Ckian

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

00onNoMIdJiICHI pedo8UHU: KaJblliio rimpodocdaT 6e3BoOHNN, IIETI0I03a
MIKpOKpUCTaJliyHa, HaTPito KpocKapMejio3a, MarHito creapar;

ob6onoHKa TabneTku: 6apBHUK Omnagpan® II cunbo-3enenunt 39K11526 (mis
no3yBaHHs 30 mr), Onagpau® II 3emernunit 39K11520 (gnna go3yBaHHA 60 Mr),
Onagpau® II 6inuit 39K18305 (gnsa go3lyBauusa 90 mr), Onagpau® II 3eneHuu
39K11529 (gnsa po3yBauusa 120 Mr), Bick KapHayOChKH;

ckiapg 6apBHUKa Omagpar® II curbo-3eneHuit 39K11526, Onagpau® II 3eneHuit
39K11520, Onagpau® II 3enenuun 39K11529: makTo3a, MOHOrigpaT; rinpoMeno3a;
tuTany miokcurn (E 171); tpuauetun; inourokapmis (E 132); 3anmiza okcupn xkoBTuii (E
172);

cknapn 6apBHUKa Onagpau® II 6inuit 39K18305: nakTo3a, MOHOTIApaT; TillpoMesio3a;
TuTany giokcurp (E 171); TpuaneTuH.

JIikapcbKa ¢dpopMma

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

Tabnetku mo 90 Mr: gBoOnyKIIi TabeTKu s1071yKonomiOHO1 popMU, BKPUTI IIIiBKOBOIO
000JI0HKOIO 0iJI0T0 KOJILOPY, 3 rpaBipyBaHHAM <202> 3 ogHOTr0o 60Ky Ta <ARCOXIA
90> 3 igmoro.

dapMaKoTepalleBTHYHA Irpyna

HecTtepoigHi mpoTu3arnasbHi Ta IpoTUpeBMaTH4YHi npenapaTtu. Kokcubu. Kog ATX
MO1A HOS5.

®dapMmakoguHaMiKa

MexaHism 0ii

ETopukokcub € riepoparibHUM CEJIeKTUBHUM iHTiOiTOPpOM IMKIoOKcUureHasu-2 (110I-2)
Y MeXaXx KJIIHIYHOTO Oiara3oHy OO03.



Y xopi kniHIYHUX PapMaKOIOTiYHUX OOCIiOXKeHb JIiKapChKuil 3aci6 APKOKCisi®
mo3o03aJsiexxHo iHridyeas LIOI'-2 6e3 inrioyBanHst LIOI'-1 pu 3acTOCyBaHHi y mo3ax oo
150 mr Ha mo6y. ETopukokcub He iHriOye CMHTEe3 IIpOoCTarjlaHOUHIB IUTyHKa Ta He
BILIMBA€ Ha QYHKITi}0 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.

E¢dexkmusHicmb

Y nanieHTiB 3 0CTE0APTPUTOM €TOPUKOKCHO y m03i 60 Mr 1 pa3 Ha go0Oy 3HAYHO
MMOKpally€e CTaH IIpu 00JIIX Ta OLIHKY MalliEHTa II0J0 CTaHy 3axBopioBaHHS. Li
TMO3UTHBHI e(PeKTU crocTepiramucs BxKe Ha OPYTUM OeHb JIiKyBaHHS i 30epiramucs
IIPOTSITOM IlepioAy mo 52 THUXKHIB. Y X0o[i JHoCigXKeHb i3 3aCTOCyBaHHSIM €TOPUKOKCUOY
B mo3i 30 Mr 1 pa3 Ha mo0y eheKTHUBHICTh IILOTO IIpeNapaTy nepeBuUlllyBasa mnnamedo
OpoTsaroM 12 THMKHIB JIIKyBaHHS (BUKOPHUCTOBYBAJIMCS OLIIHKH, III0 3aCTOCOBYBA/IUCS B
iHIIMX gociimkeHHsX). [1im yac gocmimKeHHs migdopy Oo3u eTOPUKOKCUO y mo3i 60 Mr
OEMOHCTPYBaB 3HA4YHO OiNIbII BUpaXKeHe MOKpalleHHs, HiXK B 7o3i 30 Mr, BiTHOCHO yCix
3 OCHOBHUX KIHITEBUX TOYOK IIiCJIg 6 TUKHIB JIiKyBaHHs. 3acTOoCyBaHHA fo3u 30 Mr
IIpU OCTE0apPTPUTLI KUCTiI HEe BUBYAJIOCH.

Y nanieHTiB 3 peBMaTOIOHUM apTPUTOM eTOPUKOKCHO y mo3i 60 mr ta 90 Mmr 1 pa3 Ha
noOy 3HAYHO ITOKpalllyBaB CTaH CTOCOBHO BUPaXKeHOCTi 00JI10, 3amajieHHs, a TaKOXK
PYXJIMBOCTI. Y X0Ai mociigzKeHb 3 OuiHKM 703 60 Mr Ta 90 MI 11O3UTUBHI ePeKTH
30epiranucs npoTaroMm 12-TUKHEBOTO IIepioay JiKyBaHHSA. Y XOMOil HOCHIAXKEHHS 3
omiHkm Ao3u 60 Mr mopiBHsSIHO 3 703010 90 Mr, oOuaBa MO3yBaHHS €TOPUKOKCUOY - 60
Mr 1 pa3 Ha o6y Ta 90 mr 1 pa3 Ha goOy - Oynu 6inbIill edeKTUBHI HiX I1ane6o. [Jo3a
90 mr Oyna edeKTuBHiIIa, HixK go3a 60 MTr BiIIOBiZHO A0 MeTOAY 3arajibHOl OILiHKHU
6omro nanienTiB (0-100 MM Bi3ya/lbHa aHAJIOTOBa IIKajia), 3 CEPeOHiM ITOKpPaIleHHIM -
2,71 MM (95 % IOI:

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

Y mailieHTiB 3 HanmagaMu T'OCTPOT0 IMOJArPUYHOr0 apTPUTY €TOPUKOKCUO y mo3i 120 mr
1 pa3 Ha moOy nipotsaroM 8 gHiB mosneruryBas 6iyib y cyrinob6ax cepemHboro Ta TAXKKOTO
CTYIIEHS Ta 3alaJieHHs IMOPiBHSAHO 3 iHmoMeTalnuHoM y m0o3i 50 Mr 3 pa3u Ha mo0y.
3MeHIIIeHHS BUPaXKeHOCTi O0JII0 CIIOCTEPITaEThCS BXKe Yepe3 4 TOOUHU MiCid IoYaTKy



JIIKyBaHHS.

Y nanieHTiB i3 aHKIIO3YI0UMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pas Ha moly
3abe3meuye 3HaYHe MOKpallleHHs npu 000 v XpeOTi, 3amnasneHHi, oOMexkeHHi pyxiB, a
TaKOXK MOKpaIllye GyHKIIOHaAIbHY 3maTHiCTh. KniHiuHI TepeBaru eTOpuKoOKCcuoy
CIIOCTepiranucs Ha APYTruy OeHb MiC/ig IoYaTKy Teparril i 30epiranucs ynmpogoBx 52-
TUXKHEBOT'O IepioAy JIiKyBaHHA. Y X0l OPyroro OOCIiAXKeHHs 3 OLiHKU Ao3u 60 Mr
MopiBHSIHO 3 003010 90 MT, eTopuKOKcuO y mo3i 60 mr 1 pas Ha moOy Ta 90 mr 1 pa3 Ha
no0y ITPOOEeMOHCTPYBaB CX0XKY e(DeKTUBHICTh MOPiIBHSAHO 3 HanpokceHoMm 1000 mr
IIIOJEeHHO. Y MallieHTiB, 1[0 He IeMOHCTPYBaJii afeKBaTHOI BiANOBiai mixg gyac
3aCTOCyBaHHA 003U 60 MI IIOOEHHO IIPOTATOM 6 THUXKHIB, MiABUILEHHS 03U A0 90 Mr
IIIOJEeHHO ITOKpallyBaIo OL[iHKY iHTEeHCUBHOCTI 000 y crimHi (0-100 MM BidyasibHa
aHaJIoroBa IlIKajia) IIOPIBHSAHO 3 IPOAOBXKEHHAM IIpuiioMy 60 Mr m10feHHO, 3 CepenHiM
nokpaineHHsaM -2,70 mMm (95 % [1: -4,88 MM, -0,52 Mm).

