IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

EKCIB®

CKn1ao0:
ditoua pevosuHa: etoricoxib;
1 TabGneTka, BKpUTa IUTIBKOBOIO 000JI0HKOI0, MiCTUTE eTOpuKOoKCcuOy 60 Mr, 90 mr a6o 120 mr;

0onoMidicHI peuosuHU: Kambllilo Timpodocdar, 1esio3a MiKkpoOKpUCTaliyHa, KpOCKapMeso3a HaTpiio,
KPOCIIOBifIOH, HaTpito creapuindymapart, Tanbk, Onampaii II 85F 3eneHnuii - gys TabneTok mo 60 Mr Ta
120 mr, Onappaii II 85F 6inuii - anst Tabnetox mo 90 mr.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKko-XiMiYHI 81acMuUBOCMI:

TabmeTky 1o 60 Mr: TabmeTKU KPyriol GopMy 3 ABOONYKJIO MOBEPXHEIO, BKPUTI ITiBKOBOIO
000JI0HKOI0 TEMHO-3€JIEHOT0 KOJTLOPY.

Tabmetky o 90 Mr: TabneTku KPyriol GopMu 3 ABOONYKJIO ITOBEPXHEIO, BKPUTI ITiBKOBOIO
00o110HKOI0 6istoro abo Matizke 6i10T0 KOJIBODPY.

TabmeTky o 120 Mr: TabaeTKy KPyriaoi GopMu 3 ABOOIYKIIO ITOBEPXHEIO, BKPUTI IJIiBKOBOIO
000JI0HKOIO CBiT/I0-3€JIEHOTO KOIhOPY.

dapmakoTepaneBTHYHA rpyna. HecTepoigHi npoTH3anaibHi Ta IPOTUPEBMATUYHI IIpenapaTy.
Kokcubu. Kog ATX M01A HO05.

®Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Mexani3M mil

ETopukokcub € mepopaabHUM CeIeKTUBHUM iHTiOiTOpoM nuKmookcureHasu-2 (IIOI-2) y mexkax
KJIIHIYHOTO Jialla30Hy [03.

Y nportieci KiiHiYHAX papMaKoNIoriYHuX OOCTigXKeHb eTOPUKOKCUO J0303aexkHo iHrioysas LIOT-2 Ge3
inribyBaHHS 1uKnIooKcureHasu-1 (LJOT-1) mpu 3acTocyBaHHi y fo3ax go 150 mr Ha #00y.
ETopukokcub He iHTiOye CHHTe3 IPOCTarIaHOUHIB IIVTYHKA Ta He BIIJIUBAE Ha (QYHKINI0 TPOMOOIIUTIB.



lluknookcureHasa BifiTIOBiga€ 3a YTBOPEHHS IIpoCTarjaHguHiB. [neHTH(}iKOBaHO [IBi i30dopMu -
LOT-1 ta LIOT-2. LIOT-2 € i3odopmoi0 pepMeHTY, II0 iHAYKYETHCS IMITyIECOM IIpO3alaleHHs Ta
PO3TIISIIAETHCS SIK OCHOBHMM (haKTOP, IO BiIMIOBiTa€E 3a CHHTE3 MPOCTAHOIMHUX MemiaTopiB 00Jio,
3ananeHHs Ta rapsgdykd. 1IOI-2 TakoxX 3afisiHa y Ipolecax OBYJIALil, iMITaHTallil Ta 3aKPUTTS
apTepianbHOI IPOTOKH, PETYIAIil GYHKIIl HUPOK Ta LIeHTPabHOI HEPBOBOI cucTeEMH (IHAYKIiS
raps4ku, BiguyTTs 60110, KOTHiTUBHA PyHKIIiS). TakokK MoxkKe OpaTH y4acTh y IPOIECi 3aTOEHHS
BUpa30k. [IOT-2 Oyno ineHTU(hiKOBaHO yV TKAHWHI HAaBKOJIO BUPA3KH LIIYHKA Yy JIIOAWHHY, ajie 3HaYeHHS
[JIS1 3aTOEHHS BUPA3KW HE BCTAHOBJIEHO.

EdbekTuBHICTL

Y maiieHTiB i3 0CcTE0apTPUTOM eTOPUKOKCUO y mo3i 60 Mr 1 pa3 Ha moOy 3HAUHO IOKpallyBaB CTaH
pu 00X Ta OLIHKY MAallieHTa MO0 CTAHY 3axBopioBaHHs. 11i MO3UTHBHI e(peKTH CIIoCTepiranaucs
BXKe Ha [Ipyrull [eHb JIiKyBaHHS i 30epiranucs mpoTsaroM nepiony jaikKyBaHHS [0 52 TUXKHIB. Y mporieci
MOCTiAKEeHb 13 3aCTOCYBAaHHAM eTOPUKOKCHOY B mo3i 30 Mr 1 pa3 Ha 00y eheKTUBHICTE IILOTO
Ipernapary IepeBulllyBaja miane6o mpoTsarom 12 TUXKHIB TiKyBaHHS (BUKOPHUCTOBYBAJIUCS Ti OLIHKH,
mo i B iHmux gocnipxenHax). I[1ig yac gocnifxkeHHS migbopy K03u eTOpUKOKCUO ¥ mo3i 60 mr
OEMOHCTPYBaB 3HAYHO Oi/bIll BUpaXKeHe MOKpallleHHs, Hix y 7o3i 30 Mr, 1010 yciXx 3 0CHOBHUX
KiHILIeBUX TOYOK ITiC/id 6 TUXKHIB JIiKyBaHHS. 3aCTOCYyBaHHS 003U 30 MTI IIpA OCTE0apPTPUTI KUCTI HE
BUBYAJIOCH.

Y marrieHTiB i3 peBMaTOIIHUM apTPUTOM eTOPUKOKCHUO ¥ mo3i 60 mr Ta 90 Mr 1 pa3 Ha go0y 3HAYHO
TIOKpalllyBaB CTaH IOI0 BUPaxKeHOCTi 00JII0, 3amayieHHs, a TaK0X PYXJIMBOCTI. Y mpotieci mocuimxkeHb
3 owiHkH 03 60 Mr Ta 90 Mr nmo3uTHBHUM edeKT 30epiraBcs MPOTAToM 12-TUKHEBOTO Iepiomy
JiKyBaHHS. Y mpolieci HOoCTiiKeHHS 3 OIiHKK 7031 60 Mr mopiBHSAHO 3 103010 90 Mr oOuABa
no3yBaHHS eTOpUuKoKcuOy - 60 Mr 1 pa3 Ha goby Ta 90 Mr 1 pa3 Ha mo0y - Oynu 6inbi e(peKTUBHI,
Hix mane6o. [Jo3a 90 mr 6yna edpekTuBHiIIa, HiK go3a 60 Mr BigmoBigHO [0 MeTOmy 3araabHOI
ouinku Oojio namieHTiB (0-100 MM Bi3yanbHa aHAIOTOBA IIKaja), 3i cepeHiM MmokpaIieHHaM 2,71 MM
(95 % OI: -4,98 MM, -0,45 Mm).

Y manieHTiB i3 HanagamMu TOCTPOTO MOJATPUYHOT0 aPTPUTY eTOPUKOKCUO v mo3i 120 mr 1 pa3 Ha moby
npoTsroM 8 gHiB moseriiyBaB 0ifb y cyriio6ax cepemHbOro U TSIKKOTO CTYIeHs Ta 3arajeHHs
TIOPiBHSHO 3 iHmoMeTallmHOM Y 1o3i 50 Mr 3 pa3u Ha 0o0y. 3MeHIIeHHS BUPaXKeHOoCTi 00110
CIIOCTEpPIraeThCs BXKe dyepe3 4 TOOUHY IiC/s MoYaTKy TiKyBaHHS.

Y nmalieHTiB i3 aHKi/I03yI0YKMM CIIOHOUIITOM eToprKoKcub y 7o3i 90 mMr 1 pa3 Ha no0y 3abe3mneuye
3HauHe MOKpallleHHs npu 0010 y xpeOTi, 3ananeHHi, o0OMexkeHHi PyxiB, a TaKOXK IIOKpaIye
byHKIi0HaNMBHY 3maTHICTh. KiiniyHi mepeBaru eTopukokcuOy CIoCTepiraaucs Ha APYTUN OeHb MicIis
IIOYaTKY Teparii i 36epiranucst ympomoBx 52-TUKHEBOTO Iepiofy JIiKyBaHHS. Y MPOIeci Apyroro
IOCTiIKEeHHS 3 OIliHKM 103U 60 Mr mopiBHSAHO 3 H03010 90 Mr, eTopukokcub y mo3i 60 mMr 1 pa3 Ha
no6y ta 90 mMr 1 pa3 Ha go0y POIeMOHCTPYBaB CX0XKY e(eKTHBHICTh MOPIBHSIHO 3 HAIIPOKCEHOM
1000 mr mogeHHo. Y MAallieHTiB, IKi He HeMOHCTPYBaIu afeKBaTHOI BigIOBIifi mif Yac 3aCTOCyBaHHS
no3u 60 MT IOgeHHO MPOTATOM 6 THXKHIB, MigABUIEHHS 003U 00 90 Mr IOAEeHHO ITOKpPAIlyBajo OLiHKY
inTencuBHOCTI 600 v ciuHi (0-100 MM Bi3yasibHa aHaJIO0T0Ba IIKaja) MOPiBHSAHO 3 MPOJOBXKEHHIM
npuiioMy 60 Mr IIOgeHHO, 3i cepenHiM mokpaileHHaM -2,70 MM (95 % [I: -4,88 MM, -0,52 Mm).

[Tig yac KmMiHIYHOTO JOCTimXKEeHH IicasonepaliiHoro 3y0Horo 60110 eTopuKokcub y nosi 90 mr
3acTocoByBanu 1 pa3 Ha noOy 4o TPhOX AHIB. Y migrpymi namieHTiB i3 momipHUM 6071EM Y
II0YaTKOBOMY CTaHi eTOpuKOKCUO ¥ mo3i 90 Mr meMoHCTpyBaB 3HeOO0II0BaIbHUIM eheKT, MOmiOHUM 00
takoro B ibynpodeny 600 mr (16,11 nmpotu 16,39; P = 0,722), Ta nepeBuinyBaB ehekT
napateTtamony/komeiny 600 mr/60 mr (11,00; P < 0,001) i mmare6o (6,84; P < 0,001), mo
BHM3HAYaJIOCS 3a IIOKA3HUKOM ITOBHOTO IoJerieHHs 0010 yepe3 6 rogun (TOPARG). KinbkicTh



MAIliEHTIB, SIKi MOBIMOMIISIIN IIPO 3aCTOCYBAHHS MpenapaTiB eKCTPEHOT0 3HEOO0IEHHS ITPOTITOM

24 romuH, cknana 40,8 % y rpymi 3acTocyBaHHS eTopukokcuOy 90 mr, 25,5 % y rpymi 3acTocyBaHHS
ibynpodeny 600 mr KoxHi 6 roguH i 46,7 % y rpyIi 3acToCcyBaHHS MapalteTaMony/komgeiny 600 mr/60
MT KOXHi 6 TOJMH MTOPiBHSAHO 3 76,2 % mallienTiB, sSKi mpuiiManu miaiebo. Y 11b0My JOCHiIXKeHH]
II0YaTOK aHAJIbre3UBHOI il (BiguyTHe moseruieHHs 607i0) 90 MI eTOPUKOKCHOY CIIOCTEpiranocs Bxke
yepe3 28 XBWIMH IiC/I NIPUNAOMY IIpelapary.

besneka

MixHapooHa HOCHiIHUIIbKA ITPOrpaMa TPUBAJIOT0 3aCTOCYBAHHS eTOPUKOKCHOY i muKkiobeHaKy Ipu
aptputi (MEDAL)

[Tporpama MEDAL 6ya mpoCeKTUBHO PO3p00I€HOI0 ITPOTrPaMoi0 BiTHOCHO Pe3ybTaTiB 00
Oe3neku 3 60Ky CepleBO-CyOAUHHOI CUCTEMU, OTPUMaHMX 3a 00’ €qHAaHUMU NaHUMU TPhOX
pPaHaoMi30BaHUX, TOMBIMHO CIIIMKX, KOHTPOJILOBAaHUX aKTUBHUM IIpelapaToM IMOPiBHSAHHS OOCITigXKeHb
(mocmimxennss MEDAL, EDGE II i EDGE).

Y mocnigxenni MEDAL, 1o 6yno HanpaBieHe Ha BU3HAUEHHS BIJIMBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
6panu yyacts 17804 nauienTtu 3 octeoapTpuToM i 5700 — i3 peBMaTOIgHUM apTPUTOM, SIKi
3aCTOCOBYBaIM eTOPUKOKCHUO y m03i 60 Mr (ocTeoapTput) uu 90 Mr (0CTEOAPTPHUT i peBMATOIIHUM
aptput) abo guknodeHak y nosi 150 Mr Ha moOy npotsiroMm y cepepgaboMy 20,3 micsans (MakCHManbHO
- 42,3 micang, meniana — 21,3 micsns). Y poMy mociipkeHHi 0yny 3adikcoBaHi TinbKu cepiio3Hi
n100iuHi peak1iil i NPUIIMHEHHS IPUIOMY IIpenapaTy BHACIAOK BUHUKHEHHS OyIb-IKUX OOIYHUX
peaxti.

