IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

APKOKCIA®

(ARCOXIA®)

Cknao:
ditoua peyosuHa: etoricoxib;
1 ra6netka mictuth 30 Mr, 60 mMr, 90 mMr a6o 120 MT eTOPUKOKCUOY;

donomidcHi peyoguHU: Kasnblliio TimpodocdaTt 6e3BOTHMM, I1E/TI0I03a MiIKPOKPUCTaiYHa, HAaTPilo
KpOCKapMeJio3a, MarHiio cTeapar;

060710HKa TabneTku: 6apBHUK Omampait” II cunbo-3enennit 39K11526 (mnst go3yBanHs 30 Mr),
Omnappaii® II 3enennit 39K11520 (s no3yBaHHS 60 M), Omnappait® II 6inuit 39K18305 (gnst
no3ysanHs 90 mr), Onagpaii® 11 senernunit 39K11529 (ans mosysanHs 120 Mr), BiCK KapHaAyOCHKHIA;

cknap 6apsuuKa Onagpait” II cunbo-3enenuit 39K11526, Onappait® 11 3enenuit 39K11520,
Omnappai® 11 3enennit 39K11529: n1akT03a, MOHOTIApPAT; TipoMeno3a; TuTaHy mgiokcup (E 171);
TpuaneTul; ingurokapmin (E 132); 3amiza okcup xkoBTun (E 172);

cknay 6apsHuKa Onagpai”® 11 Ginuit 39K18305: 1aKT03a, MOHOTIAPAT; TiIPOMeNo3a; TUTaHy
miokcun (E 171); TpuaneruH.

Jlikapceka ¢opma. TabneTku, BKPUTI ITIBKOBOIO 000JI0HKOIO.
OcHo8HI (pi3uKo-ximMiuHi 81aCMUBOCMI:

Tabnetku o 30 Mr: gBoONyKIi TabmeTKu 61yKOmoAioHoi GopMu, BKPUTI IITiBKOBOIO 000JIOHKOIO
CHHBO-3eJIEHOT0 KOJIbOPY, 3 rpaBipyBaHHsAM <101> 3 ogHoro 60Ky Ta <ACX 30> 3 iHmmoro.

TabmeTku 1Mo 60 Mr: gBOOMYKJIi TabmeTKy g611yKonoaiOHoi GopMu, BKPUTI IJTiIBKOBOIO 060JI0HKOIO
TEMHO-3eJIeHOT0 KOIbopy, 3 rpaBipyBaHHsIM <200> 3 omHOoro 60Ky Ta <ARCOXIA 60> 3 iH1Ioro.

Tabnetku mo 90 Mr: gBooNyKi TabmeTKu 6IyKOmoAioHoi GopMu, BKPUTI IITiBKOBOIO 000JIOHKOIO
6iroro Kombopy, 3 rpaBipyBaHHsAM <202> 3 ogHOro 60Ky Ta <ARCOXIA 90> 3 inmoro.

TabmeTku mo 120 Mr: gBoonykJIi TabneTku 161yKonongioHol hopMu, BKPUTI MITiBKOBOIO 000JI0HKOIO
611i00-3€71EHOT0 KOJILOPY, 3 TpaBipyBaHHsAM <204 > 3 omHoro 60ky Ta <ARCOXIA 120> 3 inmioro.



®dapMakoTepaneBTUYHA I'pyma. HecrepoigHi npoTu3ananbHi Ta IPOTHPEBMATUYHI ITpenapaTH.
Koxkcubu. Kog ATX M01A HO5.

dPapmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil

ETopukokcub € mepopajbHUM CEIEeKTUBHUM iHTi0iTOPOM IMKIOOKCUTeHa3u-2 (LIOT-2) y
MezKax KJIIHIYHOTO fiala30Hy A03.

V xomi KIiHiYHKEX GapMaKoIOTiYHKUX HOCIIKEeHb TiKapChbKUi 3aci6 APKOKCifa® 10303a/1e2KHO
inrioyBaB LIOI'-2 0e3 inridyBanns LIOI'-1 npu 3acTocyBaHHi ¥ go3ax mo 150 mMr Ha mo0y. ETopukokcu6
He iHTi0y€e CHHTe3 IIpoCTarjlaHOuHIB IIIYHKa Ta He BIIJIUBAE Ha (PYHKIII0 TPOMOOIIUTIB.

LTukmookcureHa3a BiiNOBila€ 3a YTBOPEHHS IIpOoCTarlaHAXHIB. [meHTU]iKOBaHO [ABi i30popMu -
LIOT-1 ta LIOT-2. LIOT-2 € i30dopMoio hepMeHTy, 110 iHAYKYETHCS IMIIYIbCOM IIpOo3anajeHHs Ta
PO3TTIINAETHCS SIK OCHOBHUM (DAKTOP, IO BiAIOBiga€ 3a CUHTE3 MPOCTAHOITHUX MefiaTopiB 00JIIO,
3amaneHHd Ta rapsukd. [JOI'-2 TakoxX 3afisiHa y mpolecax OBYJIALil, iMIIJTaHTAIlil Ta 3aKPUTTS
apTepianbHOI MPOTOKH, PETyAlil GYHKII HUPOK Ta LIeHTPaIbHOl HEPBOBOI CUCTEMHU (IHOYKITiS
raps4ky, BimuyTTs 60110, KOTHiTUBHA QyHKIIiSA). TakokK MoxkKe OpaTH y4acTh y IIPOIeCi 3aTOEHHS
Bupa3ok. LIOI'-2 Oyyo ineHTH(hIKOBAHO Y TKAaHMHI HaBKOJIO BUPa3KY LIUIYHKA Y JIIOOUHY, ajle 3HaueHHS
[J1 3aTOEHHS BUPa3KW HE BCTaHOBIIEHO.

EbeKTUBHICTD

Y malieHTiB 3 0CTE0ApPTPUTOM eTOPUKOKCHO y mo3i 60 Mr 1 pa3 Ha o0y 3HAYHO MOKPAIIy€E CTaH IIPU
005X Ta OLIHKY MallieHTa II0JI0 CTaHy 3aXxBOpioBaHHS. Lli MO3UTHBHI e(peKTHU CIIOCTEpiraaucs Bxe Ha
OpyTui IeHb TiKyBaHHS i 30epiranucs npoTsaroM nepiogy oo 52 THXKHIB. YV X0fi HOCHiAXKeHbD i3
3aCTOCYBaHHSIM eTOPUKOKCHOY B m03i 30 MT 1 pa3 Ha no0y eeKTUBHICTh IIbOTO IIpemnapaTy
TIepeBuINyBasa 1mianedo mpoTAroM 12 THXKHIB NiKyBaHHS (BUKOPUCTOBYBAIIKCS OL[IHKH, IO
3aCTOCOBYBa/INCA B iHIIKX JOCHiAX)eHHSX). [1if yac mocnimxkeHHS migbopy 003U eTOPUKOKCUO y 0o3i
60 MI IEMOHCTPYBaB 3HAYHO Oi/IbIll BUPaXKeHe MOKPAIeHHs, HixkK B 031 30 Mr, BigHOCHO yCix
3 OCHOBHUX KIiHIIEBUX TOYOK IiCJIs 6 TUXKHIB JIIKyBaHHS. 3aCTOCYBaHHSA 103U 30 MI Ipu 0CTE0apPTPHUTIL
KUCTi He BUBYAJIOCS.

Y mauieHTiB 3 peBMaTOIIHAM apTPUTOM eTOpuKokcuO y mo3i 60 Mr Ta 90 mMr 1 pa3 Ha mo0y 3HAUHO
IIOKpalllyBaB CTaH CTOCOBHO BHpaxKeHOCTi 00JI10, 3allajieHHs, a TaK0XK PYXJIMBOCTI. Y XOfi AOCTiAKEeHb
3 ominku 0o3 60 Mr ta 90 Mr no3uTHBHI eekTH 30epiranucs ITpPoTAroM 12-TUKHEBOTO MepPioay
nmikyBaHHA. Y X0#i JOCTimXKeHHS 3 OIiHKY 103U 60 MT mopiBHSAHO 3 703010 90 Mr, 00MABa KO3yBaHHS
eTopukokcuOy - 60 mMr 1 pa3 Ha o0y Ta 90 Mr 1 pa3 Ha o6y - Oyu 6inbin edeKTUBHI HiX myaie6o.
Hoza 90 mr Gyna edekTuBHilIa, HiK Ho3a 60 Mr BigIOBiIHO [0 MeTOAY 3arajbHOI OLiHKY 600
nanieHTiB (0-100 MM Bi3yanbHa aHalOroBa IIKana), 3 cepefgHiM nokpameHHaM -2,71 MM (95 % [I:
-4,98 my, -0,45 Mm).

V mairieHTiB 3 HamafaMy TOCTPOI0 IOJATPUYHOT0 APTPUTY €TOPUKOKCHO v mo3i 120 Mr 1 pas Ha mo0y
npoTsaroM 8 [IHIB mosermuryBaB 6inb ¥ cyriiobax cepeHbOT0 Ta TSXKKOTO CTYIIEHS Ta 3alajeHHs
TIOPiBHSHO 3 iHmOMeTanuHoM y 103i 50 MI' 3 pa3u Ha m00y. 3MeHIIIeHHS BUPaXKeHOCTi 600



CIIOCTepiraeThCs BXKe dyepes3 4 TOOUHU IIICIId I0YaTKy JIiKyBaHH.

V maiieHTiB i3 aHKII03yI0YMM CIIOHAXIITOM eTOPUKOKCHO y mo3i 90 Mr 1 pa3 Ha moby 3abe3mneuye
3HaYHe MOoKpalleHHs IIpu 0010 y XpeOTi, 3amaneHHi, 00MexKeHHi PyXiB, a TaKOXK IIOKpaIye
GbyHKITIOHaMbHY 3aTHICTh. KiHiuHI TepeBaru eTOpUKOKCUOY CIIOCTEpIranucs Ha OpyTUu
IIeHb IiCys MoYaTKy Teparii i 30epiramucs yrmpomoBXK 52-TUXKHEBOTO NEPiofy NMiKyBaHHS. Y
XOZl APYTOr0 AOCHIAXKEHHS 3 OLIHKY 003U 60 Mr mopiBHSHO 3 103010 90 MT, eTOPUKOKCHO y 703i
60 Mr 1 pa3 Ha mo6y Ta 90 Mr 1 pa3 Ha o0y IPONEMOHCTPYBaB CX0XKY e(heKTUBHICTh IIOPIBHSIHO 3
HanpokceHoM 1000 Mr mopeHHO. Y Mali€eHTiB, 0 He OeMOHCTPYBaIu afekKBaTHOI BifIOBiAi mig 9ac
3aCTOCYBaHHS [03U 60 MI IIOAEHHO IMIPOTATOM 6 THUXKHIB, MigBUIIEHHS 403U A0 90 MT II[OJeHHO
IIOKpallyBaso OLiHKY iHTeHCUBHOCTI 001t0 y cniuHi (0-100 MM BisyasibHa aHAIOTOBa MIKAsIa)
IIOPiBHSHO 3 IPOAOBXKEHHAM IpuiioMy 60 Mr 1[0fleHHO, 3 cepenHiM nmokpameHHaM -2,70 MM (95 % [I:
-4,88 MM, -0,52 Mm).

[Tig 4yac KMiHIYHOTO JOCTigXKeHH Iicasonepaliiinoro 3y0Horo 6010 eTOpuKoKcub y nosi 90 mr
3acTocoByBaBcs 1 pa3 Ha 700y OO TPhOX AHIB. Y MiATpyIi NalieHTiB 3 moMipHUM 00JIEM B
TI0YaTKOBOMY CTaHi eTOpuKOKcub y 1031 90 MI IeMOHCTPYBaB 3He00/II01049nii e(heKT, OomiOHUM
no Takoro B ibympodeny 600 mr (16,11 mpotu 16,39; P=0,722), i mepeBuiysas ehekt
napareramony/komeiny 600 mr/60 mr (11,00; P<0,001) i mmane6o (6,84; P<0,001), o0 BU3HaYanocs
3a IIOKA3HMKOM IIOBHOTO IOJIerimeHHs 0o yepe3 6 rogua (TOPARG). KinbKiCTh Malli€HTIB, SKi
TIOBiMOMJISITIM TIPO 3aCTOCYBaHHS MperapaTiB eKCTPeHOTo 3HeO0IeHHS TPOTSATOM 24 romuH,
cknana 40,8 % y rpymi 3acTocyBaHHS eTOpuKoKcuOy 90 mr, 25,5 % y rpymi 3aCTOCyBaHHS
idynpodeny 600 Mr KoxkHi 6 romguH i 46,7 % y rpyIi 3acTOCyBaHHS ITapalleTaMOJy/KOOeiny

600 Mr/60 Mr KOXHi 6 TOTUH MOPiBHSAHO 3 76,2 % Malli€eHTiB, AKi npuiiMany nnauebo. Y msomy
MOCTiIKEHHI T0YaTOK aHaITe3UBHOI [il (BimuyTHe monermenHs 6010) 90 M eTOPUKOKCHOY
CIIOCTEpIraaocs BxXe 4yepe3 28 XBUIMH MiC/Is IPUHOMY ITpemapary.

beaneka

MixHapooHa DOCHiIHUIIbKA ITPOrpaMa TPUBAJIOT0 3aCTOCYBAHHS eTOPUKOKCHOY i nuKkiobeHaKy Ipu
aptputi (MEDAL)

[Tporpama MEDAL 6ya mpoCceKTHBHO PO3p00I€HOI0 TPOTrPaMoi0 BifTHOCHO Pe3yIbTaTiB 00
6e3neku 3 60Ky CepleBO-CyOUHHOI CUCTEMU, OTPUMaHMX 3a 00’ eqHaHUMU NaHUMU TPhOX
PaHIoMi30BaHUX, TOMBIMHO CIIIMKX, KOHTPOJILOBAaHUX aKTUBHUM IIpelapaToM IMOPiBHSAHHS JOCITigXKeHb
(mocmimxennss MEDAL, EDGE II i EDGE).