[Tig vac KiHIYHOTO JOCTiAXKEeHHS HicsonepalliiHoro 3y0HOTro 00J1I0 eTOPUKOKCUD Y
mo3i 90 mr 3acTocoByBaBcs 1 pa3 Ha go0Oy OO0 TPhOX OHIB. Y MiArpyIi naiieHTiB 3
MMOMipHUM 00OJIEM B ITOYAaTKOBOMY CTaHi eTOPUKOKCHUO y m03i 90 MI meMOHCTpyBaB
3Hebomoouni eekT, momiOHUM A0 Takoro B ibynpodeny 600 mr (16,11 mpotu 16,39;
P=0,722), i nepeBuiysas epeKT mapaieramony/kKogeiny 600 mr/60 mr (11,00;
P<0,001) i mnamne6o (6,84; P<0,001), 1110 BU3HAYAJIOCA 3a IIOKA3HUKOM IIOBHOTO
noneriieHHs: 6oio yepes3 6 rogur (TOPARG). KinbKicTh mallieHTiB, SKi OBimOMIIsSIIN
ITPO 3aCTOCYBaHHS MpellapaTiB eKCTPeHOTro 3HeO0IeHHS MPOTATroM 24 TOOWH, CKilaja
40,8 % y rpymi 3acTocyBaHHSA eTopukokcudy 90 mr, 25,5 % y rpy1i 3acTocyBaHHS
ioynmpodeny 600 Mr KoxkHi 6 roguH i 46,7 % y rpyni 3acTocyBaHHS
napameTtamoiy/komeiny 600 mr/60 Mr KOKHi 6 TOOUH IMOPiBHSHO 3 76,2 % IMalli€HTiB,
sIKi Tpu¥Manu 1aiedo. Y 1boMy OOCIIiIXKeHHi IToYaTOK aHaAre3uBHOI Oil (BimuyTHe
nosnermieHHs 605110) 90 Mr eTOPUKOKCUOY CITOCTepiranocs BxkKe yepes3 28 XBUJIMH ITiCIA
IpUKXOMY IIpernapary.

Fesneka

MixkHapoaHa AOCIimHUIIbKA ITporpaMa TPUBAJIOr0 3aCTOCYBAaHHS €TOPUKOKCUOY i
nuknodeHaky npu aptputi (MEDAL)

[Tporpama MEDAL 6yra mpoCIeKTUBHO PO3P00JIeHOI0 IPOrpaMolo BimHOCHO
pe3ynbTaTiB 11040 6e3meKu 3 00Ky CeplLieBO-CyOUHHOI CUCTEMU, OTPUMAaHUX 3a
00’egHAaHUMH OTaHUMU TPHOX PAaHOOMi30BaHUX, ITOOBIMHO CIIIMNX, KOHTPOJILOBAHUX
aKTHBHUM IpernapaToM NOPiBHAHHSA gociaimxeHb (mocaigxkenus MEDAL, EDGE 1T i
EDGE).

Y mocnimxenni MEDAL, 1o Oy0 HampaBJjieHe Ha BU3HAYEHHS BIJIMBY Ha CEPIIEBO-
CyouHHY cucteMy, Opanu ydacTtb 17804 marienTu 3 octeoaptputom (OA) i 5700 — 3



peBMaToigHUM apTpuToM (PA), siKi 3aCcTOCOBYBajiu eTOPUKOKCUO y mo3i 60 mr (OA) um
90 mr (OA i PA) abo nuknodeHak y mo3i 150 Mr Ha moOy npoTsaroMm B cepenuHbomy 20,3
Micsansa (MakcuManbHO — 42,3 Micans, MefiaHa — 21,3 micsiis). Y boMy OOCITiOXKeHH]
Oynu 3adikcoBaHi TiIbKY CepHO3Hi 1T00iIYHI peakllil i TPpUNTMHEHHS TPUHUOMY
nmpernapaTy BHACIiOOK BUHUKHEHHS OyOb-IKHUX ITOOIYHUX peaklliid.

Y xopi gocnigxens EDGE i EDGE II mopiBHIOBa/Iu UIJIyHKOBO-KUIIIKOBY II€PEHOCUMICTh
eTopukokcuOy i muknodenaky. ¥ nmocnimxxenni EDGE 6panu yuyacTts 7111 marieHTis 3
OA, siki oTpuMyBanu eTopukokcub y go3i 90 mr Ha moby (y 1,5 pa3a Buiie
peKoOMeHA0BaHol fHo3u s nikyBaHHs OA), abo guknodeHak y mo3i 150 mr Ha goOy
IpoTATOoM B cepegHboMy 9,1 micansa (MakcumyMm — 16,6 micsansa, memiada — 11,4
micsaus). ¥ nocnigxkerHi EDGE II 0panu ygacts 4086 nanienTiB 3 PA, sgKi oTpuMyBanu
JIIKyBaHHSI €eTOPUKOKCHUO0M y mo3i 90 Mr Ha moby abo mukinodeHakoM y mo3i 150 mMr Ha
noOy IMpoTsAroM B cepengHboMy 19,2 micsms (Mmakcumym — 33,1 micsiiis, meniaHa — 24
MIiCSIIi).

Y o6’epuaniit nporpami MEDAL 6panu ydacts 34701 martieHnT 3 OA i PA, aki
OTpPUMYBaJIU JIiKyBaHHS YIIPOOOBXK Iepiony B cepegHbomy 17,9 Mmicsdisg (MaKCUMyM —
42,3 micsaus, memiada — 16,3 micsus); npubnusro 12800 nalieHTiB oTpuMyBanu
JIiIKyBaHHSA MOHaA 24 Micsili. Y mallieHTiB, 3apeecTpoBaHUX y 1K mporpami, 6ynu pi3Hi
MOYaTKOBI YNHHUKU PU3UKY CTOCOBHO CEPIEBO-CYOUHHOL CUCTEMU i IIIYyHKOBO-
KuimkoBoro Tpakty (IIKT). IlamieHTH 3 HEIogaBHO IepeHeCeHUM iHpapKTOM
MiOKap[a, aOPTOKOPOHAapPHUM IIYHTYBaHHSAM ab0 4epe3NIKipHOI0 KOPOHAPHOI0
aQHTIOIJTaCTUKOIO YITPOAOBXK 6 MiCsIliB 0 peecTpallil B JOCIiaKeHHi O0yu BUKTIOYEHI 3
OOCIiAXKeHHs. Y mochimXKeHHsaX 0yI0 J03BOJIEHO 3aCTOCYBaHHS TaCTPOIIPOTEKTOPHUX
IIpelapariB i alleTUJICaIiUIOBOl KUCIOTH Y HU3BKUX 03aX.

3aeanvHa 6e3neka

He Oymno cyTTeBUX BiOMiHHOCTEM Y 4aCTOTi TPOMOOTHYHUX CEPIIEBO-CYOUHHUX
YCKJIaJHEeHb IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY i guknodeHaky. KapmiopeHanbHi
mo0iyHi peakil yacTillle CIOCTepirajJucs Npu 3aCTOCYBaHHI eTOPUKOKCUOY, HixK
ouknodeHaky; e epekt OyB m0303aIeKHUM (OeTalbHO IIPO Pe3yIbTaTU OUB.
Huxd4e). [1o6iuHi peaknii 3 60oky IIIKT i neuinku BUHMKaIU 3HAYHO YacCTillle Ipu
3acTOCyBaHHi guKiIodpeHaKy, Hizk eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITOOiYHUX
peaxkiiti B gocaimkenHsx EDGE i EDGE II, a Takox mo0iuHUX peakiliii, 110
PO3TIIsAmanucs IK cepio3Hi abo Taki, 110 MPU3BOOATHL A0 BiAMiHU mpenapary B
pocrnigkenHi MEDAL, Oyrna BUILOIO IIPY 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK
OuKIIo(peHaKy.

besneka 8i0HOCHO cepueso-cCyOuHHOI cucmemu



YacToTa mifTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX CEPUO3HUX IMOOIYHUX
peaxirii (BKJII04Yalo4yM peakiiil 3 00Ky ceplis, epedpoBacKyIsIpHi peakirii i peakirii 3
00Ky nepudepuyHUX CyouH) Oysa IIOPiBHIHHOI ¥ eTOPUKOKCHOY i muknodeHaky (maHi
mimcyMmoBaHo B Tabnuili 1). He 6ysio cyTTEBUX BiZMiHHOCTEM B ITOKa3HUKAX YaCTOTHU
TPOMOOTHUYHUX YCKIaJHEHD IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY i AUKIOpeHaKy B yCix
IIpoaHali30BaHUX HiATrpyIlax, BKJIIOYAKOYU IAli€HTIB i3 KapOioBaCKyJIAPHUM PU3UKOM.
[Ipu oKpeMoOMy PO3TIALl BITHOCHUM PU3UK BUHUKHEHHS HiATBEPOXKEHUX CEPUO3HUX
TPOMOOTHYHUX IMOOIYHUX peaklliii 3 60Ky ceplLeBO-CYIUHHOL CUCTEMU IIPHU
3acTOCyBaHHi eTOpUKOKCUOY B go3i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB
OOHAKOBUM.

Tab6mumga 1

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

ETopukokcub|JuknobheHak

IlopiBHAHHS
(N=16819) |(N=16483) | P

MixX
25836 24766 rpymnamu
IIalli€eHTo- TIAIliEHTO- JiKyBaHHS

YcknamHeHHS | pokiB POKiB

BimHOCHUM
ITokasurukt |[I[Ioka3sHUKT

PU3UK
95 % I 95 % I
( o OI) ( o OI) (95 % IIT)

[TinTBepOKeHi cepiio3Hi TpoMOOTHYHI MOOiIUHI
peakxirii 3 60Ky cepIlieBO-CyIUHHOI CUCTEMHU

3a 1,24 (1,11, |1,30(1,17; |0,95(0,81;
mpoTokosiom |1,38) 1,45) 1,11)

3a Hamipom |1,25 (1,14; 1,19 (1,08; | 1,05 (0,93;
mikyBatucs |1,36) 1,30) 1,19)
[TinTBepaKeHi yCKIagHeHHS 3 00Ky cepls

3a 0,71 (0,61; 0,78 (0,68; |0,90 (0,74;
npoTtokosom (0,82) 0,90) 1,10)




3a HaMipoM
JIiKyBaTHUCS

0,69 (0,61;
0,78)

0,70 (0,62;
0,79)

0,99 (0,84;
1,17)

[TinTBepaKeHi 1epeOdpoBacKyJIAPHiI YCKIagHEHHS

3a 0,34 (0,28; 0,32 (0,25; |1,08 (0,80;
npoTtokosgom (0,42) 0,40) 1,46)
3a HaMipoMm
. 0,33 (0,28; |0,29(0,24; 1,12 (0,87;
JIIKyBaTHUCSH
0,39) 0,35) 1,44)

[TinTBepaKeHi yCKIagHeHHS 3 00Ky nepudeprudyHux

CYyOUuH
3a 0,20 (0,15; 0,22 (0,17; (0,92 (0,63;
npoTtokosgom (0,27) 0,29) 1,35)
3a mamipom (0,24 (0,20; 10,23 (0,18; 1,08 (0,81;
mikyBatucsa |0,30) 0,28) 1,44)

tYcknapuens Ha 100 nauieHTo-poKiB; I - moBipYuM iHTEpBaIl.
N - 3araspHa KiJIbKiCTh IAIli€HTIB Y MOMYJIALil 3a IIPOTOKOJIOM.