Y npoueci gocnigxens EDGE i EDGE II nopiBHIOBa# IMIIYHKOBO-KUIIKOBY IEPEHOCUMICTh
eTopukokcuOy i mukmodpenaky. ¥ gocnigxkensi EDGE 6panu yuacts 7111 namieHTiB 3
0CTe0apTPUTOM, Ki 3aCTOCOBYBanu eTopukKokcub y nosi 90 mr Ha moby (y 1,5 pasa Buiie
PEKOMEH0BaHOI 103U [IJIs JIiKyBaHHS 0CTE0ApTPHUTY), abo mukmodeHak y mo3i 150 Mr Ha goly
IpOTATOM y cepegHboMy 9,1 micans (MakcumyM — 16,6 micsans, Mmeniada — 11,4 micang). ¥
nocmimxkenti EDGE II 6panu ygacts 4086 malfieHTiB i3 peBMaTOIIHUM apTPUTOM, SIKi 3aCTOCOBYBaIN
eTopuKoKcuO y mo3i 90 mr Ha moby abo mukinodeHakoM y mo3i 150 Mr Ha go0y MPOTSTOM y
cepeguboMy 19,2 micsans (MmakcumyM — 33,1 Micsins, MemiaHa — 24 micsii).

Y 00’epnaniu nporpami MEDAL Gpanu y4acts 34701 malfieHTiB 3 0CTE0ApPTPUTOM i peBMaTOIgHUM
apTPUTOM, SIKi OTpUMYyBau JIIKYBaHHS YIIPOLOBXK Iepiony B cepepuboMy 17,9 Micsaus (MakCuMyM —
42,3 micsius, memiana — 16,3 Mmicsis); npubnusno 12800 mallieHTiB oTpuMyBanu NTiKyBaHHS IOHaH 24
Micsii. Y marienTiB, 3apeecTpoBaHuX y 1Li# mporpami, 6yiu pi3Hi M0YaTKOBI YMHHUKY PUIUKY IIOH0
CepleBO-CYANHHOI CUCTEMH i MUTYHKOBO-KUIIKOBOTO TPakKTy (IIKT). ITamieHTH i3 HellomaBHO
nepeHeceHuM iH(}apKTOM MioKapfa, aOpTOKOPOHAPHUM ITyHTYBaHHSAM ab0 4epe3lKipHOIo
KOPOHAPHOI aHTiOMIaCTUKO YIIPOMOBXK 6 MicsIiB M0 peecTpallii B HOCTigXKeHHi 6y/I1 BUKITIOUEH] 3
IOCHTimXKeHHs. Y gociigKeHHsX 6y10 J03B0OJIEHO 3aCTOCYBAHHS raCTPOIIPOTEKTOPHUX IIperaparis i
alleTUJICAJIIIIAIIOBO]l KUCIOTH ¥ HU3BKUX JO03aX.

3azanvHa 6e3neka

He Oymo cyTTeBUX BiIMiHHOCTEH Y YaCTOTi TPOMOOTUYHUX CEPIIeBO-CYIUHHUX YCKIagHEHb IIpU
3aCTOCyBaHHI eTopuKoKcuOy i quknodenaky. KapmiopeHanbHi mobiuni peakiril gacriie
CIIOCTEpiranucs Mpy 3aCTOCYBaHHI eTOPUKOKCHUOY, Hixk AuKIIobeHaKy; el ehpekT OyB 00303aIeKHUM
(meTanpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60Ky [IIKT i meyinku BUHUKAIKU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOpUKOKCcHOy. YacToTa BUHUKHEHHS MOOIYHUX
peaktiit y mociimxkenusx EDGE i EDGE 11, a TakoX mo0igyHUX peakIliit, 110 po3TIsiganucs K



cepiio3Hi abo Taki, 110 MPU3BOAATH A0 BiIMiHM npenapaTy B gocnigkenHi MEDAL, Gyna BuIoi mpu
3aCTOCYBaHHI €TOPUKOKCUOY, HiXK AUKIODEHAKY.

Be3neka u,000 cepueso-cyOuHHOI cucmemu

YacToTa nigTBEpAKEHNX TPOMOOTUYHUX CEPLIEBO-CYAUHHUX CePHO3HUX MOOIYHUX peakiin
(BKITIOYAKOUM peakiril 3 00Ky ceplls, nepeOdpoBacKyIsSpHI peakilil i peakilil 3 00Ky nepuhepudIHux
CyI{H) TIOPiBHIOBAIACh MiX eTOPUKOKCUOOM i mukiodeHakoM (maHi mimcymoBaHo B Tabmnuii 1). He
Oy70 CyTTEBUX BigMiHHOCTEM Yy ITOKa3HUKAX YaCTOTU TPOMOOTHYHUX YCKIagHEHb IIPU 3aCTOCYBaHHI
eTOPUKOKCUOY i IuKIopeHaKy B yCix MpoaHali30BaHUX IMiATpyax, BKIOYa0uM MMallieHTiB i3
KapOioBaCKyJIIpHUM pU3UKOM. [Ipu oKpeMoMy po3riisfi BifHOCHUY PU3NK BUHUKHEHHS
IiATBEPAKEHNX CEPUO3HUX TPOMOOTHYHUX NMOOIYHNX peakllii 3 00Ky CepleBO-CyOUHHOI CUCTEMU IIPU
3aCTOCYyBaHHI eTOpuKoKcuOy B 103i 60 Mr a6o 90 mr i puknodenaky B f1o3i 150 Mr 6yB omHaKOBUM.

Tabnuis 1

[ToKa3HUKY MigTBEPAKEHUX TPOMOOTUYHUX YCKIaAHEHb 3 00KY CEPIIEBO-CYAUHHOI CUCTEMU
(06’emnana mporpama MEDAL)

ETOpuKOKCHO [uknobeHak [[OpiBHAHHS MiX
(N=16819) (N=16483) rpylaMu JTiKyBaHHS
YckagHeHHS 25836 mallieHTo-poKiB |24766 mali€eHTO-POKIB
[ToKa3HUK' [TOKa3HHUK' BigHOCHWI PH3UK
(95 % 1) (95 % 1) (95 % [I)
[TinTBepKeHi cepiio3Hi TpoMOOTHYHI MOGIYHI peakilii 3 00Ky 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 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
TTiKyBaTHCS
[linTBepAXKeHi yCKIafgHeHHs 3 60Ky cepls
3a IPOTOKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a Hamipom 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
TTiKyBaTHUCS
[TigTBEepOKeEHi 11epeOPOBACKYIIAPHI YCKIagHEHHS
3a IPOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a HaMipoM 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JTIIKyBaTHUCS
[TinTBepaXKeHi yCKIafgHeHHs 3 60Ky nepu(epuyHux CynuH
3a IPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a Hamipom 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
TTiKyBaTHCS
'Vcknanuens Ha 100 marieHTo-pokis; [ - MoBipuuii iHTEpBaL.
N - 3arajbHa KiTbKiCTh HAILI€HTIB y HOMYJIALIl 38 IPOTOKOIOM.
3a MPOTOKOJIOM: yCi yCKITagHEHHS IIifl Yac OOoCHifXKyBaHol Tepamnil abo npoTsarom 14 pmHiB micns
ii mpuIMHEeHHS (32 BUHSITKOM ITAIli€HTIB, SKi MPUAHSATN < 75 % MOCTiIXKyBaHOTO IpemapaTty abo
npuiiMany HefoCIiXKyBaHi HecTepoinHi npotu3ananbHi 3acobu (HII33) > 10 % Bckoro
mnepiony).
3a HaMipoM JIiKyBaTUCA: BCI MigTBEpAKeH] YCKIagHeHH 00 3aKiHYeHHS OOCIIIXeHHs (y T. 4. Y
Malle€HTIB, AKi MOIJIM 3a3HaTU BTPY4YaHH, He 0B I3aHOr0 3 HOCIIIIXEHHAM, i3 II0JaIbIInM
[IPUNMHEHHAM [IPUIOMY OOCIIiIXKYBAaHOI0 IIpenapaTy). 3arajbHa KijIbKiCTh PaHIOMi30BaHUX
nauienTiB: 17412 y rpyni eropukoxkcu0y i 17289 y rpyni guknodeHaky.

[Toka3HUK CepIeBO-CyIMHHOI CMEPTHOCTI, SK i 3arajgbHOI CMepPTHOCTI, 6yB mogibHUM y rpymax



JIIKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.
KapodiopeHanvHi yCcKAaOHEeHHA

[Tpubnusno 50 % marieHTiB, npuiHATUX y gocnigxkenus MEDAL, manu apTepianbHy TinepTeH3iio B
aHaMHe3l Ha I04YaTKOBOMY eTalli. Y IbOMY HOCIIIIXKEeHHI 4aCTOTa IPUNMHEHHS JIIKYBaHHS BHACII0K
BUHUKHEHHS MO0IYHNX peaklliid, TOB’A3aHUX i3 apTepiasbHOIO TinepTeHsieo, 0yia CTaTUCTUYHO
3HAYHO BUIIOIO ¥ I'PYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiXK y TPpyIIi 3aCTOCYBaHHS AUKI0(EHAKY.
YacToTa Takoi mobiuHOi peakii K 3acTiiHa ceplieBa HeIOCTATHICTh (MPUNUHEHHS IPUAOMY
Ipernapary i cepiio3Hi peakiiii), 6yna aHaJOTiYHOIO SIK IIPY MpHUoMi eTOpuKoKcuOy 60 Mr, Tak i mpu
npuiiomi grkinodeHaky 150 Mr, IpoTe 4acTOTa BUHMKHEHHS I[UX peaklliii Oysia BUIOIO IIPYU IPUHOMI
eTopukokcuOy 90 Mr nopiBHSHO 3 guKiIodeHakoM 150 Mr (CTaTHCTUYHO 3HAYYIIA Pi3HUIA IPH
npuiiomi eTropukokcuby 90 mr mopiBHsHO 3i 150 Mr guknodenaky B rpymi OA MEDAL). Yacrota
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 NPUNMHEHHS JIiKyBaHHS YHACiIOK BUHUKHEHHS MOOIYHUX peakilili, II0B’I3aHuX i3
HaOpsikamu, Oyjia 3HAaYHO BUIO0 NIPU IPUMOMi €TOPUKOKCHOY MTOPIBHSAHO 3 IPUAOMOM AUKI0(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 apTepianbHii
rineprensii, o 1,9 % npu Habpsikax i 1o 1,1 % mpu 3acTiiiHiil ceplieBiit HEHOCTATHOCTI, IPU LILOMY
BHIIa YaCTOTa BiIMiHM IIpelapaTy ClocTepiranacs y pasi npuiioMmy eTopukokcuby 90 mr, Hixk 60 Mr.

Pe3yibmamu wayHKo80-KuWK080i nepeHocumocmi 8 npoepami MEDAL

3HAYHO MEHINNH IT0Ka3HUK BiIMiHU ITpenapaTy BHACIOK BUHUKHEHHS OYOb-IKOT0 KIiHIYHOTO
ycknapHeHHs 3 60Ky IIKT (manpukmnap, gucnercii, abmomiHambHOT0 607110, BUPa3Ky) CIOCTEPiraBcs
IIPY 3aCTOCYyBaHHI eTOPUKOKCUOY, HiXK AUKITOPeHaKy, B KOKHOMY 3 TPbhOX AOCTiAKEHb IIPOrpaMu
MEDAL. IToxa3HuKY BiIMiHU IIpenapaTy BHACIOK KJiHiyHUX peakii 3 6oky IIKT #a 100
TIAIiEHTO-POKIB 3a BeCh mepiof mocmimkeHHs Oynu TakuMu: 3,23 O eTOPpUKoKcuOy i 4,96 s
nvkiodeHaky B gocrmimxkenHi MEDAL; 9,12 nns etopukokcu0y i 12,28 gns muknodeHaky B
nocrimxenni EDGE; 3,71 nns eropukokcu0y i 4,81 onst guknodeHnaky B gocnigxkenHi EDGE II.

Pesyivmamu npozpamu MEDAL u,000 6e3neku 04 IIIKT

3aranbHi peakiil 3 60Ky Bepxuboro Bignminy [IIKT 6ynu BusHaveHi sk nepdopatii, BUpa3Kku i
KpoBoTeui. [Tigrpyna 3aranpHuX peakiit 3 60Ky Bepxuboro Bigminy IIIKT, siki BBaxKanucs
yCKJTaflHEHUMH, BKIio4asa nepdopaiiii, o0CTPyKIlil Ta yCKIagHeHi KpOBOTei; IiATrpyma 3araabHuX
peaxtiiii 3 60Ky BepxHboTo0 Bipminy IIIKT, siKi BBaxKanucsa HEYCKIafHEHNMH, BKII04asia HeyCKIagHeHi
KPOBOTEUi i HeyCKTafHEeH] BUpa3Ku. 3HaUYHO MEHIINY MOKa3HUK YaCTOTH 3arajbHUX pPeakiliii 3 60Ky
BepxHix BigminiB IIIKT crmocTepiraBcs mpu 3acTOCyBaHHI eTOPUKOKCUOY, Hixk muknodeHaky. He 6yno
CYTTEBOI Pi3HUIII MiK eTOPUKOKCHOOM i IHKI0(PeHaKOM 1010 ITOKa3HUKa YaCTOTH YCKIIagHEHUX
peaxiiiit. 715 migrpyny TakKUX peakiliii sk KpoBoTeda y BepxuboMy Bimminmi IIIKT (06’eqHaHi
yCKJIafiHeHi i HeyckiiafiHeHi) He 6y/0 CyTTEBOI BiTMiHHOCTI MiK eTOPUKOKCUOOM i fruKI0(peHaKoM.
[TepeBara eTopukokcuOy 11070 BIINBY Ha BepxHid Bigain [IIKT nopiBHSAHO 3 gUKIopeHaKOM He Oyia
CTAaTUCTUYHO 3HAUYIIOI0 y MAIi€HTIB, SIKi OQHOYACHO 3aCTOCOBYBAJIM alleTUJICAILIUIOBY KUCIOTY B



HU3BbKUX H03aX (mpubnu3uo 33 % mallieHTiB).

