Ckian

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

OONOMIJCHI peuoB8uHU: LIeII0JI03a MiKpOKPHCTallidyHa, Kaibllitfo rinpodocdat, HaTpio
KpOCKapMeJio3a, MarHito creapar;

o6osoHka nsa TabneTok 1mo 60 mr ta 120 mr: cniuprt nosniBininosu# (E 1203), Tutany
miokcup (E 171), rmiuepon mouHocTteapart (E 471), iHgurokapMiH ajgiOMiHI€EBOTO
o3epHoro (E 132), 3aniza okcup xostuut (E 172), Tanbk, HaTPio naypuacynbdar, Boga
OUHILEHQ;

ob6onoHKa mist TabneTok mo 90 mr: conupT noniBininosu#t (E 1203), Tutany miokcup (E
171), rninmepon moHocTeapart (E 471), Tanbk, HaTpilo naypuiacyabdaTt, Boga O4YUIIeHa.

JIikapcbKa ¢dpopMma

TabreTKu, BKPUTIi IJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-xiMiuHI 81aCcMuBoCMmi:

TabneTku mo 60 Mr: gBOOIYKJI TabrmeTKu s1061yKomnoAioHol GopmMu, BKPUTI IITiBKOBOIO
000JIOHKOIO TEMHO-3€eJIEHOT0 KOJIbOPY, 3 rpaBipyBaHHsAIM «60» 3 omHOTro OOKY Ta PiBHIi 3
IHIIOT 0.

Tabnetku mo 90 Mr: gBoonyKIli TabieTku si671yKonomiOoHoI popMu, BKPUTI IIIiBKOBOIO
000/10HKOIO 0i/TOT0 KOJIBOPY, 3 rpaBipyBaHHAM «90» 3 ogHOTO OOKY Ta PiBHI 3 iHIIIOTO.

TabneTku mmo 120 Mr: gBoonykiIi TabneTku ss61ykKononi6Hol ¢hopMu, BKPUTI MITiBKOBOO
000JI0OHKOIO OJIif0-3€/IeHOT0 KOhOPY, 3 rpaBipyBaHHsAM «120» 3 ogHOTO OOKY Ta piBHI
3 iHIIOTO.

®dapMaKoTepalneBTHYHA Irpymna

HecTepoigHi mpoTusamnanbHi Ta mpoTupeBMaTruyHi npemnapatu. Kokcubu. Kog ATX
MO1A HO5.

®dapMaKo/JI0riyHi BJIaCTHBOCTI

dapmakoduHamika.

MexaHi3M mil




ETopukokcub € mepopasbHUM CEeJIeKTUBHUM iHTiOiTOpOM 1muKmookcureHasu-2 (I1OI-2)
y MexXaX KJIIHIYHOTO Aiana30Hy H03.

Y nporieci kniHivHUX apMaKOJIOTIiYHUX MOCTiAXKeHb TiKapchKui 3acid ETopa
mo3o3aJsiexkHo iHrioyBas LIOT'-2 6e3 inridyBaHHs HuKimookcurenasu-1 (LIOT'-1) npu
3acTocyBaHHi y mo3ax g0 150 mr Ha goOy. ETopukokcub He iHTiOye CUHTE3
MTpOCTarjiaHAWHIB IIJIYHKA Ta He BIJIMBA€ Ha (QYHKIIiI0 TPOMOOIIUTIB.

lluknooKkcureHasa BiAIIOBiga€ 3a YyTBOPEHHS IIpocTariaHanHiB. [meHTHdikoBaHO OB
izopopmu - LIOT'-1 ta IOT'-2. LIOT'-2 € i3odopMoo GepMeHTYy, 110 iIHOYKYETHCSI
IMIIyIBCOM ITpO3alajieHHS Ta PO3TrJIAJa€cThCsa IK OCHOBHUM (PpakKTOp, IO BiAIIOBiga€ 3a
CHUHTE3 ITPOCTAaHOIOHUX MediaTopiB 0010, 3aranieHHs Ta rapsuku. [IOI'-2 Takoxk
3a[iTHO y IIpoIlecax OBYJIsIlil, iMIIJIaHTallil Ta 3aKPUTTS apTepialbHOl IIPOTOKH,
perynsnil GyHKIil HUPOK Ta IIeHTPaIbHOl HEPBOBOI CUCTEMH (IHOYKIIiS TapsS4KH,
BimuyTTs 60110, KOTHiTUBHA PyHKIIis). Tak0oK MOKe OpaTu y4acTh YV IIPOLIECi 3aTOEHHS
BuUpa3z3ok. [IOI'-2 Oyno imeHTrdiKoBaHO ¥ TKAHWHI HAaBKOJIO BUPA3KH IIJTYHKA Y
JIIOOVHM, ajie 3Ha4YeHHs [JIs 3aTOEHHS BUPa3KU He BCTAHOBJIEHO.

EdexkTuBHICTD

Y mailieHTiB 3 0CTE0apTPUTOM eTOPUKOKCUO y mo3i 60 mr 1 pa3 Ha go0Oy 3HAYHO
IMOKpaIly€ CTaH IIpHu 00JISX, a TAKOXK OIIiHKY MalliEHTa 1010 CTaHy 3axBOpioBaHHS. Li
MMO3UTHBHI e(peKTHU crocTepiraaucs BxkKe Ha APYTUM OeHb JIiKyBaHHSA i 30epiranucs
IIPOTATOM Iepiogy g0 52 TUXKHIB. Y IIpoleci OoChiaXKeHb i3 3aCTOCyBaHHIM
eTopukokcuOy B mo3i 30 mr 1 pa3 Ha mo0y eheKTHUBHICTh LILOTO IIpenapary
IepeBUIyBala nianedo npoTaroMm 12 THUXKHIB TiKyBaHHS (BUKOPUCTOBYBAJIMCS
OIIHKM, III0 3aCTOCOBYBAJIMCS B iHINMX AOCITigXKeHHIX). ITim yac gocrmimkeHHs migbopy
O03U eTOPUKOKCUO y mo3i 60 MI meMOHCTPYBaB 3HAYHO OiJIbIIl BUpPaXKeHe ITOKpPallleHHs,
HiXK y 7o3i 30 Mr, 1040 yCiX 3 OCHOBHUX KiHIIEBHUX TOYOK ITiCJIsI 6 TUXKHIB JIIKyBaHHS.
3acTtocyBaHHs 003U 30 MI' IpU OCTEOAPTPHUTI KMCT1 HE BUBYAJIOCH.

Y nanieHTiB 3 peBMaTOIOHUM apTPUTOM eTOPUKOKCHUO y mo3i 60 mr ta 90 Mmr 1 pa3 Ha
noOy 3Ha4YHO MMOKpaIlyBaB CTaH IIOA0 BUPaXeHOCTi 00110, 3amajleHHs, a TaKoX
PYXJIUBOCTI. Y IIpolieci mociiakeHb 3 OoliHKU 103 60 Mr Ta 90 Mr MO3UTHUBHI epeKTH
30epiramucst npoTsaroMm 12-TUKHEBOTO IIepioay JTiKyBaHHS. Y IIpoLeci JOCTiaXKeHHs 3
oIiHKM A03u 60 Mr mopiBHSIHO 3 703010 90 Mr 0O0uIBa JO3yBaHHS €TOPUKOKCUOY - 60
Mr 1 pa3 Ha 0oOy Tta 90 Mr 1 pa3 Ha moOy - 6ysnu 6inbin epeKTUBHI, HixK mnanebo. [Jo3a
90 mr Oyna edeKTUBHIIIA, HiXK mo3a 60 Mr BiOmoBigHO MO0 MeTOOy 3arajabHOl OIliHKHU
6omro nanieHTiB (0-100 MM Bi3yasibHa aHAJIOrOBa IIKaJja), 3i cepeaHiM NOKpaIleHHSIM -
2,71 MM (95 % [OI: -4,98 MM, -0,45 MM).

Y nanieHTiB 3 HallagaMu I'OCTPOTO IMTOOAarPUYHOT0 apTPUTY eTOPUKOKCcUO y no3i 120 Mr
1 pa3 Ha mobOy nmpoTsAroM 8 mHIB IOJIerIIyBaB 0inb y cyrinobax cepeaHboro Ta TSAXKKOTO



CTYIEeHS Ta 3alaJjieHHs MOPiBHSHO 3 iHmoMeTanuHoOM y mo3i 50 Mr 3 pa3u Ha mo0y.
3MeHIIeHHsI BUPaXKeHOCTi O0JII0 CIIOCTEPIraEThCS BxXKe Yyepe3 4 TOOUHU MiCIIs IToYaTKy
JIIKyBaHHS.

Y nani€eHTiB 3 aHKiTO3yIOYUM CIIOHOUIIITOM eTOPUKOKCUO y mo3i 90 mr 1 pa3 Ha goby
3abe3medyye 3Ha4YHe MMOKpallleHHs npu 000 v XpeOTi, 3amnasneHHi, oOMexKeHHi pyXiB, a
TAaKOXK MOKpaIye GYyHKIIIOHAIbHY 3maTHiCTh. KiHiuHI mepeBaru eTopuKoKcuoy
CIIOCTepiraaucs Ha OPYTUM JeHb MicJsa mo4YaTKy Teparii i 36epiranucs yImpomoBxK 52-
TU2KHEBOTO Iepioay JiKyBaHHS. Y IIPOLeCi APYyroro OOCigXKEeHHS 3 OLiHKY 03U 60 Mmr,
MopiBHSHO 3 003010 90 Mr, eTopuKOKCcuO y mo3i 60 mMr 1 pas Ha mo6y Ta 90 mr 1 pa3 Ha
no0Oy MPOAEMOHCTPYBaB CX0XKY e(PeKTUBHICTh MOPiBHSAHO 3 HanpokceHoM 1000 mr
IIOJeHHO. Y TalliEHTIB, AKi He JeMOHCTPYyBaJik afieKBaTHOI BiAnoBifi mig gac
3aCToCyBaHHS 003U 60 MT IIOAEHHO NMPOTATrOoM 6 TUXKHIB, MiABUILleHHS 003U 0o 90 Mr
IITOJeHHO MOKpPAIIyBaIo OIiHKY iHTeHCUBHOCTI 600 y crirHi (0-100 MM Bi3yanbHa
aHaJIorOBa IlIKajia), IOPiBHAHO 3 IPOAOBXKEHHSIM NpuromMy 60 Mr IogeHHOo, 3i
cepenHiM nmokpaineHHIM -2,70 MM (95 % [I: -4,88 MM, -0,52 Mm).

[Tig yac KIiHIYHOTO AOCTiAXKEHHS MicsgoIepaliiHoro 3y0HOro 60J1I0 eTOPUKOKCUD Y
no3i 90 Mr 3acTocoByBaBcs 1 pa3 Ha moOy OO TPhOX AHIB. Y miArpyrmi mamieHTiB 3
nmoMipHUM 00JIEM B ITOYATKOBOMY CTaHi eTOPUKOKCUO y m03i 90 MT BUSIBJIISIB
3HebooBanbHuM edekT, momidHui 0o Takoro B ibynmpodeny 600 mr (16,11 mpotu
16,39; P=0,722), i nepeBuiyBaB epeKT nmapauetamony/kKogeiny 600 mr/60 mr (11,00;
P<0,001) i mnanedo (6,84; P<0,001), 110 BU3HAYaJIOCs 3a ITOKA3HUKOM IIOBHOT'O
noneriieHHs: 6omto yepe3 6 roguH (TOPARG). KinbKicTh malli€eHTiB, SKi MOBiIOMIISIIN
ITPO 3aCTOCYBAHHS MIpeIapaTiB eKCTPEeHOTro 3HeO0JIeHHS MPOTSAroM 24 TOOWH, CKilasa
40,8 % y rpyti 3acTocyBaHHs eTopukokcudy 90 mr, 25,5 % y rpy1ri 3acTocyBaHHS
ioynpodeny 600 Mr KoxkHi 6 roguH i 46,7 % y rpyni 3acToCcyBaHHS
napatetamony/kogeiny 600 Mr/60 Mr KoxkHi 6 TOOMH MOPiBHSAHO 3i 76,2 % MallieHTiB,
sIKi Ipu¥Marnu 1aiebo. Y 1boMy OOCHiIXKeHHi IToYaTOK aHaAre3uBHOI Oil (BimuyTHe
nosiermeHHs 605110) 90 M eTOPUKOKCHOY CIIOCTepiranocs BxKe Yepes3 28 XBUJIMH ITiCIA
IpUKUoMy IIpernapary.

