Ckian

Oitoua peuosuHa: etoricoxib;
1 TabrmeTka mMicTuth 90 MI eTOPUKOKCHOY;

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

0000HKa TabeTKu: 6ap8HUK Onanpaﬁ® IT 6imuit 39K18305 (gis mo3yBauusg 90 Mr),
BiCK KapHayOCBhKU;

CcKJlap OapBHHKA Onaupaﬁ® IT 6inmuit 39K18305: makTo3a, MOHOTIIpAT; TimpoMesio3a;
TuTany giokcun (E 171); TpuaneTuH.

JIikapcbKa ¢popMma

TabneTkKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.
OCHOBHI (pi3uKo-XiMIiuHI 821aCMUBOCMI:

Tabnetku o 90 Mr: gBoonyKIli TabeTKu si071yKonomiOHo1 opMuU, BKPUTI IIIiBKOBOIO

000/I0HKOIO OiJTIOT0 KOJILOPY, 3 rpaBipyBaHHsAIM <202> 3 ogmHOTO OOKY Ta
<ARCOXIA 90> 3 i"Ioro.

dapMaKoTepalneBTUYHA Ipylna

HecTtepoigHi mpoTu3arnaibHi Ta IpoTUpeBMaTH4Hi npenapaTtu. Kokcubu. Kog ATX
MO1A HOS5.

®dapmMmakoguHaMiKa

MexaHi3M mil

ETopukokcub € riepopanbHUM CEJIeKTUBHUM iHTiOiTOpOM IMKIooKcureHasu-2 (110I°-2)
y MeXaXx KJIIHIYHOIO Aiana30oHy H03.

Y xopi kniHIYHUX PapMaKOIOTiYHUX OOCITiaXKeHb JIiIKapChKuUM 3acib ApKOKCiSI®

no3o3anexHo iurioyas LIOT'-2 6e3 inrioysanss LIOI'-1 npu 3acTocyBaHHi y 03ax A0
150 mr Ha mo6y. EToprukokcub He iHriOye CMHTEe3 IpOCTarjlaHOUHIB IUTyHKA Ta He
BILIMBA€ Ha QYHKITi}0 TPOMOOIIUTIB.

[luknookcureHasa BiiTIOBiga€ 3a YTBOPEHHS IIpocTariaHanHiB. [meHTudikoBaHO OB
isoopmu - LIOT'-1 Ta LHOI'-2. LIOI'-2 € i3odopMorio pepMeHTy, 10 iIHAYKYETHCSI



iMIOIy/IbCOM IIpO3analjieHHs Ta PO3TISAAaEThCSa IK OCHOBHUU (haKTOp, 10 BiATIOBiZa€ 3a
CHUHTE3 ITPOCTAaHOIOHUX MediaTopiB 00110, 3amasieHHs Ta rapsyku. [IOI-2 Takox
3afligHa y mpollecax OBYIIAIIil, iMIIIaHTallil Ta 3aKPUTTS apTepialbHOl IIPOTOKH,
perynsiil QyHKIIil HUPOK Ta LIeHTpaibHOI HEPBOBOI CUCTEMU (IHOYKIIiS raps4Ky,
BimuyTTs 001110, KOTHITMBHA (YyHKIIisI). TaKOK MOKe OpaTH ydacTh Yy IIPOIeCi 3aTOEHHS
Bupas3okK. IIOI'-2 6yno igeHTu(¢ikoBaHO y TKAHWHI HAaBKOJIO BUPA3KY IIJIYHKA Y
JIIOOWHY, ajle 3HaYeHHs [JIs1 3aTO€EHHS BUPAa3KU He BCTAHOBJIEHO.

EdekTuBHICTD

Y nanieHTiB 3 0CTE0APTPUTOM €TOPUKOKCHO y 0o3i 60 Mr 1 pa3 Ha go0Oy 3HAYHO
IMOKpally€e CTaH ITpu 00JIIX Ta OLIHKY IalliEHTa II0J0 CTaHy 3axBopioBaHHS. Li
MMO3UTUBHI epeKTU criocTepiraaucs BxKe Ha APYyTUM OeHb IiKyBaHHSA i 30epiranucs
MIPOTSITOM IlepioAy mo 52 THUXKHIB. Y Xo[i mocmigXKeHb i3 3aCTOCyBaHHSIM €TOPUKOKCUOY
B mo3i 30 Mr 1 pa3 Ha mo0y eheKTHUBHICTh IILOTO IIpenapaTy nepeBuIllyBasa mniamnedo
npoTsaroM 12 THUKHIB JTIKyBaHHSI (BUKOPHUCTOBYBAJIMCS OLIIHKH, III0 3aCTOCOBYBA/IUCS B
iHIMMX gociimkeHHsX). [1im yac gocmimKeHHs migdopy Oo3u eTOPUKOKCcUO y mo3i 60 Mr
OEMOHCTPYBaB 3HA4YHO OiNIbII BUpaXKeHe MOKpalleHHs, HiXK B 7o3i 30 Mr, BiTHOCHO yCix
3 OCHOBHUX KIiHIIEBUX TOYOK IIiCJIg 6 TUXKHIB JIiIKyBaHHs. 3aCTOCyBaHHA no3u 30 Mr
IIpXU OCTE0apPTPUTiI KUCTi He BUBYAJIOCH.

Y nanieHTiB 3 peBMaTOIOHUM apTPUTOM eTOPUKOKCHO y mo3i 60 mr ta 90 Mmr 1 pa3 Ha
noOy 3HAYHO ITOKpallyBaB CTaH CTOCOBHO BUPaXKeHOCTi 00JI10, 3alajieHHs, a TaK0OXK
PYXJIMBOCTI. Y X041 mocmigKeHb 3 OLiHKM 703 60 Mr Ta 90 MI 1IO3UTUBHI ePeKTH
30epiranucs npoTarom 12-TUKHEBOTO Mepioay JIiKyBaHHA. Y XO[i HOCTiAXKEeHHS 3
omiHKM 031 60 Mr mopiBHSHO 3 103010 90 Mr, oOuaBa MO3YBaHHS €TOPUKOKCHUOY -
60 Mr 1 pa3 Ha moOy Ta 90 mr 1 pa3 Ha go0Oy - Oynu 6inbIil eeKTUBHI HiXK Ia1e6o.
IHo3a 90 mr O6yna edeKTHuBHIilIa, HiXK A03a 60 Mr BigmoBigHO mO0 MeTonmy 3araabHOI
ouinkm 6os1io nanieHTiB (0-100 MM Bi3yasibHa aHaslOTOBa IIIKaja), 3 cepegHim
nokpaitneHHaMm -2,71 mm (95 % II1:

-4,98 MM, -0,45 MM).

Y mailieHTiB 3 HamajgaMu I'OCTPOT0 IMOJArPUYHOr0 apTPUTY €TOPUKOKCUO y mo3i 120 mr
1 pa3 Ha moOy nipotsaroM 8 gHiB moneruryBas 6iyib y cyrinob6ax CepemHboro Ta TAXKKOTO
CTYIIEHS Ta 3alaJieHHs MOPiBHSAHO 3 iHmoMeTaluuHoM y mo3i 50 Mr 3 pa3u Ha mo0y.
3MeHIIIeHHS BUPaXKeHOCTi O0JII0 CIIOCTEPITaETLCS BXKe Yepe3 4 TOOUHU MiCig IToYaTKy
JIIKyBaHHS.

Y naui€eHTiB i3 aHKIIO3YI0YUM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pa3 Ha moly
3abe3reuye 3HaUYHe MOKpallleHHs mpu 60110 v XxpeOTi, 3ananeHHi, oOMeXeHHi pyXiB, a
TaKOXK IOKpallye QyHKIioHaIbHY 30aTHICTh. KiliHiuHiI mepeBaru eTOpuKOKCuoy
CIIOCTepiranucs Ha OPyrui OeHb MicJisg MoYaTKy Teparrii i 30epiranucs ynmpogoBx 52-
TUZKHEBOTO IIepioay JIiKyBaHHSA. Y XOO1 APYroro OOCIIIAXKEHHS 3 OLiHKYU J03u 60 mMr



MmopiBHsSIHO 3 003010 90 MT, eTopuKOKcuO y mo3i 60 mr 1 pas Ha moOy Ta 90 mr 1 pa3 Ha
no0y IMMPOOEMOHCTPYBAB CX0XKY e(DeKTUBHICTh MOPiIBHSIHO 3 HanpokceHoMm 1000 mr
IIOOEHHO. Y MAallieHTiB, III0 He IeMOHCTPYyBaJiM afeKBaTHOL BIAIIOBIAl mif Jac
3aCTOCyBaHHA 003U 60 MI IIIOAEHHO NIPOTATOM 6 TUXKHIB, MiABUINEHHA 003U 0o 90 Mr
IIIOJeHHO TOKpaIllyBao OLIiHKY iHTeHCUBHOCTI 600 y criuHi (0-100 MM BidyanbHa
aHaJIoroBa IlIKajia) IIOPIBHSAHO 3 IPOAOBXKEHHAM IIpuiioMy 60 Mr HI0eHHO, 3 CepenHiM
nokpaineHHsaM -2,70 mMm (95 % [I: -4,88 MM, -0,52 Mm).

ITig yac KIiHIYHOTO JOCTiAXKEeHHS HicsoIepalliiHoro 3y0HOTro 007110 eTOPUKOKCUD y
mo3i 90 mr 3acTocoByBaBcs 1 pa3 Ha go0Oy OO0 TPhOX OHIB. Y MiOrpyi naiieHTiB 3
MMOMipHUM 0OJIEM B ITOYATKOBOMY CTaHi eTOPUKOKCHUO y mo3i 90 MI meMOoHCTpyBaB
3uebomoounil eekT, mogibHMM g0 Takoro B ibynpodeny 600 mr (16,11 nmpotu 16,39;
P=0,722), i nepeBuiysas epeKT mapaiieramony/kKogeiny 600 mr/60 mr (11,00;
P<0,001) i mname6o (6,84; P<0,001), 1110 BU3HAYAJIOCA 3a IIOKA3HUKOM IIOBHOTO
nosnerieHHs: 600 yepes3 6 roguH (TOPARG). KinbKicTh malli€eHTiB, SKi OBiIOMIISIIIN
PO 3aCTOCYBaHHS ITpellapaTiB eKCTPeHOTro 3HeO0IeHHS MPOTATroM 24 TOOWH, CKilaja
40,8 % y rpymi 3acTtocyBaHHSA eTopukokcudy 90 mr, 25,5 % y rpyr1ii 3acTocyBaHHS
ibynpodeny 600 Mr KoxHi 6 roguH i 46,7 % y rpymi 3acTocyBaHHS
napameTtamoiy/komeiny 600 mr/60 Mr KoxKHi 6 ToOOUH MOPiBHSHO 3 76,2 % IMalli€HTiB,
sIKi Tpu¥Marnu 1aiedo. Y 1boMy OOCIIiIXXKeHHi IToYaTOK aHaAre3uBHOI Oil (BimuyTHe
nosnermieHHs 605110) 90 Mr eTOpUKOKCUOY CITOCTEpPiranocs BxkKe yepes3 28 XBUJIMH ITiCIIA
NpUKXOMY IIpenapary.

be3neka

MixKHapoOHa JOCHigHHIIbKA IporpaMa TPUBAJIOr0 3aCTOCYBAHHSI €TOPUKOKCUOYV i

ouknodeHaky npu aprputi (MEDAL)

[Tporpama MEDAL 6yra mpoCIeKTUBHO PO3P00JIeHOI0 IPOrpaMolo BimHOCHO
pe3ynbTaTiB 11040 6e3meKu 3 00Ky CeplLieBO-CyOUHHOI CUCTEMU, OTPUMAaHUX 3a
00’egHaHUMH JTaHUMU TPHOX PAaHOOMi30BaHUX, IIOOBIMHO CIIIMNX, KOHTPOJILOBAHUX
aKTHUBHUM IpernapaToM NOPiBHAHHS gociaimxeHb (mocaigxkenus MEDAL, EDGE 1T i
EDGE).

Y pocnigxxenni MEDAL, m1o 6yso HanpaB/ieHe Ha BU3HAUEHHS BIIJIMBY Ha CEPILIEBO-
CyOuHHY cucteMy, Opanu ydacTb 17804 marienTu 3 octeoaptputom (OA) i 5700 — 3
peBMaToimHUM apTpuToM (PA), siKi 3acTocoByBanu eTOpUKOKCcUO y mo3i 60 mr (OA) uu
90 mr (OA i PA) abo guknodeHak y mo3i 150 Mr Ha moOy IpOTSATOM B CEPEOHBOMY
20,3 micaua (MakcuManbHO — 42,3 Micanud, Meniada — 21,3 micsang). ¥ npbomy
nocrigxkeHHi Oynu 3adikcoBaHi TimbKU cepio3Hi Mo0iyHi peakiiii i MpUNMUHEHHS
MIpUMOMYy ITpenapaTy BHACJIiJOK BUHUKHEHHS OyOb-AKUX IMOOIYHUX peaKIliil.



Y xogni pgocnigxens EDGE i EDGE II nopiBHIOBaIu UIJIyHKOBO-KUIIIKOBY II€PEHOCUMICTh
eTopuKoKcuOy i muknodenaky. ¥ nmocnimxkenni EDGE 6panu yuyacTts 7111 maIieHTis 3
OA, siKi oTpuMyBanu eTopukokcub y go3i 90 mr Ha moby (y 1,5 pa3a Buiie
pekoMeHoBaHol go3u s JtikyBaHHS OA), abo guknodeHak y go3i 150 mr Ha goby
IpoTATroM B cepegHboMy 9,1 micansa (MakcumyMm — 16,6 micsiisa, MeniaHa —

11,4 micsus). V gocnigxenni EDGE II 6panu yuyacTts 4086 marienTiB 3 PA, ski
OTPUMYBAJIU JIiIKyBaHHS €TOPUKOKCUOOM y no3i 90 Mr Ha moby abo mukimoheHaKoM y
no3i 150 Mr Ha moOy mpoTsaroM B cepepHboMy 19,2 micansa (MmakcumyMm — 33,1 Micang,
MefdiaHa — 24 micsmi).

