Ckian

Oitoua peuosuHa: etoricoxib;

1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTUTh eTOpuKoKcuby 60 mr, 90 Mr abo
120 wMr;

00oNoOMIdJICHI pedyo8UHU: KaJblliio rimpodocdart, 1esono3a MiKpOKpHUCTalidyHa,
KpOCKapMeJio3a HaTpil, KPOCIIOBiOH, HATpito cTeapundymapart, TaabK, Onagpai 11
85F 3enenutit - oyst tabnetok mo 60 mr ta 120 mr, Onanpaii II 85F 6inuit - ons
TabrmeTok mo 90 mr.

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

Tabnetku o 60 Mr: TabrmeTKu Kpyrioi ¢opMu 3 IBOOIIYKJIOIO TOBEPXHEIO, BKPUTI

IJTiBKOBOIO 0O0JIOHKOIO TEMHO-3€JIEHOTO KOIbOPY.

TabneTku 1o 90 Mr: TabneTKu Kpyriol ¢GopMHU 3 ABOOITYKJIOIO ITOBEPXHEIO, BKPUTI

IJIIBKOBOIO 000JI0HKOIO 6istoro abo matizxke 6isloro KOJILOPY.

Tabnetku o 120 Mr: TabneTKu KPyTriiol GopMu 3 JBOONYKIIOIO IIOBEPXHEI0, BKPUTI

IIJIIBKOBOIO 0O0JIOHKOIO CBiT/I0-3€JIEHOT0 KOJILOPY.
®dapMaKoTepalneBTHYHA Irpyna

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

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

Mexani3M il

ETopukokcub € mepopajsbHUM CEeJIEKTUBHUM iHTi6iTOpOM 1MuKIookcureHasu-2 (I10OI-2)
y MeXaX KJIIHIYHOIO Aiana30Hy H03.



Y npoueci KiniHivHUX (hapMaKOJIOTiYHUX AOCTIIXKEeHb eTOPUKOKCUO 0303aJIe3KHO
inrioyBaB LIOI'-2 Oe3 inribyBanus unmkinookcureHasu-1 (LIOI-1) mpu 3acTocyBaHHi y
no3ax go 150 mr Ha moOy. ETopukokcub He iHTiOye CUHTE3 MpOCTarjaHANHIB HIJIYHKA
Ta He BIIJINBA€ Ha (PyHKIIiI0 TPOMOOIIUTIB.

[luknookcureHasa BiiTIOBiga€ 3a YTBOPEHHS IIpocTariaHanHiB. [meHTHudikoBaHO OBI
isoopmu - LIOT'-1 Ta LJOI'-2. LIOI'-2 € i3odopMorio pepMeHTy, 10 iIHAYKYETHCSI
iMIOyJIbCOM IIpO3anajieHHs Ta PO3TISAAaEThCSa IK OCHOBHUU (haKTOp, 110 BIiATIOBiZa€e 3a
CHUHTE3 ITPOCTAaHOIOHUX MemiaTopiB 00110, 3ammasieHHs Ta rapsyku. [[OI-2 Takox
3afiisTHa y mpollecax OBYIIsIIil, iMIITaHTallil Ta 3aKPUTTS apTepPialbHOl IIPOTOKH,
perynsiil QyHKIIil HUPOK Ta IIeHTpaibHOI HEPBOBOI CUCTEMM (IHOYKIIiS raps4Ky,
BimuyTTs 00J110, KOTHITMBHA (YHKIIisI). TaKOK MOKe OpaTH ydacTh Yy IIPOIeCi 3aTOEHHS
Bupa3okK. [IOI'-2 6yno ineHTu(¢ikoBaHO y TKAHWHI HAaBKOJIO BUPA3KH IIJIYHKA Y
JIIOOWHU, ajle 3HaYEeHHS [JI1 3aTO€EHHS BUPa3KU He BCTaHOBJIEHO.

EdekTuBHICTH

Y natnieHTiB i3 ocTeoapTpuUTOM €TOPUKOKCUO ¥ mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO
MMOKpallyBaB CTaH IIpHu 00JIIX Ta OLIIHKY ITalliEHTa II0[0 CTaHy 3axBopioBaHHA. LIi
TMO3UTHBHI e(PeKTU crocTepiramucs BxKe Ha OPYTUM OeHb JIiKyBaHHS i 30epiramucs
IPOTATOM Iepioay MiKyBaHHS OO0 52 TUXKHIB. Y IIpPoOIEeCi OOCHiAXKEeHb i3 3aCTOCyBaHHSIM
eTopukokcuOy B mo3i 30 mr 1 pa3 Ha moOy edpeKTHUBHICTh ILOTO IIpenapary
IepeBUIITyBasa ninaiedo npoTsarom 12 THUXKHIB IiKyBaHHS (BUKOPUCTOBYBAJIUCS Ti
OLIIHKM, IIIO i B iHIIMX AociigXkeHHAX). [Tim yac gocrimkeHHs migdopy go3u
eTOPUKOKCHUO y mo3i 60 MI meMOHCTPYyBaB 3HAUYHO OifbIll BUpPaXKeHe MOKpallleHHs, HiK
y 0o3i 30 Mr, 1040 ycix 3 OCHOBHUX KiHII€BUX TOYOK ITiC/Is 6 TUXKHIB TiKyBaHHS.
3acTocyBaHHsa fo3u 30 MI IIpU OCTE0apTPUTI KUCTI HE BUBYAJIOCH.

Y nanieHTiB i3 peBMaTOIIHUM apTPUTOM eTOPUKOKCcuO y mo3i 60 mr ta 90 mr 1 pa3 Ha
noOy 3HAYHO ITOKpalllyBaB CTaH IIOA0 BUPaXKEeHOCTi 60110, 3alajieHHs, a TaK0XK
PYXJIMBOCTI. Y mpo1ieci gociiaKeHb 3 OLiHKY 003 60 Mr Ta 90 MI MO3UTUBHUU €(EKT
30epirascs npoTaroM 12-TuKHEBOTO Nepiony IiKyBaHHS. Y IPOIECi JOCIiIXKEeHHS 3
oIiHKM A03u 60 Mr mopiBHSIHO 3 703010 90 MI 00uIBa JO3yBaHHS €TOPUKOKCUOY - 60
Mr 1 pa3 Ha mo0Oy Ta 90 mr 1 pa3 Ha go0y - Oynu Oinbin edeKTUBHI, HiXkK IIanebo. [Jo3a
90 mr Oyna edeKTuBHiIIa, HixK go3a 60 MTr BiIIOBiZHO A0 MeTOAY 3arajibHOl OILiHKHU
6omto nanienTiB (0-100 MM Bi3ya/lbHa aHAJIOTOBa IIKaja), 3i cepeaHiM MOKpalleHHIM
2,71 MM (95 % 1OI: -4,98 MM, -0,45 MmM).

Y nanieHTiB i3 HanagaMu rOCTPOTro MOOArpUuYHOT0 apTPUTY eTOPUKOKCUO y mo3i 120
Mmr 1 pa3 Ha o0y nmpoTsiromM 8 OHIB moseriryBaB 0isib y cyriio6ax cepemHbOro i
TS2KKOTO CTyIE€Hs Ta 3alajIeHHs NOPIBHAHO 3 iHgoMeTaluHOM Y 0o3i 50 Mr 3 pa3u Ha



no0y. 3MeHIIIeHHSI BUPaXKeHOCTi 00JII0 CIIOCTEPITaEThCS BKe yepe3 4 TOOUHU Mics
IIoYaTKy JIIKyBaHHS.

Y nanieHTiB i3 aHKIIO3YI0UMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 Mr 1 pas Ha moby
3abe3mevyye 3Ha4YHe MMOKpallleHHs npu 000 v XpeOTi, 3amnasneHHi, oOMexKeHHi pyXiB, a
TaKOXK MOKpaIye GyHKIIOHAIbHY 37aTHICTh. KiiHiuHI TepeBaru eTOpuKoOKCHUOy
CIIOCTepiraaucs Ha OPYTuM JeHb MicJsa moYaTKy Tepartii i 36epiranucs yImpomoBxK 52-
TUXKHEBOI'O I1epiofy JIiKyBaHHS. Y IIPOLECi APYroro OOCIIAXKeHHS 3 OLiHKY no3u 60 Mr
MopiBHSHO 3 003010 90 MT, eTopuKOKCcuO y mo3i 60 mr 1 pas Ha mo6y Ta 90 mr 1 pa3 Ha
no0y IMMPOOEMOHCTPYBaB CX0XKY e(DeKTUBHICTh MOPiBHSAHO 3 HanpokceHoM 1000 mr
IIOJeHHO. Y TalliEHTIB, IKi He JeMOHCTPYBa/JIk afileKBaTHOI BigmoBifi mig gac
3aCTOCyBaHHA 003U 60 MI IIOOEHHO IIPOTATOM 6 THUXKHIB, MiABUIEHHS 03U 00 90 Mr
IITOJeHHO MOKPAIIyBaIo OIHKY iHTeHCUBHOCTI 6osto y criuHi (0-100 MM Bi3yaibHa
aHAaJIOTOBa IIKaJjia) MOPiBHAHO 3 IPOJOBXKEHHAM npuiioMy 60 Mr mjogeHHO, 31
cepenHiM nmokpaineHHsIM -2,70 mm (95 % [OI: -4,88 MM, -0,52 Mm).

[Tig yac KniHIYHOTO JOCTiAXKEHHS MicsoIepalliiHoro 3y0HOTo 00J1I0 eTOPUKOKCUD Y
mo3i 90 mr 3acTocoByBanu 1 pa3 Ha HoOy OO TPhOX AHIB. Y miATrpyIii mailieHTiB i3
nmoMipHUM 00JIeM Y TOYaTKOBOMY CTaHi eTOPUKOKCHUO ¥ 1031 90 MTI eMOHCTPYBaB
3HeOommoBanbHUM edekT, momibHuM Oo Takoro B ibynpodeny 600 mr (16,11 mpoTu
16,39; P = 0,722), Ta nepeBuilyBaB eekT napamertamoiy/komeiny 600 mr/60 mr
(11,00; P < 0,001) i mname6o (6,84; P < 0,001), 1110 BU3HAYAIOCS 3a MTOKAa3HUKOM
IIOBHOTO IToJierieHHs 6ot yepe3 6 roguH (TOPARG6). KinbkicTh mallieHTiB, sKi
MTOBiTOMJISIJIM IIPO 3aCTOCYBaHHS IIpemnapaTiB eKCTPEHOTro 3HeO0IeHHS IIPOTSATOM

24 roguH, cknana 40,8 % y rpymi 3acTocyBaHHS eTOpuKokcuoy 90 mr, 25,5 % y rpymi
3acTocyBaHHs i0ynpodeny 600 Mr koxHi 6 roguH i 46,7 % y rpyIi 3acToOCyBaHHS
napanetamoiy/komeiny 600 mr/60 Mr KOKHi 6 TOOUH IMOPiBHSIHO 3 76,2 % IMalli€HTiB,
sIKi TpuManu 1aaiebdo. Y 1boMy OOCHiIXKeHHi IToYaTOK aHalbre3uBHOI [il (BimuyTHe
nosyiermieHHs 605110) 90 M eTOPUKOKCHOY CIIOCTEpPiranocs BxKe yepe3 28 XBUJIMH ITiCA
IpUKXOMY IIpernapary.

Bbe3neka

Mi>xHapoJHa OOCIigHHIbKA IporpaMa TPHUBAJIOr0 3aCTOCYBAHHSI €eTOPUKOKCHOY i

puknodeHaky npu aptputi (MEDAL)

[Tporpama MEDAL 6yra MpoCIeKTUBHO PO3P00JIeHOI0 IPOrpaMoio BilHOCHO
pe3ynbTaTiB 11040 6e3meKu 3 00Ky CeplLeBO-CyOUHHOI CUCTEMU, OTPUMAaHUX 3a
00’egHaHMMH OaHUMU TPHOX PAaHOOMi30BaHUX, ITOOBIMHO CIIIMNX, KOHTPOJILOBAHUX
aKTHUBHUM IIperapaToM MMOPiBHAHHS mociigxkeHb (gochimxkenus MEDAL, EDGE 11 i
EDGE).



Y pocnigxxenni MEDAL, m1o 6yi0o HanpaBieHe Ha BU3HAUYEHHS BIIJIMBY Ha CEPIIEBO-
CyouHHY cucteMy, Opanu ydacTtb 17804 marienTu 3 octeoaptputom i 5700 — i3
pPEeBMaTOIIHUM apTPUTOM, SIKi 3aCTOCOBYBAJId €TOPUKOKCHUO y m03i 60 Mr
(ocTteoaptpuT) uu 90 Mr (OoCTEOAPTPHUT i peBMaTOIHUYM apTPUT) ab0 AUKIoheHaK y
no3i 150 Mr Ha o0y npoTsaroM y cepenabomy 20,3 Micsils (MaKCUMaIbHO —

42,3 micsaus, memiada — 21,3 micsaus). ¥ ubomy mocnimxkeHHi 6ynu 3adikcoBaHi Tinbku
cepirio3Hi Mob6iuHi peakxilil i IpUNIMHEHHS NPUNOMY IpelapaTy BHACIIIHOK BUHUKHEHHS
OyIOb-IKUX IMTOOIYHUX peakiriil.

