Ckian

Oitoua peuosuHa: etoricoxib;

1 TabneTKa, BKpUTAa MIiBKOBOIO 000JI0HKOIO, MicTuTh 30 Mr abo 60 mr, a6o 90 mr, abo
120 Mr eTopukoKCuOy;

OONOMIJCHI peuoB8UHU: LIeII0JI03a MiKpOKPHCTaligyHa, Kaibllito rigpodocdat, HaTpio
KpOCKapMeso3a, HaTpiio cTeapuadyMapaT, KPEMHII0 JiIOKCUO KOJIOImHNY O0e3BOOHUM;

nsaiskoea 060/10HKa: ToniBiHinOBUY ciupt, TuTaHy miokcup (E 171), makporosn 3000,
TalbK, 3aiida okcup xkxoBtuk (E 172) (nmumre y TabrneTkax mo 60 Mr), 3ajisa OKCHUf
yepBoHui (E 172) (muie y TabneTtkax mo 90 mr a6o mo 120 mr).

JIikapcbKa ¢popMma
TabneTKu, BKPUTI IJIIBKOBOIO 000JIOHKOIO

OCHOBHI (pi3uKo-XiMIiuHI 821aCMUBOCMI:

30 me: 6imi abo Mavixke Oifni KpyTJii, 371eTKa ABOOITYKIIi TaOlIeTKM, BKPHUTI IJIiIBKOBOIO
000JIOHKOIO, 3i CKOIIIEHUMU KPasMU;

60 me: negb KOPUYHIOBATO-3KOBTi KPYTJIi, ABOOIYKJIi TaOGIeTKU, BKPUTI IIiBKOBOIO
000JIOHKOIO, 3i CKOIIIeHUMHU KpasiMU Ta I'paBitoBaHHSAM «60» 3 0OMHOT0 OOKY;

90 me: poxKeBi Kpyrii, IBOOIMYKJIi TabIeTKHU, BKPUTI IJTIBKOBOIO 000JIOHKOIO, 3i
CKOIIEHUMHU KpasiMHU Ta rpaBitoBaHHAM «90» 3 omHOT0 OOKY;

120 m2: KOpUYHIOBATO-4EPBOHI KPYTJIi, 371eTKa ABOONYKIIi TabJIeTKH, BKPUTI IJIiBKOBOIO
000JIOHKOIO0, 3i CKOIIIEHUMM KpasiMU Ta PUCKOIO 3 OMHOTO OOKY.

Prcka He mmpu3Ha4yeHa IS ITOOiny TableTKu.
dapMaKoTepalleBTHYHA Irpyna

HecTtepoigHi mpoTu3arnanbHi Ta mpoTupeBMaTuyHi 3acobu. Kokcubu. Kog ATX MO1A
HO5.

®dapMaKoJI0riyHi BJIaCTHBOCTI

dapmakoduHamika.

MexaHi3M [Iil




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

Y xomi kniHiYHUX (hapMaKOoJIOTIiYHUX JOCITiAXKeHb eTOPUKOKCUO M0303aIe?KHO iHTiOyBaB
LIOT-2 6e3 inrioyBanusa 11OI'-1 npu 3acTocyBaHHi y mo3ax go 150 Mr Ha go0y.
ETopukokcub He iHTiOye CHHTE3 NpPOCTarjiaHOUHIB MIJIyHKa Ta He BIIMBA€ Ha QYyHKIIiI0
TPOMOOLIUTIB.

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[iTHa y mpollecax OBYJIAIlil, iMIITaHTallil 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.

KniniuHa edeKTUBHICTL Ta Oe3neka

EdekTuBHIiCTD

Y mailieHTiB 3 0CTE0apTPUTOM eTOPUKOKCUO y mo3i 60 mr 1 pa3 Ha go0Oy 3HAYHO
IMOKpally€e CTaH IIpu O0JIIX Ta OIIHKY IalliEHTa II0[I0 CTaHy 3axBOopioBaHH. Li
IMO3UTHBHI e(PeKTHU CIoCcTepiraaucs BxkKe Ha OPYTUM OeHb JIiKyBaHHSA i 30epiranucs
IIPOTSATOM Iepioay mo 52 TUXKHIB. Y XOMdi OCIiIXKeHb i3 3aCTOCYBaHHSM €TOPUKOKCHOY
B mo3i 30 Mr 1 pa3 Ha mo0y eheKTHUBHICTh LILOTO IIpeNapaTy nepeBulllyBasa mniamnedo
OpoTsArom 12 TUXKHIB JIIKyBaHHS (BUKOPUCTOBYBAJIM OIiHKH, III0 3aCTOCOBYBAaJ/IUCS B
iHImMx gocrimxkeHHsx). [1im vac gocmimkeHHs migdopy no3u eTOPUKOKCcUO y mo3i 60 mr
NEeMOHCTPYBaB 3HA4YHO OiJibIll BUpaXKeHe MOoKpallleHHs, HiXkK y 7o3i 30 Mr, BiTHOCHO yCix
TPHOX OCHOBHUX KIHIIEBUX TOYOK IIiCJIg 6 TUXKHIB JIIKyBaHHs. 3aCTOCyBaHHs 003U 30 Mr
IIpU OCTEOAPTPHUTI KUCT1 PYKU HE BUBYAJIU.

Y naiieHTiB i3 peBMaTOIgHUM apTPUTOM eTOPUKOKCcHuO y mo3i 60 mr ta 90 mr 1 pa3 Ha
noOy 3HAYHO ITOKpaIlyBaB CTaH CTOCOBHO BUPAXKEHOCTi 60110, 3aMajieHHsI, a TaK0XK
PYXJIHBOCTI. Y X0mi mociigkeHb 3 OoiHKM 703 60 Mr Ta 90 MT 1O3UTHBHI epeKTH
30epiramucst npoTAroMm 12-TUKHEBOTO IIepioay JiKyBaHHSA. Y XO[i HOCIiAXKEeHHS 3
oliHKM A03u 60 Mr nmopiBHSHO 3 703010 90 Mr 060uaBa JO3yBaHHS €TOPUKOKCUOY - 60
mr 1 pa3 Ha goOy Tta 90 Mr 1 pa3 Ha moOy - Oysnu 6inbin edpeKTUBHI, HixK mnanebo. [o3a
90 mr Oyna edeKTuUBHimIa, HixK go3a 60 Mr BiIIOBITHO A0 METOLY 3arajbHOI OLIIHKU
0oJ110 MalieHTiB (3i0paHo 3a MOMOMOT00 Bi3dyabHOI aHaIoroBoi mkanu Big 0 mo 100
MM), 3 cepenHiM nmokpailteHHaIM -2,71 MM (95 % pgosipuuit iHTepsan (II): -4,98 MM,



-0,45 MM).

Y nanieHTiB 3 HalmagaMu I'OCTPOTO IMTOOArPUYHOT0 apTPUTY eTOPUKOKCcUO v mo3i 120 Mr
1 pa3 Ha mobOy nmpoTsAroM 8 mHIB IOJIEeTrIIyBaB 0inb y cyrinobax cepeaHboro Ta TSAXKKOIO
CTYIIEeHS Ta 3alaJieHHS MOPiBHSAHO 3 iHmoMeTaluHoM y [03i 50 Mr 3 pa3u Ha mo0y.
3MeHIIIeHHS BUPaXKeHOCTi O0JII0 CIIOCTEPITaEThCS BXKe Yepe3 4 TOOUHU MiCNIg IoYaTKy
JIIKYBaHHS.

Y nanieHTiB 3 aHKiTO3yIOYUM CIIOHOUIIITOM eTOPUKOKCUO ¥ mo3i 90 mr 1 pa3 Ha moby
3abe3meuye 3HaYHe MMOKpallleHHs npu 000 v XpeOTi, 3amasneHHi, oOMexkeHHi pyxiB, a
TaKOXK MOKpallye GyHKIIIOHATbHY 3maTHICTh. KniHiuHI TepeBaru eTOpuKoKCcuoy
CIIOCTepiranucs Ha APyTru¥ OeHb Mic/ig IoYaTKy Teparril i 30epiranucs ynmpogoBx 52-
TUZKHEBOI'O [1epiofy JIiKyBaHH. Y XOIi OPYyroro AOCIiAXKeHHs 3 OLiHKU 103U 60 mr
MOpPiBHSIHO 3 003010 90 MT, eTopuKOKcuO y mo3i 60 mr 1 pas Ha moOy Ta 90 mr 1 pa3 Ha
no0y IMMPOOEeMOHCTPYBaB CX0XKY e(DeKTUBHICTh MOPiIBHSAHO 3 HanpokceHoMm 1000 mr
IIOOEHHO. Y Ialli€HTiB, SKi He MeMOHCTPYyBa/JIu afeKBaTHOI BiAMOBIiAl ITig 4ac
3aCTOCyBaHHA 003U 60 MI IIIOAEHHO IIPOTATOM 6 TUXKHIB, MiABUILEHHA 003U 0o 90 Mr
IIIOJJ€HHO TTOKpAaIllyBajIo OLIiHKY iHTEHCUBHOCTI 00JTi0 y CIiMHi (3i0paHOo 3a JOIOMOT 00
BisyasibHOI aHanorosol mkanu Big 0 mo 100 MM) DOpPiBHSHO 3 MPOAOBXKEHHAM IIPUHAOMY
60 Mr LI0EeHHO, 3 cepenHiM mokpaueHHaM -2,70 mMm (95 % II: -4,88 mm, -0,52 Mm).