Y o6’epuaniit nporpami MEDAL 6panu ydacts 34701 martieHnT 3 OA i PA, aki
OTpUMYyBaJIU JIiKyBaHHS YIIPOOOBXK Iepiony B cepegHbomy 17,9 Micsaisg (MaKCUMyM —
42,3 micsus, memiana — 16,3 micsis); mpubnussao 12800 mallieHTiB oTpuMyBaIn
JIiIKyBaHHSA MMOHaA 24 Micsili. Y mallieHTiB, 3apeecTpoBaHUX y 1K mporpami, 6ynu pisHi
MOYaTKOBI YNHHUKHU PU3UKY CTOCOBHO CEPILEBO-CYOUHHOL CUCTEMH i IIIYyHKOBO-
KuikoBoro Tpakty (IIKT). IlamieHTH 3 HEIlogaBHO IepeHeCeHUM iHpapKTOM
MiOKap[a, aOPpTOKOPOHAapPHUM IIYHTYBaHHAM ab0 4epe3mKipHOI0 KOPOHAPHOIO
AQHTIONJIaCTUKOI0 YIIPOAOBK 6 MiCSIIiB MO peecTpallil B HOCITigKeHHi OyIu BUKITIOYEHi 3
OOCIiAXKeHHs. Y JocHimXkeHHsIX 0yI0 J03BOJIEHO 3aCTOCYBaHHS TaCTPOIIPOTEKTOPHUX
npenapariB i alleTUICaIIIINIOBOl KUCJIOTH Y HU3bKUX H03aX.

3aeanvHa 6be3neka

He Oymno cyTTeBUX BigMiHHOCTEM Y 4aCTOTi TPOMOOTHYHUX CEPIIEBO-CYOUHHUX
yCKJIaJHEeHb IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i guknodeHaky. KapmiopeHanbHi
mo6iyHi peakiiii yacTille cnocTepiraaucs Npu 3aCTOCYBaHHI eTOPUKOKCUOY, HixK
ouknodeHaky; e epekt OyB m0303aeKHUM (OeTaTbHO IIPO Pe3yIbTaTU IUB.
Hux4e). [Tob6iuHi peaxkirii 3 60oky IIIKT i meviHky BUHUKAIU 3HAYHO YacCTillle Ipu
3acTOCyBaHHi guKiIodpeHaKy, Hik eTOpuKOKCuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peaxkiiiii B gocnaimxkeHnHsx EDGE i EDGE II, a Takox mo0iuHUX peakiliii, 110
PO3TJIsAOanucs IK cepio3Hi abo Taki, 110 MPU3BOOATH A0 BiAMiHU mpenaparTy B
nocnigxkeHHi MEDAL, Oysa BUIIIOIO ITPU 3aCTOCYyBaHHI eTOPUKOKCUOY, HixX
OuKJIo(peHaKy.

Eesneka 8i0HOCHO cepueso-cyOuHHOI cucmemu

YacToTa migTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX CEPUO3HUX MTOOIYHUX
peakxirii (BKJIIo4Yaoyu peakiiil 3 00Ky ceplis, epeOpoBacKyIsApHi peakilil i peakxiiii 3
00Ky nepudepuyHUx CyouH) Oysa IIOPiBHAHHOI ¥ eTOPUKOKCHUOY i muKknodeHaky (maHi
mimcymoBaHo B Tabmuti 1). He 6yso cyTTeBux BigMiHHOCTEM B MOKa3HUKAX YaCTOTHU
TPOMOOTHYHUX YCKJIaJAHEHb ITPU 3aCTOCYBaHHi eTOPUKOKCUOY i muKiodeHaky B ycix
IIpoaHai30BaHUX HiArpynax, BKJIOYal4yu IMallieHTiB i3 KapaioBaCKyJIIPHUM PU3UKOM.
[Tpu okpeMoOMy PO3TIAAi BITHOCHUU PU3UK BUHUKHEHHS ITiATBEPAXKEHUX CEPUO3HUX



TPOMOOTHYHUX MMOOIYHUX peaklliii 3 60Ky ceplieBO-CYIUHHOI CUCTEMU TIPU
3aCTOCyBaHHi eTOpuKOKCUOY B 0o3i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB

OOHAKOBHM.

Tab6mug 1

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

YcknagHeHHS

ETopukokcu®
(N=16819)

25836 mairieH
POKiB

IuknodeHak
(N=16483)

284-766 malli€H
POKiB

[TopiBHSIHHSA MiXK rpynaMu

JIIKyBaHHSA
TO-

TToKa3HUK

(95 % OI)

TToKa3HUK

(95 % OI)

BigHOCHUM pU3UK

(95 % OI)

[TinTBepOKeHi cepito3Hi TpoMOOTHYHI ITOOIYHI peakilii 3 60Ky ceplieBO-CyaIUHHOI

CHUCTEMHU

3a IPOTOKOJIOM 1,24 (1,11; 11,30 @,17; 0,95 (0,81; 1,11)
P 1,38) 1,45) SO
_ ) 1,25 (1,14; 1,19 (1,08;
3 1,05 (0,93; 1,19
a HaMipOM JIiIKyBaTUCSA 1.36) 1.30) ( )
[TinTBepOKeHi yCKnagHeHHs 3 00Ky ceplis
0,71 (0,61; 10,78 (0,68;
3a npoTo 0,90 (0,74; 1,10
IIPOTOKOJIOM 0.82) 0,90) ( )
0,69 (0,61; (0,70 (0,62;
3a HaMipoM JIiKyBaTHCA ( ( 0,99 (0,84; 1,17)
0,78) 0,79)




[TinTBepaKeHi 1epebpoBacCKyJIAPHiI YCKIagHEHHS

3a IIPOTOKOJIOM 0,34 (0,28; 10,32 (0,25, (0,80; 1,46)
p 0,42) 0,40) 0o 00 L

3a mamipon mikysatucs | oo (028 0,29 (0.24; o (0,87; 1,44)
P y 0,39) 0,35) 24 0,645 L,

[TinTBepOKeHi yCKIagHeHHSA 3 00Ky nepudepuyHux CyauH

3a IPOTOKOJIOM 0,20 (0,15; 10,22 (0,17; 0,92 (0,63; 1,35)
P 0,27) 0,29) 2a R L
_ ) 0,24 (0,20; 10,23 (0,18;
3 1,08 (0,81; 1,44
a HaMipOM JIiKyBaTUCHA 0,30) 0,28) ( )

TYCKJ'IaJIHeHb Ha 100 namienTo-pokKiB; I - moBipYuu iHTEpBa.
N - 3aranbHa KiJIbKiCTh IAIiEHTIB y MOMYIIil 3a IPOTOKOJIOM.

3a IpPOTOKOJIOM: YCi yCKIagHEHHS Mifl Yac OOCHiAXKyBaHOI Teparllili abo mpoTsarom
14 gHiB micns 11 TPUIIMHEHHS (3a BUHSATKOM IMAIli€HTiB, IKi IpunHamm <75 %
OOCIIiIKyBaHOTO IperapaTy ado mpuiManyu HemoCHimXXyBaHi HecTepoigHi
mpoTu3anasnbHi npenapaTtu >10 % BChOTO mepiony).

3a HaMipoM JIiKyBaTUCA: BCl MiATBEPAXKEH]1 YCKIagHEHHS 00 3aKiHUYeHHS OOCIIiAXKEeHHS
(y T. 4. y TIalli€EHTIB, SIKi MOTJIM 3a3HaTH BTPy4YaHHS, HE IIOB’'I3aHOT0 3 HOCIiAKEHHSIM,
3 NOJAJbIINM IIPUIIMHEHHSIM IPUKXOMY OOCIIAXKYBaHOTO IIpelapary). 3arajibHa
KiTbKiCTh paHaoMi3oBaHUX MalieHTiB: 17412 y rpymi eTopukokcudy i 17289 y rpymi
OUKJIOQeHaKy.

[Toka3HUK CePLIEBO-CYAUHHOI CMEPTHOCTI, SIK i 3arajibHOI CMEPTHOCTi, OyB MOOiOHUM Y
rpymnax JiKyBaHHSI €eTOPUKOKCHOOM i qUKIopeHaKoM.

KapodiopeHanavHi ycCKAaOHEHHA



[MTpu6nu3Ho 50 % mauieHTiB, TPUNUHATUX ¥ gociigxkeHHs MEDAL, manu apTtepianbHy
rinepTeH3iio B aHaMHe31l Ha I109aTKOBOMY eTalli. Y 1bOMY AOCIiAXKEHHI 4acToTa
NIPUNIMHEHHS JIiKyBaHHS YHACJIIHOK BUHUKHEHHS NOOIiYHUX peakilili, IT0B’ I3aHUX i3
apTepianbHOIO TinepTeH3i€lo, 0yla CTaTUCTUYHO 3HAYHO BUIIOIO Y I'PYHi 3aCTOCYyBaHHS
eTOPUKOKCHuOYy, HiXK y rpyIi gukinodeHaky. HacToTa Takol m0oOiYHOl peakiiil, IK
3acCTiliHa ceplieBa HEeJOCTATHICTh (IPUIIMHEHHS IPUKWOMY IIpenapaTy i cepio3Hi
peaxiiii), Oyna aHaJIOTiYHOIO SIK ITPYU IPUNOMi eTOPUKOKCUOY 60 MT, Tak i mpu npuiiomi
ouknodeHaky 150 Mr, mpoTe yacToTa BUHUKHEHHS IIUX peaklii Oyia BUIIOI IPU
nmpuiioMi eTopukokcruby 90 Mr mopiBHSHO 3 nuKiIopeHakoM 150 Mr (CTaTUCTUYHO
3HaAYyIlla Pi3HULIA IPU IpUiioMi eToOpuKoKcuOy 90 Mr mopiBHSAHO 3 150 Mr
nuknodpeHaky B rpymni OA MEDAL). YactoTa migTBepAXKeHUX MOOIYHUX peaklliy,
TOB’sI3aHUX i3 3aCTiHOIO CEPIIEBOI0 HENOCTaTHICTIO (IBHUIla, 1110 OY/IU CEPHO3HUMU i
BMMaraau rociitanisailii abo HeBigKIagHoI mormoMoru), 0yjia He3HAaYHO BUINOIO MTPHU
MIPUIoOMi eTOPUKOKCHOY MOPiBHSHO 3 ITpuiioMoM nukinodeHaky 150 mr, i et epekT
3ajexaB Bif mo3u. YacToTa NpUNUHEHHS JTiKyBaHHS YHACIiIOK BUHUKHEHHS IMOOiYHUX
peaxiriii, 1oB’si3aHuX 3 HaOpskKamu, OyJjia 3HAUYHO BUILOIO ITPY IIPUNOMi eTOPUKOKCUOY
MMOPiBHAHO 3 IpuiiomMoM gukinodeHaky 150 Mmr, i e edekT 3ayezxkaB Bif Ho3u
(cTaTUCTUYHO 3HAYyllla Pi3HUIISA ITPU NpHuioMi eTopukokcudy 90 Mmr, ane He
eTOPUKOKCcuoOy 60 mr).

KappiopenanbHi pe3ynbrat, oTpuMaHi B gociaigxkeHHax EDGE 1 EDGE 11, Bignosiganu
OaHUM, IIPO SAKi HOBigOMIIAIOCS B gociigxkeHnHi MEDAL.

B okpemux mocrimxkeHHsax nporpaMu MEDAL aGconioTHa YaCcTOTa IPUIUHEHHS
JIiKyBaHHS B OyIOb-sIKiM rpymi nikyBaHHsS eTopukokcu6om (60 mr a6o 90 mr)
cTaHoBuna2,6 % npu apTepianbHii rinepTensii, 7ol,9 % npu Habpskax imo 1,1 % npu
3aCTiNHIA ceplieBi HEOOCTAaTHOCTI, IIPU IIbOMY BUIIla YaCTOTa BiIMiHU IpelapaTy
criocTepiramnacs y pasi npuiiomy eTopukokcuoy 90 mr, Hixk 60 Mmr.

Pe3yabmamu wayHKOB0-KUWKOB0I nepeHocumocmi 8 npozpami MEDAL

3HaYHO MEHIINY MOKa3HUK BiIMIHU ITpelapaTy BHACIZOK BUHUKHEHHS OyOb-sIKOTO
KJTiHiuHOTO YCcKnagHeHHA 3 00ky IIIKT (Hanmpuknapn gucnerncii, abgominanbHOro 607110,
BUPAa3KHU) CIIOCTEPIraBcs IIPU 3aCTOCYBaHHI eTOPUKOKCUOY, HixK AUKIIoheHaKy, B
KOXHOMY 3 TPhOX OOCHigKeHb nporpamu MEDAL. [Toka3HUKHY BiIMiHUM IIpemnapaTy
BHACIiAOK KiiHiuHUX peakiliii 3 60Ky IIIKT Ha 100 mailieHTO-pOKiB 3a BeCh Iepiof
OOCITimKeHHs Oysu TakuMu: 3,23 Oyst eTOPpUKOKcuOy i 4,96 g gpuknodeHaky B
pocrnigxxenHi MEDAL; 9,12 gnsa etopukokcu0Oy i 12,28 gnsa ouknodeHaky B
nocnigxxenHi EDGE; 3,71 onsa eTopukokcu6y i 4,81 nns guknodeHaky B OOCHTimXKeHHI
EDGE II.