Bbe3neka

MixXHapoOoHa OOCHIOHUIIbKA IIPorpaMa TPUBAJIOTO 3aCTOCYBAHHS €TOPUKOKCHOYV i

puknodeHaky npu aptpurti (MEDAL)

[Tporpama MEDAL Gyra MpoCOeKTUBHO PO3PO00JIEHOI0 TPOrpaMoio BilHOCHO
pe3ynbTaTiB 1040 0e3meKu 3 00Ky CepLEeBO-CyONHHOI CHCTEMH, OTPUMAaHMUX 3a
00’emMHAaHUMHU JAaHUMU TPHOX PAHIOMi30BaHUX, MOABIMHO CITIMKUX, KOHTPOJIbOBAHUX
AKTHBHUM IIpernapaToM NOPiBHAHHS gociaimxkeHb (mocaigxkenuss MEDAL, EDGE II i
EDGE).



Y pocnigxxenni MEDAL, m1o 6yi0o HanpaBieHe Ha BU3HAUYEHHS BIIJIMBY Ha CEPIIEBO-
CyOuHHY cucteMy, Opanu ydacTtb 17804 marienTu 3 octeoaptputomM i 5700 — 3
pPEeBMaTOIIHUM apTPUTOM, SIKi 3aCTOCOBYBAJId €TOPUKOKCHUO y m03i 60 Mr
(ocTteoaptpuT) uu 90 Mr (OoCTEOAPTPHUT i peBMaTOIHUYM apTPUT) ab0 AUKIoheHaK y
no3i 150 Mr Ha go0y y cepenabomy npoTsarom 20,3 Micsils (MaKCUMalIbHO —

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

Y npoueci pocnigxens EDGE 1 EDGE II nopiBHIOBanIu MIIIyHKOBO-KUIIIKOBY
IMepeHOCUMICTh eTOPUKOKCUOY i mukimopeHaky. Y gociinxkenHi EDGE O6panu y4acTb
7111 nmauieHTiB 3 OCTE0APTPUTOM, SIKi OTPUMYBaIU eTOPUKOKCUO y 703i 90 Mr Ha moby
(v 1,5 pa3a BuIlle peKOMEHI0BAHOI A03U [OJIs JIIKYBaHHS 0CTE0ApPTPUTY), abo
ouknodeHak y go3i 150 mMr Ha goOy mmpoTsiroM y cepegHboMmy 9,1 micsiist (MaKCUMyM —
16,6 micaus, memiana — 11,4 micsiust). ¥V gocnigxenni EDGE II 6panu y4acTh

4086 ma1lieHTiB 3 peBMaTOIMHUM apTPUTOM, SKi OTPUMYBaIU TiKyBaHHSI
eTopukKokcuboM y mo3i 90 Mr Ha gobOy abo mukinopeHakoM y mo3i 150 mr Ha moby
IPOTArOM y cepenHboMy 19,2 micana (makcumyM — 33,1 micans, Mefiada — 24 micsni).

Y 06’egnaniit nporpami MEDAL 6paB ydacts 34701 malieHT 3 0OCTE0ApTPUTOM i
PEeBMaTOIOHUM apTPUTOM, SKi OTPMMYBaJIU JIIKyBaHHS YIIPOOOBXK MepPioay B
cepegaboMy 17,9 micsansa (MmakcuMmym — 42,3 micsisg, MemiaHa — 16,3 Micsis);
npubnu3Ho 12800 mallieHTiB oTpUMYyBaM TiKyBaHHS MMoHap 24 Micsili. Y ImallieHTiB,
3apeeCcTPoOBaHUX ¥ IIi¥ TporpaMi, Oy/iu pi3Hi MOYaTKOBI YUHHUKH PU3UKY IIOAO
CepLEeBO-CYOUHHOl CUCTEMHU i IITyHKOBO-KMIIKOBOTO TpakTy (IIKT). INamienTu 3
HeIlOgaBHO ITIepeHeceHuM iHpapKTOM MioKapa, aOPTOKOPOHAPHUM IIIYHTYBaHHSIM abo
Yepe3MKipHOI0 KOPOHAPHOIO aHTIiOIJIACTUKOIO YIIPOOOBXK 6 MICSIIIB 00 peecTpailiil B
OocCiiaXKeHHi Oy/Iy BUKJIIOUEHI 3 JOCIiAXKeHHs. Y JOCHiaXKeHHAX 0yJI0 JO3BOIEHO
3aCTOCYBaHHS raCTPOIIPOTEKTOPHUX MpelapariB i alleTUJICcamilluIoBOl KUCIIOTHA Y
HU3BKUX O03aX.

3aeanvHa 6e3neka

He Oyso cyTTeBUX BigMiHHOCTEM Y YaCTOTi TPOMOOTHUYHUX CEPLIEBO-CYIUHHUX
YCKJIaJHEeHb IIPU 3aCTOCYBaHHi eTOPUKOKCUOY i guknodeHaky. KapmiopeHanbHi
moOivuHi peakiril YacTiIlle criocTepiranucs IIpu 3aCTOCyBaHHI e TOPUKOKCUOY, HixK
ouknodeHaky; e epekT OyB H0303aIeKHUM (OeTalbHO PO Pe3yIbTaTU OUB.
Huxd4e). [1o6iuni peakirii 3 60ky KT i neyiHky BUHUKAIU 3HAQYHO YacTillle IpHU
3aCTOCYBaHHi guKiIodpeHaKy, Hizk eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peakitritt y gocnimxkeHHssx EDGE i EDGE II, a Takox 1mo0GiYHUX peakilil, 1110
PO3TIsAmanucs IK cepio3Hi abo Taki, 1110 MPU3BOOATHL A0 BiAMiHM mpernapary B
pocrnimkenni MEDAL, Oyrna BUILOIO ITPY 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK



OUKIogeHaKy.
besneka w000 cepueso-CyOUHHOI cucmemu

YacToTa migTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYINHHUX CEPUO3HUX ITOOIYHUX
peaxirii (BKJIIo4Yalo4M peakiiil 3 00Ky ceplis, lepeOpoBacKyIsApHi peakilil i peakiiii 3
00Ky nepudepuyHUX CyouH) Oysa IMOPiBHAHHOIO B eTOPUKOKCUOY i muKinodeHaky (maHi
rmimcymoBaHo B Tabmuti 1). He Oysio cyTTeBUX BimMiHHOCTEM Y ITOKa3HUKAX YaCTOTH
TPOMOOTHYHUX YCKJIaJHEHb ITPU 3aCTOCYBaHHi eTOPUKOKCUOY i muKnodeHaky B ycix
IIpoaHai30BaHUX HiArpynax, BKIYa4yu MallieHTiB i3 KapAioBaCKyJIIPHUM PU3UKOM.
[Tpu okpeMOMy PO3TIAAi BITHOCHUU PU3UK BUHUKHEHHS ITiATBEPAXKEHUX CEPUO3HUX
TPOMOOTHMYHUX NOOIYHUX peakliii 3 00Ky CeplLeBO-CYOUHHOI CUCTEMHU TIPU
3acToCyBaHHi eTOpUKOKCUOY B 703i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB
OOHaAKOBHUM.

Tabmnuisa 1

[Toka3HUKY IMiATBEPAKEHUX TPOMOOTUYHUX YCKIIagHEHD 3 00Ky CepleBO-CyqUHHOL
cucteMu (06’emHaHa nmporpama MEDAL)

Etopukokcu6 |dukinodeHak

(N=16819) (N=16483) [TopiBHAHHS MiXK

rpynaMu JIiKyBaHHSA
25836 na1ieHTor24766 malieHTor

YcknagHeHHs POKiB POKIB
TloKa3HUK TIoKa3HUK BimHOCHUM PU3UK
(95 % OI) (95 % O1) (95 % OI)

[TigTBEepOXKeEHI cepito3Hi TpoMOOTHYHI TOGIUHI peakilil 3 60Ky ceplieBO-CYIUHHOI

CUuCreMu
3a IPOTOKOTIOM bea (WAL LSO (LI g 95 0,815 1,11)
P 1,38) 1,45) =0 RO S
. . 1,25 (1,14; 1,19 (1,08;
3 1,05 (0,93; 1,19
a HaMipoM JIiKyBaTHUCS 1.36) 1.30) ( )




[TinTBepOKeHi yCcKnagHeHHS 3 00Ky ceplis

0,71 (0,61; 0,78 (0,68;
3a IpOTOKOJIOM ( ( 0,90 (0,74; 1,10)
0,82) 0,90)
i ) 0,69 (0,61; 0,70 (0,62;
3a HaMipoM JIiKyBaTHCA 0,99 (0,84; 1,17)
0,78) 0,79)

[TinTBepOKeHi 11epedpoBacKyJIIPHiI YCKIagHEHHSI

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

[TinTBepOKeHi yCKIagHeHHS 3 00Ky nepudepuyHmx CyauH

0,20 (0,15; 0,22 (0,17;
3a IpOTOKOJIOM ( ( 0,92 (0,63; 1,35)
0,27) 0,29)
3a HamMipoM 0,24 (0,20; 0,23 (0,18;
. 1,08 (0,81; 1,44)
JTiIKyBaTHUCS 0,30) 0,28)




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

3a IPOTOKOJIOM: yCi YCKIIagHEHHS ITiZl Yac JOCiaXKyBaHoI Tepalii abo mpoTsaroMm
14 gHiB micns 11 NPUIIMHEHHS (3a BUHSATKOM IIAlli€HTIB, IKi IPUUHATHA <75 %
OOCIiIXKyBaHOTO IperapaTy abo mpuiMany HedoCimXXyBaHi HecTepoigHi
nportu3ananbHi npenapatu (HII3I1) >10 % Bcroro mepiony).

3a HaMipoM JIiKyBaTHUCH: BCi HiATBEPAXKEHI YCKIIaHEHHS 00 3aKiHYEeHHS
mociigXKeHHd (Y T. 4. y Ialli€eHTiB, AKi MOTJIM 3a3HaTU BTPy4YaHHs, He II0B’13aHOT0 3
OOCJIiAXKEeHHSAM, 3 IIONAJIbIIUM IIPUIIMHEHHIM IPUUOMY OOCIIAXKYBaHOTO IIpenapary).
3aranbHa KiJIbKiCTh PaHIOMi30BaHUX IAIliEHTIB ¥ IPYIIi eTOpUKoKcuoby - 17412, y
rpymi guknogeHaky - 17289.

