IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

ETEPIKOKC

(ETERICOX)

CKnao:
0itoua peuosuHda: eTOPUKOKCHO;
1 TabneTka mictuts 30 Mr, 60 Mr, 90 mr a6o 120 Mr eTopuKoKCuOy;

donomidcHi peyosuHu: KaJblIliio rimpodocdart, 1eno3a MiKpOKpHUCTaliyHa, HaTPiio
KPOCKapMeJio3a, MarHilo cTeapar;

o6osoHka mabaemku: onagpait I1 6inuit 31K28459 (tutany miokcun (E171), nakto3u
MOHOTIApAaT, TiTpoMeno3a, TPUALeTHH).

JIikapcbka ¢opma. TabrmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.

OcHosHi (pizuko-ximiuHi 81acmueocmi: 6111l KPYTIIi mBOOMYKIIi TaGIeTKy, BKPUTI ITiBKOBOIO
000J10HKO10, 3 TUCHeHHAM «E9OX» 3 omHOro 60Ky i «30» abo «60», abo «90», abo «120» 3 iHIIOTO
00Ky .

dapMakoTepaneBTHYHA rpymna. HecTepoinHi mpoTr3anaibHi Ta IPOTUPEBMaTUYHI IIperapaTy.
Kokcubu. Kog ATX M01A HO5.

dapmakon02iuHi eaacmueocmi.
®apmakoOuHamika.
MexaHi3M mii.

ETOpHKOKCHO € IepopaJbHUM CeJIEKTUBHUM iHTibiTopoMm nukmookcurenasu-2 (LJOI-2) y mexkax
KJIIHIYHOTO [ialla30HY [03.

V xopmi KniHiYHEX (hapMaKOIOTiYHUX [OCITiIKEeHsL eTOPUKOKCHUO N0303anexkHo inrioysas LIOT-2
6e3 iurioyBanus LIOI'-1 mpu 3acTocyBaHHi ¥ go3ax mo 150 mMr Ha goOy. ETopukokcub He
iHribye cMHTE3 MpOCTArJaHOUHIB IUTYHKA Ta He BIIJIUBAE Ha (PYHKIIO0 TPOMOOITUTIB.
[lukmookcureHasa BifiTIOBiga€ 3a YTBOPEHHS IIpOCTarjaHAuHIB. [neHTH(}IKOBaHO ABi



izopopmu — LJOTI'-1 i LIOT-2. LIOT'-2 € i3o¢opmoio PepMeHTy, 110 iHAYKYETHCI iMITyIECOM
IIpo3anayeHHs Ta PO3TNIANAEThCI IK OCHOBHUY (PAKTOp, IKUM BifIIOBia€ 3a CUHTE3
IIPOCTAHOITHUX MefiaTopiB 600, 3amanenHs i rapsuku. [IOI-2 TakoxK 3afisHa y Impolecax
OBYJIAIIl, iMITJTaHTAIll Ta 3aKPUTTS apTepialbHOI MPOTOKY, PETYNALil PYHKIIiI HUPOK i
IIeHTpabHOI HEPBOBOI CUCTEMHU (IHAYKIIiS rapsiyky, BiguyTTsd 60110, KOTHITUBHA (DYHKIIiS).
Takox MoxKe OpaTu y4acTh y Ipolieci 3aroeHHs Bupa3ok. LIOT-2 Oymno ineHTudiKoBaHO y
TKaHWHI HaBKOJIO BUPA3KM IIJIyHKA y JTIOAWHY, ajle 3HaYeHHS [IJIs 3aTOEHHS BUPa3Ky He
BCTQHOBJIEHO.

EdQeKTUBHICTE.

Y malieHTiB 3 0CTE0apTPUTOM eTOPUKOKCHO y mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO IOKpAIllye CTaH MIpU
005X Ta OLIHKY Malli€eHTa IIO0JI0 CTAHy 3aXBOpIoBaHHS. Lli MO3UTHBHI e(peKTHU CIIOCTEpiraaucs Bxe Ha
OpyTui IeHb JTiKyBaHHS i 30epiranucs IpoTsaroM nepiogy 0o 52 THUXKHIB. Y X0[i OCTigXKeHb i3
3aCTOCYyBaHHSIM eTOpuKOKcuOy B m03i 30 Mr 1 pa3 Ha mo0y eheKTHBHICTh LIHOT'O JIIKAaPCHKOTO 3aC00y
nIepeBuIlyBasa 1ianebo npoTaroM 12 TUKHIB JTiKyBaHHS (BUKOPUCTOBYBAIMCS OIIHKH, 1110
3aCTOCOBYBa/IMCA B iHIIKUX JOCHimxKeHHX). [Tif yac mocnimkeHHS migbopy no3u eTOPUKOKCUO y mo3i
60 Mr meMoHCTpyBaB 3Ha4YHO OiNbIll BUpaxKeHe MOKpallleHHs, HiXK B 103i 30 Mr, BigTHOCHO ycix 3
OCHOBHUX KIiHIIEBUX TOYOK IIiC/Is1 6 TUKHIB JIiIKyBaHHS. 3aCTOCyBaHHS 003U 30 MI IIPX OCTE0apTPHUTI
KUCTi He BUBYAIOCA. Y TAIliEHTIB 3 peBMaTOIDHUM apTPUTOM eTOPUKOKCcuO y 7o3i 60 mr ta 90 mr 1
pa3 Ha no0y 3HaYHO [TOKpalllyBaB CTaH CTOCOBHO BUPaXKeHOCTi 6010, 3amajieHHs], a TaK0X
pyxnuBocCTi. Y xomi mocimxkeHb 3 omiHku 703 60 Mr ta 90 Mr no3utuBHi epekTu 36epiranucs
npoTsaroMm 12-TuxKHEBOTO nepiony nikyBaHHs. OO0umBa H03yBaHHS €TOPUKOKCHOY — 60 Mr 1 pa3 Ha
no6y ta 90 mr 1 pa3 Ha o0y — Oymu 6inbin edekTuBHI, HiXK maane6o. [Jo3a 90 Mr Oyna edeKTHBHIIIa,
HiXK mo3a 60 Mr, BiAmoBimHO Mo 3aranbHOI oLiHKY 0050 namieHTiB (0-100 MM BidyasbHa aHaAIOroBa
IIKana), i3 cepegHiM nmokpaineHHsaMm -2,71 mum (95 % I [moBipuunii inTepBan]: -4,98 mm, -0,45 Mm).

Y manieHTiB 3 HaagaMu TOCTPOTO IOJArPUYHOT0 apPTPUTY eTOPUKOKCHO v mo3i 120 Mr 1 pa3 Ha moby
npoTsaroM 8 gHiB monermryBaB 0ib y cyrio6ax cepegHboro i TSXKKOr0 CTYIEHS Ta 3alaleHHs
TIOPiBHSIHO 3 iHmoMeTanuHOM Yy 0o3i 50 Mr 3 pa3u Ha 0o0y. 3MeHIIeHHST BUPaXKeHOCTi 60110
CIIOCTEPIraeThCA BXKe uepe3 4 TOAVHU IIiCNIA II0YaTKy JIiKyBaHHA. Y IAl[l€HTiB i3 aHKIJI03UBHUM
CIIOHAUIIITOM eTOpUKOKCUO y mo3i 90 Mr 1 pa3 Ha o6y 3abe3nedye 3HaYHe MTOKPAlleHHs Ipu 600 ¥
xpeOTi, 3amaneHHi, 00MeXeHHi PyXiB, a TAaKOXK MOKpallye GyHKIIOHANbHY 3naTHICTh. KiiHiuni
IiepeBaru eTOPUKOKCUOY CIoCTepiranucs Ha OPYTUY IeHb Mic/Is Io4YaTKy Teparii i 36epiramucs
YIIPOZOBXK 52-TUXKHEBOI'0 IepioAy JIiKyBaHHSA. Y XO4i APYroro OOCIIiAXKEeHHS 3 OLIHKY J03U 60 Mr
TOPiBHSAHO 3 103010 90 Mr eTopukokcub y mo3i 60 mMr 1 pa3 Ha o6y Ta 90 Mr 1 pas3 Ha moby
IIPOIEMOHCTPYBaB CX0XKY e(eKTUBHICTh OPiBHAHO 3 HanpokceHoM 1000 Mr mogeHHo. Y MallieHTiB,
110 He JeMOHCTPYBaJIU afleKBaTHOI BifITIOBiAi Mmif Yyac 3acTocyBaHHA [03u 60 MT IOJeHHO IPOTATOM
6 TUXKHIB, migBUIIEHHS 003U 00 90 MT II0JeHHO MOKPAIIYBaJIO OLIHKY iHTEHCUBHOCTI O0JII0 V¥ CIIMHI
(0-100 MM Bi3yanbHa aHalIOrOBa IIKaia) IOPiBHSIHO 3 IPOMOBXKEHHAM IMpritoMy 60 MT IIOOeHHO, i3
cepenHiM nokpaieHuam -2,70 mm (95 % [I: -4,88 mm, -0,52 MMm).

[Tig yac KmiHiYHOTO JOCTimXKeHH micasonepaliiinoro 3y0Horo 6010 eTopukKokcub y no3si 90 mr
3acToCcoByBaBCs 1 pa3 Ha 700y 40 TPhOX AHIB. Y migrpymi namieHTiB 3 moMipHuM 00jIEM B
II0YaTKOBOMY CTaHi eTOpUKOKCHO ¥ mo3i 90 MT meMoHCTpyBaB 3HeO0II0BaIbHUM edeKT, MOmiOHUMN 10
takoro B ibynpodeny 600 mr (16,11 npotu 16,39; P = 0,722), i nepeBuiiryBaB epeKT
napateTtamony/komgeiny 600 mr / 60 mr (11,00; P < 0,001) i mmane6o (6,84; P < 0,001), m10
BHM3HAYaJIOCS 3a IIOKA3HUKOM ITOBHOTO IoJerieHHs 6010 yepe3 6 rogun (TOPARG). KinbkicThb
TIAIiE€HTIB, SIKi IOBIIOMIISNIM PO 3aCTOCYBaHHS JiKapChKUX 3aC00iB eKCTPEHOT0 3HEe00IeHHS
npotsiroM 24 roguH, cknana 40,8 % y rpyni 3actocyBaHHS eTopukokcuOy 90 mr, 25,5 % y rpymi
3acTtocyBaHHS iOympodeny 600 Mr KoxKHi 6 roguH i 46,7 % y rpyIi 3acToCyBaHHS



nmapateTtamony/komgeiny 600 mMr /60 Mr KoXHi 6 TOOuH MOPiBHSHO 3 76,2 % malli€eHTiB, SIKi mMpuitManu
nnane6o. Y 11boMy [OCTiIKeHH] M0YaTOK aHaITre3uBHOI [ii (BimuyTHe monermenHs 60m10) 90 mr
eTOPUKOKCUOY CITOCTEpirasocs Bxke yepes3 28 XBUJIUH ITiCIII IPUHOMY JTiKapChKOT0 3ac00y.

besneka.

MixHapoaHa OOCTiIHUIIbKA TPOrpaMa TPUBAJIOT0 3aCTOCYBAaHHS eTOPUKOKCUOY i muKIobeHaKy Ipu
aptputi (MEDAL).

[Tporpama MEDAL 6yna IpocneKTUBHO PO3p00I€HOI0 IPOTrpaMoi0 BifTHOCHO Pe3y/IbTaTiB 00
6e3neku 3 00Ky CepleBO-CYOUHHOI CUCTEMH, OTPUMAHUX 3a 00’ €HAHNUMU HAaHUMU TPHhOX
PaHOOMi30BaHMX, IOMABIMHO CIIIKX, KOHTPOJILOBAHUX AKTUBHUM JIIKapPCHKHUM 3aCO00M IOPiBHSIHHS
gociimxens (mocninxenas MEDAL, EDGE 11 i EDGE).

Y mocnipxenni MEDAL, 1o Oyso HanpaBiieHe Ha BU3HAUEHHS BIIJIUBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yyacTh 17804 nanientu 3 octeoapTputoM (OA) i 5700 — i3 peBMatoigauM aptputoM (PA), axki
3acTocoByBanu eTopukoKkcub y mo3i 60 mMr (OA) uu 90 mr (OA i PA) abo muknodeHax y mo3i 150 Mr Ha
noOy mpoTsroM B cepeguboMy 20,3 micsig (MakcumanbHo — 42,3 Mmicsns, Meniana — 21,3 micans). ¥
IIbOMY HOCiKeHHi Oymu 3adikcoBaHi TibKK cepito3Hi mobiuHi peakilii i TPUNIUHEHHS ITPUoMy
niKapchKOro 3aco0y BHACIIIIOK BUHUKHEHHS Oyab-aKUX MOOIYHUX pPeakiliii.

Y xomi gocnipzkens EDGE i EDGE II nmopiBHIOBanu IUTyHKOBO-KUIIKOBY TEPEHOCUMICTh €TOPUKOKCUOY
i mukmodenaky. Y gocnigxenHi EDGE 6panu yyacts 7111 nauienTis 3 OA, siKi 0OTpUMYyBaIn
eTopukokcub y mo3i 90 mMr Ha moby (y 1,5 pasa Bullle peKoMeHI0BaHOl go3u As nikyBaHHS OA), abo
nukiodpeHak y mo3i 150 mMr Ha o6y npoTsaroM B cepenaboMy 9,1 Micsig (MakcuMyMm — 16,6 micsis,
Mepmiana — 11,4 micsiug). Y nocnigxenni EDGE II 6panu ygacts 4086 matieHTis 3 PA, gki
OTPUMYBaJH JIiKyBaHHS €TOPUKOKCHUOOM y 1o3i 90 Mr Ha mo0y abo mukimoderHakoM y nosi 150 Mr Ha
noOy mpoTsiroM B cepemuboMy 19,2 micsans (MakcumyM — 33,1 Micsitig, MemiaHa — 24 micsii).

