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.

IToxa3aHHSA

CuMnTOMaTHU4YHA Tepalis IPU OCTE0apTPHUTi, peBMaTOIIHOMY apTPUTi, aHKIIO3YI094OMY
CIIOH[OUJIITi, @ TAKOK Ipu OOJII0 i 03HaKax 3amajeHHs, TOB’I3aHUX i3 TOCTPUM
NOJArpuYHUM apTPUTOM.

HeTpuBarne nikyBaHHS MOMiIpHOTO HicasionepaliiiHoro 60710, OB’ I3aHOT0 3i
CTOMAaTOJIOTIYHUMHU OIlepallisiMu.

PimmtenHs mpo npu3HavyeHHs ceneKTUBHOrO iHribiTopa LJOI'-2 MTOBUHHO I'PYHTYBaTUCS
Ha OIliHIIl BCiX IHOAWBiOAyaJIbHUX PU3HUKIB Yy alli€HTa.



IIporunnoka3aHHs

Jlikapcbekuii 3aci6 ETopa nmpoTuokasaHui:

e IIPU TiMEePYYTIUBOCTI [0 HOitoyol abo Oyab-gKOI HOTIOMizKHOI peYOBUHU IIpenapary;

e IIPU AKTUBHIM MENTUYHIN BUpPa31li a00 aKTUBHiM IIJTYHKOBO-KUIIIKOBiM KPOBOTEYi;

e TIAITiEHTAM, Y SIKUX BUHMKaB OpPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJlbHi ITOJIilH,
QHTiIOHEBPOTUYHUM HAOPSK, KPOIIMB ' SHKA a0o0 iHIII ajepriudi peakiril micus
3aCTOCYBaHHS alleTUICaIiIuiIoBoi Kucnotu abo HIT3II, Bkmtouatouu iHriGiTopu
LHOI-2;

e y IIepiof BariTHOCTI Ta rogyBaHHS I'PYOLIO0;

e TIPU TSAXKKUX MOPYIIEHHAX (QYHKII] medyinku (anbOyMiH CUpOBaTKU KPOBi < 25 r/n
a6o0 =10 O6astiB 3a mkanow Yaunma — I1'10);

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

e OiTAM BiKOM [0 16 pPOKiB;

e IIPM 3allaJIbHUX 3aXBOPIOBAHHSX KUIIIEUYHUKY;

e IIPU 3aCTiliHiN cepieBii HemocTaTHOCTI (NYHA II-1V);

e TIALlIEHTAM 3 apTepiajIbHOIO IiIepPTEeH31€10, YV IKUX [IOKa3HUKHU apTepiaJbHOTO
THUCKY IIOCTiHO Buili 3a 140/90 MM PT. CT. Ta HEOOCTAaTHHO KOHTPOJIIOIOTHCS;

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

B3aemoaisi 3 iHIIMMH JTiIKapChbKUMH 3aco00aMH Ta iHIIi BHIH B3a€EMOIil

dapmakoOduHamiuHi 83aemo0ii

IlepopaavHi aHmukoazyasiHmMu. Y Nalli€eHTiB, CTaH SKUX CTabini30BaHUN MOCTIMHUM
3aCTOCYBaHHSAM BapdapuHy, TpuoM eTOPUKOKCHUOy B mo3i 120 Mr Ha o0y
CYTIIPOBOAXKYETHCS 30i/IbIIeHHAM TPUOIM3HO Ha 13 % npoTpoMOiHOBOTO Yacy
MiKHapOOHOTO HOpMaJli3oBaHOro BimHomeHHs (MHB). Tomy B naIfi€eHTiB, sgKi
3aCTOCOBYIOTH IlepOpajibHi aHTUKOAryJITHTHU, CJIi[] 4acTO I[IePeBIpATU IIOKa3HUKU
npoTrpomMbiHoBoro yacy MHB, ocoGnuBo B meplili AHi mpuiioMy eTOPUKOKCuOy abo mmpu
3MiHi U0Or0 JO3yBaHHA.

Iiypemuku, iH2ibimopu aH2ziomeH3uHNnepemaop8aabHo20 pepmernmy (AIIP) ma
aHmazoHicmu peuenmopie aHziomeH3uHy II. HTI3I1 MoxyTh mocnabmioBaTu ehekT
OiypeTUKIB Ta IHIINX aHTUTINIEPTEeH3UBHUX IIpernapariB. Y JesgKuX IMallleHTiB i3
MopyIIeHHAMHU QYHKIII HUPOK (HalpuKiIaf, V MallieHTiB 3 merigpaTailli€io abo y JIiTHiX
MalieHTiB 3 ocnabmeHo0 PyHKI€I0 HUPOK) OOHOYacHe 3aCTOCyBaHH iHribiTopa ATT®
ab0 aHTaroHicTiB penenTopiB aHrioTren3uny Il i mpemaparis, 110 iHTiOyIOTh
IIMKIIOOKCUTEeHAa3y, MOXKe IMIPU3BOOUTH OO0 MOOAIbIIOro MOPYIIeHHS (QYHKIIl HUPOK,
BKJIIOYAIOYY I'OCTPY HUPKOBY HEIOCTATHICTh, 10 3a3BUYall Ma€ 000OPOTHUM XapaKTep.



Crnig maM’siTaTH IIPO MOXKJIUBICTh TAKUX B3a€EMO/IIM Y IAIlIEHTIB, sIKi 3aCTOCOBYIOTh
eTOPUKOKCHO omHOYacHO 3 iHri6iTopamu AII® aGo 3 aHTaroHicTaMu PeNenTopiB
auriotren3uny II. Tomy Taki KoM06iHaIlil cIim Mpu3HadYaTyu 3 00epeKHICTIO, 0COOIUBO
nalfieHTaM JIiTHBOTO BiKy. HeoOximHO IMpoBeCcTH HaleXHYy TigpaTallilo Ta PO3TJISHYTH
MUTAHHS PO IPOBEeOEeHHS MOHITOPUHTY QYHKIIil HUPOK Ha IT0YaTKy KOMOiHOBaHOT O
JIIKyBaHHS, a TAKOXK 3 IE€BHOIO IEePIOONYHICTIO 1 Hajai.

Auemuacanivunosa Kucsaoma. Y npoueci OOCIiOXKeHHs 3a y4acTi 300POBUX
noOpOBOJIBIIIB B YMOBaxX PiBHOBaXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120
Mr 1 pa3 Ha moOy He BILUIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIilUI0BO1
kucinoTtu (81 mMr 1 pa3 Ha mo0y). EToprukokcu6 MoxKHa Npru3HadaTU OJHOYACHO 3
alleTUJICAJIiMIIOBOI0 KUCIIOTOIO B A03aX, III0 3aCTOCOBYIOTHCA OIS MMPODiTaKTUKHN
CepIEeBO-CYOIUHHMX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAIiIINIOBOl KUCJIOTH B
HU3BKMX O03ax). OgHaK OgHOYaCHe 3aCTOCYBaHHS HU3BKUX 03 alleTUICAJTiIUI0BO1
KHCJIOTU Ta €eTOPUKOKCUOYy MOKe 30i/blIyBaTh 4acTOTy BUHUKHEeHHs Bupa3ku LIKT Ta
iHIIMX yCKJIagHEHb ITOPiBHSIHO 3 MOHOTEPAIli€l0 eTOPUKOKCcuO0oM. He peKoMeHI0BaHO
OLHOYaCHe 3aCTOCYBaHHS €TOPUKOKCHUOY 3 alleTUJICAJIIIINIIOBOIO0 KUCIOTOI0, HO3U SIKOl
BHUIII 3a mpodinakTuyHi, a TakKoxK 3 iHmmmu HIT3II.