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

KapodiopeHaavHi ycCKAaOHEHHA

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

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



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

Pe3yivmamu wayHKOBO-KUWKOB0I nepeHocumocmi 8 npoepami MEDAL

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

Pesyavmamu npoepamu MEDAL w000 6e3neku 0as IIIKT

3aranbHi peakirii 3 60Ky BepxHboro Bigginy [IIKT 6ymu Bu3HaueHi K mnmepdopatiiii,
BUpa3KHu i KpoBoTedi. [Tigrpymna 3araabHux peakiiii 3 60Ky BepxHboro Bigminy IIKT,
sIKi BBaxKaJIMCs YCKIaJHEeHNMHU, BKJIIo4asa rmepdopailii, o0CTPyKIlil Ta yCKIagHeHi
KPOBOTEeUi; MiArpyIa 3araJbHUX peakiii 3 60Ky BepxHuboro Bigminy IIIKT, ski
BBazKaJIMCs HEYCKJIaJHEeHVMHU, BKJIt04Yajla HeyCKJIaJHEHI KPOBOTEeYl Ta HEeyCKJIaHEeH]
BHPAa3KHW. 3HAYHO MEHIIINM ITOKa3HUK YaCTOTU 3arajbHHAX peakilii 3 00Ky BEPXHiX
BigminiB IIIKT crmocTepiraBcs mpu 3aCTOCYBaHHI eTOPUKOKCUOY, Hixk mukinodpeHaky. He
OyJI0 CyTTEBOI Pi3HUII MiK eTOPUKOKCHUOOM i fUKII0eHaKOM 100 MOKa3HUKa
Y4aCTOTHU YCKJIaJHEHUX peakliu. [[J1g Miarpynu TakKux peakliiv, SK KpoBoTeda y
BepxHboMy Biggini IIIKT (06’egHaHi ycKnagHeHi i HeycKiagHeHi), He OyI0 CyTTEBOL
BiIMIiHHOCTI MiXK eTOpPUKOKCHUOOM i mukinopeHakoM. [TepeBara eTOpuKOKCHUOY 1100
BILUTMBY Ha BepxHiu Bigmin IIKT nmopiBHsAHO 3 AuKiIodpeHaKoM He Oyjla CTaTUCTUYHO
3HAQUYIIOK Yy NallieHTiB, AKi OQHOYAaCHO 3aCTOCOBYBaJIM alleTUJICAJIIIIUIIOBY KUCJIOTY B
HU3bKUX Ao3ax (mpubnuszo 33 % malieHTis).

[Toka3Huk yactoTu Ha 100 maiieHTO-pOKiB HiATBEPAKEHUX YCKIIagHEHUX 1
HeyCKJIagHEeHUX KIIiHIiYHUX peaklii 3 00Ky BepxHboro Bigminy IIIKT (mepdopariii,
BHUpPa3KM i KpoBoTedi) cranoBuB 0,67 (95 % 1 0,57; 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % OI 0,85; 1,10) npu npuiioMi oukinodeHaKy, Ipu IIbOMY BiTHOCHUU PU3UK
cta"oBus 0,69 (95 % OI 0,57; 0,83).

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



BikoMm =75 pokiB (1,35 [95 % [II 0,94; 1,87] peaxkuiii Ha 100 maIieHTiB-pOKiB IIpu
mpuiioMi eTopukokcuby nmopiBHSHO 3 2,78 [95 % [II 2,14; 3,56] rmpu npuiiomi
OUKJIO(peHaKy).

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

Pesyabvmamu npoepamu MEDAL w000 6e3neKu 015 nedyiHKu

ETopukokcu6 OyB acollifioBaHUM 3i CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BimMiHU
ImperapaTy YHaACIiMOK BUHUKHEHHS MOOiYHUX peakiliii 3 00Ky IeYiHKM, HixK
ouknodeHak. Y o6’enguani nmporpami MEDAL 0,3 % malfieHTiB, IKi 3aCTOCOBYBaIu
€TOPUKOKCUO, i 2,7 % mallieHTiB, AKi 3aCTOCOBYBaIu OUKIIO(pEeHaK, IPUITUHUIIU
3aCTOCYBaHHS ITpernapaTy BHACIIITOK BUHUKHEHHS IMMOOIiYHUX peakiliti 3 00Ky MediHKH.
[Toka3uuk Ha 100 maiieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHi eTOPUKOKCHUOY i
1,84 npu 3acTocyBaHHI guKiIodeHaKy (p-3HaueHHs O0yno < 0,001 mist eTOpUKOKCUOY
MopiBHSAHO 3 muKIodpeHakoM). [Ipote B mporpami MEDAL GinpiuricTe moOiYHUX peakIii
3 OOKYy MediHKu Oy HeCepuO3HUMU.

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

VCKIaJHEHb

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

HomaTkoBi maHi momo 6e3nexku ajst HIKT

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



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

HocnigxeHHs GYHKIT1 HUPOK YV IMalli€HTiB JiTHHOTO BiKY

Y nporiieci paHODOMi30BaHOI0, IOABIMHO CIIiIOTO0, M1aned0-KOHTPOIILOBAHOT O
OOCIIIOKEeHHs 3 IapajleIbHUMU I'PyIllaMU OLIIHIOBAaBCS BIJIUB 15-I€HHOTO JIiKyBaHHS
eTopukokcudboM (90 mr), rtenekokcudbom (200 Mr 2 pa3u Ha mo0y), HAaIPOKCEHOM

(500 Mr 2 pa3u Ha mo0Oy) i mnaiedo Ha BUBEIEHHS HaATpPilo 3i cedyelo, apTepianbHUMN
TUCK Ta 1HIII TOKa3HUKH (QYHKIIl HUPOK y HalfieHTiB BikoM Big 60 go 85 pokis, 110
OOTPUMYIOThCS OieTu i3 BmicTom coimi 200 MEkB/mo6y. EToprukokcu0, 11eyieKokcuo i
HaIMTPOKCEeH MaJu MOoOiOHUU BIJIMB Ha BUBEOEHHS HATPIilO 3i ceuelo Ipu 2-TUKHEBOMY
JIIKyBaHHI. YCi aKTHBHI IIpenapaTy IMOPiBHAHHS ITOKa3a/ly MigBUINEHHS OO0 T1anebo
CUCTOJIIYHOT'O apTepialbHOT0 TUCKY, TPOTE ETOPUKOKCUO acollifoBaBCs 3i CTaTUCTUYHO
3HAUYYIIUM OigBUILIEHHSIM Ha 14-i IeHb MOPiBHSAHO 3 1[eJIEKOKCUOOM i HallpOKCEHOM
(cepenHst 3MiHa CHUCTOJIIYHOTO THUCKY ITOPiBHSIHO 3 ITOYATKOBUM PiBHEM: €TOPUKOKCHUOD
7,7 MM PT. CT., IeiIeKOoKcub 2,4 MM PT. CT., HaIPOKCeH 3,6 MM PT. CT.).

dapmakokKiHemuka.
Abcopbuisn

ETopukokcu6b qoOpe BCMOKTYETHCS IIPU ITepopaibHOMY npuiiomi. AGCOIIOTHA
O6iogocTymnHicTh cTaHOBUTHL pubMu3HO0 100 %. ITicns nmpuiiomy 120 mr 1 pa3 Ha moOy
IO DOCATHEHHs PIBHOBAXXHOI'O CTaHy MaKCHUMaJlbHa KOHIIeHTpallis y ja3Mi KposBi
(cepemHe reoMeTpuYHE 3HAUYEHHS Cmax=3,6 MKT/MJI) CIIOCTEPIira€Tbcss IpuOIN3HO
yepe3 1 roguny (T
3HayeHHs AUC

mas) HICTIS IPHAOMY fopocnuMu HaTie. CepefiHe reoMeTpuyHe

0-24hr CTAHOBHTH 37,8 MKrxXroa/mia. Y Mexax KITiHIYHOTO O3yBaHHA

dbapmMaKoOKiHETHKa €eTOPUKOKCUOY € JIiHiNHOIO.

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

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

ma
KJIiHIYHUX JOCTiIXKeHb eTOPUKOKCHUO 3aCTOCOBYBaAJIM He3a/JIeXKHO BiJl BXKMBaHHS 1XKi.

Po3noodin

ETopukokcub npubnusno Ha 92 % 3B’s3yeThCS 3 OiTKaMu I1JITa3MM KPOBi JIIOOUHU 3
KoHIleHTpaili€eto Big 0,05 mo 5 Mkr/min. O6’eM poO3MOmiy IpU PiBHOBaXKHOMY CTaHi
(Vdss) crarnoBuTth nipubnu3no 120 1y JTI0OUHHA.

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



Memaboaizm

ETopukokcub akTuBHO MeTab01i3yeThcst, MeHIlle 1 % mo3u BUMIISETHCS 3i ceyelo y

BUTJIAMI He3MiHeHOTro npemnapaTty. OCHOBHUM IINIIX MeTabosi3My — 11e GopMyBaHHSI

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

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

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

BuseoeHHs

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

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

OKpemMi epynu nauieHmis

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

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

[MopymieHHs QYHKIII NeYiHKU. Y Malli€HTiB 3 TIETKUMHU MOPYIIeHHIAMM QYHKIIi1 ITeYiHKNT

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

1 pa3 Ha moby cepenHiit moka3HUK AUC mpubnus3Ho Ha 16 % OinbIuii, HixK y 300POBUX
OOOPOBOIIBIIIB ITPU TAKOMY K TO3yBaHHI Imperapary. Y IallieHTiB 3 TOMipHUMU
nopyiieHHsaMu GyHKIII nedinku (7-9 OaniB 3a mikasnoio Yainga — I1'10) nmpu
3acTOCyBaHHi eTOpUKOKCUOY y mo3i 60 Mr yepes goOy cepenHiii mokasHuk AUC OyB
noniOHUM OO IMOKa3HUKa y 3TOPOBUX HOOPOBOJIBIIIB, IKi MpuUiiMaIu npenapar y mgo3i

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



moOy He BUBYAJIOCH V IIi¥t rpyIri maiieHTiB. HeMae kniHiuHMX a60 ¢hapMaKOKiHETUYHUX
OaHUX MIOO IMAIiEHTIB 3 TAXKKUMU NOpPYyIIeHHAMU GYHKII neuinku (=10 6aniB 3a
mkKasor Yaunma — I1'10).

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

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

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

Y npoiieci gocnigkeHb papMakKoKiHeTHKY (n=16), 1110 TPOBOOMUIIKCS 3a Y4aCTIO
migTiTkiB (BikoM Big 12 go 17 pokiB), (papMaKOKiHeTHKa y MAIliEHTIB 3 MacoI0 Tila
40-60 Kr, IKUM IIpU3HavYaJIii eTOPUKOKCHUO y mo3i 60 Mr 1 pa3s Ha moOy, Ta y HalliEHTiB
3 Macolo Tina Oineie 60 Kr, SKUM ONpu3Hadanu mnpemnapat y go3i 90 mr 1 pa3 Ha gooy,
Oysna nomioHo0 A0 apMaKOKiHETUKH Y HOPOCJINX, SIKi 3aCTOCOBYBaJii eTOPUKOKCHUD y
no3i 90 mr 1 pa3 Ha goOy. be3mneka Ta epeKTUBHICTh 3aCTOCYyBaHHS €TOPUKOKCUOY
OITIM He BCTAHOBJIEHI.

IToka3aHHA

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

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

PimmeHHs npo npu3HayeHHS ceJIeKTUBHOTO iHribiTopa LIOI'-2 MOBMHHO I'PYHTYBATHUCS
Ha OIliHIIl BCiX IHOWBiOyaJIbHUX PU3HUKIB y MIAlli€HTAa.

IIporunoka3aHHs

Jlikapcbekuii 3aci6 ETopa nmpoTumoKa3saHu:

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

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

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



y Iepioq BariTHOCTI Ta rOAyBaHHSA T'PYAOIO;

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

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

e OiTSAM BiKOM OO0 16 pPOKiB;

e IIPM 3allaJIbHUX 3aXBOPIOBAHHSX KUIIIEUYHUKY;

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

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

e IIPU OiarHOCTOBAHIM illleMiuHili XBOpoOi cepiisi, 3aXBOPIOBAaHHSIX ITepudepuyHux

apTepii Ta/abo 11epeOdPOBACKYIAPHUX 3aXBOPIOBAHHIX.

