THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

ETOPA
ETORA
Cknao:
ditoua pevosuHa: etoricoxib;
1 tabnetka mictuth 60 Mr, 90 Mr a6o 120 Mr eTOpUKOKCUOY;

0onomidcHI peyo8uHU: 1Ie/TI003a MiKPOKPUCTaNIiyHa, Kalblliio rinpodocdar, HaTpito KpOCKapMesno3a,
MarHiwo cTeapar;

o6osoHKa myist TabneTok 1o 60 mr Ta 120 mr: cnupt noniBininosuit (E 1203), TuTaHy miokcun
(E 171), rninepon moHocTeapat (E 471), ingurokapMin amominieBoro o3epsoro (E 132), 3amiza okcupg
xkoBTuu (E 172), Tanek, HATPiO Naypuiacyibdar, Boga OUUILEHa;

obosonka mist TabmeTok o 90 mr: cnupt nomnisininosu#t (E 1203), tutany miokcup (E 171), rninepon
MoHocTeapart (E 471), Tanbk, HaTpiio JaypuiacynabhaT, Bofa O4uIleHa.

JIikapcbka ¢opma. TabmeTKH, BKPUTI ITiBKOBOIO 000JI0HKOIO.
OcCHOBHI (pi3uKo-XiMiUHI 81aCMUBOCMI:

TabmeTku 1Mo 60 Mr: gBOOMYKJIi TabmeTKH g611yKomomiOHoi opMu, BKPUTI IJTIBKOBOIO 000JI0HKOIO
TEMHO-3eJIeHOT0 KOJILopY, 3 rpaBipyBaHHSAM «60» 3 omHOTr0 OOKY Ta piBHi 3 iHIIOTO.

Tabmetku mo 90 Mr: gBOOMyKJIi TabmeTKy g611yKomomiOHoi opMu, BKPUTI IJTIBKOBOIO 060JI0HKOIO
6imoro Kombopy, 3 rpaBipyBaHHsAM «90» 3 omHOro OOKY Ta piBHI 3 iHIIOTO.

Tabmetku o 120 Mr: gBoomyKJi TabneTku 161yKonogioHol hopMu, BKPUTI MITiBKOBOIO 000JI0HKOIO
611i00-3€71€HOT0 KOJILOPY, 3 rpaBipyBaHHsAM «120» 3 omHOTr0o OOKY Ta PiBHi 3 iHIIOTO.

dapmakoTrepaneBTHYHA rpyna. Hecrepoigni
NMpPOTH3aNa/IbHI Ta IPOTHPEBMAaTHYHI
npenapatu. Kokcuou. Kog ATX MO1A HO05.



Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

ETopukokcub € mepopaabHUM CeIeKTUBHUM iHTiOiTOpoM nukmookcureHasu-2 (LIOI-2) y mexax
KJIIHIYHOTO fiala30Hy A03.

Y nportieci kniHiYHEX (PapMaKoNIoriYHNX AOCTiAXKEeHb JTiKapchKuii 3acib6 ETopa mo303anexHo iHriOyBaB
LIOT'-2 6e3 inribyBanHs uuknookcurenasu-1 (IIOI-1) mpu 3acTocyBaHHi y [03aX [0

150 mr Ha moby. ETopukokcub He iHribye CUHTe3 POCTarlaHAKHIB IIVTYHKA Ta He BIUIMBA€E Ha
GYHKIIi0 TPOMOOITUTIB.

[IukmooKcUreHa3a BifiTIOBia€ 3a YTBOPEeHHS IIpOCTarilaHAXHIB. [meHTH(iKOBaHO [ABi i30popMu -
LOT'-1 ta LIOT-2. LIOT'-2 € i30¢dopmoi0 epMeHTY, IO iHAYKYETHCS IMITyIbCOM IIpO3alaaeHHs Ta
PO3TIISIIAETHCS SIK OCHOBHUM (haKTOP, IO BifITIOBiTa€E 3a CUHTE3 IIPOCTAHOIMHUX MeMiaTopiB 0oIto,
3amaneHHs Ta rapsuky. [JOI'-2 TakoXK 3afisiHO y Ipolecax OBYJIsALil, iMIITaHTallil Ta 3aKPUTTS
apTepianbHOL IPOTOKHU, PETYNAIil QYHKIIl HUPOK Ta IeHTPaJbHOl HEPBOBOL CUCTEMH (IHAYKIiS
rapsuky, BiguyTTs 60110, KOTHiTUBHA (QYHKINS). Takoxk Moxke OpaTy y4acThb Y IIPOLECi 3ar0eHHS
Brpa3okK. LIOI'-2 6yno ineHTH}iKOBAHO Yy TKAHWHI HABKOJIO BUPA3KHU IIUIYHKA Y JIIOOUHY, ajie 3HaUYeHHS
[J1 3aTO€HHS BUPa3KU He BCTaHOBJIEHO.

EdekTuBHiCTL

Y marnieHTiB 3 0CTE0ApTPUTOM eTOPUKOKCUO Yy mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO IOKpPAIIye CTaH MpU
00151X, @ TAKOXK OIIHKY TallieHTa II0JI0 CTaHy 3axBopioBaHH:A. 1li MO3UTHBHI e(eKTH CIIOCTepiranaucs
BXKe Ha OPYyTuy OeHb JIiKyBaHHS i 30epiranucs mpoTAroM Iepiony [0 52 TUXKHIB. Y mporieci
IOCTiAKEeHb i3 3aCTOCYBaHHAM eTOPUKOKCHOY B [03i 30 Mr 1 pa3 Ha 100y eheKTUBHICTE IILOTO
Impenaparty IepeBulllyBasla Iaamnedo mpoTsaroM 12 TUXKHIB JTiKyBaHHS (BUKOPHCTOBYBAIUCS OIiHKY,
1110 3aCTOCOBYBAJIUCS B iHIINX AOCTimXKeHHX). I1ig yac mocmigXeHHs migOopy 003U eTOPUKOKCUD Y
mo3i 60 Mr meMOHCTpPYBaB 3HAYHO OilbIl BUpaXkKeHe MOKpallleHHs, Hixk y 7o3i 30 Mr, Mmoo ycix

3 OCHOBHUX KIHIIEBUX TOYOK IICJIs 6 TUXKHIB JIiIKyBaHHA. 3aCTOCyBaHHSA [03u 30 MI IpU OCTE0APTPHUTL
KUCTI He BUBYAJIOCH.

Y nmallieHTiB 3 peBMaTOIIHUM apTPUTOM eTOPUKOKCcuO y mo3i 60 mMr ta 90 Mr 1 pa3 Ha 700y 3HAYHO
TIOKpalllyBaB CTaH IIOI0 BUPaxKeHOCTi 00JTI0, 3amayeHHs, a TaK0XK PYXJIMBOCTI. Y Ipolieci foCTifKeHb
3 ouiHku f03 60 mMr Ta 90 MTr Mo3uTHBHI edeKTH 30epiramucs TpoTarom 12-TUKHEBOTO ePioxy
niKyBaHHS. Y TIpoIeci HOCTimXKeHHS 3 OUiHKY f03u 60 MTr mopiBHSHO 3 K030t 90 Mr o6upaBa
mo3yBaHHS eTOPUKOKCHUOY - 60 Mr 1 pa3 Ha o6y Ta 90 mMr 1 pa3 Ha moby - Oymu Oinbin eheKTUBHI,
Hix mane6o. [Jo3a 90 mr 6yna edpekTuBHilla, HiXK Ho3a 60 Mr BigIoBigHO 10 MeTORY 3araabHOI
ouinku Oojio nanienTiB (0-100 MM BisyasbHa aHAJIOTOBa IlIKasa), 3i cepeiHiM MOKpaIleHHIM

-2,71 mm (95 % OI: -4,98 MM, -0,45 MM).

Y nmatieHTiB 3 HanagaMu TOCTPOTO IIOJArpHYHOr0 apTPUTY eTOPUKOKCcuO y mo3i 120 mr 1 pa3 Ha foby
npoTsaroM 8 gHiB mosermyBas 0ilb y cyrio0ax cepegHbOTO Ta TSIKKOTO CTYIEHS Ta 3alajieHHS
TIOPiBHSAHO 3 iHmOMeTauuHOM y 7031 50 Mr 3 pa3u Ha f00y. 3MeHIIeHHS BUPaXKeHOCTi 600
CIIOCTepiraeToCs BxXKe dyepes 4 TONUHY IiC/IA I04YaTKYy JIIKyBaHHS.

V manieHTiB 3 aHKiI03yI0OUYUM CIIOHIUIIITOM eTOpuKOKcHO y mo3i 90 Mr 1 pa3 Ha moby 3abe3mneuye
3HayHe MOKpalleHHs pu 000 v XxpebTi, 3ananeHHi, 00MexKeHHi pyxiB, a TaK0XK MOKpAIIye
GbyHKLiOHaNMBHY 3MaTHICT. KmiHiuHi mepeBaru eTOpUKOKCUOY CIIocTepiraaucs Ha APYTHM JeHb Mics
II0YaTKYy Teparil i 36epiranucst ynpogoBxk 52-TUKHEBOTO IIepiofly JTiKyBaHHS. Y MPOIECi APyroro



OOCIIKeHHS 3 OLiHKK 03U 60 Mr, MopiBHSHO 3 703010 90 Mr, eTopukokcub y mo3i 60 Mr 1 pa3 Ha
mo0Oy ta 90 Mr 1 pa3 Ha go0y MPOIEeMOHCTPYBAB CX0XKY e(eKTHUBHICTh MOPIBHSIHO 3 HAITPOKCEHOM
1000 mr mogeHHO. YV Nalli€eHTiB, IKi He HEMOHCTPYBaIN afeKBaTHOL BiOIOBii Iif Yac 3aCTOCYBaHHS
1031 60 MT IIOgeHHO NIPOTATOM 6 TUXKHIB, MigBUIEHHS 003U 00 90 Mr LIOAEHHO IIOKpAIllyBajo OLiHKY
inTencuBHOCTi 600 y ciuHi (0-100 MM Bi3yasibHa aHaIOrOBa IIKasa), IOPiBHSIHO 3 MIPOMOBXKEHHIM
npuiioMy 60 Mr IIOgeHHO, 3i cepenHiM nmokpaieHHaM -2,70 mm (95 % [I: -4,88 MM, -0,52 Mm).

[Tig yac KIiHIYHOTO JOCHTigXKEeHHS Iicasonepaliiinoro 3y0Horo 6010 eTOpuKOKCUO y no3i 90 mr
3acTocoByBaBcs 1 pa3 Ha goOy OO TPhOX AHIB. Y MiATpyIi NalieHTiB 3 MOMipHUM 00JIeM B
TI0YaTKOBOMY CTaHi eTOpUKOKCHO ¥ mo3i 90 Mr BusiBNaB 3HEO0MOBaIbHUN eeKT, momiOHUI 00 TaKOTO
B i6ynipodeny 600 mr (16,11 npotu 16,39; P=0,722), i nepeBuriyBaB edekT mapareTaMoiy/Koneiny
600 mr/60 mr (11,00; P<0,001) i mmane6o (6,84; P<0,001), 1110 BU3HAYAI0CS 38 HOKA3HUKOM IIOBHOTO
nonermenHs 600 yepel 6 roguH (TOPARG). KinbKicTh mallieHTiB, SKi MOBiIOMIISIN IIPO
3aCTOCyBaHHS IIpenapaTiB eKCTpeHoro 3HeboeHHs npoTsaroM 24 roguH, cknana 40,8 % y rpymi
3acTocyBaHHS eTopukokcuby 90 mr, 25,5 % y rpymi 3actocyBanHs ibympodery 600 Mr KoXHi 6 roguH
146,7 % y rpymi 3acTocyBaHHS NapalieTaMony/kofeiny 600 Mr/60 Mr KoXkHi 6 TOOUH IOPiBHSAHO 31
76,2 % mallieHTiB, gKi mpuiimManu maane6o. Y boMy OOCTigXKeHHi IT0YaTOK aHaITe3UBHOI Aii
(BiguyTHe monerieHnHs 601i0) 90 Mr eTOpUKOKCHUOY CIiocTepiranocs Bxke yepes3 28 XBUJIKH MiCIIsS
IpUUOMY IIpenapary.

Besneka

MixHapooHa HOCHiIHUIIbKA ITPOrpaMa TPUBAJIOT0 3aCTOCYBAHHS eTOPUKOKCUOY i uKinobeHaKy Ipu
aptputi (MEDAL)

[Tporpama MEDAL 6ya mpoCeKTUBHO PO3p006IeHOI0 ITPOTrPaMoi0 BiTHOCHO Pe3ybTaTiB IIO0
6e3neku 3 60Ky CepleBO-CyOAUHHOI CUCTEMU, OTPUMaHUX 3a 00’ €qHAaHUMU NaHUMU TPbhOX
PaHAOMi30BaHUX, OABIMHO CIINUX, KOHTPOJIbOBAHUX aKTUBHUM IIPeNapaToOM IOPiBHAHHS OOCIiIKEHb
(mocnimxenns MEDAL, EDGE II i EDGE).

Y mocnipxxenni MEDAL, 1o Oyso HanpaBlieHe Ha BU3HAUeHHS BIJIMBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yuacts 17804 nauieHTu 3 ocTeoapTputoM i 5700 — 3 peBMaTOIgHUM apTPUTOM, SKi
3aCTOCOBYBa/IM eTOPUKOKCHO ¥ mo3i 60 Mr (ocTeoapTput) uu 90 Mr (0CTEOAPTPUT i peBMaTOImHMM
aptput) abo guknodeHak y nosi 150 Mr Ha moOy y cepemaboMy mpoTtsarom 20,3 micsans (MakCHManbHO
- 42,3 micsng, meniana — 21,3 micsins). Y mpoMy pociipxkenHi 0ynu 3adikcoBaHi TinbKu cepiio3Hi
no0iyHi peaknii i TpUIMHEHHS IPUNAOMY IIperapaTy BHACiOOK BUHUKHEHHS OyIb-IKUX MOOIYHUX
peaxiiii.

