IHCTPYKIOIA

IJIsI METHYIHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

ETOPA
ETORA
Cknao:
ditoua pevosuHa: etoricoxib;
1 Tabnetka mictuth 60 Mr, 90 Mr ab6o 120 Mr eTopuKokcuoy;

0onomidcHi peyoguHU: 11e/TI0I03a MIKPOKPHUCTATiYHa, Kalblliio rinpodocdar, HaTpito KpoCKapMesno3a,
MarHilo cTeapar;

obosoHKa ais TabmeTok o 60 mr Ta 120 Mr: cniupT nosmiBixinosuit (E 1203), TuTaHy HiOKCHUT
(E 171), rninepon moHocTeapat (E 471), ingurokapMin anioMiHieBoro o3epHoro (E 132), 3amiza okcupg
xoBtuil (E 172), Tanek, HaTpilo Taypusicyibdar, Boma OUYUIIEHa;

obosonka mist TabmeTok mo 90 mr: cupt momiBininoBuit (E 1203), tutany miokcun (E 171), rminepon
MoHocTeapart (E 471), Tanbk, HaTpilo JaypuacynabdaT, Bofa O4YuIeHa.

JIikapcbka ¢opma. TabmeTKH, BKPUTI ITiBKOBOIO 000JI0HKOIO.
OcHosHI (pi3uko-xiMiuHi 81aCMuUBOCMI:

TabmeTku 1Mo 60 Mr: gBOOMyKJIi TabmeTKy s0/1yKomomiOHoi GopMH, BKPHUTI ITIBKOBOIO 000JI0HKOIO
TEMHO-3eJIEHOT'0 KOJIbOPY, 3 I'paBipyBaHHAM «60» 3 ogHOro 60Ky Ta PiBHi 3 iHIIOTO.

Tabmetku mo 90 Mr: gBoOmyKJIi TabmeTky s0/1yKomomiOHoi GOpMH, BKPUTI ITIBKOBOIO 000JI0HKOIO
6inmoro Konmbopy, 3 rpaBipyBaHHaM «90» 3 ogHOT0 OOKY Ta piBHI 3 iHIIOTO.

Tabmetku mo 120 Mr: gBoomyKJIi TabneTKu s61yKOomogiOHol (OpMu, BKPUTI MITiBKOBOIO 060JIOHKOI0
671im0-3e71€HOT0 KONIbOPY, 3 rpaBipyBaHHIM «120» 3 ogHOro 60Ky Ta PiBHi 3 iHIIOTO.

dapmakorepaneBTHYHa rpyna. Hecrepoigni
NMpPOoTHU3ala/IbHi Ta IPOTHPEBMAaTHYHI



npenapatu. Kokcubou. Kog ATX MO1A HO5.

dPapmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

Mexani3M mil

ETopukokcub € mepopaabHUM CeeKTUBHUM iHTiOiTOpoM nukimookcurenasu-2 (II0OI-2) y mexkax
KJIIHIYHOTO Jialla30Hy [03.

Y nportieci kniHiyHEX PapMaKoNIoriYHUX OOCTiAXKeHb JTiKapchKuii 3aci6 ETopa mo303anexHo iHriOyBaB
L1OT-2 6e3 inribyBanus uukimookcureHasu-1 (IJOI'-1) npu 3acTocyBaHHi ¥ H03ax [0

150 mr Ha moOy. ETopukokcub He iHTiOye CHHTE3 IpOCTarlaHAMHIB IIIJTyHKA Ta He BIIMBA€E Ha
GbyHKII0 TPOMOOIUTIB.

lluknookcureHasa BifilIOBigae 3a YyTBOPEHHS IIpoCTarjaHguHiB. [neHTH(}iIKOBaHO [IBi i30dopMu -
LOT-1 ta LIOT-2. LIOT-2 € i3odopmoi0 pepMeHTY, II0 iHAYKYETHCS iMITyIECOM IIpO3alaleHHs Ta
PO3TJISIIAETHCS SIK OCHOBHUM (haKTOP, IO BiIMIOBiZa€E 3a CHHTE3 MIPOCTAHOIMHUX MeMmiaTopiB 00Jio,
3ananeHHd Ta rapsg4ykd. 1IOI-2 TakoXK 3afisiHO y IIpolecax OBYJIALil, iMIIaHTallil Ta 3aKPUTTSA
apTepianbHOI MPOTOKH, PETYIAIil GYHKIIl HUPOK Ta LIeHTPabHOI HEPBOBOI cuCcTEMHU (IHAYKIIiS
raps4ky, BiguyTTsa 60110, KOTHiTUBHA (PyHKIIiSA). TakokK MoxkKe OpaTy y4acTh y IPOIeCi 3aTOEHHS
BHpa30K. LIOI'-2 Oyno ineHTH(iKOBAHO Yy TKAHWHI HABKOJIO BUPA3KHU IIIYHKA y JIIOOUHH, ajie 3HAaUYeHHS
[JIS1 3aTOEHHS BUPA3KW HE BCTAHOBJIEHO.

EdbexTusHiCcTh

Y malieHTiB 3 0CTE0apTPUTOM eTOPUKOKCUO y mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO IOKpallye CTaH IIpU
60J1s7X, a TaKOXK OIIHKY TallieHTa 100 CTaHy 3axBopioBaHH:. L]i mo3uTuBHI eheKTH criocTepiranucs
BXKe Ha OPYTu¥ OeHb JIiKyBaHHS i 30epiranucs mpoTsAroM mepiony mo 52 TUXKHIB. Y mporeci
IOCTiAXKEeHb i3 3aCTOCYBAaHHAM eTOPUKOKCHOY B mo3i 30 Mr 1 pa3 Ha 00y eheKTUBHICTE IILOTO
IIpenapary IepeBullyBaa mnamnedo npoTaroM 12 TUXKHIB JTiKyBaHHS (BUKOPUCTOBYBAJIUCS OLIHKY,
110 3aCTOCOBYBAJIUCS B iHIIKMX JOCTigXKeHHIX). [1ig yac JochifxkeHHS mig0opy H03U eTOPUKOKCHUD ¥
no3i 60 Mr JeMOHCTpyBaB 3HaYHO OiNbIl BUpaXKeHe MOoKpallleHHs, Hixk y 7o3i 30 Mr, moao ycix

3 OCHOBHUX KiHIIEBUX TOYOK IIiCJIs 6 TUXKHIB JIIKyBaHHSA. 3aCTOCYBaHHS 003U 30 MI IpU 0CTE0apTPUTI
KUCTi He BUBYAJIOCS.

Y maiiieHTiB 3 peBMaTOIIHUM apTPUTOM eTOPUKOKcuO y mo3i 60 mr ta 90 Mr 1 pa3 Ha no0y 3HAYHO
TIOKpalllyBaB CTaH IIO0 BUPaxKeHOCTi 00JII0, 3amayeHHs, a TaK0X PYXJIMBOCTI. Y mpotieci mocmimxkeHb
3 omiHKH 03 60 Mr Ta 90 MTr Mo3uTHBHI edeKkTH 30epiramucs TpoTarom 12-TUKHEBOTO IePioy
JiKyBaHHS. Y Ipolieci HOoCTifiKeHHS 3 OIiHKY 7031 60 Mr mopiBHSAHO 3 103010 90 Mr oOuABa
no3yBaHHS eTOpUKOKCuOy - 60 Mr 1 pa3 Ha goOy Ta 90 Mr 1 pa3 Ha {00y - Oynu 6inbil e(peKTUBHI,
Hix mane6o. [Jo3a 90 mr 6yna edpekTuBHiIa, HiK go3a 60 Mr BigmoBigHO [0 MeTOmy 3araabHOI
ominku Oojio namieHTiB (0-100 MM Bi3yasibHA aHAJIOTOBA INIKasa), 3i CepeHiM MoKpaleHHIM

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

Y nmarnieHTiB 3 HanagaMu TOCTPOTO IIOJArPUYHOI0 apTPUTY eTOPUKOKCUO y mo3i 120 Mr 1 pa3 Ha moby
npoTsroM 8 gHiB monermyBaB 0inb y cyrio6ax cepegHbOro Ta TSIKKOTO CTYIEHS Ta 3alajieHHs
TIOPiBHSHO 3 iHmoMeTalmHOM Y 1o3i 50 Mr 3 pa3u Ha 0o0y. 3MeHIIeHHS BUPaXKeHOoCTi 00110



CIIOCTEPIraeThCs BXKe yepe3 4 TOOMHU IIiCNIS 04YaTKYy JTiIKyBaHHS.

Y nmaluieHTiB 3 aHKII03yI0OUUM CIIOHUIIITOM eTOpuKokcub y mo3i 90 Mr 1 pa3 Ha go0y 3abe3nedye
3HaYHe IOKpalleHHs mpu 600 y xpeOTi, 3amnaneHHi, 00MexKeHHi PyxiB, a TAaKOX ITOKPAIIye
byHKIioHaNMBHY 3maTHICTh. KiiniyHi mepeBaru eTopukokcuOy CrocTepiraaucs Ha APYTUN AeHb Mics
IIOYaTKY Teparii i 36epiranucst ympomoBxk 52-TUKHEBOTO Iepiofy JTiKyBaHHS. Y MPOIeCci APyroro
MOCTiAKEeHHS 3 OIiHKM 03U 60 Mr, mopiBHSAHO 3 M03010 90 Mr, eTopukokcub y mo3i 60 mMr 1 pa3 Ha
o6y ta 90 Mr 1 pa3 Ha go0y NIPOIeMOHCTPYBaB CX0XKY e(eKTHBHICTh MOPIBHSIHO 3 HAIIPOKCEHOM
1000 Mr mogeHHO. Y MAalli€eHTIiB, IKi He HeMOHCTPYBaIl afeKBaTHOI BigIOBIifi Mif Yac 3aCTOCyBaHHS
no3u 60 MT IOgeHHO MPOTATOM 6 THXKHIB, MigBUIEHHS 003U 00 90 Mr IOAEeHHO ITOKpPAaIlyBajo OiHKY
inTencuBHOCTI 600 y ciuHi (0-100 MM Bi3yasibHa aHaI0roBa IIKaia), TOPiBHSIHO 3 MPOOOBXKEHHAM
npuiioMy 60 Mr IOgeHHO, 3i cepenHiM mokpaieHHaM -2,70 MM (95 % [I: -4,88 MM, -0,52 Mm).

[Tig yac KmiHIYHOTO JOCTimXKeHH micasonepaliiiHnoro 3y0Horo 6010 eTopuKokcub y nosi 90 mr
3acToCcoByBaBCs 1 pa3 Ha 700y 1m0 TPhOX AHIB. Y migrpymi namieHTiB 3 moMipHuM 00j1EM B
II0YaTKOBOMY CTaHi eTOPpUKOKCUO ¥ mo3i 90 Mr BUSABIAB 3HEOO0II0BANIbHUM edeKT, MOfiOHUM 00 TaKOTr0
B ibynpodeny 600 mr (16,11 npotu 16,39; P=0,722), i nepeBuiilyBaB epeKT napaieTamMmoiy/Kofeiny
600 mr/60 Mr (11,00; P<0,001) i mname6o (6,84; P<0,001), 110 BU3HAYAIOCS 32 TOKA3HUKOM IIOBHOTO
noJiermeHHs 601 yepe3 6 roguH (TOPARG). KinbKicTh MaIli€HTiB, SKi MOBiHOMIISIIN IIPO
3aCTOCYBaHHS IIperapaTtiB eKCTpeHoro 3ueboieHHs npoTsaroM 24 roguH, cknana 40,8 % y rpymi
3acTocyBaHHS eTopukokcuOy 90 mr, 25,5 % y rpymi 3actocyBanHs ibynpodeny 600 Mr KoxHi 6 ToguH
i46,7 % y rpymi 3acTocyBaHHS MapalleTaMoiny/koneiny 600 mMr/60 Mr KoXkHi 6 TOOuH IOPiBHSAHO 3i
76,2 % mallieHTiB, dKi npuiimMany mnaanebo. Y 1b0My HOCTiAXKeHH] T0YaTOK aHaITe3UBHOI Ail
(BimuyTHe mosneriueHHs 60110) 90 Mr eTOPUKOKCHUOY CITOCTepirasocs Bxke yepes3 28 XBUIIHUH MiCIIs
IPpUUOMY IIpenapary.

be3neka

MixHapoaHa OOCTiIHUIIbKA TPOrpaMa TPUBAJIOT'0 3aCTOCYBAHHS eTOPUKOKCUOY i muKIobeHaKy Ipu
aptputi (MEDAL)

[Tporpama MEDAL 6yna mpoCcneKTABHO PO3p00I€HOI0 IPOrpaMoi0 BifTHOCHO Pe3y/IbTaTiB 00
6e3neku 3 OOKY CEPIIEBO-CYAUHHOI CUCTEMH, OTPUMAHUX 3a 00’ €fHAHUMU TaHUMU TPbOX
paHOOMi30BaHUX, MOJABIMHO CIIINUX, KOHTPOJIbOBaHMUX aKTUBHUM IIperapaToM IIOPIBHAHHSA JOCIiAXeHb
(mocmimxeunnsas MEDAL, EDGE II i EDGE).