ITig vac KIiHIYHOTO OOCTiAXKEeHHS HicsonepalliiHoro 3y0HOro 607110 eTOPUKOKCUD Yy
mo3i 90 mr 3acTocoByBaBcs 1 pa3 Ha goOy OO0 TPhOX OHIB. Y MiArpyi naiieHTiB 3
MMoMipHUM 00JIEM y MTOYaTKOBOMY CTaHi eTOpUKOKCcHO y go3i 90 Mr meMOoHCTpyBaB
3HebooBanbHUM e(eKT, mogioHui 4o Takoro B ibynmpodeny 600 mr (16,11 nmpotu
16,39; P=0,722), i mepesuiiysaB epeKT mapanetamony/kKogeiny 600 mr/60 mr (11,00;
P<0,001) i mname6o (6,84; P<0,001), 1110 BU3HAYaJIOCA 3a IIOKA3HUKOM IIOBHOTO
nosnerineHHs: 6oio yepes3 6 rogur (TOPARG). KinbKicThk maIlieHTiB, SKi OBimOMIIsSIIN
ITPO 3aCTOCYBaHHS ITpellapaTiB eKCTPeHOoTro 3HeO0IeHHS MTPOTAToM 24 TOOuH,
crtanoBuna 40,8 % y rpymni 3acTocyBaHHsI eTOpukKokcuOy 90 mr, 25,5 % y rpymi
3acTocyBaHHs iOynpodeny 600 Mr koxHi 6 roguH i 46,7 % y rpyIi 3aCTOCYBaHHSA
napameTtamoiy/komeiny 600 mr/60 Mr KoKHi 6 ToOOUH MOPiBHSHO 3 76,2 % IMalli€HTiB,
sIKi Ipu¥Manu 1aiedo. Y 1boMy OOCIIiIXXKeHHi IToYaTOK aHaAre3uBHOI Oil (BimuyTHe
nosnermieHHs 605110) 90 Mr eTOPUKOKCUOY CITOCTepiranocs BxkKe yepes3 28 XBUJIMH ITiCIIs
NpUKXOMY IIpemnapary.

be3neka

MixxHapogHa JOCIigHHIIbKA IporpaMa TPHBAJIOT0 3aCTOCYBAHHS €TOPUKOKCHOY i

ouknodeHaky npu aptpurti (MEDAL)

[Tporpama MEDAL 6yra MpoCIeKTUBHO PO3P00JIeHOI0 IPOrpaMolo BimHOCHO
pe3ynbTaTiB 11000 6e3meKu 3 00Ky CeplieBO-CyOUHHOI CUCTEMU, OTPUMAaHUX 3a



00’eqHaHMMM JAaHUMH TPHOX PAHIOMi30BaHUX, MOABIMHO CJINIMX, KOHTPOJILOBAHUX
AKTHBHUM IIpernapaToM NOPiBHAHHS gociaimxkeHb (mocaigxkenuss MEDAL, EDGE II i
EDGE).

Y mocnigxxenni MEDAL, 1o Oyno cupsiMoBaHe Ha BU3HAUYEHHS BIJIMBY Ha CEPIIEBO-
CyOuHHY cucTeMy, Opanu ydacThb 17804 marienTu 3 octeoaptputom (OA) i 5700 — 3
peBMaToigHUM apTpuToM (PA), siKi 3acTOCOBYBasiu eTOPUKOKCUO y mo3i 60 mr (OA) um
90 mr (OA i PA) a6o guknodeHak y go3i 150 Mr Ha 100y IPOTATOM Y CEPEOHBOMY
20,3 micsama (MmakcuManbHO — 42,3 Micaisg, Meniada — 21,3 micsans). Y nbomy
mociimkeHHi Oy 3adikcoBaHi TimbKM cepiio3Hi mob6iuHi peakilil i MpUNIUHEHHS
MIpuoMYy IIpellapaTy BHACIIIOK BUHUKHEHHS OyOb-sIKUX IMOOIYHUX peakIliid.

Y xomi mocnigxens EDGE i EDGE II nopiBHIOBanu IUIJIyHKOBO-KUIIIKOBY I1€PEHOCUMICTH
eTopukKokcuOy i muknodenaky. ¥ mocnimxxenni EDGE 6panu yuyacTts 7111 maIieHTis 3
OA, siKi oTpuMyBanu eTopukokcub y go3i 90 mr Ha moby (y 1,5 pa3a Buiie
pekoMeHOoBaHol go3u s JjtikyBaHHS OA), abo guknodeHak y go3i 150 Mr Ha gody
IpoOTATOM B cepegHboMy 9,1 micausa (MakcuMmyM — 16,6 micsiisa, MeniaHa —

11,4 micsiug). YV gocnigxkenHi EDGE II 6panu ydyacTts 4086 matiieHTiB 3 PA, ski
OTPUMYBAJIH JIiIKyBaHHS €TOPUKOKCHUO0M y mo3i 90 Mr Ha moby abo mukimoheHaKoM y
mo3i 150 Mr Ha goOy mpoTsAroM B cepegHboMy 19,2 micsis (Makcumym — 33,1 Micsis,
MeniaHa — 24 micsii).

B 06’ennaniit mporpami MEDAL 6panu yuyacTts 34701 narieHT 3 OA i PA, saki
OTPUMYBAaJHU JIiKyBaHHS YIIPOOOBXK Iepiony B cepegHbomy 17,9 micsaisg (MaKCUMyM —
42,3 micsiug, Memiada — 16,3 micsns); npubnusHo 12800 nailieHTiB oTpuMyBaIn
JIiIKyBaHHS MOHaA 24 Micsili. Y mallieHTiB, 3apeecTpoBaHUX y 1t mporpami, 6ynu pis3Hi
MOYaTKOBI YNHHUKHU PU3UKY CTOCOBHO CEPIIEBO-CYAUHHOL CUCTEMU i IIITYyHKOBO-
KuimkoBoro Tpakty (IIKT). I1amieHTH 3 HEIogaBHO IepeHeCeHUM iHpapKToOM
MioKapaa, aOPpTOKOPOHapPHUM IIYHTYBAaHHSAM a00 4epe3mIKipHOI KOPOHApPHOIO
aQHTIOIJTaCTUKOIO YITPOAOBXK 6 MicsIliB 0 peecTpallil B HOCIiaKeHHi Oyu BUKITIOYEHI 3
OOCITimKeHHs. Y OOCIiOKeHHsIX 0yJI0 MO3BOJIEHO 3aCTOCYBaHHS raCTPOIPOTEKTOPHUX
ImpelaparTiB i alleTUJICaIiUIOBOl KUCIOTH Y HU3BKUX J03aX.

3aeanvHa 6e3neka

He Oymno cyTTeBUX BiOMiHHOCTEM Y 4aCTOTi TPOMOOTHYHUX CEPIIEBO-CYOIUHHUX
YCKJIaJHEeHb IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY i quknodeHaky. KapmiopeHanbHi
mo0ivuHi peakiril YacTillle CIlocTepiraaucs IMpu 3aCTOCyBaHHI eTOPUKOKCUOY, HixK
oukinodeHaky; e epekT OyB H0303aIeKHUM (OeTaIbHO IIPO Pe3y/IbTaTU OUB.
Huxd4e). [1o6iuHi peakii 3 60oky IIIKT i neuiHku BUHMKaIU 3HAYHO YacCTillle Ipu
3aCTOCYBaHHi guKiodpeHakKy, Hizk eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peaxkiii B gocaimkenHsx EDGE i EDGE II, a Takox mo0iyHUX peakiliii, 1110
PO3TIsAmanucs IK cepio3Hi abo Taki, 1110 MPU3BOOATHL A0 BiAMiHU mpernapary B



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

Fes3neka 8i0HOCHO cepuego-cyOuHHOI cucmemu

YacToTa migTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX CEPUO3HUX MTOOIYHUX
peakxirii (BKJI049alo4u peakiiil 3 00Ky ceplisd, epeOpoBacKyIsApHi peakilil i peakxiiii 3
00Ky nepudepuuHux CyguH) OyJsia ITOPiBHSIHHOIO Yy eTOPUKOKCUOY i mukimodeHaky (maHi
migmcymoBaHo B Tabnuti 1). He Oyso cyTTeBUX BimMiHHOCTEM Y ITIOKa3HUKAX 4aCTOTH
TPOMOOTHYHUX YCKJIaJHEHb ITPU 3aCTOCYBaHHi eTOPUKOKCUOY i muKinodeHakKy B ycix
IIpoaHai30BaHUX HiArpynax, BKJIOYal4u Malli€eHTIiB i3 KapaioBaCKyJIIPHUM PU3UKOM.
[Tpu okpeMoOMYy PO3TIAAi BITHOCHUU PU3UK BUHUKHEHHS ITiATBEPAXKEHUX CEPUO3HUX
TPOMOOTHYHUX ITOOIYHUX peakliil 3 00Ky ceplLeBO-CYOUHHOL CUCTEMU IIPU
3aCToCyBaHHiI eTOpuKOKCcUOy B mo3i 60 mMr a6o 90 mr i guknodeHaky B mo3i 150 mr 6yB
OOHAKOBUM.

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

Tabmnuisa 1
ETopukokcu6 |[IukmnodeHak
(N=16819) (N=16483) [TopiBHSAHHS MixX
rpylamMu JIiKyBaHHA
25836 marienTor24766 malieHTor
YcknagHeHHS POKiB POKIB

.l.

[Toka3HUK TToKa3HUK BigHOCHUY pHU3UK

(95 % OI) (95 % OI) (95 % OI)

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

cucremMu
3a IIPOTOKOJIO 1,24 (1,11; 1,30 (1,17; 0,95 (0,81; 1,11)
I1 TOKOJIOM ’ ’ ;, 1,
p 1,38) 1,45)
3a HaMipoM JiKyBaTHUCS 1,25 (1,14; 1,19 (1,08; 1,05 (0,93; 1,19)
p y 1,36) 1,30) A0 0,23 L,




[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
nmpoTtu3sanasnbHi 3acobu (HI133) >10 % ycwroro nepiony).

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 paHOOMi30BaHUX IallieHTiB: 17412 y rpymi eTopukokcu0by i 17289
y IpyIi gukinopeHaKy.

[Toka3HUK CepIleBO-CYOIUHHOI IeTaJIbHOCTI, SIK i 3arajibHOI JIeTaJIbHOCTi, OyB ITOOiOHUM
y rpynax JIiKkyBaHHSI €TOPUKOKCUOOM i muKiIoheHaKoM.

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
eTOPUKOKCHuOYy, HiXK y rpymi nukinodeHaky. HacToTa Takol moOiUYHOI peakilil K
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 IOBigOMJIsAIM B gocaigxkenHi 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-KUWKOB0OI nepeHocumocmi y npoepami MEDAL

3HaYHO MEHNINM ITOKA3HUK BiMiHU IIpenapaTy BHACIiITOK BUHUKHEHHS OyOb-IKOTO
KJTiHiuHOTO yCcKnagHeHHs 3 00ky IIIKT (Hanpuknapn gucnerncii, abgominanbHOro 607110,
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 i yCKIagHeHi
KPOBOTEeUi; MiArpyIa 3araJbHUX peakiii 3 60Ky BepxHuboro Bigminy IIIKT, ski
BBazKaJIMCs HEYCKJIaJHEeHVMHU, BKJII04Yajla HeyCKJIalHEHI KPOBOTEUl 1 HeyCKJlaJgHEeH]
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
Y4aCTOTH YCKJIaQHEHUX peakiiu. [IJd miarpynyu Takux peakiiiy SK KpoBoTeda y
BepxHboMy Biggini IIIKT (06’eqHaHi yCcKIagHeHi 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 3aCTOCOBYIOTH aCIIipUH Y HU3BKUX 103aX
(mpubnu3no 33 % malli€eHTiB).