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

dapmakoduHamiuHi 83aemo0ii

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

Iliypemuku, iHeibimopu aH2iomeH3uHnepemaopr8aabHo20 pepmeHmy (AII®) ma
armazoHicmu peuenmopie aHziomeH3uHy II. HTI3I1 MoxkyThb mocnabmoBaTy e(heKT
OiypeTUKiB Ta iHINNX aHTUTINIEePTEeH3UBHUX IIpelnaparTiB. Y OesdKUX NallieHTiB i3
mopyIiieHHsaMU GYHKIII HUPOK (HaIlpuKiaf, v MallieHTiB 3 merigpaTaillieio abo y JIiTHixX
MalieHTiB 3 ocinabmeHoio PyHKIl€I0 HUPOK) OJHOYacHe 3aCTOCyBaHHS iHribiTopa AIT®
abo aHTaroHICTiB pelenTOpPiB aHTioTeH3uHYy Il i mpenaparis, 110 iHTiIOYIOTH
IIMKJIOOKCUTeHa3y, MOXKe MPU3BOAUTH [0 IOOAJIbIIOro MOPYIIeHHA PYHKII1 HUPOK,
BKJIIOYal0U¥ I'OCTPY HUPKOBY HEIOCTATHICTh, 1110 3a3BUYall Ma€e 0OOPOTHUM XapaKTep.
Crig maM’siTaTy PO MOXKJIUBICTh TAKKUX B3a€EMO/IIM Y IMALlIEHTIB, sIKi 3aCTOCOBYIOTH
eTOPUKOKCHO omHOYacHO 3 iHribiTopamu AII® abo 3 aHTaroHicTaMu PeLEeNnTopPiB
aHrioten3uny II. Tomy Taki Kom0OiHallil ciig mpu3HavaTy 3 00epeKHiICTI0, 0COOIUBO
nalfieHTaM JIiTHBOTO BiKy. HeoOximHO MpoBeCcTH HaleXKHYy TigpaTallilo Ta pO3TJISHYTH
MUTaHHS TIPO MPOBEAEHHS MOHITOPUHTY GYHKIIII HUPOK Ha MOYaTKy KOMOiHOBaHOT O
JIIKyBaHHS, @ TAKOXK 3 I€BHOIO IePIOAUYHICTIO 1 Hajai.

Auemuscaniyusaosa Kucsaoma. Y npoleci JOCIiAXKEeHHS 3a y4acTiOo 3T0POBUX
noOpOBOJIBIIIB B YyMOBax PiBHOBaXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOy B mo3i 120
Mr 1 pa3 Ha moOy He BIUIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIiUIOBO1



kuciotu (81 mr 1 pas Ha go0y). ETopuKokcu6 MoKHa Mpu3HavYaTU OJHOYACHO 3
alleTUJICAJIIIIMIIOBOIO KMCJIOTOIO B 03aX, MI0 3aCTOCOBYIOTHCS AJISI MPOQiTaKTUKHU
CepLeBO-CYOUHHUX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAIIINIOBOl KUCJIOTH B
HU3BKUX A03ax). OgHaK oHOYacHe 3aCTOCYBaHHS HU3BKUX 03 alleTUJICAJTilIUI0BO1
KHMCJIOTH Ta eTOPUKOKCUOY MOxKe 30iIbIIlyBaTh 4aCTOTy BUHMKHEeHHS Bupa3ku LIIKT Ta
IHIIWX yCKJIagHEeHb MOPiBHSHO 3 MOHOTEpPAIli€lo eTOpuKoKcuobom. He peKoMeHI0BaHO
OgHOYaCHe 3aCTOCYBaHHS €TOPUKOKCHUOY 3 alleTUJICAJIIIIMIIOBOIO KUCIOTOIO, 03U SIKO1
BUIII 3a MpodiTaKTU4HI, a TaKoXK 3 iHmumu HIT3TII.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO[Iisi eTOPUKOKCUOY 3 IUMU ITpernapaTaMu
He BUBYAajlaCch, OOHOYaCHe 3acTocyBaHHA Oynb-sikoro HII3II i3 muknocnopuHoM abo
TaKpOJIIMyCOM MOK€ ITOCUJIIOBAaTH HE(PPOTOKCUUYHUM BIIIUB OCTaHHIX. Cif
KOHTPOJTIOBATH QYHKITiI0 HUPOK ITPU OQHOYAaCHOMY 3aCTOCYBaHHI eTOPUKOKCUOY 3
OyOb-IKUM i3 IUX IIperaparib.

dapmakoKiHemuy4Hi 83aemoo0il
Bnaues emopukokcuby Ha ¢papmakoKiHemuky iHwux npenapamia

JlIimiti. HIT3II mocnabni0l0Th BUBEIEHHS /IiTil0 HUPKaMX, TUM CaMUM IIigBUINYIOYHN
piBeHB JIiTii0 B m1a3Mi KpoBi. AKIlo HEOOXigHO, TPOBOASTL PETEIBHUMN KOHTPOJIb PiBHSA
JIiTiI0 ¥ KPOBi Ta KOPUT'YIOTh A03Y JIITiI0 IPOTATOM OQHOYACHOI'O 3aCTOCYBAHHS ITUX
Ipernaparis, a TaKOX IPU NPUIIKMHEeHH] 3acTocyBaHHAa HII3II.

Memompekcam. Y mpolieci IBOX OOCIigXKeHb BUBYANUCSA e(eKTH eTOPUKOKCUOy mpu
3acTocyBaHHi y mo3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha o0y mpoTsAroM 7 OHIB
nalieHTaMu, sIKi ogepxKyBaiu 1 pa3 Ha TUXKOEHb MeTOoTpeKcaT y m03i Bifg 7,5 go 20 Mr
Impu peBMaToigHOMY apTpuTi. ETopukokcu6 y mo3i 60 Mr i 90 Mr He BIIJIMBaB Ha
KOHIIeHTpallilo B IJ1a3Mi KpoBi ab0 HUPKOBUM KJIipEHC MeTOoTpeKcaTty. B ogHOMY
OOCITim»KeHHi IIpU 3aCTOCYBaHHI eTOPUKOKCUOY B mo3i 120 MI He CIIOCTepiraaoch
BIJIMBY Ha KOHIIEHTPAIIil0 B IIJIa3Mi KPOBi Ta HUPKOBUU KJIIpEHC METOTPEKcaTy, TOOL SIK
B iHIIOMY [OCJIiA2KEeHHi IPU 3aCTOCYBaHHI eTOPUKOKCUOY B H03i 120 MI KOHIIeHTpallis
MeTOTpeKcaTy B IJIa3Mi KPOBI ImifgBulllyBanacs Ha 28 %, a HUPKOBUU KIIipeHC
MeTOTpeKcaTy 3HUKyBaBcs Ha 13 %. [Ipyu ogHOYacHOMY IIpHU3HaAUYEeHHI eTOPUKOKCUOY
Ta METOTPeKCaTy CIIif IIPOBOAUTH BiAOBIOHUNW MOHITOPUHT IIOAO MOSIBA TOKCUYHOI'O
BILJIUBY METOTpPEKcCaTy.

ITepopanavHi koHMpauenmueu. ETopukokcub y mo3i 60 Mr npu omHOYacHOMY
3aCTOCyBaHHI 3 MepopaJbHUMU KOHTPaLeNTUBaMHU, 110 MIiCTATh 35 MKT
eTuHinecrtpagiony ta 0,5-1 MI HOpeTUHAPOHY, IPOTATOM 21 OHSA IPU3BOOUB 0

nigBuileHHs noka3Huka AUC PiBHOBaXKHOMY CTaHIi [OJId eTUHiJIeCTpagiony Ha

0-24hr Y
37 %. ETopukokcub y mo3i 120 Mr mpu 3aCTOCyBaHHi 3 BUIlIEBKa3aHUMU

ImepopajJbHUMHU KOHTPAlLleIITUBAaMM OOHOYAaCHO abo yepe3 12 roguH migBUINyBaB y



PiBHOBaXKHOMY CTaHi 3HaY€eHHS AUCO_2 Ahr eTUHinecTtpaniony Ha 50-60 %. I[Ipo Take
IMigIBUIIIEHHS KOHIIeHTpallil eTUHilecTpamiony ciim nmam’siTaTu IIpu BUOOPIi
IIepopasbHOr0 KOHTPALEIITUBY 3 PI3HUM BMICTOM e€TUHIJIeCTPaniony, AKUu
3aCTOCOBYBAaTUMETBLCS OJJHOYACHO 3 eTOPUKOKCHuOOM. ITigBUIIIEHHS €KCIIO3Ullil
eTUHiecTpagiony Moxe 30iJIbIIyBaTH YaCTOTY BUHUKHEHHS NOOIiYHUX peakliiy,
IOB’sI3aHMUX i3 3aCTOCYBAaHHSAM IIepOpaibHUX KOHTPALEIITUBIB (HallpuKiIam,

TpoMO0eMOO0JIii BEH y KiHOK T'PYIIU PUIHUKY).

I'opmonosamicHa mepanisa (I'3T). Ilputiom 120 Mr eTOpUKOKCuOy 3
TOPMOHO3aMiCHMMH IIpellapaTaMy, II0 BKJII04Yal0Th KOH 10roBaHi ectporexnu (0,625 mr
«[Ipemapuny ™ »), mpoTsarom 28 mHiB 30iNblllye cepeaHii MOKa3HUK AUCO_2 ahr Y
pPiBHOBaXKHOMY CTaHi HEKOH IOrOBaHOT0 eCTpOoHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-
ectpapmiony (Ha 22 %). BrinuB mo3 eTOPUKOKCUOY, peKOMEeHIOBaHUX [IJIsT TPUBAJIOTO
3actocyBaHHs (30 mr, 60 Mmr i 90 Mr), He BuB4YaBCs. [TOpiBHSHO 3i 30iMbIIIEHHSIM
mo3yBaHHA 3 0,625 mo 1,25 Mr npu MoHOTeparril npemnapaTtoMm «I[Ipemapua™ », BIIJIUB

eTOpuKOKcuOy B mo3ax 120 Mr Ha ekcno3uiiito (AUC hr) €CTPOreHHUX KOMIIOHEHTIB

npemnapaty «I[Ipemapua™ » OyB MEHIIINM, HiXK Ha HOJ'(I)OzBilHy. KrniHiyHe 3HaYeHHS
TAKOTI'O MiABUILlEHHS HEeBiIoMe, a IPUMOM BUCOKUX 03 IIpemnapary «I[Ipemapun™ »
OOHOYACHO 3 eTOPUKOKCUOOM He BuB4YaBcA. Ciim 6paTu g0 yBaru Take 30inbIlIeHHS
KOHIIeHTpallil eCTpOoreHy npu BuOOPi TOPMOHAJILHOTO IIpenapaTy [AjIsl 3aCTOCYBaHHS Y
Iepiog MOCTMeEHONAay3u IIPU OOHOYAaCHOMY 3aCTOCYBaHHI 3 eTOPUKOKCHUOOM, OCKiIbKU
3pOCTaHHS €KCITI03UIlil eCTPOTEeHY MiABUIIYE PU3UK BUHUKHEHHS IMOOIYHUX peakIlii

IIPU 3aMiCHii TOpMOHOTEPAITil.

ITpedHi3oH/npedHi3010H. Y OOCHIIKEHHSIX B3aEMOIii eTOPUKOKCHUO He BUSIBIISIB
KJIiHIiYHO 3HAYYIIOr0 BOJIMBY Ha (papMaKOKiIHETHUKY IIPEeOHI30HYy/IIPEegHi30/I0HY.