Y mocnipxenni MEDAL, 1o 6yno HanpaBieHe Ha BU3HAUEHHS BIJIMBY Ha CEPLEBO-CYAUHHY CUCTEMY,
Gpasnu yuacTth 17804 namieHTH 3 ocTeoapTputoM (OA) i 5700 — 3 peBMaTOIIHUM apTPUTOM
(PA), saxi 3acTocoByBanu eTopukokcub y mo3i 60 mr (OA) uu 90 mr (OA i PA) a6o guknodeHax y
mo3i 150 Mr Ha goOy mpoTsaroM B cepeguboMy 20,3 micsis (MakcuManbHO — 42,3 MicsiIs, MefiaHa
- 21,3 micsug). Y npoMy mociifxKeHHi Oynu 3adikcoBaHi TiNbKY cepiio3Hi M06iYHI peakiii i
NIPUNIMHEHHS IPUIOMY IIpefiapaTy BHACiNOK BUHUKHEHHS Oyab-IKUX IO0IYHUX peakIliil.

Y xomi mocnipxens EDGE i EDGE II mopiBHIOBau IIIYHKOBO-KUIIIKOBY IT€PEHOCUMICTb €TOPUKOKCHOY
i puknodenaky. Y mocnigxenni EDGE 6panu yuacts 7111 mauiesTiB 3 OA, AKi oTpuMyBaiu
eTopukokcub y no3i 90 mr Ha mo6y (v 1,5 pasa Bulle peKOMEeHIOBAHOI [03K AJIst NiKyBaHHS OA),
a6o gukmodeHak y go3i 150 Mr Ha 100y IpOoTIroM B cepegHboMy 9,1 micsus (Makcumym —

16,6 micsist, memiana — 11,4 micss). Y mocnigxenni EDGE II 6panmu yuacts 4086 maliieHTiB 3 PA,



SKi OTPMMYBa/u JiKyBaHHS eTOPUKOKCHOOM y no3i 90 Mr Ha moOy abo nukiodeHakKoM y [03i
150 mr Ha 00Oy mpoTsATOoM B cepemHboMY 19,2 micsiis (Makcumym — 33,1 Micsitist, MefiaHa —
24 wmicami).

Y 00’epnaniit mporpami MEDAL 6panu y4acts 34701 martienT 3 OA i PA, gKi oTpuMyBamu JiKyBaHHS
YIPOXOBXK Iepiony B cepemaboMy 17,9 Micsans (MakcumyM — 42,3 Micsans, Meniana — 16,3 micsans);
npubnu3so 12800 maiieHTiB OTpUMYyBaIH JTiKyBaHHS MoHaA 24 MICAL. Y Malli€eHTiB,
3apeeCTPOBAHUX V IIifl mporpami, Oynu pi3Hi MOYaTKOBI YHHHUKHN PU3UKY CTOCOBHO CEPIIEBO-
CYIUHHOI CUCTEMH i IMIITYHKOBO-KUINIKOBOTO TpakTy (IIIKT). ITalieHTH 3 HelomaBHO
nepeHeceHUM iH(hapKTOM MioKapaa, aOpTOKOPOHAPHUM IIYHTYBaHHSIM a00 Yepe3IIKipHOI0
KOPOHAPHO aHTiOMIaCTUKOI YIIPOJOBXK 6 MicsIiB mo peecTpatii B mocyifKeHHi Oynu
BUKIIIOUEHI 3 HOCTiAXKeHHs. Y HOoCTiaKeHHX 0yII0 03BOJIEHO 3aCTOCYBaHHS TaCTPOIPOTEKTOPHUX
IIpernapariB i alleTUICaiIKAI0BOl KUCIOTH Y HU3bKUX [03aX.

3aeanvHa 6e3neka

He Oymo cyTTeBUX BiIMiHHOCTeH Y 4aCTOTi TPOMOOTUYHUX CEPIeBO-CYAUHHUX YCKIagHEHD MIpU
3acToCyBaHHI eTopuKOKcuOy i guknodenaky. KapaiopeHanbHi mo6iuHi peakilil yacriiie
CIIOCTEpIranucs MIpy 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK AUKII0opeHaKy; 1eil epeKT OyB [0303aIeKHUM
(meTanpHO PO pPe3ynbTaTH AuB. HUXKYe). [Tobiuni peakmii 3 60ky IIIKT i mevinku BUHUKAIKM 3HAYHO
yacTillle IpU 3aCTOCYBaHHI AuKIodeHaKy, HiK eTOpuKOKCcuOy. HacToTa BUHUKHEHHS [T0GIYHUX
peaxtrii B mociigxkenHsx EDGE i EDGE II, a Takox mo0iYHUX peakllii, 1[0 PO3TIsafganucs K
cepiio3Hi abo Taki, 110 MPU3BOASATH [0 BiIMiHM IpenapaTy B gocnigkenHi MEDAL, Gyna BUIIO0 IIpU
3aCTOCYBaHHI eTOPUKOKCUOY, HiX AUKI0hEHaKY.

Fe3neka 8i0HOCHO cepu,es0-cCyO0uHHOi cucmemu

YacToTa nigTBEpAKEHNX TPOMOOTUYHUX CEPLIEBO-CYAUHHUX CePHO3HUX MOOIYHUX peakilin
(BKITIOYAIOUM peakiril 3 00Ky ceplls, epeOpoBacKyIsSpHi peakilii i peakiiii 3 60Ky nepuhepudHux
cynuH) Oya IOpPiBHSAHHOIO Y eTOPUKOKCUOY i gukinodeHaky (mani mimcymoBaHo B Tabnuii 1). He 6ymo
CYTTEBUX BifMiHHOCTEM B MOKAa3HWKAX YaCTOTH TPOMOOTUYHUX YCKIIa[IHEHDb IIPU 3aCTOCYBaHHi
eTOPUKOKCHUOY i IUKITopeHaKy B yCix MpoaHali30BaHUX IMiATpynax, BKI0Ya0uy MallieHTiB i3
KapaioBaCKyISIPHUM PU3UKOM. [Ipu OKpeMoMy pO3TJIsifii BITHOCHUYN PU3UK BUHUKHEHHS
HiATBEPOKEHUX CEePUO3HUX TPOMOOTUYHUX MOOIUHUX Peakilii 3 00Ky CepleBO-CyOqUHHOI CUCTEMHU ITPH
3acTocyBaHHi eTopukokcuGy B mo3i 60 Mr ab6o 90 mr i mukmodeHaky B mo3i 150 mr OyB
OJJHAKOBUM.

Tabnuis 1

[ToKa3HUKY MiATBEPAKEHUX TPOMOOTUYHUX YCKIagHEHb 3 00Ky CEePIeBO-CyIUHHOI CHCTEMU
(06’emrana mporpama MEDAL)

ETopukoxcus [TuknodeHax [TopiBHAHHSA MiX

(N=16819) (N=16483) rpylnaMu JIiKyBaHHS
VcKamgHeHHS 25836 mallieHTo-poKiB [24766 mali€HTO-POKIB

[Toka3HUK' [Toka3HUK' BigHOCHMI PH3UK

(95 % M) (95 % M) (95 % [I)
[ligTBepOKeHi cepio3Hi TpoMOoTHYHI 06iIUHI peak1il 3 60Ky CepleBO-CYOUHHOI CUCTEMHU
3a IPOTOKOJIOM [1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)




3a Hamipowm mikyBatucsll,25 (1,14; 1,36) 1,19 (1,08; 1,30) [1,05 (0,93; 1,19)

[linTBepaKeHi yCKIafgHeHHs 3 60Ky ceplist

3a MPOTOKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a HamipoMm mikyBaTucs|0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
[linTBeppKeHi 1lepeObpoBaCKYISIPHi YCKIafHEHHS

3a MPOTOKOJIOM 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)
TTiKyBaTHUCS

[TinTBepaXKeHi YCKIamHEHHS 3 00Ky epudepuyHux CynuH

3a MPOTOKOJIOM 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)
TTiKyBaTHUCS

'Vcknapsens Ha 100 narienTo-pokis; I - MoBipunii iHTEpBaL.

N - 3arajyibHa KibKiCTh NAIi€HTIB y NONYJIALil 38 IPOTOKOJIOM.

3a IPOTOKOJIOM: yCi YCKIafHeHHS IIifl Yac [OCiAKyBaHol Teparii abo npoTtsaroMm 14 pHiB micns
ii npunMHEeHH (3a BUHATKOM IAlli€HTIB, AKi MPpUUHANTN <75 % HOCTiAKyBaHOTO IIpemnapary ado
MpuiMany HedoCioKyBaHi HeCTepOIiHI TpoTu3amnanbHi npemnapaTté >10 % Bcboro mepiony).
3a HaMipoM JIiKyBaTHCS: BCi MigTBepPAKEH] YyCKIagHEeHHS 00 3aKiHYeHHS AOCHIIIXeHH (y T. 4.y
[alll€HTIiB, AKi MOTJIX 3a3HATU BTPY4YaHHS, He II0B’sI3aHOr0 3 NOCIIIIXKEeHHIM, 3 II0AAJIbIIUM
[IPUNUHEHHIM [IPUIOMY OOCIiAXKYBaHOI0 IIpenapaTy). 3arajabHa KiJIbKiCTh PaHAOMi30BaHUX
natienTi: 17412 y rpyni eTopukokcu0y i 17289 y rpymi guknodeHaky.

[Toka3HUK CEPIIeBO-CyIMHHOI CMEPTHOCTI, SIK i 3araJibHOI CMEPTHOCTI, 6yB MOmiOHUM y Tpyax
TiKyBaHHS €TOPUKOKCUOOM i AuKIT0(peHaKoM.

KapoiopeHaavHi ycKna0HeHH s

[Tpu6nusno 50 % marieHTiB, npuiHATUX y gocnigxenus MEDAL, manu apTepianbHy TinepTeH3iio B
aHaMHe3i Ha T04YaTKOBOMY eTali. Y IIbOMY JOCiAKeHHi YaCcTOoTa IPUIIMHEHHS TiKyBaHHS YHACIIAOK
BUHUKHEHHS MOOIYHUX peakllili, OB’ g3aHuX i3 apTepianbHOIO rinepTeH3ieto, 6yna CTaTUCTUYHO
3HAYHO BHUIIOI0 Y TPYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiX y rpymi guknodeHaky. YacToTa Takol
no0iyHOI peakiril, SIK 3acTiliHa ceplieBa HEIOCTATHICTh (IPUIMHEHHS NTPUIOMY TIpenaparTy i cepito3Hi
peakxiiii), 6yna aHanoOTiYHOIO SIK IIPU MpUKoMi eTOpuKOKcuOy 60 Mr, Tak i pu MpuioMi AUKITI0pEeHaKy
150 mr, mpoTe YacToTa BUHUKHEHHS IIUX pPeaklii Oyya BUI0I0 IPU MPUiioMi eTOpuKokcuOy 90 mr
TIOPiBHSAHO 3 AUKI0heHakKoM 150 MT (CTaTUCTHYHO 3HAUYINA Pi3HULS IPU MIPUNHOMi €TOPUKOKCUOY
90 mr nopiBasAHO 3 150 Mr nuknodenaky B rpyni OA MEDAL). YacToTa nifTBepaKeHUX MO6iYHUX
peaxiliii, MoB’g3aHUX i3 3aCTiKHOIO CEPIIEBOI0 HEIOCTATHICTIO (IBHUIIA, 110 OYIM CEPHO3HUMHU i
BMMaraiu rocitanizallil abo HeBifKIagHOI OIoMOoru), Oyjia He3Ha4YHO BUIIOI0 TIPH NTpHUoMi
€TOPUKOKCHOY MOPiBHSAHO 3 mpuiioMoM gukinodeHaky 150 mr, i ueit edekT 3anexkaB Bif H03MH.
YacToTa IpUNUHEHHS TiKyBaHHS YHACIIIOK BUHUKHEHHS MOOIYHUX peaklii, OB I3aHUX 3
HaOpsikaMu, OyJia 3HaYHO BUIIOIO IPY MIPUHOMi eTOPUKOKCUOY TOPIBHSHO 3 IPUMOMOM AUKIIO(QeHaKy
150 mr, i 1e#t edeKT 3aexkaB Biff 103H (CTATUCTUYHO 3HAUYIIA Pi3HUISA IPU IPUHOMi € TOPUKOKCUOY
90 mr, ane He eTOPUKOKCHOY 60 Mr).

Kappiopenanbsi pe3ynbsraTty, oTpuMaHti B gocuigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, Ipo
SKi roBigoMisiiocs B pociimkenHi MEDAL.

B okpemux mocnimxkeHHsx mporpamu MEDAL a0coroTHa 9acTOTa MPUIMHEHHS JIIKyBaHHS B Oy/Ib-
SKilt Tpymi nikyBaHHS eTopuKokcrOoMm (60 mr abo 90 Mr) ctaHoBuma 10 2,6 % Ipu apTepianbHii
rineprensii, o 1,9 % npu Habpsikax i mo 1,1 % mpu 3acTiiiHill ceplieBiii HEAOCTATHOCTI, IPU LILOMY
BHIIa YaCTOTa BiIMiHM IpelapaTy ClocTepiranacs y pasi npuiioMy eTopukokcuby 90 mr, Hixk 60 Mr.



Pe3yabmamu wayHK0B80-KUWKOB0I nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHINNY II0Ka3HUK BiIMiHU IIpenapaTy BHACIIOK BUHUKHEHHS OyOb-IKOT0 KITiHI9YHOTO
ycknagHeHHs 3 00ky KT (Hanmpukiap gucnerncii, abgomiHanbHOTo 60110, BUPa3KHU) CIIOCTEpPiraBcs
IIPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiK AUKITOPEeHaKy, B KOXKHOMY 3 TPhOX HOCTiAKEHb IIPOrpaMu
MEDAL. IToka3HUKY BiIMiHM IIpenapaTy BHACIOK KITiHiYHUX peakiii 3 6oky IIKT Ha

100 mamieHTO-pPOKIB 3a BeCh mepiof mociifKeHHs Oynau TakuMu: 3,23 [ eTOpuKoKkcuoy i 4,96 mns
nukiodeHaky B gocmigxkenHi MEDAL; 9,12 nns etopukokcu0y i 12,28 gns guknodeHaky B
nocripxkenni EDGE; 3,71 pns etropukokcu0y i 4,81 gns guknodenaky B gocnigxkenHi EDGE II.

