, ofepKaHi y rpymnax MalieHTiB i3 pisHUMU XapaKTepuCTUKaMu (HampuKiaj, HecTaOinbHa
cTeHokapmis abo IM 6e3 matonorigynoro 3y0ms Q, piBeHb PU3UKY Bif HU3BKOT'O 0 BHCOKOTO, miaberT,
HeoOXiHiICTh peBacKyspu3allii, Bik, cTaTh), 30iranucs 3 pe3yabTaTaMy IIePBUHHOTO aHai3y.
30KpeMa, JomaTKoBuY aHami3 2172 marienTiB (17 % Big yciel rpynu nanientiB CURE), skum 6ymio
BcTaHoBneHo cTeHT (PCI-CURE), moka3as, 1110 Ipu JIiKyBaHHi KJIOMigorpesieM, IIOPiBHSIHO 3 11a1e0o,
crioctepiraeTecs 3Hauyule B3P (26,2 %), 110 CBigYUTh HAa KOPUCTH KJIOMIAOTPEIIO ¥ OoNepeIKeHH1
PO3BUTKY NepBUHHOI KiHlleBol Touku (CCC, IM, iHCynbT), a Takoxk 3HauyIe B3P (23,9 %) ons mpyroi
KoMOiHOBaHOI mepBUHHOI KiH1eBoi Touku (CCC, IM, incynbT abo pedpakTepHa imemis). binbie Toro,
npodinb 6e3meKu KIIOMioTpesIo v il MiArpyi maiieHTiB He BUKJIMKAE HiTKUX 0COOIUBUX
3ayBaxkeHb. TaKUM YMHOM, pe3yabTaTU JOaTKOBOTO aHali3y I'PyIH MallieHTiB 36iratoThcs 3
pe3ynbTaTaMy BChOTO [OCTiIKEHHS.

Cropusitnusuil eekT KIIomigorpento 0yB NpogeMOHCTPOBAHUY He3aleXHO BiJ] OTPUMaHHSI
HEeBiIKJIagHOTO Ta OBTOTPHUBAJIOTO JIiKyBAHHS iHIIUMHU CEePLEBO-CYOUHHUMU 3aco0aMu (TaKUMU 5K
relnapyH/HA3bKOMOJIEKYISIPHUY TellapuH, iHribiTopu riikonpoTteinoBux penentopis GPIIb/IIa,
ninmigo3HuXKyBanbHi mpenapaty, B-6okaTopu Ta inridiTopu AII®). EGeKTUBHICTE KIIOMiZOrPesto He
3anexara Big go3u ACK (75—325 mr 1 pa3s Ha no0y).

Y marienTis i3 roctpum IM 3 mipiiomom cermenTa ST ouintoBanu 6e3neky Ta eheKTUBHICTh



KJIOMiZOTPEsIio Y ABOX PAHOOMi30BAaHMX IIaIle00-KOHTPOIbOBAHUX MOOBIMHUX CITIMUX JOCTIIXKEHHIX
CLARITY i COMMIT.

Y mocnigxennss CLARITY 6yno BkimoueHo 3491 namieHT, y IKUX IPOTSATOM OCTaHHIX 12 rogus
BinOyBcs IM 3 mipitomoM cermenTa ST i Oysa 3amiaHoBaHa Tepanis TpOMOOITUYHUME 3aC00aMHU.
[MauienTu omepkyBanu kKnomigorpens (300 Mr HaBaHTaXKyBaAJIbHOI 103U, IIOTIM - IO 75 Mr/mo0y,
n=1752) abo nnamebo (n=1739), obunsa - y kombiHariii 3 ACK (HaBaHTaxyBajbHa 034 -

150—-325 mr, micns 4oro - nmo 75—162 mr/mo6y), GiOpuHOMITUYHUM aTeHTOM Ta y pa3i HeoOXiIHOCTI -
3 remapuHOM. [Tomarnbiiie criocTepexkeHHs 3a namieHTamu TpuBano 30 gHiB. [IepBUHHOI KiHIIEBOIO
TOYKOI0 OyJia OKJTI03is 1OB’3aH0i 3 iH(papKTOM apTepii, BUsBJIeHA Ha aHTiorpaMi mepes BUMKUCKOO 3
KJTiHIKH, TeTalIbHUN HACTigoK abo perunus IM mepeq mpoBedeHHSIM KOPOHAPHOI aHTiorpadil. s
TAllieHTiB, IKUM He IIPOBOAMIIACE aHTiorpadis, IEPBUHHOIO KiHIIEBOIO TOYKOI0 OYB JTeTaIbHUN
Hacligok abo penuauBs iHGapKTy MioKapaa oo 8 mobu abo Mo BUMKMCKHU 3 KIIiHIKM. Y IpyIIi MallieHTiB
6yno 19,7 % xkiHOK, 29,2 % matiieHTiB = 65 pokis. 3aranom 99,7 % malli€HTiB OTpUMYyBaIu
¢diopunomnitTuku (dpidpunocmerudiuni — 68,7 %, didbpuHonecmerudiuni — 31,1 %), 89,5 % - remapuH,
78,7 % - B-6nokaTtopu, 54,7 % - inribitropu AII® i 63 % - cTaTuHY.

[TepBUHHOI KiHIIEBO1 TOYKHU HOCATIN 15 % malieHTiB i3 rpynu, 0 OTpUMyBaJja KJIomigorpens, i 21,7
% i3 rpymu, 10 oTpuMyBaa miarne6o. TakuM YuHOM, abCOMIOTHE 3HUKEHHS CTAaHOBUIIO 6,7 % i 3
nepesaroio 36 % Ha KOpUCTH Kiomigorpento (95 % [I: 24-47 %; p<0,001), B ocHOBHOMY y 3B’43Ky 31
3MEeHIIIeHHSIM BUIIaAKiB PO3BUTKY OKJII03il apTepil, T0B’g3aHo1 3 iHpapKTOoM. Taka nmepesara
CIiocTepirasnacs y BCiX IONepefHb0 BU3HAUYEHUX MIIArpyIIax Malli€HTiB, PO3IOAIIEHUX 3a BIKOM,
CTaTTIO, JIOKai3ali€eio iHdapKTy i BUAOM OTpUMYyBaHOI Tepartii ¢pibpuHoiTHKaMu abo refapuHaMu.

[IBodakTopHuii fu3arH gocuigkeHHsI COMMIT BkmtoyaB 45852 nali€HTH, y AKUX IPOTIATOM OCTaHHIX
24 TOOUH CIOCTepiranocss BAHUKHEHHS CUMIITOMIB, SKi JO3BOIIIOTh 3anigo3putu IM, mo
NiATBEPOXKYETHCS BIIXUIEHHSAMU Bif HopMu ToKa3HUKIB EKI' (Hanpuknap, migiioM 4u Jenpecis
cermeHty ST abo Omokapma miBoi Hixkku myuka [ica). IlamieHTH OTpMMyBanM KJIOMiOTpPEIb
(75 mr/moby, n=22 961) abo mmanebo (n=22 891) y kombinarii 3 ACK (162 mr/moby) npoTsarom

28 guiB abo m0 BUNUCKY 3 niKapHi. KoMOiHOBaHMMY NTEePBUHHUMHU KiHI[EBUMHU TOUYKaMu OyB
JleTalbHUM HACMIJOK 3 OyOb-KOl IPUYMHY i meplInii peuuguB indapKTy Miokapaa, iHCylIbT abo
JleTalbHUM HACMigoK. Y rpymi nauieHTiB 0yio 27,8 % xiHoK, 58,4 % manienTiB = 60 pokis (26 % = 70
POKiB) i 54,5 % manieHTiB, gKi OTpUMyBanu QGiOPUHOTITUKY.

Krnomigorpens CTaTUCTUYHO OOCTOBIPHO 3HUKYBaB BITHOCHUM PHU3UK PO3BUTKY JIETAJILHOTO HACIIAKY
3 Oymp-sikoi mpuunHM Ha 7 % (p=0,029) i BigHOCHUY pu3uK KoMOiHaIlil peruauBy iHGapKTy, iHCYyNIbTY
abo meTanbHOTO Hacigky Ha 9 % (p=0,002), mpu uboMy BigHOCHE Ta aOCOJIOTHE 3HUKEHHS
ctanoBuio 0,5 % i 0,9 % BigmoBigHO. Takuii eheKT CIIocTepiraBcs y MallieHTiB Pi3HOTO BiKy i cTaTi
He3aJIekHOo Bif mpuiioMy GhiOpUHOIITHKIB i cTIocTepiraBcs MpoOTATroM IepIux 24 TOfuH.

®i6punauis nepencepns (PI1). ¥ mocnimxkenHus ACTIVE-W ta ACTIVE-A, gki Oynu okpeMuMu
mocrimkeHHsAME ¥ Mexkax rnporpaMu ACTIVE, Gyrio BK/II0UeHO MAaIlieHTiB 3 Gidpusiieio mepencepnb
(®I1), axi Many oHaMMeHIIe OguH GaKTOP PU3UKY BUHUKHEHHS CYIUHHUX [IOPYIIeHb. | pYHTYIOUUChH
Ha KPUTEPISX BKIIIOUEHHS Y OOCIiAXKEHHS, TiKapi 3any4dany namieHTiB Ao pocnigxkeHHs ACTIVE-W,
SIKIIIO BOHU OYyJTM KaHOWOATaMU Ha OTPUMaHHS Teparii anTarorictamu BitaMminy K (ABK) (manmpukmnan
Bapdapunom). Y mocnimxenuss ACTIVE-A 6yno BK/IIOUEHO TaIliEHTIiB, IKi He MOTn oTpuMyBaTu ABK-
Tepariiio 4yepes NpoTunokal3aHHsa abo HeOaxkaHHS OTPUMYBATH Iie JTiKyBaHHS.

Hocnipxenusa ACTIVE-W npogeMoHCTPYBaJio, 1[0 aHTUKOATyJITHTHA Tepallisd aHTaroHicTaMu
BiTaminy K Oyna 6inbin eekTUBHOO, HixXK NiKyBaHHS Kiomigorpenem Ta ACK.

Hocnipxennss ACTIVE-A (n=7554) 6yno 6araTolieHTpOBUM, PaHJO0Mi30BaHUM, IIOJBIMHUM CIIIIIHNM,



m71a1e00-KOHTPOIbOBAHUM HOCIIIXKEHHSIM, Y SIKOMY IIOPiBHIOBAIU KJIOIMIfOrpenb 75 Mr Ha 0o0y
ACK (n=3772) i3 mnane6o ACK (n=3782). PekomengoBana mo3a ACK craHoBuia Big 75
no 100 mr Ha moOy. ITalieHTH OTPUMYBaJIH JTiIKyBaHHS YIIPOMOBXK IEPioay M0 5 POKiB.

[MamienTy, panpomizoBani y mporpamy ACTIVE, manu moKyMeHTanbHO migTBepaxeny ®I1, To6To
nocTiiHy popmy ®IT abo moHaMMeHIIIe 2 emi3onu mapokcuaMaabHoi @IT yrpomoBxk oCcTaHHIX

6 MicAIiB, Ta IPMHAKWMHI OJUH i3 TaKUX (aKTOPiB PU3UKY: BiK Bifl 75 POKiB 4H BiK Bif
55 mo 74 pokiB Ta/abo 1yKpoBuii miabert, 110 moTpedye MefuKaMeHTO3HOTO JIiKyBaHHS, abo
NOKYMEeHTaJIbHO MiATBepAKeHNH TepeHecerut IM, abo HOKyMeHTalbHO MiATBEPAKEHY ileMiuyHy
XBOPOOY ceplisi; IoNepeiHe JTiKyBaHHS 3 IPUBOMY CUCTEMHOI apTepianbHOi rinepTeHsil; paHime
nepeHeceHuy iHCyNIbT, TPAH3UTOPHA imemiyHa aTaka (TIA), cucreMHa eM0Oostist 6€3 ypaxkeHHs
ctpykTyp UHC; pucdyHKIIig TiBOr0 NIUIyHOYKA i3 MOKa3HUKOM (pakKilil BUKKIY JIiBOTO IIIyHOYKa <45
% ab0 mOKyMeHTaJIbHO IiTBEpAXKEHe 3aXBOPIOBaHHS nepudepudHux cyauH. CepenHiit 6an 3a
mKkanow CHADS?2 cTaHoBuB 2 (y mexax 0-06).