HueoxcuH. TTpu 3acTocyBaHHI eTOPUKOKCHOY B mo3i 120 Mr 1 pa3 Ha mo0y IIpOTSTroM
10 gHiB 30OpOBUM HMOOPOBOJILISIM HEe CIIOCTEPIraBCcs BOIKUB Ha MokKa3HuUK AUC
PiBHOBaXKHOMY CTaHi Ta Ha BUBEIEHHS OUTOKCHHY HUPKaMu. CrocTepiranocs

0-24hr Y

30i/IbIIEeHHS TOKAa3HUKA Cmax OUTroKCUHy (mpubmnm3Ho Ha 33 %). Take migBUIlleHHS
3a3BUYal HEe € CYTTEBUM Yy OilbIIOCTI malieHTiB. OgHaK CIIifl CIIOCTepiraTu 3a CTaHOM
MAali€HTiB 3 BUCOKUM PU3UKOM TOKCUYHOI [il AUTOKCUHY IIPU OOHOYACHOMY
MMpU3HaYeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, w,0 memabo1i3yromuCs
cyabvpompaHcpepasamu

ETopukokcub € iHriGiTOpOM aKTHUBHOCTI JIIOACHKOI Cynb(oTpaHchepas3u, 30KpeMa
SULT1E1, a TakOX MOXKe OigBUIIyBaTU KOHIIEHTPAaIllil0 eTUHIJIeCTPaaionly B CUPOBaTIIi
KpoBi. OCKiNbKY JOTemep JaHUX IIPO BIJIUB YUCJIEHHUX Cylab(oTpaHCchepas
HeIOoCTaTHBbO, a KJTiHiuHi epekTu GaraThox mperapaTiB 4OCi BUBYAIOTHCS, OOIITLHO 3
00epexXKHICTIO TpU3HavYaTy €TOPUKOKCUO OOMHOYACHO 3 iHIIMMU IIpenapaTaMy, 1110



MeTab0JIi3yI0ThCSI TOJTIOBHUM YMHOM JTIOICHPKUMHU CcylIbdoTpaHcdepaszaMu (HaopUKIIamd,
ImepopaabHUM camb0yTaMOJI Ta MiHOKCUIMII).

Bnaue emopukokcuby Ha npenapamu, w,o memaboaizyromucs izopepmermamu CYP

3a mJaHMMHU OOCIAKEHb In Vitro, He O4YiKyeThCs NpUrHideHHs nutoxpoMmis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. YV mpoiieci gociaigXKeHb 3a y4acTiO 3T0POBUX
moOPOBOJIBIIIB IIIOJeHHE 3aCTOCYBaHHSI eTOPUKOKCUOY B H03i 120 Mr He BIIMBajoO Ha
aKTUBHICTB neuiHKOBOro CYP3A4, 1110 BCTAHOBJIEHO 3a EPUTPOMIIIMHOBUM VXA IbHUM
TEeCTOM.

Bnaue iHwux npenapamise Ha papMakoKiHemuKy emopukokcuby

OcHOBHUM IIISIX 00MiHY eTOPUKOKCHOY 3anexkuTh Bif ¢epmeHTiB CYP. CYP3A4
cripusie MeTab0J1i3My eTOPUKOKCHUOY in vivo. [locnigKeHH4 in vitro BKa3yioTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHUU
IIIAX 0OOMiHY eTOPUKOKCUOY, ane ix KijIbKiCHi XapaKTepUCTUKY He BUBYAJIUCh in Vivo.

Kemokona3os. KeTokoHa307 € TOTyKHUM iHribiTopoMm CYP3A4. IIpu 3acToCyBaHHI
3mopoBUMH A0OpPoBONbIsIMHU Y mo3ax 400 mr 1 pa3 Ha goOy npoTsarom 11 mHiB
KEeTOKOHAa30JI He YUHUB KJIiHIiYHO 3HAYYIIOT0 BIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCHUOY B pa3oBilt fo3i 60 mr (36inbirenHs AUC Ha 43 %).

BopukoHa3oa i mikoHa30a. OgHOYaCHE 3aCTOCYBaHHS II€pPOPaIbHOI0 BOPUKOHA30JTy
ab0 MiKOHA30J1y y BUTJISANI OPaJIbHOTO T'eJIi0 AJI MiCIIeBOTO 3aCTOCyBaHHS (IIOTYXKHi
iaridiTopu CYP3A4) 3 eTOPUKOKCHOOM BUKJIMKAJIO HEBEJINKe MigBUINEeHHSI €KCIIO3UIIil
eTOPUKOKCcuOYy, 1110, OOHAK, He BBaXKaJIoCsd KJIiHIYHO 3HAUYIIUM 3TigHO 3
OITy0JIiKOBAaHMMU JaHUMHU.

PugpamniyuH. OgHOYaCHE 3aCTOCYBaHHSI eTOPUKOKCUOY Ta pudaMIiliuHy (IIOTY2KHOTO
ingykTopa pepmenTtis CYP) nmpu3BoOusio A0 3HUKEHHSI KOHIIeHTpallil eTOPUKOKCUOY B
na3Mi KpoBi Ha 65 %. Lle Moxke CyIpOBOLOXKYBaTUCA IOBTOPHUM IIPOSIBOM CUMIITOMIB
ITPY OMHOYACHOMY 3aCTOCYBaHHi 3 eTopuKokKcuOoM. Tofi K Taki maHi MOXKYTh
BKa3yBaTH Ha HeOOXimHiCTh 30iNbIIIeHHS 03U, HE PEKOMEHI0BAaHO 3aCTOCOBYBaTH
€TOPUKOKCHUO y mo3ax, II0 MepeBUIIyI0Th BKa3aHi [JIg KOXKHOT0 IToOKa3aHHs, OCKiJIbKHI
He BHUBYaJIOCh KOMOiHOBaHe 3aCTOCYBaHHSA PUMaMIIIIIUHY Ta ETOPUKOKCUOY B TaKUX
no3ax.

AHmauudu. AHTaIUOHI IpenapaTy He YMHATH KIIHIYHO 3HAYYIOTr O BIIJIUBY Ha
(apMakoKiHETUKY €TOPUKOKCHUOY.

Oco00/1MBOCTi IIOI0 3aCTOCYBaHHSA

Bnaus Ha IIIKT



[ToBigomrisiziocst PO YyCKIagHeHHS 3 00Ky BepxHix BigminiB IIIKT (mepdopariii, Bupa3ku
abo KpoBOTeUi), iHOMi 3 JIeTaJIbHUM HACJIiIKOM, V MAlli€HTiB, IKi OTpUMYyBaIu
€TOPUKOKCUDO.

3 obepexkHicTio ciig npu3sHadaTtu HIT3II naiieHTaM i3 migBUIIEHUM PHU3UKOM
ycknapHeHb 3 00Ky IIIKT; nmalieHTaM JIiTHLOTO BiKy, ITalliEHTaM, siKi 3aCTOCOBYIOTH
Oynb-sakub inmmi HIT3IT abo areTusncaminuioBy KHUCJIOTY OOHOYACHO, abo malieHTaM
31 HIJTIYyHKOBO-KUIIIKOBUMU 3aXBOPIOBAHHSIMU B aHaMHe3i, a caMe BUpa3kaMu Ta
IIJIYHKOBO-KUIIIKOBUMY KPOBOTEYaMU B aHaMHe31.

IcHy€e momaTKOBUM PU3UK PO3BUTKY M0oOiYHUX edekTiB 3 00Ky IIIKT (mIyHKOBO-
KMIIIKOBa BHpa3Ka abo iHmi yckimagHeHHS 3 60Ky IIIKT) ripu ogHOYacCHOMY
3aCTOCyBaHHi eTOPUKOKCUOY Ta alleTUJICaIillMIOBOl KUCJIOTH (HaBiTh ¥ HU3BKUX
mo3ax). Y mpoleci TpuBaIux KIIHIYHUX OOCIiAXKEeHb He CIIOCTEePIraaocs BUpPaxKeHol
BimMmiHHOCTI y 6e3neiti mono IIIKT npu 3acTocyBaHHi cesleKTUBHOTO iHriGiTopa L1OT-2
+ amertuncaninunoBa KucinoTa Ta HIT3II + anetuncaninuioBa KACIOTA.

Bniue Ha cepuego-cyOuHHYy cucmemy

KniniuHi mocnigkKeHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JTiKapChKUX 3ac00iB Kiacy
cenekTuBHUX iHTri6iTOPiB LIOI'-2 MOKe OYyTHU ITOB’I3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHYHUX yCKITaJHEHb (0C06IMBO iH(papKTy MioKapaa Ta iHCy/lIbTy) MOPiBHSHO 3
mwiane6o ta gesskumu HIT3I1. OckinbKu pU3UK CEPLIEBO-CYAMHHUX YCKIagHEHb 3POCTa€E
mpu 30iNbIlIeHH] 103U Ta TPUBAJIOCTiI 3aCTOCYBaHHS eTOPUKOKCUOY, Ipernapar CIif
pHU3HaYaTH Ha SKOMOIra KOPOTIIMY Mepiof Yacy Ta B HAaMHUKYUX e(DEeKTUBHUX
nob6oBux go3ax. Cifg nmepiognMyHO meperasagaTi moTpely MallieHTiB y
CUMIITOMAaTHYHOMY ITOJIETIIIeHHI O0JII0 Ta peakilifo Ha JIiKyBaHHS, 0COOJIMBO Y
Malli€HTiB 3 OCTE0APTPUTOM.

[TamierTam i3 BupaxXeHUMU (paKTOpaMMu PU3UKY PO3BUTKY CEPLIEBO-CYANHHUX
yCKIaJHeHb (HallpuKJaj, apTepiajbHa rinepTeH3is, rineprimigeMisi, ykKpoBui miaber,
MaJIiHHS) IpU3HavYaTy €TOPUKOKCUO MOTPiOHO JIMIIIE TTiC/Is PETENbHOl OIiIHKYU PU3UKY
PO3BUTKY yCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTHL 3aCTOCYBaHHS alleTHJICAIIINIIOBOI
KHMCJIOTHY OJIisI TPodiTaKTUKU TPOMOOeMOOJTiYHNX CEePIeBO-CYIUHHUX 3aXBOPIOBAHD,
OCKIiJIbKY He YMHSITh aHTHarperaHTHOI Oil. ToMy He ciif BigMiHATH aHTHarperaHTHi
npenaparTu.

Bnaus Ha HuUpku

HupkoBi npocTarjianguHy MOXKYTh BilirpaBaTy KOMIIEHCATOPHY POJIb Y MIATPUMIL
nepdy3sil HUpoK. ToMy IIpU CTaHaX, II[0 CYIIPOBOAXKYIOTHCS NOPYLUIEHHAM HUPKOBOI1
nepdysii, 3acCToCyBaHHS €TOPUKOKCUOY MOXKe IIPU3BOAUTHU A0 ITOociableHHs



YTBOPEHHS IMPOCTArjlaHOWHIB i, IK HACJIOOK, - O HUPKOBOTO KPOBOTOKY, TUM CaMMUM
noripimyodu QyHKIII0 HUPOK. BUCOKUU pU3UK PO3BUTKY TAaKOl peaxilil iCHye y
MaIli€HTIB 3 y2Ke HasgBHUMM BUPaKE€HUMHU NOPYIIEHHAMM QYyHKIIl HUPOK,
HEKOMIIEHCOBAHOIO CEePIIeBOI0 HEOOCTATHICTIO a0 IIMPO30M. Y TaKUX Malli€EHTIiB CIIif
KOHTPOJTIOBaTH PYHKITiI0 HUPOK.

3ampumka piduHu, HabpsaKu ma apmepiaabHa 2inepmeH3is

4K i mpu 3acToCyBaHHI iHIIUX IIpemaparis, 110 iHTi0yI0Th CUHTE3 IIPOCTAaTJIaHANHIB,
3aTpUMKa PiguHU, HaOPSKM Ta apTepianbHa rilepTeH3ist criocTepiraaucs y MallieHTiB,
SIKUM 3aCTOCOBYBaju eTopukokcub. Bei HIT3TI, BKIOYaoyu eTOPUKOKCHUO, MOXKYTh
MMPU3BOOUTHU 10 PO3BUTKY ab0 pelUaNBY 3aCTiliHOI cepiieBOl HeJOCTaTHOCTI.
IHdopMaliito mpo peakiiito 3aj1eKHO Bil Jo3u OUB. B po3aini «®apMakomoriuHi
BracTuBOCTi. ®apMakoguHaMika». 3 00epeKHICTIO ITpenapaT NpHU3HavaloTh MallieHTaM
i3 cepleBOI0 HETOCTATHICTIO, MOPYIIEHHAM (GYHKIII JTiBOro HIUTyHO4YKa abo
apTepianbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0XK MallieHTaM i3 HabpsKaMHu, 110
BUHUKJIN 3 OyOb-AKUX iHIINX OpUYnH. [Ipy KIiHIYHUX O03HaKaxX IOTipIIeHHS CTaHy
TaKUX MAIliEHTIB CIIif BXKUTH BiAMIOBIAHUX 3aXO0/iB, BKII0OYal04YU BiIMiHy € TOPUKOKCHUOY.

