IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ETOPUKOKCHUB-BICTA

(ETORICOXIB-VISTA)

Cknao:
0itoua peuosuHda: eTOPUKOKCHO;
1 tabnetka mictuts 30 Mr, 60 mr, 90 Mr a6o 120 MT eTopuKOKCUOY;

0onoMidicHI peyosuHU: Kambllilo rimpodocdar, 1eono3a MiKkpOKpUCTalliyHa, HaTpilo KpoCKapMeso3a,
MarHito cTeapar;

o6os0Hka mabaemku: onaapau 11 6inuit 31K28459 (Tutany miokcun (E171), makTo3u
MOHOTIApAaT, TiTpoMeno3a, TPUALEeTHH).

Jlikapcbka ¢opma. TabneTku, BKPUTI ITIBKOBOIO 000JI0HKOIO.

OcHo8HI ¢i3uKo-ximiyHi 81acmueocmi: 6iti KpyTyi OBOOMYKIIi TableTKU, BKPUTI MIiIBKOBOO
000710HKOI0, 3 TUCHEHHAM «E9OX» 3 ogroro 60Ky i «30» abo «60», abo «90», abo «120» 3 iHiIoro
00Ky .

dapMakoTepaneBTHYHA rpyna. HecTepoifHi mpoTu3amnanbHi Ta IpOTUPEBMATUYHI ITperapaTH.
Koxkcubu. Kog ATX M01A HO5.

®apmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.
MexaHi3Mm mii.

ETopuKOKCUO € IepopaJbHUM CeJIEKTUBHUM iHTibiTopoMm nukmookcurenasu-2 (LJOI-2) y mexkax
KJIIHIYHOTO [ialla30HY H03.

Y xomi kniHIYHUX (apMaKOIOTiYHUX JOCiXKeHb eTOPUKOKCUO 0303a1ekHO iHribysas LIOI'-2 Ge3
inri6yBanns LIOT-1 mpu 3acTocyBaHHi y mo3ax no 150 mr Ha fo0y. ETopukokcub He iHribye cunTE3
IIPOCTarIaHOWHIB IIJTYHKA Ta He BIIJIUBA€E Ha (QyHKI0 TpoMOoIuTiB. LIuKI0O0OKCUTeHa3a BifmoBigae 3a
YTBOPEHHS NpocTarjalHauHiB. IneHTHdikoBano aBi izogpopmu — LIOT-1 i IIOT-2. IIOT'-2 € i3odopmoro
(dbepMeHTy, 110 iHAYKY€EThCS IMITyIbCOM IIpO3anajieHHs Ta PO3TISHaEeThCS SK OCHOBHUU (PAKTOD, IKUI
BiTIOBifa€ 3a CUHTE3 MPOCTAHOITHUX MefiaTopiB 6010, 3ananeHHs i rapsuku. [IOT-2 TakoxX 3afisHa



y TIpoliecax OBYJIsLil, iMIIJTaHTallil Ta 3aKPUTTS apTepiasbHOl IPOTOKU, peryisuil GyHKIil HUPOK i
IIeHTPaIbHOI HEPBOBOI CUCTEMU (IHAYKIIiS rapsyuky, BimuyTTs 60110, KOTHiTUBHA QYHKI). Takoxk
Moxe OpaTy y4acTh y Ipolleci 3aroeHHs Bupa3ok. LIOT-2 6yio imeHTH(hiKOBaHO Y TKaHKUHI HAaBKOJIO
BUpa3KY LIUIyHKA y IIOOVHY, ajie 3HaueHHS A7 3aTO€HHS BUPa3Ky He BCTAHOBJIEHO.

EdbeKkTHBHICTE.

Y martieHTiB 3 0cTe0apTPUTOM eTOPUKOKCUO ¥ mo3i 60 Mr 1 pa3 Ha fo0y 3HAYHO MTOKpAIIYyE CTaH IIPU
005X Ta OILIHKY TMAallieHTa II0MI0 CTAHY 3aXBOpioBaHH:. Lli MO3UTHBHI e(peKTH CIIOCTEpiraaucs Bxe Ha
OpyTui feHb MiKyBaHHS i 30epiranucs npoTsaroM mnepiogy oo 52 TUXKHIB. Y X0[i DoCTigKeHs i3
3aCTOCyBaHHSIM eTOpHKOKCcUOY B 7031 30 Mr 1 pa3 Ha go0y eheKTHBHICTh IOTO JIIKapChKOTO 3aCc0o0y
nepeBuIyBasa mianedo npoTaroM 12 TUXKHIB JTiKyBaHHS (BUKOPUCTOBYBAIMCS OL[IHKH, 1110
3aCTOCOBYBa/IMCS B iHIIKX HociimxkenH"x). [Tix yac gocmimxkenHs migbopy 031U eTOPUKOKCUO y mo3i
60 Mr meMOHCTPYBaB 3HAUHO OinbIll BUpaXKeHe NOKpalleHHs, HiK B 1o3i 30 Mr, BifHOCHO ycix 3
OCHOBHUX KiHI[€BUX TOYOK IIiC/Is1 6 TUXKHIB JIIKyBaHHS. 3aCTOCYBaHHSA 003U 30 MI' IPK OCTE0aPTPHUTIL
KHCTi He BUBYAJIOCS. Y TAlliEeHTiB 3 peBMaTOifHUM apTPUTOM eTOPUKOKCHO y mo3i 60 mMr ta 90 mr 1
pa3 Ha mo0y 3HAYHO ITOKpalllyBaB CTaH CTOCOBHO BHPaXKeHOCTi 00JII0, 3amajieHHs, a TaK0XK
PYXJIUBOCTI. Y X0mi mocigKeHb 3 oIiHKu 003 60 mMr Ta 90 Mr mo3uTuBHI ehekTH 30epiranucs
IPOTATOM 12-THXKHEBOTO Nepiony JikyBaHHS. OO6ugBa 0o3yBaHHS eTOPUKOKCcuOy — 60 Mr 1 pa3 Ha
no0Oy ta 90 mr 1 pa3 Ha goOy — Oymu Oinbin edekTUBHI, HiXk mane6o. [Jo3a 90 mMr Oyna eheKTHUBHIIIa,
HiXK go3a 60 Mr, BigmoBiiHO [0 3arasibHOI oliHKY 600 namieHTiB (0-100 MM BidyanbHa aHaJIOTOBA
IIIKana), i3 cepenHiMm nokpaiieHHsaM -2,71 mm (95 % I [moBipuuii intepsan]: -4,98 mm, -0,45 Mm).

Y nmatieHTiB 3 HanagaMu TOCTPOTO IIOJAarpUYHOI0 apTPUTY eTOPUKOKCUO y mo3i 120 Mr 1 pa3 Ha moby
npoTsaroM 8 gHiB moseriiyBaB 0ib y cyrio0ax cepegHbOTo i TSAXKKOT0 CTYIIEeHS Ta 3alaleHHS
IOPiBHSHO 3 iHmoOMeTalmHOM Yy 103i 50 Mr 3 pa3u Ha fo0y. 3MeHIIeHHS BUPaXeHOCTi 00110
CIIOCTepiraeTeCs BXKe yepes 4 TONUHY IiC/Is 0YaTKYy JIiKyBaHHS. Y MallieHTiB i3 aHKII03UBHUM
CIIOHAUITITOM eTOpuKOKCUO y mo3i 90 Mr 1 pa3 Ha moby 3abe3medye 3HaYHE MTOKPAIeHHs TP 600 y
xpeOTi, 3amaneHHi, 06MexXeHHi PyXiB, a TaKOXK MOKpalye QyHKIioHaNbHY 3maTHICTh. Kminiuni
TnepeBary eTOPUKOKCHOY CIIOCTepiraaucs Ha APyrui feHb IIicJis I0YaTKy Teparlil i 30epiranucs
YIPOOOBXK 52-TUXKHEBOTI'0 NEPiOAy JIiKyBaHHS. Y X0l APYroro OOCHIAXKEHHS 3 OLIHKY J03U 60 Mr
OPiBHSHO 3 003010 90 Mr eTopukoKcub y mo3i 60 mr 1 pa3 Ha goOy Ta 90 Mr 1 pa3 Ha moby
IIPOIEMOHCTPYBAB CX0XKY e(heKTUBHICTh OPiBHAHO 3 HanpokceHoM 1000 Mr mogeHHO. Y MallieHTiB,
110 He IEMOHCTPYBa/IU afleKBaTHOI BiATIOBIifi il Yac 3aCTOCYBaHHS [03U 60 MI LI0JeHHO IPOTATOM
6 TUXKHIB, migBUIIEHHS H03U 00 90 MT 1I0IeHHO MTOKPAIIyBaJio OLiHKY iHTEHCUBHOCTI 600 ¥ CIIKHI
(0-100 MM Bi3yanbHa aHa/JIOr0OBa IIKaia) IOPiBHAHO 3 IPOJOBXKEHHAM IpuiioMy 60 Mr IIOOEHHO, i3
cepenHiM nokpaieHHsaM -2,70 mm (95 % [I: -4,88 mm, -0,52 Mm).

[Tig yac KiHIYHOTO JOCTigXKEeHHS IicasonepariiiHoro 3y0Horo 6010 eTOpuKOKCcuO y no3i 90 mr
3acTocoByBaBcs 1 pa3 Ha goOy OO TPhOX AHIB. Y MiATPYyIMi NalieHTiB 3 MOMipHUM 00JIeM B
TI0YaTKOBOMY CTaHi eTOpUKOKCHO y mo3i 90 Mr meMoHCTPyBaB 3He00 I0BaIbHUN e(eKT, TogibHuM 10
takoro B ibynpodeny 600 mr (16,11 nmpotu 16,39; P = 0,722), i mepeBuiiryBaB epekT
napareramony/komeiny 600 mr / 60 mr (11,00; P < 0,001) i mnaue6o (6,84; P < 0,001), mo
BM3HAYAJI0CS 3a MOKA3HUKOM IIOBHOTO TojierimenHs 600 yepes3 6 rogus (TOPARG). KinbKicTh
NALiE€HTIB, SIKi IOBIIOMIISNIM NP0 3aCTOCYBaHHS JTiKapChKUX 3aC00iB eKCTPEHOT0 3HEe00IeHHS
npotsirom 24 roguH, cknana 40,8 % y rpyni 3actocyBaHHS eTopuKokcu0y 90 mr, 25,5 % y rpymi
3acTocyBaHHs iOympoderny 600 Mr KoxkHi 6 roguH i 46,7 % y rpymi 3aCTOCYyBaHHS
napateTtamony/kofeiny 600 mMr /60 Mr KOXHi 6 TOOuH MOPiBHAHO 3 76,2 % maIli€HTiB, SKi IpuiMatu
nnane6o. Y 1boMy [OCTiAXKeHH] T0YaTOK aHaITe3uBHOI [ii (BiguyTHe monermenHs 60mi0) 90 mr
€TOPUKOKCHUOY CIIOCTepiranocs BxKe depes 28 XBUJIKH IicIig IPUHOMY JTiKapChKOTro 3aco0y.

Be3nexka.



MixHapogHa OOCTigHUIIbKA TporpaMa TPUBAIOr0 3aCTOCYBaHHS €TOPUKOKCHUOY i
ouknodeHaky npu aptputi (MEDAL).

[Tporpama MEDAL 6yna mpoCcneKTHBHO PO3p00IeHOI0 IPOrpaMoio BifTHOCHO Pe3yIbTaTiB 00
6e3neku 3 OOKY CEPIIEBO-CYAUHHOI CUCTEMH, OTPUMAHUX 3a 00’ €MHAHUMU TaHUMH TPbOX
paHOOMi30BaHUX, IIOABIMHO CTIMKUX, KOHTPOJIbOBAHUX aKTUBHUM JIiKAPCHKUM 3aC000M IOPiBHAHHS
pocnigxens (mocnigxenus MEDAL, EDGE II i EDGE).

Y mocnipxenni MEDAL, m1o 6yio HanpaBieHe Ha BU3HaYEHHS BIUIUBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yuacth 17804 nanientu 3 octeoapTputoM (OA) i 5700 — i3 peBMatoigauM aptputoM (PA), sxki
3acTocoByBanu eTopukokcub y mo3i 60 mMr (OA) uu 90 mr (OA i PA) abo muknodeHax y mo3i 150 Mr Ha
no0y mpoTtsirom B cepegHboMy 20,3 micsans (MakcuManbHO — 42,3 micsans, Mefiana — 21,3 micsans). ¥
ITbOMY [OCIiKeHHi Oyu 3adikcoBaHi TibKY Cepio3Hi M0GiYHI peakilil i IpUNUHEHHS IPUNOMY
niKapchKOro 3aco0y BHACIIIOK BUHUKHEHHS Oyab-aKUX MOOIYHUX pPeakiliii.

Y xomi gocmipzkens EDGE i EDGE II mopiBHIOBanu IUTyHKOBO-KUIIKOBY IIEPEHOCUMICTh ETOPUKOKCUOY
i puknodenaky. Y mocnigxenni EDGE 6panu yyacts 7111 namienTiB 3 OA, siKi oTpuMyBanu
eTopukokcub y mo3i 90 mMr Ha moby (y 1,5 pasa Bullle peKoMeHI0BaHoI qo3u [ ikyBaHHS OA), abo
nukiodeHak y mo3i 150 Mr Ha o6y nmpoTsaroM B cepenHboMy 9,1 Micsig (MakcuMyMm — 16,6 micsis,
Mepmiana — 11,4 micsug). Y nocrigxenni EDGE II 6panu ygacts 4086 nmatieHTis 3 PA, gki
OTPUMYBaJU JIiKyBaHHS €TOPUKOKCHOOM y 1031 90 Mr Ha goOy abo gukimodpeHakoM y gosi 150 mr Ha
noOy mpoTsiroM B cepemHboMy 19,2 micsus (MakcumyM — 33,1 Micsiiisg, MemiaHa — 24 micsiii).