Y mocnipxenHi MEDAL, mo 6yio HanpaBieHe Ha BU3HaYeHHS BIUIUBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yuacth 17804 nauieHTu 3 octeoapTputoM i 5700 — 3 peBMaTOITHUM apTPUTOM, SKi
3aCTOCOBYBa/IM €TOPUKOKCHUO y 031 60 Mr (ocTeoapTput) uu 90 Mr (0CTE0APTPHUT i peBMaTOIIHUM
aptpurt) abo guknodenak y nosi 150 mr Ha moby y cepegaboMy npoTtsarom 20,3 micans (MakCHManbHO
- 42,3 micsg, memiana — 21,3 micsns). Y mpoMy mocrigxkenHi 6ynu 3adikcoBaHi TinbKu cepiio3Hi
no0OiuHi peakuil i NpUNIMHEHHS IPUIOMY NIpenapaTy BHACIAOK BUHUKHEHHS OyIb-IKUX MOOIYHUX
peaxiu.

Y npoueci gocnigxens EDGE i EDGE II nopiBHIOBa/Iu IIJIYHKOBO-KUIIKOBY I€PEHOCUMICTh
eTopukokcuOy i muknodperaky. V gocnigxkenui EDGE 6panu yyacTts 7111 namieHTiB 3
0CTE0apTPUTOM, SIKi OTpUMyBaiu eTopukokcub y go3i 90 mr Ha goby (v 1,5 pa3a Buiie
PEKOMEeH0BaHOl 103U [Jg JIiKyBaHHS O0CTe0apTPHUTy), abo AukimodeHak y mo3i 150 Mr Ha goly
IPOTATOM y cepegHboMy 9,1 micsans (MakcumyM — 16,6 micsaus, Mmeniana — 11,4 micang). ¥
nocnimxenni EDGE II 6panu yyacts 4086 nauieHTiB 3 peBMaTOITHUM apTPUTOM, SIKi OTpUMYBaIu
JiKyBaHHS eTOpUKoKcuboM y no3i 90 mr Ha no0y abo muknodeHakoM y no3si 150 Mr Ha moOy IpoTsIrom
y cepepaboMy 19,2 Micsaus (MakcumyM — 33,1 micaig, MefiaHa — 24 MicsIr).



Y 00’ennaniu mporpami MEDAL 6paB y4acTs 34701 malieHT 3 0CTE0apTPUTOM i peBMaTOIgHUM
apTPUTOM, SIKi OTpUMYyBasu JIiIKyBaHHS YIPOLOBXK Iepiony B cepeguboMy 17,9 Micsaus (MakCuUMyM —
42,3 micsius, memiana — 16,3 micsis); npubnauzHo 12800 malieHTiB 0TpUMYyBaIH JTiKyBaHHS ITOHAL
24 Micsni. V malfieHTiB, 3apeeCcTpoBaHUX Y IIi#t mporpami, Oyau pi3Hi MOYaTKOBI YNHHUKU PU3UKY
IIOZI0 CEePLIeBO-CYOUHHOI CUCTEMH i MIITYHKOBO-KUIIKOBOTO TpakKTy (IIKT). TalieHTH 3 HEellomaBHO
nepeHeceHuM iH(}apKTOM MioKapfa, aOpTOKOPOHAaPHUM IIYHTYBaHHSAM ab0 4epe3lKipHOIo
KOPOHaPHOIO aHTiOIIaCTUKOIO YIIPOOOBXK 6 MICAIIiB M0 peecTpallil B JOCHiKeHHi OyTd BUKITIOUEH] 3
IOCHTimXKeHHs. Y JocTifKeHHsIX 6y10 J03B0OJIEHO 3aCTOCYBAHHS raCTPOIIPOTEKTOPHUX IIperapariB i
alleTUAJICAJIIIIAIIOBO]I KUCIOTH Y HU3BKUX JO03aX.

3aezanvHa 6e3neka

He 6y7no cyTTEBUX BiIMiHHOCTEH Y YACTOTi TPOMOOTUYHUX CEPLIEBO-CYAUHHUX YCKIaAHEHb IIPU
3aCTOCyBaHHI eTopukokcuOy i muknodenaky. KapagiopeHnanbHi nobiuni peakuii yacrire
CIIOCTEpiranucs Mpy 3aCTOCYBaHHI eTOPUKOKCHUOY, HiX AuKIIobeHaKy; el ehekT OyB 00303aIeKHUM
(meTanpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60Ky [IIKT i meyinky BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOPpUKOKCHOy. YacToTa BUHUKHEHHS MOOIYHUX
peaxktit y mocnigxkeHHsx EDGE i EDGE II, a TakoX 1mo0iYHUX peakiliif, 10 Po3TIsganucs K
cepro3Hi abo Taki, 1110 MPU3BOAATH 40 BigMiHM npenapaTy B gocnimxenni MEDAL, 6yna BUIIO0 IpK
3aCTOCYBaHHI eTOPUKOKCUOY, HiX IUKI0DEHAKY.

Be3neka u,000 cepueso-cy0uHHOI cucmemu

YacToTa miATBEPAXKEeHUX TPOMOOTHYHUX CEPIIEBO-CYIUHHUX CEPUO3HUX MOOIYHUX peakiin
(BK/TIOYarOuM peaxiiii 3 60Ky ceplis, epebpoBacKyIspHi peakii i peakiiii 3 60Ky nepubepuyHux
cynuH) Oya IOpPiBHSIHHOIO B €TOPUKOKCUOY i mukiodeHaky (maHi mimcymoBano B Tabnumi 1). He 6yno
CYTTEBUX BiIMIHHOCTE! y MOKa3HMKaX 4aCTOTU TPOMOOTHYHUX yCKIagHEHb IIPU 3aCTOCyBaHHI
eTOPUKOKCHUOY i IUKIopeHaKy B yCix MpoaHali30BaHUX MiATpyIax, BKIOYa0un Malli€HTiB i3
KapaioBaCKyIsIPHUM PU3UKOM. [Ipu OKpeMoMy PO3TJIsfli BiTHOCHUYN PU3UK BUHUKHEHHS
IifTBEPIKEHUX CEPHO3HUX TPOMOOTUYHMX MOOIYHUX peakliil 3 60Ky CepleBO-CyOUHHOI CUCTEMHU TIPU
3aCTOCyBaHHi eTopuKoKcuOy B m03i 60 Mr a6o 90 mr i guknodenaky B mo3i 150 Mr 6yB 0qHAKOBUM.

Tabnuis 1

[ToKa3HUKY MiOTBePIKEHUX TPOMOOTHYHUX YCKIaAHEeHb 3 60Ky CepleBO-CyIUHHOI CUCTEMH
(06’eguana mporpama MEDAL)

ETOpuKOKCHO [uknoheHak [TOpiBHAHHS MiX
(N=16819) (N=16483) rpylaMu JTiKyBaHHS
YcKianHeHHS 25836 mallieHTo-poKiB |24766 mali€eHTO-POKIB
[Toka3HUK' [Toka3HUK' BigHOCHUY PU3UK
(95 % [I) (95 % MI) (95 % IOI)
[TinTBeppKeHi cepiio3Hi TpoMOOTHYHI OGIYHI peakilii 3 60Ky ceplieBO-CyIHHHOI CUCTEMU
3a MPOTOKOJIOM 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
[linTBepAXKeHi yCKIafgHeHHs 3 60Ky cepls
3a MPOTOKOJIOM 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)
JTIKyBaTHUCS

[linTBepOKeHi yCKNnagHeHHs 3 00Ky nepudepuyHux CyguH

3a IPOTOKOJIOM 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)
JIIKyBaTHUCS

'Vcknagaens Ha 100 nanierTo-pokis; [ - moBipuuii iHTepBal.

N - 3arajbHa KiTbKiCTh HAII€HTIB y HOMYJIALil 38 IPOTOKOIOM.

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

3a HaMipoM JIiKyBaTHCS: BCi MiATBEPIAXKEH] YCKIafHEHHS OO0 3aKiHYeHHS JOCIiAXeHHS (Y T. 4. Y
Mall€HTIB, SKi MOTJIM 3a3HaTU BTPY4YaHHs, He OB 3aHOT0 3 HOCIIAXKEHHAM, 3 IOHa/IbIINM
[IPUNMHEHHAM [IPUIOMY OOCIiXKYBAaHOI0 IIpenapaTy). 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 OuKII0peHaKoM.

KapoiopeHnaavHi ycKkaa0HeHHsA

[Tpubnusno 50 % marieHTiB, TpuAHATUX Y gochimxkenus MEDAL, manu apTepianbHy rinepTeHsio B
aHaMHe3l Ha [I0YaTKOBOMY eTalll. Y I[bOMY HOCHIiAKeHHI YacToTa IPUIIMHEHHS JIIKyBaHHS YHACIIITOK
BUHUKHEHHS MO0IYHUX peaklliif, OB’ I3aHUX 3 apTepianbHOIO TinepTeH3ieo, 0ya CTaTUCTUYHO
3HAYHO BHUIIOI0 Y TPYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiXK y rpymi guknodeHaky. YacToTa Takol
no0iyHOI peakiril, SIK 3acTiliHa ceplieBa HEIOCTATHICTh (IPUNMHEHHS NIPUIOMY IIpenapaTy i cepiio3Hi
peakitiii), 6y1a aHanOTiYHOIO SIK IIPU IpUKOMi eTOPUKOKCcuOy 60 Mr, Tak i Ipu MpUroMi AUKIIO(pEeHaKy
150 Mr, mpoTe YacToTa BUHUKHEHHS LIUX peakiii Oya BUIO0 IPU IpuitoMi eTopukokcuby 90 mr
TOPiBHSHO 3 AUKII0PeHakKoM 150 MTr (CTAaTUCTUYHO 3HAYYIA Pi3HUILS ITPU IPUUOMI eTOPUKOKCUOY
90 mr mopiBHsHO 3 150 Mr guknodenaky B rpymni OA MEDAL). YacTtoTa migTBepaKeHuX MoGiuHUX
peaxiiiii, MoB’g3aHUX i3 3aCTiKHOIO CEPIIEBOI0 HEIOCTATHICTIO (IBHUIIA, 110 OYIM CEPHO3HUMH i
BMMaraJu rociitaiisalil abo HeBiIKIagHOI JOIOMOrH), Oyjla He3Ha4YHO BHUIIOI0 NIPY MIpHUKOMi
€TOPUKOKCUOY MOPiBHSHO 3 puitoMoM aukinodenaky 150 mr, i 11e#t ehekT 3amexkaB Bif 0O3H.
YacToTa IPUNMHEHHS JTiIKyBaHHS YHACTiOK BUHUKHEHHS MOOIYHUX peakllili, OB’ g3aHuX 3
HabpsikamMu, Oya 3HAYHO BUIIO0 ITPU MIPUIOMi eTOPUKOKCHUOY MTOPIBHSHO 3 IPUMOMOM AHUKI0(PEeHaKYy
150 mr, i et edeKT 3anekaB Bifi 103U (CTaTUCTUYHO 3HAUYIIA Pi3HUISA IIPU IIPUHOMi e TOPUKOKCUOY
90 wmr, ane He eTOpUKOKCcuOy 60 Mr).

Kappiopenanesi pe3yneraté, oTpuMaHti B gociigxkeHHax EDGE i EDGE II, Bignosifganu gaHuM, po
SKi moBigomIisaocs B gocaigxkenui MEDAL.

B okpeMux gocnigxeHHsx mporpamu MEDAL a0corioTHa 4acTOTa MPUNMHEHHS JIiIKyBaHHSA B Oy/Ib-
SKill Tpymi NiKyBaHHS eTopuKokcruOoM (60 mr abo 90 Mr) craHoBuma fo 2,6 % mpu apTepianbHii
rineprensii, fo 1,9 % npu Habpskax i mo 1,1 % npu 3acTiiiHill ceplieBiii HEHOCTaTHOCTI, IPU LEOMY
BUIIla YaCTOTa BigMiHM Ipemnapary crocTepiranacs y pasi npuitomy eTopukokcudy 90 mr, Hixk 60 Mmr.

Pe3yabmamu wayHK0B0-KUWKOB0I hepeHocuMocmi 8 npo2pami MEDAL

3HAYHO MEHIINH MOKa3HUK BiMiHM MpemnapaTy BHACIIOK BUHUKHEHHS OyIb-sIKOT'0 KJTiHIYHOTO



ycknagHeHHs 3 0oky KT (Hanmpukiap, gucnerncii, abgomiHanbHOTo 60110, BUPa3KHU) CIIOCTEPIiraBcs
IIPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK AUKITOPEeHaKy, B KOXKHOMY 3 TPhOX HOCTiAKEHb IIPOrpaMu
MEDAL. IToka3HUKM BiIMiHM IIpenapaTy BHACIIOK KITiHiYHUX peakiii 3 6oky IIKT Ha

100 mamieHTO-pPOKiB 3a BeCh Iepiof mocHimKeHHs Oynau TakuMu: 3,23 71 eTopuKokcuOy i 4,96 mns
nukiodeHaky B nocmigxkenHi MEDAL; 9,12 nns eTopukokcu0y i 12,28 gns guknodeHaky B
nocrimxkenni EDGE; 3,71 pns eropukokcu0y i 4,81 gns guknodeHnaky B gocnigxkenHi EDGE II.