Pesyavmamu npozpamu MEDAL w000 6e3neku 045 IIIKT



3aranbHi peakilii 3 60Ky BepxHboro Bigginy IIIKT 6ynu Bu3HaueHi sK nmepdopatliii,
BUPa3KH i KpoBoTedi. ITigrpyna 3aranbHUX peakiriti 3 60Ky BepxHboro Bimminy IIKT,
sIKi BBazKaJIMCs YCKIaJAHEeHNMHU, BKIIIouasa repdopailii, o0CTpyKIlil i yCKnagHeHi
KpPOBOTeUi; MiATpyIa 3arajJbHUX peakiii 3 00Ky Bepxuboro Bigminy IIKT, ski
BBaXaJlMCs HEyCKJIaJHEeHUMHU, BKJII0Yajla HeyCKJIagHeHi KpOBOTeYi 1 HeyCKIagHeH]
BHUPA3KH. 3HAYHO MEHIINH ITOKa3HUK YaCTOTH 3arajlbHUX PeakIlii 3 00Ky BepPXHix
BipminiB IIIKT crocTepiraBcs mpu 3aCTOCYyBaHHI eTOPUKOKCUOY, Hixk nukinodpeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK eTOPUKOKCHUOOM i fuKIopeHaKoM 100 MOKa3HUKa
4aCTOTHU YCKJIagHEHUX peakwii. [ Higrpynu TaKuX peakilii, SK KpoBoTeda y
BepxHboMy Bigmini IIIKT (06’emHaHi yCKIagHeHi i HeycKlanHeHi), He 0yJio CyTT€EBOI
BiIMIHHOCTi MiXK eTOpPUKOKCHOOM i nukinopeHakoM. [TepeBara eTOpuKOKCUOY LIOH0
BIIIUBY Ha BepxHi Bigmin IIKT nmopiBHsSHO 3 AukKiIodeHakKoM He Oyjla CTaTUCTUYHO
3HAYYIOI Yy MMalllEHTIB, 110 OOHOYAaCHO 3aCTOCOBYIOTh aCIipyH B HU3BKUX A03aX
(mpubnu3Ho 33 % MaIlieHTiB).

IToka3uuk yacTtoTu Ha 100 maiieHTO-pOKiB HiATBEPAKEHUX YCKIIaJHEHUX 1
HeyCKJIagHEeHUX KIIIHIYHUX peakiiil 3 00Ky BepxHboro BigminyllIKT (mepdopariii,
BUpa3Ku i kpoBoTeui) cranoBus 0,67 (95 % 1 0,57, 0,77) npu npuioMi eTOPUKOKCUOY
10,97 (95 % OI 0,85, 1,10) npu npuitomi guKiIopeHaKy, IIpu IIbOMY BiTHOCHUN PU3UK
ctaHoBus 0,69 (95 % IOI 0,57, 0,83).

Bu3HavaBCANOKA3HUK YaCTOTH ITiITBEPAKEHUX peaklliii 3 00Ky BEPXHbLOTO Bigmimy
I[IKT y nallieHTiB JIITHLOTO BiKYy; HaWOiNbIlle 3HUKEHHS CIIOCTEPiranocs y NallieHTiB
BikoMm =75 pokiB (1,35 [95 % I 0,94, 1,87] peakiiiii Ha 100 mallieHTiB-pOKiB Ipu
mpuiioMi eTOpuKoKCcuOy mopiBHsSHO 3 2,78 [95 % [II 2,14, 3,56] npu nputiomi
OuKJIo(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPIXKEHUX KITIHIYHUX peaklliii 3 00Ky HUXKHBOTO Bimminy
IKT (mmepdopailis TOHKOro abo TOBCTOTO KUIITEYHUKY, OOCTPYKIIisi abo KpoBOoTeUa)
CTAaTUCTUYHO He BiIPi3HSIUCS IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i UKIOpEeHaKY.

Pesyavmamu npoegpamu MEDAL w000 6e3neKku 015 neyiHKu

ETopukokcu6 OyB acoIlifioBaHuM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI YaCTOTOIO BimMiHU
IIperapaTy YHACIiMOK BUHUKHEHHS MOOIYHUX peakIliii 3 00Ky ITeYiHKH, Hixk
nuknodeHak. Y o6’ennanit mporpami MEDAL 0,3 % mallieHTiB, 1110 3aCTOCOBYBaJIu
eTOPUKOKCUO, i 2,7 % mallieHTiB, 1110 3aCTOCOBYBa/IXU OUKIOPEeHaK, TPUIUHUIIN
3aCcTOCyBaHHS IIpernapaTy BHACIIiHOK BUHUKHEHHS MOOIiYHUX peaklliii 3 00Ky NediHKH.
[Toka3Huk Ha 100 narmieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHI €TOPUKOKCUOY i
1,84 nipu 3acTocyBaHHi gukiodeHakKy (p-sHadeHHs O0yno < 0,001 mnst eTOPUKOKCUOY
MmopiBHsSIHO 3 guKiodeHakom). [IpoTe B mporpami MEDAL 6inburicTs mo0ivHUX peakilii
3 OOKYy MeuiHKu Oy/11 HeCepruOo3HUMMU.



IDomaTKoOBi maHi 3 0e3IeKH OJIsi CepleBO-CYOUHHOI CHCTEMH IIIOOO0 TPOMOOTHUUYHUX

YCKIaJHEHb

Y xomi KTiHIYHUX OOCIIiAXKEeHb, 3a BUHATKOM HOOCJiaXKeHb nporpamMu MEDAL,
npu6nu3Ho 3100 malieHTiB OTpUMYyBalld eTOPUKOKCHUO y mo3ax = 60 mMr Ha o0y
ynopomoBxK 12 TuxKHiB i goBuie. He Oyno 3HaudyIol BigMiHHOCTiI ITOKa3HUKIB
IMiOTBEPOXKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX YCKIIaAHEHD Y
Malli€eHTiB, SKi mpuiiManu eTOPUKOKCHUO y 0o3i = 60 mr, nnauebo a6o iumri HIT3II (3a
BHHSITKOM HAITPOKCeHY). [IpoTe yacToTa TaKuxXxpeakiii Oyia BUIIOK0 y IAIli€HTIB, SKi
OTPUMYBa/Id €TOPUKOKCHUO, MMOPIiBHSIHO 3 TUMH, XTO OTPUMYyBaB HalPOKCEH y HO3i
500 Mr 2 pa3u Ha mo0y. BimMiHHICTH aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU
HITI3TII, o iarioytots LIOT'-1, i cenekTuBHUMU iHTiOiTOpamMu L1OI'-2 Moxke OyTH
KJTIHIiYHO 3HAYyIOIO Yy MalliEHTIB IPyNIu PU3UKY BUHUKHEHHS TPOMO0eMOOTiYHUX
ycknagHeHb. CenekTusHi iHridiTopu L1OT-2 3HUXKYIOTh YTBOPEHHS CUCTEMHOTO (i
TOMY, MOKJIMBO, €HIOTEJIia/IbHOT0) IPOCTAIIMKIIiHY 0e3 BIIJIMBY Ha TPOMOOLIMTapHUM
TpoMOoKcaH. KiiHiuHe 3Ha4YeHHS IIUX JaHUX HeBimoMme.

IopmaTtkoBi mani momo 6e3neku gng IHIKT

ITig vac gBox 12-TH2XHEBUX HOABINHO CJIININX €HOOCKOMIIYHUX OOCIIiI>KeHb
KyMYJIITHBHA 4YaCTOTa BUHUKHEHHS raCcTPOAyodeHaIbHUX BUPA30K Oya 3HAYHO
HUKYOIO y Malli€HTIB, IKi OTPUMYyBaJIU JIiKyBaHHS eTOPUKOKCcuOoOM y 103i 120 Mr 1 pa3
Ha moOy, HiXK y HallieHTiB, SKi OTPUMYBaIU JIiKyBaHHS HalpoKceHoM y mo3i 500 mr

2 pa3u Ha no0y abo ibynpodenom y mo3i 800 mr 3 pa3u Ha mo0y. YacToTa BUHUKHEHHS
BHPa30K Oyjia BUIIOI0 IPU 3aCTOCYBaHHI eTOPUKOKCHUOY, HiXK miaiebo.

HocrmigxkeHHsT GYHKII HUPOK Y IAIliEHTIB JIITHLOTO BiKY

Y xopi paHAOMi30BaHOTO, ITOABIMHO CIIIOTO, M1aneb0-KOHTPOIHOBAHOTO MOCTiIXKEeHH A
3 IapajeIbHUMM I'PyIIaMHU OILiHIOBABCS BOIUB 15-IeHHOIO JIIKYBaHHS €TOPUKOKCUOOM
(90 mr), nuenekokcuboM (200 mr 2 pa3u Ha goOy), HanpokceHoM (500 Mr 2 pa3u Ha
noOy) i mname0o Ha BUBEOEHHS HATPilo 3 ceuelo, apTepialbHUM TUCK Ta iHII
MMOKa3HUKM (PyHKIIil HUPOK y MalieHTiB Bifg 60 o 85 poKiB, 1110 HOTPUMYIOTHCS Oi€TH i3
BMicToM coii 200 MEkB/mo0y. ETopukokcu0, 1eekoKcub i HampoKCceH MaJjiu IogiOHuH!
BIIJIUB Ha BUBEOEHHS HATPIIO 3 ceyelo NIpu 2-TUXKHEBOMY JIiKyBaHHI. YCi aKTUBHI
ImperapaTy MOPiBHSIHHS MOKa3asu IIigBUIEHHS BiTHOCHO MJj1aied0 CUCTOIiYHOTO
apTepianbHOTO TUCKY; IIPOTE €TOPUKOKCUO acoIllifoBaBCs 3i CTATUCTUYHO 3HAYUYIIUM
MigBUIlIEHHSIM Ha 14-11 IeHb IMOPiBHSHO 3 1IeJIEKOKCUOOM i HallpOKCeHOM (cepenmHs
3MiHa CHCTOJIIYHOTO TUCKY IIOPiBHSHO 3 IOYaTKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT.
CT., IeJIeKOKcu6 2,4 MM PT. CT., HAalIpOKCeH 3,6 MM pPT. CT.).

dapMaKOKiHEeTHKA



Abcopbuis.

ETopukokcub mobpe BCMOKTYETBLCS ITPU IIepopabHOMY ITpuiioMi. AOCOIIOTHA
b6iogocTymnHicTh cTaHOBUTHL pubMu3HO 100 %. ITicns npuiiomy 120 Mr 1 pa3 Ha moOy
0 OOCATHEHHS PIBHOBAXKHOT'O CTaHY MaKCHUMaJlbHa KOHIIEHTpAallida y I1jla3Mi KpOBi
(cepemHe reoMeTpuYHE 3HAUYEHHS Cmax=3,6 MKT'/MJI) CIIOCTePiraeTbcsa NpubIN3HO
yepes 1 roguny (Tmax) [Iicig IpuruoMy gopociaumu Hatine. CepegHeE reoOMeTpUYHEe

3HaueHHs AUC CTaHOBUTH 37,8 MKI XToa/mMiI. Y Mexkax KJIiHIYHOTO J03yBaHHSA

0-24hr
bapMakokiHeTUKa eTOPUKOKCUOY € JIiHiNHO1O.

[Tpu npuiiomi nipemnapaty y go3i 120 Mr mig gac igu (i>ka 3 BUCOKHMM BMiCTOM XKHUPiB) He
CIIOCTEepirassoch BOJIMBY Ha CTYIIiHb abcop6bi1iii eTopukokcuOy. [IIBuakicTs abcopOiril

3MiHIOBAJIacCh, 110 XapaKTepu3yBaJiOCh 3HUXKEHHAM Cm L Ha 36 % Ta 36inbiieHHSIM T

a

max B2 2 roguHu. Taki gaHi He PO3TIAOal0ThCS K KIIiHIYHO 3Hauymli. [Tig gac

KIiHIYHUX JTOCTiIXKeHb eTOPUKOKCHUO 3aCTOCOBYBaJIM He3aJIezKHO Bill TpuitomMy 1xi.
Po3nooi.

ETopukokcub npubnusHo Ha 92 % 3B’s3ye€ThCA 3 OilKaMu I1JITa3MM KPOBi TIOOUHU 3
KoHIuleHTpauiamu Big 0,05 go 5 Mxr/mi. O6’eM po3MoOAiny Npu piBHOBaXKHOMY CTaHi
(Vdss) ctaHoBuTh nMpubnu3Ho 120 11y TIOOUHU.

ETopukokcu®b NpoHUKa€E yepes MialleHTapHui 6ap’ep y HIypiB Ta KPOJIiB, a TaKOXK
yepe3 remaTtoeHnedaniyauit 6ap’ep y 1Iypis.

Memaboaism.

ETopukokcub akTUBHO MeTab01i3yeThcsa, MeHIlle 1 % mo3u BUMIISETHCS i3 cedelo y

BUTJIA1 He3MiHeHOTro npemnapaTty. OCHOBHUM HIJIAX MeTabo0si3My — 1ie GopMyBaHHSI

MMOXigHOI 6'-TiTPOKCUMETHUIY IIIIXOM KaTaidallil depMmeHTamu nuToxpomy. CYP3A4
crupusie MeTabosi3aMy eTOPUKOKCUOy in vivo. [JocnigxKeHHs in vitro BKa3yloTh Ha Te,

mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYyTh KaTajli3yBaTh OCHOBHUU
IIJIsTX MeTabos1i3My, ane 1X KiJbKiCHiI XapaKTepPUCTUKN He BUBYAJIUCS in Vivo.

Y nmropunu ineHTUdikoBaHo 5 metaboniTiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCHUJIOBO1 KHCJIOTU JePUBAT €TOPUKOKCHOY, III0 YTBOPIOETHCS ITPY ITOAAIbIIIi
okcupgalil noxigHol 6'-rimpokcuMmeTuny. Lli ocHOBHiI MeTabo0s1iTi a0 He BUSBASIOTH
aKTHUBHOCTI, abo € cnaboakTuBHUMH iHTi6iTOpamMu LIOI'-2. 2KopeH i3 1iux MeTaboITiTiB
He iHTioye 11OT-1.

BugedeHHA.

[Ticriss pa30BOT0 BHYTPIIITHLOBEHHOT O BBEIEHHS 3TI0POBUM JOOPOBOIBIISAM 25 MT
eTOPUKOKCcuOy, MigeHOTO0 pamioizoronoM, 70 % pamioakKTUBHOTO mpenapaTry



BUBOOUTHLCS i3 ceyero i 20 % — 3 KaJIoM, TOJIOBHUM YMHOM Y BUTJISIAI MeTaOOJIiTiB.
Mesuie 2 % BUBOOUTHCS Y BUTISAA1I HE3MIHEHOTO Iperapary.