Y npoueci pocnigxens EDGE 1 EDGE II nopiBHIOBanIu MIIIyHKOBO-KUIIIKOBY
IMepeHOCUMICTh eTOPUKOKCUOY i mukimopeHaky. Y gociinxkenHi EDGE O6panu y4acTb
7111 nmauieHTiB 3 0OCTE0APTPUTOM, SIKi 3aCTOCOBYBA/IU €TOPUKOKCHUO y 1031 90 MT Ha
noOy (y 1,5 pa3a BUllle peKOMEHI0BAHOI MO3U IJIs JIiIKyBaHHS OCTE0apTPUTY), abo
ouknodeHak y go3i 150 mMr Ha goOy mmpoTsiroM y cepegHboMmy 9,1 micsiist (MaKCUMyM —
16,6 micaus, memiana — 11,4 micsiust). ¥V gocnigxenni EDGE II 6panu y4acTh

4086 maIlieHTiB i3 peBMaTOIHUM apTPUTOM, SIKi 3aCTOCOBYBaJIl ETOPUKOKCUOD y mO3i
90 mr Ha mo0y abo mukinodpeHakoM y go3i 150 Mr Ha go0y IIPOTATOM y CEpegHbOMY
19,2 micauga (Mmakcumym — 33,1 micsaiisa, meniana — 24 Micsri).

Y 06’emgnaniit nporpami MEDAL Gpanu y4gacTk 34701 mallieHTiB 3 0CTE€0apTPUTOM i
PEeBMaTOIOHUM apTPUTOM, SKi OTPMMYBaJIU JIIKyBaHHS YIIPOOOBXK MepPioay B
cepegaboMy 17,9 micsansa (MmakcuMmym — 42,3 micsisg, MemiaHa — 16,3 Micsis);
npubnu3Ho 12800 mallieHTiB oTpUMYyBaM TiKyBaHHS MMoHap 24 Micsili. Y ImallieHTiB,
3apeeCcTPoOBaHUX ¥ IIi¥ TporpaMi, Oy/iu pi3Hi MOYaTKOBI YUHHUKH PU3UKY IIOAO
CepIieBO-CYOIUHHOI CUCTEMH i HITYHKOBO-KHUIIKOBOTO TpakTy (IIIKT). ITamienTu i3
HeIlOgaBHO ITIepeHeceHuM iHpapKTOM MioKapa, aOPTOKOPOHAPHUM IIIYHTYBaHHSIM abo
Yepe3MKipHOI0 KOPOHAPHOIO aHTIiOIJIACTUKOIO YIIPOOOBXK 6 MICSIIIB 00 peecTpailiil B
OocCiiaXKeHHi Oy/Iy BUKJIIOUEHI 3 JOCIiAXKeHHs. Y JOCHiaXKeHHAX 0yJI0 JO3BOIEHO
3aCTOCYBaHHS raCTPOIIPOTEKTOPHUX MpelapariB i alleTUJICcamilluIoBOl KUCIIOTHA Y
HU3BKUX O03aX.

3aeanvHa 6e3neka

He Oyso cyTTeBUX BigMiHHOCTEM Y YaCTOTi TPOMOOTHUYHUX CEPLIEBO-CYIUHHUX
YCKJIaJHEeHb IIPU 3aCTOCYBaHHi eTOPUKOKCUOY i guknodeHaky. KapmiopeHanbHi
moOivuHi peakiril YacTiIlle criocTepiranucs IIpu 3aCTOCyBaHHI e TOPUKOKCUOY, HixK
ouknodeHaky; e epekT OyB H0303aIeKHUM (OeTalbHO PO Pe3yIbTaTU OUB.
Huxd4e). [1o6iuni peakirii 3 60ky KT i neyiHky BUHUKAIU 3HAQYHO YacTillle IpHU
3aCTOCyBaHHIi IuKI0GeHaKy, HixK eTOPpUKOKCuOy. HacToTa BUHUKHEHHS MOOIYHUX
peakitritt y gocnimxkeHHssx EDGE i EDGE II, a Takox 1mo0GiYHUX peakilil, 1110
PO3TIsAmanucs IK cepio3Hi abo Taki, 1110 MPU3BOOATHL A0 BiAMiHM mpernapary B



mociigkenHi MEDAL, Oysa BUIIOO ITPU 3aCTOCYBaHHI €eTOPUKOKCUOY, HiXK
OUKIIogeHaKy.

Bes3neka w000 cepueso-cy0OuHHOI cucmemu

YacToTa migTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX CEPUO3HUX MTOOIYHUX
peakxirii (BKJI049alo4u peakiiil 3 00Ky ceplisd, epeOpoBacKyIsApHi peakilil i peakxiiii 3
00Ky nmepudepuyHuX CyOUH) ITOPiBHIOBaIach MiK eTOPUKOKCUOOM i guKiopeHakoM
(maui migcymoBaHo B Tabnuili 1). He 6yso cyTTeBuX BigMiHHOCTEN Y TOKa3HUKAX
YacCcTOTH TPOMOOTHYHUX yCKJIaMHEHb ITPU 3aCTOCYBaHHI €eTOPUKOKCUOY i AuKI0odeHaKy
B YCIX IIpoaHaJIi30BaHUX IIiArpyIax, BKJI04YayHy Malli€HTiB i3 KapAioBaCcKyJISApHUM
pU3uKOM. [Ipy OKpeMoMy PO3TJisAfi BIHHOCHUY PHU3UK BUHUKHEHHS HMiATBEPOXKEHUX
CEPUO3HUX TPOMOOTHYHMX MOOIYHUX peakliil 3 00Ky cepleBO-CYAUHHOI CUCTEMU IIPU
3aCToCyBaHHiI eTOpuKOKCcUOy B mo3i 60 mMr a6o 90 mr i guknodeHaky B mo3i 150 mr 6yB
OOHAKOBUM.

Tabmnuisa 1

[ToKa3HUKY IMiATBEPOKEHUX TPOMOOTUYHUX YCKIIagHEHb 3 00Ky CepIeBO-CyqUHHOL
cucteMu (06’emHaHa nmporpama MEDAL)

ETopukokcu6 |IukmnodeHak

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

rpylaMu JIiKyBaHHA
25836 mnanienTo:24766 namieHTor

YcknagHeHHS POKiB POKIB
TToKa3HUK ' TIoKa3HUK BigHOCHUU PU3UK
(95 % OI) (95 % OI) (95 % OI)

[TinTBEepOKeHi cepiio3Hi TPOMOOTHYHI TOOIUHI peakilil 3 60Ky ceplieBO-CyIUHHOI
CUCTEMU

, 1,24 (1,11; L3O (LA7: 0 95 (0.81; 1,11)
a IPOTOKOJIOM ' S
p 1,38) 1,45)




3a HaMipOM JIKYBATHC 1,25 (1,14; 1,19 (1,08; 1,05 (0,93; 1,19)
HaM1 M JIIKYBATUCHA ) ) ; 1,
P y 1,36) 1,30)
[TinTBepOKeHi yCcKnamHeHHS 3 00Ky ceplis
0,71 (0,61; 0,78 (0,68;
3a IpOTOKOJIOM 0,90 (0,74; 1,10)
0,82) 0,90)
3a HaMipPOM JIIKYBATHC 0,69 (0,61; 0,70 (0,62; 0,99 (0,84; 1,17)
HaM1 M JIIKYBAQTUCHA ) ) ;3 1,
p y 0,78) 0,79)

[TinTBepOKeHi 11epebpoBacKyJIIPHi YCKIaTHEHHS

0,34 (0,28; 0,32 (0,25;
3a IpOTOKOJIOM 1,08 (0,80; 1,46)
0,42) 0,40)
3a HamipoMm 0,33 (0,28; 0,29 (0,24;
) 1,12 (0,87; 1,44)
JIIKyBaTHUCH 0,39) 0,35)

[TinTBepOKeHi yCKnagHeHHs 3 00Ky nepudepuyHux CyauH

0,20 (0,15; 0,22 (0,17;
3a IpOTOKOJIOM 0,92 (0,63; 1,35)
0,27) 0,29)
3a HamipoMm 0,24 (0,20; 0,23 (0,18;
. 1,08 (0,81; 1,44)
JIIKyBaTHUCH 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 ITifl Yac JOCIHimXKyBaHol Teparlii abo mpoTsaroM
14 gHiB micns 11 NPUIIMHEHHS (3a BUHSATKOM IIAlli€HTIB, AKi IpuuHAIu < 75 %
OOCIiIXKyBaHOTO IperapaTy abo mpuiMany HedoCimXXyBaHi HecTepoigHi
nmpoTu3anasnbHi 3acobu (HI133) > 10 % Bcwhoro mepiony).

3a HaMipoM JIiKyBaTHUCH: BCi HiATBEPAXKEHI YCKIIaHEHHS 00 3aKiHYEeHHS
mociigXKeHHd (Y T. 4. y Ialli€eHTiB, AKi MOTJIM 3a3HaTU BTPy4YaHHs, He II0B’13aHOT0 3
OOCIiAXKEeHHM, 13 mofasbIliuM NPUIIMHEHHSIM IPUUOMY OOCIIAXKYBAaHOI'O 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
MIPUITMHEHHS TiKyBaHHS BHACJIiJOK BUHUKHEHHS IMO0IYHUX peakiliii, OB’ I3aHUX i3
apTepianbpHOIO TinepTeH3ielo, OyJla CTaTUCTUYHO 3HAUYHO BUIIOIO y T'PYIIi 3aCTOCYBaHHA
eTOPUKOKCHOY, HiXK y T'PyIIi 3acTocyBaHHs OuKiIodpeHaky. HacToTa Takol mobiuHOil
peakxiril ik 3acTiliHa ceplleBa HeJOCTATHICTh (IPUIIMHEHHS IPUHMOMY NIperapary i
CepUo3Hi peakiiii), Oy/la aHAJIOTiYHOIO K IIPU IPUMOMi eTOpUKOKCcuOy 60 Mr, Tak i npu
nmputiomi nukinodeHaky 150 Mr, mpoTe YacTOTa BUHUKHEHHS IIUX peakxliiti Oyjia BUIIIOI0
IIpu npuiioMi eTopukokcuoy 90 Mr mopiBHSAHO 3 AuKiIodpeHakoM 150 Mr (CTaTUCTUYHO
3HaAYyIa Pi3HUIIA IpU IpuiioMi eTopukokcudy 90 Mr mopiBHSHO 3i 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 i3 HabOpsAKaMu, Oyna 3HAYHO BUIIOI0 IIPU MPUNOMi e TOPUKOKCUOY
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 pe3ynbTaT, oTpuMaHi B gociaigxkeHHaXx EDGE i EDGE 11, Bignosiganu
OaHUM, IPO SKi HOBIOOMIIANIOCS B gociigxkeHHI MEDAL.

B okpemux mocrimxkenHsax nporpaMu MEDAL a6cosoTHa YaCcTOTa IPUINHEHHS
JIIKyBaHHS B Oy[Ob-siKiMl TPyIIi JIiKyBaHHS eTOPUKOKCcHUO0M (60 Mr abo 90 Mr) cTaHOBHUIIA
mo 2,6 % mpu apTepianbHil rinepreHsii, mo 1,9 % npu Habpskax i go 1,1 % opu
3aCTiVHIN cepleBid HeOOCTATHOCTI, IPU LIbOMY BHILlA YaCcTOTa BiIMiHM IIpenapaTry
crocTepiranacs y pasi npuiiomy eTopukokcuoy 90 mr, Hix 60 Mr.

Pe3yavmamu wayHKOB0-KUWKOB0I nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHIINM ITOKA3HUK BiMiHU IIpenapaTy BHACIITOK BUHUKHEHHS OyOb-IKOTO
KiiHiuHOTO yYCcKimagHeHHs 3 600Ky LIIKT (Hampukian, guciercii, abgoMmiHanbHOTO 00O,
BHPA3KH) CIIOCTEpPIraBcs NpPHU 3aCTOCYBaHHI eTOPUKOKCUOY, HixK OUMKII0opeHaKy, B
KOXKHOMY 3 TPbOX AociinxeHb nporpamu MEDAL. [Toka3HUKY BigMiHU IIpenapaTy
BHACJIiOOK KitiHiuHMX peakiin 3 60Ky IIIKT Ha 100 mailieHTo-poKiB 3a BeCh mepion
OOCITim»KeHHs Oy TakuMu: 3,23 st eTOPUKOKcuOy i 4,96 g nukinodeHaky B
nocrnimxkenHni MEDAL; 9,12 nns etopukokcu6y i 12,28 gns nukinodeHaky B
nocrnigkenHi EDGE; 3,71 nns etopukokcu0y i 4,81 mns guknodeHaky B OOCTigXKeHHI
EDGE II.

Pesyaemamu npoepamu MEDAL w000 6e3neku oas IIIKT

3aranbpHi peakiiili 3 60Ky BepxHboro Bigminy I[IIKT O6ynu Bu3HadeHi K nepdopariiii,
BUPa3KM i KpoBoTedi. [Tigrpyna 3aranbHuUX peakiriti 3 60Ky BepxHboro Bigminy IIIKT,
sIKi BBazKaJIMCs YCKIagHEeHNMHM, BKITIo4asa rmepdopailii, o0CTpyKIlil Ta YyCKIagHeHi
KPOBOTeUi; MiATrpyIa 3araJbHUX peakiii 3 00Ky BepxHboro Bigminy IIKT, ski
BBazKaJIMCs HEYCKIaJHEeHUMHU, BKJII04Yajla HeyCKJIafHeHi KpOBOTeUi i HeyCKJlagHeHi
BUpPa3KU. 3HaYHO MEHIINH MOKAa3HUK YaCTOTU 3arajibHUX peakiliii 3 00Ky BEPXHixX
BinminiB IIIKT crocTepiraBcs mpu 3aCTOCYyBaHHI eTOPUKOKCUOY, HixK nukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €TOPUKOKCUOOM i AUKII0opeHaKOoM 100 MOKa3HUKa
4aCTOTHU YCKJIagHEHUX peaklii. [I1g miarpynu TakKux peakilii sK KpoBoTeda y
BepxHboMy Biggini IIIKT (06’eqHaHi yCKIagHeHi i HeyCKiagHeHi) He Oy/I0 CyTTEBOL
BimIMiHHOCTi MixK eTOopuKoKcuOOM i mukimopeHakoM. ITepeBara eTOpuKOKCHOY IIOI0
BIIMBY Ha BepxHi Bigmin IIIKT nmopiBHsSHO 3 AukiIodeHakKoM He Oyjla CTaTUCTUYHO
3HAYYILIOK Yy Malll€HTIB, AKi OAHOYACHO 3aCTOCOBYBAJIM alleTUJICAJIIIUIIOBY KUCJIOTY B
HU3BKUX Oo03ax (mpubnu3Ho 33 % MmallieHTiB).