LlukaocnopuH ma makpoaimyc. Xoda B3a€EMOisi eTOPUKOKCUOY 3 UMM IIpelrapaTaMu
He BHUBYaJlach, OMHOYACHe 3acToCyBaHHS Oyab-sikoro HII3II i3 nukmocrnopuHoM abo
TAKPOJIIMyCOM MOXKe€ ITOCUIIOBAaTH HE(PPOTOKCUYHUU BIIIUB OCTaHHIX. Cif
KOHTPOJIIOBaTU (PYHKIIiI0 HUPOK ITPU OJHOYAaCHOMY 3aCTOCyBaHHI eTOPUKOKCUOY 3
OyIOb-IKUM i3 IIUX IIperapariB.

dapmaKoKiHemu4Hi 83aemMoO0il
Bnaue emopukokcuby Ha (papmMakoKiHemukKy iHuwux npenapamias

JIimiti. HIT3IT mocnabmi0l0Th BUBEIEHHS JIiTil0 HUPKaMU, TUM CaMHUM IIigBUIIYIOYHN
piBeHb JiTii0 B IJj1a3Mi KpOBi. AKIO He0OXigHO, TPOBOASTh PETENbHUM KOHTPOJIb PiBHS
JIITiIO Y KPOBIL Ta KOPUT'YIOTH [03Y JIITiI0 IPOTATOM OOHOYACHOI'O 3aCTOCYBaHHS ITUX
pernaparis, a TaKOX IIpU NPUIIMHEeHHI 3acTocyBaHHsa HII3II.

Memompekcam. Y npoileci IBOX HOCHiIKeHb BUBYANIUCSA €(PeKTU eTOPUKOKCUOY IIpU
3acTocyBaHHi y mo3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha goOy npoTsArom 7 OHiB
nalieHTaMu, SKi ogepxKyBaiu 1 pa3 Ha TUXKOEHb METOTPeKcaT y 1031 Big 7,5 o 20 mr
IIpY peBMaToigHOMY apTpuTi. ETopukokcu®b y mo3i 60 mr i 90 Mr He BIJIMBaB Ha
KOHIIEHTpaIlilo B MJia3Mi KpOoBi ab0 HUPKOBUH KJTipeHC MeTOTpeKcaTy. B omHOMY
OOCIIiIKEeHHi IIPU 3aCTOCYBaHHI eTOPUKOKCUOY B mo3i 120 MI He CIioCTepiraaoch
BIIJIMBY Ha KOHIIEHTPAIlil0 B IIJIa3Mi KPOBi1 Ta HUPKOBUU KJIIPEHC MEeTOTpeKcaTy, TOOL SIK
B iHIIOMY OOCJIiAXKEeHHi IPU 3aCTOCYBaHHI eTOPUKOKCHOY B m0o3i 120 MI KOHIIeHTpallis
MeTOTpeKcaTy B IIJla3Mi KpOBi migBuIllyBasacsad Ha 28 %, a HUPKOBUU KJIIPEHC



MeTOTpeKcaTy 3HUKyBaBcs Ha 13 %. [Ipu ogHOYacHOMY IIpHU3HaAUYEeHHI eTOPUKOKCUOY
Ta METOTpPeKCaTy CJIiA IIPOBOAUTH BiANIOBIOHWNW MOHITOPUHT IIIOAO MOSIBA TOKCUYHOI'O
BILJIUBY METOTpPEKcCaTy.

ITepopanavHi koHMpauenmuaeu. ETopukokcub y mo3i 60 Mr npu ogHOYacHOMY
3aCTOCyBaHHI 3 MepopaJbHUMU KOHTpPaleNTUBaMHU, 110 MIiCTATh 35 MKT
eTuHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, NPOTATOM 21 OHS IPU3BOAUB OO
HigBUILIEHHS IOKa3HUKa AUCO_2 anr Y PiBHOBaXKHOMY CTaHIi [OJid eTUHIJIeCTpanaiony Ha
37 %. ETopukokcub y mo3i 120 Mr nipu 3aCTOCyBaHHi 3 BUIIIEBKa3aHUMU
ImepopajJbHUMHU KOHTPAlLleIITUBAaMM OOHOYAaCHO abo yepe3 12 roguH migBUIlyBaB y

piBHOBaxKHOMY CcTaHi 3Ha4YeHHSA AUC eTuHinectpagiony Ha 50-60 %. [Ipo Take

MiABUIIEeHHS KOHIIeHTpaIlil eTI/IHiHecgpzaL];:[hil(qmy CHIig mam’siTaTy IIpu BUOOPI
IIepopajbHOr0 KOHTPALeNITUBY 3 Pi3HUM BMICTOM €TUHIIECTPaniony, SKU
3aCTOCOBYBAaTUMETHCS OOHOYACHO 3 eTOPUKOKCUOOM. [TigBUIIIeHHS €KCIIO3HUIlil
eTUHiecTpagiony Moxe 30iIbITyBaTH YaCTOTY BUHUKHEHHS MOOIiYHUX peakilii,
IIOB’sAI3aHMX i3 3aCTOCYBaHHSAM IIepOpaibHMUX KOHTPALeNITUBIB (HallpuKiag,

TpoM0O0eMOO0Iil BeH y KiHOK TPy PU3UKY).

I'opmoHo3amicHa mepanis (I'3T). ITputiom 120 Mr eTOPUKOKCUOY 3
TOPMOHO3aMiCHMMU IIpellapaTaMy, 110 BKJII04Yal0Th KOH 10roBaHi ectporeHu (0,625 mr
«I[Tpemapuny ™ »), mpoTsirom 28 mHiB 30inblllye cepenHii MOKa3HUK AUCO_2 ahr Y
PiBHOBaKHOMY CTaHi HEKOH 'I0rOBaHOTO eCTpPoHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-
ecTpapgiony (Ha 22 %). BrinuB 103 eTOPUKOKCUOY, peKOMEeHAOBaHUX [JI1 TPUBAJIOTO
3actocyBaHHs (30 mr, 60 Mr i 90 Mr), He BUB4YaBCs. [TOpiBHAHO 3i 30iMbIIEHHSAM
mo3yBaHHA 3 0,625 go 1,25 Mr nipu MoHOTeparmil npemnapatoM «IIpemapus™ », BILIUB

eTopuKoKcuOy B mo3ax 120 mr Ha ekcmo3uiiito (AUC ) ECTPOTeHHUX KOMIIOHEHTIB

npemnapaty «I[Ipemapur™ » OyB MEHIIINM, HiXK Ha 1'101;)023%1}11;3/. KriHiuHe 3Ha4YeHHS
TAKOI'O IIiABUIIIEHHS HEBIIOME, a IPUNOM BUCOKUX 03 Ipenaparty «IIpemapun™ »
OOHOYACHO 3 eTOPUKOKCUOOM He BuBYaBcs. Ciig 6paTu A0 yBaru Take 30ilbIIeHHS
KOHIIEHTpallil eCTPOTeHy IIpU BUOOPi TOPMOHAIBHOTO IIpenaparTy A5 3aCTOCYBaHHS y
repiof MOCTMEHONAay3! IIPU OOHOYAaCHOMY 3aCTOCYBaHHI 3 eTOPUKOKCHUOOM, OCKiTbKHU
3pOCTaHHS €KCIIO3UIlil eCTPOreHy MiABUIIYE PU3UK BUHUKHEHHS MO0IYHUX peakiliit

IIpY 3aMiCHi TOPMOHOTEpPAITil.

ITpeOHi30H/NpeOHi3010H. Y OOCHIiIKEeHHSIX B3aEMO/Iil eTOPUKOKCUO He BUSIBJIISIB
KJIIHIiYHO 3HA4yIIOr0 BIJIUBY Ha (papMaKOKIHETUKY IIPEOHI30HY/IIPEOHI30I0HY.