BuBeneHHs eTOPUKOKCHUOY BimOyBa€eThCA MalkKe IIOBHICTIO IIIJITXOM MeTaboi3mMy 3
MMOJaIbIlIMM BUBEIEHHAM HUPKaMUu. PiBHOBaXKHi KOHIIEHTPAallil ETOPUKOKCUOY
OocsaTraloThCs Yyepe3 7 OHIB Ipu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
MMOKa3HUKOM KyMYJIAlil npubIu3Ho 2, 110 BiAIOBifae mepioay HaliBBUBEOEeHH
npubnu3Ho 22 roguHu. KimipeHc mna3Mu KpoBi IMicisg BHYTPIITHBOBEHHOTO BBEEHHS
25 MTr mpemnapaTy CTaHOBUTBL IpubIu3H0 50 MII/XB.

OKpemMi epynu nauieHmis.

IMTamierTH OiTHBOTO BiKy. PapMaKOKiHETHKA y MAlli€HTIB JIITHBOTO BiKYy (BIKOM Bif

65 pOKiB) € OAiOHOIO [0 hapMaKOKIiHETUKH Y MOJIOAIIMNX TTAIli€EHTIB.
Crath. PapMaKOKiHETUKA €TOPUKOKCUOY € MOmi6HOI0 Yy YOJIOBIKiB Ta XKiHOK.

[MopymieHHsA QYHKII] DeYiHKU. Y NALi€HTiB 3 JIETKUM IIOPYIIEeHHSIM (PyHKIIi] Te4YiHKHN

(5—-6 6amiB 3a mkasnow Yaunma — I1'10) npu 3acTOCyBaHHI eTOPUKOKCHOY B mo3i 60 mr

1 pa3 Ha moOy cepepnHiit moka3HuUK AUC npubnus3Ho Ha 16 % OinbIuii, HiK y 300POBUX
DOOPOBOBIIIB ITPU TaKOMY K O3yBaHHI ITpernaparty. Y IMallieHTiB 3 TOMipHUM
nopymeHHsaM GyHKIil neuinku (7-9 6ariB 3a mkanoo Yainma — [1'10) ripu
3aCTOCYBaHHi eTOpUKOKCUOY y mo3i 60 Mr uepe3 gody cepenHii mokasHuk AUC OyB
MoniOHUM Mo IMMOKa3HUKA Yy 3MOPOBUX MOOPOBOJILIIB, IKi MpuiiManiu mpenapar y mo3i

60 mr 1 pa3 Ha goOy IIOOEHHO; 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 30 mr 1 pa3 Ha
noOy He BUBYAJIOCH V 1Iii TpyIi nmailieHTiB. HeMae kniHiuHUX ab60 hapMaKOKiHETUYHUX
OaHUX CTOCOBHO MAIli€EHTIB 3 TAXKUM IIOPYyIIeHHIM QyHKIII rmedinku (=10 6ariB 3a
mKasow Yaunga — I1°10).

[TopymenHs GyHKIIl HUPOoK. PapMaKOKiHETHKA Pa30Boi 403U eTOPUKOKCcuoy 120 mr y

MAaIli€HTIB i3 TOMIPHUMHU Ta TAXKKHUMHU HOPYIIEHHAMM QYHKIIl HUPOK, @ TAKOXK Yy
TMallieHTiB i3 3aXBOPIOBAaHHSIMHU HUPOK TEPMiHANIbHOI CTafdil, AKMM IIPOBOMOSThH
reMopiani3, He BiApi3HAETHCSA 3HAYHUM YMHOM Bifi papMaKOKIHETUKHU Y 300POBUX
nobOpoBonbiliB. [Ipu reMopianisi mpenapaT Malizke He BUBOJUTHLCS (KITipeHC giamidy —
nmpu6au3Ho 50 MII/XB).

Iimu. ®apMakoKiHeTUKa eTOPUKOKCHUOY B miTel (BikoM mo 12 pokiB) He BUBYAJacCh.

Y xopmi gocnigxkeHb (papMakoKiHETHKH (n=16), 110 TPOBOAUIIOCH 3@ yYaCTIO ITiAIiTKiB
(BikoM Bifg 12 mo 17 pokiB), papMakOKiHEeTHKA Yy Halli€eHTiB 3 Macoio Tina 40-60 kT,
SIKUM TIpHU3Hadalu eTOPUKOKCcUO y mo3i 60 mr 1 pa3 Ha moOy, Ta y HalliEHTIB 3 Macoio
Tina Ginbire 60 Kr, SKMM IIpu3Hadanu npenapat y go3i 90 mr 1 pa3 Ha moOy, Oyna
moni6Ho [0 hapMaKOKiHETUKU Y JOPOCIINX, SIKi 3aCTOCOBYBaJI eTOPUKOKCUOD Y mo3i



90 mr 1 pa3 Ha mo0Oy. be3neka Ta eeKTUBHICTh 3aCTOCYyBaHHSA €TOPUKOKCUOY OiTIM He
BCTAQHOBJIEHI.

IToxa3zaHHSA

e CuMnOTOMaTHYHA Tepallis IIPU OCTE0apPTPHUTi, peBMaTOIgHOMY apTPHUTI,
AHKiJI03yI0YOMY CIIOHOMJIITi, @ TAKOXK Mpu OO0JII0 i 03HaKax 3amajieHHs,
MIOB’sI3aHUX 13 TOCTPUM HNOOArpuYHUM apPTPUTOM.

e HeTpusase nmiKyBaHHS IIOMipHOTO ITicjisonepaniiHoro 600, OB’ s13aHOT0 3i
CTOMAaTOJIOTIYHUMHU OIllepallisiMu.

e PimmeHHs po Mpu3HadYeHHS CeNeKTUBHOrO iHriditopy LIOI'-2 moBUHHO
I'PYHTYBaTHUCS Ha OLIIHIN BCIX IHOAMBIOAyaJbHUX PU3UKIB y Malli€HTAa.

HpOTHHOKa3aHHﬂ

JIikapCcbKU# 3acid ApKOKCiﬂ@ OPOTUIIOKA3aHUM:

e TIPU TiNepPYyTJIMBOCTI A0 Aifo4ol abo Oyab-gKOl JOMOMiKHOI PEeYOBUHMU TIpenapary;

e ITPU AKTUBHIM MENTUYHIN BUpPa31li abo aKTUBHIM IIIJTYHKOBO-KUIIIKOBi# KPOBOTEYi;

e TIAlliEHTaM, V IKUX BUHMUKaAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJIbHi IOiny,
AHTiIOHEeBPOTUYHUIM HAOPSK, KPOIIUB’'SHKA abo iHIImi anepriuHi peaxkiii micns
3aCTOCYBaHHS alleTuJcainunoBol kucjaotu abo HIT3I1, Bkimtoyatoun iHribiTopu
LOTI'-2 (muKnookcUurekcaHasa-2);

e y IIepiof BariTHOCTI Ta rOOyBaHHSA I'PYOLIO0;

e IIPU TSIKKUX MOPYIIEHHSAX QYHKIIII medinku (anb0yMiH cUpOBaTKU KPOBi <25 /1
abo =10 6asiB 3a mkasnomo Yaunga — I1'10);

e JKIIJO PO3paxXxOBaHUM HUPKOBUU KJIIIpeHC KpeaTuHiHy < 30 MIJI/XB;

e MiTAM BIKOM 1m0 16 pOKiB;

e IIPU 3allaJIbHUX 3aXBOPIOBAHHSIX KUIIIEYHUKY;

e IIPU 3aCTilHiN cepiueBii HemocTaTHOCTI (NYHA II-1V);

e TIAIliEHTAM 3 apTepialbHOIO TiIePTEeH31€10, YV IKMUX IOKAa3HUKHU apTepiaIbHOTO
THUCKY nocCTinHO Buili 3a 140/90 MM pT. CT. Ta HEAOCTATHHO KOHTPOJIIOIOTHCS;

e IIPU OiaTHOCTOBAHIM iMleMiuHil XBOpoOi ceplisi, 3aXBOPIOBAHHSIX ITepupepUuIHUX
apTepii Ta/abo 11epedPOBACKYIAPHUX 3aXBOPIOBAHHIX.

B3aeMmogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

dapmaKkoOuHamiuHi 83aemo0il

ITepopanavHi aHmukoazyasiHmu. Y NMalli€eHTiB, CTaH SSKUX cTabinizoBaHUM MMOCTIMHUM
3acTOCyBaHHSM BapdapuHy, IIPUNOM eTOPUKOKCUOY B f0o3i 120 Mr Ha gobOy
CYIIPOBOMXKYETHCS 30inbiIeHHSAM MPpuOIn3HOo Ha 13 % npoTpoMOiHOBOTO Yacy



MiKHapOOHOTO HOpMaJli3oBaHOTro BimHommeHHs (MHB). Tomy B naIfieHTiB, SKi
3aCTOCOBYIOTh IepPOpPaIbHi aHTUKOATYJISHTH, CIIi YaCTO NePeBIpATH NOKAa3HUKU
npoTrpomMbiHoBoro yacy MHB, oco6nuBo B mepliri aHi mpuiioMy eTOPUKOKCcuOy abo mpu
3MiHi KOT0 JO3yBaHHS.

Iliypemuku, iH2eibimopu aH2iomeH3uHnepemeope8aabHo20 pepmeHmy (AIIP) i
aimazoHicmu peuenmopie aHziomeH3uHy II. HecTepoigHi mpoTu3amnanibHi 3acodu
MOXKYTb I0cJiabmoBaTy eeKT AiypPEeTUKIB Ta iHIINX aHTUTINIEPTEH3UBHUX ITPEenaparib.
Y mesiKux malli€eHTiB 3 MOPYIIEeHHAM (QYHKII1 HUPOK (HanopUKaf y MaIli€HTiB 3
merimpaTatiiero abo y IiTHIX mallieHTiB 3 ocnabieHo0 GYHKIIEI0O HUPOK) OJHOYAaCHE
3acTocyBaHHs iHTibiTOpy AIT® abo aHTaroHicTiB perenTtopiB aHrioteH3uny II i
Imperaparis, 10 iHTi0YI0Th HUKJIOOKCUTEeHAa3y, MOXKe MPU3BOAUTH [0 MOOAJIbIIOrO
NoripieHHs PyHKIIil HUPOK, BKJII0YAl04YM TOCTPY HUPKOBY HENOCTATHICTS, IO
3a3BU4Yail Ma€ 000pOTHUM xapakTep. Ciig maM’aTaTé IPO MOXKJIUBICTh TaKUX
B3aEMO[iM y IMAlli€HTiB, SIKi 3aCTOCOBYIOTh €TOPUKOKCHO OOHOYACHO 3 iHTi6iTOpaMu
ATI® abo 3 aHTaroHicTamu penenTopiB aHrioren3uny II. ToMmy Taki koMm0biHa1il ciif
mpu3HaydaTu 3 00epexkHiCTI0, 0COOMUBO MalliEHTaM JIiTHbHOTO BiKy. Crif mpoBecTHu
HaJIeXKHY TigpaTallifo Ta PO3TISHYTH IIMTaHHS IIPO MPOBEeAEHHS MOHITOPUHTY QYHKIIi1
HUPOK Ha IT0YaTKy KOMOiHOBAHOIO JIiKyBaHHS, a TaKOXK 3 IIEBHOI0 IEPIOOANYHICTIO i
Hapaii.

Auemuscaniyusaoga Kucsaoma. Y XoOi OOCHIAXKEHHS 3a Y4acCTIO 3[0POBUX
nOoOPOBOBIIB B yMOBaX PiBHOBAXKHOI'O CTaHy 3aCTOCYBaHHSI €eTOPUKOKCUOY B mO3i

120 mr 1 pa3 Ha goOy He BIIJIMBAJIO HAa aHTHUArperaHTHY aKTHUBHICTh
aretuncarninuaoBoi kuciaotu (81 mr 1 pa3 Ha go0y). ETopukokcu® MoxXHa Mpu3HadaTu
OOHOYACHO 3 alleTUJICAJIIIUIIOBOI0 KUCJIOTOIO B [103aX, 1110 3aCTOCOBYIOTHCS I
IpOodiTaKTUKM CEePLEeBO-CYOUHHUX 3aXBOPIOBaHb (3aCTOCYyBaHHS alleTUJICAIIIINIIOBO1
KHMCJIOTY B HU3BKUX [03ax). OgHaK OgHO4YaCHEe 3aCTOCYBaHHS HU3BKUX 03

alle TUJICAJIiIIMIIOBOl KUCJIOTU Ta €eTOPUKOKCUOY MoxKe 30i/TbITyBaTHh 4aCTOTY
BUHUKHeHHd Bupa3kd LIKT Ta iHIIKWX yCKIIagHEHb IOPIBHAHO 3 MOHOTEPAIIIEI0
eTopukokcuboM. He pekoMeHO0OBaHO OOHOYACHE 3aCTOCYBaHHS €TOPUKOKCUOY 3
alleTUJICAJIIIIMIIOBOI0 KHUCIOTOI0, JO3U SKO1 BUIII 3a IPO(QiTaKTU4YHI, a TAKOXK 3 IHIINMHA
HEeCTEepPOIOHUMU IIPOTHU3anaJbHUMU 3aco0aMu.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO[Iisi eTOPUKOKCUOY 3 IUMU IIpernapaTaMu
He BUBYaJlach, OOHOYaCHE 3aCTOCyBaHHS OyOb-1KOI0 HECTEPOIAHOT O IIPOTU3alalbHOT 0
3aco0y i3 MUKIOCIOPHUHOM ab0 TaKpOJIiMyCOM MOXKe ITOCHUTIOBaTU HE(PPOTOKCUYHUU
BILIMB OCTaHHiX. CyIi KOHTPOJIOBaATH (PYyHKITiI0 HUPOK IPY OOHOYACHOMY 3aCTOCYBaHHI
€TOPUKOKCHOY 3 OyIb-IKUM i3 IIUX IIpemnaparis.

dapmakoKiHemuy4Hi 83aemoo0il

Bnaues emopukokcuby Ha ¢papmakokiHemukKy iHWux npenapamis.