IIo OCHOBHUX KpHUTEPiiB BUKIIIOUEHHS Mali€HTIB i3 OOCTigKeHHs HajleXKalld JOKyMEeHTalIbHO
ImigTBEpAXKEeHa BUpa3KoBa xBopoba BIPOOOBXK OCTaHHIX 6 MiCAIliB; BHyTPIlTHOMO3KOBa KPOBOTEYA B
aHaMHe3i, cepiio3Ha TPOMOOIUTOIeHis (KinpKicTs TpoMbornuTis < 50%10°/1); moTpeba y 3aCTOCYyBaHHI
KJIomigorpesto abo nmepopanbHux aHTUKOArynsaHTiB (ITAK) abo HemepeHOCUMICTh OYab-5SKOI 3 IIUX IBOX
PEYOBUH.

73 % manieHTiB, BKI0YeHUX y pociigxeHHsa ACTIVE-A, He mornu otpumyBatu ABK y 3B’s3Ky 3
BUCHOBKaMH JIiKapsl 4yepe3 HeEMOXKJIUBICTh IIPOBEAEHHS MOHITOPHUHTY Mi2KHApPOTHOT'O
HOPMaJtizoBaHoro BimHomeHHs (MHB) BHACTIIOK CXMIBHOCTI MO MagiHHS YK TPAaBMH I'0JIOBHA a00
HasBHOCTI crienuigyHoro (pakTopa pU3UKy BUHMKHEHHS KPOBOTedi; o0 26 % MallieHTiB pillleHHS
JiKaps I'pyHTYyBanocs Ha HebaXkaHHi nmanieHTa oTpuMyBaTi ABK.

41,8 % marienTiB craHoBUNY XiHKU. CepenHilt Bik mopiBHIoBaB 71 pik, 41,6 % maiiieHTiB 6ynu BikoM
Bim 75 pokiB. 3aranoMm 23 % XBOPHUX OTPUMYyBaJid aHTHAPUTMIi4Hi 3acobu, 52,1 % — B-0mokaropy,
54,6 % — iHribiTOpPHU aHTiOTEH3WHIIEPETBOPIOBAILHOTO (epMeHTy Ta 25,4 % — CTaTHUHU.

KinpkicTh malli€HTiB, IKi JOCATTIM IEePBUHHOI KiHIIEBOI TOYKHU (Yac [0 MEePIIOro BUHUKHEHHS iHCYbTY,
IM, cucremuoi em6orii 6e3 ypaxenHus cTpyktyp LIHC ab6o neTambHOTO HACTigKY), CTAHOBUIIA

832 (22,1 %) y rpymi nauieHTis, ki orpumyBanu kinonigorpens ACK, ta 924 (24,4 %) y
rpymi nnane6o ACK (BimHOCHe 3HMXKeHHS pu3uky Ha 11,1 %, 95 % 11 2,4-19,1 %; p=0,013),
HacamIiepeq 4yepe3 3HayHe 3HUXKEHHS 4YaCTOTH PO3BUTKY iHCYJNbTIB. IHCYNnbTH BUHUKIH ¥ 296 (7,8 %)
nalienTiB, ki orpuMyBanu kiomigorpens ACK, ta 408 (10,8 %) matiieHTiB, gKi oTpuMyBanu mnauebo
ACK (BigHOCHE 3HUXKEHHS pu3uKy Ha 28,4 %; 95 % 11, 16,8—38,3 %, p=0,00001).

Himu.

Y mocnifKeHHi 3 MigBUIEHHSIM [03, III0 TPOBOAMIM 3 Y4acTio 86 HOBOHAPOMXKEHUX a60 HEMOBJIAT
BiKOM 10 24 MicAIliB 3 pU3UKOM BUHUKHEHHS TpoM0O03y (PICOLO), Komiforpens 3aCTOCOBYBaIN y
nocnigoBaux go3ax 0,01, 0,1 i 0,2 Mr/kKr HOBOHapOAXKeHUM i HeMoBnsATaM i y {031 0,15 MI/KT TinbKu
HoBOHapomxKeHuM. [Ipu m03i 0,2 MI/KT cepepHill MOKa3HUK iHTiOyBaHHS arperatii TpoMOOIUTIB
ctanoBuB 49,3 % (5 MkM AJI®-inaykKoBaHOI arperatii TpoMOOUUTIB), 1110 Oy710 TOPIBHAHHUM i3 TAKUM
y mopocnux, ki orpumysanu KJIOIIIIOT'PEJIb 3EHTIBY y mo3si 75 mr/aa mo0y.

Y paHOMi30BaHOMY MOABIMHOMY CJIIIIOMY AOCTigXKeHHI 3 y4acTio nmapanenbHux rpyn (CLARINET)
906 miTelt (HOBOHAPOAKEHUX i HEMOBJIAT) i3 BPOAKEHOI0 Bafl0I0 CEPIIS LiaHOTUYHOTO TUIY, SKUM
IIPOBOAMIIM TIaJTiaTUBHY OIlepallilo 3i CTBOPEHHSI CUCTEMHO-JIET€HEBOT0 apTepialbHOTO0 IIyHTa, OyIn
paHmoMi30oBaHi Oy oTpuMaHHs Knomigorpento 0,2 Mr/kr (n=467) abo nnanebo (n=439) i3



OJHOYACHUM IIPOBEIeHHSAM CYNyTHLOI 0a30BO1 Tepallii 0 MOMEHTY IIPOBEIeHHS IPYTOro eTamy
omnepatil. CepenHii Yac MiX NPOBeJeHHSM MaTiaTUBHOIL Oepalil 3i CTBOPEHHS IIyHTa i MepmuM
BBEJEHHSM [IOCTiIXKyBaHOTO IipenapaTy ctaHoBuB 20 nHiB. [Ipubnusno 88 % naiieHTiB ogHOYACHO
orpumyBanu ACK (Big 1 go 23 mr/kr/Ha no0y). [JoCTOBipHUX BiIMiHHOCTEM MiX I'pymaMu 1100
INOCSITHEHHS MMePBUHHOI KOMOiHOBaHOI KiHIIEBOI TOUKHM, SIKa CKJIafanacs 3 JIeTaJIbHUX BUIA[IKIB,
TpoM0O03y IyHTa abo ITPoBeieHHS XipypriYHoro BTpy4YaHHs Ha cepii 7o 120 OHS XKUTTA micns
BUHUKHEHHS TOAil, CHpUYNHEHOl TpoM0030M, He crocTepiranocs i cranosuino 89 [19,1 %] y rpymi
KJIOTIiAOTPeno i 90 [20,5 %] y rpyni nname6o (quB. po3min «Cmoci6 3acTocyBaHHS Ta
mo3u»). Hadtgacrimoto mo6iuHoI0 peakilieio K y IPYIIi KJIOMigorpento, Tak i y rpymi nname6o 6yB
PO3BUTOK KPOBOTEYi, TPOTE NOCTOBIPHUX BiIMIiHHOCTEM MiX I'PynaMu 100 YaCTOTH il BUHUKHEHHS
BUSIBJIEHO He OyJo. Iig 9ac mopasbInoro JOBrOCTPOKOBOTO TEPIOAY CIIOCTepPeKeHHS 3a MOGiYHUMU
SIBUIIAMU 26 TMAIiEHTIB, ¥ SKUX LIYHT 3aJIMIIaBCS Ha MOMEHT NOCSATHEHHS 1-piuHOTO BiKY,
OTPUMYBAJIU KJIOMIgOTpesb A0 gocATHeHHs 18-MmicauHoro BiKy. [lifg yac 1poro nepiogy
CIIOCTepexkeHHs Mpodins 6e3meKu mpemnapaTy He 3MiHIOBaBCS.

Y nocnigxennsax CLARINET i PICOLO BUKOpPUCTOBYBaBCS BiJHOBIIEHUM PO3YUH KIIOIigOTPEIIIO.

YV mocnimkeHHi BiTHOCHOI 6i000CTYITHOCTI ¥ HOPOCINX BiMHOBIEHUHM PO3YUH KJIOMiIOTPEITIO
IIPOJIEMOHCTPYBAaB aHAJIOTiUHUM CTYIIiHb i TPOXYU BHUIIY MIBUAKICTh abcopOilii 0CHOBHOTO
IIUPKYII0I0490T0 (HeaKTUBHOT0) MeTabo0IiTy IOPiBHSAHO 3 3apeECTPOBaHO0 TabieToBaHOI0 POPMOI0
nmpernapary.

dapMaxoKiHemuxka.

BcmokTtyBaHHA. [liciaa mepopalbHOT0 IPUMOMY 0OOHOPa30Bol Ta 6araTopa3oBUX [03 75 MT Ha Ho0y
KJIOTIiAOTPesb MBUAKO BCMOKTY€ETHCS. CepenHs MiKOBa KOHIIEHTPAIlisl He3MIHEHOTO KJIOMigOTrpestio y
ma3Mi (671M3bK0 2,2—2,5 HI/MII IicJIs OMHOKPATHOI [03K 75 MT ITepopasbHo) Jocsaranacs Ipubau3Ho
yepes 45 XBUNIUH Ticns mpuitoMy. AGcopOilisi cTaHOBUTEL He MeHIre 50 % 3 orysamy Ha eKCKpellito
MeTabOTiTiB KJIOMiIorpernto i3 cevero.

Posnomin. Kmomigorpenas Ta OCHOBHUE (HeaKTUBHMI) META0OJIIT, 110 IIUPKYIIIOE B KPOBI, in vitro
000pOTHO 3B’sI3yI0ThCS 3 Oinkamu mma3mu mogunu (98 % i 94 % BigmosimHo). 1le# 3B'130K
3a/IUIIAETHCA HEHaCUYyBaHUM in Vitro y Mexax IIMPOKOro fgiana30Hy KOHIEHTpalliu.

Mertaboni3M. Knonigorpens eKCTeHCUBHO MeTabo0i3yeThCs y edintii. In vitro Ta in vivo icHye iBa
OCHOBHUX IIJITXU KOT0 MeTaboIi3My: OIUH — 3 y4acCTIO ecTepas, 110 MPU3BOAUTH [0 Timpoi3y 3
YTBOPEHHSIM HEAKTUBHOI MTOXiIHOI KapOOHOBOI KUCIIOTH (sIKa CTaHOBUTHL 85 % ycix MeTaboiTiB, 110
[IUPKYJIIOITH Yy I1JIa3Mi KPOBIi), @ IHIIKY - i3 3alIy4eHHS PepMeHTiB cucteMu nuToxpomy P450.
CrnouaTKy KIOIigorpesb IePeTBOPIOETLCA Ha MIPOMIKHUM MeTalb0IiT 2-0KCO-KIO0Migorpenb. Y
pe3yIbTaTi MOaIbIIOro MeTaboIi3My 2-0KCO-KJIOMigoTrPestio YTBOPIOETHCS TiOIOBA MOXigHA -
aKTHBHMY MeTabomiT. Ile akTHBHUM MeTabO0JIiT YTBOPIOETHCS IEPEBAKHO 3@ JOIIOMOT 00 (epPMEHTY
CYP2C19, 3 yuacrTio KinpKox iHmmx ¢pepmenTiB cuctemu CYP, Takux sk CYP1A2, CYP2B6 i CYP3A4.
AKTUBHUI MeTabOJIiT KJoMmigorpeno (TioioBa noxigHa), sKuii 0yB BUMiIEHUH in vitro, MBUOKO Ta
HeoOOPOTHO 3B’I3YETHCS 3 pellelITopaMyu Ha TpoMOOIMTax, TUM CAMUM TePEeNIKOAKalo4y arperatii
TPOMOOIIUTIB.

Bupenenns. Yepes 120 rogus micnis IPUAOMY BHYTPIIIHEO MideHOro “C-KJIOMigorpento y TI0uHH
npubnau3Ho 50 % mo3u BUBOOMIOCS i3 ceuelo i 6mu3bKo 46 % i3 KanoM. [1icns mepopaabHOT0 IPUHOMY
Pa30Boi 103U 75 MT Iepiof HamiBBUBEOEHHS KJIOMigOTPesli0 CTaHOBUTE O611M3bK0 6 roguH. [Tepion
HalliBBUBEJIEHHSI OCHOBHOTO (HEAKTHBHOI'0) MeTabO0MIiTY, 110 IIUPKYIIOE B KPOBi, CTAHOBUTH 8 TOIUH
IIiCJI OQHOKPATHOTO i 6araTOKpaTHOTO 3aCTOCYBAHHS Ipernapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B YyTBOPEHHI K aKTUBHOTO MeTa0OJIiTy, TaK i MPOMiXKHOT0O



MeTabomiTy 2-0Kco-Knomigorpento. ®apMakoKiHETHKA aKTUBHOTO MeTab0IiTy KJIOMiZOTpesio Ta
aHTuTpoMOoMTapHi eheKTH, 3a HaHUMU BUMIPIOBaHHS arperatiii TPOMOOIUTIB ex Vivo,
BiIPI3HAIOTHCA 3ajexkHO Bif renotuny CYP2C19.

