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JJIsE MEAHYHOT0 32CTOCYBAHHS JIIKAPCHLKOro 3aco0y

TOCIBISI
(TOSIBIA)

Crnao:

0il04a pevosuHa: eTOPHKOKCHO;

1 Tabnerka micTuTh eTopukokcuOy (y nepepaxyBanni Ha 100 % cyxy peuoBuny) 30 mr, 60 mr,
90 mr a6o 120 mr;

00NOMINCHI pevounu. Kaablliio rigpodocdar Ge3BoHHMI, LemoI03a MIKPOKPHCTAIIYHA, HATPIIO
KpOcKapMmes1o3a, I'ipoMenosa, Maruiio creapar;

NII6KOBE NOKPUMMAL!

30 m2, 60 mz, 120 m2: rimpoMenosa, NakTo3u MoHoriapar, tutany aiokcun (E 171), tpuauerus,
inurokapmin (E 132), 3amiza okenn xostuii (E 172);

90 m2: rinpoMenosa, 1aKTo3H MOHoriapar, Turany giokcua (E 171), tpuanerns.

Jlikapebka gpopma. TabneTku. BXPUTI NJIIBKOBOIO 000JIOHKOIO.

Ocnosni gizuxo-ximiuni eracmueocmi:

30 m2: TabneTku Kpyrnoi Gopmu, BKPHTI IIIBKOBOIO 000JiIOHKOK, CHHBO-3E/1€HOT0 KOJIbOPY,

3 JIBOOITYKJIOIO TTOBEPXHEIO;

60 m2: TabneTky Kpyriol GopMu, BKPHTI ILTIBKOBOK 000JIOHKOI, TEMHO-3€JIEHOTO KOJBbOPY,

3 JIBOOIYKJIOK) TIOBEPXHEIO;

90 mz: tabnetku Kpyrnoi GopMmu, BKPHTI IUIIBKOBOIO 000JI0HKOI0, O11I0ro KOIBOpY, 3 ABOOMYKJIOH
MOBEPXHEIO;

120 m2: Tabnetku Kpyrioi (OpPMH, BKPHTI IUIBKOBOIO OOOJIOHKOIO, CipO-3€JI€HOr0 KOJbOpy abo
CHHDLO-3€JIEHOTO KONBLOPY, a0 3€JIEHOr0 KOJIbOPY, 3 JIBOONYKIIOK NOBEPXHEIO.

®apmakorepaneBTHYHa rpyna. Hecrepoinni mporusananbHi Ta NPOTHPEBMATHYHI IIpenapaTi.
Koxcubu. Kon ATX MOLA HOS.

Dapmaronoziuni enacmusocmnii.

Dapmaroounamika.

Mexauizm aif

EToprkokcHO € nepopanbHUM ceneKTHBHIUM iHTiGiTopoM umkinookcurenasu-2 (11OI-2) y mexax
KJIHIYHOTrO J1ana3oHny H03.

Y X0/ KIIHIYHAX (papMaKoJIoriiHuX JIOC/iDKeHb €TOPHKOKCHO n0303anexHo iHridysas [{OI'-2 Ge3
inribyeanng L1OI-1 npu 3acrocypanni y ngosax go 150 mr ma noby. Etopukokcu® He inribye
CHHTE3 IpOCTarnan nHiB LUIyIIKa Ta HE BIIHBAE Ha dyHKIIO TPOMOOLMTIB.

ITuxiooKkcHreHasa BIITIOBIAE 3a YTBOPEHHS l'lpOCTaI‘J]aHﬂHHlB lﬂeHTmblKOBauo Bl 130hopMH —
LOI'-1 Ta HOT-2. 11OI'-2 € i3cihopmoro depmenty, 1m0 iH NyTLCOM Mpo3anajieHns 1a
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PO3IIISIACTLCS SK OCHOBHUH (hakTop, 110 BiJNOBIAAE 3@ CHHTE3 MPOCTAHOIHHX Meaiaropi 6010,
3ananeHHs Tta rapsyk. L{OI-2 Takox 3amisHa y mpomecax OBYJALil, IMIJIaHTauii Ta 3aKpuUTTS
apTepiajibHOT MPOTOKH, peryndiii ¢yHKIlli HHPOK Ta HEHTPAIbHOI HEPBOBOI CHCTEMH (IHIYKIList
raps4kH, BiuyTTs 60J10, KornituBHa ¢GyHkmif). Takok Moke GpaTH y4yacTh y NMpOLEC 3arocHHs
supazok. [[OI'-2 Oyno inenTHdikoBaHo y TKaHHHI HABKOJIO BHPA3KH IIJIYHKA Y JIIOJIMHY, ajle
3HAYEHHS JUIS 3arOCHHS BUPA3KH HE BCTAHOBIICHO.

EdexTuBHICTD

VY nauieHTiB 3 ocTe0apTpUTOM eTOpHKOKCHO y 11031 60 Mr 1 pa3 Ha 100y 3HAYHO MOKpalllye CTaH
npH 004X Ta OLIHKY MALiCHTa OO0 cTaHy 3axBopioBaHHs. Lli mo3uTHBRI eeKTH crnocTepiraincs
BKE Ha JIpYrud JeHb JiKyBaiHs 1 30epiraiucs npoTtsroMm nepioay 10 52 THKHIB. Y Xoil
JIOCII/DKEHb 13 3aCTOCYBaHHsIM eTopukokcHOy B n03i 30 Mr 1 pa3 Ha 100y eeKTHBHICTH LLOTO
npenapary nepeBHILyBana Iiauedo mpoTaroM 12 THXKHIB JIIKYBaHHS (BMKOPHCTOBYBAIH OLIHKH,
1110 3aCTOCOBYBAIUCS B 1HUIMX jochipkerusx). [Tix yac nocnipkenss niadopy 1034 eTOPHKOKCHO y
71031 60 MI IeMOHCTPYBAB 3HAYHO OIIbLI BHpaKeHE MOKpaLIeHHs, HiK y /1031 30 Mr, BiZIHOCHO YCiX
3 OCHOBHHMX KIHIIEBHX TOYOK Iicis O THXKHIB JiiKyBaHHs. 3acrocyBanns Jo3n 30 Mr npu
OCTEOAPTPHUTI KHCTI HE BHBYAIH.

Y nauieHTiB 3 peBMaTOIIHUM apTPHTOM eTOpHKOKeHO y 1031 60 Mr ta 90 Mr 1 pa3 na 100y 3nauno
MOKpaulyBaB CTaH CTOCOBHO BHP@XEHOCTI OOJIIO, 3amalleHHs, a TaKoXK pyXJIHBOCTI. Y Xoji
JOCIIDKeHb 3 ouiHKH 103 60 Mr ta 90 Mr no3uTHBHI edekTH 30epiranucs npoTaroM 12-THXHEBOIO
nepiogy NiKyBaHHS. Y XOJI JOCHIUKeHHS 3 OLHKH 103U 60 Mr nopiBHsHO 3 103010 90 Mr obujBa
J03yBaHHs eTOpPHKOKCHOY — 60 Mr 1 pa3 Ha 100y ta 90 Mr 1 pa3 Ha 100y — Oysu Giibll ebeKTHBHI,
ik mraiebo. Jloza 90 mr Oyna edexTHBHImA, HiK n03a 60 Mr BIAMOBIAHO 10 METONY 3arajibHOT
ouwinkn OGomo mauieHtiB (0—100 MM BizyanbHa aHajloroBa LIKana), 3 CEPEAHIM IMOKPaLIEHHIM
-2,71 mm (95 % J11: -4,98 MM, -0,45 amm).

Y nanienTi 3 HamajiaMH rocTPOro NOJArPHYHOrO ApTPHTY eTOPHKOKCHO y no3i 120 mr I pa3s na
100y npotsrom 8 auiB mosermyBaB 6inb y cyrio6ax cepeiHbOro Ta TSOKKOTO CTYIEHs Ta
3aMaJeH s MOPIBHAHO 3 iHAOMETaluHOM Yy 71031 50 Mr 3 pasu Ha 100y. 3MEHIIEHHs BUPaXKEeHOCTI
Gomo cniocrepiraeThest BikKe Yepes 4 roaMiiu Miciis Mo4Yarky JiKyBaHHS.