[Toka3Huk yactoTu Ha 100 maiieHTO-pOKiB HiATBEPAKEHUX YCKIIagHEHUX 1
HeyCKJIagHEeHUX KIIiHIiYHUX peaklii 3 00Ky BepxHboro Bigminy IIIKT (mepdopariii,
BHUpPa3Ku i KpoBoTedi) cranoBuB 0,67 (95 % 11 0,57, 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % OI 0,85, 1,10) npu npuitomi guKiIopeHaKy, IIpu IIbOMY BiTHOCHUN PU3UK
cta"oBus 0,69 (95 % IOI 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 % [I 0,94, 1,87] peakiiii Ha 100 maIfieHTiB-pOKiB Ipu
mpuiioMi eTopukokcuby nopiBHsiHO 3 2,78 [95 % [II 2,14, 3,56] npu nputiomi
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
nuknodeHak. B 06’eguanii mporpami MEDAL 0,3 % maillieHTiB, Ki 3aCTOCOBYBaIn
€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
MMOpiBHAHO 3 guKinodeHakom). [IpoTe y nporpami MEDAL 6inbiricTs mobivHUX peakilii
3 OOKYy MediHKu Oy HeCepuO3HUMU.

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

VCKIaJHEHb

Y xomi KiIiHIYHUX OOCIiAXKEeHb, 3a BUHATKOM HOOCHiaXKeHb nmporpamMu 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 xopni paHgoOMi30BaHOTIO ITOABIMHO CIIIIOro miaanedo-KOHTPOJIBLOBAHOTO JOCIIOXKEeHHS 3
rapajieIbHMMU I'PyIllaMU OIliHIOBaBCS BIIJIUB 15-0€HHOTO JIiIKyBaHHSA €TOPUKOKCHOOM
(90 mr), nenekokcudboMm (200 mr 2 pa3u Ha goOy), HanpokceHoM (500 Mr 2 pa3u Ha
noOy) i mmane60 Ha BUBeeHHSI HATPilo i3 ceyelo, apTepialbHUM TUCK Ta iHIIi
MMOKa3HUKHU (PYHKIII HUPOK y malieHTiB Big 60 mo 85 poOKiB, AKi JOTPUMYIOTECS OIETH i3
BMicToM coni 200 MEkB/go0y. ETopukokcu0, 1ie1leKoKcu0b i HalpoKCceH MaJjiu IOgiOHuM
BIIJIUB Ha BUBEIEHHSA HATPIIO 3 CeYelo IIPU OBOTUXKHEBOMY JIIKYBaHHI. YCi akKTUBHI
IIpenapaTy MOPiBHSIHHS ITOKAa3aJlu ITiABUIIEHHS BiIHOCHO m1aiedo CUCTOIiYHOTO
apTepiaIbHOTO THUCKY; IIPOTEe eTOPUKOKCHUO acoIlifoBaBCs 3i CTAaTUCTUYHO 3HAYYIIINUM
ITigBUIIEHHSIM Ha 14-% meHb NOPIiBHSIHO 3 IIeJIEKOKCHUOOM i HallpOKCEeHOM (cepenHs
3MiHa CHCTOJIIYHOTO TUCKY ITOPiBHSHO 3 IOYAaTKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT.
CT., IIeJIeKoKcub 2,4 MM PT. CT., HAIIPOKCeH 3,6 MM PT. CT.)

dapmakokKiHemuka.
Abcopbuis.

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
4yepe3 1 roguny (Tmax) [Iic/ig IpuruoMy gopocnumu Hatiue. CepegHE reOMeTpUYHE
3HaueHHsa AUC CTAQHOBUTH 37,8 MKIrXron/Mi. Y Mexax KJIIHIYHOTO JO3yBaHHS

0-24hr
dbapmMaKoOKiHETHKa €eTOPUKOKCUOY € JIiHiNHOIO.

[Tpu nputiomi npenapaty y mo3i 120 mr mig gac iau (Ika 3 BUCOKHMM BMiCTOM KUPiB) He
CIIOCTepirasocs BIIJINBY Ha CTYIIiHb abcop0bilil eTopukokcuOy. [IIBuaKicTh abcopoOiiii
3MiHIOBajacs, 10 XxapakKTepu3yBajloCsa 3HUKEHHSAM Cmax Ha 36 % Ta 30inpineHHSIM T
< Ha 2 ropuHu. Taki gaHi He PO3rIANal0ThCA K KIiHIYHO 3HauyIi. I1ig yac

ma
KIiHIYHUX TOCIiAKeHb eTOPUKOKCHUO 3aCTOCOBYBaJIM He3aJIeKHO Bifl TpuiiomMy ixi.

Po3noodin.

ETopukokcub npubnusno Ha 92 % 3B’s3yeThCS 3 OiTKaMu I1JITa3MM KPOBi JIIOOUHU 3
KoHIuleHTpatniamu Big 0,05 go 5 Mxr/mi. O6’eM po3moAiny Npu 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.



Memab6oaiszm.

ETopukokcub akTuBHO MeTab01i3yeThcss, MeHIlle 1 % mo3u BUMIISIETHCS i3 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
OKCcHallil moximHol

6'-rimpokcuMeTuny. Lli ocHOBHI MeTabosiTH ab0 He TPOSIBISIIOTh aKTUBHOCTI, abo €
crnaboakTuBHuMH iHTiOiTOpamu IIOI-2. 2Komen i3 mux metabosiTiB He iHrioye LIOT-1.

BuseoeHHA.

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

BuBeneHHsI eTOpUKOKCHUOY BimOyBa€ThCA MalKe ITOBHICTIO IIIJITXOM MeTaboJi3mMy 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.
CraTh. PapMaKoOKiHETUKA €TOPUKOKCUOY € MOOiOHOI0 ¥ YOJIOBiKiB Ta KiHOK.

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

(5—6 GariB 3a mkanow Yainma—I1'10) mpu 3acTOCyBaHHI eTOPUKOKCHUOY B mo3i 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 mkanoio Yanga—-I1'10) npu
3acTOCyBaHHi eTOpUKOKCUOY y mo3i 60 Mr yepes goOy cepenHiii mokasHuuk AUC OyB
noniOHUY OO IMOKa3HUKa y 3TOPOBUX HOOPOBOJIBIIB, AKi MpuiiMaiIu npenapar y mgo3i



60 mr 1 pa3 Ha goOy IIOOEHHO; 3aCTOCYBaHHS eTOPUKOKCHOy B mo3i 30 mr 1 pa3 Ha
noOy He BUBYAIHU y Lik rpy1mi nauieHnTiB. Hemae kniHiyanx a6o ¢papMaKOKiHETUUHUX
OaHUX CTOCOBHO MAITiEHTIB 3 TIXKKUMHU IMOPYHIeHHIMU QYHKIIII mevinku (=10 6ariB 3a
mKkasnom Yaunga—I1'10) (muB. po3minu «Iloka3zanHsa», «[IpOTUIIOKa3aHHSI»).

[TopymieHHst QYHKINI HUPOK. PapMaKOKiHETHKA Pa30BoOi MO3U eTOPUKOKCHOy 120 Mr y

MAIi€EHTIB i3 TOMIPHUMHU Ta TAXKKHUMHU NOPYIIEHHAMM QYHKIIl HUPOK, a TAKOX Yy
Malli€eHTiB i3 3aXBOPIOBAaHHSIMYU HUPOK TEPMiHANIBHOI CTafil, AKUM IIPOBOOSTH
reMofiani3, He BiApi3HSAETHCSA 3HAYHUM YHMHOM Bifl papMaKOKIHETUKHU ¥ 3TOPOBUX
moOpoBomnbiliB. [Ipu reMopianisi mpemapaT MalikKe He BUBOOUTHCS (KITipeHC giamidy —
npubnussao 50 min/xB) (auB. po3minu «ITokazaHHsI», «[[pOTUIIOKA3aHHS»).

Himu. ®apMakKOKiHETUKY eTOPUKOKCUOY B HiTeu (BikoM mo 12 pokiB) He BUBYAJIM.

Y xomi mocnigkeHb papMakKOKiHETUKHY (n=16), 1110 TPOBOAMIIX 3 y4aCTIO IMiAIiTKiB
(BikoM Big 12 mo 17 pokiB), dapMakOKiHeTHKA y HaIli€EHTIB 3 Macoio Tina 40-60 Kr,
SIKUM TIpU3Ha4alau eTOPUKOKcuO y mo3i 60 mr 1 pa3 Ha moOy, Ta y HalliEHTIB 3 Macoio
Tinma 6inbire 60 Kr, SKUM IIpu3Havanu npenapat y no3i 90 mr 1 pa3 Ha moOy, Oyna
nmonibHo [0 hapMaKOKiHETUKU Y JOPOCIINX, IKi 3aCTOCOBYyBaji ETOPUKOKCUOD Y MO3i
90 Mr 1 pa3 Ha noOy. be3neka Ta eeKTUBHICTL 3aCTOCYBaHHS €TOPUKOKCUOY HOiTSIM He
BCTaHOBJIEeHI (OuB. po3ain «I[loka3zaHHSI»).

IToka3aHHA

® MMPpU3HAYEHUN JOPOCIUM Ta OiTSAM BiKOM Bif 16 poKiB OJiss CUMIITOMAaTHUYHOL

ETopiakc
Teparil 0OCTeoapTPUTy, PEBMATOIAHOTO apTPUTY, aHKIJIO3yI0UOTr0 CIIOHAUJIITY, @ TAaKOXK

007110 i 03HAK 3arajeHHs, ITOB’I3aHUX i3 TOCTPUM NOJArPUYHUM apTPUTOM.

ETopiakc® npusHayeHUUN JOPOCIIUM Ta OiTSIM BIKOM Bif 16 POKiB [j11 HETPUBAJIOTO
JIIKYBaHHS ITOMIpPHOTO TicissomnepalliiHoro 00Jt0, OB sI3aHOT0 31 CTOMATOJIOTiYHUMU
orepalisimu.