Y 00’epnaniu mporpami MEDAL Gpanu y4acts 34701 margieHT 3 OA i PA, gKi oTpuMyBamnu JiKyBaHHS
YIIPOJOBXK mepiony B cepemuboMy 17,9 micsus (Mmakcumym — 42,3 micsus, MemiaHa — 16,3 Micsis);
npubnu3no 12800 maiieHTiB OTpUMyBasu NTiKyBaHHS oHaA 24 Micsui. YV mauieHTiB, 3apeeCcTpoBaHUX
y 1i# mporpami, 6ynu pi3Hi MOYaTKOBI YUHHUKYU PU3UKY CTOCOBHO CEPIIEBO-CYAUHHOI CUCTEMH i
IUTyHKOBO-KUIIKOBOTO TpakTy (IIKT). [TamienTy 3 HelogaBHO IepeHeceHuM iHpapKToOM MioKappa,
A0PTOKOPOHAPHUM IIyHTYBaHHAM a00 dyepe3MKipHOI KOPOHaPHOI0 aHTi0MIaCTUKOI0 YIIPOIOBXK 6
MICSIIiB 10 peecTpaliii B JoCimxKeHHI O0yIu BUKIIOYEHI 3 HOCTigKeHHs. Y HoCigxKeHHAxX 6yI10
I03BOJIEHO 3aCTOCYBAHHS T'aCTPOIPOTEKTOPHUX JIiIKaPChKUX 3ac00iB i alleTUIICATiIUIIOBOI KUCIIOTH Y
HU3bKUX [03aX.

3aezanvHa 6e3nexa.

He Oymo cyTTeBUX BiIMiHHOCTEH Y YaCTOTi TPOMOOTUYHUX CEPIIeBO-CYIUHHUX YCKIagHEHb MTpU
3aCTOCyBaHHI eTopuKoKcuOy i quknopenaky. KapmiopeHanbHi mobiuni peakiril gacriie
CIIOCTEpiranucs Mpy 3aCTOCYBaHHI eTOPUKOKCHUOY, HixX nuKIodeHaKy; el ehpekT OyB 00303aIeKHUM
(meTanpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60ky IIKT i meyinky BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOPpUKOKCHOy. YacToTa BUHUKHEHHS MOOIYHUX
peaxkii B gociigxkenHsx EDGE i EDGE II, a Takox mo6iuHuX peakliiid, 110 PO3TIsaaanucs K
cepro3Hi abo Taki, 1110 MPU3BOAATH 40 BiMiHM JTiKapchbKOro 3aco0y B mocnimxkenni MEDAL, Gyrna
BHIIOIO ITPX 3aCTOCYBAHHI eTOPUKOKCHUOY, HiXK AUKIIOhEHAKY.

Besneka 8i0HOCHO cepu,eg8o-cCyOuUHHOI cucmemu.

YacToTa miATBEPAXKEHUX TPOMOOTHYHUX CEPIIEBO-CYIUHHUX CEePUO3HUX MOOIYHUX peakLin
(BK/TIOYarOuM peaxiiii 3 60Ky ceplis, nepebpoBacKyIspHi peakii i peakiiii 3 60Ky nepubepuyHux
cynuH) Oya IOpPiBHSHHOIO Y eTOPUKOKCUOY i guknodeHaky (maHi mimcymoBaHo B Tabnuii 1). He Gymo
CYTTEBUX BiIMIHHOCTE! B ITOKA3HUKAX YaCTOTU TPOMOOTHYHUX YCK/IafHEeHb IPY 3aCTOCYBaHHI
eTOPUKOKCHUOY i IUKIopeHaKy B yCix MpoaHali30BaHUX MiATPyIax, BKIOYa0un Malli€HTiB i3
KapAioBacCKyISPHUM PU3UKOM. [Tpu 0KpeMOMy pO3TJIsiAi BifTHOCHUY PU3UK BUHUKHEHHS



HiATBEPAKEHNX CEePUO3HUX TPOMOOTHYHUX NMOOIYHMX peakllii 3 60Ky CepleBO-CyOUHHOI CUCTEMU TIPU
3aCTOCYyBaHHI eTopuKoKcuOy B 103i 60 mMr a6o 90 mr i puknodenaky B 103i 150 Mr 6yB omHaKOBUM.

Tabnuis 1

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

ETOpuKOKCHO [TuknopeHak [TOpiBHAHHS MiX
(N =16819) (N = 16483) rpynaMu
VcKkagHeHHS 25836 marnienTo-pokiB 24766 mali€eHTO-pOKIB |IiKyBaHHS
[TOKa3HHUK' [TOKa3HUK' BimHOCHUY PU3UK
(95 % 1) (95 % 1) (95 % [I)
[TinTBepHKeHi 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 mikyBatucs|l,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05(0,93; 1,19)
[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 ramipom nikyBartucs|0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
[TlinTBEepOKeEHi 11epeOPOBACKYIIAPHI YCKIagHEHHS
3a IPOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a HaMipoMm 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JTIKyBaTHUCS
[ligTBepOKeHi yCKnagHeHHs 3 00Ky nepudepuyHux CyguH
3a IPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a Hamipom 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JIIKyBaTUCS

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

3a IPOTOKOJIOM: YCi YCKIafHEeHHS IIi[l Yac [oCIifxKyBaHol Tepartii abo nmpoTtsaroMm 14 pHiB micns ii
IPUNMHEHHS (32 BUHATKOM ITAIli€HTIB, AKi MpUUAHSAIN < 75 % MOCIiAXKYBaHOTO TiKapChKOro 3aco0y
a0 mpuiMasy HeOOoCHiIXKyBaHi HECTEPOINHI mpoTu3ananbHi 3acobu > 10 % Bchoro mepiomy).

3a HaMipoM JIiKyBaTHCS: BCi MigTBepAXKeH] YCKIafHEeHHS 10 3aKiHYeHHS AOCIIIXeHHS (y T. 4.y
TTALli€HTIB, SKi MOTJIM 3a3HATUA BTPYYaHHS, HE MOB'I3aHOTO 3 OOCIIAXKEHHSIM, 3 MOOaJIbIINM
IPUIHHEHHSIM IPUHOMY HOCTiAKYBaHOTO JTiIKapChKOro 3aco0y).

3arabHa KiTbKiCTh paHAOMi30BaHUX MalieHTiB: 17412 y rpyni eTopukokcu0y i 17289 y rpymi
nuKnodeHaxy.

[Toxa3HUK CepIeBO-CyANHHOI CMEPTHOCTI, 4K i 3arajbHOI CMEPTHOCTI, OyB MOOiOHUM y Irpymax
JIIKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.

KapoiopeHaavHi ycKAaOHEHHS.

[Tpu6nusno 50 % marieHTiB, TpuiHATUX y gocnigxkenus MEDAL, manu apTepianbHy TiepTeH3iio B



aHaMHe3l Ha [TI0YaTKOBOMY eTalll. Y I[bOMY HOCIiAKEeHHI YaCcTOTa IPUIIKMHEHHS JIIKyBaHHS YHACIITOK
BUHUKHEHHS MOOIYHUX peakilili, MoB’g3aHuX i3 apTepianbHOIO rinepTeHsieto, 6ya CTaTUCTUYHO
3HAYHO BHUIIOI0 Y TPYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiX y rpymi guknodeHaky. YacToTa Takol
no0iYHOI peakiril, SIK 3acTiliHa ceplieBa HEIOCTATHICTh (IPUIMHEHHS TPUIOMY JTiKapChKOTO 3acoby i
cepiio3Hi peakiiii), Oy/ia aHaNOTriYyHO0 K IPU IPHUoMi eTopuKoKCcuby 60 Mr, Tak i mpu npuiiomi
nukodpeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS LIMX peakiliii Oyia BUIIO0 IPU MIpUHOMi
eTopukokcuOy 90 Mr nopiBHAHO 3 guKIoheHakoM 150 Mr (CTaTUCTUYHO 3HAYYIIA Pi3HUIA IPH
npuiioMmi eTropukokcuby 90 mr nmopiBusHO 3 150 Mr guknodenaky B rpyni OA MEDAL). HYactoTa
MigTBePIKEeHUX MOOIYHUX PeakKIlil, 0B I3aHUX i3 3aCTIMHOI CEePIIeBOI0 HEJOCTATHICTIO (SIBHIIA, IO
Oynu cepio3HUMU i BUMaraiu rocuitanisailii abo HeBigKIamHOI fonoMoru), 0ysia He3HaYHO BUII[OI0
IIPU IPUHOMi eTOPUKOKCHOY TOPiBHSIHO 3 puiioMoM aukinodeHaky 150 mr, i el edeKT 3anexkas Bif
no3u. YacToTa IPUNMHEHHS JIiIKyBaHHS YHAC/IiIOK BUHUKHEHHS MOOIYHUX peakilili, 0B’ I3aHuX 3
HaOpsikaMu, OyJia 3HaYHO BUIIOIO MIPY MIPUHOMi eTOPUKOKCHUOY TIOPIiBHSAHO 3 IPUMOMOM AUKIIOQeHaKy
150 mr, i et edeKT 3anexkaB Biff 103H (CTAaTUCTUYHO 3HAYYIIA Pi3HUIST IPU IIPUHOMi € TOPUKOKCUOY
90 Mmr, ane He eTOPUKOKCHOY 60 Mr).

Kappiopenanbsi pe3ynbpraté, oTpuMaHi B gocuigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, Ipo
SKi roBigmoMisiiocs B mochimkenHi MEDAL.

B okpemux gocrnipxkeHHsx nporpamu MEDAL aGcomioTHa YacTOTa IPUNMHEHHS JIiKyBaHHS B Oyb-
SKilt Tpymi nikyBaHHS eTopukKokcrOoM (60 mr abo 90 Mr) ctaHoBuma fo0 2,6 % Ipu apTepianbHii
rineprensii, o 1,9 % npu Habpsikax i mo 1,1 % mpu 3acTiiiHill ceplieBiii HEAOCTATHOCTI, IPU LOMY
BHIIa YaCTOTa BiIMiHM JTiKapChKOT0 3aco0y cIiocTepiranacs y pa3i mpuiiomMmy eTopukokcuoy 90 mr,
Hix 60 wmr.

Pe3yabmamu wayHK0B0-KUWKOB0I nepeHocumocmi 8 npo2pami MEDAL.

3HaYHO MEHIINH N0Ka3HUK BiIMiHU JTIKAPCHKOTO 3aC00y BHACIIIIOK BUHUKHEHHS OyIb-IKOTO
KiiHiyHOro ycknagHeHHs 3 00oky IKT (Hanmpuknag gucmencii, abmoMiHanbHOT0 001110, BUPA3KH)
CIIOCTEpiraBcs MPU 3aCTOCYBaHHiI eTOPUKOKCUOY, HixK OUKI0(EeHaKY, B KOXKHOMY 3 TPHOX JOCITiIKEeHb
nporpamu MEDAL. IToka3HUKY BigMiHHM JTiKapChKOT0 3ac00y BHACIIOOK KTiHIYHUX peakilii 3 00Ky
[IKT na 100 maIieHTO-pOKiB 3a Bech Iepiofl OoCigKeHHs Oynu TakuMu: 3,23 O eTOPUKOKCUOy i
4,96 gna puknodenaky B mocuimxkenHi MEDAL; 9,12 nng etopukokcu6y i 12,28 nns nukinodeHaky B
nocrimxkenni EDGE; 3,71 nns eropukokcu0y i 4,81 gns guknodenaky B gocnigxkenHi EDGE II.

Peszyavmamu npoepamu MEDAL w,000 6e3neku 015 IIKT.

3aranbHi peakiii 3 60Ky BepxHboro Bipminy [IKT Oynu BusHaueHi ik mepdopatiii, BUpa3Ku i
KpoBoTedi. [Tligrpyna 3aranbHuX peakuiii 3 00Ky Bepxuboro Bipminy IIIKT, sKi BBaxKanucs
yCKJIalHEHMMH, BK/Ii0o4asa nepdopaiiil, o0CTPyKIil i yCcK/lafHEeHi KpOBOTEYi; MiATpyna 3araabHUX
peaxiiiit 3 60Ky BepxHbOTO0 Bimminy IIIKT, siKi BBaxKaIuCs HEYCKIIaAHEHUMH, BKII04Yasla HeyCKIamHeHi
KpPOBOTeUi i HeyCcKagHeHi BUpa3ku. 3Ha4YHO MEHIINY TOKa3HUK YaCTOTH 3ara/lbHUX peaklii 3 60Ky
BepxHix BigminiB IIIKT cmocTepiraBcs mpu 3aCTOCyBaHHI eTOPUKOKCUOY, Hixk muknodeHaky. He 6yno
CYTTEBOI Pi3HULI MiX eTOPUKOKCUOOM i IHKI0(peHaKOM 100 T0Ka3HUKa YaCTOTHU YCKIagHEHUX
peaxtiii. 1715 migrpyny TakKuX peakiiiii, sK KpoBoTeda y BepxHboMy Bigminmi IKT (06’egHaHi
yCKJIaflHeHi i HeyCKJlafiHeHi), He OyJI0 CyTTEBOI BITMIHHOCTI MiX eTOPUKOKCUOOM i JUKI0(EeHaKOM.
[TepeBara eTopukoKcu6y I10m0 BIIUBY Ha BepxHi Bigmin IIIKT nopiBHsAHO 3 gukiodeHakoM He Oyria
CTaTUCTUYHO 3HAYYIIOIO Y MALIEHTIB, 110 ONHOYACHO 3aCTOCOBYIOTh ACIipUH B HU3BKUX [03aX
(mpubnmu3Ho 33 % MaIlieHTiB).