3a IpPOTOKOJIOM: YCi yCKIaOHEHHS ITiJl Yac OOCimXKyBaHOoI Teparril abo nporsarom 14
OHIB micns 11 TpUNIMHEHHS (3a BUHSITKOM IIAlli€HTIB, SKi mpuiiHanu <75 %
OOCIiAXKyBaHOTO IpernapaTy abo mpuiiManyd HeOOoCHiaKyBaHi HeCTepOoigHi
nporu3anasnbHi npenapatu >10 % Bcvoro nepiony).

3a HaMipoM JIiKyBaTUCH: BCi IMiATBEPOXKEHI YCKIagHEHHS 00 3aKiHYeHHS JOCIiAXKEeHHS
(y T. 4. y TIAlIi€EHTIB, SKi MOTJIM 3a3HaTH BTPYy4YaHHS, He OB’ I3aHOTO 3 HOCIIAKEHHSIM,
3 MOJAJIbIINM IIPUIIMHEHHSIM IPUKXOMY OOCIIAKYBaHOTO IIpelapary). 3arajibHa
KiTbKiCTh paHAOMi30BaHUX MallieHTiB: 17412 y rpymi eTopukokcudy i 17289 y rpymi
oukKinopeHaKy.

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

KapodiopeHanavHi yCKAaOHEHHA

[MTpubnusuo 50 % malieHTiB, IpUUHATUX V gociaigxkeHHsas MEDAL, manu apTepianbHy
rinepTeH3iio B aHaMHe31l Ha [109aTKOBOMY eTarlli. Y [IbOMY OOCIIIAXKEHH]I 4YacToTa
MTPUITMHEHHS TiKyBaHHS YHACIIIHOK BUHUKHEHHS NMOOIiYHUX peakiIlili, OB’ I3aHuX i3
apTepianpHOIO TinepTeH3ielo, OyJjla CTaTUCTUYHO 3HAUHO BUIIOIO y T'PYIIi 3aCTOCYBaHHA



eTOPUKOKCcHuOYy, HiXK y rpy1i nukinodeHaky. HacToTa Takol moOivHOl peakilii, SK
3acCTiliHa cepileBa HEJOCTATHICTh (IPUIIMHEHHS IPUKOMY IIpenapaTy i cepio3Hi
peakxirii), Oyma aHaJOTiYHOIO K IIPU IIPUMOMi eTOPUKOKCcuOy 60 Mr, Tak i mpu npuiiomMi
nuknodeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS LIUX peakilii Oyia BUIIOI0 IIPHU
npuiioMi eTopukKokcruby 90 Mr mopiBHSAHO 3 OukKimodpeHakoM 150 Mr (CTaTUCTUYHO
3HauyIlla Pi3HUIS IIPU MpUoMi eTopuKokcuOy 90 mr mopiBHSHO 3 150 MT
nukinodeHaky B rpymni OA MEDAL). YacToTa nigTBepaKeHUX MoOiYHUX peakllii,
IIOB’sI3aHUX i3 3aCTiHOIO CEPIIeBOI0 HENOCTaTHICTIO (IBHUIla, 1110 OY/IU CEPUO3HUMU i
BHMaraau rociitanisailil abo HeBigKIagHol gormoMoru), 6yjia He3HaYHO BUILOIO ITPHU
MIPUIOMi eTOPUKOKCHOY MOPiBHSIHO 3 ITpuiioMoM nukinodeHaky 150 Mmr, i et epekT
3ajiexkaB Bifl 403u. YacToTa IPUNUHEHH JIiKyBaHHS YHAC/IiIOK BUHUKHEHHS ITO0OIiYHUX
peaxiiiii, moB’ss3aHuX 3 HaOpsgKaMu, Oya 3HAYHO BUIIOIO ITPU TPUNOMi eTOPUKOKCUOY
MOPiBHAHO 3 IpuiioMoM gukinodeHaky 150 mr, i ner edekT 3ajekaB Bif HO3U
(cTaTUCTUYHO 3HAUYyIlla Pi3HUIS ITPU IPUKoOMi eTOpuKoKcuOy 90 Mr, ane He
eTOPUKOKCcuoy 60 mr).

KapodiopeHanavHi pe3dyabmamu, ompumaHi 8 docaiddxiceHHsax EDGE i EDGE II,
gionoegidaau daHuM, npo sKi nogidomasnocs 8 docaidxnceHHi MEDAL

B okpemux mocnimxkenHsax rmporpamMu MEDAL abcomioTHa 4acTOTa NPUITMHEHHS
JIiIKyBaHHSA B OyIb-KiMl rpymni niKyBaHHS eTOpuKoKcu6om (60 mr a6o 90 Mr) ctaHOBUIIA
oo 2,6 % mpu apTepianbHiM rineprensii, mo 1,9 % npu Habpskax igo 1,1 % npu
3aCTiMHIN cepleBid HeJOCTAaTHOCTI, IPU IbOMY BHILla YaCTOTa BiAMiHM IIpelapaTry
cIiocTepirasnacs y pasi npuiiomy eTopukokcuOy 90 mr, Hixk 60 Mmr.

Pe3yavmamu wayHKOBO-KUWKOB0OI nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHIINH ITOKA3HUK BiMiHU IIpenapaTy BHACIiITOK BUHUKHEHHS OyOb-IKOTO
KJTiHidHOTO ycKnagHeHHs 3 00ky IIIKT (Hanpuknazn gucnerncii, abgominanbHOro 607110,
BUPAa3KHU) CIIOCTEPiraBcs MPU 3aCTOCYBaHHI eTOPUKOKCHUOY, HiXK AUKIIOdeHaKy, B
KOXHOMY 3 TPhOX OOCIifXKeHb nporpamu MEDAL. [Toka3HUKY BiIMiHM IIpernapaTy
BHACIiAOK KiiHiYHUX peakiit 3 60Ky LIKT Ha 100 maifieHTO-pOKiB 3a BeCh Iepiof
OociiaKeHHs Oynu TakuMu: 3,23 O eTOPUKOKcuoy i 4,96 mns gukinodeHaky B
pocnigxxenHni MEDAL; 9,12 gnsa eTopukokcu6y i 12,28 gnsa nuknodeHaky B
nocnigxenHi EDGE; 3,71 gnsa etopukokcu06y i 4,81 nns guknodeHaky B OOCHTiOXKeHHI
EDGE II.

Pesyavmamu npoepamu MEDAL w000 6e3neku 0as IIIKT

3aramnbHi peakiiil 3 60Ky BepxHboro Bigminy IIIKT O6ynu Bu3HadeHi Sk nepdopariiii,
BUpa3Ku i KpoBoTedi. ITigrpymna 3araabHux peakiiii 3 60Ky BepxHboro Bigminy KT,
sIKi BBaXKaJIMCs YCKIaJAHEeHNMHU, BKJIIo4asa rmepdopailii, o0CTpyKIlil i yCKnagHeHi
KPOBOTeUi; MiATrpyIa 3arajibHUX peakiii 3 60Ky Bepxuboro Bigminy IIIKT, ski



BBaXaJlMCs HEeyCKJIaJHEeHUMHU, BKJIl0OYajla HeyCKJIafHeHl KpOBOTeYi 1 HeyCKIagHeH]
BHUPA3KW. 3HAYHO MEHIIINY ITOKAa3HUK YaCTOTU 3arajlbHUX Peaklliil 3 00Ky BEPXHixX
BipminiB IIIKT crocTepiraBcs mpu 3aCTOCyBaHHiI eTOPUKOKCUOY, HixK nukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €TOPUKOKCUOOM i fUKIIOpeHaKOoM 100 MOKa3HUKa
4aCTOTHU YCKJIaJHEHUX peakuii. [ Digrpynu TaKuxX peakilii, SK KpoBoTeda y
BepxuboMmy Biggini IIIKT (06’egHaHi ycknagHeHi i HeycKknagHeHi), He OynI0 CyTTEBOL
BiIMiHHOCTI Mix eTOopuKOoKcuOOM i mukimopeHakoM. [TepeBara eTOPpUKOKCUOY IIOI0
BIUTMBY Ha BepxHi# Bigmin IIIKT nmopiBHsIHO 3 muKi1odpeHakKoM He Oyjla CTaTUCTUYHO
3HAQUYIIO0 Yy MAallleHTiB, 1[0 OJHOYAaCHO 3aCTOCOBYIOTh aCIIipUH B HU3BKUX 038X
(mpubnu3Ho 33 % IallieHTiB).