PimmeHHs npo npu3HadyeHHS CeJIeKTUBHOTO iHTi0iTopy LIOI'-2 1MOBHHHO I'PYHTYBaTHUCS
Ha OLIHIII BCiX IHOWBIiOAyalIbHUX PU3UKIB y HallieHTa (OuB. po3ninu «IIpoTunoka3aHHg»
Ta «OCoBJIMBOCTi 3aCTOCYBaHHSI».

ITporunnoka3aHHs

e IimepuyTnuBIiCTb OO Aito4yol abo mo Oyab-IKOl JOMOMizKHOI PEYOBUHU;

e AKTHUBHA ITENITUYHA BUpa3Ka a00 aKTHMBHA IIITYHKOBO-KUIIIKOBA KPOBOTEYA;

e TMAlliEHTaM, V IKMX BUHMUKaAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJlbHi IOiny,
QHTiIOHEeBPOTUYHUIM HAOPSK, KPOIIUB'SHKa abo iHIIm anepriuHi peaxkiii micns
3aCTOCYBaHHS alleTuJcainunoBol kucjaotu abo HIT3I1, Bkmtoyatoun iHridiTopu



oor-2;

e TIepion BariTHOCTi abo romyBaHHs IPpynnoio (OUB. po3Oin «3acTOCyBaHHS Y IIepion
BariTHOCTi ab0 rogyBaHHS TPYOOI0»);

e TSIKKi mopylleHHs (QYHKIIIl medinku (anbOyMiH cupoBaTKU KpPoBi <25 r/im abo =10
OaniB 3a mkanoo Yannga-I1'10);

e PO3paxOBaHWU HUPKOBUU KJIipeHC KpeaTuHiHy < 30 MJI/XB;

e IiTAM BiKOM [0 16 pOKiB;

e 3allajIbHI 3aXBOPIOBaHHSA KUIIEYHUKY;

e 3acTilHa cepiieBa HemocTaTHICTh (NYHA II-1V);

e TIALIIEHTAM 3 apTepiajibHOIO IiIepTEeH31€10, YV IKUX [IOKa3HUKM apTepiaJbHOT O
TUCKY ITOCTiHO BuIli 3a 140/90 MM pPT. CT. Ta HEZOCTAaTHHO KOHTPOJIIOIOTHCS;

e IiarHOCTOBaHa ilreMiyHa xBopoOa ceplisi, 3aXBOPIOBaHHS IepudepuyHux apTepin
Ta/abo 11epedpoBaCKyJIIPHiI 3aXBOPIOBAHHS.

B3aemonisi 3 iHOIHMH JTiKapChbKHMH 3ac00aMu Ta iHIIIi BUIH B3a€EMOIil

dapMakoguHaMiuYHi B3aeMOil

ITepopaavHi aHmukoazyasiHmu. Y Nali€HTiB, CTaH SKUX cTabii3oBaHUM MOCTiHHUM
3aCTOCYBaHHAM BapdapuHy, IpUoM eTOPUKOKCHUOY B mo3i 120 Mr Ha mol0y
CYIIPOBOMXKYETHCS 30inbIlIeHHSIM IMPuOIn3H0 Ha 13 % npoTpoMOiHOBOTO Yacy
MiKHapOOHOT0 HOpMaJli3oBaHOTro BimHomeHHsA (MHB). Tomy y maiieHTiB, AKi
3aCTOCOBYIOTH IIepOpasibHI aHTUKOAryJISHTHU, CJIiJ] 4aCcTO I[IePEeBIPATU ITIOKaA3HUKU
npoTrpomMb6iHoBoro yacy MHB, oco6nuBo y nepiri gHI IpUoMy eTOPUKOKCUOy abo mpu
3MiHi 0oT0 mo3yBaHHSA (OUB.po3Min «OCco6IMBOCTI 3aCTOCYBaHHSI».

Iiypemuku, iH2ibimopu aHziomeH3uHNnepemaeop8adibHo20 pepmeHmy (AIIPD) i
aHmazoHicmu peuenmopis aHziomeH3uHy II. HT133 MmoxXyTh mocnabitoBaTy epekT
OiypeTUKIB Ta IHIINX aHTUTINIEPTEeH3UBHUX IIpernaparTis. Y gesKuXx IaljieHTiB 3
MMOpPYyIIeHHAMHU PYHKIII HUPOK (HallpuKIaj y HNallieHTiB 3 OeTigpaTalli€eio abo y
Malli€HTiB JIITHBOTO BiKYy 3 ociabiieHo0 GYHKIIEI0O HUPOK) OJHOYACHE 3aCTOCYBAHHS
inribiTopy AII® a6o aHTaroHiCcTiB penenTopiB aHrioreH3uny Il i mpenapartis, 1110
iHriOyIOTBH IIMKJIOOKCUT €HAa3y, MOXKe ITPU3BOOUTHU [0 MOAAIbIIOrO IIOTipiIeHHs QYHKIIil
HUPOK, BKJIIOYAIOYM I'OCTPY HUPKOBY HEIOCTATHICTBD, 1110 3a3BUYall Ma€ 000POTHUMU
xapakTtep. Ciig maM’siTaTh IPO MOXKJIMBICTh TAKUX B3a€EMOIIN y IMAIIEHTIB, SKi
3aCTOCOBYIOTh €ETOPUKOKCHUO ofHOYacHO 3 iHribiTopamu AII® abo 3 aHTaroHicTrammu
perieniTopiB anrioren3uny II. Tomy Taki KomOiHallil citig mpu3HavyaTH 3 00€PEeRKHICTIO,
0Cc00IMBO MallieHTaM JIITHBOTO BiKy. CJIig mpoBeCcTH HalexXHY TigpaTallifo Ta
PO3TISHYTH NUTAHHSA IPO IIPOBEOEHHS MOHITOPUHTY QYHKIIl HUPOK Ha MOYaTKY
KOMOiHOBaHOTO ITiKyBaHHS, a TaKOXK 3 IIEBHOIO IIEPiOANYHICTIO i Hagami.



Auemuscaniyunosa kucaoma. Y Xofi OOCHIIXKEHHS 3 y4acTIO 3J0POBUX TOOPOBOJILIIIB
B yMOBax PiBHOBaXKHOTO CTaHy 3aCTOCyBaHHS eTOPUKOKCUOY B 103i 120 Mr 1 pa3 Ha
noOy He BIIJIMBAJIO Ha aHTHUArperaHTHY aKTUBHICTh alleTUJICAIIUI0OBOI KucnoTu (81 Mr
1 pa3 Ha moby). EToprukoKkcuO MoXKHa IMpu3HadaTH OJHOYACHO 3 alleTHUICAJIilINI0OBOIO
KMCJIOTOIO B 103aX, SIKi 3aCTOCOBYIOTH AJI MPO(iTaKTUKU CEPLIEBO-CYOUHHUX
3axXBOPIOBaHb (HM3bKi 031 alleTUJICAJIINUIIOBO1 KucinoTu). OgHaK OgHOYaCHEe
3aCTOCYBAHHS HU3bKUX 103 alleTUJICAJIIINIIOBOI KMCJIOTH Ta €eTOPUKOKCUOY MOXKe
30inbITyBaTH 4acTOoTy BUHUKHEHHS Bupas3ku KT Ta iHIMMUX yCKIagHEHb MOPiBHSIHO 3
MOHOTepaIlli€ eTOpuKoKcuO6oM. He pekoMeHO0OBaHO OQHOYAaCHE 3aCTOCYBaHHS
€TOPUKOKCHOY 3 alleTUJICailMIOBOI0 KUCIIOTOI0, HO3U SKOI BUILI 3a npodinakTU4Hi, a
TakKoXK 3 inmmMmu HII33.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO[iI0 eTOPUKOKCHUOY 3 IIMMHU IIperapaTaMu
He BUBYAJIM, OJJHOYACHE 3aCTOCYyBaHHs Oynb-sakoro HII33 i3 muknocmopuHoM abo
TAKPOJIiMyCOM MOXK€ ITOCUIIOBAaTH He(PPOTOKCUYHUU BIIIUB OCTaHHIX. Cif
KOHTPOJIIOBATH QPYHKITiI0 HUPOK IIPY OQHOYAaCHOMY 3aCTOCyBaHHiI eTOPUKOKCUOY 3
OyIOb-IKUM i3 IIUX ITperapariB.

dapMaKOKiHEeTHYHi B3aeMOIil

Bnaue emopukokcuby Ha (papMakoKiHemukKy iHwux npenapamis.

JIimiti. HI133 nocnab6ioi0Th BUBEOEHHS JIiTiI0 HUPKAaMM, TUM CaMUM ITiTBUITYIOUYU
piBeHb JIiTii0 y mna3Mi KpoBi. AKIio HeoOXigHO, CIIig TPOBOOUTU PEeTeIbHUN KOHTPOJIIb
PIBHSA JIITiIO Y KPOB1 Ta KOPUT'yBaTU O03Y JITiI0O IPOTATOM OQHOYACHOI'O 3aCTOCYBaHHSA
LIMX IIpelaparTiB, a TaKOXK IIPU IIPUIIMHEHHI 3acTocyBaHHsa HII33.

Memompekcam. Y xofi OBOX OOCJiAKeHb BUBYAIU e(hEeKTH eTOPUKOKCUOY ITpu
3acTocyBaHHi y mo3ax 60, 90 a6o 120 Mr 1 pa3 Ha moOy mpoTsirom 7 OHIiB MalliEHTaMH,
sIK1 3aCTOCOBYBasu 1 pa3 Ha TUXKIOEeHb MeTOTpeKcaT y go3i Bifg 7,5 mo 20 Mr npu
peBMaToimHOMY apTpuTi. EToprukokcu6 y mo3i 60 i 90 Mr He BIIMBaB Ha KOHIIEHTPAIIil0
y I1a3Mi KpoBi abo HUPKOBUM KIIipeHC MeTOTpeKcaTy. B ogHOMY OOCHimKeHHi pu
3acToCyBaHHi eTOpUKOKCUOY B 703i 120 MT He cmocTepirasocs BILIMBY Ha
KOHIIEHTPAIl0 Yy [1J1a3Mi KPOBi Ta HUPKOBUU KJIIpEHC MeTOTpeKCaTy, TOAl K B iHIIIOMY
OOCITim»KeHHi IpKU 3aCTOCYBaHHI eTOPUKOKCUOY B m03i 120 MTI KOHITEHTpAIlis
MeTOTpeKcaTy y IJIa3Mi KpPOBI ImigBuillyBanacsa Ha 28 %, a HUPKOBUU KJIIPEHC
MeTOTpeKcaTy 3HuKyBaBcs Ha 13 %. [Ipu ogHOUYacHOMY IIpHU3HaUYeHHI eTOPUKOKCUOY
Ta METOTpPeKCcaTy CJIif IPOBOAUTH BiANOBIOHMUYN MOHITOPHUHI CTOCOBHO ITOSIBU
TOKCUYHOTO BIIJIUBY METOTPEKCATYy.