Y npoueci gocnigxkens EDGE i EDGE II nopiBHIOBan# IMIJIyHKOBO-KUIIKOBY IIEPEHOCUMICTh
€TOpUKOKCHUOY i gukmodeHnaky. Y gocnimxenni EDGE 6panu ydyacts 7111 mairieHTiB 3
OCTE0APTPUTOM, SIKi OTpUMYyBaiu eTOpUKOKcu6 y mo3i 90 mr Ha goOy (y 1,5 pa3a Buiie
PEKOMEH0BaHOI 103U M7 JIiKyBaHHS 0CTE0apTPHUTY), abo mukmodeHak y mo3i 150 Mr Ha goly
IpOTATOM y cepegHboMy 9,1 micsans (MakcumyM — 16,6 micsins, memiana — 11,4 micang). ¥
nocmimxkenHi EDGE II 6panu ygacts 4086 mallieHTiB 3 peBMaTOIIHUM apTPUTOM, SIKi OTpUMYyBaJu
JIiKyBaHHS eTOPUKOKCcuOoM y no3i 90 mr Ha 1o0y abo guknodeHakoM y nosi 150 Mr Ha moOy npoTsarom
y cepegubomy 19,2 micsans (makcumyMm — 33,1 Micsig, Mefiada — 24 Micsii).

Y 00’ennanit mporpami MEDAL 6paB y4acTs 34701 malieHT 3 0CTE0apTPHUTOM i peBMaTOIgHUM
apTPUTOM, SIKi OTpUMYyBasu JIIKyBaHHS YIPOLOBXK Iepiony B cepepuboMy 17,9 Micsaus (MakCUMyM —
42,3 micsitst, Memiana — 16,3 micsis); npubnauzHo 12800 malieHTiB 0OTpUMYyBaIy JTiKyBaHHS ITOHAL
24 micsni. V marieHTiB, 3apeeCcTpoOBaHUX Y IIi# mporpami, Oy pi3Hi MOYaTKOBI YNHHUKU PU3UKY
IIIOZI0 CePLIeBO-CYAUHHOI CUCTEMH i MIITYHKOBO-KUIIKOBOTO TPakKTy (IIKT). [TalieHTH 3 HEellomaBHO



nepeHeceHuM iH(papKTOM MioKapfa, aOPTOKOPOHAPHUM IITYHTYBaHHSIM a00 Yepe3IKipHOI0
KOPOHAPHOIO aHTIiOMIaCTUKO YIIPOMOBXK 6 MicsIiB M0 peecTpallii B fOCTigKeHHi 6y BUKITIOUEH] 3
IOCHTimXKeHHs. Y JocigKeHHX OyI0 J03B0OJIEHO 3aCTOCYBAHHS raCTPOIIPOTEKTOPHUX IIperaparisB i
alleTUAJICAJIIUAIIOBO]l KUCIOTH Y HU3BKUX JO3aX.

3azanvHa 6esneka

He 6y7no cyTTEBUX BiIMiHHOCTEH Y YaCTOTi TPOMOOTUUHUX CEPLEBO-CYAUHHUX YCKIaAHEHb IIPU
3aCTOCyBaHHI eTOpuKOKcUOy i muknopenaky. KapmiopenanbHi mobiuHi peakiiil yacriine
CIIOCTepiranucs Ipu 3acTOCyBaHHI eTOPUKOKCHUOY, HixK AukIodeHaky; e edhekT OyB 10303aIeKHUM
(meTanpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60Ky KT i meyinku BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOpUKOKCcHOy. YacToTa BUHUKHEHHS MOOIYHUX
peakuiit y pocnimxennsx EDGE i EDGE II, a Takox mo6igyHuX peakiiiii, 110 po3risifanucs K
cepro3Hi abo Taki, 1110 MPU3BOAATH OO0 BigMiHM IpenapaTy B gocnimxenHi MEDAL, Gyrna BUIIO0 IIpU
3aCTOCyBaHHI eTOPUKOKCUOY, HiX AUKIIOPEHaKY.

Be3neka u,000 cepueso-cyOuHHOI cucmemu

YacToTa migTBEpAKEHUX TPOMOOTUYHHUX CEPLIEBO-CYAUHHUX CEePHO3HUX MOOIYHUX peakiin
(BKITIOYAIOUM peakiril 3 60Ky ceplls, epeOpoBacKyIsSPHI peakilii i peakirii 3 60Ky nepuhepudHuX
cynuH) Oya IOpiBHSIHHOIO B €eTOPUKOKCHOY i mukinodeHaky (maHi mimcymoBano B Tabnuti 1). He 6yno
CYTTEBUX BifMIiHHOCTEH y MMOKA3HUKAX YaCTOTH TPOMOOTUYHUX YCKIIaHEHDb IIPK 3aCTOCYyBaHHi
eTOPUKOKCHUOY i AUKITopeHaKy B yCiX MpoaHali30BaHUX MiATpyIax, BKIOYa0un Malli€HTiB i3
KapIaioBaCKyIIPHUM PU3UKOM. [Ipu 0KpeMoMy PO3Tisfi BiTHOCHUY PU3UK BUHUKHEHHS
IiTBEPIKEHUX CEPHO3HUX TPOMOOTUYHUX MOOIYHUX peakliil 3 60Ky CepleBO-CyOUHHOI CUCTEMHU TIPU
3aCTOoCyBaHHI eTopuKoKcuOy B 1031 60 Mr a6o 90 mr i guknodenaky B m03i 150 Mr 6yB 0qHAKOBUM.

Tabmuig 1

[Toka3HUKY MiOTBePIKEHUX TPOMOOTHYHUX YCKIaAHEeHb 3 60Ky CepleBO-CyAUHHOI CUCTEMU
(06’emnana mporpama MEDAL)

ETOpuKOKCUO [IuknopeHak [TOpiBHAHHS MiX
(N=16819) (N=16483) rpylnaMu JTiKyBaHHS
YcKnagHeHHS 25836 mallieHTo-poKiB [24766 mallieHTO-POKIB
[ToKa3HUK' [Toka3HUK' BifHOCHMH PU3UK
(95 % 1) (95 % [I) (95 % [I)
[linTBeprKeHi cepiio3Hi TpoMOOTHYHI MOGiIYHI peakilii 3 00Ky ceplieBO-CyIHHHOI CUCTEMH
3a IPOTOKOJIOM 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
3a Hamipom 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
TTiKyBaTHUCS
[linTBepAKeHi yCKIafgHeHHs 3 60Ky cepls
3a IPOTOKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a HaMipom 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
TTiKyBaTHUCS
[linTBepOKeHi 11epeOPOBACKYIIAPHI YCKIagHEHHS
3a IPOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a HaMipom 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JTiKyBaTUCS
[TinTBepHaXKeHi yCcKIafHeHHs 3 60Ky nepudepuyHux CynuH
3a MPOTOKOIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) [0,92 (0,63; 1,35)




3a HaMipom 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JTIKyBaTUCS
'Vcknagaens Ha 100 nanieHTo-pokis; [ - moBipuuii iHTEpBal.

N - 3arajbHa KiTbKiCTh HALI€HTIB y MOMYJIALil 38 IPOTOKOIOM.

3a MPOTOKOJIOM: yCi yCKIIagHEHHS IIifl Yac OOoCHifXKyBaHol Teparnil abo nmpoTsrom 14 pHiB micns
ii mpumrHeHHS (32 BUHSATKOM IAIli€HTIB, SIKi MPUUHATH <75 % HOCITigKyBaHOTO mpemapary ado
MpuiMaaIu HeJOoC/igKyBaHi HeCcTepolnHi npotulananbHi npenapaty (HII3IT) >10 % Bchoro
nepiony).

3a HaMipoM JIiKyBaTHCS: BCi MiATBEPIXKEH] YCKIafHEHHS 00 3aKiHYeHHS JOCIiAXeHHS (Y T. 4. Y
Mall€HTIB, SKi MOTJIM 3a3HaTU BTPY4YaHHs, He OB 3aHOT0 3 JOCIIAXKEHHAM, 3 IOHa/IbIIUM
[IPUNMHEHHAM [IPUIOMY OOCIiIXKYBAaHOI0 IIpenaparTy). 3arajbHa KiJIbKiCTh PaHIOMi30BaHUX
NalieHTiB y rpyni eTopukokcuby - 17412, y rpyni guknodenaky - 17289.

[Toka3HUK CepIeBO-CyIMHHOI CMEPTHOCTI, SIK i 3arajibHOI CMEPTHOCTI, OyB MONiOHUM y Tpyax
JiKyBaHHS €TOPUKOKCUOOM i AuKIT0peHaKoM.

KapoiopeHnaavHi ycKkaa0HeHHA

[Tpubnusno 50 % marieHTiB, TpuUAHATUX Y gochimxkenus MEDAL, manu apTepianbHy rinepTeHsio B
aHaMHe3l Ha [I0YaTKOBOMY eTalll. Y I[bOMY HOC/IiAKeHHI YacToTa IPUIIMHEHHS JIIKyBaHHS YHACIITOK
BUHUKHEHHS MOO0IYHUX peaklliif, OB’ I3aHUX 3 apTepianbHOIO TinepTeH3ieo, 0yia CTaTUCTUYHO
3HAYHO BHUIIOI0 y TPYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiXK y rpymi guknodeHaky. YacToTa Takol
no0iyHO]I peakiril, SIK 3acTiliHa ceplieBa HEOCTaTHICTh (IPUNMHEHHS NIPUIOMY IIpenaparTy i cepiio3Hi
peakitiii), 6y1a aHanOTiYHOIO SIK IIPU IpUKOMi eTOPUKOKCcuOy 60 Mr, Tak i Ipu MpUroMi AUKIIOpEHaKy
150 mr, mpoTe YyacToTa BUHUKHEHHS LIUX peaklii Oya BUIO0 IPU IpuitoMi eTopukokcuby 90 mr
TOPiBHSHO 3 mUKJI0PeHakKoM 150 MTr (CTAaTHCTUYHO 3HAYYIA Pi3HUILS ITPU IPUAOMI eTOPUKOKCUOY
90 mr mopiBHsHO 3 150 Mr guknodenaky B rpymni OA MEDAL). YacToTa migTBepOKeHuX MoGiuHUX
peaxiiiii, MoB’g3aHUX i3 3aCTiKHOIO CEPIIEBOI0 HEIOCTATHICTIO (IBHUIIA, 110 OYIM CEPHO3HUMH i
BMMaraJu rociitanisalil abo HeBiIKIagHOI JOIOMOrH), Oyjla He3Ha4YHO BHUIIOI0 NIPY NIpHUKOMi
€TOPUKOKCUOY MOPIBHSHO 3 puitoMoM aukinoderaky 150 mr, i 11e#t ehekT 3amexkaB Bif go3H.
YacToTa IPUNMHEHHS JTiIKyBaHHS YHACTiOK BUHUKHEHHS MOOIYHUX peakllili, OB’ g3aHuX 3
HabpsikamMu, Oya 3HAYHO BUIIOI0 ITPU MIPUIOMi €TOPUKOKCHUOY MOPIBHSHO 3 IPUUOMOM AUKI0(PEeHaKy
150 mr, i et edeKT 3anekaB Bifi 103H (CTaTUCTUYHO 3HAUYIIA Pi3HUISA IIPU IIPUHOMi e TOPUKOKCUOY
90 wmr, ane He eTOpUKOKCcuOy 60 Mr).

Kappiopenanesi pe3yneraty, oTpuMaHi B gociigxkeHHsax EDGE i EDGE II, Bignosifganu gaHuM, po
SKi moBigoMisaocs B gocaigxkenni MEDAL.

B okpeMux gocnigxeHHsx mporpamu MEDAL a0cosioTHa 4acTOTa PUNMHEHHS JIiIKyBaHHSA B Oy[Ib-
SKill Tpymi NiKyBaHHS eTopuKokcrOoM (60 mr abo 90 Mr) ctanoBuma fo 2,6 % mpu apTepianbHii
rineprensii, 1o 1,9 % npu Habpskax im0 1,1 % npu 3acTiiiHill ceplieBiii HEHOCTaTHOCTI, IPU LEOMY
BUIIla YaCTOTa BigMiHM Ipemnapary crocTepiranacs y pasi npuitomy eTopukokcuby 90 mr, Hixk 60 Mmr.