IToka3Huk dyacTtoTu Ha 100 maiieHTO-pOKiB IMiATBEPAXKEHUX YCKIaOHEHUX 1
HeyCKJIaJHEeHUX KIIiHIYHUX peaklii 3 00Ky BepxHboro Bigminy IIKT (mepdopariii,
BUpPa3KH i KpoBoTedi) cranoBuB 0,67 (95 % 11 0,57; 0,77) npu npuiioMi eTOpUKOKCUOY



10,97 (95 % 11 0,85; 1,10) pu nmputiomi nuknodpeHaKky, Ipu IIbOMY BiTHOCHUUN PU3UK
ctaHoBus 0,69 (95 % OI 0,57; 0,83).

Bu3HauyaBcs MOKa3HUK YaCTOTHU IMiITBEPOXKEHUX peakiliii 3 00Ky BEPXHbOT'O Bimminy
I[IKT y nailieHTiB JIITHLOTO BiKYy; HauWOiNbIlle 3HUKEHHS CIIOCTEpPiranocs y NallieHTiB
BikoMm = 75 pokiB (1,35 [95 % I 0,94; 1,87] peaxktiit Ha 100 malieHTiB-pOKiB Ipu
mpuiioMi eTopuKoKCcuOy mopiBHSHO 3 2,78 [95 % [II 2,14; 3,56] rmpu npuiiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPIXKEHUX KITIHIYHUX peaklliii 3 00Ky HUXKHBOTO Bimginy
IKT (mmepdopailis TOHKOro abo TOBCTOTO KUIIIeYHUKA, OOCTPYKIIisi abo KpoBOoTEYa)
CTAaTUCTUYHO He BiIPi3HSIUCS IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i UKIOpEHaKY.

Pesyavmamu npoepamu MEDAL w000 6e3neKku 015 neyiHKu

ETopukokcu® OyB acollifioBaHuM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI YaCTOTOIO BimMiHU
IIperapaTy YHACIiMOK BUHUKHEHHS MOOIYHUX peakIliii 3 00Ky ITeYiHKH, HixK
ouknodeHak. Y o6’ennaniit mporpami MEDAL 0,3 % malrieHTiB, gKi 3aCTOCOBYBaIu
eTOPUKOKCUO, i 2,7 % mallieHTiB, AKi 3aCTOCOBYBaIu OUKIIO(pEeHaK, TPUITUHUIIU
3acTOCyBaHHS IIpernapaTy BHACIIiMOK BUHUKHEHHS MOOIiYHUX peakiliii 3 00Ky MediHKH.
[Toka3uuk Ha 100 mairieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHi eTOPUKOKCUOY Ta
1,84 nipu 3acTocyBaHHi gukiodpeHakKy (p-sHadeHHs O0yno < 0,001 mnst eTOPUKOKCUOY
MmopiBHsSIHO 3 guKiodeHakom). [IpoTe B mporpami MEDAL 6inburicTs mo0ivHUX peakilii
3 OOKYy neuiHKu Oy/11 HeCepuo3HUMU.

ITomaTKOBI maHi 3 0e3neKH IJIsi CeplieBO-CYOUHHOI CHCTEMH OO0 TPOMOOTHYHUX
VCKJIagHEHb

Y npoueci KiIiHIiYHUX OOCIIIAXKEeHb, 3a BUHATKOM OOCIiAXKeHb nporpamMu MEDAL,
npubnau3Ho 3100 maIieHTiB 3aCTOCOBYBaJii €eTOPUKOKCHUO y mo3ax = 60 Mr Ha mo0y
ynpomoBK 12 TuxHiB i goBiie. He Oyo 3HauyIoi BigMiHHOCTiI ITOKa3HUKIB
IMiATBEPOXKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX YCKIaHEHD Y
MMalli€eHTiB, SKi IpUuiManu eTOPUKOKCcuO y mo3i = 60 mr, nnanebo ado inmri HIT33 (3a
BHHSTKOM HaAITPOKCeHY). [IpoTe yacToTa TaKuUX peakiliii Oysa BUIIOIO y MAIi€HTIB, SAKi
OTPUMYBAJIM €TOPUKOKCHO, MOPIBHIHO 3 TUMH, XTO OTPUMYyBaB HAITPOKCEH Y O03i
500 mr 2 pa3u Ha moOy. BimMiHHICTE @aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK meIKUMU
HII33, 1o iuridyioTs LIOI-1, i cenekTuBHuMM iHTi6iTOpamMu LIOI'-2 Moxke OyTu
KJIiHIYHO 3HAYYIIIOIO Yy MAalliEHTiB IPyNu PU3UKY BUHUKHEHHS TPOMO0eMOOIivHUX
ycknapHeHb. CenekTuBHi iHribiTopu LIOI'-2 3HUXKYIOTH YTBOPEHHSI CUCTEMHOTO (i
TOMY, MOKJINBO, €HI0OTEJIiaJIbHOT0) IPOCTAIMKIIiHY 6€e3 BIIJIMBY Ha TPOMOOLIMTapHUU
TpomboKcaH. KiiHiuHe 3HaYeHHS ITUX TaHUX HeBigoMe.



IHomaTkoBi maHi momo 6e3nexku mjs ITKT

ITig vac gBox 12-TH2XHEBUX HOOBIMHO CJIININX €HOOCKOMIYHUX OOCIIII>KEeHb
KyMYJIITHBHA 4YaCTOTa BUHUKHEHHS raCcTPOAyodeHaIbHUX BUPa30K Oyja 3HaYHO
HUKYOIO y TMalli€EHTiB, sIKi 3aCTOCOBYBalii eTOPUKOKCHUO y mo3i 120 mr 1 pa3 Ha gooy,
HiXK y HalIli€HTIB, IKi 3aCTOCOBYBaIu HanmpokceH y mo3i 500 mr 2 pa3u Ha go0y abo
ioynmpoden y gosi 800 mr 3 pa3u Ha mob6y. HacToTa BUHUKHEHHS BUPa30K OyJia BHUII0I0
ITPY 3aCTOCYBaHHiI eTOPUKOKCUOY, HixXK 11a1ebo.

HocmimxkeHHsT GYHKITII HUPOK VY MAIliEHTIB JIITHHOTO BiKYy

Y nporeci paHOIOMi30BaHOI0 MOABIMHOTO CJIIIOro mjiaanedo-KOHTPOJILOBAHOT O
OOCIIOKEeHHs 3 IapajleIbHUMU I'PyIllaMy OLIIHIOBAaBCS BIJIUB 15-I€HHOTO IiKyBaHHS
eTopukokcuboMm (90 mr), enekokcudbom (200 Mr 2 pa3u Ha mo0y), HarrpokceHoM (500
MT 2 pa3u Ha mo0y) i nmare6o Ha BUBEIeHHS HATPilo 3i ceyelo, apTepialbHUM TUCK Ta
iHIITi TTOKa3HUKYW QYHKIIl HUPOK Yy HaIlieHTiB BikoM Big 60 mo 85 pokiB, sKi
goTpuMyBanucs gietu i3 BmicToMm coiti 200 MEkB/mo0y. ETopukokcu6, 1menekokcuo i
HAITPOKCEH MaJu MOoOiOHWY BIJIMB Ha BUBEOEHHS HATPIlO i3 ceuelo Ipu 2-TUKHEBOMY
JIIKyBaHHI. YCi aKTHBHI IIpenapaTy IMOPiBHAHHS ITOKa3a/lIy MigBUIIEeHHS IIOA0 T1amnebo
CUCTOJIIYHOT'O apTepialbHOT0 TUCKY, TPOTE ETOPUKOKCUO acollitoBaBCs 3i CTaTUCTUYHO
3HAUYYIIUM TigBUIIEHHSIM Ha 14-i1 IeHb MOPiBHSIHO 3 11eJIEKOKCUOOM i HallpOKCEHOM
(cepenHst 3MiHa CUCTOJIIYHOTO TUCKY ITOPiBHSHO 3 ITOYATKOBUM PiBHEM: €TOPUKOKCHUOD
7,7 MM PT. CT., IeiIeKoKcub 2,4 MM PT. CT., HAIPOKCeH 3,6 MM PT. CT.).

dapmakokiHemuka.
Abcopbuis

ETopukokcub mobpe BCMOKTYETLCS IIPU IIepopabHOMY ITpuiioMi. AGCOIIOTHA
OiogocTymnHicTh cTaHOBUTHL pubMu3HO 100 %. ITicns npuiiomy 120 Mr 1 pa3 Ha mo0y
IO OOCSATHEHHS PIBHOBAXKHOT'O CTaHY MaKCHUMaJlbHa KOHIIEHTpallida y Ijla3Mi KpOBi

(cepegHeE reoMeTpUYHE 3HAUYEHHA Cm X=3,6 MKT'/MJI) CIIOCTePiraeTbcsi MpubIM3HO

a
yepe3 1 roguny (Tmax) [Iicig IpuruoMy gopociaumu Hatine. CepegHE TeOMeTPUYHE

3HaueHHs1 AUC CTaHOBUTH 37,8 MKT XToa/MJj. Y Mexkax KJIIHIYHOTO J03yBaHHSA

0-24h
dbapmMaKoKiHETHKa €TOPUKOKCUOY € JIiHiNHOIO.

[Tpu npuiiomi npenapaty B 0o03i 120 Mr mig 4ac 1oy (12ka 3 BUCOKMM BMICTOM KMPiB) He
CIIOCTepiranoch BOJIMBY Ha CTYIIiHb abcopOi1iii eTopukokcuOy. IlIBuakicTh abcopoOirii
3MiHIOBaJIacCh, 110 XapaKTepu3yBaJjioCh 3HUXKEHHAM Cmax Ha 36 % Ta 30inbiieHHSIM T

. Ha 2 roguHHU. Taki gaHi He PO3rIAOal0ThCA AK KIIiHIYHO 3HauyIi. ITig yac

ma
KJIIHIYHUX JOCIiAXKeHb eTOPUKOKCHUO 3aCTOCOBYBaJiM He3a/Ie2KHO BiJl BJKMBaHHS 1XKi.



Po3noodin

ETopukokcu6 npubnusno Ha 92 % 3B’sI3yEThCS 3 OiIKaMU I1JITa3MM KPOBi JTIIOOUHU 3
KoH1leHTpaili€eto Bim 0,05 mo 5 Mkr/min. O6’eM po3MOminy IIpU PiBHOBaXXHOMY CTaHi
(Vdss) ctanoBuTh nipubnu3no 120 11 y JII0ouHH.

ETopukokcub IMpoHUKAE Yepel milalleHTapHul 6ap’ep y HIypiB Ta KPOJIiB, a TAKOXK
yepe3 remaTtoeHedanigyHui 6ap’ep y mIypis.

Memaboaizm

ETopukokcub akTUBHO MeTab0I1i3yeThcst, MeHIle 1 % mo3u BUMIISIETHCS i3 ceyelo y
BUTJISAZi HE3MiHEHOT0 JTiKapchKOTo 3aco0y. OCHOBHUM HIINIIX MeTaboi3My — 11e
¢bopMyBaHHS MOXigHOI 6'-TiTPOKCUMETHUTY IIIJITXOM KaTaJli3allil epMeHTaMu
nutoxpomy. CYP3A4 cnpusie MeTab0i1i3My eTOPUKOKCHUOY in vivo. [locaigXKeHHs in
vitro BKa3yTh Ha Te, m0 CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0XK MOXKYTbh
KaTaJli3yBaT¥W OCHOBHUU IIINIAX MeTabo0J1i3My, ajne iX KiJTbKiCHiI XapaKTepUCTUKHU He
BUBYAJIUCA In Vivo.

Y mopunu ineHTudikoBano 5 metabonitiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCHUJIOBO1 KMCIOTU JePUBAT €TOPUKOKCHOY, III0 YTBOPIOETHCS ITPY ITOAAIbIITi
okcuparii noxigHol 6'-rimpokcuMmeTtuny. Lli ocHOBHiI MeTaboJ1iTu a60 He BUSBIISAIOTH
aKTUBHOCTI, abo € cnaboakTuBHUMH iHTi6iTOpamMu LIOT'-2. 2KopeH i3 1iux MeTaboIIiTiB
He iHridye 11OT-1.

BuseoeHHs

[Ticrss ogHOPa30BOT0 BHYTPIITHLOBEHHOTO BBEIEHHS 3MOPOBUM HOOPOBOJILISIM 25 MT
eTOPUKOKCcuOy, MideHoro paaioizoronomM, 70 % pamioakKTUBHOTO IpenapaTy
BUBOOUTHCS i3 ceuero i 20 % — 3 KajymoM, 3me6imbiioro y BUrasai MetaborriTiB. MeHIie
2 % BUBOOUTHCS Y BUTJISAMI HE3MiIHEHOT0 JIiIKapChKOTO 3aco0y.

BuBeneHHs eTOPUKOKCHUOY BimOyBa€ThCA MalKe IIOBHICTIO IIIJITXOM MeTaboi3mMy 3
MMOJaIbIlINM BUBEIEeHHAM HUPKaMH. PiBHOBaXKHi KOHIIEHTpPAallil eTOPUKOKCUOY
OocsTraloThCs Yyepe3 7 OHIB mpu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKa3HUKOM KyMYJISlil IpuOIU3HO 2, IO BiAIOBiga€ mepiofy HaniBBUBEOEHHS
nmpubnu3Ho 22 rogunu. KiipeHc mna3Mu KpoBi Micis BHYTPIITHBOBEHHOTO BBEJEHHS
25 MT pemnapaTy CTaHOBUTH IMpubn3HO 50 MJI/XB.