ITepopanavHi koHMpauenmueu. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHIi 3 IIepopaJbHUMHU KOHTpPALlENITUBaAMU, 10 MICTATh 35 MKI
eTUHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, HPOTATOM 21 OHS NPU3BOAUB OO0



nigBuileHHs noka3Huka AUC he Y PiBHOBaXKHOMY CTaHIi OJId eTUHiJIeCTpaniony Ha

0-24
37 %. ETopukokcub y mo3i 120 Mr mmpu 3aCTOCyBaHHi 3 BUIIIEBKAa3aHUMU
ImepopajJbHUMHU KOHTPAlLleIITUBAaMM OOHOYACHO abo yepe3 12 roguH migBUIlyBaB y

piBHOBaXXKHOMY CcTaHi 3HaueHHA AUC eTuHinectpagiony Ha 50-60 %. [Ipo Take

MigBUINIEHHSI KOHIIEHTPaIlil eTI/IHiJ'IeC'?pZaLJJ:IhiI(‘)Hy cJig maM’siTaTu Ipu BUOOPI
IepopaabHOro KOHTPaLenTUBa 3 Pi3HUM BMICTOM €TUHIIeCTPaOiony, SKUu
3aCTOCOBYBAaTUMETBLCSI OJJHOYACHO 3 eTOPUKOKCHuOOM. ITigBUITIEHHST €KCIIO3UIIil
eTUHiecTpagiony Moxe 30iIbITyBaTH YaCTOTY BUHUKHEHHS MOOIiYHUX peakilii,
MIOB’I3aHMUX i3 3aCTOCYBaHHSAM IIepOpaIbHUX KOHTPAILEeNTUBIB (HanpuKiIap

TpoM0O0eMOO0Iil BeH y XKiHOK TPy PU3UKY).

I'opmonosamicHa mepania (I'3T). Tlputiom 120 Mr eTOPpUKOKCHUOY 3
TOPMOHO3aMiCHMMH IIpellapaTaMy, 110 BKJII04YalOTh KOH 10roBaHi ectporexnu (0,625 mr
[Tpemapuny ™), npotsaroM 28 gHiB 30iblIye cepeHil MOKa3HUK AUC0_2 anr Y
PiBHOBaKHOMY CTaHi HEKOH 'I0rOBaHOTO eCTpPOoHY (Ha 41 %), exkBininy (Ha 76 %) i 17-B-
ecTpapmiony (Ha 22 %). BrinuB mo3 eTOPUKOKCUOY, peKOMEHAOBaHUX [IJIT TPUBAJIOTO
3actocyBaHHs (30, 60 i 90 mr), He BuB4Yasnu. [IopiBHSIHO 3i 30iNbIIIEeHHSIM OJO3yBaHHS 3
0,625 mo 1,25 Mr mpu MOHOTepamii JikapcbkuM 3acoboM [Ipemapuu ™, BIIUB

eTOopuKOoKcuOy B mo3ax 120 mr Ha ekcro3uiiito (AUC hr) €CTPOTreHHUX

KOMNOHeHTiB [Ipemapuny™ OyB MEHLINM, HiXK Ha HO(J)'I(2)§I/IHy. KriniyHe 3HaYeHHS
TAKOT'0 MiABUINIEHHS HEeBiloMe, a ITPUIOM BHCOKUX 03 JTiKapPChKOT'0 3aco0y
[TpemapuH™ OOHOYACHO 3 eTOPUKOKCHMOOM He BuBUasnu. Ciig OpaTu [0 yBaru Take
30iIbIIIeHHS KOHIIEHTPAallil eCTpOoreHy IIpu BUOOPi TOPMOHAJIBHOTO IIpenapary O
3aCTOCYBaHH4A y Ilepiof IOCTMeHOoNay3u IIPU OOJHOYaCHOMY 3aCTOCYBaHHI 3
€TOPUKOKCHOOM, OCKIiJTbKM 3POCTaHHS €KCIIO3UIlil eCTPOTeHYy MifBUIIYE PU3UK

BUHUKHEHHS ITOOIYHUX peaklliyl Ipu 3aMiCcHiMl TOpMOHOTeparrii.

ITpeOHi30H/NpeOHi3010H. Y OOCIHiIKEeHHSIX B3aEMO/Iil eTOPUKOKCHO He BUSIBIISIB
KJIIHiYHO 3HAUYIIOro BIJIMBY Ha (papMaKOKIHETUKY IIPEOHI30HY/IIPEOHI30I0HY.

HueoxcuH. T1pu 3acTocyBaHHI eTOPUKOKCHOY B 703i 120 Mr 1 pa3 Ha moOy IpoTSaTroM
10 gHiB 3MOpOBUM MOOPOBOJILISIM HE CIIOCTEPIiraBCs BIIJIUB Ha MOKA3HUK AUC0_2 anr Y
PiBHOBaXKHOMY CTaHi Ta Ha BUBEEHHSI OUTOKCUHY HUpPKaMu. CriocTepiranocs
30iyIbIIIeHHS TTOKa3HUKa Cmax OuToKCUHy (mpubnu3Ho Ha 33 %). Take migBUILIEHHS, SIK
IIpPaBUJIO, HEe CYTTEBE Yy OinbIIOCTi maiieHTiB. OgHaK CIIim criocTepiraTy 3a CTaHOM
Malli€HTiB 3 BUCOKUM PU3UKOM TOKCHUYHOI il MUTOKCUHY IIPU OOHOYaCHOMY

MMpU3Ha4YeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, u,0 memaboai3yromucs
cyabvhompaHcpepasamu

ETopukokcub € iHribiTopoM aKTUBHOCTI cybdoTpaHcdepa3m MIOANHYN, 30KpeMa
SULT1E1, a TakoX MOXKe OigBUILyBaTU KOHIIEHTPAIlil0 eTUHIJIECTPaAiolly B CUPOBaTIIi



KpoBi. OCKiNNbKY Ha JaHUU Yac OJaHUX IIPO BIJIUB YUCENbHUX CyllbdoTpaHcdepa3
HeIOOoCTaTHbO, a KJIiHiuHi epekTn GaraThox mperapaTiB AOCi BUBYAIOTh, MOIIJILHO 3
00epexXKHiCTIO TpU3HaYaT €TOPUKOKCUO OMHOYACHO 3 iHIIMMU IIpernapaTaMu, 1110
MeTaboi3yI0ThCSI TOTOBHUM YUHOM CynbdoTpaHcdepa3zaMu JTIOOUHU (HaopUKIIam
IepopajabHUM canb0yTaMOJl Ta MiHOKCUIOMII).

Bnaue emopukokcuby Ha npenapamu, u,0 memaboaizyromucs izogpepmeHmamu CYP

3a maHWMU OOCIIIAXKEHb in Vitro, He O4iKyeThCS NpUTHiIYeHHSA nuTtoxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. VY xomi gociimXeHb 3 y4acTIO 3[IOPOBUX
noOPOBOIIBIIIB IIIOJJeHHE 3aCTOCYBaHHS eTOPUKOKCUOY B 403i 120 MI He BI/IMBajo Ha
aKTHUBHICTB mme4iHKoBoro CYP3A4, 1110 BCTAHOBIEHO 3a EPUTPOMIIIMHOBUM OUXaIbHUM
TECTOM.

Bnaue iHwux npenapamis Ha ¢papmakokKiHemuky emopuKkokcuby

OcHoBHUY IIIAX 00MiHY eTOPUKOKCUOY 3anmexkuTh Bifg depmenTiB CYP. CYP3A4
crpusie MeTabos1iaMy eTOpuKoKcuOy in vivo. [JocnigzKeHHs in vitro BKa3yioTh Ha Te,
o CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaThd OCHOBHHUU
IIJIsIX 0OMiHY eTOPUKOKCHOY, ajne iX KiTbKiCHi XapaKTepUCTUKU He BUBYAJIUCH in Vivo.

KemokoHa3o41. KeTokoHa3071 € 1oTyKHUM iHribiTopom CYP3A4. [Ipu 3acTOoCyBaHHI
3MOPOBUM HOOPOBOJBLSAM y mo3ax 400 mr 1 pa3 Ha mo0y MPOTATOM

11 pgHiB KETOKOHA30J1 He YMHUB KJIIHIYHO 3HAYYII[OT0 BIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCcHuOy B pa3oBit 1o3i 60 mr (36inbuiernss AUC Ha 43 %).

BopukoHa30s 1 mikoHa30a. OgHO4YAaCHE 3aCTOCYBaHHS I1€pPOPaIbHOI0 BOPUKOHA30JIy
ab0 MiKOHA30JTy y BUTJISAAi OpaIbHOTO TeJIi0 OJIsi MiCLIEBOT0 3aCTOCYBaHHS (IIOTYXKHi
inrioiTopu CYP3A4) 3 eTOPUKOKCUOOM CIIPUYUHSIJIO HEBEJIUKE ITiABUINEHHS €KCIIO3HUITil
€TOPUKOKCUOY, 1110, OOHAK, He BBaXKayloCs KJIiHIYHO 3HAUYIIUM 3TigHO 3
OITy0JIiIKOBAHUMU OAaHUMHU.

PupamniyuH. OgHOYaCHe IpU3HAYEHHS €eTOPUKOKCUOY Ta pudaMOinuHy (IOTy>KHOTO
inoykTopa (pepmenTiB CYP) mpu3BOoOmnIo 00 3HUKEHHS KOHIIEHTpallil eTOPUKOKCUOY V
nJ1a3Mi KpoBi Ha 65 %. Lle MoXKe CynIpOoBOAXKYBaTUCS IOBTOPHUM IIPOSIBOM CUMIITOMIB
IIPYU OMHOYACHOMY 3aCTOCYBaHHi 3 eTOpuKOKcuOoM. Tofi sIK Taki JaHi MOXYTh
BKa3yBaTH Ha HeOOXimHicTh 30inbIIIeHHST JO3U, HE PEKOMEHIOBAaHO 3aCTOCOBYBATH
€TOPUKOKCUO y J03ax, 110 IIePEeBUIYIOTh BKa3aHi /151 KOXKHOTO IMOKa3aHHS, OCKiJIbKU
He BMBYaJIM KOMOiHOBaHe 3aCTOCYBaHHS pUdaMIIillMHy Ta eTOPUKOKCUOY B TaKUX
go3ax.