Pe3yabmamu wayHK0B0-KUWKOB0I nepeHocumocmi 8 npo2pami MEDAL

3HaYHO MEHINNI I0Ka3HUK BiIMiHU IIpenapaTy BHACIIIOK BUHUKHEHHS OyOb-IKOT0 KIiHIYHOTO
ycknapHeHHs 3 60ky KT (manmpukinap, gucmercii, abmomMiHambHOTO 60110, BUPa3KHu) CIIOCTEPiraBcs
IIPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK AUKITIOPEeHaKy, B KOXKHOMY 3 TPbhOX HOCTiAKEHb IIPOrpaMu
MEDAL. [Toka3HUKM BiiMiHM IIpenapaTy BHACIMOK KITiHiYHUX peakiiil 3 6oky IIKT Ha

100 manieHTO-POKIB 3a BeCh Iepiof mocCHifKeHHs Oynu TakuMu: 3,23 A7 eTOpuKoKcuOy i 4,96 mns
nukiodeHaky B nocrmigxkenHi MEDAL; 9,12 nns etopukokcuOy i 12,28 gns guknodeHaky B



nocnimxkenni EDGE; 3,71 gns etopukokcu6y i 4,81 mns gukmodbeHnaky B mocinimxkenHi EDGE II.
Peszyavmamu npoepamu MEDAL w000 6e3neku 015 IIIKT

3aranbHi peakiii 3 60Ky BepxHboro Bipminy IIKT Oynu BusHaueHi 5K mepdopatiii, BUpa3KH i
KpoBoTedi. [ligrpyna 3aranbHuX peakuiii 3 600Ky Bepxuboro Biaminy KT, sKi BBaKanucs
yCKJIafIHEeHUMH, BKI04asa nepdopaiiil, o00CTPyKIlil Ta yCKIagHeHi KpOBOTei; MiATrpyna 3arajabHuX
peaxiiiit 3 60Ky BepxHbOTo Bimminy IIIKT, sKi BBaxKaIuCs HEYCKIafHEHUMH, BKII04Yasla HeyCKIamHeHi
KPOBOTEYi Ta HEYCKJIafiHEeHi BUPa3Ky. 3HAYHO MEHIINY MOKAa3HKWK YaCTOTH 3araIbHUX peakIliit 3 60Ky
BepxHix BigminiB IIIKT crnocTepiraBcs mpu 3aCTOCyBaHHI eTOPUKOKCUOY, Hixk guknodeHaky. He 6yno
CYTTEBOI Pi3HULII MiK eTOPUKOKCUOOM i IHKI0(PeHaKOM 100 T0Ka3HMKa YaCTOTH YCKIagHEHUX
peaxtiii. [I715 migrpyny TakKuX peakiiiii, sK KpoBoTeda y BepxuboMy Bigminmi HIKT (06’egHani
yCKnagHeHi 1 HeycKnafHeHi), He 6y/I0 CyTTEBOI BiTMIHHOCTI MiX eTOPUKOKCUOOM i IuKIOhEeHaKOM.
[TepeBara eTopukKoKcuOy 1100 BIIMBY Ha BepxHii Bigmin IIIKT nopiBHsAHO 3 gukiodeHakoM He Oyia
CTATUCTUYHO 3HAUYIIOI y NAIl€HTIB, sIKi O4HOYAaCHO 3aCTOCOBYBAJIM alleTUJICAIILUIOBY KUCJIOTY B
HU3BKUX H03ax (mpubnu3no 33 % mallieHTiB).

[Toka3nuk yactoTy Ha 100 namieHTO-pOKiB MiATBEPAKEHUX YCKIaJHEHUX i HEYCKITafHEHUX KIIIHIYHUX
peakxiiiii 3 60ky Bepxuboro Bigminy IIIKT (nepdopariii, Bupa3ku i KkpoBoTedi) craHoBuB 0,67 (95 % [I
0,57; 0,77) npu nputiomi etopukokcudy i 0,97 (95 % 11 0,85; 1,10) npu nputiomi gukIopeHaKy, Ipu
IIbOMY BifflHOCHUU pu3ukK ctaHoBUB 0,69 (95 % M1 0,57; 0,83).

Bu3HadaBcs OKa3HUK YaCTOTH IiATBEPAXKEHNX peaklii 3 60Ky BepxHboro Biaginy IIKT y naiieHTiB
JTHBOTO BiKYy; Ha#bibIlle 3HUKEHHS CIIOCTEPIiraaocs y mamieHTiB BikoM =75 pokis (1,35 [95 % ]I
0,94; 1,87] peakitt Ha 100 narieHTiB-poOKiB pu mpuiioMi eTopukokcuOy mopiBHsAHO 3 2,78 [95 % [l
2,14; 3,56] nmpu npuiiomi fUKIopeHaKy).

[Toka3HUKM YaCTOTH IIiATBEPHXKEHUX KIIIHIYHUX peakiiiit 3 60Ky HuxkHbOr0 Bigminy IIKT (nepdoparis
TOHKOT'0 ab0 TOBCTOr'0 KUIIEYHUKY, 0OCTPYKIIisl a00 KPOBOTe4a) CTaTUCTUYHO He BiPi3HAINUCS IIPU
3aCTOCyBaHHI eTOPUKOKCUOY i guKIodeHaKy.

Pesyaemamu npozpamu MEDAL u,000 6e3neku 014 nevyiHKu

ETopukokcub 6yB acollifioBaHui 3i CTATUCTHUYHO 3HAYHO MEHIIIOI0 YaCTOTO0 BigMiHU ITpemaparty
YHaCJIiIOK BUHUKHEHHS MO0IYHUX peakllii 3 00Ky MMediHky, Hixk aukiodeHak. Y 06’ eqHaHii mporpami
MEDAL 0,3 % matieHTiB, siKi 3aCTOCOBYBaIu eTOPUKOKCHUD, i 2,7 % MallieHTiB, IKi 3aCTOCOBYBaIX
nukiodeHakK, IPUIMHUIN 3aCTOCYBaHHS IIperapaTy BHACTIOOK BUHUKHEHHS 00iYHUX peakKilii 3
6oky neyvinku. [Tokasuuk Ha 100 nauieHTO-poKiB cTaHOBUB 0,22 TPU 3aCTOCYBaHHI € TOPUKOKCHUOY i
1,84 mpu 3acrocyBaHHi nuknodeHaky (p-3HaueHHs 0yno < 0,001 mns eTopuKoKcuby MOPiBHSAHO 3
nukiodenakoM). [Ipore B mporpami MEDAL GinbiricTs mo6iuHUX peakiriii 3 60Ky nedinku 0yu
HEeCepHOo3HUMU.

HomaTKOBi gaHi 3 Oe3mnekun JIN];! Ce[)HeBO-CyEI/IHHO'l' CUCTEMHU ITIOO0 T[20M6OTI/I‘{HI/IX YCKITaIHEHDb

Y npoueci KiHIYHUX JOCTiAXKEHD, 3@ BUHATKOM [JOCigxKeHb nmporpamMu MEDAL, npu6mu3so

3100 naiieHTiB OTpUMyBad eTOPUKOKCUO ¥ mo3ax = 60 Mr Ha goOy ynmpomoBxk 12 TUXKHIB i moBIIe.
He Oymo 3Hauy1[0i BigMiHHOCTI ITOKa3HUKIB MiATBEPAXKEHUX CEPHO3HUX TPOMOOTUYHUX CEPIIEBO-
CYOWHHUX YCKIagHEeHb y Malli€HTiB, IKi mpuiiManu eTOpuKoKcuob y go3si = 60 mr, nmane6o abo iHmri
HII3II (3a BUHATKOM HampokceHy). [IpoTe 4acToTa TaKuX peakilii OyJia BUIIOIO ¥ MAIliEHTIB, SKi
OTPUMYBa/Ii €TOPUKOKCUOD, TIOPIBHSHO 3 TUMU, XTO OTPUMYBaB HallpoKCeH y 1o3i 500 Mr 2 pa3u Ha
no0y. BimMiHHICTh aHTUTPOMOOTHUYHOI aKTUBHOCTI Mix meskumu HII3II, mo inriéytors LIOT-1, i
cenekTuBHUMHU iHribiTopamMu 1IOI'-2 Moxe OyTH KIiHIYHO 3HAYYIIOI0 y MAIliEHTIB TPYNU PUSUKY



BUHUKHEHHS TpoMOoeMOomiuHuX yckinagHenb. CenekTusHi inribitopu LIOT-2 3HUXKYIOTh yTBOPEHHS
CUCTEMHOTO (i TOMy, MOXKJIMBO, EHOTENiaIbHOT0) MPOCTAUMKIIiHY 6€3 BIJIUBY Ha TPOMOOLUTApPHUN
TpoMOOKcaH. KitiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMe.

HMomaTkoBi gaHi mono 0e3meku mug [ITKT

[Tig yac gBox 12-TUXKHEBUX MOABIMHO CHINKX €HAOCKOMIYHUX OOCTiIXKEeHb KyMYIITUBHA 4aCTOTa
BUHUKHEHHS TaCcTPOIYONeHaIbHUX BUPA30K 0yJla 3HAYHO HUKYOIO Y MAIli€HTIB, SKi OTPUMYBaIH
TiKyBaHHS eTOpUKOKCHO0M y 1031 120 Mr 1 pa3 Ha go0y, HiXK y NalieHTiB, SKi OTPUMYBaIX JIiKyBaHHS
HanpokceHoM y 0o3i 500 mr 2 pa3u Ha fo0y abo ibynpoderoM y go3i 800 mr 3 pa3u Ha no0y. YacTora
BUHUKHEHHS BUPa30K OyJia BUILOIO IIPH 3aCTOCYyBaHHI eTOPUKOKCHOY, HixX Ma1e0o.

HocnimxenHsd QYHKII HAPOK YV NAIliEHTIB TITHLOTO BiKY

Y mporieci paHgoMi30BaHOT0, IOABIMHO CIIIIOTO, Mare00-KOHTPOILOBAHOTO MOCIIIXKEHHS 3
napajieIbHUMH TPyIlaMU OILiHIOBaBCS BIINIUB 15-0€HHOTO JIiKyBaHHS eTOpuKokcuboM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HanpokceHoM (500 mr 2 pa3u Ha #o0y) i miarebo Ha
BUBE[IeHHS HATpIilo 3i cedelo, apTepiaJbHUM TUCK Ta iHII MOKa3HUKU (PYHKINI HUPOK Y MallieHTiB
BikoM Biff 60 70 85 pOKiB, 1110 OTPUMYIOThCS mieTu i3 BmicToM comi 200 MExB/no0y. ETopukokcud,
11eJIeKOKCcHO i HampoKCeH Mau MOgiOHMH BIIMB HAa BUBEIEHHS HATPiIO 3i ceuyero Mpu 2-TUXKHEBOMY
niKyBaHHi. Yci aKTUBHI IpenapaTy MOPiBHSHHS ITOKa3aiy MiBUIEHHS 00 IJ1alie00 CHCTOIIYHOTO
apTepianbHOTO TUCKY, IPOTE ETOPUKOKCUO acollifoBaBCS 3i CTATUCTUYHO 3HAYYIIUM IigBUIIEHHIM Ha
14-i meHb MOPIBHSHO 3 I[eJIEKOKCUOOM i HAapOKCEHOM (CepenHs 3MiHa CUCTOJIIYHOTO THUCKY
MOPiBHSTHO 3 IOYATKOBUM PiBHEM: eTOPUKOKCHUO 7,7 MM PT. CT., LIeIeKOKCu0 2,4 MM pT. CT.,
HamnpoKceH 3,6 MM PT. CT.).

dapmakokiHemuka.
Abcopbuis

ETopukokcub mob6pe BCMOKTYETLCS IIPU IlepopajbHOMY ImpuiioMi. AGComoTHa 6i000CTyIHICTD
ctanoButh npubau3Ho 100 %. ITicns mpuiiomy 120 mr 1 pa3 Ha 700y KO HOCATHEHHS PiBHOBaXKHOTO
CTaHy MaKCUMaJlbHa KOHI[eHTpallis y I1a3Mi KpoBi (cepegHe reoMeTpUuyHe 3Ha4eHHS

Cax=3,6 MKr/MII) criocTepiraeTbcst mpubnu3no uepes 1 roguny (T,,,) MicIsg TpUAOMY DOPOCIUMHI
HaTtiie. Cepense reometpuuse 3HadyeHHSA AUC,,, CTaHOBUTH 37,8 MKI XTof/MiI. Y MexXax KJIiHiYHOTO
mo3yBaHHS (apMaKOKiHETHKA eTOPUKOKCUOY € MiHiiHOO.

[Tpu npuiomi npenapaty y mo3i 120 Mr mig 4ac igu (ika 3 BUCOKKMM BMICTOM KUPiB) He
CIIOCTEpiranoch BIUIMBY Ha CTYMiHb abcopOuii eTopukokcuOy. [IIBuaKicTs abcopbiiii 3MiHIOBanIach, 1110
XapaKTepu3yBaioch 3HUKeHHAM C,., Ha 36 % Ta 30inbmenHsam T,,,, Ha 2 roguHu. Taki maHi He
PO3TIANA0TECA K KITiHiYHO 3Hauyuli. I1ig yac KiHiYHUX HOCTigXeHb eTOPUKOKCUO 3aCTOCOBYBaIU
He3aJIeKHO Bif BXKUBAHHS 1XKi.

Po3noodin

Etopukokcub npubnu3Ho Ha 92 % 3B’s13yeThcs 3 GinKaMu My1a3Mu KPOBi TIOAUHYU 3 KOHIIEHTPAIlE0
Bim 0,05 mo 5 Mxr/mi. O6’eM po3nofiny npu piBHOBaxkHOMY cTaHi (Vdss) craHoBuTh mpubnusuo 120 1
y JIIOOVHI.

ETopukokcub IpoHUKAE Yepes ITalleHTapHui 6ap’ep y IMypiB Ta KPOJIiB, a TAKOXK Yepes
reMmaTtoeHIedanignuit 6ap’ep y mypis.

Memab6oaism



ETopukokcub akTHBHO MeTabo0mi3yeThcsi, MeHIe 1 % mo3u BULINMAETLCA 31 ceuero y BUTTIAML
He3MiHeHOoTo mpernapaTty. OCHOBHUH IUISTX MeTabos1i3My — 1e popMyBaHHS MOXiMHOI 6'-
TiIpoKCUMeTHIY IIJITXOM KaTasisalii pepmenTamu mutoxpomy. CYP3A4 copuse metabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXKYTb KaTali3yBaTH OCHOBHHUMU LIISAX MeTab0i3My, aje ix KinbKicHi
XapaKTEePUCTUKYU He BUBYAJIUCS in Vivo.