Y namieHTiB 3 aHKINO3YIOYHM CMOHAMIITOM eTopukokcub y a03i 90 mr 1 pa3 na 100y 3abesneuye
3HAUHE NOKpAILIeHHs 11pH Oomo y XpeOTi, NpH 3anajeHHi, 0OMeXKeHHI pyXiB, a TaKOXK MOKpallye
¢yukuionansny 3xatuicts. Knivigni nepeBard eTopuKokcHOy cnociepiranucs Ha JAPYrHi JeHb
nicns novaTky Teparmii i 30epiramicst ynpoosk 52-THXKHEBOrO Nepioay JiKyBaHus. Y X0l 1pyroro
JOCTIDKCHHS 3 OMIHKH 7031 60 MT opiBHAHO 3 103010 90 Mr, eToprKokcnO y no3i 60 mr 1 pas na
100y ta 90 mr 1 pa3 Ha o0y npoeMOHCTPYBaB CX0XKY e)eKTHBHICTH NOPIBHSIHO 3 HAIIPOKCEHOM
1000 vr mopnenno. VY mnarienriB, fAKi He JAeMOHCTPYBaIM aJeKBaTHOI BiAMoBial mia 4ac
3acToCyBanHs 1031 60 Mr wI0/ICHHO NpOTAroM 6 THXKHIB, MIABHINEHHS A03H 10 90 MI 1I0JEHHO
NOKpaulyBalo OWIHKY iHTencusiocti 6onto y cmuni (0100 MM BizyanbHa aHanorosa IlIKaja)
MOPIBHSHO 3 MPOJOBKEHHAM TpHiHoMY 60 MI 1I0IEITHO, 3 cepeaHiM mokpameHHsM -2,70 MM (95 %
Jl: -4,88 MM, -0,52 mm).

ITin wac kaiHIYHOTO AOCHDKEHHS nicisonepaniiincro 3yonoro 6omo eropukokcub y Jjo3i 90 Mr
3acTocoByBaIH 1 pa3 ma mo0y Jo Tphox aHiB. Y migrpyni namientiB 3 nomipuuM Oonem y
MIOYaTKOBOMY CTaHI €TOPHKOKCHO y 11031 90 Mr memoHCTpyBaB 3HeOOMOBAIbHUI edexr. moaibnui
N0 Takoro B iGympodeny 600mr (16,11 nporm 16,39; P=0,722), i nepesuiyBaB edexT
napaneramouny/kojeiny 600 mr/60 mr {11,00; P<0,001) i nnaueGo (6,84; P<0,001), mo
BH3HAYAIOCS 3@ MOKA3HHKOM [OBHOro mojerinents Oomo uepes 6 roann (TOPARG). KuibkicTs
NAIIEHTIB, K ITOBIIOM/SIIH TPO 3aCTOCYBAHIS TDENApaTiB €KCTPEHOTro 3HEDONEHHS MPOTAroM
24 romun, cranosuna 40,8 % y rpvmi 3acrocysanHsi etopukokcuOy 90 mr, 25,5% y rpyni
3actocyBanHa i0ynpogeny €00 mMr xokHi 6roamH 1 46,7% y rpymi  3acTocysaHm:
napaueramosy/koneiny 600 mr/60 Mr koxui 6 roaun nopisHsSHO 3 76,2 % naiienTis, ki npuiiManu
mianedo. Y 1UpOMY JIOCHIJDKEHH] [104aTOX aHAITe3HEHOT il (BiauyTHe nosermenHs 6omo) 90 mr
€TOPUKOKCHOY criocrepiranoc: pixe yepes 28 XBHJIMI MICs MpHiloMy npenapary.
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besnexa

MixxHapojHa JIOCIIMMIbKA [IPOrpaMa_TPUBAIOr0 3aCTOCYBAHHs CTOPHKOKCHOY i aukiodenaky
npd aprputi (MEDAL)

[Iporpama MEDAL 6yna npocnexTuBio po3po0ieHoI0 MporpaMoi0 BiIHOCHO pe3yJsbTaTiB 100
Oesneku 3 OOKYy CepUEBO-CYJMEHOI CHCTEMH, OTPUMAaHMX 3a 00’€IHAHMMH JIAHHMH TpbOX
PaHJIOMI30BAHHX TIOJBIHHO CIJIIMMX, KOHTPOJBOBAHMX aKTHBHHM IIPENapaToM HOPIBHAHHS
nociyxens (nocnipkenuss MEDAL, EDGE 11 i EDGE).

Y nocmmxenni MEDAL, mo Oyno HampaBieHe Ha BHM3HA4eHHsI BIUIMBY Ha CEpLEBO-CYIAHHHY
cucremy, Opanu yuacte 17804 manientn 3 octeoaptputoM (OA) 1 5700 — 3 peBMaTOIAHHM
aprputom (PA), siki 3actocoByBanu etopukokcu® y nosi 60 mr (OA) uu 90 mr (OA 1 PA) abo
Jukinopenak y no3i 150 Mr ma no0y nporsrom y cepeannomy 20,3 micsus (MakCUMalIbHO —
42,3 micsius, memiana — 21,3 micsaus). Y upomy pociikerni Oyiu 3adikcoBani TIALKM cepiio3Hi
1100i4HI peaxiii i NPUITMHEHIsI NPUHOMY Ipenapary BHACHIJIOK BHHHKHEHHS Oy/b-SKHX M00IYnHuX
peaxiiiii.

Y xomi nocmijukens EDGE 1 EDGE Il mopisHioBajiH LTYHKOBO-KHITKOBY I€PEHOCHMICTh
eropukokendy i muxmodenaxky. ¥V mocnimxenni EDGE 6pamn yuyacts 7111 nauientis 3 OA, siki
OTPHMYBallM €TOPHKOKCHO y 1031 90 Mr Ha no0y (y 1,5 paza BHile peKOMEHIOBaHOI IO3H IUJISA
nikyBanus OA), abo mukmodenak y mo3i 150 mr ma moby mpotsrom y cepeianbomy 9.1 micsns
(Makcumym — 16,6 micsans, Mmemiana — 11,4 micsus). ¥ pocmimkenni EDGE 11 Opanu yuactb
4086 namientis 3 PA, siki oTpuMyBaIM JIIKyBaHHS eTOpPHKOKCHOOM y n103i 90 Mr ma no0y abo
mknodenakoM y no3i 150 Mr Ha o0y mporsirom y cepenHboMy 19,2 Micsans (MakcHMy™m —
33,1 micsug, Megiana — 24 micdii).

B o6’exnaniit nmporpami MEDAL 6pamu yuacts 34701 nauwient 3 OA i PA, aki oTtpumyBaiin
JKYBaHHS YIIPOJOBXK Tmepiogy B cepeaubomy 17,9 micsns (Makcumym — 42,3 micaus, meaiaHa —
16,3 micsius); npubiamusHo 12800 iauieHTiB oTpHMYBaM JIiKyBaHis noHa 24 Mmicsni. Y malieHTis,
3apeec1pOBAHHX Yy Wil mporpami, OynH pi3HI [MOYATKOBI HHHHUKH PH3MKY CTOCOBHO CEPLEBO-
CYAMHHOI CHCTEMH 1 LUTyHKOBO-KumkoBoro Tpakry (LLIKT). [TamienTn 3 nemonaBHo nepeHeceHuM
indapkToM MioKapia, aopPTOKOPOHAPHHM UIYHTYBAHHSM abo0 4epe3lIKipHOK KOPOHAPHOK
aHrioMIACTUKOIO YNPONOBXK 6 MicsliB 10 peecrpamii B AOCHiKeHHI Oymn  BUKIIOYEH! 3
IocTipKeH . Y OCHiIsKeHHAX OYyJ0 103BOJEHO 3aCTOCYBAHHS raCTPOIIPOTEKTOPHHX MpPENnapaTis i
ALETHIICATIIHIOBOT KHCJIOTH Y HH3BKHX J103aX.