JIimiti. HecTepoigHi mpoTu3arasbHi 3acobu 1mociabiiiooTh BUBEOEHHS JIiTiI0 HUPKaMU,
TUM CaMUM ITiIBUNIYIOYX PiBEeHb JIiTii0 B IJIa3Mi KPOBi. AKIIO He0OXioHO, IPOBOISTh
peTeNibHUM KOHTPOJIb PIBHSA JIiTiI0 Y KPOBi Ta KOPUT'YIOThH 03y JIITiI0 IIPOTATOM
OOHOYACHOTO 3aCTOCYBaHHS LIMX IIpenaparTiB, a TAaKOXK IIPU NPUIIMHEHHI 3aCTOCyBaHHSA
HEeCTEepPOIgHUX MpoTH3analabHUX 3aco0iB.

Memompekcam. Y xofi OBOX OOCJIiAKeHb BUBUANNCS ehEKTU eTOPUKOKCUOY ITpu
3acTocyBaHHi y mo3ax 60, 90 a6o 120 Mr 1 pa3 Ha moOy nmpoTsrom 7 OHIB MallieHTaMH,
sIK1 ogepzKyBanu 1 pa3 Ha TUXKIOEeHb MeTOTpeKcaT y Jo3i Big 7,5 go 20 mMr npu
peBMaToimHOMY apTpuTi. EToprukokcu6 y mo3i 60 i 90 Mr He BIiMBaB Ha KOHIIEHTPAIIil0
B IJIa3Mi KpOBi a0 HUPKOBUH KJIipeHC MeTOTpeKcaTy. B omHOMY mocimigKeHHi Tpu
3acToCyBaHHi eTOpUKOKCUOY B 703i 120 Mr He cmocTepirajaoch BIIJIMBY Ha
KOHIIEHTPAIlil0 B IJTa3Mi KPOBI Ta HUPKOBUY KJIipEHC METOTPEKCaTy, TOAL sIK B IHIIIOMY
OOCITim»KeHHi IpKU 3aCTOCYBaHHI eTOPUKOKCUOY B m03i 120 MI KOHITEHTpAIlis
MeTOTpeKcaTy B IJyIa3Mi KpOBi migBuiyBanacsa Ha 28 %, a HUpKOBUU KIIIpeHC
MeTOTpeKcaTy 3HuxKyBaBcsa Ha 13 %. [Ipu ogHOYaCcHOMY IpPU3HAYEHHI eTOPUKOKCUOY
Ta METOTpPeKCaTy CJIif IPOBOAUTH BiANOBIOHNN MOHITOPHUHI CTOCOBHO ITOSIBU
TOKCUYHOTO BIIJIUBY METOTPEKCATYy.

ITepopanavHi koHMmpauenmueu. ETopukokcud y mo3i 60 Mr npu omHOYaCHOMY
3aCTOCYBaHHIi 3 IIepopaJbHUMHU KOHTpPALleITUBaMH, 10 MICTATh 35 MKI
eTuHinectpapniony ta 0,5-1 Mr HOpeTUHAPOHY, HPOTATOM 21 OHS IPU3BOAUB OO0

MigBUIIEHHS IOoKa3HuKa AUC hr Y PIBHOBaXXHOMY CTaHIi [JI1 eTUHIJIeCTpaaiony Ha

0-24
37 %. ETopukokcub y mo3i 120 Mr nipu 3aCTOCyBaHHi 3 BUILIEBKa3aHUMU
TepopajbHUMM KOHTPAllEITHBAMM OJHOYACHO abo yepe3 12 roguH MigBUIIYBaB Y

piBHOBaXKHOMY CcTaHi 3HaueHHsa AUC eTUHinecTtpaniony Ha 50-60 %. I[Ipo Take

OigBUIIIEHHS KOHIIeHTPAaIlil eTHHinecq(")pzz'fn};Emy cyig maM’siTaTu Ipu BuOOPi
IIepopasbHOr0 KOHTPALEINTUBY 3 Pi3HUM BMICTOM €TUHIJIECTPaniony, AKUu
3aCTOCOBYBAaTUMETHLCS OJHOYACHO 3 eTOPUKOKCHOOM. [TigBUIIIEHHS €KCIIO3U1Iil
eTUHiecTpagiony Moxe 30iJIbIIyBaTH YaCTOTY BUHUKHEHHS NOOIYHUX peakliii,
IIOB’sSI3aHUX i3 3aCTOCYBAaHHSAM IIepopaibHUX KOHTPAIENTUBIB (HanpuKiIap

TPpOoMO0eMOO0JTii BEH y KiHOK T'PYIIU PUIHUKY).

I'opmono3zamicHa mepanisa (I'3T). Ilputiom 120 Mr eTopuKoKCcuoby 3
TOPMOHO3aMiCHMMU IIpellapaTaMy, II0 BKJII04Yal0Th KOH 10roBaHi ectporexnu (0,625 mr
«[Tpemapuny ™ »), mpoTsrom 28 nHiB 30iNblllye cepeaHi MOKa3HUK AUCO_2 abr Y
PiBHOBaXKHOMY CTaHi HEKOH IOrOBaHOT0 eCTpOHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-
ecTpapmiony (Ha 22 %). BrimuB o3 eTOPUKOKCUOY, peKOMEeHOOBaHUX [IJIST TPUBAJIOTO
3actocyBaHHs (30, 60 i 90 mr), He BuB4YaBcCs. [IopiBHAHO 3i 30i/TbIIIEHHSIM q03yBaHHS 3
0,625 mo 1,25 Mr npu MmoHoTepatii nmpemnapatoM «IIpeMapuH ™ », BIIJIUB €TOPUKOKCUOY
B go3ax 120 Mr Ha eKCIO3UIIil0 (AUCO_2 4hr) €CTPOTreHHUX KOMIIOHEHTIB IIpenapary

«[TpemapuH™ » OyB MEHIIIUM, HiK Ha MMOJIOBUHY. KiTiHiuHe 3Ha4YeHHS TaKOro



HigBUILIEHHS HEBiIOMe, a IPUKXOM BUCOKUX 003 mpernapaTty «IIpemapuH™ » 0omgHOYaCHO
3 eTOPUKOKCHUOOM He BuBYaBcs. Cim OpaTu Mo yBaru Take 30ilIbIIIeHHST KOHIIEHTpaIlil
€CTpOoreHy pu BUOOPi TOPMOHAIBHOTO IIpeIapaTy OJid 3aCTOCYBaHHS Y IIepiof
IMOCTMEHOIIay3H ITPY OMHOYAaCHOMY 3aCTOCYBaHHi 3 eTOPUKOKCUOOM, OCKiJIbKH
3pOCTaHHS €KCII03UIlil eCTPOTEeHY MiABUIIYE PU3UK BUHUKHEHHS IMOOIYHUX peakllii
IIpY 3aMiCHi TOPMOHOTEPAIIil.

IIpedHi3oH/npedHi3010H. Y OOCHIIXKEHHSIX B3aEMOIii eTOPUKOKCUO He BUSIBIISB
KJIiHIiYHO 3HAYYIIOro BOJIMBY Ha (papMaKOKIHETHUKY IIPEeOHI30HY/IIPEOHI30I0HY.

HueoxcuH. TTIpu 3acTocyBaHHI eTOPUKOKCHOY B 0o3i 120 Mr 1 pa3 Ha moOy IpoTsTroM
10 gHiB 3OpOBUM TOOPOBOJIBIISIM HE CIIOCTEPIraBCs BIJIMB Ha ITOKA3HUK AUCO_2 ahr Y
piBHOBaKHOMY CTaHi Ta Ha BUBEIEHHS OUTOKCUHY HUpPKaMu. CmocTepiramocs
30i7bIIIeHHS TTOKa3HUKA Cmax OUTroKcuHy (mpubnu3Ho Ha 33 %). Take MigBUILIEHHS, K
ITPABUJIO, HE € CYTTEBUM Yy OinbiIocTi maitieHTiB. OmHAaK CJIio crmocTepiraTu 3a CTaHOM
MAalLi€HTiB 3 BUCOKUM PU3UKOM TOKCUYHOI [il JUTOKCUHY IIPU OOHOYACHOMY

IpU3Ha4YeHHi eTOPUKOKCUOY Ta QUTOKCHUHY.

Bnaues emopukokcuby Ha npenapamu, w,0 memaboa1i3ytomuCs
cyavppompaHcgpepasamu

ETopukokcub € iHribiTopoM aKTHBHOCTI JTIOACHKOI cynbdoTpaHchepas3u, 30KpeMa
SULTI1E1, a Tak0oX MOKe HigBUILyBaTU KOHIIEHTPAaIlil0 eTUHIJIECTPagiolly B CUpPOBaTIIi
KpoBi. OCKiNTbKH Ha ChOTOOHI JaHUX PO BIJIMB YHUCIEHHUX CyIbdoTpaHcdepas
HeJIOCTAaTHLO, a KJIiHiYHI eekTu 6araThbox MpernapaTiB JOCi BUBYAIOTHCS, MOLIIBHO 3
00epexXKHICTIO IpU3HavYaTy eTOPUKOKCUO OOHOYACHO 3 iHIIMMM IIpenapaTtaMi, 110
MeTabo0JIi3yI0ThCS TOJTIOBHUM YHMHOM JIIOICHPKUMHU CylIbdoTpaHcdhepa3zaMu (HaopUKIIamd
repopasbHUM canb0yTaMoJl Ta MiHOKCUIWII).

Bnaue emopukokcuby Ha npenapamu, u,0 memaboaizyromucs izopepmeHmamu CYP

3a mJaHMMU OOCIIAXKEHb In Vitro, He O4YiKyeThCs NpUrHideHHs nutoxpoMmiB P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xomi gociigXeHb 3a y4acTiO 3[T0POBUX
nOoOPOBOIBIIIB IIOJEeHHE 3aCTOCYyBaHHSA €eTOPUKOKCUOy B 4031 120 Mr He BO/IMBajo Ha
aKTUBHICTB ne4iHKOoBOro CYP3A4, 1110 BCTAHOBJIEHO 3a EPUTPOMILIMHOBUM OUXAJIbHUM
TECTOM.

Bnaue iHWwux npenapamie Ha papMakoKiHemuKy emopukokcuby

OcHOBHUM IIISIX 00MiHY eTOPUKOKCHOY 3anexkuTh Bif ¢epmeHnTiB CYP. CYP3A4
crpusie MeTab0J1i3aMy eTOPUKOKCHUOY in vivo. [locnigKeHHs in vitro BKa3yioTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0oXK MOXKYTh KaTajli3yBaTU OCHOBHUU
IIIIX 0OOMiHY eTOPUKOKCUOY, ane ix KijlbKiCHi XapaKTepUCTUKY He BUBYAIUCh in Vivo.



KemokxoHa3o41. KeTokoHa3071 € oTyKHUM iHribiTopoM CYP3A4. [Ipu 3acTOoCyBaHHI
3mopoBuUMH HoOpPoBONbIsIMU y mo3ax 400 mr 1 pa3 Ha goOy IPOTATOM

11 pgHiB KETOKOHA30J1 HEe YHHUB KJIIHIYHO 3HAYYIIOr0 BIJIMBY Ha (papMaKOKiHETUKY
eTOpuKOKCcHuOy B pa3oBit 1o3i 60 mr (36inbmenns AUC Ha 43 %).

BopukoHa3o1 i MmikoHa301. OgHOYaCcHe 3aCTOCYBaHHS I1€pOPaIbHOIO0 BOPUKOHA30IIy
a60 MiKOHA30JTy Yy BUTJISIIi OPaIbHOTO T'eJII0 IOJIsi MiCIIeBOT'0 3aCTOCYBaHHS (IIOTYXHi
inridiTopu CYP3A4) 3 eTOpUKOKCUOOM BUKJIMKAJIO HEBEJIUKE ITiABUINEHHS €KCIIO3UITil
€TOPUKOKCHOY, 1110, OOHAK, He BBaXKajoCs KJIiHIiYHO 3HAUYIIIUM 3TigHO 3
oIy0JIiKOBAaHMMU OaHUMHU.

PugamniyuH. OgHOYaCcHe IpU3HaYEHHS €TOPUKOKCUOY Ta pudaMITiliuHy (TOTYKHOTO
iHoykTopa (pepmeHTiB CYP) mpu3BOAMIIO 00 3HUKEHHS KOHIIEHTpPallil ETOPUKOKCUOY B
rn1a3Mi KpoBi Ha 65 %. Lle Moxe CynIpOBOAXKYBaTUCh IOBTOPHUM IIPOSIBOM CUMIITOMIB
IIPU OMHOYAaCHOMY 3aCTOCyBaHHi 3 eTOpUKOKcuOoM. Tofi sIK Taki JaHi MOXYTh
BKa3yBaTU Ha HeOOXiIHICTh 30i/IbIIIeHHS 03U, HE PeKOMEHI0BaHO 3aCTOCOByBaTHU
€TOPUKOKCHUO y J03ax, 110 IIePEeBUIYIOTh BKa3aHi /151 KOXKHOTO0 ITOKa3aHHS, OCKiJIbKU
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pHUPaMITILIUHY Ta eTOPUKOKCHUOY B TaKUX
no3ax.

AHmauyudu. AHTalUOHI TpenapaTy He YMHSATDH KITiHIiYHO 3HAUYYIIIOTO BIIMBY Ha
bapMakoKiHETUKY €TOPUKOKCUOY.

Oc006/1MBOCTi 3aCTOCYBaHHS

Bnaue Ha LUflyHKOGO-KZULUKZOBUﬂ mpaxkm

[ToBigomIisiyiocst IPO YCKIamHEeHHS 3 00Ky BEPXHiX BigHiniB HITYHKOBO-KUIIIKOBOTO
TpakTy (nepdopatiii, Bupa3ku abo KpoBOTedi), iHOAI 3 TeTaJIbHUM HACIIiOKOM, Y
MMalli€eHTiB, 110 OTPUMYyBaJIu €TOPUKOKCHUD.

