Ckian

Oitoua peuosuHa: etoricoxib;
1 tabneTka mictuth 30 mr, 60 Mmr, 90 Mr a6o 120 Mr eTOPUKOKCHUOY;

00onNoMIdiICHI pedo8UHU: Kablliio rimpodocdaT 6e3BoOHNN, IIETI0I03a
MIKpOKpUCTaJliyHa, HaTPito KpocKapMejio3a, MarHito creapar;

o06ooHKa TabneTKu: 6apBHUK Onanpaﬁ® II cunbo-3enenust 39K11526 (mns
mo3yBaHHsS 30 Mr), Onanpaﬁ® Il 3enernun 39K11520 (mnsa go3lyBanusa 60 mr), Onagpaiu
® 11 6immit 39K18305 (st mosysamus 90 mr), Omaapaii® 11 3enenunit 39K11529 (s
mo3yBaHHs 120 Mr), BiCK KapHayOCbKUU;

® Il 3enenuu

cKJiag OapBHHKA Onaupaﬁ® IT cunbo-3enenun 39K11526, Onagpaiu
39K11520, Onanpaﬁ® IT 3enenunn 39K11529: nakTo3a, MOHOTIApaT; TiIpPOMEN03a;
tuTany miokcurn (E 171); tpuanuetun; inourokapmi (E 132); 3amiza okcupg :KOBTUU

(E 172);

CcKJiag OapBHHKA Onaupaﬁ® IT 6imuit 39K18305: nmakTo3a, MOHOTIIpAT; TimpoMesio3a;
TuTany giokcurp (E 171); TpuaneTuH.

JIikapcbKa ¢dpopMma

TabneTku, BKPUTI IJIIBKOBOIO 000IOHKOIO.
OCHOBHI (pi3uKO-XiMIiUHI 821aCMUBOCMI:

Tabnetku o 30 Mr: gBOONYKIIi TabeTKu si071yKonomiOHO1 popMU, BKPUTI IIIiBKOBOIO
000JI0HKOIO CUHBO-3€JIEHOT'0 KOJILOPY, 3 rpaBipyBaHHsIM <101> 3 omHOTO OOKY Ta 3
igmIoro.</acx 30>

Tabnetku mo 60 Mr: gBoonykili TabneTku si61ykKonomioHoI popMu, BKPUTI IIIiBKOBOIO
000JIOHKOI0O TEMHO-3€JIEHOT'0 KOJIbOPY, 3 rpaBipyBaHHAM <200> 3 ogHOro 60Ky Ta 3
iHmIoro.</arcoxia 60>

Tabnetku mo 90 Mr: gBoOnyKIIi TabeTKu s10/1yKonomiOHOI popMU, BKPUTI IIJIiBKOBOIO
000/10HKOIO 6iJTOT0 KOJILOPY, 3 rpaBipyBaHHsAM <202> 3 omHOT0 OOKY Ta 3
igmIoro.</arcoxia 90>

Tabnetku mo 120 Mr: gBoOIyKii TabneTKu 101yKomnoni6Hoi GopMu, BKPUTI MJTIBKOBOIO
000JI0OHKOIO OJIif0-3€JIeHOT0 KOJIbOPY, 3 rpaBipyBaHHAM <204> 3 ogHOTO OOKY Ta 3
igmoro.</arcoxia 120>



®dapMaKoTepalneBTHYHA Irpyna

HecTepoigHi mpoTu3amnanbHi Ta IpoTupeBMaTHyHi npenapatu. Kokcubu. Kog ATX
MO1A HO5.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmakoduHamika.

Mexani3M il

ETopukokcub € mepopasbHUM CEeJIeKTUBHUM iHTiOiTOpOM 1muKnookcureHasu-2 (I1OI-2)
y MeXaXx KJIIHIYHOIO Aiana30HYy H03.

Y xopmi kniHiYHKUX (apMaKOIOTIiYHUX OOCHiAXKEeHb JIIKapChKUM 3acid ApKOKCiH®

mo3o3aJsiexkHo iHrioyBaB LIOT'-2 6e3 inrioyBanHs LIOT'-1 mpu 3acToCcyBaHHi y J0o3ax IOo
150 mr Ha noOy. ETopukokcub He iHriOye CMHTEe3 IpoCTarjlaHOUHIB IUIyHKa Ta He
BIIZIUBA€E Ha QYHKIIiI0O TPOMOOIIMTIB.

LIukmookcureHa3a BiIIOBia€ 3a YTBOPEHHS IIPOCTarjlaHOuHIB. I[meHTHdiKOBaHO OBi
izopopmu - LIOT'-1 ta IOT'-2. IIOI'-2 € i30odpopMo0 GepMeHTYy, 110 IHAYKYETHCSI
iIMIIyIBCOM ITpO3alnajieHHS Ta PO3TrJIAfacThCsa IK OCHOBHUU (pakKTOp, IO BiAIIOBigae 3a
CHUHTE3 NPOCTAHOIOHUX MeniaTopiB 000, 3amaneHHsa Ta rapadyku. [IOT'-2 Takox
3aflissHa y mpollecax OBYIIAIlil, iMIIIaHTallil Ta 3aKPUTTS apTepialbHOl IIPOTOKH,
perynsnil GyHKIil HUPOK Ta IeHTPaIbHOl HEPBOBOI CUCTEMH (IHAYKIIiSI TapsI4KH,
BimuyTTst 601110, KOTHITMBHA QYHKIIisT). TaK0oK MozKe OpaTHu y4acTh YV IIPOIeCi 3aTrOEHHS
BuUpa3zok. [IOI'-2 Oyno imeHTH(diKOBaHO ¥ TKAHWHI HaBKOJIO BUPA3KH IITYHKA y
JIIOOWHM, ajie 3HaYeHHs OJIs 3aTOEHHS BUPa3KU He BCTAHOBJIEHO.

EdexkTuBHICTD

Y mailieHTiB 3 0CTE0apTPUTOM eTOPUKOKCUO y mo3i 60 mr 1 pa3 Ha go0Oy 3HAYHO
IOKpally€e CTaH ITpHu 00JIIX Ta OIIHKY IalliEHTa 1010 CTaHy 3axBOopioBaHHS. Li
MMO3UTHBHI e(PeKTU CIoCcTepiraaucs BxkKe Ha APYTUM OeHb JIiKyBaHHS i 30epiranucs
IIPOTSATOM ITepiony mo 52 TUXKHIB. Y XOMdi OCIiIXKeHb i3 3aCTOCYBaHHSM €TOPUKOKCUOY
B mo3i 30 Mr 1 pa3 Ha mo0y eheKTHUBHICTh LILOTO IIpeNapaTy nepeBuUlllyBaa niauedo
npoTsaAroM 12 TUXKHIB JTiKyBaHHS (BUKOPHUCTOBYBAIUCS OIiHKHU, III0 3aCTOCOBYBAJIUCS B
iHIMMX gociimxkeHHsx). [Tim yac gocmimkeHHs mig®opy mo3u eTOPUKOKCUO y mo3i 60 Mr
OEeMOHCTPYBaB 3HAYHO OiNIbIII BUPaXKeHe MMOKpalleHHs, HiX B mo3i 30 Mr, BiTHOCHO yCix
3 OCHOBHUX KIHITEBUX TOYOK IIiCJIs 6 TUKHIB JIIKyBaHHsA. 3aCTOCyBaHHA fo3u 30 Mr
IPU OCTEOAPTPUTI KMCTI HE BUBYAJIOCH.

Y nani€eHTiB 3 peBMaTOIHUM apTPUTOM eTOPUKOKCHUO y mo3i 60 mr ta 90 Mmr 1 pa3 Ha
no0y 3HAYHO ITOKpaIlyBaB CTaH CTOCOBHO BUPAaXKeHOCTi 60110, 3amajieHHsI, a TaKOXK



PYXJIHBOCTI. Y X0mi mocmigxkeHb 3 OoiHKu 703 60 Mr Ta 90 MT 1103uUTHBHI epeKTH
30epiramucst TpoTAroMm 12-TUKHEBOTO IIepioay JiKyBaHHSA. Y XO[i HOCIiIXKEeHHS 3
ominkm o3u 60 Mr nopiBHSHO 3 703010 90 Mr, oOuaBa MO3yYBaHHS €TOPUKOKCUOY -
60 mr 1 pa3 Ha goOy Ta 90 Mr 1 pa3 Ha mo0Oy - Oynu OinbIll epeKTUBHI HiXK m1anebo.
Ioza 90 mr Oysna edeKTUBHIIIA, HiXK Ho3a 60 Mr BiOmoBigHO A0 MeTOoAy 3arajabHOl
ominkm 6010 marieHTiB (0-100 MM Bi3yasibHa aHaJIOTOBa IIIKaja), 3 cepegHim
nokpaineHHsaM -2,71 mMm (95 % 1I: -4,98 MM, -0,45 MM).

Y nanieHTiB 3 HallagaMu I'OCTPOTO IMTOOArPUYHOT0 apTPUTY eTOPUKOKCUO y no3i 120 Mr
1 pa3 Ha moOy nmpoTsAroM 8 mHIB IOJIeTrIIyBaB 0iflb y cyrinobax cepeaHboro Ta TSAXKKOTO
CTYIIEeHS Ta 3alaJieHHS IMOPiBHSAHO 3 iHmoMeTaluHoM y [o3i 50 Mr 3 pa3u Ha mo0y.
3MeHIIIeHHS BUPaXKeHOCTi O0JII0 CIIOCTEPITaEThCS BXKe yepe3 4 TOOUHU TiCNIg oYaTKy
JIIKyBaHHS.

Y nanieHTiB i3 aHKiIO3YI0UMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pas Ha moly
3abe3meuye 3HaYHe MMOKpallleHHs npu 000 v XpeOTi, 3amaseHHi, oOMexkeHHi pyxiB, a
TaKO2K MOKpaIye GyHKIIIOHaAIbHY 3maTHICTh. KniHiuHI TepeBaru eTOpuKoKCcuoy
CIIOCTepiranucs Ha APYTruy OeHb Mic/ig MoYaTKy Teparril i 30epiranucs ynmpogoBx 52-
TUZKHEBOI'O I1epiofy JIiKyBaHHA. Y XOi OPYyroro OOCIiAXKeHHs 3 OLiHKU 103U 60 mr
MopiBHSIHO 3 H03010 90 Mr, eTopuKOKcuO y mo3i 60 mr 1 pas Ha moOy Ta 90 mr 1 pa3 Ha
no0y IMMPOOEeMOHCTPYBaB CX0XKY e(DeKTUBHICTh MOPiIBHSIHO 3 HanpokceHoM 1000 mr
IIOOEHHO. Y MAallieHTiB, III0 He IeMOHCTPYyBaJiM afeKBaTHOL BIATIOBIAl mif Jac
3aCTOCyBaHHA 003U 60 MI IIOAEHHO IIPOTATOM 6 TUXKHIB, MiABUINEHHA 003U 0o 90 Mr
IIIOJ€HHO ITOKpaIlllyBaIo OLIiHKY iHTeHCUBHOCTI 600 y crimHi (0-100 MM BidyanbHa
aHaJIoroBa IlIKajia) IIOPIBHAHO 3 IPOAOBXKEHHAM IIpuioMy 60 Mr HI0eHHO, 3 CepenHiM
nokpaineHHsaM -2,70 mMm (95 % [I: -4,88 MM, -0,52 MM).

[Tig vac KIiHIYHOTO MOCTiAXKEeHHS HicsoIepalliiHoro 3y0HOro 007110 eTOPUKOKCUD Y
mo3i 90 mr 3acTocoByBaBcs 1 pa3 Ha go0Oy OO0 TPhOX OHIB. Y MiArpyi naiieHTiB 3
MMOMipHUM 0OJIEM B II0YATKOBOMY CTaHi eTOPUKOKCHUO y mo3i 90 MI meMOHCTpyBaB
3Hebomoounil eekT, mogidHMM g0 Takoro B ibynpodeny 600 mr (16,11 nmpotu 16,39;
P=0,722), i nepeBuinysas epeKT mapaiieramony/kogeiny 600 mr/60 mr (11,00;
P<0,001) i mnamne6o (6,84; P<0,001), 1110 BU3HAYaJIOCA 3a IIOKA3HUKOM IIOBHOTO
nosneriieHHs: 6oio yepes3 6 roguH (TOPARG). KinbKicTh mallieHTiB, SKi ITOBiIOMIISIIIN
ITPO 3aCTOCYBaHHS ITpellapaTiB eKCTPeHOTro 3HeO0IeHHS MPOTATroM 24 TOOWH, CKilaja
40,8 % y rpymi 3acTocyBaHHS eTopukokcudy 90 mr, 25,5 % y rpyr1i 3acTocyBaHHS
ioynpodery 600 Mr KoxkHi 6 roguH i 46,7 % y rpyni 3aCTOCYBaHHS
napameTtamoiy/komeiny 600 mr/60 Mr KOKHi 6 TOOUH MOPiBHSHO 3 76,2 % IMalli€HTiB,
SIKi Tpu¥Marnu 1aiedo. Y 1boMy OOCIIiIXKeHHi IToYaTOK aHaAre3uBHOI Oil (BimuyTHe
nosnermieHHs 605110) 90 Mr eTOPpUKOKCUOY CITOCTepiranocs BxkKe yepes3 28 XBUJIMH ITiCIA
NpUKXOMY IIpenapary.



Bbe3neka

Mi>XHapoJHa OOCIigHHUIIbKA IporpaMa TPHUBAJIOr0 3aCTOCYBAaHHSI €TOPUKOKCHOY i

puknodeHaky npu aptputi (MEDAL)

[Tporpama MEDAL Gyra IpoCOeKTUBHO PO3P00JIEHOI0 TPOrpaMoio BilHOCHO
pe3ynbTaTiB 11040 6e3meKu 3 00Ky CepLEeBO-CyOUHHOI CUCTEMU, OTPUMAaHUX 3a
00’emMHAHUMH JAaHUMU TPHOX PAHOIOMi30BaHUX, MOABIMHO CITIMUX, KOHTPOJIbOBAHUX
aKTUBHUM IIperapaToM MMOPiBHAHHSA mociaigxkeHb (gocrhimxkenus MEDAL, EDGE 11 i
EDGE).

