IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KNOoMI4OrPE/b 3EHTIBA
(CLOPIDOGREL ZENTIVA)
Cknap:
Aitoya pevyoBmHa: Knonigorpess;
1 Tabnetka MiCTUTb KNoMigorpesnto 6ecunary eKBiBa/IEHTHO KNONiLOrpento 75 Mr;
[ONOMI>KHI PEYOBMHU: LieNtos103a MIKpoKpucTanivyHa;, MaHit (E 421); rigpokcunponinuentonosa; KpocnoBifoH; K1ucioTa IMMOHHA, MOHOrIApaT; NonieTUNEHT TiKO/b
6000; K1ucnoTa CTeapuHOBa; Ta/bK;
nniskoa 060n0HKa Onagpait 11 Poxesuii 32K 14834: rinpomenosa (E 464); nakto3a, MOHOrigpar; 3aiza okcug YepBoHunii (E 172); TpuauetuH (E 1518), Tutany
piokeng (E 171).

JlikapcbKa hopma. TabneTku, BKPUTI NIIBKOBOK 060/I0HKOHO.
OCHOBHI (pi3nMKO-XiMiYHi BNaCTWBOCTI: TabNeTKn Kpyrnoi hopmm 3 4BOOMYK/OK NOBEPXHEHD, BKPUTI N/TIBKOBOK 060/I0HKOHD POXKEBOI0 KOJLOPY.

dapmakoTepaneBTUYHa rpyna.
IHri6iTopy arperauii TpoM60UMTIB, KpiMm renapuHy. Kog ATX BO1A CO04.

dapmMakosoriyHi BNacTmBOCTI.

PapmakognHamika.

MexaHi3m fii. Knonigorpens CenekTMBHO MPUTHIYYE 3B’A3yBaHHA afeHosuHandocdary (ALP) 3 peLenTopom Ha NoBepxHi TpoMOoumMTa Ta NOAasbLLY aKTMBaL,ito

komnnekcy GPIIb/Ia nig gieto AQP | TakKum YAHOM MPUTHIYYeE arperauito TpomMb6oumTiB. [N YTBOPEHHS aKTMBHOT IHTiGILiT arperayii TpomoounTiB HeobXigHa

6ioTpaHcdopmauis knonigorpento. Knonigorpenb TakoX NPUrHivye arperawito TpOMO0OLMTIB, iIHAYKOBaHY iHLWIMMUK aroHictaMu, LWAsXoM 6/10KyBaHHS MiABULLEHHS

aKTMBHOCTI TpOMOOLUTIB BUBINbHEHNM AL®P. Knonigorpens HE060pOTHO MOAUMDIKYE AL ®P-peuentopun TpomboUUTIB. OTXE, TPOMOOLUTK, L0

BCTYNWIN Yy B3aEMOJIK0 3 K/OMiAOrpenemM, 3MiHIOKTLCS [0 KiHUA TX XUTTEBOro umkny. HopmanbHa (yHKLiS TPOMOOUMTIB BifHOBMKOETLCA 3i LUBMAKICTIO, WO

BiZNOBiAAE LWBMAKOCTI OHOB/IEHHS TPOMOOLMUTIB.

dapmakoanHaMiYHi edieKTU. 3 NepLloro AHA 3aCTOCYBaHHA Y NOBTOPHMX A0O0BMX [03aX 75 MI npenaparty BUSABMAETLCA CYTTEBE YMNOBiNIbHEHHS AL D-iHAYKOBaHOT

arperauii TpoméouunTiB. Lis Ais NporpecuBHO NOCUMKOETLCS i CTabiNi3yeTbea MiXk 3 1 7 AHsSMK. Mpu cTabiNbHOMY CTaHi cepefiHild piBeHb NPUrHiYeHHs arperayii nig

Aieto o60BOT fo3Kn 75 Mr cTaHOBUTL Bifg 40 f0 60 %. Arperauis TPOMOOUUTIB i TPMBANICTL KPOBOTEYI MOBEPTAKOTLCA A0 MOYATKOBOIO PIBHA Y CepelHbOMY Yepes
5 AHIB Micnsa NPUNUHEHHs NiKyBaHHS.

KniHiYHa edeKTUBHICTL Ta 6e3neka. be3neky Ta e)eKTUBHICTb KNONIAOrpento ouiHBann y M’STn NOABIMHUX CAINUX AOCAIIKEHHAX, Y SKMX B35/ y4aCTb NOHa[

88000 nauieHTiB: gocnipkeHHs CAPRIE — nopiBHAHHA Konigorpento 3 auetuncaniunnosoto kucnotoro (ACK), i gocnipkeHHs CURE, CLARITY, COMMIT Ta

ACTIVE-A, wo nopisHtoBaan Knonigorpens i nnaue6o, o6mnasa B Komo6iHauii 3 ACK Ta iHWO cTaHAapTHOO Tepanieto.

IHdapKT Miokapaa (IM), iHCYNbT, O CTaMCS HELLoAaBHO, abo BCTAHOB/IEHE 3aXBOPHOBAHHA NepudepuyHNX apTepii. Y pocnimkeHHs CAPRIE 6yno BKIKOYEHO

19185 xBopux Ha aTepOTPOMO03, NMPOSIBOM SKOro 6yB HeLWoAaBHIN iHapKT Miokapaa (< 35 AHiB TOMy), HELLOAaBHIl ilemMivyHWUiA iHCynbT (Big 7 AHIB A0 6 MicsuiB

TOMY) ab0 BCTaHOB/IEHE 3aXBOPKOBaHHA nepudepuyHmnx aptepin (3MA). MauieHT 6ynmn paHAOMI30BaHI Ans OTPMMaHHS Knonigorpento no 75 mr/aoby abo ACK

325 mr/poby, nicnsa 4Yoro BOHW nepebysanv Mif criocTepexxeHHsaM Bif 1 fo 3 pokiB. Y migrpyni iHpapKTy Miokapga 6iblwicTs nauieHTis oTpumysaim ACK 'y




nepLUi Kifibka AHIB MiCNa pO3BUTKY IH(apKTy MioKapaa.

Knonigorpens nopiBHAHO 3 ACK [0CTOBIPHO 3HMXXYBaB 4acTOTY PO3BUTKY HOBMX iLIEMiYHUX MOAIA (KOMOIHOBaHa KiHLIEBa TOYKa, fika CKnaganacs 3 iH(hapKTy
MiokapZa, iWeMIYHOro IHCY/bTy | feTa/ibHOro Hacnigky). lMpu npoBefeHHI aHanily BIAMOBIAHO O MPU3HAYEHOrO Ha MoYaTky [AOCMIIKEHHA NiKyBaHHS
cnoctepiranocs 939 nogiin y rpyni knonigorpento i 1020 nogin y rpyni ACK (BigHOCHe 3HMXeHHS puanky (B3P) 8,7 %, [95 % Al: 0,2-16,4]; p=0,045). To6To Ha
KOXHI 1000 nauieHTiB, AKI nikyBanmcs 2 poku, goaatkoso go 10 [Al: 0-20] nauieHTIB YHUKaIN PO3BUTKY HOBOI iLLeMiYHOT nogii. AHani3 3arajibHol
NeTaNbHOCTI AK BTOPUHHOT KiHLLEBOT TOUKM HE BUSIBUB 3HAYHMX BigMIHHOCTEN MixX Tepanieto knonigorpenem (5,8 %) i ACK (6 %).

AHani3 nigrpyn 3a BignoBiAHMMI 3aXBOPIOBaHHAMM (iH(hapKT MioKapAa, ileMiuHnin iHcynbT i 3MA) nokasas, WO HalibinbLniA edekT (L0 AocsraB CTaTUCTUYHOI
poctosipHocTi npu p=0,003) crniocTepirascs y nauieHTiB i3 3MA (0c06MBO Yy TUX, XTO NEPEHIC iH(apKT miokapaa) (B3P= 23,7 %; Al: 8,9-36,2), MeHLwni edhekT (L0
[OCTOBIPHO He Bigpi3HaBca Bif eekty ACK) manm nauieHTu 3 iHcynsTom (B3P=7,3 %; Al: -5,7-18,7 [p=0,258]). ¥ nauieHTiB, BK/IOUEHUX Y LOCMIIKEHHSA, AKI
HeLLloJaBHO MepeHec IH(apKT MioKapaa, BNAWB KIONILOrPesto 3a YACEIbHUMM MOKa3HMKaMu 6yB MeHLIMM, ane npu LpOMY BiH CTATUCTUYHO LOCTOBIPHO He
BigpisHascs Big BnavBy ACK (B3P= -4 %; Al: -22,5 -11,7 [p=0,639]). Kpim Toro, aHania nigrpyn XBOpUX Pi3HOr0 BiKYy CBIfYWTb, WO CNPUATIMBUIA  eqeKT
K/OMIAOrpento y nauieHTiB BIKOM Bifi 75 POKiB OYB HXKUMM, HXX Y navieHTiB £ 75 pOKiB.

OckKinbkn NoTyXHicTb gocnimpkeHHs CAPRIE He 6yna [OCTaTHLOO, LWOO OUIHUTY e(DEKTUBHICTL AN OKPeMUX Migrpyn, 3a/MWacTbCa HE3PO3YMiMM, Yn AiACHO
ICHYIOTb BIMIHHOCTI Y BIZHOCHOMY 3HVKEHHI PU3MKY A/ XBOPUX i3 PI3HUMM 3aXBOPHOBAHHAMM, Uu Pi3HNLA Byna BUNaLKoBOK.

[OCTpWiA _KOPOHapHWIn cuHApoM. Y pocnigpkeHHss CURE 6yno BkAoYeHO 12 562 nauieHTW 3 roCTPMM KOPOHapHUM CUHAPOMOM 6e3 nigiomy cermeHTa ST
(HecTabinbHa cTeHOKapAis abo iHMapKT MioKapaa 6e3 natosioriyHoro 3yous Q), B AKMX 3a OCTaHHI 24 rofuHM criocTepirascsa Hanag 6010 B rpyadax abo cuMnToMm
ilwemii. Y nauieHTiB 6ynm 3MiHM Ha EKT, Wwo cBigyartb Npo HOBY ileMito abo NiABULLEHHSA aKTUBHOCTI cepLeBuX )epMeHTIB abo TPOMOHIHY | un T MiHIMYM yABiui
MOPIBHSAHO 3 BULLLOKO MeXer HopMuW. XBopi 6y paHAoMi30BaHi Ans OTPMMaHHS Konigorpento (HaBaHTaxyBanibHa Ao3a — 300 mr, NoTim — 75 mMr/goby, n=6259) a6o
nnaue6o (n=6303), obuasa y kombiHauii 3 ACK (75-325 mr 1 pa3 Ha fo0y) Ta iHLIOK CTaHZApTHOK Tepanieto. TpmBanicTb NliKyBaHHA Oyna Ao 1 poky. Y
pocnipkeHHi CURE 823 (6,6 %) nauieHTM OTpUMyBa/l TakOoX CYMyTHIO Tepanitd aHTaroHiCTOM raikonpoTeiHoBux peuenTtopiB GPIIb/ITla. Binbw HiX 90 %
nauieHTIB OTpUMYyBasM renapuHui. Taka CynyTHS Tepanis CTaTUCTUYHO LOCTOBIPHO He BM/MBa/sia Ha BILHOCHY 4acTOTY BUHWKHEHHSI KPOBOTeY Mpu NiKyBaHHI
Knonigorpenem i nnaue6o. KinbKicTb nawieHTiB, AKi JOCAT NEPBUHHOI KiHLEBOT TOUKM [cepLeBo-cyanHHa cMepTHicTb (CCC), iHgapkT miokapza (IM) abo iHcynbT],
ctaHoBuna 582 (9,3 %) y rpyni knonigorpento i 719 (11,4 %) — y rpyni nnaue6o. BigHOCHe 3HMXEHHS pu3uKy ctaHoBuio 20 % (95 % A1 10-28 %;
p=0,00009) ansa rpynu knonigorpento (17 % — npy KoHcepBaTUBHOMY NiKyBaHHI, 29 % — AKLL0 nauieHTaM NPoBOAWV Yepes LLKIPHY TPaHC/IIOMIHaIbHY KOPOHapHY
aHrionnacTuky 3 abo 6e3 BCTaHOB/IEHHA CTeHTa i 10 % — AKLLO iM NMPOBOAWIN a0PTOKOPOHAPHE LIYHTYBaHHSA). [lonepeiyKeHHs pO3BUTKY HOBUX CEPLIEBO-CYAUHHUX
nogAiv (NepBMHHa KiHLIEBa TOYKA) Bif0yBanocs 3 BiAHOCHNM 3HMXKEHHSIM PU3KKY, sike cTaHOBWNO 22 % (Al 8,6-33,4), 32 % (A4l: 12,8-46,4), 4 % A4l -
26,9-26,7), 6 % (A41: -33,5-34,3) i 14 % (4]: -31,6-44,2) y nepioan 0-1, 1-3, 3-6, 6-91i 9-12 micauis foCNifpKeHHA BiANOBIAHO. TOOTO Yepes 6ifibLl HiXK
3 Micaui NikyBaHHS CNPUATIVBUIA e(PeKT, WO crocTepirasca y rpyni knonigorpens + ACK, 6inblue He 3poCTaB, a pU3MK KpOBOBWUAMBIB 3anMLIaBca (4MB. po3ain
«OCc0061MBOCTI 3aCTOCYBAHHSA).