3 o0epexKHIiCTIO ClIif IpH3HaYaTH HEeCTePOIiIHi IpoTu3anajbHi 3aco0u IallieHTaM 3
MTiOBUIIIEHUM PU3UKOM YCKIIaOHEHb 3 00Ky IIIYHKOBO-KUIITKOBOTO TPAKTY; IMMalliEHTaM
JIITHBOTO BiKy, MAIliEHTaM, III0 3aCTOCOBYIOTh OyIOb-AKHUIH iHIINH HEeCTePOImHUM
IMpoTH3anaabHuM 3acid abo alleTUICAIIMIOBY KUCIOTY OOJHOYACHO, abo mallieHTam 3i
IITYHKOBO-KUIIIKOBUMH 3aXBOPIOBAHHSIMHU B aHAMHe3i, a caMe BUpa3KaMHu Ta
IITYHKOBO-KUIIIKOBUMY KPOBOTEYAaMHU B aHAMHEe3i.

IcHYy€e mOOmaTKOBUM PU3UK PO3BUTKY INOOIYHUX €(PeKTiB 3 00Ky HIIyHKOBO-KUIIIKOBOTO
TPaKTy (LIUIyHKOBO-KHUIIIKOBA BUpa3Ka abo iHIIi yCKIagHeHHS 3 00Ky IIIyHKOBO-
KHMIITKOBOT'O TPAKTYy) ITPU OJHOYACHOMY 3aCTOCYBaHHi eTOPUKOKCUOY Ta
alleTUJICAJIIIIMIIOBOl KUCJIOTH (HaBiTh Y HU3BKMUX [03aX). Y X0l TpUBaIUX KIIiHIYHUX
OOCIiAXKeHb He CIIOCTePiragocs BUpaxKeHol BigMiHHOCTI y 6e3melli moa0 IIJIyHKOBO-



KHMIIIKOBOT'O TPAKTYy IIPU 3aCTOCyBaHHi ceneKTuBHOrO iHri6itopy LIOI-2 +
aleTusICcainuiIoBa KUCI0Ta Ta HECTePOIOHUX IIPOTU3anaabHuX 3aco0iB +
aleTUJICAilnIOBa KACIOTA.

Bniue Ha cepueso-cyOuHHYy cucmemy

KmniniuHi gocnigKeHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JTiKapChKUX 3ac00iB KiIacy
cenekTuBHUX iHTri6iTOPiB LIOI'-2 MOKe OYyTHU ITOB’SI3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHYHUX yCKIIagHeHb (0C006MBO iH(papKTy MioKapaa Ta iHCy/lIbTy) MOPiBHSAHO 3
mianebo Ta JesTKUMU HECTEPOIOHUMU IIpOoTHU3anajabHUMM 3acobaMu. OCKibKU PU3UK
CepIeBO-CYOIUHHUX YCKJIaAHEHb 3P0OCTa€ Npu 30isblIeHHi 03U Ta TPUBAJIOCTi
3aCTOCYBaHHS €eTOPUKOKCUOY, Ipemnapar CIif Ipu3HadaTyd Ha SKOMOTr'a KOPOTIINHI
repion 4acy Ta B HaHUXKYMX e(eKTUBHUX A000BUX mo3ax. Ciin mepioguyHo
repernsgaTu moTpedy MalieHTiB y CHMITOMaTUYHOMY TOJIETIIIEHHI 6010 Ta peakKliito
Ha JIiKyBaHHS$, 0COOJIMBO Y IAIliEHTIB 3 0CTE0apPTPUTOM.

[TamierTaM 3 BUpakKeHUMHU (PaKTOpaMU PU3UKY PO3BUTKY CEPIIEBO-CYOIUHHUX
yCKIaaHeHb (HallpuKiaj apTepiajabHa rillepTeH3isd, rinepimigemis, 1yKpoBui giaber,
MaJIiHHS) IpU3HavYaTy €TOPUKOKCUO CIIifl JIMIIIE TiC/Is PETENbHOl OLiHKUA PU3UKY
PO3BUTKY YCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTHJICAIIINIIOBOI
KUCJIOTHY OJIsI IPodiakKTUKU TPOMOOeMOOJITiYHNX CEePIeBO-CYIUHHUX 3aXBOPIOBAHb,
OCKIiJIbKY He YHMHSITh aHTHarperaHTHOI Oil. ToMy He ciif BigMiHATH aHTHarperaHTHi
npenaparTu.

Bnaus Ha HuUpku

HupkoBi npocTarmaHOuHA MOXKYTh BiflirpaBaTyd KOMIIEHCATOPHY POJIb B HiATPUMIIL
nepdya3il HUPoK. ToMy IIPHU CTaHaX, III0 CYIPOBOOXKYIOTHCS IIOTIPIIEHHIM HUPKOBO1
nmepdy3ii, 3aCTOCyBaHHS €TOPUKOKCUOY MOXKe ITPU3BOOUTHU [0 ITOCIIabIeHH s
YTBOPEHHS IIPOCTarjaHOuHIB i, AK HACJIiIOK, HUPKOBOT'O KPOBOTOKY, TUM CaMUM
noripuryroyu ¢yHKIII0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKOl peakiiil icHye y
Malli€eHTiB 3 y?Ke HassBHUM BUPaXKeHUM ITOPYIIeHHSIM (QyHKITil HUPOK,
HEKOMIIEHCOBAHOIO CEPIIEBOI0 HENOCTAaTHICTIO ab0 ITUPO30M. Y TaKUX IAlliEHTIB CIIif
KOHTPOJIIOBATH (PYHKITII0O HUPOK.

3ampumka piduHu, Habpsiku ma apmepiaabHa 2inepmeH3is

4K i mpu 3acToCyBaHHi iHIIIUX MpeIaparis, 110 iHTi0yI0OTh CUHTE3 IIPOCTarjaHOuHIB,
3aTpUMKa PiguHU, HaOPSAKM Ta apTepianbHa rilepTeH3is CIocTepiraancs y Malli€HTIB,
SIKUM 3aCTOCOBYBaIl eTOPUKOKCUO. Bci HecTepoigHi mpoTu3amnanbHi 3aco0u,
BKJIIOYAIOYX €TOPUKOKCUO, MOXKYThb IIPU3BOOUTH MO PO3BUTKY a00 peruauBy 3aCTilHOI
CcepleBOl HeIOCTaTHOCTI. [HdhopMalliro Ipo peakiriro 3aJeKHO Bill 03U OUB. B PO3OiTi



«®apmakoJsioriuHi BmactTuBocTi. ®apMakoguHaMika». 3 00epeKHiCTIO mpenapar
NpHU3Ha4vYalOTh 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. [Ipy KITiHIYHUX 03HaKax
MIOTIPIIIEHHs CTaHy TaKUX Malll€HTIB CJIiJ] BXXUTHU BIAIIOBIAHUX 3aX0MiB, BKIIOYAIOYU
BiIMiHy eTOPHUKOKCHUOY.

ETopukokcu6, 0cOGIMBO ¥ BUCOKUX [103aX, MOKe ITPU3BOAUTHU [0 YaACTIIIOl Ta TIXKYO0I
apTepianbHOI TilepTeH3il MOPiBHSIHO 3 AeSIKUMM iHIIUMHA HECTEPOIOHUMU
IpoTHU3anaJbHUMU 3aco0aMu Ta ceJleKTUBHUMH iHribiTopamu LIOI-2. Tomy
apTepianbHy TillepTeH3i0 CIIig KOHTPOJIIOBATHU [0 MOYaTKYy JIIKyBaHHS €TOPUKOKCHUOOM,
Ta 0COOIUBY yBary Ciif OPUOIIUTH KOHTPOJIIO 3a apTepialbHUM THCKOM IIif 9ac
JIIKyBaHHSI €TOPUKOKCUOOM. ApTepialbHUM TUCK CIil KOHTPOJIIOBATU ITPOTSATOM

2 TUXKHIB IiCJIg ITO0YaTKYy JIIKyBaHHSA, a IOTIM - IepioguyHo. AKII0 apTepiaJbHUU TUCK
CYTTEBO MiOABUILIYETHCSA, CIIiJ PO3TJISHYTH MOXKJIUBICTh aJIbTEPHATUBHOI'O JIiIKYyBaHHS.

Bnaue Ha neviHKy

[MigBuItieHHs PiBHS anaHiHaMiHOTpaHchepas3u (AJIT) Ta/abo
acraptataminoTpaHcdepasu (ACT) (mpubnusro B 3 ab6o OinbIie pa3iB MOPiBHSIHO 3
BEPXHBOIO MEXKeI0 HOPMHM) crmocTepiramocs npubnusHo B 1 % malrieHTiB, sKi Opanu
y4acTh y KJIiHIYHUX OOCIIIXKEeHHIX Ta 3aCTOCOBYBaii eTOpuKokcub y gosax 30, 60 Ta
90 mr Ha moOy mpoTAroM mnepiony mo 1 poky.

Cnip criocTepiratu 3a CTaHOM BCiX MAIliEHTIB i3 CUMIOTOMaMM IOPYIIeHHST QyHKITi1
MMe4YiHKM, a TaKOXK Ialli€HTiB 3 ITaTOJOTIYHUMHU MOKa3HUKaMu GYyHKIIil nedinku. [Ipu
O3HaKax MOpPYIIeHHsI QYHKIIil MeYiHKN Ta IMIPU CTiMKHUX IIaTOJIOTiYHUX 3MiHax
IMOKA3HUKIB QYHKIII nedinku (B 3 pa3u BUIIle 3@ BEPXHIO MeXYy HOPMHU) eTOPUKOKCHUO
CJIig BIiOMIHUTH.

3aezanvHi 8Ka3iBKU

SAKINO MPOTATOM JIiIKyBaHHS y HalliEHTa CIIOCTEPITa€ThCS MOTipiIeHHsT QyHKITi1 Oyab-
SIKO1 i3 cUCTeM OpraHiB, 3a3Ha4Y€HUX BUILE, CJIif BXKUTH BiANOBIMHUX 3aX0O[iB Ta
PO3TNSIHYTHU NMUTAHHS NPO BigMiHy eTopukokcuOy. Crig 3a6e3medyuTy BifmoBigHe
MeOUYHEe CIIOCTEePEeKEeHHs IIPH 3aCTOCYBaHHI eTOPUKOKCUOY IalliEHTaM JIiITHBOTO BiKy
Ta IalliEHTaM 3 IOopPYyIIeHHaM (GYHKIII HUPOK, ITeYiHKY abo cepiis.

3 06epexXHICTIO CJIig MTOYMHATHU JIiIKyBaHHS €TOPUKOKCHOOM ITalliEHTIB 3 ferigpaTalli€io.
PekoMeHOOBaHO IIPOBECTHU peTrifgpaTallifo 40 IT0YaTKy 3aCTOCyBaHHS €TOPUKOKCUOY.

ITpo pO3BUTOK CEPUO3HUX LIKIPHUX peakliiil, y OesIK1UX BUIlaKaX 3 JIeTaJIbHUM
HaCJIigKOM, Y TOMY YHKCJIi eKC(}OomiaTUBHOTO IepMaTUTy, cuagpomy CTiBeHCca —
II?KOHCOHa ¥ TOKCUYHOTO eIlifepMaIbHOI0 HEKPOJIi3y, AyKe PiOKO MOBIOOMIISAIOCS



IIPU 3aCTOCYyBaHHiI HECTEPOIAHUX IIPOTHU3alalbHUX 3aC00iB i JeIKUX CEJIEKTUBHUX
inriéiTopiB ILIOI'-2 mig 4ac MOCTMapPKETUHTOBOTO CIIOCTEPEXKEHHS (OUB. PO3Min
«I[ToGiuHi peaxkiiii»). HatiBuniui pu3uK pPO3BUTKY TaKUX Peakxlliil y MallieHTiB — Ha
IMoYaTKy Teparii, a ITo4aToK 1X MPOsBiB y OiMbIIOCTI BUMAAKIB — IIPOTSATOM IIE€PIIOTO
Mics1s jTikyBaHHS. Ceplo3Hi peakllil rirnep4yyTIUBOCTI (Taki aK aHadimakcis i
AHTiIOHEBPOTUYHUM HAOPSAK) CIIOCTEpiraaucs y IMalliEHTiB, SIKi 3aCTOCOBYIOTh
eTopukokcuO. [lesiki cenekTuBHi inriditopu LJOI'-2 migBULIyI0OTh PU3UK BUHUKHEHHS
IIKiPpHUX Peakllii y ImMallieHTiB 3 aJeprivHoio peakili€ro mo OyOb-siKOTro mperapary B
aHaMHe3i. ETopukokcu6 citif BiDMiHUTY IIPU MEPUIUX ITPOsSIBaxX BUCHUIIIB Ha HIKipi,
YIIKOOXKEeHb CITM30BO1 000JIOHKU ab0 iHIINX O3HaKaX Trinep4yTIUuBOCTI.

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

3 o0epexkHiCTIO MTPpU3HaYal0Th OMHOYAaCHO eTOPUKOKCUO Ta BapdapuH abo iHiri
repopasbHi aHTUKOATy/ISHTH.

3acTocyBaHHSI €TOPUKOKCHUOY, K i iHIIMX mpenaparis, I10 iHTiOyIOTh
LIUKJIOOKCUTeHa3y/ CUHTE3 IIPOCTarjlaHOWHIB, He PEeKOMEHOBAHO XiHKaM, AKIi
[IJIaHYIOTh BariTHICTE.

®, TabJIeTKM, BKPUTI MIIiBKOBOIO 0O0JIOHKO0, MiCTUTh

JlikapchKu# 3aci6 ApKoKcist
71aKkTO3y. [lalieHTH 3 PigKiCHOIO CIIagKOBOIO HEIIEPEHOCHUMICTIO rajlakTo3H,
HeJIOCTATHICTIO JTaKTa3u abo CUHAPOMOM I'JII0K030-TaJIaKTO3HOI MababcopO1iii He

IMOBUHHI 3aCTOCOBYBATH 1IeM Ipenapar.