Y mocnimxenni MEDAL, 1o Oyio HallpaBJjieHe Ha BU3HAUYEHHS BIJIMBY Ha CEPIIEBO-
CyOouHHY cucTeMy, Opanu ydacTb 17804 marienTu 3 octeoaptputom (OA) i 5700 — 3
peBMaToigHUM apTpuToM (PA), siKi 3acTocoByBanu eTOPUKOKCHUO y mo3i 60 Mmr (OA) uu
90 mr (OA i PA) a6o guknodeHak y gosi 150 Mr Ha mo0y MPOTSATOM B CEPETHBOMY
20,3 micssa (MakcuManbHO — 42,3 Micsaisg, Meniana — 21,3 micsans). Y mbomy
mociimkeHHi Oynu 3adikcoBaHi TimbKM cepiio3Hi mobiuHi peakilil i MpuNIUHEHHS
MIpuoMYy ITpelapaTy BHACIiIOK BUHUKHEHHS OyOb-sIKUX ITOOIYHUX peakIliid.

Y xogni gocnigxkenbs EDGE i EDGE II nopiBHIOBaiIu HIJIyHKOBO-KUIIIKOBY ITIEPEHOCUMICTh
eTOpuKOKcuOy i muknodenaky. ¥ mocninmxkenHi EDGE O6panu y4yacTts 7111 natieHTiB 3
OA, sKi oTpuMyBanu eTopukokcub y go3i 90 mr Ha moby (y 1,5 pa3a Buiie
pekoMeHaoBaHol go3u s JiikyBaHHS OA), abo quknodeHak y go3i 150 mr Ha gody
IpoOTATOM B cepemgHboMy 9,1 micsaisa (MakcuMyM — 16,6 micsiisa, MeniaHa —

11,4 micsiug). V gocnigxkenHi EDGE II 6panu yuyacTts 4086 martiienTiB 3 PA, ski
OTPUMYBAJIU JIIKyBaHHSA €eTOPUKOKCHOOM y mo3i 90 Mr Ha moOy abo muKiodpeHaKoM y
mo3i 150 mMr Ha goOy mpoTsAroM B cepegHboMy 19,2 micsis (Makcumym — 33,1 Micsiis,
MeniaHa — 24 micsiri).

Y o6’enuaniit nporpami MEDAL 6panu ydacts 34701 martieHnT 3 OA i PA, aki
OTPUMYBAaJIHU JIiKyBaHHS YIIPOOOBXK Iepiony B cepegHbomMy 17,9 Micsiisg (MaKCUMyM —
42,3 micsius, Memiana — 16,3 micsus); npubnusxHo 12800 nallieHTiB oTpuMyBaIu
JIIKyBaHHS MMOHap 24 Micsui. Y mallieHTiB, 3apeecTpOBaHUX y IIiil mporpaMi, Oy pi3Hi
IMOYaTKOBI YNHHUKHN PU3UKY CTOCOBHO CEPIIEBO-CYAUHHOI CUCTEMH i IIJTYHKOBO-
KumkoBoro Tpakrty (IIKT). I1amieHTH 3 HEIllogaBHO IepeHeCeHUM iHpapKTOM
MioKap[a, aOPTOKOPOHAPHUM IIIYHTYBaHHSAM ab0 4epe3NIKipHOI0 KOPOHAPHOIO
AQHTIOITaCTUKOIO YIIPOOOBXK 6 MicsIliB 0 peecTpallil B JOCIiaKeHHi Oyu BUKITIOYEHI 3
OOCITimKeHHsI. Y OOCIiIKeHHsIX 0yJI0 MO3BOJIEHO 3aCTOCYBaHHS TaCTPOIPOTEKTOPHUX
ImpelaparTiB i alleTUJICAIIUIOBOl KUCIOTH Y HU3BKUX 03aX.

3aeaavHa 6e3neka



He 6yso cyTTeBUX BigMiHHOCTEM Y YaCTOTi TPOMOOTUYHUX CEPLIEBO-CYIUHHUX
YCKJIaIHEHb IIPU 3aCTOCYBaHHi eTOpUKOKCcuOy i quknodeHaky. KapmiopeHanbHi
nmo0OiyHi peak1il yacTillle cioCcTepirajgucs Npu 3aCTOCYBaHHI eTOPUKOKCUOY, HixK
oukinodeHaky; ek epeKT OyB M0303aIeKHUM (OeTabHO ITPO pe3yabTaTu OUB.
Huxd4e). [1o6iuHi peakirii 3 60y IIIKT i nmediHky BUHUKAIU 3HAQYHO YacTillle IpHU
3aCTOCYBaHHI guKiIodpeHaKy, Hizk eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peakitriit B gociaigxkenHusax EDGE i EDGE II, a Takox mo6iyHUX peaxlliii, 1110
PO3TIIsAmanucs K cepio3Hi abo Taki, 1110 MPU3BOOSATHL A0 BiAMiHM mpernapary B
mocnimxxenHi MEDAL, Oyna BUIIOIO IPY 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK
OUKIIO(eHaKy.

Bes3neka 8i0HOCHO cepuego-cyOuHHOI cucmemu

YacToTa mifTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX CEPUO3HUX IMOOIYHUX
peaxirii (BKII04YalouyM peakiiil 3 00Ky ceplis, lepedpoBacKyIsIpHi peakirii i peakirii 3
00Ky nepudepuyHUx CynuH) Oysa IIOPiBHIHHOI ¥ eTOPUKOKCHOY i muknodeHaky (maHi
mimcymoBaHo B Tabnuili 1). He 6ysio cyTTEBUX BiZMiHHOCTEH B ITOKa3HUKAX YaCTOTHU
TPOMOOTHUYHUX YCKIaJHEHD IIPU 3aCTOCYBaHHI eTOPUKOKCUOY i AUKIopeHaKy B yCix
IIpoaHali30BaHUX HiArpylax, BKIIOYal4y Malll€eHTIB i3 KapAioBaCKyJIIPHUM PU3UKOM.
[Ipu oKkpeMOMy PO3TIAnl BITHOCHUM PU3UK BUHUKHEHHS HiATBEPOKEHUX CEPUO3HUX
TPOMOOTHYHUX IMOOIYHUX peaklliii 3 60Ky ceplLeBO-CYIUHHOL CUCTEMU IIPHU
3acTOCyBaHHi eTOpuKOKCUOY B 0o3i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB
OOHAKOBUM.

Tab6mumg 1

[Toka3HUKY MiATBEPOKEHUX TPOMOOTUYHUX YCKIIaJHEHDb 3 00Ky CepleBO-CyOUHHOI
cucteMu (06’egHaHa mporpama MEDAL)

ETopukokcu6b |[IukmnodeHak

(N=16819) (N=16483) [TopiBHSHHS MiX

rpynaMu JIiKyBaHHS
25836 mnanienTor24766 namieHTor

YcknanueHHs POKiB POKiB

TToka3HUK TToka3HuK' BigHOCHUM PU3UK

(95 % OI) (95 % 1I) (95 % [I)




[TinTBepOKeHi cepiio3Hi TpoMOOTHYHI MOOiIYHI peakirili 3 60Ky ceplieBO-CyaAUHHOI1

CUCTEMHU
3 1,24 (1,11; 1,30 (1,17; 0,95 (0,81; 1,11)
a IPOTOKOJIOM , ,0l; 1,
P 1,38) 1,45)
1,25 (1,14; 1,19 (1,08;
3a HaMipoM JIiKyBaTHUCA ( ( 1,05 (0,93; 1,19)
1,36) 1,30)

[TinTBepOXKeHi yCcKnagHeHHS 3 00Ky ceplis

0,71 (0,61; 0,78 (0,68;
3 0,90 (0,74; 1,10
a IPOTOKOJIOM 0.82) 0,90) ( )
0,69 (0,61; 0,70 (0,62;
3a HaMipoM JIiKyBaTHUCA ( ( 0,99 (0,84; 1,17)
0,78) 0,79)

[TinTBEepOXKeHi 11epeOpoBaCKyIsSIPHI YCKIIagHEHH A

0,34 (0,28; 0,32 (0,25;
3 1,08 (0,80; 1,46
a IIPOTOKOJIOM 0,42) 0,40) ( )
3 i 0,33 (0,28; 0,29 (0,24;
.aHaMlpOM ( ( 1,12 (0,87; 1,44)
JTIKyBaTHUCS 0,39) 0,35)

[TigTBEepOXKeHi yCKIamHeHHS 3 60Ky nepudepuyHux CyquH

0,20 (0,15; 0,22 (0,17;
3 0,92 (0,63; 1,35
a IIPOTOKOJIOM 0.27) 0,29) ( )
3a HaMipoMm 0,24 (0,20; 0,23 (0,18;

. 1,08 (0,81; 1,44)
JTIKyBaTHUCS 0,30) 0,28)




TYCKJ'IaJIHeHb Ha 100 namienTo-pokiB; 11 - goBipuuu iHTEpBaIl.
N - 3aranbHa KiJbKIiCTh HAIi€HTIB ¥ IOIMYJIALil 3a IPOTOKOJIOM.

3a IPOTOKOJIOM: yCi YCKIIagHEHHS ITiZl Yac JOCiaXKyBaHoI Tepalii abo mpoTsaroMm
14 gHiB micns 11 NPUIIMHEHHS (3a BUHSATKOM IIAlli€HTIB, IKi IPUUHATHA <75 %
OOCIiIXKyBaHOTO IperapaTy abo mpuiMany HedoCimXXyBaHi HecTepoigHi
npoTu3anasnbHi npenapatu >10 % Bchoro mmepiony).

3a HaMipoM JIiKyBaTHUCH: BCi HiATBEPAXKEHI YCKIIaHEHHS 00 3aKiHYEeHHS
mociigXKeHHd (Y T. 4. y Ialli€eHTiB, AKi MOTJIM 3a3HaTU BTPy4YaHHs, He II0B’13aHOT0 3
OOCJIiAXKEeHHSAM, 3 IIONAJIbIIUM IIPUIIMHEHHIM IPUUOMY OOCIIAXKYBaHOTO IIpenapary).
3aranbHa KiJIbKiCTh paHOOMi30BaHUX IallieHTiB: 17412 y rpymi eTopukokcu0by i 17289
y IpyIi gukinopeHaKy.

[Toka3HUK CePLEeBO-CYAUHHOI CMEPTHOCTI, SIK i 3arajibHOI CMEPTHOCTi, OyB MOOiOHUM Yy
rpymnax JiKyBaHHSI eTOPUKOKCHOOM i guKiodpeHaKoM.

KapodiopeHaavHi ycCKAaOHEHHA

[MTpubnusuo 50 % maiieHTiB, IpUUHATUX V gociigxkeHHsas MEDAL, manu apTepianbHy
rinepTeH3ii0 B aHaMHe3l Ha I1049aTKOBOMY eTarlli. Y [[bOMY OOCJIIAZKEHH] 4acToTa
MIPUMTMHEHHS TiKyBaHHS YHACIIiIHOK BUHUKHEHHS NOOIiYHUX peakilili, OB’ I3aHUX i3
apTepianbpHOIO TinepTeH3ielo, OyJla CTaTUCTUYHO 3HAUYHO BUIIOIO y T'PYIIi 3aCTOCYBaHHA
eTOPUKOKCcuOy, HiXK y rpy1i nukinodeHaky. HacTora Takol moOiUYHOI peakilii, IK
3acCTiiHa ceplleBa HEeJOCTaTHICTh (IPUIIMHEHHSA IPUUOMY IIpenapaTy i cepio3Hi
peakirii), Oyma aHaJOTiYHOIO K IIPU IPUKOMi eTOPUKOKCcuOy 60 Mr, Tak i mpu npuriomi
ouknodenaky 150 Mr, IpoTe YacTOTa BUHUKHEHHS IIUX peakiliit Oyia BUILOIO IIPU
npuiioMi eTopukokcudby 90 Mr mopiBHsIHO 3 AuKIodeHakoM 150 Mr (CTaTUCTUYHO
3HAYyIa Pi3HUIIS OPU MpuiioMi eTopukokcudy 90 Mr mopiBHSHO 3 150 Mr
nukinodeHaky B rpymi OA MEDAL). HacToTa nmigTBepazKeHux NoOiYHUX peakllii,
MOB’sI3aHUX i3 3aCTiMHOIO CEPIIEBOI0 HEIOCTATHICTIO (IBHUIIA, 1110 Oy/IU CEPHO3HUMH i
BHMarasau rociitani3ailil abo HeBigKIagHol JormoMoru), Oyyia He3HaYHO BUILOIO TP
MMPUMOMi eTOPUKOKCUOY MOPiBHSAHO 3 IpuiioMoM gukinoderaky 150 mr, i ueit edpekr
3ajiekaB Bifl ;o3u. YacToTa NPUNUHEHHS JIiIKyBaHHS YHACIiIOK BUHUKHEHHS IOOiYHUX
peaxiriii, 1oB’si3aHuX 3 HaOpsikamMu, OyJla 3HAYHO BUIINOIO ITPHU ITPUNOMi eTOPUKOKCUOY
MOPIBHSHO 3 MpUKMOMOM OuKinodpeHaky 150 mr, i 11ei edeKT 3ajekaB Bifl 403U
(cTaTUCTUYHO 3HaUyllla Pi3HUIS IIPU IPUKoMi eTOpuKoKcuOy 90 Mr, ane He
eTOPuKOKCcuoy 60 mr).

KappiopeHanbHi pe3ynbTaTt, oTpuMaHi B gociaigxkeHHax EDGE i EDGE 11, Bignosiganu
OaHUM, IIPO SKi IOBigoOMIIssIocs B gocaigxkenui MEDAL.



B okpemux mochimgxkenHsax mporpamMu MEDAL abcomioTHa 4acTOTa NPUITMHEHHS
JIiIKyBaHHSA B OyIb-AKiM rpymni niKkyBaHHS eTopuKokcuobom (60 mr a6o 90 Mr) ctaHOBUIIA
oo 2,6 % mpu apTepianbHiM rineprensii, mo 1,9 % npu Habpskax ipgo 1,1 % npu
3aCTiMHIN ceplieBid HeJOCTAaTHOCTI, IPU IbOMY BHILlA YaCTOTa BiAMiHM IIpelapaTty
criocTepirasnacs y pa3si npuiiomy eTopukokcuOy 90 mr, Hixk 60 Mmr.