ETopukokcu6, 0COGIMBO ¥ BUCOKUX [103aX, MOKe ITPU3BOAUTH [0 YACTIIIOl Ta TIXKYO0I
apTepianbHOIl rinepTeH3il NopiBHAHO 3 Aesakumu iHmmmu HIT3I1 Ta ceneKTuBHUMU
inridiTopamu LIOI'-2. ToMy apTepianbHy rillepTeH3ii0 CIIim KOHTPOJIIOBATH 10 OYATKY
JIIKyBaHHSI €TOPUKOKCUOOM, Ta 0COOJIMBY yBary CIIifl MPUOiIMTH KOHTPOJIIO 3a
apTepialTbHUM THUCKOM MIif Yac JIiKyBaHHS eTOPUKOKCHOOM. ApTepiallbHUM TUCK CIIif
KOHTPOJIIOBATHU IIPOTATOM 2 THKHIB IiC/IA IOYaTKY JIIKyBaHHS, a IIOTIM - IEPiOANYHO.
Ax110 apTepiaabHUM TUCK CYTTEBO HMiABUILYETHCS, CIIi PO3TSIHYTU MOXKIIUBICTD
aJIbTEPHaTUBHOIO JIIKyBaHHS.

Bnaue Ha neviHKy

[MigBuIeHHs PiBHS anaHiHaMiHOTpaHchepas3u (AJIT) Ta/abo
acriaptataminoTpaHcdepasu (ACT) (mpubnusuo y 3 abo OinbIlie pa3iB IIOPiBHSAHO 3
BepxHBOIO Mexkeio HopMmu (BMH)) cnocrepiranocs npubnusHo B 1 % mallieHTis, sKi
Opanu y4acTb y KIIIHIYHUX JOCHIIXKEeHHSAX Ta 3aCTOCOBYBaJiM eTOPUKOKCUO y mo3ax 30
Mmr, 60 Mr Ta 90 Mr Ha goOy IIpoTsATroM Iepiony oo 1 poky.

Cunipg criocTepiratv 3a CTAHOM BCiX HAIliEHTIB 31 CHMIOTOMAaMM IIOPYIIEHHS (PyHKITi1
MMeYiHKM, a TaKOXK ITalliEHTiB 3 ITaTOJOTiYHUMHU MMOKa3HUKaMu GYHKIIiI nedinku. [1pu
O3HaKaXx MOpPYIIeHHS QYHKIII ITeYiHKM Ta IIPU CTIMKUX ITAaTOJIOTiYHUX 3MiHax
MMOKa3HUKIB QyHKIIi] nedinku (y 3 pa3u Buille 3a BMH) eTopukokcu0b ciif BigMiHUTH.

3aeanvHi 8Ka3iBKuU



AKI10 TpOTATOM JIiKyBaHHS Y IAlliEHTA CIOCTEPIraeThCs MOPYIIeHHA PyHKIIl Oyab-
sIKO1 3i CHCTeM OpraHiB, 3a3Ha4Ye€HUX BUIIlE, CJIiJ BXKUTH BiAIIOBIOHUX 3aXO[iB Ta
PO3TIISHYTHU ITUTAHHSA NP0 BimMiHy eTopukokcuOy. HeoOximHo 3abe3meynuTy BignoBigHe
MeOu4He CIIOCTEePEeKEHHS ITPU 3aCTOCYyBaHHI eTOPUKOKCUOY TalliEHTaM JIiTHBOTO BiKYy
Ta MalliEeHTaM i3 IopyllIeHHAMU (YHKIIl HUPOK, MediHKu abo cepIid.

3 00epeKHICTIO CIi TOYMHATY NiKyBaHHSI e TOPUKOKCUOOM MallieHTiB i3
merigparaliiero. PeKoMeHOoOBaHO IIPOBECTU perigparaliito 40 II04YaTKy 3aCTOCyBaHHSI
€TOPUKOKCUuOY.

[Tpo pO3BUTOK CEpPUO3HUX HIKIPHUX peakllil, y JesIKNX BUIIadKaX 3 JIeTaJIbHUM
HacCJIigKoOM, Yy TOMY YHKCJIi eKC(}OoIiaTUBHOIO IepMaTUTy, cuagpomy CTiBeHCca —
II2KOHCOHa ¥ TOKCUYHOTO elifepMajIbHOT0 HEKPOJIi3y, AyKEe PiAKO MOBIIOMIISIIIOCS
rpu 3actocyBanHi HIT3II i meskux ceyneKTuBHUX iHTiOiTOpiB LIOT'-2 mim yac
IMOCTMapPKETUHTOBOT'O CIIOCTEPEXRKEeHH (AuB. po3xin «I1ob6iuHi peakirii»). HaliBumiui
PHU3UK PO3BUTKY TAaKHUX Peakliii y MaIli€EHTIiB — Ha MOYaTKYy Tepallil, a M049aToK 1X
ITPOSIBiB ¥ OINBIIIOCTI BUMIA[IKiB — IIPOTSTOM IIEPIIOro Mics1ls JTikyBaHHSA. Cepiio3Hi
peaxilil rinepyyTanBOCTi (Taki K aHadinakcisg i aHTiIOHEBPOTUYHUYM HaAOPSK)
CIIOCTepIiranaucs y IMalliEHTiB, sIKi 3aCTOCOBYIOTh €eTOPUKOKCHUO. [lesiKi ceneKTuBHi
inribiTopu LIOT'-2 migBUIYIOTh PU3UK BUHUKHEHHS MIKipHUX peaklli y mallieHTiB 3
aJlepriyHoIo0 peaxiii€io Ao Oyab-9KOoTo npemnapaTry B aHaMHe3i. ETopukokcub ciifg
BiIMIiHUTM IIpU MEPIINX IIPOsIBaX BUCUMNAHb Ha IIKipi, YIIIKOOXKEHb CIIU30B0O1 000JIOHKHN
a0o0 iHIIMX O3HAKaX Tilnep4yyTIUBOCTI.

HpH 3aCTOCYBaHHi eTOpI/IKOKCI/I6y MOZXKYTBb MACKYBATHUCH ITPOSBU I'daPAYKHU Ta 1H1IIi
O3HAKHU 3allaJIBHOT'O ITPOoIeCy.

3 o0epexkHiCTIO MPU3Ha4Yal0Th OMHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHiri
IepopasbHi aHTUKOATyISSHTH.

3acTocyBaHHS €TOPUKOKCUOY, K i iHIIMX mpenaparis, I10 iHTiOyI0Th
LIUKJIOOKCUTeHal3y/CUHTe3 IpOoCTarjlaHANHIB, He PEeKOMEHI0OBaHO XiHKaM, SAKi
[IJIaHYIOTh BariTHICTE.

Lle#t mikapcbkui 3acid MicTuTh MeHIIe 1 Mmoinb (23 Mr)/mo3y HaTpiro, ToOTO
IIPpaKTUYHO BUIPHUU Biff HATPilO.

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

HeMmae KTiHIYHUX JaHUX ITPO 3aCTOCYBaHHS €TOPUKOKCHOY B mepiof BariTHOCTI.
HocnigXeHHs Ha TBapuHaXxX IPOOeMOHCTPYBaJid PENPOAYKTUBHY TOKCUYHICTB.
[MToTeHIiMHUY PU3UK [JI BaTiTHUX HeBigoMui. 3aCTOCyBaHHS € TOPUKOKCHUOY



MIPOTSITOM OCTAaHHBOTO TPUMECTPY BariTHOCTI, SIK i iHIIIUX ITpenaparis, 110 iHTiOYIOTH
CHUHTE3 IIpOoCTarjaHauHiB, MOXKe IIPU3BOOUTU A0 BiACYTHOCTI CKOPOYEHb MAaTKM Ta
rmepeg4acHOro 3aKpUTTS 00TaI0BOI ITPOTOKU. [TOBimOMIISIIIOCH TPO BUIMIAIKHU
MopyIlieHHsa GYHKII1 HUPOK IIJI0fa, 110 IIPU3BOAUIIO IO 3MEHIIIEHHS 00’ eMy
aMHIOTUYHOI piguHu (OJIirorifpaMHioOH) Y BariTHUX XKIiHOK, SIKi IIpUiMalid HeCTePOIgHi
mpoTu3ananbHi mpenapaTtu (HII3I1) Ha gBaglssTOMY THXKHi BariTHOCTi abo mi3Hime. B
OesIKUX BUIIaJKax Iie MOXKe MPU3BOAUTH OO0 IIOPYIIeHHS QYHKIIIlI HUPOK y
HOBOHAPOIXKEeHMX. 3a3HadyeHi eeKTU MOXKYTh BUHUKATU He3abapoM IIic/isg mo4aTKy
nikyBanHs HII3II; omirorigpaMHioH 3a3Bu4Yai € 000POTHUM ITiC/IsI MPUIUHEHHS
JIIKyBaHHS. 3aCTOCYBaHHS €TOPUKOKCHUOY MPOTUIIOKa3aHO B IIepiof BariTHOCTI. AKIIo
KiHKa 3aBariTHiNa mif 4ac JiKyBaHHS, eTOPUKOKCUO HeOoOXigHO BiIMIiHUTH.

Ilepion rogmyBaHHS I'PYOLOIO

HeBimoMo, uu IpOHUKAE €TOPUKOKCHUOD y IPyaAHEe MOJIOKO. Y IIypPiB eTOPUKOKCHUO
BUBOOUTHLCS Yy TPyOHEe MOIOKO. 2KiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, He TTOBUHHI
rogyBaTHu I'PyOaio.

DOepPTUIBHICTD

3acToCcyBaHHSI €TOPUKOKCUOY, SIK i iHIIIUX mIpemnapartiB, 110 inrioytooTts LIOT-2, He
PEKOMEH0BaHO XKiHKaM, sSKi IIJIaHyOTh BariTHICTb.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU MexaHiamamu.

[NamienTH, y IKUX Mi 4YaCc 3aCTOCYBaHHS €TOPUKOKCHOY BUHUKA€E 3allaMOPOYEHHS,
BepTUTro ab0 COHJIUBICTH, HEe MOBUHHI KepyBaTH aBTOTPAHCIIOPTOM Ta IpallfoBaTH 3
IHITKUMU MexXaHi3MaMHU.

Cmoci6 3acTocyBaHHS Ta I03H

Jlikapcbkuii 3acidb ETopa 3acTOoCOBYIOThH mepopaiibHo. [IpemapaT MoKHa IIpuiMaTu
He3aJIe’KHO Bif BxKMBaHHA 1XkKi. [loyaToK epeKTy nipenapaTty HacTa€ LIBUMIIE IIPU
mputioMi nepep imoro. Lle moTpi6HO BpaxoByBaTH ITPU HEOOXIMHOCTI HIBUAKOTO
rnocnabieHHSI CUMIITOMIB.

OCKinbKM PU3UK BUHUKHEHHS ITOPYIIIEeHb 3 O0OKY CeplieBO-CYIUHHOI CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTaE IIPU ITiABUIIEHH] T03M i TPUBAIIOCTi €KCITO3MUIIil,
HeOoOXigHO MPOBOANTU HAUKOPOTIIi KYPCH JIIKyBaHHS ITPY 3aCTOCYBaHHI HaMEHIIINX
eekTuBHUX 0O0O0BUX H03. CIim MepiognYHO IIePeOoIliHIOBaTH IOTPe0y y MOJIermieHHi
CUMIITOMIB i BifITOBiIb HA JTiIKyBaHHS, OCOOJIMBO y IAIlIEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum



PekomeHpoBaHa mo3a ctaHoBUTH 30 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEHTiB IIpU
HeIOoCTaTHbOMY MocJabieHHi cuMITTOMIB 30inbIitieHHsT mo3u mo 60 Mr 1 pa3 Ha moOy
MOXKe MiABUIIUTHY €(PEeKTUBHICTh. 3a BiACYTHOCTI NOJNiNeHHA e(eKTy CIIif PO3TISHYTH
IIUTaHHS PO 1HII MOXKJIMBlI METOAU JIIKyBaHHI.