Peszyavmamu npoepamu MEDAL w,000 6e3neku 015 IIIKT

3aranbHi peakiii 3 60Ky BepxHboro Bipminy [IKT Oynu BusHaueHi Sk mepdopatiii, BUpa3KH i
KpoBoTedi. [ligrpyna 3aranbHuX peakuiii 3 00Ky Bepxuboro Biaminy KT, sKi BBaxKanucs
yCKJIalHEHUMH, BK/I04asa nepdopaiiii, o0CTPYyKIiil Ta yCKIagHeHi KpOBOTedi; MiArpyna 3arajabHuX
peakxiiiit 3 60Ky BepxHbOTo Bimminy IIIKT, siKi BBaxKaIuCs HEYCKIIafHEHUMH, BKII04Yasla HeyCKIIamHeHi
KPOBOTEUi Ta HEeyCK/IaIHeHi BUpa3Ku. 3HaYHO MEHIINH MOKa3HUK YaCTOTHU 3arajibHUX peakiliit 3 60Ky
BepxHix BigminiB IIIKT crmocTepiraBcs mpu 3acTOCyBaHHI eTOPUKOKCUOY, Hixk guknodeHaky. He 6ymno
CYTTEBOI Pi3HULII MiK eTOPUKOKCUOOM i IHKI0(peHaKoM 100 T0Ka3HUKa YaCTOTU YCKIagHEHUX
peaxtiii. [I715 migrpyny TakKux peakiiiii, sk KpoBoTeda y BepxuboMy Bigminmi HIKT (06’egHaHi
yCKJIafiHeHi i HeyCcKJlafiHeHi), He OyJI0 CyTTEBOI BITMIHHOCTI MiX eTOPUKOKCUOOM i JUKI0(pEeHaKOM.
[TepeBara eTopukKoKcuOy I10A0 BIUIMBY Ha BepxHi Bigmin IIIKT nopiBHSAHO 3 gukiodeHakoM He Oyra
CTaTUCTUYHO 3HAYYIIONO Y MALIEHTIB, Ki OQHOYACHO 3aCTOCOBYBa/IU alleTUJICAIIIUIIOBY KUCIIOTY B
HU3BKUX M03aX (mpubmu3no 33 % MmallieHTiB).

[Toka3nuk yactoTy Ha 100 namieHTO-pOKiB MiATBEPAKEHUX YCKIaJHEHUX 1 HEYCKITafHEHUX KIIIHIYHUX
peakiiiit 3 60Ky Bepxuboro Bigminy IIIKT (nepdopariii, Bupa3ku i KkpoBoTeui) craHoBuB 0,67 (95 % [I
0,57; 0,77) npu nputiomi etopukokcudy i 0,97 (95 % 11 0,85; 1,10) npu nputiomi gukaopeHary, Ipu
IIbOMY BifHOCHUM pu3uk ctaHoBuB 0,69 (95 % 1 0,57; 0,83).

Bu3HadaBcs IOKa3HUK YaCTOTH IiATBEPAKEHNX peakiii 3 60Ky BepxHboro Biaginy IKT y naiieHTiB
JIITHBOTO BiKY; HauOinbIlle 3HUAKEHHS CIIOCTEPIrasocs y malieHTiB BikoM =75 pokis (1,35 [95 % I
0,94; 1,87] peakitt Ha 100 narieHTiB-poKiB pu mpuiioMi eTopukokcuOy mopiBHsAHO 3 2,78 [95 % [l
2,14; 3,56] mpu npuiiomi fUKIopeHaKy).

[Toka3HUKM YaCTOTH IiATBEPHXKEHUX KITIHIYHUX peakiliit 3 60Ky HuxkHbOr0 Bigminy IIKT (mepdoparis
TOHKOT'0 ab0 TOBCTOT'0 KUIIEYHUKY, 0OCTPYKIIisi a00 KpOBOTe4a) CTaTUCTUYHO He BiPi3HAINUCS IIPU
3aCTOCyBaHHI eTOpUKOKCUOY i guKinodeHaKy.

Pesyavemamu npozpamu MEDAL u,000 6e3neku 014 neviHKu

Etopukokcu6 6yB acorifioBaHui 3i CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BiIMiHU IIpemapaTy
YHaCJIiOK BUHUKHEHHS MO0IYHUX peakiii 3 00Ky MMediHKy, Hixk aukiodeHak. Y 06’eqHaHii nporpami
MEDAL 0,3 % marieHTiB, siKi 3aCTOCOBYBaju eTOPUKOKCHUD, i 2,7 % MallieHTiB, SKi 3aCTOCOBYBaJU
nukodeHakK, IPUIMHUIN 3aCTOCYBaHHS IIpelapaTy BHACTIOOK BUHUKHEHHS 00iYHUX peakKilii 3
6oky neuinku. [Toka3uuk Ha 100 nauieHTO-poKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHI €TOPUKOKCUOY i
1,84 mpu 3acrocyBaHnHi nuknodeHaky (p-3HadyenHs 6yno < 0,001 mns eTopuKoKcuby MOPiBHSAHO 3
mukiodenakoMm). ITpore B mporpami MEDAL GinburicTs mo6ivHUX peakiiii 3 60Ky nedinku 0yu
HECEePUO3HNMHU.

HomaTKOBi HaHi 3 6e3meKH I CepIIeBO-CYOINHHOI CUCTEMH 010 TPOMOOTHYHUX YCKIIaIHEHb

Y npoueci KiHiYHUX JOCTiAXKEHb, 3@ BUHATKOM [JOCIigxKeHb mporpamMmu MEDAL, mpu6mu3so
3100 marieHTiB oTpuMyBaIu eTOPUKOKCUO y fo3ax = 60 Mr Ha mo6y ynpomoBxX 12 TUXKHIB i moBIIIe.
He Oymo 3Hauym[o0i BigMiHHOCTI TOKQ3HUKIB MiATBEPAXKEHUX CEPHO3HUX TPOMOOTHYHUX CEPIIEBO-



CYIUHHUX YCKJIafIHEHb V MAIli€HTIB, SIKi MpuiManu eTOpuKokcub y no3i = 60 mr, maiebo abo i
HIT3II (3a BUHATKOM HampoKceHy). [IpoTe YacToTa TaKuX peakilii Oysa BUINOI Y MAIli€HTiB, SKi
OTPUMYBAJIM €TOPUKOKCHO, TOPIBHSAHO 3 TUMHU, XTO OTPUMYBAB HAMIPOKCeH y 703i 500 Mr 2 pa3u Ha
no0y. BimMiHHICTh @aHTUTPOMOOTHUYHOI aKTUBHOCTI Mix neskumu HII3II, mo inribytors LIOT-1, i
cenekTuBHUMHU iHribiTopamu 1IOI'-2 Moxe OyTH KIiHIYHO 3HAUYIIOI0 y MAIliEHTIB TPYNIU PUSUKY
BUHUKHEHHSI TpoM0O0eMOoiuyHuX ycKnagHeHb. CenekTuBHi inribitopu [IOI-2 3HMKYIOTh YTBOPEHHSA
CHCTEMHOTO (i ToMy, MOXKJIMBO, €HA0TeTiaTbHOT0) IPOCTALKKIIiHY 0€3 BIJIUBY HA TPOMOOIIMTapHUM
TpoMOOKcaH. KniHiuyHe 3HaYeHHS LIUX JaHUX HEBimoMe.

[TopaTkoBi maHi 1ono 6e3neku muga KT

ITig 9ac gBox 12-TUXXKHEBUX MTOABIMHO CIIINUX €HIOCKOMIYHUX JOCTiAXKEeHb KyMyJIsITUBHA 4acToTa
BUHUKHEHHS TaCcTPOIyONeHaIbHUX BUPA30K 0yJla 3HAYHO HUKYOIO Y MAIli€HTIB, SIKi OTPUMYBaIH
niKyBaHHS eTOpUKOKCHO0M y 1031 120 Mr 1 pa3 Ha go0y, HiX y nauieHTiB, SKi OTPUMYBaIX JIiKyBaHHS
HampokceHoM y 0o3i 500 mr 2 pa3u Ha fo0y abo ibynpoderom y go3i 800 mr 3 pa3u Ha noOy. YacTora
BUHUKHEHHS BUPa30K OyJia BUILOIO IIPU 3aCTOCYBaHHI eTOPUKOKCHOY, Hix mta1eso.

HocnimxenHd QYHKII HAPOK YV NAIliEHTIB TITHLOTO BiKY

Y mporieci paHgoMi30BaHOT0, IOABIMHO CIIIIOTO, MIare00-KOHTPOIL0BAHOTO NOCIIIXKEHHS 3
napajieIbHUMH TPYyIIaMU OILiHIOBaBCS BIINIUB 15-0€HHOTO JIiKyBaHHS eTOpUuKokcuboM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HarpokceHoM (500 mr 2 pa3u Ha #o0y) i maiebo Ha
BUBe[IeHHS HATpilo 3i ceuelo, apTepialbHUM TUCK Ta iHII MOKa3HUKU (PYHKINI HUPOK Y MallieHTiB
BikoM Big 60 mo 85 poKiB, 110 HOTPUMYIOTECS HAieTH i3 BMicToM comi 200 MEkB/mo0y. ETopukokcuo,
11e71eKOKCH0 i HalTpOKCeH Masiy MofiOHUY BIIJIUB Ha BUBE[EHHS HATPIIO 3i ceuelo Mpu 2-TUKHEBOMY
nmiKyBaHHi. Yci akTUBHI IpemapaTy MOPiBHSHHS ITOKa3aiy MiIBUIEHHS 00 MJ1alie00 CHCTOIIYHOTO
apTepianbHOTO TUCKY, IPOTE ETOPUKOKCUO aco1lifoBaBCs 3i CTATUCTUYHO 3HAYYIIUM IigBUIIEHHSIM Ha
14-i meHb MOPIBHSHO 3 I[eJIEKOKCUOOM i HalpOKCEeHOM (cepenHs 3MiHa CUCTOJIIYHOTO THUCKY
MIOPiBHSHO 3 ITOYATKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT. CT., IleJieKokcub 2,4 MM pT. CT.,
HampokceH 3,6 MM pT. CT.).

dapmakokiHemuka.
Abcopbuis

ETopukokcub mob6pe BCMOKTYETLCS IIPU IlepopajbHOMY ImpuiioMi. AGCcomoTHa 6i000CTyIHICTD
ctaHoBuTh npubdau3no 100 %. ITicns mpuiiomy 120 mr 1 pa3 Ha f00y A0 AOCATHEHHS PiBHOBaXKHOTO
CTaHy MaKCHMaJllbHa KOHIIEHTPallisl y Ia3Mi KpoBi (CepeqHe reoMeTpUu4YHe 3HaUeHHS

Cnax=3,6 MKT/MJT) criocTepiraerscst npubnusuo yepes 1 roguny (T,,,) MiCas NpuitoMy TOPOCIUMU
HaTiie. Cepense reometpuuHe 3HadeHHSI AUC,,, CTaHOBUTH 37,8 MKr Xrof/mi. Y Mexkax KJIiHiYHOTO
mo3yBaHHS (apMaKOKiHETHKA eTOPUKOKCUOY € MiHilHO0.

[Tpu nputiomi npenapaty y fo3i 120 mr mifg 4ac inu (1Ka 3 BUCOKMM BMiCTOM XKUPiB) HE
CIIOCTepiranoch BIJIUBY Ha CTYIiHb abcopOiiii eTopukokcuOy. [IBuakicTs abcopbuii 3MiHIOBanIacs, 110
XapaKTepu3yBasioch 3HUKeHHAM C,., Ha 36 % Ta 30inbmenHsam T,,,, Ha 2 roguHu. Taki maHi He
PO3TISANAOTECA K KITiHiYHO 3Hauyum. ITig yac KiHiYHUX HOCTigXKeHb eTOPUKOKCUO 3aCTOCOBYBaIU
He3aJIeXHO Bif] BXXVUBaHHS 1XKi.

Po3noodin

ETopukokcub nmpubau3Ho Ha 92 % 3B’g3yeThes 3 OinKaMu 11a3Mu KPOBi JIIOAWHYU 3 KOHIIEHTPAIIi€l0
Bim 0,05 mo 5 Mxr/mi. O6’eM po3nopiny npu piBHOBaxkHOMY cTaHi (Vdss) craHoBuTh mpubnusuo 120 1



y JIONWHH.

ETopukokcub IpoHUKAE Yepes IalleHTapHul 6ap’ep y MypiB Ta KPOJIiB, a TAKOXK dYepe3
remartoeHiedaniuaui 6ap’ep y mypis.

Memaboizm

ETopukokcub akTHBHO MeTaboi3yeThcs, MeHIle 1 % mo3u BUMINAETLCA 3i ceuero y BUTTIAMI
He3MiHeHOTo npemnapaTty. OCHOBHUY IUISX MeTaloJ1i3My — 1ie (popMyBaHHS MOXiAHOI 6'-
TiIPOKCUMETHIY IIJIIX0M KaTasizanii pepmeHTamu muroxpoMy. CYP3A4 copuse metabomizmy
eTopuKoKCcuOy in vivo. [locmigxKeHHs in vitro BKa3yioTh Ha Te, o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXKYTb KaTali3yBaTH OCHOBHUM HIIISAX MeTab0i3My, aje ix KinbKicHi
XapakKTEePUCTHUKYN He BUBYAJIUCH in Vivo.

Y mopunyu imerTHdiKoBaHO 5 MeTabosiTiB. OCHOBHUM MeTaboIiToM € 6'-KapOOKCHIIOBOI KUCIIOTH
IiepuBaT eTOPUKOKCHOY, 1[0 YTBOPIOETHCS TIPHU MOAANIbININM OKCUAAIlil moxigHol 6'-rinpokcumeTtuny. 1li
OCHOBHI MeTabo71iT ab0 He BUSBIAIOTh aKTUBHOCTI, abo € caboakTuBHUMHU iHTiOiTopamu LIOT-2.
KomeH i3 1iux MeTtabosmiTiB He iuriOye LIOT-1.