Pe3yivmamu wayHKOBO-KUWKOB0I nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHNINM ITOKA3HUK BiMiHU IIpenapaTy BHACIiITOK BUHUKHEHHS OyOb-IKOTO
KJTiHiuHOTO yCcKnagHeHHs 3 00ky IIIKT (Hanpuknapn gucnerncii, abgominanbHOro 607110,
BUPAa3KHU) CIIOCTEPiraBcs MPU 3aCTOCYBaHHI eTOPUKOKCHUOY, HiXK AUKIIOdeHaKy, B
KOXHOMY 3 TPhOX OOCHigXKeHb nporpamMmu MEDAL. [Toka3HUKY BiIMiHUM IIpernapaTy
BHACIiAOK KiIiHiuHUX peakiii 3 00Ky LIIKT Ha 100 maifieHTO-pOKiB 3a BeCh Iepiof
OociiaXKeHHs Oynu TakuMu: 3,23 IO eTOPUKOKcuoOy i 4,96 mns gukinodeHaky B
nocnigxxenHni MEDAL; 9,12 gnsa eTopukokcu6y i 12,28 gnsa nuknodeHaky B
nocninxkenHi EDGE; 3,71 nnst etopukokcu6y i 4,81 mns guknodeHaky B HOCTigXKeHHi
EDGE II.

Pesyavmamu npoepamu MEDAL w000 6e3neku 0as IIIKT

3aranbHi peakirii 3 60Ky BepxHboro Bigginy [IIKT 6ymu Bu3HaueHi K mnmepdopatiiii,
BUpa3KHu i KpoBoTedi. [Tigrpymna 3araabHux peakiiii 3 60Ky BepxHboro Bigminy IIKT,
sIKi BBaXKaJIMCs YCKIaJHEeHNMHU, BKJIIo4asa rmepdopailii, o0CTpyKIlil i yCKIagHeHi
KPOBOTEeUi; MiArpyIa 3araJbHUX peakiii 3 60Ky BepxHuboro Bigminy IIIKT, ski
BBazKaJIMCs HEYCKJIaJHEeHVMHU, BKJII04Yajla HeyCKJIalHEHI KPOBOTEUl 1 HeyCKJlaJgHEeH]
BHPAa3KHW. 3HAYHO MEHIIINM ITOKa3HUK YaCTOTU 3arajbHHAX peakilii 3 00Ky BEPXHiX
BigminiB IIIKT crmocTepiraBcs mpu 3aCTOCYBaHHI eTOPUKOKCUOY, Hixk mukinodpeHaky. He
OyJI0 CyTTEBOI Pi3HUII MiK eTOPUKOKCHUOOM i fUKII0eHaKOM 100 MOKa3HUKa
Y4aCTOTHU YCKJIaJHEHUX peakliu. [[J1g Miarpynu TakKux peakliiv, SK KpoBoTeda y
BepxHboMy Biggini IIIKT (06’egHaHi ycKnagHeHi i HeycKiagHeHi), He OyI0 CyTTEBOL
BiIMIiHHOCTI MiXK eTOpPUKOKCHUOOM i mukinopeHakoM. [TepeBara eTOpuKOKCHUOY 1100
BILUTMBY Ha BepxHiu Bigmin IIKT nmopiBHsAHO 3 AuKiIodpeHaKoM He Oyjla CTaTUCTUYHO
3HQUYIIOK Yy NallieHTiB, [0 OJHOYACHO 3aCTOCOBYIOTh aCIIipUH B HU3bKUX 403aX
(mpubnu3no 33 % malli€eHTiB).

[Toka3Huk yactoTu Ha 100 maiieHTO-pOKiB HiATBEPAKEHUX YCKIIagHEHUX 1
HeyCKJIagHEeHUX KIIiHIiYHUX peaklii 3 00Ky BepxHboro Bigminy IIIKT (mepdopariii,
BHUpPa3Ku i KpoBoTedi) cranoBuB 0,67 (95 % 11 0,57, 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % OI 0,85, 1,10) npu npuitomi guKiIopeHaKy, IIpu IIbOMY BiTHOCHUN PU3UK
cta"oBus 0,69 (95 % IOI 0,57, 0,83).

Bu3HauvaBcs MOKA3HUK YAaCTOTHU IiITBEPOXKEHUX peakIliii 3 00Ky BEPXHbOT'O Bimminy
IIIKT y maIieHTiB IiTHLOTO BiKy; Halbinbllle 3HUKEHHS CIIOCTEepirajsocs y IalliEHTiB



BikoMm =75 pokiB (1,35 [95 % [I 0,94, 1,87] peakiiii Ha 100 maIfieHTiB-pOKiB Ipu
mpuiioMi eTopukokcuby nopiBHsiHO 3 2,78 [95 % [II 2,14, 3,56] npu nputiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPAXKEHUX KITIHIYHUX peakllii 3 00Ky HUXKHBOTO BiIginy
IKT (mmepdopailigs TOHKOTo ab0 TOBCTOTO KUIIIEYHUKY, OOCTPYKIisi abo KpoBOoTeUa)
CTAaTUCTHUYHO He BiIPi3HSIINCS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY i gUKIOhEeHaKY.

Pesyabvmamu npoepamu MEDAL w000 6e3neKu 015 nedyiHKu

ETopukokcu6 OyB acoIlilioBaHUM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BimMiHU
ImperapaTy YHaACIiMOK BUHUKHEHHS MOOiYHUX peakiliii 3 00Ky IeYiHKM, HixK
nuknodeHak. Y o6’enuanit mporpami MEDAL 0,3 % mallieHTiB, 1110 3aCTOCOBYBaJIx
€TOPUKOKCUO, i 2,7 % mallieHTiB, III0 3aCTOCOBYBa/Id OUKIOPEeHaK, TPUIUHUIIN
3aCTOCYBaHHS ITpernapaTy BHACIIITOK BUHUKHEHHS IMMOOIiYHUX peakiliti 3 00Ky MediHKH.
[Toka3uuk Ha 100 maiieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHi eTOPUKOKCHUOY i
1,84 npu 3acTocyBaHHI guKiIodeHaKy (p-3HaueHHs O0yno < 0,001 mist eTOpUKOKCUOY
MopiBHSAHO 3 muKIodpeHakoM). [Ipote B mporpami MEDAL GinpiuricTe moOiYHUX peakIii
3 OOKYy MediHKu Oy HeCepuO3HUMU.

IMomaTKoOBi maHi 3 0e3IeKHU OJIsI CepIeBO-CYOUHHOI CHUCTEMH IIIOOO0 TPOMOOTHUUYHUX

VCKIaJHEHb

Y xomi KiIiHIYHUX OOCIiAXKEeHb, 3a BUHATKOM HOOCHiaXKeHb nmporpamMu MEDAL,
npubnu3Ho 3100 mallieHTiB OTpUMYBald eTOPUKOKCUO y mo3ax = 60 mMr Ha Oo0y
ynopomoBK 12 TuxKHiB i goBiuie. He Oyno 3HauyIoil BigMiHHOCTi ITOKa3HUKIB
MiATBEPAXKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYOUHHUX YCKIagHEHb Y
TMaIli€eHTiB, sIKi mpuiManu eTOPUKOKCHUO y 1o3i = 60 mr, nnanebo a6o iumri HIT3IT (3a
BUHSITKOM HaIlPOKCeHY). [IpoTe yacToTa TaKuX peakiliii Oyia BUILOIO Y IMAIliEHTIB, SKi
OTPUMYBAJId €TOPUKOKCHUO, ITIOPIiBHSIHO 3 TUMH, XTO OTPUMYyBaB HAaIPOKCEH Yy HO3i
500 mr 2 pa3u Ha mo0Oy. BimMiHHICTL @aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU
HII3TII, mo iarioytots LIOT'-1, i cenekTuBHUMU iHTibiTOpamu 11OI'-2 Moxke OyTH
KJIiHIYHO 3HAYYIIOIO Y MalliEHTiB IPyNnu PU3UKY BUHUKHEHHS TPOMO0OeMOOTiYHUX
ycknagHeHb. CenekTusHi iHridiTopu LIOT-2 3HUXKYIOTh YTBOPEHHS CUCTEMHOTO (i
TOMY, MOKJIMBO, €HJ0TeIiaIbHOT0) ITPOCTAIUKIIiHy 0€e3 BIJIUBY Ha TPOMOOLIMUTapHUMN
TpoMOoKcaH. KimiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMme.

HomaTkoBi maHi momo 6e3nexku ajst HIKT

ITig yac gBox 12-TH>XHEBUX HOABIMHO CJIININX €HJOCKOMIIYHUX OOCIIim>KeHb
KyMyJIsITUBHA YaCcTOTa BUHUKHEHHS racTPOOyoAdeHaIbHUX BUPa30K Oyjia 3HaYHO
HUKYOIO y MalliEHTIB, sIKi OTPUMYyBaJIX JTiKyBaHHS eTOPUKOKCcHUOOM y 1o3i 120 mr 1 pa3
Ha moOy, HiXK y HallieHTiB, SIKi OTPUMYBaIU JIiIKyBaHHS HalpPoOKceHOoM y mo3i 500 mr



2 pa3u Ha mo0Oy abo ibynpoderom y mo3i 800 mr 3 pa3u Ha moOy. YacToTa BUHUKHEHHS
BHUPA30K Oyja BUIIOI0 IPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK miarebo.

HocnigxeHHs GYHKIT1 HUPOK YV IMalli€HTiB JiTHHOTO BiKY

Y xopni paHgoMi30BaHOT 0, MOABIMHO CJINOTO, IJ1alie00-KOHTPOJILOBAHOTO OCIiI?KEeHHSI
3 IapajelbHUMM I'PyIlaMH OL[iHIOBABCS BOIUB 15-IeHHOTO JIIKyBaHHS €TOPUKOKCHUOOM
(90 mr), nenekokcudboMm (200 mr 2 pa3u Ha goOy), HanpokceHoM (500 Mr 2 pa3u Ha
noOy) i mmane60 Ha BUBEeHHS HATPil0 3 cedyelo, apTepialbHUM TUCK Ta iHII
MMOKa3HUKHU (PYHKII1 HUPOK y maIieHTiB Big 60 mo 85 poOKiB, 110 JOTPUMYIOTHCS HIETH i3
BMicToM coni 200 MEkB/go0y. ETopukokcu0, 1ie1leKoKcu0b i HalpoKCceH MaJjiu IOgiOHuM
BIIJIMB Ha BUBEOEHHS HATPIiIO 3 ce4yelo NpHu 2-TUKHEBOMY JIiKyBaHHI. YCi aKTHUBHI
IIpenapaTy MOPiBHSIHHS ITOKAa3aJlu ITiABUIIEHHS BiIHOCHO m1aiedo CUCTOIiYHOTO
apTepiaIbHOTO THUCKY; IIPOTEe eTOPUKOKCHUO acoIlifoBaBCs 3i CTAaTUCTUYHO 3HAYYIIINUM
ITigBUIIEHHSIM Ha 14-% meHb NOPIiBHSIHO 3 IIeJIEKOKCHUOOM i HallpOKCEeHOM (cepenHs
3MiHa CHCTOJIIYHOTO TUCKY ITOPiBHSHO 3 IOYAaTKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT.
CT., IIe1eKokcub 2,4 MM PT. CT., HAaIlPOKCeH 3,6 MM PT. CT.).

dapmakokKiHemuka.
Abcopbuis.

ETopukokcu6b qoOpe BCMOKTYETHCS IIPU ITepopaibHOMY npuiiomi. AGCOIIOTHA
O6iogocTymnHicTh cTaHOBUTHL pubMu3HO0 100 %. ITicns nmpuiiomy 120 mr 1 pa3 Ha moOy
IO DOCATHEHHs PIBHOBAXXHOI'O CTaHy MaKCHUMaJlbHa KOHIIeHTpallis y ja3Mi KposBi
(cepemHe reoMeTpuYHE 3HAUYEHHS Cmax=3,6 MKT/MJI) CIIOCTEPIira€Tbcss IpuOIN3HO
4yepe3 1 roguny (Tmax) [Iic/ig IpuruoMy gopocnumu Hatiue. CepegHE reOMeTpUYHE
3HaueHHsa AUC CTAQHOBUTH 37,8 MKIrXron/Mi. Y Mexax KJIIHIYHOTO JO3yBaHHS

0-24hr
dbapmMaKoOKiHETHKa €eTOPUKOKCUOY € JIiHiNHOIO.

[Tpu nputiomi npenapaty y mo3i 120 mr mig gac iau (Ika 3 BUCOKHMM BMiCTOM KUPiB) He
CIIOCTepiranaoch BOJIMBY Ha CTYIIiHb abcop6bi1iii eTopukokcuOy. [lIBuakicTh abcopoOiril
3MiHIOBaacCh, 110 XapaKTepPHU3yBajlOCh 3HUXKEHHIM Cmax Ha 36 % Ta 30inpieHHIM T

< Ha 2 ropuHu. Taki gaHi He PO3rIANal0ThCA K KIiHIYHO 3HauyIi. I1ig yac

ma
KIiHIYHUX TOCIiAKeHb eTOPUKOKCHUO 3aCTOCOBYBaJIM He3aJIeKHO Bifl TpuiiomMy ixi.

Po3noodin.

ETopukokcub npubnusno Ha 92 % 3B’s3yeThCS 3 OiTKaMu I1JITa3MM KPOBi JIIOOUHU 3
KoHIuleHTpatniamu Big 0,05 go 5 Mxr/mi. O6’eM po3moAiny Npu piBHOBaXKHOMY CTaHi
(Vdss) crarnoBuTth nipubnu3no 120 1y JTI0OUHHA.

ETopukokcub IMpoHUKa€E yepel mialleHTapHui 6ap’ep y UIypiB Ta KPOJIiB, a TAKOXK
yepe3 remaTtoeHedaniyHui 6ap’ep y mIypis.



Memab6oaiszm.

ETopukokcub akTuBHO MeTab01i3yeThcss, MeHIlle 1 % mo3u BUMIISIETHCS i3 ceyelo y

BUTJIAMI He3MiHeHOTro npemnapaTty. OCHOBHUM IINIIX MeTabosi3My — 11e GopMyBaHHSI

MOXigHOl 6'-TimpoKCUMeTHITy IIIIXOM KaTasidallil ¢pepmeHTamMu nutoxpomy. CYP3A4
crpusie MeTab0J1i3My eTOPUKOKCHUOY in vivo. [locnifgKeHH4 in vitro BKa3yioTh Ha Te,

mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHUU
IIJIIX MeTabosi3My, ane ix KijlbKiCHI XapaKTepUCTUKY He BUBUYAJIUCS in Vivo.

Y mropunu ineHTHdikoBaHo 5 metabomniTiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCUJIOBO1 KMCIOTU JIePUBAT €TOPUKOKCHOY, 1110 YTBOPIOETHCS ITPU ITOAAIbIIIN
oKcHpallil moxigHoi 6'-rimpokcuMeTuny. Lli ocHOBHI MeTabosiTH ab0 HEe BUSBISIOTh
aKTUBHOCTI, abo € cnaboakTuBHuMM iHTiOiTOpamu LIOT-2. 2KogeH i3 1imx MeTabOJTiTiB
He iHTiOye 11OT-1.