Peszyavmamu npoepamu MEDAL w000 6e3neku 015 IIIKT

3aranbHi peakiii 3 60Ky BepxHboro Bipminy [IKT Oynu BusHaueHi sk mepdopatiii, BUpa3Ku i
KpoBoTedi. [ligrpyna 3aranbHuX peakuiii 3 60Ky Bepxuboro Biaminy KT, ki BBaKanucs
yCKJIalHEHMMH, BK/II04asa nepdopaiiil, o0CTPyKIil i yCcK/IafHeHi KpOBOTEYi; MiATpyna 3araabHUX
peaxiiiit 3 60Ky BepxHboTo Bimminy IIIKT, sKi BBaxKaIuCs HEYCKIafHEHUMHU, BKII04Yasla HeyCKIafHeHi
KPOBOTEYi i HeyCK/TagHEeHi BUPa3KU. 3HAYHO MEHIINH ITOKA3HUK YaCTOTH 3arajibHUX peakiriii 3 60Ky
BepxHix BigminiB IIIKT cmocTepiraBcs Ipu 3aCTOCyBaHHI eTOPUKOKCUOY, Hixk muknodeHaky. He 6yno
CYTTEBOI Pi3HULII MiK eTOPUKOKCUOOM i IHKI0(PeHaKOM 100 T0Ka3HUKa YaCTOTU YCKIIagHEHUX
peaxtiii. [I715 migrpyny TakKUX peakiiiii, sK KpoBoTeda y BepxHboMy Bigminmi HIKT (06’egHani
yCKJIalHeHi i HeyCcKJlafiHeHi), He OyJI0 CyTTEBOI BITMIHHOCTI MiX eTOPUKOKCUOOM i JUKI0(peHaKoM.
[TepeBara eTopuKoKcu6y 100 BIIMBY Ha BepxHi Bigmin IIKT nopiBHsAHO 3 gukiodeHakoM He Oyria
CTAaTUCTUYHO 3HAUYIIOI y NAI[l€HTIB, 1[0 OMHOYACHO 3aCTOCOBYIOTh aCIlipUH B HU3bKUX 403aX
(mpubnu3Ho 33 % MaIlieHTiB).

[Toka3nuk yactoTy Ha 100 namieHTO-poOKiB MiATBEPAKEHUX YCKIaJHEHUX i HEYCKITafHEHUX KIIIHIYHUX
peaktiit 3 60Ky Bepxuboro Bigminy IIIKT (nepdopariii, Bupa3ku i KpoBoTedi) craHoBuB 0,67 (95 % [I
0,57, 0,77) pu npuiiomi etopukokcuoby i 0,97 (95 % [II 0,85, 1,10) npu npuiioMi guknopeHaKy, mpu
IIbOMY BifHOCHUU pu3uk ctaHoBus 0,69 (95 % M1 0,57, 0,83).

Bu3HauyaBcs OKa3HUK YaCTOTH MiATBEPAKEHNX peaklii 3 60Ky BepxHboro Biaginy IIKT y naiieHTiB
JIITHBOTO BiKY; HauOinbIlle 3HUKEHHS CIIOCTEPIrasocs y malieHTiB BikoM =75 pokis (1,35 [95 % I
0,94, 1,87] peaxkuiit Ha 100 marieHTiB-poOKiB pu npuiioMi eTopukokcuOy mopiBHsAHO 3 2,78 [95 % [l
2,14, 3,56] npu npuiiomi gUKIodeHaKy).

[Toka3HMKM YaCTOTH IMiATBEPHXKEHUX KITIHIYHUX peakiliit 3 60Ky HuxkHbOr0 Bigminy IIKT (mepdoparis
TOHKOT'0 ab0 TOBCTOT'0 KUIIEYHUKY, 0OCTPYKIIisl a00 KpPOBOTe4a) CTaTUCTUYHO He BiPi3HAINUCS IPU
3aCTOCyBaHHI eTOPUKOKCUOY i guKiIodeHaKy.

Pe3yivmamu npozpamu MEDAL u,000 6e3neku 014 nevyiHKu

Etopukokcu6 OyB acorifioBaHui i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BiIMiHU IIpemapaTy
YHaCJIiOK BUHMKHEHHS MO0IYHUX peakiii 3 00Ky MMediHKy, Hixk aukiodeHak. Y 06’ eqHaHii mporpami
MEDAL 0,3 % marieHTiB, 1110 3aCTOCOBYBaii €TOPUKOKCHO, i 2,7 % malieHTiB, 1110 3aCTOCOBYBaIN
nukodeHakK, IPUNMHUIN 3aCTOCYBaHHS IIpelapaTy BHACTIOOK BUHUKHEHHS 00iYHUX peakKilii 3
6oky nmeuinku. [Toka3uuk Ha 100 nauieHTO-poKiB cTaHOBUB 0,22 IIPU 3aCTOCYBaHHI €TOPUKOKCUOY i
1,84 mpu 3acTocyBaHHi nuknodeHaky (p-3HadenHs 6yno < 0,001 mns eTopuKoKcuby MOPiBHSAHO 3
nukiodenakoM). [Tpote B mporpami MEDAL GinbiricTs mo6ivHUX peakiriii 3 60Ky nediHKu 0yu
HEeCepHOo3HUMU.

HomaTKOBi gaHi 3 Oe3meku OJISA CeQHeBO-CyEI/IHHO'l' CHUCTEMHU ITTOO0 TQOMGOTI/I‘-IHI/IX YCKITaIHEHD

Y xomi KmiHIYHUX DOCTiIXKEeHb, 3a BUHITKOM OOCIigKeHb mporpamu MEDAL, npu6au3Ho



3100 nauieHTiB OTpUMyBad €TOPUKOKCUO ¥ mo3ax = 60 Mr Ha foOy ynpomoBxK 12 TUXKHIB i foBIIe.
He 6yrno 3HauyI0i BiTMiHHOCTI TOKa3HUKIB MiATBEPIXKEHUX CEPHO3HUX TPOMOOTUYHUX CEPLIEBO-
CYOIMHHUX YCKIagHEHb y Malli€HTiB, SKi mpuiiManu eTopukokcub y mo3i = 60 mr, mmane6o abo iHmri
HIT3II (3a BUHATKOM HampoKceHy). [IpoTe YacToTa TaKuX peakiliit Oysia BUINOIO Y Malli€eHTiB, sKi
OTPUMYBa/Ii €TOPUKOKCUOD, IIOPIBHSHO 3 TUMHU, XTO OTPUMYyBaB HalpoKceH y fo3i 500 Mr 2 pa3u Ha
no0y. BimMiHHICTh @aHTUTPOMOOTHYHOI aKTUBHOCTI MiX geskumu HII3II, mo inridytors LIOT-1, i
cenekTuBHUMU iHTibiTopamMu 1IOI'-2 Moxke OyTH KIiHIYHO 3HAUYIIO0 y MAI[iEHTIB TPYNU PUSUKY
BUHUKHEHHS TpoMOoeMOoiuyHuX ycKnagHeHb. CenekTusHi inribitopu LIOI'-2 3HMXKYIOTh YTBOPEHHS
CHUCTEMHOTO (i TOMY, MOXKJIMBO, €HI0TeTiaTbHOT0) MTPOCTALUKIIIHY 0e3 BIIJIMBY Ha TPOMOOIMTApHUIM
TpoMOoKcaH. KitiHiuHe 3HaYeHHS IIUX JaHUX HEBimoMe.

[TomaTkoBi maHi mmomno 6e3nexku mug IITKT

[Tig yac gBox 12-TUXKHEBUX MOABIMHO CIIINKX €HAOCKOMIYHUX OOCIIIXKEeHb KyMYJIITUBHA 4YaCTOTa
BUHUKHEHHS raCTPOLyOofeHaTbHIX BUPa30K OyJia 3HaYHO HUXKYOIO y MallieHTiB, IKi OTPUMYBaIn
JIiKyBaHHS eTOPUKOKCcHO0oM y no3i 120 mMr 1 pa3 Ha moby, HiXK y MaIlieHTiB, SKi OTPUMYBajIu JTiKyBaHHS
HanpokceHoM y 0o3i 500 mr 2 pa3u Ha fo0y abo ibynpodenoM y go3si 800 mr 3 pa3u Ha fo0y. YacToTa
BUHUKHEHHS BUPa30K OyJia BUILOIO IIPHU 3aCTOCYBaHHI eTOPUKOKCUOY, Hix ma1eoo.

[ocnimxkeHHs QYHKITI HUPOK Y Nalli€eHTIB TiITHLOTO BiKY

Y xoni pargoMi30BaHOT0, OABIMHO CIIIiMOTO, mane00-KOHTPOILOBAHOTO MOCITIIXKEHHS 3
napajieJIbHUMH IPyllaMU OILiHIOBaBCS BIINIMB 15-0€HHOTO JIiKyBaHHS eTOpUKoKcuboM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HampokceHoM (500 mr 2 pa3u Ha go0y) i mrarebo Ha
BUBE[EHHS HATPIlo 3 Ce4el0, apTepiaJbHUM TUCK Ta iHII IOKa3HUKU (PYHKII1 HUPOK Y Malli€HTIB Bif
60 mo 85 pokiB, 110 OTPUMYIOThCS mieTu i3 BMicToM comi 200 MExB/mo6y. ETopukokcub, 1enekokcud
i HarpokceH Manu noxiOGHUI BIIMB Ha BUBEHNEHHS HATPil0 3 cedelo MpHU 2-THXKHEBOMY JiKyBaHHi. Yci
aKTHBHI IpeniapaTy NOPiBHSAHHS MTOKa3aJly MigBUIIEHHS BiTHOCHO Iylanie60 CUCTOMIYHOTO0
apTepianbHOTO THUCKY; IPOTE ETOPUKOKCHUO aCOIlitoBaBCS 3i CTAaTUCTUYHO 3HAYYIIUM IIiABULIEHHSIM Ha
14-# meHb MOPIBHSHO 3 IeJIEKOKCUOOM i HalTPOKCEeHOM (CepenHsl 3MiHa CUCTOIYHOTO TUCKY
TIOPiBHSTHO 3 IOYATKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT. CT., LileIeKoKcu0 2,4 MM pT. CT.,
HAIIPOKCEH 3,6 MM pT. CT.).

dapmMaKoKiHemukKa.
Abcopbuis.

ETopukokcub mo6pe BCMOKTYETLCS IIPU IlepopabHOMY IpuiioMi. AGComoTHA Oi000CTYIHICTD
craHoBUTh npubnu3Ho 100 %. [Ticns npuiiomy 120 Mr 1 pa3 Ha 00y 0O HOCATHEHHS PiBHOBaXKHOTO
CTaHy MaKCHMaJlbHa KOHI[eHTPallis y Ija3Mi KpOBi (CepegHe reoMeTpUu4YHe 3HaUYeHHS

Cax=3,6 MKT/MIT) criocTepiraeTbcst nmpubnu3no uepes 1 roguny (T,,,) Micsg TpuioMy JOPOCIUMHI
HaTile. CepenHe reomerpuyne 3Ha4eHHI AUC,,,hr CTaHOBUTH 37,8 MKr Xrof/Mi. Y Mexkax

KJTiHIYHOT0 J03yBaHHS (papMaKOKiHETHKa eTOPUKOKCUOY € JIiHINHOIO.

[Tpu nputiomi npenapaty y mo3i 120 Mr mif dac ifu (iKa 3 BUCOKMM BMiCTOM XKUPiB) HE
CIIOCTEpIransoch BIJIMBY Ha CTYMiHb abcopbuii eTopukokcuOy. [IBuakicTs abcopObiiii 3MiHIOBanach, 110
XapaKTepu3yBanoch 3HukKeHHsIM C,,, Ha 36 % Ta 30inbmenusm T,,,, Ha 2 roguau. Taki gaHi He
PO3TTIANAOThCA K KIiHigHO 3Hauyli. [Tif Yac KIiHIYHUX [OCHIIXKEeHb eTOPUKOKCHUO 3aCTOCOBYBaIH
He3aJIekKHO Biff IpuioMy Ixi.

Po3nodia.



ETopukokcub mpubau3Ho Ha 92 % 3B’g3yeThes 3 OiNKaMu M1a3MM KPOBi TIOOUHY 3 KOHIIEHTPAIiIMHU
Bim 0,05 mo 5 mMxr/mn. O6’eM po3nofiny npu piBHOBaxkHOMY cTaHi (Vdss) cTranoBuTh mpubnusuo 120 1
y JIIOOVHMU.

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

Memaboaism.

ETopukokcub akTUBHO MeTab0mi3yeThcs, MeHIne 1 % mo3u BUAINSETLCS i3 ceuero Y BUTTISII
He3MiHeHOTo mpenapaty. OCHOBHUY IIIgX MeTabosi3mMy — 1e popMyBaHHS IOXigHOI 6'-
TiIpoOKCUMeTHIy IIJITX0M KaTasidalii pepmenTamu muroxpomy. CYP3A4 copuse metabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 Takoxk MOXKYTh KaTajli3yBaTl OCHOBHUY NIJITX MeTa00Ii3My, aje iX KifbKicHi
XapaKTepUCTUKU He BUBYAIIUCS in Vivo.

Y mopunu imeHTudiKoBaHO 5 MeTaboiTiB. OCHOBHUM MeTabo0miToM € 6'-KapOOKCHIIOBOI KUCIIOTH
IlepuBaT eTOPUKOKCUOY, 110 YTBOPIOETHCS IIPY MOAAbIIiH oKcuaanii moxigHoi 6'-rimpokcumeTuiy. LIi
OCHOBHi MeTaboiTi ab0 He BUSABNSIOTH aKTUBHOCTI, ab0 € cnaboakTuBHUMHU iHTibGiTOpamu LIOI-2.
2Kopew i3 1tux metabosmiTiB He iHriOye LJOT-1.

BuseOeHHs:.