Y mopunu imeHTHdiKOBaHO 5 MeTaboiTiB. OCHOBHUM MeTab0IiToOM € 6'-KapOOKCHIIOBOI KUCIIOTH
IepuBaT eTOPUKOKCHUOY, 1[0 YTBOPIOETHCS NIPHU MOAANIBIIINM OKCUAAL] MoXigHol 6'-rifpokcumeTtuny. Li
OCHOBHi MeTa0oiTi ab0 He BUSABINSIOTH aKTUBHOCTI, ab0 € cnaboakTuBHUMYU iHTibGiTOpamu LIOI-2.
Kopew i3 1iux metabosmiTiB He iHriOye LIOT-1.

BusedenHs

[Ticrst pa30BOr0 BHYTPIIIHROBEHHOTO BBEIEHHS 3TOPOBUM NOOPOBOJIBISIM 25 MI' eTOPUKOKCHUOY,
MidueHOro papioizotonoM, 70 % pagioaKTUBHOTO IIpenapaTy BUBOAUTHCS i3 cedelo i 20 % — 3 KanomM,
TOJIOBHUM YKMHOM Y BUTTISAI MeTabomiTiB. MeHIre 2 % BUBOTUTHCS Y BUTTIAAI HE3MIHEHOT0 IIpemnapary.

BuBeneHHST eTOPUKOKCUOY BimOyBa€eThCS MalKe MOBHICTIO IIJIIXOM MeTab0Ii3My 3 moJabIIuM
BHBE[IeHHSIM HUPKaMU. PiBHOBaXHi KOHIIEHTpallil eTOPUKOKCUOY HOCATal0ThCs yepe3 7 OHIB pu
3acTocyBaHHi y 103i 120 Mr 1 pa3 Ha go0y 3 MOKa3HUKOM KyMYJIsllil mpubiau3Ho 2, 110 BigmoBigae
nepiony HamiBBUBeHeHHS NMpubnIu3Ho 22 roguuu. KitipeHc mia3mMu KpoBi micisg BHYTPIIHEOBEHHOTO
BBe[IeHHS 25 MTI IIpenapaTy CTaHOBUTD MpuOIn3HOo 50 MII/XB.

Oxpemi epynu navieHmis

[NamienTy niTHLOrO BiKy. PapMakKOKiHETHKA Y IAIi€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6HoI0 00 (papMaKOKiHETUKY ¥ MOJIOAIINX TTAI[iEHTIB.

Cratb. PapMaKOKiHETHKA €TOPUKOKCHUOY € TOHiOHOI0 ¥ YOIOBIKiB Ta XKiHOK.

[MopyuieHHs QYHKINI MeYiHKU. YV MaIlieHTiB 3 IETKUMU MOPYIIeHHIMU QyHKIII medinku (5-6 GasiB 3a
mkasoio Yaiinga — [1'10) npu 3acTocyBaHHi eTopuKoKcuOy B mo3i 60 Mr 1 pa3 Ha moby cepefnHii
noka3HuK AUC npu6nu3Ho Ha 16 % Oinbiumii, HiXK ¥ 300pOBUX AOOPOBOJIBIIIB IPU TaKOMY XK
[Oo3yBaHHI IIpenapary. Y Malli€HTiB 3 TOMipHUMU NOpYyIIeHHAME QYHKII nedinky (7-9 0aiB 3a
mkasot Yaitnga — I1'10) mpu 3acToCyBaHHI eTOpuKOKCcuOy y mo3i 60 Mr uepe3 o6y cepenHiin
noka3HuK AUC 6yB nomiOHUMHM [0 ITOKa3HUKA Y 3M0POBUX JOOPOBOJIBINB, SIKi MpUMalIy Ipemnapar y
no3i 60 mMr 1 pa3 Ha o0y 1IOIeHHO; 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 30 Mr 1 pa3 Ha moby He
BMBYAJIOCH Y il rpymi naifieHTiB. HeMae KmiHiuamx abo GpapMakoKiHETUYHUX JaHUX IIOM0 NallieHTiB
3 TAXKKUMU MopyieHHaMuy GyHKUil medinku (=10 OaniB 3a mkasnow Yainma — I[1'10).

[NopymienHs QyHKII HUPoK. PapMaKoKiHeTHKa pa30oBoi f03u eTOpUuKoKcuby 120 Mr y maiieHTis i3
MOMIPHUMHU Ta TAKKHAMU IOPYIIEHHAMYU QYHKII HUPOK, a TAKOXK Y TMallieHTiB i3 3aXBOPIOBAaHHSIMHU
HUPOK TEepPMiHaNIbHOI CTafil, SKMM IIPOBOASATH TEMOZiai3, He Bigpi3HI€ThCS 3HAYHUM YMHOM Bif
(dbapMaKOKiHETHKHM y 3[M0POBUX H0OpoBObIIiB. [Tpu reMopiani3i mpenapaT MaixKe He BUBOTUTHCS
(xmipenc miamidy — mpubnusno 50 Mi/XB).

[imu. ®PapMaKoKiHETHKa eTOPUKOKCHOY B fiTel (BikoM o 12 pokiB) He BHBYAJIACh.

Y nponeci gocnigxkeHsb hapMakoKiHeTUKHU (n=16), 1110 MPOBOAUINCS 3a Y4aCTIO MiAJIiTKIB (BiKOM Bif
12 go 17 pokiB), papMaKoOKiHETHKA Yy MallieHTiB 3 Macoio Tina 40-60 Kr, SKUM IpH3HavYaIu
eTopukokcub y mo3i 60 mr 1 pa3 Ha o6y, Ta y malfieHTiB 3 Macolo Tina Oinbiie 60 KT, SKUM
npu3Haydany npemnapar y 7o3i 90 mr 1 pa3 Ha goOy, Oysa nomibHoI0 0 papMaKOKIiHETUKHU Y JOPOCTIHX,



SKi 3acTOCOBYBanu eTopukokcud y go3i 90 mr 1 pa3 Ha fo0y. be3sneka Ta e(peKTUBHICTH
3aCTOCYBaHHS €TOPUKOKCUOY [iTAM He BCTaHOBIIEHI.

KrtiniyHi XapaKTepHCTHKH.
Iloka3anus.

CuMnToMaTH4Ha Tepallis IIpA 0CTE0apPTPHUTI, PEBMaTOIHHOMY apTPHUTi, aHKII03yI0UYOMYy CIIOHAMIIITI, a
TAKOK IIpu 00110 i 03HAKaX 3allaJeHHs, 0B’ I3aHUX i3 TOCTPUM IMOTATPUYHUM aPTPUTOM.

HetpuBane nikyBaHHS IIOMipHOTO Iicsonepaliiuoro 600, OB’ I3aHOT0 3i CTOMATOIOTiYHUMHU
omepalisimMu.

PimmenHs npo npru3HaYeHHS celeKTUBHOTO iHribiTopa L]OI'-2 MOBMHHO I'PYHTYBATHUCS Ha OLIHII BCiX
iHOUBiAyabHUX PU3MUKIB Y NAlli€HTAa.

IIpomunoka3aHHs.
Jlikapcekui 3aci6 ETopa mpoTHIoKa3aHum:
IIPH TinepyyTIUBOCTI 10 mitouoi ab6o O6ymb-sSKOI JOTIOMiXKHOI peUOBUHHU IIPENapary;

IIPY aKTUBHIiM NeNTUYHiM BUpa3li abo akKTUBHIN IIJTYHKOBO-KUIITKOBIM KPOBOTEYI;

nalieHTaM, y SKMX BUHMKaB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3asbHi 10Ny,
AQHTiOHEBPOTUYHUY HAOPSK, KPOIUB SHKa abo iHIII ameprivyHi peakiii micist 3acTOCyBaHHS
aneTuIIcaIiuIoBoi KuciaoTu abo HIT3II, Bkmouaroun inriditopu L1OI-2;

y IIepiof BariTHOCTI Ta TOOYyBaHHS T'PYLLIO;

IIPU TSXKKUX MOPYIIEHHSX GQYHKIII nedinky (anp0yMiH cupoBaTKX KPoBi < 25 r/m abo
=10 6aniB 3a mkanowo Yainga - I1'10);

SIKIII0 PO3Pax0BaHUM HUPKOBUY KIIipeHC KpeaTuHIHY < 30 MII/XB;
OiTsM BiKoM 10 16 pOKiB;

IIpY 3allaJIbHUX 3aXBOPIOBAHHSX KUIIEYHUKY;

IIpu 3acTiiHii cepresint HegocTtaTHOCTI (NYHA II-1V);

ralieHTaM 3 apTepiajbHOIO TinepTeH3ielo, Y AKUX [I0Ka3HUKU apTepialbHOT0 TUCKY
mocTivHo Buii 3a 140/90 MM PT. CT. Ta HEAOCTAaTHHO KOHTPOIIOIOTHCS;

IIpY JiarHOCTOBAHIM imeMiuHil XBopoOi cepIlsd, 3aXBOPIOBAHHSIX IePUGEPUIHUX
aprepiit Ta/abo epedPOBACKYIAPHUX 3aXBOPIOBAHHSX.

B3aemodisn 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.



®apmMakoOuUHAMiyHi 83aeMO0ii

ITepopanvHi aHmukoaeyaaHmu. Y TallieHTiB, CTaH AKUX cTabiNni30BaHUM IOCTIHHUM 3aCTOCYBAHHSIM
BapbapuHy, MPUNOM eTOPUKOKCUOY B m03i 120 Mr Ha 100y CyIPOBOIKYETHCS 30iNIbIIeHHIM
npubnu3Ho Ha 13 % mpoTpoMOiHOBOTO Yacy MiKHApPOOHOTO HOPMasi3oBaHOTro BimHoImeHHs (MHB).
ToMy B mali€eHTiB, sKi 3aCTOCOBYIOTh IIEPOPaIbHI aHTUKOAryJISHTH, CJIil 4aCTO IepPeBIpPATU
IOKa3HUKM IpoTpoMbiHoBOTr0o yacy MHB, oco6nuBo B mepiiri fAHi npuitoMy eTopukokcuby abo mpu
3MiHi 0T0 JO3yBaHHA.

Lliypemuku, iH2i6imopu aH2iomeH3uHNepemaeop8a1bHo20 pepmeHmy (AII®) ma aHmazoHicmu
peuenmopis aHeiomeH3uHy II. HII3I1 MoxXyTb mocnabmioBaTy e(peKT AiypeTHKIB Ta iHIIUX
AQHTUTINEePTEeH3UBHUX IIpelapariB. Y [esKUX MaI[i€HTiB i3 MOpyIIeHHIMU QyHKIiI HUPOK (HalpuUKiaf,
y malieHTiB 3 merigpaTaui€cio abo y JiTHIX malieHTiB 3 ocnabieHo0 GYHKIEI0 HUPOK) OMHOYaCHe
3actocyBaHH4 iHribiTopa AII® abo aHTaroHicTiB penenTopiB aurioteH3uny Il i mpemapartis, 1110
iHTiOyI0Th IMKIIOOKCUTEHA3Y, MOXKe IIPU3BOOUTH [0 MOMAIBIIOT0 OPYIIeHHs QYHKIII HUPOK,
BKJ/II0HAIOYX IOCTPY HUPKOBY HENOCTATHICTh, III0 3a3BUYail Ma€ 000pOTHHUI xapakTep. Ciif
naMm’siTaTy PO MOXKJIMBICTh TAaKMX B3a€EMOiN Y MAIli€HTIB, SKi 3aCTOCOBYIOTh ETOPUKOKCHO
omHO4YacHO 3 iHribitopamu AII® abo 3 aHTaroHiCTaMu penienTopiB aHrioTeH3uny II. Tomy Taki
kKoMOiHatii cyig mpu3HavaT 3 00epexKHICTI0, 0COOIMBO MalieHTaM JIiTHBOTO Biky. HeobxigHo
IIPOBECTH HaJleXKHY TifipaTalliio Ta PO3TrISHYTH IUTAHHS [P0 IIPOBEIeHHS MOHITOPHUHTY QYHKIIi1
HUPOK Ha I0YaTKy KOMOiHOBaHOTO JTiKyBaHHS, a TAaKOXK 3 IIEBHOIO IIEPiOAWYHICTIO i Hamami.

Auemuscaniyusaosa Kucsioma. Y mporeci foCiaKeHHS 3a Y4acTIO 3[I0POBUX T0OPOBOJIBIIIB B yMOBaX
PiBHOBAXKHOTO CTaHY 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120 mMr 1 pa3 Ha o6y He BIJIMBAJIO Ha
aHTHarperaHTHY aKTUBHICTH alleTUIcaiunoBol kucnotu (81 mr 1 pa3 Ha fo0y). ETopukokcub
MOKHa IIpU3HaYaTHA OOQHOYACHO 3 alleTUICAMIIKMIIOBOI0 KUCIOTOIO B 103aX, 1110 3aCTOCOBYIOTLCS IS
poGiTakKTUKY CEPIIEBO-CYAMHHUX 3aXBOPIOBaHb (3aCTOCYBAHHS alleTUIICATIIIIAIIOBOI KUCIIOTH B
HU3bKUX A03aX). OgHaK 0OgHOYaCHEe 3aCTOCYBaHHS HU3bKUX N03 alleTUJICATIIUIOBOI KUCIIOTH Ta
€TOPUKOKCUOY MOxke 30ilbIIyBaTh 4acTOTy BUHUKHeHHs Bupa3ku IKT Ta iHIMX yCKIagHEHb
TIOPiBHSHO 3 MOHOTepaIi€io eTOpuKokcrOoM. He pekoMeHI0BaHO OflHOYACHE 3aCTOCYyBaHHS
€TOPUKOKCHOY 3 alleTHICAIIIMI0BOI0 KUCIOTOI0, 103U SKOI BUIIIi 3a TPO(dilaKTU4Hi, @ TAKOX 3
inmmmu HIT3II.