3acanvha besnexa

He Oyijio cyTTeBHX BIAMIHHOCTEH Yy 4acTOTI TPOMOOTHYHHX CEpLEBO-CYJHHHHX YCKIAJHEHb IPH
3acTocyBaiHi  eTopukokcuOy 1 muxnodenaky. KapmiopenansHi noGiuni peaxuii yacTiie
CrioCTepiralmucss TIPH  3acTocyBalHi  eTOpHKOKcHOy, HUDK aukinodenaky; ueii edexr Oys
JI0303ICKHEM (IETANBLHO TIPO pe3yabTark AuB. Hikue). [Tobiuni peaxuii 3 Goky KT i nevinku
BUHUK&JIM 3HA4YHO 4vacTille IpH 3acTocyBaHHI JuKiIodeHaky, HiX etopuxokcrOy. Uacrora
BUHHKHCHHS 1061unux peakiiit y gocnipkennsx EDGE i EDGE II, a Takosx no6Gi4HiX peakiii, mo
posmsjanKcs sk cepio3Hi abo Taxi, 10 NPU3BOAATH [0 BiMIHM IperapaTy B JIOC/IJUKEHHI
MEDAL, Gyna BUI1I0IO IIpH 3aCTOCYBaHHI €TOPHKOKCHOY, HK THKI0(EHAKY.

KBesnexa sionocno cepyeso-cyounnoi cucmemu

Yacrora miATBEpUKEHHX TPOMOOTHYHHX CEPLEBO-CYAHMHHMX CEpPHO3HMX MOOIYHHX peakuii
(Bkmoyaroun peakuii 3 Ooky cepus, lepebpoBackyispHi peakmil i peakuil 3 60Ky nepudepHyHHx
cyauu) Oyna MOPIBHSHHOK B €TOPHKOKCHOY i auknodenaky (mani migcymosaHo B Tabauui l).
He Oyno cyrTeBmX BiIMIHHOCTEH y IIOKa3HHKaX 4YacTOTH TPOMOOTHYHMX YCKIaJHEHb MpH
3aCTOCYBAHHI €TOPHMKOKCHOY i AuMiiodeHaKy B ycix MpOaHATi30BaHHUX MiArpynax, BKJIIOYAIOUH
NAliCHTIB 13  KapliOBACKYJIAPHHM pH3HKOM. I[IpH OKpeMOMY poO3rJisili  BIIHOCHHH —pH3HK
BHHHKHEHHS IATBEPDKEHUX cepifo3HuX TpomOoTHunux mobiyHuX peakiiii 3 OGOKy cepueso-
CY/IHHHOT CHCTEMH TIPH 3aCTOCYBAHHI eTOPHKOKCHOY B 0zi 60 Mr abo 90 mr i aukiaodeHaky B 1031
150 mMr OyB 0IHAKOBHM.
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IToxazHUKH NIATBEPKEHHX TPOMOOTHYHHX YCKIaIHEHb 3 OOKY CEpLEBO-CYAHHHOI CHCTEMH
(o0’ eqnana nporpama MEDAL)

Tabnuus 1
Etopukokcu®d Huxnodenak [TopiBHsIHHS MiXK
(N=16819) (N=16483) rpyIamMH JIIKYBaHHS
YeknaaHeHus 25836 naniento-poxis | 24766 naiieHTO-poKiB
IMTokasHUK' TMoka3nnk Binnocuuit pusmk
(95 % 1) (95 % JII) (95 % JI)
[TixTBep/ukeHi cepio3ni TpoMboTITUHI MobiuHI peakiii 3 60Ky ceplieBo-CyIHHHOI CHCTEMH
3a npoToKoJIOM 1,24(1,11;1,38) 1.30:(1,17; 1,45) 0,95 (0.81:1,11)
3a HaMipOM JIIKYBaTHCH 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
[TinTsep/oxeni yekajHeHHs 3 60Ky ceplis
3a npoToKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a HaMipoM JIIKYBaTHCs 0,69 (0,61: 0,78) 0,70 (0,62; 0,79) 0.99 (0,84; 1,17)
[TinTBepuKeH] nepeOpoBacKyIspHi YCKIaJHEHHS
3a npoToKoIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0.80; 1,46)
3a Hamipom nikysarucs|  0.33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
[TinTBep/KeH] ycknaaHeHHs 3 60Ky nepudepuyHuX CyIHH
3a NpPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a namipom nikyBarucs| 0,24 (0,20; 0,30) 0.23 (0,18; 0,28) 1,08 (0,81; 1,44)

"Vexnaauens Ha 100 namieaTo-pokis; J{I — 10Bipunii iHTepBaJL.
N — 3araibHa KUTBKICTB MAIIEHTIB Y NOMYJISAIIT 3@ TPOTOKOJIOM.

3a mpoTOKOJIOM: yCI YCKJIQJHEHII ML Yac A0ociiAyvBadol Tepanii abo nmpotsrom 14 nuiB micas it
NPHIMHEHHST (32 BHHATKOM MAIi€HTiB, siki npuitnsan <75 % pocnimiyBaHoro npenapary abo
IpUitMaJIK HeTOCTIKYBaHI HeCTepoiIHi npoTH3anaibHi npenapatu >10 % Bcboro mnepiosuy).

3a HaMmipoM JIiKyBaTMCS: BCI IIITBEP/DKCHI YCKIIQJHEHHS /10 3aKiHYeHHS JOCHiDKeHHa (Y T. 4.y
Malli€eHTIB, SKI MOIJIM 3a3HAaTH BTPYYAHHSA, HE [MOB A32HOTO 3 JOCTDKEHHSM, 3 [0JAJIBIIUM
OPHIIHHEHHSAM TIPHAOMY JOCHIKYBAHOTO Mpenapaty). 3araibHa KUTBKICTh PAaHIOMI30BAHHX
nanienTis: 17412 y rpymi eropukokcu®y i 17289 y rpyni aukiiodenaky.

[TokasHHK cepleBO-CYAMHHOI JIETWILHOCTI, AK 1 3arajlbHOI JieTanbHOCTl, OyR noaibnum y rpynax
JIKYBaHHS €TOPHKOKCHOOM 1 JIKI0(EHAKOM.

Kapoiopenanvhi ycknaonenus

[Tputmasno 50 % nanienTis, npuiinsatix v gocniukenas MEDAL, mann aprepianbny rineprensi:o
B aHaMHe3l Ha TOYATKOBOMY e€Tami. Y [bOMY JIOCII/KEHHI YacToTa NPHITMHCHHS JIKYBaHHS
YHACJI/IOK BHHHKHEHHSI TOOIYHHMX peakiliii, MoB’S3aHUX 3 apTepianpHOI0 rinepreHsiero, Oyna
CTATHCTHYHO 3HAYHO BHIIOK y IPYIi 3aCTOCYBaHIls €TOPHKOKCHOY, HiX y rpymi AHKIO(DEHaKy.
Yacrora Takoi nmoOiuHOI peakuii sK 3acTiiiHa cepueBa HEHOCTATHICTH (NPHUIIIHEHHs NpUHOMY
npenapary i cepito3si peakuii), 6yJia aHATOTIYHOIO AK IPH NpHHOMI eTopuKkokcuOy 60 Mr, Tak i mpu
npuioMi auknodpenaky 150 Mr, npore uyactoTa BHHHKHCHHSI LMX peakuiil Oyna BHINOW NpH
npuiomi eropukokcudy 90 Mr nopisisiio 3 mukiopenakom 150 Mr (cTaTHCTHYHO 3HAYYLIA PI3HHUA
npu npuitomi eropukokcuOy 90 Mr nopieusiHo 3 150 M ikiodpenaky B rpyni OA MEDAL).
Yacrora miATBEpIKEHHX MOOIUNHMX peakilif, MOB’I3aHHX 13 3aCTIHHOIO CEpPIEBOK HEJOCTATHICTIO
(siBuIna, o Oynu cepiio3nMMM 1 BMMaranu rocritanizanii abo HeBiaxiaaHOI JHornoMoru), Oyna
HE3HAaYHO BUILOIO MPH MPHHOMI eTOPHKOKCHOY MOpIBHAHO 3 npuiiomMoM Jkiodenaky 150 mr, i neit
edekT 3anexar Bin J03H. YacTora NpHNHWHEHHS NiKyBaHHS YHACHiI0OK BHHHUKHEHHA NOOIYHHX
peaxiliii, mor’si3aHuX 3 HaOpsikamu, Oyna 3HAYHO BHMILOIO TIPH NPHIIOMI €TGPHKOKCHOY NMOPIBHAHO 3
npuiiomom JukiIopenaky 150 Mr, i ueil edexT 3anexaB BiJ J03H (CTATHCTHYHO 3HAYYLIA Pi3HHIS
npu npuiiomi etopukokcuOy 90 Mr, ase He eTopikokcHOy 60 mr).