[Toka3nuk yactoTy Ha 100 namieHTO-pOKiB MiATBEPAXKEHUX YCKIaJHEHUX i HEYCKITafHEHUX KIIIHIYHUX
peakiiiit 3 60Ky Bepxuboro Bigminy IIKT (nmepdopariii, Bupa3ku i kpoBoTedi) craHoBuB 0,67 (95 % [I



0,57, 0,77) ipu npuiiomi etopukokcudy i 0,97 (95 % [I 0,85, 1,10) npu npuiioMi guknopeHaKy, mpu
IIbOMY BiffHOCHMY pu3uk ctaHosus 0,69 (95 % I 0,57, 0,83). BusHauaBcs MOKa3HUK YaCTOTHU
migTBEpOXKEHUX peaklin 3 60Ky BepxHboro Bimminy [IKT y nmamieHTiB MiTHROTO BiKYy; HauOinbiie
3HMKEHHS CIIOCTepiranocs y mauieHTiB BikoM =75 pokiB (1,35 [95 % [II 0,94, 1,87] peakuii Ha 100
NallieHTiB-POKiB IIpU IpUKoOMi eTOpUKOKCcHOy mopiBHSIHO 3 2,78 [95 % M1 2,14, 3,56] npu npuiiomi
IUKII0OpEHaKy).

[ToKa3HMKM YaCTOTH IiATBEPAKEHUX KITIHIYHUX peaklii 3 60Ky HuxkHbOro Binminy LIKT (mepdopatis
TOHKOT0 a00 TOBCTOT0 KUIIEYHUKY, 0OCTPYKLis abo KpoBOTeYa) CTATUCTUYHO HE BiPi3HANKCS IIpU
3aCTOCYBaHHI eTOPUKOKCUOY i fUKIOhEHAKY.

Peszyavmamu npoezpamu MEDAL w,000 6e3neku 015 neviHku.

ETopukokcub 6yB acoljifioBaHui i3 CTaTUCTHYHO 3HAYHO MEHIIIOI0 YaCTOTO0 BifMiHU JTiIKAPCHKOTO
3aco0y yHaCIiIoOK BUHUKHEHHS MOOIYHUX peakiliii 3 60Ky IMe4iHKHU, HiX AuKIopeHak. Y 00’ eqHaHil
nporpami MEDAL 0,3 % maliieHTiB, 1110 3aCTOCOBYBaIX €eTOPUKOKCHO, i 2,7 % mallieHTiB, 1110
3aCTOCOBYBa/IM JUKIIOGEeHAK, TPUIMHUIIA 3aCTOCYBaHHS JIiIKapChbKOT0 3aco0y BHACIIIIOK BUHUKHEHHS
no0iyHUX peakilid 3 60Ky neuinku. [Toka3Huk Ha 100 marieHTo-pokiB cTaHoBuB 0,22 Ipu
3acToCyBaHHI eTopuKoKcuOy i 1,84 mpu 3acTocyBaHHi fukiopeHaky (p-sHaueHHs 0ymo < 0,001 gns
€TOPUKOKCUOY MOPiBHSAHO 3 AuKIodeHakoM). [Ipote B mporpami MEDAL 6inburicTs moGiYHUX peakiii
3 60Ky nediHku Oy HeCcepHO3HUMU.

[TonaTKoBi gaHi 3 6e3meKy O CepleBO-CYAUHHOI CHCTEMH 100 TPOMOOTUYHUX
VCKIIaOHEeHb. Y xoni KIiHIYHUX OOCTigXKeHb, 3a BUHATKOM JOCIifAXKeHb porpaMu MEDAL,
npubnau3no 3100 marieHTiB OTPUMYyBaIu eTOPUKOKCUO y fo3ax = 60 Mr Ha 700y yIponoBxk 12 THXKHIB
i moBmie. He Oymo 3Hauymo0i BigMiHHOCTI ITOKQ3HUKIB MiATBEPAXKEHUX CEPHO3HUX TPOMOOTHYHUX
CEepleBO-CYAUHHUX YCKIIafIHEHb Y Malli€HTiB, SKi MpuiManu eTOPUKOKcub y mo3i = 60 Mr, mnaiebo
abo inmri HIT33 [HecTepoigHi mpoTH3ananbHi 3acobu] (3a BUHATKOM HanpoKceny). [IpoTe yacToTa
TaKWX peakiiiii OyJia BUIIOIO Y MAIi€HTIB, AKi OTPUMYBaIl €TOPUKOKCUO, TIOPIBHIHO 3 TUMH, XTO
OTPUMYBAB HaMpoKceH y 703i 500 Mr 2 pa3u Ha go0y. BimMiHHICTE aHTUTPOMOOTHYHOI aKTUBHOCTI
Mix geskumu HII33, o inriOyrots LIOT-1, i cenekTuBHuMY iHTiOiTOpamu LIOT-2 Moxke OyTH KITIHIYHO
3HAUYIIOIO ¥ Malli€HTiB I'PYNU PU3UKY BUHUKHEHHS TpoMOoeMOoIiyHuX ycKIagHeHb. CeeKTUBHI
inri6itropu LIOI'-2 3HKUKYIOTh YTBOPEHHSI CUCTEMHOTO (i TOMY, MOXKJIMBO, €HIOTETiaIbHOT0)
IIPOCTAIMKIIiHYy 6e3 BIIMBY Ha TpoMOonuTapHUY TpoMOoKcaH. KitiHiuHe 3HaUeHHS LIUX JaHUX
HeBigoMe.

[TomaTkoOBi maHi momo Oe3neku g [TKT.

[Tig yac gBox 12-THXKHEBUX MOABIMHO CHIINKX €HAOCKOMMIYHUX OOCITIIXXEeHb KyMYJ/IITUBHA 4aCTOTa
BUHUKHEHHS raCTPOLyOofieHaIbHIX BUPa30K OyJia 3HaYHO HUXKYOIO Y Malli€HTiB, SKi OTPUMYBaIn
JiKyBaHHS eTOpUKOKCcuOoM y no3i 120 mMr 1 pas3 Ha moby, HiXK y MallieHTiB, SKi OTPUMYBaJIU JTiKyBaHHS
HanpoKkceHoM y 0o3i 500 mr 2 pa3u Ha fo0y abo ibynpodernoM y go3i 800 mr 3 pa3u Ha go0y. YacTora
BUHUKHEHHS BUPa30K OyJia BUILOIO IIPHU 3aCTOCYBaHHI eTOPUKOKCHOY, Hixk Ita1e0o.

[locnmigxeHHS QYHKIIii HUPOK YV MAIliEHTiB TITHLOTO BiKY.

Y xoni paHOOMi30BaHOT0, TIOABIMHO CINOTO, MIane00KOHTPOILOBAHOTO NOCIIIXKEHHS 3
napajieIbHUMHU TPYIIaMU OILiHIOBABCS BIINIUB 15-0€HHOrO JIiKyBaHHS eTOpUKoKkcuboM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HarmpokceHoM (500 mr 2 pa3u Ha go0y) i miarebo Ha
BHBeJIeHHS HATPilo 3 ceuelo, apTepiajbHUM TUCK Ta iHII MOKa3HUKYU QYHKII HUPOK Y Malli€HTiB Bif
60 go 85 pokiB, 1m0 KOTPpUMYIOThCS HieTu i3 BMicToM comi 200 MExB/mo6y. ETopukokcub, 1enekokcuo
i HarpokceH Manu no#iOHUI BIJINB HAa BUBEEHHS HATPil0 3 cedelo IIpU 2-TUXKHEBOMY JIiKyBaHHi. Yci



aKTHBHI JIiIKapChKi 3aCO0M MOPIBHSIHHS IMOKa3ally MMiIBUIIEHHS BiTHOCHO I1alle00 CHCTOJYHOTO
apTepianbHOTO TUCKY; IPOTE ETOPUKOKCUO aCOIliF0BaBCS 3i CTATUCTUYHO 3HAYYIIUM MiIBULIIEHHSIM Ha
14-# meHb MOPIBHSHO 3 I[eJTEKOKCUOOM i HAalpOKCEHOM (cepenHs 3MiHa CUCTOJIIYHOTO THUCKY
IIOPiBHSHO 3 ITOYATKOBUM PiBHEM: eTOPUKOKCHO 7,7 MM PT. CT., IleJIeKoKcub 2,4 MM pT. CT.,
HAIIPOKCEH 3,6 MM PT. CT.).

dapmaxoKiHemuxka.
Abcopbuis.

ETopukokcub moOpe BCMOKTYETLCS IIPU IIepopaIbHOMY mpuiiomi. AGCom0THA 0i000CTYIHICTD
ctaHoBuTh nmpubau3no 100 %. ITicns mpuitomy 120 mMr 1 pa3 Ha mo0y IO HOCSATHEHHS PiBHOBAXKHOTO
CTaHy MaKCHMaJlbHa KOHI[eHTpallis y Ij1a3Mi KpoBi (cepegHe reoMmeTpuyHe 3HadyeHH C,,, = 3,6
MKT/MJI) criocTepiraetscst npubnusno uepes 1 roguny (T,,,) Micas NpuitoMy TOPOCIUMU HATIIE.
Cepepnne reometpuuHe 3Ha4eHHsI AUC, ,,,, CTaHOBUTD 37,8 MKTr XT0om/mM. ¥ Mexkax KIiHi4HOTO
I0o3yBaHHS (hapMaKOKiHETHKA eTOPUKOKCUOY € MiHINHOIO.

[Tpu npuitomi eTopukokcudy y no3i 120 mr mig vac iy (ika 3 BUCOKUM BMIiCTOM KUPiB) He
CIIOCTEpIranoch BIUIUBY Ha CTYMiHb abcopOuii eTopukokcuOy. [IIBuaKicTh abcopbiii 3MiHIOBanIach, 10
XapaKTepu3yBaioch 3HUKeHHAM C,., Ha 36 % Ta 30inbmenHsam T,,,, Ha 2 roguHu. Taki maHi He
PO3TIsANalOThCS K KIiHiYHO 3Hauyi. [Tig yac KMiHIYHUX HOCTigXKeHb eTOPUKOKCHO 3aCTOCOBYBAU
He3aJIeXHO Biff IPUIOMY 1XKi.

Po3nodin.

ETopukokcub npubnu3Ho Ha 92 % 3B’s13yeThcd 3 GiTKaMu MJIa3MU KPOBi JTIONUHY 3 KOHI[EHTPAIiIMU
Bim 0,05 mo 5 mMxr/mn. O6’eM po3nopiny npu piBHOBaxkHOMY cTaHi (Vdss) cTraHoBuTh mpubnusuo 120 1
y JIIONVHU.

ETopukokcu® IpoHUKAE Yepes ITalleHTapHui 6ap’ep y MypiB Ta KPOJIiB, a TAKOXK Yyepes
reMmaTtoeHIedaniyauit 6ap’ep y mypis.

Memaboaaism.

ETopukokcub akTUBHO MeTabo0mi3yeThcsa, MeHIne 1 % mo3u BUAINSAETLCS i3 ceuero Y BUTTISAII
HE3MiHEHOTO0 JiKapchKoro 3aco0y. OCHOBHUY IIITX MeTa0o01i3My — 11e (OpMyBaHHS MOXigHOIL 6'-
TiIpoKCUMeTHIy IIJITXOM KaTasidalii pepmenTamu muroxpomy. CYP3A4 copuse metabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTali3yBaTl OCHOBHHUM LIIISAX MeTab0i3My, aje ix KinbKicHi
XapaKTEPUCTUKYU He BUBYAJIUCS in Vivo.

Y mopunu imeHTHdiKoBaHO 5 MeTaboiTiB. OCHOBHUM MeTabo0IiToM € 6'-KapOOKCHIIOBOI KUCIIOTH
IepUBaT eTOPUKOKCUOY, 1110 YTBOPIOETLCS MIPU MOabIii okcuaallil noxigHoi 6'-rigpokcumeTtuny. Li
OCHOBHi MeTaboiTi ab0 He BUSABINSIOTH aKTUBHOCTI, abo € cnaboakTuBHUMHU iHTibGiTOpamu LIOI-2.
Kopen i3 1iux metabosmiTiB He iHriOye LJOT-1.

BuseOeHHs:.

[Ticns pa30BOro BHYTPIIIHLOBEHHOT'0 BBEAEHHS 300POBUM AOOPOBOIBLSAM 25 MI' €TOPUKOKCHOY,
MiyeHOTr0 pafioizoTonoM, 70 % pamioaKTUBHOTO JIiIKaPCHKOTO 3aC00y BUBOOUTHCS i3 ceuelo i 20 % — 3
KaJIOM, TOJIOBHUM YMHOM Yy BUTJISIAI MeTabomiTiB. MeHie 2 % BUBOOUTHCS Y BUTIISIAI HE3MiHEHOTO
JiKapchKOro 3aco0y.



BuBeneHHST eTOPUKOKCUOY BifOyBa€ETHCS MaliKe MOBHICTIO IIUISIXOM MeTa0o0I1i3My 3 IMOAabIIuM
BHBEMIeHHSM HUPKaMHU. PiBHOBaXHi KOHIIEHTpallil eTOPUKOKCHUOY HOCATa0ThCS yepe3 7 OHIB mpu
3acTocyBaHHi y 03i 120 Mr 1 pa3 Ha go0y 3 MOKAa3HUKOM KyMYJISIlii mpubIu3Ho 2, 10 BigmoBigae
nepiony HamiBBUBeOeHHS MpubIu3Ho 22 rogunu. KitipeHc mima3mMu KpoBi miciisg BHYTPITHEOBEHHOTO
BBeJIeHHS 25 MT JTiKapChKOT0 3ac00y CTaHOBUTEL IPUOIU3HO 50 MII/XB.

OKpemi epynu nauieHmis.

[NamienTy miTHLOTO BiKy. ®apMaKOKiHEeTHKA Y IAIi€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6Ho0 0o (papMaKOKiHETUKH Y MOJIOAIINX TalliEHTiB.

Crate. ®apMaKoKiHEeTHKa €TOPUKOKCUOY € MOAiOHOI0 y YOIOBIKiB Ta XKiHOK.