Lle# mikapcbkuii 3acid MicTuTh MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpito, TOOTO
IpaKTUYHO BUIPHUU Bif HATpilo.

3maTHiCTH BIVTHBATH Ha MIBHIKICTH peakiiii IpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu

INamieHTH, y IKUX Mi 4aCc 3aCTOCYBAaHHS €eTOPUKOKCHUOY BUHUKAE 3allaMOPOYEHHS,
BepTUTO ab0 COHJIMBICTh, HE ITOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTH 3
IHITUMU MeXaHi3MaMU.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHs Irpyaaio

BaritHiCcTb

HeMae kmiHiYHUX DaHUX IIPO 3aCTOCYBaAHHS €TOPUKOKCHUOY B Iepiof BariTHOCTI.
ITocnigXeHHs Ha TBapUHAaX IIPOJEeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.
[MToTeHLiHUY PU3UK [OJI BaTriTHUX HEeBigoMui. 3aCTOCyBaHHS €TOPUKOKCUOY



MIPOTSITOM OCTAaHHBOTO TPUMECTPY BariTHOCTI, SIK i iHIIIUX ITpenaparis, 110 iHTiOYIOTH
CHUHTE3 IIpOoCTarjaHauHiB, MOXKe IIPU3BOOUTU A0 BiACYTHOCTI CKOPOYEHb MAaTKM Ta
Imepeg4acHOro 3aKpUTTS 00TaI0BOI ITPOTOKU. 3aCTOCYBaHHS €TOPUKOKCUOY
IIPOTUIIOKA3aHO B [I€Piof BariTHOCTI. fAKINO XiHKa 3aBariTHUIA [if Yyac JIiKyBaHHS,
€TOPUKOKCHUO HeOoOXimTHO BiIMiHUTH.

Ilepion romyBaHHS I'PYOLOIO

HeBimoMo, uu IpOHUKAE €TOPUKOKCHUO B I'PyIHE MOJIOKO. Y IIyPiB eTOPUKOKCUO
BUBOOUTHLCS 3 MOJIOKOM. 2KiHKM, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TIOBUHHI rolyBaTH
IrpynAato.

DOepPTUIBHICTD

3acTocyBaHHS €TOPUKOKCHUOY, SK i iHIIMX mpenaparis, mio iurioyooTts LIOI-2, He
PEKOMEH0BaHO XiHKaM, sSKi IIJIaHyOTh BariTHICTb.

Cmocid 3acTocyBaHHsI Ta I03H

JIikapchKui 3acib ApKOKCiH®

3aCTOCOBYIOTH IlepopaibHO. IIpenapat MoXHa
npu¥iMaTy He3aJleXKHO Bif BxKUBaHHA 1XKi. [TogaTok edeKkTy npenapaTy HacTae
IIBU/IIE TIPU ITpuiioMi nepep imoro. Lle moTpi6HO BpaxoByBaTU ITPU HEOOXiMHOCTI

IIBUOKOTI'O 1mocsiabJIeHHsI CUMIITOMIB.

OCKinbKM PU3UK BUHUKHEHHS ITOPYIIIEeHb 3 O0OKY CeplieBO-CYAUHHOI CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTaE IIPU IIiABUIIEHH] TO03U i TPUBAIOCTi €KCIIO3UIIil,
CJIi IPOBOOUTH HAWKOPOTILI KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAaMEHIIIUX
eexTuBHUX 0O0O0BUX H03. CIif MepioAuYHO IIePeOoIiHIOBaTH ITOTPe0y y MOJiermieHHi
CUMIITOMIB i BifilTOBifib HA JTiIKyBaHHS, 0COOJIUBO y IAIlIEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekoMeHnpoBaHa fgo3a ctaHoBUTh 30 Mr 1 pa3 Ha go0y. Y mesiKux mallieHTiB Ipu
HeIOoCTaTHbOMY MOcJiabJieHHi CUMIITOMIB 30inbitieHHs mo3u 1o 60 Mr 1 pa3 Ha moOy
MOXKe ITiABUIIUTY e(PEeKTUBHICTh. 3a BiACYyTHOCTI noinineHHs epeKTy CIIif PO3TrIsSHYTH
NUTaAHHS PO IHIII MOXKJINBI METOOHU JIIKYBaHHSA.

PesmamoioHuti apmpum

PekoMeHpoBaHa go3a cTaHOBUTHL 60 Mr 1 pa3 Ha goOy. Y mesiKux malliEeHTiB Ipu
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30inbiIeHHs fo3u no 90 mr 1 pa3 Ha moly
MO2Ke IMOKpalllyBaTy TepaneBTUYHUM edekT. [Ipu mocsATHEeHHi KiTiHidHOl cTabimi3arrii
MalfieHTa, JOLiIbHO 3HU3UTHU [03y Ho 60 Mr 1 pa3 Ha moOy. 3a BifCyTHOCTI
NoJIniIeHHs e(eKTy CIIif PO3TISHYTU NUTAHHS IIPO iHIIM MOXKJIMBI METOOU TiKyBaHHS.



AHKino3yro4utli cnoHOuaAim

PekoMeHpoBaHa fgo3a cTaHOBUTHL 60 Mr 1 pa3 Ha goOy. Y mesikux mallieHTiB Ipu
HefgoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30inbiIeHHs fo3u 1o 90 mr 1 pa3 Ha moly
MO2Ke IMOKpalllyBaTy TepaneBTUYHUM edekT. [Ipu mocsATHEeHHi KiTiHi4HOl cTabimi3arrii
MalfieHTa, JOLiIbHO 3HU3UTHU [03y Ho 60 Mr 1 pa3 Ha moOy. 3a BifCyTHOCTI
NoJIniIeHHs eeKTy CIIif PO3TISHYTU NUTAHHS IIPO iHII MOXKJIMBI METOOU TiKyBaHHS.

I'ocmputi 6iab

Y pasi nmosiBu rocTporo 601110 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIIE ¥ TOCTPUM
CUMIITOMAaTUYHUM II€Piof.

I'ocmputi noOazpuyHuti apmpum

PexomeHnpoBaHa no3a ctaHoBuTh 120 Mr 1 pa3 Ha goOy. Ilifg yac KimiHiYHMX
OOCJIiIXKeHb TOCTPOTO ITOJArPUYHOT0 apTPUTY €eTOPUKOKCHUO 3aCTOCOBYBAJIM BIIPOLOBK
8 nHiB.

ITicasionepauitiHutll 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONEepamu8HUM
empyuaHHAaM PekoMmeHnmoBaHa mo3a - 90 mr Ha 1 pa3 Ha go0y IIPOTSATOM MaKCUMyM
3 pHiB. [I15 OesIKUX IMalliEHTIiB MOXKe OyTH HeOoOXimHMM HOOaTKOBE ITicsolnepalliitie
3HeOOIIOBaAHHSI.

ITo3u, 1110 ITepPEeBUIYIOTh PEKOMEHOOBaHI OIS KOXKHOI0O II0OKa3aHHs, He MalOTh
nomaTKoBOl epeKTUBHOCTI ab0 He BUBUYAIUCSA. TOMY:

e J103a ITPU OCTEOAPTPUTI He TTOBUHHA IepeBuillyBatu 60 Mr Ha mo0y;

e [103a ITPU PEBMATOIAHOMY apTPHUTi Ta aHKIJIO3yl0YWOMY CIIOHAOUJIITI HE TOBUHHA
nepesuiryBatu 90 mMr Ha go0y;

e [IO03a IIPU I'OCTPiM momarpi He MoBUHHA NepeBulllyBatu 120 Mr Ha mo0Oy BIPOMOBXK
MaKCHUMaJIbHOI'O Iepioay JIiKyBaHHS 8 OHIB;

e [103a IPU IOCTPOMY OOJIIO ITiCJIsI CTOMATOJIOTiYHOT O OIIePaTUBHOIO BTPY4YaHHS He
IMoBMHHA nepesuiyBatu 90 Mr Ha 00y BOPOAOBK MaKCUMaJIbHOTO 3-0€HHOTO
nepiony.

ITauieHmu AiMHbLO20 BIKY

HeMae HeoOXigHOCTI B KOPEKIIil MO3yBaHHSA OJIA MAlIli€HTIiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIIKUX IIpelaparTiB, IpernaparT Ciif Mpu3HadaTu 3 00epeXHiICTIO
rnalieHTaM JIITHBOI'O BIKY.

ITopyweHHs ¢yHKUil neuiHKu



HesanexkHo Bif mOKa3aHHS HalliEHTaM 3 HOPYLIEHHAM (QYHKIIil ITeYiHKHA JIETKOT0
ctyneHs (5—6 O6asiB 3a 1mkasno Yaunga — [1'10) He ciing mepeBuniyBaTtu go3ly 60 mMr
1 pa3 Ha moOy. ITamieHTaM 3 mopylleHHIM (QYHKIIiI ITeYiHKY TOMIipHOTO CTyIIeHs
TSI2KKOCTI (7-9 OastiB 3a mkasnono Yamnma - [1'10) He3alezKHO Bif TOKa3aHHA He CJIifg
nepesuinyBatu o3y 30 mr 1 pa3 Ha mo0Oy.

Kninigyau#t gocsig 3acTocyBaHHs 00MexXKeHUM, 0COOIHUBO IIIOM0 IMalliEHTIB 3
MOPYIIEeHHAM (QYHKIIil IeYiHKW IOMIPHOTO CTyIIeHs, TOMY IpelapaT CIif Mpu3HadaTu
3 o0epexHicTIo. BigcyTHiM KIiHiYHUM OOCBi 3aCTOCYBaHHS IIperapaTy mallieHTaM 3
TSKKUM NOpyIIeHHAM QyHKIII medinku (=10 6amniB 3a mkasnow Yaunga — [1'10); Tomy
nmpernapar IPOTUIIOKa3aHUU TaKVM IallieHTaM.

[MopyiieHHsa QYHKIII HUPOK

KopuryBaHHs 03U He NOTPiOHe mallieHTaM i3 KilipeHcoM KpeaTuHiny =30 MJ1/XB.
3acTocyBaHHSI €TOPUKOKCHUOY IallieHTaM i3 KilipeHcoM KpeaTuHiny <30 MJi/XB
IIPOTUIIOKA3aHO.

itk
ETopukokcub mpoTUIiokasaHuil miTsM BikoM Ao 16 pokis.
Ilepemo3yBaHHA

Y xomi KniHiYHUX JOCTiAXKeHb 3aCTOCYyBaHHS Pa30BoOl 403U eTOPUKOKCUOy mo 500 mr
abo baraTopa3zoBui npuiioM go 150 Mr Ha goOy npotsarom 21 gHS He CIPUYUHSINA
iCTOTHUX TOKCUYHUX e(PeKTiB. [ToBimoMIIsIIoCs Mpo roCTpe Iepeao3yBaHHSsI
€TOPUKOKCHOOM, X04a B OiJIbIIIOCTI BUIIaAKiB IIpo MOOiYHi peakilili He ITOBiAOMIISAIOCS.
[ToGiuHi peaxiiii, 1110 crocTepiraauch HakyacTimle, BignoBimanu mpodinio 6e3mexku
eTOPUKOKCHOY (Taki K peakilil 3 00Ky HIJIYyHKOBO-KUIIIKOBOT'O TPAKTy, 3 OOKY ceplis Ta
HUPOK).

Y pa3si nepeno3yBaHHS OOLIJIBHO BXKUTU 3BUYAVHUX HiATPUMYyBaJIbHUX 3aXO0MiB,
HaIpUKIag BUgaieHHs HeaOcopOOBaHOrO IIpenapary 3i HIJTYHKOBO-KUIIIKOBOTO TPAKTY,
BeeHHS KIiHIiYHOT 0 CIIOCTEePEKEeHHs, Y pa3i HeoOXigHOCTiI — IPOBeAeHH
HiATPUMYBAJIBHOTO JIIKyBaHHS.

ETopukokcub He BUBOOUTLCS IPU reModiaisi; HeBimoMo, UM BUBOOUTHCS ITperapaT
IIpU IIPOBEOEHH] IIePUTOHEAaIbHOT O Oiali3y.

IToOiuni peakii



Be3neka 3acToCyBaHHS €eTOPUKOKCHOY OITiHIOBAJIACh Y XOMIi KIiHIYHUX MOCTiAXKEeHb 3a
y4acTio 9295 namieHTiB, BKIOYa4du 6757 malliEHTiB 3 OCTE0apPTPUTOM, PEBMATOITHAM
apTPUTOM, XPOHIYHUM 00JIeM y HUKHIM YaCTUHI CIUHU ab0 aHKiI03YI0YUM
crioHaumaiToM (mpubnu3Ho 600 mallieHTiB 3 ocTeoapTPUTOM ab0 PEeBMaTOITHUM
apTPUTOM OfepPzKyBaJiu JIiKyBaHHS IIPOTATroM 1 poky abo JOoBIIIE).

ITig yac kKniHIYHEUX OocHigKeHb npodinbk HebaxKaHUX sIBUI OYB OOHAKOBUM Y MAIli€HTIB
3 0CTeoapTPUTOM ab0 PeBMATOIMHUM apTPUTOM, SIKi 3aCTOCOBYBAJIM €TOPUKOKCHUD
nmpoTsiroM 1 poky abo moBIIIe.

Y xopi KJ1iHIYHOTO OOCJIiAXKEeHHS 3a Y4YacCTIO IalLllEHTIB i3 TOCTPUM IIOJarpu4YHUM
apTPUTOM €TOPUKOKCHUO Impu3Hadasnu B mo3i 120 mr 1 pa3 Ha goOy npoTsarom 8 OHiB.
[Tpodinb HeOaxkaHUX SABUIL Y IIbOMY AOCIIIAXKEHHi OyB y I[iIJIOMy TaKUM CaMUM, K y
OOCITiIKEeHHSIX 3a y4acCTIO IalliEHTIB 3 OCTE0apPTPUTOM, PEBMATOIOHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUXKHIM YaCTUHI CIIMHU.