[Toka3Huk yactotu Ha 100 maiieHTO-pOKiB MiATBePAKEHUX YCKIaJHEHUX 1| HeyCKIagHEeHUX KITiHIYHUX
peaxtiii 3 60Ky BepxHboro Bifminy IIKT (mepdopariii, Bupa3ku i kpoBoTedi) ctaHoBUB 0,67 (95 % [I
0,57; 0,77) npu npuitomi eTopukokcuby i 0,97 (95 % I 0,85; 1,10) mpu npuitomi fuknodeHaKy, mpu
IIbOMY BiffHOCHMY pu3uk cranosus 0,69 (95 % I 0,57; 0,83).

Bu3HavaBCs MOKa3HUK YaCTOTHU MiATBEPMIXKEHUX peakiliit 3 60Ky Bepxuboro Bigminy [IKT y mamieHTis
JTHBOTO BiKYy; Ha#binmbIlle 3HUKEHHS CIIOCTEpiraaocs y mauieHTiB BikoM = 75 pokis (1,35 [95 % I
0,94; 1,87] peakuiit Ha 100 maIfieHTiB-pOKiB Ipu NMpUitoMi eTOPUKOKCKOY mopiBHSHO 3 2,78 [95 % [I
2,14; 3,56] npu npuiiomi fUKI0PeHaKy).

[ToKa3HUKM YaCTOTH MiATBEPOKEHUX KITIHIYHUX peaklii 3 60Ky HuxkHbOro Bimminy LIKT (mepdoparis
TOHKOT0 ab0 TOBCTOTO KUIIeYHKKa, 00CTPYKIis ab0o KpoBOTeYa) CTATUCTUYHO HE BiIPi3HANUCS IIpH
3aCTOCYBaHHI eTOPUKOKCHOY i muKIodeHaKy.

Peszyavmamu npoepamu MEDAL u,000 6e3neku 015 neviHku

ETopukokcub 6yB acolifioBaHu# i3 CTaTUCTAYHO 3HAYHO MEHIIIOI0 YaCTOTO0 BigMiHU IIpemnapary
YHaCJIiIOK BUHUKHEHHS MO0IYHNX peaklii 3 00Ky MediHKy, HixkK AukIodeHaK. Y 00’eqHaHiil nporpami
MEDAL 0,3 % manieHTiB, IKi 3aCTOCOBYBaIu eTOPUKOKCHUD, i 2,7 % MaIlieHTiB, IKi 3aCTOCOBYBaIX
nuknodeHak, IPUIUHUIN 3aCTOCYBaHHS IIperapaTy BHAC/TiOK BUHUKHEHHS MOOIYHUX peakiiil 3
6oky meuinku. [Toka3uuk Ha 100 maiieHTO-poKiB cTaHOBUB 0,22 MPH 3aCTOCYBAHHI eTOPUKOKCHOY Ta
1,84 npu 3acTocyBanHi nukodeHaky (p-3HaueHHs 0yno < 0,001 gist eTopuKOKCUOY MOPIBHSHO 3
nukiodenakoM). [Iporte B mporpami MEDAL 6inbiricTs moGivHUX peakiiii 3 60Ky nediHKu 0yu
HEeCepruOo3HUMU.

[lomaTKOBi maHi 3 0e3MeKy OJd CeplieBO-CYIMHHOI CHCTEMH OO0 TPOMOOTUYHUX YCKIagHEHD

Y mporeci KiHiYHUX OOCTIiIXKeHb, 3a BUHITKOM OOCTimXeHb nporpamu MEDAL, npubnusso

3100 naiieHTiB 3aCTOCOBYBail eTOPUKOKCUO y Jo3ax = 60 Mr Ha fo0y ympomoBx 12 TUXKHIB i goBIIe.
He 0ymo 3Hauy10i BiTMiHHOCTI TOKa3HMUKIB MiATBEPAXKEHUX CEPHO3HIX TPOMOOTUYHUX CEPIIEBO-
CYOVHHMX YCKIIa[IHEHb y TAllieHTiB, IKi mpuiiManu eTopukokcub y mo3i = 60 mr, nnaue6o abo ixmi
HIT33 (3a BUHSATKOM HaINpoOKCceHy). [IpoTe 4acToTa TaKuX peakiii Oyja BUIOKO y Malli€HTiB, sSKi
OTPUMYBaJI €TOPUKOKCUO, TOPIBHSAHO 3 TUMHU, XTO OTPUMYBaB HaIllpoOKCeH y 703i 500 Mr 2 pa3u Ha
no0y. BimMiHHICTh @aHTUTPOMOOTHUYHOI aKTUBHOCTI MixX geskumu HII133, mo inribyiors LIOT-1, i
cenekTuBHUMY iHTiOiTOpaMu LIOI-2 Moxke OyTH K/IiHIYHO 3HAYYIIOIO V NAI[i€HTIiB Py PU3UKY
BUHUKHEHHS TpoMboeMOoiyHuX ycKnagHeHs. CenekTusHi inribiTopu LIOI-2 3HMXKYIOTh YTBOPEHHS
CUCTEMHOTO (i TOMy, MOXKJIMBO, EHO0TENiaIbHOT0) IPOCTAUMKIIiHY 6€3 BIJIUBY Ha TPOMOOLUTApHUN
TpoMOOKcaH. KitiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMe.

IomaTKoBi gaHi mopo 6e3nmeku oug IHIKT

[Tig yac gBox 12-THXKHEBUX MOABIMHO CHINKX €HAOCKOMIYHUX OOCTiIXKEeHb KyMYJ/IITUBHA 4aCTOTa
BUHUKHEHHS TaCTPOIYONeHaIbHUX BUPA30K OyJla 3HAYHO HUKYOIO Y MAIli€HTiB, SKi 3aCTOCOBYBaJIU
eTopukokcuO y mo3i 120 Mr 1 pa3 Ha {00y, HiX y mallieHTiB, SKi 3aCTOCOBYBaIX HAIIPOKCEH Yy 031
500 Mr 2 pa3u Ha go0y a6o ibynpoden y no3i 800 Mr 3 pa3u Ha moOy. HacToTa BUHUKHEHHS BUPa30K
Oyra BHUIIOI0 IIPX 3aCTOCYBaHHI eTOPUKOKCHUOY, HixK maiebo.

HocnimKeHHs QYHKII HUPOK Y MAIliEHTiB TITHLOTO BiKy

Y mporieci paHgoMi30BaHOT0 MOABIMHOTO CIIIMOr0 M1ane00-KOHTPOILOBAHOTO OCTIIKEHHS 3
napajieIbHUMH TPyIlaMU OILiHIOBaBCS BIIJIUB 15-0e€HHOTrO JIiKyBaHHS eTOpuKokcuboM (90 mr),



menekokcuboM (200 mr 2 pa3u Ha 0oOy), HampokcerHoM (500 Mr 2 pa3u Ha mo6y) i mnanebo Ha
BUBE[IeHHS HATPIlo 3i ceuelo, apTepiaJbHUM TUCK Ta iHII MOKa3HUKY (PYHKINI HUPOK Y MallieHTiB
BikoM Big 60 mo 85 pokiB, gKi moTpuMyBanucs mietu i3 BMicToM comi 200 MExB/mo6y. ETopukokcuo,
11eJIeKoKcub i HalmpoKCceH Mau MogiOHUH BIIMB Ha BUBEOEHHS HATPilO i3 ceyero NMpu 2-TUXKHEBOMY
niKyBaHHi. Yci akTUBHI IpenapaTy MOPiBHSHHS ITOKa3aiy MiBUIEHHS II00 I1alie00 CHCTOIIYHOTO
apTepianbHOTO TUCKY, IPOTE ETOPUKOKCUO acollifoBaBCs 3i CTATUCTUYHO 3HAYYIIUM ITigBUIIEHHIM Ha
14-i1 meHB OPIBHSHO 3 11eIEKOKCUOOM i HalIpOKCEHOM (CepefHs 3MiHa CUCTOIIYHOTO TUCKY
TIOPiBHSHO 3 TI0YaTKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT. CT., I1eJIeKOKCub 2,4 MM pT. CT.,
HAIIPOKCEH 3,6 MM pT. CT.).

dapmakoKiHemuka.
Abcopbuis

ETopukokcub no6pe BCMOKTYETLCS IIPU IlepopajibHOMY ImpuiioMi. AGComoTHa Oi0g0CTYIHICTD
craHoBUTh npubnu3Ho 100 %. I[Ticns npuiiomy 120 Mr 1 pa3 Ha 00y 0O HOCATHEHHS PiBHOBaXKHOTO
CTaHy MaKCHMaJlbHa KOHLIEHTpallifl y I1J1a3Mi KPOBi (CepeHe reOMeTpUUHE 3HaYEHHS

Cax=3,6 MKT/MII) criocTepiraeTbcst mpubnu3no uepes 1 roguny (T,,,) MicIsg TpUAOMY DOPOCIUMHI
HaTile. Cepenne reomerpuyHe 3Ha4eHHsa AUC, ,,, CTaHOBUTH 37,8 MKI XToa/Mil. Y MexXaxX KJIiHi4HOT0
nmo3yBaHHS (apMaKOKiHETHKa eTOPUKOKCUOY € MiHilHOO.

[Ipu npusiomi npenapaty B fo3i 120 Mr mig 9ac igu (1Ka 3 BUCOKMM BMiCTOM KUPiB) HE
CIIOCTEpirasoch BIJIMBY Ha CTYIiHb abcopbuii eTopukokcuOy. [IIBuakicTs abcopbiiii 3MiHIOBanach, 1110
XapaKTepu3yBajioch 3HUKeHHAM C,,, Ha 36 % Ta 30inbmenHsam T,,, Ha 2 roguau. Taki faHi He
PO3TTIINAOThCA K KIiHigHO 3Hauymi. [Tif yac KIiHIYHUX JOCHiIXKeHb eTOPUKOKCHUO 3aCTOCOBYBaIH
He3aJIeKHO Bif BXKUBAHHS 1XKi.

Po3nodin

Etopukokcub npubnu3no Ha 92 % 3B’s13yeThcs 3 GiKaMu My1a3Mu KPOBi TIOAUHU 3 KOHIIEHTPALlE0
Big 0,05 mo 5 mkr/mi. O6’eM po3nofiny mpu piBHOBaxkHOMY cTaHi (Vdss) ctaHoBUTE mpubnusuo 120 i
y JIIOOVHM.

ETopukokcub IpoHUKAE Yepes IlalleHTapHul 6ap’ep y MypiB Ta KPOJIiB, a TAKOXK dYepes
reMaToeHIedanignaui 6ap’ep y mypis.

Memab6oaizm

ETopukokcub akTHBHO MeTabo0i3yeThcs, MeHIne 1 % mo3u BUMINSAETLCS i3 ceYero y BUTISAMII
HE3MiHEeHOTO0 JiKapchKoro 3aco0y. OCHOBHUY IIISX MeTa0o1i3aMy — 1le popMyBaHHS MOXiHOI 6'-
TiIpOKCUMETHIY IIJITXOM KaTasizalii pepmenTamu muroxpoMy. CYP3A4 cnpuse metabomizmy
eTOpPUKOKCuOy in vivo. [locnigKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXKYTb KaTali3yBaTH OCHOBHUM HIIAX MeTab0mi3aMy, aje ix KimbKicHi
XapaKTEepPUCTUKHU He BUBYAJIUCH in Vivo.

Y mopunu inenTHdikoBaHO 5 MeTabomiTiB. OCHOBHUM MeTabosiToM € 6'-KapOOKCUIIOBOI KUCIIOTH
IepuBaT eTOPUKOKCHOY, 110 YTBOPIOETHCS MIPU MOAAIBIINM OKCUAAIl moxigHoi 6'-rimpokcumeTtuny. 1li

0CHOBHiI MeTabos1iT ab0 He BUSIBIISIIOTh aKTHBHOCTI, a00 € cnaboakTuBHUMH iHTiOiTOpamu 1IOI-2.
2KopeH i3 1iux MetabosmiTiB He iHriOye LJOT-1.

BusedeHHs

[Ticnst omHOPA30BOT0 BHYTPIIIHLOBEHHOT'O BBEIEHHS 3MOPOBUM T0OPOBOJBLSAM 25 MI' eTOPUKOKCHOY,



MidyeHOro pagioizotonom, 70 % pagioaKTUBHOTO IIpenapaTy BUBOAUTHCS i3 cedelo i 20 % — 3 KanmomM,
3pebinbuIoro y BUriAmi MetaboriTiB. Mentie 2 % BUBOOUTHCS Y BUTTISAAI HE3MIHEHOTO JTIKAPCHKOTO
3aco0y.

BuBeneHHST eTOpUKOKCUOY BimOyBa€eThCS MalKe MOBHICTIO IIJITXOM MeTab0Ii3My 3 moJaIbIIuM
BHBEJIeHHSM HUPKaMHU. PiBHOBaXHi KOHIIEHTpallil eTOPUKOKCUOY HOCATal0ThCsS yepe3 7 OHIB Ipu
3acTocyBaHHi y 103i 120 Mr 1 pa3 Ha go0y 3 MOKa3HUKOM KyMYJIAllil mpubnau3Ho 2, 10 Bigmoigae
nepiofy HamiBBUBeOeHHS MpubnIu3Ho 22 roguuu. KiipeHc mia3mMu KpoBi miciisg BHYTPIIHbOBEHHOTO
BBe[IeHHS 25 MTI IIpenapaTy CTaHOBUTDH MpuOMu3HOo 50 MII/XB.