HueoxcuH. I1Ipu 3acTocyBaHHI eTOPUKOKCHOY B 703i 120 Mr 1 pa3 Ha moOy IpoTSaTroM
10 gHiB 3MOpoBUM AOOPOBONBIISIM HE CIIOCTEPIraBCs BIIJIUB Ha ITOKA3HUK AUC0_2 anr Y
PiBHOBaXKHOMY CTaHi Ta Ha BUBEEHHSI OUTOKCUHY HUPKaMu. CriocTepiranocs
30iIbIIIeHHS TTOKa3HUKa Cmax ourokcuny (mpubnm3no Ha 33 %). Take migBUileHHS

3a3BUYal He € CYTTEBUM Yy OiNbIIOCTI mamieHTiB. OgHaK CIIifl CIIOCTEpPIiraTu 3a CTAHOM



MaIliEHTIB 3 BUCOKUM PU3UKOM TOKCHYHOI Ail JUTOKCUHY IIPHU OJHOYAaCHOMY
MMpU3Ha4YeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, u,0 Memabo1i3yomucs
cyabhompaHcpepasamu

ETopukokcub € iHriGiTOpOM aKTUBHOCTI JIIOACHKOI cynb(oTpaHchepas3u, 30KpeMa
SULTI1E1, a Tak0OXK MOXKe OigBUIIyBaTU KOHII€HTPAIlil0 eTUHIIeCTpagiony B CUpPOBaTIIi
KpoBi. OCKiNnbKY JOTemep JaHUX IIPO BIJIUB YUCJIEHHUX Cylab(oTpaHCchepas
HeIOoCTaTHbO, a KJIiHiuHi epekTn OaraThox MperapaTiB JOCi BUBYAIOTHCS, OOIITLHO 3
00epexXKHiCTIO TpU3HaYaT €TOPUKOKCUO OOMHOYACHO 3 iHIIMMMU IIpernapaTaMu, 1110
MeTabo0Ii3yI0ThCS TOTOBHUM YUHOM MIOOCHPKUMHU CylnbdoTpaHCcdepa3zaMu (HanpuKiamd,
ImepopajabHUM canb0yTaMOJl Ta MiHOKCUOMII).

Bnaue emopukokcuby Ha npenapamu, u,o memaboaidyromucs izopepmenmamu CYP

3a maHWMU OOCIHIAXKEHb in Vitro, He O4iKyeThCS NpUTrHiYeHHSa nutoxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. YV mpotieci mociaigKeHb 3a y4acTiO 3JI0POBUX
DOoOPOBOIBIIIB IIOJeHHE 3aCTOCYyBaHHS eTOPUKOKCUOy B A03i 120 MI He BI/IMBajo Ha
aKTHUBHICTB mme4iHKoBoro CYP3A4, 1110 BCTAHOBIEHO 3a EPUTPOMIIIMHOBUM OUXaIbHUM
TECTOM.

Bnaue iHwux npenapamia Ha (papmMakoKiHemuKy emopukokcuby

OcHOBHUM IIISIX 00MiHY eTOPUKOKCHOY 3anexkuTh Bif ¢epmeHnTiB CYP. CYP3A4
crpusie MeTabos1iaMy eTOpUKOKCcuOy in vivo. [JocnigzKeHHs in vitro BKa3yioTh Ha Te,
o CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHHUU
IIJIsIX 0OMiHY eTOPUKOKCHOY, ajne iX KiIbKiCHI XapaKTepUCTHUKU He BUBYAJIKCH in Vivo.

KemokoHa3o1. KeTokoHa3071 € 1oTyKHUM iHribiTopom CYP3A4. [Tpu 3acTOoCyBaHHI
3mopoBuMU H0OpoBoIbIsIMU ¥ go3ax 400 mr 1 pa3 Ha moOy nipotsroMm 11 gHiB
KETOKOHAa30J1 He YUHUB KJIIHIYHO 3HAYyIIOr0 BIIJIMBY Ha (papMaKOKIHETUKY
eTOPUKOKCcuOy B pa3oBit 1o3i 60 mr (36inbmiernnss AUC Ha 43 %).

BopukoHa3os i mikoHa301. OgHOYaCcHe 3aCTOCYBaHHS I1€pOpPaIbHOIO0 BOPUKOHA30IIy
ab0 MiKOHA30Jly y BUTJISALI OPAJIbHOTO T'eJII0 AJI MiCIIeBOTO 3aCTOCyBaHHS (IIOTYXKHI
inrioiTopu CYP3A4) 3 eTOPpUKOKCHUOOM BUKJIMKAJIO HEBEJIUKE ITiABUIEHHS €KCIIO3UITil
€TOPUKOKCHOY, 1110, OOHAK, He BBaXKayoCs KJIiHIYHO 3HAUYIIUM 3TigHO 3
OITy0JIiIKOBAHUMU OaHUMHU.

PugamniyuH. OgHOYaCHE 3aCTOCYBaHHS €eTOPUKOKCHUOY Ta pudaMIiluHy (IIOTY2KHOTO
inoykTopa pepmenTiB CYP) mpu3BOAmMIo 00 3HUKEHHS KOHIIEHTpallil eTOPUKOKCUOY B
nsa3Mi KpoBi Ha 65 %. Lle MoXKe CynIpoBOAXKYBaTUCS IOBTOPHUM IIPOSIBOM CUMIITOMIB
IIPU OMHOYACHOMY 3aCTOCYyBaHHi 3 eTOpUKOKcuOoM. Tofi sIK Taki JaHi MOXYTh



BKa3yBaTH Ha HeOOXimHicTh 30ilbIIIeHHST JO3U, HE PEKOMEHI0BAaHO 3aCTOCOBYBATH
eTOPUKOKCHO y 03ax, IO MepeBUIIYI0Th BKa3aHi [JIg KOXKHOT'0 ITOKa3aHHsI, OCKiJIbKHU
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pUPaMITIIIUHY Ta eTOPUKOKCUOY B TaKUX
oo3ax.

AHmauudu. AHTauUuOHI IpenapaTy He YHHATDH KITIHIiYHO 3HAaYyLIIOr0 BILJIMBY Ha
bapMakoKiHETUKY eTOPUKOKCHUOY.

Oco0/1MBOCTi 11010 3aCTOCYBaHHS

Bnaus Ha IIIKT

[MoBimoMisiziocss PO YCKiIagHeHHS 3 00Ky BepxHix Bigminis IIKT (mmepdopaiiii, BUpa3ku
abo KpoBOTeUi), iHOMi 3 JIeTaJIbHUM HACJIIIKOM, V MAlIli€HTiB, IKi OTpUMYyBaIu
€TOPUKOKCHO.

3 obepexkHicTio ciig npu3HadaTu HIT3I1 narmieHTaM i3 migBUIIIEHUM PHU3UKOM
ycknagHeHb 3 00Ky IIIKT; maiieHTaM JTiTHBOTO BiKYy, IallieHTaM, sIKi 3aCTOCOBYIOTh
oynb-akun inmmu HIT3I1 abo amteTusncaminuioBy KMCJIOTY OOHOYAcHO, abo mallieHTaM
31 MITyHKOBO-KUIIIKOBUMHU 3aXBOPIOBAaHHSIMU B aHaMHe3i, a caMe BUpa3KaMU Ta
IIIJTYHKOBO-KUITIKOBUMH KPOBOTE€YaMHi B aHaMHeE3i.

IcHy€e momaTKOBUM PU3UK PO3BUTKY MoOiuHUX edekTiB 3 60Ky IIIKT (1IyHKOBO-
KHIIIKOBa BHUpa3Ka abo iHIi yckinagHeHHs 3 60Ky IIIKT) npu ogHOYacHOMY
3aCTOCYBaHHI eTOPUKOKCHOY Ta alleTUJICAJIiINIIOBO]l KMCJIOTU (HaBiTh ¥ HU3BKUX
mo3ax). Y mpolleci TpuBaIuX KIIHIYHUX IOCIiIXKeHb He CIIOCTepiranocs BUpaxKeHol
BimMiHHOCTI y 6e3neri mono IIIKT npu 3acTocyBaHHi cesieKTUBHOTO iHribiTopa LIOI-2
+ auetucaninunoBa kKucnota Ta HII3IT + anertusncaninuioBa KUCIOTa.