BuseoeHHA.

[Ticyist pa30BOT0 BHYTPIIITHBOBEHHOT'O BBEIEHHS 3I0POBUM HOOPOBOJIBIISIM 25 MT
eTOPUKOKCcuOy, MiueHoro paaioizoronomM, 70 % pamioakTUBHOTO mpernapaTy
BHUBOOUTHCH i3 cedero i 20 % — 3 KaJjioM, TOJIOBHUM YHMHOM Y BUTJISIAI MeTabOIIiTiB.
MeHiue 2 % BUBOOUTHCS y BUTJISAAL HE3MIHEHOr 0 IIpemnapary.

BuBeneHHsI eTOpUKOKCHUOY BimOyBa€ThCA MalKe ITOBHICTIO IIIJITXOM MeTaboJi3amMy 3
IMOaIbIIINM BUBEIEeHHSIM HUPKaMU. PiBHOBaXKHi KOHIIEHTPAllili eTOPUKOKCUOY
OOCSTaloThCS Yyepe3 7 OHIB mpu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKa3HUKOM KyMYJIsllil mIpuOIM3HO 2, II0 BiATIOBiga€ mepiofy HaniBBUBEOEHHS
npubnu3Ho 22 roauHu. KiipeHc mi1a3Mu KpOBi ITicas BHYTPIIITHBOBEHHOT'O BBEJE€HHS
25 MT pemnapaTy CTaHOBUTH IMpubau3Ho 50 MJ1/XB.

OKpemMi epynu nauieHmis.

[MTamierTn DiTHBOTO BiKy. PapMaKOKiHETHKA y MAIli€HTIB JIITHBOTO BiKY (BiKOM Bif

65 poKiB) € momi6HO0 [0 ¢hapMaKOKiHETUKH Y MOJIOOIIMNX TTAIli€HTIB.
CraTth. PapMaKoOKiHETHUKA €TOPUKOKCUOY € IMOOiOHOI0 ¥ YOJIOBiKiB Ta KiHOK.

[MopymieHHsa QYHKII NeYiHKK. Y Malli€HTiB 3 JIETKUM IOPYIIeHHSIM (QYHKIIi] Te4YiHKN

(5—6 GarmiB 3a mkanoi Yainma — [1'10) mpu 3acToCyBaHHI eTOPUKOKCUOY B 031 60 Mr

1 pa3 Ha moby cepenHiit moka3HUK AUC mpubnus3Ho Ha 16 % OinbIuii, HixK y 300POBUX
nOoOPOBOBIIB ITPU TAaKOMY K TO3yBaHHi ITperapary. Y IallieHTiB 3 TOMipHUM
nmopyiieHHsaM GyHKIII nedinku (7-9 OaniB 3a mkanoio Yawnma — I1'10) ipu
3acTOCyBaHHi eTOpUKOKCUOY y mo3i 60 Mr yepes goOy cepenHiii mokasHuk AUC OyB
noniOHUM OO IMOKa3HUKa y 3TOPOBUX HOOPOBOJIBIIIB, IKi MpuUiiMaIu npenapar y mgo3i

60 mr 1 pa3 Ha goOy IIOOEHHO; 3aCTOCYBaHHS eTOPUKOKCHOy B mo3i 30 mr 1 pa3 Ha



moOy He BUBYAJIOCH V IIi¥t rpyIri maiieHTiB. HeMae kniHiuHMX a60 ¢hapMaKOKiHETUYHUX
OaHUX CTOCOBHO MAITiEHTIB 3 TAXKHUM IIOpYyHIeHHIM QyHKIII medinku (=10 6arriB 3a
mkKasor Yaunma — I1'10).

[MopymenHs GyHKIII HUPOK. PapMaKOKiHETHKa pPa30Boi 103U eTOpUKoKcubdy 120 Mr y

Malli€HTiB i3 MOMIpHUMHU Ta TAXKKHUMU IIOPYIIEHHAMHU (PYHKIII HUPOK, a TAKOXK Yy
MAITiEHTIB i3 3aXBOPIOBAHHSIMEN HUPOK TE€PMiHAIbHOI CTamdil, SKUM IIPOBOOSTH
reMofiasi3, He BiIpPi3HSIETHCSA 3HAYHUM YMHOM Bifl (p)apMaKOKiHETUKHU y 3TOPOBUX
moOpoBonbIliB. [Ipu reMopianisi mpenapaT MalkKe He BUBOIUTHCS (KITipeHC miamidy —
npubnu3Ho 50 Mi/xB).

Himu. ®apMaKoKiHETUKa eTOPUKOKCHUOY B fiTel (BikoM mo 12 pokiB) He BUBYaJacCh.

Y xomi mocnigxeHb ¢papMakKoKiHETHUKHY (n=16), 1110 TPOBOAMIIOCH 3@ y4acCTIO ITiAIiTKiB
(BikoM Big 12 mo 17 pokiB), dapMakoOKiHEeTHKA y HaIli€EHTIB 3 Macoio Tina 40-60 Kr,
SIKUM IIpU3Ha4dasIu eTOPUKOKcUO y mo3i 60 mr 1 pa3 Ha o0y, Ta y IalliEHTiB 3 Macoi0
Tina Ginbire 60 Kr, SKUM IIpu3Havanu npenapat y 0o3i 90 mr 1 pa3 Ha moOy, Oyna
nmonibHo 0 hapMaKOKiHETUKU Y JOPOCIINX, SIKi 3aCTOCOBYBai ETOPUKOKCUO y MO3i
90 mr 1 pa3 Ha goOy. be3mneka Ta epeKTUBHICTh 3aCTOCYyBaHHS €TOPUKOKCUOY AiTSIM He
BCTAQHOBJIEHI.

IToka3aHHA

CuMnToMaTHU4YHA Tepallisl TP OCTE0APTPHUTi, peBMaTOIHHOMY apTPUTi, aHKiIo3yiouoMy
CIIOHIMIIITi, @ TaKOXK Ipu O0JII0 i 03HAKaX 3allajJIeHHs, IOB’I3aHUX i3 TOCTPUM
HOogarpu4YHUM apTPUTOM.

HeTpuBane JikyBaHHS IOMipHOTO MicjsionepalliiiHoro 60710, OB’ I3aHOT0 3i
CTOMAaTOJIOTIYHUMU OlepaliaMu.

PimmeHHs npo npu3HaveHHS ceJIeKTUBHOTO iHTi6iTopy LIOI'-2 MOBUHHO I'PYHTYBaTHUCS
Ha OIliHIIl BCiX IHOWBiOyaJIbHUX PU3HUKIB y MIAlli€HTAa.

IIporunoka3aHHs

®

JlikapchKui 3aci6 ApKOKCisi~ IIPOTUIIOKa3aHUM:

e TIPU TiNepYyTIIMBOCTI OO0 Aito4yol abo Oyab-IKOl JOMOMizKHOI PEYOBUHMU IIpenapary;

e IPU AKTUBHIiM MENITUYHIN BUpPa31li a00 aKTUBHIM IITYHKOBO-KUIIIKOBiM KPOBOTEYi;

e TIAIliEHTaM, Y SKUX BUHMKaB OpPOHXOCIIa3M, TOCTPUU PUHIT, Ha3aJIbHi ITOJIiMH,
QHTiIOHEBPOTUYHUM HaAOPSAK, KPOIIUB'THKaA abo iHII anepriuHi peakiiii micns
3aCTOCYBaHHS alleTUIcaminuiaoBoi kucnotu abo HII3II, Bkmodatouu iHTiGiTOpU
LHOTI'-2 (muKnIooKcUrekcaHasa-2);



y Iepioq BariTHOCTI Ta rOAyBaHHSA T'PYAOIO;

e MIPU TSIXKKUX MOPYIIEHHIX QYHKIII medinku (anbOyMiH CUPOBATKU KPOBi <25 /1
a6o =10 6ariB 3a mKkanow Yaunma — [1'10);

e SKIIIO PO3pax0OBaHUM HUPKOBUM KIIipeHC KpeaTuHiHy < 30 MII/XB;

e OiTSAM BiKOM OO0 16 pPOKiB;

e IIPM 3allaJIbHUX 3aXBOPIOBAHHSX KUIIIEUYHUKY;

e IIPM 3aCTilHiN cepieBiii HemocTtaTHOCTI (NYHA II-1V);

e TIAIIEHTAM 3 apTepiajIbHOIO IiIepPTEeH31€10, YV IKUX [IOKAa3HUKHU apTepiaJbHOTO
THUCKY ITOCTiHO Buili 3a 140/90 MM PT. CT. Ta HEOOCTAaTHHO KOHTPOJIIOIOTHCS;

e IIPU OiarHOCTOBAHIM illleMiuHili XBOpoOi cepiisi, 3aXBOPIOBAaHHSIX ITepudepuyHux

apTepii Ta/abo 11epeOdPOBACKYIAPHUX 3aXBOPIOBAHHIX.

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

dapmakoduHamiuHi 83aemo0ii

ITepopaavHi aHmukoazyasiHmu. Y Nalli€HTiB, CTaH SKUX cTabini3oBaHUN MMOCTIMHUM
3acTOCyBaHHSM BapdapuHy, IIPUNOM eTOPUKOKCUOY B f03i 120 Mr Ha 700y
CYTIIPOBOOXKYETHCS 30i/IbIIEeHHAM ITPUOIM3HO Ha 13 % npoTpoMOiHOBOTO Yacy
MiKHapOOHOTO HOpMaJlizoBaHOTro BimHommeHHs (MHB). Tomy B naIfieHTiB, sgKi
3aCTOCOBYIOTh IePOPaIbHiI aHTUKOATYJISHTH, CIIif YaCTO NePeBipATH NOKa3HUKU
npoTrpoMbiHoBoro yacy MHB, oco6nuBo B meplili aHi mpuiioMy eTOPUKOKCcu0Oy abo mmpu
3MiHi KOT0 JO3yBaHHS.

Iiypemuku, iHeibimopu aH2iomeH3uHnepemaeope8aabHo20 pepmeHmy (AIIP) i
armazoHicmu peuenmopie aHziomeH3uHy II. HecTepoigHi mpoTu3amnanabHi 3acobu
MOXKYTb IT0cJiabmoBaTy eeKT AiypPEeTUKIB Ta iHIINX aHTUTINIEPTEH3UBHUX ITpenaparis.
Y mesKux mali€HTiB 3 HOPYIIEeHHAM (QYyHKIIil HUPOK (HanpUKIa[ y Malli€HTiB 3
merimparatiiero abo y IiTHIX malfieHTiB 3 ocnabiieHo0 (GYHKIIEI0O HUPOK) OQHOYaCHE
3acTocyBaHHs iHTri06iTOpy AIT® abo aHTaroHicTiB penenTtopiB aHrioteH3uny II i
Ipenaparis, 110 iHTiOYIOTh IIUKIIOOKCUT€HA3y, MOXKe IIPU3BOOUTH A0 IIOAAIbIIIOTO
NOTipiIeHHs PyHKITil HUPOK, BKJII0YAl04YM TOCTPY HUPKOBY HENOCTATHICTS, IO
3a3BUYal Ma€ 000pPOTHUM XapakTep. Ciig maM’sTaTu MPO MOXKJIMBICTh TAKUX
B3a€EMO[iM y IMAlli€HTiB, SIKi 3aCTOCOBYIOTh €ETOPUKOKCUO OOHOYACHO 3 iHTi6iTOpaMu
ATI® abo 3 aHTaroHicTamu penenTopiB aHrioreH3uny II. ToMmy Taki koMm0OiHalil ciif
mpu3HaydaTu 3 00epexkHiCTI0, 0COOIUBO MalliEHTaM JIiTHbBOTO BiKy. Clif mpoBecTH
HaJIeXKHY TigpaTallifo Ta PO3TISAHYTH IIMTaHHS ITPO MPOBEAEHHS MOHITOPUHTY (QPYHKIIi1
HUPOK Ha IT0YaTKy KOMOiHOBAHOIO JIiKyBaHHS, a TaKOXK 3 IIEBHOI0 IEPIOOANYHICTIO i
Hapaii.

Auemuscaniyusiosa Kucsaoma. Y Xofni OOCHIAXKEHHS 3a Y4acTO 3[0POBUX
DOoOPOBOMBIIB B yMOBaX PiBHOBAXKHOT'O CTaHy 3aCTOCYBaHHSI eTOPUKOKCUOY B mO3i



120 mr 1 pa3 Ha moOy He BIIJIMBAJIO Ha aHTHATrPEeTraHTHY aKTUBHICTh
aneTtucaninunoBoi kuciaoTu (81 mr 1 pa3 Ha goby). ETopukokcu® MoxXKHa IMpu3HadyaTu
OOHOYACHO 3 alleTUJICAIIIINIIOBOI0 KUCIOTOI B 403aX, II[0 3aCTOCOBYIOTHCS OIS
npodiTaKTUKHA CepIieBO-CYONHHUX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAJIilINIOBO1
KHCJIOTU B HU3bKUX A03ax). OgHaK OOHOYAaCHE 3aCTOCYBaHHS HU3BKUX 03
alleTUIICAJIIINIIOBOI KMCJIOTU Ta €ETOPUKOKCUOY MOKe 30i/TbIIyBaTh 4aCTOTY
BUHUKHeHHs Bupa3ku IIIKT Ta iHIUX yCKIIagHEHb IOPIBHSIHO 3 MOHOTEpPAIII€0
eTopukokcuboM. He pekoMeH0BaHO OOHOYaCHE 3aCTOCYBaHHS €TOPUKOKCUOY 3

alle TUJICAJIiIIMIIOBOIO KUCIIOTOI0, MO3U SIKOI BUILI 3a MpodinakKTU4YHI, a TaKOXK 3 iHIINMU
HeCTePOIgHUMMU ITPOTHU3AIIAIbHUMHU 3aco0aMHU.

LukaocnopuH ma makpoaimyc. Xoda B3aEMO[Iis €eTOPUKOKCUOY 3 IUMU IIperapaTaMu
He BHUBYaJlach, OMHOYACHE 3aCTOCYyBaHHS OyOb-IKOI0 HECTEPOIAHOT O IIPOTH3alalbHOT 0
3aco0y i3 IUKIOCIOPHUHOM ab0 TaKPOJIiMyCOM MOKe ITOCUITIOBAaTU HE(PPOTOKCUYHUM
BIJIUB OCTaHHIX. Cig KOHTPOJIIOBAaTU (QPYHKIIiI0 HUPOK IPU OJHOYACHOMY 3aCTOCyBaHHI
€TOPUKOKCHUOY 3 OyIOb-IKUM i3 IUX IIpenaparisb.

dapmaKkokKiHemu4Hi 83aemMo0ii
Bnaues emopukokcuby Ha ¢papmakokiHemukKy iHWwux npenapamis.