Oxpemi epynu nauieHmis

[NamienTy niTHLOrO BiKy. PapMakKOKiHEeTHKA Y IAIi€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6Ho0 0o (papMaKOKiHETUKY ¥ MOJIOAIINX TTAI[iEHTIB.

Cratb. PapMaKOKiHETHKA €TOPUKOKCHOY € ToHiOHOI0 ¥ YOIOBIKiB Ta KiHOK.

[MopymieHHs QYHKINI neviHKu. YV MallieHTiB i3 1erkuMu mopyieHHsMu QyHKIiI medinku (5-6 6aniB 3a
mkasoio Yaitnga—-I1'10) mpu 3acTocyBaHHI eTOPUKOKCHOY B 0o3i 60 Mr 1 pa3 Ha 0o0y cepenHi
IIOKa3HUK IO mif apMaKOKiHeTUYHOI0 KPUBOIO «KOHIIeHTpalisg-yac» (AUC) 6yB nmpuban3Ho Ha
16 % 6inpmnii, HiXK y 300POBUX TOOPOBOJIBIIIB IIPY TAKOMY K M03yBaHHI JTiKapchKOTo 3acoly. Y
NalieHTiB i3 moMipHUMU OpyIIeHHSIMHU GYHKIII nevinku (7-9 6aniB 3a mkasnoto Yaitnga-I1'10) mpu
3aCTOCyBaHHI eTOpUKOKCcUOY B 1031 60 Mr yepe3 moby cepennit moka3Huk AUC 6yB nomiOHUM [0
IIOKa3HUKa y 3[0POBKX NOOPOBOJIBIIB, SIKi MpuiiManu mpemnapart y go3i 60 mr 1 pa3 Ha go0y II0OeHHO;
3acTocyBaHHS eTOpuKOoKcHOy B 0o3i 30 Mr 1 pa3 Ha 0oOy He BUBYAJIOCH Y IIiki IpyIi mamieHTiB. HeMae
KJTiHiYHNX a00 (papMaKOKiHEeTUYHUX JAaHUX M0N0 MAlli€HTiB i3 TIXKKUMU MOPYLUIEHHAMU QYHKIIi1
neuinku (= 10 6asmis 3a mkanoio Yannga-I1'0).

[NopymienHs QyHKIN1 HUPOK. PapMaKoKiHeTHKa 0OHHOPa30Bol 403U eTOpuKoKcuOy 120 Mr y namieHTiB
i3 TOMIpHUMM Ta TIKKHAMHU OPYIIEHHSIMU (PYHKIN HUPOK, @ TaKOXK y MAIi€HTIB i3 3aXBOPIOBaHHAMU
HUPOK TepPMiHaIbHOI CTaflil, SKMM IIPOBOMSATH IeMOfIialli3, He Bigpi3HSAETHCS 3HAYHO Bifl
(bapMaKOKiHETUKHY V 3[0POBUX H0OPOBONBIIB. [Tpu reMopianisi mikapcbkuit 3acib Maiixke He
BHUBOIUTHCS (KIipeHC miamidy — npubnusno 50 mMi/xB).

[imu. ®PapMaKoKiHeTHKa eTOPUKOKCHUOY B fiTel (BikoM o 12 pokiB) He BUBYAsIaCh.

Y nponeci gocnigxkeHsb hapMakKoOKiHeTHKHU (n=16), 1110 MPOBOAUIOCH 3@ YYaCTIO MifJIiTKiB (BiKOM Bif
12 go 17 pokiB), papMakoKiHETHKA Yy MallieHTIB i3 Macoio Tina 40-60 Kr, AKuUM IIpU3HadYaIu
eTopukokcub y mo3i 60 mr 1 pa3 Ha o0y, Ta y malfieHTiB i3 Macoio Tina Oinbiie 60 Kr, IKUM
npu3Hadany npemnapart y fo3i 90 Mr 1 pa3 Ha go0ly, Oysa nomibHOI0 [0 (papMaKOKIHETUKH Y JOPOCTIHX,
SIKi 3acTOCOBYBanu eTopuKokcub y go3si 90 mr 1 pa3s Ha go0y. be3neka Ta eeKTUBHICT
3aCTOCYBaHHSI €TOPUKOKCUOY HiTSM HE BCTAHOBJIEHI.

KiiHiyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

CuMrnToMaTuy4Ha Teparis Ipu 0CTe0apTPHUTi, peBMaTOIHHOMY apTPHUTi, aHKiJI03yI0YOMY CIIOHAWIITI, a
TAKOXK IpH O0JTI0 Ta 03HAKaXx 3arajieHHs, OB’ I3aHUX i3 TOCTPUM IOOArPUUHUM apTPUTOM.

HetpuBane nmikyBaHHS IOMipHOTO IiCsONePaIifiHOro 6010, OB’ I3aHOT0 3i CTOMATOJIOTiYHUMHU



omepatisiMu.

PimenHs npo npr3HaYeHHS celeKTUBHOTO iHribiTopa LJOI'-2 MOBMHHO I'PYHTYBATUCS Ha OLIHII BCiX
iHAMBiMyaTbHUX PU3UKIB y NAlli€HTA.

IIpomunoka3aHHA.

Jlikapcekuii 3aci6 Ekci6® mpoTumoKasaHuii:

* TIpH TimepuyTIUBOCTI [0 Hitouol abo mo Oyab-SKO1 IOIIOMiKHOI peYOBUHM IIpelapary;
- TIpY aKTUBHIN NeNnTUYHiN Bupaslli a0 aKTUBHIl IITYHKOBO-KUIIKOBiM KpOBOTEYi;

- TallieHTaM, y SKAX BUHMKAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aIbHi IOJIiMK, aHTI0HEBPOTUYHUM
HaOpsK, KPonuB'siHKa a0o iHII anepriydi peaxiii mics 3aCTOCyBaHHS alleTHICATIIIMIOBOI KMCIOTH
abo HII33, Bkmovaroun iuridiTopu LIOT-2;

+ y Iepiof BariTHOCTI Ta FOOYyBaHHSA I'PYLAII0;

- TIIPY TSKKUX MMOPYIIEHHSIX QYHKII meuyinku (anp0yMiH cupoBaTKM KPoBi < 25 r/m1 ab6o = 10 OariB 3a
mkanow Yannoa-I1'10);

+ SIKILIO PO3paxX0BaHUM HUPKOBUY KIIipeHC KpeaTuHiny < 30 MI1/XB;
- OiTsM BikoM o 16 pOKiB;

- TIPH 3allajIbHUX 3aXBOPIOBAaHHAX KUIIEYHUKY;

- TIPH 3acCTilHiN cepleBid HegocTaTHOCTI (NYHA II-1V);

- TMallieHTaM 3 apTepiasbHO TillepTeH3i€l, y AKUX I0Ka3HUKU apTepialbHOr0 TUCKY IIOCTIMHO BULII
3a 140/90 MM pT. CT. Ta HEOOCTAaTHHO KOHTPOIIOIOTHCS;

- TIPY [iaTHOCTOBAHIM imeMiuHii XBopobi ceplis, 3aXBOPIOBaHHIX NepudepruyHux apTepiit Ta/abo
11epeOpOBaCKYIIPHUX 3aXBOPIOBAHHIX.

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

ITepopanvHi aHmukoaz2yaaHmu. Y TallieHTiB, CTaH AKUX cTabini30BaHUM IOCTIHUM 3aCTOCYBAHHSIM
Bapdapuny, npuitoM eTOpuKokcruOy B 0o3i 120 Mr Ha mo0y CyNpPOBOMKYETHCS 30iNbIIEHHIM
npu6nu3Ho Ha 13 % mpoTpomMOGiHOBOTO Yacy MiKHapogHOTO HOpMasi3oBaHOro BifHomeHHsS (MHB).
ToMy B IaIfieHTiB, sKi 3aCTOCOBYIOTh [IEPOPA/IbHLI aHTUKOATYJIAHTH, CJII 4aCTO IepeBipATH
IOKa3HUKM IpoTpoMbiHoBoro yacy MHB, oco6nvBo B mepiiri fHI npuitoMy eTOPUKOKCHOy abo mpu
3MiHi 0r0 JO3yBaHHS.

Iliypemuxku, iH2ibimopu aH2iomeH3uHNepemaeop8a1bHo20 pepmeHmy (AII®) ma aHmazoHicmu
peuenmopis aHziomeH3uHy II. HTI33 MoxyTb nocnabiaoBaTi eeKT AiypeTHKiB Ta iHITUX
aHTUTINIePTEH3UBHUX IIpenapariB. Y AesgKuX MallieHTiB i3 MOpyLIeHHAMU (PYHKIIil HUPOK (HalpuKiag,



y TallieHTiB i3 merimpaTaliieio abo y MmalliEHTiB IITHLOTO BiKy 3 0CltabeH010 GYHKITIEI0 HUPOK)
OogHOYacHe 3acTocyBaHHS iHribiTopa AII® abo aHTaroHicTiB penenTopiB aurioren3uny II i
Iperaparis, 110 iHTiOYIOTh ITUKIIO0OKCUTEeHAa3y, MOXKe IIPU3BOAUTH [0 IIOHAJIBIIOr0 MOPYIIeHHS QyHKIIii
HUPOK, BKJII0Yal0UX TOCTPY HUPKOBY HEOCTATHICTh, 110 3a3BUYai Mae 060poTHUI XxapakTep. Crif
naM’siTaTy PO MOXKJIMBICTh TaKMX B3AEMOiN Y MAIli€HTIB, SKi 3aCTOCOBYIOTh €TOPUKOKCHO
ogHouacHO 3 iHribitopamu AIT® abo 3 aHTaroHicTaMu penenTopis aHrioreHsuny II. Tomy Taki
KoMOiHallil cytig mpru3HadaTy 3 00epekHiCTI0, 0COOIMBO MalliEHTaM JIiTHROTO BiKy. CIlif MpoBecTH
HaJIeKHY TigpaTallilo Ta PO3T/ISHYTH MUTAHHS [P0 IPOBEeHHS MOHITOPUHTY (YHKIII HUPOK Ha
O4aTKy KOMOIiHOBAHOTIO JIIKYBaHHS, a TAKOXK 3 IIEBHOIO MTePioAMYHICTIO i Hagati.

Auyemuscaniyusnoga Kucsoma. Y mpotieci JOCTifKeHHs 3a Y4acTio 300POBUX NOOPOBOJIBIIB B yMOBax
PiBHOBAXKHOTO CTaHY 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120 mMr 1 pa3 Ha moOy He BIJIMBAIO Ha
aHTHArperaHTHY aKTUBHICTh alleTUIcailunoBol Kucnotu (81 mr 1 pa3 Ha mo6y). EToprukokcub
MOXKHa [IpU3HAa4YaTU OOJHOYACHO 3 alleTUJICAIIIMUI0BOI0 KUCIOTO B 103aX, 1110 3aCTOCOBYIOThCS OJIS
npoilakKTUKY CePIEBO-CyANHHNX 3aXBOPIOBaHb (3aCTOCYBAHHS alleTUJICATIIIOBOL KUCTIOTH B
HU3bKUX 03ax). ODHaK OgHOYaCHEe 3aCTOCYBaHHS HU3BKUX 03 alleTUICATIIIUI0BOl KUCIOTH Ta
eTOpPUKOKCUOY MoxKe 30i/blIyBaTé YacTOTy BUHUKHEHHS Bupa3ku LIIKT Ta iHIIMX yCKIafHEHb
TIOPiBHSIHO 3 MOHOTepaIi€o eTopukKokcuOoM. He peKoMeHI0BaHO OffHOYACHE 3aCTOCYyBaHHS
€TOPUKOKCHOY 3 alleTHICAIIIMI0BOI0 KMCIIOTOI0, 103U SKOI BUIIi 3a MPO(dilaKTUYHi, @ TAKOX 3
inmumu HIT33.

LukaocnopuH ma makposimyc. Xoda B3a€MOZisi eTOPUKOKCHUOY 3 IIMMH JIiKapChbKUMHU 3aco0aMu He
BMBYaJslaCh, OIHOYACHE 3aCToCyBaHHS 0yab-akoro HII33 i3 nuknocnopuHOM ab0 TaKpOIiMycoM MoOXKe
IOCUTIOBAaTA He(POTOKCUYHUY BIJIUB OCTaHHIX. C/Iil KOHTPOIIOBATH (PYHKIIiI0 HUPOK IIPU
OOHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCUOY 3 OyIb-IKUM i3 IIUX IIperaparis.

dapmakoKiHemuy4Hi 83aemo0ii
Bnaue emopukokcuby Ha (hapmakokiHemuky iHwux npenapamia.

JIimit. HII33 nocnabmioloTh BUBEAEHHS JIiTiI0 HUPKaMH, TUM CaMUM ITiABUIIYI0YY HOTO PiBEHD Y
na3Mi KpoBi. AKio HeoOXigHO, IPOBOIATL PETENIbHUM KOHTPOJIb PiBHS JIiTiI0 Y KPOBi Ta KOPUTYIOTh
[03Y JIITiI0 IPOTATOM OOHOYACHOTO 3aCTOCYBaHHS 1IUX IIpelapariB, @ TaKOXK IIPU NPUIKUHEHH]
3actocyBaHHsa HII33.