BusedeHHs

[Ticns pa3oBoOro BHYTPIilIHLOBEHHOT'0 BBEIEHHS 300POBUM NOOPOBOMIBISM 25 MI' €TOPUKOKCHUOY,
MideHOro papioizoronoM, 70 % pafioaKTUBHOIO IpenapaTy BUBOAUTHCA i3 cedero 1 20 % — 3 Kasnow,
TOJIOBHUM YMHOM Y BUTTISIAI MeTabomiTiB. MeHIe 2 % BUBOOUTHLCS Y BUTTISAMI HE3MiIHEHOT0 IIpPemapary.

BuBeneHHST eTOpUKOKCUOY BifOyBaeThCSA MaliKe MOBHICTIO IMIJITXOM MeTab01i3My 3 ofaibIIuM
BHBEMIEHHSIM HUPKaMu. PiBHOBaXHi KOHIIEHTpAIlil eTOPUKOKCHUOY HOCITal0ThCs yepe3 7 OHIB pu
3acTocyBaHHi y m03i 120 Mr 1 pa3 Ha go0y 3 MOKAa3HUKOM KyMYJISIIii mpubau3Ho 2, 10 BigmoBigae
nepiony HamiBBUBeOeHHS MpubIu3Ho 22 roguuu. KiipeHc mima3mMu KpoBi Micisg BHYTPIITHEOBEHHOTO
BBe[IeHHS 25 MT IIperapaTy CTaHOBUTD MpruOMu3Ho 50 MII/XB.

OKpemi epynu nauieHmis

[NamienTty niTHLOTO BiKy. ®apMaKOKiHeTHKA y IAIli€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6Ho0 00 (hapMaKOKiHETUKM Y MOJIOAIIUX TAIliEHTiB.

Crath. ®apMaKkoKiHeTHKA eTOPUKOKCUOY € MOAiOHOI0 y YOIOBIKiB Ta XKiHOK.

[MopyiienHs GyHKLil TeYinky. Y nalieHTiB 3 TerKUMM MopyieHHsIMA QyHKINI nevinky (5-6 6asiB 3a
mkasoio Yaitnga — [1'10) mpu 3acTocyBaHHi eTopuKoKcuOy B mo3i 60 Mr 1 pas3 Ha moOy cepenHii
noka3HukK AUC npu6nusHo Ha 16 % Ginbinumii, HiX Y 300pOBUX HOOPOBOJIBIIIB IPU TAKOMY XK
Io3yBaHHI ITpenapary. Y MallieHTiB 3 TOMipHUMU NOpylIeHHAME GYHKII nedinky (7-9 OariB 3a
mkasnoo Yaunga — I1'10) npu 3acTocyBaHHI €TOPUKOKCUOY ¥ 103i 60 Mr uepe3 fo0y cepenHin
noka3HuK AUC OyB nomiOHUY [0 ITOKa3HUKA Y 3T0POBUX JOOPOBOJIBINB, SIKi MPUAMaIK Ipemnapart y
mo3i 60 mMr 1 pa3 Ha mo0y IIOeHHO; 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 30 Mr 1 pa3 Ha moby He
BMBYAJIOCH Y Ll rpymi marieHTiB. Hemae kminiuamx abo GpapMakoKiHETUYHUX JaHUX IIOMO0 Nalli€HTiB
3 TAXKKUMU MOpyIIeHHIMHU GyHKIII medinku (=10 GaniB 3a mkasnowo Yainma — I[1'10).

[MopymienHs GyHKIll HUPoK. ®apMaKoKiHeTHKa Pa30Boi 7031 eTOpUKoKcuby 120 Mr y marmieHTis i3
TIOMIPHUMMU Ta TSIXKKUMMU IIOPYLIIEHHSAMU QYHKII HUPOK, @ TaKOX Y TAIliEHTIiB i3 3aXBOPIOBaHHIMU
HUPOK TEePMiHANIBHOI CTafil, SKMM IIPOBOMASTh TEMO/iai3, He Bigpi3HI€ThCS 3HAUHUM YMHOM Bif
(dhapMakKoKiHeTUKY y 3[0POBUX J0OpOBOILILB. [Ipy remofiani3i mpenapaT Malizke He BUBOTUTHCS
(knmipenc giamizy — npu6nusnao 50 M/XB).



Ilimu. ®apMaKOKiHETHKA eTOPUKOKCUOY B miTel (BikoM o 12 poKiB) He BUBYAsACh.

Y nponeci gocnigxkeHs papMakOKiHeTUKY (n=16), 1110 TPOBOAMINCS 3a Y4acCTIO MiAJIiTKiB (BiKOM Bif
12 mo 17 pokiB), apmMakoKiHeTHKa y Malli€eHTiB 3 Macoio Tina 40-60 Kr, IKUM Npu3Hadanu
eTopukokcuO y mo3i 60 mMr 1 pa3 Ha moby, Ta y MaIieHTiB 3 Macoo Tina Oinbire 60 KT, IKUM
npu3Haydany npemnapar y m1o3i 90 mr 1 pa3 Ha go0y, Oysa momi6HOMI [0 papMaKOKIiHETUKHY Y JOPOCTIHX,
SKi 3aCcTOCOBYBanu eTopukokcub y go3i 90 mr 1 pa3 Ha no0y. be3neka Ta e(eKTHBHICTh
3aCTOCyBaHHSI €TOPUKOKCUOY HiTSAM He BCTaHOBIIEHI.

KriniyHi XapaKTepHCTHKH.
Iloka3anus.

CuMnTOMaTU4HA TepPallis MpY 0CTE0apTPHUTi, PEBMATOITHOMY apTPUTi, aHKIN03yI0YOMY CIIOHAWIIITI, a
TaKOXK Ipu O0JTI0 i 03HaKaX 3amajieHHs, II0B’I3aHUX i3 TOCTPUM MOfarpUYHUM apTPUTOM.

HeTpuBane nmikyBaHHSI IIOMipHOTO IIicIIsionepalinHoro 60710, TOB’I3aHOT0 3i CTOMATONOTiYHUMU
omepatisiMu.

PimenHs npo npr3HadeHHS celeKTUBHOTO iHribiTopa LJOI'-2 MOBMHHO I'PYyHTYBATUCS Ha OLIHII BCiX
IHAUBINyaTbHUX PU3UKIB y NAlli€HTA.

IIpomunoka3aHHs.
Jlikapcokuit 3aci6 ETopa mpoTumoka3saHui:
IIpY TinepyyTANBOCTI J0 Ait04oi abo Oymb-sSKO0I JOTIOMiXKHOI peYOBHMHHU IIpenapary;

IIpY aKTHUBHIM MENTUYHIN BUpa3lli a0 aKTUBHIN IITyHKOBO-KUILIKOBIill KPOBOTEYi;

malfieHTaM, y IKUX BUHMKaB OpOHX0CIIa3M, TOCTPUM PUHIT, Ha3a/IbHi MOJIinHy,
aHTiOHEBPOTUYHKY HaOpSK, KpOIUB dHKa a0o iHIIIi anepriyHi peakiil miciis 3acTOCyBaHHS
ateTunCcaminuaoBoi kuciaotu abo HIT3TI, Bkmovatouu inribiTopu LIOT-2;

y IIepiof BariTHOCTI Ta TOLYBaHHA I'PYLLIO;

[P TSKKHUX MTOPYIIeHHSIX QyHKIII medinku (anp0yMiH cCUpPOBaTKM KpoBi < 25 r/1 abo
>10 6aJiB 3a mkasnowo Yaiinma — I1'70);

SKIII0 PO3pPax0BaHUM HUPKOBUU KIIipeHC KpeaTuHIHY < 30 MII/XB;
miTsM BikoM 10 16 pOKiB;

[IpY 3allaJIbHUAX 3aXBOPIOBAHHSX KUIIEYHUKY;

TIpY 3acTiiHil cepresitt HegocTtaTHOCTI (NYHA II-1V);

MallieHTaM 3 apTepialbHOIO TiIepTeH3i€0, Y IKUX TOKa3HUKYU apTepiaJbHOTO TUCKY
nocTinHo By 3a 140/90 MM pT. CT. Ta HEAOCTaTHHO KOHTPOJIIOIOTHCS;



IIpU [AiaTHOCTOBaHIN imeMiyHil XBOpoOi cepils, 3aXBOPIOBAHHSIX NTepruGepUIHIX
aprepii Ta/abo epedPOBACKYISIPHUX 3aXBOPIOBAHHSX.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.
®apmakoOuHamiuyHi 83aemo0il

ITepopanvHi aHmukoaz2yaaHmu. Y TallieHTiB, CTaH AKUX cTabini3oBaHUM IOCTIHHUM 3aCTOCYBaHHSIM
Bapdapuny, npuitoM eTopuKokcruOy B 0o3i 120 Mr Ha m0o0y CyNpOBOMKYETLCS 301NbIIEHHIM
npu6nu3Ho Ha 13 % mpoTpoMOGiHOBOTO Yacy MiKHapogHOTO HOpMasi3oBaHoro BifHomeHHsS (MHB).
ToMy B maIfi€eHTiB, sKi 3aCTOCOBYIOTh [IEPOPA/IbHL @HTUKOATYJIAHTH, CJILI 4aCTO IepeBipATH
TIOKa3HUKY MPoTpoMbiHOBoro yacy MHB, oco6muBo B mepiri fHi TpuitoMy eTOPUKOKCUOy abo mpu
3MiHi ¥0T0 JO3yBaHHS.

Iliypemuxku, iH2ibimopu aH2iomeH3uHNepemaeops8a1bHo20 pepmeHmy (AII®) ma aHmazoHicmu
peuenmopie aHeiomeH3uHy II. HII3IT MoxyTb mocnabmoBaTy epeKT AiypeTHKiB Ta iHIINUX
aQHTUTINePTEH3UBHUX IIpenapariB. Y AesdKuX MallieHTiB i3 MOpyLIeHHAMU (PYHKIIil HUPOK (HalpuKiag,
y TaIlieHTiB 3 AerifpaTatieo abo y JiTHIX nalieHTiB 3 ocnabieHoi0 QYHKIEID HUPOK) OOHOYACHE
3acTtocyBaHH iHrib6iTopa AII® abo aHTaroHIiCTiB pelenTopiB aHrioTeH3uny 11 i mpemaparis, 1110
iHTiOYI0Th IMKIJIOOKCUTEHA3Y, MOXKe ITPU3BOAUTHU [0 IOAIBIIOr0 IOPYIIEHHS (QYHKIII HUPOK,
BKJ/TFOHAIOYH FOCTPY HUPKOBY HEOOCTATHICTh, 1110 3a3BUYail Ma€ 000pPOTHUM XapakTep. Ciif
maM’siTaTy PO MOXKJIUBICTh TAaKUX B3AEMOJIIH Y MAIliE€HTIB, SKi 3aCTOCOBYIOTh €TOPUKOKCHO
opgHOYacHO 3 iHribitopamu AII® abo 3 aHTaroHicTaMu penenTopiB aHrioreH3uny II. Tomy Taki
KoMOiHal1ii ciif mpu3HavyaT 3 00epexKHICTI0, 0COONIMBO MallieHTaM JIiTHBOTO BikKy. HeobxigHo
IIPOBECTH HaJeXHY TiipaTalliio Ta PO3TISHYTH IUTAHHS PO IIPOBEIeHHS MOHITOPHUHTY QYHKIIi1
HUPOK Ha I0YaTKy KOMOiHOBAHOTO JTiKyBaHHS, a TaKOXK 3 IIEBHO0 MepioguYHICTIO i HapaJti.

Auemuscaniyusoea Kucsaoma. Y mpolieci JOCTigXKeHHS 3a Y4acTiO0 3[[0POBUX JOOPOBOIIBIIB B yMOBax
PiBHOBaXXHOT'0 CTaHY 3aCTOCYBaHHS eTOpPUKOKCuOy B 031 120 Mr 1 pa3 Ha fo0y He BIJIUBAJIO Ha
aHTHATPeraHTHY aKTUBHICTH alleTHIICailuiIoBol kucnotu (81 mr 1 pa3 Ha mo6y). ETopukokcub
MOXKHa ITpU3HavYaTh OOHOYACHO 3 alleTUJICAIIIMI0BOI0 KUCIOTOI0 B 103aX, 110 3aCTOCOBYIOThCS [AJIS
npodilakKTUKU CepleBO-CyIMHHUX 3aXBOPIOBaHb (3aCTOCYBAHHS alleTHJICATILIUIOBOI KUCIIOTH B
HU3bKUX H03ax). OmHaK ogHOYaCHEe 3aCTOCYBaHHS HU3BKUX 03 alleTUICATII[MI0BOl KUCIOTH Ta
eTOPUKOKCHUOY MOxKe 30ilbIIyBaTH 4acTOTY BUHUKHeHHs Bupa3ku IIKT Ta iHIMX yCKIagHEHb
TIOPiBHSTHO 3 MOHOTEpAIi€o eTopuKokcuOoM. He peKoMeHI0OBaHO OflHOYACHE 3aCTOCYBaHHS
€TOPUKOKCUOY 3 alleTHICAIIIIMI0BOIO KMCIIOTOI0, 103U SKO1 BUIIIi 3a MPODiTaKTUYHi, @ TAKOXK 3
igmumu HIT3IT.