Bnaue Ha cepueso-cy0uHHY cucmemy

Kmniniuni mocnig:keHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JTiIKapChKUX 3aco0iB Kiacy
ceneKTUBHUX iHTibiTOpiB LIOT'-2 MOKe OyTH ITOB’sI3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHUYHUX YCKIagHeHb (0C00IMBO iHpapKTy MioKapaa Ta iHCY/IbTy) IIOPiBHSAHO 3
mane6o ta messkumu HIT3I1. OckinbKu pU3UK CEPIIEBO-CYINHHUX YCKIIaJHEHb 3POCTAE
mpu 30inbIIeHH] 03U Ta TPUBAJIOCTiI 3aCTOCYBAaHHS €eTOPUKOKCHUOY, mpernaparT Cif
NpHU3HavYaTH Ha SKOMOTra KOPOTIINY Mepiof Yacy Ta B HAMHUKINUX e(DEeKTUBHUX
noOoBux go3ax. Crig nepioguyHo nepernsggaTt noTpely MallieHTiB y
CUMIITOMAaTUYHOMY ITOJIETIIIEHHI OOJII0 Ta peakllifo Ha JIiKyBaHHS, 0COOJIMBO y
MalllEHTIB 3 OCTE0apPTPUTOM.

[NTamieHnTaM i3 BUpaXeHUMHU (paKTOpaMU PU3UKY PO3BUTKY CEPLIEBO-CYOUHHUX
yCKJIagHeHb (HallpuKIal, apTepianbHa TinepTeHsis, rinepinigeMis, HykKpoBui giaber,
MaJIiHHS) IpU3HaYaTy €TOPUKOKCUO ITOTPiIOHO JIMIIE ITiC/IsT PETENbHOl OIiIHKYU PU3UKY



PO3BUTKY yCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTHUIICAIIINIIOBOI
KUCJIOTHY OJIs IPodiTakKTUKU TPOMO0eMOOJIiUYHNX CEePIIeBO-CYIUHHUX 3aXBOPIOBAHb,
OCKIiTbKM He YMHSATH aHTHarperaHTHOl fii. ToMy He cif BiTMiHSTH aHTUarperaHTHi
npemnaparu.

Bnaus Ha Hupku

HupkoBi npocTarimaHgyHA MOXKYTh BiirpaBaTy KOMIEHCATOPHY POJIb Y MiATPUMIIL
nepdy3il HUPOK. ToMy IIPU CTaHaX, IO CYIPOBOAXKYIOTHCS IIOPYIIEHHSIM HUPKOBO1L
nepdysii, 3aCToOCyBaHHS €TOPUKOKCUOY MO2Ke IIPU3BOAUTHU A0 IociabieHHs
YTBOPEHHS IPOCTarjlaHOuHIB i, K HACJIOOK, - 4O HUPKOBOI'O KPOBOTOKY, TUM CaMUM
noripuryrodu GyHKIII0 HUPOK. BUCOKMI PU3UK PO3BUTKY TaKOl peakiiil iCHye y
MAali€HTIiB 3 y2Ke HagBHUMU BUPaKE€HUMHU NOPYUIEHHAMU (QYHKIIl HUPOK,
HEKOMIIEHCOBaHOIO CEPIIEBOI0 HEJOCTaTHICTIO a00 ITUPO30M. Y TaKuX IalliEHTIB CIIif
KOHTPOJIIOBAaT! (PYHKITiI0 HUPOK.

3ampumka piOuHu, HabpsKu ma apmepiaavHa 2inepmeH3is

4K i mpu 3acToCyBaHHi iHIIUX MIpeIaparis, 10 iHTi0yI0OTh CUHTE3 IIPOCTarjlaHOuHIB,
3aTpuMKa piguHu, HaOPSKU Ta apTepiajibHa TilepTeH3is cIocTepiraaucs y MallieHTiB,
SIKUM 3aCTOCOBYBaJjiu eTopukokcu6. Bci HIT3T1, BKIOYaiouu eTOPUKOKCHUO, MOXKYTh
MMPU3BOOUTHU 10 PO3BUTKY ab0 PeIuanBY 3acCTiliHOI cepiieBOl HeMOCTAaTHOCTI.
IrdopmMalrito mpo peaxkiiiio 3a71eKHO Big JO3U OUB. B po3mini «PapMaKomoriuHi
BJIaCTHUBOCTi. PapMakoguHaMika». 3 00epeKHICTIO mpenapaT Ipu3HavyaloTh IIalliEHTaM
i3 cepileBOI0 HEOOCTATHICTIO, MOPYLIEHHAM (YHKIIIl TiBOT0 HIJIyHOYKa abo
apTepianbHOIO TiepTEeH3i€l0 B aHaMHe3i, a TaKOXK IallieHTaM i3 HaOpsiKaMu, 1110
BUHUKIIU 3 OyOb-sIKUX iHIIUX IPUYMH. [IpU KITiHIYHMX O3HaKaX MOTipIIeHHs CTaHy
TAaKUX MAIiEHTIB CIIif BXKUTH BiAIIOBIMHUX 3aX0[IiB, BKJIIOYAIO4YU BiIMiHY € TOPUKOKCUOY.

ETtopukokcu6, 0cOOIMBO ¥ BUCOKUX 03aX, MOXKe ITPU3BOOUTU 0 YaACTIIIOl Ta TIXKYO01
apTepianbHOI rinepTeH3il mopiBHSIHO 3 Heskumu iHmuMu HIT3I1 Ta ceneKTUBHUMU
igridiTopamu LIOI'-2. ToMy apTepianbHy TillepTEeH3ii0 CIIif KOHTPOJIIOBATU [0 MOYaTKy
JIIKyBaHHS €TOPUKOKCUOOM, Ta 0COOJIMBY yBary CIIif IPUOiIMTA KOHTPOJIIO 3a
apTepiarbHUM TUCKOM IIiJl Yac NiKyBaHHS € TOPUKOKCUOOM. ApTepialbHUN TUCK CITif
KOHTPOJIIOBATYU IIPOTATOM 2 THUXKHIB [IIiC/IA IOYATKY JIIKYBaHHS, a IIOTIM - IEPiOAUYHO.
AKI10 apTepiaJTbHUN TUCK CYTTEBO IIIABUILYETHCS, CIIi PO3TISTHYTHA MOXKIIUBICTh
aJIbTEPHAaTUBHOTIO JIIKyBaHHS.

Bnaue Ha neviHKy

[TinBuIeHHs PiBHS alaHiHaMiHoTpaHCcdepas3u (AJIT) Ta/abo
acriaptataminoTpaHcdepasu (ACT) (mpubnusno y 3 abo GinbIlle pa3iB MIOPiBHSHO 3



BepXHBOIO Mexkero HopMmu (BMH)) crioctepiranocs npubiu3so B 1 % mallieHTiB, skKi
Opanu y4acTh y KJIHIYHUX OOCITiIXKEeHHSX Ta 3aCTOCOBYBaJii eTOPUKOKCUO y mo3ax 30
Mmr, 60 Mr Ta 90 Mr Ha goOy IpoTsATroM Iepiony oo 1 poky.

Cnipg criocTepiratu 3a CTaHOM BCiX MAIliEHTIB 3i CUMOTOMaMM IOPYIIeHHST QyHKITi1
MMeYiHKM, a TaKOXK Ialli€HTiB 3 TaTOJOTIiYHUMHU MOKa3HUKaMu GYyHKIIi nedinku. [Ipu
O3HaKax MOpPYyIIeHHs QYHKIIil MeYiHKN Ta IMIPU CTIiMKMWX IaTOJIOTiYHUX 3MiHax
IMOKa3HUKIiB QyHKIII nevinku (y 3 pa3u Buille 3a BMH) eTopukokcu® ciig BigMiHUTH.

3aezanvHi 8Ka3iBKU

AK110 IPOTATOM JIiKyBaHHS Y IAlliEHTaA CIOCTEPIraeThCA MOPYyHIeHHA PyHKIIil Oyab-
sIKOI 3i cCcTeM OpraHiB, 3a3Ha4YeHUX BUIIlE, CJIiJl BXKUTH BiIIOBIMHUX 3aXO0[iB Ta
PO3TJISHYTHU NMATAHHSA NP0 BimMMiHy eTOpuKOoKCcuOy. HeoOximHo 3a0e3nedynuTy BignoBigHe
MeOuYHEe CIIOCTEPEKEeHHS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY IMallieHTaM JIiITHBOTO BiKYy
Ta IalliEHTaM i3 mopyumeHHIMU QYHKIII HUPOK, ITeYiHKu abo cepiid.