Y 06’egnaniit mporpami MEDAL 6panu yuacts 34701 namienT 3 OA i PA, ski oTpuMyBanu JIiKyBaHHS
YIIPOMOBXK mepiony B cepemuboMy 17,9 micsus (Mmakcumym — 42,3 micsus, MemiaHa — 16,3 Micsis);
npu6bnusno 12800 mamieHTiB oTpuMyBany JiKyBaHHS IoHaA 24 Micsir. Y malfieHTiB, 3apeecTpoBaHuX
y 1i# mporpami, 6ynu pi3Hi MOYaTKOBI YUHHUKYU PU3UKY CTOCOBHO CEPIIEBO-CYOUHHOI CUCTEMH i
IIJTyHKOBO-KUIIKOBOTO TpakTy (IIIKT). ITamienTy 3 HelofaBHO TepeHeceHUM iHpapKTOM MioKapaa,
A0PTOKOPOHAPHUM ITYHTYBaHHSAM a00 4epe3IIKipHOI0 KOPOHAPHOIO aHTiOMIaCTUKO YIIPOIOBXK 6
MICSIIiB 1o peecTpaliii B JoCimKeHHI OyIu BUKIIOYEH] 3 HOCITimKeHHs. Y HoCTigXKeHHAX 6yI0
I03BOJIEHO 3aCTOCYBaHHS I'aCTPOIIPOTEKTOPHUX JIiIKapChKUX 3ac00iB i alleTUIICaTiUIOBOI KUCIIOTH Y
HU3BKUX [03aX.

3aeasnvHa 6e3nexa.

He 6y7no cyTTEBUX BiIMiHHOCTEH Y YaCTOTi TPOMOOTUUHUX CEPLEBO-CyAUHHUX YCKIaAHEHb IIPU
3aCTOCyBaHHI eTopuKOKcuOy i quknodenaky. KapmiopenanbHi mobiuni peakiril gacriie
CIIOCTepiranucs Ipu 3acTOCyBaHHI eTOPUKOKCHUOY, HiXK AuKIodeHaKy; el edhekT OyB 10303aIeKHUM
(meTanbpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60Ky IIKT i meyinky BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOpUKOKCHOy. YacToTa BUHUKHEHHS MOOIYHUX
peakuiit B gocnigxenusx EDGE i EDGE II, a Takox mo6igyHUX peakliiii, 110 PO3rIsifanucs K
cepro3Hi abo Taki, 110 MPU3BOAATH 40 BigMiHM JTiKapchbKoro 3aco0y B mocnimxenni MEDAL, Gyrna
BHUIIOI0 IIPX 3aCTOCYBaHHI eTOPUKOKCHUOY, HiXK AUKIIOhEHAKY.

Besneka 8i0HOCHO cepy,eg8o-cCyOuUHHOI cucmemu.

YacToTa migTBEpAXKEeHUX TPOMOOTUYHUX CEPIIEBO-CYIUHHUX CEPUO3HUX MOOIYHUX peakLii



(BrIIO4aouM peaxiril 3 60Ky cepils, 11epebpoBacKyIsIpHi peakiiii i peakilii 3 00Ky nepuhepudHux
cynuH) Oyra OPiBHSHHOIO ¥ eTOPUKOKCUOY i guknodeHnaky (maHi migcymosano B Tabnuui 1). He 6yrno
CYTTEBUX BiIMIiHHOCTEM B MOKAa3HWKAX YAaCTOTU TPOMOOTHUYHUX YCKIIa[IHEHD IIPU 3aCTOCYBaHHi
eTOPUKOKCHUOY i muKIopeHaKy B yCix MpoaHali30BaHUX IMiATpyIax, BKIIOYa0uM MMaIlieHTiB i3
KapOioBaCKyIIpHUM pU3uKOM. [Ipu 0KpeMoMy po3riisfl BifHOCHUY PU3UK BUHUKHEHHS
HiATBEPOKEHNX CEPUO3HUX TPOMOOTHYHUX NMOOIYHMX peakiii 3 60Ky CepleBO-CyOUHHOI CUCTEMU IIPU
3aCTOoCyBaHHI eTOpuKOKCcuOy B 7031 60 Mr a6o 90 mr i guknodenaky B f103i 150 Mr 6yB 0GHAKOBUM.

Tabnuis 1

[ToKa3HUKY MigTBEPOKEHUX TPOMOOTHYHUX YCKIaTHEHb 3 00KY CEPIIEBO-CYOIUHHOI CUCTEMU
(06’emnana mporpama MEDAL)

ETOpuKOKCHO [TuknopeHak [[OopiBHAHHS MiX
(N =16819) (N = 16483) rpymnaMu

YcknamHeHHS 25836 nanieHTo-pokiB [24766 nalieHTO-pOKIB [TiKyBaHHS
[TOKa3HHUK' [TOKa3HUK' BimHOCHUY PU3UK
(95 % 1) (95 % 1) (95 % OI)

[TinTBeppKeHi cepiio3Hi TpoMOOTHYHI MOGIYHI peakilii 3 60Ky ceplieBO-CyIHHHOI CUCTEMU

3a IPOTOKOJIOM

1,24 (1,11; 1,38)

1,30 (1,17; 1,45)

0,95 (0,81; 1,11)

3a HaMipoM JIIKyBaTUCS

1,25 (1,14; 1,36)

1,19 (1,08; 1,30)

1,05 (0,93; 1,19)

[linTBepAKeHi yCKIafgHeHHs 3 60Ky cepls

3a IPOTOKOIIOM

0,71 (0,61; 0,82)

0,78 (0,68; 0,90)

0,90 (0,74; 1,10)

3a HaMipoM JIIKyBaTUCS

0,69 (0,61; 0,78)

0,70 (0,62; 0,79)

0,99 (0,84; 1,17)

[linTBeppaKeHi 1epeObpOBaCKYISIPHi YCKIafHEHHS

3a IPOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40)
3a HAMipoM 0,33 (0,28; 0,39) 0,29 (0,24; 0,35)
JTIKyBaTHUCS
[ligTBepOKeHi yCKNnagHeHHs 3 00Ky nepudepuyHux CyguH

3a MPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29)
3a HaMipom 0,24 (0,20; 0,30) 0,23 (0,18; 0,28)
JTiKyBaTUCS

1,08 (0,80; 1,46)
1,12 (0,87; 1,44)

0,92 (0,63; 1,35)
1,08 (0,81; 1,44)

'Yeknagaens Ha 100 malieHTO-POKIB.
I — moBipuuii iHTEpBAI.
N — 3arasbHa KiNlbKiCTb MAIli€HTIB ¥ MONYJIAIlil 3a IPOTOKOJIOM.

3a IPOTOKOJIOM: YCi YCKIafHeHHS IIi[l Yac JoCIimKyBaHol Tepartii abo nmpoTtsroM 14 pHiB micns ii
IPUNIMHEHHS (32 BUHATKOM IAIli€HTIB, AKi MpUUHSAIN < 75 % MOCITiAXKYyBaHOTO TiKapChKOro 3aco0y
abo mpuiiMany HeJOCTiXKyBaHi HeCTepOiAHi mpoTru3ananbHi 3acodu > 10 % Bcworo mnepioxny).

3a HaMipoM JIiKyBaTHCS: BCi MigTBepAXKeH] YCKIagfHEeHHS 10 3aKiHYeHHS AOCIIIXeHHS (y T. 4.y
IAI€HTIB, IKi MOTJIM 3a3HaTU BTPY4YaHHS, He OB’ I3aHOT0 3 JOCTIAXKEHHIM, 3 OHaIbIIUM
IPUNMHEHHSIM [IPUHOMY OOCHiIXKYBaHOT0 JTIKapChKOTO 3aco0y).

3arasibHa KinbKiCTh paHAOMi30BaHUX NalieHTiB: 17412 y rpyni etopukokcudy i 17289 y rpymi
nuKnodeHaxy.

[Toka3HUK CepleBO-CyIUHHOI CMEPTHOCTI, SIK i 3arajbHOI CMePTHOCTI, OyB MOAIOHUM y Tpyax



JIIKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.
KapodiopeHanvHi yCKAAOHEHHA.

[Tpubnusno 50 % marieHTiB, npuiHATUX y gocnigxkenus MEDAL, manu apTepianbHy TinepTeH3iio B
aHaMHe3l Ha I04YaTKOBOMY eTalll. Y IbOMYy HOCIIIIXKEeHHI 4acTOoTa IPUNUHEHHS JIIKYBaHHS YHACIIITOK
BUHUKHEHHS MO0IYHNX peaklliid, TOB’A3aHUX i3 apTepiasbHOIO TinepTeHsieo, 0yia CTaTUCTUYHO
3HAYHO BUIIOIO ¥ I'PYIIi 3aCTOCYBaHHSA eTOPUKOKCHUOY, HiXK y rpymi guknodenaky. YacTora Takol
no6iyHOI peakiril, SIK 3acTiliHa ceplieBa HEIOCTATHICTD (IPUIMHEHHS TPUMOMY JTiIKapChKOTO 3aco0y i
cepiio3Hi peakiiii), Oy/ia aHaNOriYHOW0 SK IPU IPUoMi eTopuKoKcuby 60 Mr, Tak i Ipu npuiomi
nukodeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS LIMX peakilili Oya BUIO0 IPU MIPUKHOMi
eTopukokcuOy 90 Mr nopiBHSHO 3 guKiIodeHakoM 150 Mr (CTaTHCTUYHO 3HAYYIIA Pi3HUIA IPH
npuiioMi eTropukokcuby 90 mr mopiBHsHO 3 150 Mr nuknodenaky B rpyni OA MEDAL). HYactoTa
IifTBepIKeHUX MOOIYHUX peakliil, OB’ A3aHuX i3 3aCTiHOI0 CEPIIEBOI0 HEJOCTATHICTIO (SBUILA, 1110
Oy cepio3HUMU i BUMarau rocuitanizailii abo HeBigKIamHOI monoMoru), 6yia He3HaYHO BUIIO0
IIPU IPUHOMi eTOPUKOKCHOY TOPiBHSIHO 3 mpuiioMoM aukinodeHaky 150 mr, i 1eit edeKT 3anexkas Bif
no3u. YacToTa IPUNMHEHHS JIiIKyBaHHS YHAC/IiIOK BUHUKHEHHS MOOIYHUX peakilili, 0B’ I3aHuX 3
Habpsikamu, Oyjia 3HAa4YHO BUIIOI0 IIPYU IPUHMOMi e TOPUKOKCHUOY TTOPIBHSHO 3 TPUHMOMOM OUKI0(PEHAKY
150 mr, i et edeKT 3aexkaB Bifl 103U (CTAaTUCTUYHO 3HAYYIIA Pi3HUIIST IPU IIPUHOMi € TOPUKOKCUOY
90 wmr, ane He eToOpuKoKcuOy 60 Mr).

KappiopenanbHi pe3ynbraTté, oTpuMaHti B gochigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, mpo
SKi roBimoMisiiocs B mociimkenHni MEDAL.

B okpemux gocrnipxenHsx nporpamu MEDAL a6comioTHa 4YacTOTa IIPUNMHEHHS JIiKyBaHHS B Oy[Ib-
SKi¥ Tpymi nikyBaHHS eTopukokcuOom (60 mMr abo 90 Mr) ctaHoBuma mo0 2,6 % Ipu apTepianbHin
rineprensii, o 1,9 % npu Habpsikax i 1o 1,1 % mpu 3acTiiiHiil ceplieBiit HEMOCTATHOCTI, IPU LIOMY
BHIIa YaCcTOTa BiMiHM JTiKapChKOT0 3aco0y cIiocTepiranacs y pa3i mpuiioMy eTopukokcu0y 90 mr,
Hix 60 wmr.

Pe3yivmamu wayHK080-KuwWK080i nepeHocumocmi 8 npoepami MEDAL.

3HaYHO MEHIINH IT0Ka3HUK BiIMiHU JTiIKApChKOTO 3aC00y BHACTIIOK BUHUKHEHHS OyIb-IKOTO
KJTiHiYHOTO ycKnagHeHHs 3 60Ky IIKT (Hanpukiap gucrencii, abmoMiHanbHOTo 007110, BUPA3KH)
CIIOCTepiraBcs IPU 3aCTOCYBaHHI eTOPUKOKCHUOY, HiXK IUKIO(eHaKy, B KOXKHOMY 3 TPhOX AOCIIIXKEHD
nporpamu MEDAL. [Toka3HUKM BifMiHU TiKapChKOro 3acofy BHACTIOOK KITiHIYHUX peakilii 3 60Ky
IKT #a 100 marieHTO-pOKiB 3a Bech Iepiof OocigKeHHs O6ynu TakuMu: 3,23 O eTOPUKOKCHUOy i
4,96 gna puknodenaky B mocuimxkenHi MEDAL; 9,12 nnsg etopukokcu6y i 12,28 nnst pukinodeHaky B
nocrimxkenti EDGE; 3,71 nns eropukokcu0y i 4,81 ons guknodeHnaky B gocnigxkenHi EDGE II.

Pesyiemamu npozpamu MEDAL uw,000 6e3neku 015 IIIKT.

3aranbHi peakiii 3 60Ky BepxHboro Bigminy IIKT Oynu Bu3HaueHi sk mepdopatiii, Bupa3ku i
KpoBoTedi. [Tligrpyna 3aranbHuX peakiiii 3 60Ky Bepxuboro Biaminy IIIKT, sKi BBaxKanucs
yCKJIaflHEHMMH, BK/II0o4asa nepdopaiiii, o0CTpyKIil i ycKlafHeHi KpOBOTEYi; MiATpyna 3araabHuX
peaxtriit 3 60Ky BepxHboro Bimminy IIIKT, siki BBazkanucst HEyCKIagHeHUMHU, BK/II04Yalla HeyCKIafHeHi
KPOBOTEUi i HeyCK/TagHEeHi BUPa3KK. 3HAYHO MEHIINH ITOKA3HUK YaCTOTH 3arajibHUX peakiriii 3 60Ky
BepxHix BimminiB IIIKT cmocTepiraBcs mpu 3acToCyBaHHI eTOPUKOKCUOY, Hixk muknodeHaky. He 6ymno
CYTTEBOI Pi3HUIII MiK eTOPUKOKCUOOM i IrKI0(peHaKOM 100 T0Ka3HUKa YaCTOTHU YCKITagHEHUX
peaxtiii. [I715 migrpymny TakKUxX peakiliii, sk KpoBoTeda y BepxuboMy Bigminmi IKT (06’egHaHi
yCKNafHeHi 1 HeycKiafHeHi), He Oy/I0 CyTTEBOI BiTMIHHOCTI MiXK €TOPUKOKCHOOM i fUKIOhEeHaKOM.
[TepeBara eTopukokcuby 1100 BIUIMBY Ha BepxHid Bigmin [IIKT mopiBHSHO 3 mUKIopeHakKoM He Oyiia



CTATHCTHYHO 3HAUYIIOIO V MAI[iE€HTIB, [0 OAHOYACHO 3aCTOCOBYIOTh aCIipHH B HU3BKUX J03aX
(mpubmu3Ho 33 % MallieHTiB).