[NopyiieHHs QYHKINI MeYiHKU. Y MallieHTiB 3 IeTKUM IMOpYyIIeHHIM GYyHKIIl medinku (5-6 6asiB 3a
mkasoio Yaiinga-I1'10) mpu 3acTocyBaHHI eTopuKoKcuOy B 703i 60 Mr 1 pa3 Ha go0y cepenHii
noka3HuK AUC npu6nusHo Ha 16 % OinbLIni, HiXK y 3M0pOBUX H06GPOBOJIBLIB IPU TAKOMY K
I03yBaHHI eTOPUKOKCUOY. V malieHTiB 3 IOMipHUM nopylIeHHAM QyHKLil nevyinku (7-9 6aniB 3a
mkasoio Yaitnga-I1'10) mpu 3acTocyBaHHI eTOpUKOKCUOY y 031 60 Mr yepe3 moby cepefHil MOKa3HUK
AUC 06yB nogibHuit 0 TOKa3HUKA ¥ 300POBUX NOOPOBOJIBIIIB, SKi MpuiiMany eTOpUKOKcuO y nosi 60
Mmr 1 pa3 Ha goOy IogeHHO; 3aCTOCyBaHHS eTOpUKOKCcUOy B 7031 30 Mr 1 pa3 Ha fo0y He BUBYAJIOCH Y
it rpymi nanieHTiB. HeMae kniHiyHUX a00 papMaKOKiHETUYHUX JaHUX CTOCOBHO IAIli€EHTIB 3 TSIXKKUM
nopyueHHIM QyHKUii nevinku (= 10 6aniB 3a mkanow Yainga-I1'10).

[NopymienHs QyHKIN1 HUPOK. PapMaKoKiHeTHKa Pa30Bol 03U eTOpUKOKCcuby 120 Mr y marmieHTis i3
MIOMIPHUMM Ta TAKKHAMY IOPYIIEHHAMYU QYHKII HUPOK, a TAKOXK Y MallieHTiB i3 3aXBOPIOBaHHSIMU
HUPOK TEPMiHaIbHOI CTaflil, IKMM IIPOBOISAThH T'eMOfliali3, He BiIpi3HSIE€TLCS 3HAYHUM YMHOM BifI
(bapMaKOKiHETUKHU y 3[0POBUX J0OPOBOJBIIB. [Ipu reMopianisi eToprukokcub Maiixke He BUBOIUTHCS
(xkmipeHc miamizy — npubnu3Ho 50 Mi/XB).

Himu. ®PapMaKoKiHeTHKa eTOPUKOKCHUOY B fiTel (BikoM 1o 12 pokKiB) He BUBYAsIaCh.

Y xopi mocmigKeHHS papMaKOKiHeTHKH (n = 16), 110 MPOBOAMIIOCE 3@ Y4YacTIO MifJiTKiB (BikoM Big 12
no 17 pokiB), hapmMakoKiHeTHKa y MallieHTiB 3 Macoio Tina 40-60 Kr, IKUM IIpH3Ha4Yaid eTOPUKOKCUO
y mo3i 60 Mr 1 pa3 Ha goOy, i y maIfieHTiB 3 Macoio Tina Oinbile 60 Kr, IKUM IIpH3HaYalld JTiKapChbKUN
3aci6 y mo3i 90 Mr 1 pa3 Ha moby, 6yna momgioHo0 10 hapMaKOKiHETUKY Y TOPOCIHX, SIKi
3aCTOCOBYyBaIM eTOPUKOKCUO y mo3i 90 Mr 1 pa3 Ha moby. be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS
€TOPUKOKCUOY [iTAM He BCTaHOBJIEHI.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

I cMMIITOMaTUYHOI Tepallii TPy 0CTE0apPTPUTI, PEBMATOINHOMY apTPUTi, aHKIIO3UBHOMY
CIIOHMMIIITI, & TAaKOXK IIPU 00JII0 i 03HAKax 3alajieHHs, 0B’ I3aHMX i3 TOCTPUM MOAArPUYHUM
apTPUTOM.

[ HeTpUBasOro JIiKyBaHHS ITOMIpPHOTO Iic/IsionepaliiHoro 600, OB’ I3aHOTO 3i
CTOMATOJIOTIYHUMU OIepalliIMU.

PimenHs npo npr3HaYeHHS celeKTUBHOTO iHribiTopy LIOI'-2 MOBHHHO I'PYHTYBaTHCS Ha OLIHII BCiX
IHAMBIMyaTbHUX PU3UKIB y NAlli€HTa.



IIpomunoka3sanHus.
linepuyTnusicTh [0 Aitouoi abo OyOb-gKOl HOMOMIKHOI peYOBHHU JTiKapChKOIo 3aco0y;
AKTHBHA IeNTUYHa BUpPa3Ka a00 aKTUBHA IITYHKOBO-KHUIIKOBA KPOBOTEYA;

[TarmienTn, y IKUX BUHMKaB OPOHXOCIIAa3M, TOCTPUM PUHIT, HAa3aJibHi IOJIinyY,
AHTiOHEBPOTUYHKY HAOPSK, KPOIUB THKA YH iHII anepriyHi peaxiiii micys 3aCToCyBaHHS
ameTuIICaiuIoBol KuciaoTu abo HIT33, Bkmovaroun inridiTopu LIOT-2 (IMKITOOKCUTEKCaHa3a-2);

[Iepiop BariTHOCTI Ta TOgyBaHHSA I'PYLLIO;

Tsxki nopymenHs QyHKIil neyinku (anb0yMiH cHpoBaTKU KPoBi < 25 r/1 abo
> 10 6asiB 3a mkanoio Yaunga-I1'10);

[TauienTy, y AKUX po3paxOBaHUU HUPKOBUY KIIipeHC KpeaTHHiIHY < 30 MII/XB;
IliTu BikOoM 10 16 pOKiB;
3amnanbHi 3aXBOPIOBaHHS KUILIEUHUKY;

3acTiliHa ceplieBa HeJOCTaTHICTH (dhyHKUIioHanbHUM Kiac [I-IV 3a knacudikariero
NYHA [Hbm-PIopKCBKa Kap/ionoriyya acomiamnis]);

[TamieHTH 3 apTEepialbHOIO TiNepPTeH3i€0, Y IKUX TOKa3HUKYU apTepiaJlbHOTO TUCKY
nmocTiHo BuIli 3a 140/90 MM PT. CT. Ta HEOOCTAaTHEO KOHTPOIIOIOTLCH;

IiarHocToBaHa imemiyHa xBopoba cepils, 3aXBOPIOBaHHS IepuPepUIHUX apTepin
Ta/abo 11epeOpPOoBaCKYIIPHiI 3aXBOPIOBAHHS.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.
®apmakoOuHamiuHi 83aemo0il.

ITepopasavHi aHmukoaeyaaHmu. Y TaIli€HTiB, CTaH AKUX cTabini30BaHUM IOCTIHHUM 3aCTOCYBAHHSIM
BapbapuHy, MPUNOM eTOPUKOKCUOY B m03i 120 Mr Ha 100y CyIpPOBOIKYETHCS 30iNIbIIeHHIM
npubnu3Ho Ha 13 % mpoTpoMOiHOBOTO Yacy MiKHapOOHOTO HOPMasli3oBaHOTro BimHoImeHHs (MHB).
ToMy B maIli€eHTiB, SKi 3aCTOCOBYIOTh IIEPOPaIbHI aHTUKOATyJISHTH, CJIil 4aCTO IePeBIpPATU
IIOKa3HUKM IpoTpoMbiHoBOT0 Yacy MHB, oco6nuBo B mepiiri fiHi npuitoMy eTopukokcuby abo mpu
3MiHi 0T0 JO3yBaHHS.

Liypemuxku, iH2ibimopu aH2iomeH3uHNnepemaopsa1bHo20 pepmenmy (AIIP) i anmazoHicmu
peuenmopie aHeiomeH3uHy II. HecTepoigHi mpoTu3amnanbHi 3aco061 MOXKYyTh IociabioBaTi eheKT
NiypeTHKiB Ta iHIIUX aHTUTIEPTeH3UBHUX 3ac00iB. Y JesKUX MallieHTiB 3 IOPYIIeHHAM QYHKII1
HUPOK (HAMPUKJIA[ y MaIli€HTiB 3 merimpaTarnicto abo y JiTHIX HalieHTiB 3 0cabieH00 QYHKIE
HUPOK) OJHOYACHE 3aCcTOCyBaHHS iHribiTopy AII® abo aHTaroHicTiB perenTopiB anrioren3uny II i
TiKapchbKUX 3aco0iB, 110 iHTiOYIOTh IIMKI00KCUT€HA3y, MOXKe ITPU3BOAUTH [I0 TIOAJIBIIOTO
noripineHHs QYHKIIII HUPOK, BKIII0Yal0Uy TOCTPY HUPKOBY HEJIOCTATHICTH, 110 3a3BHUYall Mae
obopoTHuY xapakTep. Ciif maM’aTaTi PO MOXKJIMBICTh TAKKWX B3aEMOiil y Malli€HTiB, SIKi



3aCTOCOBYIOTh €TOPHKOKCUO ogHOYacHO 3 iHribitopamu AII® abo 3 aHTaroHiCTaMU PELIETITOPiB
anriorensuny II. Tomy Taki Kom6iHauii ciig npu3HayaTy 3 00ePEeKHICTIO, 0COOIMBO MalliEHTaM
JIITHBOTO BiKy. CJIifi IPOBECTH HaleXKHY rifpaTallilo Ta PO3TJISHYTH IUTaHHS IPO IIPOBENEHHSI
MOHITOPUHTY (PYHKIII HUPOK Ha IM0YaTKy KOMOiHOBAHOTIO JIiKyBaHHS, @ TAKOXK 3 ITEBHOIO
IIEePIOJUYHICTIO 1 Hafati.

Auemuscaniyuaosa Kucsioma. Y Xofi JOCHTigKeHHS 3a y4acCT0 30POBUX NOOPOBOJIBIIB B yMOBax
PiBHOBAXKHOTO CTaHY 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120 mMr 1 pa3 Ha mo6y He BIJIKBaJIO Ha
aHTHarperaHTHY aKTUBHICTh alleTuicaminunoBol kucnotu (81 mr 1 pa3 Ha go0y). ETopukokcub
MOXKHa [IpU3HA4YaTU OOHOYACHO 3 alleTUJICAJIIUIOBOI KUCJIOTO B 103aX, 1110 3aCTOCOBYIOTHCS OJIS
poGiTakKTUKY CEePIEBO-CYAMHHUX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICATIIIIAIOBOl KUCIIOTH B
HU3bKUX A03aX). OgHaK OJHOYAaCHE 3aCTOCYBaHHS HU3bKMUX HO03 alleTUJICAIIINI0BOl KACIIOTH |
€TOPUKOKCUOYy Moxke 30ilbIlyBaTh 4acTOTy BUHUKHeHHs Bupa3ku IKT Ta iHIMMX yCKnagHEHb
TIOPiBHSHO 3 MOHOTepAaIi€io eTOpuKoKCcuOoM. He pekoMeHI0BaHO OflHOYACHE 3aCTOCYyBaHHS
€TOPUKOKCHUOY 3 alle THICAJTIIINIOBOIO KHUCIIOTOIO, SKIIIO 11 TO3X BUII 3a MPodiTaKTUYHi, a TaKOXK 3
iHIMMMY HECTePOigHUMH MTPOTU3AMAIBHUMHU 3aCO0aMu.

IukaocnopuH ma makposimyc. Xo4a B3a€EMOZisl eTOPUKOKCUOY 3 IUMH JIiIKapChKUMU 3aco0aMu He
BMBYAJIach, OJHOYACHE 3aCTOCYBaAHHS Oy[Ib-IKOT0 HECTEPOINHOTO MPOTU3anaabHOro 3acoby i3
ITUKJIOCIIOPHHOM ab0 TaKpOJIiMyCcOM MOKe IIOCHTIOBAaTH He(POTOKCUYHUY BIIJIUB OCTaHHiX. Crin
KOHTPOJIIOBATH (QYHKIII0 HIPOK IIPU ONHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCUOY 3 OyOb-SKUM i3 1UX
JiKapCchKUX 3aco0iB.

dapmakoKiHemuy4Hi 83aemo0ii.
Bnaue emopukokcuby Ha (papMakokiHemuky iHwux AikapcvkKux 3acobis.

JIimiii. HecTepoinHi mpoTu3ananbHi 3aco0u mocnabIioTh BUBeIeHHS JTiTiI0 HUPKAMH, TUM CaMUM
TiABHUINYIOYY PiBEHb JIiTi0 B m1a3Mi KpoBi. K10 HeoOXigHO, TPOBOASTL PETENIbHUM KOHTPOJIb PiBHS
JIITiI0 Y KPOBi Ta KOPUTYIOTH 403y JITiI0 MPOTATOM OJHOYACHOI'0 3aCTOCYBaHHS LIUX JIIKAPCHKUX
3aco00iB, a TaKOXK IIPU IPUIIMHEHH] 3aCTOCYBaHHS HECTEPOIAHUX IIPOTH3anaabHUAX 3aco0iB.