3acTocyBaHHA Knonigorpento nig yac gocnigpkeHHs CURE 3HWKyBano notpeby y 3acTocyBaHHI TpoMb6oniTuuHoi Tepanii (B3P=43,3 %; Al: 24,3-57,5 %) Ta
iHriGiTopiB rnikonpoteiHoBuX peuenTopis GPI1b/l11a (B3P=18,2 %; Al: 6,5-28,3 %).

KinbKicTb nauieHTiB, AKi JOCATM KOMOIHOBaHOI nepBuHHOI KiHUeBoT Toukn (CCC, IM, iHcynbT abo pepaktepHa iwemis), ctaHoBuia 1035 (16,5 %) y rpyni
knonigorpento i 1187 (18,8 %) y nnaue6o-rpyni. BigHOCHE 3HMXEHHS pu3nKy cTaHoBMNO 14 % (95 % [l 6-21 %, p=0,0005) y rpyni knonigorpento. Takuii edekt
6yB 304e06iNbLLIOro 3yMOB/IEHNIA CTATUCTUYHO 3HAYYLLIMM 3HUXKEHHSIM YaCTOTM BUHUKHEHHSA IM [287 (4,6 %) y rpyni knonigorpento i 363 (5,8 %) y rpyni nnaue6o].
3MiHM YacTOTK NOBTOPHMX rocriTanisawii 3 NPMBOAY HECTabiNbHOT CTEHOKApAIT He CnocTepiranocs.

Pe3ynbTaTtu, 0flep>KaHi y rpynax nauieHTiB i3 pisHUMMN XapakTepucTukamu (Hanpuknag, HectabinbHa cTeHokapis abo IM 6e3 natonorivyHoro 3yéus Q, piBeHb pU3NKY
Bifl HU3bKOIO 10 BUCOKOrO, AiiabeT, HeOOXiAHICTb peBacKynsapusadii, Bik, cTaTb), 36iranucs 3 pesynbtatamu NepBuHHONO aHanisy. 3okpema, 40AaTKOBUIA aHani3 2172
nauieHTis (17 % Big yciel rpynu nauieHtis CURE), akum 6yno sBctaHoBneHo cTeHT (PCI-CURE), nokasas, Lo Npv NiKyBaHHI Konigorpenem, nopiBHAHO 3 nnaue6o,




crocTepiraeTbcs 3Hauylle B3P (26,2 %), Lo CBIAYATL Ha KOPWUCTb KIOMIZOTPEento y nonepemkeHHi po3BUTKY MepBUHHOI KiHLeBOi Toukn (CCC, IM, iHcynbT), a
TakoXX 3HauyLle B3P (23,9 %) ana apyroi KOM6iHOBaHOI NepBMHHOT KiHLEBOT Toukn (CCC, IM, iHCynbT abo pedpakTepHa iemis). binbwe Toro, npoinb 6e3neku
KNOMigorpento y Ui nigrpyni nawieHTiB He BUK/IMKAE HISIKUX 0COBIMBUX 3ayBaXKeHb. TakuM YMHOM, pe3ynbTaTi 4OAATKOBOI0 aHani3y rpynu nauieHTiB 36iratoTbes 3
pe3ynbTaTaMm BCbOro LOCNIAXKEHHS.
Cnpuatnneuii - epekT Knonigorpento  6yB MPOAEMOHCTPOBAHUA He3a/leXXHO Bif, OTPUMaHHA HEBIAKNALHOrO Ta [AOBrOTPUBAION0 JiKyBaHHSA  IHLUNMK
CepLeBo-CyANHHUMKN 3acobaMn (TaKMMKU K renapuH/HU3bKOMOIEKYNAPHWIA renapuH, iHribiTopy rnikonpoteiHoBux peuentopis GPIIb/Ia, ninigo3HuKyBaibHi
npenapaty, B-6nokaropu Ta iHriéitopn ArNad). EekTMBHICTb Knonigorpento He 3anexana Big fo3n ACK (75-325 mr 1 pa3 Ha fo6y).
Y nauieHTiB i3 roctpum IM 3 nigiomom cermeHTa ST ouUiHOBanK 6e3MneKy Ta eeKTUBHICTb KIOMiJOrpento y ABOX paHAOMi30BaHUX MNaLebo-KOHTPO/bOBaHMX
noAgiHMX cninux gocnipkeHHax CLARITY i COMMIT.
Y pocnipkeHHs CLARITY 6yno BktoUYeHo 3491 nauieHT, y AKX MNPOTArom ocTaHHIX 12 roguH Bigodyscs IM 3 niginiomom cermeHTa ST i 6yna 3ansaHoBaHa Tepanis
TPOMOGONITUYHUMK 3acobamm. TMauieHTn ogepxxyBann Knonigorpens (300 MI HaBaHTaXXyBa/IbHOI 403K, NOTIM — No 75 Mr/go6by, n=1752) a6o nnaue6o (N=1739),
obuaea — y KombiHauii 3 ACK (HaBaHTaXyBa/lbHa f03a — 150-325 mr, nicnsg 4oro — no 75-162 mr/go6y), hibpUHONITUYHMM areHToM Ta Yy pasi HeobXigHOCTI —
3 renapuHom. Moganblue criocTepeXkeHHs 3a nawieHTamu Tpmueano 30 AHiB. MepBUHHOK KiHLEBOK TOYKOK Oya OK/t03isi NOB’S3aHOI 3 iHPapKTOM apTepii, BUsiBNeHa
Ha aHriorpami nepej BUMUCKOK 3 KMIHIKW, NeTa/lbHUA Hacnigok abo peumavs IM neped npoBefeHHAM KOpPOHapHOT aHriorpadii. And nauieHTiB, AKUM He
npoBOAMNach aHriorpadis, NepBMHHOK KiHLEBOK TOUKOH OyB NeTaslbHUiA HacnigoK abo peumans iHapKTy Miokapaa Ao 8 406y abo [0 BUNUCKM 3 KMiHIKKX. Y rpyni
nauieHTis 6yno 19,7 % XiHoK, 29,2 % nauieHTiB = 65 pokiB. 3aranom 99,7 % nauieHTiB oTpumyBanu QibpuHoniTUKK (ibpuHocneumdiuHi — 68,7 %,
(hibprHOHecneummiyHi — 31,1 %), 89,5 % — renapuH, 78,7 % — B-6nokaropu, 54,7 % — iHribitopn AMN® i 63 % — cTaTuHN.
MepBUHHOT KiHUEBOI TouKM fgocAarnv 15 % nauieHTiB i3 rpynu, Wo oTpumyBana Knonigorpens, i 21,7 % i3 rpynu, wo oTpumysana nnaue6o. TaknMm YMHOM,
abCcoNtOTHE 3HMXKEHHA CTaHOBWMNO 6,7 % i 3 nepeBaroto 36 % Ha kopucTb Knonigorpento (95 % Al: 24-47 %; p<0,001), B OCHOBHOMY Y 3B’S13KY 3i 3MEHLLEHHSM
BUMAAKIB PO3BUTKY OK/HO3IT apTepii, MOB’A3aHOI 3 iIHPapKTOM. Taka nepesara Crocrepiranacs y BCix nornepeAHb0 BU3HaYeHWX Migrpynax nawieHTis, po3nogiieHunx 3a
BIKOM, CTaTTHO, /IOKasli3aLieto iHPapKTy i BUAOM OTPUMYBaHOI Tepanil (ibprMHONITUKaMK abo renapnHamu.
[BothakTopHUin Am3ainH pocnigkeHHs COMMIT BkntoyaB 45852 nauieHTH, Yy SKMUX NPOTArOM OCTaHHIX 24 rofuH CrnocTepiranocs BUHWUKHEHHS CUMMATOMIB, SKi
A03BONAKOTHL 3anifo3puTy IM, Wo NigTBepMKYETLCS BiAXWUNEHHAMM Bif HOPMK NoKasHKKiB EKI™ (Hanpuknag, niginom um genpecis cermeHty ST abo 6n1o0kaga niBoi
HiKKM nydyka [ica). MauieHTn oTpumyBanu Knonigorpens (75 mr/po6y, n=22 961) a6o nnaue6o (n=22 891) y komb6iHauii 3 ACK (162 mr/go6y) npoTtsarom
28 [HiB ab0 [j0 BUMUCKY 3 flikapHi. KOMBIHOBaHUMMW NEPBUHHUMU KiHLEBUMM TOUKaMK BYB NleTalbHUIA HacifoK 3 6y Ab-AKOT NPUYMHA | NepLunin peLnamns
iH(hapKTy MioKapAa, iHCYNbT abo NeTalbHUI HacnifoK. Y rpyni nauieHTis 6yno 27,8 % xiHok, 58,4 % nauieHTiB = 60 pokiB (26 % = 70 pokiB) i 54,5 % nauieHTiB,
AKi OTpUMyBaIv PiGPUHONITUKMN.
Knonigorpenb cTaTUCTUYHO AOCTOBIPHO 3HUXKYBAB BiHOCHWUIA PU3MK PO3BUTKY NeTalbHOrO Hacnigky 3 6yab-akoi npuunHu Ha 7 % (p=0,029) i BigHOCHWUIA pr3nK
KOMGiHaUiT peunamsy iHhapKTy, iHCYNbTY abo neTanbHOro Hacnigky Ha 9 % (p=0,002), npu UbOMy BifJHOCHE Ta abCONOTHE 3HMXeHHS cTaHoBKUIO 0,5 % i 0,9 %
Bi4NOBiAHO. Takumin epeKT cnocTepiraBcs y NaLieHTIB PiI3HOro BiKY i CTaTi He3a/1eXHO Bif NpUitoMy (ibpMHONITYKIB | cnocTepirasca NPOTAroM NepLunx 24 roguH.
®ibpunauia nepegcepab (Pr). Y pocnipkeHHs ACTIVE-W 1a ACTIVE-A, ki 6ynn okpeMumn JOCNiMKeHHAMU Yy Mexax nporpamu ACTIVE, 6yno BKIOYEHO
nauieHTis 3 Qibpunaicto nepeacepas (Pr1), ski Manu LOHaMEHLIE OAMH (AKTOP PU3NKY BUHUKHEHHS CYAWHHUX MOPYLUEHb. [PYHTYIOUNCH Ha KpUTEpisX
BK/IHOYEHHSA Yy [OCNILKEHHA, Nikapi 3aiyyvanu nauieHTise fo pocnigpkeHHs ACTIVE-W, gKwo BOHM 6yny KaHAmAaTaMn Ha OTPUMMAaHHSA Tepanii aHTaroHictamu
BiTamiHy K (ABK) (Hanpuknag BaptapuHom). Y pocnimkeHHs ACTIVE-A 6yno BKMOYEHO NauieHTiB, AKi He Mornm otpumyBaTh ABK-Tepanito 4epes
MPOTMNOKa3aHHA abo HebaXKaHHA OTPUMYBATH Lie NiKYBaHHS.
HocnipkenHs ACTIVE-W npogeMOHCTPYBaIo, L0 aHTUKOary/IsHTHa Tepanis aHtaroHictamu BitamiHy K 6yna 6inbll eq)eKTMBHOK, HIXK NTIKYBaHHA K/I0Migorpenem
Ta ACK.
HocnipkeHHs ACTIVE-A (n=7554) 6yno 6araTOUEHTPOBMM, PaHAOMI30BaHWM, MOABIAHUM CRiNUM, NNaue60-KOHTPONIbOBaHUM AOCHIMKEHHSAM, Y SAKOMY




MopiBHIOBa/IN KNonigorpens 75 Mr Ha o6y + ACK (n=3772) i3 nnaue6o + ACK (n=3782). PekomeHgoBaHa go3a ACK ctaHosuna Big 75 fo 100 mMr Ha
[06y. MayieHT oTpUMyBa/IK NliKyBaHHSA YNPOA0BXK nepiody A0 5 pokis.