Anens CYP2C19*1 Bignosigae moBHicTi0 QyHKIIiOHyI0uoMy MeTabomi3my, Toxi sk aneni CYP2C19*2 Ta
CYP2C19*3 BipnogBinaioTh HeyHKUIiOHYI04OMY MeTaboniamy. Aneni CYP2C19*2 ta CYP2C19*3
CKJIafaloTh OiNBLIICTE asestiB y MalieHTiB eBpomeoinHoi (85 %) Ta MoHromnoigHoi (99 %) pac 3i
3HUKEeHUM MeTabosi3aMoM. [HIi asnerti, acolifioBaHi 3 BigcyTHIM abo ocnabmeHuM MeTabomi3MoM,
3yCcTpivarThCd 3Ha4YHO piame. [Jo HuX HanexaTb CYP2C19*4, *5, *6, *7, ta *8. [lalieHT 31 3HUKEHUM
MeTab01i3MOM Ma€ OBa HeQYHKIIIOHAIBHUX ajieli, K 3a3HaYeHO BHUIIE. 3TiTHO 3 omy6 IikoBaHUMHU
mauuMu, reHotunu CYP2C19, ki BimmoBimaoTs 3HUKEHOMY MeTabo01i3My, 3ycTpidaoThesa y 2 %
IIpefCcTaBHUKIB HapofiB KaBka3dy, 4 % mallieHTiB HerpoigHol pacu Ta 14 % malji€eHTiB KUTalChKOl
Hal[lOHaJILHOCTI. 3apa3 iCHYITh TECTH, Kl Jal0Th 3MOr'y Bu3Hayutu regorun CYP2C19.

Y nepexpecHoMy mocrigxKeHHi 3 yuacTio 40 30opoBux oOPOBOBIiB, M0 10 v KOXKHi# 3 YOTHPBOX
TPYI, III0 BiATOBifaoTh neBHOMY Tuiy Metabomnizmy CYP2C19 (HapmBuoKui, iHTEHCUBHUH,
IIPOMIXKHUY Ta 3HMKEHUN), OL[iHIOBaIX (papMaKOKiHETUKY Ta aHTUTPOMOOIMTApHI epeKTH mIpu
3acTocyBaHHi mo3u 300 Mr i3 moganbUIM IPUAOMOM [03u 75 MT Ha 0o0y, a TakoxX mo3u 600 Mmr i3
nofasbuM mpuiioMoM go3u 150 Mr Ha no6Oy. KoxeH i3 1ux BUMIB JTiKyBaHHS 3aCTOCOBYBAJIU B
IiJIOMy BIPOAOBXK 5 [IHIB (0 JOCATHEHHS cTabinbHOrO cTaHy). He Oyn0 BUSBIEHO CyTTEBUX
BigMiHHOCTEH y MOKa3HWKaX KOHI[EHTpallil akTUBHOTO MeTaboJIiTy y KPOBi Ta CepefHixX IMoKa3HUKax
IpUTHiYeHHs arperaitil TpomooruTiB (ITAT) mMixk ocobaMu i3 HagIIBUOKUM, iHTEHCUBHUM Ta
mpoMixkHUM MeTabosiaMoM. B ocib 3i 3HMKEHUM MeTab0/1i3MOM KOHIIEHTPAIlis aKTUBHOTO
MeTaboIiTy y KpoBi 3MeHImacs Ha 63—71 % mopiBHSIHO 3 ocobamu 3 iHTEHCUBHUM MeTabo1i3MoM.
[Ticns 3acTocyBaHHS pexxuMy go3yBaHHsA 300 Mr /75 Mr anTuTpoMOouuTapHi edexTy B 0cib 3i
3HUKEHUM MeTabosiaMoM Oynu MEeHIN BUPaXKeHWMHU, IIPU LIbOMY cepenHil noka3uuk ITAT (5 MkM
AJI®) ctanoBuB 24 % (24 rogunn) i 37 % (mens 5) mopiBHsAHO 3 [TAT 39 % (24 roguun) i
58 % (meub 5) B ocib 3 inTeHCcUBHUM MeTabomizMoM Ta 37 % (24 romuun) i 60 % (meHs 5) B ocib i3
IPOMiKHUM MeTabosizaMoM. Komu ocobaMm 3i 3HWKEHUM MeTab0J1i3MOM 3aCTOCOBYBAIN PEXKUM
0O3yBaHHA 600 Mr/150 Mr, KOHIIEHTpAllisT aKTUBHOT'0 MeTaboJIiTy ¥ KpoBi Oyja BUIIO0,
HiX 1Ipu 3acTocyBaHHI pexuMy no3yBaHHsa 300 mr/75 mr. Kpim toro, noka3uuku ITAT cranoBunu 32
% (24 ropunu) i 61 % (meHb 5), sKi OynK BUIIMMHU, HiXK B 0cib 3i 3HUKEHUM MeTabosi3MoM, SIKi
OTPUMYBaJId 03U 300 Mr/75 Mr, Ta TONiIOHMMU [0 MTOKA3HUKIB, OTPUMaHUX Y
IHIKX rpynax, BUAiIIEHUX 3aexkHo Bif Tuny Mertabomnizmy CYP2C19, npu 3acTocyBaHHI pexXuMy
no3yBanHs 300 mMr/75 Mr. 3a pe3ylbTaTaMU JOCHTiAXKEHb KIiHIYHUX ePEKTiB HalleXKHUN PEXKUM
IO3yBaHHS AJIA 11i€l rpynu nauieHTiB He OyB BU3HAYEHUH.

AHanoriyso g0 pe3y/bTaTiB, HaBedeHUX BUllle, y MeTaaHasli3i 6 JocIifkeHs 3 ypaxyBaHHAM
IIOKa3HUKIB PiBHOBAXKHOT0 CTaHy 335 Malli€HTiB, SKi OTPUMYBaJIX KJIOMigorpesns, 6yio
IIPOJIEMOHCTPOBAHO, 1110 KOHIIEHTPAIlis aKTUBHOTO MeTaboIiTy y KpoBi 3MeHInuiIacs Ha 28 % B ocif 3
IIPOMiKHUM MeTa0o1i3aMoM i Ha 72 % B ocib 3i 3HUXKeHUM MeTabo0i3MoM; iHTibyBaHHS arperaiiil
TpoMOOoUTiB (5 MKM AJII®) TaK0XK 3MEHIINJIOCS, IIPHU I[bOMY Pi3HUIA ¥ noKa3HuKax [IAT craHoBuIa
5,9 % ta 21,4 % BifmoBimHO MOPiBHSIHO 3 0c0O6aMU 3 iIHTEHCUBHUM MeTab0Ii3MOM.

Brnus rerotuny CYP2C19 Ha KniHiYHI pe3ynbTaTyé y Nali€HTiB, SKi OTPUMYBAIU KIIONiAOIPEb, ¥
XO[i TPOCIEKTUBHUX PAaHIOMi30BaHUX KOHTPOIbOBAaHUX BUNIPOOYBaHb HE BUBYaHU. [IpoTe Oyio
IIPOBEMEHO IIiNH PN PETPOCIIEKTUBHUX aHalli3iB 3 METOI0 OI[iIHKHU LbOT0 e()eKTy y Nalli€HTiB, SIKi
OTPUMYBAJIM KJIOMigOTPeb, AN IKUX iCHYIOTh pe3ynbTaTu reHotunyBanHsa: CURE (n=2721),
CHARISMA (N=2428), CLARITY-TIMI 28 (n=227), TRITON-T1MI 38 (n=1477), i ACTIVE-A-(n=601).
Kpim Toro, icHyI0Th pe3ynbTaTH KilTbKOX OMy0JIiKOBaHUX KOTOPTHUX OOCIiOXKEHb.

Y xomi ananizy TRITON-TIMI 38 ta 3 koroptHux mocuimxeHns (Collet, Sibbing, Giusti) kombiHoBaHa



Tpyla, fiKa CKJafanacs 3 0cCi0 i3 IpOMiXKHUM Ta 3HUKEHUM MeTab0/1i3MOM, Majia 3HaYHO BUIIY
YaCcTOTy BUHUKHEHHS CepIeBO-CyOUHHUX MOAiN (JleTanbHUYM HACTiAOK, iHpapKT MioKapaa Ta iHCYJIbT)
ab6o TpomM0O03y CTEHTIB, HiK 0c00H i3 iHTEHCUBHUM MeTab0J1i3MOM.

YV xomi ananizy CHARISMA Ta ogHOT0O KOTOPTHOTO AOCTigxKeHHs (Simon) B 0ci6 3i 3HUKEHUM
MeTab01i3MOM cIocTepiranacs migBUIlleHa YacTOTa BUHUKHEHHS IOfiM MOPiBHSAHO 3 oco0aMu 3
iHTeHCUBHUM MeTaboJi3MOM.

B anamizax CURE, CLARITY, ACTIVE-A Ta B omHOMY 3 KOTOPTHUX AociigxeHb (Trenk) gacTora
BUHUKHEHHS CEPIeBO-CyIMHHUX IOl NOCTOBIPHO He 3ajiexkarsa Bifi 0coOIuBOCTEN MeTaboIi3My.

2KopeH i3 11ux aHaniziB He BKJII04YaB JOCTATHBOI KiTbKOCTI MAIliEHTIB IJIst TOTO, 100 MOoxKHa 0yy10
BUSIBUTH Pi3HUIIIO Y KITIHIYHUX pe3ybTaTax y MallieHTiB 3i 3HUKEHUM MeTaboI1i3MoM.

Ocob6nuBi KaTeropii mairieHTiB. ®apMakoKiHETUKY aKTUBHOT'0 MeTa0O0JIiTy KIIOMiIOrpesio He
IOCTiAXKyBaIu Y HUXK4Ye3a3HaueHUX 0COOIMBUX KaTeropii maiieHTis.

HupkoBa HegocTaTHiCTh. [Ticisg peryasspHOro 3aCTOCYyBaHHS 75 MT KJIOMigOrpesio Ha foby y
MAIEHTIB i3 TAKKOI0 HUPKOBOIO HEOCTATHICTIO (KJIipeHC KpeaTHUHIHY 5—15 MJI/Ha XBUJIUHY)
inrioyBanus AJl®-iHmyKoBaHO! arperaiiil TpoMOOUXTiB Oy/I0 MeHII BUpaXeHuM (25 %) MOpiBHAHO i3
TaK¥M XKe e(peKTOM y 3M0POBUX HOOPOBOJIBLIB, & YaCc KPOBOTEUi OYB ITOOBXKEHUY MaliKe TaK CaMo,
K i y 300poBUX DOOPOBOJIBINB, SIKi OTpUMYyBau 75 Mr Kjomigorpeio Ha fo0y. Kniniuna
IIepeHoCUMicTh GyJia XOPOIIOI0 B YCiX MaIliEHTIB.

[TeuyinkoBa HemoOCTATHICTE. Ilic/s perynsapHoro npuiioMy 75 Mr KJIOIifOTpestio Ha 000y BIPOLOBK

10 mHiB y nalieHTiB i3 TSXKKOIO IIe4iHKOBOI HefocTaTHICTIO inri6yBanHsa Al®-iHOyKOBaHOI
arperatiii TpoM60I1UTiB OY710 TAKUM CaMUM, SIK i ¥ 300poBUX N0OPOBOIbLiB. CepenHe IOJ0BKEHHS
yacy KpOBOTeUi TaK0XK 0yJI0 OHHAKOBUM B 000X rpyTax.

PacoBa npuHanexHicTe. [TomupenicTs anenis CYP2C19, siKi CIpUYUHSAIOTH IPOMIXKHY Ta CJTabKy
MeTabomiyny akTuBHicTs CYP2C19, Bimpi3HS€ThCS 3a/IeKHO Bifl pacoBOl/€THIUHOI TPHUHANIEKHOCTI
(muB. po3min «®apMakoreHeTHKa»). ICHYI0Th 00MeXKeHi TaHi CTOCOBHO IMAIliEHTiB MOHTOJIOIAHOI pacH,
SIKi Jal0Th 3MOTY OLIHUTHU KITiHIYHE 3HaYeHHS reHOTUNyBaHHS 1boro CYP.