Iukaocnopun ma makposaimyc. Xoda B3a€MOZisl eTOPUKOKCUOY 3 IIMMHU IIpellapaTaMy He BUBYaIach,
ogHOYacHe 3acTocyBaHHS Oymab-skoro HIT3IT i3 nuknocmopuHoM abo TaKpoIiMycoM MOXKe
IOCUIIOBAaTA He(POTOKCUYHUY BIJIUB OCTaHHIX. CIil KOHTPOIIOBATH (PYHKIII0 HUPOK IIPU
OJHOYAaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY 3 Oymb-sIKUM i3 I[UX Iperaparis.

dapmakoKiHemuy4Hi 83aemo0ii
Bnaue emopukokcuby Ha (papmakokiHemuky iHwux npenapamie

JIimit. HII3II mocnabnio0Th BUBEOEHHS JIiTiI0 HUPKaM{, TUM CaMUM IigBUIINYIOYX PiBEHb JIITiI0 B
n1a3Mi KpoBi. dKio HeoOXiHO, MPOBOASATh PETENIbHUN KOHTPOIb PiBHA JIiTil0 ¥ KPOBi Ta KOPUTYIOTh
[03Y JITiI0 IPOTATOM OOHOYACHOTO 3aCTOCYBaHHS IIUX IIpelapariB, @ TAaKOXK IIPU NPUIMHEHH]
3actocyBaHHsa HII3II.

Memompexcam. Y nporieci IBOX TOCTigXXeHb BUBYANIUCS e)eKTH eTOPUKOKCUOY TP 3aCTOCYBaHHi y
no3ax 60 mr, 90 mr abo 120 Mr 1 pa3 Ha g00y MPOTATOM 7 [HIB MallieHTaMu, sKi ofmepxkKyBanu 1 pa3
Ha TUXKAEHb MeTOTpeKcaT ¥ 0o3i Big 7,5 go 20 Mr npu peBMaToigHOMY apTpuTi. ETopukokcub y mo3i
60 Mr i 90 MT He BIIMBaB Ha KOHIIEHTPALIi0 B IIJTa3Mi KpoBi ab0 HUPKOBUI KJIipeHC MeTOTpeKcarty. B
OTHOMY HOCIIiIKEHHi IIPU 3aCTOCYyBaHHI eTOPUKOKCHUOY B m03i 120 MTI He CIIOCTepirasock BIJIUBY Ha



KOHIIEHTPAIIil0 B I1JIa3Mi KPOBi Ta HUPKOBUY KJIipEHC METOTpPeKcaTy, TOl K B iHIIOMY OOCIifXKeHH]
IIPU 3aCTOCYBaHHi eTOpUKOKCcuOy B 703i 120 MI KOHIIEHTPAllisT METOTPEKCaTy B IIa3Mi KpoBi
migBuInyBasacs Ha 28 %, a HUPKOBUU KIIIpeHC MeTOTpeKcaTy 3HuXKYyBaBcd Ha 13 %. [Ipu
OHOYaCHOMY NpU3HaYeHHi eTOPUKOKCUOY Ta METOTPeKCaTy CIIif IPOBOAUTH BiATIOBIqHUM
MOHITOPHHT IIOAO0 IOSBU TOKCUYHOI'O BIIJIUBY METOTPEKCATY.

ITepopanavHi koumpauenmuau. ETopukokcu0 y mo3i 60 Mr npu ogHOYacHOMY 3aCTOCYBaHHI 3
IepopaJbHUMU KOHTPALleNTHBaMH, 110 MICTATh 35 MKT eTHHinecTpapiony Ta 0,5-1 Mr HOpETUHIPOHY,
npoTAroM 21 gHS NPU3BOOUB A0 MifBuilleHHS nokasHuka AUC,,,. V PIBHOBaXKHOMY CTaHi AJ1s
eTuHinecrpagiony Ha 37 %. ETopukokcub y mo3i 120 Mr nmpu 3aCcTOCyBaHHi 3 BUIIleBKa3aHUMHU
nepopaabHUMU KOHTPAIleITUBAaMU OTHOYAacHO abo yepe3 12 roguH MigBUIIYBaB Y PiBHOBaKHOMY
crani 3HaueHHsa AUC,,,, eTuHinectpapiony Ha 50-60 %. [Tpo Take mifBUIlleHHS KOHI[EHTPAIIil
eTHUHiNIeCcTpamiony CIif mam’siTaTé Ipu BUOOpPi TepopasbHOT0 KOHTPAIEIITUBY 3 Pi3HUM BMiCTOM
eTHUHiNlecTpamiony, IKUi 3aCTOCOBYBaTHUMETLCS OOHOYACHO 3 eTOPUKOKCcuOoM. [TinBuiieHHS
€KCIT03UIlil eTHHiIeCTPaAioy MoxKe 30ibIIyBaTh 4aCTOTY BUHUKHEHHS IO0IiYHUX peakIlii,
IIOB’I3aHUX i3 3aCTOCYBAHHSIM IIePOPAIbHUX KOHTPAIIEITHBIB (Halpukiand, TpoM6oeMO0Iil BeH y
XKIHOK IPpyIU PU3UKY).

I'opmoHo3amicHa mepanis (I'3T). lputiom 120 Mr eTOPpUKOKCHOY 3 TOPMOHO3aMiCHUMHU
IpenapaTaMy, 10 BKJIIOYA0Th KOH 0rosasi ectporenu (0,625 mr «IIpeMapuny ™ »), IpoTSrom

28 muiB 36inbinye cepenniit mokasHuk AUC,,,,, V PIBHOBaXKHOMY CTaHi HEKOH I0TOBAaHOT'0 €CTPOHY (Ha
41 %), exBininy (Ha 76 %) i 17-B-ectpaniony (Ha 22 %). Biius 103 eTOPUKOKCUOY, pEKOMEHIOBaHUX
miist TpuBasioro 3actocyBanHs (30 mr, 60 mr i 90 Mr), He BuB4YaBCs. [TopiBHSIHO 3i 30iIbIIeHHIM
no3yBaHHs 3 0,625 go 1,25 Mr npu MoHOTeparmii mpemnapaToM «IIpeMaput™ », BIUIUB €TOPUKOKCUOY B
mo3ax 120 mr Ha ekcno3utito (AUC,,,,,) eCTPOTeHHUX KOMIIOHEHTIB pemnaparty «[Ipemapun™ » GyB
MEHIIIUM, HiX Ha MMOoJIoBUHY. KiTiHidYHe 3HaUYeHHS TaKOro IMiABUIIEeHHS HEBIIOME, a IPUIOM BUCOKHUX
no3 mpemnapary «IIpemMapus™ » 0qHOYACHO 3 eTOPUKOKCHUOOM He BuBYaBCs. Ciiig 6paTu 0 yBaru Take
30inbIIIeHHS KOHIIEHTPallil eCTporeHy npu BUOOPi TOPMOHAIBHOTO IIPenapaTy I 3aCTOCYBAaHHS Y
1epiof MOCTMeHOIay3U MPYU OMHOYACHOMY 3aCTOCYBaHHI 3 eTOPUKOKCUOOM, OCKiTbKK 3pOCTaHHS
€KCIT03UIIil eCTPOTeHY MigBHUIIY€E PU3UK BUHUKHEHHS MO0IiYHUX peaklliil mpu 3aMicHin
TOpPMOHOTEpAITil.

ITpedHi30H/npedHi3010H. Y OOCHTigKEeHHSIX B3a€EMOil eTOPUKOKCUO He BUSBIIAB KITiHIYHO 3HAUYIIIOT0
BIIJIUBY Ha (hapMaKOKiHEeTHKY IPegHi30HY/IPeNHi30/I0HY.

[uzokcuH. TIpu 3acTocyBaHHi eTopuKoKcuOy B mo3i 120 mMr 1 pa3 Ha go0y npotsarom 10 mHiB
300POBUM I0OPOBOJILLISIM HE CIIOCTEPIraBcs BINKUB Ha nmoka3HuK AUC,,,, V PiIBHOBaXXHOMY CTaHi Ta Ha
BUBeJIeHHS IUTOKCUHY HUpKaMmu. CriocTepiranocs 36inbineHHs moKa3Huka C,,, TUTOKCUHY
(mpubmu3HOo Ha 33 %). Take migBUINEHHS 3a3BUYal He € CYTTEBUM Y OiNbIIoCTi marieHTiB. OgHaK CItifg
CIIOCTepiraT 3a CTAHOM MAlliEHTIB 3 BUCOKUM PU3UKOM TOKCUYHOI il AUTOKCHUHY IIPU OOGHOYACHOMY
IpU3HA4YeHHi eTOPUKOKCHUOY Ta MUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, w,0 memaboi3yromscs cyabpompaHcphepasamu

ETopukokcub € iHri6iTopoM aKTUBHOCTI JTIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk
MOXKe MiBUIIYBaTHA KOHIIEHTPAIIil0 eTUHINIeCTPaAiony B CupoBaTLi KpoBi. OCKIIBKY JOoTeIep JaHux
IIPO BILJIUB YMCJIEHHUX CynIbhoTpaHchepa3 HeJOCTAaTHRO, a KIiHiuHi edekTu GaraThox ImpenaparisB
IOCi BUBYAIOTHCS, MOITIIBPHO 3 00EPEXHICTIO MPU3HAYaTH €TOPUKOKCUO OOHOYACHO 3 iHIITMMHU
IpenapaTamy, 110 MeTabo0Ii3yI0ThCS TOJIOBHUM YHHOM JTIOCHKUMHU CyIbpoTpaHchepa3amMu
(HanpuKaf, nepopaibHUM canb0yTaMosI Ta MiHOKCUAWII).

Bnaue emopukokcuby Ha npenapamu, w,o memaboaizyromecs izopepmenmamu CYP



3a DaHWMM [OOCIiAXKEHb in vVitro, He 04iKyeTbCcd NpurHideHHsa uutoxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. V mporieci gocimigKeHb 3a y4acCT0 30OPOBUX NOOPOBOJIBIIB MIOIeHHE
3aCTOCYBaHHS eTOPUKOKCHUOY B m03i 120 MTI He BIIJIMBAJIO HA aKTUBHICTD mevyiHkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3a EPUTPOMIIIMHOBUM AUXAJIbHUM TECTOM.

Bnaus iHwux npenapamis Ha (papmaxkokiHemuky emopukokcuby

OcHoBHUM msX 06MiHy eTOpuKOKCcuOy 3anmexkuts Bifg pepmenTiB CYP. CYP3A4 copusie metabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTalidyBaTH OCHOBHUI LINAX 00MiHYy eTOpuKOKCUOY, ane ixX KinbKicHi
XapakKTepPUCTHUKYN He BUBYAJIUCH in Vivo.

KemoxkoHa3oa. KeTokoHa3oJ € moTyxkHUM iHribiTopom CYP3A4. TIpu 3acTOoCyBaHHI 3[0POBUMHU
no6poBonbusaMy y fo3ax 400 mr 1 pa3 Ha goOy mpoTsiroMm 11 gHIB KETOKOHA30JI He YMHUB KITIHIYHO
3HAUyIIOro BIJIUBY Ha (papMaKOKiHETHUKY eTOPUKOKCHUOY B pa3oBii 0o3i 60 mr (30insuennss AUC Ha
43 %).

BopukoHa3os i mikoHa304. OgHOYaCHE 3aCTOCYBaHHS ITePOpPaibHOr0 BOPHKOHA30J Ty abo MiKOHa30Ty
Y BUTJISITI OpaJIbHOTO T'eJIi0 71 MiCLIEBOTO 3aCTOCYBaHHS (MOTYXKHi inribiTopu CYP3A4) 3
€TOPUKOKCUOOM BUKJIMKAJIO HEBeJIMKe MigBUIIEHHS eKCII03Ullii eTOpUKOKCuOy, 1110, OOHAK, He
BBaXKaJiocs KJIiHIYHO 3HAUYIIUM 3TigHO 3 0ny0IiKOBAHUMU NaHUMU.

PugamniyuH. OgHOYACHE 3aCTOCYBaHHS €TOPUKOKCUOY Ta pudaMminuHy (IOTYKHOT0 iHTYKTOpa
dbepmenTiB CYP) mpu3Boauiio [0 3HMUKEHHS KOHIIEHTpallil eTopukKokcuby B 1m1a3Mi KpoBi Ha 65 %. Lle
MOXKe CyIIPOBOIXKYBaTUCS IIOBTOPHUM IIPOSBOM CHMIITOMIB IIpU OOHOYACHOMY 3aCTOCyBaHHi 3
eTopukokcuOoM. Tofi 9K Taki maHi MOXKYTh BKa3yBaTH Ha HeOOXimHICTh 30ibIIeHHS 103K, HE
PEKOMEHI0BAaHO 3aCTOCOBYBATH €TOPUKOKCHUO y [03aX, 110 TePEeBUIIYIOTh BKa3aHi AJIsT KOXKHOTO
IIOKa3aHHS, OCKiJTbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pu(aMITiliHy Ta €eTOPUKOKCHUOY B
TaKHUX [03aX.

AHmayudu. AHTaIUOHI IpenapaTyé He YUHATH KIiHIYHO 3HAYYLIOTO BINIUBY Ha (papMaKOKiHETHUKY
€TOPUKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaus Ha IIIKT

[ToBimomusinocs po ycKaagHeHHs 3 00Ky BepxHix Bigminis IIIKT (nepdopatiiii, Bupa3ku abo
KPOBOTEUi), iHOA1 3 JIeTalbHUM HACJIiIKOM, Y Malli€eHTiB, SKi OTPUMYBai €TOPUKOKCHO.

3 obepexHicTio cnif mpu3Havyatyu HII3II namienTaM i3 migBuIneHUM pU3UKOM YCKIagHEHDb 3 OOKY
[IKT; marieHTaM JIiTHROTO BiKY, MallieHTaM, SIKi 3aCTOCOBYIOTh Oyab-ssku inmmit HIT3IT abo
alleTUICATIIIUIIOBY KMCJIOTY OOHOYACHO, ab0 malieHTaM 3i IITyHKOBO-KUIIKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe BUpa3KaMM Ta IIUIYHKOBO-KUIIKOBAMY KPOBOTeYaMU B aHaMHE3I.