MauieHTn, paHgomisoBaHi y nporpamy ACTIVE, Manum AOKYMeHTa/lbHO MigTBepmkeHy @I, T0o6TO nocTiiHy opmy @I abo LoHalimMeHLWe 2 eni3oau
napokcmaMaibHOT PI1 ynpoaoBXK OCTaHHIX 6 MicAuiB, Ta NPMHaAMHI OAMH i3 TaKMX (PaKTOPIB PU3NKY: BiK Bif 75 POKiB um BiK Big 55 A0 74 pokiB Ta
/abo LyKpOoBMI fiabeT, Wo noTpebye MeAMKaMeHTO3HOro NiKyBaHHA, abo [AOKYMEHTa/IbHO MiATBEPIKEHWUI nepeHeceHWn 1M, abo [OKYMeHTaNbHO NiATBEPKEHY
iLleMiyHy XBOPOOY cepus; nonepeaHe NikyBaHHS 3 MPUBOAY CUCTEMHOI apTepiaibHOT FinepTeHsil; paHille nepeHeceHni IHCYNbT, TPaH3UTOPHa ileMivHa ataka (TIA),
cucteMHa embornist 6e3 ypaxeHHst cTpykTyp LIHC; ancdyHKUia MiBOro LWiyHOUKa i3 NOKa3HUKOM (pakuii BUKMALY NMiBOro LWiyHoukKa <45 % abo [OoKyMeHTa/lbHO
NiATBEPAKEHE 3aXBOPHOBAHHA nepudepnyHnX cyanH. CepeaHiin 6an 3a wkanoo CHADS2 cTaHOBMB 2 (y mexax 0-6).

[0 OCHOBHUX KPWUTEPITB BUK/IOYEHHSA MaUieHTIB i3 LOCNIMKEHHA Hanexann AOKYMeHTa/bHO MiATBEp[KeHa BMpa3KoBa XBOpo6a BMPOAOBXK OCTaHHIX 6 MicALiB;
BHYTPIiLLHLOMO3KOBa KpOBOTEYa B aHaMHe3i, cepiiosHa TpombGouuToneHis (KinbKicTb TpomboumuTie < 50x109/1); noTpeba y 3acTOCyBaHHI K/onigorpento a6o
nepopasibHNX aHTMKoarynaHTis (MAK) abo HenepeHOCUMICTb By b-AKOi 3 LIMX 4BOX PEYOBUH.

73 % nauieHTiB, BKAOYeHUX Yy gocnimpkeHHs ACTIVE-A, He mornn otpumyBaT ABK y 3B’A3KY 3 BWCHOBKaMW /ikaps 4epe3 HEMOX/IMBICTb MPOBeAEHHS
MOHITOPUHIY MiDXXHapOAHOro HOpManizoBaHoro BigHoweHHs (MHB) BHacnifoK CXWNbHOCTI 40 NafiHHA Yy TpaBMU ron0BM abo HasBHOCTI crneuungiyHoro akropa
PU3NKY BUHVKHEHHS KPOBOTeuI; o0 26 % nauieHTiB piLUeHHA Nnikaps I'pyHTYBaoCcs Ha HebaXKaHHI nauieHTa oTpumyBsatn ABK.

41,8 % nauieHTiB cTaHOBMAM XXiHKK. CepefHilt BiK gopiBHOBaB 71 pik, 41,6 % nauieHTiB 6ynn BiKOM Bif 75 pokiB. 3arasiom 23 % XBOpUX OTPUMYBav
aHTUapuUTMiyHi 3acobu, 52,1 % — B-6nokaropu, 54,6 % — iHri6ITOPU aHriOTEH3NHNEPETBOPIOBAILHOIO PePMEHTY Ta 25,4 % — CTaTUHW.

KinbKiCTb NawieHTiB, AKi 4OCATIN MEPBUHHOT KIHLEBOI TOYKM (Y4ac 40 MEPLUOro BUHUKHEHHS THCYNbTY, IM, cuctemHoT eM6onii 6e3 ypaxeHHs cTpyktyp LIHC a6o
NeTasIbHOro HacnifKy), ctaHoBuia 832 (22,1 %) y rpyni nauieHTiB, aKi oTpumyBanu knonigorpens + ACK, ta 924 (24,4 %) y rpyni nnaue6o + ACK
(BiAHOCHE 3HMKEHHSA py3KKy Ha 11,1 %, 95 % Al 2,4-19,1 %; p=0,013), Hacamnepes Yepe3 3HaYHe 3HUKEHHSA YaCTOTU PO3BUTKY IHCY/bTIB. IHCYNbTV BUHUKNN Yy 296
(7,8 %) nauieHTiB, aKi oTpumysanu Knonigorpens + ACK, ta 408 (10,8 %) nauieHTiB, AKi oTpumyBasin nnaue6o + ACK (BiAHOCHE 3HMKEHHSA pu3mnKy Ha 28,4 %; 95
% A1, 16,8-38,3 %, p=0,00001).

aiTn.

Y [LOCNi[pKEHHI 3 MiABWLLEHHAM [03, WO NPOBOAWAN 3 y4acTio 86 HOBOHAPOKEHWX ab0 HEMOBMAT BIKOM [0 24 MiCAUIB 3 PU3MKOM BMHWKHEHHA TPOMOO3Y
(PICOLO), knonigorpenb 3aCcTocoByBasv y nocnigosHmx gosax 0,01, 0,1 i 0,2 Mr/Kr HOBOHapOKEHUM | HEMOB/IATaM iy f03i 0,15 Mr/Kr TifIbK HOBOHaPOXKEHUM.
Mpw po3i 0,2 Mr/Kr cepefHiin MOKasHMK iHribyBaHHS arperauii Tpombountie ctaHoBuB 49,3 % (5 MKM AL ®-iHaykoBaHOT arperauii Tpom6oumTiB), Wwo 6yno
MOPIBHAHHMM i3 TaKnM Y fopocnux, saki otpumysanu KNOMIAOMPE/b 3EHTIBY 'y fo3i 75 Mr/Ha o6y .

Y paHfoMi30BaHOMY NOABIMHOMY CMINOMY JOCNILKeHHI 3 yyacTio napanensHux rpyn (CLARINET) 906 giteld (HOBOHaPOKEHMX | HEMOB/AT) i3 BPOLXKEHOK BaZi00
cepus LiaHOTUYHOro TUMY, AKAM NPOBOAWV NaliaTUBHY Onepauito 3i CTBOPEHHS CUCTEMHO-/IEreHeBOr0 apTepiasibHOro WyHTa, 6y paHAOMI30BaHi /19 OTPMMaHHS
knonigorpento 0,2 mMr/kr (n=467) a6o nnaue6o (n=439) i3 0gHOYaCHNUM NPOBEAEHHSM CYMYyTHLOT 6a30BOT Tepanil 40 MOMEHTY NPOBEAEHHS APYroro etany onepawii.
CepefHili yac MiXX NpoBeAeHHAM MafiaTMBHOT onepawii 3i CTBOPEHHS LUYHTa i NepLIM BBELEHHAM [OCNiAKYBaHOro npenapaTy ctaHoBuB 20 AHiB. MpunbnnsHo 88 %
nauieHTiB ogHovacHo otpumyBanm ACK (Big 1 go 23 mr/kr/Ha fo6y). [OCTOBIpHMX BIAMIHHOCTE MiX rpynamMu LWOAO AOCATHEHHS MepPBUHHOT KOMOGIHOBaHOT
KIHLEBOI TOYKM, fKa CKNaganacs 3 netaslbHUX BUMaAKiB, TPOMOO03yY LyHTa abo NpoBefeHHs XipypriyHoro BTpyyaHHs Ha cepui Ao 120 aHSA XXUTTA Nicns BUHUKHEHHS
nogil, CNpUYMHeHoT TPOMB0O30M, He cnocTepiranocs i ctaHoBmno 89 [19,1 %] y rpyni KNONigorpento i 90 [20,5 %] y rpyni nnayebo (auB. po3ain
«Cnocib 3acTocyBaHHA Ta [j031»). HainyacTilor Nob6iYHOK peaKLieto SK Y rpyni KNonifgorpento, Tak iy rpyni nnaue6o 6yB po3BUTOK KPOBOTeYi, NPOTe A0CTOBIPHNX
BIAMIHHOCTE MiX rpynamy LoA0 4YacToTh T BUHUKHEHHS BUSABNEHO He 6yno. Iif yac nofasblioro A0BroCTPOKOBOMO Mepiofy CrOCTEPEXEHHs 3a Mo6ivHUMM
ABULLAMY 26 NAUIEHTIB, Y AKUX LUYHT 3a/IMLLIABCA HA MOMEHT AOCATHEHHS 1-piyHOro BiKy, OTPUMYBa/IM KIONILOrPeNb [0 AOCATHEHHS 18-micayHoro Biky. IMig vac
LbOro nepiofy cnocTepeXeHHs NPogisib 6e3rnekn npenapaTy He 3MiHIOBABCA.

Y pocnipkeHHsx CLARINET i PICOLO B1MKopucTOBYBaBCA BiAHOBNEHWIA PO3UMH KNOMiA0rPento. Y pocnifkeHHi Bi4HOCHOT 6i040CTYMHOCTI Y LOPOCANX



BiJHOB/IEHWIA PO3YMH K/OMIJOrPesto MPOLEMOHCTPYBAB aHAIOTIYHWIA CTYMiHb | TPOXM BULLY LUBUAKICTb abcopbLii OCHOBHOIO LMPKY/HOKYOro (HEaKTUBHOIO)
MeTaboniTy NOPIBHSAHO 3 3apeecTpoBaHOKO TabeToBaHOK (DOPMOLO Mpenapary.

dapmakoKiHe TVKa.

BcMokTyBaHHS. [Micns nepopanbHOro npuiioMy OAHOPa3oBOi Ta 6GaraTopasoBmx [03 75 Mr Ha o6y Knonigorpenb LWBWMAKO BCMOKTYETbCA. CepeaHs MikoBa
KOHLLEHTpaL|if He3aMiHeHOro Knonigorpento y nnasmi (6nnsbko 2,2-2,5 Hr/Mn nicns ofHOKpaTHOT A03n 75 Mr nepopasibHO) Aocsaranacsa npubnmnsHo yepes 45
XBWAWH Micns npuitomy. Abcopbuis cTaHoBUTL He MeHLe 50 % 3 ornsigy Ha eKcKpeLito MeTaboniTiB KIoMigorpento i3 ceyeto.

Posnogin. Knonigorpenb Ta OCHOBHWIA (HEaKTUBHWIA) MeTaboniT, WO LMPKY/OE B KPOBI, in Vitro 060p0THO 3B’A3YHOTLCS 3 Ginkamy nnasmu nroguHn (98 % i 94 %
BiANOBIAHO). Lleli 38’ A30K 3a/MLLAETLCS HEHACUYYBaHMM in Vitro'y MeXax LUMPOKOro Aiana3oHy KOHLEHTpaLii.

MeTaboni3am. Knonigorpenb eKCTEHCUBHO MeTaboNi3yeTbCs Y nediHui. In vitro Ta in vivo icHye ABa OCHOBHUX LUMISIXM AOr0 MeTaboniaMy: OAMH — 3 y4acTHo ecTepas,
LLL0 NPU3BOAMTbL [0 MiApoNi3y 3 YTBOPEHHAM HeaKTMBHOI NOXigHOT KapbOHOBOT KMCNOTK (siKa CTaHOBUTL 85 % YyCiX MeTaboniTiB, L0 LUMPKY/OTL Y NiasMi Kposi), a
IHWKWIA — i3 3any4YeHHsa (epmeHTIB cuctemm umutoxpomy PA50. CnodaTky Knonigorpesb NepeTBOPHOETLCS HA MPOMDKHWUIA MeTaboniT 2-0KCo-Knonigorpens. Y
pe3ynbTaTi NofanblIoro mMeTaboniamy 2-0KCO-KMNOMNifOrpento YTBOPHOETLCA TiON0Ba MOXiAHA — aKTMBHWUIA MeTaboniT. Lieil akTUBHWUIA MeTaboniT YTBOPHETLCS
nepeBaXkHO 3a Aornomororo epmeHTy CY P2C19, 3 yyacTto KiflbKOX iHLMX hepmeHTiB cuctemun CY P, Takmnx sik CYPLA2, CYP2B6 i CY P3A4. AKTUBHUIA MeTaboniT
Knonigorpento (Tionosa NoxigHa), AKWii 6yB BUAINEHWIA in Vitro, LWBMAKO Ta HEOOOPOTHO 3B’A3YETLCA 3 PeLenTopaMm Ha TpoMboumMTax, TMM CaMUM NepPeLLKOIKarum
arperauii TpOM60OLMTIB.

BuBeaeHHs. Yepes 120 roanH nicns npuiiomy BHYTPILLHLO MiveHoro 14C-knonigorpento y niogmHu npubnmnsHo 50 % [03n BUBOAMNOCS i3 ceyeto i 6/113bKo 46 % i3
Kanom. Micns nepopasbHOro Npuinomy pasoBoi fo3u 75 Mr nepiog, HaniBBMBEAEHHSA KNOMNiJOrpesto CTaHOBUTL 6/11M3bKO0 6 rofunH. Mepiog HaniBBUBEAEHHS OCHOBHOMO
(HeaKTMBHOr0) MeTaboiTy, L0 LUMPKY/IHOE B KPOBI, CTAHOBUTL 8 rOAMH Nic/is OAHOKPATHOIO | 6araToKpaTHOro 3aCTOCYBaHHS npenapary.