[Toka3uuk yactoTy Ha 100 maIieHTo-poKiB MiATBEPAXKEHUX YCKIaJHEHUX i HEYCKTagHEHUX KIiHIYHUX
peakiiiii 3 60ky BepxHboro Bigminy IIIKT (nepdopauii, Bupa3ku i kpoBotedi) cranoBuB 0,67 (95 % [
0,57, 0,77) ipu npuiiomi etopukokcuby i 0,97 (95 % [I 0,85, 1,10) npu npuiioMi guKIoheHaKy, Ipu
IIbOMY BiffHOCHMY pu3uk ctanosus 0,69 (95 % I 0,57, 0,83). BusHauaBcs MOKa3HUK YaCTOTH
IiATBEPAKEHUX peaklii 3 60Ky BepxHboro Bipminy LIKT y nauieHTiB MiTHHOTO BiKy; HauOinblile
3HUKEHHS CIIOCTepiraaocs y nauieHTiB BikoM =75 poxkis (1,35 [95 % [1 0,94, 1,87] peakuii Ha 100
NaLiEHTIB-POKIB pU MpuioMi eTOpuKoKcuOy nopiBHsHO 3 2,78 [95 % [I 2,14, 3,56] mpu npuitomi
nuknodeHaxy).

[Toka3HUKM YaCTOTH IMiATBEPMXKEHUX KITIHIYHUX peakiliit 3 60Ky HuxkHbOr0 Bigminy IIKT (mepdoparis
TOHKOT0 ab0 TOBCTOr'0 KUIIEUHUKY, 0OCTPYKIIisi a00 KpOBOTe4a) CTaTUCTUYHO He BiPi3HANINUCS IPU
3aCTOCyBaHHI eTOPUKOKCUOY i quKIodeHaKy.

Pesyivmamu npozpamu MEDAL u,000 6e3neku 014 neviHKU.

ETopukokcub 6yB acoIifioBaHui i3 CTATUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOI BiIMiHM JTiIKAPCHKOTO
3aco0y yHACIiIOK BUHUKHEHHS MOOIYHUX peakIlii 3 60Ky MeviHKH, HiXK AukmodpeHak. Y o0’ emHaHin
nporpami MEDAL 0,3 % mallieHTiB, 1[0 3aCTOCOBYBaJld €TOPUKOKCHUO, i 2,7 % mallieHTiB, 1110
3aCTOCOBYBa/IM AUKIIO(PEHAK, TPUNUHIIN 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y BHACIIIOK BUHUKHEHHS
no0iYyHUX peakiil 3 00Ky nedinku. [Toka3uuk Ha 100 marieHTo-pokiB ctanoBus 0,22 npu
3aCTOCyBaHHI eTopukokcuOy i 1,84 mpu 3acTocyBaHHi muKIodpeHaky (p-3HaueHHs 0ymo < 0,001 mms
eTOpUKOKCcuOy MopiBHSAHO 3 guKiodeHakoM). [Ipote B mporpami MEDAL 6inbInicTs noGiYHUX peakin
3 60Ky neuiHnku Oyiu HeCcepHo3HUMHU.

[TonaTKOBi maHi 3 6e3MeKH I/ CepleBO-CYIUHHOI CHCTeMHM M0N0 TPOMOOTHYHUX YCKIaNHeHb. Y XOi

KJIiHIYHUX JOCTiIXKeHb, 3a BUHSATKOM OoCHigxKeHb mporpamu MEDAL, npu6nusso 3100
TaIliEHTIiB OTPHMYBaIM eTOPUKOKCHUO y mo3ax = 60 mr Ha moby yrmpomoBxk 12 THXKHIB i goBie.
He 6yn0 3Ha4yI10i BifMiHHOCTI MOKa3HUKIB MiATBEPOKEHUX CEPUO3HUX TPOMOOTUYHUX
CepIeBO-CyIUHHUX YCKIafHEeHb y MallieHTiB, IKi IpuiiManu eTOPUKOKCUO y 0o3i = 60 mr,
nane6o abo iumri HI133 [HecTepoigHi mpoTr3ananbHi 3aco0u] (3a BUHATKOM HAaIIPOKCEHY).
[IpoTe YacTOTa TaKWUX peakiliii 6yia BUIIOIO Y MAIli€HTIB, SKi OTPUMYBaIX €TOPUKOKCHO,
TIOPiBHSHO 3 TUMHU, XTO OTPMMYBaB HanpokceH y mo3i 500 mr 2 pa3u Ha 0o0y. BigMiHHICTB
AHTUTPOMOOTHYHOI aKTUBHOCTI Mix geskumu HII33, mo inribyiots LIOT-1, i cenekTuBHUMU
inriditopamu LIOI'-2 Mozke OyTH KITiHIYHO 3HAYYIIOIO Y MALiEHTIB TPYIU PU3UKY BUHUKHEHHS
TpoMboeMOomiyHUX yYCKIamHeHb. CenekTuBHi iHribiTopu 1IOI-2 3HUKYIOTh YTBOPEHHS
CHUCTEMHOTO (i ToMy, MOXKJINBO, €HA0TeNialbHOr0) IPOCTALUKIIiHY 6€e3 BIIUBY Ha
TpoMOouMTapHUY TpoMOOKCaH. KniHiuHe 3HaUeHHS IIUX HaHUX HeBimoMe.

[TomaTkoBi maHi momo 6e3nexku ousd [ITKT.

[Tig yac gBox 12-TUXKHEBUX MOABIMHO CHIINKX €HAOCKOMIYHUX OOCTIIXEeHb KyMYJIITUBHA 4aCTOTa
BUHUKHEHHS raCTPOLyOofeHaTbHIX BUPa30K OyJia 3HaYHO HUXKYOIO y MallieHTiB, IKi OTPUMYBaIn
JIiKyBaHHS eTOpUKOKCcHOoM y no3i 120 mMr 1 pa3 Ha moby, HiXK y MaIliEHTIiB, SKi OTPUMYBaJIU JTiKyBaHHS
HanpoKceHoM y 0o3i 500 mr 2 pa3u Ha no0y abo ibynpodernoM y go3si 800 mr 3 pa3u Ha fo0y. YacToTa
BUHUKHEHHS BUPa30K OyJia BUILOIO IIPHU 3aCTOCYBaHHI eTOPUKOKCHOY, Hix mane0o.

[NocnimxeHHs QYHKINI HUPOK Y NalliEHTIB IiITHLOTO BiKY.



Y xoni paHgoMi30BaHOTO, IOABIMHO CIINOTO, MIane00KOHTPOILOBAHOTO NOCIIIXKEHHS 3
mapajieIbHUMHU TPyIIaMU OILiHIOBABCS BIINIUB 15-0€HHOTO JIiKyBaHHS eTOpUKoKcuooM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HarmpokceHoM (500 mr 2 pa3u Ha go0y) i marebo Ha
BHMBEIEHHS HaTPilo 3 Ce4elo, apTepialbHUM TUCK Ta iHII IOKa3HUKU (YHKIil HUPOK y MNalli€HTIB Bif
60 mo 85 pokiB, 110 KOTPUMYIOThCS HieTu i3 BMicToM comi 200 MExB/mo6y. ETopukokcub, 1enekokcud
i HarpokceH Manu noxiOHUI BIJINB Ha BUBENEHHS HATPilo 3 cedelo NIpU 2-THXKHEBOMY JiKyBaHHi. Yci
aKTHBHI JIiKapChKi 3aCO0M MOPIBHSIHHS IMOKa3allHy MMiIBUIIEHHS BiTHOCHO Iale00 CUCTOJIYHOTO
apTepianbHOT0 TUCKY; IPOTE ETOPUKOKCUO aCOIlifoBaBCS 3i CTATUCTUYHO 3HAYYIIUM MiTBUIIEHHSIM Ha
14-¥ meHb MOPIBHSHO 3 I[eJTEKOKCUO0M i HAampOKCeHOM (cepenHs 3MiHa CUCTOJIIYHOTO THUCKY
IIOPiBHSHO 3 ITOYATKOBUM PiBHEM: eTOPUKOKCHO 7,7 MM PT. CT., IleJieKokcub 2,4 MM pT. CT.,
HampokceH 3,6 MM pT. CT.).

dapmMaxkoKiHemuxka.
Abcopbuis.

ETopukokcub mo6pe BCMOKTYETLCS IIPU IIepopabHOMY mpuiiomi. AGComoTHa Oi000CTYIHICTD
ctaHoBUTh nmpubau3no 100 %. ITicns mpuitomy 120 mMr 1 pa3 Ha mo0y IO HOCSTHEHHS PiBHOBAXKHOTO
CTaHy MaKCHUMaJlbHa KOHI[eHTpallis y Ij1a3Mi KpoBi (cepegHe reoMeTpuyHe 3HadeHH C,,, = 3,6
MKT/MJI) CIiocTepiraeThcst npubausno yepes 1 roguny (T,,,) MiCiIsS TpUAOMY JOPOCIMNMU HATIIE.
Cepepnne reomeTtpuute 3HadeHHsI AUC, ,,,, CTaHOBUTD 37,8 MKT XT0a/MI. Y Mexkax KIiHI4HOTO
mo3yBaHHS (apMaKOKiHETHKA eTOPUKOKCUOY € MiHilHO0.

[Tpu npuitomi eTopukokcudy y no3i 120 mr mig gac iy (ika 3 BUCOKUM BMIiCTOM KUpiB) He
CIIOCTepiranaoch BIJIUBY Ha CTYIiHb abcopOiiii eTopukokcuOy. [IIBuakicTs abcopbuii 3MiHIOBanIacs, 110
XapaKTepu3yBasioch 3HUKeHHAM C,., Ha 36 % Ta 30inpmenHsam T,,,, Ha 2 roguHu. Taki maHi He
PO3TIANAOTECA K KITiHiYHO 3Hauyum. ITig yac KmiHiYHUX HOCTigXKeHb eTOPUKOKCUO 3aCTOCOBYBaIU
He3aJIeXHO Biff IPUIOMY 1XKi.

Posnodi.

ETopukokcub mpubau3Ho Ha 92 % 3B’13yeThes 3 OiNKaMu MJ1a3MM KPOBi MIOOWHY 3 KOHIIEHTPAIiIMHU
Bim 0,05 mo 5 Mxr/mn. O6’eM po3nofiny npu piBHOBaxkHOMY cTaHi (Vdss) craHoBuTh mpubnusuo 120 i
y JIIOOVHMU.

ETopukokcub IpoHUKAE Yepes ITalleHTapHui 6ap’ep v MypiB Ta KPOJIiB, a TAKOXK Yepes
reMmaTtoeHIedanigaui 6ap’ep y mypis.

Memaboaism.

ETopukokcub akTHBHO MeTa0o0i3yeThcst, MeHIne 1 % mo3u BUIINISETHCS i3 CeYer y BUTISAII
He3MiHEeHOTO0 JiKapCchKoro 3acoby. OCHOBHUY IIIAX MeTabommi3My — 1e popMyBaHHS MOXigHOI 6'-
TiIpoKCHUMETHIY IIJITXOM KaTasidalii pepmenTamu murtoxpomy. CYP3A4 copuse metabomizmy
eTOpUKOKCcuOy in vivo. [locmigKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTa/li3yBaTl OCHOBHHUM IIISX MeTab0i3My, aje ix KinbKicHi
XapaKTepUCTUKU He BUBYAIIMCS in Vivo.

Y mopunu imeHTHUdiKoBaHO 5 MeTaboiTiB. OCHOBHUM MeTabo0IiToOM € 6'-KapOOKCHIIOBOI KUCIIOTH
IepUBaT eTOPUKOKCUOY, 1110 YTBOPIOETLCS MIPU MOAabIii oKcuaallil noxigHoi 6'-rigpokcumeTtuny. Li
OCHOBHi MeTaboiTi ab0 He BUSABINSIOTH aKTUBHOCTI, ab0 € cnaboakTuBHUMHU iHTibGiTOpamu LIOI-2.
2Kopew i3 1iux metabosmiTiB He iHriOye LJOT-1.

BuseOeHHs:.



[Ticns pa30BOro BHYTPIIIHHOBEHHOT'0 BBEIEHHS 300POBUM AOOPOBOIBLISAM 25 MI €TOPUKOKCHUOY,
MigeHOTr0 pamioizoTomnom, 70 % pamioaKTUBHOTO JIiIKaPCHKOTO 3ac00y BUBOOUTHCS i3 ceuelo i 20 % — 3
KaJIOM, TOJIOBHUM YMHOM Yy BUTJISIAI MeTabomiTiB. MeH1e 2 % BUBOOUTHCS Y BUTIISIAI HE3MiHEHOTO
JiKapChbKOTo0 3aco0y.

BuBeneHHST eTOpUKOKCUOY BimOyBa€eThCS MaizKe MOBHICTIO IIJISTXOM MeTab0Ii3My 3 IoaIbIIuM
BHBeJIeHHSIM HUPKaMu. PiBHOBaXHi KOHIIEHTpallii eTOPUKOKCUOY HOCATaloThCs uepe3 7 OHIB Ipu
3acTocyBaHHi y 103i 120 Mr 1 pa3 Ha go0y 3 MOKa3HUKOM KyMyJIAllil mpubiIu3Ho 2, 10 BiAmoBigae
nepiony HamiBBUBeOeHHS NMpuOnu3Ho 22 roguuu. KiipeHc mia3Mu KpoBi Micig BHYTPIIHbOBEHHOTO
BBE[IEHHS 25 MT JIiKapChKOTro 3ac0o0y CTaHOBUTEL IPuOIU3HO 50 MII/XB.