PesmamoioHutli apmpum

PekomeHpoBaHa mo3a CTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEHTiB IIpU
HeIOOoCTaTHbOMY MocJiabieHHi cuMIIToMiB 30inbitteHHsT mo3u 1o 90 Mmr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KitiHiyHOI cTabimizarrii
nallieHTa OOILJIbHO 3HU3UTH J03y 1o 60 mr 1 pa3 Ha goOy. 3a BimCyTHOCTI IOIiNIIEeHHS
edeKTy PO3rISAHYTU MIUTAHHS IIPO iHIIII MOXKJIMBI METOOM JIIKyBaHHS.

AHKIin03yr04ull cnoHOuUAIm

PekomeHpoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IallieHTiB IIpU
HeIOoCTaTHbOMY MociabieHHi cuMIrToMiB 30inbitieHHsT mo3u mo 90 Mmr 1 pa3 Ha mo0y
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KiTiHiyHOl cTabimizarrii
MalfieHTa OOIiIbHO 3HU3UTHU Ho3y A0 60 Mr 1 pa3 Ha go0y. 3a BiICYTHOCTI HOIiNiIeHHsI
edekTy crif po3TIAHYTH MAUTAHHS PO iHIIII MOXK/IUBI METOOU JTIKyBaHHS.

I'ocmputi 6iav

Y pa3i mosiBu rocTporo 60J110 eTOPUKOKCUO 3aCTOCOBYIOTH JIMIIIE ¥ TOCTPUM
CUMIITOMaTU4YHUH MIEepPiof.

I'ocmputi noGazpuyHuu apmpum

PekoMmeHpoBaHa fo03a ctaHoBUThL 120 Mr 1 pa3 Ha moOy. ITim yac KimiHigHUX
OOCITiI?KeHb T'OCTPOT0 IMOOAarpuYHOTr0 apTPUTY ETOPUKOKCUO 3aCTOCOBYBaJIM BIIPOIOBK
8 mHiB.

ITicasionepauitiHutll 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONepamu8HUM
empyuyaHHAaM PekoMmeHmoBaHa mo3a - 90 mr Ha 1 pa3 Ha g0o0y IIPOTSATOM MaKCUMYM
3 mHiB. [I15 OesIKUX IMalliEHTiB MOxe OyTH HeoOXimHMM HOoOaTKOBE ITicisionepalliiie
3HeOO0/II0BaHHSI.

Ilo3wu, 1110 TTePEeBUITYIOTh PEKOMEHIOBaHi /151 KOXKHOT'0 OKa3aHHs, He MalOTh
nomaTkKoBOl epeKTUBHOCTI ab0 He BUBUYAIUCA. TOMY:

e [103a IPU OCTEOAPTPHUTi He ITOBMHHA NepeBulllyBaTu 60 Mr Ha go0y;

e [0O3a IIPW PEBMATOIHOMY apTPHUTI Ta aHKIJIO3yI04YOMY CIOHOUJIITI HE HOBUHHA
nepesuiryBatu 90 Mr Ha go0y;

e [103a ITPU I'OCTPil Mmojarpi He MOBUHHA IepeBullyBaTty 120 MT Ha o0y BIPOOOBXK
MaKCHUMaJIbHOTI'O IIepioAy JIiKyBaHHS 8 OHIB;



e [103a ITPU IOCTPOMY OOJIIO IiC/IsT CTOMATOJIOTiYHOTO OIIePaTUBHOIO BTPYYaHHS He
MmoBUHHA nepesBuityBatu 90 Mr Ha go0Oy BIIPOOBK MaKCUMAJIbHOTO 3-0€HHOTO
nepiony.

ITauieHmu AiMHbLO20 BIKY

Hemae HeoOXigHOCTI B KOpPEKIIil O3yBaHHS OJIs IAlli€HTIiB TiTHBOTO BiKy. K i y pasi
3aCTOCYBaHHS iHIIIKUX IIpelaparTiB, IpernaparT Ciif Mpu3HadaTu 3 00epekHiICTIO
naieHTaM JIITHBOT'O BIKY.

IMTopyweHHsA ¢pyHKUII neyiHKu

He3zanexxHo Bif TOKa3aHHS MalliEHTaM i3 MOpylmeHHIMU QYHKIII TeYiHKU JIETKOT0
ctyneHs (5—6 OasmiB 3a 1miKasnoio Yaiunga — [1'10) He crig nmepeBunlyBaTtu go3ly 60 mMr
1 pa3 Ha goOy. [TamieHTaMm i3 MOpyIIeHHIMHM QYHKIIi1 ITe4YiHKY ITOMipHOTO CTYIEeHS
TSI2KKOCTI (7-9 OastiB 3a mKkasnoroo Yainnoa - I1'10) He3ajiezKHO Bif ITOKa3aHHS He CIIif
nepesuiryBatu n1o3y 30 mr 1 pa3 Ha mo0Oy.

KninigHui gocsig 3acTocyBaHHSA 00MeXKeHUM, 0COOIUBO IIIOAO MAallieHTIB i3
MMOPYIIEeHHAMHU PYHKIIII NeYiHKY ITOMiIpHOTO CTYIIEHS, TOMY IIpeliapaT CIIif
mpu3HaydaTu 3 00epexXHicTio. BincyTHiN KIiHiYHUYM OOCBi 3aCTOCYBaHHS ITpenaparTy
MalieHTaM i3 TAXKKUMU NopyIIeHHIMU GyHKIIII medinku (=10 GaniB 3a IIKaI00
Yaninpma — I1'10), ToMy IIpenapaT OpOTUNOKa3aHUM TaKUM IalliEHTaM.

IMopyweHHAa pYyHKUIT HUPOK

KopuryBaHHs 0034 He OTPiOHe IallieHTaM i3 KjlipeHcoM KpeaTuHiHy =30 MJI/XB.
3acTocyBaHHS €TOPUKOKCUOY MallieHTaM i3 KiripeHcoM KpeaTuHiHy <30 MII/XB
IIPOTUIIOKA3aHO.

Iimu.

ETopukokcub nmpoTUokasaHuil miTsM BikoM A0 16 poKis.
ITlepemo3yBaHHs

Y npoiieci KIiHIYHUX OOCHIAXKEHb 3aCTOCYBaHHS Pa30BOl 03U €TOPUKOKCUOY 10

500 mr a6o GaraTopas3oBuii nmpuitom go 150 Mr Ha moOy npotsiroM 21 OHS He
CIIPUYHUHSAJIO iCTOTHUX TOKCUUYHUX e(deKTiB. [loBimoMmmsanocsa npo rocrtpe
rmepeno3yBaHHS eTOPUKOKCHUOOM, Xx04a B OiNTbIITIOCTI BUNAKiIB Mpo mobiuyHi peakiiili He
nmoBimoMiisisiock. [106iYHI peakirii, 1110 cIoCcTepiraauch HaklyacTille, BignoBiganu
nmpodinio 6e3neky eTOPUKOKCUOY (Taki gk peakiril 3 6oky IIIKT, 3 60Ky cepiis Ta
HUPOK).



Y pasi nepeno3yBaHHS OOLIIIPHO BXKUTU 3BUYaUHUX MiATPUMYBaJIbHUX 3aX0iB,
HaIMpUKJag BUOaleHHs HeabcopOoBaHoro npenaparty 3i IIIKT, BegeHHs KITiHIiYHOTO
CIIOCTEpeXKEeHHS, Y pa3i HeoOXigHOCTI — MPOBeOeHHS MiATPUMYyBaJIbHOTO JTiIKyBaHHS.

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

IToGiuni epexT

Be3neka 3acTocyBaHHSI €TOPUKOKCHOY OITiHIOBAJIaCh y MPOIIeCi KIiHIYHUX HOCTiIXKeHb
3a y4dacTio 9295 manieHTiB, BK/II0UYa4u 6757 Mali€eHTIiB 3 OCTE0apPTPUTOM,
pPEeBMaTOIOHUM apTPUTOM, XPOHIUYHUM 00JIeM Y HUKHiM YaCcTUHI cIUHU abo
aHKiNno3yo4yuM croHauiToM (mpubau3no 600 mallieHTiB 3 ocTeoapTpUTOM abo
PEeBMaTOIIHUM apTPUTOM OIepPzKyBaJlu JTiKyBaHHS IMPOTsaroM 1 poky abo mosiie).

[Tig vac kniHiYHUX OoCHigXKeHb Npodinbk HebaKaHUX sIBUII OYB OOHAKOBUM Y TAIli€HTIB
3 0CTeoapTPUTOM ab0 peBMaTOImHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUD
npoTsroM 1 poky abo moBIlIe.

Y mpomneci KITiHIYHOT 0 OOCIIAXKEHHS 3a y4acCTIO Ialli€HTIB i3 TOCTPUM HOOarpuYHUM
apPTPUTOM €TOPUKOKCHO ImMpu3Havasu B mo3i 120 mr 1 pa3 Ha go0y nmpoTsarom 8 OHiB.
[Tpodinb HeGaxkaHUX SABUIL Y IIbOMY AOCIiAXKEeHHi OyB y I[iJIOMy TaKUM CaMUM, K y

OOCIIIIKEHHIX 3a y4JacCTIO MallieHTiB 3 OCTE0apPTPUTOM, PEBMATOIOHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUKHIM YaCTUHI CIIMHU.

Y nporpawmi omiHkKu 6e3meKHu OJisi CEPIIEBO-CYIUHHOI CUCTEMH 3a HaHUMU TPhOX
KOHTPOJIbOBAHUX OOCJIAKEHb 3 aKTUBHUM ITperapaToM NopiBHAHHS 17412 nanieHTiB 3
0CTe0apTPUTOM ab0 PeBMATOIIHUM apPTPUTOM OTPUMYBAIU eTOPUKOKCHO (Y mo3ax 60
Mr ab6o 90 Mr) B cepeHbOMY BITPOOOBK Ipubnu3Ho 18 micsauiB. daHi mpo 6e3meKky Ta
OinbIn meTanbHa iHQOpMallis IIpo Ifo IporpaMy IIpeacTaBiIeHi B po3misi
«®apMakKoJIOTiuHi BIIaCTUBOCTI».

Y nponeci KiIiHIiYHUX OOCIiAXKEeHb 3a y4acCTIO Malli€HTiB i3 TOCTPUM IIiCIsS0nepaliiHuM
00JieM IIiC/IsI CTOMATONIOTiYHUX, abIOMiHaTbHO-TIHEKOJIOTIYHUX XipypriuyHuX BTPy4YaHb,
BKJIIOYarouy 1222 mallieHTH, sIKi 3acToCoBYBaIu eTOPUKOKcuO (y mo3ax 90 mr a6o 120
Mr), ITpodinb HebaxkaHUX SABUII OyB y ITIJIOMY TaKUM XKe, SIK Y TOCJIiIXXKeHHIX 3a
y4acCTIO MTAlliEHTIB 3 0CTE0APTPUTOM, PEBMATOIHHUM apPTPUTOM Ta XPOHIYHUM O0JIEM Y
HUXKHIU YaCTUHI CIUHU.

ITpo HUK4Ye3a3HaueHi MOOiYHI peakiiil ITOBiMOMIISIIIOCH 3 OiIBIIIOI0 YAaCTOTOIO IIPHU
3aCTOCYBaHHI IIpenapary, Hix miane6o, y mporeci KIiHIiYHUX JOCITiaXKeHb 3a y4aCTIO
MallieHTIB 3 OCTE0APTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM O0JIEM Y HUKHIN
YaCTHHI CTIMHY ab00 aHKiI03yl0UUM CIIOHAUIIITOM, SKi 3aCTOCOBYBaIu €TOPUKOKCHUOD Y



mo3i 30 mr, 60 Mr a6o 90 Mr mpoTsiroM 12 TUXKHIB (DOCITiAXKEHHS 3a IPOrpaMolo
MEDAL, KOPOTKOCTPOKOBI JOCIIiA2KEeHHS 11010 TOCTPOT0o O0JII0 Ta ITIOCTMAapPKEeTUHT OBUM
OOCBin).