Memompexcam. Y nporieci IBOX [HOCTigXKeHb BUBYANIUCS eeKTH eTOPUKOKCUOY TP 3aCTOCYBaHHi y
mo3ax 60 mr, 90 mr abo 120 Mr 1 pa3 Ha o0y MpPOTATOM 7 OHIB MallieHTaM, 5IKi 3aCTOCOBYBanu 1 pa3
Ha TUXKOEHb MEeTOTpPeKcaT ¥ 0o3i Big 7,5 go 20 Mr mpu peBMaToigHOMY apTpuTi. ETopukokcub y mo3i
60 Mr i 90 Mr He BIIMBaB Ha KOHIIEHTpALIi0 B IIJTa3Mi KpoBi ab0 Ha HUPKOBUY KJIipeHC METOTpeKCaTy.
B ogHOMYy moCTifKeHHI Ipu 3aCcTOCyBaHHI eTOPUKOKCUOY B 103i 120 Mr He crocTepiranoch BIJIUBY Ha
KOHIIEHTPALIil0 B I1JIa3Mi KPOBi Ta HUPKOBUY KJIipEHC MeTOTpeKcaTy, TOZl K B iHIIOMY OOC/IiXKeHH]
IIPU 3aCTOCyBaHHi eTopuKoKcuby B 703i 120 Mr KOHIIEHTpAllisl METOTPEeKCcaTy B Ia3Mi KpOBi
migBuInyBasacs Ha 28 %, a HUPKOBUU KJIIpeHC MeTOoTpeKcaTy 3HUXKyBaBcd Ha 13 %. [Ipu
OHOYaCHOMY NpU3HaYeHHi eTOPUKOKCUOY Ta METOTPeKCaTy CIIif IPOBOAUTH BiATIOBiqHUN
MOHITOPHHT IIOJO0 0SB TOKCUYHOIO BIIJIUBY METOTPEKCATY.

ITepopanavHi koumpauenmueau. ETopukokcu0 y mo3i 60 Mr npu ogHOYacHOMY 3aCTOCYBaHHI 3
IIepopaJbHUMU KOHTPALleNTUBaMU, 110 MICTATh 35 MKT eTHHiNecTpafiony Ta 0,5-1 Mr HOpeTUHIPOHY,
npoTsaroM 21 OHSA IpU3BOAUB [0 MigBulleHHS noka3Huka AUC,,,, Y piBHOBaXXHOMY CTaHi A
eTuHinecrpagiony Ha 37 %. ETopukokcub y go3i 120 Mr npu 3acToCyBaHHi 3 BKa3aHUMU
nepopaJbHUMU KOHTPAIeITUBaMU OTHO4YacHO abo yepe3 12 roguH MigBUIIYBaB Y PiBHOBaKHOMY
ctani 3HaueHHs AUC,,,, eTuHinectpamiony Ha 50-60 %. IIpo Take migBuUIlleHHS KOHIIEHTPallil



eTHHiNecTpamiony ciif nam’sTaTyé Ipu BHOOPi MepOpasbHOTO KOHTPAIENTUBY 3 Pi3HUM BMiCTOM
eTHHiNecTpaniony, SKUM 3aCTOCOBYBaTUMETLCS OOHOYACHO 3 eTOPUKOKCcHOOM. [TinBuiieHHs
eKCIO3UIlil eTUHiNecTpamiony Moxke 30i1blIyBaTH YaCTOTy BUHUKHEHHS TTO0IYHUX peakIil,
TIOB’SI3aHUX i3 3aCTOCYBaHHSM IepPOpaIbHUX KOHTPALIeIITUBIB (Hampukiaz, TpoM6oeMOoIil BeH y
JXKIHOK TPyIIU PU3HKY).

I'opmoHo3amicHa mepanis. [lputiom 120 Mr eTOpuKoKCHOYy 3 TOPMOHO3aMiCHUMM ITpeliapaTaMH, 1110
BKJ/TI0HAIOTh KOH'toroBaHi ectporenu (0,625 mMr «IIpeMapuny™ »), mpoTAroM 28 fHiB 30inbiIye
cepenHiv noka3Huk AUC,,,, y piBHOBaXXHOMY CTaHi HEKOH I0OT0OBAHOT0 eCTPOHY (Ha 41 %), eKBiniHy
(Ha 76 %) i 17-B-ecTpapmiony (Ha 22 %). BrmuB 0o3 eTOpUKOKCUOY, pEKOMEHIOBAaHUX [IJIs TPUBAJIOTO
3actocyBaHHs (60 Mr i 90 Mr), He BuB4aBcs. [IopiBHSHO 3i 36inbIeHHIM Ho3yBaHHS 3 0,625 Mr o
1,25 Mr npu MoHOTeparmii npenapaToM «IIpeMapud™ », BIJIUB €TOPUKOKCUOY B mo3ax 120 Mr Ha
AUC,,,, eCTpOreHHUX KOMIIOHEHTIB penapaty «[IpemMapua™ » OyB MEHIINM, HiXK Ha IOJIOBUHY.
KriHiuHe 3HaYeHHS TaKOr0 IiABUINEHHS HEBiIOMe, a IPUIOM BUCOKUX 03 npenapaty «[Ipemapus™ »
OJHOYACHO 3 eTOPUKOKCMOOM He BUBYaBcs. Criig 6paTul 10 yBaru Take 30i/blIeHHS KOHIIEHTpallii
€CTpOreHy IIpu BUOOPi TOPMOHAILHOTO IPelapaTy A/ 3aCTOCYBaHHS Y IIepiof OCTMEHOay3U IIpU
OJHOYAaCHOMY 3aCTOCYBaHHi 3 eTOPHKOKCHUOOM, OCKIJIbKH 3POCTAaHHS €KCIIO3UIIii eCTPOTeHY IigBUIIYE
PU3MUK BUHUKHEHHS NOOIYHUX peakliil TPy 3aMicHil ropMOHOTepartii.

IIpedHi3oH/npedHi3010H. Y HOCTIMXKEHHSIX B3a€EMOZil eTOPUKOKCUO He BUSBIISB KITIHIYHO 3HAUYILIOTO
BIIJIUBY Ha (hapMaKOKiHETHKY MPEOHi30HYy/IPEIHI30JI0HY.

I[TuzokcuH. TTpu 3acTocyBaHHi eTopuKoKcuOy B mo3i 120 mr 1 pa3 Ha moby mpoTsrom 10 gHiB
3[M0POBUMU NOOPOBOJIBLISIMU He CIIOCTepiraBcs BB Ha moka3HUK AUC,,,, Y piBHOBaXKHOMY CTaHi Ta
Ha BUBELEHHS OUTOKCHHY HUpPKaMu. CrocTepiranocs 30inbiieHHs noka3Huka C,,, JUTOKCUHY
(mpubmu3Ho Ha 33 %). Take migBUINEHHS 3a3BUYal He € CYTTEBUM Y OinbiiocTi marfieHTiB. OgHaK CItifg
CIIOCTEpIraTH 3a CTAHOM ITAIli€HTIB i3 BUCOKUM PU3UKOM TOKCHUYHOI il JUTOKCUHY IIPX OJHOYACHOMY
IpU3HauYeHHi eTOPUKOKCHOY Ta JUTOKCUHY.

Bnaus emopukokcuby Ha npenapamu, u,0 Mmemaboi3ylomucs cyabphompaHcpepazamu

ETopukokcub € iHri6iTopoM aKTUBHOCTI NTIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk
MOXKe IIiABUIIYBaTU KOHLIEHTPAI[il0 eTHUHIIeCTPafgiony B CUpoBaTLi KpoBi. OCKiIbKY HOTenep AaHUX
IIPO BILIMB YMCJIEHHUX CynbdoTpaHchepa3 HeJOCTAaTHRO, a KIiHiYHi eekTu OaraThox IpenaparisB
IOCi BUBYAIOTHCS, MOITHHO 3 00€peKHiCTIO MPU3HAYATH €TOPUKOKCHO OTHOYACHO 3 iHIITMMHU
pernapaTaMy, 110 MeTaboIi3yoThCs B OCHOBHOMY JIIOOCEKUMU CylibpoTpaHchepazaMu (HAIPUKIIA,
TIepopajbHUM Canmb0yTaMOJI Ta MiHOKCHUIHUIT).

Bnaue emopukoxcuby Ha npenapamu, u,o0 memaboaizyromucs izopepmernmamu CYP

3a JaHUMU OOCTIIXKEeHb in vitro, He 04iKy€eTbCs NpUrHideHHs nutoxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. V mporieci qocmigkeHs 3a y4acTio 30POBUX NOOPOBOJIBIIB IIOIeHHE
3aCTOCyBaHHS eTOPUKOKCHUOY B mo3i 120 MTI He BIIJIMBA/IO HAa aKTUBHICTD MmedyiHkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3a EPUTPOMILIMHOBUAM AUXAJIbHUM TECTOM.

Bnaue iHwux npenapamis Ha (papMakokiHemuky emopukokcuby

OcHoBHUM mIIX 00MiHY eTOpUKOKCUOY 3anexkuTh Bif pepmenTtiB CYP. CYP3A4 cmpuse MeTabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTalidyBaTi OCHOBHUI LINAX 00MiHY eTOPpUKOKCUOY, ane iX KilbKicHi
XapaKTEepPHUCTUKU He BUBYAJIUCE in Vivo.



KemoxkoHa3oa. KeTokoHa3051 € noTykHUM iHribiTopoM CYP3A4. [Ipu 3acTOCyBaHHI 30POBUM
moOpoBonblsM y mo3ax 400 mr 1 pa3 Ha moOy mpotsiroMm 11 OHIB KETOKOHA30J1 HE YMHUB KITiIHIYHO
3HAUYIIOT0 BIJIUBY Ha (papMaKOKiHETUKY eTOPUKOKCHUOY B OmHOPa30Biit no3i 60 mr (36inbmenus AUC
Ha 43 %).

BopukoHa3o i mikoHa3o4. OmHOYaCHE 3aCTOCYBAHHS BOPUKOHA30JTy IepopaibHO ab0 MiKOHA30Iy Y
BUTJISIZIi OPaJIbHOTO TeJTI0 JJI MiCIIeBOTO 3aCTOCYyBaHHS (1OTyxKHi iHriGiTopu CYP3A4) 3
€TOPUKOKCHOOM BUKJIMKAJIO HEBEJIMKE IiIBUILIEHHST eKCII03MUllii eTOPUKOKCHOY, 1110, OOHAK, He
BBaXKasocs KJIiHIYHO 3HAUYIIUM 3TigHO 3 0ny0IiKOBAaHUMU HaHUMU.

PugamniyuH. OgHOYaCHEe 3aCTOCYBaHHS €TOPUKOKCUOY Ta pudaMmIinuHy (IOTYKHOT0 iHAYKTOpa
¢dbepmenTiB CYP) npu3Boausio [0 3HNKEHHS KOHI[eHTpallil eTopukKokcuby B 1m1a3Mi KpoBi Ha 65 %. Lle
MOXK€e CYyIIPOBOIXKYBATHCS IIOBTOPHUM IIPOSBOM CHMIITOMIB IIPU OOHOYACHOMY 3aCTOCYyBaHHi 3
eTopukokcuOoM. Tofi K Taki maHi MOXKYTh BKa3yBaTH Ha HeOOXimHICTh 36ibIIeHHS 103U, He
PEKOMEHI0BAHO 3aCTOCOBYBATH €TOPUKOKCHUO y [03aX, L0 TePEeBUIIYIOTh BKa3aHi AJIsT KOXKHOTO
II0OKa3aHHS, OCKiJIbKY He BUBYaJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pu(aMIIilliHy Ta €eTOPUKOKCHOY B
TaKWX J03aX.

AHmayudu. AHTaIOHI IpenapaTyé He YUHATH KJIIHIYHO 3HAYYLIOTO BIIUBY Ha (papMaKOKiHETUKY
€TOPUKOKCHOY.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaus Ha IIIKT

[MoBigommnsiniocst mpo ycknagHeHHs 3 00Ky BepxHix Bipminis IIKT (nmepdopanii, Bupa3ku a6o
KPOBOTeUi), iHOMI 3 JTeTaqbHUM HaCJIiIKOM, y MallieHTiB, Ki 3aCTOCOBYBaIl €TOPUKOKCHO.

3 obepexHicTio ciip mpu3HavaTu HII33 manieHTaMm i3 migBUILlEHUM PU3UKOM YCKIIafiHEHb 3 OOKY
[IKT, marienTam JIiTHROTO BiKY, MallieHTaM, SIKi 3aCTOCOBYIOTh Oyab-sakuit iHmui HI133 abo
alleTUJICAJIIIUIOBY KUCIOTY OMHOYACHO, a00 nalieHTaM 3i IIJTyHKOBO-KUITKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe: BUpa3KaMy Ta IUIyHKOBO-KUIIIKOBUMYU KPOBOT€YaMU B aHAMHE3I.

€ momaTKOBUM PU3UK PO3BUTKY MobiuHUX peakiitt 3 60Ky KT (I1yHKOBO-KUIIKOBA BUpa3ka abo
inmi ycknapHenHs 3 60ky IKT) mpu omHOYAaCHOMY 3aCTOCYBaHHI €TOPUKOKCHOY Ta
alleTUIICATIIIMI0OBOl KUCIOTH (HaBiTh Y HU3BKUX [03ax). Y IPOoIeci TpuBaIuX KIiHIYHUX AOCTiAKEHb
He CIIOCTepirasocs BupaxeHoi BigMiHHOCTI y 6e3neti mopo KT mpu 3aCcTOCyBaHHiI CEIEKTUBHOTO
inribiTopa LIOT-2 anetuncaminunoBa kucnota ta HI133 auetusncaninunoBa KUCIoTa.