Oxpemi epynu nauieHmis.

[NamienTy niTHLOrO BiKy. PapMaKOKiHEeTHKA Y IAIli€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
mofi0HOI0 N0 papMaKOKIHETUKM Y MOJIOIIINX TAIli€HTIB.

Crath. ®apMaKkoKiHeTHKa €TOPUKOKCUOY € MOAIOHOI0 y YOJIOBIKiB Ta XKiHOK.

[opymenns GyHKINI nedinku. Y MaIli€eHTIB 3 TETKUM MOPYIIeHHIM QYHKIII nedinku (5-6 Oais
3a mkarsnoio Yaunna-I1'10) mpu 3acToCcyBaHHiI eTOPUKOKCUOY B m03i 60 Mr 1 pa3 Ha mo0y
cepenniv mokasHuK AUC npu6nu3Ho Ha 16 % OinmbInui, HiXK ¥ 3MOPOBUX AOOPOBOJIBIIIB MIPU
TAKOMY XK 003yBaHHI eTOPUKOKCHOY. Y Malli€HTiB 3 MOMipHUM MOPYLUIEHHAM (QYHKIII IeYiHKK
(7-9 6aniB 3a mkanow Yaunga-I1't0) mpu 3acToCcyBaHHI eTOPUKOKCUOY y mo3i 60 Mr uepe3
no0y cepepHiii moka3HuK AUC OyB mofi0HMI 10 TOKa3HUKA Y 3[[0POBUX AOOPOBOIBIIIB, SIKi
IpuiMainy eTopukokcub y mo3i 60 mr 1 pa3 Ha moOy I0JIeHHO; 3aCTOCYBAaHHS €TOPUKOKCHOY
B no3i 30 Mr 1 pa3 Ha 00y He BUBYAJIOCH Y il TpyIi maiieHTiB. HeMae kniHiuHUX a60
(dhapMaKOKiHETUYHUX JaHUX CTOCOBHO MAIliEHTIB 3 TAKKHM MOPYIIEHHIM (DYHKIIil MediHKu
(= 10 6amniB 3a mkanowo Yainga-I1'10).

[NopymienHs QyHKIN1 HUPOK. PapMaKoKiHeTHKa Pa3oBoi 7031 eTOpuKokcuby 120 Mr y maimieHTis i3
MOMIPHUMMU Ta TAKKHAMU IOPYIIEHHAMYU QYHKII HUPOK, a TAKOXK Y TMallieHTiB i3 3aXBOPIOBaHHSIMHU
HUPOK TEepPMiHaNIbHOI CTafil, SKMM IIPOBOMASATH T€MOZiali3, He Bigpi3HI€ThCS 3HAYHUM YMHOM Bif
(bapMaKOKiHETUKHY y 3[OPOBUX H0OPOBOIBIIB. [Tpu reMopianisi eTopukokcub Maiixke He BUBOIUTHCS
(xkmipenc miamizy — npubnusso 50 Mi/XB).

Himu. PapMaKoOKiHETHKa eTOPUKOKCUOY B miTel (BikoM 0 12 poKiB) He BUBYaIach.

Y xopi gmocmipKeHHS papMaKOKiHeTHKH (n = 16), 110 MPOBOAMIIOCH 3@ Y4YacTIO MifJiTKiB (BikoM Bifg 12
no 17 pokiB), hapmMakoKiHeTHKa y MallieHTiB 3 Macoio Tina 40-60 Kr, IKUM IIpr3Ha4aid eTOPUKOKCUD
y mo3i 60 Mr 1 pa3 Ha go0y, i y maIfieHTiB 3 Maco Tina Oinbire 60 Kr, SKUM MIPHU3HAYaAIIH JIiKapChKUN
3aci6 y mo3i 90 mr 1 pa3 Ha mo0y, 6yna noni6HOo 00 hapMaKOKiHETUKY ¥ HOPOCTUX, SIKi
3aCTOCOBYyBaIHM eTOpuKoKcuO y mo3i 90 mr 1 pa3 Ha moby. be3neka Ta eheKTUBHICTL 3aCTOCYBaHHS
€TOPUKOKCUOY MiTSM He BCTAHOBIIEHi.

KniniuyHi XapaKTepHCTHKH.
Iloka3aHnHus.

[T cMMIITOMaTUYHOl Tepallil IpU 0CTE0apPTPHUTi, peBMaTOIIHOMY apTPUTIi, aHKiJIO3UBHOMY
CIIOHMMJIITI, & TAKOXK Ipu 00JI0 i 03HaKax 3alajieHHs, 10B’I3aHUX i3 TOCTPUM IOJarpuiHUM



APTPUTOM.

I7s HeTpHBaOro JiKyBaHHS IIOMiIpPHOTO IicisgonepaliiHoro 6010, OB’ I3aHOro 3i
CTOMATOJIOTIYHUMH OIIePallisIMH.

PineHHs nmpo npu3HadyeHHs ceeKTUBHOTO iHribiTopy LIOI-2 mOBMHHO I'PYHTYBaTHUCS Ha
OL[IHIIi BCiX IHAMBiAyaIbHUX PU3UKIB Y MALllE€HTA.

IIpomunoka3aHHsA.

linepuyTnuBicTh [0 Aito4oi abo OyOb-gKOl HOMOMIKHOI peYOBUHU JTiKapChKOT0
3aco0y;

AKTHBHa NenTUYHa BHDPA3Ka a00 aKTHBHA IIJIYHKOBO-KHIIIKOBA KPOBOTEYa,

[NamieHTH, y IKUX BUHMKAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3a/IbHi MMOJIiny,
aHTiOHEeBPOTUYHMM HaOpSK, KPDONUB SHKA UM iHII anepriyHi peakuii micis 3acTocyBaHHS
ameTHIICaiIInIIoOBo1 KucaoTu abo HIT33, Bkmovaroun inridiTopu IIOT-2 (IMKIIOOKCUTEKCaHa3a-2);

[Tepion BariTHOCTI Ta rOgyBaHHS T'PYOOIO;

Tskki mopymenHs GyHKII nediHky (ambOyMiH cUpoBaTKX KpoBi < 25 r/m abo
= 10 6amniB 3a mwkanoio Yainma-I1'10);

[TamienTy, y SKUX po3pax0BaHUY HUPKOBUU KIIipeHC KpeaTuHiHy < 30 MI/XB;
[iTu BikoM [0 16 poOKiB;
3anasbHi 3aXBOPIOBAHHSA KUIIEYHUKY;

3acTiiHa ceplieBa He[OCTaTHICTH (hyHKUIioHanbHUM Kiac [I-IV 3a knacudixariiero
NYHA [Hrio-MopkchKa KapaionorigyHa acoiriailis]);

[TamieHTH 3 apTepiaJbHOIO rinepTeH3i€el0, Y IKUX TIOKa3HUKU apTepialbHOTO TUCKY
nmocTinHo By 3a 140/90 MM PT. CT. Ta HEAOCTaTHHO KOHTPOJIIOIOTHCS;

IiarHocToBaHa imeMiyHa xBopoba cepils, 3aXBOPIOBAHHS MepPUPEPUYHUX apTepin
Ta/abo 11epeOpoBacKyIIpHi 3aXBOPIOBAHHS.

B3aemodis 3 iHwumMu snikapcbkumu 3acodamu ma iHwi eudu e3aemoditi.
®apmakoOuHamiuHi 83aemo0il.

ITepopanvHi aumukoazyasiHmu. Y TIAIli€HTIB, CTaH SKUX CTabili30BaHUM MMOCTIMHUM
3aCTOCyBaHHSM BapdapuHy, IpUiioM eTOPUKOKCUOY B 1o3i 120 Mr Ha 100y CyIIpOBOOKYETHCS
306inmbIeHHaM npubnu3Ho Ha 13 % mpoTpoMOiHOBOTO YacCy MiXKHAPOMHOT'0 HOPMaJli30BaHOTO
BigHOIIeHHS (MHB). Tomy B malfieHTiB, SKi 3aCTOCOBYIOTh IIepPOpajibHi aHTUKOATyISHTH, CIIif
YacTO MepPeBipsATH MOKa3HUKKU ITPOoTPoMOiHOBOT0 Yacy MHB, oco6n1uBo B mepiii gHi mpuiiomy



eTOpuKOKCHOy abo mpu 3MiHi HOT0 [O3yBaHHS.

Iliypemuxku, iHeibimopu aH2iomeH3uHNnepemaopsabHo20 pepmenmy (AIIP) i ahmazoHicmu
peuenmopie aHeiomeH3uHy II. HecTepoigHi mpoTHU3amnaibHi 3aco01 MOXKYTh ITOCIabIoBaTH
edekT miypeTukiB Ta iHIIMX aHTUTITEPTEH3UBHUX 3aC00iB. V mesKUX MaIli€eHTiB 3
OPYIIEeHHAM GYHKIII HUPOK (HampuKiaj y MallieHTiB 3 ferigpaTaiii€io abo y JmiTHIX
TaIfieHTiB 3 ocabieHow0 QYHKIEI0 HUPOK) OfIHOYACHe 3aCToCyBaHHs iHTiOiTopy AIT® abo
aHTATOHICTiB penenTopiB aurioren3uny Il i mikapcbkux 3aco0iB, 110 iHTiI0YIOTH
IIMKJI00KCUTeHa3y, MOXkKe IIPU3BOAUTH [0 IOJabIIOro MOTipIneHHsT PYHKIIiI HUPOK,
BKJII0YAI04Y¥ I'OCTPY HUPKOBY HEIOCTATHICTh, 1110 3a3BUYail Mae 000pOTHUM xapakTep. Ciif
mam’ATaTv IIPO MOXKJIMBICTh TAKUX B3aEMOIH y MAlli€HTIB, IKi 3aCTOCOBYIOTh €ETOPUKOKCHUD
ofiHOYacHO 3 iHribiTopamu AII® abo 3 aHTaroHicTaMu penenTopiB anrioreH3uny II. Tomy
Taki KoMOiHalii cyif npusHayaT 3 00epexkHICTIO, 0COOIKUBO NallieHTaM JiTHLOTO BiKy. Cif
IIPOBECTU HaJIeXKHY TipaTaliio Ta PO3TJISHYTU IATAHHS IIPO IPOBEAEeHHS MOHITOPUHTY
GYHKIIIl HUPOK Ha Mo4YaTKy KOMOiHOBAHOTO JTIKyBaHHS, @ TaKOXK 3 IIE€BHOIO NEPiOAUYHICTIO i
HafaJli.

Auemuscaniyunosa kucaoma. Y X0fi OOCIIIZKEHHS 3@ y4aCTIO 3[I0POBUX JOOPOBOJIBIIB B
yMOBax PiBHOBaXKHOT'O CTaHY 3aCTOCYBaHHS eTOpUKOKCcUOY B 703i 120 mr 1 pa3 Ha mo0Oy He
BIIJIMBAJIO HA aHTHArPEraHTHY aKTUBHICTD alleTUICaNinuioBol kucinotu (81 mMr 1 pa3 Ha
no0y). ETopukokcu0 MOXKHa IIpH3HaYaTH OMHOYACHO 3 alleTHUJICAIIIMIOBOI0 KUCIIOTOIO B
[03ax, 110 3aCTOCOBYIOTHCS O MPODITaKTUKY CEPIIeBO-CyIMHHUX 3aXBOPIOBAHb
(3acTocyBaHHS alleTUICAJIILIMIIOBOl KUCIOTY B HU3BKUX A03aX). OgHaK OgHOYaCcHE
3aCTOCYBAHHS HU3BKUX [03 alleTUICAJIIIIUIIOBOI KMCIIOTH ¥ € TOPUKOKCUOY MOXKe
30i/IbIIyBATH YAaCTOTY BUHUKHEHHS Bupa3ku KT Ta iHIIKUX yCKIagHEeHb TOPiBHSIHO 3
MOHOTEpaIi€ eTOpUKOKCcuOoM. He pekoMeHIoBaHO OfJHOYAaCHEe 3aCTOCYBaHHS
€TOPUKOKCHUOY 3 alleTUIICAIIIIUIOBO0 KUCIOTOI0, SKIIO 1l 03U BUII 3a MpodilakTUYHi, a
TAKOX 3 iHIMMMU HECTEePOigHUMY IPOTU3ANaTbHUMHU 3aco0aMHu.

Llukaocnopun ma makpoaimyc. Xo4a B3aEMO[Iisi €TOPUKOKCUOY 3 IIUMU JIiIKApChKUMU 3acobaMu
He BUBYaJIach, OMHOYACHE 3aCTOCYBAHHS OYOb-IKOT0 HECTEPOIMHOTO TPOTU3AIalbHOT0
3aco0y i3 IUKIIOCIIOPUHOM ab0 TaKpOIiMyCOM MOXKe ITOCUITIOBATH HE(PPOTOKCUYHUM BIINIUB
ocTaHHix. Cyig KOHTPOIIOBaTH (YHKI[II0O HUPOK IPK OGHOYACHOMY 3aCTOCYBaHHI
€TOPUKOKCUOY 3 OyOb-IKUM i3 KX JTiKapChbKuX 3aco0iB.

dapmakoKiHemuy4Hi 83aEmMo0il.
Bnaue emopukokcuby Ha (papMakokiHemuky iHwux AikapcvkKux 3acobis.

Jlimit. HecTepoigHi mpoTu3amnaibHi 3aco0u 1mocabiIo0Th BUBEIEHHS JIiTiI0 HUPKAMU, TUM
caMuM IiIBUIIYI0YY PiBEeHb JIiTiI0 B IJIa3Mi KPOBi. fAKIO HEOOXiMHO, TPOBOASTh PETENIbHUMN
KOHTPOJIb PIBHSA JIITiF0 Y KPOBI Ta KOPUT'YIOTE A03Y JIITiI0 IIPOTSATOM OGHOYACHOI0
3aCTOCYBaHHS LIMX JTiIKapChKuX 3ac00iB, @ TaKOXK IIPY MIPUNUHEHH] 3aCTOCYBaHHS
HECTEePOIMHUX MPOTU3aaIbHUX 3ac00iB.