Kapuiopenanbhi pesynsrati, ortpumani B gocnimkenusx EDGE i EDGE II, sianoeinanu aanum,
po sKi noBioMisnocs B nocaimkenni MEDAL.
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B okpemux nocnijuxennsix nporpamn MEDAL abcomorHa uacToTa NpHIMHEHHS JIIKYBaHHS B
Oyne-skifi rpyni JnikyBaHHA eTopukokcHOoMm (60 Mr ato 90 wmr) cranosBuna jgo 2,6 % npu
apTepiasiLHiii  Tineprensii, g0 1,9% npu naGpskax i go 1,1 % npu 3acrtiiuHiit cepuesiii
HEJIOCTAaTHOCTI, [PU 1IbOMY BHIIA YacTOTa BIAMIHH IpemapaTy crocTepiraiacs y pasi npuiomy
eTopukokcuOy 90 mr, Hiz 60 Mr.
Pesynbmamu wiyHK060-Kuuko6oi nepenocumocmi y npozpami MEDAL
3HayHO MEHIIMH NOKAa3HWK BIJIMIHM TpenapaTty BHACIiJIOK BHHHKHEHHS OYIb-KOTO KIIHIYHOIO
yeknannenns 3 6oky IIKT (manpuknan nucnencii, abaominaasnoro 0010, BUPa3KH) CriocTepirascs
IPU 3aCTOCYBAHHI €TOPUKOKCHOY, HIK AMKIO(PEHAKY, B KOKHOMY 3 TPBOX JIOC/IUKEHb [POrpaMu
MEDAL. [Iloka3suuku BiaMiHM npemapaTy BHACAIMOK KhiHiudux peaxknid 3 Ooxy IHKT Ha
100 narienTo-pokiB 3a Bech Iepiost jocmipkerns Oyan takumu: 3,23 juia eropukokcuOy i 4,96 s
muknopenaky B aocaijpkenHi MEDAL: 9,12 mns eropukokcuOy i 12,28 nns aukinodeHaky B
nociiukenni EDGE; 3,71 nns eropukokcu0y i 4,81 nns auknodenaky B nocniukesni EDGE 11
Pesynomamu npoepamu MEDAL wooo 6esnexu ons ILIKT
3aranbui peakuii 3 6oky Bepxuboro Biyyiiny UIKT Gynu Busnauyeni sik nepdopaitii, BUpaskn |
kposotedi. [liarpyna sarasbuux peakuwiit 3 O6oky Bepxuboro simtiny UIKT, axi Beaxanncs
YCKIIaIHEHUMH, BKIIo4ana repdoparii, obcTpykuil i yckiaJHeHi KpoBOTeYi; NMiArpyna 3arajibHHX
peakmiii 3 Ooky BepxHboro Bupary KT, ski BBakaiHcs HEYCKIAOIHEHMMH, BKIIOYala
HEYCKJIa/IHeHI KPOBOTeYi 1 HeYCKJIaJHeH] BUpa3ki. 3HAYHO MEHIINI NOKa3HHK YacTOTH 3arajbHUX
peakuiii 3 Goky Bepxsix Bijutiii IIIKT cnocrepiraBcs mpu 3acTocyBaHHI €TOPHKOKCHOY, HIX
muknodenaky. He Oyno cyTTeBoi pi3HHIL MK €TOPHKOKCHOOM 1 JMKJIO(pEHAKOM 111010 MMOKa3HHKA
YACTOTH YCKJIAJHEHHX peakiiiil. JIis miarpynu Takux peakiiit sk KpoBoTeua y BEPXHLOMY BLLifI
HIKT (06 ennani ycknaaHeiii i HeyckiaaHeHi), He OyJo CyTTeBOT BIIMIHHOCTI MiX €TOPHKOKCHOOM
i muxnodenakom. Tlepesara eroprukokcuOy moao BruiMBy Ha BepxHiit Bigain LIIKT nopisusHo 3
MMKIo(peHakoM He Oyna CTAaTUCTHYHO 3HAYYLUIOK Y MAli€HTIB, SIKI OJAHOYACHO 3aCTOCOBYIOThH
acmipuH y HU3bKHX J103ax (npuOnn3Ho 33 % nauieHTis).
[Tokasamk wactorn Ha 100 namieHTO-poKiB MIATBEPDKEHHX YCKJIAAHEHHX 1 HEYCKJIAJIHEHHX
KJIHIYHUX peakiliif 3 Ooky Bepxunoro syutiny KT (nepdopattii, Bupa3ku i KpoBOTEYl) CTAHORKB
0,67 (95 % 1 0,57, 0,77) npu npuitomi eropukokcudy i 0,97 (95 % A1 0,85, 1,10) npu npuiomi
JukinodeHaky, npu uboMy BiaHocHHi pu3uk ctaHoBuB 0,69 (95 % J11 0,57, 0,83).
Bu3HauaBcs NMOKa3HUK 4acTOTH MiATBEpUKeHHX peakuiii 3 Goky Bepxuwporo simaimy LIKT y
MAIi€ATIB JITHLOrO BiKYy; HaWOLIbIIE 3HHIKEHHS CIOCTEpiraiocs y MAaIieHTiB BikoM >75 pokis
(1,35 [95 % J11 0,94, 1,87] peakuiii Ha 100 nanieHTiB-poKiB NpH NpHHOMI €ETOPHKOKCHOY MOPIBHSIHO
32,78 [95 % J11 2,14, 3,56] npu npuiiomi aukiopenaxy).
[TokasHMKH 4YACTOTH IIATBEP/DKEHUX KIIHIYNMX peakuid 3 Ooky mHwkapOro Biutiny KT
(nepdopattis TOHKOro abo TOBCTOTO KHINEYHHKY, oDCTpyKilis abo KpoBOoTeya) CTATHCTUYHO HE
BUIPI3HSAIMCSA TIPH 3aCTOCYBaHHI eTOPHKOKCHOY 1 1uKIodeHaKy.
Pesynemamu npozparu MEDAL wodo 6e3nexu 0ns nevinku
Etopukxokcub OyB aconiiioBanuii 31 CTATHCTHYHO 3HAYHO MEHINOI0 YAaCTOTOIO BIAMIHM Ipenapary
YHACIiZIOK BHUHHKHEHHs NOOIYHUX peakiiii 3 Goky mneuinkd, Hix miknodenak. B o6 ennanii
nporpami MEDAL 0,3 % nauienris, ski 3actocoByBanyu eropukokcu6, i 2,7 % naiienTis, ki
3aCTOCOBYBAJIH JIMKJIO(EHAK, NPUIIHHWIKM 3acTOCYBaHHS TNpenapary BHACHIIOK BHHHKHEIIHs
noGiyHuX peakuiii 3 Ooky neuinkn. [lokaswuk wma 100 mamiento-pokiB cranoBuB 0,22 mpu
3acTocyBaHHI eTopukokcuOy i 1,84 npu 3acrocysanni quknodenaky (p-3nauenss 6yno < 0,001 s
eropukokcuby nopisusiHo 3 urnogenakom). [lpore y nporpami MEDAL Ginburicts nobiunnx
peaxiiii 3 oKy nedisku OynH HecepHO3HHUMH.