AHmauudu. AHTalMOHI IpenapaTy He YHHATH KITIHIYHO 3HAaYyLIOro BILJIMBY Ha
dbapMaKOKiHETUKY €TOPUKOKCUOY.



Oc006/1MBOCTi 11010 3aCTOCYBaHHSI

BB Ha NITYHKOBO-KMINIKOBUHM TpakKT (IIIKT)

[ToBigomrisinu mpo ycKilagHeHHS 3 60Ky BepxHix Bigmgini IIIKT (mepdopatiii, Bupa3ku
abo KpoBOTeUi), iHOfi 3 JIeTaJIbHUM HACJIiIKOM, V Halli€HTiB, AKi 3aCTOCOBYBaJlx
€TOPUKOKCUD.

3 obepexkHicTiO ciig mpu3HadaTu HI133 mallieHTaM 3 MigBUIIIEHUM PU3UKOM
ycknagHeHb 3 00Ky IIIKT; maiieHTaM JTiTHBOTO BiKYy, IMallieHTaM, siKi 3aCTOCOBYIOTh
OyIOb-IKUM iHIINM HECTEPOImHUYN ITpoTU3alalbHUM 3aci6 abo alleTUICaIiIIuIoOBY
KHCJIOTY OfHOYaCHO, abo MalieHTaM 3i HITyHKOBO-KUIITKOBUMHU 3aXBOPIOBAaHHSIMHU B
aHaMHe3l, a caMe - BUpa3KaMU Ta IIIYHKOBO-KUIIIKOBUMU KPOBOTEYaMU B aHaMHe3l.

IcHye momaTKOBUM PU3UK PO3BUTKY IM0OiYHUX edeKTiB 3 60Ky KT (mmyHKOBO-
KHIIIKOBa BHpa3Ka abo iHIli ycKIagHeHHs 3 00Ky HUTYHKOBO-KUIIIKOBOTO TPAKTY) IIPU
OOHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCHOY Ta alle TUICAJIIINIOBOI KMCJIOTH (HaBiTh y
HU3BKMX [03aX). Y X0l TpUBaJIUX KJIIHIYHUX OOCIIAXKEHb He CIIOCTepiranocs
BUpaxeHol BimMinHOCTi y 6e3neri momo IIIKT npu 3acTocyBaHHI CETTEKTUBHOTO
inribiTopy LIOT"-2 + auetuncaniuunoBa Kuciaota ta HI133 + ameruncaninuinoBa
KUCJIOTA.

Bnoius Ha CEPLIEBO-CYOINHHY CUCTEMY

Kniniuni mocmig:keHHs BKa3yIOTh Ha Te, I1I0 3aCTOCYBaHHS JIiIKapChKUX 3aco0iB Kiacy
cenekTuBHUX iHri6iTOPiB LJOI'-2 MOKe OyTHU ITOB’I3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHUYHUX YCKIaaHEeHb (0c00IMBO iHpapKTy MioKapa Ta iHCY/IbTY) IIOPiBHSHO 3
mane6o ta meskuMu HI133. OCKinbKM PU3UK CEPIIEBO-CYONHHUX YCKIaOHEHBb 3POCTAE
mpu 30ibIIIeHH] 103W Ta TPUBAJIOCTi 3aCTOCYBaHHS €eTOPUKOKCHUOY, mpernapar Cif
Npu3HadyaTH Ha SKOMOT'a KOPOTIIMH IIePiof Yacy Ta B HAUHUKYUX €(PeKTUBHUX
noOoBux mo3ax. Crif nmepioguyHo mepernsgaTi noTpedy IMallieHTiB y
CUMIITOMaTUYHOMY IIOJIETIIIEHHi 00JII0 Ta peakililo Ha JIiKyBaHHS, 0COOJIMBO ¥
MHalllEHTIB 3 OCTE0apPTPUTOM.

[TamierTaM 3 BUpaXkeHUMH (PaKTOpaMU PU3HUKY PO3BUTKY CEPILEBO-CYOIUHHUX
yCKIagHeHb (HallpuKiaj[ apTepiajabHa TillepTeH3isd, rinepiimigemis, 1IyKpoBul giaber,
MMaJIiHHS) TPU3HAaYaTH €TOPUKOKCHUO CIIi JIUIIe IiC/Isl PeTEeIbHOl OIiHKY PU3UKY
PO3BUTKY YCKIIaAHEHHH.

CenekTuBHi iHri6iTopu LIOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTHUIICAiIINIIOBOI
KMCJIOTHY OJi IPodiakKTUKU TPOMO0eMOOJIiUYHNX CEPIIeBO-CYIUHHUX 3aXBOPIOBaHb,
OCKIiTbKM He YMHSATH aHTHarperaHTHOl fiil. ToMy He cif BiTMiHSITH aHTUarperaHTHi
npemnapaTu.



BrniuB Ha HUPKHU

HupkoBi npocTariaHgyHA MOXKYTh BilirpaBaTU KOMIIEHCATOPHY POJIb Y MiATPUMIIL
nep@dy3il HuUpoK. ToMy IIpU CTaHaX, IO CYIPOBOAXKYIOTHCS IOTiPIIeHHAM ITepdy3il
HUPOK, 3aCTOCYBaHHS €TOPUKOKCHOY MOXKe IMMPU3BOAUTHU [0 OCIabjieHHS YTBOPEHHS
IpoCTarjaHOgUHIB i, SK HAaCIigOK, HUPKOBOIO KPOBOTOKY, TUM CaMUM IIOTipIIYyIOYHU
yHKIIiI0 HUPOK. BHCOKNI PHU3UK PO3BUTKY TAKOl peakllil iCHye€ y IalliEHTIB 3 yXKe
HasIBHUM BUPaXKE€HUM IIOPYHIeHHAM (YHKIIil HUPOK, HEKOMIIEHCOBAHOIO CEPIIEBOIO
HeIOOoCTaTHICTIO ab0 IMPO30M. Y TaKUX ITAlliEHTiB C/Iii KOHTPOJIIOBAaTH PYHKITiI0 HUPOK.

3aTpuMKa piguHu, HAOPSIKM Ta apTepianbHa rinepreH3sis

4K i mpu 3acToCyBaHHi iHIIIUX peIaparis, 10 iHTi0yI0OTh CUHTE3 IIPOCTarjlaHOuHIB,
3aTpUMKa PiguHU, HaOPSAKM Ta apTepiajbHa rilepTeH3is CIIoCcTepiraancs y Malli€HTiB,
SIKUM 3aCTOCOBYBasiu eTopukokcub. Yci HI133, BKIo4yaouu eTOPUKOKCUO, MOKYTh
MIPU3BOOUTHU IO PO3BUTKY ab0 peluauBy 3acCTiliHOI CeplieBOi HETOCTAaTHOCTI.
IHopMaliito Ipo peakiiito 3a1eKHO Bifl 403U OUB. y po3aini «®apMaKoguHaMika». 3
o0epexkHiCTIO MpenapaT Ipu3HadyaTH IalliEHTaM i3 ceplieBoi0 HeJIOCTAaTHICTIO,
MMOPYIIEeHHSAM (PYHKIIi1 TiBOT0 HIJIYHOYKa ab0 apTepiasibHOIO TinepTeH3i€0 B aHaMHe3i,
a TaKOX IallieHTaM 3 HaOpsiKaMH, 1110 BUHUKIIU 3 OyOb-sIKUX iHIITUX IpUYuH. [1pu
KJIIHIYHUX O3HaKaX IIOTipIIeHHs CTaHy TaKUX IaIli€EHTIB CIif BXKUTHU BiAIOBIAHUX
3axo[iB, BKJIIOYAIOYM BiIMiHY € TOPUKOKCHUOY.

ETopukokcu6, ocob6/1MBO y BUCOKHMX [103aX, MOXKe MIPU3BOOUTH [0 YACTIMIOl Ta TAXKYO1
apTepianbHOI rinepTeH3il mopiBHSIHO 3 Heskumu iHmuMu HI133 Ta celeKTUBHUMU
inridiTopamu LIOI'-2. ToMy apTepianbHy TillepTeH3ii0 CJIiI KOHTPOJIIOBATHA [0 MOYaTKy
JIIKyBaHHS €TOPUKOKCUOOM Ta 0COOIUBY yBary CJilif MPUOiIIUTH KOHTPOJIIO 3a
apTepiarbHUM TUCKOM MiJl Yac NiKyBaHHSI €TOPUKOKCUOOM. ApTepiallbHUN TUCK CIIif
KOHTPOJIIOBATHU IIPOTATOM OBOX TUXKHIB IIC/IS ITOYaTKY JIIKyBaHHS, a OTIM -
nepiogmyHo. fKINO apTepialbHUY TUCK CyTTEBO IMiABUINYETHCS, CIIi PO3TISAHYTU
MOZKJIUBICTDH aJIbTEPHATUBHOIO JIIKyBaHHII.

BniuB Ha meYiHKY

[TinBuIeHHs PiBHSA alaHiHaMiHoTpaHCcdepas3u (AJIT) Ta/abo
acraptataminoTpaHcdepasu (ACT) (mpubnusHo B 3 ab6o Oinbille pa3iB MOPiBHSIHO 3
BEPXHBOIO ME3KeI0 HOPMH) CIIocTepiranocs npubaus3Ho B 1 % malrienTis, gKi Opann
y4acThb y KIiHIYHUX OOCIiAXKEeHHIX Ta 3aCTOCOBYBaJil eTOPUKOKCUO y mo3ax 30, 60 Ta
90 mr Ha moOy mpoTAaroM nepiony mo 1 poky.

Crnin cnocTepiraTi 3a CTaHOM YCiX HAIi€HTIB i3 CUMIITOMaMU MOPYIIeHHS QyHKIIi1
MIEeYiHKM, a TaKOXK Ialli€HTiB 3 aTOJIOTIYHUMHU MOKa3HUKaMu QYyHKIIi]l nediHku. [Ipu
O3HaKax HNOpyIIeHHS QYHKIIil MTeYiHKY Ta IPU CTIMKHUX IaTOJIOTIYHUX 3MiHax



MMOKa3HUKIB QyHKIIil nediHku (B 3 pa3u BUIIE 3a BEPXHIO MeXKY HOPMHU) eTOPUKOKCHUO
CJIif BIIMIHUTHU.