Memompekcam. Y xofi IBOX HOCTiAKeHb BUBYANKUCS e(peKTH eTOPUKOKCHOY ITpH 3aCTOCYBaHHi y
no3ax 60 mr, 90 mr abo 120 Mr 1 pa3 Ha o0y MpOTATOM 7 [HIB MallieHTaMu, Ki omepxkKyBanu 1 pa3
Ha TUXKAEeHb MeTOTpeKcaT y 0o3i Big 7,5 o 20 Mr npu peBMaToigHOMY apTpuTi. ETopukokcub y gosi
60 i 90 Mr He BIIJTMBAB Ha KOHIIEHTPALIil0 B MJIa3Mi KpoBi a0 HUPKOBUY KITipeHC MeTOTpeKcaty. B
OOHOMY JOCTIiIKeHHi IPK 3aCTOCyBaHHi eTOpuKOKCcUOy B 703i 120 Mr He cocTepiranaoch BIJIUBY Ha
KOHIIEHTPAIIil0 B IJIa3Mi KPOBi Ta HUPKOBUY KJIipEeHC METOTPEKCaTy, TOHi IK B iHIIOMY OOCHiAXKeHHI
IIPY 3aCTOCYyBaHHI eTOPUKOKCUOY B 031 120 MI KOHI[EHTpAIlisi METOTPEKCATy B IJla3Mi KPOBi
nigBuIyBasacsa Ha 28 %, a HUPDKOBUY KJIipeHC MeTOoTpeKcaTy 3HuXKyBaBcs Ha 13 %. [Tpu
OOHOYACHOMY ITpU3HAYEHHI eTOPUKOKCUOY i METOTPEKCATY CIlif ITPOBOOUTH BifMOBIMHUN MOHITOPUHT
CTOCOBHO II0SIBY TOKCUYHOI'0 BIIJIUBY METOTPEKCATY.

ITepopaavHi KoHmpayenmusu. ETopukokcub y mo3i 60 Mr mpu ogHOYaCHOMY 3aCTOCYBaHHi 3
IIepopaJbHUMU KOHTPALENITUBaMH, 1110 MICTATh 35 MKT eTHUHinIecTpagiony ta 0,5-1 Mr HOpETUHIPOHY,
npotsaroM 21 OHA CIpUYUHAB mifBUIleHHS noka3HuKa AUC, ., V PIBHOBaXKHOMY CTaHi jid
eTuHinecrpamgiony Ha 37 %. ETopukokcub y mo3i 120 Mr mpu 3aCcTOCyBaHHi 3 BUIIIEBKA3aHUMU
TIepopasibHUMU KOHTpPAleNTHBaMy OTHOYacHO abo uepe3 12 roguH migBuUIllyBaB y PiBHOBaXKHOMY
ctaHi 3HaueHHsd AUC, ,,,,. eTuHiNecTpaniony Ha 50-60 %. [Ipo Take migBUIeHHS KOHIIEHTpAIlil
eTHHiIeCTPaiony Clif maM’aTaTy Ipyu BUOOPI TepopalbHOr0 KOHTPAIENITUBRY 3 Pi3HUM BMiCTOM
eTHUHiNIeCTpamiony, IKUi 3aCTOCOBYBaTHUMEThLCS OOHOYACHO 3 eTOPUKOKCHOOM. ITinBuIeHHS
€KCITO3UIIil eTHHiIeCTPamioy MoxKe 36ibIyBaTH YaCTOTY BUHMKHEHHS OOIiYHUX peakIli,



IIOB’SI3@HUX i3 3aCTOCYBaHHSM IIepOpaJbHUX KOHTPalleNTHBIB (Hanpukiana TpoM60oeM0orIil BeH y
XKIHOK IPpyIIU PU3UKY).

I'opmoHosamicHa mepanis (I'3T). lputiom 120 Mr eTOPUKOKCHOY 3 TOPMOHO3aMiCHUMHU JIiKAPCHKUMU
3acob6amu, 110 BKJIIOYAlOTh KOH 10roBaHi ectporenu (0,625 mr «IIpemapuny™ »), mpoTsarom 28 [HIB
36inbIimnye cepenHidt mokasuuk AUC, ,,, Y PIBHOBaXKHOMY CTaHi HEKOH'IOTOBAHOT'0 eCTPOHY (Ha 41 %),
ekBininy (Ha 76 %) i 17-B-ectpaniony (Ha 22 %). Bnnus mo3 eTOpUKOKCHUOY, pEKOMEHA0BaHUX OIS
TpuBasioro 3acrocyBanus (30 mr, 60 mr i 90 Mr), He BuB4YaBCs. [TopiBHSIHO 3i 36iTbIIeHHSIM
no3yBaHHs 3 0,625 Mr mo 1,25 Mr mpu MoHOTepartii nikapcbkuM 3aco6oM «IIpemMapun™ », BIIUB
eTopukokcuOy B mo3ax 120 mr Ha ekcnosutito (AUC, ,,,.) eCTPOTeHHUX KOMITIOHEHTIB «[IpemMapun™ »
OyB MEHIINM, HiXK Ha ITOJI0BUHY. K/TiHiuHe 3HaYeHHS TAKOTO IMiIBUIIIEHHS HEBiGOMeE, a IPHUOM
BHCOKMX [103 TiIKapChKOro 3aco0y «IIpeMapuH ™ » OOHOYACHO 3 eTOPUKOKCHOOM He BuBUaBCs. Crif
OpaTu [0 yBaru Take 30ilbIlIeHHST KOHIIEHTpAIlil eCTporeHy mpu BUOOpi TOPMOHAIBHOTO JIIKaPChKOTO
3aco0y [J1s 3aCTOCYBaHHS y 1epioj IOCTMEHOIIay3u IIPU OJHOYaCHOMY 3aCTOCYBaHHi 3
€TOPUKOKCHUOOM, OCKIJIbKM 3POCTaHHS €KCIIO3UIlil ECTPOTEHY IMiBUIIY€E PU3UK BUHUKHEHHS 00igYHUX
peaxiiiii mpu 3aMiCHi¥ TOPMOHOTEparii.

ITpedHi3oH/npedHi3010H. Y OOCHTigKEeHHSIX B3a€EMOil eTOPUKOKCUO He BUSBIIAB KIIiHIYHO 3HAUYIIIOTO
BIIJIMBY Ha (hapMaKOKiHEeTHKY IPegHi30HY/IPeIHI30/I0HY.

[uzokcuH. TIpu 3acTocyBaHHi eTopukKoKcu6y B mo3i 120 mMr 1 pa3 Ha go0y npotsarom 10 mHiB
300POBUM IOOPOBOJILIISIM HE CIIOCTEPIraBcs BINKUB Ha nmoka3HuK AUC, ,,,,. V PIBHOBaKHOMY CTaHi Ta
Ha BUBEIEHHS OUTOKCHHY HUpPKaMu. CrocTtepiranocs 30inbineHHs noka3Huka C,,,, TUTOKCUHY
(mpubmu3Ho Ha 33 %). Take MigBUINEHHS, K IPABUJIO0, HE € CYTTEBUM Y OiNlbIIOCTi maIrieHTiB. OmHaK
CJIi[l CTIOCTepiraTé 3a CTAHOM IMAIli€HTIB 3 BUCOKUM PU3UKOM TOKCUYHOI [il AUTOKCUHY NIpU
OHOYaCHOMY NpU3HaYEeHHI eTOPUKOKCUOY i IUTOKCUHY.

Bnaue emopukokcuby Ha aikapcbKi 3acobu, u,o memaboaizyromucs cyabpompaHcpepazamu.
ETopukokcub € iHri6iTopoM aKTUBHOCTI NIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E], a Takoxk
MOXKe IIiABUIIYBaTU KOHLIEHTPAI[il0 eTUHIIeCTPagiony B CUpoBaTLi KpoBi. OCKiTbKY Ha ChOTOfHI
[aHUX NP0 BIJIMB YHCJIEHHUX CyNbdoTpaHcPpepas HeHOCTaTHLO, a KITiHiuHi eeKTu 6araTbox
JiKapCchKUX 3ac00iB JOCi BUBYAIOTHCS, HOLITBHO 3 00epeXKHiCTIO MPU3HaYaT eTOPUKOKCHO
OJHOYACHO 3 iHIMMM JTIKapChKUMK 3ac06aMHu, 1110 MeTab0Ti3yI0TECS TOJIOBHUM YHHOM JTIOICHKUMU
cynbdoTpaHcepazaMu (HapUKiIaj IepopaabHUN canb0yTaMol Ta MiHOKCUINIT).

Bnaue emopukokcuby Ha aikapcbKi 3acobu, u,o memaboaizyromucs izopepmernmamu CYP.

3a maHMMU OOCHiAXKEeHS in Vitro, He O4iKyeThCS NpUTrHiYeHHS 1uToxpoMiB P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. V xomi mocnifKeHb 3a y4acTiO 3[[0POBUX JOOPOBOJIBIIB IIOEHHE
3aCTOCyBaHHS eTOpPUKOKCHOy B 031 120 Mr He BIIMBasO Ha aKTUBHICTh nediHKoBoro CYP3A4, mo
BCTAHOBJIEHO 332 €PUTPOMIIIMHOBUM JUXATIBHUM TECTOM.

Bnause iHwux aikapcvkux 3acobie Ha (papmakokiHemuky emopukokcuby. OCHOBHUY IIIAX 0OMiHY
eTOPUKOKCUOy 3anexkuth Big ¢pepmenTiB CYP. CYP3A4 cupusie MeTab01i3My eTOPUKOKCUOY in vivo.
HocnigkeHHs in vitro BKa3ywoTs Ha Te, 1m0 CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0X MOXKYTh
KaTaJli3yBaTh OCHOBHUM IUISTX 00MiHYy eTOPHUKOKCUOY, aje ix KimbKiCHI XapaKTepUCTHUKYU He BUBYAJIHCH
in vivo.

KemokoHa3os. KeTokoHa307 € moTykHUM iHri6iTopom CYP3A4. TIpu 3acTOoCyBaHHI 3[0POBUMHU
no6poBonbusiMu y fo3ax 400 mr 1 pa3 Ha goOy mpoTsrom 11 gHIB KETOKOHA30JI He YMHUB KITIHIYHO
3HAUYIIOro BIJIUBY Ha (papMaKOKiHETHUKY eTOPUKOKCHOY B pa3oBii no3i 60 mr (30inpmennss AUC Ha
43 %).



BopukoHa3os i mikoHa304. OgHOYACHE 3aCTOCYBaHHS I1ePOpabHOT0 BOPHKOHA30 Ty abo MiKOHa30Ty
y BUTJISITI OpaJIbHOTO T'eJIi0 71 MiCLIEBOTO 3aCTOCYBaHHS (MOTyXKHi inri6iTopu CYP3A4) 3
€TOPUKOKCHUOOM BUKJIMKAJIO HEBeJIMKe MigBUIIEHHS eKCII03Ullii eTOpUKOKCuOy, 1110, OOHAK, He
BBaXKaJiocs KJIiHIYHO 3HAUYIIUM 3TigHO 3 Ony0IiKOBAaHUMU NaHUMU.

PugamniyuH. OpHOYaCHe NpU3HAYEHHS eTOPUKOKCUOY i pudaMnIinuny (IOTYKHOTO iHTyKTOpa
depmenTiB CYP) mpu3BoauiIo 0 3HMUKEHHS KOHIIEHTpallil eTopukKoKcuby B 1m1a3Mi KpoBi Ha 65 %. Lle
MOXKe CyIIPOBOIXKYBaTHUCh IIOBTOPHUM IIPOSIBOM CUMIITOMIB IIPU OJHOYACHOMY 3aCTOCYBaHHI 3
eTopukokcuOoM. Tofi 9K Taki maHi MOXKYTh BKa3yBaTH Ha HeOOXimHICTh 30ibIIeHHS N03H, He
PEKOMEH[I0BaHO 3aCTOCOBYBATH €TOPUKOKCUO y [103aX, 1[0 TePeBUINYI0Th BKa3aHi [JIsi KOXKHOTO
TI0OKA3aHHS, OCKiJIbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBAaHHS PUGaMIIIUHY 1 eTOPUKOKCUOY B
TaKHUX [03aX.

AHmauuodu. ArTauugHi miKapceKi 3aco0M He YMHSATH KITiHIYHO 3HAYYIIOTO BIIJIUBY Ha
(bapMaKOKiHETUKY €TOPUKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHsi.
Bnjue Ha WayHKOBO-KUWKOBUU mpakm.

[ToBimoMmIsizIOCS TIPO YCKIamHeHHS 3 00Ky BEPXHIX BifiJliB IIIYHKOBO-KUIIIKOBOTO TPAKTY
(mepdoparii, Bupa3ku abo KpoBOTeUi), iHOZI 3 TeTaJIbHUM HaACJIiAKOM, Y Malli€HTiB, 110 OTPHMYyBaJX
€TOPUKOKCHUD.

3 00epexXHiCTIO CITifg MpHU3HayaTH HECTEPOIOHI MpoTH3amnabHi 3aco0u nalieHTaM 3 migBUIIeHUM
PU3HUKOM YCKIagHEHb 3 00Ky IIUTYHKOBO-KHUIIIKOBOTO TPAKTY; MAIliEeHTaM JIiTHBOTO BiKYy, MMallieHTaM, 110
3aCTOCOBYIOTh OyOb-IKMi IHIIUY HeCTEePOINHUM MPOTHU3aNaabHuM 3aci6 abo aleTuiIcailiuiIoBy
KMCJIOTY OOHOYacCHO, abo maiieHTaM 3i ITyHKOBO-KUIIKOBUMY 3aXBOPIOBAHHSIMY B aHaMHeE3i, a caMe
BUpa3KaMU Ta IUIYHKOBO-KUIIKOBMMY KPOBOTEYaMU B aHaMHE3I.

IcHYy€e omaTKOBUYM PU3UK PO3BUTKY MOOIUHUX e(PeKTiB 3 6OKY IITYHKOBO-KUIIIKOBOT'O TPAKTY
(IUTYyHKOBO-KMIIIKOBa BUpa3Ka abo iHIIi ycKIagHeHHS 3 00Ky IUTyHKOBO-KUIIKOBOTO TPaKTy) IPH
OJHOYAaCHOMY 3aCTOCYBaHHi eTOPUKOKCHOY 1 alleTUICAiI[MI0BOl KUCIOTH (HaBiTh Y HU3BKUX A03aX).
Y xoni TpuBanux KiIiHIYHUX DOCIiIXKEHb HE CIIOCTEPIranocs BUPaXKeHol BiTMiHHOCTI y Oe3meli uomo
IIIJTYHKOBO-KUIITKOBOTO TPAKTY IIPU 3aCTOCYBaHHI CeNIEKTUBHOTO iHTibiTOpy LIOI-2 3
alleTUJICAJIIIIUIOBO0 KUCJIOTOI0 Ta HECTEPOIAHUX NMPOTU3aNaabHUX 3ac00iB 3 alleTUICATiIUIOBOIO
KHCJIOTOI.