3 00epeKHICTIO CIIi TOYNHATH JIiKyBaHHS €TOPUKOKCUOOM Malli€eHTiB i3
merigparalii€ero. PeKoMeHIOBaHO IIPOBECTU perigparTaliiio 40 I104YaTKy 3aCTOCyBaHHSA
€TOPUKOKCUuOY.

ITpo pO3BUTOK CEPUO3HUX LIKIPHUX peakliiil, y OesIK1UX BUIlaKaX 3 JIeTaJIbHUM
HaCJIigKOM, Y TOMY YHKCJIi eKC(}OomiaTUBHOTO IepMaTUTy, cuagpomy CTiBeHCa —
II>KOHCOHa ¥ TOKCUYHOTO eIlifepMaIbHOI0 HEKPOJIi3y, Oy2Ke PiOdKO MOBIOOMIISAIOCS
mpu 3actocyBaHHi HIT3I1 i mesikux cenekTuBHuX iHribiTopiB IIOI-2 mig dac
IIOCTMAapPKETUHTOBOI'0 CIoCTepexkKeHHs (OuB. po3nin «I1obiuHi peakirii»). HamBumui
PU3UK PO3BUTKY TaKHUX peaklliil y MallieHTiB — Ha II04YaTKy Teparii, a To4aTok 1X
MTPOSIBiB y GiNBIIOCTI BUNIAOKIB — IPOTSATOM IIEPIIOTO MicsIls miKyBaHHs. Cepilo3Hi
peaxiiil rinepuyTauUBOCTi (Taki SK aHadinakcis ¥ aHTiOHEBPOTUYHUN HaOPSK)
CIIOCTepiranucs y mallieHTiB, SIKi 3aCTOCOBYIOTh eTOPUKOKCHUO. [esiKi ceneKTUBHI
inridiTopu LIOI'-2 migBUIYIOTh PU3UK BUHUKHEHHS IIKiPHUX Peaklliil y MallieHTiB 3
aJiepriyHoI0 peakili€eio go Oyab-IKOTO0 IpenapaTry B aHaMHe3i. ETopukokcub cin
BiIMIiHUTH IIPU NEPIIMX IIPOsSBaxX BUCUNaHb Ha IIKipi, YIIKOAXKEHb CIIU30B0O1 000JIOHKHN
a60 iHIIMX 03HaKax rilnepyyTIUuBOCTI.

[Tpu 3acTOCyBaHHiI eTOPUKOKCUOY MOXKYTh MaCKyBaTUCS IIPOSIBU rapsAyKy Ta iHIII
O3HAKU 3alajIbHOIO IIPOLEeCy.

3 o6epexkHiCTIO TPU3HAYal0Th OJHOYACHO eTOPUKOKCHO Ta BapdapuH abdo iHIri
repopasibHi aHTUKOATYISTHTH.

3acTocyBaHHSI €TOPUKOKCHUOY, K i iHIIMX mpenaparis, II0 iHTiOyI0Th
LIMKJIOOKCUTeHa3y/CUHTEe3 NpOoCTarilaHANHIB, HE PEeKOMEeHO0BaHO XiHKaM, SKi
[JIaHYIOTh BariTHICTh.



Llewt mikapcbkui 3acid MicTuTh MeHIIe 1 Mmoinb (23 Mr)/mo3y HaTpito, ToOTO
IpPakKTUYHO BiJIbHUU Bif HaTpilO.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs1 2py0010.
BariTHicTb

HeMmae KTiHIYHMX JaHUX ITPO 3aCTOCYBaHHS €TOPUKOKCHOY B mepiof BariTHOCTI.
HocnigXKeHHs Ha TBapuHaXxX IPOOEeMOHCTPYBaJikd PENPOOYyKTUBHY TOKCUYHICTB.
[MoTeHIiMHUY PU3UK [JI BaTiTHUX HeBigoMui. 3aCTOCyBaHHS € TOPUKOKCHUOY
ITPOTSATOM OCTAaHHLOT'O TPUMECTPY BAriTHOCTI, SIK i iIHIIUX ITpeIaparis, 110 iHTiOYIOTh
CUHTe3 IIPOCTarjlaHOWHIB, MOXKe ITPU3BOOUTHU [0 BiCYTHOCTLI CKOPOYEeHb MaTKHU Ta
rmepeg4acHOro 3aKpUTTS 00TaIoBOl TPOTOKU. I[TOBiMOMIISIIIOCE TPO BUIMIAOKHU
MopyIlieHHsA PYHKII1 HUPOK IIJI0fa, 110 IIPU3BOAUIIO IO 3MEHIIIEeHHSA 00’ eMy
aMHIOTUYHOI PiguHYU (OJIirorifpaMHiOH) Y BariTHUX XKIiHOK, SIKi IpUiMaid HeCTePOIgHi
mpoTu3ananbHi nmpemnapaTtu (HII3I1) Ha gBaglssTOMY THUXKHi BariTHOCTi abo mi3Himie. B
OesIKUX BUMIAKaXxX Ie MOXKe IPU3BOOUTH A0 MOPYIIEHHS (PYyHKI[il HUPOK Y
HOBOHAPOIXKEeHUX. 3a3HaueHi epeKTH MOXKYTh BUHUKATU He3abapoM ITiC/s Mo4aTKy
nikyBaHHs HII3II; omirorigpaMHioH 3a3Bu4Yai € 0O0POTHUM ITiC/Is MPUINHEHHS
JIiIKyBaHHS. 3aCTOCYBaHHSI eTOPUKOKCHOY IPOTUIIOKA3aHOo B epiod BariTHOCTI. AKIIo
XKiHKa 3aBariTHina mig 4ac jmiKyBaHHS, €eTOPUKOKCUO He0oOXigHO BiIMiHUTH.

[Tepiomg rogyBaHHS I'PYOOI0

HeBimoMo, uu IpOHUKAE €TOPUKOKCUOD y TPyAHE MOJIOKO. Y IIIyPiB eTOPUKOKCUO
BUBOOUTHLCS y TPyaHe MOIOKO. 2KiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO, HE TIOBUHHI

rooyBaTHu Irpyanro.

DepPTUIBHICTD

3acTocyBaHHSI €TOPUKOKCUOY, SIK i iHIIIMX IIpemnapartis, 110 iurioytooTts LIOI'-2, He
PEKOMEHI0BaHO XIiHKaM, sKi IIJIaHyIOTh BariTHICTb.

30amHicmb 8nausamu Ha weuodKicmMb peakuii npu kepys8aHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

[NamieHTH, y IKUX Mi 4aCc 3aCTOCYBaHHS €eTOPUKOKCHOYy BUHUKAE 3allaMOPOYEHHS,
BepTHUTro ab0 COHJIMBICTh, HE TTOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpalfoBaTH 3
IHITUMU MeXaHi3MaMu.

Cmocid 3acTocyBaHHsI Ta I03H

Jlikapcbkuii 3acid ETopa 3acToCOBYyIOTE mepopasbHo. [IpemapaT MoKHa IpUiMaTu
He3aJleXKHO Bif BxXKuBaHHS 1Xki. [logaToK epeKTy npenapaTy HaCcTa€ MIBUIE ITPU



nmpuiioMmi nepep imoro. Lle moTpi6HO BpaxoByBaTU ITPU HEOOXIMHOCTI MIBUAKOTO
nocnabjeHHsT CHMIITOMIB.