3arajibHi 3aCTEePEeKEeHHA

SAKINO MPOTATOM JIIKyBaHHS y HalliEHTa CIIOCTEPIra€ThCS MOTipiIeHHsT QyHKIIi1 Oyab-
sIKO1 i3 cUCcTeM OpraHiB, 3a3Ha4YeHUX BUILlE, CJIi BXKUTU BiANOBIMHUX 3aX0[iB Ta
PO3TISIHYTY NMIUTAHHS NPO BigMiHy eTopuKokcuOy. Crig 3a6e3nmedyuTy BiIIloBigHUM
MeOUYHUN HaTJIAL IIPHU 3aCTOCYBaHHI eTOPUKOKCUOY MallieHTaM JIiTHBOTO BiKy Ta
ralieHTaM 3 IOPYIIeHHSIM GYHKIII HUPOK, ITediHKu abo ceplis.

3 06epexXHICTIO CJIig PO3MOYMHATH JIIKYBaHHS €TOPUKOKCHUOOM TalIliEHTIB 3
merigparaliero. PeKoMeHIOBaHO IIPOBECTU perigparTarliiio 40 I104YaTKy 3aCTOCyBaHHSA
€TOPUKOKCUuOY.

Ilig yac TOCTMapPKETUHIOBOT'O CIIOCTEPEXKEHHS OyXKe PiIKO MOBIOOMIIAIU IIPO
PO3BUTOK CEPUO3HUX MIKIPHUX peakllii, Y OesIKUX BUIIagKaxX 3 JIeTaJIbHUM HacCJIiIKOM,
y TOMY YHCIIi eKCPOoIiaTuBHOTO OepMaTuTy, cuHapoMy CTiBeHca—][2KOHCOHa i
TOKCHUYHOTO ellilepMaJIbHOI'0 HEKPOJIi3y Ipu 3acTtocyBaHHl HII33 i meakux
ceneKTUBHUX iHTiOiTOPiB LIOI-2 (muB. po3min «I1ob6iuHi peakirii»). HaniBUIui pu3nk
PO3BUTKY TaKUX peakliliil y MalliEHTiB — Ha M04YaTKy Tepallil, a I04aToK 1X IPOSBiB y
OiNTbIIOCTi BUMTAAKIB — IPOTSATOM IIEPIIOTO Micsis nikyBaHHs. Cepiio3Hi peakiiil
rinmepyyTaInUBOCTI (Taki SK aHadinakcis i aHrioHeBPOTUYHUM HAOPSK) CIIOCTEpiraaucs y
Malli€eHTiB, SIKi 3aCTOCOBYIOTh €eTOPUKOKCUO (OuB. po3min «I[1o6iuHi peakirii»). leski
cenekTuBHi iHribiTopu LIOT'-2 migBUIyIOTh pU3UK BUHUKHEHHS IIKiPpHUX Peakiliil y
MalliEHTiB 3 aJIePTrivHOI0 peaklIli€eio Ao OyOb-IKOTo IIpenapaTty B aHaMHe3i.
ETopukokcu® ciig BigMiHNUTH TP IIEePIIUX ITPOsBaxX BUCHUITIB Ha IIKipi, YIIIKOOXKEHb
CIMU30BO1 000JI0HKY ab0 iHIIMX 03HaKaXx rilnepyyTIUuBOCTI.

[Tpu 3acTOCyBaHHiI ETOPUKOKCUOY MOXKYTh MaCKyBaTUCS IIPOSIBU rapsA4YKy Ta iHIII
O3HaKU 3alajIbHOI'O IIPOLEeCy.

3 ob6epexkHiCTIO MpU3HaYaTH OJHOYACHO eTOPUKOKCHUO Ta BapdapuH ado iHIi
repopasbHi aHTUKOATryJISAHTHU (OUB. po3ain «B3aemopisa 3 iHIMUMU JTiKapChbKUMU
3acob0aMu Ta iHIII BUOW B3a€EMOMIN»).

3acTocyBaHHSI €TOPUKOKCHUOY, SIK i iHIIIUX IIpernapariB, 1110 iHTi0yI0Th
LIMKJIOOKCUTeHa3y/CUHTEe3 IpOoCTarjlaHANHIB, He PEKOMEH0BaHO XiHKaM, SKi
MJIaHYIOTh BariTHICTE (OuB. po3ninu «®apMaKogmHaMikKa» Ta «3aCTOCyYBaHHS y Iepiof
BariTHOCTI ab0 rogyBaHHS TPYOOIO»).

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHA 2py0010.

BaritHiCcTb



HeMmae kmiHiYHUX JaHUX IIPO 3aCTOCYBaAHHS €TOPUKOKCUOY y Iepiofd BariTHOCTI.
IocnigXeHHs Ha TBapUHaX IPOLeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.
[MToTeHIiHUY PU3UK [OJI BaTiTHUX HEBigoMui. 3aCTOCyBaHHS €TOPUKOKCUOY
IIPOTSATOM OCTAHHLOTO TPUMECTPY BariTHOCTI, K i iHIIUX ITpeIaparis, 110 iHTiOYIOTh
CUHTE3 IIPOCTarjaHgWHIB, MOXe IIPU3BOAUTHU [0 BiICYTHOCTI CKOPOYEHDb MAaTKU Ta
TepeayacHoOro 3aKpUTTs 60TaoBOl IPOTOKU. 3aCTOCYBaHHSI €TOPUKOKCUOY
IPOTUIIOKA3aHO Y IepPiofn BariTHOCTI (guB. po3nin «IIpoTunokalanHa»). AKIO XKiHKa
3aBariTHiNa mig yac niKyBaHHS, eTOPUKOKCUO HeOOXimHO BigMiHUTH.

Ilepiog rogyBaHHS I'PYOOIO

HeBimoMo, 4u IpOHUKAE €TOPUKOKCHUOD y TPyAHEe MOJIOKO. Y IIypPiB eTOPUKOKCUO
IIPOHUKAE Y MOJIOKO. 2KiHKH, IKi 3aCTOCOBYIOTh €ETOPUKOKCHUO, He ITOBUHHI TOOyBaTU
rpynnio (ouB. po3min «IIpoTUIIOKA3aHHSI»).

QOepTUNLHICTD

3acTocyBaHHS eTOPUKOKCUOY, K i iHIMX mpemnaparis, mio iurioyooTts LIOI-2, He
PEKOMEHI0BAHO XKIiHKaM, SKIi IIJIaHYIOTh BariTHICTh.

30amHicmb 8nausamu Ha weuodKicmb peakuii npu kepye8aHHi asmompaHcnopmom abo
[HWUMU MexXaHi3mMamu.

[NamienTH, y IKUX Mil 4aCc 3aCTOCYBaHHS €eTOPUKOKCHUOY BUHMKAE 3allaMOPOYEHHS,
BepTUTo ab0 COHJIMBICTh, HE IIOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTu 3
IHITUMU MeXaHi3MaMU.

Cmocid 3acTocyBaHHsS Ta I03H

Cnocib 3acTOCyBaHHSA

ETopiakc®, TabmeTKH, BKPUTI MJIIBKOBOIO 000JIOHKOIO 3aCTOCOBYBATH IIEePOPAJIbLHO
He3aJleXkHO Bif nmpuiioMy 1xki. [logaTok epekTy npenapaTy HacTa€ MIBUAIIE IIPHU
nmpuiioMi nepep imoio. Lle moTpiOHO BpaxoByBaTHU IIpU HEOOXiAHOCTI MIBUAKOTO
rnocsabeHHs CUMIITOMIB.

OCKinbKM PU3UK BUHUKHEHHS ITOPYIIIeHb 3 O0KY CeplieBO-CYAUHHOI CUCTEMU IIPHU
3aCTOCYBaHHI eTOPUKOKCUOY 3POCTaE ITPU ITiABUINEHH] T03M i TPUBAIIOCTi €KCITO3UIIii,
CJIif TPOBOOUTU HAUKOPOTIII KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAaMEHIITUX
epekTuBHUX M0O60BUX H03. Cif MepioguyYHO ITOBTOPHO OLIiHIOBATH ITOTPEOY y
MOJIETIIEeHHI CUMIITOMIB i BiiTIOBiAbh Ha NiKyBaHHS, 0COOJIMBO y TAIliEHTIB 3
ocTeoapTpuTtoM (OuB. po3ainu «PapMakKoguHaMika», «IITpoTUIOKa3aHHS»,
«Ocob6muBOCTI 3acTOCyBaHHA» Ta «[100iuHi epeKkTH»).



Ocmeoapmpum

PekoMmeHnpoBaHa go3a ctaHoBuTh 30 Mr 1 pa3 Ha goOy. Y mesiKkux mallieHTiB npu
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30iiblIeHHs fo3u no 60 mMr 1 pa3 Ha moly
MOZKe IiOBUIIUTU e(PEKTUBHICTD. Y pas3i BiACyTHOCTI NOinmeHHsa ePeKTy CIIif
PO3TJIAHYTU NUTAHHA PO 1HII MOXKJIUBI METOOU JIIKYBaHHS.

PesmamoioHuti apmpum

PekomeHpoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEeHTiB IIpU
HefgoCTaTHbOMY ITocyiabJieHHi cCUMIITOMIB 30inbiieHHs go3u mo 90 mr 1 pa3 Ha moly
MO2Ke IMOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsArHeHHi KiTiHidHOl cTabimizarrii
MalfieHTa OOIiIbHO 3MeHIIuTU 103y go 60 mr 1 pa3 Ha goOy. IIpu BimcyTHOCTI
noJriniieHHs e(eKTy CIIif PO3TISHYTU NUTAHHS IIPO iHII MOXKJIMBI METOOM TiKyBaHHS.

AHKin03yro4utli cnoHOuaim

PekomeHpoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y gesiKux IallieHTiB IIpU
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30inbiIeHHs go3u mo 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsArHeHHi KitiHiyHOl cTabimizarrii
nallieHTa OOILiIbHO 3MeHIIuTU m03y Ao 60 mr 1 pa3 Ha goOy. IIpu BimcyTHOCTI
NoJIiniieHHs eeKTy CIIif PO3TISHYTU NUTAHHS IIPO iHIII MOXKJIMBI METOOM TiKyBaHHS.