Bnaue Ha cepueeo-cyOuHHy cucmemy.

KrniniuHi gocnifkeHHs BKa3ylOTh Ha Te, 110 3aCTOCYBAHHS JTiIKapChKUX 3aC00iB KJ1acy CEeJIeKTUBHUX
inri6itopiB LIOI'-2 Moxke OyTU 1MOB’I3aHO 3 BUHUKHEHHSM TPOMOOTUYHUX YCKIagHEHb (0COOIMBO
iHdapkTy MioKapaa Ta iHCYIbTY) IIOPiBHSHO 3 I1ale00 Ta AeSKUMU HECTEPOigHUMHU
IpoTHU3ananbHUMU 3acobaMu. OCKiTbKY PU3UK CEPIEBO-CYIUHHUX YCKIagHEHb 3POCTAE IPH
30inbIIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS €TOPUKOKCUOY, JTiKapChKul 3aci0 i npu3HavyaT Ha
SKOMOTa KOPOTIINH Iepiof yacy Ta B HAMHUXKYMX eeKTUBHUX H060BUX f03ax. Crif mepioguyHo
nepernsfgaTy motTpedy MallieHTiB Y CUMIITOMAaTUYHOMY ITOJIerIIeHHi 60110 Ta peakllito Ha TiKyBaHHS,
0CO0OJIMBO Y TAI[iEHTIB 3 0CTE0APTPUTOM.

[TamienTaM 3 BUpaXkeHUMHU (paKTOpaMU PU3UKY PO3BUTKY CEPIEBO-CYAUHHUX YCKIIaAHEHD (HallpUKIIak
apTepianbHa rimepTeH3is, rinmepnimigemisi, yKpoBui fiabeT, masiHHs) NIpU3HaYaTH €TOPUKOKCUO CITif



JIUIIIE TICJIA PEeTEeNIbHOI OLiHKY PU3UKY PO3BUTKY ycKinagHeHHS. CenekTusHi inribitopu LIOT-2 He
3aMiHIOIOTh 3aCTOCYBaHHS alleTUICATIIUIIOBOI KUCIIOTH [JIsl TpodinakTuKu TpoM60oeMOomiuHuX
CepIIeBO-CYAMHHUX 3aXBOPIOBaHb, OCKI/IbKY HE YMHATH aHTHArperanTHol fAil. ToMy He Ciif BigMiHATH
aHTUArperaHTHi JTiKapChKi 3aC00w.

Bnaue Ha Hupku.

HupkoBi mpocTarnaHguHYA MOXKYTH BiflirpaBaTé KOMIIEHCATOPHY POJIb B MiATPUMII Tepdy3il HUPOK.
ToMy npu cTaHax, IO CYIIPOBOAXKYIOTHCS MOTIPIIEeHHSIM HUPKOBOI epdya3il, 3aCToCyBaHHS
€TOPUKOKCUOY MOXKe IPU3BONUTH [0 IocyiabeHHsT YTBOPEHHS IIPOCTArjJaHANHIB i, IK HaCMioK,
HUPKOBOTI'0 KPOBOTOKY, TUM CaMUM IOTipIIyI04YH (GYHKIi0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKoOl
peakxiiil icHye y MallieHTiB 3 y2Ke HasiBHUM BUPaxKeHUM MOPYIIeHHSIM (QYHKIi1 HUPOK,
HEKOMIIEHCOBAHO CepIIeBOI0 HENOCTATHICTI0O @60 MMPO30M. Y TAaKUX IMAIiEHTIB CJTiff KOHTPOJIIOBATH
GYHKIII0 HUPOK.

3ampumka piduHu, HabpsKu ma apmepiaavHa 2inepmeHasis.

4K i Ipy 3acTOCyBaHHI iHIMNX JTiKapChKUX 3ac00iB, 110 iHTiIOYIOTh CHHTE3 IPOCTarlaHANHIB, 3aTpUMKa
pimvHM, HAOPSKYU Ta apTepiaibHa rinepTeH3is crocTepiraaucs y mamieHTiB, SKUM 3aCTOCOBYBaIH
eTopukokcuO. Bci HecTepoinHi mpoTu3amnanbHi 3aco0u, BKITIOYa0U €eTOPUKOKCHO, MOXKYTh
CIIPUYHUHSTHA PO3BUTOK ab0 peruanB 3acCTifHOI CepIieBoi HemoCTaTHOCTI. ITpo peakiIito 3amexHo Bif
I0o3U OuB. ¥ po3mini «PapMakosoriyHi BmacTuBocTi. ®apMakoguHaMika». 3 00epexkHiCTIO JTiKapChbKUH
3aci0 nmpu3HayvaloTh MallieHTaM i3 ceplieBOI0 HeOCTaTHICTIO, IOPYIIeHHAM (QYHKII] TiBOT0 UIIyHOYKa
abo apTepianbHOO TimepTeH3i€l0 B aHaMHe3i, a TaK0X TallieHTaM 3 HaOpsikaMu, 1110 BUHUKIIU 3 OyOb-
SAKUX IHIIUX OIpU4¥H. [Tpy KIiHIYHUX 03HAKaX MOTIpIIeHHs CTaHy TaKUX NAalli€HTiB CIIi BXKUTH
BiTIOBigHMX 3aX0fIiB, BK/II0YAlOUX BiTMiHy €TOPUKOKCHUOY.

3acTocyBaHHS eTOPUKOKCHOY, 0COOIHMBO ¥ BUCOKUX H03aX, MOXKe IMIPU3BOAUTH [I0 YACTIlIOl i TSIKYO1
apTepianbHOI TimepTeH3il MOPiBHAHO 3 NeSIKUMU IHIMMMUA HECTEPOITHUMU IIPOTU3alaIbHUMU
3acobaMu Ta celeKTHBHUMHU iHribiTopamu LIOI'-2. ToMy apTepianbHy TrinepTeH3ito ciifg
KOHTPOJTIOBATH IO MOYATKY JIiKyBaHHS €TOPUKOKCHOOM, i 0COOMMBY yBary Cilifi IPUAITATA KOHTPOJIIO
3a apTepiaZbHUM THCKOM IIiff 9ac JIiKyBaHHS €TOPUKOKCUOOM. ApTepianbHUM TUCK CITif
KOHTPOJIIOBATU IIPOTATOM 2 TUZXKHIB MICJIg I0YATKY JIIKyBaHHS, a IOTIM — NepioguyYHo. AKIIo
apTepiasbHUN TUCK CYTTEBO MiABUILYETHCS, CIIiJ PO3TJITHYTH MOXKJIUBICTh aJIbTEPHATUBHOTO
JIIKyBaHHS.

Bnaue Ha neyiHky.

[TigBuineHHs piBHA anaHiHaMmiHoTpaHcdepas3u (AJIT) Ta/abo acnaprataminorpancdepasu (ACT) (B 3
abo GinbIre pa3y MOPIBHSIHO 3 BEPXHBOIO MEXKEI0 HOPMHM) CIIOCTepiranocs mpudnmu3Ho B 1 % malieHTis,
SKi Opasy y4acTh y KITiHIYHUAX JOCITiI)KEeHHIX i 3aCTOCOBYBaIM eTOPUKOKCHUO y mo3ax 30 mr, 60 Mr Ta
90 mr Ha mo6y npoTsrom nepioay o 1 poky. Crif cmocTepiraTé 3a CTaHOM BCiX Malli€eHTIB i3
CHMIITOMaMU MOPYIIeHHS QPYHKINI MeYiHKY, a TaKOXK MAalli€HTiB 3 IaTOJOTiYHUMU TOKa3HUKaMu
¢byskuil nevinku. [Ipy 03HaKax NOpyUIeHHS (PYHKIIII IEeYiHKY Ta PY CTIMKWX MATOJNOTiYHUX 3MiHax
TIOKa3HUKIB QYHKII MeviHKY (B 3 pa3u BHUIIE 3a BEPXHIO MeXKY HOPMH) €TOPUKOKCHO CITif BiIMiHUTH.

3azanvHi 8Ka3isku.

ZAKII0 IPOTATOM JTiKyBaHHS y MAIli€EHTa CIOCTEePiraeThcs MOTipineHHsS QyHKILI OyAb-SKO] i3 cCUCTEM
OpraHiB, 3a3Ha4Y€HUX BUIIE, CJIif] BXKUTH BiAMOBIIHUX 3aXO0[iB Ta PO3TIAHYTHA NUTAHHS IIPO BiAMiHY
eTopukokcuOy. [ToTpibHO 3abe3meynTy BiAMOBiAHE MeIUYHE CIIOCTEPEKEHHS ITPK 3aCTOCYBaHHI

€TOPUKOKCUOY ImalieHTaM JIiTHbOTO BiKY Ta MallieHTaM 3 MOPYIIeHHAM QYHKII HUPOK, IediHKu abo



CepIrs.

3 06epekHICTIO CITif] MOYMHATH JIiKyBaHHS €TOPUKOKCHOOM TallieHTiB 3 ferifpaTali€io.
PexoMeH0BaHO TPOBECTH PeTifApaTaliio 4o M0YaTKy 3aCTOCYBaHHS €TOPUKOKCUOY. IIpo po3BUTOK
CEepHO3HUX LWIKIPHUX peakllii, y AesKUX BUIafKax 3 JeTalbHUM HaCJIigKOM, Y TOMY YHCIIi
eKCc(oIiaTUBHOTO AepMaTUTy, CuHAPOoMy CTiBeHCa-[[2KOHCOHA ¥ TOKCUYHOTO eligepMaslbHOT0
HEKpOJIi3y, IyKe PigKo MOBiOMIISANIOCS IIPU 3aCTOCYBaHHI HECTEPOINHUX ITPOTH3aNaabHUX 3ac00iB i
OesKUX CeJIeKTUBHUX iHribiTopis I1OT-2 mim yac mMoCTMapKEeTHHTOBOT'O CIIOCTEPEXKEHHS (OUB. PO3Mil
«ITo6iuHi peakii»). HaliBuiuii pu3uK PO3BUTKY TaKMX Peakllid y MallieHTiB — Ha II0YaTKy Teparil, a
TI0YaTOK IX MPOSIBIB y OiNIBIIOCTI BUMAAKIB — IIPOTATOM IIEPILOTO MicsIs NTikyBaHHS. Cepiio3Hi peakiii
rinep4yTnuBOCTi (Taki gk aHadinakcis i aHTioOHeBPOTUYHMM HAaOPSK) CIIOCTepiraaucs y MallieHTiB, sSKi
3aCTOCOBYIOTh eTOpHUKOKCUO. [lesiki cenekTuBHi inribitopu LIOI'-2 migBUIIyOTh PU3UK BUHUKHEHHS
MIKipHUX peakllill y mallieHTiB 3 alepriyHo0 peakirieo 10 6ymb-IKOTo TiKapchKoro 3acoly B
aHaMHe3i. ETopukoKkcub ciif BiAMiHUTY IIPU IEPIINX IPOsiBaX BUCUIIIB Ha IIKipi, YIIKOAKEHb
Cnn30B0i 000JIOHKY abo0 iHIMNX 03HAKaXx TillepuyTINBOCTI.

[Tpu 3acToCcyBaHHI €eTOPUKOKCUOY MOXKYTh MaCKyBaTHUCS IPOSIBY FapsgdKyY Ta iHII 03HAKM 3allajIbHOT0
Iporecy.

3 06epekHiCTIO MPU3HayaloTh OOHOYACHO eTOPUKOKCHUO i BapdaprH abo iHIIi mepopanbHi
QHTUKOATyJISTHTHU.

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIIKX NTiKapChKUX 3ac00iB, 110 iHTiOyI0Th IUKIIOOKCUTEHA3y /
CHHTe3 NIPOCTarjaHiHIB, He PEKOMEHI0BaHO XKiHKaM, gKi IIJITaHyI0Th BariTHICTG.

Baoicauea iH(popmauis npo 00NOMIdHCHI peyo8UHU.

JlikapceKui 3acib MicTuTh 1akTo3y. [1allieHTH 3 PigKiCHOIO CITafIKOBOI0 HEIIEPeHOCUMICTIO TalaKTO3H,
HEe[IOCTATHICTIO TaKTa3u abo CUHAPOMOM IJII0K030-TallaKTO3HOo1 Maba0copOilii He TOBHHHI
3aCTOCOBYBATH e JTiKapChKUM 3acio.

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

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

Hemae knmiHiYHUX JaHUX IIPO 3aCTOCYBAaHHS €TOPUKOKCUOY B Mepion BariTHOCTI. [JocmimXkeHHS Ha
TBapUHaX IIPOOEeMOHCTPYBaIM PENPOAYKTUBHY TOKCUYHICTh. [IOTEHIIINHUYN PU3UK A1 BariTHUX
HeBimoMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI, K i iHIIMX
JiKapchbKuX 3aco0iB, 110 iHTi0yI0Th CUHTE3 IPOCTarIaHOUHIB, MOXKe TPU3BOOUTH [0 BiICyTHOCTI
CKOpOYEeHb MaTKM Ta IlepefdyacHOr0 3aKpUTTs O0TasoBOI MPOTOKU. [10BiOMIISAIOCH TPO BUNIATKHI
NOpYyIIeHHs (YHKIlil HUPOK IIJI0fa, 1[0 MPU3BOAMIIO OO 3MEHIIeHHS 00'eMy aMHIOTUYHOI PifuHI
(omirorifpamMHioH) y BariTHUX XiHOK, SIKi IpUiManu HECTEePOLAHI TpoTu3ananbHi npemnapatu (HIT3IT)
Ha OBAfLSTOMY THXKHi BariTHOCTi a0o mi3wime. B mesikux BUMIafKax I1e MOXKe ITPU3BOIUTH 1O
TIOpYIIeHHs QYHKIl HUPOK Y HOBOHAPOXKEHUX. 3a3HaueHi eeKTH MOXKYTh BUHUKATU He3abapom
nicns novyaTky nikyBanHs HII3IT; onmirorigpaMHioH 3a3Bu4ai € 000POTHUM ITiC/ISI TPUNTUHEHHS
JiKyBaHHS. 3aCTOCYBaHHSI €TOPUKOKCUOY IMPOTUIIOKa3aHO B IIePiof BariTHOCTI. AKIo XKiHKa
3aBariTHina mig 4ac JaikyBaHHS, eTOPUKOKCHO HEOOXiTHO BiTMiHUTH.