0JIaTKOBI J1aHi 3 Oe3MeKH Uil CeplieBO-CYIMHHOT CHCTEMH HIOA0 TPOMOOTHYHHUX YCKIa/Ienhb
Y xoal KMHIYHHX JOCHI/DKEHb, 33 BHHATKOM pociijpkeHb nporpamu MEDAL, npubnnsuo
3100 nauieHTiB OTPUMYBAIH €TOPUKOKCHO y n03ax > 60 Mr Ha 100y ynpoaoBxk 12 THXKHIB i A0BLIE.
He Oyno 3nauymoi BiAMIHHOCTI MOKa3HHKIB MiATBEPKEHHX CEPHO3HMX TPOMOOTHYHMX CEpLIEBO-
CYIMHHHUX YCKJIAJHEHb Y NMAIli€HTIB, IKi NpHiAMaIH eTOPHKOKCHO y 103i > 60 Mr, mianebo abo inui
HIT3IT (3a Bunsitkom HanpokceHy). [Ipore wactora Takux peakiiii Oyna BHILOIO Yy NMALI€HTIB, SKI
OTPHMYBAJIH €TOPHKOKCHO, IOPIBHAHO 3 THMH, XTO[OTpHMYBaB Harnpokceny y103i 500 mr 2 pa3u na
Y3roaxeHo 3 matepianamu 5
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noby. BiaMinnicTe aHTHTpOMOOTHYHOT akTHBHOCTI Mix aeskumu HIT3I1, wo inribyiors LLOT-1, i
ceneKTuBHUMHU iHriGiTopamu [1OI-2 Moxe OyTH KIIHIYHO 3HAYYINOK Y NALIEHTIB IPYNH PH3HKY
BHHHKHCHHA TpoMOoemOonmiunux  ycknamuens. CenexktusHi inriditopn [OI-2  3umkyiorh
YTBOPEHHS CHCTEMHOTO (i TOMY, MOKIJIHMBO, €HJIOTEIaIbHOIr0) NpOCTAlMKIiHy 0e3 BIIMBY Ha
TpombouuTapuuit TpomOokcan. KiliHiuHe 3HaYeHHs [IUX JaHHUX HEBIZOME.
Joaarkosi jlani monao 6e3nexu ang HIKT
[Tig gac sBOX 12-THXKHEBHX MOJABIHHO CHINMMX €HAOCKOMYHHX JIOC/I/UKEHb KyMYJISTHBHA 4acToTa
BUHHKHEHHS racTPOAyOJCHAJILHHUX BUPa3ok OyJjia 3HAYHO HHIKUOKO y NALUEHTIB, SKI OTPUMYBAIH
JIKYBaHHS e€TOpUKOKcHOOM y n10o3i 120 Mr 1 pa3 Ha n00y, HiK y Hali€nTiB. siKi OTPUMYBQIH
NiKyBaHHs HarpokceHoM y J103i 500 mr 2 pa3su Ha 100y a6o iGynpoderom y n03i 800 mr 3 pa3u Ha
n00y. YactoTa BAHMKHEHHS BUPA30K Oya BHILOIO MPH 3aCTOCYBaHHI eTOpuKOoKcHOY, Hixk manebo.
JlocaijpkenHs GYHKIIT HUPOK Y NALEHTIB JITHBOTO BIKY
Y Xoji paH/JIOMI30BAaHOrO MOXBIHHO CIimOro miaanebo-KOHTPOJIBOBAHOTO  JIOC/IIJUKEHHS 3
napajiejJLHUMH TpyNaMH  OLHIOBABCS BIUIMB 15-JieHHOrO JikyBaHHs etopukokcuOom (90 mr),
nenexokcubom (200 mr 2 pasu Ha n00y), nanpokceHom (500 mr 2 pasu Ha 100y) i nnanebo Ha
BHMBEJICHHS HATPIIO 3 Ceyelo, apTepiaJbHUil THCK Ta IHIII MOKA3HUKM (DYHKIT HHPOK Y Nalli€HTIB
BikoM BiJ1 00 110 85 pokiB, AKi JOTPUMYIOTECA Ai€TH i3 BMicToM coiti 200 MEkB/no0y. Etopukokcuo,
IIENEKOKCHO 1 HampokceH Mand nNoAiOHMI BIJIMB HAa BHMBEJEGHHS HATPIIO 3 CEYE IpH
JBOTHKHEBOMY JIIKYBaHHI. YCi aKTHBHI NpemnapaTH MOPIiBHSHHSA NOKA3aIM MiJIBUILECHHSA BiIHOCHO
1anedo CHCTOJNYHOrO apTepiaibHOr0 THCKY; MPOTE €TOPHKOKCHO acouliloBaBcs 31 CTaTHCTHYHO
3HAYYIHM [TiIBHLICHHSIM Ha 14-ii 1eHb MOPiBHAHO 3 HEIEKOKCHOOM | HATPOKCEHOM (CepeiHs 3Mina
CHCTOJIIYHOTO THCKY HOPIBHSHO 3 MOYATKOBHM PiBHEM: €TOPHKOKCHO 7,7 MM pT. CT., LI€JIEKOKCHO
2.4 MM pT. CT., HAIIPOKCEH 3,0 MM PT. CT.).
Dapmarxoxinemuxa.
Abcopbyis.
Etopukokcu® 100pe BCMOKTYETBCS INpH mepopalbHOMY TNpHiioMi. AGcontoTHa Ol0I0CTYMHICTD
cranoBuTh npubansHo 100 %. ITicns npuitomy 120 mr 1 pa3 ga 100y 10 HocsSrHeHHs PIBIOBAKHOIO
CTaHy MaKCHMaJlbHa KOHLEHTpallis Yy Iula3Mi KpOBi (cepelHe TreoMeTpHuHE 3HAYEHHS
Crmax=3,6 Mkr/min) cnioctepiraersest npubausno yepes 1 ronuny (Tmax) nicias npuilomy J10pOCIHMH
narie. Cepenne reomerpuune 3HaueHHS AUCpa4 p cranoButh 37,8 MKrxroa/mi. Y Mexax
KJIIHIYHOTO 103yBaHHs (hapMaKOKiHeTHKa eTOPHKOKCHOY € JIiHIIHOIO.
Ilpn npuitfomi npenapary y no3i 120 mMr mig 4bac imu (Tka 3 BMCOKHM BMICTOM JKHPIB) He
criocTepiranocs BIUTMBY Ha cTyniHb abcopOuii etopukokcuOy. [lIBuakicTs abcopOuii 3mMiHIOBAIACH,
1110 XapaKTepu3yBalocs 3HIKEeHHAM Chpax Ha 36 % Ta 36U1beHHAM Thay Ha 2 rogunn. Taxi naHi ne
pO3IIAAI0OThC K KIiHIYHO 3navyn. [T yac KiiHIYHNX JOCTKEHb €TOPHKOKCHO 3aCTOCOBYBAIH
HE3aJIeKHO Bijl NpUioMy Txi.
Po3znooin.
Etopukokcnd mnpuGimsno una 92% 3e’s3yetbess 3 OiikamMu NJa3MH - KpOBI  JIHOJMHH 3
koHuenTpaismu Bix 0,05 no S wmrr/mn. O6’em posmominy npu piBHOoBakHOMY craHi (Vdss)
CTaHOBHTH Npubnu3Ho 120 11 y Mo uHu.
Etopukokcn® nponukae uepes iulaneHtapHuit Gap’ep y miypiB Ta KpojiB, a Takok uepes
remaroennedaniynuii 6ap’ep y urypis.
Memabonism.
Eropukokcu® axtuBHO Metaboiisyerbes, menime 1 % J103H BHAUISETBCS 13 Ce4Yel Y BUIIISAI
HeaMmiHenoro npemnapary. OcHoBHHH wmusx MertabonisMmy — 1e ¢GopMyBaHHS  [OXIIHOI
6'-riIpoKcUMeTHIY HUIAXOM Kartamizanii ¢pepmentamu uaroxpoMy. CYP3A4 crnpusie metabonizmy
€TOpHKOKCHOY in vivo. JlocnijokeHns in vitro BKasyloTs Ha Te, 1o CYP2D6, CYP2C9, CYPIAZ2 ta
CYP2C19 takox MOXKYTh Karajgi3yBaTH OCHOBHWIT UUIsX Metabonismy, aie iX KiIbKicHI
XapaKkTepUCTHKH HE BHBYAJINCH N VIVO.
Y moaunn ineHtudikosano 5 merabonitiB. OcHOBHUM MeTabomiToM € 6'-KapOOKCHI0BOT KHCIIOTH
JIepHBAT eTOPHKOKCHOY, 110 YTBOPIOETHCS MPH MOJAIBIIIH OKCHAALIT TOX1IHOT 6'-I1IPOKCHMETHITY.
Lli ocHoBHi MetaGonity abo He BHABISIOTH AKTHBHOCTI, ab0 € ciaboakTHBHMMHM IHTIOITOpaMH
[1OTI'-2. XKojen i3 uux merabosriTis ve inridye LG
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Buseoenns.