[Ticrst pa30BOro BHYTPIIIHROBEHHOTO BBEIEHHS 3IOPOBUM NOOPOBOJIBISIM 25 MI' eTOPUKOKCHUOY,
MidueHOro papioizotonoM, 70 % pagioaKTUBHOTO IIpenapaTy BUBOOUTHCS i3 cedelo i 20 % — 3 KanomM,
TOJIOBHMM YHMHOM Y BUTTISIAI MeTabomiTiB. MeHIre 2 % BUBOTUTHCS Y BUTTISIAI HE3MiHEHOT0 IIpernapary.

BuBeneHHST eTOPUKOKCUOY BinOyBa€eThCS MaiizKe MOBHICTIO IMIJITXOM MeTab0J1i3My 3 OJaIbIIuM
BHBeJIeHHSIM HUPKaMHu. PiBHOBaXHi KOHIIEHTpallil eTOPUKOKCUOY HOCATal0ThCsS yepe3 7 OHIB pu
3acTocyBaHHi y 103i 120 Mr 1 pa3 Ha go0y 3 MOKa3HUKOM KyMYJIAllil mpubiau3Ho 2, 10 BiAmoBigae
nepiony HamiBBUBeHeHHS NMpubnu3Ho 22 roguuu. KimipeHc mia3mMu KpoBi micisg BHYTPITHEOBEHHOTO
BBe[IeHHs 25 MT IIperapaTry CTaHOBUTDH MpHOIM3HO 50 MII/XB.

OKpemi epynu nauieHmis.

[TalieHTH TITHBOTO BiKy. ®apMaKOKiHeTHKA y MAI[i€HTIB JIiTHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6Ho0 0o (papMaKOKiHETUKY ¥ MOJIOAIINX TTAI[iEHTIB.

Ctath. ®apMakKoKiHeTHKA €TOPUKOKCUOY € MOMi0OHO0 y YOJIOBIKiB Ta XKiHOK.

[TopyimeHHS QyHKII IeYiHKU. Y Nalli€eHTiB 3 IETKUM IOPYIIEHHSAM (QYHKIIil TeYiHKA
(5-6 6amiB 3a mkanoi Yaunga — [1'10) mpu 3acToCcyBaHHI eTopuKokcuby B 0o3i 60 mr 1 pas

Ha 100y cepenHiit mokasHuK AUC nmpubnu3no Ha 16 % GinbImui, HiX y 3MOPOBUX
NOOPOBOJIBLIIB IIPU TAKOMY XK N03yBaHHI IIpenapary. Y Malli€eHTiB 3 TOMipHUM MOPYIIEHHIM
byHKIiI nevinku (7-9 6amiB 3a mKanowo Yaunga — [1°'10) mpu 3aCTOCyBaHHI eTOPUKOKCHUOY Y
mo3i 60 Mr yepe3 moby cepenHint moka3uuK AUC OyB momiOHUM [0 TOKa3HUKA Y 300POBUX
noOPOBOJIBbLIB, SIKi MpHiiMany mmpemnapar y fo3i 60 mMr 1 pa3 Ha o0y IIOAEHHO; 3aCTOCYBaHHS
eTopukokcu6y B 0o3i 30 Mr 1 pa3 Ha moOy He BUBYAOCH y IIiX rpymi namnieHTiB. Hemae
KTiHiYHEX a00 papMaKOKiHETUYHUX HaHUX CTOCOBHO MAIi€HTIB 3 TSIXKKUM IOPYIIEHHSIM
¢byukil nevinku (=10 6aniB 3a mkanoio Yaunga — [1'10).

[TopyuieHHs QYHKIN HUPOK. PapMaKOKiHETHKA Pa30BOi 03U eTOPUKOKCUOy 120 Mr y maIfieHTiB i3



IIOMIpPHUMMU Ta TSIXKKUMU MOPYLUIEHHSIMU (QYHKII1 HUPOK, @ TaKOX y MAI[i€HTIB i3 3aXBOPIOBaHHAMU
HUPOK TePMiHaJIbHOI CTafil, IKUM IIPOBOOATH TeMOfiai3, He BiIpi3HA€ThCSI 3HAUHIUM YUHOM Biff
(bapMaKOKiHETHKHY y 3[M0POBUX H0OpoBObIIiB. [Tpu reMopiani3i npenapaT MaixKe He BUBOTUTHCS
(xkmipenc miamidy — mpubnusuo 50 MI/XB).

Himu. ®apMaKoKiHeTMKa €TOPUKOKCUOY B miTel (BikoM mo 12 pokiB) He BUBYAsacCh.

Y xopi mocmigKeHb (papMaKOKiHeTUKHY (n=16), 1110 TPOBOOUIIOCH 3a y4YacTIO MiAJiTKiB (BiKOM Bif 12 mo
17 pokiB), papMakoKiHeTHKa y MaIlieHTiB 3 Macoo Tifla 40-60 Kr, KM IpU3HadaIl eTOPUKOKCHUD y
no3i 60 mr 1 pa3 Ha mo0y, Ta y MaIieHTiB 3 Macolo Tina Oinbiie 60 Kr, IKUM IIpH3Ha4asy Iipenapar y
mo3i 90 mr 1 pa3 Ha moby, 6ya momgi6HO N0 GapMaKOKiHETUKH Y MOPOCIIUX, SIKi 3aCTOCOBYBAIH
eTopukokcu0 y mo3i 90 mr 1 pa3 Ha mo0Oy. be3neka Ta eeKTUBHICTb 3aCTOCYBAHHSI €TOPUKOKCHUOY
OiTSIM He BCTAHOBJIEHI.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

CuMrToMaTu4Ha Tepalis Py 0CTe0apPTPHUTI, peBMaTOIfHOMY apTPHUTi, aHKiJI03yI0YOMY CIIOHAWIIITI, a
TaK0XK IIpu 00JII0 i 03HaKaX 3amaneHHs, 0B I3aHUX i3 TOCTPUM MOJArPUYHUM apTPUTOM.

HetpuBane nikyBaHHS IIOMipHOTO IicsonepariiiHoro 60110, OB’ I3aHOT0 3i CTOMATOIOTiYHUMHU
omepatisiMu.

PimenHs npo npr3HaYeHHS celeKTUBHOTO iHribiTopy LIOT'-2 MOBMHHO I'PYHTYBaTHCS Ha OLIHII BCiX
IHAWBIMyaTbHUX PU3UKIB y Nalli€HTa.

IIpomunoka3aHHsA.

Jlikapcekuii 3aci6 ApKOKCia® MpOTHIOKA3aHHM:
IIPU TimepyyTIUBOCTI 0o Hito4oi abo Oyab-sKOl JOTIOMiKHOI PEUYOBUHY IIpernapary;
IIPY aKTHBHIM NMENTHYHi# BUpa3Ili a0 aKTUBHIN IIJTyHKOBO-KUILIKOBIi# KPOBOTEYi;

malieHTaM, y SIKuX BUHUKaB OPOHXO0CIIa3M, rOCTPUM PUHIT, Ha3aJlbHi MOy,
aHTiOHEBPOTUYHKY HaOpSK, KPOIUB sHKa a0o iHIII amepriuyHi peakiii micis 3acToCyBaHHS
aneTuIcainuIoBoi kuciaotu abo HIT3II, Bkmtouatouu inridiTopu LIOI'-2 (HMKII0OKCUTEKCaHa3a-2);

y Iepiof BariTHOCTI Ta rogyBaHHSA IPYALAL0;

IIPU TSKKUX MOPYIIEHHSX QYHKIIII medinku (anb0yMiH cupoBaTKu KpoBi <25 r/1m abo =10 6ani
3a mkanow Yannga — [1'10);

SKIIIO PO3Pax0BaHUl HUPKOBUY KIIipeHC KpeaTuHiHy < 30 MII/XB;
OiTSM BiKOM 710 16 POKiB;

IIPH 3aIlaJIbHUX 3aXBOPIOBaHHAX KUIIEYHUKY;



IIpu 3acTiiHix cepuesint HegocTtaTHOCTI (NYHA II-1V);

IalfieHTaM 3 apTepianabHOIO TinepTeH3i€0, Y SKUX IOKa3HUKU apTepiaabHOr0 TUCKY IOCTIMHO
Buii 3a 140/90 MM pPT. CT. Ta HEHOCTAaTHHO KOHTPOJIOITHCS;

IIpY OiarHOCTOBAaHIM imeMivuHi# XxBopoOi ceplis, 3aXBOPIOBAaHHAX epudepUYHUX apTepi Ta/abo
11epe0pPOBaCKyIIPHUX 3aXBOPIOBAaHHAIX.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
®apmakoOuHamiuyHi 83aemo0il

ITepopaavHi aHmukoaz2yasaHmu. Y TallieHTiB, CTaH AKUX cTabinmi3oBaHUM IOCTIHHUM 3aCTOCYBAHHSIM
Bapdapuny, npuitoM eTopuKokcruOy B 0o3i 120 Mr Ha 100y CyNpPOBOMKYETLCS 301NTbIIIEHHIM
npu6nu3Ho Ha 13 % mpoTpomMOGiHOBOTO Yacy MiKHapOogHOTO HOpMasi3oBaHOro BifHoImeHHsS (MHB).
ToMy B maIjieHTiB, sKi 3aCTOCOBYIOTH [IEPOPAIbHLI aHTUKOATYJIAHTH, CJIL 4aCTO IepPeBipATH
IOKa3HUKM NpoTpoMbiHOBOTO Yacy MHB, oco6n1vBo B mepiiri fHI NpuitoMy eTOPUKOKCHOy abo mpu
3MiHi 0r0 JO3yBaHHS.

Iliypemuxku, iHeibimopu aH2iomeH3uHNnepemaeopsabHo20 pepmenmy (AIIP) i ahmazoHicmu
peuenmopie aHeiomeH3uHy II. HecTepoinHi mpoTu3ananbHi 3ac061 MOXKYTh OC/TabIi0BaTH e(heKT
OiypeTHuKiB Ta iHIINX aHTUTINIePTeH3UBHUX IIpenapariB. Y OesKUX Nalli€HTiB 3 MOPYIIeHHSIM QYHKIIil
HUPOK (HANpUKJIa[ y MallieHTiB 3 ferifpaTalieio abo y JiTHIX NalieHTiB 3 ocnabieH0i0 QYHKIIE
HUPOK) OgHOYaCHe 3acTocyBaHH4 iHribiTopy AII® abo aHTaroHicTiB perenTopisB aurioreH3uny II i
Ipernaparis, 0 iHTiOyIOTh IIUKIJIOOKCUTEeHa3y, MOXKe IIPU3BOLUTH [0 IOAAJILIIOr0 MOTipIIeHHS
GYHKIIIT HUPOK, BKITI0YAOYM TOCTPY HUPKOBY HEOCTATHICTh, 10 3a3BUYai Ma€ 000POTHUIM XapaKTep.
Cnig maM’TaTé PO MOXKJIMBICTh TAKUX B3aEMO[IiYl y MAlli€HTIB, SKi 3aCTOCOBYIOTh €TOPUKOKCUD
omHOYacHO 3 iHribitopamu AII® abo 3 aHTaroHicTaMu penenTtopis anrioreH3uny II. Tomy Taki
kKoMOiHatii cytig mpu3HavaT 3 00epexKHICTI0, 0COONIMBO MallieHTaM JIiTHbOTO BiKy. Cifl mpoBecTH
HaJIeXkHY TigpaTalliio Ta PO3TJISHYTHA MUTAaHHS PO MPOBEJeHHS MOHITOPUHTY QYHKIIiI HUPOK Ha
o4YaTKy KOMOIHOBAHOTIO JTiKyBaHHS, a TAKOXK 3 IIEBHOIO IIePiOOUYHICTIO i Hamari.

Auemuscaniyunosa kucaoma. Y X0fi OOCHIKEHHS 3@ y4aCTIO 3[I0POBUX JOOPOBOIIBIIB B
yMOBaXxX PiBHOBazKHOTO CTaHy 3aCTOCYBaHHS eTOPHKOKCHOY B 0o3i 120 mr 1 pa3 Ha moby He
BIIJINBAJIO HA aHTHATrPeTaHTHY aKTUBHICTh alleTUICcaniuaoBol Kucnotu (81 mr 1 pa3 Ha
no0y). ETopukokcub MOXKHa IIpH3HaYaTH OMHOYACHO 3 alleTHAJICAIIMIOBOI0 KUCIOTOIO B
[03ax, 110 3aCTOCOBYIOTHCS O MPO(MITaKTUKY CEPIEBO-CyINHHNX 3aXBOPIOBAHb
(3acToCyBaHHS alleTUJICAITIIIMIOBOI KMCIIOTH B HU3bKUX f03ax). OmHaK ogHOYaCHE
3aCTOCYBaHHS HU3bKUX [03 alleTUICAJIIIIUIIOBOl KUCJIOTU Ta ETOPUKOKCUOY MOXKe
30i/bIIyBAaTH YAaCTOTY BUHUKHEHHS Bupa3ku KT Ta iHIIKUX yCKIagHEeHb ITOPIiBHSIHO 3
MOHOTEpAIi€n eTOpuKoKcuOoM. He peKkoMeHIoBaHO OfTHOYACHE 3aCTOCYBaHHS
€TOPHUKOKCUOY 3 alleTUIICAIIIIAIOBOI0 KUCIOTOI0, MO3U KOl BUIII 3a MPOo(ilaKTHYHi, @ TaK0XK
3 iHIMMMU HECTEPOITHUMU MIPOTHU3aNaIbHUMU 3aC00aMU.

Lukaocnopun ma makposaimyc. Xoda B3a€MOZisl eTOPUKOKCUOY 3 MU IpellapaTaMy He BUBYalach,
OfHOYaCHe 3aCTOCyBaHHS OyAb-KOTO HECTEPOIMHOTO IPOTU3aMalbHOr0 3aC00Yy i3 IUKIOCIIOPHHOM
abo TakpoIiMycoM MOXKe MOCUITIOBaTH He(POTOKCUUHNM BIINB OCTaHHIX. CIIifi KOHTPOJIIOBaT!
GbYHKIII0 HIPOK IIPY OMHOYACHOMY 3aCTOCYBaHHI €TOPUKOKCUOY 3 OyOb-IKUM i3 IIUX MpernaparTis.

dapmakoKiHemuy4Hi 83aemo0ii



Bnaus emopukokcuby Ha (papMakoKiHemuky iHwux npenapamis.