PapmakoreHeTnka. CYP2C19 Gepe y4yacTb B YTBOPEHHI SIK aKTMBHOINO MeTaboniTy, Tak I MPOMDKHOrO MeTabonity 2-0Kco-knonigorpento. dapmakoKiHeTnKa
aKTUBHOro MeTaboniTy KIOniforpento ta aHTUTPOMOOLMTaPHI edieKTn, 3a AaHUMW BUMIPIOBaAHHS arperawii TpPOMOOLMTIB €X Vivo, BIAPI3HAOTLCS 3a/eXXHO Bif
reHotuny CY P2C19.

Anens CYP2C19*1 BignoBifae MOBHICTIO (PYHKLiOHyroUoMy MeTabonismy, Togi fk aneni CYP2C19*2 ta CYP2C19*3 BignoBifatoTb He(yHKLIOHYHOHOMY
meTaboniamy. Aneni CYP2C19*2 ta CYP2C19*3 cknagatoTb GifbLWIICTb aneniB y nauieHTiB eBponeoigHoi (85 %) Ta MoHronoigHoi (99 %) pac 3i 3HMXXEHUM
meTaboniamoM. IHWi aneni, acoyinoBaHi 3 BigCyTHIM abo ocnabneHnm MeTabonisMoM, 3yCTpiyvatoTbCa 3Ha4YHO pigwe. o Hux HanexaTts CYP2C19*4, *5, *6, *7, Ta
*8. MaujieHT 3i 3HWKeHM MeTabo/i3MOM Mae fBa He(hyHKLiOHa/IbHUX aneni, AK 3a3HayeHo Buule. 3rifHo 3 ony6nikoBaHUMK faHumn, reHotunn CY P2C19, aki
BIANOBIAAIOTb 3HMXXEHOMY MeTaboni3my, 3ycTpivaroTbca y 2 % npefAcTaBHUKIB HapofiB KaBka3y, 4 % nauieHTIB HerpoigHoi pacy Ta 14 % nauieHTiB KUTaNCbKOT
HaLiOHaNbHOCTI. 3apas3 ICHYTb TeCTU, AKI Jal0Tb 3MOry BU3HaumMTK reHotun CY P2C19.

Y nepexpecHoMy A0CNigKeHHI 3 yyacTio 40 340p0oBMX 406p0BOMbLIB, N0 10 y KOXHIA 3 YOTUPLOX FPYM, L0 BignoBigaoTs NeBHOMY Tuny metaboniamy CYP2C19
(HaAWBWAKNIA, THTEHCUBHWIA, NPOMDKHUIA Ta 3HWXEHWI), OLHIOBaIN (hapMaKOKIHETUKY Ta aHTUTPOMOOLMTapHi edekTn npu 3actocyBaHHI fo3n 300 Mmr i3
nofanbLUMM NPUAOMOM 403K 75 MI Ha 406y, a Takox 4o3v 600 Mr i3 noganbLumMm npuiiomom Aosm 150 mr Ha fo6y. KoxeH i3 umx B1AiB NikyBaHHS 3aCTOCOBYBa/M B
LifIoMy BNPoAoBX 5 AHIB (40 AOCATHEHHs CTabifibHOro cTaHy). He 6yn0 BUSIBNEHO CYTTEBMX BigMIHHOCTEN Y NMOKa3HMKax KOHLUEHTpaLil akTUBHOrO MeTabonity y
KpOBI Ta cepefHixX NoKasHMKax NpurHivyeHHs arperayii TpoméoumTis (MAT) MidX ocobamu i3 HafLWBUAKAM, IHTEHCUBHMM Ta NPOMIDKHUM MeTabonismMomM. B ocib 3i
3HKEHUM MeTab0/i3MOM KOHLEHTpaLis akTUBHOro MeTabosiTy Yy KpoBi 3MeHLmiaca Ha 63—71 % nopiBHAHO 3 0cobamu 3 iIHTEHCMBHUM MeTabonismom. [licns
3aCTOCyBaHHS pexxumy fo3yBaHHA 300 Mr /75 Mr aHTUTPOMOOUMTAPHI e(heKTV B OCIO 3i 3HWKEHUM MeTab01i3MOM Oy MEHLL BUPaXXEHUMU, NMPU LbOMY CEpeaHil
nokasHuk MAT (5 MkM A ®) cTaHoBYB 24 % (24 rogunHwn) 1 37 % (oeHb 5) nopisHAHO 3 NAT 39 % (24 roguHu) i 58 % (geHb 5) B 0Cib 3 IHTEHCUBHUM
meTaboniamom Ta 37 % (24 rognHn) i 60 % (geHb 5) B 0ci6 i3 NpomikHUM MeTabonismMmoMm. Konm ocobam 3i 3HVKEHUM MeTab0ni3MOM 3aCTOCOBYBA/IN PEXUM
[l03yBaHHSA 600 Mr/150 Mmr, KOHLEHTpaL,isi akTUBHOIO MeTaboniTy Y KpOBi 6yna BULLIOK, HiXK NPY 3aCTOCYBaHHI pexxumy ao3yBaHHA 300 mMr/75 mr. Kpim
TOro, nokasHuku MAT ctaHoBum 32 % (24 roguHn) i 61 % (geHb 5), Aki Oynn BULLMMK, HIXX B OCIO 3i 3HVKeHUM MeTabosi3MOM, AKi OTpUMYBal LO3U




300 mr/75 mr, Ta NoLiGHUMN L0 MOKA3HWKIB, OTPUMAHUX Y IHLUNX rpynax, BULINEHUX 3a01eXHO Bif Tuny metabonismy CYP2C19, npu
3acTocyBaHHi pexknmy fo3yBaHHs 300 Mr/75 Mr. 3a pesynbTatamu JOCNIAKEeHb KIHIYHMX e(DEKTIB HANIEXXHWI PEXUM A03YBaHHA AN5 LIET rpynu nauyieHTis He OyB
BU3HAYEHWIA.

AHa/IoriyHO 10 pe3y/nbTaTiB, HaBeJeHUX BULLE, Y MeTaaHanisi 6 JOCNifKeHb 3 ypaxyBaHHAM MOKa3HMKIB PIBHOBAXXHOro ctaHy 335 nauieHTiB, AKi OTpuMyBann
Knonigorpens, 6yn10 NPOLEMOHCTPOBAHO, L0 KOHLEHTPAL,is akTUBHOro MeTabosiTy Yy KpoBi 3mMeHLIMMacs Ha 28 % B 0Ci6 3 NpoMiKHUM MeTab0ni3mMoM i Ha 72 % B
0Ci6 3i 3HVXeHUM MeTab0ni3MoM; IHri6yBaHHA arperauii TpombouuTie (5 MKM AL P) TakoX 3MeHLLUN0CA, NPY LbOMY pPi3HUUA Y nokasHuKax MAT ctaHosuia 5,9 %
Ta 21,4 % BigNOBiAHO NOPIBHAHO 3 0C06aMK 3 IHTEHCUBHUM MeTab0o/1i3MOM.

Bname reHotuny CYP2C19 Ha KNiHIYHI pe3ynbTaTv Yy MNauieHTIB, AKI OTpPUMYyBaIM KONIAOrpenb, Y XoA4l NPOCNeKTUBHUX pPaHAOoMiI30BaHMX KOHTPObOBaHUX
BUNPO6YBaHb He BMBYa/IW. MpoTe By0 NPOBeSEHO LiNniA pas peTPOCMeKTUBHIUX aHai3iB 3 METO OLiHKM LbOro ethekTy Y nauieHTiB, SKi OTpUMyBasn KIonigorpens,
ANA AKUX ICHYHOTb pe3ynbTath reHotunyBaHHs: CURE (n=2721), CHARISMA (N=2428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1477), i
ACTIVE-A-(n=601). Kpim TOro, icHyt0Tb pe3y/ibTaTu Ki/ibKoX 0ny6/1iKoBaHUX KOrOPTHUX JOCIIKEHb.

Y xogi aHanizy TRITON TIMI 38 Ta 3 koropTHux gocnigpkeHs (Collet, Sibbing, Giusti) KoM6iHOBaHa rpyna, fika cknaganacs 3 oci6 i3 NPOMDKHMUM Ta 3HUXXEHUM
MeTab01i3MOM, Mana 3Ha4yHO BULLLY YaCTOTY BUHUKHEHHS CEPLIEBO-CYAMHHNX MOAINA (neTanbHUIA HACcNifoK, iHapKT Miokapaa Ta iHCY/bT) abo TPOMO03Y CTEHTIB, HIXK
0C06M i3 IHTEHCMBHMUM MeTab0/1i3MOM.

Y xogi aHanisy CHARISMA Ta 0fHOro KOropTHOro goc/igpkeHHs (Simon) B 0Ci6 3i 3HMXXeHMM MeTaboni3MOM crocTepiranaca nifpueHa YyactoTa BUHUKHEHHS
noAiv NOPiBHAHO 3 0co6amm 3 IHTEHCUBHUM METab0oNi3MOM.

B aHanizax CURE, CLARITY, ACTIVE-A Ta B 04HOMY 3 KOrOpTHUX focnigpkeHb (Trenk) yactoTa BUHUKHEHHS CepLieBO-CYAUHHUX MO LOCTOBIPHO He 3a/1exana
Bifl 0CO6/IMBOCTEN MeTaboni3my.

YKogeH i3 umx aHanisiB He BK/OYAB A0OCTATHLOI KifIbKOCTI NalieHTiB Ans TOro, Wo6 MOoXKHa 6yn0 BUSBUTU PI3HULO Y KNIHIYHUX pe3ynbTaTax y NauieHTiB 3i
3HVKEHVM MeTab0/1i3MoM.

Oco6/mBi KaTeropii nauieHTiB. ®apMakoKIiHETUKY aKTUBHOI0 MeTabo/iTy KNONiAOrpesnto He AOCNIAKYBaN Y HKYe3a3HaueHUX 0COBNMBIX KaTeropiin NawieHTiB.
HvipKoBa HeAOCTaTHICTb. 1icnA perynspHOro 3aCTocyBaHHA 75 M K/10MiZOrpento Ha Ao6Yy Yy MauieHTIB i3 TAXKOK HUPKOBOK HEAOCTaTHICTIO (KNIPEHC KpeaTUHIHY
5-15 mn/Ha XBUAWHY) iHri6yBaHHA AL®P-iHAYyKOBaHOT arperayii TpomoouuTie 6yno mMeHW BupaxeHUM (25 %) MOPIBHAHO i3 TakUM >Xe eq)eKTOM Y 3[0p0BUX
A06POBONbLIB, @ Yac KpoBOTedi 6yB NMOAOBXEHUI Maidke TakK camo, SK iy 3[0poBUX [06POBOMbLLIB, SKi OTpPUMYyBanM 75 Mr Knonigorpento Ha foby. KniHivHa
nepeHOCUMICTb Gy1a XOPOLLOH B YCiX MaLieHTIB.

[MeyiHKOBa HEOCTATHICTb. icnsa perynspHoro npuinomy 75 Mr Knonigorpesnto Ha o6y BNpoAoBX 10 gHiB Yy NaUEHTIB i3 TSHXKKOHO MeYiHKOBOK HeJOCTaTHICTIO
iHribyBaHHa AL®-iHAyKOBaHOI arperauii TpoM6oUMTIB 6YyN10 TakMM camuM, K iy 340p0BUX J06p0oBOMbLiB. CepefjHE MOAOBXEHHS Yacy KpOBOTeYi TakoX 0yso
OAHaKOBMM B 060X rpynax.

PacoBa MpuHanexHictb. MNownpeHictb anenis CYP2C19, siki CnpuUmHAOTL NPOMIXKHY Ta cnabkKy MeTaboniyHy akTuBHICTb CY P2C19, BiApIi3HAETLCA 3aMeXHO Bif
PacoBOI/eTHIYHOI NPUHANEXHOCTI (AMB. po3ain «dapMakoreHeTrKa»). ICHYH0Tb 0OMEXeHI aHi CTOCOBHO NaLiEHTIB MOHIO/I0TAHOT pacK, AKi fal0Tb 3MOrY OLIHUTK
KNiHIYHe 3Ha4YeHHS reHoTUNyBaHHA Lusoro CY P.

LOKniHiYHI AaHi 3 6e3nekn. MobiYHMMKM epeKTaMm, L0 HayvacTille cnocTepiranncs nig vyac AOKNIHIYHUX AOCNIIKEHb Ha TBapuHaX, 6ynn 3MiHK 3 60KY MeYiHKK.
BoHuW 3’aBnsanuca Npu BBeAEHHI [03, WO Maike y 25 pasiB nepesuLLyBaiv TepaneBTUYHY [03y 75 Mr KIoniforpento Ha Joby y NAuHKM, | 6ynun Hacnigkom gii
npenapaTy Ha (PepMeHTH, Wo 6epyTb y4acTb Yy NeviHKOBOMY mMeTabonismi. Mpy 3acTOCyBaHHI TepaneBTUYHUX 03 KIOMILOrPeNo Y MIKOAVHN XOLHOrO BMUBY Ha
(hepMeHTHU, Lo 6epyTb yyacTb Yy NeYiHKOBOMY MeTab0/1i3Mi, He crocTepiranocs.