[Ticns pazoBoro BHYTpPILIHBOBEHHOIO BBE/EIHS 3/10POBAM 00POBOJIBUAM 25 MI' €TOPHKOKCHOY,
mideHoro pazioizoronom, 70 % panioakTHBHOrO npenapatry BHBOAMTHCS i3 ceueto i 20% — 3
KaJIOM, TOJIOBHHM YHHOM Yy BUTIsAl MetaboniTiB. Menule 2 % BHBOAMTBCH Y BHUITISI HE3MIHEHOTO
rpenapary.

BuBenenns eropukokcuOy BinOyBaeThes Maiike MOBHICTIO HUIAXOM METaGOI3MY 3 MOAAIBLIAM
BHBC/ICHHAM HHPKamH. PIBHOBa)KHI KOHIIEHTpalll eTOPHKOKCHOY A0CAraloThes uyepes 7 AHIB NpH
3acTocyBanHi y 11031 120 mr 1 pa3 Ha 100y 3 MOKa3HHKOM KyMyJsiii npu6iu3Ho 2, L0 BiANOBiAac
nepiogly  HaniBBHBeleHHs — npubnusHo 22 roamuu.  Knipenc  nmnasmMu KpoBi  micas
BHYTPIIIHLOBEHHOI'0 BBEJICHHS 25 MI nipenapary ctaHoBUThL npuOin3Ho 50 Mi/xa.

Oxpemi epynu nayienmis.

[TanienT sitHeoro Biky. dapMakokiHETHKa y nallienTin JITHBOrO BiKY (BikKoM Bij 65 pokiB) ¢
110,1i6HOI0 10 hapMAKOKIHETHKH y MOJIOJIIIHMX NAIi€HTIB.

Crarp. dapMakoKiHEeTHKA eTOPHKOKCHOY € MOAIOHO0I0 Y YOJIOBIKIB Ta KiHOK.

Llopymenns GyHKIIT NEYiHKH. Y MAli€HTIB 3 JIErkuM NopyeHHsM GpyHkuil nevinku (5-6 6auis 3a
wkanowo Yainga—IT'10) npu 3actocyBanHi eropukokcuby B 1031 60 Mr 1 pa3 Ha no0y cepesnii
nokasiuk AUC npubnuszno Ha 16 % Oinblumii, HIK y 370pOBHX JIOOPOBOJIBIIB MPH TAKOMY XK
JI03yBaHHI Tpenapary. Y Malie€HTiB 3 MOMIPHMM mnopymeHHsM ¢yHkmii medinku (7-9 GaniB 3a
mkanow Yaiinna-IT"r0) npu 3actocyBanni eropukokcuby y m03i 60 mMr yepe3 noby cepenHiii
nokasunk AUC 6yB noaiGHHI 10 NMOKa3HUKA Y 3/I0pOBHX J100POBOJIBLIB, SKi MPHHMAaJIK npenapar y
no3i 60 mr 1 pa3 Ha 100y 10/IEHHO; 3acTOCYBaHHs eTopukokcHOy B 1031 30 Mr 1 pa3 Ha 100y He
BHBYAIM Yy I rpyni mamientiB. Hemae kiiniunux abo (apMakoKiHETHYHHX JaHMX CTOCOBHO
NalieHTIB 3 THKKHM MOPYIIeHHIM GyHKUIT nedinku (>10 Ganis 3a mxanorw Yaiinaa—TI1"10).
Iopyuenns ¢yukuii nupok. @apmakokiHeTHKa pa3oBol 1034 €TOpHKOKCHOY 120 Mr y mauieHTiB i3
TIOMIPHHMHM Ta TSXKKHMH MOPYIIEHHIMH (DYHKUIT HUPOK, @ TAKOXK Y MAIIEHTIB i3 3aXBOPIOBAHHAMH
HUPOK TEPMIHAIBHOI CTail, IKHM NPOBOJSATH eMOjiali3, He BIJIPI3HAETHCS 3HAYHHM YHHOM BiJl
(apmakoKiHETHKH y 30poBHX J00poBosibliB. [Ipu remoianizi npemapar maiike He BHBOAHTLCS
(xaipenc jmiani3y — npubiuzHo 50 Mi/xB).

Himu. ®apMaKoKiHETHKY €TOPHKOKCHOY B jiTeit (BikoM 10 12 pokiB) He BUBYAIH.

VY xozi nocnimkens GpapMakokineTuky (n=16), 110 NPOBOAMIM 3 YYACTIO MiTiTKIB (BikoM Bia 12 10
17 pokiB), papMakoKiHeTHKa y MalieHTiB 3 Macoio Tina 40—60 Kr, SKUM TIpH3HAYAIH €TOPUKOKCHO
y 1031 60 mMr 1 pa3 ma noly, Ta y mamieHTiB 3 Macow Tina Oinbie 60 Kr, SKHM [pH3HAYaIH
npenapat y a03i 90 mr 1 pa3 na 100y, Oyna noaibHow 10 (HapMaKOKIHETHKH y JOPOCIHMX, sKi
3aCTOCOBYBAJIH e’ropnkoxcnfi y no3i 90 mr 1 pa3 Ha n1o0y. be3nexa ta e(beKTHBHwa 3acTOCYBalHs
€TOPUKOKCHOY JIITAM He BCTAHOBJIEH.

Kuniniuni xapakrepucruku.

Hokazanns.

CumnToMaTHYHA Tepamist IPH OCTE0apTPHUTI, PEBMATOTIHOMY apPTPHTI, AHKLIO3YIOUOMY CTIOHIMIITI,
a TAKOX 1pH 00O 1 03HAKAX 3aNAJICHHs, OB’ A3aHAX 13 FOCTPUM TMMOJArPAYHHAM apTPHTOM.
Herpupane JikyBanHs moMmipHOTO michsionepaiiiinoro 600, MOB’S3aHOr0 3i CTOMATOJOrYHHMH
oreparismMu.

Pimenns npo npusHayeHHa cenekTuBHOro inribiropy 11OI-2 MOBMHHO IPYHTYBaTHCS Ha ONiHI
BCIX IHJIMBI/IyalIbHHX PH3MKIB y matienTa.