[TokniHiyHi maHi 3 6e3neku. [To6iuHMMU edeKTaMHu, 10 HalyacTillle CIIOCTEPiraaucs mig yac
MOKJIIHIYHUX [OCTiIXKeHb Ha TBapuHaX, Oynu 3MiHu 3 60Ky mediHKu. BoHU 3’SIBIIANKCS IPU BBEIEeHHI
103, 1110 Maiixke y 25 pas3iB mepeBuIllyBaay TePANleBTUYHY 003y 75 MT KIJIOIMigorpesto Ha foby y
JIIOAVHY, 1 Oynu HacIigKoM [ii mpemapaty Ha GpepMeHTH, 1110 6epyTh Y4acTh Y IeUiHKOBOMY
MeTabomi3mi. [Ipu 3acToCyBaHHi TepaneBTUYHUX 03 KIIOMiLOTPENTI0 Y IIOOUHHU KOOHOTO BILUIMBY Ha
(dbepmeHTH, 1110 6€PyTh y4acTh y MeYiHKOBOMY MeTab01i3Mi, He CIloCcTepiraaocs.

[Ipu BBefeHHI BUCOKUX 103 KJIOIIIOTPEJII0 TBAPUHAM CIIOCTepirazacs oraHa MUIyHKOBa
IIePEeHOCUMICTD TIpernapary (BUHUKAB raCTPUT, €PO3UBHE YpaxKeHHS IUIyHKa Ta/a0o OI0BaHHS).

[Tpu BBeOeHHI KJIOMOIPesi0 MUIIaM YIIPOLOBXK 78 TUXKHIB Ta 1mypaM yrnpomosxk 104 TUXKHIB y fo3ax
no 77 Mr/kr Ha moOy (110 Maixke y 25 pa3iB MepeBUIyBajid TEPAIEBTUYHY 03y 75 MT KJIOMigOTPEITIO
Ha o0y y MIOOUHY) He OTPUMAaHO XKOMHUX J0Ka3iB KaHIIePOTEeHHO] il mpemapary.

Byno npoBefeHo Linuil psag OOCTiAXKEeHb TeHOTOKCUYHOCTI KJIOMiZOrpesIio B yMOBax in vitro ta in vivo,
OJIHaK BOHU He BHSIBUJIM KOOHOI T€eHOTOKCUYHOI [il Ipemnapary.

Knomigorpens He BIIMBaB Ha PENPOAYKTUBHY (PYHKIIIO CaMIIiB Ta CAMUIIb LITYpPiB, & TAKOXK HE YUHUB
TepaTOTeHHO1 il Hi y mypiB, Hi y KpoiB. [Ipu BBeAeHHI caMUIIM IIypPiB y Iepiof JaKTallil



KJIOMiIOrpesb MPU3BOAUB N0 HE3HAYHOI 3aTPUMKHU PO3BUTKY ITOTOMCTBA. CrielrianbHi
(dhapMakKOKiHeTUYHI JOCTiAKEeHHS 3 PalioakKTUBHO MiYeHUM KJIOMigOTpesieM OBeJH, 1110 T0YaTKOBa
pedvoBrHa Ta ii MeTaboJIiTH MPOHUKAIOTE ¥ IPyaHe MOoIoKo. OTKe, HE MOXKHA BUKITIOUATH SK
6e3nocepegHbOTO BIJIUBY IIpenapaTy Ha IIOTOMCTBO (He3HauHa TOKCUYHA [is), Tak i
OII0CEepPEeIKOBAHOTO BIJIUBY (BHACIOOK MOTIPIIEHHSI CMaKOBUX IKOCTEX MOJIOKA).

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.
BmopunHa npogirakmuka nposagie amepompom603y y 00pocaux:

XBOPUX, Ki TepeHecn iHpapKT MioKapfa (II049aToK JIiKyBaHHS — Yepes KilbKa [IHiB, ajle He
mi3Hinle HiXK 4yepe3 35 [HIB MiCIg BUHUKHEHHS), IIeMIYHUN 1HCYNIbT (I0YaTOK JIIKyBaHHSA — 4yepe3 7
OHIB, ajie He Mi3Hillle HiXK Yyepe3 6 MicAIB mic/iss BUHUKHEHHS) a00 y SKUX AiarHOCTOBAHO
3axXBOPIOBaHHS NepudepuuHUxX apTepiit (ypaxkeHHs apTepiii i aTepoTpoM0603 CYyANH HUXKHIX KiHI[IBOK);

XBOpHUX i3 TOCTPHUM KOPOHAPHUM CHHOPOMOM:

- i3 TOCTPUM KOPOHaApHUM CHHApOMOM 0e3 miftiomy cermeHnTa ST (HecTabinbHa cTeHOKapHis abo
indapkT Miokapaa 6e3 3y6us Q), y ToMy YuCi y MalieHTiB, SKUM 0yJI0 BCTAHOBJIEHO CTEHT Y XOmi
IIPOBEJIEHHS Yepe3MKipHOi KOPOHAPHOI aHTioIIacTUKY, Y KOMOiHaIlil 3 alleTUIICaliluIoBo0
kuciotomo (ACK);

- i3 rocTpuM iHdpapKTOM Miokappa 3 mimiiomoM cermenTa ST, y kombiHalii 3 aIeTUICATIIIIIOBOIO
KHCJIOTOIO (Y XBOPHX, SIKi OTPUMYIOTH CTaHAAPTHE MeOUKaMeHTO3He JIIKyBaHHS Ta SKUM IT0Ka3aHa
TPOMOOJIITUYHA Tepatis).

ITpoginakmuxka amepompombomuyHux ma mpomboemboaiuHux noditl npu pibpussauii nepedcepob.
Knomigorpens y kom6inartrii 3 ACK nmokasaHui OpOCiIuM nallieHTaM 3 GiOpunsiiieio mepencepnb, sKi
MaloTh L[OHaWMeHIle OOuH (HaKTOpP PU3NKY BUHUKHEHHS CYOAUHHUX IOfil, y IKUX iCHYIOTh
IIPOTUIIOKA3aHHA [0 JIiKyBaHHS aHTaroHictamu Bitaminy K (ABK) i gKi MatoTh HU3bKUU PUBUK
BUHUKHEHHS KPOBOTEY, M7 MPOQiNaKTUKN aTepOTPOMOOTUYHUX Ta TPOMOOeMOOTiYHUX TIOMIiN, ¥ TOMY
YUCJII IHCYTIBTY.

g oTpuMaHHS HOAATKOBOI iHdopMalil AuB. po3ain «dapMaKoIorigyHi BIaCTUBOCTI».

IIpomunoka3aHHs.

[TigBuIleHa YyTIUBICTH [0 AiI040l peuoBUHHU ab0 0 Oyab-IKOT0 KOMIOHEHTa IIpemnapary. TsaxKa
IeviHKOBa HeJoCTaTHICTh. ['0CTpa KpoBoTeYa (HampUKiIaf MernTu4YHa Bupa3Ka abo
BHYTPIITHEOYEPEIIHUY KPOBOBUJIUB).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

JlikapcuKi 3acobu, 3acCmocyB8aHHA AKUX CYyNnpoeooicyemuCs NidBUUWEHHAM pPU3ukKy Kkpogomeu. Yepe3
OTEHIIINHUY afUTUBHUY e(eKT iCHY€E IiABUIIEHUN PU3UK reMOpariyHuX yCKJIagHEHb, TOMY



OJHOYACHe 3aCTOCYBaHHS TaKWX JIIKAPCHKUX 3ac00iB 3 KJIOMiforpeseM BUMarae 00epexkHoCTi (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITepopanvHi aHmukoazyasHmu. OgHodacHe 3acTtocyBaHHs npemnapaTy KJIOIIITOT'PEJIb 3EHTIBA 3
IepopaIbHUMU aHTUKOATYISTHTAaMU He PEKOMEHAYETHCS, OCKITbKY TaKa KOMOiHAIlisT MOXKe TIOCUIIUTH
iHTeHCUBHICTb KpoBOTeUi (muB. po3minm «OcobIUBOCTI 3aCTOCYBaHHS»). X04Ya 3aCTOCYBaHHS
KJIOmifgorpesio y go3i 75 Mr Ha go0y He 3MiHIOE ¢hapMaKOKiHeTUUHUM podinb S-Baphapuny abo
MiXXKHapogHe HopMaJi3oBaHe criBBifHomeHHs (MHC) y maIfieHTiB, SKi BOPOOBXK TPUBAJIOr0 4acy
OTPUMYIOTE JIiKyBaHHS BapdapuHOM, OfHOYACHE 3aCTOCYyBaHHS KIIOMigOTpesiio Ta BaphapuHy
36inbIye pU3UK KPOBOTEYi Yepe3 iCHyBaHHS HE3aJIeXKHOT0 BIIJIUBY Ha TeMOCTas.

IH2ibimopu 2nikonpomeiHosux peuenmopis IIb/IIIa. Kmomigorpens ciifg 3 00epexkHiCTIO MTpU3HAYaATH
nauieHTaM, sgKi OTpUMYIOTh iHribiTopu rinikomporeinoBux perenTtopis IIb/IIla (quB. po3min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

Auemuascaniyusaosa kucioma (ACK). AueruncanminuioBa KUCI0Ta He 3MiHIO€ iHTiOiTOpHOI [ii
kyonigorpeno Ha AIl®-iHOyKOBaHy arperartito TpoMOOLHUTIB, aje Kiomniforpens nocusoe fito ACK Ha
arperatiiito TpoMOOITUTIB, iHAyKOBaHYy KomareHoM. [IpoTe ogHodacHe 3acTtocyBaHHs 500 mr ACK

2 pa3u Ha go0y MPOTATOM OJHOTO OHS He CIPUYMHSIIO 3HAYYIIOTO 30iNbIIIeHHS Yacy
KPOBOTEYi, ITOJIOBKEHOT0 BHACIIOOK MpUKOMY Kiomigorpento. OCKiIbKA MOXKITABa
dhapMakoguHaMiyHa B3a€EMOiS MiX KIIOIIigorpeneM Ta alleTUICAIIIUIOBOI0 KUCIIOTOIO 3
iABUINEHHSIM PU3UKY KPOBOTEUi, OMHOYACHE 3aCTOCYBaHHS IIUX ITpernapariB motpebdye 06epekHOCTi
(muB. po3min «Ocob6muBOCTI 3acToCyBaHHS»). He3Baxkatouu Ha 1e, Kiomigorpens i ACK cymicHO
3acTocoByBanu 00 1 poky (auB. po3nisn «®apMaKOIOTiYyHi BIaCTUBOCTI»).

I'enapuH. 3a maHUMHU KJTiHIYHOTO [OCTiIXKEHHS, TPOBEIEHOI0 3 Y4aCTIO 3M0POBUX NOOPOBOIIBIIIB,
KJIOIiforpesb He MoTpe0yBaB KOperyBaHHS NO3U rellapdHy Ta He 3MiHIOBaB [il0 TellapuHy Ha
Koarynsuio. OMHOYacHe 3aCTOCyBaHHS rellapuHy He 3MiHIOBaJIO iHri0yi04oi Ail KIomigorpesnio Ha
arperatiito TpoM001UTIB. OCKiTbKY MOXKJIMBA (papMaKOAMHAMiIYHa B3a€EMOIisl MiXK KJIOIMiforpenem i
relapyuHOM i3 MigBUIEHHSIM PU3UKY KPOBOTEYi, OMHOYACHE 3aCTOCYBAHHS IMX IIperaparTiB motpedye
00ePeKHOCTI.

TpomboaimuyHi 3acobu. besneka omHOYaCHOTO 3aCTOCYBaHHS Kjlomigorpenio, Gpibpunocnenupiyamnx
abo dibpuHoHecCTenuMbiyHNX TPOMOOTITHYHUX areHTiB Ta remapuHiB 0yja JOCligkKeHa 3 y4acTio
TNallieHTiB i3 rocTpuM iHdapKToM Miokapaa. HYacToTa pO3BUTKY KITiHIUHO 3HAUYIIUX KPOBOTEY Oyia
aHaJIoOTiYHOIO Til, 1[0 CIIOCTepiranacs Mpy OJHOYACHOMY 3aCTOCYBaHHI TPOMOOJIITUUHUX IIPellapaTiB
ta renapury 3 ACK (nus. po3gin «ITo0iuHi peakiii»).