IcHy€e momaTKOBuUM PU3UK PO3BUTKY MoOiuHUX edekTiB 3 6oky IIKT (I1yHKOBO-KHUIIKOBa BUpPa3Ka abo
inmi ycknapuenHs 3 6oky IIKT) npu ogHOYacHOMY 3aCTOCYBaHHI €eTOPUKOKCHUOY Ta
alleTUJICAIIIAIIOBO]l KUCIOTH (HaBiTh ¥ HU3BKUX [03aX). Y IPOLeCi TpUBAIKUX KITIHIYHUX JOCTiAKEeHb
He CIIocTepiranocs BupaxeHol BigMiHHOCTI y 6e3neti mopo IKT mpu 3acTocyBaHHi CEIEKTUBHOTO
iuri6iTopa LIOI'-2 anertuncarminunoBa kucnaoTa Ta HII3II aneTuncaninuioBa KUCIOTA.



Bnaus Ha cepueso-cyo0uHHy cucmemy

Kniniyni mocmifgkeHHS BKa3ylOTh Ha Te, 1110 3aCTOCYBaHHS JTiKapChKUX 3aC00iB KIacy CeTIeKTUBHUX
inribitopiB LIOI'-2 Moxke OyTu MOB’93aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIIafHEHb
(oco6muBO iH(papPKTy MioKapaa Ta iHCYIbTY) MOPiBHSHO 3 miare6o Ta meskumu HII3IT. OcKinbKu
PU3MK CeplLeBO-CyIUHHUX YCKIafHEHb 3p0CTa€ NpU 30i/bIIeHH] 1031 Ta TPUBAIOCTI 3aCTOCYBAHHS
eTOPUKOKCuOy, IIpernapar CJIif Mpu3HayaTy Ha SKOMOra KOpPOTIINii TTepio Yacy Ta B HAaWHUKYIUX
eekTuBHUX 0000BUX mo3ax. Ciig nepiofuyHO mepernsagaTu notpedy malieHTiB y CUMITOMAaTHYHOMY
IoJIeTIIeHH] 00JII0 Ta peaklifo Ha JIiKyBaHHS, 0COOJIMBO Y MAIliEHTIB 3 0CTE0APTPUTOM.

[TamienTaM i3 BUpaxkeHUMHU (paKTOpaMU PU3UKY PO3BUTKY CEPLEBO-CYOUHHUX YCKIagHEHDb
(HampuKIaf, apTepianibHa TinepTeHsisd, rinepinigeMis, MyKpoBuil giabet, MaliHHsA) IpU3HadaTh
€TOPUKOKCHUO MOTPiOHO JIUIIE ITiCTIT PeTeNbHOI OLIHKY PU3UKY PO3BUTKY YCKIATHEHHS.

CenekrusHi inribitopu IIOI-2 He 3aMiHIOI0Th 3aCTOCYBAHHS alleTUICAIIIUIIOBOl KUCTIOTH OIS
npodinmakTKu TpoMO0eMOOTiYHIX CEPIIeBO-CYIMHHUX 3aXBOPIOBaHb, OCKITbKY HE YHHSTD
aHTUarperanTHOI fil. ToMy He CHif BiIMiHATH aHTHArperaHTHI pemapaTy.

Bnaue Ha HUpku

Hupkogi mpocTarnaHguHYA MOXKYTH BiflirpaBaTé KOMIIEHCATOPHY POJIb ¥ MigTpUMIL nepdy3il HUPOK.
Tomy mpu cTaHax, [0 CYIPOBOAXKYIOTHCS MOPYIIEHHSIM HUPKOBOI ITepdy3il, 3aCTOCyBaHHSI
€TOPUKOKCUOY MOKe IPU3BONUTHU [0 NociableHHs: YTBOPEHHS IPOCTarjaHoNHIB i, IK HACMigoK, - 00
HUPKOBOT'0 KPOBOTOKY, TUM CaMUM HOTipIIyI049y QYHKIIII0 HUPOK. BUCOKWY PU3UK PO3BUTKY TaKOl
peaxiiil icHye y mallieHTiB 3 y2Ke HasBHUMU BHpPaKeHUMU IOPYIIeHHAME (YHKIIil HUPOK,
HEKOMIIEHCOBaHOIO CePIIeBO0 HEeJOCTaTHICTIO ab0 HXPO30M. Y TaKHUX MAl[i€HTiB CIlifi KOHTPOIIOBaTH
(GYHKIIII0 HUPOK.

3ampumka piduHu, HabpsKu ma apmepianvHa 2inepmeHsis

4K i mpu 3acToCyBaHHI iHINX IIpenaparis, o iHTiOyI0Th CHHTE3 IPOCTarjlaHANHIB, 3aTPUMKa PiguHH,
HaOpsIKU Ta apTepianbHa TinepTeH3is crIocTepiranucs y malieHTiB, SKUM 3aCTOCOBYBaJX
etopukokcu6. Bci HII3II, BKII04al04u € TOPUKOKCUO, MOXKYTh IIPU3BOAUTH IO PO3BUTKY ab0
PeLUANBY 3aCTilHOI CepLeBOl HeJOCTaTHOCTI. [HdopMalliio Ipo peakiiio 3aJekKHO Bif 403U [IUB. B
po3mini «®apmakosoriyHi BaacTuBOCTI. PapMakomuHaMika». 3 00epekHICTIO ITpenapaTr MPU3Ha4aiTh
nalieHTaM i3 ceplieBO0 HelOCTATHICTIO, TIOPYIIEHHSIM (QYHKIIiI JTiBOro IUTyHO4YKa a00 apTepiaabHOI0
rinepTeH3i€l0 B aHaMHe3i, a TAaKOXK TallieHTaM i3 HaOpsiKaM¥u, 110 BUHUKIH 3 Oy[Ib-IKUX iHIINX
npuunH. [1py KIiHIYHUX 03HaKax MOTIPIIEeHHS CTaHy TaKUX Mal[ieHTiB CJIif BXXUTY BiOIIOBIHHUX
3axO0fiB, BKIIIOYAIOYH BiIMiHY €TOPUKOKCHOY.

ETopukokcu6, 0co0MMBO ¥ BUCOKUX H03aX, MOXKe IIPU3BOAUTH [0 YACTIIIOl Ta TIXKYO0I apTepiasbHOI
rineprensii mopiBHsIHO 3 mesikuMu iHmuMu HII3IT Ta cenekTuBHuMu iHTiOiTOpamu LIOT-2. Tomy
apTepianbHy rinmepTeH3ilo CIil KOHTPOIIOBATH [I0 II0YATKY JiKyBaHHS €TOPUKOKCUOOM, Ta 0COOIUBY
yBary CJlif IPUAITATA KOHTPOJIIO 3a apTepialbHUM THCKOM IIiff 4ac JIiKyBaHHS €TOPUKOKCHUOOM.
ApTepianbHUY TUCK CIIi KOHTPOIIOBATHU IIPOTATOM 2 TUXKHIB IIiC/ISA IOYATKY JIIKyBaHHS, a MOTIM -
nepioguyHo. fKII0 apTepiasbHUU TUCK CYTTEBO MiABUIIYETHCS, CIIif PO3TJISHYTU MOXKJIUBICTD
aJIbTePHATUBHOTO JIIKyBaHHS.

Bnaue Ha neyviHky

[TinBuiieHHs piBHSA anaHiHamiHoTpaHchepasu (AJIT) Ta/abo acaprataminoTpanchepasu (ACT)
(mpubnu3Ho y 3 abo GinbIlle pa3iB MOPIBHAHO 3 BepXHLOI0 Mexkeio HopMu (BMH)) crocTepiranocs
npubnau3Ho B 1 % naiieHTiB, sSKi 6pany y4acTh y K/TiHIYHUAX OOCTIIXKEHHAX Ta 3aCTOCOBYBAJIX



eTopukKoKkcu0 y mo3ax 30 mr, 60 mr Ta 90 Mr Ha moOy mpoTsaroM mepioxgy mo 1 poky.

Crnip criocTepiraTl 3a CTaHOM BCiX MAlli€HTIB 31 CUMIITOMaMU MOPYIIeHHS QYHKIIIl Ie4iHKH, a TaKOXK
NallieHTiB 3 MATOJIOTIYHUMY NTOKa3HUKaMu (QYHKI1 nediHku. [Ipy 03HaKax NopyeHHs QyHKIIil
IeYiHKY Ta IPU CTiMKUX NATOJOTIYHUX 3MiHaX TOKa3HUKIB (yHKIil medinku (y 3 pa3u Buile 3a BMH)
€TOPHUKOKCHUO CJIif BimMiHUTH.

3azanvHi 8Ka3isKu

ZKI1I10 TPOTSATOM JIiIKYBaHHS y IAIliEHTa CIIOCTEPIraeThCs MOPYIIEeHHS GYHKIII Oyb-SKO1 3i CUCTEM
OpraHiB, 3a3HaYeHUX BUILlE, CJIi] BXKUTH BIANOBIJHUX 3aX0[iB Ta PO3TJIAHYTUA NUTAHHA IIPO BiAMIHY
eTopukokcuOy. HeobxigHo 3a0e3meunTy BifOBigHE MeIUYHE CIIOCTEPEeXEeHHS IIPU 3aCTOCYBaHHI
€TOPUKOKCUOY mallieHTaM JIiTHbOTO BiKy Ta IMallieHTaM i3 MOpyUIeHHSIMU QYHKIII HUPOK, IeYiHKu abo
cepIis.

3 006epekHICTIO CITifl TOYMHATH JIiKyBaHHS €TOPUKOKCHOOM IalliEHTIB i3 merimpaTatii€io.
PexoMeH0BaHO ITPOBECTH PeTifApaTalliio 4o M0YaTKy 3aCTOCYBaHHS €TOPUKOKCHUOY.

[Tpo pO3BUTOK CEpHO3HUX MIKIPHUX Peakl(ii, y AesIKUX BUMAgKax 3 JIeTaJbHUM HaACIiIKOM, Y TOMY
yucyi ekchomiaTHBHOTO JepMaTuTy, cuapomy CriBeHca — [[2KOHCOHa ¥ TOKCHYHOTO eTliiepMabHOTO
HEKPOJIi3y, mIyxKe pimko moBigomisinocs npu 3actocyBanHi HIT3IT i mesikux celneKTHBHUX iHTiOITOPiB
LIOI'-2 mip yac moCTMapKeTHHTOBOT'O CIIOCTEPEXKeHHS (IuB. po3nin «I1ob6iuni peakiii»). HaliBumui
PU3MK PO3BUTKY TAaKUX peakiiiil y NallieHTiB — Ha II0YaTKy Teparlii, a T04aToK IX MPOosBiB y OinbIIOCTi
BUMAOKIB — IPOTATOM IIEPIIOTO MicsALs JTiKyBaHHS. CepiO3Hi peakiiil rinepyyTIuBOCTI (Taki K
aHadinakcig 1 aHTiOHEBPOTUYHUY HaOpSK) CIIOCTepiranucs y NallieHTiB, sIKi 3aCTOCOBYIOTh
eTopukokcuO. [leski cenektuHi iHridiTopu LJOI'-2 mifgBUIIYIOTh PU3UK BUHUKHEHHS MKiPHUX
peaxiil y nalieHTiB 3 alepriyHo0 peakuieio 10 Oyab-SKOTro mpemnapaTy B aHaMHe3i. ETopukokcu6
CJIif BiIMIHWTHM IIPU IEPIIXX IIPOSIBAX BUCUIIaHb Ha WIKipi, YIIKOAXKEHDL CIU30B0Oi 000JI0HKY afo iHIuX
O3HaKax rilepyyTaIuBOCTI.

[Tpu 3acToCyBaHHi €eTOPUKOKCUOY MOXKYTh MaCKyBaTUCS IIPOSIBYU FapsdKHY Ta iHII 03HAKM 3allajbHOT0
IpoLecCy.

3 06epekHICTIO MPU3HAYAOTh OQHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHIIi nmepopabHi
QHTUKOATYJISTHTH.

3acTocyBaHHS eTOPUKOKCHUOY, SIK i iHIIKUX mmpemnapartis, 1110 iHTi0y0Th HUKITIO0KCUTE€HA3Y/CUHTE3
IIpOCTarjlaHOWHIB, He PEKOMEH0BaHO XiHKaM, sKi [IJIaHYIOTh BariTHICTb.

Lle#t mikapcbku#t 3aci6 mictTuth MeHIe 1 Mmmonb (23 Mr)/mo3y HaTpito, TOOTO MPAKTUYHO BiTbHUU Bif
HaTpilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyo00to.
BaritHicTb

HeMmae KTiHiYHMX TaHUX ITPO 3aCTOCYBaHHS €TOPUKOKCUOY B Iepiof BariTHOCTI. [locmigKeHHs Ha
TBapHHaX IIPOAEMOHCTPYBaIU PENPOAYKTUBHY TOKCUYHICTh. [IOTEeHIIMHNY PU3UK [AJIS BariTHUX
HEeBiToMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTaHHLOTO TPUMECTPY BariTHOCTI, K i iHIINUX
IIpernaparis, Io iHTiOyI0Th CUHTEe3 MPOCTarjlaHANHIB, MOXKe IPU3BOAUTH [I0 BiICYTHOCTI CKOPOUYEHb
MaTK¥ Ta IepegyacHOTo 3aKpUTTS 60TanoBoi mpoToku. [10BigoMIIsIoCs PO BUMAAKY MOPYIIEHHS



GYHKIIII HUPOK IIJI0fa, 110 IIPU3BOAUIIO OO0 3MEHIIeHHS 00'eMy aMHIOTHYHOI piguHu (ojirorinpaMHioH)
y BariTHUX XIHOK, §IKi IpUMalIl HeCTepoigHi npoTtu3ananbHi npenapatu (HII3I1) Ha gBagusaToMy
TUXKHIi BariTHOCTI abo mi3Hime. B mesikux BUMagKax Ile MOXKe IPU3BOIUTH [0 MOPYIIEHHS QYHKIIII
HUPOK Y HOBOHAPOIXKEHUX. 3a3HaueHi epeKTu MOXKYTh BUHUKATH He3abapoM IicJig I0YaTKy
nikyBauHs HII3II; onirorimpamMHioH 3a3Buy4ail € 000POTHUM IIiC/s IPUNMHEHHS JTIKyBaHHS.
3acTocyBaHHS €TOPUKOKCHOY IIPOTUIIOKA3aHOo B ITepiof BariTHOCTI. fAKIIOo XKiHKa 3aBariTHina mif 4ac
JIiKyBaHHS, €TOPUKOKCHO HEOOXiTHO BiTMiHUTH.