Bnaus Ha cepuego-cyo0uHHy cucmemy

Kniniuni mocmigkeHHS BKa3ylOTh Ha Te, 1[0 3aCTOCYBAHHS JiKapChKMUX 3aC00iB KJIaCy CETEKTUBHUX
inri6iTopis LIOI'-2 MoxKe OyTH IOB’si3aHe 3 PU3UKOM BUHUKHEHHS TPDOMOOTUYHUX YCKIagHEHD
(oco6muBO iH(papKTy MioKapaa Ta iHCYIbTY) MOPiBHSIHO 3 mtanebo Ta meskumu HIT33. Ockinbku
PU3HK CEPLIeBO-CYAUHHUX YCKIIafiHEHb 3POCTA€E TPy 30iNbIIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS
eTOPUKOKCHuOy, IIpemnapar CJIifi Mpu3HayaTy Ha SKOMOra KOpPOTIINii TTepio Yacy Ta B HaWHUK Uil
edekTuBHIN n000Bii 703i. [IoTPiOHO NMepiofgrYHO mepernsagaT NoTpedy MallieHTiB y
CHMIITOMaTUYHOMY IOJIETIIeHH] 00JII0 Ta Peakllifo Ha JIiKyBaHHS, 0COOJIMBO y MAIi€HTIB 3
0CTE0apTPUTOM.

[MarienTam i3 BupaxeHuMu (pakKToOpaMu PU3UKY PO3BUTKY CEPLEBO-CYOIUHHUX YCKIIafHEHb



(HampuKIaf, apTepianbHa TinepTeHsisd, rinepiinigeMis, MyKpoBuil giabeT, MaliHHsA) IpU3HadaTu
€TOPUKOKCHUO CIIif JTUIIIe TiCIIst PETENTbHOI OLiHKY PU3UKY PO3BUTKY YCKIagHEHHS.

CenekrusHi inribitopu 11OI-2 He 3aMiHIOI0Th 3aCTOCYBAHHS alleTUIICAIIIUIIOBOl KUCTIOTH OIS
npodinmakTKu TpoMO0eMOOTiYHIX CEPIIeBO-CYIMHHUX 3aXBOPIOBaHb, OCKITbKY HE YUHSTD
aHTHarperanTHoOI fil. ToMy He CHifi CKaCOByBaTH IIPHIOM aHTHArPETaHTHUX IIpenapariB.

Bnaue Ha HUpku

HupkoBi mpocTarnaHguHYA MOXKYTH BiflirpaBaTé KOMIIEHCATOPHY POJIb ¥ MigTpuMIL nepdy3il HUPOK.
Tomy mpu cTaHax, [0 CYIPOBOAXKYIOTHCS MOPYIIEHHSIM HUPKOBOI ITepdy3il, 3aCTOCYBaHHSI
€TOPUKOKCUOY MOKe NPU3BONUTH [0 NocableHHsT YTBOPEHHS IIPOCTarIaHANHIB i, IK HACIIOOK, -0
HUPKOBOI'O0 KPOBOTOKY, TUM CaMUM HOTipIIyI04Yy QYHKIIII0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKOl
peakxiiii criocTepiraeThCs y MallieHTiB 3 y2Ke HasBHUMU BUPakKeHUMHU MOPYLUIEHHSIMU (QYHKIII HUPOK,
HEKOMIIEHCOBaHOIO CePIIeBO0 HEJOCTaTHICTIO ab0 HXPO30M. Y TaKHUX MAI[i€HTiB CIlifi KOHTPOIIOBaTH
GYHKIIII0 HAPOK.

3ampumka piduHu, HabpsAKU ma apmepiaavbHa 2inepmex3sis

4K i mpu 3acToCyBaHHI iHINX IIpenaparis, o iHriOyI0Th CHHTEe3 IPOCTarjlaHANHIB, 3aTPUMKa PiguHH,
HaOpsIKU Ta apTepianbHa TinepTeH3is CIocTepiranucs y malieHTiB, SKUM 3aCTOCOBYBaJU
etopukokcu6. Bci HII33, BKII04aloun eTOPUKOKCHUO, MOKYTh IPU3BOAUTH [0 PO3BUTKY a00 PeluanuBy
3aCTiMHOI CepIieBOl HeMOCTaTHOCTI. IHpopMallito Mpo peakilito 3aJekKHO Bifl 03U OUB. Y PO3Misi
«®apmakonoriuni BmactuBocTi. PapmMakoguHaMika». 3 00epekHICTI0O HEOOXiMHO MpU3HaAYaTH
IIpernapar IallieHTaM i3 cepiieBoi0 HeJOCTaTHICTIO, MOPYIIeHHIMHU (QYHKIIii JIiBOT0 IITyHO4YKa abo
apTepianbHOIO TiMepTEeH3i€0 B aHaMHEe3i, a TAaK0X TallieHTaM i3 HabpsKamu, 110 BUHUKIU 3 OyIb-
AKUX IHIIKUX OpU4yH. [Tpy KIiHIYHUX 03HAKaX MOTIPIIeHHs CTaHy TaKUX NAalli€HTIB CIIi BXKUTH
BiATIOBigHMX 3aX0fIiB, BKII0YAIOUX BiTMiHy € TOPUKOKCHUOY.

ETopukokcu6, 0co6MMBO ¥ BUCOKUX H03aX, MOXKe IPU3BOAUTH [0 YACTIIIOl Ta TIXKYO0I apTepiasbHOI
rineprensii mopiBHSHO 3 mesikuMu iHmuMu HII33 Ta cenekTuBHUMY iHTiOiTOpamu LIOT-2. Tomy
apTepianbHy TimepTeH3ilo CIil KOHTPOJIIOBATH [I0 II0YATKY 3aCTOCYBaHHS eTOPUKOKCUOY, 0COOIUBY
yBary noTpibHO IPUAINMKUTYA KOHTPOJIIO 3a apTepialbHUM THCKOM IIif] Yac JIiKyBaHHS €TOPUKOKCUOOM.
ApTepianbHUYM TUCK CJIi KOHTPOIIOBATU IIPOTArOM 2 TUXKHIB IIiC/ISA IOYATKY JIiKyBaHHS, a MOTIM -
nepioguyHo. fKII0 apTepiasbHUM TUCK CYTTEBO MiABUIIYETHCS, CIIif PO3TJISHYTU MOXKJIUBICTD
aJIbTEPHATUBHOTO JIIKYBaHHS.

Bnaue Ha neyviHky

[TinBumeHHs piBHSA anaHiHamiHoTpaHcepasu (AJIT) Ta/abo acaprataminoTpaHchepasu (ACT)
(mpubmu3HO B 3 abo GinbIle pasiB MOPIBHSIHO 3 BEPXHLOI0 Mexkelo Hopmu (BMH)) cnoctepiranocs
npubnu3Ho B 1 % nariieHTiB, sSKi Opany y4acTh y KTiHIYHUAX OOCTIIXKEHHSX Ta 3aCTOCOBYBAJIX
eTopukokcu0 y mo3ax 30 mr, 60 mr ta 90 Mr Ha o0y mpoTsarom mnepiony mo 1 poky.

Crnip cocTepiraTl 3a CTaHOM BCiX IAIi€HTIB i3 CUMIITOMaMU OPYIIEeHHS QYHKIIIl IeYiHKY, a TAaKOX
3a CTAHOM TIALli€HTIB i3 MATONOTiYHMUMY NMOKa3HUKaMu (HyHKI1 nedidku. [Ipyu 03HaKaxX MOpPyIIeHHS
GYHKIII MeYiHKY Ta IPY CTIMKUX IATOJIOTIYHUX 3MiHaX MMOKa3HUKIB QyHKIII medinku (y 3 pa3u Buille
3a BMH) etopukokcu0 ciim BimMiHUTH.

3aeanvHi 8Kasisku

SKII0 IPOTATOM JTiKyBaHHS Y MAIliEHTa CIIOCTEPiraeThcs MoripineHHs QyHKII Oyab-AKOI i3 cucTeM
OpTraHiB, 3a3HaYEHUX BUILlE, CJIif] BXKUTH BIONOBIIHUX 3aX0[iB Ta PO3IJIAHYTU NUTAHHSA IIPO BiIMiHY



eTopukokcuOy. HeobxigHo 3a0e3meun Tyl BifAIOBigHE MeAUYHE CIIOCTEPEXEeHHS IIPU 3aCTOCYBaHHi
€TOPUKOKCUOY TallieHTaM JITHBOTO BiKy Ta MallieHTaM i3 nmopymeHHsIMU QYHKIII HUPOK, TeYiHKU ab6o
cepus.

3 00epeKHICTIO CITil MOYMHATH JIiIKyBaHHS €TOPUKOKCHOOM MallieHTaM i3 gerigpaTarlieo.
PekoMeH0BaHO ITPOBECTH PeTiApaTalliio 40 M0YaTKy 3aCTOCYBaHHS €TOPUKOKCHUOY.

[Ipo pO3BUTOK CEPUO3HUX IIKIPHUX PeakKlliy, y HessKUX BUNAAKaX 3 JIeTaJIbHUM HaCJIiIKOM, 30KpeMa
eKC(oIliaTUBHOTO AepMaTUTy, CUHAPoMY CTiBeHca—[[2KOHCOHA ¥ TOKCUYHOTO eIliflepMaIbHOT0
HEKpOJIi3y, IyxKe pigKo moBimomsiocs npu 3actocyBanHi HI133 i gesskux ceeKTUBHUX iHTiOITOPIB
LOT'-2 mig yac mOCTMapKeTUHTOBOTO CIIOCTePEeXKEeHHs (quB. po3min «IlobiuHi peakiii»). HanBummi
PU3UK PO3BUTKY TaKUX peaklliil y Malli€eHTiB — Ha IOYaTKy Teparil, a I04aToK iX MPOosBiB ¥ OiNbIIOCTI
BUII[IKiB — IPOTSTOM IEPIIOro Micsld TiKyBaHHS. Cepil03Hi peaklil rinepyyTANBOCTI (Taki 9K
aHadinaxcig i aHTioHEBPOTUYHUY HAOPSIK) CIIOCTEPIralucs y MallieHTiB, gKi 3aCTOCOBYBaIH
eTopukokcuO. [eski cemektuBHi iHribiTopu 1IOI'-2 mifgBUIIYIOTh PU3UK BUHUKHEHHS IIKiPHUX
peakxliiil y mallieHTiB 3 ajlepriyHoio peakiiieio [0 Oyab-IKOoro npenapaTy B aHaMHe3i. ETopukokcu0
CJIi[l BITMiHWTHU NIPU TEPIINUX IIPOSBaX BUCUIIAHb Ha IIKipi, YIIKOAXKEHb CIM30B01 000JI0HKK ab0 iHINUX
O3HaKax rinepyyTIUuBOCTI.

I[Tpu 3aCTOCYyBaHHI €TOPUKOKCHOY MOXKYTh MaCKyBaTHCS IIPOSIBY TapSIYKY Ta iHIIi 03HAKK 3aMalbHOTO
TIpOIIecy.

3 06epexkHiCTIO MPU3HAaYaloTh OOHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHIIi mepopabHi
QHTUKOATyJISTHTHU.

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIINUX Ipemnaparis, 110 iHTri0yI0Th HUKII0O0KCUTE€HAa3y/CUHTE3
IIpOCTAarlaHOVHIB, He PeKOMEH0BaHO XKIiHKaM, 5IKi [JIaHYIOTh BariTHICTE.

Bascausa iH(hopmauiss npo 0oNoMIidHCHI pe4o8uHU

Lleit mikapcbku#t 3aci6 MictTuth MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpi.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
Barirsicte

HeMae kniHiYHUX JaHUX ITPO 3aCTOCYBaHHS eTOPUKOKCUOY B nepion BariTHOCTI. JJocmigKeHHs Ha
TBapUHaX IIPOAEeMOHCTPYBaI PENPOAYKTUBHY TOKCUYHICTh. [IOTEHIINHUYN PU3UK A1 BariTHUX
HEeBiTOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI, K i iHIIMX
Ipernaparis, 1o iHTiOyI0Th CUHTEe3 IPOCTarjiaHAuHIB, MOXKe IPU3BOAUTH [I0 BiICYTHOCTI CKOPOUYEeHb
MaTKH i, IK HaCJIifOK, [0 3aTPUMKH Y IIOFOBKEHHS IIOJIOTiB Ta ITepef4acHOro 3aKpUTTs O0TanoBO1
IIPDOTOKM 1 lereHeBoil rinepTensil. [loBigoMsanocs mpo BUNAgKU IOPYIIeHHS (YHKII1 HUPOK 11013,
1110 CIIPUYUHSIIO 10 3MeHIIeHHS 06’eMy aMHIOTUYHOI PifuHu (0irorinpaMHioH) y BariTHUX XKiHOK, SIKi
IpuiManu HeCcTepoifHi mpotu3ananbHi mpemnapatu (HIT3I1) Ha gBaAusTOMY TUXHi BariTHOCTI abo
ni3Himne. [HKOMM 11e MoXKe MIPHU3BOAUTH [0 IOPYIIeHHs QYHKIlI HUPOK Y HOBOHAPOMXKEHUX. 3a3HadyeHi
eekTH MOXKYTb BUHUKATH He3abapoM micis modaTtky JikyBaHHsa HII3II; omirorinpamMHioH 3a3Buy4aii €
000pPOTHUM IiC/II IPUNUHEHHS JTiKyBaHHS. 3aCTOCYBaHHS €TOPUKOKCHOY IPOTUIIOKA3aHO B Iepiof
BariTHOCTI. AKINO XKiHKa 3aBariTHiNa mig yac niKyBaHHS, €TOPUKOKCUO HEOOXimHO BiIMiHUTH.