JIimiti. HecTepoigHi mpoTu3amnanbHi 3ac00u mocia0iiol0Th BUBEIEHHS JIiTil0 HUPKAaMU, TUM CaMUM
MiABUINYIOYY PiBEHb JIiTi0 B IJ1a3Mi KPoBi. fAKI0 HeoOXigHO, TPOBOIATL PETEIbHUM KOHTPOJIb PiBHS
JIITiFO Y KPOBi Ta KOPUTYIOTh J03Y JIiTiI0 IPOTATOM OGHOYACHOT0 3aCTOCYBaHHSA LIUX IIpernaparis, a
TAKOXK IPY IPUIMHEHHI 3aCTOCYBAHHS HECTEPOIIHUX IIPOTHU3analbHUX 3aC00iB.

Memompexcam. Y xoni [BOX JOCTiAKeHb BUBYANUCS eEeKTH eTOPUKOKCUOY IpU 3aCTOCYBaHHI y
mo3ax 60, 90 a6o 120 mr 1 pa3 Ha moOy mpoTsaroMm 7 OHIB nallieHTaMH, SKi ogepKyBanu 1 pa3 Ha
TUXKJEeHb METOTPeKcAT y [03i Bix 7,5 mo 20 Mr npu peBMaToigHOMy apTpuTi. ETopukokcub y mo3si 60 i
90 Mr He BIJIMBaB Ha KOHIIEHTPAIIil0 B IJ1a3Mi KpoBi a60 HUPKOBHY KJIipeHC MeTOTpeKcaTy. B omHOMY
IOCTiAKEeHH] TP 3aCTOCYBaHHiI eTOPUKOKCUOY B 1o3i 120 Mr He cnocTepiraaoch BIUIMBY Ha
KOHIIEHTPALII0 B I1JIa3Mi KPOBi Ta HUPKOBUY KJIipeHC MeTOTpeKcaTy, TOl K B iHIIOMY OOC/IiXKeHH]
IIPU 3aCTOCyBaHHi eTOpuKOKCcuOy B 703i 120 Mr KOHIIEHTpAllisl METOTPEeKCaTy B IIa3Mi KpOBi
migBuIyBasacs Ha 28 %, a HUPKOBUU KJIIpeHC MeTOTpeKcaTy 3HuXKyBaBcd Ha 13 %. [Ipu
OHOYaCHOMY IpU3HaYeHHI eTOPUKOKCUOY Ta METOTPeKCaTy CIIif IPOBOAUTY BiATIOBiqHUN
MOHITOPUHT CTOCOBHO IIOSIBM TOKCHYHOTO BIIJIUBY METOTPEKCATY.

ITepopanavHi koHmpauenmueau. ETopukokcu0 y no3i 60 Mr npu ogHOYacHOMY 3aCTOCYBaHHI 3
IepopajbHUMU KOHTPALleNTUBaMU, 110 MICTATh 35 MKT eTHHinecTpaniony Ta 0,5-1 Mr HOpETUHLPOHY,
npoTsAroM 21 mHS NPU3BOAUB OO HigBuileHHS nokasHuka AUC,,,, Y PIBHOBaXKHOMY CTaHI1 Aj1d
eTuHinecrtpagiony Ha 37 %. ETopukokcu6 y no3i 120 Mr mpu 3acToCyBaHHi 3
BUIIIEBKA3aHUMHU IIEPOPATLHUMHU KOHTPAlLleNTUBAMM OJHOYACcHO a0o yepes3 12 rogus
IIiBUIIyBaB y pPiBHOBaXXHOMY CcTaHi 3HaueHHd AUC, ,,, eTurinecrpamiony Ha 50-60 %. IIpo Take
IiABUINEHHS KOHIIEHTPAIlil eTHHIIeCTPaAiony CIlif maM’ssTaTi TPy BUOOPi mepopanbHOTro
KOHTPALIENITUBY 3 Pi3HUM BMiCTOM €TUHINECTPaLioy, KU 3aCTOCOBYBaTUMETHCS OOHOYACHO 3
eTopukokcuboM. [TigBuIeHHS €KCII03Ullii eTHHINIeCTpaniony Moxe 30iIbIyBaTH 4aCTOTy
BUHUKHEHHS MOOIYHUX peakiliii, TOB’sI3aHUX i3 3aCTOCYBaHHIM IepOpPaIbHUX KOHTPALIEIITHBIB
(Hampukag TpoMO0eMO0Tii BeH Y XKiHOK I'PYIIH PUIUKY).

I'opmoHo3amicHa mepanis (I'3T). Tlputiom 120 Mr eTopuKoKCcuOy 3 TOPMOHO3aMiCHUMHU
ImpenapaTaMy, II0 BKIII04al0Th KOH 1oroBaHi ectporenu (0,625 mr «IIpeMapuny ™ »), MIPOTSITOM

28 muiB 36inbinye cepennilt moka3Huk AUC,,,hr V PiBHOBa:KHOMY CTaHi HEKOH I0I'0OBAHOTO ECTPOHY
(Ha 41 %), exBininy (Ha 76 %) i 17-B-ectpamiony (Ha 22 %). Brinmus 03 eTOpUKOKCHOY,
PEKOMeHOOoBaHUX OISl TpuBanoro 3actocyBaHHs (30, 60 i 90 mr), He BuBUaBCs. [TopiBHAHO 3i
306inmbIneHHsIM no3yBaHHS 3 0,625 go 1,25 Mr npu MoHOoTeparii npenapatoM «[IpemMapun™ », BIIUB
eTopukokcuOy B no3ax 120 mr Ha ekcno3utito (AUC,,,hr) eCTPOreHHUX KOMIIOHEHTIB IIpenaparTy

«[IpemMapuH™ » OyB MEHIINM, HiXK Ha II0JI0OBUHY. KJTiHiyHe 3HAUeHHS TAKOTO0 MigBUIIEHHS HEBimOMe, a
IPUHOM BUCOKHUX [103 IIpemnapaTty «IIpeMapun™ » ogHOYACHO 3 eTOPUKOKCHOOM He BuBYaBcs. Crrin
OpaTu mo yBaru Take 30inblIeHHS KOHIIEHTpAllil eCTporeHy npu BUOOpi TOpMOHAIBHOTO IIpernapary
[IJIs1 3aCTOCYBAHHS y TEePiof MTOCTMEeHOIay3u Py 0OMHOYAaCHOMY 3aCTOCYBaHHi 3 eTOPUKOKCUOO0M,
OCKIiTbKY 3POCTAHHS €KCIIO3HUIIil eCTPOreHy MigBUINY€E PU3UK BUHUKHEHHS MOOIYHUX peakIliit mpu
3aMiCHi TOPMOHOTepaTil.

ITpedHi3oH/npedHi3010H. Y HOCTIIXKEHHSIX B3a€EMOZil eTOPUKOKCUO He BUSBIISB KITIHIYHO 3HAUYILIOTO
BIIJIUBY Ha (hapMaKOKiHETHKY IPeOHI30HY/IPEeIHI30/I0HY.

[TuzokcuH. TIpu 3acTocyBaHHi eTopuKoKcuOy B mo3i 120 mr 1 pa3 Ha moby mpoTsrom 10 gHiB
3MOPOBUM 0OPOBOJIBLISAM He CIIOCTepiraBcs BmuB Ha Moka3HUK AUC,,,hr V PiBHOBaXKHOMY CTaHi Ta
Ha BUBEEHHS IUTOKCHHY HUpPKaMu. Crioctepiranocs 30inbineHHs noka3Huka C,,, IUTOKCUHY
(mpubnu3Ho Ha 33 %). Take MigBUINEHHS, K IPABUJIO0, HEe € CYTTEBUM Y OinbuIoCTi marieHTiB. OfHaK



CHIiff criocTepiraTu 3a CTaHOM MALiE€HTIB 3 BUCOKUM PU3UKOM TOKCHYHOI Iil IUTOKCUHY IIPH
OOHOYACHOMY ITpU3HAYEHHI eTOPUKOKCUOY Ta DUTOKCUHY.

Bnaus emopukokcuby Ha npenapamu, u,0 memaboi3ylomuvcs cyabphompaHchepazamu

ETopukokcu0 € iHri6iTopoM aKTUBHOCTI JTIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E], a Takoxk
MOXKe MiABUILIYBaTHA KOHIIEHTPAIlil0 eTHHIIeCTPaAiony B CupoBaTii KpoBi. OCKibKY Ha ChOTOHHI
IMaHUX PO BIUIUB YHCJIEHHUX CyNbdoTpaHcdepas HemOCTaTHLO, a KITiHiuHI edekTu 6araTbox
IIperapariB J0Ci BUBYAIOTHCS, HOLITBHO 3 00ePeKHICTIO IPU3HAYATH €TOPUKOKCHUO OOHOYACHO 3
iHIMMMY TTpenapaTaMi, 1110 MeTab0i3yI0ThCA TOJIOBHUM YMHOM JIIOICEKUMU CyNb(oTpaHchepazaMu
(HampuKIaf nepopaibHUM camb0yTaMosl Ta MiHOKCUIWII).

Bnaues emopukokcuby Ha npenapamu, u,0 memaboaizyromucs izopepmernmamu CYP

3a maHMMU OOCIHiXKEeHS in Vitro, He O4iKyeThCS NpUrHidveHHs 1uToxpoMiB P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. Y xomi mocnifiKeHb 3a y4acTiO 3[[0POBUX JOOPOBOJIBINB IIOEHHE
3aCTOCyBaHHS eTOpPUKOKCHOy B 031 120 Mr He BIIMBasIO Ha aKTUBHICTh NediHKoBoro CYP3A4, mo
BCTAHOBJIEHO 3@ €PUTPOMIIIMHOBUM [AUXAJIbHUM TECTOM.

Bnaue iHwux npenapamise Ha (papMaxkokiHemuky emopukokcuby

OcHoBHUM mIAx 00MiHy eTOpuKOKCcUOY 3anexkuTh Bif pepmenTtiB CYP. CYP3A4 cmpuse MeTaboizmy
eTOPUKOKCHUOYy in vivo. [locnmigKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTalidyBaTl OCHOBHUMU LINAX 00MiHY eTOPpUKOKCUOY, ane iX KifTbKiCcHi
XapaKTEepUCTUKU He BUBYAINCE N VIiVo.

Kemoxona3o. KeTokoHa3omn € noTykHUM inribitopom CYP3A4. [Tpu 3acToCyBaHHi 30pPOBUMHU
noOpoBonblsiMy y mo3ax 400 mr 1 pa3 Ha goOy mpoTsiroMm 11 gHiB KETOKOHA30JI He YMHUB KITIHIYHO
3HAUYIIOr0 BIIUBY Ha (papMaKOKiHETUKY eTOPUKOKCUOY B pa3oBiit no3i 60 mr (30inpmennss AUC Ha
43 %).

BopukoHa3o i mikoHa3o4. OmHOYaCHE 3aCTOCYBAHHS ITePOPaIbHOr0 BOPUKOHA30 Ty abo MiKOHA30ITy
y BUTJISIAI OpasibHOTO TeJTi0 [AJIST MiClleBOT0 3aCTOCyBaHHA (moTyxkHi iHribitopu CYP3A4) 3
€TOPUKOKCHOOM BUKJIMKAJIO HEBEJIMKE TiIBUILIEHHS eKCII03MUllii eTOPUKOKCHOY, 1110, OOHAK, He
BBaXKaJI0Cs KITiHIYHO 3HAYYIIAM 3TifHO 3 ONy0IiKOBAaHUMU OAaHUMU.

PugamniyuH. OgHOYacCHe TpU3HauYeHHS €TOPUKOKCHUOY Ta pudaMmIinuHy (IOTyKHOT0 iHOYKTOpa
bepmenTiB CYP) npu3Boauiio [0 3HNKEHHS KOHI[eHTpallil eTOpuKoKculy B m1a3Mi KpoBi Ha 65 %. Lle
MOXK€ CYIPOBOAXKYBATHACh TIOBTOPHUM IIPOSIBOM CHMIITOMIB IIPX OMHOYACHOMY 3aCTOCYBaHHI 3
eTopukokcuOoM. Tofi K Taki maHi MOXKYTh BKa3yBaTH Ha HeoOXimHICTh 36ibIIeHHS 103U, He
PEKOMEHJI0BaHO 3aCTOCOBYBATU €TOPUKOKCUD y 103aX, 110 TepeBUIYI0Th BKa3aHi A1 KOKHOTO
II0Ka3aHHS, OCKIJIbKY He BUBYAIOCh KOMOiHOBaHe 3aCTOCYBAHHS PUPaMIIINHY Ta €eTOPUKOKCUOY B
TaKWX J03aX.

AHmayudu. AHTaIAHI IpenapaTyé He YUHATH KJIIHIYHO 3HAYYL[OT0 BIIUBY Ha (papMaKOKiHETUKY
€TOPUKOKCHOY.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Bnjue Ha WAYHKOBO-KUWKOBUL Mpakm



[ToBigmomIsizioCs IPO yCKIagHeHHS 3 00Ky BEPXHIX BifiliB IIIYHKOBO-KUIIIKOBOTO TPAKTY
(mepdopariii, Bupa3ku abo KPoBOTEUi), iHOMi 3 TeTaTbHUM HACIIIAKOM, Y MaIli€HTiB, 10 OTPUMYBAJH
€TOPUKOKCHO.

3 006epekHICTIO CITi MpHU3HaYaTH HECTEePOINHi MpoTH3anabHi 3aco0u MallieHTaM 3 MiIBUILIEHUM
PU3UKOM YCKJIafIHeHb 3 OOKY IITYHKOBO-KHIITKOBOT'O TPAKTY; MallieHTaM JIiTHLOTO BiKYy, IaIlieHTaM, 1110
3aCTOCOBYIOTh OyOb-IKUil iHIIMY HECTEPOINHUM MPOTH3anaabHul 3acib abo aleTuniCcaIiluioBy
KHCJIOTy OgHO4YacHO, abo maiieHTaM 3i IIJTyHKOBO-KUIIKOBUMY 3aXBOPIOBAHHSIMM B aHaMHe3i, a caMe
BHpa3KaMy Ta IUIYHKOBO-KUIIKOBMMHU KPOBOT€UaMHU B aHaMHe3i.