Lukaocnopun ma makpoaimyc. Xoda B3a€MOZisi eTOPUKOKCUOY 3 IIMMHU IperlapaTaMy He BUBYAJIacCh,
OfHOYaCHe 3acTocyBaHHS Oyab-sikoro HIT3II i3 nukmocnopuHOM abo TaKpoIiMycoM MoxKe
IIOCHUJIIOBAaTA HE(PPOTOKCUYHUY BIIJIUB OCTaHHIX. CJIiff KOHTPOJIIOBATU (PYHKIIiI0 HUPOK IIPU
OJHOYAaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY 3 Oy[Ib-sIKUM i3 I[UX IIpenaparis.

®apmakoKiHemuy4Hi 83aemo0ii
Bnaue emopukokcuby Ha (papmakokiHemuky iHwux npenapamie

JIimit. HIT3II mocna6mio0Th BUBEOEHHS JIiTiI0 HUPKaMU, TUM CaMUM ITigBHUIINYIOYX PiBEHb JIiTii0 B
n1a3Mi KpoBi. AK10 HeoOXigHO, TPOBOAATL PETENIbHUM KOHTPOJIb PiBHS JIiTii0 ¥ KPOBi Ta KOPUTYIOTh
[03Y JIITiI0 IPOTArOM OOHOYACHOTO 3aCTOCYBaHHS IIUX IIpellapariB, @ TaKOXK IIPY NPUIKUHEHH]
3actocyBanHsa HIT3II.



Memompekcam. Y niporieci gBOX JOCHiAXKeHb BUBYAIUCS e(EeKTH eTOPUKOKCUOY IIpU 3aCTOCYBaHHI y
mo3ax 60 mr, 90 mr abo 120 Mr 1 pa3 Ha o6y mMpoTATroM 7 OHIB MallieHTaMu, sKi omepxKyBanu 1 pa3
Ha TUXKOEHb MeTOTPeKcaT Y 0o3i Big 7,5 o 20 Mr mpu peBMaToigHOMY apTpuTi. ETopukokcub y mo3i
60 mr i 90 Mr He BIIMBaB Ha KOHIIEHTPALIi0 B IJIa3Mi KpoBi abo HUPKOBUM KITipeHC MeTOTpeKcarty. B
OJHOMY HOCIIiIXKeHHi IIpU 3aCTOCyBaHHI eTOPUKOKCUOY B 1031 120 MTr He CIIOCTepirasiock BIJIUBY Ha
KOHIIEHTPALIil0 B I1JIa3Mi KPOBi Ta HUPKOBUY KJIipEHC METOTPeKcaTy, TOAl IK B iHIIOMY OOCIiXKeHH]
IIPDU 3aCTOCYyBaHHI eTOpUKOKCUOY B 1031 120 Mr KOHI[eHTpAIlis METOTPEKCATy B IJIa3Mi KPOBi
nigBuiyBasacsa Ha 28 %, a HUPDKOBUY KJIipeHC MeTOoTpeKcaTy 3HuXKyBaBcd Ha 13 %. [Tpu
OHOYAaCHOMY IpU3HaYeHHI eTOPUKOKCUOY Ta METOTPEKCATy CJIif IPOBOAUTY BiATIOBiqHUN
MOHITOPUHT LIOA0 MOSBYM TOKCUYHOT'O BIJIUBY METOTPEKCATY.

ITepopanavHi koumpauenmuau. ETopukokcu0 y mo3i 60 Mr npu ogHOYacHOMY 3aCTOCYBaHHI 3
[IepopaJibHUMU KOHTpPALEIITUBAMH, 1110 MICTATH 35 MKT eTUHiecTpaniony ta 0,5-1 Mr HOpeTUHIPOHY,
npoTAroM 21 gHS NPU3BOOUB A0 MifBuilleHHS nokasuuka AUC,,,. V PIBHOBaKHOMY CTaHi AJ1s
eTuHinecrpamniony Ha 37 %. ETopukokcub y mo3i 120 Mr mpu 3aCcTOCyBaHHi 3 BUIIIeBKa3aHUMHU
nepopagbHUMU KOHTPAIeNITUBAMU OTHOYAacHO abo yepe3 12 roguH MigBUIIYBaB Y PiBHOBaKHOMY
crani 3HaueHHsa AUC,,,, eTuHinectpapiony Ha 50-60 %. [Tpo Take nifBuUIlleHHS KOHI[EHTPAIIil
eTHHiNnecTpaniony ciif nam’aTaTy Ipu BUOOPi IepopasbHOTO KOHTPALENTUBY 3 Pi3HUM BMiCTOM
eTHUHiNlecTpamiony, IKUi 3aCTOCOBYBaTHUMETHLCS OOHOYACHO 3 eTOPUKOKCcHOOM. [TinBuieHHS
€KCIT03UIlil eTHHiIeCTPadioy MoxKe 36ibIIyBaTh 4aCTOTY BUHMKHEHHS IOOIYHUX peakIli,
IIOB’SI3aHUX i3 3aCTOCYBaHHSM IepOpaibHUX KOHTPALENITUBIB (Hanpukiaz, TpoM0oeMOoIil BEH y
XKIHOK IPyIIU PU3UKY).

I'opmoHo3amicHa mepanis (I'3T). Ilputiom 120 Mr eTOPpUKOKCHOY 3 TOPMOHO3aMiCHUMHU
IpenapaTaMy, 10 BKJIIO4YA0Th KOH 0rosasi ectporenu (0,625 mr «IIpeMapury ™ »), IpoTsarom

28 muiB 36inbinye cepenHiit mokasHuk AUC,,,,, V PIBHOBazKHOMY CTaHi HEKOH I0TOBAaHOT'0 eCTPOHY (Ha
41 %), exBininy (Ha 76 %) i 17-B-ectpaniony (Ha 22 %). Biiius 103 eTOPUKOKCUOY, pEKOMEHIOBaHUX
mist TpuBanoro 3actocyBanHs (30 mr, 60 mr i 90 Mr), He BuB4aBCs. [1opiBHSAHO 3i 30iNbIIEHHIM
no3yBaHHs 3 0,625 go 1,25 Mr npu MoHOTeparmii mpemnapaToM «IIpeMaput™ », BIJIUB €TOPUKOKCUOY B
mo3ax 120 mr Ha ekcno3utito (AUC,,,,,) eCTPOTeHHUX KOMIIOHEHTIB mpemnaparty «[Ipemapun™ » GyB
MEHIIINM, HiX Ha noJyioBUHY. KiliHiuHe 3HaUYeHHS TaKOro MigBUILeHHS HEeBilOMe, a IPULUOM BUCOKUX
mo3 mpemnapary «IIpemapus™ » 0qHOYACHO 3 eTOPUKOKCUOOM He BuBYaBCS. Ciiig 6paTu 10 yBaru Take
36inbIIeHHS KOHIIEHTPAIlil eCTPoreHy mpu BuOOPi rOpMOHAIBHOTO IIPenapary [js 3aCTOCyBaHHS y
1epiof MOCTMEHOIay3U MIPYU OMHOYACHOMY 3aCTOCYBaHHI 3 eTOPUKOKCUOOM, OCKiTbKK 3pOCTaHHS
€KCIT03UIIil eCTPOTEHY MigBUINY€E PU3UK BUHUKHEHHS M00IiYHUX peaklliil pu 3aMicHin
TOPMOHOTEpAITil.

ITpedHi3oH/npedHi3010H. Y OOCTigKEeHHSIX B3aEMOil eTOPUKOKCUO He BUSBIIAB KIIIHIYHO 3HAUYIIOTO
BIIJIUBY Ha (hapMaKOKiHEeTHKY IPegHi30HY/IPeaHi30I0HY.

[uzokcuH. TIpu 3acTocyBaHHi eTopukokcuby B mo3i 120 mMr 1 pa3 Ha goby npotsarom 10 mHiB
3[M0POBUM 0OPOBOJIBLIAM He CIIOCTepiraBcs BIuB Ha nokasHuk AUC,,,, V PiBHOBaXKHOMY CTaHi Ta Ha
BUBe[IeHHS IUTOKCUHY HUpKamu. CriocTepiranocs 36inbineHHs mokKa3HukKa C,,, TUTOKCUHY
(mpubnu3no Ha 33 %). Take MigBUINEHHS 3a3BUYal He € CYTTEBUM Y OinbIIoCTi maiieHTiB. OfHaK CIIifg
CIIOCTepiraT 3a CTAHOM IAlli€EHTIB 3 BUCOKUM PU3UKOM TOKCUYHOI il AUTOKCHUHY IIPU OOHOYACHOMY
IpU3HAYEHHI €eTOPUKOKCHUOY Ta TUTOKCUHY.

Bnaus emopukokcuby Ha npenapamu, u,0 Mmemaboi3ylomucs cyabphompaHchepazamu

ETopukokcub € iHribiTopoM aKTUBHOCTI MI0ACHKOIL cynbdoTpanHcdepasn, 3okpema SULT1E], a Takox
MOXKe IiABUILIYBATU KOHLIEHTPAI[il0 eTUHIIeCTPamgioly B CUpoBaTLi KpoBi. OCKIIBKY [OTemnep JaHUX
IIPO BILJIUB YMCJIEHHUX CynIbhoTpaHchepa3 HeJOCTAaTHRO, a KIiHiuHi eekT GaraThox ImpenaparisB



IOCi BUBYAIOTHCS, MOIIIBHO 3 00EPEXHICTIO MTPU3HAYaTH €TOPUKOKCUO OOHOYACHO 3 iHIIMMHU
pernapaTaMu, 110 MeTabo/Ii3yI0ThCS TOJIOBHUM YHHOM JTIOICHKUMHU CYyIbpoTpaHchepa3aMu
(HampuKIaf, MepopajbHUM cambO0yTaMosI Ta MiHOKCUIII).

Bnaus emopukokcuby Ha npenapamu, w,0 memaboaizyromscs izopepmernmamu CYP

3a DaHWUMM [OCIiAXKEHb in Vitro, He 04iKyeTbCd NpurHiveHHsa uutoxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. VY mporieci gocimigKeHb 3a y4acCT0 30POBUX NOOPOBOJIBIIB MIOIeHHE
3aCTOCyBaHHS eTOPUKOKCHUOY B 0031 120 MTI He BIIJIMBAJIO HA aKTUBHICTD medyiHkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3a EPUTPOMIIMHOBUM AUXAJIbHUM TECTOM.

Bnaue iHwux npenapamis Ha (papMaxkokiHemuky emopukokcuby

OcHoBHUM msx 06MiHy eTOpuKOKCcuOy 3anmexkuts Bifg pepmenTiB CYP. CYP3A4 cmpusie meTabomiamy
eTopuKkoKcuOy in vivo. [locmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTali3dyBaTH OCHOBHUI LINAX 00MiHYy eTOpUKOKCUOY, ane ixX KinbKicHi
XapakTePUCTHUKYM He BUBYAJIUCH in Vivo.

KemoxkoHa3o. KeTokoHa307 € moTykHUM iHribiTopoM CYP3A4. TIpu 3acToCyBaHHI 3[0POBUMHU
no6poBonbusMy y fo3ax 400 mr 1 pa3 Ha goOy mpoTsirom 11 gHIB KETOKOHA30JI He YMHUB KITIHIYHO
3HAUyIIOro BIJIUBY Ha (papMaKOKiHETHKY eTOPUKOKCHUOY B pa3oBii 0o3i 60 mr (30insmenns AUC Ha
43 %).

BopukoHasos i mikoHa304. OgHOYACHE 3aCTOCYBaHHS IIePOpPaibHOr0 BOPUKOHA30 Ty abo MiKOHa30Ty
Y BUTJISITI OpaJIbHOTO T'eJIi0 71 MiCLIEBOTO 3aCTOCYBaHHS (MOTyXKHi iHribiTopu CYP3A4) 3
€TOPUKOKCHUOOM BUKJIMKAJIO HeBeJIMKe MigBUIIEHHS eKCII03Ullii eTOpUKOKCuOy, 1110, OHAK, He
BBaXKaJiocs KJIiHIYHO 3HAUYIIUM 3TigHO 3 0ny0IiKOBAaHUMU NaHUMU.

PugamniyuH. OgHOYACHE 3aCTOCYBaHHS €TOPUKOKCUOY Ta pudaMminuHy (IOTYKHOT0 iHTYKTOpa
¢dbepmenTiB CYP) mpu3BOAXIIO 10 3HUKEHHS KOHIIEHTpallil eTopukKoKcuby B 1m1a3Mi KpoBi Ha 65 %. Lle
MOXKe CyIIPOBOIXKYBaTUCS IOBTOPHUM IIPOSBOM CHMIITOMIB IIpU OOGHOYACHOMY 3aCTOCYyBaHHi 3
eTopuKoKcuOoM. Tofi SIK Taki maHi MOXYTb BKa3yBaTH Ha HEOOXimHICTEL 30i/bllIeHHS 003U, HE
PEKOMEHI0BAaHO 3aCTOCOBYBATH €TOPUKOKCHUO y [03aX, L0 TePEeBUIIYIOTh BKa3aHi AJIsT KOXKHOTO
IIOKa3aHHS, OCKiJIbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBAaHHS pu(aMITiliHy Ta €eTOPUKOKCHUOY B
TaKHUX [03aX.

AHmayuodu. AHTaIMOHI IpenapaTé He YNHATH KIiHIYHO 3HAYYLIOTO BINIMBY Ha (papMaKOKiHETUKY
€TOPUKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaus Ha IIIKT

[ToBimomunsinocs Mpo ycKnagHeHHs 3 00Ky BepxHix Bigminis IIKT (nepdopatiiii, Bupa3ku abo
KPOBOTEUi), iHOMIi 3 JTeTalbHUM HACJIiIKOM, V TAIli€HTIB, SIKi OTPUMYBaIu €TOPUKOKCHUO.