[Tepion rogyBaHHS TPYOOIO0

HeBimomo, uu IPOHUKAE €TOPUKOKCUD Yy TPyJHE MOJIOKO. Y IIypiB €TOPUKOKCUO BUBOOUTHCS Y
MOJI0KO. 2KiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TOBUHHI FOLyBaTH I'PYALIO.

DepTUNLHICTD

3acTocyBaHHS eTOPUKOKCHUOY, 5K i iHIMMX mpemaparis, 1o inribyioTs LIOI-2, He peKOMeHI0BaHO
XKIiHKaM, FKI [JIaHYI0Th BariTHICTG.

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

HaLIiE)HTI/I, Y AKHX HiJI Y9aC 3aCTOCYBaHHA eTOpI/IKOKCI/I6y BHHHUKAE 3allaMOPOYE€HHA, BEPTUTO abo
COHJIMBICTh, HE IOBUHHI KePYBATH dBTOTPAHCIIOPTOM Tad IIPAIlIOBATH 3 iHIMMMY MeXaHi3MaMH.

Cnocib 3acmocyeaHHsi ma do3u.

Jlikapcekuii 3aci6 Ekci6® 3acTocoByBaTH epopasnbHo. JlikapChKuil 3aci6 MOXKHa IpUEMaTH
He3aJIekKHO Bifj BXKMBaHHA 1Xi. [IouaToK epeKTy IpenapaTy HacTae LIBUAIIE IIPYU IPUHOMI Iepen
igoto. Lle moTpi6HO BpaxoByBaTH NP HEOOXiZHOCTI MIBUAKOTO 1OCIa0IeHHS CUMIITOMIB.

OcCkinbKy PU3UK BUHUKHEHHS IOPYIIeHb 3 00Ky CeplieBO-CyAUHHOI CUCTEMU IIPU 3aCTOCyBaHHI
€TOPUKOKCUOY 3pOCTa€ MpH MiABUIIEHHI O3 i TPUBAIIOCTi €KCIO3KIIil, CHIifl TPOBOJUTHA HaUKOPOTIIIi
KypPCH JIiKyBaHHS IIPM 3aCTOCYyBaHHI HaMeHIINX eheKTUBHUX N0060BuUX 103. Crif mepioguyHo
IIepeoliHioBaTH IOTPedy Y MOJIeTIeHHi CUMIITOMIB i BifiTOBiAb Ha JTiKyBaHHS, 0COGIUBO V MAIi€HTIB 3
0CTE0apTPUTOM.

Ocmeoapmpum

PekoMenpoBaHa fno3a craHoBuTh 30 Mr 1 pa3 Ha go0y. V mesKux malieHTiB IpU HELOCTATHbOMY
nocabeHHi cuMnToMiB 36inbineHHs fo3u 0o 60 Mr 1 pa3 Ha o0y MoXkKe MigBUIIUTH e(PEeKTHUBHICTb.
3a BigCyTHOCTi e(eKTy CJIiff PO3TJISHYTH NUTAHHSA IIPO iHII MOXK/IMBI METOAM JTiKyBaHHS.

PesmamoioHuli apmpum

PekoMenpoBaHa fno3a ctraHoBUTE 60 Mr 1 pa3 Ha go0y. V meskux malieHTiB IPU HEAOCTATHbOMY
nocnabnenHi cumMnToMiB 36inbieHHs fo3u 10 90 Mr 1 pa3 Ha K06y MOXKe IOKpallyBaTH
TepaneBTU4YHUYN edekT. [Ipu mocsATHEeHHi KiHiuHOI cTabinmi3alii mamieHTa gOLUiTbHO 3HU3UTHU 03y [0
60 mr 1 pa3 Ha fo0y. 3a BifcyTHOCTI nojtiniieHHs eQeKTy CIIif pO3TIsSHYTH IUTAHHS IIPO iHII
MOZKJIVBiI METOU JIIKyBaHHS.

AHKin03y04ul cnoHOUAim

PexomeHfoBaHa fio3a cTaHOBUTHL 60 Mr 1 pa3 Ha [00y. Y meskux mallieHTiB IpU HELOCTaTHEOMY
nocnabnenHi cuMnTomiB 36inbineHHS fo3u 0o 90 Mr 1 pa3 Ha o0y MoKe IOKpaIlyBaTh
TepaneBTUYHUY edeKT. [Ipu moCsATHEHHI KiTiHiuHOI cTabinmi3arlii namieHTa J0IiIbHO 3HU3UTH 03y [0
60 mr 1 pa3 Ha 0oOy. 3a BigCyTHOCTI mominueHHs edeKTy CIifl PO3TISHYTH MUTaHHS PO iHIIT
MOXKJIVBI METOIY JIiKyBaHHS.



T'ocmputi 6iab
Y pazi nosiBu rocTporo 60Ji0 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIE Y TOCTPUM CUMIITOMaTUYHUY IIE€PiOf.
T'ocmputl nodazpuvHuti apmpum

PexomeHmoBaHa fio3a cTaHoBUTHL 120 Mr 1 pa3 Ha mo0y. I1ig yac KIiHIYHUX OOCIigXKEeHb TOCTPOTO
IIOJJarPUYHOT0 aPTPUTY €TOPUKOKCHO 3aCTOCOBYBaIM BIIPOOOBXK 8 MIHIB.

IMTicasionepauitiHull 6iab, no8’A3aHull 31 CMOMAamMOoA02iYHUM ONEePaAMuUBHUM 8MPYYAHHAM
PexomeHgoBaHa fio3a - 90 mMr 1 pa3 Ha {00y MPOTATOM MakKCUMyM 3 OHiB. [ [IesKUX Malli€HTiB
Moxke OyTH HeoOXimTHUM [OOaTKOBE Iicisomnepariliie 3He00TI0BaHHS.

o3y, 110 IepeBUINYIOTH PEKOMEHIOBaHi [I7Ig KOKHOT0 ITOKa3aHHs, He MaloTh J0IaTKOBOI
edekTuBHOCTI a00 He BUBYAJIUCS, TOMY:

1o3a IpU 0CTe0apTPUTI He TOBUHHA NepeBullyBaté 60 Mr Ha Ho0y;

I03a MpU peBMaToifHOMY apTPUTi Ta aHKiNIO3yI0UOMY CIIOHOUJIITI HE TOBUHHA IIEPEBUIyBaTH
90 mr Ha mo0y;

I03a IpU rocTpill mogarpi He MOBMHHA NepeBulyBat 120 Mr Ha 700y BIIPOMOBK
MaKCHUMAaJIbHOT'O IIepiofy JIiKyBaHHS 8 [HIB;

[l03a IIPH TOCTPOMY OO0JII0 MicTIE CTOMATOJIOTiYHOT0 OIlepaTUBHOI'O BTPYYaHHS He TOBUHHA
nepesumiyBatu 90 Mr Ha 00y BIPOOOBXK MaKCUMaIbHOTO 3-IeHHOTO Iepiofay.

ITayieHmu AiMHbO20 BIKY

HeMmae HeoOximHOCTI B KOpeKIIii f03yBaHHS AJIS MallieHTiB JiTHLOTO BiKy. fK i y pa3i 3acTocyBaHHS
iHIMX Ipemnaparis, malieHTaM JIiTHbOTO BiKY JiKapchKui 3acib ciif mpr3HadyaTu 3 00epexkHiCTIO.

ITopyweHHA pYyHKUiI neviHKu

He3zanexkHo Bif MOKa3aHHS MAallieHTaM i3 MOPYIIeHHAMY QYHKIII] IeYiHKY JIETKOTO CTYIeHS

(5-6 6amniB 3a mkanoio Yaunga-I1't0) He ciip nepeBuiryBaTy fo3y 60 Mr 1 pa3 Ha goOy. [TamienTam i3
NOPYILIEHHAME (QyHKIii Ie4iHKYU IIOMIPHOTO CTyTeHs TIXKKOCTi (7-9 0OaniB 3a mkasnoo Yainga-I1'1o)
He3aJleXXHO Bifl TOKa3aHHS He cItif mepesuinyBaTu 0o3y 30 Mr 1 pa3 Ha go0y.

Kniniynuit gocBin 3acTocyBaHHS 00MeXeHuUlM, 0COOIMBO IIOA0 MAalli€HTiB i3 IOpyIIeHHAME QYHKILI
IIeYiHKY TOMIPHOTO CTYIIeHs, TOMy IIpenapar CIifi Ipr3HadaT 3 00epexkHiCTI0. BigcyTHiM KITiHIYHUN
IOCBiNl 3aCTOCYBaHHS IIpenapaTy NalieHTaM i3 TSXKKUMU MOpyIeHHIMU GYHKII mevinku (= 10 6anis
3a mKanotwo Yainma-I1'10), ToMy TiKapchKui 3aci0 MPOTHUIIOKAa3aHUM TaKKUM IallieHTaM.

IMopyweHHA pYyHKUII HUPOK

KopuryBaHHs 103U He nI0TpiOHe mallieHTaM i3 KiipeHcoM KpeaTuHiny = 30 M1/XB. 3aCTOCYBaHHS
eTOPUKOKCUOY MalieHTaM i3 KiripeHcoM KpeaTuHiHy < 30 MJI/XB IIPOTUIIOKA3aHe.

Himu.

Jlikapcekuii 3aci6 Ekci6® mpoTunoka3aHui OiTAM BiKOM [0 16 poOKiB.



Ilepedo3yeaHHsi.

Y mportieci KiHiYHUX JOCITigXKeHb iCyIs 3aCTOCYBaHHS OJHOPA30BOi M03K eTOPUKOKCHOY mo 500 mr
abo 6araTopa3oBoro mpuiiomy no 150 Mr Ha moOy mpotsirom 21 OHS He CIIOCTepiranocs 3HaYHUX
ToKCUYHUX edekTiB. IToBigoMIIsIIOCS PO TOCTPE Mepeno3yBaHHs eTOPUKOKCUO0M, X04a B GiTbIIOCTI
BUIIAOKIB Ipo mo6ivHi peakii He moBigomisiiock. ITo0iuHi peakirii, 10 cocTepiraauch HakvacTile,
Bigmosiganu npodinio 6e3mneku eTopukokcuOy (peakiril 3 60Ky KT, 3 60Ky cepisi Ta HUIPOK).

Y pasi nepepno3yBaHHSA [OLITBHO BXXKUTK 3BUYANHUX MiATPUMYyBaJIbHUX 3aXO0[iB, HAIPUKIIaL
BUOaNeHHsI HeabcopOoBaHoro npemnaparty 3i IIKT, BegeHHS KITiHIYHOTO CIIOCTEPEXKEHHS, Y pa3i
HeOoOXiIHOCTI — TPOBeleHHS MiATPUMYBaJIbHOTO JIiIKyBaHHSI.

ETopukokcub He BUBOOUTHLCS IIPU TeMOfiiai3i; HeBifoMO, Y BUBOAUTHCS JIiIKapChKUU 3acib mpu
IIPOBEEeHHI IePUTOHEeaIbHOT 0 Jdiali3y.

ITo6iuni peakuii.

Besmneka 3acTocyBaHHS €TOPUKOKCHOY OLiHIOBanach y MPOIeCi KITiHIYHUX OOCIigXKeHb 3a y4acTio
9295 nanuieHTiB, BKJII0Yal049u 6757 malieHTiB 3 0CTE0apTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM
6oneM y HUXKHIM YaCTUHI CIMHY a00 aHKiIO3yI4UuM cioHOuaiToM (mpubau3Ho 600 maIieHTiB 3
0CTeoapTpuToM ab0 peBMaTOIMHUM apTPUTOM OePXKYBaJld JIiKyBaHHS IPOTATroM 1 poky abo moBIIIe).

[Tig yac kniHivHUX HocigKeHb Mpodins HeOaxKkaHUX SIBUI OYB OMHAKOBUM Y TIAIliEHTIB 3
0CTE0apTPUTOM ab0 PEBMATOINHUM apTPUTOM, SIKi 3aCTOCOBYBa/IX €TOPUKOKCHUO MpoTsAroM 1 poky abo
IOBIIIE.

Y mpoueci KIiHIYHOT0 AOCIIAXKEHHS 3a YY4aCTIO MALli€HTIB i3 TOCTPUM NIOJarpuuYHUM apTPUTOM
eTOpUKOKCcuO nmpu3Hadanu B f03i 120 Mr 1 pa3 Ha go0y npoTaroM 8 pHiB. [Ipodint HebaxkaHUX SBUIIL]
y IIbOMY OOCIHifIXKeHHi OYB y I[iIOMy TaKMM CaMHUM, SIK Y [OCTiIXKEHHSIX 3a y4acCTIO MalliEHTiB 3
OCTE0APTPUTOM, PEBMATOITHUM apPTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHIN YaCTHHI CIIUHHU.