OKpemMi epynu nauieHmis

[MTamierTH DiTHBOTO BiKy. PapMaKOKiHETHKaA y MAlli€HTIiB JIITHBOTO BiKY (BIKOM Bif

65 poKiB) € TomiOHOI0 M0 hapMaKOKiHETUKH Y MOJIOAIINX TTAIli€HTIB.



Crath. PapMaKOKiHETUKA ETOPUKOKCUOY € MOomi6HOI0 Yy YOJIOBIKiB Ta XKiHOK.

[MopymeHHs QYHKINI HeYiHKM. Y HaIli€HTIB i3 TerKuMU MOPYHMIEHHAMU (PYHKIIi1

neuinku (5-6 6amiB 3a mkanow Yarnma—I1’'10) mpu 3acTocyBaHHI eTOPUKOKCUOY B 031
60 mr 1 pa3 Ha goOy cepeHiil MOKa3HUK MJIOII Iif (papMaKOKiHETUYHOIO KPUBOIO
«KOHIeHTpalis-yac» (AUC) O0yB npubnu3Ho Ha 16 % OinbInii, HiK y 300POBUX
DOOPOBOJIBIIB ITPH TAKOMY 2K TO3yBaHHi JIiKapChbKOTo 3aco0y. Y maIlieHTiB i3
TIOMipHUMU MOPYIIeHHAMU QyHKIII1 neuinku (7-9 6aniB 3a mKkanoi Yarnga—I1'10) npu
3aCTOCyBaHHi eTOpuUKOKCUOY B m0o3i 60 Mr uepe3 no0y cepenHin nokasHuk AUC 6yB
moniOHUM Mo IMOKa3HUKa y 3TOPOBUX MOOPOBOJIBLIIIB, AKi mpuiiManu mpenapar y mo3i 60
Mr 1 pa3 Ha o0y IIOJeHHO; 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 30 Mr 1 pa3 Ha mo0Oy
He BUBYAJIOCh Y IIi¥ rpyMmi nmaiieHTiB. Hemae kniHiuHMX ab0 (hapMaKOKiHETUYHUX
OaHUX 100 MAIi€HTIB i3 TIXKKUMHU IMOPYIIeHHSIMU QYyHKIIII mevinku (= 10 GaniB 3a
mkasnow Yaunga-I1't0).

[MopymenHs ¢yHKIII HUPOK. PapMaKOKiHeTHKa OQHOPAa30BOi J03U eTOPUKOKCcuOy 120

MT Y IAILi€HTIB i3 MOMIpHUMHU Ta TSIXKKHUMU IIOPYIIEHHAMHU QYHKIII HUPOK, a TAaKOXK Yy
MAITiEHTIB i3 3aXBOPIOBAHHSIMUN HUPOK TEPMiHAIbHOI CTamdil, SKUM IIPOBOISTh
reMofiai3, He BiIpi3HSAETHCSA 3HAYHO Bifl ()apMaKOKiHETUKHU Y 3TOPOBUX
moOpoBonbIliB. [Ipu remopianisi mikapcbKuit 3acid Malizke He BUBOOUTHCS (KITipeHC
mianidy — npubau3Ho 50 MI1/XB).

Himu. ®apMaKoKiHeTUKa eTOPUKOKCHUOY B miTel (BikoM mo 12 pokiB) He BUBYaAsaCh.

Y npoueci gocnigxkeHb ¢papMaKOKiHETUKM (n=16), 110 TPOBOAUIIOCH 3a Y4acCTIO
migTiTKiB (BikoM Bim 12 go 17 pokiB), (papMaKoKiHeTHKa y MAIliEHTIB i3 Macoio Tiia
40-60 Kr, IKMM IDpuU3HavYaaIu eTOpuKokcub y mo3i 60 mr 1 pa3 Ha moOy, Ta y HallieHTiB
i3 Macoro Tina 6inbmie 60 Kr, IKUM IpU3HavYaIu npemnapart y mo3i 90 mr 1 pas Ha mo0y,
Oysna nomioHo0 A0 apMaKOKIiHETUKH Y JOPOCJINX, SIKi 3aCTOCOBYBaJIi €eTOPUKOKCHUD y
no3i 90 mr 1 pa3 Ha goOy. be3neka Ta eeKTUBHICTH 3aCTOCYBaHHS €TOPUKOKCUOY
OITIM He BCTAHOBJIEHI.

IToxa3aHHSA

CuMIITOMaTH4YHA Tepalis Ipu OCTe0apTPHUTi, peBMaTOIJHOMY apTPHUTi, aHKIJIO3yI0UOMY
CIIOHOUJIITi, @ TAKOK Npu OOJII0 Ta 0O3HAKaX 3allajIeHHs, IT0B I3aHUX i3 TOCTPUM
NOoJarpu4YHUM apTPUTOM.

HeTtpuBarne nikyBaHHS MOMiIpHOTO HicasonepaliiiHoro 60710, OB’ I3aHOT0 3i
CTOMATOJIOTIYHUMMU OmepallisiMu.



PimmtenHs mpo npu3HaveHHs celneKTUBHOro iHri6itopa LJOI-2 MTOBUHHO I'PYHTYBaTUCS
Ha OIliHIIl BCiX IHOWBiAyaJIbHUX PU3HUKIB y Halli€HTa.

IIporunnoka3aHHs

JlikapcbKuu 3acid Exci6® IPOTUIIOKA3aHUM:

e TIPU TiNepPYyTIIMBOCTI OO0 Aito4yol a6o g0 OyIob-IKO1 MOIMOMizKHOI PeYOBUHU
npemnapary;

e IIPU AKTUBHIM MENTUYHIN BUpPa31li a00 aKTUBHIM IITYHKOBO-KUIIIKOBiM KPOBOTEYi;

e TIAITiEHTAM, Y SSIKUX BUHMKAB OpPOHXOCIIa3M, TOCTPUY PUHIT, Ha3aJIbHi ITOJIiMH,
QHTiIOHEBPOTUYHUM HAOPSK, KPOIIMB ' SHKA a0o0 iHII ajepriudi peakiril micus
3aCTOCYBaHHS alleTUICaIiuiIoBoi kucnotu abo HI133, Bkmoyatouu iHTibGiTOpPH
oor-2;

e y IIepiof BariTHOCTI Ta rogyBaHHS I'PYOLIO0;

e TIPU TAXKKUX MOPYIIEHHAX (QYHKIII medinku (anbOyMiH CUpPOBaATKU KPOBi < 25 r/n
a6o = 10 OaiB 3a mkanoo Yannga-I1'10);

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

e OiTAM BiKOM [0 16 pPOKiB;

e IIPM 3allaJIbHUX 3aXBOPIOBAHHSX KUIIIEUYHUKY;

e ITPU 3aCTilHilN cepieBii HemocTaTHOCTI (NYHA II-1V);

e TIAIIEHTAM 3 apTepiajibHOIO IiIepTEeH31€10, YV IKUX [IOKa3HUKU apTepiaJbHOTO
TUCKY IIOCTiHO Buili 3a 140/90 MM PT. CT. Ta HEOOCTAaTHHO KOHTPOJIIOIOTHCS;

e IIPHU OiarHOCTOBAHIM illleMiuHil XBOp0OOi cepliisi, 3aXBOPIOBaHHSIX ITepu(pepUIHUX
apTepil Ta/abo 11epedpPoBACKYIIPHUX 3aXBOPIOBAHHSIX.

B3aemoaisi 3 iHITMMH JTiKapChKUMH 3aco0aMH Ta iHIIi BHIH B3a€EMoOail

dapmakoOuHamiuHi 83aemo0ii

IlepopaavHi aHmukoazyasiHmMu. Y Nalli€HTiB, CTaH SSKUX CTabini30BaHUU MMOCTIMHUAM
3aCTOCYBaHHAM BapdapuHy, TpuUoM eTOPUKOKCHUOy B mo3i 120 Mr Ha o0y
CYTIIPOBOAXKYETHCS 30i/IbIIEeHHSAM TPUOIM3HO Ha 13 % npoTpoMOiHOBOTO Yacy
MiKHapOOHOT0 HOpMaJli3oBaHOro BimHomeHHs (MHB). Tomy B naIfi€eHTiB, gKi
3aCTOCOBYIOTH IIepOpaibHI aHTUKOAryJISHTHU, CJIiJ] 4acTO [IePeBIPATU IIOKa3HUKU
npoTrpomMbiHoBoro yacy MHB, ocoGnuBo B meplili AHi mpuiioMy eTOPUKOKCHOy abo mmpu
3MiHi MOTr0 JO3yBaHHS.

Iliypemuku, iH2ibimopu aH2iomeH3uHNnepemaop8aabHo20 epmenmy (AIIP) ma
aHmazoHicmu peuenmopis aHziomeH3uHy II. HI133 MmoxXyTh mocnabiitoBaTu epekT
OiypeTUKIB Ta IHIINX aHTUTINIEPTEeH3UBHUX IIpernapariB. Y JesgKuX IMallleHTiB i3
MopyIIeHHAMHU QYHKIII HUPOK (HaIllpuKiIaf, V IMallieHTiB i3 gerigparalieio abo y



Malli€eHTiB JIITHBOTO BiKYy 3 ocJabiieHo0 GYHKIIEI0O HUPOK) OJHOYACHE 3aCTOCYBAHHS
inridiTopa AIT® abo aHTaroHicTiB perentopiB aHrioreH3uny Il i mpemaparis, 1110
iHriOyIOTh IIMKJIOOKCUT€HAa3y, MOXKe ITPU3BOOUTHU [0 MOAaIbIIOro IIOPYIIeHHS QYyHKITi1
HUPOK, BKJIIOYAIOYM I'OCTPY HUPKOBY HEIOCTATHICTBD, 1110 3a3BUYall Ma€ 000POTHUU
xapakTtep. Ciig maM’siTaTh PO MOXKJIMBICTh TAKUX B3a€EMOLIN Y IMMALIEHTIB, SIKi
3aCTOCOBYIOTh €eTOPUKOKCHO omHOYacHO 3 iHridiTtopamu AII® abo 3 aHTaroHicTamMu
peniennTopiB anrioren3uny II. Tomy Taki KomOGiHallil ci1ig mpu3HayaTH 3 00ePexRHICTIO,
0CO0JIMBO MallieHTaM JIiTHLOTO BiKy. Ciif mpoBecTH HalexXHYy rigpaTallilo Ta
PO3TJISHYTHU ITUTAHHS PO IPOBEOEHHS MOHITOPUHTY QYHKIIII HUPOK Ha ITOYaTKy
KOMOiIHOBAHOTO ITiKyBaHHS, a TaKOXK 3 IIEBHOIO IIEPiOAMYHICTIO i Hagati.

Auemuscaniyusiosa Kucsaoma. Y npolieci JOCIIAXKEeHH 3a y4acTi0 3T0POBUX
noOpPOBOJIBIIIB B YMOBaX PiBHOBAXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOy B mo3i 120
Mr 1 pa3 Ha moOy He BILUIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIilIiI0BOil
kucnotu (81 mr 1 pas Ha mo6y). ETopukokcu6 MOoxKHa NprU3HadYaTU OJHOYACHO 3
alleTUJICAIILMIIOBOIO KUCJIOTOK B A03aX, 0 3aCTOCOBYIOThCS AJIS MPOQiTaKTUKHU
CepIeBO-CYIUHHUX 3aXBOPIOBaHb (3aCTOCYyBaHHS alleTUJICAilIMIOBOl KUCJIOTH B
HU3BKUX A03ax). OgHaK ofgHOYacHe 3aCTOCYBaHHS HU3BKUX [03 alleTUICAJIiIUI0BO1
KHCJIOTU Ta €eTOPUKOKCUOYy MoxKe 30iIbllyBaTh 4acTOTy BUHUKHEeHHS Bupa3ku LIKT Ta
iHITMX yCKJIagHEHb ITOPiBHSIHO 3 MOHOTEPAIli€lo eTOpuKOoKcuboM. He pekoMeHI0BaHO
OgHOYacCHe 3aCTOCYBaHHS €TOPUKOKCHUOY 3 alleTUJICAJIIIINIIOBOIO0 KUCIOTOI0, TO3U SIKO1
BUIII 3a IMPodilakKTU4HI, a TaKoXK 3 iHmmuMu HIT33.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO/isI €ETOPUKOKCHUOY 3 TUMU JIiIKapChbKUMU
3acobaMu He BUBYAaJlaCch, OMHOYACHE 3aCTOCyBaHHs Oynb-sikoro HII33 i3
IIMKJIOCIIOPUHOM ab0 TaKpOJIiMyCcoM MOXKe IMOCUJIIOBAaTH HE(QPOTOKCUYHUN BIIJIUB
ocTaHHiX. Ciig KOHTPOJIIOBaTH (QYHKITiI0 HUPOK TP OJHOYAaCHOMY 3aCTOCYBaHHi
€TOPUKOKCHUOY 3 OyIb-IKUM i3 IIUX IIpenaparisb.

dapmaKkokiHemuuHi 83aemMo0ii
Bnaues emopukokcuby Ha ¢papmakokiHemukKy iHWux npenapamis.

JIimit. HI133 nocnabioioTh BUBEOEHHS JIiTiI0 HUPKaMM, TUM CaMUM ITigBUIIYI0UYU HOTO
piBeHb y mia3Mi KpoBi. AKII0 HeoOXimHO, TPOBOASATL PETENbHUM KOHTPOIb PiBHS JIiTii0
Y KPOBI Ta KOPUT'YIOTh O03Y JIiTiI0 IPOTSATOM OJHOYACHOI'O 3aCTOCYBaHHS LIUX
IIpernaparis, a TaKOXK IIpU IPUIIMHEHH] 3acTocyBaHHsa HII33.