OCKinbKM PU3UK BUHUKHEHHS ITOPYIIIEeHb 3 O0OKY CeplieBO-CYAUHHOI CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTa€ IIPU ITiABUILEHH] TO03M i TPUBAIOCTi €KCITO3UIIil,
HeOoOXigHO MPOBOANTU HAUKOPOTII KYPCH JIIKyBaHHS ITPY 3aCTOCYBaHHI HAaMEHIIINX
edbexkTuBHUX T0O0BUX H03. Cim MepiognyHO IIepeoIliHioBaTH MOTPeOy y MoJIermeHHi
CUMIITOMIB i BifiTTOBizIb HA JTiIKyBaHHS, 0COOJIMBO y IAIlIEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PexomeHnpoBaHa mo3a ctaHoBUTh 30 Mr 1 pa3 Ha mo0Oy. Y gesiKuX IalliEHTiB IIpU
HeOoCTaTHbOMY MOcCJiabJjieHHi CUMIITOMIB 30inbitieHHs 0o3u mo 60 Mr 1 pa3 Ha moOy
MOJKe HiIBUINUTU €(PEeKTUBHICTh. 3a BiICYTHOCTI NOJINIIEeHHS e(PeKTy CIIi PO3TISHyTU
NUTaAHHSA PO IHIN MOXKJIMBI METOOU JIIKYBaHHS.

PesmamoioHuti apmpum

PekomeHpoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0Oy. Y gesiKuX IallieHTiB IIpU
HeIOoCTaTHbOMY MOcJiabJieHHi cuMIITOMIB 30inbirieHHs no3u 1o 90 Mmr 1 pa3 Ha moOy
MO2Ke MMOKpalllyBaTH TepaneBTUYHUM edekT. [Ipu mocsATHEeHHi KiTiHigHOl cTabimi3arrii
maifieHTa OOLiIbHO 3HU3UTHU A03y 0o 60 Mr 1 pa3 Ha mo6y. 3a BiICyTHOCTI IOJiNmeHHsS
e(eKTy pO3rIsSHyTH IUTaHHS IIPO iHII MOXKJIMBI METOOM JTiKyBaHHS.

AHKIin03yro4ul cnoHOuaim

PekomeHpoBaHa mo3a ctaHOBUTH 60 Mr 1 pa3 Ha mo0Oy. Y gesKuX Ialli€HTiB IIpU
HeIOoCTaTHbOMY MocJiabJjieHHi cUuMIITOMIB 30inbirteHHs no3u mo 90 mr 1 pa3 Ha moOy
MO2Ke IMOKpalllyBaTy TepaleBTUYHUY edekT. [Ipu qocATHEeHHI KiTiHidHOl cTabimi3arril
MalieHTa OOIiTbHO 3HU3UTH 103y [0 60 Mr 1 pa3 Ha goOy. 3a BilCYTHOCTI IOMiNIIeHHS
e(deKTy Ccig po3TIAHYyTH MUTAHHS PO iHIII MOXKJIUBI METOOU JTIKyBaHHS.

I'ocmputi 6iab

Y pasi nmosiBu roctporo 601110 eTOPUKOKCUO 3aCTOCOBYIOTH JIMIIIE ¥ TOCTPUM
CUMIITOMAaTUYHUU II€Piof.

I'ocmputi nodaespuvyHul apmpum

PekomeHpoBaHa mo3a ctaHoBUThH 120 mr 1 pa3 Ha goOy. ITig yac KimiHidyHUX
OOCIiAKEeHb I'OCTPOTr0 MOAAarpUYHOT0 apTPUTY €TOPUKOKCHUO 3aCTOCOBYBAJIM BIPOAOBK
8 mHis.

ITicasionepauitiHuil 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONEpPaAmMuBHUM
empyuyaHHAaM PekoMeHnmoBaHa mo3a - 90 mr Ha 1 pa3 Ha go0y IIPOTSATOM MaKCUMyM



3 mHiB. [I15 mesIKuX IMallieHTiB Moxe OyTH HeoOXimHMM HOoOaTKOBe ITicisonepalliiiie
3HeOO0JIIOBAHHS.

IIo3u, 1110 TePeBUITYIOTh PEKOMEHIOBaHI IJIsT KOKHOTO ITOKa3aHHs, He MaloTh
OOmaTKOBOI epeKTUBHOCTI abo He BUBYANIUCA. ToMy:

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

e 103a ITPY PEBMATOIAHOMY apTPHUTi Ta aHKIJI0O3ylI0YOMY CIIOHAUJIITI HE ITOBUHHA
nepesuiryBatu 90 Mr Ha go0y;

e [103a ITPU I'OCTPil Imojmarpi He MOBUHHA ITepeBunlyBaty 120 Mr Ha moOy BIIPOOOBXK
MaKCUMaJIbHOI'O IIepiloay JIiKyBaHHS 8 MHIB;

e [103a ITPU roCTPOMYy OOJIIO TIiC/IsT CTOMATOJIOTiYHOTO OTIEPaTUBHOTO BTPyYaHHS He
NmoBMHHAa nepeBuilyBatu 90 Mr Ha o0y BIIPOOBXK MaKCUMaJIbHOTO 3-0€HHOTO

nepiony.
ITauieHmu AiMHBLO20 BIKY

HeMmae HeoOXigHOCTI B KOpPEKIIil O3yBaHHA OJId Malli€HTiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIMX IIpenapariB, Ipenapar Ciif npu3HadaTu 3 00epexkHiCTIO
ralieHTaM JIITHBOTO BIKY.

ITopyweHHsA ¢pyHKUiIl neviHKu

HesanexkHo Bif MOKa3aHHSA HallieHTaM i3 IOPYIMIeHHIMU (QYHKIIi1 ITIEeYiHKHA JIeTKOT0
ctyneHs (5—6 O6asiB 3a 1mkKasno Yaunga — [1'10) He ciing mepeBuntyBaTtu go3ly 60 mMr
1 pa3 Ha goOy. ITamieHTaMm i3 mopyIiieHHSIMU QYHKITII ITe4iHKY ITOMipHOTO CTYIEeHS
TSI2KKOCTI (7-9 OastiB 3a mkasnono Yamnnoa - [1'10) He3alezKHO Bif TOKa3aHHA He CJIifg
nepesuiryBatu o3y 30 mr 1 pa3 Ha mo0y.

Kninigynu#t gocsig 3acTocyBaHHs 00MeXKeHUM, 0COOIUBO IIIOMO MAlliEHTIB i3
MOPYIIEeHHSAMHU (PYHKIIil NeYiHKY IOMIPHOTO CTyIIeHsI, TOMY IIpelapatT CIIif
Mpu3HadaTu 3 o0epexkHicTio. BimcyTHi# KmiHiYHUM OOCBi 3aCTOCYBaHHS ITpeIraparTy
MalieHTaM i3 TAXKKUMU NOPYIIeHHAMU GyHKIII nedinku (=10 OasiB 3a IIKaI0m0
Yannpa — I[1'10), ToMy IIpenapaT OpOTUIOKa3aHUM TaKUM IallieHTaM.

IMopyweHHsA ¢pyHKUITI HUPDOK

KopuryBaHHs 103U He nOTpiOHe mallieHTaM i3 KilipeHcoM KpeaTuHiny =30 MJ1/XB.
3acTocyBaHHSI €TOPUKOKCHUOY IalliEHTaM i3 KilipeHcoM KpeaTuHiny <30 MJi/XB
IIPOTUIIOKA3aHO.

Himu.

ETopukokcub mpoTUIIOKA3aHUM OiTsIM BikoM g0 16 pokKiB.



Ilepeno3yBaHHs

Y nporieci KIiHIYHUX OOCTiAXKeHb 3aCTOCYBaHHS Pa30BOi 403U €eTOPUKOKCUOY 10

500 mr a6o GaraTopa3oBuii nmpuiiom go 150 Mr Ha o0y npotsaroM 21 OHS He
CIIPUYMHSAJIO iICTOTHUX TOKCUYHUX edeKTiB. [ToBimoMssnocs npo roctpe
rmepeno3yBaHHS eTOPUKOKCUOOM, Xx04a B OiNTbIIIOCTI BUNIAAKiIB IIpo moOiuyHi peakiiil He
nmoBigoMisisiock. ITo6iuHi peakiiii, 10 criocTepiraauck HalvacTille, BiAIloBigmanu
nmpodinto 6e3neku eTOPUKOKCUOY (Taki sk peaxiii 3 6oky IIIKT, 3 60Ky cepiist Ta
HUPOK).