IToka3Huk dyacTtotu Ha 100 maiieHTOo-pOKiB IMiATBEPAXKEHUX YCKIIaQHEHUX 1
HeyCKJIaJHEeHUX KITIHIYHUX peakiii 3 60Ky BepxHboro Bigminy IIKT (mepdoparrii,
BUpa3Ku i kpoBoTeui) cranoBus 0,67 (95 % [I1 0,57, 0,77) npu npuiioMi eTOPUKOKCUOY
10,97 (95 % 11 0,85, 1,10) npu nipuiioMi guKinodpeHaKy, Ipyd bOMY BiTHOCHUU PU3UK
crarosusB 0,69 (95 % OI 0,57, 0,83).

Bu3HauaBcs MOKa3HUK YaCTOTHU IMiATBEPHOXKEHUX peakiliil 3 00Ky BEPXHbOTO Bigmimy
I[IKT y mariieHTiB NiTHLOTO BiKYy; Halbinbllle 3HUXKEHHS CIIOCTEPIrasocs y IalliEeHTiB
BikoMm =75 pokiB (1,35 [95 % [I 0,94, 1,87] peakiiiti Ha 100 maIlieHTiB-pOKiB Ipu
mpuiioMi eTopukokcuby nopiBHsiHO 3 2,78 [95 % [I 2,14, 3,56] npu nputiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPAXKEHUX KITiHIYHUX peakllii 3 00Ky HUXKHBOTO BiIginy
IKT (mmepdopailids TOHKOTO ab0 TOBCTOTO KUIIIEYHUKY, OOCTPYKIisi abo KpoBOoTeUa)
CTAaTUCTHUYHO He BiIPi3HSIINCS IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY i OUKIOhEeHaKY.

Pesyabvmamu npoepamu MEDAL w000 6e3neKu 015 nediHKu

ETopukokcu6 OyB acoIliioBaHUM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BimMiHU
ImperapaTy YHaACHIimOK BUHUKHEHHS MOOIYHUX peakiliii 3 00Ky IeYiHKM, Hixk
nuknodpeHak. Y o6’equani nmporpami MEDAL 0,3 % mailieHTiB, 1110 3aCTOCOBYBaJIx
€TOPUKOKCUO, i 2,7 % mallieHTiB, III0 3aCTOCOBYBa/Id OUKIOPEeHaK, MPUIUHUIIN
3aCTOCYBaHHS ITpernapaTy BHACIITOK BUHUKHEHHS IMOOIiYHUX peakiliti 3 00Ky MediHKU.
[Toka3uuk Ha 100 maiieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHi eTOPUKOKCHUOY i
1,84 npu 3acTocyBaHHI gfuKinodeHaKy (p-3HaueHHs O0yno < 0,001 mist eTOPpUKOKCUOY
MopiBHSAHO 3 muKIodpeHakoM). [Ipote B mporpami MEDAL GinpiuricTe moOiYHUX peakIii
3 OOKYy NediHKu Oy HeCepuo3HUMU.

Ilooamkoei 0aHi 3 6be3neKku 014 cepueso-cyOuUHHOI cucmemu wW,000 mpomMbOMuUYHUX
VYCK/A1aOHEeHb



Y xopni KiniHIYHUX OOCIiAXKEeHb, 3a BUHITKOM HOCIigXeHb nporpamMu MEDAL,
npubnau3Ho 3100 mallieHTiB OTpUMYBaId eTOPUKOKCUO y mo3ax = 60 mMr Ha Oo0y
ynopomoBxK 12 TuKHiB i goBiie. He Oyno 3HauyIoi BigMiHHOCTiI ITOKa3HUKIB
MiATBEPOXKEHUX CEPUO3HUX TPOMOOTHUYHUX CEPLIEBO-CYANHHUX YCKIaHEHD Y
Malli€eHTiB, SIKi IpUManu eTOPUKOKCUO y mo3i = 60 mr, rnanebo abo inmri HIT3II (3a
BUHSITKOM HaAIlIPOKCeHY). [IpoTe yacToTa TaKuX peakiliii Oyna BUIIOIO Y MAIliEHTIB, SKi
OTPUMYBaJId €TOPUKOKCUO, ITIOPIiBHSIHO 3 TUMH, XTO OTPUMYBaB HallpokceH y go3i 500
MT 2 pa3u Ha mo0y. BigMiHHICTE aHTUTPOMOOTHYHOI aKTUBHOCTI Mix messkumu HIT3II,
1o iHrioytoTs LIOT'-1, i cenekTuBHuMU iHTi6iTopamu 1IOI'-2 Moxke OyTH KITiHIiYHO
3HAYYIIOIO Yy MalliEHTiB IPyNHd PU3UKY BUHUKHEHHS TPOMO0eMOOIiYHUX YCKIIaOHEHb.
CenektusHi iHribiTopu LIOI'-2 3HUKYIOTH YTBOPEHHS CUCTEMHOTO (i TOMY, MOZKJIMBO,
eHOO0TelliaIbHOT0) IIPOCTAlUKITIHY 0€e3 BIJIMBY Ha TPOMOOITUTAaPHUMN TPOMOOKCAH.
KriniuHe 3Ha4YeHHSA [TUX OAHUX HEBioOMe.

ITooamkoaei 0aHi w000 6e3nexku 0as IIIKT

ITig yac gBox 12-THzXHEBUX HOABIMHO CJIININX €HOOCKOIIIYHUX OOCIIiI>KeHb
KyMyJIITUBHA 4YaCTOTa BUHUKHEHHS raCTPOOyodeHaIbHUX BUPa30K Oyjia 3HaYHO
HMKYOI0 y MaIliEHTIB, Ki OTPUMYyBaJu JIiKyBaHHS eTOPUKOKCcuOoM y 1o3i 120 mr 1 pas
Ha moOy, HiXK y IallieHTiB, sIKi OTPUMYyBaJIM NiKyBaHHS HallPOKCEHOM y mo3i 500 mr 2
pa3u Ha moby abo ibynmpodernoM y mo3i 800 mr 3 pa3u Ha moby. HacToTa BUHUKHEHHS
BHUPAa30K Oyja BUIIOI0 IPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK miaiebo.

IlocaiooceHHA pYyHKUIT HUPOK Y nauieHmi8 AimHb020 8iKY

Y xopni paHgoMi30BaHOT 0, MOABIMHO CJINOTO, IJ1alle00-KOHTPOJILOBAHOTO OOCITiIKEeHHST
3 ITapajeIbHUMU I'PyIIaMH OILiHIOBABCS BIJIUB 15-MeHHOIO JIIKYBaHHS €eTOPUKOKCHOOM
(90 mr), nenekokcudboM (200 mr 2 pa3u Ha goOy), HanpokceHoM (500 Mr 2 pa3u Ha
no0Oy) i mmame6o Ha BUBEOEHHS HATPilO 3 ceuelo, apTepialbHUM TUCK Ta iHII
MMOKa3HUKY (PYHKIII HUPOK Y IalieHTiB Big 60 o 85 pokKiB, 1110 MOTPUMYIOTHCS Oi€TH i3
BMicToM coni 200 MEkB/go0y. ETopukoKcu0, 1ieleKoOKcu0O i HallpoOKCeH MaJjiu IOogiOHuM
BIJIUB Ha BUBEJEHHS HaATPilO 3 Ceyero IIpu 2-TUXKHEBOMY JIIKyBaHHI. YCi aKTUBHI
IIperapaTy MOPiIBHAHHS MOKa3asu IIigBUINEHHS BiMTHOCHO MJjaiedo CUCTOIiYHOT O
apTepiaIbHOTO TUCKY; IIPOTE €TOPUKOKCHUO acoIllifoBaBCs 3i CTAaTUCTUYHO 3HAYYIIINUM
IMigBUIIEHHSIM Ha 14-11 meHb NOPiBHSIHO 3 IIeJIEKOKCHUOOM i HallpOKCEHOM (CcepemHs
3MiHa CHCTOIIYHOTO TUCKY ITOPiBHSHO 3 IOYaTKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT.
CT., Ilel1eKoKcub 2,4 MM PT. CT., HAaIlPOKCeH 3,6 MM PT. CT.).

dapMaKOKiHEeTHKA

Abcopbuis



ETtopukokcub moOpe BCMOKTYETHCS IIPU ITepopabHOMY npuiiomi. AGCOIIOTHA
6iogocTymnHicTh cTaHOBUTHL NpubMu3HO0 100 %. ITicns npuiiomy 120 Mmr 1 pa3 Ha moOy
IO DOCATHEHHs PIBHOBAXXHOI'O CTaHy MaKCHUMaJlbHa KOHIIeHTpallis y ja3Mi KposBi
(cepepgHe reomeTpuyHe 3HaUYeHHSI Cmax=3,6 MKI/MJI) CIIOCTEPIra€ThCs MPUOIIN3HO
yepe3 1 roguny (Tmax) nicns npuriomMy gopociauMu HaTtine. CepenHe reoOMeTpUYHE
3HaueHHs AUCO-24hr ctaHoBuTh 37,8 MKrXroa/mia. Y Mexax KIIIHIYHOTO DO3yBaHHS
dbapmMaKoKiHETHKa €eTOPUKOKCUOY € JTiHiINHOIO.