HecmepoioHi npomu3anaavHi npenapamu (HIT3IT). Y xofi KTiHIYHOTO HOCITigXKEHHS, ITPOBENEHOT0 3
y4acTio 300pOBUX NOOPOBOJIBIIB, OMHOYACHE 3aCTOCYBaHHS KJIOMIIOTPEII0 Ta HAallPOKCEHY
36inbIIyBao KiTbKiCTh MPUXOBAHUX IITYHKOBO-KUIITKOBUX KPOoBoTed. OgHAK Yepe3 BiICYyTHICTH
IOCTiAkKeHb 00 B3aeMopil npenapaty 3 inmumu HIT3IT goTenep He 3'1COBaHO, YX 3pOCTAE PU3UK
IIJTYHKOBO-KUIIKOBUX KPOBOTEY IIPH 3acTocyBaHHi 3 ycima HII3I1. Tomy HeobximHa 00epexkHICTh Ipu
omHO4YacHoMYy 3acTocyBaHHi HIT3II, 30kpeMa inribiTopis LIOI-2, 3 KiomigorpeneM (AuUB. pO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

CesnexmueHi iH2ibimopu 380pomH020 3axoneHHs cepomoHiHy (CI33C). HeobximHo 3 06epexkHiCTI0
opnHO4YacHO 3actocoByBaTu CI33C 3 knomnigorpenem depes Te, mo CI33C BInuBaOTh Ha aKTUBAIII0
TPOMOOLIMTIB Ta MiABUINYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OodHouacHe 3acmocy8aHHA iHWux npenapamig. OCKiTbKY KJIOMiIOTPeb IIEPETBOPIOETHCS Y CBil
aKTUBHUM MeTaboJiT YacTKoBO mif mieto CYP2C19, To 3acTOCyBaHHS IIperapariB, SKi 3HUKYIOTh



aKTUBHICTh IIbOTO (hePMEHTY, HaliMOBipHillle, TPU3BeMe N0 3HUKEHHS KOHIIEHTPallil aKTHBHOTO
MeTaboIiTy Kiomigorpento y mia3mi. KiniHiuHe 3HaueHHS ITi€l B3aeMofil He 3’sgcoBaHe. ToMy 5K
3anobiKHUYM 3axif CcJlifg YHUKaTH OOQHOYACHOTO 3aCTOCYBaHHS CUJIBHUX Ta MOMipHUX iHTi6iTOpIB

CYP2C19 (guB. po3ninu «OcoOnMuBOCTI 3acTOCyBaHHS» Ta «DapMaKOKiHETHKA»).

Ilo mpemnapartis, 10 NPUrHivy0Th akTUBHICTE CYP2C19, HanmexkaTh OMenpasor,
e3oMenpa3oj, GIyBoKCaMiH, pIyOKCETHH, MOKJIOOeMifl, BOPUKOHA30J1, (hIyKOHA301I,
THUKJIOMiIWH, KapOaMa3eriH Ta edaBipeHir.

IHeibimopu npomoHHoi nomnu (II1II). Omenpa3on y go3i 80 mr 1 pa3 Ha #o0y Ipu CyIyTHEOMY
3aCTOCYBaHHI 3 KyomigorpeneM abo y Mexkax 12 roguH MiX mpriioMaMy IUX [IBOX IIperapariB
3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxXyBanbHa go3a) i Ha 40 %
(mipTpumyoda mo3a). Lle 3HUKEHHS CYIIPOBOAXKYBAJIOCS 3MEHIIEHHSIM IIPUTHIYEHHS arperaitii
TpoMOo1uTiB Ha 39 % (HaBaHTaXXyBalbHa 03a) i Ha 21 % (migTpuMmyloda mo3a). O4iKyeThCs, 1110 B
aHaJIoTiyHy B3a€EMOI0 3 KJIOMiAoTrpesieM BCTyIllaTUMeE 1 e30Menpa3oll.

3a pe3ynbTaTaMu 006CepBalLlifHUX Ta KITIHIYHUX [OCHIIXKEHb OTPUMaHO CyllepeYIuBi naHi
CTOCOBHO KITiHIYHUX HACIiOKiB X papMaKOKiHETUYHUX Ta apMaKOOIUHAMIYHUX B3aEMOII
3 TOYKM 30PY PO3BUTKY OCHOBHMX KapHiOBaCKYISIPHUX MOMiH. fAK 3anobikKHUM 3axin He CITif
OJHOYACHO 3 KJIOTIiIOrpesieM 3aCTOCOBYBaTH OMeIpa3oi abo e30Menpa30t (AUB. PO3Misn
«Oc0obIMBOCTI 3aCTOCYBaHHS»).

MeH1 BUpaXxeHe 3HUKEHHS KOHIIEHTPaIlili MeTaboIiTy Y KPoBi criocTepiranocs mpu
3aCTOCyBaHHI ITaHTONPa30iy abo TaHCOIpPa30y.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI MmaHTONpa3ony y mo3i 80 Mr 1 pa3 Ha o0y KOHIIEHTpallii
aKTUBHOTO MeTabomiTy y nna3mi 3menmunucs Ha 20 % (HaBaHTaxyBalbHa f103a) Ta Ha 14 %
(migTpuMytoda [03a). Lle 3HMXKEeHHS CYIPOBOAXKYBAJIOCS 3MEHIIEHHSIM CEPegHbOTO
ITOKa3HWKa IPUTHiIYeHHS arperatil TpomoouuTiB Ha 15 % ta 11 % BigmosigHO. OTpuMaHi
pe3yNbTaTy BKa3ylTh Ha MOXKJIUBICTh OLHOYACHOr'0 3aCTOCYBaHHSA KIIOMIIOIPeIIo Ta
IIaHTOIIPa30Iy.

HeMae mokagiB TOro, 10 iHIIi TiKapchKi 3aco0H, SKi 3MEeHIIYI0Th BUPOOIEHHS KUCIIOTHU Y
IITYHKY, TaKi K, Hanpukiap, H,-61okatopu abo aHTalKugy, BIIMBAIOTh Ha
AHTUTPOMOOIIMTAaPHY aKTUBHICTH KJIOMiIOTPETIO.

KombiHauis 3 iHwumu aikapcvkumu 3acobamu. Byno mpoBeneHo psif KIiHIYHUX HOCTiIXKEeHb 3
KJIOMigoTpesieM Ta iHITMMHU IIperapaTaMy 7S BUBUEHHS MOTEHIIMHUX (hapMaKOOUHAMIYHUX i
(dapMaKoKiHeTUHUHUX B3aeMofii. KninigyHo 3Hauymol papmMakofrHaMigyHOI B3aEMOZIl Tpu
3aCTOCyBaHHI KJIOMiJOTpesio OMHOYACHO 3 AMeH01010M, HipeduniHom abo 3 o00Ma IIpernapaTaMu
BUSIBJIEHO He 0yio0. Kpim Toro, hapmMakogrHaMiyHa aKTUBHICTb KJIOMigOTPEITI0 3a/IUIIHIIACS
IPaKTUYHO HE3MIiHEHOI0 ITPY 0OJHOYACHOMY 3aCTOCYBaHHI 3 (peH0Oapbimasom Ta ecmpoz2eHOM.

dapMaKOKiHeTHYHI BIaCTUBOCTi Ou20KCuHY abo meogisiHy He 3MIHIOBAKUCS IIPH OTHOYACHOMY
3aCTOCYBaHHI 3 KJIOMIigOTrpesieM.

THwi aumuaepeeanmu. OmHOYACHE 3aCTOCYBAHHS aHTUTPOMOOIUTAaPHUX JIiIKapChKUX 3aC00iB
IiOBUIIYEe PU3UK KPOBOTeYi 4yepe3 amuTuBHUM edekT. Cim HeramHo OLUiHUTH Oyab-aKi
03HaK¥ a00 CHMIITOMHU KPOBOBTPATH, SIKIIIO NAIli€HTIB JIIKYIOTh OMHOYACHO iHITUMU
aHTHarperanTaMu (OuB. po3min «OCoBIUBOCTI 3aCTOCYBaHHS»).



AHmayudHi 3acobu He BINMUBANU Ha PiBeHb aOCOPOIIii KITomigorpert:o.

Hani, oTprMaHi y X0fi goCigKeHb MIKPOCOM TEeYiHKH JIIOAUHY, CBiA4aTh IIPO Te, 1110 KapOOKCUIbHI
MeTabOoIiTH KJIOMiAOTpesTio MOXKYTh IPUTHIYYBATU aKTUBHICTh IuToxpoMy P450 2C9. Lle Mmoxe
TIOTEHIIMHO MigBUIYBATH PiBHI y MJ1a3Mi KPOBi TaKUX TiKapChKUX 3aC00iB K (peHimoiH i
moabymamio ta HIT3II, ski MeTaboi3y0ThCs 3a momomoro nutoxpomy P450 2C9. He3Baxkaouu Ha
11e, pe3ynbTaty gocigkeHHs CAPRIE cBifguaTs, 1m0 ¢eHiTOiH i TonOyTamin MoxkHa 6e3ne4HO
3aCTOCOBYBAaTH OGHOYACHO 3 KJIOIIOTPeJIEM.

Jlikapcyuki 3acobu, saki e cypcmpamamu pepmenmy CYP2C8. Byro 1mokasaHo, 110 KJIOMigorpenb
306ibIIy€e €KCIIO3UIIiI0 PelariiHigy y 37M0poBUX JOOPOBOBILB. [oCTiiKEHHS in vitro
IIPOJIeMOHCTPYBAJIH, ITI0 Ife 30ibIIeHHS eKCII03Ullil penariiHify 3yMoBieHe iHTi0yBaHHAM (GepMeHTY
CYP2C8 rmoKypoHigHIM MeTa00IiTOM KIIOMiforpeso. 3 OTAny Ha PU3UK 30iMblIeHHS KOHIIEHTPallii
y my1a3Mi KpoBi, OMHOYaCHe 3aCTOCYBaHHS KJIOMiAOTPENT0 Ta JIKapChKUX 3ac00iB, SKi BUBOOATHCS 3
OpraHi3my mmepeBaxHO 3a [OIIOMOT010 MeTabo1i3My, ornocepenkoBaHoro gepmentoM CYP2C8 (Takux
K penarjiHif, makmiTakcen), morpedye o6epexkHOCTi (auB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS»).

3a BUHSATKOM iH(opMalii momo B3aeMomil 3i crerudivHuMHY JTiKapChbKUMM 3aco0aM¥, HaBeIeHOl BUIIIE,
OOCITIKeHHS 100 B3a€MO/Iil KJIOMIIOrpesto 3 TiKapchbKUMM 3aco0aM¥, SIKi 3a3BUYai MPU3Ha4aTh
XBOPUM Ha aTepoTpoM003, He mpoBoawiu. OfHaK NallieHTH, sKi O6panu y4acTh Y KJIiHIYHUX
OOCIIIXKEeHHSX KIIOMiJorpesiio, 3aCTOCOBYBaIM OOHOYACHO iHII MperapaTy, BKII0Yaldy OiypeTUKHY,
6eTa-6110KaTOPH, iHriGITOPU AaHTIOTEH3MHIIEPETBOPIOBAILHOTO (EPMEHTY, @HTATOHICTHU KaJlblIilo,
3aco0u, 110 3HUXKYIOTh PiBeHb XOJIECTEPHUHY, KOPOHAPHI Ba30[MUIaTaTOPH, aHTUAiabeTHYHi 3acobu
(BKJTIOYAIOYM iHCYJIiH), MPOTHeMiNenTuyHi 3aco0u Ta anTaronictu GPIIb/IIla, 6e3 o3HaK KIIiHIiYHO
3Hauyol nobiyHol mil.