Y nporpawmi ominku 6e3meKHu OJisi CePIeBO-CYOIUHHOI CUCTEMHU 3a HaHUMU TPhOX
KOHTPOJIbOBAHUX OOCJIIIXKEHb 3 aKTUBHUM IIpeliapaToM IMOopiBHAHHSA 17412 mallieHTiB 3
0CTeoapTPUTOM ab0 peBMaTOIgHUM apTPHATOM OTPUMYBaIU €TOPUKOKCHUO (Y mo3ax

60 Mr a6o 90 Mr) B cepeHbOMY BITPOAOBK Mpubnu3Ho 18 micsaiis. [laHi npo 6e3meky
Ta Oinblll geTanbHa iHpopMallis po 1110 mporpaMy IIpencTaBlieHi B po3imi
«®apMaKoOJIOTi4Hi BIIaCTUBOCTI».

Y xomi KiIiHIYHUX OOCIIiAXKEHDb 3a y4acCTHO Ialll€HTIB i3 TOCTPUM MicJsgonepaliiiuM
60J1eM mic/Iss CTOMATOIOTiYHUX, a0JOMiHAIbHO-TIHEKOJIOTIYHUX XipypPTridYHUX BTPy4aHb,
BKJTIOUaouu 1222 mallieHTH, SKi 3aCTOCOBYBa/Iiu eTOPUKOKCHUO (y mo3ax 90 mr abo

120 mr), npodine HebGaxkaHUX SIBUIL OyB y LIiJIOMYy TaKUM e, SIK YV JOCIII)KeHHIX 3a
y4acCTIO MallieHTiB 3 0CTE0APTPUTOM, PEBMATOIIHUM apTPUTOM Ta XPOHIYHUM OOJIEM Y
HUXKHIY YaCTHHI CIUHMU.

ITpo HUK4Ye3a3HaueHi moOiuHi peakiiili ITOBiMOMIISITIOCH 3 Oi/IbIIIOI0 YAaCTOTOIO IIPH
3acTOCyBaHHI IIpenapary, HiXK mianebo, y X0ofi KITiHIiYHUX OOCIIiAXKeHb 3a y4acTIO
Malli€EHTiB 3 OCTE0APTPUTOM, PEBMATOIJHUM apPTPUTOM, XPOHIYHUM 00JIeEM y HUXKHIU
YaCTHHI CTIMHYU a00 aHKiI03yI0UYHUM CIIOHOUITITOM, SIKi 3aCTOCOBYBAIN €TOPUKOKCHUO Y
no3i 30 mr, 60 mr a6o 90 Mr nipotsaroM 12 THUXKHIB (HOCTiAXKEHHS 3a TPOTPaMoio
MEDAL, KOPOTKOCTPOKOBI AOCITiA2KEeHHS III0[I0 TOCTPOTro OO0 Ta ITIOCTMAapKEeTUHT OBUM
IOCBim).

Tabmnuisa 2



Krnac cuctemu oprasis

[ToGiuHi peakiril

[HdexKIIil Ta iHBa3il

aHBBeOHHpHHfI OCTHUT

raCTPOEHTEPUT, iHPeKIlil BepXHiX OUXaabHUX MIJISIXiB,
iH(QeKIIil CEYOBUBIZHOTO TPAKTy

[Topy1ieHHsT 3 60Ky KPOBI i
JTiM(paTUYHOl CUCTEMU

aHeMis (mepeBaxKHO B pe3yIbTaTi IIIYHKOBO-KUIIIKOBOI1
KPOBOTEUi), JIEUKOIIeHisA, TPOMOOIIMTOIIEHis

[TopymeHHs 3 60Ky iMyHHOI
CUCTEMU

FiHGp‘IYTHI/IBiCTb:I: B

AHTiIOHEeBPOTUYHUYM HAOPSAK, aHadimakTUuHi/aHapimaKToImH

peaxiiii, y ToMy 4uci mok¥

Po3nagu meTabomiamy i
Xap4yyBaHHS

HaOpsKW/ 3aTPUMKa PiTuHU

3HUXKEHHS ab0 MOCUJIeHHS alleTUTYy, 30iIbIIIeHHSI MAacCH Tifle

[IcuxiyHi TOpyLIeHHA

TPUBOXKHICTB, JEeNpPeCis, MOTipIIeHHS PO3YMOBO] HisITBHOCT]
rayronuHait

CILJIyTaHICTH CBiJIOMOCTi:l:, HECIIOKIfHUHN cTaH"

[TopyuieHHsT 3 60Ky HEPBOBOI
CUCTEMU

3arraMOpPOYEeHHS, TOJIOBHUM Oiflb

OucreB3ist, 063COHHS, MapecTe3is/rirecTesisi, COHIUBICTh

[Topy1ieHHs 3 O0OKYy OpraHis
30py

HEYITKICTb 30pYy, KOH IOHKTUBIT



[TopyuieHHs 3 00Ky OpraHis
cnyxy i BeCcTuOyIsipHOTO
anapary

IIIYM ¥ ByXaX, 3allaMOpPOYEeHHS

[Topy1ieHHsT 3 00Ky ceplis

cepLeouTTs, apI/ITMif{:l:

$ibpunsiisa nepencepnsb, TaXiKapJIiH:I:, 3acCTirHa ceplieBa
HeJOoCTaTHiCTh, HecnenupiyHi 3miau Ha EKT, CTeHOKapJIif{:l:
iHpapKT MiOKapna§

[TopymeHHs 3 60Ky CyOUHHOL

rinepreH3sis

[IPUIIJIUBU KPOBI1, IOPYIIEHHSA MO3KOBOT'O KpOBOOGiry§,

CUCTEMH
TPAaH3UTOPHA illleMiYyHa aTaka, rinepTOHIYHUN KpI/I3:l:,
BaCKyJIiT1E
: F
[Topy1ieHHs 3 OOKYy OpraHis GpoHXOCIIa3M

OUXaJibHOI CUCTEMMU, TPYyLHOI
KJIITKHY 1 CepemoCTiHHSA

KallleJib, JUCIITHOE, HOCOBa KpPOBOTE€4Ya

[TopymeHHS 3 60Ky IIJTYHKOBO-
KUIIIKOBOT'O TPAKTy

0iNtb y JKUBOTI

3aIop, MEeTEOPU3M, TaCTPUT, Medisi/ KUCIIOTHUM pedIIioKC,
Oiapesi, JUCIIENCisa/guCcKoM@OpPT B OUISAHIII eIiracTpis, Hygo
OmroBaHHS, e30(gariT, BUpa3Ku B POTOBiM ITOPOXKHUHI

30yTTS XKUBOTA, 3MiHa XapaKTepy IIepUCTalbTUKU
KUIIIEYHUKY, CYXiCTh Y POTi, raCTPOAYyOLeHaIbHi BUpa3Ky,
MEeNTUYHI BUpa3KH, y TOMY 4YuCJIi nepdopaliis i KpoBoTeda
IIKT, cuHEOPOM IIOAPa3HEHOI'0 KUIIIEYHUKY, HaHeraTI/IT:l:

[Topy1ieHHS 3 OOKY
remnarto0biyriapHoi cucTeMu

ninsuinenus AJIT, ninBuinenus ACT

FeHaTI/IT:I:



IIeYiHKOBa HeJIOCTaTHiCTbi,
}KOBTSIHI/II_IHi

pi,U;KOT

[Topy1ieHHs 3 OOKY LIKipH i
ITiAIIKiPHO] KITITKOBUHU

eKxiMo3

+

HaOpsAK 06IMYYsi, cBepOiXkK, BUCHII, epuTeMa*, KPOIIUB THKA

curgpoM CriBeHCca — H}KOHCOHa:I:, TOKCUYHUH elligepMalibH

HerOJ'Ii3:I:, CTiMilKa MeguKaMeHTO3Ha epHTeMai

[Topy1ieHHsT 3 60Ky OIOPHO-
PYXOBOl CUCTEMH i CIIOTYYHOI
TKaHUHU

CIIa3Mu/CymoMu M’s3iB, CKeJIETHO-M sI30BUM 0iJIb/CKyTiCTh

[TopyueHHs 3 60Ky HUPOK i
CEYOBU[IIbHOL CUCTEMU

MIPOTEIHYPis, MiOBUIIIeHHS PiBHS KpeaTUHiHY B CUPOBATIIi
KPOBi,HUPKOBa He,uoCTaTHiCTb/;:LI/IC(1)yHK1_[iﬂ1E (ouB. po3min
“Oco6MBOCTi 3aCTOCYBaHHA")

[lopylieHHs 3arajbHOTO CTAHy
Ta IOPYLIEHHs, IT0B’gd3aHi 3i
cr1oco00OM 3aCTOCYBaHHS

aCTeHisi/BTOMa, TPUMONOAIOHI CUMIITOMU

Oinb y TPpyOHIiNA KITiTI

JlabopaTopHi moCITimXKeHHs

MigBUIIEHHS PIBHSA @30Ty CEYOBHHU KPOBI, MiABUILIEHHS PiB:
KpeatTuHdochoKiHA3H, TirepKasieMis, IMiaBUINEHHS PiBHA
CEeYO0BOl KHCJIOTH

3HUXKEHHS PiBHS HaTpPilo B KPOBI

* KaTeropist 4acTOTH BU3HAYAETHCS OJII KOXKHOTO TEPMiHY ITOOIYHOTO SIBUIIA 3a

4acTOTOIO B 0a3i JaHUX KIIIHIYHUX OOCIiAXKeHb: Oyx)e yacTo (=1/10); gwacto (=1/100,
<1/10); HeuacTo (=1/1000, <1/100); pigko (=1/10000, <1/1000); ny=xke pigko

(<1/10000).

¥ [ToGiuna peakxiiis ineHTUdiKOBaHa Y X0l IOCTMapPKETUHTOBOTO CIIOCTEPEKEHHS.

YacToTa BU3HavYajacs 3a MaKCUMaJIbHOI YaCTOTOK Y KITIHIYHUX OOCIHIIIXKEeHHIX (gaHi



3i6paHi 3a 3aTBEPAKEHUMHU ITOKa3aHHSIMHU Ta J03aMU).

T KaTteropist yactotu “pigko” Bu3Hadanacs BignmoBigHo o Guideline on summary of
product characteristics (SmPC) (2-i1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxHbOl Mexki 95 % poBipuoro iHnTepBany Ajsg 0 ABUII 3 ypaXyBaHHIM
KiJTbKOCTi y4YaCHUKIB, IKi IpuiiManu TiKapCcbKui 3acib ApKOKciﬂ®, B aHaJi3i ganux III
das3u, 06’egHaHUX 3a M03010 i mokKa3aHHIM (n=15470).

5 lNnepuyTnuBiCTh BKIIIOYAE IIOHATTA: ajleprisgd, MeguKaMeHTO3Ha ajiepris,
MeOUKaMeHTO3Ha rinepuyyTIuBICTh, IIepyYyTInUBICTh, TilIepUYyTIUBICTh HEYTOYHEHA,
peaxilis rinep4uyTaIuBOCTi 1 HEYyTOYHEHa ajlepriq.

e 3a pe3ynbTaTaMU aHaji3y TPUBaJINX, KOHTPOJIbOBAHUX 3a JOIIOMOT00 miaiebo i
aKTHUBHOTO ITpelapaTy MOPiBHAHHS KJIIHIYHUX OOCIIiIXKEeHb, CeJIEKTUBHI iHTiOiTOpH
LIOI'-2 6ynu moB’si3aHi 3i 30iMbIIIEHHAM PU3UKY BUHUKHEHHST CEPUO3HUX
apTepianbHUX TPOMOOTHUYHUX MIOMiN, BKIIIOYao4u iHpapKT MioKapaa Ta iHCYJIbT.
Ba3yrouuch Ha HaABHUX JaHUX, MaJIOMMOBIpHO, 1110 30iblIeHHSA a0COIIOTHOT O
PHU3UKYy BUHUKHEHHS TaKUX SABUILI nepeBUIIUTh 1 % Ha pik (HedyacTo).

[Tpu 3actocyBanHi HIT3I1 moBigomMsanocs Mpo TakKi cepiio3Hi MO0iYHiI peakiiii:
He(pPOTOKCUYHICTD, BKITIOYAIOYH iHTePCTUIliaTbHUN HePPUT i HeHPOTUUHUN CUHIPOM,
TOMY He MOKHa BUKJIIOYATH IX BUHUKHEHHS IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

38imys8aHHA npo ni0o3prosaHi nobiuHi peakuii

BaxxnuBo 3BiTyBaTH mpo migo3pioBaHi MoOiUHi peakiril Imicjisg peecTpaliil TiKapChbKOTro
3aco0y. Lle mae 3mMory i HafaJjli KOHTPOJIIOBATH CIIiBBiHHOIIEHHS KOPUCTh/PU3UK IPHU
3aCTOCyBaHHI JTikapchKoro 3aco0y. KBasidikoBaHUX ITpalliBHUKIB y raay3i 0XopoHHU
37I0POB’SI MTPOCSTH IMTOBIAOMJISITH IIPO BCi Iimo3pioBaHi moOiYHI peakilii.

TepMiH npHIaTHOCTI

3 poku. He 3acToCcoByBaTH micjisA 3aKiHYEHHS TEPMIiHY IIPUOATHOCTI, 3a3HAYEHOTO Ha
YIIaKOBIIi.

VYMoBHM 30epiranas

30epiraTtu B OpuUTiHanbHil yaKoBIli mpu TeMrepaTypi He Buile 30 °C B HEIOCTYITHOMY
OJIs OiTeW MicCIii.

YnaxkoBKa

[To 7 TabneTok y GinicTepi, mo 4 6sicTepu B KapTOHHiM KOPOOIIi.



KaTeropist Biagnnycky

3a penemnTomMm.

BupooHuK

Mepk apn i Joym B.B., Higepnauou / Merck Sharp & Dohme B.V., the Netherlands.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

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

[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aC00iB YKpalHH.
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