3 obepexHicTio cnifg mpu3Havatyu HII3II nanienTaM i3 migBuineHUM pU3UKOM YCKIagHEHDb 3 OOKY
[IKT; marieHTaM JIiTHROTO BiKY, MallieHTaM, SIKi 3aCTOCOBYIOTh Oyab-sskui inmmit HIT3IT abo
alleTUICATIIIUIOBY KMCIIOTY OOHOYACHO, abo malieHTaM 3i IITyHKOBO-KUIIKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe BUpa3KaM¥ Ta IIIYHKOBO-KUIIKOBMMY KPOBOTeYaMHU B aHaMHE3I.



IcHye momaTKoBUM PU3UK PO3BUTKY M0OiuHMX edekTiB 3 60Ky KT (mm1yHKOBO-KMIIKOBa Bupa3Ka abo
inmi yckmagHenHs 3 6oky IIKT) mpu omHOYACHOMY 3aCTOCYBaHHI €TOPUKOKCHOY Ta
aleTUJICAJIIIIAIIOBO] KUCIOTH (HaBiTh ¥ HU3BKUX [03aX). Y IPOLeCi TpUBANUX KITIHIYHUX JOCTiAXKeHb
He CIIoCcTepiranocs BupaxeHol BigMiHHOCTI y 6e3netti mopo KT nmpu 3acTocyBaHHi CeIEKTUBHOTO
inribiTopa LIOI'-2 amnertusncarminunoBa kuciaoTa Ta HII3II aneTuncaninuioBa KUCIOTA.

Bnaue Ha cepueeo-cyOuHHy cucmemy

KrniniuHi gocnifkeHHs BKa3ylOTh Ha Te, 110 3aCTOCYBAHHS JIiIKapChKUX 3aC00iB KJIacy CeJIeKTUBHUX
inri6itopiB LIOI'-2 Moxke OyTU 1OB’I3aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIIafHEHb
(ocobnuBo iHpapKTy MioKapaa Ta iHCY/IbTY) MOPiBHSHO 3 malie6o Ta gesikuMu HII3I1. OckinbKu
PU3UK CeplieBO-CYAUHHUX yCKIIaflHEHb 3POCTa€E Py 30iNbIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS
eTOpUKOKCuOy, TIpenapar CIifl Ipu3HayaTy Ha TKOMOTa KOPOTIIUY Iepiof 4acy Ta B HAaWHMKYIUX
edexTuBHUX N00O0BUX mo3ax. Cif nepioguyHo nepernsgaT NoTpeby MalieHTiB y CUMITOMAaTUYHOMY
ToJIeTIIeHH] 60JTI0 Ta Peakililo Ha JIiKyBaHHS, 0COOIMBO Y MAIliEHTIB 3 0CTE0APTPUTOM.

[TamienTaM i3 BUpaxkeHUMHU (paKTOpaMy PU3UKY PO3BUTKY CEPIEBO-CYOUHHUX YCKIIagHEHb
(HampuKIaf, apTepianbHa TinepTeHsis, rinepinigeMis, MykpoBuii giabet, MamiHHsA) IpHU3HaYaTH
€TOPUKOKCHUO MOTPiOHO JIUIIE IiCIIA PEeTeNbHOI OLiHKY PU3UKY PO3BUTKY YCKIagHEHHS.

CenextuBHi iHribiTopu 1IOI'-2 He 3aMiHIOIOTL 3aCTOCYBaHHS alleTUICAIIIAIIOBOI KUCTIOTH IS
npodinakTuku TpoMO0eMOOTiUHUX CEePLIeBO-CYAUHHUX 3aXBOPIOBaHb, OCKiTbKYM HE YHHSTD
aHTHarperanTHoi Ail. ToMy He CIif BiIMiHSATH aHTHArperaHTHi IpemnapaTy.

Bnaue Ha HUpku

HupkoBi mpocTarjiaHgAHA MOXKYTh BiflirpaBaTé KOMIIEHCATOPHY POJIb ¥ MigTpuMIli nepdy3il HUPOK.
Tomy Ipu cTaHax, 1[0 CYIPOBOAXKYIOTHCS MOPYIIEHHSIM HUPKOBOI Iepdy3il, 3acToCyBaHHS
€TOPUKOKCUOY MOXKe MTPU3BOAUTH [0 MOCTabieHHsT yTBOPEHHS TPOCTarIaHANHIB i, IK HACIOK, - 10
HHUPKOBOTO KPOBOTOKY, TUM CaMUM IOTipIIyi04yu (QyHKIIiI0 HUPOK. BUCOKUY PHU3KUK PO3BUTKY TaKoOl
peaxllil iCHy€ y Malli€eHTiB 3 y2Ke HasBHUMU BUPaKeHUMU IOPYIIEHHAMYU QYHKIIIl HAPOK,
HEKOMIIEHCOBAHOIO CePIIeBOI0 HENOCTATHICTIO ab0 IIP030M. Y TaKUX MAlli€HTIiB CJIig KOHTPOJIIOBATH
(GYHKIIII0 HUPOK.

3ampumka piduHu, HabpAKu ma apmepianvHa 2inepmeH3is

4K i mpu 3acToCyBaHHI iHIKX IIpernaparis, 0 iHTiOYI0Th CUHTE3 IPOCTarIaHANHIB, 3aTPUMKA PiouHH,
HaOPsIKK Ta apTepianbHa TinepTeH3is crocTepiranucs y mamieHTiB, SKMUM 3aCTOCOBYBaJH
etopukokcu0. Bci HII3II, BKI04al0yu eTOPUKOKCHO, MOXKYTh ITPH3BOAUTH 10 PO3BUTKY abo
PeLuUBY 3aCTiMHOI CeplieBoi HeloCTaTHOCTI. [HpopMaIllito Ipo peakxiliio 3aJeKHO Biff 103U OUB. B
po3mini «®apmakosoriyHi BnacTuBocTi. PapMakoguHaMika». 3 00epekHiCTIO ITpenapar Mpu3HavyaioTh
malieHTaM i3 cepleBo0 HeIOCTATHICTIO, TTIOPYIIeHHSIM (QYHKIIiI JTiBOro MUTyHOYKa a00 apTepiaabHOI0
rinepTeH3i€lo B aHaMHe3i, a TaKOXK TallieHTaM i3 HaOpsKaMu, 110 BUHUKIHN 3 OyIb-IKUX iHIITHX
npuyuH. [Ipy KITiHIYHUX O03HAKaX MOTIpIIEeHHS CTaHy TaKUX MAall€HTIB CIIi BXXUTHU BiAIOBITHUX
3axO0fiB, BKJII0OYAl04Y¥ BiIMiHY €TOPUKOKCHOY.

ETopukokcu0, 0co6/IMBO Y BUCOKMX N03aX, MOXKe IIPHU3BOAUTH [I0 YACTIIIOl Ta TAXKYOI apTepianbHOl
rineprensil nopiBHSIHO 3 AesikuMu iHmmMU HII3I1 Ta cenekTuBHuMH iHTiOiTOpamu LIOT-2. Tomy
apTepianbHy TiMepTeH3ilo CIlig KOHTPOJIIOBATH [I0 IT0YATKY JIiKyBaHHS €TOPUKOKCUOOM, Ta 0COOIUBY
yBary CJIif IPUOITUTA KOHTPOJIIO 3a apTepiallbHUM THCKOM ITif] Yac JIiKyBaHHS €TOPHKOKCHOOM.
ApTepiasbHUY TUCK CIIi KOHTPOJIIOBATU IIPOTATOM 2 THUXKHIB MICJIS IOYATKY JIIKyBaHHS, @ MOTIM -
nepioguyHo. Ko apTepiaibHUU TUCK CYTTEBO IiABUIIYETHCS, CIIifi PO3TJISHYTHA MOXKJIUBICTh



aJIbTePHATUBHOIO JIIKyBaHHS.
Bnaus Ha neuviHKy

[TigBumieHHs piBHS anaHiHaMiHoTpaHcdepasu (AJIT) Ta/abo acnapTaraminoTpancdepasu (ACT)
(mpubnu3Ho y 3 abo GinbIlle pa3iB MOPiBHAHO 3 BepXHBLOI0 Mexkeio HopMu (BMH)) criocTepiranocs
npu6nu3Ho B 1 % marfieHTiB, gKi Opanu y4acTh y KIIiHIYHUX OOCHigKEHHIX Ta 3aCTOCOBYBaU
eTopukokcu0 y mo3ax 30 mr, 60 mr ta 90 Mr Ha o0y mpoTsarom mnepiogy oo 1 poky.

Crnip criocTepiraTl 3a CTaHOM BCiX MAlli€HTIB 31 CUMIITOMaMU OPYIIeHHS QYHKIIIl IeUiHKY, a TaKOXK
NallieHTiB 3 MATOJIOTIYHUMY NTOKa3HUKaMu (QYHKII1 nediHky. [Ipy 03HaKax NOpyeHHS QyHKIil
IIeYiHKY Ta IIPU CTiMKUX [TaTOJIOTiYHUX 3MiHaX IMOKa3HUKIB (PyHKII meuinku (y 3 pa3u Buille 3a BMH)
€TOPUKOKCHUO CIIif BimMiHUTH.

3aeanvHi 8kasisku

K110 MPOTATOM JIiKyBaHHS Y IAlliEHTA CIIOCTEPIraeThCs MOPyIIeHHS GYHKIII Oyab-sIKoi 31 cucteM
OpraHiB, 3a3Ha4Y€HUX BUILE, CJIif] BXKUTH BIiONOBIIHUX 3aXO0[iB Ta PO3IJIAHYTU NUTAHHS IIPO BiIMiHY
eTopukokcuOy. Heob6xigHo 3a6e3meun Ty BifTIOBigHE MeAUYHE CIIOCTEPEeKEeHHS IIPU 3aCTOCYBaHHI
eTOPUKOKCHOY MallieHTaM JIITHHOTO BiKy Ta MallieHTaM i3 nopyeHHAMU QYHKII] HUPOK, Te4iHKu abo
cepus.

3 06epekHICTIO CTifl MOYMHATH JIIKyBaHHS €TOPUKOKCHOOM TaIliEHTIB i3 merimpaTatieio.
PekxoMeHIOBaHO ITPOBECTH peTifpaTallilo [0 MOYaTKy 3aCTOCyBaHHS €TOPHUKOKCHUOY.

[Tpo pO3BUTOK CEPHO3HUX IMIKIPHUX PeakKlii, y HessKUX BANAOKaxX 3 JIeTaJIbHUM HACIiIKOM, Y TOMY
gyucyi eKchomiaTUBHOTO JepMaTuTy, cuaapomy CriBeHca — [[2KOHCOHa ¥ TOKCHYHOTO eliiepMaIbHOTO
HEKpOJIi3y, Iyxke pigko moBimomsiiocs mpu 3actocyBauHi HII3IT i mesikux celneKTUBHUX iHTiIOiTOPIB
LOI'-2 mig yac mOCTMapKeTHHTOBOTO CIIOCTePeXKeHHs (quB. po3min «IlobiuHi peakirii»). HaiBuImmi
PU3HKK PO3BUTKY TaKUX peaklliil y MallieHTiB — Ha II0YaTKy Teparlil, a I04aTOoK iX MPOosBiB y OiNbIIOCTi
BUIIQ[IKiB — IIPOTSITOM TIEPIIOr0 Micsllg NMiKyBaHHS. Cepilo3Hi peakiii rinepyyTAUBOCTI (Taki Ik
aHainakciga 11 aHTiIOHEBPOTUYHUY HaOpSK) CIIOCTepiraaucs y malieHTiB, sIKi 3aCTOCOBYIOTh
etopukokcud. [leski cemektusHi iuriditopu 1[OI-2 migBUIIYIOTh PU3UK BUHUKHEHHS IIKIPHUX
peaxliiii y malieHTiB 3 alepriyHo0 peakirieio 1o 6yab-IKoro mpenapaTy B aHaMHe3i. ETopukokcu0
CJIif BITMIiHWTHU NIPU TEPIIKUX IIPOSBAX BUCUIIAHb Ha IIKipi, YIIKOAXKEHb CIM30B01 000JI0HKK ab0 iHIIHUX
O3HaKax rilnepyyTIuBOCTI.

[Tpu 3acToCyBaHHI €TOPUKOKCHUOY MOXKYTh MaCKyBaTHCS IIPOSIBU TapsSuKy Ta iHIII 03HAKH 3aIlajabHOTO0
IpoLecy.

3 00epexkHiCTIO MPU3HAYAIOTh OJHOYACHO eTOPUKOKCHO Ta BaphapuH abo iHI mepopaibHi
AQHTHUKOATYJISTHTH.

3acTocyBaHHS eTOPUKOKCUOY, 5K i iHIIKUX Tpemnapartis, 110 iHTri0y0Th HUKIIO0KCUTE€HA3y/CUHTE3
[IpOCTarjlaHAWHIB, He PEKOMEHJ0BaHO XIiHKaM, SKi IIJIAaHYIOTh BariTHICTb.

Lleit mikapcbku# 3aci6 MictTuth MeHIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPaKTUYHO BiTbHUMU Bif
HaTpik.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pydoto.