Mpv BBEAEHHI BUCOKMX 03 KNONILOrPesnto TBapuHaM CriocTepiranacs noraHa LU1yHKOBa NepeHOCUMICTb npenapaTy (BUHWKaB racTpuT, epO3UBHE YPaXKeHHS LLUTYHKa
Ta/abo 61t0BaHHS).

Mpw BBEEHHI KNONiLOrpento MyLLIam YNpoaoBX 78 TUXHIB Ta LypaM ynpofoBxX 104 TMxKHIB Y fo03ax [0 77 Mr/Kr Ha foby (o maike y 25 pasiB nepesuLLyBanv




TepaneBTUYHY 403y 75 MI K/I0NiZOrpento Ha 406y Y IOANHK) HE OTPMMAHO »XOLHMX [OKa3iB KaHLLepOreHHOT AiT npenapary.

Byno npoBeAeHO Linui pag A0CNipKeHb FTeHOTOKCUYHOCTI KNOMigorpesto B yMoBax in vitro Ta in vivo, 0fIHaK BOHW He BUSIBU/IW XOAHOT reHOTOKCUYHOT AiT npenapary.
Knonigorpens He BNAVMBaB Ha PenpoAyKTVMBHY (PYHKLIKO CamLiB Ta camuub LLYPIB, & TAKOX He YMHWUB TepaTOreHHOT AT Hi Y LWypiB, Hi ¥ KponiB. [pu BBeLeHHI
caMuuaM LLYpiB Yy nepiog nakTauil Kaonigorpens MNpPu3BOAMB [0 HE3HAa4YHO! 3aTPUMKM PO3BUTKY MoTOMCTBA. CrieyjiasibHi (hapMakOKIHETUYHI [OCMIIKEHHA 3
paflioakKTMBHO MIYeHUM KoMigorpenem [OBenw, LIO NOYaTKoBa PeyvoBMHA Ta ii MeTaboniTM NPOHWKAKTL Y rpyAHe MOIOKO. OTXKe, He MOXKHa BMKIOYATU SK
6e3nocepeAHbLOr0 BNIMBY MpenapaTy Ha MOTOMCTBO (He3Ha4YHa TOKCMYHA Ais), Tak i onocepeiKoBaHOro BrMBY (BHACMIAOK NOripLUEHHS CMaKOBUX AKOCTEN MOJIOKaA).

KniHIYHI XapaKTePUCTUKWN.
lNoka3aHHA.
BTopuHHa npoinakTuka nposisis aTepoTPOMO03Y Yy JOPOC/UX:
XBOPUX, SKI NepeHecnn iHhapKT Miokapa (MoYaToK MiKyBaHHA — yepe3 Kinbka [HIB, ane He nisHiwe HiXK Yepe3 35 AHIB NiCNsS BUHUKHEHHS), ILLEMIYHWUIA IHCYNbT
(moyaToK NikyBaHHS — Yepe3 7 [HIB, ane He Mi3Hile HXK Yepe3 6 MicALiB NicNg BUHMKHEHHS) ab0 Y SKMX [iarHOCTOBaHO 3aXBOPHOBaHHS NepudepuyHmX apTepii
(YpakeHHs apTepiii | aTepoTPOMO03 CYyAMH HUXKHIX KiHLiIBOK);
XBOPWX i3 FOCTPUM KOPOHAPHUM CUHAPOMOM:
— i3 TOCTPUM KOpOHapHMM CUHAPOMOM 6e3 nigriomMy cermeHTa ST (HecTabinbHa CTeHOKapAis abo iH(apKT mMiokapaa 6e3 3ybus Q), y TOMy Yucni y nauieHTiB,
AKMM OY/10 BCTAHOB/IEHO CTEHT Y XOZi MPOBeAEHHSA Yepe3LLKIPHOT KOPOHaPHOT aHrion1acT1kK, y KoMoiHauii 3 auetuncaniumnnoBoto kucnotoro (ACK);
— i3 rocTpuM iH(apKTOM Miokapda 3 niginoMom cerMeHTa ST, Yy KOMOGiHaUil 3 aueTuncaniynioBod KUCMOTOK (Y XBOPWUX, AIKI OTPUMYHOTb CTaHAapTHe
MeAMKaMeHTO3He fliIKyBaHHA Ta KM roKasaHa TPoMOo/IITUYHa Tepanis).
MpodhinakTnKa aTepoTPOMOOTUYHMX Ta TPomMb6oemboniyHMX nodin npu ibpunayii nepeacepab. Knonigorpens y KombiHauii 3 ACK nokasaHuii gopocinm
nagieHTam 3 ibpunsuieto nepegcepdb, SKi MalOThb LOHANMEHLIE OAMH (haKTOP PU3NKY BUHWKHEHHA CYAWHHWUX MOAIN, Y AKMX ICHYIHOTb MPOTUMOKa3aHHA [0
NiKyBaHHA aHTaroHictamu BitamiHy K (ABK) i fiKi MalOTb HU3bKUIA PU3NK BUHWKHEHHS KPOBOTEY, A4/ NPOMiNaKTUKMA aTepoTPOMOOTUYHIUX Ta TPOMOBOEMOOMIYHUX
NOAIN, y TOMY YMCAi IHCYNbTY.
[na oTpyMaHHA LO4ATKOBOI iH(opmaLii AnB. po3ain «PapMakoiorivyHi BNacTuBOCTI».

MpoTurnokasaHHs.
[MigByLLeHa Yy TMBICTb A0 Ai0YOT peyoBUHY abo A0 Oyb-AKOro KOMMNOHeHTa npenapary. TaXKa NeviHKoBa HeJoCTaTHICTb. [T0CTpa KpoBoTeYa (Hanpuknag nenTuyHa
BMpa3Ka abo BHYTPILLHbOYEPENHUIA KPOBOBU/IMBY).

B3aemogis 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

JlikapcbKi 3aco6K, 3aCTOCYBaHHA SKUX CYNPOBOAXKYETbLCS MiABULLEHHSAM PU3MKY KPOBOTEY. Yepe3 MOTEHUIMHWIA afUTUBHUIA epeKT ICHYE NiABULLEHUIA PU3UK
remopariyHmx YcknafgHeHb, TOMY OfAHOYacHe 3aCTOCyBaHHS TaKWMX JliKapCbKMX 3acob6iB 3 K/onigorpeniem BuvMarae 06epexHocTi (AuB. po3gin «OcobnmBoCTi
3aCTOCYBaHHSA»).

MepopanbHi aHTUKoArynaHTU. OgHoYacHe 3acTocyBaHHs npenapaty KJ/IOMIAOMPE/Ib 3EHTIBA 3 nepopasbHMMKM aHTUKOArynsaHTamMu He PeKOMeHAYeTbCs,
OCKI/IbKM Taka KOMO6iHaLlis MOXKe NOCUIUTI IHTEHCUBHICTb KPOBOTeYi (AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHA»). Xo4a 3aCTOCYBaHHA KIoMiLOrpento y Aosi 75
MI Ha 400y He 3MiHIOE (hapMaKOKiHETUYHMIA Npodinb S-BapaprHy abo MiXkKHapoAHe HopmanisoBaHe cniBBigHoLweHHA (MHC) y nauieHTiB, SIKi BIPOAOBX TPUBAIOro
yacy OTPUMYIOTb JliKyBaHHS Bap(apyHOM, OAHOYaCHe 3acTOCYBaHHA K/OMiJOrpento Ta BapgapuHy 36iNblUye PU3MK KPOBOTEYi Yepe3 iCHYBaHHS He3aeXXHOro
BM/IMBY Ha remMocTas.

IHri6iTopK rnikonpoTeiHoBMX peuenTopis llb/llla. Knonigorpens cnif 3 06epeXXHICTIO npu3HayaTh nawieHTaM, fKi OTPUMYKOTb IHFiGITOpU TNiKoNpOoTeTHOBUX



peuenTopis I1b/ll1a (amB. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA).

AueTuncaniyunosa kucnoTa (ACK). Auetuncaniynnoba KUCNoTa He 3MiHKOE IHFiGITOpHOI fii knonigorpento Ha A ®-iHAyKOBaHy arperawito TpoMoouuMTIB, ane
Knonigorpens nocunoe fito ACK Ha arperauito TpomboumTis, iHLYKOBaHY KosareHoM. NpoTe ogHo4vacHe 3actocyBaHHA 500 mr ACK 2 pasun Ha foby
MPOTArOM OAHOrO [AHA He CNPUYMHANO 3HAYYLOro 36iNbLUEHHA Yacy KpOBOTedi, MOLOBXEHOro BHACMIZOK mMpuitomy Kkionigorpento. OCKifbKM MOX/IMBa
(hapMaKoAMHamiYHa B3aEMOZIA MiXK K0ONiLorpesiemM Ta aueTuicaniuuioBoo KUCIOTO 3 MiABULLEHHAM PU3NKY KPOBOTeYi, 04HOYACHE 3aCTOCYBaHHA LUX npenaparis
noTpebye 06epexkHOCTI (AMB. po3ain «OcobnMBOCTI 3aCTOCYBaHHA»). HesBaxatoun Ha e, knonigorpesnb i ACK cymicHO 3actocoByBav 0 1 poky (AvB. po3gin
«®PapMaKo/oriyHi BNacTUBOCTI»).

enapuH. 3a faHMMKU KNiHIYHOro AOCNILKEHHS, NPOBEAEHON0 3 Y4acTHO 30POBMX L06POBO/bLIB, KNONiLOrpesib He NoTpebyBaB KOperyBaHHA f03W renapuHy Ta He
3MiHIOBaB fit0 renapuHy Ha Koarynsuito. OgHovacHe 3aCTOCYBaHHA renapuHy He 3MiHIOBa/10 IHFiGYHOUOI AiT KIOMNILOTpento Ha arperayito TpoMooumnTie. OCKiNbKK
MOXX/IMBA (hapMaKoJMHaMiYHa B3aEMOAIS MDK K/I0MNiJorpenem i renapvHoMm i3 NigBULLEHHAM PU3MKY KPOBOTeYI, 0HOYaCHe 3aCTOCYBaHHSA LMX npenapaTiB noTpebye
06€epeXxHOCTI.

Tpom6oniTHYHI 3acobu. besneka OAHOYACHOr0O 3aCTOCYBaHHA Knomigorpento, idbpuHocneympiyHnx abo ¢ibpuHOHecneyngiyHMX TPOMOONITUYHMX areHTiB Ta
renapuHis 6yna gocnifXeHa 3 y4yacTio MauieHTIB i3 FOCTPMM iH(apKTOM Miokapfa. YactoTa po3BUTKY KNiHIYHO 3HaYyLMX KPOBOTEY Gyna aHanoriyHow Tii, Wwo
criocTepiranacs npy 04HOYaCHOMY 3aCTOCYBaHHI TPOMOONITUYHMX npenapartis Ta renapuHy 3 ACK (auBs. po3gin «MobiuHi peakwuii»).

HecTepoigHi npoTwusanansHi npenapaTy (HM3MM). Y xofi KNiHIYHOro AOCNIIKEHHS, NPOBEAEHON0 3 Y4acTH 3[40p0BUX A06POBO/bLIB, OAHOYACHE 3aCTOCYBaHHS
KNOMiJorpento 1a HarpokceHy 36i/bLlyBaio Ki/IbKiCTb MPUXOBAHUX LUNYHKOBO-KULIKOBMX KPOBOTeY. OfHaK 4epe3 BIACYTHICTb LOCNIMXKEHb LOA0 B3aEMOAIT
npenapaty 3 iHwumn HIM3M fotenep He 3’ACOBAHO, YW 3pOCTaE€ PU3MK LUTYHKOBO-KMULLKOBMX KPOBOTEY NpPW 3acTocyBaHHI 3 ycima HI3M. Tomy HeobXxifHa
06epexxHiCTb Npu ogHo4acHOMY 3acTtocyBaHHI HIM3MM, 30kpeMa iHribiTopis LIOI-2, 3 knonigorpenem (aue. po3ain «OcobMBOCTI 3aCTOCYBaHHS»).

CenekTWBHI IHriGITOpM 3BOPOTHOro 3axonneHHs cepoToHiHy (CI33C). HeobXigHo 3 06epeXHicTio ogHo4vacHO 3actocoByBati CI33C 3 Knonigorpenem yvepes Te, WO
CI33C Bn/MBatOTb Ha aKTVBaL,ito TPOMOOLMTIB Ta MiABULLYHOTb PU3MK BUHUKHEHHSA KPOBOTEY.