[Tpu nputiomi npenapaty y mo3i 120 mr mig gac iy (1>ka 3 BUCOKHMM BMiCTOM KUPiB) He
CIIOCTEepiranoch BIJIMBY Ha CTYIIiHb abcop6bi1iii eTopukokcuOy. [IIBuakicTh abcopoOiril
3MiHIOBaach, 10 XapakKTepu3yBasioch 3HUKEeHHAM Cmax Ha 36 % Ta 30ilbIIIeHHSIM
Tmax Ha 2 roguHu. Taki JaHi He PO3rIAgal0ThCA AK KIiHIYHO 3HauyIi. ITig yac
KIiHIYHUX JOCTiAKeHb eTOPUKOKCHUO 3aCTOCOBYBaJIM He3aJIeKHO Bifl mpuiiomMy ixi.

Po3noodin

ETopukokcub npubnusno Ha 92 % 3B’s3yeThCS 3 OiTKaMU I1JITa3MM KPOBi JIIOOUHU 3
KoH1leHTpatniamu Big 0,05 go 5 Mxr/mi. O6’eM po3moginy nIpu piBHOBaXKHOMY CTaHi
(Vdss) crarnoBuTh nipubnu3ro 120 1y JTI0OUHHA.

ETopukokcub IMpoHUKaE yepeal mialleHTapHui 6ap’ep y UIypiB Ta KPOJIiB, a TAaKOXK
yepe3 remaTtoeHedaniyHui 6ap’ep y mypis.

Memaboaizm

ETopukokcub akTUBHO MeTab0i3yeThcsa, MeHIlle 1 % mo3u BUMIMSETHCS i3 cedyelo y
BUTJIAM1 He3MiHeHOTro npemnapaTty. OCHOBHUM HIJIIX MeTabosi3aMy — 11e GopMyBaHHSI
MMOXiAHOl 6'-TiIpOKCUMETHITy IIJIIXOM KaTaiidallil ¢pepmeHTamu nutoxpomy. CYP3A4
crupusie MeTaboi3aMy eTOpuKoKcuOy in vivo. [JocmimxkeHHs in vitro BKa3yloTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHUU
IIJIsIX MeTabos1i3My, ane IX KibKiCHiI XapaKTepHUCTUKN He BUBYAJIUCS in Vivo.

Y mropunu ineHTUdikoBaHo 5 metaboimiTiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCHUJIOBO1 KMCIOTU IEPUBAT €TOPUKOKCHUOY, 1110 YTBOPIOETHCS ITPU ITOAAIbIITi
oKcHupalil noxigHol 6'-rinpokcuMeTtuny. Lli ocHOBHI MeTabo0s1iTH ab0 He BUSABISIOTH
aKTHUBHOCTI, abo € cnaboakTuBHuUMH iHTiGiTOopamMu LIOT'-2. 2KopeH i3 1iux MeTaboIIiTiB
He iHTioye 11OT-1.

BuseoeHHs

[Ticrss pa30BOr0 BHYTPIIITHLOBEHHOT'O BBEIEHHS 3[I0POBUM JOOPOBOJIBIISAM 25 MT
eTOPUKOKCcuOy, MiveHoro papaioizoronomM, 70 % pamioakTUBHOTO mpernapaTy
BHUBOOUTHCA i3 cedero i 20 % — 3 KajioM, TOJIOBHUM UHMHOM Y BUTJISAAI MeTabOIIiTiB.
MeHsuie 2 % BUBOOUTHCS Y BUTISAA1I HE3MIHEHOT O Ipemapary.



BuBeneHHs eTOPUKOKCHUOY BimOyBa€ThC MalKe ITOBHICTIO IIIJITXOM MeTaboJi3mMy 3
ITOaIbIIINM BUBEIEeHHSIM HUPKaMU. PiBHOBaXKHi KOHIIEHTPAllil eTOPUKOKCUOY
OOoCSTaloThCS Yyepe3 7 OHIB Impu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKa3HUKOM KyMYJIsllil IpubIM3HO 2, 10 BiAIOBiga€ mepioy HaniBBUBEOEHHS
npubnu3Ho 22 roauHu. KiipeHc mna3Mu KpOBi ITicasa BHYTPIIITHbOBEHHOT O BBEJEHHS
25 MT pemnapaTty CTaHOBUTH IMpubau3Ho 50 MJ1/XB.

OxkpewMi rpynu malfi€eHTiB

ITauienmu aimHvo2o 8iky. PapMaKOKiHETHKA Y IAlli€HTIB JIITHHOT'O BiKy (BiKOM Bif 65
POKiB) € momi6HO0 M0 hapMaKOKiHETUKU Y MOJIOAIINX ITAIliEHTIB.

Cmamb. PapMaKOKiHETHMKA €TOPUKOKCHUOY € mOAiOHOIO y YOJIOBIKiB Ta XKiHOK.

IMopyweHHsA ¢yHKUil neviHKu. Y TIAIli€EHTiB 3 TeTKUM NOPYLIEeHHAM (QYHKIIil Te4iHKNT
(5—6 OariB 3a mKkanoi Yainma — [1'10) mpu 3acToCyBaHHI eTOPUKOKCUOY B m0o3i 60 mr 1
pa3 Ha moby cepenHiit moka3z3HuK AUC npubnu3Ho Ha 16 % OinbIlnui, HiXK y 3TOPOBUX
mOOPOBOIIBIIB ITPU TAaKOMY K TO3yBaHHI ITperapary. Y IallieHTiB 3 TOMipHUM
nmopyiieHHsaM GyHKIII nedinku (7-9 OaniB 3a mkanoio Yaunma — I1°'10) ipu
3acTOCyBaHHi eTOpUKOKCUOY y mo3i 60 Mr yepe3 goOy cepenHiii mokasHuk AUC OyB
MomiOHMWM IO ITOKa3HUKA y 3M0POBUX MOOPOBOJIBIIIB, sIKi MpuiiMasu mpemnapar y mo3i 60
Mr 1 pa3 Ha o0y IIOeHHO; 3aCTOCYBaHHS eTOPUKOKCcuOy B mo3i 30 Mr 1 pa3 Ha moly
He BUBYAJIOCh y IIi rpy1i nmaiienTiB. Hemae kniHiuHux a60 ¢papMaKOKiHETUYHUX
OaHUX CTOCOBHO MAIliEHTIB 3 TAXKUM IOPYIIeHHIM QyHKIII medinku (=10 6artiB 3a
mkasoo Yaunma — I1'10).

IMopyweHHs ¢yHkuii Hupok. PapMaKOKiHETHUKA Pa30BOl H03U eTOPUKOKCuoy 120 Mr y
MAalli€EHTIB i3 MOMIpHUMHU Ta TAXKKUMU IIOPYIIEHHAMHU (QPYHKIII HUPOK, a TAKOXK Yy
Malli€eHTiB i3 3aXBOPIOBAaHHSIMY HUPOK TEPMiHANIbHOL CTafil, AKUM IIPOBOOATH
reMofiani3, He BiApi3HSAETHCSA 3HAYHUM YHMHOM Bifl papMaKOKIiHETUKHU ¥ 3TOPOBUX
moOpoBomnbiliB. [Ipu reMopianisi mpemapaT Malike He BUBOOUTHCS (KITipeHC miamidy —
npubnu3sHo 50 Mi/xB).

Himu. ®apMaKOKiHETUKa €eTOPUKOKCHUOY B fiTel (BikoM o 12 pokiB) He BUBYasach.

Y xomi mocnigeHb papMakKoOKiHETHUKHY (n=16), 1110 TPOBOAMIIOCH 3@ y4acCTIO IMidIiTKiB
(BikoM Big 12 mo 17 pokiB), dapMakoOKiHeTHKa y HaIli€EHTIB 3 Macoio Tina 40-60 Kr,
SIKUM TIPU3Ha4alau eTOPUKOKCcUO y mo3i 60 mr 1 pa3 Ha moOy, Ta y HalliEHTIB 3 Macoio
Tina Ginbire 60 Kr, SKUM IIpu3Havdanu npenapat y go3i 90 mr 1 pa3 Ha moOy, Oyna
nmonibHo [0 (hapMaKOKiHETUKU Y JOPOCIINX, IKi 3aCTOCOBYBaji ETOPUKOKCUOD Y MO3i
90 mr 1 pa3 Ha mo0y. Be3neka Ta epeKTUBHICTh 3aCTOCYyBaHHS €TOPUKOKCUOY OiTAM HeE
BCTAHOBJIEHI.



IToxa3zaHHA

CuMnToMaTH4YHa Tepallis IPU OCTE0apTPHUTi, pEBMaTOITHOMY apTPHUTi, aHKIJIO3yI094OMYy
CIIOHOUJIITi, @ TAKOK npu OOJII0 i 03HaKaxX 3amajeHHs, MOB’I3aHUX i3 TOCTPUM
IOJarpuYHUM apTPUTOM.

HeTpuBarne nmikyBaHHS IOMipHOTO micasionepalliiHoro 60710, OB’ I3aHOT0 3i
CTOMAaTOJIOTIYHUMHU OllepalisiMu.

PimmtenHs mpo npu3HaveHHs celneKTUBHOrO iHri6iTopy LIOI'-2 MOBUHHO I'PYHTYBaTUCS
Ha OLIHIII BCiX IHOWBIOyabHUX PU3UKIB y Malli€eHTa.