ITepion rogyBaHHS TPYONIO.

HeBigomo, 4¥ IpOHMKAE €TOPUKOKCHUO B IPyAHE MOJIOKO. Y IIypiB €eTOPUKOKCUO BUBOOUTHLCS 3
MOJIOKOM. 2KiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TIOBUHHI TOAYBaTH I'PYALIIO.

QepTUNLHICTS.

3acTocyBaHHS eTOPUKOKCHUOY, 5K i iHIIKX NTiKapchKUx 3aco0iB, 1m0 inribywots LIOI-2, He
PEKOMEeHI0BaHO XKIHKaM, SKIi IIJIaHYIOTh BariTHICTE.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
[HWuMu MexaHiamamu.

HaHiGHTI/I, Y AKHX HiJI YaC 3aCTOCYBaHHA eTOpI/IKOKCI/I6y BHHHUKAE 3allaMOPOYEHHA, BEPTUTO abo
COHJIMBICTh, HE IOBUHHI KePyBAaTH aBTOTPAHCIIOPTOM Ta IIPAIlIOBATH 3 iHIMMMY MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

Jlikapcekui 3acib 3aCTOCOBYIOTh ITepopalibHO. ETopukokcu6-BicTa MoXHa npuitMaTy He3aleXkHOo Bifl
BXKMBaHHA iXi. [ToyaTok edeKTy HacTa€ MBUIIE ITpU puiioMi nepef igoto. Lle moTpibHO
BpPaxoByBaTH NPY HEOOXiAHOCTI MIBUAKOTO MOCHa0IeHHs CUMITOMIB. OCKiTbKY PU3UK BUHUKHEHHS
TIOpY1IEeHb 3 60Ky CepLeBO-CyOUHHOI CUCTEMHU TIPU 3aCTOCYBAaHHI €TOPUKOKCHUOY 3pOCTae mpu
IiABUIIIEHH] 03U 1 TPUBAJIOCTI BIIJIUBY, CJIifi IPOBOLUTYU HAUKOPOTIII KYPCHU JIiKyBaHHS IIPU
3aCTOCyBaHHI HalilMeHIIX eheKTUBHUX N000BUX 003. Tpeba mepioguyHO IepeoliHioBaTH I0TPedy v
TIOJIETIIEHHI CUMIITOMIB i BiiOBiAb Ha JIiKyBaHHS, 0COOIUBO y TALliEHTIB 3 0CTE0APTPUTOM.

Ocmeoapmpum.

PexomeHgoBaHa fo3a ETopukokcub-Bicta ctanoBuTh 30 Mr 1 pa3 Ha go0y. Y mesiKux MallieHTiB mpu
HEJI0CTaTHbOMY I0ocIabieHHi cuMIITOMIB 30inbieHHs 103U [0 60 Mr 1 pa3 Ha mo6y MoXKe MigBUIITUTI
e(peKTUBHICTh. 3a BiICYTHOCTI NOMINIIEHHS e(eKTy CIIif PO3T/ISAHYTHA NUTAHHS IIPO iHII MOXKJIKBI
MEeTO[Y JIiKyBaHHS.

PesmamoioHutli apmpum.

PexomeHgoBaHa fio3a ETopukokcub-Bicta ctaHoBuTh 60 Mr 1 pa3 Ha fo0y. Y mesiKuX MallieHTiB mpu
HeJ0CTaTHhOMY I0ocableHHi CUMIITOMIB 30inbineHHs fo3u o 90 Mr 1 pa3 Ha moby Moxe
IIOKpalllyBaTH TepaneBTUYHUYU epeKT. [Ipu mocATHEeHHi KiHiuHOl cTabinmi3anii marieHTa qOLUilbHO
3HU3UTH 103y [0 60 Mr 1 pa3 Ha moOy. 3a BiICYTHOCTI MOJIINIIIeHHS e()EeKTy CIIif PO3TIAHYTH
MIUTAHHSA IIPO 1HII MOXKJIUBI METOOU JIIKYBaHHS.

AHKisn03uBHUU cnoHOUAIM.

PexomeHgoBaHa fo3a ETopukokcub-Bicta ctaHoBuTh 60 Mr 1pa3 Ha no0y. Y mesiKux MallieHTiB Ipu
HEeJOCTaTHbOMY IocabneHHi cuMITOMIB 30inbineHHs fo3u 1o 90 Mr 1 pa3 Ha moby Moxe
IIOKpalllyBaTH TepaneBTUYHUN ePeKT. [Ipu mocATHEeHHI KiHiuHoi cTabinmi3aii mamieHTa qouilbHO
3HU3UTH 103y 1o 60 Mr 1 pa3 Ha moOy. 3a BiICYTHOCTI MOJINIIeHHS e)eKTy CIIif PO3TIAHYTH
MIUTaHHS IIPO 1HII MOXKJIUBI METOOU JIIKYBaHHS.



T'ocmputl 6iav.

Y pasi nosiu roctporo 6050 ETopukokcu6-BicTa 3aCTOCOBYIOTH JIUIIE ¥ TOCTPUM CUMITOMaTUUHUN
mepioq.

T'ocmputll nodazpuyHul apmpum.

PexomeHgoBaHa fio3a ETopukokcuby-Bictu ctaHoBuTh 120 Mr 1 pa3 Ha mo6y. ITim yac KmiHiYHUX
[OCTiAKEeHb TOCTPOTO MIONAarPUYHOT0 apTPUTY €TOPUKOKCUO 3aCTOCOBYBAJM BIIPOOBXK 8 OHIB.

ITicasionepauitiHutl 6iab, N08’A3aHUl 3i CMOMAMO/I02iYHUM ONEePAMUBHUM 8MPYUYAHHSM.
PekomeHnpnoBaHa go3a — 90 Mr Ha 1 pa3 Ha go0y IpPOTSIroM MakCUMyM 3 gHIB. [ mesiKux
malieHTiB Moxke OyTH HeOOXiIHUM [IOMaTKOBE IIicisgoneparliiiie 3He60moBaHHsA. [[034, 1110
IIepeBUIIYIOTh PEKOMEHIOBaHi [I71s KOKHOT0 IMOKa3aHHs, He MaloTh I0laTKOBOI e)eKTUBHOCTI abo He
BUBYAJIUCA.

Tomy:
I03a IIPU OCTE0apTPUTi He ITIOBUHHA IIepeBUIllyBaTi 60 Mr Ha goly;

103a IpU peBMaTOoifHOMY apTPUTi Ta aHKIJIO3UBHOMY CIIOHAMIIITI HE MOBUHHA NepeButlyBaty 90
MT Ha [00y;

I03a Mpu rOCTPil mogarpi He MOBMHHA mepeBuInyBat 120 Mr Ha go0y BIIPOMOBK
MaKCHMaJIbHOTO IIEePioAy JIiKyBaHHS 8 [HIB;

103a IIPU TOCTPOMY GOJIIO IiCJIs CTOMATOJIOTiYHOTO OTIEPATUBHOTO BTPYYaHHS HE IOBUHHA
nepesullyBati 90 mr Ha [00y BIIPOOBK MaKCHMAaIbHOTO 3-OE€HHOTO IEPiofy.

ITauieHmu AIMHbBO20 BIKY.

HeMmae HeoOximHOCTI B KOpeKIIii ;03yBaHHS AJIS MallieHTiB JiTHLOTO BiKy. fK i y pa3i 3acTocyBaHHS
iHmux nikapchKux 3aco6iB, ETopukokcu6-BicTy crig nmpu3HadaTé 3 00epeXkHiCTIO MallieHTaM JIiTHHOT O
BiKYy.

ITopyweHHsA pyHKYIT neyviHku.

He3zasnexkHOo Bifi MOKa3aHHS MallieHTaM 3 MOPYIIeHHAM QYHKII eYiHku J1erkoro cTyneHs (5-6 6amis
3a mKkanotw Yainma-I1'10) He cip mepeBulyBaTu fo3y 60 mr 1 pa3 Ha goOy. [TamienTam 3
NOpyIlIeHHAM GYHKII Ie4iHKK TOMIPHOTO CTYIeHs TSXKKOCTi (7-9 6aniB 3a mkanoio Yainma-I1'10)
He3aJIekHO Bif] IT0Ka3aHHS He cIlif nepesuinyBatu go3y 30 mr 1 pa3 Ha mo06y.

Kiniyauil JOCBim 3aCTOCYyBaHHS 06MeKeHuU#, 0CO6IMBO IIOMI0 MANiE€HTIB 3 MOPYIIEHHAM (YHKIII1
TIeYiHKY ITOMIPHOTO CTYIIeHS, TOMY JIiKapChbKuUM 3acib i mpu3HayaTt 3 00epexkHiCTIO.
BipcyTHi# KiHiuHWI JOCBIA 3aCTOCYBAHHS TAlliEHTAM 3 TIKKAM ITOPYIIEHHIM QYHKII] Ie4iHKH
(= 10 Gauie 3a mkanow Yainga-I1'10); TOMy TiKapChKUM 3aCi0 TPOTUIIOKA3aHUN TaKUM
maljieHTam.

ITopyweHHA PYHKUII HUPOK.

KopuryBaHHs 031 He MOTpiOHE mallieHTaM i3 KitipeHcoM KpeaTuHiny = 30 M1/xB. 3aCTOCYBaHHS
€TOPUKOKCHOY malieHTaM i3 KjIipeHcoM KpeaTHHiHY < 30 MJI/XB IPOTUIIOKa3aHo.



Himu.

ETopukokcub MpoTHUIIOKAa3aHUM AiTSM BiKOM [0 16 pPoKiB.

Ilepedo3yeanHsi.

Y xopmi KMiHIYHUX OOCHiIKeHb 3aCTOCYBaHHS pa30Boi1 103U eTopuKokcuby mo 500 mr abo
6araTopa3oBuii npuitom 10 150 Mr Ha goOy npoTsarom 21 [IHS He COPUYUHSIIN iCTOTHUX TOKCUYHUX
edexkTiB. [ToBigOMIISITIOCS TTPO TOCTPE IEPeno3yBaHHS eTOPUKOKCHUOY, X04a B GiNbIIOCTI BUIMIQMKIB PO
mo0iuHi peaxilil He MOBiTOMIISIIOCE.

Cumnmomu. ITob6iuHi peaxiii, o cIIocTepiraauchk HaldacTimne, BigmoBiganu mpodinto 6e3mexu
eTOPUKOKCUOY (Taki SIK peakii 3 60Ky IUTYHKOBO-KUIIIKOBOTO TPAKTY, 3 O0OKY Ceplisi Ta HUPOK).
JlixysanHA. YV pa3si nepeno3yBaHHS OOLIbHO BXKUTY 3BUYAUHUX MiATPUMYBAJIbHUX 3aX0fiB,
HaIpPUKaj BUufaneHHs HeaOcopOOBAHOTO TiKAapChKOTo 3ac0o0y 3i IMITYHKOBO-KUIITKOBOTO TPAKTY,
BeJIeHHS KITIHIYHOTO CIIOCTEPeKEHHS, y pa3i HeoOXimHOCTI — mpoBefeHHs MiATPUMYBaIbHOTO
nikyBaHHSA. ETOpUKOKCHO He BUBOOUTHCS IIPU TeMOfiai3i; HeBioMO, Y BUBOIUTHCS TiKAPChKUH
3acib mpu nTpoBeeHHi TePUTOHEATbHOTO diami3y.

ITob6iuHi peakuii.

Besneka 3acToCyBaHHS €TOPUKOKCUOY OIiHIOBaIacCh Y XOMi KITiHIYHUX [OCTigXKEeHb 3@ y4acTIO

9295 marrieHTiB, BK/II0Yaouu 6757 MallieHTiB 3 0CTE0apPTPUTOM, PEBMATOIIHAM apTPUTOM, XPOHIYHUM
6oneM y HUXKHIY YaCTUHI CIIMHYA a00 aHKiTO3UBHUM CIIOHAMUIITOM (mpubau3Ho 600 maimieHTis 3
0CTE0apTpPUTOM ab0 PEBMATOINHUM apTPUTOM OfEPKyBasIH JIiKyBaHHS NPOTAToM 1 poky abo [oBIIE).

[Tig yac KniHiYHUX HOCTigKeHb Mpodins HebaxKkaHUX SBUI OYB OMHAKOBUM Y TIAIliEHTIB 3
0CTE0apTPUTOM ab0 peBMaTOINHUM aPTPUTOM, siKi 3aCTOCOBYBAJIH €TOPUKOKCUO MPOTITOM 1 POKY
a0o mosiIIe.

Y xopi KIiHIYHOT0 JOCIIiAXKEeHHS 3a y4acCTIo IallileHTiB i3 TOCTPUM IIOAarpUYHUM apTPUTOM
eTOpuKOoKCcuO Npr3Hadaau B 1031 120 mr 1 pa3 Ha goOy mpoTsarom 8 gHis. ITpodins HeOaKaHMX
SIBUII Y IIbOMY JOCTIiIKeHHi OyB y IiJIOMy TaKUM CaMUM, SIK Y HOCIIIXKEeHHSIX 3a y4acTIO alli€HTiB 3
0CTE0apPTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHIM YaCTUHI CIIMHHU.