Memompekcam. Y X0fi ABOX JOCTiAKeHb BUBYANIUCSA eheKTH eTOPUKOKCUOY IIpK 3aCTOCyBaHHI
y mo3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha goOy npoTsaroMm 7 OHIB NallieHTaMu, SKi
omepXkyBanu 1 pa3 Ha TUXKIEHb METOTPeKcaT y 0031 Bif 7,5 7o 20 Mr mpu peBMaTolfHOMY
aptputi. ETopukokcu6 y 0o3i 60 i 90 Mr He BIIMBaB Ha KOHIIEHTPAIIIO B IJIa3Mi KpoBi abo



HUPKOBUY KJIipEHC MeTOTpeKcaTy. B omHOMY [OCTig>KeHHi ITpu 3aCTOCyBaHHI eTOPUKOKCUOY
B 1031 120 Mr He criocTepiraaoch BIJIMBY Ha KOHIIEHTPALiIO B I1JIa3Mi KPOBI Ta HUPKOBUU
KJIipeHC METOTPEKCATY, TOMi SIK B iHIIIOMY [OCiI>KEHHI TPX 3aCTOCYBaHHI eTOPUKOKCUOY B
no3i 120 Mr KoHI[eHTpallid MeTOTpeKcaTy B IIJla3Mi KpOBi mifBuilyBanacs Ha 28 %, a
HUPKOBUM KJIIpEHC MeTOTpeKcaTy 3HUXKYyBaBcA Ha 13 %. [Ipu omHOYacHOMY Ipu3HaYeHHI
€TOPUKOKCUOY i METOTPEKCATY CIIifl MTPOBOOUTH BiITIOBIIHMM MOHITOPUHT CTOCOBHO IIOSIBU
TOKCHAYHOTO BIIJIUBY METOTPEKCATY.

Iepopanvhi koHmpayenmueu. ETopukokcu6 y mo3i 60 Mr mpu oqHOYaCHOMY 3aCTOCYBaHHI 3
IepopaJbHUMU KOHTPaleNTUBaMH, 110 MICTATh 35 MKT eTuHinecTpagiony Ta 0,5-1 mr
HOPETUHOPOHY, NIPOTAroM 21 AHS cpu4YuHSB HigBullleHHA noKa3HuKa AUC 54, Y
PiBHOBaXKHOMY CTaHi sl eTuHinectpapiony Ha 37 %. ETopukokcub y mo3i 120 mMr npu
3aCTOCYBaHHI 3 BUIlleBKa3aHUMU ITepOpaIbHIMU KOHTPAIENITUBaMU OffHOYacHO abo yepes
12 rogus nipBuinyBaB Y piBHOBaxXHOMY cTaHl 3HaueHHS AUC, ,,, €TUHINIECTPamiony Ha
50-60 %. [Tpo Take mimBUINEHHST KOHIIEHTPAllil e TUHITeCTPaiony CIif maM’sTaTh Ipu Bubopi
[IepOPasIbHOT0 KOHTPALENITUBY 3 PI3HUM BMICTOM €THUHINIECTPaAiony, SKuu
3aCTOCOBYBAaTUMETHLCS OTHOYACHO 3 eTOPUKOKCUOOM. [TiiBUIIEHHS €KCIIO3UIIil
eTHHiNIecTpagioy Moxe 306ibIlyBaTh 4YaCTOTY BUHUKHEHHS MO0IYHUX peaklliid, OB A3aHUX
i3 3aCTOCYBaHHSM MEpOpPaJbHUX KOHTPAIENTUBIB (HaprKiIag TpoM00eM0o1IIil BEeH y KiHOK
TPYIHU PU3HUKY).

T'opmoHosamicHa mepanis (I'3T). Tlpuiiom 120 Mr eTopuKOKCHOy 3 TOPMOHO3aMiCHUMU
nmiKapChKUMU 3aco0aMu, IO BKITI0YAIOTh KOH 1oroBaHi ectporenu (0,625 Mr «IIpeMapuny ™ »),
npoTsroM 28 oHiB 30inbinye cepenHint moka3Huk AUC, ,,, V PIBHOBAXKHOMY CTaHi
HEKOH'10r0BaHOT0 eCTpoHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-ecTpamiony (Ha 22 %).
BrinuB 0o3 eTopuKoKCcuOy, peKOMEHI0BAHUX IJIs1 TPUBanoro 3acrocyBanHus (30 mr, 60 mr i
90 mr), He BuB4YaBCs. [TopiBHSHO 3i 30inbIeHHSIM H03yBaHHS 3 0,625 Mr fo 1,25 Mr mpu
MOHOTeparil TikapcbkuM 3acoboM «[Ipemapusr™ », BIJIUB €eTOPUKOKCUOY B mo3ax 120 mr Ha
ekcnosutiio (AUC, ,,,,) eCTPOTeHHUX KOMIIOHEHTIB «IIpeMapuH™ » OyB MEHIIIUM, HiXK Ha
nonoBuHY. KiliHiyHe 3HaYEHHS TaKOro IiBUIIEHHS HEBIOMe, a IPUNOM BUCOKUX 103
JiKapCchKOro 3acoby «IIpemMapuH™ » OMHOYACHO 3 eTOPUKOKCHOOM He BuBYaBcs. Crim OpaTtu
[0 yBaru Take 30ibIIIEHHS KOHIIEHTPAllil eCTPOreHy mpy BUOGOPi TOpPMOHAILHOTO
JiKapchKOro 3aco0y A5l 3aCTOCYBaHHS Y IIePiof TOCTMEHOIIay3Hu IIPU OIHOYAaCHOMY
3aCTOCYBaHHI 3 eTOPUKOKCHOOM, OCKIJTbKY 3POCTAHHS €KCIIO3UIIil eCTPOreHy IMigBUIIYE
PU3UK BUHUKHEHHS MOOIYHUX pPeaklIlii Mpu 3aMiCHil TOpMOHOTepaIril.

IIpedHi3oH/npedHi3010H. Y TOCTIIKEHHSIX B3a€MO/il eTOPUKOKCHO He BUSIBIISIB KITiHIYHO
3HAQYYIIOro BIUIMBY Ha ()apMaKOKiHETHKY MPEAHI30HY/IPEeIHI30/I0HY.

IHueoxcux. [Ipu 3acTocyBaHHI eTopuKokcuby B 1o3i 120 mr 1 pa3 Ha goOy npotsrom 10 gHiB
300POBUM OOPOBOJIBISIM He CIIOCTEpiraBcs BIIUB Ha nmoka3HUK AUC, ,,,. V PIBHOBaXKHOMY
CTaHi Ta Ha BUBEJIeHHS OUTOKCUHY HUPKaMu. CrocTepiranocs 30inbineHHs moKa3Huka C,,,
nurokcuny (mpu6nu3no Ha 33 %). Take HigBUINIEHHS, SIK IPABUJIO, HE € CYTTEBUM Yy
OinpinocTi maitieHTiB. OgHAK CIIif CIIOCTEPIraTH 3a CTAHOM ITAIliEHTiB 3 BUCOKHUM PU3UKOM
TOKCHUYHOI [Iil IUTOKCUHY IIPY OJHOYACHOMY IPU3HAYEHHI eTOPUKOKCUOY i MUTOKCUHY.

Bnaue emopukokcuby Ha aikapcoKi 3acobu, u,o memaboaizyromsvca cyabpompaHchepasamu.
ETopukokcub € iHri6iTopoM aKTMBHOCTI TIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk



MOKe MiABUINYBaTHA KOHIIEHTPAIIiI0 eTHHIIeCTPaAiony B CupoBaTLi KpoBi. OCKiMbKY Ha ChOTOMHI
MaHUX PO BIUIUB YHCJIEHHUX CyNbdoTpaHcdepas HemOCTaTHLO, a KITiHiuHI edekTu 6araTbox
niKapCchbKUX 3aco0iB IOCi BUBYAIOTHCS, MOLITbHO 3 00ePeXKHICTIO MPpU3HAYaTH eTOPUKOKCUO
OJHOYACHO 3 iHIUMM JTiIKapChKUMU 3aco6amMiu, 1110 MeTab0Ti3yI0TECS TOJIOBHUM YHUHOM JTIOJICbKUMU
cynbdoTpaHcepazaMu (HanpuKiaj IepopaabHUAN canb0yTaMol Ta MiHOKCUIUIT).

Bnaue emopukokcuby Ha aikapcbKi 3acobu, u,o memaboizyromucs izopepmermamu CYP.

3a maHUMU OOCIHiXKEeHS in vitro, He O4iKyeThCS NpuUrHidveHHs utoxpoMis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. Y xomi mociifKeHb 3a y4acTiO 3[[0POBHX JOOPOBOJIBIIB IIOAEHHE
3aCTOCYBaHHS eTOPUKOKCHOY B 1031 120 MI He BIIMBajIO Ha aKTUBHICTh medinkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3@ €PUTPOMIIIMHOBUM AUXAJIbHUM TECTOM.

Bnaue iHwux aikapcvkux 3acobie Ha (papmakokiHemuky emopukokcuby. OCHOBHUH IIISIX 0OMiHY
eTopukokcuOy 3anexuts Bif pepmentiB CYP. CYP3A4 cnpusie MeTab0mi3aMy eTOPUKOKCUOY in vivo.
HocnipkeHHs in vitro BKa3ywoTs Ha Te, 1m0 CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0X MOXKYTh
KaTaJlisyBaTh OCHOBHUM IUISX 00MiHYy eTOPHUKOKCHOY, aje ix KimbKiCHI XapaKTepUCTHUKY He BUBYAJIUCH
in vivo.

Kemoxkonazon. KeTokoHa3on € nmotyxkHuM iHuribitopom CYP3A4. [Ipu 3acTOCyBaHHI 3M0POBUMHU
noOpoBonbisgMu v fo3ax 400 mr 1 pa3 Ha goOy npoTtsrom 11 mHIB KETOKOHA30/1 HE YMHUB
KJTiHIYHO 3HAUYYIIOTO BIIJIUBY Ha (hapMaKOKiHETUKY €TOPUKOKCUOY B pa3oBil 103i 60 Mr
(36inbmenHs AUC Ha 43 %).

BopukoHa3zos i mikoHazo4. OgHOYACHE 3aCTOCYBaHHS IIEPOPaIbHOI0 BOPUKOHA301Ty abo
MiKOHA30/1y y BUTJISAMI OPaIbHOTO TeJI0 OIS MiCIIeBOT0 3aCTOCYBaHHS (IOTYXKHi iHTiOiTOpH
CYP3A4) 3 eTopuKOKCHOOM BUKJIMKAJIO HEBEJIMKE IMigBUIIEHHS €KCII03UIlil eTOPUKOKCUOY,
1110, OIHAK, He BBaXKaocs KJIiHIYHO 3HAYYIIKMM 3TiIHO 3 ONy0IiKOBaHUMU HaHUMHU.

Pupamniyux. OgHOYACHE IPU3HAYEHHS eTOPUKOKCUOY i pudaMIminuny (OTyKHOT0 iHIyKTOpa
dbepmenTiB CYP) mpr3BOOuiio [0 3HUKEHHS KOHIIEHTpallil eTOpUKOKCHOY B Iyla3Mi KPOBi Ha
65 %. Lle MoXe CynpOBOLXKYBaATUCh IOBTOPHUM IIPOSIBOM CUMIITOMIB IIPU OAHOYaCHOMY
3aCTOCyBaHHI 3 eTopuKokcuOoM. Topi sIK Taki maHi MOXKYTh BKa3yBaTH Ha HEOOXiIHICTh
30inbIlIeHHS 003U, HE PeKOMEHI0BaHO 3aCTOCOBYBAaTH €TOPUKOKCHUD ¥ m03ax, 110
IIePEeBUIIYIOTH BKa3aHi [jIs KOKHOTO IT0Ka3aHHS, OCKIJIbKY He BUBYAJIOCh KOMOiHOBaHe
3aCTOCYBaHHS pubaMIIiIHy ¥ eTOPUKOKCHUOY B TaKUX 03aX.

Anmayudu. AHTaIMOHI TiKapchKi 3ac001 He YMHSATH KIIIHIYHO 3HAYYIIOTO BIIJIUBY Ha
(hapMaKOKiHETHKY €eTOPUKOKCHUOY.

Oco6.1ueocmi 3acmocyeaHHsi.
Bnaue Ha WayHKOBO-KUWKOBUL mpakm.

[ToigoMnsnocs mpo ycKIagHeHHs 3 00Ky BePXHIX BiffiliB IUIYHKOBO-KUIIIKOBOTO TPAKTY
(mepdopanii, Bupa3ku abo KpoBOTeUi), iHOAI 3 TeTaTbHUM HACIIIKOM, Y alli€HTiB, 110 OTPUMYyBaJIX
€TOPUKOKCHUD.

3 00epexXHiCTIO CTTifg MpH3HavYaTHd HECTEPOIAHI MpoTU3amnajbHi 3aco0u nalieHTaM 3 MigBUIIeHUM
PU3HUKOM YCKIagHEHb 3 00Ky IIUTYHKOBO-KHUIIIKOBOTO TPAKTY; MAIliEHTaM JIiTHBOTO BiKYy, MMaIlieHTaM, 110



3aCTOCOBYIOTh OyOb-IKU IHIINY HECTepOINHUM MPOoTHU3anaabHu 3acib abo aleTuicaIiuioBy
KHCJIOTY OOHOYACHO, abo TmalieHTaM 3i MIyHKOBO-KHAIITKOBIMY 3aXBOPIOBAHHSIMU B aHaMHe3i, a came
BHpa3KaMy Ta IUIYHKOBO-KUIIKOBMMU KPOBOTeUYaMU B aHAMHe3I.