JIimiti. HecTepoigHi mpoTH3arajbHi 3acobu 1mociabiiioTh BUBEOEHHS JIiTiI0 HUPKaMU,
TUM CaMUM ITiIBUNIYIOYN PiBEeHb JIiTii0 B IJIa3Mi KPOBi. fAKIIO He0OXigHO, IPOBOOSTh
peTeNibHUM KOHTPOJIb PIBHSA JIiTiI0 Y KPOBi Ta KOPUT'YIOThH 03y JIITiIO IPOTATOM
OOHOYACHOTO 3aCTOCYBaHHS LIMX IpenaparTiB, a TAaKOXK IIPU NPUIIMHEHHI 3aCTOCYyBaHHSA
HEeCTepPOIgHUX MpoTH3analbHUX 3aco0iB.

Memompekcam. Y xofi OBOX OOCJiAKeHb BUBUANNCS ehEKTU eTOPUKOKCUOY ITpu
3acTocyBaHHi y mo3ax 60, 90 a6o 120 Mr 1 pa3 Ha moOy mpoTsirom 7 OHIiB MalliEHTaMH,
sIK1 ogepzKyBanu 1 pa3 Ha TUXKIOEeHb MeTOTpeKcaT y Jo3i Big 7,5 go 20 mr npu
peBMaToimHOMY apTpuTi. EToprukokcu6 y mo3i 60 i 90 Mr He BIIMBaB Ha KOHIIEHTPAIIil0
B IJIa3Mi KpOBi a0 HUPKOBUH KJIipeHC MeTOTpeKcaTy. B omHOMY mocmigKeHHi Tpu
3acToCyBaHHi eTOpUKOKCUOY B 703i 120 Mr He cmocTepirajaoch BIIJIMBY Ha
KOHIIEHTPAIlil0 B IJTa3Mi KPOBi Ta HUPKOBUY KJIipEHC METOTPEKCAaTy, TOAL SIK B IHIIIOMY
OOCITim»KeHHi IpKU 3aCTOCYBaHHI eTOPUKOKCUOY B m03i 120 MTI KOHITEHTpAIlis
MeTOTpeKcaTy B IJyIa3Mi KpOBi migBuiyBanacsa Ha 28 %, a HUpKOBUU KIIIpeHC
MeTOTpeKcaTy 3HuKyBaBcs Ha 13 %. [Ipu ogHOUYacHOMY IIpHU3HaUYeHHI eTOPUKOKCUOY
Ta METOTpPeKCcaTy CJIif IPOBOAUTH BiANOBIOHMUYN MOHITOPHUHI CTOCOBHO ITOSIBU
TOKCUYHOTO BIIJIUBY METOTPEKCATYy.

ITepopanavHi koHMpauenmueu. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHIi 3 IIepopaJbHUMHU KOHTpPALlENITUBaAMU, 10 MICTATh 35 MKI
eTUHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, HPOTATOM 21 OHS NPU3BOAUB OO0



nigBuileHHs noka3Huka AUC he Y PiBHOBaXKHOMY CTaHIi OJId eTUHiJIeCTpaniony Ha

0-24
37 %. ETopukokcub y mo3i 120 Mr mmpu 3aCTOCyBaHHi 3 BUIIIEBKAa3aHUMU
ImepopajJbHUMHU KOHTPAlLleIITUBAaMM OOHOYACHO abo yepe3 12 roguH migBUIlyBaB y

piBHOBaXXKHOMY CcTaHi 3HaueHHA AUC eTuHinectpagiony Ha 50-60 %. [Ipo Take

MigBUINIEHHSI KOHIIEHTPaIlil eTHHiHeC;)pZa_%I;I(;Hy cJig maM’siTaTu Ipu BUOOPI
IepopaabHOr0 KOHTPALUENTHUBY 3 PI3HUM BMICTOM €THUHINIeCTPaniony, SKUu
3aCTOCOBYBAaTUMETBLCSI OJJHOYACHO 3 eTOPUKOKCHuOOM. ITigBUITIEHHST €KCIIO3UIIil
eTUHiecTpagiony Moxe 30iIbITyBaTH YaCTOTY BUHUKHEHHS MOOIiYHUX peakilii,
MIOB’I3aHMUX i3 3aCTOCYBaHHSAM IIepOpaIbHUX KOHTPAILEeNTUBIB (HanpuKiIap

TpoM0O0eMOO0Iil BeH y XKiHOK TPy PU3UKY).

I'opmonosamicHa mepania (I'3T). Tlputiom 120 Mr eTOPpUKOKCHUOY 3
TOPMOHO3aMiCHMMH IIpellapaTaMy, 110 BKJII04YalOTh KOH 10roBaHi ectporexnu (0,625 mr
«IIpemapuny™ »), mpoTtsaroM 28 OHiB 30inbllye cepeqHii MOKa3HUK AUCO_2 ahr Y
PiBHOBaKHOMY CTaHi HEKOH 'I0rOBaHOTO eCTpPOoHY (Ha 41 %), exkBininy (Ha 76 %) i 17-B-
ecTpapmiony (Ha 22 %). BrinuB mo3 eTOPUKOKCUOY, peKOMEHAOBaHUX [IJIT TPUBAJIOTO
3actocyBaHHs (30, 60 i 90 mr), He BuB4YaBcs. [IopiBHAHO 3i 30iNIbIIIEHHAM J03yBaHHS 3
0,625 mo 1,25 Mr nipu MOHOTepamii nmpenapatom «IIpemMapus™ », BIIJIUB € TOPUKOKCUOY

B go3ax 120 mr Ha ekcnosutito (AUC hr) €CTPOTreHHUX KOMIIOHEHTIB IIpenapary

«IIpemapu™ » 6yB MEHIIIUM, HiXK Ha?I?)jLIOBHHy. KriniyHe 3Ha4YeHHS TaKOro
HigBUIIIEHHS HEBiIOMe, a IPUMOM BUCOKUX 003 npernapaTty «IIpemapua™ » ogHOYaCHO
3 eTOPUKOKCHUOOM He BuBYaBcs. Crim OpaTu mo yBaru Take 30ilbIIIeHHS KOHIIEHTpaIllil
€CTPOTeHy ITpu BUOOPi TOPMOHAJIBPHOIO IIpernaparTy OJjisg 3aCTOCYBaHHS y Iepion
ITOCTMEHOIIay3u IPU OQHOYACHOMY 3aCTOCYBaHHi 3 eTOPUKOKCUOOM, OCKiTbKHU
3pOCTaHHS €KCIIO3UIlil eCTPOreHy MiABUIIYE PU3UK BUHUKHEHHS MO0IYHUX peakiliit

IIpH 3aMiCHi TOPMOHOTEpPAITil.

ITpeOHi30H/NpeOHi3010H. Y OOCIHiIKEeHHSIX B3aEMO/Iil eTOPUKOKCHO He BUSIBIISIB
KJIIHiYHO 3HAUYIIOro BIJIMBY Ha (papMaKOKIHETUKY IIPEOHI30HY/IIPEOHI30I0HY.

HueoxcuH. T1pu 3acTocyBaHHI eTOPUKOKCHOY B 703i 120 Mr 1 pa3 Ha moOy IpoTSaTroM
10 gHiB 3MOpOBUM MOOPOBOJILISIM HE CIIOCTEPIiraBCs BIIJIUB Ha MOKA3HUK AUC0_2 ahr Y
PiBHOBaXKHOMY CTaHi Ta Ha BUBEEHHSI OUTOKCUHY HUpPKaMu. CriocTepiranocs
30iyIbIIIeHHS TTOKa3HUKa Cmax OuToKCUHy (mpubnu3Ho Ha 33 %). Take migBUILIEHHS, SIK
IIPaBUJIO, HE € CYTTEBUM Yy OinbiIocTi mailieHTiB. OOHAaK CJIi cIIocTepiraTy 3a CTaHOM
Malli€HTiB 3 BUCOKUM PU3UKOM TOKCUYHOI il AUTOKCUHY IIPU OOHOYaCHOMY

MMpU3Ha4YeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, u,0 memaboai3yromucs
cyabvhompaHcpepasamu

ETopukokcub € iHribiTopoM aKTUBHOCTI JTIIOACHKOI cynbdoTpaHchepas3u, 30KpeMa
SULT1E1, a TakoX MOXKe OigBUILyBaTU KOHIIEHTPAIlil0 eTUHIJIECTPaAiolly B CUPOBaTIIi



KpoBi. OCKiNTbKM Ha ChOTOOHI JaHUX PO BIJIMB YHCIEHHUX CyIbdoTpaHcdepas
HeIOOoCTaTHbO, a KJTiHiuHi epekTn OaraThox mperapaTiB 4OCi BUBYAIOTHCS, OOIITLHO 3
00epexXKHiCTIO TpU3HaYaT €TOPUKOKCUO OMHOYACHO 3 iHIIMMU IIpernapaTaMu, 1110
MeTabo0i3yI0ThCS TOTOBHUM YUHOM MIOOCHKUMHU CcynbdoTpaHcdepa3zaMu (HaopuKiam
IepopajabHUM canb0yTaMOJl Ta MiHOKCUIOMII).

Bnaue emopukokcuby Ha npenapamu, u,0 memaboaizyromucs izogpepmeHmamu CYP

3a maHWMU OOCIIIAXKEHb in Vitro, He O4iKyeThCS NpUTHiIYeHHSA nuTtoxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xomi OoCIiXKeHb 3a y4aCTIO 3T0POBUX
noOPOBOIIBIIIB IIIOJJeHHE 3aCTOCYBaHHS eTOPUKOKCUOY B 403i 120 MI He BI/IMBajo Ha
aKTHUBHICTB mme4iHKoBoro CYP3A4, 1110 BCTAHOBIEHO 3a EPUTPOMIIIMHOBUM OUXaIbHUM
TECTOM.

Bnaue iHwux npenapamis Ha ¢papmakokKiHemuky emopuKkokcuby

OcHoBHUY IIIAX 00MiHY eTOPUKOKCUOY 3anmexkuTh Bifg depmenTiB CYP. CYP3A4
crpusie MeTabos1iaMy eTOpuKoKcuOy in vivo. [JocnigzKeHHs in vitro BKa3yioTh Ha Te,
o CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaThd OCHOBHHUU
IIJIsIX 0OMiHY eTOPUKOKCHOY, ajne iX KiTbKiCHi XapaKTepUCTUKU He BUBYAJIUCH in Vivo.

KemokoHa3o41. KeTokoHa3071 € 1oTyKHUM iHribiTopom CYP3A4. [Ipu 3acTOoCyBaHHI
3mopoBUMU O0OpoBOIbIIsIME ¥ go3ax 400 Mr 1 pa3 Ha o0y IpoOTATOM

11 pgHiB KETOKOHA30J1 He YMHUB KJIIHIYHO 3HAYYII[OT0 BIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCcHuOy B pa3oBit 1o3i 60 mr (36inbuiernss AUC Ha 43 %).

BopukoHa30s 1 mikoHa30a. OgHO4YAaCHE 3aCTOCYBaHHS I1€pPOPaIbHOI0 BOPUKOHA30JIy
ab0 MiKOHA30JTy y BUTJISAAi OpaIbHOTO TeJIi0 OJIsi MiCLIEBOT0 3aCTOCYBaHHS (IIOTYXKHi
inrioiTopu CYP3A4) 3 eTOPpUKOKCHUOOM BUKJIMKAJIO HEBEJIUKE ITiABUINEHHS €KCIIO3UITil
€TOPUKOKCUOY, 1110, OOHAK, He BBaXKayloCs KJIiHIYHO 3HAUYIIUM 3TigHO 3
OITy0JIiIKOBAHUMU OAaHUMHU.

PupamniyuH. OgHOYaCHe IpU3HAYEHHS €eTOPUKOKCUOY Ta pudaMOinuHy (IOTy>KHOTO
inmykTopa (pepmenTiB CYP) mpu3BOamMIoO 00 3HUXKEHHS KOHIIEHTpallil eTOPUKOKCUOY B
na3Mi KpoBi Ha 65 %. Lle Moxke CynIpOBOAXKYBaTUCh IOBTOPHUM IIPOSIBOM CUMIITOMIB
IIPYU OMHOYACHOMY 3aCTOCYBaHHi 3 eTOpuKOKcuOoM. Tofi sIK Taki JaHi MOXYTh
BKa3yBaTH Ha HeOOXimHicTh 30inbIIIeHHST JO3U, HE PEKOMEHIOBAaHO 3aCTOCOBYBATH
€TOPUKOKCUO y J03ax, 110 IIePEeBUIYIOTh BKa3aHi /151 KOXKHOTO IMOKa3aHHS, OCKiJIbKU
He BMBYaJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pUMaMIIiIIUHy Ta eTOPUKOKCUOY B TaKUX
go3ax.

AHmauudu. AHTalMOHI IpenapaTy He YHHATH KITIHIYHO 3HAaYyLIOro BILJIMBY Ha
dbapMaKOKiHETUKY €TOPUKOKCUOY.



Oc006/1MBOCTi 11010 3aCTOCYBaHHSI

Bnaue Ha LUﬂyHKZOBO-KULUKIOBUﬂ mpaxkm

[ToBigoMIisiziocst PO YCKIamHeHHS 3 00Ky BEPXHiX BigHiniB HITYHKOBO-KUIIIKOBOT O
TPakTy (rmepdopaiiii, Bupa3ku abo KpoBOTeYi), iHOMAI 3 TeTalbHUM HACIIiIKOM, Y
Malli€eHTiB, 110 OTPUMYyBaJIl €ETOPUKOKCHUD.

3 o0epexKHICTIO ClIif Mpu3HadYaTH HEeCTEePOIIHi mpoTu3anajbHi 3aco0u IallieHTaM 3
MTiOBUIIIEHUM PU3HUKOM YCKIIagHEHb 3 00Ky IIIYHKOBO-KUIIIKOBOTO TPAKTY; IalliEHTaM
JIITHBOT'O BiKYy, MalliEeHTaM, 110 3aCTOCOBYIOTh OyIOb-IKUM iHIINHN HECTEPOImHUM
IMpoTH3anaabHuM 3acid abo alleTUICAIIMIOBY KUCIOTYy OOHOYACHO, abo mallieHTam 3i
IIJTYHKOBO-KMITKOBUMY 3aXBOPIOBAaHHSIMU B aHaMHe3i, a caMe BUpa3KaMU Ta
IIJTYHKOBO-KUIITKOBUMY KPOBOTE€YaMU B aHaMHe3i.