Memompekcam. Y npolieci OBOX OOCIigXKeHb BUBYANUCSA e(eKTH eTOPUKOKCUOy TpHu
3acTocyBaHHi y mo3ax 60 mr, 90 mr abo 120 mr 1 pa3 Ha o0y npoTsAroMm 7 gHIB
nalieHTaM, Kl 3aCTOCOByBajiu 1 pa3 Ha TUX[OEeHb MeTOTpeKcaT y no3i Big 7,5 0o 20 Mr
Ipu peBMaToigHOMY apTpuTi. ETopukokcu6 y mo3i 60 mMr i 90 Mr He BIJIMBaB Ha
KOHIIEHTpaIlil0 B IJIa3Mi KpoBi a0 Ha HUPKOBUM KIIipeHC MeToTpeKcaTy. B ogHOMY



OOCITim»KeHHi P 3aCTOCYBaHHI eTOPUKOKCUOY B mo3i 120 MI He CIIOCTepiraaoch
BIIJIUBY Ha KOHILIEHTPAILIiIO B IIJla3Mi KPOBl1 Ta HUPKOBUU KJIIPEHC METOTPEKCcaTy, TOAl SIK
B iHIIOMY OOCJIiAXKEeHHi IPU 3aCTOCYBaHHI eTOPUKOKCHUOY B mo3i 120 MI KOHIIeHTpallis
MEeTOTpPeKcaTy B IIJIa3Mi KpPOBi migBuilyBaisacsa Ha 28 %, a HUPKOBUM KIIipeHC
MeTOTpeKcaTy 3HuKyBaBcsa Ha 13 %. IIpu ogHOYacHOMY IpU3HAYEHHI eTOPUKOKCUOY
Ta MEeTOTpPeKCcaTy CHIif IIPOBOAUTH BiAMIOBIOHUNW MOHITOPUHT IIOAO MOSIBA TOKCUYHOTO
BIIJIUBY METOTPEKCAaTYy.

ITepopanavHi koHMpauenmueu. ETopukokcub y mo3i 60 Mr npu omHOYaCHOMY
3aCTOCYBaHHI 3 IlepopaJibHUMHU KOHTpALeNITUBaMU, 110 MICTATh 35 MKI
eTuHinectpagiony Ta 0,5-1 M HOpeTUHOPOHY, IPOTATroM 21 OHS IPU3BOOUB OO0

nigBuIilleHHs MoKa3HuKa AUC PIBHOBAXKHOMY CTaHI [JI1 eTUHIJIeCTPaaiony Ha

0-24h ¥
37 %. ETopukokcu6 y mo3i 120 Mr mpu 3aCcTOCyBaHHI 3 BKa3aHUMHU IePOPaIbHUMU
KOHTpallelITUBaMU OOHOYacHO abo yepe3 12 roguH IMigBUIIYBaB y PiBHOBaXKHOMY CTaHi
3HAYEHHST AUCO_2 Ah eTuHinectpagiony Ha 50-60 %. [Ipo Take migBUIIIEHHS
KOHIIEHTpallil eTUHiNIeCcTpaaiony ciifg mamM’sTaTu Npu BuUOOPi mepoparibHOTO
KOHTpPALIEIITUBY 3 Pi3HUM BMICTOM €THHIiJIECTPafioiy, SKUKM 3aCTOCOBYBAaTUMETHCS
OOHOYAaCHO 3 eTOpuKOoKcu6oM. [TigBuilleHHs eKCII03UIlil eTUHiIeCcTpaaiony Moxe
30i7bIITyBaTH YaCTOTY BUHUKHEHHS MOOIYHUX pPeakilili, ITOB’I3aHUX i3 3aCTOCyBaHHSIM
IMepopaabHUX KOHTPALIEIITUBIB (Hampukiaaza, TpoMOoeM0O0IIil BEH Y XKiHOK I'pyIu

PHU3UKY).

I'opmono3amicHa mepania. I[Tputiom 120 MT eTOPUKOKCUOY 3 TOPMOHO3aMiCHUMU
IpenapaTaMu, 110 BKJII0YalOTh KOH 'I0roBaHi ectporesu (0,625 mr «IIpemapuny ™ »),

nmpoTsiroM 28 nHiB 30inbinye cepenHii moka3Huk AUC PiBHOBaXHOMY CTaHi

0-24h Y
HEKOH'10roBaHOTro ecTpoHY (Ha 41 %), ekBininy (Ha 76 %) i 17-p-ectpamiony (Ha 22 %).
Bronus mo3 eTopukKokcuOy, peKOMEHI0OBaHUX AJISI TPUBaAJIoro 3acTocyBaHHs (60 mr i 90
MT), He BUB4YaBCs. [TopiBHSAHO 3i 30inbleHHAM mo3yBaHHg 3 0,625 mr mo 1,25 mr npu
MOHOTeparrii mpenapatoMm «I[IpeMapu™ », BOJIUB eTOPUKOKCHOY B mo3ax 120 Mr Ha
AUCO—24h

noJI0BUHY. KiliHiuHe 3HaUeHHS TaAaKOro IIiABUIIEHHS HEBIJOMEe, a IPUMOM BUCOKHUX 03

€CTPOTeHHUX KOMIIOHEHTIB IIpenapary «IIpemapun™ » OyB MEHIIUM, HiXK Ha

npenapaty «I[Ipemapua™ » ogHOYACHO 3 eTOPUKOKCUOOM He BuB4YaBcsA. Ciimg 6paTtu oo
yBaru Take 30inbllIeHHSI KOHIIEHTpPAallil eCTporeny npu BuOOpPi ropMOHaIEHOTO
Ipernaparty OJisi 3aCTOCyYBaHHA y IIepiof IIOCTMEHOIIay3U IIPU OOHOYaCHOMY
3aCTOCyBaHHi 3 eTOPUKOKCUOOM, OCKiJIbKM 3POCTaHHS €KCII03UIIlil eCTPOTEeHY HiABUIIYE
PU3UK BUHUKHEHHS MOOIYHUX peakIliil IpU 3aMiCHiMl TOPMOHOTepaIril.

IIpedHi3oH/npedHi3010H. Y OOCHIIXKEHHSIX B3aEMOIii eTOPUKOKCUO He BUSIBIISIB
KJIiHIiYHO 3HAYYIIOr0 BOJIMBY Ha (papMaKOKiIHETHUKY IIPEeOHI30HYy/IIPEeqHi30/I0HY.

HueoxcuH. TTIpu 3acTocyBaHHI eTOPUKOKCHOY B mo3i 120 Mr 1 pa3 Ha moOy IpoTSIToM

10 gHiB 3mOopOoBUMH TOOPOBOJIBIISIMHU HE CIIOCTEPIraBCs BIJIMB Ha ITOKA3HUK AUCO_2 an Y



PiBHOBaXKHOMY CTaHIi Ta Ha BUBEEHHSI OUTOKCUHY HUPKaMu. CrocTepiranocs
30LIBIIEeHHS IOKa3HUKa Cmax ourokcuHy (mpubnm3Ho Ha 33 %). Take migBUileHHS
3a3BUYal He € CYTTEBUM Yy OinbIIOCTI malieHTiB. OgHaK CIIifl CIIOCTEpPiraTu 3a CTAHOM
Malli€HTiB i3 BUCOKUM PU3UKOM TOKCHUYHOI [Iil AUTOKCUHY IIPU OOHOYAaCHOMY
Mpu3Ha4YeHHi eTOPUKOKCUOY Ta JUTOKCHUHY.

Bnaues emopukokcuby Ha npenapamu, w,0 memaboai3ytomucs
cyabvhompaHcpepasamu

ETopukokcub € iHribiTopoM aKTHUBHOCTI JTIIOACHKOI cynbdoTpanchepas3u, 30KpeMa
SULT1E]1, a Tak0oX MOXKe HigBUILyBaTU KOHIIEHTPAallil0 eTUHIJIECTPaAiolly B CUpPOBaTIIi
KpoBi. OCKiNbKU OoTemnep AaHUX IIPO BIJIUB YUCJIEHHUX CylIb(oTpaHCchepas
HeOoCTaTHBbO, a KJTiHiYHi epekTu GaraThox mperapaTiB A0Ci BUBYAIOTHCS, AOLIIBHO 3
00epekHICTIO MpU3HAYaTU €eTOPUKOKCHUO OOHOYACHO 3 iHIIUMU IIpernapaTaMiu, 110
MeTabo0Ii3yI0ThCS B OCHOBHOMY ITIOACHKUMMU CyJiboTpaHchepazaMu (Hanpukiag,
IMepopaabHUM canb0yTaMOJI Ta MiHOKCUIMII).

Bnaue emopukokcuby Ha npenapamu, w,o memaboaizyrtomucs izopepmermamu CYP

3a maHMMU OOCIIAXKEHbD In Vitro, He O4YiKyeThCs NpUrHideHHs nutoxpoMmis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y npoiieci HocnigxKeHb 3a y4acTiO 3TOPOBUX
moOPOBOIIBIIIB IITOJeHHE 3aCTOCYBaHHSI eTOPUKOKCUOY B J03i 120 Mr He BI/IMBaJIO Ha
aKTHUBHICTH Ie4iHKoBOro CYP3A4, 1110 BCTAHOBIEHO 3a €PUTPOMILIMHOBUM OUXaJIbHUM
TECTOM.

Bnaue iHwux npenapamis Ha papMakoKiHemuKy emopuKkokcuby

OcHOBHUM IIISIX 00MiHY eTOPUKOKCHOY 3anexXkuTh Bif ¢epmeHTiB CYP. CYP3A4
crupusie MeTaboi3aMy eTOPuKOKCuOy in vivo. [JocnigxKeHHs in vitro BKa3ylTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHUU
IIIJIsTX OOMiHY eTOPUKOKCHOY, aje iX KiTbKiCHi XapaKTepuCTUKU He BUBYAJIUCH in Vivo.

Kemokona3os. KeTokoHa301 € TOTyKHUM iHribiTopom CYP3A4. [Tpu 3acToCyBaHHi
3M0poBUM HOOPOBOIBISAM ¥ fo3ax 400 Mr 1 pa3 Ha moOy npoTtsaroMm 11 gHiB
KEeTOKOHAa30JI He YUHUB KJIiHIYHO 3HAYYIIOT0 BIIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCHOY B omHOPa30Biit go3i 60 Mmr (36inpmenus AUC Ha 43 %).

BopukoHa3os i mikoHa3oa. OmHOYACHE 3aCTOCYBaHHSI BOPUKOHA30J1y ITepopaabHo abo
MiKOHA30JIy y BUTJISAA1 OPajIbHOTO T'eli0 AJIsi MiCIIeBOT0 3aCTOCYyBaHHSA (IMOTYXKHI
inridiTopu CYP3A4) 3 eTOPUKOKCHUOOM BUKJIMKAJIO HEBEJIUKE MigBUINEeHHS €KCIIO3HUIIil
eTOpuKOKCcuOy, 1110, OOHaK, He BBaXKaJIoCsd KJIiHIYHO 3HAUYIIUM 3TigHO 3
OITy0JIIKOBAHMMU JaHUMHU.



PugpamniyuH. OgHOYaCHE 3aCTOCYBaHHSI €TOPUKOKCUOY Ta pudaMIiliuHy (IIOTY2KHOTO
inmykTopa ¢pepmenTiB CYP) mpu3BoaniIo 00 3HUXKEHHS KOHIIEHTpPallil eTOPUKOKCUOYy B
nsa3Mi KpoBi Ha 65 %. Lle MoxKe CyIpOBOLAXKYBaTUCSA IIOBTOPHUM IIPOSIBOM CUMIITOMIB
ITPY OOHOYAaCHOMY 3aCTOCYBaHHi 3 eTOpuKoOKcuOoM. Tofi K Taki maHi MOXKYTh
BKa3yBaTH Ha HeOOXimHICTh 30iNbIIIeHHS 03U, He PEKOMEHI0BaHO 3aCTOCOBYyBaTH
eTOPUKOKCHUO y I03aX, IO MepPeBUIYI0Th BKa3aHi [JIsd KOXKHOT'0 IT0OKa3aHHsI, OCKiTbKHU
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pUMaMITIIIUHY Ta eTOPUKOKCUOY B TaKUX
no3ax.

AHmauudu. AETaluOHI IpenapaTy He YMHATH KJIIHIYHO 3HAYYILOrO BIIJIUBY Ha
(apMakoKiHETUKY €TOPUKOKCHUOY.

Oco00/1MBOCTi IIOJ0 3aCTOCYBaHHSA

Bnaus Ha IIIKT

[ToBimoMisiyiocss PO YCKiIagHeHHs 3 00Ky BepxHix BigminiB IIIKT (mmepdopatiiii, BUpa3ku
abo KpoBOTeUi), iHOMi 3 JleTaTbHUM HACJIiAKOM, Y Ialli€HTiB, sIKi 3aCTOCOByBaJix
€TOPUKOKCHO.

3 obepexHicTIO cimig mpu3HavaTtu HII33 mallieHTam i3 migBuIIeHUM PU3UKOM
ycknagHeHb 3 00Ky IIIKT, maitieHTaM TiTHBOTO BiKY, IallieHTaM, siKi 3aCTOCOBYIOTh
Oynb-skuy inmuin HI133 abo ameTusncaninuioBy KMCJIOTY OOHOYAcHO, abo malieHTaMm 3i
IIJTyHKOBO-KUIIIKOBYMU 3aXBOPIOBAHHSIMM B aHaAMHe3i, a caMe: BUpa3kaMu Ta
IIJIyHKOBO-KUIIIKOBUMY KPOBOTE€4YaMU B aHaMHe3i.