IcHY€e DOmaTKOBUYM PU3UK PO3BUTKY MOOIYHUX e(PeKTiB 3 6OKY IITYHKOBO-KUIIKOBOT'O TPAKTY
(IUTYHKOBO-KHUIIIKOBA BUpPa3Ka abo iHIIi yCKIagHeHHS 3 60Ky LMIITYHKOBO-KUIITKOBOTO TPAKTY) IIPU
OJHOYaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY ¥ alleTUICAII[MI0BOI KUCIOTH (HaBiTh Y HU3BKUX H03aX).
Y xomi TpuBanux KIiHIYHUX JOCII?KeHb He CIIOCTepiranocs BUpaxKeHoi BigMiHHOCTI y 6e3neti om0
IIJTYHKOBO-KUIITKOBOT'O TPAKTy IIPX 3aCTOCYBaHHI CeNIeKTUBHOTO iHribiTopy LIOI-2 3
alleTUICATIIIIUIOBOIO KMCJIOTOIO Ta HECTEPOITHUX ITPOTHU3aNaTbHUX 3aC00iB 3 alle TUICAITIIIHIIOBOIO
KHCJIOTOIO.

Bnaus Ha cepueso-cyOuHHy cucmemy.

Kniniuni mocmigkeHHS BKa3yHOTh Ha Te, 1[0 3aCTOCYBAHHS JIiKapChKMUX 3aC00iB KJIacy CEJIEKTUBHUX
inri6iTopis LIOI'-2 MoxKe OyTH IIOB’sI3aHO 3 BUHUKHEHHSIM TPOMOOTUYHUX YCKIIafHEeHb (0COBIUBO
iHdapkTy MioKapaa Ta iHCYJIbTy) IOPiBHSHO 3 I1aeb0 Ta eSKUMHU HeCTEPOiqHUMU
IpoTHU3amnanbHUMU 3acobaMu. OCKiTbKY PU3UK CEPIIEBO-CYIUHHUX YCKIagHEHb 3POCTAE IPH
30inbIIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS €TOPUKOKCUOY, JTikapChKuM 3acib i npu3HayaT Ha
SKOMOTa KOPOTIIXY Nepiog 4acy Ta B HaMHUKYMX epeKTUBHUX 0000BUX mo3ax. Crig nepiomudHo
nepernsafaTy NoTpedy Mali€eHTiB y CUMITOMaTUYHOMY IIOJIeTIIeHHi 6010 Ta peakllilo Ha JTiKyBaHHS,
0C00JIMBO y TAlliEHTiB 3 0CTE0aPTPUTOM.

[TarmienTaM 3 BUpaxkeHUMU (HaKTOpaMU PU3UKY PO3BUTKY CEPIIEBO-CYOAUHHUX YCKIIaAHEHD (HATIpUKIIak
aprepianbHa rinepTeH3is, rinepiimigemMis, nyKpoBuit giabeT, maniHHSA) TPU3HaYaTH €TOPUKOKCUO CIIif
JIUIIIe TCTI PeTeNbHOI OLiHKY PU3UKY PO3BUTKY yCKinagHeHHs. CenekTusHi inribitopu LIOT-2 He
3aMiHIOI0Th 3aCTOCYBaHHS alleTUJICAJIIIINI0OBOI KUCIOTH OISl MPodinakKTUKU TPoMO0eMOOTigHUX
CeplieBO-CYAMHHUX 3aXBOPIOBaHb, OCKIIbKY HE YHHSATh aHTHArperanTHol gil. ToMy He CIIif BiIMiHATH
aHTHarperaHTHi JTiKapchKi 3aco0u.

Bnaue Ha HUpku.

HupkoBi mpocTariaHgAHA MOXKYTh BiflirpaBaTé KOMIIEHCATOPHY POJIb B MiATpUMIIi nepdys3ii HUPOK.
Tomy mpu cTaHax, 1[0 CYIPOBOAXKYIOTHCS MOTiPIIEeHHSIM HUPKOBOI epdysii, 3aCToCyBaHHS
€TOPUKOKCUOYy MOKe MPU3BOAUTH [0 MociabieHHS YTBOPEHHS IIPOCTarjIaHgUHIB i, IK HACTIOK,
HUPKOBOT'O KPOBOTOKY, TUM CaMUM NOTipIIyI04y (YHKIIII0 HUPOK. BUCOKMI PU3UK PO3BUTKY TaKOl
peaxil iCHy€e y Malli€eHTiB 3 y2Ke HasiBHUM BUpaXXeHUM NOPYLUIEHHSIM (PYHKIIi1 HUPOK,
HEKOMIIEHCOBAHOIO CEPIIEBOI0 HENOCTATHICTIO ab0 ITMP030M. Y TaKUX MAlli€HTIiB CIIiJ KOHTPOJIIOBATH
(YHKIIII0 HUPOK.

3ampumka piduHu, HabpPAKU ma apmepianvHa 2inepmeHa3is.

4K i mpu 3acToCyBaHHI iHIMX JTiKapchKUX 3aco0iB, 110 iHTiOYIOTh CHHTE3 IIPOCTArIaHANHIB, 3aTPHMKa
pinuHY, HAOPSKY Ta apTepianbHa TilepTeH3is clocTepiranucs y NalieHTiB, IKUM 3aCTOCOBYBaJIl
eTopuKoKcuO. Bci HecTepoifHi mpoTu3ananbHi 3acobu, BKITI0Ya0uYl €eTOPUKOKCHO, MOXKYTh
CIIPUYUHSTHA PO3BUTOK ab0 peluanB 3acCTifHOI CeplieBoi HemoCTaTHOCTI. ITpo peakiiito 3ameXHo Bif
[03U [UB. Y po3mini «®apMakosnoriyni BmacTuBocTi. PapmakoguHaMika». 3 00epekKHiCTIO TiKapChKUM
3acib mpu3HayaloTh MallieHTaM i3 CeplieBOI0 HeOCTATHICTIO, IOPYIIeHHAM (QYHKIII JTiBOTO IIIyHOYKa
abo apTepianbHOIO TinepTeH3iel0 B aHaMHEe3i, a TaKOXK IMallieHTaM 3 HaOpsikaMH, 1[0 BUHUKIIU 3 OyOb-
SIKUX IHIIUX TpuyyH. [1py KITiHIYHUX 03HAKaX MOTIPIIEeHHS CTaHy TaKUX [Ali€HTiB CIIi BXKUTU
BiITIOBIgHUX 3aX0fiB, BK/II04Yal0UX BigMiHy €TOPUKOKCUOY.



3acToCyBaHHS €TOPUKOKCHOY, 0COOIMBO Y BUCOKHUX [103aX, MOXKe IIPU3BOOUTH [I0 YACTIIIOI i TSIXKYOI
apTepianbHOI rinepTeH3ii MOPIiBHSAHO 3 eSIKUMHU iHITUMU HECTEPOITHUMH ITPOTHU3alaTbHUMU
3acobamu Ta ceyleKTUBHUMH iHribiTopamu LIOI'-2. ToMy apTepianbHy rinepTeH3ito ciifg
KOHTPOJTIOBATH IO MOYATKY JIiKyBaHHS €TOPUKOKCHOOM, i 0COONMMUBY yBary Cilif IPUAITATA KOHTPOJIIO
3a apTepiaTbHUM THCKOM IIiff 4ac JIiKyBaHHS €TOPUKOKCUOOM. ApTepianbHUM TUCK CIIif
KOHTPOJIIOBATU IIPOTATOM 2 TUXKHIB MICJIA I0YATKY JIIKyBaHHS, a IOTIM — MepioguyHo. AKIIo
apTepianbHUN TUCK CYTTEBO MiABUINYETHCS, CIIifl PO3TIISHYTH MOXK/IUBICTh aJIbTEPHATUBHOTO
JIIKyBaHHS.

Bnaue Ha neyiHKY.

[TipBumenHs piBHSA anaHiHamiHoTpaHchepasu (AJIT) Ta/abo acmapTataminoTpancdepasu (ACT) (B 3
abo Ginbllle pa3u MOPIBHSIHO 3 BEPXHBOIO MEXKEI0 HOPMH) criocTepiranocs npubnusHo B 1 % maliieHTis,
sKi Opanu y4acTh y KJIiHIYHUX TOCTIgXKEeHHSX i 3aCTOCOBYBaIu eTOpUKOKcub y modax 30 mr, 60 Mr ta
90 mr Ha moby mpoTsrom nepioay mo 1 poky. Ciif cmocTepiraTé 3a CTaHOM BCiX IMaIli€eHTIB i3
CHMIITOMaMHU TOpYyIIeHHS QPYHKII MeYiHKy, a TaKO0XK IMAallieHTiB 3 IaTOJOTiYHUMU TOKa3HUKaMu
¢bysKuii mevinku. [Ipy 03HaKax MOpyuIeHHS QYHKIII MeYiHKY Ta MPY CTIMKKX MMATONOTiYHUX 3MiHax
IIOKa3HUKIB (QYHKIIil Ie4YiHKY (B 3 pa3u BUIIE 3a BEPXHIO MeXYy HOPMH) €TOPUKOKCUO CIIif BiIMiHUTH.

3aeanvHi 8Kasisku.

ZKII0 IPOTATOM JTiKyBaHHS Y MAaIliEHTa CIIOCTEPIiraeThCs MOTipineHHs QyHKII Oyab-AKOI i3 cucTeM
OpraHiB, 3a3HaYEHUX BUIIlE, CJIif] BXKUTH BIONIOBIIHUX 3aX0[iB Ta PO3IJIAHYTU IUTAHHSA IIPO BiIMiHY
eTopukokcuOy. [ToTpiOHO 3abe3meynTy BiAMOBiAHE MeIUYHE CIIOCTEPEKEHHS MTPH 3aCTOCYBaHHI
€TOPUKOKCUOY MallieHTaM JIITHHOTO BiKy Ta IallieHTaM 3 IOPYLIeHHAM (QYHKIIii HUPOK, eYiHKu abo
cepus.

3 006epekHICTIO CITi MOYMHATH JIiIKyBaHHS €TOPUKOKCHOOM MAIliEHTIiB 3 merimpaTarliero.
PekoMeH0BaHO ITPOBECTH PETiApaTalliio 4o M0YaTKy 3aCTOCYBaHHS eTOPUKOKCUOY. IIpo po3BUTOK
CepHO3HUX LIKIPHUX peakliil, y AesKUX BUIIafKaX 3 JIeTaJIbHUM HacCJIiAKOM, ¥ TOMY YHCIIi
eKC(osiaTUBHOTO fepMaTUTy, CUHAPOMY CTiBeHCa-[[:KOHCOHA i TOKCUYHOT0 elifepMasibHOT0
HEKpOJIi3y, IyKe PigKo MOBiIOMIISANIOCS IPHU 3aCTOCYBaHHI HECTEPOIIHUX MPOTH3aNaabHUX 3ac00iB i
IessKuX ceyleKTUBHUX iHribiTopis IIOI-2 mim wac mOCTMAapKeTHHTOBOTO CIIOCTEPEeKEHHS (OUB. PO3Mis
«ITo6iuHi peakirii»). HalBuIIIu# pU3UK PO3BUTKY TAKUX Peaklliil y MallieHTiB — Ha IOYaTKY Teparii, a
II0YATOK iX MPOSBIB ¥ OiNBIIOCTI BUIAOKIB — IIPOTITOM IEPIIOTro Micsis nikyBaHHS. Cepio3Hi peakiiii
rinepyyTnuBOCTi (Taki K aHadinakcis i aHrioHeBpOTUUHMM HAOPSK) CIIOCTEPIraaucs y Malli€eHTiB, AKi
3aCTOCOBYIOTh eTOpUKOKCUO. [lesiki cenekTusHi inribitopu LIOI-2 migBuIIyoTh PU3NK BUHUKHEHHS
IKIPHUX peakKllifl y MallieHTiB 3 aJleprivHoI0 peakilieo 0o 6yab-IKoro JiKapCchKoro 3acoby B
aHamHe3i. ETopukokcu6 ciif BigMiHUTY NpY MEPIIMUX MPOsiBaX BUCHUIIIB Ha IIKIpi, YIIKOIXKEHb
CU30B0i 000JI0HKY abo0 iHIMMX 03HAKaX TillepuyTIUBOCTI.

[Tpu 3acToCyBaHHi €eTOPUKOKCUOY MOXKYTh MaCKyBaTUCS NIPOSIBYU FapsdKHY Ta iHII 03HAKM 3aIlajbHOT0
IpoLeCy.

3 06epekHICTIO MPU3HAYalOTh OQHOYACHO eTOPUKOKCHUO i BapdapuH abo iHIIi mepopanbHi
AHTUKOATYJISTHTHU.

3acToCcyBaHHS €TOPUKOKCHUOY, SIK i iHIMMX JTiKapChKUX 3aC00iB, 1110 iHTiOyI0Th HUKITOOKCUTEHA3Y /
CUHTe3 IIPOCTarjlaHWHIB, He PEKOMEH0BaHO XIiHKaM, SKi IIJIaHYIOTh BariTHICTb.

Bascausa iH(hopmauisi npo 0ONOMIHCHI pe4o8UHU.

Jlikapcbkuit 3aci6 MicTuTh nakTo3y. [lalieHTH 3 piAKiCHOIO0 CIIafIkOBOI0 HEIIEPEHOCUMICTIO IajlakTO3HY,



He[IOCTATHICTIO TaKTa3u abo CUHAPOMOM TJII0K030-TallaKTO3HO01 Matba0copO1ii He TOBHHHI
3aCTOCOBYBATH e JTiKapChKUM 3acib.

e nikapchbkuit 3acib MicTuTh MeHIe 1 MMoIb (23 Mr) / mo3y HaTpito, TOOTO MPAaKTUYHO BiTbLHUM Bif
HaTpilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py000.
BariTHiCTb.