3HayHe 3HUMCEHHSA 8NAUBY AKMUBHO20 Memaboimy K10nidozpeato ma 3HUMHCeHHA iH2iby8aHH
mpombouumis cnocmepiaanocs y BIJI-iH(pikosaHux nauieHmis, sKi ompumyeasu aHmupemposipycHy
mepanir, nocuseHy pumoHasipom abo kobiyucmamom (APT). Xo4a KiliHiYHa 3HAYUMICTh IIUX
BHCHOBKIB € HEBU3HAUEHOI0, CIIOCTePiraaucs CoHTaHHi nosigomneHHs mpo BlJI-iHdikoBarmX
MallieHTiB, AKi oTpuMyBanu nocusaeHy APT Ta nepeHecny MOBTOPHI OKJII03ilHI SBUILA MTiCII
neoOCTpyKIIii abo TpoMOOTHYHI SBHUIAa B yMOBaX HaBaHTaXyBaJIbHOI Teparii KnomigorpeneM. [is
KJIOMiOTPesTio Ta cepenHe iHriOyBaHHS TPOMOOIUTIB MOXKYTh 3MEHIITYBATUCS IIPU OOGHOYACHOMY
3aCTOCYBaHHI puTOHaBipy. TakuM YMHOM, HE PEKOMEHAYEThCS OOHOYAaCHe 3aCTOCYBaHHS
KJIOTigorpento 3 mocunenow APT.

Oco06.1u8ocmi 3acmocyeaHHsi.

Kposomeua ma 2emamoo2iuHi po3nadu. Yepe3 pU3UK PO3BUTKY KPOBOTEUi Ta reMaTOIOTi4HIX
no0iYHUX peakIlill C/Iifl HeraliHO ITPOBECTH PO3TOPHYTHUM aHasIi3 KpoBi Ta/abo iHIIi BifIOBiAHI TeCTH,
SIKIIO IIif] YaC 3aCTOCYBAaHHA IIpenapaTy CIIOCTePIraloTbCsA CUMIITOMY, 110 CBiAYaTh IIPO MOXKJIUBICTH
KpoBoTeui (muB. po3min «I[To6iuni peakmii»). 4K i iHuri aHTUTpOMOOLMTAPHI 3aC00H, KOOI pesnb
CJIiff 3aCTOCOBYBATH 3 00€PeXkKHICTIO MallieHTaM 3 IMiBUIIIEHUM PU3UKOM KPOBOTEYi BHACTIIOK
TPaBMHU, XipypriyHOro BTpy4aHHs ab0 iHIINX MATOJIOTIYHUX CTaHiB, @ TaKOXK Yy pa3i 3aCTOCYBaHHS
nanientamu ACK, remapuny, inri6itopis rnikomnporeiny IIb/Illa a6o HIT3II, Bkmoyatoun iHTibiTopu
L10T-2 a6o cenmeKkTHUBHI iHTiOiTOPK 3BOPOTHOTO 3axomieHHs cepoToHiny (CI33C), abo inmi mikapchki
3acobu, Taki K MeHTOKCH(DIiNiH, 3aCTOCYBaHHS IKUX CYIIPOBOMAXKYETHCS MigBUIIEHHIM PU3UKY
reMopariyHux sBuill (IUB. po3min «B3aemopis 3 iHIIMMHU JTiKAapChKUMK 3ac00aMu Ta iHIIN BUOM
B3aeMofiifi»). HeoOXiHO yBaKHO CTEXKUTH 3a NMPOSIBaMU Y TAI[iEHTIiB CUMIITOMIB KPOBOTEUi, Y TOMY
YUCJIi TPUXO0BAHOI KPOBOTEYi, 0COOIMBO Yy MePIIi TUXKHI TiKyBaHHS Ta/a0o0 micis iHBa3iiiHUX Ipolenyp



Ha Ceplli Ta Xipypriunux BTpy4aHb. OJHOYACHE 3aCTOCYBaHHS KIIOMiOTPEII0 3 MepopaIbHUMU
aHTUKOATy/ITHTaMU He PEKOMEHAYEThCS, OCKIJIbKHU 1€ MOXKe ITOCUIUTH iIHTEHCUBHICTh KPOBOTEY ([IUB.
po3min «B3aeMomisi 3 iHIMMMY JTiIKApPChKUMHU 3ac00aMM Ta iHIIi BUIKW B3aEMOTIN»).

Y pasi nmaHoBoOro XipypriuHoro BTpy4YaHHs, KOMU aHTUTPOMOOIUTapHUM edeKT € TUMYACOBO
HeOakaHUM, JIiIKyBaHHS KJIOIiOrpesieM CIIi IPUIUHUTH 3a 7 OHIB M0 omepaiiii. [TarieHTy moBuHHI
MOBIAOMJIATH JIiKaps (y T. 4. CTOMATOJI0Ta) IPO Te, III0 BOHU MPUKUMAIOTh KJIOIiOTpelb, IIepen
Ipu3HadYeHHIM iM Oyab-5IKO]1 omepaliil abo mepen 3aCTOCyBaHHSAM HOBOTO JIiKapChKOTO 3acoby.
Knomigorpens MomgoBXKYy€E TPUBaIICTh KPOBOTEYi, TOMY MOT0 CJIiff 00epeKHO 3aCTOCOBYBaTH IallieHTaM
3 MiBUIIIEHUM PU3UKOM KPOBOTEYi (0COOIMBO IUTYHKOBO-KHUIIKOBOI Ta BHYTPIIIHEOOYHOI).

[NanieHTiB cnif momepeguTH, IO i 9ac JIiKyBaHHS KJomiforpeneM (okpeMo abo y kombinarrii 3 ACK)
KpPOBOTeYa MOXKe 3YIIUHATUCA Ii3Hille, HiXK 3a3BHAYaii, 1 1110 Nali€eHTH ITOBUHHI MOBIAOMIATH TiKaps
IIPO KOXKEH BUMNAJOK He3BUYHOI (3a MiCIleM YU TPUBAIiCTIO) KPOBOTEUI.

3azanvHull pusuk kpogomeyi. DakKTOpU PU3UKY KPOBOTEUI BK/IIOYAIOTh OMHOYACHE 3aCTOCYBaHHS
iHImMX TiKapchKUX 3ac006iB, IT0 MiABUINYIOTh PU3UK KPOBOTEYi (HAaIIPUKIIa aHTUKOATYIISHTIB,
a"TuarperanTiB Ta HII3II, gKi 3aCTOCOBYIOTHCSI Ha MOCTilHIN OCHOBI) (OUB. po3min «B3aemogis 3
iHIITMMY JTiKapCbKUMM 3aco0aM¥ Ta iHIIN BUOM B3aEMOIii»).

TpombomuuHa mpombouyumoneriuna nypnypa (TTTI). [lyxe pifgkKo crocTepiranucs BUMaAKU
TpoMOOTHYHOI TpoMbonuToneHiyHol nypnypu (TTII) micis 3acTocyBaHHS KIIOMiOTPesIio, iHOMi HaBiTh
TiC/IsT BOTO KOPOTKOYACHOTO 3acTocyBaHHs. TTII mposiBAsS€EThCS TPOMOOIIUTOIIEHIE0 Ta
MiKPOQHTi0IATUYHO FeMOJIITUYHOI0 aHEeMIi€I0 3 HEBPOJIOTiYHUMH ITPOSIBAMHU, HUPKOBOIO

mchyHKIieo abo rapsukoo. TTII € moTeHIIiiHO He6e3neYHNM CTAHOM, SKUH MOXKe IPHU3BONUTH 10
JeTaabHOTO HACIIAKY i TOMY moTpeOye HeranHoro JIiKyBaHHS, Y TOMY YUCIIi TPOBeIeHHS
naa3Madepesy.

Habyma 2emodinis. TloBigoMIIsiu Ipo BUIAOKKW PO3BUTKY HaOyToi remodinii mics 3acTocyBaHHS
KJIOMigorpento. Y pasi miaTBepaKeHOoro OKpeMoro 30i/IbleHHsT akTHBOBAHOTO YaCTKOBOTO
TPOMOOTIIaCTHHOBOTO Yacy (AYTY), 1m0 CynpoBOAKYETHCSI ab0 He CYIIPOBOMXKYETHCS KPOBOTEUEIO,
NUTaHHS PO AiaTHOCTYBaHHSA HaOyTol reModinii moBMHHO OyTH PO3risAHyTO. [lamienTu 3
iATBEPOKEHUM [iarH030M HabyTol reModiii MoBHHHI 3HAXOOUTHUCS i HATJISIIOM JiKaps i
OTPHUMYBaATH HajleXKHe JIiIKyBaHHS; 3aCTOCYBaHHS KJIOIiAOTPEJII0 TaKUM MalliEHTaM CJIif IPUIUHUTH.

Hew,00a8H0 nepeHeceHull iwemiyHul iHcyabm. Yepe3 HEQOCTAaTHICTh faHUX He PEKOMEHIY€EThCS
IpU3HaYaTH KJIOMIIOTpesb ¥ mepit 7 [ib micyis rocTporo ilmeMiyHoro iHCYIbTY.

ITumoxpom P450 2 C19 (CYP2C19). ®PapmaKoreHeTHKa: y Malli€HTIiB i3 TeHETUYHO 3HUXKEHOIO
dyukuieto CYP2C19 cniocTepiraeTbcsi MeHIla KOHIIEHTPAIliS aKTUBHOTO MeTaboIiTy KIOMigorpeno y
T71a3Mi Ta MEHII BUPaXKeHU aHTUTPOMOOIMTapHUi e(eKT IIpK 3aCTOCYBaHHI peKOMeHI0BaHUX 03
KJIOIiIOTPeio.

OCKinbKY KJIOMIiOTpesb IepeTBOPIOETHCS Y CBilMl aKTHBHUM MeTabomiT YacTKoBo mif mieto CYP2C19,
TO 3aCTOCYBaHHS IIpernaparis, SKi 3HUKYIOTh aKTUBHICTE I[bOTO (PepPMEHTY, HalliMOBIpHiIlle, IpU3BEe
[0 3MEeHILIeHHS KOHIIeHTpallil akTUBHOTO MeTaboIiTy KIomigorpeto y mna3mi. OgHak KiliHiuHe
3HaYeHHS I1i€] B3aeMopii He 3’sicoBaHe. ToMy sIK 3am00iKHUM 3aXif CIIif yHUKATH OTHOYACHOTO
3aCTOCYBaHHS CUJTbHUX Ta ImoMipHuX iHri6itopis CYP2C19 (muB. po3nin «B3aeMofis 3 iHIMUME
JmiKapCbKUMU 3aco0aMu Ta iHIII BUAU B3aeMOfii»; neperik inribitopie CYP2C19 HaBefeHO y po3mimi
«®apMaKOKiHETHKa»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JoTpuMyBaTHCsS 00€peKHOCTI MalfieHTaMm, ki



OTPUMYIOTh OTHOYACHO KJIOIIIOTPeb Ta JIiKapChKi 3acobw, 110 € cyoctpatamu ¢hepmenty CYP2C8
(muB. po3min «B3aemogmist 3 iHIIUMY JTiIKapPCHKUMHU 3aco0aMu Ta iHIM BUIU B3AaEMOIIN»).

ITepexpecHa 2inepuymausicmb mieHonipuduHie. [1allieHTIB CIIif MEPEBIPUTH 1I0I0 HAABHOCTI B
aHaMHe3i TiepyYyTIUBOCTI A0 iHIINX TIEHOMIPUANHIB (TaKUX K KJIOMiOTPelb, TUKJIOMIANH,
IIpacyrpesb), TOMYy 1[0 HaOXOOWU/IY [IOBITOMJIEHHS IIPO IIepexpecHy rinepuyTIUuBiCTh
TiEHOMIPUOVHIB. 3aCTOCYBaHHS TiEHOIMIPUAWHIB MOXKe IIPU3BECTU [0 BUHUKHEHHS Bif] TETKUX
IO TSIZKKWX aJIeprivyHuX peakllii, Takux siK BUCHIl, Habpsak KBiHke, abo reMaToNoriYHUX
peaxiriii, TaKuX SK TPOMOOITUTOIIEHIsT i HeUTpOomeHis. [NamieHTy, siKi Many B aHaMHe3i anepriuxi
peaxtiii Ta/abo remMaTOIOTiYHi peakilii Ha OAWH TiIEHOMIPUAKWH, MOXYTh MaTH MiBULIEHUN PU3UK
PO3BUTKY Ti€l 2K ab0 iHIIOI peakilil Ha iHIMUHI TiEHOMPUAWH. PEKOMEHIYETHCSI MOHITOPHUHT IIIOO
HasIBHOCTI O3HaK TillepyyT/IUBOCTI y Iali€HTIB 3 BiIOMOIO ajlepri€to Ha TiEHOMiIpUOWHM.