€ momaTKOBUM PU3UK PO3BUTKY NMOOIYHUX peakiil 3 00Ky [IIKT (IUIyHKOBO-KUIIIKOBA
BHUpa3Ka abo inmr yckmagHeHHs 3 60Ky IIIKT) mpu ogHOYaCHOMY 3aCTOCYyBaHHi
€TOPUKOKCHOY Ta alleTUICAJIINIOBOI KMCJIOTH (HaBiTh Y HU3BKUX [03aX). ¥ mpoleci
TPUBAJINX KITIHIYHUX OOCHIA2KEHb He CIIOCTepiraaocs BUPazKeHol BIIMIiHHOCTI y
6e3meri mopo IIIKT mpu 3acTocyBaHHi ceneKTUBHOrO iHribiTopa LIOI-2 +
aleTuncaminuiaoBa KucaoTa Ta HITI33 + aneTuncaninmaoBa KHCIIOTA.

Bnaue Ha cepueso-cyOuHHy cucmemy

Kniniuni mocmig:keHHST BKa3yIOTh Ha Te, 1110 3aCTOCYBaHHS JIiIKapChbKUX 3ac0o0iB Kiacy
cenekTuBHUX iHTri6iTOPiB LJOI'-2 MOKe OyTHU ITOB’sA3aHe 3 PU3UKOM BUHUKHEHHS
TPOMOOTHUYHUX YCKIaAHEeHb (0c00IMBO iHpapKTy MioKapa Ta iHCY/IbTY) IIOPiBHSAHO 3
mane6o ta meskuMu HI133. OCKinbKM pU3UK CEPIIEBO-CYONHHUX YCKIaAHEHBb 3POCTAE
mpu 30ibIIIeHH] 03M Ta TPUBAJIOCTi 3aCTOCYBaHHS €TOPUKOKCHUOY, Ipenapar CIif
IMpU3Ha4YaTH Ha SIKOMOT'a KOPOTIINM ITePiox Yacy Ta B HaWHUKYiN epeKTUBHIM m0OOBi
no3i. I[ToTpibHO epioguyHO mepernsagaT noTpedy MalliEHTIB Y CUMITOMaATUYHOMY
roJieruieHHi 6010 Ta peakxllilo Ha JIiIKyBaHHS, 0COOJIMBO Y IAIliEHTIB 3 OCTE0APTPUTOM.



[MamierTaM i3 BupaxXeHUMH (paKTOpaMu PU3UKY PO3BUTKY CEPILIEBO-CYOANHHUX
yCKIaJHeHb (HallpuKiaj, apTepiajibHa rinepTeH3is, rineprimigeMis, ykpoBuii miaber,
MaJIiHHS) IpU3HaYaTy €TOPUKOKCUO CIIifT JIMIIIE IiC/IsT PETENbHOl OIiIHKYU PU3UKY
PO3BUTKY yCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTUJICAIiIINIOBO1
KHCJIOTH OJIst TPOoGiTaKTUKU TPOMOOeMOOJTiYHINX CepleBO-CYIUHHUX 3aXBOPIOBAHD,
OCKIJIBKM He YMHSATH aHTHarperanTHOl fil. ToMy He CiIif CKaCoByBaTH IIPUUOM
aHTHarperaHTHUX Ipenaparis.

Bnaue Ha Hupku

HupkoBi npocTarjiaigyHy MOXKYTh BilirpaBaTU KOMIIEHCATOPHY POJIb Y MiATPUMILL
nepdy3sil HUPoK. ToMy IIpU CTaHaX, [0 CYIIPOBOAXKYIOTHCS MOPYLUIEHHAM HUPKOBOI1
nepdysii, 3acToCyBaHHS €TOPUKOKCUOY MOXKe IIPU3BOAUTH OO0 ITOCIableHHs
YTBOPEHHS IIPOCTarjaHAuHIB i, IK HACJiOOK, -0 HUPKOBOIO KPOBOTOKY, TUM CaMHUM
NoripiIyo4u (PyHKIII0 HUPOK. BUCOKUU PU3UK PO3BUTKY TAaKOl peakilil
CIIOCTEPITra€eThCs y MAlliEHTIiB 3 y2Ke HassBHUMU BUPaKEHUMHU MOPYIHIEHHIMU QYHKITi1
HUPOK, HEKOMIIEHCOBAHOIO CEPIIEBOI0 HEJIOCTATHICTIO a00 IIMPO30M. Y TaKUX ITAIli€HTiB
CJIii KOHTPOJIIOBaT! (PYHKITiI0 HUPOK.

3ampumka piduHu, HabpsakKu ma apmepiaabHa 2inepmeH3is

4K i mpm 3acTOCyBaHHi iHIIIUX MpeIaparis, 110 iHTri0yI0OTh CUHTE3 IMIPOCTAarjIaHOnHIB,
3aTpUMKa PiguHU, HaOPSKM Ta apTepianbHa rillepTeH3isl CriocTepiraaucs y Malli€HTiB,
SIKUM 3aCTOCOBYBanu eTopukokcub. Bci HI133, BKIo4aouu eTOPUKOKCHUO, MOXKYTh
MIPU3BOOUTHU 10 PO3BUTKY a00 peluanBY 3aCTiliHOI cepileBOl HeJOCTaTHOCTI.
IndopMmartiito mpo peakilito 3aje’KHO Biff 03U AUB. Y po3aini «PapMaKoIOTigyHi
BiacTuBOCTi. ®apMakoguHaMika». 3 o6epexkHiCTIO He0OXimHO MpHU3HaYaTHU nperapar
ralfieHTaM i3 ceplieBOi0 HeMOCTATHICTIO, MOPYIIeHHIMU (QYHKIIil I1iBOT0 MIJTyHOYKa abo
apTepianbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0XK MallieHTaM i3 HabpsaKaMHu, 110
BUHUKJIM 3 OyOb-AKUX iHIINX NpUYrH. [Ipy KIiHIYHUX O3HaKaX IOTipIIeHHS CTaHy
TaKUX MAI[iEHTIB CJIif BXKUTH BiAMIOBIIHMX 3aXO0/iB, BKII0Yal04YU BiIMiHY €TOPUKOKCHUOY.

ETopukokcu6, 0ocoO6/IMBO Yy BUCOKHX [103aX, MOXKe MPU3BOOUTH [0 YACTIMIOl Ta TAXKYO01
apTepiasbHOL rinepTeH3il MOPiBHAHO 3 Aeakumu iHmumu HI133 Ta cenekTuBHUMU
inridiTopamu LIOI'-2. ToMy apTepianbHy rillepTeH3ii0 CIIim KOHTPOJIIOBATH 10 TOYaTKY
3aCTOCYBaHHS €TOPUKOKCHOY, 0COOIUBY yBary NoTpiOHO MPUMOIIUTHA KOHTPOJIIO 3a
apTepialbHUM THUCKOM Mif Yac JIiIKyBaHHS €eTOPUKOKCHOOM. ApTepialbHUU TUCK CIIif
KOHTPOJIIOBATHU IIPOTATOM 2 THUXKHIB IiC/IA IOYaTKY JIIKyBaHHS, a IIOTIM - IEPiOANYHO.
Ax110 apTepialbHUM TUCK CYTTEBO HMiABUILYETHCS, CIIi PO3TISIHYTU MOXKIIUBICTH
allbTEPHaTUBHOIO JIIKyBaHHS.



Bnaue Ha neuiHKy

[MigBuIineHHs PiBHS anaHiHaMmiHOTpaHchepas3u (AJIT) Ta/abo
acnaprataminorpaHcdepa3u (ACT) (mpubnusuo B 3 a6o Oinblle pa3iB IIOPiIBHSIHO 3
BepxHBOIO Mezxkeio HopMmu (BMH)) cnocTtepiranocst npubnu3Ho B 1 % mallieHTis, sKi
Opanu y4acTh y KJIIHIYHUX OOCIIiOXKEHHSIX Ta 3aCTOCOBYBaJii eTOPUKOKCUO y mo3ax 30
Mmr, 60 Mr Ta 90 Mr Ha goOy IIpoTsATroM Iepiony mo 1 poky.

Cunipg criocTepiraty 3a CTAHOM BCiX HAIliEHTIB i3 CHUMIOTOMaMM IIOPYIIEHHS PyHKITi1
MMEeYiHKH, a TaKOXK 3a CTAHOM IIAIli€EHTIB i3 MaTOJIOTIiYHUMU ITOKa3HUKAMHU (QYHKITI1
nedinku. [Ipy 03HaKax MoOpyiIeHHsT QyHKITII IMe4iHKY Ta IIPYU CTiMKUX ITaTOJMOTiYHUX
3MiHax MMOKa3HUKIiB QyHKIII nedinku (y 3 pa3u Buille 3a BMH) eTopukokcub ciifg
BIOMIHUTH.

3aeanvHi 8Ka3iBKuU

AKI10 TpOTATOM JIiKyBaHHS Y IalliEHTA CIIOCTEPIraeThCs MOTipIIeHHsS QYHKIIII Oy Ob-
sIKO1 i3 CHCTEeM OpraHiB, 3a3Ha4Ye€HUX BUIIlE, CJIi BXKUTH BiAIIOBIZHUX 3aXO[iB Ta
PO3TJISHYTHU MMUTAHHSA NP0 BimMiHy eTopukKokKcuby. HeoOximHo 3abe3medynuTy BignoBigHe
MeOu4He CIIOCTEepPeKEeHHS ITPU 3aCTOCYyBaHHI eTOPUKOKCUOY TalliEHTaM JIiTHBOTO BiKYy
Ta IalliEHTaM i3 mopylmeHHIMU QYHKIII HUPOK, IediHKu abo ceplis.

3 00epekHICTIO CIil MOYNHATH NiKyBaHHS €TOPUKOKCUOOM mallieHTaM i3
merigparalii€ero. PeKoMeHOoBaHO IIPOBECTU perigparTaliiio 40 II04YaTKy 3aCTOCyBaHHSI
€TOPUKOKCUuOY.

ITpo pO3BUTOK CEpUO3HUX LIKIPHUX peaklii, y JesIKNX BUIIadKaX 3 JIeTaJlbHUM
HacCJigKoM, 30KpeMa eKc(oiaTuBHOTO AepMaTuTy, cuaapomMy CriBeHca—][[2KOHCOHaA 1
TOKCUYHOTIO elifepMaJbHOTr0 HEKPOJIi3y, OyKe PifKO IIOBIOOMIISAIOCS IIPU
3actocyBaHHi HII33 i mesikux ceyeKTuBHUX iHridiTopiB LIOI-2 mmim yac
ITOCTMAPKETUHTOBOTO CITOCTEePEeXKeHHs (OuB. po3min «I1o6iuHi peakirii»). HanBumui
PU3UK PO3BUTKY TAKUX peaklliil y MallieHTiB — Ha II04YaTKy Teparii, a To4aTok 1X
ITPOSBIB ¥ OINBIIIOCTI BUMAKIB — IMIPOTSITOM IIEPIIOr0 Mics1ld JTikyBaHHSA. Cepiio3Hi
peaxiiil rinepyyTAMBOCTi (Taki K aHadinakcis i aHTiIOHEBPOTUYHUUN HAOPSK)
CIIOCTepiranucs y MalliEHTiB, SKi 3aCTOCOBYBaliu eTOPUKOKCHUO. [lesiKi celeKTUBHI
inribiTopu LIOT'-2 migBUIYIOTh PU3UK BUHUKHEHHS MIKiPpHUX peakllii y HmallieHTiB 3
aJIepriyHoI0 peakili€eio go Oyob-IKOTO0 IMpenapaTry B aHaMHe3i. ETopukokcub ciin
BiIMIiHUTM IIpU MEPIINX IIPOsiBaX BUCUNAHb Ha IIKipi, YIIKOAXKEHb CIIU30B0O1 000JIOHKHN
abo0 iHIIMX O3HAKaX Tilnep4yyTIUBOCTI.

[Ipu 3acTOCyBaHHiI €eTOPUKOKCHUOY MOXKYTh MaCKyBaTUCS IIPOSIBU rapsA4YKM Ta iHIII
O3HAKM 3alajIbHOI'0 IIPOLECY.



3 o0epexkHiCTIO MPU3HaYal0Th OMHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHiri
repopasbHi aHTUKOATyISIHTH.

3acTocyBaHHS €TOPUKOKCUOY, K i iHIIMX mpenaparis, M0 iHTiOyI0Th
LIMKJIOOKCUTeHa3y/CUHTEe3 IpPOoCTarjlaHANHIB, He PEKOMEHI0BaHO XiHKaM, SAKi
[IJIaHYIOTh BariTHICTE.

Baotcauea iHgpopmauis npo OONOMIdHCHI peuo8uHuU

Llewt mikapcbkui 3acid MicTuTh MeHIe 1 Mmonb (23 Mr)/mo3y HaTpito, ToOTO
IIpPakKTUYHO BiJIbHUU Bif HaATPilO.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BariTHicTb

HeMmae kiiHiYHUX DaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCUOY B Ilepiof BariTHOCTI.
HocnigXeHHs Ha TBapuHaX IPOOeMOHCTPYBaJikd PENPOOyKTUBHY TOKCUYHICTE.
[MoTeHIiMHUY PU3UK [JIs BaTiTHUX HeBigoMui. 3aCTOCyBaHHS € TOPUKOKCHUOY
MTPOTSTOM OCTAaHHLOT'O TPUMECTPY BAriTHOCTI, SIK i IHIIUX ITpeIlaparis, 10 iHTiOYIOTh
CHUHTEe3 IIpOoCTarjaHauHiB, MOXKe IIPU3BOOUTHU OO BiCYTHOCTI CKOPOYEHb MaTKU i, K
HAaCJIiIOK, 00 3aTPUMKU YM IIOLOBXKEHHA II0JIOTIB Ta IIepeg4acHOr0 3aKpUTTH
00TayI0BOi IPOTOKY i MereHeBoi rineprex3sii. IToBimoMasinocs Ipo BUIIAAKU ITOPYIIEHH
dyHKII1 HUPOK I1JI0fia, 110 CIIPUYMHSIIIO 0 3MEHIIEHHS 00’'€My aMHIOTUYHOI PifuHU
(omirorigpaMHiOH) y BariTHUX KIiHOK, SIKi MpUKAMalid HECTEPOIOHI IpOTU3aNnalbHi
npenapatu (HIT3I1) Ha gBamIsiTOMY THUXKHi BariTHOCTi abo mi3Himie. IHKomu 11e Moxke
MIPU3BOOUTHU [0 MOPYyILIEeHHS (QYHKIII HUPOK Y HOBOHAPOIXKEeHUX. 3a3HaueHi eeKTu
MOXKYTh BUHUKATU He3abapoM Iicisa nodatky nikyBaHHs HII3II; onirorigpaMuion
3a3BUYail € 000POTHUM IIiCJIg TPUNUHEHHS JIiIKyBaHHS. 3aCTOCYBaHHSI e TOPUKOKCUOY
IIPOTUIIOKA3aHO B IIepiod BariTHOCTI. fAKINO XKiHKa 3aBariTHiIa Hif 4yac JIiKyBaHHS,
eTOPUKOKCHO HeoOXimHO BimIMiHUTH.