HeMae KTiHIYHUX JaHUX [P0 3aCTOCYBaHHS €TOPUKOKCUOY B Iepiof BariTHOCTI. [locmigKeHHS Ha
TBapUHaX [IPOAEMOHCTPYBaIu PEIPOLYKTUBHY TOKCUYHICTh. [IOTEHUIIVMHUY PU3UK [OJII BariTHUX
HeBiOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTaHHLOT'O TPUMECTPY BariTHOCTI, AK i iHIIKX
niKapchbKuX 3aco0iB, 110 iHTi0yI0Th CUHTE3 IPOCTaTrIaHOUHIB, MOXKe TPU3BOOUTH [0 BiICyTHOCTI
CKOPOYEHb MaTKU Ta IlepelyacHOr0 3aKpUTTS O0Tao0BOI MIPOTOKU. [10BiIOMIISIOCE IPO BUMIATKY
NopyIlIeHHs QYHKIll HUPOK IIJI0fa, 1[0 MPU3BOAMIIO OO 3MeHIIeHHsS 00'eMy aMHIOTUYHOI pifuHI
(omirorifpamMHioH) y BariTHUX XiHOK, SIKi IpUiiMau HECTEPOIAHI TpoTHu3ananbHi mpemnapatu (HIT3IT)
Ha OBaALSTOMY THXKHi BariTHOCTI afo mi3Himle. B geskux Bumafkax 1e Moxe MPU3BOJUTH [I0
NopyLIeHHs QYHKILii HUPOK Y HOBOHAPOIKEHUX. 3a3HaueHi eheKTH MOXYTh BUHUKATU He3abapoM
micns novyaTky nikyBanHs HII3IT; onmirorigpaMHioH 3a3Budaii € 000POTHUM ITiC/IsI TPUNTUHEHHS
JiKyBaHHS. 3aCTOCYBaHHSI €eTOPUKOKCUOY IMPOTUIIOKA3aHO B II€Piof BariTHOCTI. AKIo XKiHKa
3aBariTHina mig 4ac JiKkyBaHHS, eTOPUKOKCUO HeoOXimHO BigMIiHUTH.

[Iepion rogyBaHHA TPYIAOIO.

HeBigomo, 4¥ TpOHUKAE eTOPUKOKCUO B IPYAHE MOJIOKO. Y IIypiB € TOPUKOKCUO BUBOOUTHLCS 3
MoJI0KOM. 2KiHKH, SKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TIOBUHHI T'OAYyBaTH I'PYALIIO.

DepTUNLHICTD.

3acTocyBaHHS eTOPUKOKCHUOY, 5K i iHIMX JTiKapchKUX 3aco0iB, 1o iHribywoTs 1I0I-2, He
PEKOMEeHI0BaHO XKiHKaM, K IIJIaHYIOTh BariTHICTb.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

[MarienTH, y SIKUX Iifl Yac 3aCTOCyBaHHS eTOPUKOKCUOY BUHUKAE 3allaMOPOYEHHS, BEPTUTO abo
COHJIUBICTH, He ITIOBUHHI KEPyBaTH aBTOTPAHCIIOPTOM Ta IIpalloBaTy 3 IHIIUMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

JlikapchKuii 3acib 3aCTOCOBYIOTH TEpOpPabHO. ETepiKOKC MOXKHa IpHMaTi He3aleXHOo Bif
BXKMBaHHA 1Xi. [ToyaToK edeKTy HacTa€e IIBUAIIE IPU NpuiioMi nepep imoio. Lle moTpidHo
BPAXOBYBATH MPH HEOOXiMHOCTI MBUAKOIO MOCcIabieHHss CUMITOMIB. OCKiTbKY PU3UK
BAHUKHEHHS TOPYIIeHb 3 00Ky CeplieBO-CyIUHHOI CUCTEMU IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY
3poCTa€ IpH MifABUILEHH] 003U i TPUBAIOCTI BIJIMBY, CIIifi IIPOBOAUTHA HAaUKOPOTILI KypCHu



JiKyBaHHS IIPU 3aCTOCYBaHHI HallMeHIINX e(PeKTUBHUX NOO0BUX 03. Tpeba mepiomuyHo
IIepeoIliHIOBaTy MOTPe0Y y MONErIIeHHI CUMIITOMIB i BiiMIOBigb Ha JiKyBaHHS, 0COOIUBO Y
Malli€HTIB 3 0CTE0APTPUTOM.

Ocmeoapmpum.

PexomeHgoBaHa fio3a ETepikokc cranoBuTh 30 Mr 1 pa3 Ha mo6y. Y meskux naiieHTiB mpu
HEeJIOCTaTHbOMY I0cIableHHI CUMIITOMIB 30inbieHHs 103U [0 60 Mr 1 pa3 Ha mo6y MoXKe MigBUIIUTI
e(peKTUBHICTh. 3a BiACYTHOCTI NOMINIIEHHS e(eKTy CIIif PO3T/IAHYTHA NUTAHHS IIPO iHII MOXKJIUBI
METOAU JIiKyBaHHS.

PesmamoioHutli apmpum.

PekoMeHpmoBaHa fio3a Etepikokc ctaHoBuTh 60 Mr 1 pa3 Ha m00y. Y mesKux MallieHTiB IpH
He[I0CTaTHbOMY I0cIabneHHi cuMIToMiB 36inbineHHs mo3u 0o 90 mMr 1 pa3 Ha moby Moxke
IIOKpAIIyBaTH TepaneBTUYHUN edeKT. [Ipu moCsATHeHHi KiIiHiuyHOI cTabini3allil maiieHTa
MOLITbHO 3HU3UTH 03y Ao 60 Mr 1 pa3 Ha go0y. 3a BimCyTHOCTI MOMINIIEeHHS eheKTY CIin
PO3IJIHYTU NUTAHHA IIPO iHII MOXKJIUBI METOOY JIIKYBaHHA.

AHKin03usHUl cnoHOuaim.

PekomenpmoBaHa fo3a Etepikokc ctaHoBuTh 60 Mr 1 pa3 Ha [00y. Y IesdKuX Malli€HTiB IpH
HeJOCTaTHbOMY ITocnabieHHi cuMNToOMiB 30inbieHHs fo3u 0o 90 mr 1 pa3 Ha o0y Moxe
IIOKpalllyBaTU TepaneBTUYHUM edekT. [Ipu qocsrHeHHi KIiHiuyHOI cTabini3allil nauieHTa
IOLITbHO 3HU3UTH A03y A0 60 Mr 1 pa3 Ha goOy. 3a BinCyTHOCTI MOMiNIIeHHS eheKTy CIif
PO3TJISHYTU IUTAHHA PO IHI MOXKJIMBI METOIU JIIKYBaHHS.

TI'ocmputi biab.

Y pasi nosiBu rocTporo 605i0 ETepikoKC 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM CUMITOMATUYHUM
nepiom.

TI'ocmputl nodazpuyHuti apmpum.

PekomeHnpnoBaHa no3a ETepikokc ctanoBuTh 120 Mr 1 pa3s Ha mo6y. ITig yac KiminigyHuX
IOCJTIiI2KEeHb TOCTPOr0 MOAArPUYHOr0 apTPUTY €TOPUKOKCUO 3aCTOCOBYBa/IM BIPOOOBXK 8
[HIB.

ITicasionepauitiHull 6iab, No8’A3aHull 3i CMOMAMO02IYHUM ONEepPaAMuUBHUM 8MPYYAHHAM.
PekomeHnznoBaHa go3a — 90 Mr Ha 1 pa3 Ha 000y IPOTATrOM MakCUMyM 3 fHiB. [I11s1 meIKUX
Ialli€eHTiB MoxKe 0yTu HeoOXimHMM OOJaTKOBe Iicisonepaliine 3He00m0BaHHs. [03H, 110
IIePEBUILYIOTH PEKOMEH/IOBaHI /1T KOXKHOT0 ITOKa3aHHs, He MalOTh JOaTKOBOI
epeKkTUBHOCTI a00 He BUBYAJIUCS.

Tomy:
Io3a IIpPU 0CTe0apTPUTi He TOBUHHA NepeBulllyBaTé 60 Mr Ha mo0y;

[03a IpU PeBMaTOIfHOMY apTPUTi Ta aHKIJIO3WBHOMY CIIOHIUJIITI HE [IOBUHHA IIEPEBUIIYBATU
90 mr Ha mo0y;



[o3a IIpU TOCTPil mofarpi He MoBUHHA MepeBuIiyBaTH 120 Mr Ha f00y BIPOOOBXK
MaKCHUMAJIbHOTO Mepiofy NiKyBaHHS 8 [HIB;

[03a IIpU TOCTPOMYy 0OJII0 Mic/iE CTOMATOJIOTiYHOT0 OllePaTUBHOTO BTpy4YaHHS He [IOBUHHA
nepesuinyBaty 90 Mr Ha 1oy BIPOIOBK MaKCUMAJILHOTO 3-H€HHOTO Mepiony.

ITayieHmu AiMHbO20 BIKY.

HeMae He0oOXiTHOCTI B KOPEKIIii 403yBaHHS OJIs MalliEHTiB JiTHHOTO BiKy. 4K i y pasi
3aCTOCYBaHHS iHIIKX JTiIKapChKUX 3ac00iB, ETepikokc ciifg mpr3HavaTy 3 00epexXHiCTIO
IaljieHTaM JITHbOT'O BIKY.

ITopyweHHA PyHKUII neviHKU.

Hes3anexHo Bif MOKa3aHHS NallieHTaM 3 IOPYIIEHHSAM (QYHKIIil TeYiHKY JIETKOTO CTYIIeHS
(5-6 6amiB 3a mKanow Yaunga-I1'10) He crig mepeBuiyBaT 103y 60 mMr 1 pa3 Ha [00y.
[TamieHTam 3 MOpyuIeHHSAM (QYHKIIII TeYiHKY IOMIpHOTO CTyIeHs TAKKOCTi (7-9 0ariB 3a
mKanot Yaunpma-I1'10) He3anexkHO Bif I0OKa3aHHA He CIif mepeBuiyBaTtu o3y 30 mr 1 pas
Ha [100y.

Kniniuaui mocBif 3acToCcyBaHHS 00MeXKEHUM, 0COOIUBO LIOAO MAI[iEHTIB 3 MOPYIIEHHIM
GYHKIII MeYiHKY TOMIpPHOTO CTYIEeHs, TOMY JIiKapCbKHUii 3aci0 i mpu3HavyaTy 3
obepexHicTio. BigcyTHil KniHiYHMI TOCBiT 3aCTOCYBaHHS IMAlliEHTaM 3 TSIXKKUM MOPYILIEHHSIM
dyukii meuinku (= 10 GaniB 3a mwkanowo Yainga-I1'10); Tomy JTiKapCbKUM 3acid TpoTUTIOKa3aHUM
TAKUM IIalli€HTaM.

ITopyweHHsA pYHKUYIT HUPOK.

KopuryBaHHs 0031 He MOTPiOHe MallieHTaM i3 KiipeHcoM KpeaTuHiny = 30 m/xB.
3acTocyBaHHSI €eTOPUKOKCHUOY TMallieHTaM i3 KiipeHcoM KpeaTuHiny < 30 mi/xs
IIPOTHUIIOKA3aHOo.

Iimu.

ETopukokcub mpoTunokasanuit gitTsam BikoMm 1o 16 poxkis.

Ilepedo3yeanHns.

Y xomi KNMiHIYHUX [OCTiIXKEHb 3aCTOCYBaHHS Pa30Boi f03u eTopuKokcuOy no 500 mr abo
OaraTopa3oBuii npuiioM [0 150 Mr Ha go0y npoTAaroM 21 OHS He CIPUYUHSANMN iICTOTHUX TOKCHUYHUX
edekTiB. [ToBimOMII0CS IPO TOCTPE IEPENO3yBaHHSI eTOPUKOKCHOY, X04Ua B OiNbIIOCTi BUTIAMIKiB IIPO
no0iuHi peakiii He TOBigOMIISIOCE.

Cumnmomu. [Tob6iuHi peaxiiil, 110 CIIOCTepiranuchk HavacTille, BigmoBiganu mpodinto 6e3meku
eTOpUKOKCUOY (Taki sSIK peakiii 3 00Ky IUTYHKOBO-KHUIIIKOBOTO TPAKTY, 3 OOKY CepIs Ta HUPOK).
JIikysaHHA. Y pa3i mepeno3yBaHHS OOLIIbHO BXKUTYU 3BUYaNHUX MiATPUMYBaJIbHUX 3aX0fiB,
HaIPUKJIa[ BUaieHHss HeabcopboBaHOTO JIiKapChKOTo 3ac00y 3i MIITYHKOBO-KUIIIKOBOTO TPAKTY,



Be[IeHHS KJIIHiYHOTO CIIOCTePEXKEHHS, V pa3i HeoOXimHOCTI — MPOBeeHHS MiATPUMYBaIbHOT'O
nikyBaHHSI. ETOpUKOKCHO He BUBOOUTLCS IPU TeMOZiali3i; HeBimOMO, Y BUBOOUTHCS JTIKapChKUM
3acib npu npoBefieHHI TepUTOHeaIbHOTO [Iiai3y.

ITo6iuni peakuii.

Beamneka 3acTOCyBaHHSI eTOPUKOKCHUOY OlliHIOBAJIach y XOIi KITIHIYHUX [OCTiAXKeHb 3a y4acTIo
9295 narieHTiB, BKII04Ya4u 6757 Malli€HTiB 3 0CTE0APTPUTOM, PEBMATOIHHUM apTPUTOM,
XPOHIYHUM 6071eM Y HUXKHIN YacTUHI ciuHY ab0 aHKiNO3UBHUM CIIOHAUITITOM (IPUOIU3HO
600 ma1lieHTiB 3 0cTE0APTPUTOM ab0 PEBMATOIIHUM apTPUTOM OflePXKYyBaJlM JTiIKyBaHHS
npotsroMm 1 poky abo moBIme).

[Tig yac KniHiYHUX HoCigKeHb Mpodins HebaxkaHUX SBUI OYB OMHAKOBHM Y TIAIliEHTIB 3
0CTE0apTPUTOM ab0 peBMaTOINHUM apTPUTOM, SKi 3aCTOCOBYBAJIA €TOPHUKOKCUG MPOTSATOM 1 POKY
a0o0 mosIIIe.

Y xomi KIiHIYHOT0 JOCIiAXKEeHHS 3a y4acCTIo Ialli€HTiB i3 TOCTPUM IIOAarpUYHUM apTPUTOM
eTOpuKoKcuO Npr3Hadaau B 1031 120 mr 1 pa3 Ha goOy mpoTsarom 8 gHis. ITpodint HeOaKaHMX
SIBUII Y IIbOMY JOCJIiIKeHHi OyB y IiJTOMy TaKUM CaMUM, SIK Y HOCTIXKEeHHSIX 3@ y4acTIO TMallieHTiB 3
O0CTE0apPTPUTOM, PEBMATOIMHUM apTPUTOM Ta XPOHIYHUM OO0JIEM Yy HUKHIN YaCTHUHI CIIMHU.