[cHy€ mOmaTKOBUM PU3UK PO3BUTKY NOOIYHUX e(eKTiB 3 60Ky HIITyHKOBO-KUIIKOBOTO TPAKTY
(IUTyHKOBO-KUIIKOBA BUpa3Ka a0o iHIIi yCKIagHeHHS 3 00Ky LIIYHKOBO-KUIITKOBOTO TPAKTy) IIpU
OJHOYAaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY Ta alleTHUJICATIIUIIOBOI KUCTIOTH (HABiTh ¥ HU3BKUX J03aX).
Y xopi TpuBanux KIiHIYHUX DOCIXKEeHb He CIIOCTepiraaocs BUpakeHol BiIMiHHOCTI y Ge3metli 1010
IIIJTYHKOBO-KUIIKOBOT'O TPAKTY IIPH 3aCTOCYBaHHI celeKTUBHOTO iHribitopy LIOT-2 anertumncaninuioBa
KHCJIOTa Ta HECTEPOINHUX [IPOTU3aNalbHUX 3ac00iB alleTuICcaIinuIoBa KUCIIOTa.

Bnaue Ha cepueeo-cyOuHHy cucmemy

KrniniuHi gocnifkeHHs BKa3ylOTh Ha Te, 110 3aCTOCYBAHHS JIiIKapChKUX 3aC00iB KJIacy CeJIeKTUBHUX
inri6itopiB LIOI'-2 Moxke OyTu 1MOB’3aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIIafHEHb
(ocob6nuBO iH(papKTy MioKapAa Ta iHCY/IbTY) MOPIiBHSIHO 3 IIale0o Ta [IesIKMMU HECTePOiTHIMU
IpoTHU3anasbHUMU 3acobaMu. OCKiNTbKY PU3UK CEPIIEBO-CYIUHHUX YCKIagHEHb 3POCTA€E IPH
30inbINIeHHI 03K Ta TPUBAJIOCTI 3aCTOCYBaHHS €TOPUKOKCUOY, ITpermapar CJlifg Ipu3HavaTd Ha
SKOMOTa KOPOTIINH 1epiof yacy Ta B HAaMHUKYMNX eeKTUBHUX H060BUX f03ax. Crif nmepioguyHo
nepernsfgaTy notTpedy MmallieHTiB y CUMIITOMAaTUYHOMY ITOJIerIieHHi 60110 Ta peakilito Ha TiKyBaHHS,
0CO0JIMBO Y TAI[iEHTIB 3 0CTE0APTPUTOM.

[TamienTaM 3 BUpaXXeHUMU (paKTOpaMU PU3UKY PO3BUTKY CEPIEBO-CYAUHHUX YCKIIaAHEHD (HallpUKIIak
apTepianbHa rimepTeH3is, rinepnimigemis, yKpoBui fiabeT, masiHHs) NIpU3HaYaTH €TOPUKOKCHUO CITif
JIUIIIE TCJIA PEeTEeNIbHOI OLiHKY PU3UKY PO3BUTKY YCKIagHEHHS.

CenextusHi iHridiTopu 1IOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTUJICAJIIIIAIOBOI KUCTIOTH IS
npodinakTuKu TpoMO0eMOOTiYHUX CEPLIeBO-CYAUHHUX 3aXBOPIOBaHb, OCKITbKY HE YHHSTD
aHTUArperanTHoOI fii. ToMy He cif BiIMiHATH aHTHArperaHTHI MpemapaTH.

Bnaue Ha HUpkKu

HupkoBi mpocTarjiaHgAHA MOXKYTh BifiirpaBaTé KOMIIEHCATOPHY POJIb B MiATpUMIIi nepdy3ii HUPOK.
Tomy mpu cTaHax, 1[0 CYIPOBOAXKYIOTHCS MOTiPIIEHHSIM HUPKOBOI nepdys3ii, 3aCTOCyBaHHS
€TOPUKOKCUOY MOKe IPU3BOAUTH [0 IOCIabeHHsT YTBOPEHHS IIPOCTArIaHAMHIB i, K HaCTigoK,
HUPKOBOT'0 KPOBOTOKY, TUM CaMUM NOTipIIyI049y (YHKIIII0 HUPOK. BUCOKMI PU3UK PO3BUTKY TaKOl
peaxllil iCHye y mallieHTiB 3 y2Ke HasBHUM BUPaXKeHUM MIOPYIIeHHIM (YHKIIil HUPOK,
HEKOMIIEHCOBAHOIO CEPIIEBOI0 HENOCTATHICTIO ab0 ITMPO30M. Y TaKUX MAalli€HTIiB CITig KOHTPOJIIOBATH
GYHKIII0 HAPOK.

3ampumka piduHu, HabpsAKUu ma apmepianvHa 2inepmeHsis

4K i mpu 3acToCyBaHHI iHIMX IIpernaparis, 0 iHTiOYI0Th CUHTE3 IPOCTarlaHANHIB, 3aTPUMKA PiouHH,
HaOPSIKK Ta apTepianbHa TinepTeH3is crocTepiranucs y malieHTiB, SKAM 3aCTOCOBYBaJX
eTopuKoKcu0. Bci HecTepoifHi MpoTu3ananbHi 3aco6u, BKITI0Ya0uYl €eTOPUKOKCHD, MOXKYTh
IPU3BONUTH 0 PO3BUTKY ab0 pPeIluANBY 3aCTiliHOI CepIieBOl HeJOCTAaTHOCTI. [HpopMariio npo
peaxiiito 3aJ1eXKHO Bifi 03U AUB. B po3aini «dapmMakosoriyHi BjacTuBoCTi. PapMakoOAuHaMiKa». 3



00epexkHiCTIO ITpenapaT NpU3HayaloTh NalliEHTaM i3 ceplieBOI0 HeIOCTATHICTIO, IOPYIIEHHSAM (PYHKITi1
niBoro HUTyHOYKa a0 apTepiaabHOIO TinepTeH3ielo B aHaMHe3i, a TaKOX TallieHTaM 3 HabpsKaM¥, 1110
BUHUKIIU 3 OyIb-IKUX iHIUX TpUYXH. [Ipy KITiHIYHUX 03HAKaX MOTipIIeHHs CTaHy TaKUX MallieHTiB
CJIifl BXXUTH BiOTIOBIIHUX 3aXO0[IiB, BKII0YAlOUU BiIMiHy €TOPUKOKCHUOY.

ETopukokcu6, 0co6/IMBO Y BUCOKUX H03aX, MOXKe IIPHU3BOAUTH [I0 YACTIIIOl Ta TAXKYOI apTepianbHOl
rimepTeH3il TOPIBHSHO 3 AeIKUMHU iHIMMMHU HECTePOITHUMH IIPOTH3aNaIbHUMK 3aCo0aMu Ta
cenleKTUBHUMH iHTib6iTopamu LIOI'-2. ToMy apTepianbHy rinepTeH3ilo CIifl KOHTPOIIOBATH [I0 II0YaTKY
JIiKyBaHHS €TOPUKOKCUOOM, Ta 0COOIMBY yBary CIif IPUAIATA KOHTPOJIIO 3a apTepiaJlbHUM TUCKOM
iy yac JiKyBaHHS €TOPUKOKCHOOM. ApTepialibHUN TUCK CITifi KOHTPOJIIOBATH IIPOTSATOM 2 THUXKHIB
IiCJIs [TOYAaTKY JIIKYBaHHS, a [IOTIM - IIeploguyHo. fAKINo apTepiajbHUM TUCK CYTTEBO MiABULIYETHCS,
CJIiT PO3TJISHYTU MOXKJIMBICTh aJIbTEPHATUBHOIO JIIKyBaHHS.

Bnaue Ha neyviHky

[TipBuinenHs piBHs anaHinaMmiHoTpaHcdepasu (AJIT) Ta/abo acmapraTaminoTpancdepasu (ACT)
(mpubmu3HOo B 3 a00 OinbIne pa3iB MOPIiBHSIHO 3 BEPXHBOIO MEXKEI HOPMHU) CIIOCTEPIrasocs npubain3Ho
B 1 % marrieHTiB, ki Opanmu y4acTh y KITiHIYHUX OOCIiIXKEHHSIX Ta 3aCTOCOBYBAJId €TOPUKOKCUO Y
mo3ax 30, 60 Ta 90 Mr Ha KOOy mpOTSATrOM Iepiomy [0 1 POKY.

Crnip criocTepiraTl 3a CTaHOM BCiX MAlli€HTIB i3 CUMIITOMaMU MOPYIIeHHS QYHKIIIl Ie4iHKH, a TaKOXK
NallieHTiB 3 MATOJIOTIYHUMY NTOKa3HUKaMu (QYHKI1 nediHku. [Ipy 03HaKax NOpyeHHS QyHKIIil
MEeYiHKY Ta IPU CTiMKUX MTaTOJOTiYHUX 3MiHaX IMOKa3HUKIB (PyHKIIil meviHky (B 3 pa3u BHUIIE 3a
BEPXHIO MEXKY HOPMU) €TOPUKOKCHO CIIifl BigMiHUTH.

3aeanvHi 8kasisku

AKII0 MPOTATOM JIiKyBaHHS Y HalliEHTa CIIOCTEPIraeThCs MOTipIIeHHs QYHKINI Oyab-Koi i3 cucteM
OpraHiB, 3a3Ha4Y€HUX BUILE, CJIif] BXKUTH BiJIIOBIIHUX 3aXO0[iB Ta PO3TJIAHYTU NUTAHHS IIPO BiIMiHY
eTopukokcuOy. Cnip 3abe3mneynTu BiflIOBiAHE MeIMYHE CIIOCTEPEXKEHHS IIPX 3aCTOCYBaHHI
eTOPUKOKCUOY MallieHTaM JIITHBOTO BiKy Ta IallieHTaM 3 IOpYIIeHHAM (QyHKIii HUPOK, e4iHKy abo
cepus.

3 06epekHICTIO CITif] MOYMHATH JIiKyBaHHS €TOPUKOKCHOOM TallieHTiB 3 AerifpaTali€io.
PekxoMeHIOBaHO MTPOBECTHU peTifpaTallilo [0 MOYaTKy 3aCTOCYyBaHHS €TOPHUKOKCHUOY.

[Tpo pO3BUTOK CEpHO3HUX MIKIPHUX PeakKl(ii, y AesIKUX BUNAgKax 3 JIeTaJIbHUM HACIIKOM, Y TOMY
gyucyi ekchomiaTUBHOTO JepMaTuTy, cuaapomy CriBeHca — [[2KOHCOHa ¥ TOKCHYHOTO eliiepMaIbHOTO
HEKPOJTi3y, IyXKe PigKo MOBiIOMIISIIOCS IPHU 3aCTOCYBaHHI HECTEPOITHUX TPOTHU3aaNbHUX 3aC00iB i
OesSKUX CeJIeKTUBHUX iHribiTopis I1OI-2 mim yac moCcTMapKeTHHTOBOT'O CIIOCTEPEKEeHHS (OUB. PO3Mil
«ITo6iuHi peakiiii»). HaiiBului pu3uK PO3BUTKY TaKUX Peakllidl y MallieHTiB — Ha IMOYaTKy Teparii, a
II0YATOK iX MPOSBIB ¥ OINIBIIIOCTI BUMIAOKIB — MIPOTATOM IIEPIIOTo MicsAls JikyBaHHsA. Ceplio3Hi peakilil
rinep4yyTnMBOCTI (Taki 9K aHadinakcis i aHrioHeBPOTUYHMM HAOPSK) CIIOCTEPIraaucs y Malli€eHTiB, AKi
3aCTOCOBYIOTh eTOPUKOKCHUO. [leski cenekTuBHi iHri6iTopu LIOI'-2 migBuUIy0Th pU3UK BUHUKHEHHS
IIKiPHUX peakKlifl y MalieHTiB 3 aJlepriuHoI0 peakllieio 1o 6yab-IKOTo Ipenapary B aHaMHe3i.
ETopukokcu® cif BiTMiHMTH NTpU MEePIIKUX IIPOsSBaX BUCUIIIB Ha IIKipi, YIIKOIXKEHb CIU30BOI
000J10HKM a00 iHIINX 03HaKaX TinepyyTIUBOCTI.

[Tpu 3acToCyBaHHI €TOPUKOKCHUOY MOXKYTh MaCKyBaTHCS IIPOSIBU TapsuKHY Ta iHII 03HAKU 3aIaabHOTO
IIpOLECy.

3 00epexkHiCTIO MPU3HAYAIOTh OJHOYACHO eTOPUKOKCHO Ta BaphapuH abo iHII mepopaibHi



AHTHUKOAT'YJISHTH.

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIIKUX Ipemnaparis, 1110 iHTri0yI0Th TUKITIOOKCUTEeHa3y/ CUHTE3
IIpOCTarjlaHOVHIB, He PeKOMEH0BaHO XKiHKaM, 5IKi [JIaHYIOTh BariTHICTE.