ITporunoka3aHHs

JIikapchKui 3acid ApKOKCiss® mpoTHUTIOKa3aHUM:

e [IPHU TiNepYyTJIMBOCTI A0 Aifo4ol abo Oyab-gKOl JOMOMiKHOI peYOBUHHU IIpenapary;

e ITPW AKTUBHIM MMENTUYHIN BUpPa31li abo aKTUBHIH IIIJTIYHKOBO-KUIIIKOBi# KPOBOTEYi;

e TIAITiEHTAM, Y SIKUX BUHHMKAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJIbHi ITOJTiIH,
AHTiIOHEeBPOTUYHUY HAOPSK, KPOIIMB'dHKa abo iHII anepriuHi peaxiil micms
3aCTOCyYBaHHS alleTujcasinunoBol kucjaotu abo HIT3I1, Bkimtoyatoum iHribiTopu
LIOTI'-2 (1muKJI00OKCUreKcaHa3a-2);

e y IIepiof BariTHOCTI Ta TOOyBaHHA I'PYAOIO;

e IIPU TSIKKUX MOPYHIEHHAX QYHKIIII medinku (anb0yMiH CUMPOBaTKU KPOBi <25 /1
a6o =10 6ariB 3a mkanow Yaunma — [1'10);

e SKIIIO PO3pax0OBaHU HUPKOBUM KIIipeHC KpeaTuHiHy < 30 MII/XB;

e OiTSAM BiKOM 00 16 pPOKiB;

e IIPU 3allaJIbHUX 3aXBOPIOBAHHSIX KUIIIEYHUKY;

e IIPU 3acCTilHiM cepiueBii HegmocTaTHOCTI (NYHA II-1V);

e TTAlliEHTaM 3 apTepiajibHOIO rinepTeH3i€lo, y AKUX IOKa3HUKU apTepialbHOr 0
TUCKY nocCTinHO Buili 3a 140/90 MM pT. CT. Ta HELOCTATHHO KOHTPOJIIOIOTHCS;

e IIPU OiarHOCTOBAHIM illleMiuHili XBOpoOi cepiisi, 3aXBOPIOBAaHHSIX ITepudepuyHux
apTepii Ta/abo 11epeObPOBaCKYIAPHUX 3aXBOPIOBAHHIX.

B3aeMmopisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BUOIH B3a€EMOIIH

dapmMakoguHaMi4YHi B3aEMOil

ITepopaavHi aHmukoazyasiHmu. Y NMalli€eHTiB, CTaH SIKUX cTabini3oBaHUM MMOCTIMHUM
3acTOCyBaHHSM BapdapuHy, IIPUNOM eTOPUKOKCUOY B f0o3i 120 Mr Ha go0Oy
CYIIPOBOOXKYETHCS 30inbIIeHHSAM MPUOIn3HOo Ha 13 % npoTpoMOiHOBOTO 4Yacy
MiKHapOOHOTO HOopMasi3doBaHOro BigHoIIeHHSA (MHB). ToMy B malli€eHTiB, AKi
3aCTOCOBYIOTH IIepOpajibHi aHTUKOAryJIsSHTHU, CJIi[] 4aCTO MePEeBIpsATU ITOKa3HUKUA



npoTpoMbiHoBoro Yacy MHB, ocoGnuBo B IepIlli AHI TpUioMy eTOPUKOKCUOy abo mmpu
3MiHI UOT0 OO3yBaHHS.

Iiypemuku, iH2ibimopu aH2iomeH3UuHnepemaeope8dabHo20 pepmeHmy (AIIP) i
aHmaezoHicmu peuenmopis aHziomeH3uHy II. HecTepoigHi mpoTu3arnasnbHi 3acobu
MOXKYTh OC1abioBaTy e(PeKT OiypeTHKiB Ta iHIINX aHTUTIIePTEeH3UBHUX IIpenaparisB.
Y mesiKux malli€HTIB 3 OPYyLIeHHAM (QYHKIII HUPOK (HalpuKJiah y Malli€eHTiB 3
merimparariiero abo y niTHIX maIfieHTiB 3 ocnabieHo0 GYHKIIEI0O HUPOK) OQHOYACHE
3acTocyBaHHs iHri6iTopy AIT® abo aHTaroHicTiB perentopiB aHrioreH3uny II i
IIperaparis, 110 iHTi0YI0Th HUKJIOOKCUTEeHA3y, MOXKe MPU3BOAUTH [0 MOOAJILIIOrO
noripuieHHsT QyHKITil HUPOK, BKJII0OYAl0YM TOCTPY HUPKOBY HEMOCTATHICTD, IO
3a3BUYal Ma€ 000pOTHUM XapakTep. Ciifg maM’asTaTh MPO MOKJIMBICTh TAKUX
B3a€EMO[IiH y IAlliEHTIB, sIKi 3aCTOCOBYIOTh ETOPUKOKCUO OOQHOYACHO 3 iHTibiTOpaMu
ATI® abo 3 aHTaroHicTamMu pelenTopiB aHrioren3uny II. Tomy Taki KomOiHariil ciif
IMpu3HadaTu 3 00epexkHiCcTI0, 0COOIUBO MalliEHTaM JIiTHbOTO BikKy. Cilifg mpoBecTu
HaJIeXKHY TifpaTallifo Ta PO3TISHYTHU IIUTAHHS ITPO MPOBEeAEHHS MOHITOPUHTY QYHKIIi1
HUPOK Ha I0YaTKy KOMOiHOBaAHOTO JIIKyBaHHS, @ TAKOXK 3 IT€BHOIO IEPIOAUYHICTIO i
HapgaJl.

Auemuacanivyuaosa Kucsaoma. Y X0l OOCIIIAXKEHHS 3a y4aCTI 3T0POBUX
noOpOBOJIBIIIB B YMOBaxX PiBHOBaXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120
Mr 1 pa3 Ha moOy He BILUIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIilUI0BO1
kucnotu (81 mMr 1 pa3 Ha mo0y). EToprukokcu6 MoxKHa Npru3HadaTU OJHOYACHO 3
alleTUJICAJIIIUIIOBOIO KUCIOTOIO B A03aX, 110 3aCTOCOBYIOTHCS AJIs TPOdiTaKTUKN
CepIEeBO-CYOIUHHMX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAiIIMIOBOl KUCJIOTH B
HU3BKUX O03ax). OgHaK OgHOYaCHe 3aCTOCYBaHHS HU3BKUX 03 alleTUICAJIiIIUI0BO1
KHCJIOTU Ta €eTOPUKOKCUOYy MOKe 30iblryBaTh 4acTOTy BUHUKHEeHHs Bupa3ku LIKT Ta
iHIIMX yCKJIagHEHb ITOPiBHSIHO 3 MOHOTEPAIIi€l0 eTOPUKOKCuO0oM. He pekoMeHI0BaHO
OLHOYaCHe 3aCTOCYBaHHS €TOPUKOKCHUOY 3 alleTUJICAJIIIINIIOBOI0 KUCIOTOI0, TO3U SIKOl
BUIIi 3a Npo@diTaKTUYHIi, a TAKOXK 3 IHIIUMU HECTEPOLTHUMHU NPOTU3allaJIbHUMU
3acobamu.

LluknocnopuH ma makpoaimyc. Xoda B3a€EMO/Iisi eTOPUKOKCUOY 3 IIUMU IIpelapaTaMu
He BHMBYaJlach, OMHOYACHE 3aCTOCyBaHHS OyAb-IKOTO HECTEPOIAHOTO IIPOTH3alalbHOT 0
3aco0y i3 IIUKIOCIIOPHUHOM ab0 TaKpOJIiMyCOM MOKe ITOCUITIOBAaTU HE(PPOTOKCUYHUU
BILJIUB OCTaHHIX. CIif KOHTPOJIIOBAaTU (PYHKIIII0 HUPOK IIPHU OOHOYACHOMY 3aCTOCYyBaHHI
€TOPUKOKCHOY 3 OyIOb-IKUM i3 IUX IIpenaparisb.

dapMaKOKiHEeTHYHI B3aEMOJIil

Bnaue emopukokcuby Ha (papmMakoKiHemukKy iHwux npenapamia.



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 OOCJiAKeHb BUBUANNCS e(hEKTU 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. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHIi 3 IIepopaJbHUMHU KOHTpPALleITUBaMH, 10 MICTATh 35 MKI
eTuHinectpapniony ta 0,5-1 Mr HOpeTUHAPOHY, HPOTATOM 21 OHS IPU3BOAUB OO0
nigBuiieHHs moka3HuKa AUCO-24hr y piBHOBaKHOMY CTaHi O/ eTHUHiJIeCTpadiony Ha
37 %. ETopukokcub y mo3i 120 Mr nipu 3aCTOCyBaHHi 3 BUILIEBKa3aHUMU
ImepopaIbHUMHI KOHTPALEIITUBAMH OOHOYACHO abo yepe3 12 roguH migBUIIyBaB y
piBHOBaxkHOMY cTaHi 3HadeHHS AUCO-24hr etuninecrpagiony Ha 50-60 %. [Ipo Take
ITigBUIIEHHS KOHIIeHTPAaIlil eTUHilecTpamiony ciim nmam’siTaTu IIpu BUOOPIi
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
«I[Tpemapuny ™ »), mpotsarom 28 gHiB 30inbIiiye cepenHiii mokasHuuk AUCO-24hr 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 mo3ax 120 mr Ha ekcno3unito (AUCO0-24hr) ecTporeEENX KOMIIOHEHTIB IIpelapaTry
«[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 3MOpOBUM HOOPOBOJILIAM He CIIOCTEpPiraBcs BONMUB Ha noka3HuK AUCO0-24hry
piBHOBaKHOMY CTaHi Ta Ha BUBEIEHHS OUTOKCUHY HUpPKaMu. CmocTepiramocs
30inmbIIeHHS ToKa3HUKa Cmax OUrokcuHy (mpubnui3Ho Ha 33 %). Take migBUILIEHHS,
SIK ITPaBUJIO, HE € CYTTEBUM Yy OinbIocTi nmauieHTiB. OgHaK CJIif CriocTepiraTu 3a
CTaHOM MAali€HTiB 3 BUCOKUM PU3UKOM TOKCHUYHOI [il IUTOKCUHY IIPU OOHOYACHOMY
IpU3Ha4YeHHi eTOPUKOKCUOY Ta QUTOKCHUHY.