[Iepion rogyBaHHdA TPYOOI0

Hesigomo, 4¥ IpOHMKAE €TOPUKOKCUO ¥ IPyaHEe MOJIOKO. Y IIyPiB eTOPUKOKCUO BUBOOUTLCS Y TPyOHE
MOJI0KO. 2KiHKH, IKi 3aCTOCOBYIOTH €TOPUKOKCHUO, He TIOBUHHI TOAYBaTH I'PYALIIO.

DepTUNLHICTh

3acTocyBaHHS eTOPUKOKCHUOY, 5K i iHIMMX mpemnaparis, 1o iHriéywoTs LIOI-2, He peKOMeHI0BaHO
XKIiHKaM, FKi [JIaHYI0Th BariTHICTG.

30amuicmb 8niusamu Ha weudKicmb peakyii npu kepyeaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

[TamienTn, Y AKHX Imig Jyac 3aCTOCYBaHHA eTOpI/IKOKCI/I6y BHHHUKAE 3allaMOPOYEHHA, BEPTUTO abo
COHJIMBICTh, HE IOBUHHI KePyBATH daBTOTPAHCIIOPTOM Ta IIPAIlIOBATH 3 iHIMMMY MeXaHi3MaMH.

Cnocib 3acmocyeaHHsi ma do3u.

Jlikapcekuii 3acib ETopa 3acTOCOBYIOTh IIepopaibHo. [IpemapaT MoxHa MIpUUMaTH HE3aJIexkKHO Bif
BXKMBaHHA 1Xki. [loyaTok edpeKTy IpenapaTy HacTae MIBUALLIE ITpX IpuioMi repep igoto. Lle moTpibHO
BpPaxoByBaTH IIPU HEOOXiMHOCTI MBUAKOTO MTOCIabIeHHSI CUMIITOMIB.

OCKinbKYM PU3NK BUHUKHEHHS MTOPYIIEeHb 3 O0KY CeplieBO-CyAUHHOI CUCTEMH TIPU 3aCTOCYBaHHI
€TOPUKOKCUOY 3pOCTa€E MPHU MiABUINIEHH] 031 i TPUBAJIOCTi €KCIT03UIlii, He0OXiTHO TPOBOIUTHI
HAWKOPOTIII KypPCH ITiKyBaHHS MPH 3aCTOCYBAHHI HaMeHIIUX eheKTUBHUX N000BUX 103, Cirig
NepioguYHO NMepeolliHioBaTH NOTPeOY y MOJIETIIeHHI CUMIITOMIB i BinIOBiAh Ha JTiKyBaHHS, 0COOJIUBO Y
MTAIIEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekoMeHpoBaHa fjo3a cTaHoBUTH 30 Mr 1 pa3 Ha go6y. Y gesKux malieHTiB IpyU HEAOCTaTHbOMY
nocitabeHHi cuMnToMiB 36inbIeHHs qo3u 0o 60 Mr 1 pa3 Ha Ho0y MoXKe MiABUIIUTHA e(PEeKTUBHICTE.
3a BigCyTHOCTI NOMINIIEeHHS epeKTy CIif pO3rIAHYTH IUTaHHS PO iHIII MOXKJIMBI METOAH JIiKyBaHHS.

PesmamoioHuli apmpum

PekoMeHoBaHa f103a cTaHOBUTHL 60 Mr 1 pa3 Ha go6y. Y gesKux malieHTiB IpyU HEAOCTAaTHbOMY
nocnabyieHHi cuMnToMiB 30inbieHHs 0o3u [0 90 Mr 1 pa3 Ha o6y MoXke IOKpallyBaTH
TepaneBTUYHUM epeKT. [Ipu ocsarHeHHi KiIiHiuHOol cTabinisanii mamienTa [OIiIbHO 3HU3UTH [I03Y 0
60 Mr 1 pa3 Ha mo6y. 3a BifCyTHOCTI mominiieHHs eheKTy PO3TISIHYTH MATaHHS PO iHII MOXKINBI
MEeTOMM JTiKyBaHHS.



AHKin03y04ull cnoHOUAIim

PexomeHnpoBaHa fno3a cTraHoBUTh 60 Mr 1 pa3 Ha go0y. Y nesgKux MallieHTiB IPU HEAOCTaTHEOMY
nocnabeHHi cuMnToMiB 36inmbIneHHs go3u 0o 90 mr 1 pa3 Ha o0y MoxKe IMOKpallyBaTh
TepaneBTUYHUY edekT. [Ipu mocsirHeHHi KiiHiuHOI cTabini3anii marieHTa JOUiMPHO 3HU3UTHU [03Y [0
60 mr 1 pa3 Ha mo6y. 3a BigCyTHOCTI mosinineHHs eheKTy CHIifl PO3TISHYTH MUTAaHHS PO iHIIi
MOZKJIMBi METOOU JIIKyBaHHS.

TI'ocmputi 6iab
Y pasi nosiBu rocTporo 605110 eTOPUKOKCHUO 3aCTOCOBYIOTE JIUIIIE Y TOCTPUM CUMITOMAaTUYHUN IIEepio.
T'ocmputi nodazpuyHutl apmpum

PexomeHnpoBaHa no3a craHoButh 120 mMr 1 pa3 Ha go0y. I1ig yac KniHIiYHUX HOCHiAXKEeHb TOCTPOTO
MIOJarPUYHOTO aPTPUTY €TOPUKOKCUO 3aCTOCOBYBAJIM BIIPOMIOBXK 8 MHIB.

ITicasionepauiiiHutl 6iab, No8’A3aHull 3i CMOMAMOA0IYHUM ONEPAMUBHUM 8MPYYAHHAM
PekomeHgoBaHa fo3a - 90 Mr Ha 1 pa3 Ha go0y mIPOTSATOM MakKCUMyM 3 [HiB. [IJ15 JesTKuX Malli€HTiB
Moxke OyTu HeoOXigHUM IOIaTKOBE Micisonepaliiine 3He00TI0BaHHS.

o3y, mo nepeBUINyI0Th PEKOMEHI0BaHI AT KOXKHOI0 TOKa3aHHs, He MaloTh JOJaTKOBO1
edexTuBHOCTI ab0 He BuB4anucs. Tomy:

Il03a IIPU OCTE0apPTPUTi He TIOBUHHA NepeBuIlyBaTH 60 Mr Ha 100Y;

I03a IPH PEeBMATOITHOMY apTPUTi Ta aHKIIO3yIOYOMY CIOHOUIIITI He TOBHHHA II€PEBUIIYBATH
90 mr Ha mo0y;

[03a IIPH TOCTPiii moparpi He moBUHHA NepeBuIiyBaTt 120 Mr Ha 106y BIPOIOBXK
MaKCUMaJIbHOT'O [1epiofy JIiKyBaHHS 8 OHIB;

[03a TP TOCTPOMY OOJIIO MiCIIsE CTOMATOJIOTiYHOT0 ONlepPaTUBHOI'O BTPYYaHHS He MOBUHHA
nepesuiyBatu 90 Mr Ha 700y BIPOAOBXK MaKCUMaJIbHOTO 3-IeHHOTO Iepiomy.

ITayieHmu AiMHb0O20 BIKY

HeMae He0oOXigHOCTI B KOPEKIIil J03yBaHHS AJIS NAlli€HTIB JIITHLOTO BiKy. 4K i y pa3i 3acTocyBaHHS
iHIIMX TTpemnapariB, mpenapart CJIif mpU3HayaTé 3 00epexKHICTIO MallieHTaM JTiTHBOTO BiKY.

IMopyweHHA pyHKUII neviHKu

HesaneHO Bif MoKa3aHHS NallieHTaM i3 NOPyIIeHHIMHU QYHKIIil Ie9iHKY J1erkoro ctyness (5—6 Oanis
3a mkanoio Yaitnga — I1°10) He ciig mepeBuiyBaTu 703y 60 mr 1 pa3 Ha go0Oy. ITamienTam i3
TOpYyIIeHHAMY GYHKIII IeviHKy MOMipHOTO CTYTIeHs TSAXKKOCTi (7-9 6aniB 3a urkanoro Yaiinga - [1'10)
He3aJIeXXHO Bifl TOKa3aHHS He CIif mepesutnyBatu 0o3y 30 mr 1 pa3 Ha g00y.

KniniyHui 0ocBim 3acTocyBaHHs 00MexXeHUH, 0COOIMBO 00 NAIiEHTIB i3 MOPYIIEHHAMHU QYHKIII
TIeYiHKY ITOMIPHOTO CTYIIeHs, TOMY IIpemaparT CJif Mpr3HavyaT 3 00epexkHicTIo. BigcyTHiM KimiHiuHMM
IOCBi 3aCTOCYBaHHS ITperapary MNallieHTaM i3 TAXKKUMU MopyIIeHHIMU QyHKIil mevinku (=10 Garis
3a mkanow Yaunga — I1'10), ToMy npenapaT IPOTUIIOKA3aHUM TaKUM Malli€eHTaM.

ITopyweHHA pYHKUiT HUPOK



KopuryBaHHS 003U He IOTPiOHe MallieHTaM i3 KiIipeHcoM KpeaTuHiny =30 MJi/xB. 3aCTOCyBaHHS
€TOPUKOKCUOY malieHTaM i3 KiipeHcoM KpeaTuHiHy <30 MJI/XB IPOTUIIOKA3aHO.

Himu.

ETopukokcub mpoTunokasanuii giTsam BikoMm 1o 16 poxkis.

Ilepedo3yeanHns.

Y nportieci KTiHIYHAX JOCITigXKEeHb 3aCTOCYBaHHS Pa30Boi 031 eTOpuKoKkcuby mo 500 Mr abo
Haratopa3oBuii npuiiom f0 150 Mr Ha 700y npoTaroM 21 [HS He CIPUYUHSNO iICTOTHUX TOKCUYHUX
edexkTiB. [ToBigoMIISITIOCS TIPO TOCTPE NepPeno3yBaHHS eTOPUKOKCUOOM, X04a B OiTbIIOCTI BUMIaMIKiB
mpo nobiyHi peakil He moBigoMsAnock. I100iuHiI peakilii, 1110 cocTepiranuch HalyacTile,
BigmoBiganu mpodinio 6e3meku eTopuKokcuOy (Taki sk peakuii 3 60ky IIIKT, 3 60Ky ceplis Ta HUPOK).

Y pasi nepeno3yBaHHs OOLITBHO BXXKUTH 3BUYAHUX MiATPUMYyBaJIbHUX 3aXO0[iB, HAIPUKIIAL
BUnaneHHs HeabcopboBaHoro npemnapaty 3i IIIKT, BegeHHs KIiHIYHOTO CIOCTepeXkeHHs, V¥ pasi
HeoOXiTHOCTI — MPOBeieHHs MiATPUMYBAJIbHOTO JIIKYBaHHSI.

ETopukokcub He BUBOOUTLCS NIPU IeMofiai3i; HeBimoMo, Y1 BUBOOUTHCS IIpelnapaT IIpU IPOBeeHH]
IIEPUTOHEAIbHOTO Aiami3y.

ITo6iuni peakuii.

Beameka 3acToCcyBaHHS €TOPUKOKCUOY OLiHIOBanach y MPOIeCi KITiHIYHUX OOCIigXKeHb 3a y4acTIo
9295 marieHTiB, BKIOYa4yy 6757 MaIlieHTiB 3 0CTE0APTPUTOM, PEBMATOITHUM apTPUTOM, XPOHIYHUM
0oneM y HUKHiY YaCTHHI CIMHYU a00 aHKiI03yI0UuM CIOHOuIITOM (mpubnu3Ho 600 maljieHTiB 3
0CTE0apTPUTOM ab0 PEBMATOITHUM apTPUTOM OLEepPXKyBallu JIiKyBaHHS IPOTAToM 1 poky abo moBIie).

[Tig yac KniHiYHUX HoCTigKeHb Mpodins HebaxkaHUX SBUIL OYB OMHAKOBUM Y TIAIliEHTIB 3
0CTE0apTPUTOM ab0 PEBMATOITHUM apPTPUTOM, SIKi 3aCTOCOBYBAJId €TOPUKOKCHO MMpoTsaroM 1 poky abo
OOBIIIE.

Y nponeci KTiHIYHOr0 AOCTIIXKEHHS 3@ y4aCTIO Nalli€HTiB i3 TOCTPUM IOJarpuyHUM apTPUTOM
eTopukokcub npu3nayanu B 1o3i 120 mr 1 pa3 Ha goby npotsirom 8 nHis. [Ipodint HebGaxKaHUX SBUIL
y LIbOMY OOCIigKeHHi OyB Y I[iTOMy TaKUM CaMUM, K y JOCTIIXKEHHSIX 3a Y4acTIO MallieHTiB 3
0CTEe0apTPUTOM, PEBMATOIIHUM apTPUTOM Ta XPOHIYHUM 00JIeM y HUXKHil YaCTUHI CIIMHU.