Y nporpami oniHku 0e3MeKH 71 CeplieBO-CYAUHHOI CUCTEMHU 3a JaHUMHU TPhOX KOHTPOJIbOBAHUX
MOCITiKeHb 3 aKTUBHUM ITperapaToM nopiBHAHHS 17412 narieHTiB 3 ocTeoapTpuToM abo
PEBMaTOIIHUM apPTPUTOM 3aCTOCOBYBaJIM eTOpUKOKCcUO (v mo3ax 60 mMr a6o 90 Mr) B cepegHbEOMY
BIIPOMIOBXK NpuOnu3Ho 18 Mmicsiis. Jani mpo 6e3meky Ta 6inbin feTanbHa iHGOpMallis mpo 1o
IIporpaMy IIpefcTaBiieHi B po3aiii «dapMaKoJIOriyHi BJIaCTUBOCTI».

Y nportieci KTiHIYHAX JOCTiIXKEeHb 3a y4acTIo MAalli€HTIiB i3 rocTpuUM micnsonepaniinuM 601eM micis
CTOMAaTOJIOTiYHUX, abOoMiHaITbHO-TIHEKOJIOTiYHUX XipyPriuHuX BTPy4YaHb, BK/IIOUAI0YU

1222 marieHTiB, gKi 3acTocoByBanu eTopukokcud (y mo3ax 90 mr abo 120 mr), mpodins HebakaHUX
SIBUII] OYB V I[IJIOMYy TaKUM Ke, SIK Y JOCITiIXKEeHHSIX 3a yYaCTIO MAI[iEHTIB 3 0CTE0AaPTPUTOM,
PEBMATOIIHUM aPTPUTOM Ta XPOHIUHUM O0JIeM y HUKHIM YaCTUHI CITUHHU.

I[Tpo 3a3HaueHi gasi mobiuHi peakilil MOBimOMIISAIOCH 3 GiIBIIOI0 YaCTOTOO IIPU 3aCTOCYBaHHI
mpernapary, Hix mnane6o, y mpolieci KTiHiYHUX JOCITiIKeHb 3a Y4YacCTIO MAIliEHTIB 3 0CTE0APTPUTOM,
PEBMAaTOIIHUM apTPUTOM, XPOHIYHUM 00JIeM Y HUKHiM YacTUHI cIMHYU a00 aHKINI03yIouuM
CIIOH[IMUIIITOM, SIKi 3aCTOCOBYBaj eTOPUKOKCHO y mo3i 30 mr, 60 Mr a6o 90 mr npoTtsaroMm 12 TUXKHIB
(mocmimxenHs 3a mporpaMoio MEDAL, KOPOTKOCTPOKOBI HOCiIXKEHHS 100 TOCTPOro 000 Ta
IIOCTMapKeTUHTOBUM OOCBIf).



Tabnuns 2

Kinac cucteMu OpraHiB [To6iuni peakiii KaTteropis
4acToTu*
[Hdekil Ta iHBa3il QJIbBEOJIIPHUN OCTUT JacTo
TaCTPOEHTEPUT, iHQEKIIii BEpXHiX AUXaNbHUX IIIAXIB, |HEYACTO
iH(eKIIil CeUOBUBITHOTO TPAKTY
3 00Ky KpoBi i miMmpaTuyHOl [aHEMis (IepeBakHO B pe3yibTaTi IUIYHKOBO-KUIIIKOBOI [HedacTo
CHCTEMH KPOBOTEYi), TEMKOIEHisT, TPDOMOOITUTOIIEHIs
3 6OKy iMyHHOI CUCTEMH rinepuyTiuBicTh HEYaCTO
AHTiOHEBPOTUYHUY HaOpSK, PiOKO
aHadinakTryHi/aHahiNaKTOINHI peakiiil, y ToMy 4ucii
MOK'
Po3nagu MeTtabosiamy i HAOPSKY/ 3aTPUMKA PiguHU 4acTo
XaP9yBaHHSA 3HUKEHHS a00 MOCUJIeHHS aneTUTy, 30iIbIIIeHHSI Macu |[HedYacTo
Tina
[IcuxiyHi TOPYILIEHHS TPUBOXKHICTb, HEIPECisi, MOTipIIeHHS PO3yMOBOI HEe4acTo
MisIBHOCTI, TamonUHAII
CIIJTyTaHICTh cBimoMocTi’, HecmokiliHuit cTan’ PifKo
3 60Ky HEPBOBOI CHCTEMU 3aIIaMOPOYEHHS, TOJIOBHUH Oiflb JaCTO
nucreB3is, 6e3COHHS, MapecTe3isi/rimecresis, HEe4acTo
COHJIUBICTD
3 00Ky opraHiB 30py HEYITKICTb 30py, KOH IOHKTUBIT HEe4acTo
3 00Ky opraHiB ciyxy i [IIyM Y ByXax, 3allaMOpPOYeHHS HEeYacTo
BeCTUOYISIPHOTO arnapaty
3 6oKy cepist BiM4yTTA CepreOUTTs, apuTMis' JacTo
(GibpunALis mepencepnb, Taxikapmisa', 3acTiliHa ceplieBa [He4acTo
HeIOCTaTHICTh, HecnenudiyuHi 3mMinu Ha EKT,
cTeHOKappia', indapkT Miokapaa®
3 00Ky CyAMHHOI CUCTEMHU  [rinepTeH3is JacTo
NPUIUIABY KPOBi, HOPYIIEHHS MO3KOBOT0 KPOBOOGIry', [HedacTo
TpaH3UTOpHA illleMiuHa aTaka, TilepTOHIYHUN Kpu3’,
BaCKYJIT'
3 00Ky AuXanbHOI CUCTEMH, [6poHxocmasm’ JacTO
OpraHiB 'PyMHOIL KITITKH i
CepenocTinHs Kalllellb, JUCITHOE, HOCOBa KPOBOTEYa HEeYacTo
3 6oky IIIKT 0inb y XKUBOTI myKe 4acTo
3aI10p, METEOPU3M, TACTPUT, IeUisl/KNCIOTHUN YaCTO
pedoKe, miapes, TUCIENCisa/qucKoMbOpPT y JiNgHIi
emiracTpisi, HymoTa, O/M0BaHHS, €30¢arit, BUpa3Ku B
POTOBIM TOPOXKHUHI
3OYTTS KHUBOTA, 3MiHa XapaKTepy MepUCTaIbTUKH HEeYyacTo
KUIIIEYHUKY, CYXiCTh Y POTi, TaCTPOOyOdeHa bHi
BHMpPa3KY, IENTUYHI BUPa3KH, Y TOMY YHUCIIi mepdoparis
i KpoBoTeya IIKT, cuHAPOM MOAPa3HEHOT 0 KUIIEYHUKY,
MaHKpeaTuT
3 60Ky remnarobiniapHoi migsuiienus AJIT, migsumenus ACT YacTo
CUCTEMU remaTuT pigKo

[IeYiHKOBa HeJIOCTaTHiCTbi, }KOBTFIHI/II_UfF

pimko'




3 00Ky LIKipH i mMigmKipHOI |eKxiM03 JacTO
KJTITKOBUHU HAOPsIK 00/1MyYsi, CBepOiK, BUCHIIAHHS, epI/ITeMa*, HEe4acCTo
KPOIWB' THKa'
curgpom CTiBeHca—[IKOHCOHA', TOKCUYHHI pinko'
emimepManbHUI HEKPOJIi3®, cTilika MefuKaMeHTOo3Ha
eputema’
3 00Ky OIIOPHO-PYX0BOI CIIa3MU/CYyIOMHU M’ 53iB, CKEIETHO-M I30BUH HEe4acTo
CHCTEMHU i CIIOJIyYHOL 0i71b/CKyTiCTh
TKaHUHU
3 00Ky HUPOK i IPOTEIHYpis, HifBUIIeHHS PiBHS KpeaTUHIHY B HEe4acTo
CEYOBH[IIIbHOI CUCTEMHU CHPOBATI[i KPOBi, HUPKOBA HEJOCTATHICTh/IUCHYHKIis'
(muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»)
[TopyllleHHS 3arajJbHOTO ACTeHiss/BTOMa, IPUIONONiIOHI CHUMIITOMHU JacTo
CTaHy Ta
[IOPYIIEeHHs, 0B’ g3aHi 31 Oinb y TPyAHIN KITIiTII HEeYacTo
cr1ocob60M 3aCTOCyBaHHS
UTabopaTOopHi OOCTigXKeHHs [TifBUILEHHS PiBHS @30Ty CE€YOBMHHU KPOBI, MiABUIIEHHS [HE4acTo
piBHS KpeaTuH()OC()OKiHA3Y, TiepKaIieMisd,
MigBUIEHHS PiBHS CEY0BOI KMCIIOTH
SHMKEHHS PIBHS HATPIIO B KPOBI PIIKO

* KaTeropist 4aCTOTH BU3HAYAETHCS IJISI KOKHOTO TEPMiHY ITOOIYHOTO sSIBUIIlA 3@ YaCTOTO B 6a3i
[aHUX KIHIYHUX OOCHTigXKeHb: AyxKe dacto (= 1/10); gacto (= 1/100, < 1/10); mewacTto (= 1/1000,
< 1/100); pigko (= 1/10000, < 1/1000); myxe pigko (< 1/10000).

* [To6iuHa peak1is ineHTH(iIKOBaHa y Ipoleci IOCTMapKeTHHI0BOTO CIIOCTepeXeHH. YacToTa
BH3HayYaJjacs 3a MaKCHMaJIbHOIO YaCTOTOIO ¥ KIiHIYHUX OOCTioKeHHAX (naHi 3i0paHi 3a
3aTBEPOKEHMMHU ITOKa3aHHIMHU Ta J03aMH).

"Kareropis yacToTu «pigKo» BU3Hadasacs BinmosinHo go Guideline on summary of product
characteristics (SmPC) (2-#1 mepernsn, Bepecers 2009) Ha migcTaBi po3paxoBaHOl BePXHBOI MexXi
95 % [I pnsa 0 sBUII 3 ypaxXyBaHHSM KiTbKOCTI Y4aCHUKIB, SIKi MpuUKMail eTOPUKOKCUO, B aHai3i
nanux II1 ¢ha3u, 06’emHaHUX 3a M03010 i MokKa3aHHAM (n=15470).

® Timep4yTnMBiCTL BKIIOYAE MOHATTS: ajleprid, MeUKaMeHTO3Ha ajlepris, MeguKaMeHTo3Ha
TiepyYyTIUBICTh, TiEePYyTIUBICTD, TIIEPUYTIUBICT HEYTOYHEHA, peakllis rinepyyTIUBOCTI 1
HEyTOYHEHa aJieprid.

S 3a pe3ynbTaTaMy aHali3y TPUBAIUX, KOHTPOJILOBAHMUX 3a IOIIOMOTOIO IJ1ate6o i aKTUBHOTO
nperapary MOPiBHSIHHS KTIHIYHUX HOCTiAXKeHb, ceneKTuBHi iuribitopu LIOT-2 Oymu moB’si3aHi 3i
30iNbIIIEHHSIM PU3UKY BUHUKHEHHS CEPUO3HUX apTepiaTbHUX TPOMOOTHYHUX TIOMIH, BKIIIOUAl0Yn
iHdapkT Miokappa Ta iHCynbT. ba3ylounch Ha HasIBHUX JaHUX, MaJIOMMOBIPHO, 1110 30i/bIIEHHS
abCOJIIOTHOTO PHU3WKY BUHMKHEHHS TaKWX SIBUI epeBUIUThL 1 % Ha pik (HeyacTo).

[Tpu 3actocyBauHi HI133 moBigoMiisisocs mpo Taki cepio3Hi mo0iyHi peakilii: He()POTOKCUYHICTS,
BK/IIOUAIOYH iIHTePCTUIiaTbHUY HePUT i HePPOTUYHUY CUHIPOM, TOMY He MOXKHAa BUK/TIOUATH iX
BUHUKHEHHS NIPY 3aCTOCYBaHHI €TOPUKOKCUOY.

ITogidomaeHHA npo nido3pro8dHi nobiuHI peakuii




[ToBimoMIIEHHS TIPO Mig03pIoBaHi moGiuHi peakii micias peecTpatiii TiKapchKoro 3aco0y € BaXKJIHBOIO
npouenyporo. Lle mo3Bosise NPOAOBKYBATH MOHITOPUHT CIIiBBIFHOLIEHHS «KOPUCTh/PUSUK» OJIS
BiATIOBigHOTO JiKapchKOro 3aco0y. Megu4yHUM IpalliBHUKAM HeOOXiTHO MOBiqOMIISATH PO Oymb-sKi
nimo3proBaHi moOiuHi peakilil Yepes3 HalliOHaIbHY CHUCTEMY IIOBiIOMIIEHb.

Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epiraHssi.
30epiratu B OpuriHanbHiY yIAKOBIIi IpU TeMIepaTypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY IJIST OiTe# MicIi.

VYnaxoBka.

I[To 60 Mr, mo 90 mr, mo 10 TabneToK y KOHTYPHiM YapyHKOBIii ynakosili, mo 1 a6o mo 3 KOHTYpHi
YapyHKOBI yIIaKOBKM B I1aYllj;

1o 120 mr, mo 10 TabneToK y KOHTYPHI YapyHKOBIi# yIakoBIl, 1o 1 KOHTYpHil 4apyHKOBIH yIIaKoBII
B IIQUIIi.

Kareropis Bigmycky. 3a peLentom.

Bupoonuk. [IpAT «®apManeBTuyHa ¢pipMa «JapHUII».

Micue3HaxoKeHHsI BHPOOHHKA Ta afpeca MiCusi IPOBaJIKeHHs HOro Jis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucminbceka, 13.