OfHovacHe 3acTOCyBaHHS iHLWKX npenapaTiB. OCKifIbKM KN0OMiJorpesns NepeTBOPHOETHCA Y CBI aKTUBHUIA MeTaboNiT 4acTKoBo Mig aieto CY P2C19, To 3aCTOCyBaHHS
npenaparis, AKi 3HWKYIOTb aKTUBHICTb LibOro PepMeHTy, HaniMOoBIpHiLLe, NpU3Bee A0 3HVKEHHSI KOHLEeHTpauiT akTUBHOro MeTaboniTy Knonmigorpento y nnasmi.
KniHiuHe 3HauYeHHs L€l B3aeMOofii He 3’icoBaHe. ToMy K 3ano6iKHWUIA 3axif Cif YHUKaTW OAHOYACHOMO 3aCTOCYBaHHA CU/IbHUX Ta NOMIpHUX iHriGiTopis CYP2C19
(amB. po3ginu «OcobnnBOCTI 3aCTOCYBaHHA» Ta «PapMaKOKiHETUKa).

[0 npenapartis, WO NPUrHivyoTb akTUBHICTL CY P2C19, HaneXatb OMenpaso/si, e30Menpasosn, PyBoKcamiH, (P1yoKCeTUH, MOKN06eMif, BOPMKOHA30/1, (/1yKOHa30/,
TUKNONIAMH, KapbamaseniH Ta egaBipeHL,.

IHri6iTopn npoToHHOI nomnun (IMMT). Omenpason y fosi 80 mr 1 pa3 Ha Jo6y npu CynyTHbOMY 3aCcTOCYBaHHI 3 Konigorpenem abo y mexax 12 rofuH mix
npuioMamn LMX ABOX MpenapaTiB 3HKYyBaB KOHLEHTPaLit0 aKTMBHOIr0 MeTaboniTy y KpoBi Ha 45 % (HaBaHTaKyBaslbHa A03a) i Ha 40 % (nigTpyMytoya fo3a). Lle
3HMXKEHHS CYNPOBOIKYBAIOCA 3MEHLLIEHHSIM MPUTHIYEHHS arperauii TpomoéouunTiB Ha 39 % (HaBaHTaXKyBasibHa A403a) | Ha 21 % (niaTpymMytoya fo3a). OUiKyeTbCs, WO
B aHa/1I0TiYHY B3aEMOZII0 3 K/1I0Niforpenem BCTynaTtume i e3oMenpasor.

3a pesynbTaTamy 06CepBaUiiHUX Ta KAIHIYHWMX AOCAIMKEHb OTPMMaHO CyMepeynmBi fAaHi CTOCOBHO KAIHIYHMX HaCNigKiB UMX (hapMakKOKIHETUYHUX Ta
(hapMakoAMHaMiYHMX B3aEMOfi 3 TOUKM 30py PO3BUTKY OCHOBHUX KapAioBacKynspHUX MOAi. K 3anobiXkHWiA 3axif He cnif 0AHOYacHO 3 Komnigorpenem
3aCTOCOBYBaTN OMeNpasos abo e3omenpason (AuB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»).

MeHLL BUpaXKeHe 3HMKEHHS KOHLEHTpPaLii MeTaboniTy Y KpoBi COCTepirasocs npwv 3acTocyBaHHi MaHToNpa3ony abo naHconpasony.

Mpy ofHOYaCHOMY 3aCTOCyBaHHI NaHTonpasony y Aosi 80 mr 1 pa3 Ha f06Y KOHLEeHTpaLiT akTUBHOro MeTaboniTy y niasmi ameHLwmnmcs Ha 20 % (HaBaHTaXyBaslbHa
[03a) Ta Ha 14 % (nigTpumytoya A03a). Lie 3HKeHHS CynpoBOLXKYBaioCH 3MEHLLEHHAM CEPeAHbOr0 NOKasHMKa NPUrHiYeHHs arperauii TpoméouuTie Ha 15 % 1a 11
% BignoBigHO. OTpUMaHI pe3y/bTaTvi BKa3yTb Ha MOX/IMBICTb OAHOYACHOT0 3aCTOCYBaHHSA K/I0MiAOrPesito Ta NaHTonpasony.

Hemae foka3iB TOro, L0 iHLWi NiKapcbKi 3ac00K, AKI 3MEHLLYHOTb BUPOB/IEHHSA KUCMIOTU Y LUNYHKY, Taki K, Hanpuknag, Ho-6nokatopy abo aHTauuan, BNavBaoTb Ha



aHTUTPOMOOLMTAPHY aKTUBHICTb KMOMILOrPesto.

Komb6iHauisi 3 iHWMMK nikapcbKummn 3acobamiu. byno npoeefeHo pag KNiHIYHUX AOCNIMKeHb 3 KoMigorpenemM Ta iHWyMK npenapatammn Ans BUBYEHHS NOTEHLiMHUX
(hapMaKoAMHaMIYHNX | (apMakOKIHETUYHUX B3aEMOAiN. KiHIYHO 3HauyLlol (hapmakoAMHaMiYHOT B3aEMOAIT MpW 3acTOCyBaHHI KIOMiAOrpento O4HOYacHO 3
aTeHononom, HicpeguniHom abo 3 oboma npenaparamy BUABNIEHO He Byno. Kpim Toro, apmakoguHamiyHa akTMBHICTb K/IONILOrPento 3aimmnaacs npakTuyHo
He3MiHEeHO0 Mpy 0JHOYACHOMY 3aCTOCYBaHHI 3 heH06apbiTanoM Ta eCTPOreHOM.

dapmakoKiHETUYHI BNacTUBOCTI AUTOKCUHY ab0 TeodifiiHy He 3MiHIOBaIMCA NPY 04HOYACHOMY 3aCTOCYBaHHI 3 K/ONiA0rpesiem.

AHTaumMaHi 3acobu He BNMBa/IN Ha piBeHb abcopoLii Knonigorpento.

[aHi, oTpuMaHi y XoAi aocnigXeHb MIKPOCOM MeYiHKM NHOAMHK, CBiYaTb MPO Te, WO KapboKCUNbHI MeTaboniTM KNoNigorpentd MoXyTb NPUrHiYyBaTU aKTUBHICTb
umtoxpomy P450 2C9. Lie MoXe NOTEHUiNHO MiABWLLYBaTW PIiBHI Y MiasMi KPOBI TakuMX NiKapCbKUX 3aco6iB AK (PeHiTOiH i TonbyTamig ta HM3M, sxi
MeTaboni3yoTbCs 3a JOMOMOrot umMtoxpomy P450 2C9. Hesakaroum Ha Ue, pe3ynbTaty gocnigpkeHHss CAPRIE cBigyaTtb, WO (EHITOIH | TonbyTamig MoXKHa
6e3MneyHo 3aCTOCOBYBATW OHOYACHO 3 K/OMiJ0rpenem.

Jlikapcbki 3acobu, ski € cyocTpaTamu depmeHTy CYP2C8. Byno nokasaHo, WO Knonigorpenb 36i/blUye eKCrno3nuwito penarniHigy y 340poBUX A06POBO/bLIB.
JocnifpKeHHs in vitro NpoaeMOHCTPYBan, Lo Le 36ibLeHHs eKCno3unuiT penarniHifgy 3ymoBneHe iHriyBaHHsAM epmeHTy CY P2C8 ritoKypoHigHMM MeTaboMiToM
Knonigorpento. 3 ornsgy Ha pusnk 36ibLUEHHS KOHLEHTpaLi y nnasmi KpoBi, 0OfHOYaCHe 3aCTOCYBaHHA KNONILOrpesnto Ta NikapcbKux 3acobiB, sKi BUBOAATLCA 3
OpraHiaMy nepeBaXkHO 3a AOMNOMOrol0 MeTaboniamy, ornocepefkoBaHoro epmeHTom CYP2C8 (Takmx fK penarniHif, naknitakcen), notpebye o6epedxxHoCTi (4MB.
po3ain «OCo6/IMBOCTI 3aCTOCYBaHHS»).

3a BUHATKOM iH(hopMaLiT 00 B3aEMOAIT 31 CneumpivyHMM NiKapCbKMK 3ac0bammn, HaBefeHOT BULLE, AOCNILKEHHS W00 B3aEMOAIT KNOMiAOrpesto 3 NiKapCbKUMM
3acobamu, AKi 3a3BM4all NpM3HaYat0Tb XBOPMM Ha aTtepoTpomM603, He npoBoAnnn. OfHaK nauieHTW, SKi 6pann yyacTb Yy KNIHIYHUX AOCNIMKEHHSX KIONigorpento,
3aCTOCOBYBa/IM OAHOYACHO iHLWI NpenapaTy, BKAKYarum AiypeTuku, 6eta-610KkaTopu, iHFiGiTOpM aHrioTEH3MHMNEPETBOPIOBA/IbHOIO (DepPMEHTY, aHTaroHICTU KasbLito,
3ac00M, L0 3HMXKYHOTb pPiBEHb XOMECTEPUHY, KOPOHAPHI BasoamnaTaTtopu, aHTUaiabeTnyHi 3ac06m (BKNKOYaKOUM iHCYIH), NPOTMENINENTUYHI 3aC06M Ta aHTaroHICTy
GPIlIb/Il1a, 6e3 03HaK KNiHIYHO 3HaYyLLOT NOGIYHOT Ail.

3HauHe 3HW>KEHHA BMIVMBY aKTWBHOIO MeTaboNITy KIONIZOTPeNto Ta 3HUXKEHHSA iHribyBaHHA TPOMOOLMTIB cnocTepiranocs y BlJI-iHikoBaHWX NauieHTIB, fKi
OTpUMyBa/IM aHTUPETPOBIPYCHY Tepanito, NocuaeHy pUTOHaBipoM abo KobiumcTaToM (APT). Xouva KiiHiYHA 3HAYMMICTb LUMX BUCHOBKIB € HEBW3HAYEHOLO,
crnocTepiranmca CroHTaHHI NoBigOMAEeHHS Npo BIJ/1-iHikoBaHMX MauieHTiB, SiKi oTpuMyBany nocuneHy APT Ta nepeHecnn MOBTOPHI OKMO3iiHI fBuLa nicns
[e06CTpyKUii abo TPOMOOTMYHI ABULLA B YMOBAX HaBaHTaXXyBa/lbHOI Tepanii Knonigorpenem. [is KAONiLOrpento Ta cepefHe iHribyBaHHS TPOMOOLMTIB MOXYTb
3MEHLLYBATUCA NPV OAHOYACHOMY 3aCTOCYBaHHI PUTOHABIPY. TakMM YAHOM, HE PeKOMEHIYETLCA OJHOYACHE 3aCTOCYBaHHSA K/0OMNiLOrpesto 3 nocuneHow APT.

Oco6MBOCTI 3aCTOCYBaHHS.

KpoBoTeua Ta remaTonorivyHi posnasaun. Yepes pusmnk po3BUTKY KPOBOTEYI Ta reMaTo/ioriyHnX No6IYHNX peakLiii cif, HeranHo NpoBecTn Po3ropHyTUIA aHasi3 KpPoBi
Ta/abo iHLWIi BIAMOBIAHI TECTU, AKLLO Mif Yac 3aCTOCYBaHHA NpenapaTy CrocTepiratoTbCs CUMNTOMU, LLO CBifYaTb NP0 MOXIMBICTb KPOBOTeuI (AMB. po3ain «1o6ivHi
peakuii»). AK i iHWi aHTUTPOM6OLMTapHI 3acobu, KNonigorpenb Cif 3acTOCOBYBaTM 3 06EPEXHICTIO NauieHTaM 3 NiABULLEHUM PU3MKOM KPOBOTEYi BHAC/IAOK
TpaBMM, XipypriyHOro BTpy4YaHHs abo iHLLIMX NaToMOriYHUX CTaHIB, a TaKoX Y pasi 3acTocyBaHHS nauieHTamMu ACK, renapuHy, iHri6iTopis raikonpoTeiny Ilb/llla
abo HIM3M, skmoyvaroun iHribiTopym LIOM-2 abo cenekTmBHI IHrIGITOPM 3BOPOTHOrO 3axorieHHs cepoToHiHy (CI33C), abo iHWi nikapcbki 3acobu, Taki AK
NEeHTOKCUMINIH, 3aCTOCYBaHHA SIKUX CYMNPOBOMPKYETLCA NiABULLEHHAM PU3NKY remopariyHuxX sBuLy (AvB. po3ain «B3aemofisa 3 iHWKMMK NiKapcbKUMK 3acobammn Ta
iHWi BUAM B3aEMOAiin»). HeobXifHO YBaXHO CTEXUTM 3a NPOsiBaMMK Y NauieHTiB CUMMTOMIB KPOBOTEYi, Y TOMY YMC/i NPUXOBaHOI KPOBOTEYi, 0COOAMBO Y NepLui
TWXHI NiKyBaHHS Ta/abo nicna iHBasiMHMX npoueayp Ha cepui Ta XipypriyHumx BTpyyaHb. OfHOYacHe 3acTOCyBaHHA K/OMiforpento 3 nepopasibHUMM
aHTMKOoarynsHTaMu He PeKOMEHAYETHCA, OCKI/IbKM Lie MOXKe NOCU/INTU IHTEHCMBHICTb KPOBOTEY (AMB. po34in «B3aemofis 3 iHLWMMW NiKapCbKUMK 3aco6amu Ta iHLUI
BUAW B3aEMOLIN»).