Jlikapcekuii 3aci6 ApKokcis®, TabneTKu, BKPUTI MTiBKOBOX 0G0IOHKOI0, MiCTHTE JIaKTO3y. [1alicHTH 3
PifKiCHOIO CTIagKOBOI HETIEPEeHOCHMICTIO TallaKTO3H, HEIOCTATHICTIO TaKTa3u ab0 CHHAPOMOM
TJTI0K030-TallaKTO3HOi MayibabcopO1ii He MOBUHHI 3aCTOCOBYBATH 1e¥ Ipemapar.

e nikapcbkuit 3aci6 MicTuTh MeHIre 1 MMoIb (23 Mr)/no3y HaTpito, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpit.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaritHicTb

HeMmae KTiHIYHUX JaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCUOY B Iepiof BariTHOCTI. [locmigKeHHS Ha
TBapHUHaX IIPOOEeMOHCTPYBaIX PENPOAYKTUBHY TOKCUYHICTD. [IOTEHIIINHUYN PU3UK A1 BariTHUX
HEeBimOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI, K i iHIIMX
Iperaparis, 110 iHTiOyI0Th CUHTEe3 IIPOCTarjlaHAWHIB, MOXKe IPU3BOAUTH [I0 BiICYTHOCTI CKOPOUEHb
MaTKH{ Ta IepeuyacHOro 3aKpUTTs 60TamoBol MpoToKu. [10BiOMIISAIOCH TPO BUIAAKY IIOPYIIEHHS
GYHKIIIT HUPOK II7T01a, 10 ITPU3BOIUIIO OO0 3MEHIIeHHsS 00'eMy aMHIOTHYHOI piguHu (omirorinpaMHioH)
y BariTHUX XKIiHOK, SIKi IpUiMany HeCTEPOIAHI npoTu3dananbHi npenapaTtu (HI13I1) Ha gBapgusToMy
TUKHIi BariTHOCTI abo mi3Himie. B jesKuX BUMagKax Ije MOXKe IIPU3BOIUTH [0 MOPYIIEeHHS QyHKIIII
HUPOK y HOBOHAPOMXKEeHUX. 3a3HaueHi eheKTu MOXKYTh BUHUKATH He3abapoM Miciig Io4aTKy
nikyBauHs HII3II; onirorinpamMuioH 3a3Bu4ail € 000POTHUM MiC/Is NIPUNUHEHHS JIiIKyBaHHS.
3acTOoCyBaHHS €TOPUKOKCHOY ITPOTHUIIOKA3aHO B Iepiof BariTHOCTI. fKINOo XKiHKa 3aBariTHina mig yac
TMiKyBaHHS, eTOPUKOKCUO HeoOXimHO BigMiHUTH.

[lepion rogyBaHHS TPYOOIO

HeBigomo, 4¥ TpOHMKAE eTOPUKOKCUO B TPYAHE MOJIOKO. Y IIypiB € TOPUKOKCUO BUBOOUTHLCS 3
MOJIOKOM. 2KiHKH, SKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TIOBUHHI T'OAYyBaTH I'PYAIIO.

QepTUILHICTD

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIMMX mpemnaparis, mo inribyioTs LIOI-2, He peKOMeHI0BaHO
KiHKaM, SKi 1aHyITh BaTiTHICTh.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

[MarienTH, y SKUX Iifl Yac 3aCTOCyBaHHS €TOPUKOKCUOY BUHUKAE 3allaMOPOYEHHS, BEPTUTO abo
COHJIUBICTH, HE ITIOBUHHI KEPyBaTH aBTOTPAHCIIOPTOM Ta IIpalloBaTH 3 IHIIKMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHsi ma do3u.



JlikapceKuii 3aci6 ApKOKCis® 3aCTOCOBYIOTE IepopaibHo. [IpenapaT MoXHa IpUIMaTH He3alexkKHO Bif
BXKUBaHHA 1Xki. [loyaTok edpeKTy IpenapaTy HacTae MIBUALLIE IpU IpuiioMi neper igoo. Lle moTpibHO
BPaxOBYBaTH TP HEOOXiMHOCTI IMBUIKOTO ITOCIa0IeHHS CUMITTOMIB.

OCKinbKY PU3UK BUHUKHEHHS MOPYIIEHb 3 O0KY CepleBO-CYAMHHOI CUCTEMH MPU 3aCTOCYBaHHI
€TOPUKOKCUOY 3pOCTa€ MpH IMTigBUINEHHI 03U i TPUBATIOCTI €KCIIO3UIIil, CIIifl MPOBOOUTH HAUKOPOTIIi
KYPCH JIiKyBaHHS IIPU 3aCTOCYBaHHI HaMeHINX epeKTUBHUX No00BUX [03. Cif mepiogudHO
IIepeolliHioBaTH OTPeby y MoJiereHHi CUMIITOMIB i BiiMOBiAb Ha JIiKyBaHHS, 0COOIMBO y IAIli€HTIB 3
OCTE0apTPUTOM.

Ocmeoapmpum

PexomeHgoBaHa fio3a cTaHoBUTHL 30 Mr 1 pa3 Ha [00y. Y mesKux malieHTiB IpU HENOCTaTHEOMY
nocnabrneHHi cuMToMiB 36inbineHHS fo3u 0o 60 Mr 1 pa3 Ha 700y MoXKe MiABUIIUTH e(PEeKTHUBHICTb.
3a BiACYTHOCTI TOJIMIIIEHHS e(PeKTY CJIifi PO3TISHYTH MATaHHS IIPO iHII MOXKIINBI METOIHU JTiKyBaHHS.

PesmamoioHuli apmpum

PexomeHfoBaHa fio3a cTaHOBUTHL 60 Mr 1 pa3 Ha [00y. Y meskux maiieHTiB Ipu HELOCTaTHEOMY
nocnabnenHi cuMnTomiB 36inbineHHS fo3u 0o 90 Mr 1 pa3 Ha o0y MoxKe IOKpallyBaTh
TepaneBTUYHUY edeKT. [Ipu noCsATHEHHI KITiHiuHOI cTabinmi3alii namieHTa, JOIiIbHO 3HU3UTH A03Y [0
60 mr 1 pa3 Ha 700y. 3@ BifCyTHOCTI IOJMIMIIeHHS e(eKTy CIIif PO3TASHYTH MATAaHHS PO iHIII
MOXKJIUBI METOMU JIIKyBaHHS.

AHKin03y04ull cnoHOUAIim

PexomeHpoBaHa fi03a cTaHOBUTEL 60 Mr 1 pa3 Ha [00y. Y medKux malieHTiB IpU HELOCTaTHEOMY
nocnabnenHi cumMnToMiB 36inbIneHHs Ko3u [0 90 Mr 1 pa3 Ha moOy MOXKe MMOKpallyBaTH
TepaneBTHYHUM edeKT. [Ipu nocArHeHH] KniHiuHOI cTabinmizallil narieHTa, HOIIbHO 3HU3UTHU [03Y [0
60 Mr 1 pa3 Ha mo0y. 3a BiCyTHOCTI HOMNINEeHHS e(peKTY CHIif PO3TNIAHYTH IUTAaHHS PO iHIIi
MOXKJIMBI METOMM JIiIKyBaHHS.

TI'ocmputi 6iab
Y pasi nmosiBu rocTporo 60710 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM CUMIITOMAaTUYHUN MTEePiof.
T'ocmputi nodazpuyHutl apmpum

PekxoMeHnpgoBaHa mo3a cTaHOBUTH 120 Mr 1 pa3 Ha moOy. [1ig yac KIiHIYHKUX HOCTigXKEHb TOCTPOTO
IOJarpPUYHOr0 aPTPHUTY €TOPUKOKCHUO 3aCTOCOBYBAIM BIPOOOBXK 8 [IHIB.

ITicasionepauiliHutl 6iab, No8’A3aHull 3i CMOMAMOA02IYHUM ONEPAMUBHUM 8MPYYAHHAM
PexomeHgoBaHa fo3a - 90 Mr Ha 1 pa3 Ha goOy mIPOTSAToM MakCUMyM 3 [HiB. [IJ15 gesTKuX MallieHTiB
Moxke OyTu HeoOXigHUM [OIaTKOBe Micisonepaliiine 3He00II0BaHHS.

[o3u, 1110 IePEBUILYIOTh PEKOMEHI0OBaHi 151 KOKHOTO IT0Ka3aHHS, He MalOTh NOAATKOBOI
eekTHBHOCTI ab0 He BUBYANUCSA. ToMy:

[03a IIPH OCTEOAPTPHTI He OBMHHA MepeBuInyBaTi 60 MI Ha [00y;

[03a IIpYM PeBMaTOIIHOMY apTPUTi Ta aHKIJI03yI0YOMY CIIOHAUIIITI HE TIOBUHHA IIEPEBUIIYBAaTH
90 Mr Ha mo0y;



103a TIPH TOCTPiii Tofarpi He MOBWHHA mepeBuInyBaTt 120 MI Ha LOOY BIPOMOBXK
MaKCHUMaJIbHOI0 IIepiofy JIiKyBaHHS 8 [HIB;

[103a [IPU rOCTPOMY GOJTIO ITC/Isi CTOMATOIOTiYHOT0 OIIePAaTUBHOIO BTPYYaHHS He OBUHHA
nepeBuinyBat 90 Mr Ha 000y BIIPOIOBK MaKCUMAJIbHOTO 3-HEHHOTO Iepiony.

ITayieHmu AIMHbO20 BIKY

HeMmae HeoOxigHOCTI B KOPEKIIii [o3yBaHHS [J1s MAllieHTiB JTITHHOTO BiKy. K i y pa3i 3acTocyBaHHS
iHIMMX IpemapariB, mpernapar CJlif Tpu3HavyaTy 3 00epeXkHiCTIO MallieHTaM JIiTHbOTO BiKY.

ITopyweHHA PYHKUII neviHKu

He3zasnexkHO Bifi TOKa3aHHS MallieHTaM 3 MOPYIIeHHsAM QyHKII meyiHku 1erkoro ctyneHs (5-6 6anis
3a mKkanowo Yainma — I1'10) He crig mepesuinyBatu o3y 60 mMr 1 pa3 Ha mo0y. ITamientam 3
NOpYyIIeHHAM GYHKIIIl IeYiHKY TOMIPHOTO CTYIeHs TSXKKOCTi (7-9 6amniB 3a mkanoio Yainma - [1'10)
He3aJIekHO Bif] IT0Ka3aHHS He cllif nepesuinyBatu go3y 30 mr 1 pa3 Ha mo06y.

Kniniynuit gocsing 3acTocyBaHHsT 00MeXeHUM, 0COOIMBO IIIOA0 MAIliEHTIB 3 MOPYIIeHHAM QYHKII
NIeYiHKY ITOMIPHOTO CTYIIeHs, TOMY IIpenaparT CIifi Mpr3HadaTu 3 00epexkHicTIo. BigcyTHiM KITiHiYHUM
MOCBi 3aCTOCYBaHHS Ipeapary MalieHTaM 3 TIKKAM ITOPYyIIeHHIM (QyHKII1 nedinku (=10 Ganis
3a mkanow Yaunga — I1'10); ToMy npenapaT NIPOTUANIOKa3aHUM TaKUM IalliEHTaM.

[TopyieHHs QyHKII1 HUPOK

KopuryBaHHs 103U He IOTpiOHe mallieHTaM i3 KiipeHcoM KpeaTuHiny =30 MJI/XB. 3aCTOCYBaHHS
€TOPUKOKCHUOY IalieHTaM i3 KripeHcoM KpeaTHHiIHY <30 MJI/XB IPOTUIIOKa3aHO.

Himu.

ETopukokcub npoTunokasaHuy OiTSM BiKOM [0 16 pokiB.

Ilepedo3yeanHns.

Y xopi KTiHiYHUX OOCIiIXKeHb 3aCTOCYBAHHS Pa30Bol 103U eTOPuKoKcuOy mo 500 mr abo
O6araTtopa3oBuil mpuiioM g0 150 Mr Ha goOy nmpoTtsaroMm 21 OHS He CIPUYUHSIN ICTOTHUX
TOKCUYHUX edeKTiB. [T0BifOMIISNIOCS PO TOCTPEe Iepeno3yBaHHs eTOPUKOKCUOOM, X04a B
OinbIIIOCTI BUTIAAKIB PO Mo0ivyHi peakiii He moBigoMsnoch. [To6iuHi peakiii, 1110
CIIOCTepiraauch HaWydacTille, BifmoBiganu npodinio 6e3meku eTOPUKOKCUOY (Taki gK peakiiil
3 60Ky IIJTyHKOBO-KUIIIKOBOTO TPAKTY, 3 OOKY CepIisl Ta HUPOK).

Y pasi nepeno3yBaHHS OOLIIBHO BXKUATH 3BUYaNHUX MiATPUMYyBaJIbHUX 3aXO0[iB, HAIIpUKIIaL
BUaJIeHHS HeaOcop0OOBaHOTO IIpemnapary 3i MUTYHKOBO-KUIIKOBOT'O TPAKTYy, BEOEHHS
KJTIHIYHOT'O CIIOCTePeXeHHs, V pa3i HeoOXiMHOCTI — TPOBeleHHS MiATPUMYBaIbHOTO
JIIKyBaHHS.

ETopuKoKcu0O He BUBOOUTHCS IIPU IeMOialti3i; HeBimoMo, Yi BUBOOUTHCS Mpemapar Mmpu
IIPOBEJIEHH] TIEPUTOHEAILHOTO [iai3y.



ITo6iuni peakuii.

Beameka 3aCcToCyBaHHS €TOPUKOKCHOY OLiHIOBAIACh Y XOMi KITIHIYHUX JOCIIXKEHb 3a Y4aCTIO

9295 nauieHTiB, BKIII0Yal04y 6757 malieHTiB 3 0CTE0apTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM
6oneM y HUXKHIY YaCTUHI CIMHY a00 aHKiNIO3yI04uuM coHguaiToM (mpubnu3no 600 maIieHTiB 3
0CTE0apTpPUTOM ab0 PEBMATOINHUM apTPUTOM OfEPKYBasHU JIiIKyBaHHS MPOTIAToM 1 poky abo [oBIIIe).

[Tig yac kniHivHUX HocigKeHb Mpodins HebaxKkaHUX SIBUI OYB OMHAKOBUM Y TIAIliEHTIB 3

0CTe0apTpuTOM ab0 PEBMATOITHUM apTPUTOM, SIKi 3aCTOCOBYBAJIU €TOPUKOKCUO ITPOTATOM 1 POKY
abo mosIIIe.

Y xopi KJTiHIYHOT 0 AOCIIIXKEHHS 3a Y4aCTHO Mali€HTiB i3 TOCTPUM IOAArPUYHUM apTPUTOM
eTOpPUKOKCUO mpu3Havanu B f03i 120 Mr 1 pa3 Ha o6y npoTsroM 8 mHiB. ITpodint HeOaxkaHUX STBUII
y IbOMY OOCIigKeHHi OyB y IIiTOMy TaKUM CaMUM, K y JOCHiIXKEHHSIX 3a y4acTIO MallieHTiB 3
0CTE0apPTPUTOM, PEBMATOITHIUM apTPUTOM Ta XPOHIYHUM 00JieM Y HUXKHiM YaCTUHI CIIUHHU.