IcHy€e mOOmaTKOBUM PU3UK PO3BUTKY IOOIYHUX €(PeKTiB 3 OOKY HIIyHKOBO-KUIIIKOBOTO
TPaKTy (LLTyHKOBO-KUIIIKOBA BUpa3Ka abo iHIIi ycKnagHeHHS 3 00Ky IIITyHKOBO-
KHMIIIKOBOT'O TPAKTYy) IIPU OJHOYACHOMY 3aCTOCYBaHHi eTOPUKOKCUOY Ta
alleTUJICAJIIIIMIIOBOl KUCJIOTH (HaBiTh Y HU3BKMUX [03aX). Y X0Ii TPUBaIUX KIIIHIYHUX
OOCIiAXKeHb He CIIOCTepiraaocs BUpaxKeHol BiAMiHHOCTI y 6e3meri Ioa0 IIJIyHKOBO-
KMIIKOBOTO TPAKTYy IIPM 3aCTOCyBaHHi celeKTUBHOTrO iHribiTopy LIOI-2 +
aleTUICaJilnIoBa KUCI0Ta Ta HECTEPOIAHUX IIPOTU3alalbHUX 3aC00iB +
aleTuIICailnuIoBa KUCIIOTA.

Bnaue Ha cepueso-cy0uHHY cucmemy

Kniniuni mocnig:keHHs BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JIiIKapChKUX 3ac0o0iB Kiacy
ceneKTUBHUX iHTibiTOpiB LIOT-2 Moke OyTH ITOB’sI3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHUYHUX YCKIagHEeHb (0C00IMBO iHpapKTy MioKapaa Ta iHCY/IbTy) IIOPiBHSAHO 3
manedo Ta JessKUMU HeCTEePOIOHUMU MPOTH3anaabHUMMU 3acobaMu. OCKiTbKY PU3UK
CepIeBO-CYOIUHHUX YCKJIaOAHEeHb 3P0OCTa€ Npu 30iIbIIeHHi 1031 Ta TPUBAJIOCTI
3aCTOCYBaHHSI eTOPUKOKCHOY, mperapaT Cim Mpu3HadaTu Ha SKOMOra KOPOTIIUH
repion 4acy Ta B HaMHUXKYMX e(PeKTUBHUX N000BUX mo3ax. Ciim mepioguyHo
repernsaaaTy MoTpely MallieHTiB y CUMIITOMaAaTUYHOMY ITOJIETIIeHHi 000 Ta peaxilito
Ha JIiKyBaHHS, 0COOJIMBO y MaIliEHTIB 3 OCTE0apPTPUTOM.

[NTamieHTaM 3 BUpaXXeHUMHU (paKToOpaMHU PU3UKY PO3BUTKY CEPLIEBO-CYOMHHUX
yCKlagHeHb (HallpuKIal apTepiajdbHa rinepTeH3is, rinepninigeMis, 1ykpoBui giaber,
MaJIiHHS) IPpU3HaYaTy €TOPUKOKCUO CIIil JINIIe IiC/Isl PeTENbHOl OIiIHKY PU3UKY
PO3BUTKY YCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTh 3aCTOCYBaHHS alleTUJICATilINIOBO1
KMCJIOTHU OJig IPOoQiTaKTUKU TPOMOOEeMOOJIiUHNX CEPLIEBO-CYIUHHUX 3aXBOPIOBaHb,



OCKIJIBKM He YMHSATH aHTHarperaHTHOl mil. TomMy He CiIif BiTMiHATH aHTUarperaHTHI
npenaparTu.

Bnaue Ha Hupku

HupkoBi npocTarjiaiinHiy MOXKYTh BilirpaBaTU KOMIIEHCATOPHY POJIb B HiATPUMIIL
nepdy3il HUpoK. ToMy IIpU CTaHaX, 10 CYIPOBOAXKYIOTHCS MOTiPIIEeHHSIM HUPKOBOI1
nepdysii, 3acToCyBaHHS €TOPUKOKCUOY MOXKe IIPU3BOAUTH OO ITOCIableHHs
YTBOPEHHS IIPOCTArjlaHAVHIB i, AK HACJIIIOK, HUPKOBOT'O KPOBOTOKY, TUM CaMUM
noripiydu (PyHKIII0 HUPOK. BUCOKHUU pU3UK PO3BUTKY TaKOl peaxilil iCHye y
Malli€eHTiB 3 y2Ke HassBHUM BUPaXKEeHUM ITOPYIIeHHSIM (QyHKITil HUPOK,
HEKOMIIEHCOBAHOIO CEPIIeBOI0 HEOOCTATHICTIO a0 IIMPO30M. Y TaKUX Malli€EHTIiB CITif
KOHTPOJIIOBaTH PYHKITiI0 HUPOK.

3ampumka piduHu, HabpsKu ma apmepiaabHa 2inepmeH3is

4K i mpu 3acToCcyBaHHi iHIINMX IIpemnaparis, 110 iHTi0yI0Th CUHTE3 IIPOCTarJIaHaNHIB,
3aTpUMKa PiguHU, HaOPSKM Ta apTepianbHa rilepTeH3isl CriocTepiraaucs y Malli€HTiB,
SIKUM 3aCTOCOBYBaJIl eTOPUKOKCUO. Bci HecTepoigHi mpoTu3amnanbHi 3acodu,
BKJIIOUAl04¥ €TOPUKOKCUO, MOXKYTh IIPU3BOAUTH OO PO3BUTKY ab0 peruauBy 3aCTilHOI
ceplieBol HegoCcTaTHOCTI. IHdopmMaliizo mpo peakilito 3aj1e2KHO Bif J03U OUB. B PO3Oimi
«®apmakosioriuHi BmactTuBocTi. PapMakoguHaMika». 3 00epeKHiCTIO mpenapar
NpHU3HA4YalOTh HalliEHTaM i3 cepieBOI0 HeJOCTaTHICTIO, MOPYHIeHHAM (PYHKIIil 1iBOTO
IIJTyHOYKa ab0 apTepialbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0XK MalliEHTaM 3
HaOpsikaM#, 1110 BUHUKIIM 3 OyOb-IKUX iHIIUX OpUYMH. [Ipu KITiHIYHUX 03HaKax
IIOTIPIIIEHHs CTaHy TaKUX Malll€HTIiB CJIiJ] BXXUTHU BIAIIOBIAHUX 3aX0MiB, BKIIOYAIOYU
BiIMiHy eTOPHUKOKCHUOY.

ETopukokcu6, 0COGIMBO ¥ BUCOKUX [103aX, MOKe ITPU3BOAUTHU [0 YACTIIIOl Ta TIXKYO0I
apTepianbHOI TilepTeH3il MOPIBHSIHO 3 AeSIKUMU iHIIUMUA HECTEPOIOHUMU
poTHU3anaJbHUMU 3aco0aMu Ta ceJIeKTUBHUMH iHribiTopamu LIOI-2. Tomy
apTepianbHy TillepTeH3i0 CIIig KOHTPOJIIOBATH [0 MOYaTKYy JIIKyBaHHS €TOPUKOKCHUOOM,
Ta 0COOIUBY yBary Ciif OPUOIIUTH KOHTPOJIIO 3a apTepialbHUM THCKOM IIif] 9ac
JIIKyBaHHSI €TOPUKOKCUOOM. ApTepialbHUM TUCK CHIil KOHTPOJIIOBATU IIPOTSATOM

2 TUXKHIB IIiCJIg ITO0YaTKYy JIIKyBaHHS, a IOTIM - IepioguyHO. fAKII0 apTepiaJbHUU TUCK
CYTTEBO MiABULIYETHCSA, CIIiJ PO3TJISHYTH MOXKJIUBICTh aJIbTEPHATUBHOI'O JIIKYyBaHHS.

Bnaue Ha neviHKy

IMigBuIieHHs PiBHS anaHiHaMmiHoTpaHchepas3u (AJIT) Ta/abo
acnaprataminorpaHcdepa3u (ACT) (mpubnusHo B 3 abo Oinblile pa3iB IIOPiBHSHO 3
BEPXHBOIO MEXKEI0 HOPMHU) crmocTepiranocs npubnusHo B 1 % malrieHTiB, sSKi Opanu
y4acTh y KJIiHIYHUX OOCIIIXKEHHAX Ta 3aCTOCOBYBaii eTOpuKokcub y gosax 30, 60 Ta



90 Mmr Ha moOy mpoOTATroM mepiony mo 1 poky.

Cunipg criocTepiraTtv 3a CTAHOM BCiX HAIliEHTIB i3 CHMIOTOMaMM IIOPYIIEHHS (PyHKITi1
MIEeYiHKH, a TAaKOXK ITAlli€HTIB 3 IMAaTOJIOTIYHUMHU MOKa3HUKaMM (QyHKIIil nTediHku. [Ipu
O3HaKaXx MOpPYIIeHHsS QYHKIII ITeYiHKM Ta IIPU CTiMKUX ITAaTOJIOTiYHUX 3MiHax
MMOKa3HUKIB QYHKIIil mediHKY (B 3 pa3u BUIIlEe 3@ BEPXHIO MeXYy HOPMHU) €ETOPUKOKCHUO
CIIiO BIiOMiHUTH.

3aeanvHi 8Ka3iBKU

SIKINO MPOTSATOM JIIKYBaHHS y MalliEHTa CIIOCTEPIraeThCs MoripiieHHst QyHKITi Oyab-
sIKO1 i3 cucTeM OpraHiB, 3a3Ha4YeHUX BUIIE, CJIi BXKUTU BiAMOBIMHUX 3aXO[iB Ta
PO3TJISHYTHU MMUTAHHSA NP0 BimMiHy eTopukKokcuOy. Crig 3abe3neuynuTy BignoBigHe
MeOu4He CIIOCTEePEeKEHHS ITPU 3aCTOCyBaHHI eTOPUKOKCUOY TalliEHTaM JIiTHBOTO BiKYy
Ta IMalliEHTaM 3 IIOPYIIeHHSIM GYHKIII HUPOK, IMediHKu abo ceplis.

3 06epexxHICTIO CJTIig MOYMHATH JIIKyBaHHS €eTOPUKOKCHOOM IIaIliEHTIB 3 erigpaTalli€to.
PekoMeHOOBaHO IIPOBECTHU perifgpaTallilo 40 IT0YaTKy 3aCTOCYyBaHHS €TOPUKOKCUOY.

[Tpo pO3BUTOK CEpPUO3HUX IIKIPHUX peakliiil, y JesIKNX BUIIadKaX 3 JIeTaJlbHUM
HacCJIigKOM, ¥ TOMY YUCJIi eKCc(hOoIiaTuBHOTO AepMaTuTy, cuHapomy CTiBeHca —
II2KOHCOHa ¥ TOKCUYHOTO ellifepMaJIbHOI0 HEKPOJIi3y, AYKEe PiAKO IIOBIIOMIISAIIOCS
IIPU 3aCTOCYyBaHHiI HECTEPOIOHUX IIPOTHU3alalbHUX 3aC00iB i eIKUX CEJIEKTUBHUX
inriéiTopiB LIOI'-2 mig 4ac MOCTMapPKETUHTOBOTO CIIOCTEPEXKEHHS (OUB. PO3Min
«I[ToGiuHi peaxk1iii»). HauiBuniui pu3uK pPO3BUTKY TaKKUX Peakxlliil y IallieHTiB — Ha
IMOYaTKy Teparil, a ITo4aToK 1X MPOsBiB y OiNbIIOCTI BUMAAKIB — IIPOTSTOM IIE€PIIOTO
Mics1sa JTikyBaHHS. Ceplo3Hi peakllil rirnep4yyTIUBOCTI (Taki aK aHadimakcis i
AHTiOHEBPOTUYHUM HAOPSK) CIIOCTEpPIraaucs y IMalliEHTiB, SIKi 3aCTOCOBYIOTh
eTopukokcuO. [lesiki cenekTuBHi inri6iTopu LJOI'-2 migBULIyI0OTh PU3UK BUHUKHEHHS
IIKiPpHUX Peaklliil y ImallieHTiB 3 aJeprivHoio peakili€ro mo OyOab-siKOTo mperaparTy B
aHaMHe3i. ETopukokcu6 citif BiDMiHUTY IIPU IEPIUIUX ITPOsIBaxX BUCHUIIIB Ha HMIKipi,
YIIKOOXKEeHb CITMN30BO1 000JIOHKU ab0 iHIIMX O3HaKaX Tinep4yTIUuBOCTI.

[Ipu 3acTOCyBaHHiI €eTOPUKOKCHUOY MOXKYTh MaCKyBaTUCS IIPOSIBU TapsA4YKM Ta iHIII
O3HAKM 3allajIbHOI'0 IIPOLECY.

3 o0epexkHiCTIO MTPU3Ha4Yal0Th OMHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHiri
repopasbHi aHTUKOATyISHTH.

3acTocyBaHHSI €TOPUKOKCHUOY, K i iHIIMX mpenaparis, H10 iHTiOyIOTh
LIUKJIOOKCUTeHal3y/ CUHTE3 IIPOCTarjlaHOWHIB, He PEeKOMEHOBAHO XiHKaM, Kl
[IJIaHYIOTh BariTHICTE.



®, TabJIeTKM, BKPUTI MIIiBKOBOIO 0O0JIOHKO, MiCTUTh

JlikapchKu# 3aci6 ApKoKcist
71aKkTO3y. IlalieHTy 3 pigKiCHOIO CIIagKOBOI HEIIEPEHOCHUMICTIO rajlakKTOo3H,
HeJIOCTATHICTIO JTaKTa3u abo CUHAPOMOM I'JII0OK030-TaJIaKTO3HOI MababcopOi1iii He

ITOBUHHI 3aCTOCOBYBATH 1IeM Ipenapar.