Y pasi NnaHoBOro XipypriyHoro BTpyYaHHs, KoM aHTUTPOMOOUMTaPHUI e(heKT € TUMYAcOBO HebaXKaHMM, NliKyBaHHA KoMigorpenem cnifg npunuHATK 3a 7 gHIB A0
onepauii. MayieHT NOBMHHI NOBIAOMAATK Nikaps (Y T. Y. CTOMATONOra) Npo Te, WO BOHU MPUIAMalOTL K1onigorpesb, nepes npusHadeHHsaM iM By ab-aKoi onepawit
abo nepep 3acToCyBaHHSIM HOBOMO NiKapcbKOro 3acoby. Knonigorpens NOAOBXYe TPMBAIICTb KPOBOTeYi, TOMY MOro Cnif 06epeXxHO 3acTOCOBYBaTK MauieHTam 3
Ni4BWLLEHMM PU3MKOM KPOBOTEYI (0CO6/IMBO LLTYHKOBO-KMLLIKOBOI Ta BHYTPILLHbOOYHOT).

MauieHTiB cnig nonepeanTn, WO Nif Yac nikyBaHHA Knonigorpenem (okpemo abo y kombiHauii 3 ACK) KpoBoTeua MoxKe 3ynMHATUCA MNi3HiLLe, HIX 3a3BUYai, | Wwo
nawieHTV NOBUHHI NOBIAOMAATY fliKaps MNP0 KOXXEH BUMa0K HE3BUYHOI (3a MICLeM YM TPUBATICTIO) KPOBOTEU.

Tpom60oTHYHa TpomboumTOneHiyHa nypnypa (TTI). Ayxe pigko croctepiraimcs Bunafgky TPomMOOTUYHOT TpomboumuToneHivyHoi nypnypu (TTI) nicns
3aCTOCYyBaHHS KIONiforpento, iHOAI HaBiTb MIiCNA MOro0 KOPOTKOYACHOro 3acTtocyBaHHA. TTI NposBAsSETbCA TPOMOOUMTOMEHIEKD Ta MiKpOaHrionaTuyHoK
remMoNliTMYHOK aHEMIEKD 3 HEBPOOTiYHMMM NPOSBaMK, HUPKOBOK ANCHYHKLIEHD abo rapsykoro. TTI € NOTeHUiNHO He6e3NeYHM CTaHOM, IKUIA MOXXe NMPU3BOANUTU

[10 NeTaNbHOr0 HACNiAKY | TOMY NOTPEOYE HErAMHOIO NIIKYBaHHS, Y TOMY YMCi NPOBEAEHHS NMia3madepesy.

HabyTa remodpinisi. MoBigoMAsAM Npo BUNaAKN Po3BUTKY HabyToi remodinii nicns 3acTocyBaHHA KNoONigorpento. Y pasi NigTBepayKeHOro OKpemoro 36i/1bLeHHS
aKT1BOBAHOI0 YaCTKOBOr0 TPOMOOMIACTUHOBOIO Yacy (AYTY), o CynpoBOSKYETLCA ab0 He CYMNPOBOLKYETLCA KPOBOTEYED, MUTAHHA NPO AiarHOCTyBaHHA HabyToi
remodinii NOBUHHO 6y TV PO3rNsHyTO. MauieHTV 3 NigTBEpAPKEHUM AiarHO30M HabyTOoT reMoqinii NOBUHHI 3HAXOAUTMCA Nif HArNSA0M Nikaps | OTPUMYBATU HaNIEXHE
NiKyBaHHS; 3aCTOCYBaHHSA K/IOMIAOrPento TakUM nawieHTam C/if NPUnmHnUTW.

HewoaaBHO NepeHeceHwid iemivHuin iHcynbT. YUepe3 HeAoCTaTHICTb AaHUMX He PEKOMEHAYETbCS NpW3HavaTy Knomigorpens y nepwi 7 Aié nicns roctporo
ILLEMIYHOrO IHCYNbTY.

LinToxpom P450 2 C19 (CYP2C19). dapmaKoreHeTMKa: y MNauieHTIB i3 FEHETUYHO 3HWKEHOK (yHKUieto CYP2C19 crnocTepiraeTbCAd MeHLIa KOHLEeHTpaLis
aKTMBHOI0 MeTaboniTy KNonigorpento y nnasmi Ta MeHLL BUPaXXEHWI aHTUTPOMOOLMTapHNIA e(heKT NP 3aCTOCYBaHHI PEKOMEHA0BaHUX A03 KNOMiAorpesto.
OcCKinbKK1 Knonigorpens NepeTBOPHOETLCA Y CBIli aKTUBHMIA MeTaboniT YacTkoBo nig aieto CY P2C19, To 3acTOCYBaHHS Npenapartis, AKi 3HMKYIOTb aKTUBHICTb LibOro
(hepMeHTY, HainiMOBipHiLLe, NpM3Bese 40 3MEHLLEHHS KOHLeHTpaLii akTMBHOIro MeTaboniTy Knonigorpento y nnasmi. OfHaK KniHiYHe 3HauyeHHs Ljiei B3aeMogil He
3’sicoBaHe. ToOMY SIK 3an06iXHMIA 3axif cnif YHUKaTV OflHOYACHOr0 3aCTOCYBaHHA CU/TIbHUX Ta NOMIpPHUX iHri6iTopis CYP2C19 (auB. po3ain «B3aemogisi 3 iHLLIMMK
NniKapcbKUMM 3aco6amu Ta iHLUI BUAW B3aEMOLin»; nepenik iHri6iTopis CY P2C19 HaBefleHO Y po3aini «PapMakoKiHETUKa»).

Cy6cTpaTn epmeHTy CYP2C8. HeobXxigHO AOTpMMYBaTMUCS 06EepeXHOCTI MnauieHTaM, AKi OTPUMYHOTb OHOYACHO K/omigorpesib Ta NikapcbKi 3acobu, Wo €
cyoctpatamu hepmeHTy CY P2C8 (amB. po3ain «B3aeMofis 3 iHWUMK NiKapCbKMMKM 3ac06aMm Ta iHLLI BUAW B3aEMOMiN»).

MepexpecHa rinepyyT/AMBICTb TiEHONIpUAMHIB. auieHTIB Cif NepeBipuTy LWOLO HAsABHOCTI B aHamHesi rinepyyTaMBOCTI 4O IHLIMX TIEHONIPUANHIB (TakMX AK
Knonigorpens, TUKNONIAMH, Npacyrpenb), TOMy WO HagXOAWNN MOBIAOM/IEHHA MPO NepexpecHy rinepyyTAMBICTb TIEHONIPUANHIB. 3aCTOCyBaHHS TiEHONIPUANHIB
MOXe MPWU3BECTU [0 BUHWKHEHHS Bif NErkux L0 TKKUX aeprivyHuX peakuiid, Takux K Bucum, Habpsk KBiHKe, abo remartofioriyHuWX peakuiil, Takmx §K
TPOMOOLMTOMEHIA | HeiTponeHis. MauieHTH, AKi MannM B aHaMHesi anepriyHi peakuii Ta/abo rematonoriyHi peakuii Ha OAWH TiEHOMIPUAMH, MOXYTb MaTtu
NiABWLLEHNIA PU3MK PO3BUTKY TIET XK ab0 iHLIOT peakyii Ha iHWWIA TiEHONIPUAMH. PEKOMEHAYETLCA MOHITOPUHT WOA0 HasBHOCTI 03HaK rinepyyTAnBOCTI Y NaLieHTIB 3
BIZJOMOIO afieprieto Ha TiEHONIpUANHMN.

MopyLueHHs (OyHKUIT HAPOK. TepaneBTUYHWIA JOCBIf 3aCTOCYBaHHSA K/OMIZOrPento nauieHTam 3 HMPKOBOK HeAOCTATHICTIO OOMEXeHWiA, TOMY TakvM nauieHTam
npenapar cnig npu3HavaTi 3 06epeXxxHIcTO (AMB. po3ain «Cnocib 3aCTOCyBaHHA Ta 4031»).

MMopyLeHHs (PyHKLIT nedviHkW. [LOCBif 3acTOCyBaHHA npenapaTy nauieHTam i3 3axXBOPHOBAHHAMW MEYIHKN CepefHbOi THXKKOCTI Ta MOX/IMBICTHO BUHWKHEHHS
remopariyHoro giatesy 06MeXeHnin, TOMy TaKUM XBOPUM K/IoMigorpenb Cnif npusHadaTt 3 06epexkHicTio (AmB. po3ain «Cnocib 3acTocyBaHHS Ta 403n»).

[lonomi>kHi pevosuHn. OpHa Tabnetka npenapaty KJ/IOMIAOMPE/b 3EHTIBA mictuth 2,6 Mr naktosu. [layieHtam 3 TakMMy PIAKICHAMU CMagKoBUMM
3aXBOPOBAHHAMM SK HEMEPEHOCMMICTb ranakTo3n, AediumT nakTasy abo NopyLUeHHS ManbabcopOLil FIHOKO3U-ranakTo3n He Cig NpuiiMaTK Leil npenapar.

Oco6/m1Bi 3aCTepPe>XKeHHs LWOAO BUaneHHs 3aiUWKIiB Ta Bigxoais. byib-aKMil HEBUKOPUCTaHUI Npenapat abo BiAxoam NOTPIGHO 3HULWMTK BIAMOBIAHO A0 MiCLEBUX
BMMOT .




3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyasto.

BariTHicTb. Yepe3 BiACYTHICTb KNIHIYHUX [aHWUX NPO 3aCTOCYBaHHS K/IONILOrpento y nepiog BariTHOCTI HeGaxaHO Mpu3HayvaTh npenapar >XXiHKaMm (3acTepeXxHui
3axin).

Jocnign Ha TBapvHax He BUSBWAM MPAMOro abo onocepekOBaHOIO HeraTMBHOIO BIJIMBY Ha BariTHICTb, PO3BMTOK eMOpioHa/nnoga, noaorn Ta NoCTHaTabHUM
PO3BUTOK (AMB. MiAPO34iIN «JOKNIHIYHI AaHi 3 6e3MeKn»).

"ofyBaHHA rpyaaro. HeBifloMO, UM eKCKPeTYETLCA KOMiJorpenb Y rpyaHe MOMOKO NIOAUHW. Y JOCHIIKEHHSAX Ha TBapMHax OYy/0 NoKasaHo, WO BiH EKCKPeTYETbCA Y
rpyAHe MOMOKO, TOMY Mif Yac nikyBaHHs npenapatom K/1OMI AOMPE/b 3EHTIBA rogyBaHHs rpyaaro cnif npunuHATK.

®epTuUnbHICTL. Mg Yac focnifkeHb Ha 1a60PaTOPHNX TBAPUHAX He BY/10 BUABNEHO HEraTMBHOIO BMNJIMBY KNONIAOTPesto Ha PEePTUNBHICTD.

30aTHICTb BNAMBATM Ha LWWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM IHLUXMU MexaHi3Mamu.
Knonigorpenb He BNMBaE abo Mae He3HaYHWIA BNMB Ha LUBMAKICTb peakLii Mpy KepyBaHHI aBTOTPAHCNOPTOM ab0 po60Ti 3 iHLLIMMK MeXaHi3MaMu.

Cnocib 3acTocyBaHHA Ta [03MW.

Jlopocni, y T.4. nayieH Ty NiTHLOTO BIKY.

KNOMI4OrPE/b 3EHTIBY npuiiMaTii no 75 Mr 1 pa3 Ha 06y He3aNeXHO Bif, BXXUBAHHS TXi.

Y XBOpMX i3 rOCTPUM KOPOHAPHWM CUHAPOMOM 6e3 nigrioMy cermeHTa ST (HecTabinbHa CTeHOKapAis abo iH(apKT Miokapga 6e3 3ybus Q Ha EKIT) nikyBaHHS

Knonigorpenem po3noynMHaT 3 0AHOPa30BOT HaBaHTaXKyBa/lbHOT 031 300 Mr, a NOTiIM NPOAOBXYBaTK [030t0 75 Mr 1 pa3 Ha o6y (3 ACK) y go3i 75-325 mr Ha

A06Y). OcKinbKy 3acTocyBaHHSA 6inbLl BUCOKMX 03 ACK MigBuLLye pUsnK KpoOBOTEYI, peKOMEHAYETLCA He MepeBuLLYyBaTU A03Y aleTuncaniumnosoi kucnotm 100 mr.