BariTHICTD

HeMae KTiHIYHUX JaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCUOY B Iepiof BariTHOCTI. [locnmigKeHHS Ha
TBapHUHaX IIPOOEeMOHCTPYBaIX PENPOAYKTUBHY TOKCUYHICTD. [TOTEHIINHUYN PU3UK O/ BariTHUX
HeBimOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI, K i iHIIIMX
Iperaparis, 10 iHTiOyI0Th CUHTE3 MPOCTArIaHAWHIB, MOXKe MIPU3BOAUTH [I0 BiICYTHOCTI CKOPOUEHb
MaTKH{ Ta IepeiuacHOro 3aKpUTTS 60TamoBoi MpOoTOKHU. [T0BiIOMIISIOCE IPO BUTIAAKU TTOPYIIEHHS
GYHKIIIT HEPOK II7I0fia, 10 TIPU3BOIUIIO OO 3MEHIIeHHS 00'eMy aMHIOTHYHOI piguHu (omirorinpaMHioH)
y BariTHUX XKIiHOK, SIKi MpuUiMaiu HeCTepoigHi npoTtu3ananbHi npenapatu (HII3I1) Ha gBagusAaTOMYy
THUXKHIi BariTHOCTi a0o mi3Hime. B mesikux BUMagKax Iie MOXKe IPU3BOIUTH [0 MOPYLIeHHS QYHKIIi
HUPOK Y HOBOHAPOMXKEHUX. 3a3HaueHi eeKTH MOXKYTh BUHUKATH He3abapoM Iiciisg IoYaTKy
nikyBauHs HII3II; onirorimpamMHioH 3a3Buy4ail € 000POTHUM IIiC/Is IPUNMHEHHS JTIKYBaHHS.
3acTocyBaHHS €TOPUKOKCHOY IIPOTHIIOKA3aHO B Iepiof BariTHOCTI. fAKII0 XKiHKa 3aBariTHina mig 4ac
JiKyBaHHS, eTOPUKOKCUO HeoOXimHO BiAMIiHUTH.

[lepion rogyBaHHSA TPYOOI0

HeBigomo, 4u TpOHUKAE €TOPUKOKCUO ¥ IpyoHEe MOJIOKO. Y IypPiB eTOPUKOKCUO BUBOOUTLCS Y TPyOHE
MOJI0KO. 2KiHKH, SIKi 3aCTOCOBYIOTH ETOPUKOKCHUO, He TIOBUHHI TOAYyBaTH T'PYAIIO.

D®epTUNLHICTD

3acTocyBaHHS eTOPUKOKCHUOY, 5K i iHIMX mpemaparis, 1o iHriéywTs LIOI-2, He peKOMeHI0BaHO
XKIiHKaM, SKi JIaHyI0Th BaTriTHICTh.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

[TaieHTH, y SKUX IiJ] YaC 3aCTOCYBaHHS €TOPUKOKCUOY BUHHMKAE 3allaMOpPOYEHHS, BePTUTO abo
COHJIUBICTB, HE TIOBUHHI KEPYBATHU aBTOTPAHCIIOPTOM Ta IIPAIfOBATH 3 iHIIUMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHsi ma do3u.

Jlikapcekui 3aci6 ETopa 3acTOCOBYIOTH IIepopaibHo. IIpemapaT MoXHa MIPUAMaTH HE3aIeXKHO Bif
BXKMBaHHA 1Xi. [loyaTok edheKTy ImpemnapaTy HacTae MIBUALIE TPU IpuiioMi repep igoto. Lle moTpibHO
BpPaxoByBaTH IIPU HEOOXiMHOCTI MBUAKOTO 1TOCIabIeHHSI CUMIITOMIB.

OcCKinbKy PU3UK BUHUKHEHHS IOPYIIeHb 3 00Ky CeplieBO-CyAUHHOI CUCTEMU IIPU 3aCTOCyBaHHI
€TOPUKOKCUOY 3pOCTa€ IMpH MiABUIEHH] NO3H i TPUBAIIOCTi €KCIIO3UIlil, He0OXiqHO ITPOBOAUTH
HaWKOPOTII KypCH IiKyBaHHS IIPX 3aCTOCYBaHHI HalMeHIINX eheKTUBHUX H000BUX [03. Crifg
IIepiOfUYHO MIePeOliHI0BaTH OTPeOy y MOJIermeHHi CHUMIITOMIB i BiTIOBigbL Ha JIiKyBaHHS, 0COOIUBO Y
MaIli€HTIB 3 0CTE0APTPUTOM.

Ocmeoapmpum

PexomeHnpoBaHa fno3a craHoButh 30 Mr 1 pa3 Ha go0y. Y OesgKux MallieHTiB IPU HEAOCTaTHEOMY
nocyabieHHi cuMnToMiB 36inbienHs 0o3u [0 60 Mr 1 pa3 Ha mo6y Moxke HiABUIIUTHA €(DEKTUBHICTE.
3a BiICYTHOCTI IOJINIIEeHHS e(PeKTy CIifi PO3T/ISHYTH MUTaHHS PO iHIM MOXKIINBI METOOHU JIiKyBaHHS.



PesmamoioHuti apmpum

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 BimCyTHOCTI mominieHHs eheKTy POITISTHYTH MUTAHHS IPO iHII MOXKIUBI
METO[Y JIIKyBaHHS.

AHKi03y04ul cnoHOUAIim

PekoMeHoBaHa f103a cTaHOBUTHL 60 Mr 1 pa3 Ha #o6y. Y gesKux malieHTiB pyY HELOCTaTHbOMY
noctabeHHi cuMnToMiB 36inmbIneHHs qo3u g0 90 mMr 1 pa3 Ha o0y Moxke IMOKpallyBaTH
TepaneBTUYHUM epeKT. [Ipu ocsarHeHHi KiIiHiuHOol cTabinisanii mamienTa [OIiIbHO 3HU3UTH 103 0
60 Mr 1 pa3 Ha mo0y. 3a BigCyTHOCTI moinmeHHs eeKTy Cifl PO3TASHYTH MUTAaHHS PO iHIIi
MOXKJIUBI METOOHU NiKyBaHHS.

T'ocmputi 6iab
Y paszi nosBu roctporo 6070 ETOPUKOKCUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM CUMIITOMaTUYHUN TIePiof.
T'ocmputl nodazpuvHuti apmpum

PekomeHnpnoBaHa fno3a craHoBuTh 120 Mr 1 pa3 Ha goOy. I1ig yac KIiHIYHUX [OCTiIXKEeHb TOCTPOTO
MIOJJarPUYHOTO0 apPTPUTY €TOPUKOKCUO 3aCTOCOBYBAJIU BIIPOMIOBXK 8 MIHIB.

ITicasionepauiliHull 6iab, no8’A3aHull 3i CMOMAMOA02i4HUM ONEePAMUBHUM 8MPYYAHHAM
PexomeHgoBaHa fio3a - 90 Mr Ha 1 pa3 Ha go0y mpoTSAroM MakcuMyM 3 [HiB. [IJ151 JesIKuX MallieHTiB
Moxke OyTH HeoOXimHUM [OHaTKOBE Iicisomnepalliliie 3He00TI0BaHHS.

[o3u, 1110 IepeBUIIYI0ThH PeKOMEHIOBaHI I KOXKHOTO ITI0Ka3aHHS, He MaloTh T0aTKOBOL
eekTuBHOCTI a60 He BUBYANUCI. ToMy:

Io3a IpU 0CTe0apTPUTI He TOBUHHA NepeBuilyBaty 60 Mr Ha Ho0y;

[03a IIpXA peBMaTOIHOMY apTPUTi Ta aHKIJI03yI0YOMY CIIOH[UIIITI HE TIOBUHHA IIEPEBUIIYyBaTH
90 mr Ha fmo0y;

Io3a Ipu rocTpill mogarpi He MOBMHHA NepeBulyBat 120 Mr Ha go0y BIIPOIOBK
MaKCHMaJIbHOTO NIepiofy JiKyBaHHS 8 OHIB;

103a Mpu rocTpoMy GO0JTIO TMiC/Isi CTOMATOJIOTiYHOTO OTIEPATUBHOTO BTPYYaHHS He ITOBHHHA
nepesumyBatu 90 Mr Ha 00y BIPOOOBXK MaKCUMaIbHOTO 3-IeHHOTO0 IIepiofay.

ITayieHmu AiMHbO20 BiKY

Hemae He0oOXiIHOCTI B KOpeKIii 103yBaHHS [J1s1 NALiEHTIB JIITHROTO BiKy. 4K i y pasi 3acTocyBaHHS
iHIIKX Mpenaparis, mpenapar Cifl mpu3HadyaTy 3 00epekHICTIO MallieHTaM JIiTHROTO BiKY.

ITopyweHHA PYHKUII neviHKu

He3zanekHO Bif MoOKa3aHHS MallieHTaM i3 MOPyIIeHHSIMHU QYHKIIIl TeYiHKy 1erkoro cryneHs (5-6 6amnis
3a mkasnoro Yawnma — I1°10) He ciipg mepeBuinyBaty 0o3y 60 mr 1 pa3 Ha goOy. IlamienTam i3
NOpyIIeHHSIMU (PYyHKIIII Te4iHKK TOMIpHOTO CTYIIeHs TSIXKKOCTi (7-9 OaiB 3a mkasnoi Yatinma - [1'10)
He3aJIeXXHO Bifl TOKa3aHHS He CJIif mepesumtyBatu 0o3y 30 mr 1 pa3 Ha go0y.



Kniniynuii gocBig 3acTocyBaHHS 00MeXeHUlM, 0COOIMBO IIOA0 MAalli€HTIB i3 IOPyIeHHAME QYHKILI
NeYiHKM OMIPHOTO CTYIIeHs, TOMY IIperapaT Cif Ipu3HayaTy 3 00epexkHicTo. BigcyTHiN kminiyHUN
IOCBifl 3aCTOCYBaHHS IIpenapaTy NalieHTaM i3 TSXKKUMU OpyIIeHHIMHU GYHKIII neuinku (=10 G6anis
3a mkanow Yaunga — I1'10), ToMy npenapaT IPOTUIIOKA3aHUM TAKUM Ialli€eHTaM.

ITopyweHHA PYHKUIT HUPOK

KopurysaHHs 103U He nI0TpibHe mallieHTaM i3 KiipeHcoM KpeaTuHiny =30 M/XB. 3aCTOCYBaHHS
eTOPUKOKCUOY malieHTaM i3 KiipeHcoM KpeaTHHiIHY <30 MJI/XB MIPOTUIIOKA3aHO.

Himu.

ETopukokcu® mIpOTHUIIOKA3aHUH OiTSM BiKOM [0 16 POKiB.

IIepedo3yeanHsi.

Y npoiieci KTiHIYHAX JOCIigKeHb 3aCTOCYBaHHS Pa30Boi f03u eTOpuKoKkcuby mo 500 Mr abo
OaraTopa3osuii npuiioM 10 150 Mr Ha goOy npoTaroM 21 OHS He CIPUYUHSIO iCTOTHUX TOKCUYHUX
edexTiB. [ToBimOMISAIOCS PO IrOCTPE MEePei03yBaHHsI €TOPUKOKCUO0M, X04a B OiNIbIIOCTi BUMTafIKiB
npo no6iuHi peakuii He moBigoMsnocsk. [To6iyHi peakiiii, 1o cocTepiraauck HakyacTile,
BifgmoBiganu npodinio 6e3neku eTopuKoKcuOy (Taki sk peakuii 3 60Ky IIIKT, 3 60Ky ceplis Ta HUPOK).

Y pasi nepeno3yBaHHS AOLIPHO BXKUTY 3BUYalHUX MiATPUMYBaJIbHUX 3aXO0[iB, HAallpUKIIa[
BUOaNeHHsT HeabcopOoBaHoro nmpemnapary 3i IIIKT, BeeHHS KITiHIYHOTO CIIOCTEPEXKEHHS, Y pasi
HeoOXiTHOCTi — IpOBefieHHS MiATPUMYBaJIbHOTO JIIKyBaHHSI.

ETopukokcub He BUBOOUTHCS IIPHU T'eMOialli3i; HeBiIOMO, Y BUBOJUTHLCS IIpernapaT Ipu MPOBedeHHi
IIePUTOHEAaIbHOTO Aiali3y.

ITo6iuni peakuii.

Beameka 3acTocyBaHHS €TOPUKOKCHOY OLiHIOBanach y IMPOIeCi KITiHIYHUX OOCIigKeHb 3a y4acTIo
9295 namieHTiB, BKJII0Yai04y 6757 malieHTiB 3 0CTE0apTPUTOM, PEBMATOIIHUM apTPUTOM, XPOHIYHUM
00j1eM y HUKHiM 4aCTUHI cIuHU a00 aHKiNno3yio4uM CroHguiToM (mpubnusno 600 maiieHTiB 3
0CTE0apTPUTOM a00 PEBMATOITHUM apTPUTOM ONEPKYBaJIU JIiIKYBaHHS MPOTIToM 1 poky abo [moBIIe).

ITig yac kmiHiYHEX HOCTimXKeHb MPodins HeOakaHUX SIBUIL OYB OMHAKOBUM Y IAIliE€HTIB 3
0CTE0apTPUTOM a00 PEBMATOITHUM apTPUTOM, SIKi 3aCTOCOBYBA/IM eTOPUKOKCHO MpoTsaroM 1 poky a6o
OOBIIIE.

Y npoueci KITiHIYHOr0 AOCIIIXKEHHS 3a y4aCTIO Ialli€HTIiB i3 TOCTPUM IOJarpuyHUM apTPUTOM
eTOpuKOoKCcuO nmpu3Haydanu B f03i 120 Mr 1 pa3 Ha go0y npoTsrom 8 mHiB. IIpodint HeOaxkaHUX STBUII
y LIbOMY OOCIigKeHHi OyB y IIiToOMy TaKUM CaMUM, K y JOCTiIXKEeHHSIX 3a y4acTIO MallieHTiB 3
0CTE0apPTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIYHUM 00JieM Y HUXKHiM YaCTUHI CIIMHHU.