Ipomunoxazanna.
Jlikapebkuit 3aci6 Tocibis npoTunokasanuii:
® IpH TiNEpYYTIHBOCTI JO Aito4oi abo 10 Oyab-fkoi AOMOMIKHOI pEevMOBHHH
npenapary;
® [IpH aKTHUBHiH NeNTHYHI Bupa3ui abo akTHBHIM ULIYHKOBO-KHIIKOBIH KPOBOTEYI;
® [aiicHTaM, y SK4X BHHHKaB OpOHXOCNA3M, FOCTPHH PHHIT, Ha3albHI TOJIlH,
aHTiIOHEBPOTHYHHE Habpsk, kponus’sHka abo iHwi asepriuvi peaxuii micns
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3acTocyBaHHs auerwicaninniosoi kucnorn abo HII3IL, Bratouaroun 1HriOITOpH
L[OI'-2 (nuknookcurekcanasa-2);

® y1mepioJ BariTHOCTI a00 roJlyBaHHs IPYJULIO;

® [IPH TSOKKUX MOpYILEHHSX QyHKIUIT nedinky (a1b0yMiH CHpOBAaTKH KpoBi <25 1/ abo
>10 6amis 3a mwkanorw Yainna—I1"10);

®  SIKIIO PO3paXxOBAaHHWH HUPKOBHI KipeHC KpeaTHHIHY < 30 MJI/XB;

e JiTAM BikOM 10 16 pokis;

e [IPH 3analIbHUX 3aXBOPIOBAHHSIX KHIEYHHKY

e 1pu 3acTiiiniil cepuesiii HepoctaTHoeTi (NYHA T1-1V);

® [AICHTaM 3 apTepiaibHOIO TiNEepPTEeH3i€r0, Y SKHX MOKA3HUKH apTeplaibHOr0 THCKY
noctiino Byl 3a 140/90 MM pr. CT. Ta HEOCTATHBEO KOHTPOIIOKOTHCA;

* npu JiarHocToBamiii imemidniii XBopobi ceplis, 3aXBOPIOBAaHHAX TMepH(EpPHIHHX
aprepiii Ta/abo 1epeOpoBacKyJIIPHAX 3aXBOPIOBAHHSAX.

B3aemoodia 3 inwumu 1ikapcbKumu 3acodamu ma inuii 6uou €3aemooiil.

Dapmaxoounamiyni 63aemMo0ii

Ilepopanvni anmuroazyisinmu. Y NaiieHTiB, cTaH SKUX cTabiNi30BaHUI MOCTIHHUM 3aCTOCYBAHHAM
BapdapuHy, NpUioM eTOpHKOKCHOY B 1031 120 Mr Ha 100y CynpOBOKYETHCS 30LIBIICHHAM
npubau3no Ha 13 % npoTpoMOIHOBOrO Hacy MisKHApOJAHOTO HOPMANTi30BAHOTO BIAHOLIECHHS
(MHB). Tomy y naiieHTis, siKi 3aCTOCOBYIOTh NepoOpajibHi aHTHKOATYJISIHTH, CJ1ijl YacTO MEPEBIPATH
MOKa3HUKH npoTpoMbinoBoro yacy MHB, ocobnuBo y nmepiui aui npuiiomy eToprkokcndy abo npu
3MiHI HOTO JI03YBaHHS. '

Hiypemuxu, incibimopu anziomensunnepemeopiosarvrozo gepmenmy (AIID) i anmazonicmu
peyenmopie anziomenzuny I Hectepoinni nporusanainbHi 3acobu MOKyTh nociabioBati edexr
NIYpPEeTHKIB Ta IHIIMX AHTHIINEPTEH3UBHHUX IipenapatiB. Y JedKHX NALIEHTIB 3 TNMOPYUICHHAM
GyHKIIT HHPOK (HampHKJIaa y NamieHTiB 3 Jeriaparanielo abo y MaUieHTIB JIITHBOTO BIKY 3
ocnabneHow (GyHKIIE HUPOK) OJHOUacHe 3acTocyBaHHs iHriditopy AIID abo antaronicris
peuenTopiB anrioten3uny Il i npenaparis, mo iHriOyOTh HHKJIOOKCHIE€HA3Y, MOXKE MPA3BOJAMTH J10
MOJANBIIOr0 noripureHHs (YHKIIT HUPOK, BKIIOYAIOYH TOCTPY HHUPKOBY HEJOCTATHICTDL, IO
3a3BHYall Mae 00OpoTHHMIi Xapakrtep. Ciigi nam’saTartd NpO MOX/IHBICTH TakMX B3aeMOjiil y
NAL€EHTIB, SKi 3aCTOCOBYIOTh €TOPHKOKCHO OiHOYAcHO 3 iHribitopamu AIID abo 3 antaronicramu
perentopi anriorensuny II. Tomy Taki xomGinamii cijg npa3Hayatd 3 00EPEXKHICTIO, OCOOIHBO
namieHTaM JiTHeOro BiKy. Ciil MpOBeCTH HANEKHY TipaTaiiio Ta PO3IISAHYTH IHTaHHs [1PO
NPOBEJICHHS MOHITOPHHTY (YHKIIT HMPOK Ha MOYaTKy KOMOIHOBAHOIO JIKyBaHHS, a TakokK 3
NEBHOIO MEPIOIMUHICTIO 1 Haaami.

Ayemuncaniyunosa kucioma. ¥ X0l JOCHIDKEHHA 3 Y4acTIO 3/I0POBHX H0OPOBOJILIIB B yMOBax
PIBHOBa)XHOI'O CTaHy 3aCTOCYBaHHs eTOpUKOKCHOY B 1031 120 Mr 1 pa3z nHa 00y He BIIHMBAIO HA
AHTHArperaHTHY aKTHBHICTL auerwicaninuioBoi kuciotd (81 mr 1 pa3 Ha 100y). Etopukokcud
MOKHA MPU3HAYATH OJTHOYACHO 3 ALETHIICANILIHIIOBOIO KHC/IOTOIO B J103aX, 10 3aCTOCOBYIOTHCS JUIs
NpoGIIAKTHKH CEPLEBO-CY/IMHHUX 3aXBOPIOBAHb (3aCTOCYBAHHS ALETHJICATIIMIOBOI KHCIIOTH B
HM3bKHX J03ax). OJHak o/HOYACHE 3aCTOCYBAHHS HH3BKHX JI03 ALETHJICATILHIOBOI KHCIOTH Ta
eTopHKoKcHOy Mose 30iUibinyBatH wacrory BuHHKHeHHS Bupaskd IIIKT Ta iHmmx ycknaaHeHb
MOPIBHAHO 3 MOHOTepanicio eTopukokcnbom. He pekomeHIOBaHO OJHOUYACHE 3aCTOCYBAHHS
eTopukokcnly 3 aleTHIICAIIIMIOBOI0 KHCIOTOW, JI03H SKOI BHIII 3a MpodilakTHYHI, a TAKOXK 3
IHIIUMM HECTCPOITHHMH IPOTH3ANLILHUMH 3ac00aMH.