Lleu mikapcbkuii 3acid micTuTh MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpito, TOOTO
IpaKTUYHO BUIPHUU Bif HaATPIilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.
BaritHicTb

HeMmae kmiHiYHUX DaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCHOY B Iepiof BariTHOCTI.
HocriaKeHHA Ha TBapUHaX IIPOAEMOHCTPYBaIM PENPOAYKTUBHY TOKCUYHICTS.
[MToTeHLiVHNYN PU3HUK [JI BaTriTHUX HEBigoMui. 3aCTOCyBaHHS €TOPUKOKCUOY
IIPOTSITOM OCTAaHHBOTO TPUMECTPY BariTHOCTI, SIK i iHIIUX ITpenaparis, 110 iHTiOYIOTH
CUHTe3 IIPOoCTarjlaHOuWHIB, MOXKe IIPU3BOOUTHU [0 BifCYTHOCTLI CKOPOYEeHb MaTKU Ta
rmepeg4acHOro 3aKpUTTS 00TaI0BOI ITPOTOKU. I[TOBimOMIISIIIOCH TPO BUITAIKHU
MopyuUIeHHS (PyHKIil HUPOK IJIofa, 10 MPU3BOAUIIO 00 3MEHIIEHHSA 00’ eMy
aMHIOTUYHOI piguHu (OJIirorifpaMHioH) y BariTHUX XKiHOK, SIKi IIpUiMaid HeCTePOIigHi
npoTtulananbHi npenapatu (HII3I1) Ha oBamisiToMy THUXKHI BariTHOCTi a6o mi3Hire. B
OesKUX BUIMIaKax Ile MOKe IIPU3BOOUTH A0 MOPYIIEeHHS (PYyHKIIil HUPOK Y
HOBOHAPOIXKEeHUX. 3a3HadyeHi eeKTU MOXKYTh BUHUKATU He3abapoM IIic/isg mo4aTKy
nmikyBanHs HII3II; omirorigpaMHioH 3a3Bu4ai € 000POTHUM ITiC/IsI MIPUIUHEHHS
JIIKyBaHHS. 3aCTOCYBaHHS €TOPUKOKCHUOY MPOTUIIOKa3aHO B IIepiof BariTHOCTI. AKIIo
XKiHKa 3aBariTHiNa mif 4ac JIiKyBaHHS, eTOPUKOKCUO HeOoOXigHO BiIMiHUTH.

Ilepion romyBaHHS I'PYOLOIO

HeBimoMo, uu IpOHUKAE €TOPUKOKCHUO B IPyIHE MOJIOKO. Y IIyPiB e TOPUKOKCUO
BUBOOUTHLCS 3 MOJIOKOM. 2KiHKM, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TIOBUHHI rolyBaTH

I'PyOoAaIo.

DOepPTUIBHICTD

3acTocyBaHHS €TOPUKOKCHUOY, SK i iHIIMX mpenaparis, mio iurioyoTts LIOI-2, He
PEKOMEH0BaHO XiHKaM, sKi IIJIaHyTh BariTHICTb.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

[NamienTH, y IKUX il 4aC 3aCTOCYBaHHS €TOPUKOKCHUOYy BUHUKAE 3allaMOPOYEHHS,
BepTUTro ab0 COHJIUBICThH, HEe MOBUHHI K€pyBaTH aBTOTPAHCIIOPTOM Ta IpallfoBaTH 3
IHIIMMU MeXaHi3MaMu.



Cnocid 3acTocyBaHHs Ta 03U

JlikapcbKuii 3aci6 ApKOKCiH®

3aCTOCOBYIOTh lepopasibHO. [IpenapaT MOXkHa
NpurMaTHU He3aJlesKHO Big BXKUBaHHSA 1XKi. [ToyaToK edeKTy mperapaTy HacTae
IIBUIIIE TIPU IPUMoMi mepeq imoro. Lle moTpi6bHO BpaxoByBaTH IIPU HEOOXimMHOCTI

IIMIBUOKOTO MOCIa0IeHHSI CUMIITOMIB.

OCKIiNbKY PU3UK BUHUKHEHHS OPYIIEHb 3 00Ky CepIleBO-CYOUHHOL CUCTEMU IIPU
3aCTOCYBaHHI eTOPUKOKCHUOY 3pOoCTa€ MPH ITigABUINEHHI 103U i TPUBAJIOCTi €KCITO3MUIIi],
CJIi IPOBOOUTU HAWKOPOTILI KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAMEHIITUX
edbexkTuBHUX 00O0BUX H03. Cilifg mepioguyHO MepeoriHioBaTU NOTPely y MOoJerIeHHi
CUMIITOMIB i BifiTIOBiib Ha JTiIKyBaHHS, 0COOJIUBO Y IAIli€HTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekomeHnpoBaHa fgo3a ctaHoBUTh 30 Mr 1 pa3 Ha go0y. Y messKux malliEHTiB IpHU
HeIOOoCTaTHbOMY MOocJabieHHi cuMITTOMIB 30inbIitieHHsST mo3u mo 60 Mr 1 pa3 Ha mo0y
MOXKe MiABUIIUTHY €(PEeKTUBHICTh. 3a BiACYTHOCTI NOJNiNIIeHHA e(eKTy CIIif PO3TISHYTH
IUTaHHS PO IHIII MOXKJIMBI METOAM JIIKyBaHHSI.

PesmamoioHuti apmpum

PekoMmeHpoBaHa fgo3a cTaHOBUTHL 60 Mr 1 pa3 Ha goOy. Y messKux MalliEHTiB IpHU
HegoCTaTHbOMY ITOoc/iabJieHHI CUMIITOMIB 30inbiIeHHs fo3u 1o 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsarHeHHi KiTiHiyHOI cTabimizarrii
nallieHTa, JOLIBHO 3HU3UTH A03y A0 60 Mr 1 pa3 Ha mo6y. 3a BigcyTHOCTI
HOoJIinmeHHsa ePeKTy CIIig PO3TISHYTH MUTAaHHS OPO iHII MOXKJIMBI METOOU TiKyBaHHS.

AHKIin03yro4ul cnoHOuaim

PekoMmeHpoBaHa fg03a cTaHOBUTHL 60 Mr 1 pa3 Ha go0y. Y messKux MalliEHTiB IpHU
HegoCTaTHbOMY ITociabJieHHi cuMIITOMIB 30inbiieHHs mo3u mo 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsarHeHHi KitiHiyHOI cTabimizarrii
naiieHTa, JOLIBHO 3HU3UTH A03y Ao 60 Mr 1 pa3 Ha mo6y. 3a BigcyTHOCTI
HoJinmeHHsa ePeKTy CIIig PO3TISHYTH MUTAaHHS OPO iHII MOXKJIMBI METOOU TiKyBaHHS.

I'ocmputi 6iab

Y pasi nosiBu rocTporo 601110 eTOPUKOKCUO 3aCTOCOBYIOTH JIMIIIE ¥ TOCTPUM
CUMIITOMaTUYHUU II€PiOof.

I'ocmput nodaepuuHul apmpum

PekomeHpoBaHa mo3a ctaHoBUTh 120 mr 1 pa3 Ha goOy. ITig yac KimiHidyHMX
OOCIiAXKeHb I'OCTPOTr0 IIOAAarpUYHOT0 apTPUTY €TOPUKOKCHUO 3aCTOCOBYBAJI BIPOAOBK



8 mHiB.

ITicasionepauitiHutl 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONepamu8HUM
empyuyaHHAaAM PekoMmeHnmoBaHa mo3a - 90 mr Ha 1 pa3 Ha go0y IIPOTSATOM MaKCUMyM
3 mHiB. [I15 OesAKUX IMalliEHTiB MOXXe O0yTH HeoOXimHMM HOOaTKOBE ITicsonepalliiie
3HeOO0II0BaHHS.

Ilo3u, 1110 IepeBUIIYIOTh PEKOMEHOOBaHI OJIsi KOKHOTO ITOKa3aHHs, He MaloTh
nomaTKoBoOl epeKTUBHOCTI ab0o He BUBUYAIUCA. TOMY:

e J103a ITPU OCTEOAPTPUTI He TOBUHHA IepeBuillyBaTtu 60 Mr Ha mo0y;

e [103a ITPU PEBMATOIHHOMY apTPHUTi Ta aHKiJI0O3yl0YWOMY CIIOHOUJIITI HE TOBUHHA
nepesuiryBatu 90 mMr Ha go0y;

e [103a ITPU I'OCTPi¥ Imofjarpi He MOBMHHA IepeBunlyBaTty 120 Mr Ha o0y BIPOAOBXK
MaKCHUMaJIbHOI'O IIepioay JIiKyBaHHS 8 OHIB;

e [103a ITPU IOCTPOMY OOJIIO IIiC/IsT CTOMATOJIOTiYHOTO OIIEPaTUBHOIO BTPYYaHHS He
IMoBUHHA nepesBuintyBatu 90 Mr Ha go0Oy BIIPOOBXK MaKCUMAJIbHOTO 3-0eHHOTO

nepiony.
ITauieHmu AiMHbLO20 BIKY

Hemae HeoOXimHOCTI B KOPEKIIii Jo3yBaHHA [Jid Nali€HTiB IiTHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIIKUX IIpelaparTiB, Ipernapar Ciif Mpu3HadaTu 3 00epekHiCTIO
rnamieHTaM JIITHBOI'O BIKY.

ITopyweHHAa pyHKUIT neviHKu

HeszanexkHo Bif MOKa3aHHS MalliEHTaM 3 NOPYLIeHHAM (QYHKIIiI ITeYiHKU JIerKOTro
ctyneHs (5—6 OasmiB 3a mKasnoi Yainga — [1'10) He cring nnepeBunlyBaTtu 4o3ly 60 mMr
1 pa3 Ha moOy. [NanieHTaM 3 opyleHHIM QYHKIIII Me4iHKYU MTOMipHOTO CTYIIEHS
TSI2KKOCTI (7-9 OastiB 3a mKkanoroo Yainnoa - I1'10) He3aslezKHO Bif ITOKa3aHHS He CIIif
nepeBuityBatu go3y 30 Mr 1 pa3 Ha mo0y.

KninigyHui gocsig 3acTocyBaHHSA 00MeXKeHUM, 0COOIMBO II[OAO0 IMAalliEHTIB 3
MMOPYIIEHHSAM (YHKIIil IeYiHKU ITOMiIpHOTO CTYyIIeHs, TOMY IpeIlapaT CIif Mpu3HadyaTu
3 o0epexHicTIO. BigCcyTHiM KIiHIYHMM JOCBi 3aCTOCYyBaHHS IIpelapaTy malliEHTaM 3
TSKKUM TIOPYIIeHHSM QyHKII nevinku (=10 6amniB 3a mKkasnoio Yannga — [1°10); ToMmy
pernapaT IPOTUIIOKa3aHUY TaKUM [allieHTaM.

[TopymeHHs QYHKIII HUPOK

KopuryBaHHs 0034 He OTPiOHe IallieHTaM i3 KilipeHcoM KpeaTuHiHy =30 MJI/XB.
3acTocyBaHHS €TOPUKOKCUOY MalliEHTaM i3 KilipeHcoM KpeaTuHiHy <30 MII/XB
IPOTUIIOKA3aHO.



Iimu.

ETopukokcu®b npoTUIIoOKa3aHUM OiTAM BikoM A0 16 poKiB.
Ilepeno3yBaHHA

Y xomi KniHiYHUX JOOCTiAXKeHb 3aCTOCYyBaHHS Pa30BoOl 03U eTOPUKOKCHOy mo 500 mr
abo 6araTtopa3oBuil npuiiomM o 150 Mr Ha moOy mpoTsaroMm 21 OHSA He CIIPUYMHSIU
iICTOTHUX TOKCUYHUX epeKTiB. [IoBimOMISATIOCS IPO TOCTPEe Nepeno3yBaHHA
€TOPUKOKCHOOM, X04a B OiNIbIIIOCTI BUNA[KiB IIpo MoOiYHi peakiiil He ITOBiMOMIISIIIOCS.
IMToGiuHi peakilii, 1110 cIoCcTepiraauchk HalyacTile, BignoBiganu mpodinto 6e3mneku
eTOPUKOKCHOY (Taki K peakilil 3 00Ky HIJIyHKOBO-KUIIIKOBOT'O TPaKTy, 3 OOKY ceplis Ta
HUPOK).

Y pasi nepeno3yBaHHS OOLIIIPHO BXKUTU 3BUYaUHUX MiATPUMYBaJIbHUX 3aXO0iB,
HaIpUKJaj BUugajieHHs HeaOcopOOBaHOrO IIpenapary 3i HIJTYHKOBO-KUIIIKOBOTO TPAKTY,
BeIOEeHHS KIiHIYHOTO CIIOCTEPEeXKEeHH, ¥ pPal3i HeoOXiHHOCTiI — MpoBeOeHHs
HiATPUMYBAJIBHOTO JIIKYBaHHS.

ETopukokcub He BUBOOUTLCS IPU reMofdiaisi; HeBimoMo, UM BUBOOUTHCS ITperapaT
IIpY IPOBEOEHHI IepUTOHEaJIbHOI 0 Oiali3y.

ITo6iuni epexkTHn

Be3neka 3acTocyBaHHSI €TOPUKOKCHOY OITiHIOBaJlach y XOMi KIiHIYHUX JOCTiAXKEeHb 3a
ydacTio 9295 mnallieHTiB, BK/IIo4ao4du 6757 mMalliEHTIB 3 0OCTE0apTPUTOM, pEBMaTOITHUM
apPTPUTOM, XPOHIYHUM O0JIeEM y HUKHIN YaCTHHI CIMHYU ab0 aHKII03yI0UuM
cunoHguiiToM (mpubsau3Ho 600 mallieHTiB 3 ocTeoapTPUTOM ab0 PEBMATOIMHUM
apPTPUTOM OfiePzKyBaJiu JIiIKyBaHHS ITPOTSAToM 1 poky abo moBIIE).

[Tig vac kKniHIYHUX OOCHiAXKeHb Npodinb HebaxKaHUX sIBUI] OyB OOHAKOBUM Y TAIli€EHTIB
3 0CTeoapTPUTOM ab0 peBMaTOImHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUD
npoTsiroM 1 poky abo moBIIIe.

Y xopni KiiHIYHOT O OOCIIAXKEeHHSA 3a y4aCTIo [MAlli€eHTiB i3 TOCTPUM IIOAarpu4YHUM
ApPTPUTOM eTOPUKOKCHUO Impu3Hadanu B mo3i 120 mr 1 pa3 Ha go0y npoTsarom 8 OHiB.
[Tpodinb HeOaxkaHUX SABUIL Y IIbOMY AOCIiAXKEeHHi OyB y I[iJIOMy TaKUM CaMUM, K y
OOCITiIKEeHHSIX 3a y4YacTIO IMalliEHTIiB 3 OCTE0apPTPUTOM, PEBMATOIIHUM apTPUTOM Ta
XPOHIYHKUM 00IEeM Yy HUKHIM YaCTUHI COIUHU.