Ilepiog roogyBaHHS I'PYOOIO

HeBimoMo, Yu IpOHUKAE €TOPUKOKCHUOD y TPyaAHEe MOJIOKO. Y IIyPiB eTOPUKOKCUO
BHBOOUTHCS Y MOJIOKO. 2KiHKHU, IKi 3aCTOCOBYIOTh €ETOPUKOKCHO, He TTIOBUHHI TOOyBaTU

rpyRnto.

QepTUNILHICTD

3acTocyBaHHSI eTOPUKOKCUOY, K i iHIIMX mpemnaparis, mio iurioyooTts LIOI-2, He
PEKOMEHI0BAHO XKIiHKaM, Kl I1JIaHYIOTh BariTHICTh.

30amHicmb 8nausamu Ha weuodKicmb peakuii npu kepye8aHHi asmompaHcnopmom abo
[HWUMU MexXaHi3mamu.



[NamienTH, y IKUX Mi 4aC 3aCTOCYBaHHSI €eTOPUKOKCHUOY BUHUKAE 3allaMOPOYEHHS,
BepTUTo ab0 COHJIMBICTh, HE ITOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTH 3
IHIMTUMU MeXaHi3MaMU.

Cnocibd 3acTrocyBaHHsI Ta JO3H

JIikapcbKuii 3acio Exci6® 3aCTOCOBYBaTHU MepopasnbHo. JIikapchkuit 3acid MoxXHa
nNpurMaTHh He3aJlIesKHO Big BXKUBaHHS 1XKi. [ToyaToK edeKTy mpernapaTy HacTae
IIBUIIIE TIPU NPUioMi mepeq imoro. Lle moTpi6bHO BpaxoByBaTH IIPU HEOOXimMHOCTI
IIBUIOKOTO MOCJIabJIeHHS CUMIITOMIB.

OCKIiNbKY PU3UK BUHUKHEHHS OPYIIEHb 3 O0KY CepIleBO-CyOUHHOL CUCTEMU IIPU
3aCTOCYBaHHI eTOPUKOKCUOY 3POCTaE IIPU IIigABUINEHHI T03U i TPUBAIIOCTi €KCITO3UIIil,
CJIi TPOBOAUTU HAUKOPOTIII KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAaMEHIITUX
edbexkTuBHUX H0O0BUX H03. Cilifg mepioguyHO MepeoliHioBaTU NOTPely y MOoJereHHi
CUMIITOMIB i BifiTIOBiIb Ha JTiIKyBaHHS, 0COOJIUBO Y IAIli€HTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekomenpoBaHa go3a ctaHoBUTh 30 Mr 1 pa3 Ha go0y. Y messKuxX MalliEHTiB IpHU
HeIOoCTaTHbOMY MocJabjieHHi cuMITTOMIB 30inbIitieHHsST mo3u mo 60 Mr 1 pa3 Ha mo0y
MOXKe MiABUIIUTHU €(PEeKTUBHICTh. 3a BiICYTHOCTI e(EeKTYy CJIif PO3TJISHYTU NUTaHHSI
PO iHIIII MOXKJIMBI METOOM JIIKyBaHHSI.

PesmamoioHuti apmpum

PekoMmeHpoBaHa fgo3a cTaHOBUTH 60 Mr 1 pa3 Ha goOy. Y messKux MalliEHTiB IpHU
HegoCTaTHbOMY ITOoCc/iabJieHHi CUMIITOMIB 30i1biIeHHs fo3u 0o 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KiTiHiyHOI cTabimizarrii
nalieHTa OOILiIbHO 3HM3UTH [03y 10 60 mr 1 pa3 Ha goOy. 3a BifCyTHOCTI IOMiNIIeHHS
e(deKTy CIig po3TJIAHYyTU NUTAHHSA PO iHIII MOXKJIUBI METOOU JIIKyBaHHS.

AHKIin03yro4ul cnoHOuaim

PekomeHpoBaHa fg03a cTaHOBUTHL 60 Mr 1 pa3 Ha go0y. Y messKux malliEHTiB IpHU
HeIOoCTaTHbOMY MociabieHHi cuMIIToMiB 30inbiieHHss mo3u mo 90 mr 1 pa3 Ha mo0y
MO2Ke IMOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KiriHiyHOI cTabimizarrii
nalieHTa OOILIbHO 3HU3UTH [03y 10 60 mr 1 pa3 Ha goOy. 3a BifCyTHOCTI IOMTiNIIeHHS
e(deKTy CIig pOo3TJIAHYyTH MUTAHHSA PO iHIII MOXKJIUBI METOOU JIIKyBaHHS.

I'ocmputi 6iav

Y pasi nosiBu rocTporo 60J110 eTOPUKOKCUO 3aCTOCOBYIOTH JIMIIIE ¥ TOCTPUM
CUMIITOMaTUYHUU IIE€PiOof.



I'ocmput nodaepuvyHul apmpum

PekomeHpoBaHa mo3a ctaHoBuTh 120 Mr 1 pa3 Ha goOy. ITig yac KimiHidyHUX
OOCIiAXKeHb I'OCTPOTr0 IIOAAarpUuYHOr0 apTPUTY €TOPUKOKCHUO 3aCTOCOBYBaJI BIPOAOBK
8 mHiB.

ITicasionepauitiHuil 6iab, no8’A3aHuUll 3i CMOMAMO/102iYHUM ONEepamu8HUM
empyuyaHHsaM PekoMmeHmoBaHa mo3a - 90 mr 1 pa3 Ha mo0y IPOTSITOM MaKCHUMYyM

3 mHiB. [I15 messKuX IMallieHTiB MOxe OyTH HeoOXimHMM MOoOaTKOBe ITicisonepalliiiie
3He00JIIOBAHHS.

ITo3u, 1110 TePEeBUIIYIOTh PEKOMEHIOBaHI IJIsT KOKHOTO ITOKa3aHHs, He MaloTh
OOmaTKOBOI epeKTUBHOCTI ab0 He BUBYAJIUCS, TOMY:

e [103a ITPU OCTEO0ApPTPHUTI He TTOBUHHA IepeBulllyBaTty 60 Mr Ha mo0y;

e [03a IIPU PEBMATOIHOMY apTPHUTi Ta aHKII03yl0YOMY CIOHOUJIITI HE TOBUHHA
nepesuiryBatu 90 Mr Ha gooy;

e [103a ITPU I'OCTPil Mmojarpi He MOBUHHA IepeBunlyBaTty 120 Mr Ha moOy BIIPOOOBXK
MaKCHUMaJIbHOI'O I1epiony JIiKyBaHHSA 8 MOHIB;

e [103a ITPU rOCTPOMY OOJIIO TiC/IsT CTOMATOJIOTiYHOTO OTIEPaTUBHOTO BTPyYaHHS He
IMOBUHHA nepeBuinlyBaTu 90 Mr Ha go0y BIPOAOBK MaKCUMAJILHOTO 3-0eHHOTO

nepiony.
ITauieHmu AiMHBLO20 BIKY

HeMmae HeoOXigHOCTI B KOPEKIIil O3yBaHHA OJId Malli€HTiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIMX IIpenapariB, MalliEHTaM JIiTHbOTO BiKy JTiKapChKul 3acib cim
mpu3HadaTu 3 00epexkHiCTIO.

ITopyweHHsa ¢pyHKUil neviHKu

HesanexkHo Bif mOKa3aHHSA HalliEHTaM i3 IOPYIMIeHHAMU (QYHKIIi1 IIEeYiHKHA JIeTKOT0
ctyneHs (5—6 OariB 3a mKkanow Yannma—I1'10) He ciig nepeBuilyBaTtu o3y 60 mr

1 pa3 Ha goOy. ITalieHTaMm i3 mopyiieHHSIMU QYHKITII ITe4iHKY ITOMipHOTO CTYIEeHS
TSKKOCTI (7-9 OastiB 3a mikanoo Yannoa-I1'10) He3aleXKHOo Bif MOKAa3aHHS He CIIif
nepesuinyBatu o3y 30 mr 1 pa3 Ha mo0y.

Kninigyau#t gocsig 3acTocyBaHHS 00MeXeHUM, 0COOIUBO IIIOM0 MalliEHTIB i3
MOPYIIEeHHSAMHU (PYHKIIi] HeYiHKY IOMIPHOTO CTyIIeHs, TOMY IIpelapatT CJIif
Mpu3HayaTu 3 o0epexkHicTio. BimcyTHi# KiHiYHUY OOCBIi 3aCTOCYBaHHS ITperaparTy
MalieHTaM i3 TIXKKUMHU IMOPYIIeHHIMU QYyHKII1 nedinku (= 10 GasiB 3a mMIKamaoio
Yamnga-I1'10), ToMy JiKapChbKH# 3aci® MPOTUNIOKa3aHUM TaKUM MHalliEHTaM.

INopyweHHsA ¢pyHKUITI HUDOK



KopuryBaHHS 103U He NOTPiOHEe mallieHTaM i3 KilipeHcoM KpeaTuHiny = 30 MI1/xB.
3acTocyBaHHSI eTOPUKOKCUOY MallieHTaM i3 KilipeHcoM KpeaTuHiHy < 30 MJI/XB
IIPOTUIIOKA3aHe.

Himu.

JIikapchKui 3acib Exci6® MIPOTUIIOKa3aHUM OiTSIM BiKoM mo 16 pokis.
Ilepeno3yBaHHs

Y nmporueci KniHIYHUX OOCHIAXKEHb MiC/Ig 3aCTOCyBaHHS OOQHOPAa30BOl J0O3U
eTopukokcuby go 500 mr abo 6araTopa3oBoro npuiiomy mo 150 Mr Ha moOy IpOTITOoM
21 OHSA He cIocTepiramocs 3HaYHUX TOKCUYHUX epeKTiB. [ToBimoMIsiiocss Ipo rocTpe
rmepeno3yBaHHSI eTOPUKOKCHOOM, X04a B OiNTBIITOCTI BUNAAKIB PO moOiuyHi peakiii He
nosigomsanock. IToGiuHI peakilii, 1110 CIIoCcTepiraauch HaldacTille, Bignosiganu
mpodinmio 6e3neku eTOpuKOKCuOy (peaxtii 3 60ky IIIKT, 3 60Ky ceplisi Ta HUPOK).

Y pasi nepeno3yBaHHS OOLIJIBHO BXKUTU 3BUYAUHUX MIATPUMYBaJIbHUX 3aX0[iB,
HaIMpUKJag BUmaleHHs HeabcopOoBaHoro npenaparty 3i IIIKT, BegeHHs KITiHIYHOTO
CIIOCTEpEeXKEeHHS, Y pa3i HeoOXigHOCTiI — TpPOBeOeHH MiATPUMYyBaJIbHOTO JTiIKyBaHHS.

ETopukokcu6 He BUBOAUTHCS IIPU reMofialli3i; HeBimoMo, Y1 BUBOOUTHLCS TiKapChbKUMN
3aci6 npu IMpoBeOeHHi IepUTOHeaIbHOTO dialily.

IToGiuni epexTn

Be3neka 3acTocyBaHHS €TOPUKOKCHOY OIliHIOBaJIaCh y MPOILIECi KIiHIYHUX HOCTiAXKeHb
3a y4yacTio 9295 nanieHTiB, BKIIOYauu 6757 nallieHTiB 3 OCTE0apTPUTOM,
pPEBMATOIIHUM apTPUTOM, XPOHIYHUM 00JIeM Y HUXKHIN YacTUHI crimHU abo
AHKiI03yI04YuM croHOuiiToMm (mpubnu3no 600 malieHTiB 3 ocTeoapTpuToM abo
pPeBMaTOIIHUM apTPUTOM OAepzKyBa/IU JIIKyBaHHS NPOTATOM 1 poKy abo AoBIIe).

[Tig yac KniHIYHUX OOCHiAXKeHb Npodinb HebaxKaHUX sIBUI] OyB OOHAKOBUM Y TAIli€EHTIB
3 0CTeoapTPUTOM ab0 peBMaTOIOHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUO
npoTsiroM 1 poky abo moBIIIeE.

Y npoueci KJIiHIYHOT 0 OOCHIiIZKeHHS 3a y4acCTIO IIAllieHTiB i3 TOCTPUM IIOLarpUu4YHUM
apTPUTOM eTOPUKOKCHUO Impu3Hadasnu B mo3i 120 mr 1 pa3 Ha go0y npoTsarom 8 OHiB.
[Tpodins HeOaxKaHUX SABUII Y ILOMY OOCIHIIXXKEeHHi OyB y IIiIJIOMYy TaKUM CaMUM, K Y

OOCITiIKEeHHSIX 3a y4acTIO IMalliEHTIB 3 OCTE0apTPUTOM, pEBMAaTOIOHUM apTPUTOM Ta
XPOHIYHUM 60JIeM y HUKHIN YaCTUHI CIIMHMU.