V nporpami OIfiHKu 0e3MeKu OISl CepPlIeBO-CYOIUHHOI CUCTEMU 3a JaHUMU TPhOX
KOHTPOJILOBAHUX [OCIIiIXKEeHb 3 aKTUBHOI PEYOBUHOW NOPIBHAHHA 17412 manieHTiB 3
0CTE0apTpPUTOM ab0 peBMaTOIIHUM apTPUTOM OTPUMYBaJid eTOPUKOKCHO (y mo3ax 60 Mr a6o
90 Mr) B cepemHbOMY BIPOmOBK mpubnu3no 18 MicsLiB. [Tani mpo 6e3meky Ta Ginbil meTanbHa
iHdopMmatis mpo 110 mporpaMy IpeacTaBieHi B po3mini «®apMaKOIOTiyHi BIaCTUBOCTI». V xomi
KJTIHIYHUX [OCTiIXKEeHb 3a Y4aCTIO Malli€HTiB i3 TOCTPUM TIicsonepaliiuum 601eM micis
CTOMAaTOJIOTiYHUX, abmOMiHaIbHO-TIHEKOJIOTIYHUX XipYpriuHUX BTPyYaHb, BKIII04Yaoyu 614 mallieHTis,
sIKi 3acTocoByBanu eTopukokcu6 (y mo3ax 90 mr abo 120 mr), mpodinb HebaxKaHUX ABUIL OYB y
I[[IJIOMY TAKUM Xe, K Y OOCJIIIXKEHHAX 3a Y4aCTIO [IAl[leHTiB 3 0CTE0apPTPUTOM,
PEBMAaTOITHUM apTPUTOM Ta XPOHIYHUM O0EeM Y HUXKHIMA YaCTUHI CITMHU.

[Tpo HUXKYe3a3HayeHi N00iUHI peakiil TOBiOMIIAIOCH 3 OiNIBIIOI0 YAaCTOTOIO IPY 3aCTOCYBaHHI
eTOpUKOKCcuOy, HixXK manebo, y XoAi KIiHIYHUX OOCTI/IKeHb 3a Y4acTio MallieHTiB 3 0CTE0APTPUTOM,
PEBMATOITHUM apPTPUTOM, XPOHIUHUM 00JIeM y HUKHiM 4acTUHi CMHU ab0 aHKiI03UBHUM
CIIOHOUJIITOM, IKi 3aCTOCOBYBasu eTopukokcub y mo3i 30 mr, 60 mr abo 90 Mr mpoTsrom 12
TUXKHIB (TOCITimXKeHHs 3a mporpamoo MEDAL, KopoTKOCTPOKOBI HOCTigKeHHs III0O0 I'OCTPOTO
00JII0 Ta MOCTMAPKETUHTOBUH [OCBIT).

Tabnuusg 2
. o KaTeropis
Cucremu oprasis [To6iuni peaxiii «
YaCTOTHU
[Hdekii Ta iHBa3il QITbBEOJISIPHUN OCTUT JaCTO

racTPOEHTEPUT, iH(EKIIil BepXHixX AUXaJIbHUX IISXIB,|HEYaCTO
iH(eKIIil CEHOBUBIZHOTO TPAKTY
3 60Ky KpOBi i aHeMis (IlepeBakHO B pe3yJibTaTi LITyHKOBO- He4YacTo
miMpaTUYHOI CUCTEMU  [KMIIIKOBOI KPOBOTEYi), IEMKOIIEHIS,
TPOMOOITMTOIeHis




3 60Ky iMyHHOI CHCTEMH [rinepuyTauBiCTL HEe4acTo
QHTiIOHEBPOTUYHMM HaOPSIK, pioko
aHadinakTU4YHi/aHa(]iTaKTOIAHI peakiiil, y ToMy
quCHi oK'

3 60Ky 00MiHYy peuoBHUH, [HAOPSKY / 3aTPUMKA PiIUHU JaCTO

MeTaboTi3My 3HUXKEHHS a00 ITOCUTIeHHS aleTUTy, 30iTbIIeHHS HedacTo
MacH Tina

3 00Ky ICUXiKU TPUBOXKHICTh, JEIPecis, MOTipIIeHHS PO3yMOBO1 HEeYacTo
MisITBHOCTI, TaTIOIIHATII®
CILIyTaHICTh cBimomocTi’, Hecnokiituuit ctan’ pioko

3 60Ky HEpPBOBOI 3allaMOPOYEHHSI, TOJIOBHUM 6ilb JaCTO

CHCTEMH mucreBa3iss, 0€3COHHS, MapecTe3is/rinecTesis, HeYyacTo
COHJIUBICTH

3 60Ky opraHiB 30py HeYiTKICTh 30py, KOH IOHKTUBIT HEeYacTo

3 00Ky OpraHiB Cyxy i [IyM y ByXax, 3allaMOPOYeHHS HEeYacTo

BeCTUOYISIPHOTO

armaparty

3 GoKy cepiist CepLeOuTTs, apUTMis' JacTo
bi6punanis nepencepns, Taxikapisa', 3acTiiiHa HeYacTo
ceplleBa HEIOCTATHICTh, HecnenudiyHi 3MiHN Ha
EKT, CTeHOKap;:[iﬂ*, indapKT MiOKapJIa§

3 00Ky CymMHHOI rinepTeHsis JacTo

CUCTEMHU [IPUIIJIUBY KPOBi, IOPYLIEHHS MO3KOBOT'O He4acTo
KPOBOOOITy', TpDaH3UTOPHA illleMiYHa aTaka,
rinepTOHIYHUI KpU3', BaCKyIiT'

3 60Ky pecmipaTopHOi  [GpoHXocmasM’ YacTo

CHCTEMH, OpraHiB

rPYIHOI KIIITKH Ta Kallle/lb, JUCIIHOE, HOCOBa KPOBOTEYa HEeYacTo

CepenoCTiHHSA

3 60Ky LITYHKOBO- 0i11b y KUBOTI my2Ke 4aCTo

KUIITKOBOT'0 TPAKTy 3a10p, METeOPu3M, TaCTPUT, Iedisd / KUCIIOTHUM JacTo
pedrokc, miapes, UCHENCis / fuCKoM(OpPT B
MiNIsIHII emiracTpis, HymoTa, 6/110BaHHS, e30(arit,

BUPA3KU B POTOBIY MOPOKHUHI

3OYTTS XKUBOTA, 3MiHa XapaKTepy [IepuCTalbTUKA  [HedacTo
KUIIEYHUKY, CYXiCTh ¥ POTi, TaCTPOLyOAeHaIbHI

BUPAa3KH, IENITUYHI BUPa3Ky, y TOMY YUCIIL

mepdopatis i kpoBoTeua KT, cuagpom

MOJpPA3HEHOT0 KUIIEYHUKY, TaHKPEaTUT'

3 6oky remaroGiniapHoi |migBumenns pisHs AJIT, niguierHs pisHs ACT 4acTO

CHCTEeMH ||renaT1/1Ti pimKo
MeyiHKOBa HEIOCTATHICTh', JKOBTSHUIIS' pinko'

3 00Ky LIKipu Ta eKxiM03 JacTo

MiIIIKIPHOI KIIITKOBUHK HaOpsIK 001M44s, CBepOiXK, BUCKII, epuTeMa’, HEeYacTo
KPOIIUB THKa'

CUHIPOM CTiBeHca-Jl}KOHCOHa*, TOKCUYHUH pinKoT
elimepMaTbHUN HerOJ'Ii?,i, CTiliKa MeguKaMeHTO3Ha
epuTeMa’

3 00Ky OIIOPHO-PYXOBO1  (CIIa3MM/CyOOMU M’S13iB, CKEJIeTHO-M I30BUHU HEe4acTo

CHCTEMU Ta CIIOJIy4YHOL [0ifIb/CKyTICTB

TKQHUHU




3 00Ky HUPOK i [IPOTEIHYpis, HMifABUILIEHHS PiBHS KpeaTUHIHY B HEe4acTo
CeYOBUMOIIPHOI CUCTEMHU |[CHPOBATIII KPOBi, HIPKOBA

HeJOoCTaTHICTL/MUCOYHKILIA (IUB. PO3MiN

“Oco0nMMBOCTi 3aCTOCYBaHHS")
3aranbHi po3nagu Ta ACTeHisT/BTOMA, TPUIIONOAiIOHI CHUMIITOMHU JaCTO
peakiil y Micri - —_—
A— 0is1b y TPYOHINA KT HEe4acTo
JTabopaTopHi [IiIBUIIIEHHS PIBHA a30Ty CEYOBUHU KPOBI, HEe4YacTo
MOCHIiIXKeHHS MigBUINIEHHS PiBHS KpeaTuHGOCHOKiIHA3H,

rimepkasieMisi, MgBUINEHHS PiBHS CEY0BOI KUCIIOTH

3HMKEHHS PIBHS HATPIIO B KPOBI PIIKO

* KaTeropist 4aCTOTH BU3HAYAETHCS IJISI KOKHOTO TEPMiHY ITOOIYHOTO SIBUIIlA 3@ YaCTOTO B 6a3i
NaHUX KIiHIYHUX OOCTigXKeHb: AyxKe 9acTo (= 1/10); wacTo (= 1/100, < 1/10); HeuyacTo (= 1/1000,
< 1/100); pigxo (= 1/10000, < 1/1000); oyxe pigko (< 1/10000).

*Tlo6iuHa peakiis ifeHTH(iIKOBaHa Y XOfli IOCTMapKeTHHI0BOT0 CIIocTepexXeHHs. YacToTa
BM3HayYaJsacs 3a MaKCHMaJIbHOIO0 YaCTOTOI0 ¥ KIiHIYHUX AOCTiAXKeHHAX (HaHi 3i0paHi 3a
3aTBEPOXKEHNMHU ITOKa3aHHIMHU Ta J03aMH).

"KaTeropis yacToTy “pifk0” BU3Hadasnacs BigmosifnHo mo Guideline on summary of product
characteristics (2-# nmepermnsn, Bepecensb 2009) Ha migcTaBi po3paxoBaHOl BepXHbOI MexXi 95 %
noBip4yoro inTepBany aisg 0 SBUIL 3 ypaxyBaHHAM KiJIbKOCTI y4aCHUKIB, gKi IpUUMaNH JTiKapChbKUU
3acib 3 miro4oi0 PeYoBUHOIO eTOPUKOKCHO, B aHasmi3i ganux III ¢asu, 00’eqHAHUX 3a MO30I0 i
IMoKa3aHHSIM (n = 15470).

*TimepuyTNAMBICTL BKIIOYAE HOHATTS: ajleprid, MefUKaMeHTO3Ha ajlepris, MeguKaMeHTo3Ha
TIepUYyTIUBICTS, TiIEPUYYTIUBICTE, IiIePUYYTIUBICTE HEYTOUHEHA, PeaKlis rinepuyyTIuBOCTi 1
HeyTOYHeHa ajieprid.

*3a pesynbTaTaMy aHasi3y TPUBAIKX, KOHTPOJILOBAHUX 3@ [OIOMOTOK IJ1ane6o i eTOpuKOKCUOy
KJTIHIYHUX [OCTIiIXKeHb, CeleKTuBHi inribitopu LIOT-2 Oymu moB’s3aHi 3i 30iTbIIIEHHIM PU3UKY
BUHUKHEHHSI CEPHO3HUX apTepialbHUX TPOMOOTHYHUX YCKIIa[HEHb, BK/II04a04Hy iHQapKT MioKapaa
Ta iHCY/ABT. 3 OTJISIAY Ha HasBHI maHi, MaJIOMMOBIPHO, 1110 30i/bIIIEHHST a0COMIOTHOTO PU3UKY
BUHUKHEHHS TaKUX SBUII NepeBUIUTL 1 % Ha pik (He4acTo).

[Tpu 3actocyBanHi HII33 moBimomiisinocs mpo Taki cepito3Hi nobiuHi peakilil: HehPOTOKCUYHICTE,
BKJIIOYAl0O4YHY IHTEPCTHUIIaIbHUY HedPUT i HeQPOTUUYHUY CUHAPOM, — TOMY HE MOXKHA BUKJIIOYATH 1X
BUHUKHEHHS IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY.

ITosidomaeHHA npo ni0o3peaHi nobiuHi peakuii.

[MToBimomnenHs mpo mobiuHi peakiril micis peecTpatlii Tikapchbkoro 3aco0y Ma€ Benuke 3HaYeHH:. Le
[la€ 3MOT'y IIPOBOAUTYU MOHITOPUHT CIiBBiIHOILIEHHS KOPUCTh/PU3UK IIPUA 3aCTOCYBaHHI [IbOTO
JiKapchbKOro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ixHiM
3aKOHHUM IIpefCcTaBHUKAM CJIif TIOBiJOMJISITH IIPO YCi BUMIAAKHU MMiff03PI0OBaHUX MOOIYHMX Peakllii Ta
BiICYTHOCTi e(peKTUBHOCTI TiKapCchKOro 3aco0y mo [IepxKaBHOT0 eKcnepTHOro HeHTpy MO3 Ykpainu
3a mocunaHusaM: https://aisf.dec.gov.ua/



Tepmin npudamuocmi.

3 POKH.

YMmoBH 30epiraHHsi.

s nmikapchKoro 3aco0y He BUMara€eThCs CliellialbHUX YMOB 30epiranus. 30epiratu B HEIOCTYITHOMY
IJI miTed micri.

VYnaxoBka.

I[To 7 TabmeTok y 6mictepi; mo 1 abo 4 GrmicTepu B mayii

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHUK.

CiuToH Xicnanis, C.JI.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Miclsi MpoBaIXKeHHs HOr0 Tis/IbHOCTI.

Byn. K/Kactenno, n’1, CauTt Boi me JInobperat, bBapcemona, 08830, Icmanis