OnTumaibHa TPUBASTICTb JIKYBaHHA (POPMa/IbHO He BCTAHOB/IEHA. Pe3ynbTaTu KIHIYHUX AOCNIAKeHb CBig4aTh HA KOPUCTb 3aCTOCYBaHHA npenaparty 40 12 micAuis,

a MaKcUMasbHUI eDeKT cnocTepirascs yepes 3 MicsLi NiKyBaHHS.

MauieHTam i3 rocTpyM iH(hapKTOM MioKapAa 3 MigomMom cermeHTa ST Knonigorpens npuiiMat no 75 mr 1 pa3 Ha o6y, noYmHaoum 3 04HOPAa3oBOI

HaBaHTaXyBa/IbHOT 4031 300 Mr y kombiHauii 3 ACK, 3 3aCTOCyBaHHAM TPOMOONITUYHMX NpenapaTiB abo 6e3 HMX. JTiKyBaHHA XBOPUX BIKOM Bif, 75 pOKiB MoYmMHaTh

6e3 HaBaHTaXyBa/lbHOT 403K Knonigorpento. Kom6iHoBaHy Tepanito cnif po3novnMHaT AKOMOra paHille nicas nosisv CMMNTOMIB i NPOAOBXYBaTW NPUHaiMHI 4

TVXKHI. KopucTb Bif 3aCTOCyBaHHA KOM6iHauiT knonigorpento 3 ACK noHag 4 TWxKHI Mpy LibOMY 3aXBOPHOBAHHI HE BUBYA/IN.

MayieHTaM i3 (hibpunsauieto  nepeacepab  KNonigorpenb 3acTOCOBYBaTM B OA4HOPa30Bi A060Bi A03i 75 Mmr. Pasom i3 Krionigorpenem chnif posnodatyn Ta

npofoBxyBaTtu 3actocyBaHHs ACK (y go3i 75-100 Mr Ha f00Y) (auB. po3ain «PapmMakosioriyHi BlacTUBOCTI»).

Y pasi nponycky Ao3u:

— AKLIO 3 MOMEHTY, KON NOTPIGHO 6y/10 NpuiiMaTi Yeprosy 403y, MAUHYO MeHLe 12 roAuH: NauieHT Mae HeramHo NPUIMHATY NPONYLLEHY 03y, @ HACTYMHY 403y
BXe NpuiMaTti y 3BU4HUI Yac;

— SKLLO MUHYNO Gifblue 12 roguH, NauieHT Mae NpuiiMaTi HaCTYMHY YeproBy 03y Y 3BUYHMIA Yac Ta He MOABOHOBATM 403y 3 METOK KOMMEHCYBaHHS NPOMyLLeHOl
[03K.

HupkoBa HepgocTaTHICTbL. TepaneBTUYHWIA [OCBIA 3aCTOCYBaHHA NpenapaTy nauieHTam 3 HUPKOBOK HeAOCTATHICTIO 0OMexeHui (AuBe. po3gin «Oco6aMBOCTi

3aCTOCYBaHHS»).

MeyiHKOBa HeJOCTATHICTb. TepaneBTUYHWIA [OCBIJ 3acTOCYBaHHS MpenapaTy nNauieHTam i3 3axBOPHOBaHHAMU MEeYiHKM CepefHbOol TSHXKKOCTI Ta MOX/MBICTIO

BUHWKHEHHS remMoparivyHoro fiatesy o6MexxeHuid (auB. po3gin «OcobanBOCTI 3aCTOCYBaHHS»).

aiTn.



Knonigorpens He cnif 3acTocoBYBaTW [iTAM, OCKi/IbKM He Mae [aHWX LWOAO edpeKTMBHOCTI npenapaTty A4S Uiel BIKOBOI KaTeropii nmauieHTiB (4uB. po3gin
«PapMakoarHaMiKa»).

Nepepno3yBaHHSA.

Mpy nepeno3yBaHHI KNOMNILOTPEI0 MOX/MBE MOAOBXEHHS Yacy KPOBOTEYi 3 MOAIbLUMMM YCKNafHEHHSAMWU. Y pasi BUHUKHEHHS| KPOBOTEYi PeKOMeHAYETbCS
CUMNTOMATUYHE NTiKYBaHHS.

AHTUAOT (hapMaKonoriyHoi aKTUBHOCTI KNONiAOrpento HeBigoMWiA. MNpy HEOOXiAHOCTI HeramHOro KoperyBaHHSI MOAOBXEHOro Yacy KpoBOTeYi Ais K1onigorpento
MOXXe BTV NPUMMHEHA LLNAXOM NepennBaHHA TPOMOOLMTapHOT Macw.

Mo6iyHiI peakuil.

KopoTkuit onuc npodointo 6e3neku.

besneka 3acTocyBaHHA Konigorpento gocnimkeHa y 6inbw HiXk 44000 nauieHTiB, SKi B3N y4acTb Y KNIHIYHUX JOCNIMKEHHAX (3 HMX Y 6inbwe HixX 12000 ocib
Kypc nikyBaHHS TpuBaB 1 piK i gosLue). KniHiyHo 3HauyLwi no6iyHi ail, wo cnoctepirannca y gocnipkeHHsx CAPRIE, CURE, CLARITY, COMMIT 1a ACTIVE-A,
onucaHi Hwkye. Y pgocnifgkeHHi CAPRIE gia knonigorpento y Aosi 75 Mr Ha fo6y 3arasom 6yna nopisHaHHO 3 fieto ACK'y go3i 325 mr Ha 00y He3anexxHo Bij,
BiKY, CTaTi Y/ pacu XBOpUX.

KpiM gaHnx KniHiYHUX AOCNigpKeHb, BpaxoByBaM AaHi Npo nobiyHi peakLil nif vyac 3acTocyBaHHA npenapaty Yy KAiHIYHIA NpakTuL.

KpoBoTeya 6yna HainoLWMPEHILLIO NOGIYHOK peakLieto, Wo cnocTepiranacs AK y KAiHIYHUX AOCNIMKEHHSX, TaK i Yy NOCTMapKETUHIOBOMY Mepiodi, Nif vac SKmx
BOHa HalyacTille BUHUKaNAa y NepLunii MicaLb NiKyBaHHS.

Y pocnimkeHHi CAPRIE y nauieHTiB, AKi 3acTocoByBanv knonigorpesnb abo ACK, 3aranbHa yactoTta KpoBoTedi ctaHoBMna 9,3 %. Yactota BUHUKHEHHS TAXKUX
BUMNaAKiB KPOBOTeY 6yna 0f4HaKOBO Ans knonigorpento ta ACK.

Y pocnigpkeHHi CURE He cnocTepiranocs 36i/bLUEHHS YaCTOTN BUHUKHEHHS BEIMKMX KPOBOTEY MPKU 3acTOCYBaHHI KoMOGiHauiT knonigorpens + ACK ynpogoex 7
[HIB Micna NpoBefeHHs onepaii a0PTOKOPOHAPHOrO LWYHTYBaHHA Y NaUieHTIB, AKI MPUMUHUAN NIIKYBaHHA Bifibll HDXX 33 5 AHIB A0 XipypriyHOro BTpyYaHHs. Y
nauieHTIB, fKi NPOLOBXYBa/M NiKyBaHHA MPOAOBX 5 AHIB 40 OnepaLlii a0pTOKOPOHAPHOTO LYHTYBaHHSA, 4aCcTOTa BUHUKHEHHS LbOro ABMLLa cTaHoBMMa 9,6 %y rpyni
knonigorpens + ACK 1a 6,3 %y rpyni nnaue6o + ACK.

Y pocnipkenHi CLARITY cnocTtepiranocs 3ara/ibHe MifBULLEHHA YacTOTW BUMHWMKHEHHS KPOBOTeY y rpyni, sika npuiimana knonigorpens + ACK, nopiBHAHO 3
rpynoto, sika otpumyBana nnauye6o + ACK. YactoTa BUHUMKHEHHS Be/IMKOT KpoBOTeYi 6yna nofibHow B 060x rpynax. Lig BenmunHa 6yna CTiKow y nigrpynax
nawieHTIB, Lo BiAPISHANMUCA 3@ MOYATKOBUMY NapaMeTpamu i TUnom ibprHoniTuka abo renapyHoTepanii.

Y pocnigpkenHi COMMIT 3arasibHa YacToTa BUHUKHEHHS BEIMKMX HelepebpanbHKX abo LepebpasibH1X KpoBOTeY Oy/a HU3bKOH | MOA4IGHOK B 060X rpynax.

Y pocnigkeHHi ACTIVE-A yacTtoTa BUHUKHEHHS BENIMKMX KPOBOTEY Oyna BULLOKD Y rpyni, ska oTpuMmyBana knonigorpens + ACK, NOpiBHAHO 3 rpynoto, sika
oTpumyBana nnaue6o + ACK (6,7 % npotn 4,3 %). B 060x rpynax BenvKi KpoBOTeui Oy NepeBaXXHO eKCTpakpaHialbHOro noxomkeHHs (5,3 % y rpyni
knonigorpens + ACK, 3,5 % y rpyni nnaye6o + ACK), B 0OCHOBHOMY LL/TYHKOBO-KULLKOBI KpoBoTeui (3,5 % npoTn 1,8 %). CnocTepiranocs 36iNblEeHHA KiNbKOCTI
BHYTPILLUHbOYEPENHNX KPOBOTeY Yy rpyni knonigorpens + ACK nopisHsHO 3 rpynoto nnaue6o + ACK (1,4 % npotun 0,8 % BignoBigHO). MixK uymMu rpynamum He 6yno
BUSABNEHO CTATUCTUYHO LOCTOBIPHOT PI3HULL Y YaCTOTI BUHMKHEHHSA NneTaibHUX KposoTed (1,1 % y rpyni knonigorpens + ACK 1a 0,7 % 'y rpyni nnaue6o + ACK), a
TaKoXX remopariyHoro iHcynbTy (0,8 % Ta 0,6 % BignoBigHO).

Cnuncok NobiyHMX peakuiin y Burnagi Tabnuui.

Mo6iuHi etheKTw, AKi crnocTepiranncs nifg Yac KNiHIYHUX focnigKeHb abo Npy 3acTOCyBaHHI NiKapCbKOro 3acoby Yy KNiHIYHIN NpakTuLi, HaBefeHO Yy Tabiuui HKYe.
MoGiyHI peakuil po3nogineHi 3a cuctemoro «OpraH-Knac», 4actoTa iX BUHMKHEHHS BM3HaYeHa TakuM YMHOM: YacTo (Big > 1/100 go < 1/10), Heuacto (Big >1
/1000 po < 1/100), pigko (Big > 1/10 000 mo < 1/1000), payxe pigko (< 1/10 000), yacToTa Hesigoma. /19 KOXXHOrO K/iacy CUCTeMU OpraHiB nobiyHi edekTy




3a3HayeHi y NOPALKY 3HVDKEHHS X TSXKOCTI.









[NoBigOMAEHHS NPO Nif03PtOBaHI NOOIYHI peaKLil.

MMoBiAOMIEHHS NPO NiA03pIOBaHI NOGIYHI peakuil Micna CXBasleHHS NiKapCbKOro 3acoby [03BifIbHUMM OpraHaMu € BaXK/MBOK npoueaypoto. Lle gae 3mory
3AiCHIOBATM MNOCTINHWIA MOHITOPUHT CNIiBBIAHOLIEHHS «KOPUCTL/PU3NK» 3aCTOCYBaHHSA LibOr0 NiKapCbKOoro 3acoby.

Y pa3i BUHWKHEHHA HebaKaHMX MposBiB, MOBGIYHMX peakuili abo y pasi BIACYTHOCTI TepaneBTUYHOI Aii HeobxigHO nosigomuTh 3a agpecoto TOB «3EHTIBA
YKPAIHA», 02660, M. KuiiB, BpoBapcbKuii npocnekT, 5 «M», Ten./thakc: +38 044 517-75-00, enekTpoHHa agpeca pharmacovigilance@al vogen.com.

TepMiH NpUAaTHOCTI.
3 POKMW.

YMoBW 36epiraHHs.
He noTpebye creuiaibHUX YMOB 36epiraHHs.
36epiratn y HeaOCTYNHOMY ANA AiTei MicLi.

YnakoBKa.
Mo 10 Tabnetok y 6icTepi i3 NONIBIHINXNOPUAHOT NNIBKX Ta ()ONbIM a/IFOMIHIEBOT 3 MApKyBaHHAM YKpaiHCbKOK MOBOO. 103 a6o 9 abo 10 6nicTepiB y nayui 3
KapTOHY 3 MapKyBaHHSAM YKPaiHCbKOK MOBOHO.

KaTteropis Bignycky. 3a peyentom.

Bypo6HUK.
®APMATEH IHTEPHELUH/ CA

Micue3HaxomkeHHs BUPOOHMKIB Ta agpeca Micus NpoBamkKeHHs NOro Aisi/IbHOCTI.
IngacTpian Mapk Ceiinc y npedekTypi Pogoni, bnok Ne 5, Pogoni, 69300, Mpedis.
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