Y nporpawmi orinku 6e3meKu OJjisi CepPIeBO-CYOIUHHOI CUCTEMHU 3a TaHUMU TPhOX
KOHTPOJIbOBAHUX AOCJIAKEHb 3 aKTUBHHUM IIpernapaToM MopiBHAHHSA 17412 nalieHTiB 3



0CTeoapTPUTOM ab0 PeBMATOIIHUM apTPUTOM 3aCTOCOBYBaIM €TOPUKOKCHUO (y mo3ax
60 mr a6o 90 MT) B cepegHbOMY BIPOOOBXK Mpubnu3Ho 18 micsiriB. [laHi mpo 6e3meKy
Ta OinbII AeTasibHa iHopMallis IIpo 110 ITporpaMy NpeacTaBeHi B po3mini
«®apMakKoJIOTiuHi BIIaCTUBOCTI».

Y nponeci KiIiHIiYHUX OOCIiAXKEeHb 3a y4acCTIO Malli€eHTiB i3 TOCTPUM IIiCIs0nepaliiHuM
00J1eM IIiC/IsI CTOMATONIOTiYHUX, abOMiHATBbHO-TIHEKOJIOTIYHUX XipypriuyHuX BTPy4YaHb,
BKJIIOUarouy 1222 mallieHTiB, gKi 3acToCOByBaiu eTOpuKoOKcub (y mo3ax 90 mr a6o 120
Mr), mpodins HebaxKaHUX SBUIL OYB V IIiIJIOMY TaKUM Ke, IK Yy HOCTIIXKEeHHIX 3a
y4acCTIO MAlliEHTIB 3 0CTE0APTPUTOM, PEBMATOIHHUM apPTPUTOM Ta XPOHIYHUM O0JIEM Y
HUXKHIU YaCTUHI CIUHU.

ITpo 3a3HaueHi masmi mobiuHi peakiiil MOBiHOMIISIOCH 3 OiNIBIIIOI0 YaCTOTOIO IIPHU
3aCTOCYBaHHI IIpenapary, Hix mnanebo, y mpoieci KIiHIiYHUX OOCITiaXKeHb 3a y4acCTIO
MallieHTIiB 3 0CTE0APTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM O0JIEM Y HUKHIN
YaCTHHI CTIMHYU ab0 aHKiI03yl0UUM CIIOHAUIIITOM, SIKi 3aCTOCOBYBaIM €TOPUKOKCHUO V
mo3i 30 mr, 60 mr a6o 90 Mr npoTsaroMm 12 THUXKHIB (DOCIimXKeHHS 3a IIPOrpPaMoio
MEDAL, KOPOTKOCTPOKOBI IOCIiA2KEeHHS HI0A0 I'OCTPOTro 00JII0 Ta IIOCTMapKEeTUHT OBUH

OOCBin).

Tabmnuiisa 2
. . Kateropisa
Kmnac cuctemu opraxis |[To6iuHi peakirii
yacToTu*
aJIbBEOJIIPHUU OCTUT 4acTo
[Hdexk1il Ta iHBa3il
racTpPOEeHTEPUT, iH(PeKIlil BepXHiX AuXaTbHUX
L , HedYacTo
MIIAXiB, iHQEKITil CEYOBUBIAHOTO TPAKTY
. aHeMis (mepeBaXXHO B pe3yJibTaTi HIJTYHKOBO-
3 60Ky KpOBi i . . . .
. . KHUIIIKOBOI KPOBOTEYi), IEMKOIIEHis, HedacTo
niMmpaTuyHOl cCUCTEMU .
TPOMOOIIUTOIIEHis
3 60Ky iMmyHHO1 1"i11epquJ11/IBiCTb1E 5 He4YacTO
CHUCTEMU




QHTiIOHEBPOTUYHUN
HaOpSK,

aHa(dinakTH4YHi/aHaQiITAEIKOHI

peaxkiiil, y ToMy 4YHCIIi
ok

HaOpPsAKY/ 3aTpUMKa PiguHU 4acTo
Posnagu metabomniamy
1 XapHyBaHHs 3HUKEHHS ab0 IIOCUJIEHHS aleTUTy, 301/IbIIeHHsS
) HEe4acTO
MacH Tina
TPUBOXKHICTH, OEIIPecisi, MOTipIIeHHS PO3YMOBO1L
. . ot He4yacTo
OiATBHOCTI, TaIlonuHaIllil
[IcuxiuyHi IOpyIIEHHA
CIIJIyTaHICTh CBiJIOMOCTii, HeCTOKifHWit cTax" pigko
3alaMOpPOYeHHS, TOJIOBHUM Oifb 4acTo
3 60Ky HEPBOBOIL
CUCTEMM nucreB3is, 6e3CoHHS, IapecTesis/rinecresis,
, HedYacTo
COHJIMBICTH
3 00Ky OpraHiB 30py |HEYIiTKICTh 30py, KOH IOHKTHUBIT HeYacTo
3 OOKy OpraHiB Cyxy i
BECTUOYIIPHOTO IIIyM y ByXax, 3allaMOPOYEHHA HEe4YacTo
amnapary
BimuyTTs cepreOUuTTs, apI/ITMiH:l: 4acTo
3 Boky cepris iGpunsAList mepencepnb, Taxikapaist, 3acTifiHa
ceplieBa HEOCTATHICTh, HecnenudiyHi 3MiHM Ha |HEYacTo

EKT, CTeHOKapJIiﬂ:l:, iH(papKT MiOKap;ua§




rimepreH3sisa 4acTo
3 OOKy CyOUHHOI
CHCTEeMH IIPUILJINBU KPOBi, IOPYIIEHHS MO3KOBOI'O
KpOBOOGiPy§, TPaH3UTOPHA illleMiyHa aTaka, He4vacTo
rinepTOHIYHUM Kpnsi, BaCKyJ'IiTi
3 60Ky muxaJbHOI 6porxocmasmt JacTo
CUCTEMHU, OPTraHiB
TPYOHOI KIIiTKY i
cepenoCTiHHA KallleJib, JUCIIHOEe, HOCOBa KpPOBOTEYa HeYacTo
. . nyxe
0inb y )KUBOTI
4acTo
3amop, MeTeopu3M, TaCTPUT, Mediss/KUCIOTHUH
pedioKc, aiapesi, QUCHENCia/qucKoMpopT y
. .. . . |gacto
OiISHIN elmiracTpis, HymoTa, O/IoBaHHS, e30(ariT,
3 6oky IIKT BHPA3KU B POTOBIi ITIOPOKHUHI
30yTTS XKUBOTA, 3MiHa XapaKTepy [IepUuCcTalbTUKU
KUILEYHUKY, CYXIiCTh Y POTi, TaCTPOAyOAeHalIbHI
BHPAa3KU, NENTUYHI BUPA3KU, y TOMY YUCJIi He4yacTo
nepdopaiiia i kpooteda IIKT, cuagpom
IIOOPAa3HEHOI'0 KUIIIEeYHUKY, HaHeraTI/ITjF
nigBumienHs AJIT, nigBumienus ACT 4acTo
3 OoKy
renaTto0bimiapHol rematutt pigKo
CUCTEeMU
[IeYiHKOBa HeJIOCTaTHiCTLi, }KOBTHHI/ILISI:I: piJIKOT
3 60Ky IIKipH i eKXiM03 4acTo

MiOIIKipHOL
KJIITKOBUHU




HaOpPSK 00Iuyys,
cBepOixkK, BUCUTIAHHSI,
epprrema*,
KpOHI/IB'HHKai

HedacCTo

CUHIOPOM
CTiBeHca—H}KOHCOHa:l:,
TOKCUYHUH
emnimepManbHUHN
HerOHiBi, CTiMKa
MeIOuKaMeHTO3Ha

epHTeMai

pioko

3 60Ky OITOPHO-PYyXOBO1L

Cra3Mu/CygoMu M’ s13iB, CKEJIeTHO-M I30BUU

CUCTEMH i CIIOITY4YHO1 ) i He4dacTo
0iNTb/CKyTiCTD
TKaHUHU
. MIPOTEIHYPisi, HiABUILIEHHS PiBHS KpeaTHUHIHY B
3 OOKy HUPOK i i i
. . CHUPOBATIIi KPOBi, HUPKOBa
CEeYOBUOINTLHOIL ] . 4 ) HedvacTo
HEeOOCTaTHICTh/OUCPYHKIIA™ (OUB. pO3min
CHUCTEeMHU _
«OCcoOIUBOCTI 3aCTOCYBaHHS»)
IlopymeHHs aCTeHisi/BTOMa, IPUITONONIOHI CUMIITOMU 4acTo
3arajbHOr0 CTaHy Ta
IIOPYILIeHH, II0B’A3aHl
3i cmocobom
3aCTOCYBAHHS Oinb y TpyaHif KITiTIn HEe4acTO
MigBUIIIEHHS PiBHSA a30Ty CEYOBUHU KPOBI,
[IiABUINIEHHS PiBHS KpeaTuH(POCPOKiHA3H,
. . . . . HedacTo
JTaGopaTopHi rimepkasieMisi, MigBUIIIEHHS PiBHS CE4Y0BO1
INOCIiIKeHHS KHCIIOTH
3HUXKEHHS PiBHA HATPilO B KPOBI pigko




* KaTeropist 4acTOTH BU3HAYAETHCS OJISI KOXKHOTO TEPMiHY ITOOIYHOTO SIBUIA 3a
YacCcTOTOIO B 0a3i maHUX KIIHIYHUX OOCIigXKeHb: nyx)e yacTo (= 1/10); wacTo (= 1/100,
< 1/10); mreuyacto (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); gy=xke pigko (<
1/10000).

¥ [MoGiuna peakilis ineHTHU(iKOoBaHa y Ipolieci TOCTMapKETUHTOBOTO CIIOCTEPEKEHHS.
YacToTa BU3Havasjacsa 3a MaKCMMaJIbHOIO YaCTOTOIO Y KITiHIYHUX OOCHIIXKEeHHIX (maHi
3i6paHi 3a 3aTBEpPAKEHUMHU ITOKa3aHHSAMHU Ta J03aMU).

T KaTteropist yactoTu «pigkKo» BU3Hadanacs BignoBigHO o Guideline on summary of
product characteristics (SmPC) (2-i1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxHbol Mexki 95 % [II ons 0 sBul 3 ypaxyBaHHSAM KiTbKOCTI
y4aCHUKIB, SIKi IpUuiiManu eTOPpUKOKcuO, B aHani3i ganux III ¢pa3u, 06’emHaHuX 3a
mo3010 i moka3laHHaM (n=15470).

B lNnepuyTnuBiCTh BKIIIOYAE IIOHATTSA: ajleprisd, MeguKaMeHTO3Ha ajiepris,
MeOUKaMeHTO3Ha rinepuyyTJIUBICTh, IIepyYyTInUBICTh, TilIepUYyTIUBICTh HEYTOYHEHA,
peaxiig rirnepyyTIuBOCTI 1 HEyTOUYHEHa ajlepris.

%3a pe3ynbTaTaMM aHaJjli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOMOMOTO0 manebo i
aKTHUBHOTO ITpenapaTy MOPiBHAHHS KIiHIYHUX OOCIiIXXeHb, CEIeKTUBHI iHTiOiTOpPU
[IOI'-2 6ynu moB’si3aHi 3i 30iIbIIIEHHAM PU3UKY BUHUKHEHHSI CEPMO3HUX apTepialbHUX
TPOMOOTHUYHUX MOMiN, BKIIOYaouu iHQapKT Miokapaa Ta iHCynbT. Ba3yo4yuck Ha
HasIBHUX TaHUX, MAJIOMMOBIpHO, 1110 30iTbiIeHHS aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TaKUX SBUII IepeBUIIUTL 1 % Ha pikK (HedacTo).

[Tpu 3actocyBanHi HII33 moBigoMnsimocs mpo Taki cepiio3Hi mobiyHi peakiiii:
He(hPOTOKCUYHICTh, BKIIIOYAI04UM iIHTEPCTHUIliaTbHNN HEeGPUT i HEQPOTUYHUYN CUHOPOM,
TOMY He MOXKHa BUKJIIOYATH IX BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

ITogidomaeHHA Npo nido3prosaHi nobiuHI peakuii

[ToBimoMiieHHS PO Mimo3pIoBaHi M0OiIYHI peaxiii miciast peecTpaliii T1iKapchKOTo
3aco0y € BaXJINBOIO IIpolLenypolo. Lle mo3Bosisie IpOoOBXKyBaTH MOHITOPUHT
CIIiBBiAHOLIEHHS «KOPUCTHL/PU3UK» OJISI BiAMOBIMHOTO JIiKapChKOTro 3aco0y. MegudHuUM
MpalliBHUKaM HeoOXimHO moBimoMIsiTU PO OyAb-siKi mimo3pioBaHi mobiuHi peakiil
yepes HallioHaJIbHY CUCTEMY IIOBIOMIJIEHb.

TepMiH npHIaTHOCTI
2 POKH.

VYMoBH 30epiranus



36epiraTtu B opuriHajabHiM yIIaKOBIli IIpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicCIti.
VYnakoBka

ITo 60 mr, 1o 90 mr, 1o 10 TaG7IeTOK y KOHTYPHiM YapyHKOBiM ymakosili, o 1 a6o mo 3
KOHTYPHI YapyHKOBi YIIaKOBKHU B I1aylli;

rmo 120 mr, mo 10 TaG1eTOK Y KOHTYPHil 4YapyHKOBilM yIaKoOBIli, IO 1 KOHTYpHi
4YapyHKOBIN yIIAKOBIIl B ITQYIIj.

KaTeropist Biagnnycky
3a penemnTomMm.
BupooHuK

IIpAT «®apmaneBTuyHa pipmMa «IlapHULST».

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBadKeHHsI HOro
IistIbHOCTI.

Vkpaina, 02093, m. KuiB, Byn. bopucminscbka, 13.