BrnnuB eTopuKOKCHUOY Ha IIpenapaTH, 1o MeTaboIi3yioThes cyabdoTpaHcdhepasaMu

ETopukokcub € iHTi6iTOpOM aKTHUBHOCTI MIOACHKOI cybdoTpaHchepasu, 30KpeMa
SULT1E1, a TakOX MOXKe OigBUIIyBaTU KOHIIEHTPAaIlil0 eTUHIJIeCTPamaionly B CUpPOBaTIIi
KpoBi. OCKiNTbKY Ha ChOTOOHI JaHUX PO BIJIMB YHUCIEHHUX CyIbdoTpaHcdepas
HeIOoCTaTHBbO, a KJTiHiuHi epekTu GaraThox MperapaTiB 40Ci BUBYAIOTHCS, OOIITLHO 3
00epexXKHiCTIO TpU3HavYaTy €TOPUKOKCUO OOMHOYACHO 3 iHIIMMU IIpernapaTaMi, 1110
MeTabo0Ii3yI0ThCS TOTOBHUM YUHOM IIOOCHEKUMHU CynbdoTpaHcdepa3zaMu (HaopUKiIam
IMepopaabHUM canbOyTaMOJI Ta MiHOKCHUIMII).

BriinB eTopuKoKCcuOy Ha OpemnapaTH, 1o MeTabosi3yioTecs isodpepmernTamMu CYP

3a maHMMHU OOCIIOXKEHb in vitro, He 04iKyeThcs npurHideHHs nutToxpomiB P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xozni gociigXKeHb 3a y4acTIO 3TOPOBUX
nOoOPOBOMBIIIB IIOJeHHE 3aCTOCYyBaHHS eTOPUKOKCUOy B 4031 120 Mr He BI/IMBajo Ha
aKTUBHICTH ne4iHKOBOro CYP3A4, 1110 BCTAHOBJIEHO 3a EPUTPOMILIMHOBUM OUXaJIbHUM
TECTOM.

BroiuB iHIINMX npenapaTiB Ha GapMaKOKiHETHKY eTOPUKOKCHUOY

OcHOBHUM IIJISIX 00MiHY eTOPUKOKCHOY 3anexkuTh Bif ¢epmeHnTiB CYP. CYP3A4
crpusie MeTabo11iaMy eTOpUKOKCHOY in vivo. [JocmigzKeHHs in vitro BKa3yioTh Ha Te,
o CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHHUU
IIJIsIX OOMiHY eTOPUKOKCHOY, aje IX KiIbKiCHI XapaKTepUCTHUKU He BUBYAJIKCH in vivo.



KemokxoHa3o41. KeTokoHa3071 € oTyKHUM iHridbiTopoMm CYP3A4. [Ipu 3acTOoCyBaHHI
3mopoBuUMU O0OpPOoBOIbIsIMU y mo3ax 400 mr 1 pa3 Ha goOy nmpoTsirom 11 mHiB
KETOKOHAa30J1 He YUHUB KJIIHIYHO 3HAYyIIOr0 BIIJIMBY Ha (papMaKOKIHETUKY
eTOpuKOKCcHuOy B pa3oBit 1o3i 60 mr (36inbmenns AUC Ha 43 %).

BopukoHa3os i MmikoHa301. OgHOYaCcHe 3aCTOCYBaHHS I1€pOpPaIbHOIO0 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 TpU3HaYE€HHS €TOPUKOKCUOY Ta pudaMITiliuHy (TOTYyKHOTO
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
JIIKyBaHHS €TOPUKOKCUOOM. ApTepialbHUM TUCK CIIil KOHTPOJIIOBATU MIPOTSATOM 2
TUKHIB IIiCJIS TOYaTKy JIIKyBaHHS, a IIOTIM - IeploguYHO. AKII0 apTepiaJbHUU TUCK
CYTTEBO MIOBUINYETHCS, CIILO PO3TJIAHYTU MOXKJIUBICTE aJIbTEPHATUBHOIO JIIKYBaHHS.

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.

JlikapcbKui 3acidb ApKOKCisi®, TabmeTKH, BKPUTI MIiBKOBOIO 000JIOHKOIO, MiCTUTh
71aKkTO3y. [lalieHTH 3 PigKiCHOIO CIIagKOBOIO HEIIEPEHOCHUMICTIO rajlakTo3H,
HeIOOCTaTHICTIO JlJaKTa3u ab0 CUHOIPOMOM TJIIOK030-TaJIaKTO3HO1 ManbabcopOi1iii He
ITOBUHHI 3aCTOCOBYBATH 1€ ITpemnapar.

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

BaeimHicmb

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.

ITepiod 200yB8aHHA 2py00t0

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

depmusibHiCMb

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

Cmocid 3acTocyBaHHsI Ta I03H

JlikapcbKui 3acid ApKOKCisi® 3aCTOCOBYIOTH IlepopalibHo. [IpernapaT MoxKHa
npu¥iMaTy He3aJleXKHO Bif BxKUBaHHA 1XKi. [TogaTok edeKkTy npenapaTy HacTae
IIBU/IIE TIPU ITpuiioMi nepep imoro. Lle moTpi6HO BpaxoByBaTU ITPU HEOOXiMHOCTI
IIBUAKOTO TOCTabIeHHSI 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.

[Ticnsionepaniinuit 6inb, OB’ I3aHUM 31 CTOMATOJIOTIYHUM OIlEPAaTUBHUM BTPYYaHHSIM
PekomeHnpoBaHa go3a - 90 mr Ha 1 pa3 Ha mo0y IpoOTSIToM MakKCUMyM 3 OHiB. s
OesIKUX MalliEeHTiB MOoKe OyTH HeoOXimHUM JOoJaTKOBe Micasolepalliline
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 6ariB 3a mKanow Yainma — [1'10) He ciig nmepeBuryBaTu mo3y 60 mr 1
pa3 Ha moOy. ITarienTam 3 mopyuieHHIM QYHKITII ITe4iHKY ITOMipHOTO CTYIeHs
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.

INopyweHHsa ¢pyHKUITI HUDOK

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
0CTe0apTPUTOM ab0 peBMaTOIgHUM apTPUTOM OTPUMYBaIU eTOPUKOKCHUO (y mo3ax 60
Mr abo 90 MT) B cepefHbOMY BOPOAOBK Npubnu3Ho 18 micsuis. [laHi mpo 6e3meKky Ta
Oinbin getanbHa iHGoOpMallis IMpo 110 TporpaMy IIpeacTaBieHi B po3/imi
«QapMaKoOvHaMiKa».

Y xomi KiIiHIYHUX OOCIIiAXKEHDb 3a y4acCTHO Ialll€HTIB i3 TOCTPUM MicJsgonepaliiiuM
60J1eM mic/Iss CTOMATOIOTiYHUX, a0JOMiHAIbHO-TIHEKOJIOTIYHUX XipypPTridYHUX BTPy4aHb,
BKJIIOUaouu 1222 mallieHTH, SKi 3aCTOCOBYBaIu eTOPUKOKCHUO (y mo3ax 90 mr a6o 120
MT), Tpodine HeGaxkaHuX SIBUI OyB y LiJIOMY TaKUM Ke, SIK YV JOCTIIXKEeHHIX 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).

Tabmnuiga 2



Krnac cuctemu oprasis

[ToGiuHi peakirii

KaTteropisa

qyacToTu*
aJTbBEOJIIPHUU OCTUT 4acTo
. racTpPOeHTEePUT, iHPeKIIil
[HdexkIil Ta iHBa3il . .
BEPXHIX OUXaJIbHUX IIISXIB,
: . He4YacTo
iH(EeKIIil Ce4OBUBIAHOTO
TPaKTy
aHeMis (mepeBaxkHO B
[TopyuieHHS 3 O0OKY i
C . pe3ynbTaTi HUIYHKOBO-
KPOBIi i miMdaTrudHOl B} ] He4acTO
KHUIIIKOBOI KPOBOTEUi),
CUCTEMH . . .
JIEVKOTIEeHisd, TPOMOOLIMTOIEHisA
rinepuyTtnusicTht 3 HeYacTo