Y nporpawmi o1liHKu 6e31eKu 151 CEPLIEBO-CYAUHHOI CUCTEMU 3a MaHUMU TPHOX
KOHTPOJIbOBAHUX [OOCJIIIZKEHb 3 aKTUBHUM IIperiapaToM INOopiBHAHHSA 17412 nanieHTiB 3
0oCTeoapTpuTOoM abo peBMaTOIIHUM apTPUTOM OTPUMYBaIU €TOPUKOKCHUO (y mo3ax



60 Mr a6o 90 Mr) B cepefHbOMY BIIPOAOBK NMpubnu3Ho 18 micauis. [laHi mpo 6e3meKy
Ta OiIbIN geTasibHa iHopMallist ITpo 110 ITporpaMy NpeacTaBieHi B po3mini
«DapMaKoJIOTiYHi BIIaCTUBOCTI».

Y xopmi KniHIYHUX OOCIiAXKEeHb 3a y4acCTIO HNalli€eHTiB i3 TOCTPUM MiCIsonepaliiHuM
00J1eM mic/Isd CTOMATOJIOTIYHUX XipypPridyHUX BTPy4aHb, BKIO4Yawdu 614 naifieHTiB, gKi
3aCTOCOBYBasi eTOPuKOKCcuO (y mo3ax 90 mr a6o 120 mr), mpodins HebGaKaHUX SBUII]
OyB y IIiIJIOMYy TaKUM 2Ke, IK y TOCITiAKEeHHIX 3a Y4acCTIO MalliEHTiB 3 0CTE0APTPUTOM,
PEBMAaTOIIHUM apTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHIiM YaCTUHI CIUHU.

ITpo HUK4Ye3a3HaueHi moOiuHI peakilili ITOBiMOMIISITIOCH 3 OiIBIIIOI0 YAaCTOTOIO IIPH
3acTOCyBaHHI IIpenapary, HiXK mianebo, y Xoi KITiHIiYHUX OOCITiAXKeHb 3a y4acTIO
Malli€EHTiB 3 OCTE0APTPUTOM, PEBMATOIJHUM apPTPUTOM, XPOHIYHUM 00JIeM y HUXKHIU
YaCTHHI CTIMHYU a00 aHKiI03yI0UUM CIIOHOUITITOM, SIKi 3aCTOCOBYBAIM €TOPUKOKCHUO Y
mo3i 30 mr, 60 Mr a6o 90 Mr mpoTsaroM 12 TUXKHIB (DOCITiAKEHHS 3a IPOrpaMolo
MEDAL, KOPOTKOCTPOKOBI AOCJTiA2KEeHHS 11010 TOCTPOTro OO0 Ta ITIOCTMapKeTUHT OBUM

IOCBim)

Tabnuisa 2
. o KaTteropis
Knac cuctemu opraHiB [ToGiuHi peakii
qacToTu*
aJIbBEOJIIPHUM OCTUT 4acTo

Indexuil Ta iHBasil racTpOeHTepuT, iHdeKIii BepxHix

OVXaJIbHUX MINISIXiB, iHPEKIlil CeHOBUBIMHOTO |HEYACTO
TPaKTy

.. |aHeMisa (mepeBaXHO B pe3yabTaTi
[TopyuieHHs: 3 60Ky KPOBI i ; ]
. . [ITYHKOBO-KHUIIIKOBOI KPOBOTEYi), HedYacTo
niMmpaTuyHOl cCUCTEMU N . .
JIeMKOTIeHis, TPOMOOIIUTOIeHis

IR

rirnep4yyTInuBiCTh HeYacTo

[TopymeHHs 3 60Ky iMyHHOI

CHUCTEeMHU AHT'1IOHEBPOTUYHUH HaGPHK,

aHa(inakTuyHi/aHa(}iNnaKTOIAHI peakwil, y  [pigKo
TOMY YMCIIi ok’




HaOpsKYU/ 3aTPUMKa PiguHU 4acTo
Poznagu metabomni3my i
XapdyBaHHS 3HUXKEHHs ab0 IOCUJIeHHS aleTHuTy,
' ) HedYacTo
30iIBIIEHHSI MAacH Tija
TPUBOZKHICTD, AENPECis, MOripIIeHHS
.. . ot He4dacTo
PO3yMOBOI OisIIbHOCTI, TaTIoIUHALIil
[IcuxiyHi IOpyLIEeHHA
CILTyTaHiCTh CBiJIOMOCTi:I:, HEeCIIOKIMHUMN CTaH | .
+ pioko
3aIIaMOpPOYEeHHsI, TOJIOBHUM Oiflb 4acTo
[Topy1ieHHS 3 OOKY
HEPBOBOl CHCTEMHU OuCreB3ist, 6e3COHHS,
R ) . He4vacTo
rnmapecTesis/rinecresis, COHIUBICTh
[Topy1ieHHs: 3 60Ky OpraHis o , )
HEYiTKIiCTh 30py, KOH IOHKTUBIT He4YacTo
30py
[Topy1ieHHs: 3 60Ky OpraHis
CIyXy i BeCTuOYISIPHOTO IIIyM y ByXaX, 3allaMOPOYEeHHS HedvacTo
amnapary
cepue6HTTs{,apHTMis{i 4acTO
TTopywmeHHs 3 60Ky ceprs dibpunsiis nepencepnsb, TaxiKap;uis{i,
3acCTiliHa cepliieBa HEJOCTaTHICTh,
. . 4 |HEYacTo
Hecnemnudiuni 3minu Ha EKT', cTeHOKapmisa™,
iH®apKTnﬂ0Kapna§
[TopyumieHHS 3 GOKY rinepreHsis 4acTo

CYOUHHOL CUCTEMHU




IIPUILJIMBU KPOBI,
MMOPYILIEHHSA MO3KOBOTO
KpOBoo6iry§, TPaH3UTOPHA

) ] HedyacTo
imeMiyHa aTaka,
rinepToHIYHUU KpI/I3:|:,
BaCKYJ'IiTi
. +
TMopymeHHs 3 60Ky opramis |OPOHX0CTa3M qacTo
OUXaibHOI CUCTEMHU, TPYLHOL
KJIITKH 1 CEPEIOCTIHHSA Kalllesb, DUCIHOEe, HOCOBa KpoBoTeYa HEeYacTo
. : oyxe
0inb y XKHUBOTI
4acTo
3arop, MeTeopu3M, TaCTPUT, medis/
KHCIIOTHUM pedIIioKC, miapes,
OUCIEICist/IucKOMMOPT B OilIsSHIIL 4acTo
[Topy1ieHHS 3 OOKY eriracTpisi, HymoTa, O/0BaHHs, e30(arir,
LIJIyHKOBO-KUIIIKOBOT'O BUPa3KU B POTOBiN ITOPOKHUHI
TPaKTy
30yTTS XKUBOTA, 3MiHa XapaKTepy
[IEPUCTAJIbTUKU KUIIIEYHUKY, CYXiCThb Y POTi,
racTponyogeHasibHi BUpa3KH, IMeNTU4YHi
. - He4yacTo
BHPa3KM, y TOMY 4uCJIi nepdopatiis i
kKpoBoTeya LIKT, cuEOpOM mmogpa3HeHOoro
KUIIIeYHUKY, HaHeraTI/IT¢
nigBumienHs AJIT, nigBumienus ACT 4acTo
[Topy1ieHHS 3 OOKY + )
. . rernaTurT pigko
remnaTto0bisliapHOl CUCTEMU
Ie4YiHKOBa He)IOCTaTHiCTb:l:, }KOBT;{HHL{Hle meOT
[TopyumeHHs 3 60Ky MIKipKU i |eKXiM03 4acTo

MiOIIKiPHOI KJIITKOBUHU




HaOpsK oOnuy4s, cBepOixK,
BUCHII, epHTeMa*, HEe4acTO
KpOl’II/IB'HHKa:l:

cuHapoMm CTiBeHCa —

J:[}KOHCOHai, TOKCUYHUU
enigepManabHUU HerOJ'Ii3:I:, meOT
CTiliKa MeguKaMeHTO3Ha

epHTeMajF
ITopylieHHs 3 00Ky OIIOPHO- L, ) .
. , CIIa3Mu/CyooMu M’s3iB, CKeJIETHO-M I30BUM
PYXOBOI CUCTEMH i ) i HEe4YacTo
B} 0i1b/CKYTiCTh
CIIOJIyYHOl TKaHUHU
MIPOTEIHYPis, MiOBUIIEHHS PiBHSI KpeaTUHIHY
[Topy1ieHHsT 3 60Ky HUPOK i |B CMPOBATIIL KPOBi, HUPKOBA
) . ) , ) He4YacTo
CEYOBUIOIILHOI CUCTEMHU HeJIOCTaTHmTI;/JII/Icq)yHKI_us{jIE (muB. po3min
“Oco6IMBOCTI 3aCTOCYBaHHS")
IIopyIeHHs: 3arajJIbHOT0O aCTeHisl/BTOMa, TPUIONOAIOHI CUMIITOMU 4acTo
CTaHy Ta
IIOPYIIEHH, II0B A3aHi 31
cr10co60M 3aCTOCYBaHHS Oinib y TpyOHiN KITiTI HEYacTo
MigBUILIIEHHS PIBHSA @30Ty CEYOBHUHU KPOBI,
MigBUIIIEHHS PiBHS KpeaTuHGOCPOKiHaA3M,
. .. : . . |HedacTo
rinepkaieMis, MiOABUIIEHHS PiBHS CE€Y0BOI1
JIaGopaTOpPHi HOCTIOKEHHSA |xircmoTH
3HUKEHHS PiBHS HaTpPilo B KPOBI pigKo

* KaTeropist 4aCcTOTH BU3HAYAETHCS OJISI KOXKHOTO TEPMiHY ITOOIYHOTO SIBHIIA 3a
YacCTOTOIO B 0a3i JaHUX KITIHIYHUX OOCIigXKeHb: nyx)e yacTo (=1/10); gwacto (=1/100,
<1/10); meuacTo (=1/1000, <1/100); pigko (=1/10000, <1/1000); oyxe pigKo
(<1/10000).



¥ [ToGiuna peaxiiis ineHTUdiKOBaHa Y X0l MIOCTMapPKETUHTOBOTO CIIOCTEPEKEHHS.
YacToTa BU3HavYajlacs 3a MaKCUMaJIbHOI YaCTOTOK Y KITIHIYHUX OOCIIIIXKEeHHIX (gaHi
3i0paHi 3a 3aTBEPAXKEHUMHU MOKa3aHHSIMU Ta J03aMH).

U KaTteropis yactoTu “pigko” BU3Hadanacs BignoBigHO fo Guideline on summary of
product characteristics (SmPC) (2-i1 mepernsm, BepeceHb 2009) Ha migcTasi
po3paxoBaHOl BepXHbOI MexXki 95 % poBipuoro iHTepBany ajsa 0 ABUII 3 ypaXyBaHHIM

®

KiZTbKOCTi yYaCHUKIB, IKi MpuiManu JTikapchbKuil 3acid ApKoOKcis ~, B aHani3i ganux III

$a3u, 06’egHaHUX 3a 03010 i mokKalaHHAIM (n=15470).

B lNmepuyyTnuBICTE BKJIIOYAE MOHATTA: ajleprisd, MeOuKaMeHTO3Ha aJjieprig,
MeqUKaMeHTO3Ha rilnepuyTJIUBICTh, IIepyYyTJIUBICTh, TilIepyYyTIUBICTL HEYTOYHEHA,
peaxilis rinep4yyTInBOCTi 1 HEYyTOYHEHa ajieprid.

§3a pe3ynbTaTaMM aHaJli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOMOMOTO0 mianebdo i
AKTHUBHOTO ITpeIapaTy MOPiBHSHHS KJIIHIYHUX OOCIiIXKeHb, CeJIeKTUBHI iHTiOiTOpH
LIOT"-2 6ynu mmoB’si3aHi 3i 30i/IbIIIEeHHSIM PU3UKY BUHUKHEHHS CEPHUO3HUX apTepialbHUX
TPOMOOTHUYHUX MOMiN, BKIIOYalouyu iHapKT MioKapaa Ta iHCynbT. ba3ywo4uuck Ha
HasIBHUX [aHUX, MaJIOUMOBIpHO, 1110 30iIbllIeHHS aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TaKuX SBUII ITepeBUIUTL 1 % Ha pik (HedacTo).

[Tpu 3acTocyBanHi HIT3II moBigomIisiyiocst Ipo Taki cepiio3Hi mobiyHi peakiiii:
He(pPOTOKCUYHICTh, BK/IIOYAaI04YM IHTEPCTHUIllaTbHUN HEePPUT i HeQPOTUYHUYN CUHAPOM,
TOMY He MOJKHa BHUKJIIOYATH 1X BUHUKHEHHS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY.

38imys8aHHA Npo ni0o3pro8aHi nobiuHI peakuii

BaxxnuBo 3BiTyBaTH mpo migo3pioBaHi MoOiYHI peakilil Imicjisg peecTpaitiil 1iKapChbKOTro
3aco0y. Lle mae 3Mory ¥ Hagali KOHTPOJIIOBATH CHiBBiIHOIIEHHS KOPUCTh/PU3UK IPU
3aCTOCyBaHHI JTikapchKoro 3aco0y. KBasidikoBaHUX IpalliBHUKIB y rajy3i 0XOpoHHU
3[I0POB’SI ITPOCSTH ITOBIHOMIISITH TIPO BCi ITimo3proBaHi mobiuHi peakiiii.

TepMiH NpHIAaTHOCTI

3 poku. He 3acTOoCOByBaTH Micjis 3aKiHYEHHS TEPMiHY IIPUOATHOCTI, 3a3HAYEHOT0 Ha
YIIaKOBIIi.

VYMoBHM 30epiranus

30epiraTty B OpuUTriHanbHil yakoBIli mpu TemrepaTypi He Buile 30 °C B HEIOCTYITHOMY
OIS OiTer MicCIi.

YnakoBKa



IInsa mabaemoxk no 30 me, 60 me ma 90 me.
ITo 7 TabneTok y Ginictepi. 1 abo 4 GricTepu B KapTOHHiM KOPOOLIi.
IIna mabaemok no 120 me.

[To 7 TabneTok y GmicTepi. 1 GricTep B KapTOHHiM KOPOOLIi.
Karteropis Bignycky

3a penemnTomMm.

BupoOHUK

Mepk lapn i Joym B. B. , Higepnaunu / Merck Sharp & Dohme B. V., the
Netherlands.

Opranon XevicT 08, Benbria / Organon Heist bv, Belgium.