ITopyweHHA ¢pyHKUil HUPOK. TepalleBTUUYHUYN OOCBif 3aCTOCYBaHHS KJIOMiMOTPETI0 MallieHTaM 3
HUPKOBOIO HEJJOCTATHICTI0O 00MeXKeHUM, TOMY TaKUM IaIliEeHTaM IpemnapaT CJIifl Mpu3HavaTH 3
obepexHicTO (muB. po3min «Crocib 3aCTOCYBaHHS Ta O3U»).

ITopyweHHA ¢pyHKuil neviHKu. [I0CBiA 3aCTOCYBaHHS IIpenapary Ialli€eHTaM i3 3aXBOPIOBaHHSIMU
TIEeYiHKY CepenqHbol TSIKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS reMOpariyHoro faiaTe3y oOMexXeHui, ToMy
TaKHMM XBOPUM KJIOIigOTPeNb CIlif Mpu3HadaTy 3 00epexkHicTio (IuB. po3ain «Crocib 3acTocyBaHHS
Ta MO3U»).

LonomigxcHi peyosuHu. OnHa Tabnetka npenapaty KJIOIIITOT'PEJIb 3EHTIBA MicTuTtsh 2,6 Mr
7akTo3u. IlalieHTaM 3 TaKUMU PiOKiCHUMM CIIafIKOBUMU 3aXBOPIOBAHHSIMHU SIK HEIIEPEHOCUMICTh
rajakTo3y, nedinuT maktasu abo mopymeHHs Maaba0copOilil TII0K03U-TalaKTO3u He CHIifl mpuiMaTh
1[e} Ipemnapar.

Ocobaugi 3acmepedceHHA W,000 8UOAIeHHA 3aAUWKI8 ma 8i0x00i8. Bynb-aKUil HEBUKOPUCTaHUH
npernapat abo Bigxomy MOTPiOHO 3HULIUTH BigIIOBIIHO M0 MiCIIEBUX BUMOT.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00i0.

BazimHuicmb. Yepe3s BiACYTHICTD KIIIHIYHUX JaHUX IIPO 3aCTOCYBAHHS KJIOMIOTPEI0 Y IIEPION
BariTHOCTI HebaXkaHO MPHU3HAYaTH Mpemapar XiHkaM (3acTepexXHuM 3axifm).

Hocnifgyu Ha TBapuHaxX He BUSBUIN IPSMOro abo 0IocepefKOBAHOT'0 HETaTHBHOTO BILJIUBY Ha
BariTHICTh, PO3BUTOK eMOPiOHA/IINIONA, TTOJIOTH Ta MMOCTHATAJbHUM PO3BUTOK (OUB. MimpO3din
«JJokmiHiuHi JaHi 3 6e3IeKu»).

I'odyeaHHs 2py00t0. HeBinoMo, Y eKCKPETYETHCS KIIOMigOTPENb Y TPYAHE MOJIOKO JIIOOUHU. Y
IOCTiMKEeHHSX Ha TBapuHax 0yJI0 MMOKa3aHo, I0 BiH eKCKPETYETLCS Y TPYAHE MOJIOKO, TOMY IIifl Yac
nikyBaHHA npenapatoMm KJIOIIIITOI'PEJIb 3EHTIBA rogyBaHHSA IPYOOO CHIif IPUIIAHUTH.

®epmuabuicme. [1ig 4ac gocnmigkeHb Ha 1a00paTOPHUX TBapuHax He OyJI0 BUSBIIEHO
HETaTUBHOTO BIUIMBY KJIOMiJOTPEII0 Ha (PePTUTIBHICTS.

30amuicmb 8nausamu Ha weudKicmby peakuyii npu KepysaHHi aBmompaHcnopmom iHwumu
MexXaHizMmamu.



Knomigorpens He BiuBae abo Ma€ He3HaYHUY BIIJIMB Ha IIBUIKICTh peakllil Ipy KepyBaHHi
aBTOTPAHCIIOPTOM ab0 poboTi 3 iHIIMMK MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.
Lopocai, y m.4y. nauieHmu AimHb020 BIK).

KJIOIIIOOI'PEJIb 3EHTIBY nputimatu o 75 Mr 1 pa3 Ha 0o0y He3aexHO Bifl BXXWBaHHS ixki.

Y xBopuX i3 TOCTPHUM KOPOHAPHUM CHHIPOMOM Ge3 mimiiomy cermenta ST (HecTabinbHa
cTeHOKappisa abo indapKT Miokapga 0e3 3y01s Q Ha EKI') nikyBaHHS KIIOMigoTpeneM

PO3MOYMHATHY 3 OHHOPA30BO1 HaBaHTaxXyBanbHOI 703U 300 MT, a MOTiM IPOAOBXKYBATH 03010
75 mr 1 pa3 Ha 106y (3 ACK) y mo3i 75—325 mr Ha 100y). OCKinbKu 3aCTOCYBaHHS OibIl
BUCOKMX 003 ACK mifBuillye pru3uK KPOBOTEYi, PEKOMEHAYETHCS He TIePEBUIIYBATH A03Y
anetuncaninunoBol Kucnotu 100 mr. OnTuManbHa TPUBAMICTh JTIKyBaHHS ()OPMaIbHO He
BCTAHOBJIEHA. Pe3ynbTaTu KITiHIYHUX OOCTiAXKEHb CBiTUYaTh HA KOPHUCTb 3aCTOCYBAaHHS
npenapaty g0 12 MicsiB, a MaKkCUMaIbHUU e(eKT CIoCTepiraBca yepes 3 MicCsli TiKyBaHHS.

[NTaumieHTaM i3 rocTpuM iHQapKTOM MioKappa 3 HigiioMoM cerMeHTa ST KJIOmifgorpesns IpuiMaTH 10

75 mr 1 pa3 Ha m00y, MOYKMHAIOYHW 3 OQHOPA30BOi HAaBaHTaXkKyBaIbHOI 103U 300 MT y
koMOinarii 3 ACK, 3 3acTocyBaHHSIM TPOMOOTITUYHUX IIpemnapaTiB abo 6e3 Hux. JIikyBaHHS XBOPUX
BiKOM Bif] 75 pOKiB mounHaTH 6€3 HaBaHTaXKyBaJIbHOI 03U KJIomiforpemnio. KomOiHOBaHy Tepariiio
CJIif PO3MOYMHATH AKOMOTa paHillle MiC/s MOsSBU CUMIITOMIB i IPOAOBXKYBAaTU IPUHAUMHI 4 THUXKHI.
KopucTs Bif 3acTocyBanHs KoMbiHail kimonigorpento 3 ACK noxap 4 THXHI Ipu IbOMY
3aXBOPIOBaHHI He BUBYAJIU.

[NamienTam i3 ¢ibpunsiieio mepencepnb KIIOMiJOTPeNnb 3aCTOCOBYBATH B OMHOPA30Bil

no0OoBi# mo3i 75 Mr. Pa3om i3 kiomigorpeneM Ciifi po3nodyaTy Ta MPOOOBXKYBaTH
3actocyBaHHS ACK (y mo3i 75—100 mr Ha mo6y) (muB. po3nin «®apmMaKoJIoTiuHi
BJIQCTHBOCTI»).

Y pasi nponycky go3u:

- SKII0 3 MOMEHTY, KONu MOTPiOHO 6yio mpuitMaTi 4epProBy A03Y, MUHYJIO MeHIle 12 roguH: nalieHT
Ma€ HeTalHO NIPUUHATHU NIPONYIIEHY 103y, @ HaCTYIHY [03y BXe IIpUUMaTH Y 3BUYHUN Yac;

- K10 MUHYJIO Oinbie 12 roguy, maiieHT Ma€ IpPUMMaTH HAaCTYIIHY YeProBy A03Y Y 3BUYHUM Yac Ta
He NTOABOI0BATH 03y 3 METOX KOMIEHCYBaHHS IPOMYIIEHOl LO3K.

Hupkosa HedocmamHicmo. TepalleBTUYHUN AOCBI 3aCTOCYBaHHS IIpenapary nalieHTam 3
HHAPKOBOIO HEJOCTATHICTIO 00MexKeHuH (AuB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

ITeyiHkosa HedocmamHicmb. TepaneBTUYHUM AOCBiM 3aCTOCYBaHHA IIpenaparTy nalieHTaM i3
3aXBOPIOBAHHSAMMU IE€UYiHKH CepegHbOl TIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS TeMOpParigyHoro fiaTe3y
oOMexeHu# (quB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

Himu.



Knomigorpens He CHIif 3aCTOCOBYBAaTH HiTAM, OCKiIbKY HE Ma€ JaHUX IMIOA0 e(PeKTUBHOCTI IpenapaTy
714 ITi€l BIKOBOI KaTeropil narfieHTiB (AuB. po3nin «®apMakoguHaMika»).

Ilepedo3yeanns.

[Ipu nepeno3yBaHHi KIIOMIIOTPEI0 MOXKJIIUBE IIONOBXKEHHS Yacy KPOBOTEYl 3 ITOa/IbIINMU
YCKJIafHEeHHSIMU. Y pa3i BUHUKHEHHS KPOBOTEeYl PEKOMEHYEThCA CUMITOMATUYHE JIIKyBaHH.

AHTHIOT papMaKOJIOTiYHOl aKTUBHOCTI KJIOMiOrpesto HeBimoMuii. I1pu HeoOXiqHOCTI HeTranHOT O
KOperyBaHHS IIOJIOBXXKEHOT0 Yacy KpPOBOTeYi isl KJIOMigorpesio MoxXe OyTH IPUINHEHA IIJITX0M
nepenBaHHS TPOMOOIIMTAPHOI MacCH.

ITobiuni peakuii.
Kopomkutl onuc npogiato be3nexu.

Besneka 3acTOCyBaHHS KJIOMiJOTpesio focnigxkeHa y 6inbm Hix 44000 malieHTiB, gKi B3I y4acTh y
KJTIHIYHUX [OCTimXKeHHAX (3 HuX y Oinbire Hik 12000 ocib Kypc nmikyBaHHS TpuBaB 1 pik i gosie).
Kniniyno 3nauyur nobivHi aii, mo crocrepiranucs y pmocnipxkenHsx CAPRIE, CURE, CLARITY,
COMMIT Ta ACTIVE-A, onucasni suxd4e. Y gocnigxensi CAPRIE mig knomipgorpento y go3si 75 Mr Ha
no0Oy 3aranoMm Oyna mopiBHsAHHOWO 3 Aieio ACK y mo3i 325 Mr Ha o0y He3asiexXHO Bif BiKy, CTaTi 41
pacu XBOpHUX.

Kpim manux KniHIYHUX OOCTigXKeHb, BpaX0BYBa/IH AaHi Ipo mobiuHi peakilil mif Yac 3aCTOCyBaHHS
npenaparty y KIiHIYHIli IpakTUIl.

KpoBoTeua Oysa HalmomKpeHilow modivyHOI0 peakIli€lo, 10 CIIocTepiranacs K y KIIHIYHAX
OOCHIAXKEHHAX, TaK i y IOCTMapKeTUHTOBOMY IE€Piofi, mif Yac SIKUX BOHA Hal4acTillle BUHUKaNa y
IepIIUH MiCAUb JIIKyBaHHS.

V mocnimxenni CAPRIE y malli€eHTiB, siKi 3aCTOCOBYBanu Kiomnigorpenst abo ACK, 3aranbHa
yacToTa KpoBoTedi ctaHoBuma 9,3 %. YacToTa BUHUKHEHHS TSXKKUX BUIAAKIB KPOBOTEY Oyna
OHAKO0BOIO Ay Kiomigorpento ta ACK.

V nocnimxenni CURE He crocTepiranocs 30inbllIeHHS YaCTOTH BUHUKHEHHS BEJIUKUX
KPOBOTEY IIPU 3aCTOCyBaHHI KoMOiHarii knmonigorpens ACK ymnponoBx 7 OHIB micis
IIPOBEJeHHA OTepallil a0OPTOKOPOHAPHOI0 IIYHTYBaHHS Y MAIli€HTIB, SIKi MIPUNMHUIIA
JiKyBaHHS OiNbIN HiXK 3a 5 [HIB [0 XipypriyHOro BTpy4YaHHs. Y MAallieHTiB, SKi MIPOOOBKYBaIX
JIiIKyBaHHS IIPOJOBXK 5 AHIB 0 OIepallil a0OpTOKOPOHAPHOTO ITYHTYBaHHS, YaCTOTa
BUHUKHEHHS 11bOTO sBUIlA cTaHoBUJa 9,6 % y rpymi knomnigorpens ACK Ta 6,3 % y rpymi
mnane6o ACK.