Y pasi nepeno3yBaHHS OOLIIJIBHO BXKUTU 3BUYaAUHUX MIATPUMYBaJIbHUX 3aX0iB,
HaINpUKJag BUOaleHHs HeabcopOoBaHoro npenaparty 3i IIIKT, BegeHHs KITiHIiYHOTO
CIIOCTEpPEeXKEHHS, Y pa3i HeoOXigHOCTI — TPOBeOeHH MiATPUMYyBaJIbHOTO JTiIKyBaHHS.

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

ITo0iuni epexkTHn

Be3neka 3acTocyBaHHSI €TOPUKOKCHOY OITiHIOBaJIaCh y MPOILIECi KIiHIYHUX JOCTiAXKeHb
3a yyacTio 9295 nanieHTiB, BKIO4Yawudu 6757 malieHTiB 3 OCTE0apTPUTOM,
PEeBMAaTOIIHUM apTPUTOM, XPOHIUYHUM 00JIeM Y HUXKHiM YacTUHI ciuHU abo
aHKiI03yIo4YuM CIoHAMIIiTOM (mpubau3Ho 600 malfieHTiB 3 ocTeoapTpPUTOM abo
PEeBMaTOITHUM apTPUTOM OIEepPzKyBallu TiKyBaHHS IIPOTsaroM 1 poky abo mosiie).

[Tig vac kKniHIYHUX OOCHiAXKeHb Npodinb HebaxKaHUX sIBUI] OYB OOHAKOBUM Y MAIliEHTIB
3 0CTeoapTPUTOM ab0 peBMaTOIOHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUD
npoTsroM 1 poky abo moBIIIE.

Y nponeci KJIiHIYHOT 0O OOCHIiAXKEeHHS 3a y4acCTIO IIAlli€HTiB i3 TOCTPUM IIOOarpUu4YHUM
apPTPUTOM €TOPUKOKCHUO Impu3Hadanu B mo3i 120 mr 1 pa3 Ha go0y npoTsarom 8 OHiB.
[Tpodinb HeOaxkaHUX SABUIL Y IIbOMY AOCIiAXKEeHHi OyB y I[iJIOMy TaKUM CaMUM, K y

OOCITiIKEeHHSIX 3a y4YacTIO IMalliEHTiB 3 OCTE0apPTPUTOM, PEBMATOIIHUM apTPUTOM Ta
XPOHIYHUM 00EeM Yy HUKHIM YaCTUHI COIUHU.

Y nporpawmi omiHKu 6e3neKHu OJisi CEPLEBO-CYAIUHHOL CUCTEMH 3a HaHUMU TPhOX
KOHTPOJIbOBAHUX OOCJIAZKEHb 3 aKTUBHUM IIperiapaToM IopiBHAHHSA 17412 nanieHTiB 3
0CTeOoapTpUTOM ab0 peBMaTOIIHUM apTPUTOM OTPUMYBaId eTOPUKOKCUO (y mo3ax 60
Mr ab6o 90 Mr) B cepeHbOMY BIIPOAOBK IMpubnu3Ho 18 micsawiB. [aHi mpo 6e3meKky Ta
OinbII meTanbHa iHQoOpMallis IIpo Ifo IporpaMy ITpeAcTaBiIeHi B po3/misi
«®apMakKoJIOTiuHi BIIaCTUBOCTI».



Y nponeci KiIiHIYHUX OOCIIiAXKEHb 3a y4acCTIo [Alli€eHTiB i3 TOCTPUM IIiCs0nepaliiHuM
60J1eM miciss CTOMATOJIOTiYHUX, aOHOMiHAIbHO-TIHEKOJIOTIYHUX XipypridYHUX BTPYy4aHb,
BKJIIo4awouu 1222 mallieHTH, gKi 3acTocoByBaiu eTOpukKokcub (y gosax 90 mr a6o 120
Mr), mpodinb HebaxkaHUX SBUIL OYB y IiJIOMY TaKUM K€, IK y HOCTIAXKEeHHIX 3a
y4acTIO MTAIliEHTIB 3 0CTE0APTPUTOM, PEBMATOIJHUM apTPUTOM Ta XpPOHIYHUM O0JIEM Y
HUXKHIM YaCTHUHI CIIUHMU.

[Tpo HMXK4Ye3a3HaveHi MoOiuHi peakilil MOBimOMIISAIOCH 3 OiTBIIIOI YAaCTOTO IPU
3aCTOCYBaHHI IIpenapary, Hix mnanebo, y mpoieci KIiHiYHUX OOCITiaXKeHb 3a y4acCTIO
MalliEHTiB 3 OCTE0APTPUTOM, PEBMATOIAHUM apPTPUTOM, XPOHIYHUM 00JIeM Y HUXKHIN
YacCTHHI CTIMHU ab0 aHKiI03ylI0UUM CIIOHAUJIIITOM, SIKi 3aCTOCOBYBaIl €TOPUKOKCHUO ¥
mo3i 30 mr, 60 mMr a6o 90 Mr nipoTsirom 12 THUXKHIB (HOCITiAXKEHHS 3a IPOTrPaMoIo
MEDAL, KOPOTKOCTPOKOBI JOCIimXKEHHS 1010 TOCTPOTO OOJII0 Ta IIOCTMapKETUHTOBUM
IOCBIf).

Tabnuis 2
. o KaTteropisa
Kmnac cuctemu oprasxis |[Tob6iuHi peaxkirii
qacToTu*
aJIbBEOJIIPHUU OCTUT 4acTo
[Hdexkil Ta iHBa3il
raCTPOEHTEPUT, iH(PEKIlil BEepXHiX OUXalbHUX
o . He4acTO
HIIIAXIB, iIHQEKITl CEYOBUBIAHOTO TPAKTY
.. aHeMis (ImepeBaKHO B pe3yJbTaTi IIJTYHKOBO-
3 OOKy KpOBi i . . . .
, . KHUIIIKOBOI KPOBOTEYi), I€UKOIIEHis, HEeYacToO
JTiM$paTUIHOI CUCTEMU )
TPOMOOIIUTOIIEHis
I"il'IeI)TIYTJII/IBiCTb:I: 5 HEe4acTO
3 OOKy iMyHHOI
CHCTEeMH aHTiIOHEBPOTUYHUM HAOPSIK,
aHadinakTuyHi/aHadinakToigHI peakiiii, y ToMy |pigko
qucri mok?
Posnanu metaboniaMy |HaOpsKH/3aTpUMKa PiguHU 4acTo
1 XapyyBaHHS




3HUZKEHHAT abo
TIOCUJIEHHS alleTUTY,
30i/IbIIIEHHSA MaCH Tijla

He4d9acCTo

TPUBOXKHICTB, [J€NIPECis, MOTripiIeHHs PO3yMOBOI1

. . ot He4yacTo
OisIJIBHOCTI, TaJII0UHAlll
[IcuxiyHi IOpyLIEHHA
CIIJIyTaHICTh CBi,‘EI;OMOCTi:l:, HECIIOKIMHUHA cTant pigkKo
3arlaMOpPOYEeHHS, TOJIOBHUH Oi/lb 4acTo
. oucreB3isi, 0e3COHHSI, mapecTe3is/rinecresis,
3 OOKy HEPBOBOI _ He4yacTo
COHJIUBICTH
CUCTeMU
] . 4acrToTa
BHYTPIIIHbO-YEPEIHNUY KPOBOBUJIUB ]
HeBiooMa
3 OOKy OpraHiB 30py |HEUITKiCTb 30py, KOH IOHKTUBIT He4dacTo
3 OOKy OpraHiB CIyxy i
BECTUOYISIPHOTO IIyM y ByXaX, 3allaMOpPOYEeHHSA HeYacTo
anapary
Bim4UyTTs cepueOUuTTs, apI/ITMifile 4acTo
3 Boky ceprs iGpunsALis mepencepnb, Taxikapmist, 3acTifiHa
ceplieBa HEOOCTaTHICTh, Hecnenu(diyHi 3MiHM Ha |HEYacTo
EKT, CTeHOKapJIiﬂ:I:, iHpapKT MiOKap;ua§
rimepreH3sisa 4acTo
3 OOKy CyOUHHOI
CHCTEeMH IIPUILJINBU KPOBi, IOPYIIEHHS MO3KOBOI'O
KpOBoo6iry§, TPaH3UTOPHA illIeMiYyHa aTaka, He4dacTo