Y nporpami o1iHku 6e3MeKH [ CeplieBO-CYAMHHOI CUCTEMHU 3a TaHUMHU TPbOX KOHTPOJIbOBAHUX
IOCIIIXKEeHb 3 aKTUBHUM IIpellapaToM MopiBHsSIHHS 17412 maiieHTiB 3 ocTeoapTpUTOM abo
PEBMaTOIIHUM apTPUTOM OTPHUMYBaK eTOpUKOKCUO (y mo3ax 60 Mr abo 90 Mr) B cepeqHLOMY
BIIpoOoBXK mpubnu3no 18 micsnis. Hani mpo 6e3meky Ta 6inbll geTanbHa iHdGopMallis mpo 1o
IIporpaMy IIpencTaBiieHi B po3aini «®apMaKoIoriyHi B1aCTUBOCTI».

Y mporieci KiHIYHUX OOCTIIKeHb 3a Y4YacTIO MallieHTiB i3 TOCTPUM ITic/isionepaiiHuM 00IeM Micis
CTOMATOJIOTiYHUX, abOOMiHaNbHO-TIHEKOJIOTIYHUX XipYPriuHUX BTPyYaHb, BKITIOUAI0YH
1222 marienTH, ki 3acTocoByBanu eTopukokcub (y mosax 90 mr a6o 120 mr), mpodins HebOakaHUX



siBU1Il OYB V I[iIOMY TaKUM Ke, SIK Y JOCTiIKeHHSIX 3a y4acCTIO MalliEHTiB 3 0CTE0APTPUTOM,
PEBMaTOITHUM aPTPUTOM Ta XPOHIYHUM 00JIeM y HUKHIM YaCTUHI CITMHH.

[Tpo HUXKYe3a3HaueHi M0OiuHi peakilil MOBimOMIISIIOCH 3 OiNTBIIIOI0 YaCTOTOIO IIPU 3aCTOCYBaHHI
mpernapary, Hix mnane6o, y mpoieci KITiHiYHUX JOCTiIXKeHb 3a Y4YacCTIO MAIliEHTIB 3 0CTE0APTPUTOM,
PEBMATOIIHUM apTPUTOM, XPOHIYHUM 00JIeM Y HUKHIM YaCTUHI CIMHU a00 aHKII03yI0uUM
CIIOHMIMIIITOM, 5IKi 3aCTOCOBYBaju eTOPUKOKCHO ¥ mo3i 30 mr, 60 Mr a6o 90 mr npoTsroMm 12 TUXKHIB
(mocmimxkenHs 3a mporpaMmoio MEDAL, KOPOTKOCTPOKOBI HOCITiIXKEHHS 100 TOCTPOro 000 Ta

IIOCTMapPKEeTUHTOBUM OOCBIf).

Tabmnuig 2
Kiac cucteMu opraHiB [ToGiuni peaxiii KaTeropis
qacToTu*
[HdeKIii Ta iHBa3ii AJIbBEOJIIPHUN OCTUT JacTo
raCTPOEHTEPUT, iH(EKIIil BepXHiX IUXaTbHUX LINSXiB, [HEeYacTo
iH(eKIIii CeHOBHUBITHOTO TPAKTY
3 60Ky KpoBi i miMmpaTuyHol [aHEMis (IepeBakHO B pe3yIbTaTi NTYHKOBO-KHUIIKOBOI [HEYacTo
cucrTemu KPOBOTEYi), JIEMKOIeHist, TPOMOOIUTOIIEHisST
3 00Ky iMyHHOI CUCTEMHU rinepuyTnusicTy HEe4acTo
AHTiIOHEBPOTHUYHMH HAOPSIK, PiIKoO
aHa(inakTruHi/aHa(}iTaKTOIHI peakiiii, y TOMy YHCJIi
0K
Po3napu MeTabomi3My i HaOpsKN/3aTPUMKa PifuHu 4acTo
Xap4iyBaHHA BHUKEHHS a00 MMOCUJIEHHS anleTUTY, 30iNTbIIIeHHS Macu |HeYacTo
Tina
[IcuxiyHi IOPYyIIEHHS TPUBOXKHICTh, HENIPeCis, MOTipUIeHHS PO3yMOBO1 HeYacTo
MisTbHOCTI, TaTIounHaIliil
CIITyTaHiCTh CBiJOMOCTI', HECTIOKIHUI CTaH' pimKo
3 00Ky HEPBOBOI CUCTEMU 3aaMOpPOYEHHS, TOJIOBHUM Oillb JacTo
nucreB3iss, 6e3COHHS, TapecTe3is/rinecresis, He4YacTo
COHJIUBICTH
BHYTPIILIHbO-YE€PETIHUN KPOBOBUJIUB JacToTa
HeBigoMa
3 60Ky oprasiB 30py HEYiTKICTb 30py, KOH IOHKTUBIT HEe4YacTo
3 00Ky OpraHiB Ciyxy i [IIyM y ByXax, 3allaMOpPOYEeHHS HEe4YacTo
BeCTHUOYIISIPHOTO allapary
3 OOKy ceps BiIUyTTs CEepUeOUTTs, apUTMis JaCTo
(Gi6punLis nepeacepns, Taxikapfida', 3acTiliHa ceplieBa [HEYACTO
HeooCTaTHICTh, HecnenudiuHi 3minu Ha EKT,
cTeHOKappia', iHpapKT Miokapaa'
3 00Ky CYyIMHHOI CUCTEMU  [rimepTeH3is 4acTo
TMPUILTABY KPOBi, IOPYILIEHHSI MO3KOBOT0 KpoBoo0iry’, [Heyacto
TPaH3UTOPHA illleMiYHa aTaka, FinepTOHIYHUI KPH3',
BaCKyJIT
TPoMO03 rITUOOKUX BEH JacToTa
HeBigoMa




3 60Ky IMXalbHOI CUCTEMH, |GpoHXOCHA3M' JacTo
OpTraHiB TPYJIHOi KITITKA 1 Kalllelb, JUCIIHOe, HOCOBa KPOBOTeYa HEYaCTo
CEPENOCTIHHSA nmeresesa eM0OOJIis yacToTa
HeBigoMa
3 6oky IIIKT 6inb y KUBOTI myKe 4acTo
3aII0p, METEOPU3M, TACTPUT, IEUisl/KUCIOTHUN 4acTo
pedoKe, miapes, IUCIENCisa/qucKoMbOpPT y miNsgHIi
emiracTpis, HymoTa, O/M0BaHHS, €30¢arit, BUpa3Ku B
POTOBI TOPOKHMHI
BOYTTS XKMBOTA, 3MiHa XapakKTepy MepUCTaIbTUKI HEeYacTo
KUIIEYHUKY, CYXiCTh V POTi, TaCTPOAyOfeHa IbHi
BHUPAa3KY, IENTUYHI BUPA3KH, Y TOMY YHUCIIi mepdoparis
i kpoBoTeya IIKT, cuHOpPOM IOAPa3HEHOT 0 KUILIEUHUKY,
MaHKpeaTuT'
3 60Ky remarobinmiapHoi migsuienus AJIT, migsumenus ACT 4acTo
CCTEMU remaTuT pigKo
MeyiHKOBa HeJOCTATHICTE', JKOBTAHUI pimko'
3 00Ky LIKipH i MigmKipHOI |eKXiMO03 JacTo
KITITKOBUHH HaOpsK 061MYysi, CBepOixK, BUCUIIAHHS, epuTeMa’, HEeYacTo
KPOIWB'THKa'
curapoM CriBeHCa — II3KOHCOHA', TOKCUYHUH pinKoT
emimepManbHUI HEKPOi3®, cTilfika MefuKaMeHTO3Ha
epuTema’
3 60Ky OIIOPHO-PYX0BO1 CIIa3MU/CyIOMHU M’ S3iB, CKEIETHO-M I30BUH HEe4acTo
CHCTEMHU i CIIOJIyYHOL Oinb/CKYTICTB
TKaHUHU
3 00Ky HUPOK i IPOTEIHYpis, MiABUIIeHHS PiBHS KpeaTUHIHY B HEe4acTo
CEeUOBUIINIBHOL CUCTEMHU CHPOBATI] KPOBi, HUPKOBA HEOCTATHICTE/IUCHYHKIis®
(muB. po3min «OcoB6IMBOCTI 3aCTOCYBAHHS»)
[TopylleHHS 3arajbHOT0 ACTeHiss/BTOMa, IPUIONONiIOHI CHUMIITOMHU JacTo
CTaHy Ta
[IOPYIIEeHHs, 10B’g3aHi 31 Oinb y rpynHil KiiTHi HEe4acTo
cr1oco60M 3aCTOCYBaHHS
JTabopaTopHi JOoCHimXKeHHs [TiIBUINEHHS PiBHS a30Ty CEUYOBUHU KPOBI, MiIBUIIIEHHS [HEYACTO
piBHSA KpeaTuH(pocPoKiHasy, rimepkaiiemis,
MigBUIIEHHS PiBHS CEY0BOI KMCIIOTH
SHUXKEHHS PIBHS HATPIiIO B KPOBI PigKO

* KaTeropist 4aCcTOTH BU3HAYAETHCS AJISI KOKHOTO TEPMiHY ITOOIYHOTO SIBUIIlA 3@ YaCTOTO B 6a3i
OaHUX KTIHIYHUX OOCIigXKeHb: AyKe 9acTo (=1/10); gacrto (=1/100, <1/10); mHeuyacTo (=1/1000,
<1/100); pigko (=1/10000, <1/1000); my=xe pigko (<1/10000).

*TIoGiyna peakijia imeHTHdIKOBaHA y IPOIeCi TOCTMAapKeTHHI0BOT0 CIIOCTepexkeHHs. YacToTra
BH3HAayYaJsacs 3a MaKCHMaJIbHOIO YaCTOTOIO Y KIiHIYHUX OOCTioXKeHHAX (HaHi 3i0paHi 3a
3aTBEPOXKEHNMHU ITOKa3aHHIMHU Ta [03aMHu).

"Kareropis yacToTu «pigKo» BU3Hadasacs BinmosinHo go Guideline on summary of product

characteristics (SmPC) (2-#1 mepernsn, Bepecers 2009) Ha migcTaBi po3paxoBaHOl BePXHLOI MeXi
95 % [I pnsa 0 siBUII 3 ypaxXyBaHHSM KiIbKOCTI Y4aCHUKIB, SIKi IpuiMalu JTikapchKuii 3aci6 ETopa, B
anarmisi ganux III pa3u, 06’emHaHMX 3a 03010 i moKa3aHHIM (n=15470).

*TimepuyTNMBICTL BKIIOYAE HOHATTS: ajleprid, MefUKaMeHTO3Ha ajlepris, MeJuKaMeHTo3Ha
TiepUYyTIUBICTS, TiIEPUYYTIUBICTE, IiIePUYYTIUBICTE HEYTOUHEHA, PeaKlis rinepyyTIuBOCTi 1




HEeyTOYHEHa ajeprid.

*3a pesynpTaTaMy aHaji3y TPUBAIKX, KOHTPOILOBAHMX 3@ JOIIOMOTOI0 IIane60 Ta aKTUBHOTO
IIpernapaTy NOPiBHIHHS KTiHIYHUX HOCTiAXKeHb, celeKTuBHi inribitopu LIOT-2 Oynu moB’si3aHi 3i
306ibIIEHHSIM PU3UKY BUHUKHEHHS CEPHO3HUX apTepiaJlbHUX TPOMOOTUYHUX MO, BKITIOYA0YU
iHbapkT Miokappaa Ta iHCcynbT. Ba3youyuck Ha HasBHUX HaHUX, MaJTOUMOBIpHO, 110 30iIbIIeHHS
abCOJIIOTHOT'O PU3UKY BUHUKHEHHS TaKWUX SIBUII IepeBUIUThL 1 % Ha pik (HewyacTo).

[Tpu 3acTtocyBanHi HII3I noBimomisisiocst mpo Taki cepiio3Hi nmobiuHi peakiii: HeHPOTOKCUYUHICTS,
BKJTIOYal04YH iHTEPCTUIiaTbHUM HehPUT i HeQPOTUUHUY CUHAPOM, TOMY He MOXKHa BUKJIIOYATH 1X
BUHUKHEHHS IIPY 3aCTOCYBaHHI €TOPUKOKCUOY.

3gimyeaHHs npo nido3pisaHi nobiyHi peakuii

BaxnuBo 3BiTyBaTH PO Mifo3pioBaHi mobiuHi peakiril micis peecTpatlii mikapcekoro 3aco0y. Lle mae
3MOT'Yy ¥ HaJalli KOHTPOJIIOBATH CIIiBBIAHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI JTiIKapChKOT0
3aco0y. KBarniikoBaHUX MpPAIiBHUKIB ¥ raiy3i 0XOPOHU 300POB’S MPOCATH IOBIIOMIISATH IIPO BCi
migo3pioBaHi MobivHi peakiil.

Tepmin npudamuocmi.

4 poKH.

YMoBH 30epiraHHs.

He moTpe0ye creliaabHUX TeMIIEpaTypHUX YMOB. 30epiraTy B OpUTiHaIbHIN YIIaKOBI /IS 3aXUCTy
Bif Bojtoru. 36epiraTé y HELOCTYITHOMY AJIS OiT€H MiCIIi.

VYnaxoBka.

[To 7 Tabnetok y 6mictepi. ITo 1 GicTepy B KapTOHHI# KOPOOIIi.

Kareropis Bigmycky.

3a penenToM.

BupoOHUK.

Pourtic Xennac Mepikan Exg ®apmacsiotikanc [Tpogaktc C.A.



Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.
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