Tabnuisa 2

. N KaTteropis
Kmnac cuctemu oprasis |[Io6iuyHi peakiiil
yacTtoTu*
aJIbBEOJIIPHUU OCTUT 4acTo
IHdekKI1il Ta iHBa3il
raCTPOEHTEePUT, iHPeKIlil BepXHiX OTuXaabHUX
o : HeYacTo
IIJISIXiB, iH(EKIIil CE4OBUBITHOTO TPAKTYy
.. aHeMis (mepeBaXKHO B pPe3yJIbTaTi IIIyHKOBO-
3 60Ky KpOBi i . ) B ]
_ . KHMIIIKOBOI KPOBOTEYi), IEUKOIIEHis, HeYacTo
nmiMpaTHYHOl CUCTEMU .
TPOMOOIIUTOIIEHI s
1"111epqum/n':;iCTb1E B HeYacTo

3 60Ky iMmyHHO1

CUCTEeMHU AHT10HEBPOTUYHHUH HaGpHK,

aHadinakTuyHi/aHadinakTOIgHI peakiiil, y TOMy |pigko
quCi Mokt

HaOpsKHU/3aTpUMKa PiguHU 4acTo

Poznagu metabomnizmy
1 Xap9yBaHHS 3HUKEHHS ab0 IIOCUJIeHHS alleTUTy, 301IbIIeHHS
_ HEYacCTo
MacH Tina

TPUBOXKHICTB, JeNIPeCis, MOTripIIeHHs PO3yMOBOI1
. . f He4yacTo
OisIJIBHOCTI, TaJII0UHAIll

[IcuxiyHi IOPyLIEHHA

CILJIyTaHiCTh CBiJIOMOCTi:l:, HecIoKifiHWit cTax" pigko




3anmaMOpOY€eHHS, TOJIOBHUM Oiflb 4acTo
. OucreB3isi, 60e3COHHSsI, mapecTe3is/rinecresis,
3 60Ky HEPBOBOI _ He4yacTo
COHJIMBICTH
CUCTEMU
. 5 4acToTa
BHYTPIIIHbO-4E€PENHNY KPOBOBUJIUB ]
HeBiZoMa
3 00Ky OpTaHiB 30py |HEYITKiCTh 30py, KOH IOHKTUBIT HeYacTo
3 OOKy OpraHiB CyXxy i
BECTUOYIIPHOTO IIIyM Yy ByXaX, 3allaMOpPOYeHHs HeYacTo
anapary
BiguyTTsI cepLieOuTT, apI/ITMi;{le 4acCTo
3 6oky ceprs iGpunAList mepencepnb, Taxikapmist, 3acTifiHa
ceplieBa HEOCTaTHICTh, HecnenudiyHi 3MiHM Ha |HEYacTo
EKT, CTeHOKapJIif{:I:, iH(papKT MiOKapna§
rimepreHsisa 4acTo
IIPUNJIBY KPOBi, TOPYIIIEHHS MO3KOBOTO
3 60Ky CyOUHHOI KpOBOOGiry§, TpPaH3UTOPHA illleMiyHa aTaka, HedacTo
CUCTEMU rinepToHIYHUNT Kp1/13¢, BaCKy.TIiT:l:
4acToTa
TPOMOO03 ITUOOKUX BEH ]
HeBioMa
3 60Ky guxajibHOIL 6p0oncr1a3MjlE 4acTo
CUCTEMHU, OpTaHiB
TPYOHOI KJIITKY 1
KallleJib, IUCIIHOE, HOCOBa KPOBOTEYa He4yacTo

CepenoCTiHHA




jiereHeBa eM0O0JIisg

YacToTa HeBigoMa

. . oyxe
OiNtb y )KUBOTI
4acTo
3amop, MeTeOpPU3M, TaCTPUT, MeUiss/KUCIOTHUU
pedoKc, miapesi, OUCHENCisas/aucKoMpopT y
, o . . |gacto
OiISTHIN eITiracTpisi, HymoTa, O/1oBaHHS, e30darir,
3 6oky IIIKT BHPA3KU B POTOBiM ITOPOKHUHI
3OyTTS XKHWBOTa, 3MiHa XapaKTepy IIePUCTaTbTUKHU
KHUILIEYHUKY, CYXiCTh Y POTi, raCTPOAyOAeHallbHi
BUPA3KY, [IENTUYHI BUPA3KU, Y TOMY YUCJIi HeYacTo
nepdopartiis i Kposoreua IIIKT, curapom
[IOAPa3HEHOI'0 KUIIIEYHUKY, HaHeraTHT1E
nigBumienHsa AJIT, nigBumienHsa ACT 4acTo
3 OOKy
remnaTtobimiapHol rematutt pigKo
CHUCTEMHU
MMe4YiHKOBa HeJIOCTaTHiCTB:l:, }KOBTEIHI/ILIH:I: pi;uKoJr
€KXiM03 4acTo
. HaOpsK o0nu4y4si, cBepOiK, BUCUTIAHHS, epI/ITeMa1E
3 OOKy LIKipH i , + HEe4YacCTO
. . . , KPOIIUB’ THKa
MigmIKipHO1
KJIITKOBUHU
cuagpoM CTiBeHCa — ,]I}KOHCOHa:l:, TOKCUYHUU
ernigepManbHUK HerOJIi3:I:, CTiMKa meOT
MeOuKaMeHTO3Ha epI/ITeMa1E
3 60Ky OIMOPHO-PYXOBOIL . , 5
, . |cmma3mu/cymomu M’'s13iB, CKEJI€THO-M’ I30BUU
CHUCTEMH 1 CIIONTy4YHOI1 HeyYyacTo

TKaHUHU

0inb/CKyTiCTD




. MIPOTEIHYPis, IMiOBUIIIEHHS PiBHSI KpeaTUHIHYy B
3 60Ky HUPOK i i _
. . CHUPOBATIIi KPOBi, HUPKOBa
CEeYOBUIILHOIL . . 1 . HedacTo
HEeIOOCTaTHICTh/OUCPYHKIIA" (OUB. po3min
CUCTEeMU .
«OCcoOIUBOCTI 3aCTOCYBAaHHS»)
TlopymeHHs aCTeHiss/BToMa, TPUNONONIOHI CUMIITOMU 4acTo
3arajibHOTO CTaHy Ta
MIOPYILEeHH, II0B’A3aHi
3i cmocobom
3aCTOCYBAHHS Oinb y rpyOHin KIiTIi HedacTo
MigBUIIIEHHS PIBHA @30Ty CEYOBUHU KPOBI,
MMigBUIIEHHS PiBHSA KpeaTHuHGOC)OKiHA3H,
. . . . . HedacTo
JTa6opaTopHi rimepxkasieMisi, DiABUILIEHHS PiBHS CE€4Y0BO1
OOCITiMKEeHHS KHCIIOTH
3HUXKEHHS PiBHS HaATPilO B KPOBI pigko

* KaTeropist 4acTOTH BU3HAYAETHCS OJII KOXKHOTO TEPMiHY ITO0IYHOTO SIBUIIA 3a
YacTOTOIO B 0a3i JaHUX KITIHIYHUX OOCIiAXKeHb: Iyx)e yacTo (=1/10); gwacto (=1/100,
<1/10); meuacTto (=1/1000, <1/100); pigko (=1/10000, <1/1000); myxe pinko
(<1/10000).

¥ [o6iuna peakilis ineHTHU(iKOBaHa y Ipolieci HOCTMapKETUHTOBOTO CIIOCTEPEKEHHS.
YacToTa BU3Ha4Yajacsa 3a MaKCUMaJIbHOI YaCTOTOIO YV KIIIHIYHUX OOCIIiAXKEeHHAX (maHi
3i6paHi 3a 3aTBEPAKEHUMHU ITOKa3aHHSIMHU Ta J03aMU).

T KaTteropist yactoTu «pigkKo» BU3Hadanacs BignoBigHO o Guideline on summary of
product characteristics (SmPC) (2-u1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxHbOol Mexki 95 % [II onsa 0 sBul 3 ypaxyBaHHSAM KilIbKOCTI
y4aCHUKIB, siKi mpuiimManu nikapcbkui 3acid ETopa, B ananisi manux III ¢a3wy,
00’eqHAHUX 3a 0300 i moka3saHHaM (n=15470).

B lNimepuyyTauUBICTE BKJIIOYAE MOHATTSA: ajleprisd, MeOuKaMeHTO3Ha aJjieprid,
MeOuKaMeHTO3Ha TilepuyT/IUBICTD, IIepyYyTIuBICTh, TiIepyYyTINUBICTh HEYTOYHEHA,
peaxiisa rirnepyyTInuBOCTI 1 HEyTOYHEHa ajlepris.

%3a pe3ynbTaTaMM aHaJjli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOIIOMOTOI0 maiebo Ta
AKTHUBHOTIO ITpeIapaTy MOPiBHSIHHS KJIIHIYHUX OOCIiIXKeHb, CeJIeKTUBHI iHTiOiTOpH



[IOI'-2 6ynu moB’si3aHi 3i 30iIbIIIEHHAM PU3UKY BUHUKHEHHSI CEPMO3HUX apTepialbHUX
TPOMOOTHUYHUX MOMiN, BKIIOYaouu iHQapKT Miokapaa Ta iHCynbT. ba3ywo4yuck Ha
HasBHUX JaHWX, MaJOMMOBIpPHO, 110 30ibilIeHHSA aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TaKUX SIBUII ITepeBUIUTL 1 % Ha pik (HedacTo).

[Tpu 3actocyBanHi HIT3I1 noBigomMnsanocs Ipo TakKi cepiio3Hi MoOiYHiI peakiril:
He(POTOKCUYHICTh, BKIIIOYAIO4YM iIHTEPCTHUIliaTbHIN HeGPUT i HEQPOTUYHUYN CUHAPOM,
TOMY He MOKHa BUKJIIOYATH IX BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCUOY.

38imys8aHHsA Nnpo nido3pr8aHi nobiYHi peakuii

BaxxnuBo 3BiTyBaTH mpo migo3pioBaHi MoOiuHi peakiril micssg peecTpaliil TiKapChbKOTro
3aco0y. lle mae 3mMoOry ¥ HapfaJjli KOHTPOJIIOBATH CIIiBBiHHOIIEHHS KOPUCTh/PU3UK IPU
3acTOCyBaHHI TiKapchKoro 3aco0y. KBamiikoBaHUX MpalliBHUKIB y raay3i OXOPOHU
37IOPOB’SI MTPOCSITH IMTOBIAOMJISATH IIPO BCi ITimo3pioBaHi moOiYHI peakirii.

TepMiH NpUIATHOCTI
4 pokKu.
YMmoBHu 30epiranus

He noTpebye cnenianbHUX TeMIepaTypHUX YMOB. 30epiraTu B OpUTriHaIbHiM yIIaKOBIIi
OJIs1 3aXUCTY Bif Bojioru. 36epiraTy y HEOOCTYIHOMY OJIS OiTeM MicCIIi.

YnakoBka

ITo 7 TabneTtok y Gimictepi. ITo 1 6icTepy B KapTOHHIiN KOPOOIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

POHTIC XEJIJIAC MENIKAJI EHII PAPMACDBIOTIKAJIC ITPOIOAKTC C.A.
RONTIS HELLAS MEDICAL AND PHARMACEUTICAL PRODUCTS S.A.

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIlsi MIPOBaIXKeHHsI HOI' 0
OistIBPHOCTI.

41004, Jlapuca, Jlapuca IIpomucnosa 30Ha, [lomntoBa ckpunbka 3012, I'perris.

P.0O. BOX 3012 Larisa Industrial Area, Larisa, 41004 Greece.