Huxnocnopun ma makponimyc. Xoua B3a€EMOLid €TOPUKOKCHOY 3 WHMH Ipenapatamu  He
BHBYAJaCh, OJIHOYACHE 3aCTOCYBAHHA OYIb-KOTO HECTEPOIAHOTO MPOTH3ANAILHOro 3acoly i3
IHUKJIOCTIOPHHOM ab0 TaKpOJIIMYCOM MOKE MOCHIICBATH He(GpPOTOKCHYHKWE BrHB octanHix. Crin
KOHTPOJIIOBATH (YHKIIIO HUPOK NPH OJHOYACHOMY 32CTOCYBAHHI €TOPHKOKCHOY 3 Oylb-siKHM 13
IIUX Npernaparis.
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Dapmarxokinemuyni 63aemo0il
Bnaus emopuroxcuby na papmaxoxkinemuxy inwux npenapamis.
Jlimiti. Hectepoinni npotu3anaibHi 3aco0H nociabiiooTh BUBEACHHS JIITII0O HUPKAMH, THM CAMHM
MIJIBUILYIOUN piBeHb JITIIO Y IU1a3Mi KpoBi. SIkumio HeoOX1HO, NPOBOIAATH PETENbHHHA KOHTPOJIb
PIBHA JITII0O Yy KPOBI Ta KOPHIYIOTH 03y JITiIO NPOTSrOM OJIHOYACHOTO 3aCTOCYBaHHS HHX
Ipenaparis, a TAKOXK MPH NPHUIIMHEHHI 3aCTOCYBAHHS HECTEPOLIHUX MPOTH3ANAIBLHUX 3ac00iB.
Memompexcam. Y xoui JBOX JOCIHIDKEHb BHBYaIH e(peKTH eTOpPHKOKCHOY NpH 3acTocyBaHHI y
no3ax 60, 90 a6o 120 mr 1 pa3 Ha 100y npotarom 7 AHIB NamicHTamu, skl ojlep:KyBaiu | pa3 Ha
THXK/IEHb METOTpeKcaT y 103i Bia 7,5 mo 20 mMr npu pesmaroignomy aptputi. Etopuxokcu6 y 103i
60 1 90 Mr He BrUIMBaB Ha KOHIIEHTPAIIO Y Mua3Mi KpoBi abo HUPKOBHII KJIPEHC METOTpEKcary.
B oxnomy nociijokeHHI PH 3acTOCyBaHHI eTopukokcnOy B 1031 120 Mr He criocTepiranocs BIUJIHBY
Ha KOHIIGHTpAIlil0 y IIa3Mi KpPOBI Ta HHUPKOBHI KIIpEHC MeTOTpeKcaTy, TOJAl AK B iHLIOMY
JIOCJIJUKEHHI TpH 3aCTOCYBaHHI e€TOpHKOKCHOY B 1031 |20 Mr koHLeHTpauis MeToTpekcary y
m1a3mi Kposi mijiBuinyBanacs Ha 28 %, a HUPKOBHI KJipeHC MeToTpeKcaTy 3HHKyBaBcs Ha 13 Y.
[Ipu onHoyacHOMY NpH3HAYEHHI €TOPHKOKCHOY Ta METOTpeKcaTy CJIijl TPOBOJAMTH BiAMOBIAHUH
MOHITOPHHI CTOCOBHO TTOSBH TOKCHYHOTO BIUTHBY METOTpPEKCATYy.
Iepopaneni konmpayenmueu. Etopukokcu®d y n03i 60 Mr mpu OJIHOYAaCHOMY 3acTOCYBaHHI 3
NEPOPATLHUMH  KOHTpAlleNTHBAMH, [0 MicTaTh 35 MKr eruHinectpamiony Tta 0,5-1 mr
HOPETHHIPOHY, mpotsrom 21 jHs npussojuB a0 niasuineHHs nokasHuka AUCpoq ne Y
pIBHOBaXKHOMY cTaHi Juis eruHiUtectpamiony Ha 37 %. Ertopukokcu® y jno3i 120 mr npu
3aCTOCYBAHHI 3 BUIIEBKA3aHUMH NEePOPaATLHUMH KOHTPAllENTHBAMH 0JIHOYacHO abo vepe3 12 roamu
MiJIBUIILYBaB y piBHOBaxKHOMY cTaHi 3Ha4enHst AUCq.24 y, eTuHIIECTpatioNy Ha 5060 %. Tlpo Take
NIJIBUIIEHHS KOHUEHTpauii eTHHinecTpajiony ciii mnam’'aratd 1npu  BUOOpI nepopanbHoro
KOHTpPAIENITUBY 3 PI3HHM BMICTOM ETHHIJIECTpaxioly, SKHH 3aCTOCOBYBATHMETbCS OIHOYACHO 3
eropukokcHOOM. 1liBHIIEHHS eKCMO3WMil eTHHiIeCTpaaiony Moxe 301JbIIYBaTH 4acToTy
BHHHMKHEHHs TMOOIYHHMX peakiliii, MOB’s3aHHUX i3 3aCTOCYBAHHSM TMEpOpPaTbHHX KOHTPALENTHBIB
(Hanpukiaa TpomOoemOonii BeH y KIHOK IPYIH PH3HKY).
I'opmonosamicna  mepania  (I'37). Tlpuitom 120 Mr etopukokcuOy 3 TrOpMOHO3aMICHHMH
npenaparaMH, L0 BKJIIOYAKOTh KOH'HOFOBaHI €CTPOreHH, mpoTsarom 28 aHiB 30iibluye cepe/iHiil
nokasHuk AUCq.o4 pr Y pIBHOB@XHOMY CTaHi HEKOH IOroBaHoro ectpony (ma 41 %), exsiiiny
(na 76 %) 1 17-B-ectpamiony (ma 22 %). Brume 103 eTOpHKOKCHOY, PEKOMEHIOBAHWUX JUIs
tpuBanoro 3actocyBanns (30, 60 i 90 mr), He BuBYanu. [opiBHAHO 31 30IIBIICHHAM 103YBaHHS 3
0,625 no 1,25 Mr npu MoHOTeparlii KOH IOrOBaHHMH €CTPOreHaMH, BILIMB eTOPUKOKCHOY B J103ax
120 Mr nHa excnosuuito (AUCy.24h) €CTPOrEHHHX KOMIOHEHTIB OyB MEHUIMM HIX Ha MOJIOBUHY.
KniniyHe 3HaYeHHs TaKOroO IiJBHNICHHsS HEBiJoMe, a INPHIOM BHCOKHX /03 KOH IOrOBaHHMX
€CTPOreHiB OJIHOYACHO 3 eTOPHKOKCHOOM He BuBYamd. Cnuix OpatH o yBarw Take 30iiblneHHs
KOHIIEHTpaIllii ecTporeHy npu BHOOPI rOPMOHAIBHOIO Ipenapary Juisi 3acTOCYBAaHHS Yy Mepiojl
NIOCTMEHONAY3H IpPH OJHOYACHOMY 3acTOCYBaHNI 3 ETOPHKOKCHOOM, OCKUIBKH 3pOCTaHHS
EKCIO3HIIT €CTpOreHy MiABHINYE pPW3MK BHHHKHEHHs TMOOIYHMX peakuiii mnpu 3amicHii
ropMoOHOTeparii.
IIpeonizon/npeonizonon. Y JOCTDKEHHSX B3a€MOJil €TOPHKOKCHO He BHSBIAB KIJIIHIYHO
3HAYYILOIO BILIMBY Ha ()apMaKOKIHETHKY IPEIHI30HY/T1PE/IHI30JI0HY.
Huzoxcun. Tlpu 3actocyBanni eropuxokcuby B mo3i 120 mr 1 paz ma ao6y nporsrom 10 aHiB
3JI0pPOBHM JI00POBOJIBISIM HE ciiocTepiraBes BIHB Ha MOKa3HHK AUC.24 v Y PIBHOBRXHOMY CTaHi
Ta Ha BUBEJIEHHA JMIOKCHHY HUpkamu. Cnoctepiranocs 30inbnieHHs nokazHUKA Cpax AHFOKCHHY
(mpubmm3no Ha 33 %). Take mijBHINEHHS, SIK NPABHJIO, HE € CYTTEBMM Yy OUIBLIOCTI NMAIi€HTIB.
Onanax cnij croctepiraTd 3a CTaHOM MAI€HTIB 3 BACOKHM PH3HKOM TOKCHYHOI Jii THTOKCHHY TNpH
OJTHOYACHOMY NPU3HAYEHH] €TOPUKOKCHOY Ta THTOKCHHY.
Bnnus emopuxoxcuby na npenapamu, o memabonizylomscs cyibpompancgepasaru
Eropuxokcu® € inriGiTopoM aKTHBHOCTI JIIOACHKOI cynbdorpancdepasu, 3okpema SULTIEL a
TAKO) MOJXe IiJIBHIYBaTH KOHLEHTpALilO eTHHLIeCTpazdiony B cHpoBarui KpoBi. OCKUIbKM Ha
Januii yac iHdopMmaii npo BIUIHB YHCENbHHX Cyab(oTpaHchepas HEJIOCTATHEO, a KJIHIYHI edeKTH
OaraTbox mMmpenapatiB JIOCi BHBYAIOTBLCA. JOLIIBEHO apaTH ETOPHKOKCHO
Y3aroaxeHo 3 matepianamu 9
peecTpauliHoro 4ocLE