rinepTOHIYHUM Kp1/13¢, BaCKYJ'IiTi




TPOMOO3 ITUOOKUX BEH

YacToTa HeBigoMa

6p0oncna3M¢ 4acTo
3 00Ky guxaJibHOI
CUCTEMHU, OpTaHiB KallleJlb, AUCIIHOEe, HOCOBa KPOBOTEYa He4yacTo
TPYOHOI KJIITKY i
CepeaoCTiHHSA
) 4acToTa
jiereHeBa eMOOJTist )
HeBigoMa
. . oyxke
0inb y XKUBOTI
4acTo
3amop, MeTeOpPU3M, TaCTPUT, Mediss/KUCIOTHUU
pediioKc, miapesi, OUCHENCisas/aucKoMpopT y
, o . . |gacTto
OiISTHIN eITiracTpisi, HymoTa, O/IoBaHHS, e30darir,
3 6oky IIIKT BHpPa3KHU B POTOBIU ITOPOXKHUHI
3OyTTS XKUBOTA, 3MiHa XapakKTepy IIepuCTaabTUKA
KUIIIeYHUKY, CyXiCTh ¥ POTi, racTpOOyoOaeHalbHi
BUPA3KY, IENTUYHI BUPA3KU, y TOMY YUCJIi HeYacTo
nepdopariia i kpoBoteda LIKT, cuagpom
MMOAPa3HEHOI 0 KUIIIEYHUKY, HaHeraTI/IT:I:
nigsumierHHs AJIT, nigumienus ACT 4acTo
3 Ooky
remnaTtoOiniapHoil remaTutt pioko
CHUCTEMU
MMe4YiHKOBa HeJIOCTaTHiCTBi, }KOBTHHI/ILIH:I: meOT
€KXIMO03 4acTo
3 OOKy LIKipH i
MiAIIKipHOL +
. HaOpsK oOnu44s, cBepOixK, BUCUTIAHHS, epUTEMa
KJIITKOBUHU HEYaCTo

, KpOHI/IB’ﬂHKale




cunnpom CTiBeHCa —
H}KOHCOHaZI:,
TOKCUYHUH
enigepMaabHUANU piJIKoT
Heroni3¢, CTiKa

MeJuKaMeHTO3Ha
epI/ITeMai
3 OOKy OIIOPHO-PYXOBOI o , .
) . |cmasmu/cymoMu M’si3iB, CKEJIeTHO-M I30BUU
CHUCTEMH 1 CIIOJTy4YHO1 . . HedacTo
0inb/CKyTiCTD
TKaHUHU
_ IIPOTEIHYPis, MiABUIIEHHS PiBHS KPEaTUHIHY B
3 OOKy HUPOK i i i
. . CHUPOBATIIi KPOBi, HUPKOBa
CEeYOBUOIIBHOIL . 4 . HedacTo
HEeOOCTaTHICTh/OUCPYHKIIiIA™ (OUB. PO3min
CUCTEeMHU .
«OCcoOIUBOCTI 3aCTOCYBaHHS»)
ITopymenHs aCTeHisi/BTOMa, IPUITONONIOHI CUMIITOMU 4acTo
3arajbHOr0 CTaHy Ta
IIOPYILEeHH, II0B’A3aHl
3i cmocobom
3aCTOCYBaHHS Oinb y rpymHin KIiTIi HedvacTo
MiABUIIIEHHS PiBHA a30Ty CEYOBUHU KPOBI,
ITiABUINIEHHS PiBHS KpeaTuHPOCPOKiHA3MH,
. . . . . HedacTo
JTaGopaTopHi rimepkasieMisi, MigBUIIIEHHS PiBHS CEY0BO1
INOCIiIKeHHS KHCIIOTH
3HUJKEHHS PiBHSA HATPilO B KPOBI pigko

* KaTeropist 4acTOTH BU3HAYAETHCS OJII KOXKHOTO TEPMiHY ITOOIYHOTO SBHUIIA 3a
4acTOTOIO B 0a3i JaHUX KIIIHIYHUX OOCIiAXKeHb: OyxKe JacTo (=1/10); gacto (=1/100,
<1/10); HeuyacTo (=1/1000, <1/100); pioko (=1/10000, <1/1000); oy=xke pigko
(<1/10000).

¥ [ToGiuna peakis ineHTH(}iIKOBaHa y IIPOLeCi TOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS.
YacToTa BU3Ha4dajacsa 3a MaKCUMaJIbHOIO YaCTOTOIO Y KIIIHIYHUX OOCITiAXKEeHHAX (JaHi



3i6paHi 3a 3aTBEPAKEHUMHU ITOKa3aHHSIMHU Ta J03aMU).

T KaTteropist yactoTu «pigkKo» BU3Hadanacs BignoBigHo o Guideline on summary of
product characteristics (SmPC) (2-i1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxHbol Mexki 95 % [II ons 0 sBull 3 ypaxyBaHHSM KiTbKOCTI
y4aCHHUKIB, sIKi IpuiiManu JjikapcbkKui 3acid ETtopa, B aHamnisdi ganux III ¢aswy,
00’eqHAHUX 3a 0300 i moka3saHHaM (n=15470).

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

8 3a pe3ybTaTaMy aHalli3y TpHUBaJIMX, KOHTPOJILOBAaHUX 3a OOIIOMOI 00 mjaiebo Ta
aKTHUBHOTO ITpelapaTy MOPiBHAHHS KJIIHIYHUX OOCIiIXKEeHb, CeJIEKTUBHI iHTiOiTOpH
[IOI'-2 6ynu moB’si3aHi 3i 30iIbIIIEHHAM PU3UKY BUHUKHEHHSI CEPMO3HUX apTepialbHUX
TPOMOOTHUYHUX ITOAiM, BKIOUaouu iHGapKT MioKapaa Ta iHcynbT. ba3yiouucs Ha
HassBHUX JaHWX, MaJIOMMOBIpPHO, 110 30ibIlIeHHSA aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TAaKUX SBUII IIepeBUIIUTL 1 % Ha pikK (HedacTo).

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

38imys8aHHsA Npo nido3pro8aHi nobiuHi peakuii

BaxxnmuBo 3BiTyBaTH mpo migo3pioBaHi MoOiuHi peakiril micjisg peecTpaliil 1iKapChbKOro
3aco0y. lle mae 3mMoOry ¥ HafaJjli KOHTPOJIIOBATH CIIiBBiHHOIIEHHS KOPUCThH/PU3UK IPHU
3acTOCyBaHHIi miKapchKoro 3aco0y. KBamiikoBaHUX MpalliBHUKIB y raay3i OXOPOHU
37IOPOB’SI IMTPOCSITH ITOBIAOMJISATH IIPO BCi Iimo3pioBaHi moOiuHI peakirii.

TepMiH NpUIAaTHOCTI
4 POKH.
YMoBHu 30epiranus

He noTpebye crnelnianbHUX TEMIepaTypHUX YMOB. 30epiratu B OpuUriHaabHiN yIIaKOBII
OJIs1 3aXUCTY Bif Bojioru. 36epiraTu y HEAOCTYIHOMY OJIS OiTeM MicCIIi.

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

KaTeropis Bignycky



3a penemnTomMm.
BupooHuK

POHTIC XEJIJIAC MENIKAJI EHII ®APMACBIOTIKAJIC ITPOOAKTC C.A.
RONTIS HELLAS MEDICAL AND PHARMACEUTICAL PRODUCTS S.A.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBaaXKXeHHsI HOTr o
IisTILHOCTI.

41004, Jlapuca, Jlapuca IIlpomucnoBa 30Ha, [TomrtoBa ckpuHbKa 3012, I'perid.

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