Y nporpami oniHKu 6e3NeKu OJ1s CeplieBO-CYAUHHOL CUCTEMHU 3@ aHUMU TPHOX KOHTPOIHOBAHUX
[OCTiAKeHb 3 aKTUBHUM IIperapaToM MopiBHAHHS 17412 malfieHTiB 3 0cTe0apTPUTOM abo



PEBMaTOIIHUM apTPUTOM OTPHUMYBaX eTOpUKOKCcUO (y mo3ax 60 Mr abo 90 Mr) B cepeqHLEOMY
BIIPOMIOBXK MpuOiu3Ho 18 Mmicsiris. axi mpo 6e3meky Ta Oinbin meTanbHa iHGOpPMAIlis mMpo I
IIporpaMy IpefcTaBiieHi B po3aini «®apMaKosIoTriyHi B1aCTUBOCTI».

Y npoueci KiHiYHUX JOCTiAXKEHD 3@ y4aCTIO MAlli€eHTIB i3 TOCTPUM Hic/isionepaiitHuM 601eM micys
CTOMAaTOJIOTiYHUX, abOoMiHaTbHO-TIHEKOIOTiYHUX XipypPriuHUX BTPY4YaHb, BK/IIOUAIOYU

1222 marienTH, gKi 3acTocoByBanu eTopukokcub (y mo3ax 90 mr a6o 120 mr), mpodins HebakaHUX
SBUII OyB y I[IZIOMy TaKUM e, SIK Y JOCITi?)KeHHIX 3a y4acCTIO MaI[iEHTiB 3 0CTE0aPTPUTOM,
PEBMaTOIIHUM aPTPUTOM Ta XPOHIUHUM 60eM y HUKHIM YaCTUHI CIIMHU.

[Tpo HUXK4Ye3a3HaueHi T00iYHi peakilii MOBiTOMIIANIOCEH 3 GiNIBIIIOI0 YaCTOTOIO IIPH 3aCTOCYBaHHi
mpernapary, Hix miaiebo, y mpolleci KITHIYHUX JOCTigXKeHb 3a y4aCTIO MalliEHTiB 3 0CTE0APTPUTOM,
PEBMaTOIIHUM apTPUTOM, XpPOHIUHUM 00JIEM Y HUXKHIN YacTUHI CIMHU ab0 aHKiIO3yI0UuUM
CIIOHMIMIIITOM, $IKi 3aCTOCOBYBaju eTOPUKOKCHO ¥ mo3i 30 mr, 60 Mr a6o 90 mr nmpoTsarom 12 TUXHIB
(mocmimxenHs 3a mporpaMoio MEDAL, KOpOTKOCTPOKOBI HOCITiIXKEHHS IIOA0 TOCTPOro 00JII0 Ta
IIOCTMapPKETUHTOBUM OOCBIM).

Tabnus 2
Krac cucteMu opraHiB [To6iuni peakiii KaTeropis
JacToTu*
[HdeKIril Ta iHBa3il AITbBEOJISIPHUM OCTHUT JacCTO
racTPOEHTEPUT, iHQEKIIil BepXHiX AUXaNlbHUX IIISAXIB, |HEYaACTO
iH(DeKITil CeHOBUBIAHOTO TPAKTY
3 60Ky KpoBi i mimbaTuyHoi [aHEMis (MepeBazkHO B pe3ybTaTi IIIYHKOBO-KUIIIKOBOI |[HEYacTo
CHCTEMU KPOBOTEYi), JIGHKOIEeHist, TPOMOOIUTOIIEHisT
3 00Ky iMyHHOI CUCTEMHU rinepuyTamBicTs " HEeYacTo
QHTiIOHEBPOTUYHUM HaOPSK, pioko
aHa(inakTU4YHI/aHA]ITaKTOIAHI peakiiil, y TOMy YUCIIi
MoK
Po3napu MeTabomiaMy i HaOpSIKM/3aTPUMKA PiduHA JaCTO
Xap9yBaHHS 3HUKEHHS a00 IMOCUJIeHHS aleTUTY, 30iTbIIIeHHS Macu |[He4YacTo
Tina
[lcuxiyHi TOPYyIIEHHS TPUBOXKHICTh, AEINIPECis, MOTipLUIeHHS PO3yMOBO1 HEe4YacTo
MisITBHOCTI, TaTIOIMHALLT
CILTYTaHiCThb cBimoMocTi’, HecmokiliHuit ctan’ pigKo
3 00Ky HEPBOBOI CHCTEMHU  [3allaMOPOYeHHS, TOJIOBHUM Oilb JacTO
nucren3is, 6e3COHHS, TapecTesisa/rinecreais, He4YacTo
COHJIUBICTH
BHYTPIITHBO-4YEePEIHUNM KPOBOBUJIUB JacToTa
HeBigoMa
3 OOKy opraHiB 30py HEYIiTKICTb 30Py, KOH IOHKTUBIT HEeYacTo
3 00Ky opraHiB clyxy i [IIyM Y ByXaX, 3allaMOpPO4YeHHs He4YacTo
BeCTUOYISIPHOTO anapaty
3 Goky cepus BiM4yTTS CepreOUTTs, apUTMis’ 4acTOo
(hiOpumsITisa mepencepms, TaxiKapniﬂ*, 3acCTiliHa ceplieBa [He4acTo
HeooCTaTHICTh, Hecnenudiuni aminu Ha EKT,
cTeHOKappis', indapkT Miokapaa®




3 00Ky CyAMHHOI CUCTEMHK  [rinepTeH3is JacTo
TIPUILTMBY KPOBi, IOPYILIEHHS MO3KOBOT0 KpoB0oGiry’, [HedacTo
TpaH3UTOpHA illleMiuHa aTaka, TilepTOHIYHUN Kpu3’,
BaCKYJIT'
TPOMOO03 IITUOOKUX BEH JacToTa
HeBigoMa
3 00Ky AuXanbHOI CUCTEMH, [6porxocmasm’ JaCTO
OpraHiB rPy;HOl KIITKM i |kamens, [UCIHOE, HOCOBA KPOBOTEYaA HEeYacTo
CePENOCTIHHSA lereseBa eMOOJIist yacToTa
HeBizoMa
3 6oky IIIKT 6in1b y KUBOTI myKe 9acTo
3aII0p, METEOPU3M, TACTPUT, IEUisl/KNCIOTHUN 4acTo
pedoKc, miapes, IUCIENCisa/qucKoMbOPT y misgHIi
emiracTpisi, HymoTa, O/M0BaHHS, €30¢arit, BUpa3Ku B
POTOBI TOPOKHMHI
BOYTTS XKMBOTA, 3MiHa XapakKTepy MepUucTaabTUKI He4YacTo
KUIIEYHUKY, CYXiCTh V POTi, TaCTPOAyOfeHa IbHi
BHMPa3Ky, IENTHYHI BUPAa3KH, Y TOMY YHUCIIi mepdoparis
i KpoBoTeya IIKT, cuHApOM MOAPa3HEHOT 0 KUIIEYHUKY,
MaHKpeaTuT'
3 60Ky remartobinmiapHoi minsuinenss AJIT, migsumenus ACT 4acTo
CUCTEMU remaTuT pigKo
MeyiHKOBa HeJOCTATHICTE', JKOBTAHUL pimko'
3 00Ky LIKipH i mMigmKipHOI |eKxXiM03 JacTo
KITITKOBUHU HaOpsiK 001MY4st, cBepOiX, BUCUIIAHHSA, epuTeEMa’, HE4acTo
KPOIWB' THKa'
curapom CriBeHCa — II3KOHCOHA', TOKCUYHUH pinKoT
emimepManbHKi HEKpoi3', cTilika MeIuKaMeHTO3Ha
epureMa’
3 60Ky OITOPHO-PYX0BOI CIIa3MU/CYyJOMHU M’ 53iB, CKEIETHO-M I30BUH HEe4acTo
CHCTEMHU i CIIOJIyYHOL OiTb/CKYTICTB
TKaHUHU
3 00Ky HUPOK i IPOTEIHYpid, MiABUIIeHHS PiBHS KpeaTUHIHY B HEe4acTo
CEUOBUTIIIBHOI CUCTEMHU CHPOBATI] KPOBi, HUPKOBA HEOCTATHICTE/IUCHYHKIis
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHS»)
[TopylleHHS 3arajbHOT0 ACTeHisT/BTOMa, IPUIONONiIOHI CHUMIITOMHU 4acTo
CTaHy Ta
[IOPYIIEeHHs, 0B’ g3aHi 31 Oinb y rpynHil KiiTHi HEe4acTo
cr1oco60M 3aCTOCYBaHHS
JTabopaTopHi JOCHimXKeHHs [TiIBUIIEHHS PiBHS a30Ty CEUOBUHU KPOBI, MiIBUIIIEHHS [HEYACTO
piBHSA KpeaTuH(pocPoKiHasy, rimepkaiiemis,
MigBUIEHHS PiBHS CEY0BOI KMCIIOTH
SHUXKEHHS PIBHS HATPIiO B KPOBI PigKO

* KaTeropist 4aCcTOTH BU3HAYAETHCS AJISI KOXKHOTO TEPMiHY ITOOGIYHOTO SIBUIIlA 3@ YaCTOTO0 B 6a3i
OaHUX KITIHIYHUX OOCIigXKeHb: AyKe 4acTo (=1/10); gacto (=1/100, <1/10); meuyacTo (=1/1000,
<1/100); pigko (=1/10000, <1/1000); my=xe pigko (<1/10000).

*TToGiyna peakiia imeHTHdIKOBaHA y IPOIeCi TOCTMAapKeTHHI0BOTO CIIOCTepekeHHs. YacToTra
BH3HayYaJjacs 3a MaKCHMaJIbHOIO0 YaCTOTOIO0 ¥ KIiHIYHUX OOCTioXKeHHAX (HaHi 3i0paHi 3a
3aTBEPOXKEHUMHU ITOKa3aHHIMHU Ta [03aMHu).

"Kareropis yacToTu «pinKo» BU3Hadasnacs BinmosinHo go Guideline on summary of product




characteristics (SmPC) (2-11 mepernsn, Bepecersb 2009) Ha migcTaBi po3paxoBaHOl BePXHBOI MeXi
95 % [I s 0 s1BUIIT 3 ypaXyBaHHSIM KiJTbKOCTI YYaCHUKIB, IKi mpuiiManu Jlikapchkuii 3aci6 ETopa, B
anamisi garux III pas3wu, 00’emHAHUX 3a [03010 i moKa3aHHIM (n=15470).

*TimepuyTnMBICTL BKIIOYAE HOHATTS: ajleprid, MefuKaMeHTO3Ha ajepris, MeAuKaMeHTO3Ha
TilepyYyTIUBICTh, TiIEePYYTIUBICTD, TIIEPUYTIUBICTE HEYTOYHEHA, peaklis rinepyyTIUBOCTI 1
HEyTOYHEeHa aJjieprid.

*3a pesynpTaTaMy aHaji3y TPUBAIKX, KOHTPOIbOBAHMX 3@ JOIIOMOTOI0 IIane60 Ta aKTUBHOTO
IperapaTy MOPiBHSIHHS KTHIYHUX HOCTiIXKeHb, ceneKTuBHi inribitopu LIOT-2 Oymu moB’si3aHi 3i
30iNbIIIEHHSIM PU3UKY BUHUKHEHHS CEePUO3HUX apTepiaTbHUX TPOMOOTHYHUX TIOMIHM, BKIIIOUAl0Yn
iHdapKT Miokapaa Ta iHCynbT. ba3ylounch Ha HasIBHUX [laHUX, MaJIOMMOBIPHO, 1110 30i/IbIIEHHS
a0COMIOTHOT'O0 PU3UKY BUHUKHEHHS TaKUX SBUII TepeBUIUTEL 1 % Ha pik (HedacTo).

[Tpu 3actocyBanHi HII3IT noBimomsiiocs Ipo Taki cepiio3Hi mobiuHi peakilil: HeQPOTOKCHUYHICTD,
BK/II0UAIOYH iHTepCTUIliabHUY HehPUT i HePpOTUYHKI CUHPOM, TOMY HEe MOXKHAa BUK/TIOUATH iX
BUHUKHEHHS IIPU 3aCTOCYBaHHI €TOPUKOKCHUOY.

38imysaHHA Npo nido3pro8aHi nobiuHi peakuii

BaznuBo 3BiTyBaTH IIPO Mif03pioBaHi MobiuHi peakilil micis peecTpallil Tikapcekoro 3aco0y. Lle mae
3MOT'y ¥ HafaJli KOHTPOJIIOBATY CIIiBBIAHOIIEHHS KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI JIIKapPCHKOT0
3aco0y. KBaniikoBaHux NpaliBHUKIB ¥ Tay3i 0XOPOHU 300POB’SI IPOCATH MOBIIOMIISITH PO BCi
migo3proBaHi mMobGiyHi peakiii.

Tepmin npudamHocmi.

4 poxKH.

YMoBH 30epiranns.

He notpe0bye crenianbHUX TEMIIepaTyPHUX YMOB. 36epiraTy B OpUTiHaIbHIM YIAKOBLI [T 3aXUCTY
Bif Bostoru. 36epiratu y HeIOCTYIIHOMY /ISl OiTeM MicCIii.

YnakoBka.

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

Kareropis Bigmycky.

3a pelenToM.



BupoOHHK.
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