[Topy1ieHHS 3 OOKY
IMyHHOI CUCTEMU

QHTiIOHEBPOTUYHUYN HAOPSK,
aHadinakTuuHi/aHadimakToIgHI
peaxkiiii, y TOMy 4YMCIIi IIOK¥

pigKo

HaOpsKYW/ 3aTpUMKa PigUHU 4acTo
Posnapy meTabomi3My i |3HMKEeHHS a0 IIOCUJIEHHS
Xap4YyBaHHA aneTuTy, 30iNbIIIeHHS MacHu HEe4YacTO
Tinna
TPUBOXKHICTH, OEIpecis,
MOTipIIeHHS PO3yMOBOI1 HEe4acTO
[TcuxiyHi MOPyIIeHHsT  |OiAJIBHOCTI, rajronuHalilt
CILIyTaHICTh CBiIOMOCTIf, )
o pigKo
HECIIOKIMHWYU CTaHt
[TopyiieHHS 3 6OOKY 3araMOpPOY€eHHsI, TOJIOBHUU
. ) 4acTo
HEPBOBOl CUCTEMU 6inp
OUCTeB3iss, 0e3COHHSI,
rnapecresig/rinecresis, HeYacTo
COHJIUBICTH
[Topy1ieHHST 3 OOKY o , )
] HEUiTKICTh 30Dy, KOH IOHKTUBIT HEYacTO
OopraHiB 30py
[TopyiieHHS 3 6GOKY
OpraHiB ciyxy i
IIyM y Byxax, 3allaMOpPOYEHHS |[He4yacTo
BECTUOYISIPHOTO
amnapary
[TopyiieHHS 3 GOKY cepuebuTTsa, aputMist 4acTo

cepiist




dibpunsiis nepencepns,
Taxikappisf, 3acTiiHa
ceplieBa HEOOCTATHICTbD,

HecnenudiyHi 3MiHN Ha HeHacTo
EKI, cteHokapmisaft,
iHpapKT MioKkapaas$
rinepreH3sis 4acTo
IIPUNJIBY KPOBIi, TOPYIIIEHHS
[TopymeHHS 3 OOKY MO3KOBOT'O KPOBOOOIrys,
CYyOHUHHOI CUCTEMH TPaH3UTOPHA illleMiYyHa aTakKa, [He4YacTo
rinepToHiyHuUM Kpuss,
BaCKyJIiTH
HOPYH.IGHHH 3 601{}’ O6pouxocna3mt 4acTo
OpraHiB OUXasIbHOL
CUCTEMM, TPyOHOL KallleJlb, AUCIIHOE, HOCOBa
HeYacTo

KJIITKY 1 CepegoCTiHHA

KpOBOTEeYa

[TopyiieHHS 3 OOKY
IIIJTYHKOBO-KHUIITKOBOTO
TPaKTY

0inb y KHUBOTI

OyzKe 49acTo

3a1op, MeTeopu3M, raCTPUT,
redisi/ KUCIOTHUU pedIIioKC,
oiapes,
OUCIEeICiss/onucKoMPopT B
OiJISHIN eIriracTpis, HyOoTa,
6s1t0BaHHS, €30(gariT, BUpa3Ku
B POTOBIiM IOPOXKHUHI

9acCTo

30yTTS XKMBOTa, 3MiHa
XapakTepy IepucTajlbTUKU
KHUIIIeYHUKY, CyXiCTh V¥ POT],
racTponyoaeHasbHi BUpa3Ky,
IIEeNTUYHI BUPA3KU, y TOMY
yucii nepdoparnisa i KpoBoTeda
IIKT, cuEOpOM IOgpa3HEeHOr o
KUIIIeYHUKY, TaHKpeaTUuTt

HEe4dacCTo

[TopyiieHHS 3 OOKY
renarto0iniapHoil
CUCTEMU

nigunieHHsa AJIT, nigBumieHHSA

YaCTo
ACT
remnaTuTt pigkKo
IIeYiHKOBa HEeJOCTAaTHICThY, .
pigkoT

JKOBTSITHUIISAE




eKxiMo3

qacCTo

HaOpsK oOnu4y4si, cBepOixK,

BUCHUII, epuTeMad, HedacTo
ITopy1ieHHS 3 OOKY KpPONuB dHKat
WKipy i mifmKipHol curppomM CTiBeHca —
KJIiTKOBUHHU TI>kOoHCOHAat, TOKCUUHUT
enigepMarbHUU HEKPOJIi3E, pigkot
CTiliKa MegUuKaMeHTO3Ha
eputemazt
[TopyiieHHS 3 GOKY
OITOPHO-PYXOBOI CIla3Mu/CyqoMu M’si3iB,
CHUCTEMH i CIIOJTY4YHOI CKeJIETHO-M I30BUM HeyacTo
TKaHUHU OiNTb/CKyTiCTH
IIPOTEIHYPis, MiOABUIIIEHHSI
PiBHS KpeaTUWHIHY B CUPOBAaTIi
[Topy1ieHHS 3 OOKY )
. . . |KpOBi, HUPKOBa
HUPOK i CEHOBUOINBHOL ) . HeYacTo
HEeOOCTaTHICTh/OuCHyHKITiTE
CHUCTEMU
(muB. po3min “OcobmuBOCTi
3aCToOCyBaHHA")
[TopylileHHS 3arajabHOro |CTeHiss/BTOMa, rpuUnonomioHi €acTO
CTaHy Ta IOPYyIIeHHs, |CUMIITOMH
IIOB’s13aHi 3i ctocob6oM ) o
3aCTOCYBAHHS Oinb y rpymHin KmiTii HedacTo
MIigBUIIIEHHS PIBHA a30Ty
CEYOBUHU KPOBI, IMigBUILIEHHS
_ piBHS KpeaTuHdochoKiHa3u, |[HEYacTo
Ha6qpaT0pH1 rimepkamieMis, OigBUILIEHHS
AOCTIZKEHHS PiBHS CE4YOBO1 KMCJIOTHU
3HUIKEHHS PIBHSA HATPilo B .
pioKo

KpPOBi




* KaTeropist 4acTOTH BU3HAYAETHCS OJISI KOXKHOTO TEPMiHY ITOOIYHOTO SIBUIA 3a
YaCTOTOIO B 0a3i JaHUX KIIIHIYHUX OOCIigXKeHb: nyx)e yacTo (=1/10); wacto (=1/100,
<1/10); meuacto (=1/1000, <1/100); pigko (=1/10000, <1/1000); oyxe pigKo
(<1/10000).

1 [ToGiyHa peakliisa ineHTU(diKOBaHa Y XO4i IIOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS.
YacToTa BU3Havasjacsa 3a MaKCMMaJIbHOIO YaCTOTOIO Y KITiHIYHUX OOCHIIXKEeHHIX (maHi
3i6paHi 3a 3aTBEpPAKEHUMHU ITOKa3aHHSAMHU Ta J03aMU).

T KaTteropis yactotu “pigko” BU3Hadanacs BigmoBigHo Ao Guideline on summary of
product characteristics (SmPC) (2-i1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxXHbOI Mexki 95 % poBipuoro iHTepBany ajsg 0 ABUII 3 ypaXyBaHHIM
KiJTbKOCTi y4YaCHUKIB, IKi IpuiManu JiKapcbKui 3acid ApkKokcia®, B aHanizi gaaux II1
das3u, 06’egHaHUX 3a M03010 i mokKa3aHHIM (n=15470).

S TimepuyTaIUBICTH BKJIIOYAE MOHATTS: aJIeprisi, MeguKaMeHTO3Ha aJjleprif,
MeOUKaMeHTO3Ha rinepuyyTJIUBICTh, IIepyYyTInUBICTh, TilIepUYyTIUBICTh HEYTOYHEHA,
peaxiig rirnepyyTIuBOCTI 1 HEyTOUYHEHa ajlepris.

§ 3a pe3ynbTaTaMu aHaJli3y TPUBAJIMX, KOHTPOJIbOBAHUX 3a AJOIIOMOTOI0 Iamnebo 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 HIT3I1 noBigomMnsanocs Ipo TakKi cepiio3Hi Mo0iYHi peakirii:
He(hPOTOKCUYHICTh, BKIIIOYAI04UM iIHTEPCTHUIliaTbHNN HEeGPUT i HEQPOTUYHUYN CUHOPOM,
TOMY He MOXKHa BUKJIIOYATH IX BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

3s8imysaHHs npo nido3prosaHi NnobiuHI peakuyii

BaxxnuBo 3BiTyBaTH mpo migo3pioBaHi MoOiuHi peakiril micjisg peecTpaliil T1iKapChbKOro
3aco0y. lle mae 3mMory ¥ HafaJjli KOHTPOJIIOBATH CIIiBBiHHOIIEHHS KOPUCThH/PU3UK IPU
3acTOCyBaHHI TiKapchKoro 3aco0y. KBamiikoBaHUX MpalliBHUKIB y ray3i OXOPOHU
37IOPOB’SI MTPOCSTH IMTOBIAOMJISATH IIPO BCi Iimo3pioBaHi moOiYHI peakirii.

TepMiH NpUIATHOCTI

3 poku. He 3acTocoByBaTH miciis 3aKiHYEeHHS TEPMiHY IIPUOATHOCTI, 3a3HA4YEHOT0 Ha
YIIaKOBIIl.

VYMoBH 30epiranus



36epiraTtu B opuriHambHiM yIakoBIli Ipu TeMrepaTtypi He Builie 30 °C B HEAOCTYITHOMY
IOJIs1 OiTeW MicCIi.

YnakoBka

[To 7 TabneToK y OmicTepi. 1 OmicTepy B KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Mepk Ilapn i Joym B.B., Hinepnasgu.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IJistIbHOCTI

Baappepser 39, 2031 BH Xaapnewm, Hinepnasnou.
[Ixkepeso iHCTPYKITil

[HCTpPyKIIifo TiKapChKOTro 3aco0y B31TO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JTiIKapChKHX 3ac00iB YKpalHu.
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