V nporpami OIliHKu 0e3MeKu OJIsi CepIIeBO-CYIUHHOI CUCTEMH 3a JaHUMU TPhOX
KOHTPOJIbOBaHUX AOCJII?KEHb 3 aKTUBHOI PEYOBUHOIO IMOPIBHAHHA 17412 mamieHTiB 3
0CTE0apTPUTOM ab0 PEBMATOINHUM apTPUTOM OTPUMYBaJ eTOPUKOKCHO (y mo3ax 60 mr a6o 90 mr) B
ceperHbOMY BIIPOAOBXK Npubnu3Ho 18 micsauis. [laxi mpo Oe3neky Ta Oinbil AeTanbHa iHbopMallis
PO 10 IpOrpamy npefcTaBiieHi B po3aini «®apMaKOIOTigHi BIACTUBOCTI». Y XOMi KIiHIYHUX
IOCTiAKEeHb 3a YYaCTIO MAIi€HTIB i3 TOCTPUM IicsgonepatiiHuM 00J1eM IiCIs CTOMATOJIOTiYHUX,
abmoMiHaIbHO-TIHEKOIOTiYHUX XipypriYHUX BTPY4YaHb, BKIT0Yaun 614 mnamieHTiB, sSKi
3aCTOCOBYyBaIu eTOPUKOKCcuO (y go3ax 90 mr abo 120 mr), mpodins HeGaxkaHUX SBUIL OYB Y LiTOMYy
TaKWM XKe, IK V HOCTiI2KEeHHIX 3a Y4YacTIO IallieHTiB 3 0CTe0apTPUTOM, PEBMATOIIHUM apTPUTOM Ta
XpOHiYHUM 60J1eM y HUXKHIN YacTHHI ciuHy. [Ipo HUXK4Ye3a3HayeHi MoOiuHi peakilil IOBiJOMIISAIOCH 3
Oi7TBIIIOI0 YACTOTOIO IIPH 3aCTOCYBaHHI eTOPUKOKCUOY, HixK mtare0o, y XoOi KITiHIYHUX JOCTiIXKeHb 3a



y4acTIO MaIliEHTIB 3 0CTE0APTPUTOM, PEBMATOIAHUM apPTPUTOM, XPOHIUHUM 00JIEM Yy HUKHIN YaCTHUHI

criiHY a00 aHKiTO3WBHUM CIIOHOMITITOM, SIKi 3aCTOCOBYBau eTOPpUKOKCuO y mo3i 30 mr, 60 Mr a6o 90
MT IIpoTAaroM 12 TuXHIB (HocmigkeHHS 3a mporpamoio MEDAL, KOpOTKOCTPOKOBI JOCTiAKEHHS 00
roctporo 60JI0 Ta IOCTMapKEeTUHTOBUM TOCBiM).

Tabnuns 2

CepemoCTiHHS

CucteMu opraHis [To6iuHi peaxiiil KaTeropiﬂ
YaCTOTU
[HdeKIil Ta iHBa3il QJIbBEOJIIPHUU OCTUT JacTo
racCTPOEHTEPUT, iHGeKIlil BepXHiX AUXalbHUX IIISIXiB,|HEYaCTO
iH(ex1lii Ce4oBUBITHOTO TPAKTY
3 060Ky KpOBi i aHeMis (IIepeBakHO B Pe3yIbTaTi MITyHKOBO- HEeYacTo
miMpaTHYHOI CUCTEMH  [KMIIIKOBOI KPOBOTEYi), IEMKOIIEHI,
TPOMOOIIUTOTIEHIST
3 00Ky iMyHHOI CHCTEMH [rinepuyTauBicT HEYaCTO
AHTiI0HEBPOTUYHUY HaOPSK, PigKo
aHadinakTuyHi/aHadinakTOIAHI peakilil, y ToMy
GHCII oK'
3 00Ky 00MiHy peuoBUH, [HAOPSKY / 3aTPUMKA PiIUHA JacTo
MeTabo0Ii3My SHUKEHHS a00 IIOCUIeHHS alleTuTy, 301/TBIIIEHHS HEeYacTo
MacHu Tija
3 OOKY ICUXiKH TPUBOXKHICTh, IeIIPECis, MOTipIIeHHS PO3YMOBO1 HEe4acTo
MistTBHOCTI, TaTIoNMHAIIi
CILIyTaHICTh cBimoMocTi’, HecmokiitHmit cTan’ PifKo
3 60Ky HEPBOBOI 3aITaMOPOYEHHS, TOJIOBHUM Oiflh JacTo
CACTEMHU mucreBaiss, 6€3COHHS, MapecTe3isi/rinecTesis, He4acTo
COHJIUBICTH
3 00Ky oprasiB 30py HEYITKICTb 30py, KOH IOHKTUBIT HEeYacTo
3 00Ky OpraHiB Cyxy i [IyM y Byxax, 3allaMOPOYeHHS HEe4YacTo
BECTUOYIISPHOTO
amapaTty
3 6OKy cepIist CepLeOuTTs, apUTMisd JacTo
(hiOpusnsis mepemcepms, TaxiKapui;{*, 3acTiiHa HEe4acTo
ceplieBa HeOCTATHICTh, HeCIlenU(piyHi 3MiHU Ha
EKT, cTeHOKappis', inpapkT Miokapna’
3 60Ky CyAMHHOI rinepreHsis 4acTo
CHCTEMU [IPUIIUBY KPOBI, IIOPYILIEHHS MO3KOBOI'0 He4YacTo
KpPOBOOOIry’, TPaH3UTOPHA illleMiyHa aTaka,
rinepToHiYHMUI Kpu3', BaCKyMIiT'
3 60Ky pecmipaTopHoi  [Gporxocma3M’ JacTo
CACTEMHU, OpraHiB
rPYOHOL KITiTKH Ta Kalllellb, JUCIIHOE, HOCOBa KPOBOTeYa HEeYacTo




3 00Ky LIIYHKOBO- 6is1b y KUBOTI myKe 9acTo
KHIIKOBOT'O TPAKTy 3aIl0p, METEOPU3M, TaCTPHUT, Medis / KNCIOTHUHI YaCTO
pedoKC, giapes, OUCIeINCis / TUCKOM@OPT B
MiNsHI emiracTpis, Hy#oTa, 61i0BaHHS, e30(arit,
BUPA3KH B POTOBIiM ITOPOXKHMHI

30YyTTS XKUBOTA, 3MiHa XapaKTepy [IepUCTajlbTUKA  [HedacTo
KUIIIeYHUKY, CYXIiCThb ¥ POTi, TaCTPOLyOneHabHI
BUDPA3KY, TENTUYHI BUPa3Ky, y TOMY YUCIIi
nepdopauis i kpoBoTeda KT, cuagpom
MOAPA3HEHOT0 KUIIEYHUKY, TaHKPEaTUT'

3 6oky remnarobiniapHoi ||1'IiJZ[BI/II.LIeHH$I piBus AJIT, nigBuineHnHs piBasa ACT YJaCTO
cucTeMu IremaTut’ pimKO
neyiHKOBa HEIOCTATHICTh', JKOBTSHUIIS' pimko'
3 OOKy IIKipu Ta eKXiM03 4acTo
MiAMIKIPHOI KMITKOBUHU |Ha6psik 06/1Mudsi, CBepOiXK, BUCHII, epuTeEMa’, HEYACTO
KPOIIUB THKa'
curnpoM CTiBeHca-[[3KOHCOHA', TOKCUYHUIH pinko'
emifepManbHKi HEKpPOJIi3', CTilika MeIuKaMeHTO3Ha
epuTeMa’
3 60Ky OIIOPHO-PYXOBOI  (CIIA3MM/CYyOOMM M’S13iB, CKEeJIeTHO-M SI30BU T He4YacTo
CUCTEMH Ta CIIOIYYHOI [OisTb/CKYTICTH
TKaHUHU
3 00Ky HUPOK i [IPOTEIHYpid, MiABUIIEHHS PiBHS KpeaTUHIHY B HEeYacTo
CEYOBU[IITPHOI CUCTEMHU [CHPOBATILi KPOBi, HUPKOBa
HenoCTaTHiCTb/nI/Icq)yHKui;fk (muB. po3min
“OcobnMBOCTi 3aCTOCYyBaHHA")
3aranbHi po3nagy Ta ACTeHisT/BTOMa, TPUIIONOAiIOHI CHMIITOMHU JacTo
peakuil y Micri . ——
BRI eHH};{ 0is1b y TPYAHIN KTl HEeYacTo
JTaGopaTopHi MiJBUIIEHHS PiBHA a30Ty CEYOBUHU KPOBI, HEe4acTo
MOCITIIXKEeHHS MiABUIEHHS PiBHA KpeaTHH(OCHOKiIHA3H,
rimepKasieMisi, MaBUIIEHHS PiBHS CEY0BOI KUCIIOTH
3HUKEHHS PIBHA HATPIO B KPOBI1 PIOKO

* KaTeropist 4aCTOTH BU3HAYAETHCS IJIsT KOKHOTO TEPMiHY IT0GIYHOTO SIBUINA 3a YacTOTOIO B 6a3i
NaHUX KITHIYHUX OOCigXKeHb: AyxKe gacTo (= 1/10); gacTo (= 1/100, < 1/10); meuyacTo (= 1/1000,
< 1/100); pigko (= 1/10000, < 1/1000); myxe pigko (< 1/10000).

*TIoGiyHa peakijid ineHTU(IKOBaHA y XOi MOCTMApPKETHHI0BOI0 CIOCTepexxeHHd. YacToTa
BU3HAYaJacs 3a MaKCUMaJIbHOIO YaCTOTO Y KIIHIYHUX JOCTimKeHHaX (naHi 3i6paHi 3a
3aTBEPAXKEHUMU IOKa3aHHIMU Ta J03aMHU).

"Kareropig yacToTy “pigko” BU3Hauanacs BigmosigHo mo Guideline on summary of product
characteristics (2-i nepermnsg, Bepecensb 2009) Ha migcTaBi po3paxoBaHOl BePXHbOI MexXi 95 %
noBip4oro inTepsany s 0 ABUIL 3 ypaXyBaHHSAM KiJIbKOCTi YYaCHUKIB, IKi IpAUMaIy JTiKapChbKUU
3acib 3 mito40i0 PeYoBUHOIO eTOPUKOKCHO, B aHasmi3i manux III ¢as3u, 00’eqHAHUX 3a MO30I0 i
mokasaHHaM (n = 15470).

5 [inepuyTnuUBICTE BKJIIOYAE MIOHATTA: ajleprisi, MeIuKaMeHTO3Ha ajeprisi, MeguKaMeHTO3Ha
TiepuYyTJIUBICTS, TiIEPUYYTIUBICTS, TiIEePUYYTIUBICTE HEYTOUHEHA, PeaKLis rinepuyyTIMBOCTi 1
HEeyTOYHEeHa aJleprid.

*3a pesynpTaTaMy aHasi3y TPUBAIKX, KOHTPOILOBAHMUX 3@ [OIOMOTO0 Iyane6o i eTopuKoKCuly



KJTIHIYHUX [OCTIiAKeHb, CeleKTuBHi inribitopu LIOT-2 Oyu moB’si3aHi 3i 30ibIIEHHIM PU3UKY
BUHUKHEHHS CEPIO3HUX apTepiaTbHUX TPOMOOTUYHUX YCKIIafHEeHb, BKII0OUaoun iHpapKT Miokapia
Ta iHCY/IBT. 3 OTJISIAY Ha HasIBHI maHi, MaJIOMMOBIPHO, 1110 30i/bIIIEHHS a0COMIOTHOTO0 PU3UKY
BUHUKHEHHS TaKUX SBUII TepeBUIUTL 1 % Ha pik (He4acTo).

I[Tpu 3acTocyBanni HII33 moBimomiisinocs mpo Taki cepito3ni mobiuHi peakirii: HePOTOKCUYHICTE,
BKJTIOYAl0O4YHY iHTEPCTUIIaIbHUY HeGPUT i HeQPOTUUYHUY CUHAPOM, — TOMY HE MOXKHA BUKJTIOYATH 1X
BUHUKHEHHS [IPY 3aCTOCYBaHHI €TOPUKOKCUOY.

ITosidomaeHHA npo ni0o3peaHi nobiuHi peakuii.

[ToBimoMnenHs npo nmobivHi peakiiil micyis peecTpariii TikapchbKoro 3aco0y Mae Benuke 3HaueHHs. Le
[la€ 3MOT'y IIPOBOAUTYU MOHITOPUHT CIIiBBIIHOILIEHHS KOPUCTh/PU3UK IIPUA 3aCTOCYBaHHI [IbOTO
JiKapchbKOro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0X IallieHTaMm abo ixHiM
3aKOHHUM IIpefCTaBHUKAM CJIif TIOBiOMJISITH TIPO YCi BUMTAAKHU Iif03PI0OBaHUX MOOIYHUX Peakllii Ta
BiICYTHOCTi e(peKTUBHOCTI iKapCchKOro 3acody mo [lepKaBHOTo eKcrepTHOro ueHTpy MO3 YKkpainu
3a nmocunaHHAM: https://aisf.dec.gov.ua/

Tepmin npudamHocmi.

3 POKH.

YMoBu 30epiranHsi.

I nikapchkoro 3aco0y He BUMAara€eThCs CIelliabHUX YMOB 30epirants. 30epiraTi B HEJOCTYITHOMY
IJIST OiTed Micti.

YnakosBka.

[To 7 TabneTok y 61micTepi; mo 1 abo 4 6micTepu B nmauti

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHUK.

CinTtoH Xicmaniga, C.JI.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsl MPoBagKeHHsI HOT0 Tis/IbHOCTI.
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