Y nocnigxenni CLARITY crocTepiranaocs 3arajibHe IiABUIIEHHS YaCTOTU BUHUKHEHHSI KPOBOTEY Y
rpymi, sika npuiimMana kinomigorpens ACK, mopiBHSIHO 3 IpyIolo, sika oTpuMyBaia mnane6o ACK.
YacToTa BUHUKHEHHST BEJIMKOI KpoBOTeUi Oysa momi6Hoi0 B 000X rpymnax. Lisg BemuynHa Gyia CTiHKO0
y Migrpymnax namieHTiB, [0 Bigpi3HsINCS 3a IOYaTKOBUMU IlapaMeTpaMu i TunoM gibpuHomiTiKa abo
rermapuHOTEparil.



V nocnimxkenni COMMIT 3araibHa 4YacTOTa BUHMKHEHHS BeJIMKUX HellepeOpambHUX abo
11epebpanbHUX KPOBOTEY OyJla HU3bKOIO i MOMi0HOI0 B 060X IpyIax.

Y nocnipxenHi ACTIVE-A gacToTa BUHUKHEHHS BEIMKUX KpPOBOTeY Oyia BUIOI0 y TPy, sKa
oTpuMyBasna kiomigorpens ACK, nopiBHsHO 3 Tpymolo, sika oTpuMyBaia mnane6o ACK (6,7 % mpotu
4,3 %). B 060x rpymnax BeauKi KpoBOTedYi OyIu ImepeBaXHO eKCTpaKpaHiaaIbHOT0 MOXomKeHHd (5,3 %
y rpymi knomigorpens ACK, 3,5 % y rpyni nnane6o ACK), B 0CHOBHOMY HITYHKOBO-KHIITKOBI KPOBOTEUi
(3,5 % npotu 1,8 %). Crioctepiranocs 306inbiIeHHS KiTbKOCTi BHYTPIITHbOUEPETTHUX KPOBOTEY Y TPYIIi
knonigorpens ACK nopisasiHO 3 rpynoio miane6o ACK (1,4 % npotu 0,8 % BigmoBigHO). MiX nuMu
rpynamu He OyJI0 BUSIBJIEHO CTaTUCTUYHO OOCTOBIPHOI Pi3HUI V¥ YACTOTi BUHUKHEHHS JIETATbHUX
kpoBoTel (1,1 % y rpymi knonigorpens ACK ta 0,7 % y rpymi nnane6o ACK), a Takoxk reMopariuHoro
incynsty (0,8 % Ta 0,6 % BigmoBigHO).

Cnucok nobiuHux peakuitl y suzaa0i mabauu.

[To6iuni edekTH, SKi criocTepiranucs mifg yac KIIiHIYHUX JOCHiXKeHb abo Mpu 3aCTOCYBaHHI
JiKapChKOro 3acoby y KITiHiuHiM ITpaKTulli, HaBefeHo y Tabnuili Hux4e. [To6iyHi peakiril
po3amnopineHi 3a cucremoio «Opras-Kmac», 4acToTa iXx BUHUKHEHHS BU3HAYeHa TaKUM YMHOM:
yacTo (Bim > 1/100 mo < 1/10), Hewacrto (Bim > 1/1000 mo < 1/100), pimko (Bim > 1/10 000 mo
< 1/1000), myxe pigko (< 1/10 000), gactora HeBigoMa. [1/151 KOKHOTO KJIaCy CUCTEMU OpraHiB
n100iuHi epeKTH 3a3HaveHi y OPSAAKY 3HUXKEHHS 1X TIKKOCTI.

Cuctema «Opras- [lye pigko, 4acTtoTa

HacTo HeuacTo Pinko .
Knac» HeBimoMa*
3 60Ky KpOBi Ta TpomboruTonenisi, [He#dTpomeHis, [TpombGoTHYHA
miM¢paTUYHOl CUCTEMH] TeKOITUTOIeHis, BKJTIOUAIOYHU TIKKY TPOMOOIIMTONIeHIYHA
eo3uHOPimis HEUTPOIIEeHiI0 nypuypa (TTII) (gus.

po3min «Oco6muBOCTi
3aCTOCYBaHHS»),
QIIaCTUYHA aHeMis,
AHITUTOINEHIs,
ArpaHyIoLUTO3, TAXKKA
TPOMOOIIMTOIeHis,

HabyTa remodimist A,
TPaHYJIOIUTONEHisq, aHeMis
3 00Ky cepIs Koywic-cuampom
(Ba3ocmacTr4Ha aneprivyHa
CTeHOKapHisi/anepriynuu
iHQapKT MioKappaa) K
HACJIiIOK peakiril
[TigBUINEHO] YYTIUBOCTI 10

KJTonifgorpento*
3 00Ky iMyHHOI CupoBaTKOBa XBOpo0Oa,
cucteMu aHadinakToigHi peakii,
[lepexpecHa
Tinep4yyT/IUBICTh

TiEHOMPUANHIB (TaKUX IK
THUKJIOIIAWH, Ipacyrpeb)
(muB. po3min «Oco6IHBOCTI
3aCTOCYyBaHHSI»)*
[lcuxiyHi po3nagu [amounHalii, CIIyTaHiCTh
CBimOMOCTi




Cucrema «OpraH-

[lyxe pigko, 4acTtoTa

HOI CUCTEMH Ta
[MonOYHUKX 387103

HacTo Heuacto Pinko .
Knac» HeBigoMa*
3 60Ky HEPBOBOI BHYTpiIHbO-4yepenH] 3MiHa cMaKOBOTO
crucTeMu KPOBOTEUi (Y eIKuX CIIPUAHATTS
BUMAfKaX - 3
neTaabHUM
HaCTiTKOM),
TOJIOBHUH Oifb,
rmapecresid,
3amaMOpOYeHHS
3 60Ky opraHiB 30py KpOBOBUIIUB Y
MiTSHKY OKa
(KOH'IOHKTHUBaJIbHA,
OKYIISIpHA,
pEeTUHaILHA)
3 60Ky OprasiB Cyxy Beprturo
ra 1abipuHTy
3 00Ky CynuH emaToMa Ts2KKWi KDOBOBUJIUB,
KpPOBOTEYa 3 OllepaliiHol
[paHU, BaCKYJIiT,
apTepianbHa TiMOTEH3is
3 60Ky IUXanbHOI HocoBa KpoBoTeua KpoBoTeui pecrnipaTopHUAX
CICTEeMU, OpTaHiB IIXiB (KPOBOXapKaHHS,
TPYOHOL KITiTKM Ta lTereHeBa KPOBOTEYa),
CepemoCTiHHS OPOHXOCTIA3M,
iHTepCTUIliaTbHUN
MTHEBMOHIT, e03uHO(INbHA
[THEeBMOHIS
3 60Ky ILTYHKOBO- [[ImyHKOBO-KUAIIIKOBa|Bupa3ka miyHKa Ta [PeTponeputoneanbHui|IInyHKOBO-KUIIKOBI Ta
KHUIIKOBOTO TPAKTy  [KpOBOTedYa Hiapes, |IBaHAOUSATUIANOI  [KPOBOBUJIKB PETPOIEPUTOHEaIbHI
QbmoMiHaTbHMH KHUIIIKY, TaCTPUT, KPOBOTEUI 3 IeTaIbHUM
0i7b, MUCIIemncis O1MI0BaHHS, HYMOTA, HaCJTigKOM, TaHKPEeaTuT,
3a110p, METEOPU3M KOJIiT (30KpeMa
BUPa3KOBUii ab0
pTiM oI TapHU), CTOMATHUT
3 60Ky ['ocTpa neyviHKOBa
rermaTobimiapHol HEeIOCTaTHICTh, TeIaTHUT,
cucteMu QHOMAaIbHI pe3yiIbTaTh
[T0Ka3HUKIB QYyHKII1
MeviHKy
3 60Ky WKipu Ta [TinmKipaul Bucunanss, BynB03HUN IepMaTUT
MiTIIKIDHUX TKAQHUH |[KPOBOBUJIUB cBepOiXK, (TOKCUYHUT
BHYTPILIHBOIIKIPHI eriepManbHI HEKPOII3,
KPOBOBUJINBU curppoM CTiBeHCa —
(mypmypa) [[>KOHCOHA, MyIbTHU(GOPMHA
epuTeMa,
TOCTPU TeHepai3oBaHuM
eK3aHTeMaTO3HUU
mycTtynso3 (I'TETII),
AHTIOHEBPOTUYHUYN HAOPSIK,
epuTeMaTo3He BUCUTIAHHS,
KPOIIUB’ IHKA,
MeIUKaMeHTO3HUU
CUHIPOM TillepYyTINBOCTI,
MeIMKaMEeHTO3HE
BUCUIIAHHS 3 €03UHOiTiE0
Ta CUCTEMHUMMU IIPOSIBAMHU
(DRESS-cunmpom),
epuTeMaTo3Hi abo
exchoniaTUBHI BUCUTIAHHS,
eK3eMa, IJIeCKaTul IHInan
3 00Ky PermponyKTHB- ['iHeKOoMacTis




Cuctema «Opras- JacTo HewacTo Pinko JZ[y}I;e pimKo, yacToTa
Kmac» HeBigoMma*
3 60Ky OITOPHO- KicTkoBO-M'130Bi
PYXOBOTO amapary Ta KPOBOBUJIUBY (reMapTpo3),
CITOJTy4YHOl TKAHUHU APTPUT, apTpanris, Mianris
3 60Ky HUPOK Ta Cematypis ['moMmepynoHedpur,
CEeYOBUBIMHUX IIIIAXIB MiIBUINEHHS PiBHS
KpeaTHHIHY B KPOBi

3aranbHi po3nany Ta [KpoBoTeda y MicCIfi [apsuka
peaxtii y micIi iH’ €Kil
BBE[IeHHS IIPernapary
3MiHU V pe3yabTaTax [TomoB:XKEHHS 4acy
Ta00pPaTOPHUX KPOBOTEUI,
TOCJIiIXXEeHb 3HUKEHHS KIJILKOCTI

HeTPo(dimiB i

TPOMOOITNTIB

[ToBimoMIeHHS PO Migo3pioBaHi M06GiYHI peakiiii.

[ToBimoMIIEHHS PO Mig03pIoBaHi MOOiIUHI peakilil mics cxBaJleHHS JiKapChKOTro 3aC00y NO3BiIbHUMMU
OopraHaMu € BaXJIMBOIO MIPOLeAyporo. Lle mae 3MOry 3[ilCHIOBATH MOCTIMHUNA MOHITOPUHT
CIIiBBiTHOIIIEHHST «KOPHUCTh/PU3UK» 3aCTOCYBaHHS I[bOTO JTIKAPCHKOT0 3aco0y.

Y pasi BuHUKHeHHS HeOaXXaHUX MPOsiBiB, MOOIYHMX peakKIliit abo y pasi BiCyTHOCTI TepaneBTUYHOI Aii
HeoOXigHO nmoBimoMuTHu 3a agpecoo TOB «3EHTIBA VKPAIHA», 02660, m. Kuis, bpoBapcekui
npocmnekrt, 5 «M», Ten./dbakc: 38 044 517-75-00, eneKTpoHHa agpeca
pharmacovigilance@alvogen.com.

Tepmin npudamuocmi.

3 POKH.

YMmoBH 30epiraHHsi.
He moTpe0ye crerianbHuX yMOB 30epiraHHs.

30epiratu y HEJOCTYIIHOMY IJISI OiTe# MicIi.

YnakoBka.

[To 10 TabneTox y GiicTepi i3 MOMiBiHINIXIOPUAHOI IIJTiBKY Ta (ONIBIY anioMiHiEBOI 3 MapKyBaHHSAM
yKpalHchKoio MoBoIo. [To 3 a6o 9 a6o 10 GmicTepiB y mayIli 3 KapTOHY 3 MapKyBaHHSAM YKPaiHCHKOIO
MOBOIO.

Kareropis Bigmycky. 3a perenTtom.


mailto:pharmacovigilance@alvogen.com

BupoOHHK.

OAPMATEH IHTEPHEIIHIJI CA

Micue3HaxoaKeHHsI BHPOOHHKIB Ta aJjpeca MicClsi MpoBaIXKeHHs HOro Tis/IbHOCTI.

Iapactpian Ilapk Ceiinic y mpedektypi Popomi, bnok Ne 5, Pogomi, 69300, I'pemis.