Y nporpami o1iHku 6e31eKH [ CeplieBO-CYAUHHOI CUCTEMHU 3a JTaHUMHU TPhOX KOHTPOJIbOBAHUX
OOCIIIXKeHb 3 aKTUBHUM IIpPellapaToM MopiBHsAHHS 17412 maiieHTiB 3 ocTeoapTpUTOM abo
PEBMATOITHUM apTPUTOM OTPUMYBAJIU eTOPUKOKCHUO (y mo3ax 60 mr a6o 90 Mr) B cepeIHbOMY
BIIPOMOBXK MpuOIM3HO 18 Mmicsis. [aHi mpo Ge3meky Ta Giybin meTanbHa iHGOPMALS IPO 110
IIpoTpaMy mpefcTaBeHi B po3mini «®apMaKOIOTiuHi BIaCTUBOCTI».

Y xomi KNMiHIYHUX [OCTiXKEHb 3a Y4YacTIO MallieHTiB i3 TOCTPUM IIicisonepalitHuM 601eM Mmicis
CTOMATOJIOTIYHUX XipyPriuHUX BTPy4YaHb, BKJI04ayu 614 maIfieHTiB, SKi 3aCTOCOBYBalu
eTtopukokcub (y mo3ax 90 mr a6o 120 Mr), mpodine HeOakaHUX SBUII OYB V LIIOMYy TaKUM XKe, K
MOCIIIXKEHHSX 3a YYacTIO MaI[i€eHTiB 3 0CTE0aPTPUTOM, PEBMATOIJHUM apTPUTOM Ta XPOHIUHUM
6oneM y HUKHil YaCTHHI CIUHHU.

[Tpo HUXKYe3a3HaueHi n00iYHi peakilii MOBimOMIIAIOCH 3 OiNIBIIIOI0 YaCTOTOIO IIPU 3aCTOCYBaHHi
npernapary, Hix nnane6o, y Xofi KIiHIYHUX HOCTiAXKEeHb 3a Y4acTIO TalliEHTiB 3 0CTE0apTPUTOM,
PEeBMaTOITHUM apTPUTOM, XPOHIUHUM 00JIeM y HUKHIN 4aCTUHI CIMHU ab0 aHKII03yI04uM
CIOHOUJIITOM, sIKi 3aCTOCOBYBaIH eTOPUKOKCHO y mo3i 30 mr, 60 Mr a6o 90 Mr mpoTsirom 12 THXKHIB
(mocmimxeHHs 3a mporpamoio MEDAL, KOpOTKOCTPOKOBI HOCTiAKEeHHS 11010 TOCTPOTo OO0 Ta
IIOCTMaPKETUHTOBUH NOCBIM)

Tabnums 2
Knac cucreMu opraHiB [To6iuni peakiii KaTteropis
4acToTu*
[HdeKil Ta iHBa3il AJIbBEOJISIPHUN OCTUT 4acTo

TaCTPOEHTEPUT, iHGEKIIil BepXHiX AUXaIbHUX IUISAXiB, [HEYacTo
iH(eKIIil CeYOBUBITHOTO TPAKTY
[TopyuieHHs 3 00Ky KpOBi i  [aHeMis (mepeBakHO B pe3yibTaTi NIUIYHKOBO-KUIIIKOBOI [HeYacTo

miMpaTyHOI cUCTEMHU KPOBOTEYi), IEMKOIeHisl, TPOMOOIMTONEHIsS
TTopymeHHs 3 60Ky iMyHHOI |rimepuyTnuBicTs " HEe4acTo
CACTEMH AHTi0HEBPOTUYHUY HaOpSK, pioko

aHaGinakTH4YHi/aHA]ITaKTOIAHI peakilil, y TOMy 4uCJIi

oK’




Po3napu MeTabomi3My i HaOpsIKY/ 3aTPUMKA PiouHU JacTO
XapYyBaHHA 3HUKEHHS a00 IMOCUJIEHHS alleTUTY, 30iNTbIIIEHHS Macu |He4YacTo
Tisla
[IcuxiyHi TOpyIIEHHS TPUBOXKHICTh, AENIPEeCis, MOTipLUIeHHS PO3yMOBO1 He4YacTo
MisTEHOCTI, TasTIonnHAIii
CILTYyTaHIiCTh cBimoMocTi’, Hecmokiliuuit ctan’ PioKo
[Topy1ieHHsT 3 60Ky HEPBOBOI |[3alaMOpPOYEHHSI, TOJIOBHUM Oillb JacTo
CACTEMHU nucren3is, 6e3COHHS, TapecTesisa/rinecreais, He4acTo
COHJIUBICTH
[TopyiuieHHST 3 00Ky OpraHiB [HEYiTKiCTh 30py, KOH IOHKTUBIT He4YacTo
30py
[TopyiureHHsT 3 60Ky OpraHiB [IyM y ByXaX, 3allaMOpPOYEHHS HEeYyacTo
CIyXy i BeCTUOYISPHOTO
arnaparty
[TopyineHHS 3 00Ky cepusl  |cepue6uTTS, apuTMis’ JacTO
(ibpunALis nepencepas, Taxikapais', 3acTiliHa cepIieBa [He4acTo
HeIOCTATHICTh, HecnenudiuHi 3mMinu Ha EKT,
cTeHOKappid’, indapkT Miokapra’®
[TopyureHHsT 3 00Ky CYyIUHHOI|rinepTeH3is JacTo
cucTemu MPUILTMBY KPOBi, IOPYLIEHHS MO3KOBOT0 KpoBooGiry’', [Heyacto
TPaH3MTOPHA illleMiYHa aTaka, FinepTOHIYHUA KPH3',
BaCKyJIiT'
TTopymeHHS 3 00Ky opraHis [6porxocmasm’ JacTo
AHUXATBHOL CHCTEMH, TDYAHOL KallleJIb, JUCIIHOE, HOCOBa KPOBOTEeYa HEeYacTo
KJIITKY 1 CepefoCTiHHS ’ ’
[lopymieHHs 3 60Ky 6inb y KUBOTI myKe 9acTo
IJTYHKOBO-KUIITIKOBOTO 3aI10p, METEOPU3M, TaCTPHUT, Iediss/ KUCTIOTHUMI YacTo
TPAKTy pediiokc, miapesi, AUCIENCis/quCKOM(OpPT B OiNSHII
eIiracTpisi, Hynorta, 6/M0BaHHs, €30(ariT, BUpa3Ku B
[POTOBIN TOPOKHUHI
3OYTTS KUBOTA, 3MiHa XapaKTepy NepUCTaIbTUKU HEeYacTo
KUIIEYHUKY, CYXiCTh Y POTI, raCTPOLyOneHa IbHi
BHMPa3KY, IIENTAYHI BUPA3KH, Y TOMY 4YHUCIIi nepdopatis
i KpoBoTeya IIIKT, cHHOPOM MOAPa3HEHOr 0 KULIEYHUKY,
MaHKpPeaTuT
[TopytueHHs 3 60Ky miguitenHsa AJIT, migpumenus ACT qacTo
remaToOimiapHoi cucTeMu  |rematutt pimKo
ediHKOBa HeJOCTATHICTD', KOBTIHULA' pimko'
[TopyiuieHHs 3 00Ky IIKipu i |eKxiM03 4acTo
i NIIKIPHOI KIIITKOBUHH HaOpsiK 001MY4st, cCBepOiXK, BUCHUII, epuTeMa’, HeYacTo
KPOIUB’ SIHKA'
curgpoM CTiBeHca — JI2KOHCOHA', TOKCUYHMUI pinko'
emigepMalIbHUN HerOJ'Ii?:i, CTililKa MeguKaMeHTO3Ha
epurema’
[TopyiieHHS 3 00Ky OIIOPHO- [CTTa3MU/CyIOMHU M’g3iB, CKEJIeTHO-M 30BUM HeYacTo
PYXOBOI CUCTEMH i CIIONY4YHOI|0inb/CKyTiCTh
TKaHUHU
[TopyiuieHHsT 3 00Ky HUPOK i |TpOTeiHypis, migBuUIlleHHS PiBHS KpeaTHHIHY B HEe4acTo

CEUYOBUOIILHOL CUCTEMU

CHpPOBATIi KPOBi, HUPKOBA HEIOCTAaTHICTh/mUChYHKIIIs

(muB. po3min “Oco6auBOCTI 3aCTOCYBaHHS ")




[TopylIeHHS 3arajibHOr0 ACTEHisI/BTOMA, TPUIIONONIOHI CHMIITOMU 4acTo
CTaHy Ta
MIOPYIIEeHHs, [10B’s13aHi 3i 0inb y TPyAHIN KITiTHi HEe4acTo
crtoco00M 3aCTOCYBaHHS
JTaGopaTopHi DOCTimXKeHHs [TifBUILIEHHS PiBHS @30Ty CEYOBMHHU KPOBI, MigBUIIIEHHS [HEYacTO
piBHS KpeaTuH(ochOKiHa3M, TinepKaieMis,
IiTBUITIEHHS PiBHS CEY0BO1 KUCIIOTH

3HUKEHHS PIBHS HATPI0 B KPOBI pigko

* KaTeropist 4aCTOTH BU3HAYAEThCS OJI51 KOKHOTO TePMiHY IT00iYHOTO SIBUINA 3a YacTOTOI0 B 6a3i
OaHuX KIIHIYHUX JOCTigXKeHb: AyxKe dacTo (=1/10); wacto (=1/100, <1/10); meuacto (=1/1000,
<1/100); pigko (=1/10000, <1/1000); my=xe pigko (<1/10000).

*TlobiuHa peakiis ineHTH(iIKOBaHA y XO[Ii IOCTMAaPKETUHIOBOTO CIIOCTepexRkeHHs. YacToTa
BHM3HaYasacs 3a MaKCUMaJIbHOI YaCTOTOIO Y KITiHIYHUX OOCiXKeHHAX (maHi 3i0paHi 3a
3aTBEPAKEHUMHU ITIOKa3aHHAMHU Ta A03aMU).

"Kareropig uyacTotu “pigko” BU3Hauanacs BigmosigHo mo Guideline on summary of product
characteristics (SmPC) (2-#1 mepernsn, Bepecers 2009) Ha migcTaBi po3paxoBaHOl BePXHLOI MexXi
95 % pmoBipuoro inTepBany ans 0 ABUIL 3 ypaxXyBaHHAIM KiJIbKOCTI YYaCHUKIB, SKi IpAVMAau
JiKapchKuUM 3acio ApKOKCiH®, B aHani3i manux III ¢as3u, 00’egHAHUX 3a MO30I0 i TOKAa3aHHIM
(n=15470).

*TimepuyTNAMBICTEL BKIIOYAE HOHATTS: ajleprid, MefUKaMeHTO3Ha ajlepris, MeguKaMeHTo3Ha
TinepyYyTIUBICTh, TiEPYyTIUBICTD, TIIEPUYTIUBICTE HEYTOYHEHA, peakllis rinepyyT/IUBOCTI 1
HeyTOYHeHa ajieprid.

S 3a pe3yabTaTaMu aHalli3y TPHUBAIUX, KOHTPOIbOBAHUX 3a JOIIOMOTOI0 IJTalebo0 i akTUBHOTO
IperapaTy MOPiBHSIHHS KITiHIYHUX HOCTiIXKeHb, ceneKTuBHi inribitopu LIOT-2 Oymu moB’si3aHi 3i
30iNTbINIEHHSIM PU3UKY BUHUKHEHHS CEePUO3HUX apTepiaTbHUX TPOMOOTHYHUX TOMIH, BKIIIOYAI0YU
iHdapkT Miokapaa Ta iHCynbT. badylounch Ha HasIBHUX JaHUX, MaJIOMMOBIPHO, 1110 30i/IbIIIEHHS
abCOJIIOTHOTO PU3KKY BUHMKHEHHS TaKWX SIBUII IepeBUIIUTh 1 % Ha pik (HeyacTo).

[Tpu 3actocyBauHi HII3IT moBimomsiiiocs mpo Taki cepio3Hi mobiuHi peakirii: HeGPOTOKCHYHICTD,
BKJIIOYal04YH IHTEPCTHUIIaIbHUM HedPUT i HePPOTHUUYHUY CUHAPOM, TOMY He MOXKHa BUKJIIOYATH 1X
BUHUKHEHHS IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

38imyBaHHA npo ni003preaHi nobiuHi peakuii

BaxxnuBo 3BiTyBaTH IO Mif03pIoBaHi mobiyHi peakuii micis peectpatii mikapcbkoro 3acoby. Lle mae
3MOT'y ¥ HafiaJli KOHTPOJIIOBATH CIiBBiIHOLIEHHS KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI
nmikapchKoro 3acoby. KamidikoBaHUX IIpalliBHUKIB y Taly3i 0XOPOHU 3MOPOB st MPOCSTh
TIOBiZOMJIAATH TIPO BCi Migo3pioBaHi no0iuHi peakiiii.

Tepmin npudamuocmi.



3 poku. He 3aCTOCOBYBaTH IiCIis 3aKiHUEHHSI TEPMiHY IPUOATHOCTI, 3a3HAaYEHOT0 Ha YIAKOBII.

YmMmoBH 30epiranssi.

30epiraTtu B OpuriHaabHiY yIaKoBIi pu TeMmepaTypi He Buille 30 °C B HEOOCTYIIHOMY OISl giTel
MicIi.

YnakoBka.

ITna mabaemoxk no 30 me, 60 me ma 90 me.

[To 7 Tabnetok y Gmictepi. 1 abo 4 GicTepu B KapTOHHIN KOPOOITi.
I1a mabaemok no 120 me.

I[To 7 TabmeToK y 6rmicTepi. 1 6micTep B KapTOHHIN KOPOOITi.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHUK.
Mepk Ulapn i Joym B.B., Higepnauau / Merck Sharp & Dohme B.V., the Netherlands.

[lepiur-Ilnay Jla6o H.B., Bensrig / Schering-Plough Labo NV, Belgium.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOTr0 Tis/IbHOCTI.

Baappepser 39, 2031 BH Xaapnewm, Hinepnaanu / Waarderweg 39, 2031 BN Haarlem, the
Netherlands.

Iamyctpienapk 30, Xeiict-on-neH-bepr, 2220, Bensrist / Industriepark 30, Heist-op-den-Berg, 2220,
Belgium.