I'ocmputi 6iab

Y pasi nmosiBu rocTporo 601110 eTOPUKOKCUO MOXKHA 3aCTOCOBYBATH JIUIIIE Y TOCTPUM
CUMIITOMaTU4YHUH IIEepPiof.

I'ocmputi noOazpuyHut apmpum

PekomeHnpoBaHa fgo3a ctaHoBUTh 120 Mr 1 pa3 Ha moOy. ITim yac KimiHiYHUX
OOCIiAXKEeHb I'OCTPOTO ITOAAarpUYHOT0 apTPUTY ETOPUKOKCHUO 3aCTOCOBYBAJIM BIPOOOBK
8 mHis.

ITicasionepauitiHutll 6iab, Nno8’A3aHUll 3i CMOMAMO/102iYHUM ONEepamu8HUM
empyuyaHHAaM PekoMeHnmoBaHa mo3a - 90 mr Ha 1 pa3 Ha go0y IIPOTATrOM MaKCUMyM 3
OHiB. [I719 gesiKUX MalliEeHTiB Moxke OyTH HeoOXimHUM [0oaaTKOBe MicisolepalliliHe
3HeOOII0BaHHSI.

Ilo3u, 1110 IepeBUILIYIOTh PEKOMEHIOBaHI OJIsi KOKHOTO ITOKa3aHHs, He MaloTh
nomaTKoBOl epeKTUBHOCTI abo iX He BUBYAJIU. ToMy:

e [103a ITPU OCTEOAPTPUTI He TTOBUHHA IepeBuillyBatu 60 Mr Ha mo0y;
e [103a ITPY PEBMATOIHHOMY apTPHUTi Ta aHKIJIO3yl0YWOMY CIIOHOUJIITI HE ITOBUHHA
nepesuiryBatu 90 Mr Ha go0y;



e [IO03a IIPU I'OCTPill momarpi He MOBUMHHA NepeBuillyBatu 120 Mr Ha moOy BIPOMOBXK
MaKCHUMaJIbHOI'O IIepioay JIiIKyBaHHS 8 MHIB;

e [103a IPU IrOCTPOMY OOJIIO ITiCJIsI CTOMATOJIOTiYHOTO OIIePaTUBHOI'O BTPY4YaHHS He
oBMHHA nepesuiryBatu 90 Mr Ha 00y BIPOAOBK MaKCHUMaJIbHOTO TPUAEHHOTO

nepiony.
ITauienmu n1imHb020 BIKY

HeMae HeoOXigHOCTI B KOPEKIIil MO3yBaHHSA OJId MAlli€HTiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIMX IIpenapariB, Ipenapar Ciif npu3HadaTu 3 00ePexkHiCTIO
ralieHTaM JIITHBOTO BiKy (AuB. po3minn «Oco6IMBOCTI 3aCTOCYBaHHS»).

ITopyweHHs ¢pyHKUil neuiHKu

He3zanexHo Bif ToKa3aHHS MallieHTaM 3 IOPYLIEHHAMU (YHKIIII TeYiHKY JIETKOr 0
ctyneHs (5—6 6ariB 3a mkanorw Yainma—I1'10) He ciig nepeBulllyBatu o3y 60 mr 1
pa3 Ha moOy. ITamienTam 3 mopylIeHHAMU QYHKII] Ie4YiHKY IOMipHOTO CTyIIEeHS
TSI2KKOCTI (7-9 OasiB 3a mkanoio Yaiunga-I1'10) He3aeXkHO BiJl TOKa3aHHS He CJIif
nepesuiryBatu o3y 30 mr 1 pa3 Ha mo0Oy.

KniniuHu# gocBig 3acTocyBaHHS 00MeXXeHUM, 0COOJIMBO IIOAO0 IAlliEHTIB 3
MOPYIIEeHHAMHU (QYHKIIi] HeYiHKY IIOMIPHOTO CTyIIeHs, TOMY IIpelapaT CIIif
Mpu3HayaTu 3 o0epexkHicTio. BimcyTHi# kKmiHiYHUM OOCBig 3aCTOCYBaHHS ITperaparTy
MnalieHTaM 3 TSXKKUMU MOpPyIIeHHAMU QyHKIIl nedinku (=10 6aiB 3a 1I1Kano
Yannpa-I1'10); ToMy npemnapaT IIPOTUIIOKa3aHUUW TaKUM IallieHTaM (OUB. PO3Oinn
«®apmakoKiHeTuKa», «IIpoTurnokaldanHsa» Ta OCOOGIUBOCTiI 3aCTOCYBaHHS»).

ITopyweHHs ¢pyHKUIl HUPOK

KopuryBaHHS 103U He NOTPiOHe mallieHTaM i3 KiripeHcoM KpeaTtuHiny =30 mi/xB (OuB.
po3xin «PapMaKoOKiHeTHKa»). 3aCTOCYBaHHS eTOPUKOKCUOY mallieHTaM i3 KiipeHcoM
KpeaTuHiHy <30 MJI/XB IIPOTUIIOKa3aHO (OAuB. po3ginu «[IpoTunokalaHHS» Ta
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Himu.

ETopukokcub npoTunokalaHuu OiTAM BikKoM A0 16 pOKiB.
Ilepemo3yBaHHs

CumMnToMu

Y xomi KniHIiYHUX OOCTiAXKeHb 3aCTOCYyBaHHSI Pa30BoOl 403U eTOPUKOKCUOy mo 500 mr
abo baraTopa3zoBui npuiioM go 150 mr Ha goOy npotsarom 21 gHS He CIPUYUHSINA
iCTOTHUX TOKCUYHUX e(PeKTiB. [ToBimOMIIsIIM PO TOCTPE Mepeao3yBaHHSA



€TOPUKOKCHOOM, X04a y OiNbIIOCTi BUMAOKiB PO MOOiYHI peakIlil He MOBiMOMIISIIN.
[ToGiuHi peaxiiii, 1110 cmocTepiranucs HakyacTimle, BignoBimanu mpodinio 6e3mnexku
eTOpuKOKCcHuOy (Taki gk peakirii 3 60ky IIIKT, 3 60Ky ceplisi Ta HUPOK).

JIikyBaHHS

Y pa3si nepeno3yBaHHS OOLIIBHO BXKUTHU 3BUYAVHUX HiATPUMYyBaJIbHUX 3aXO0MiB,
HaIpuKiag BugajieHHs HeabcopOoBaHoro npemnaparty i3 IIIKT, BegeHHS KIiHIYHOTO
CIIOCTePEXKEHHS, V pa3i HeoOXigHOCTI — IpPOBeAeHHS MiATPUMYBAJIbHOT'O TiKyBaHHS.

ETopukokcub He BUBOAUTHCS IIPU reMoiai3i; HeBigomMo, Y BUBOOUTHLCS MIpeIapaT
IIpU IIPOBEOEHH] IIEPUTOHEAIbHOT O [iali3y.

ITo0iuni epexTH

Pe3rome npodino 6e3nexku

Be3neka 3acTocyBaHHSI €TOPUKOKCHOY OITiHIOBAJIaCh y XOMi KIiHIYHUX MOCITigXKeHb 3
y4acTio 9295 mallieHTiB, BK/IIo4auu 6757 mallieHTiB 3 0CTe0apTPUTOM, PEBMATOIIHUM
apTPUTOM, XPOHIYHUM O0OJIEM y HUKHIM YaCTHHI CIMHU ab0 aHKIJI03yI0UUM
crnougusiiToM (mpubnu3Ho 600 mallieHTiB 3 0CTe0apTPUTOM ab0 peBMaTOITHUM
apPTPUTOM OfiePKYyBaJIM JIiIKyBaHHS ITPOTSAroM 1 poky abo moBime).

[Tig vac kniHIYHUX OocHigKeHb npodinbk HeGaxKaHUX SIBUI OYB OOHAKOBUM Y MAIliEHTIB
3 0CTeoapTPUTOM ab0 peBMaTOIIHUM apTPUTOM, SIKi 3aCTOCOBYBAJId €TOPUKOKCUD
npoTsaroM 1 poky abo moBIIIe.

Y xomi KITiHIYHOT O OOCIIiAXKEeHHA 3 y4acCTIO Ialli€HTIB i3 TOCTPUM OOarpuyYHUM
apTPUTOM €TOPUKOKCHUO Impu3Hadanu B 0o3i 120 mr 1 pa3 Ha goOy npoTsarom 8 OHiB.
[MTpodins HeOaKaHUX SIBUII Y ILOMY OOCJIIIXEeHHi OyB y IIiIJIOMY TaKUM CaMUM, K Y
OOCHIAKEeHHSX 3 y4acCTIO IIalliEHTIB 3 OCTE0apTPUTOM, PEBMATOIHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUKHIN YaCTUHI CIIMHU.

Y nporpawmi oiiHku 6e3meKHu OJIsi CEPIIEBO-CYOUHHOI CUCTEMH 3a HaHUMU TPhOX
KOHTPOJIbOBaAaHUX OOCIIOXKEHb 3 aKTUBHUM IIpernapaToM IMopiBHIHHS 17412 maiieHTiB 3
0CTeoapTPUTOM ab0 PeBMATOIIHUM apPTPUTOM OTPUMYBAIN €eTOPUKOKCUO (Y mo3ax

60 Mr a6o 90 Mr) B cepefHbOMY BITPOAOBK NMpubnu3Ho 18 micaiuis. [laHi npo 6e3meKy
Ta OiIbBIN geTasibHA iHopMallist ITpo 110 ITporpaMy HNpeacTaBeHi B po3mini
«DapMaKoJIOTi4Hi BIIaCTUBOCTI».

Y xopni KniHIYHUX OOCIiAXKEeHb 3 Yy4acCTIO MalliEHTIB i3 TOCTPUM MHicasonepaninHuM
00J1eM micyisga CTOMATOJIOTiYHUX BTPy4daHb, BK/IOUawouu 614 naiieHTis, sgKi
3acTOCOBYBasiu eTOpuKOoKcuoO (y mo3ax 90 mr a6o 120 mr), mpodins HeOakKaHUX SBUII]
OyB y 1iytoMy ITOogiOHUM ITPOo@isTio y HOCTigXKEeHHIX 3 y4aCTIO IAlliEHTiB 3



OCTE0apPTPUTOM, PEBMATOIIHUM apPTPUTOM Ta XPOHIYHUM 00JIeM y HUKHIM YaCTHUHI

CIIMHMH.

IMTepenik noOIYHMX peakKIliy y BUIJIsSOl TaOmuiri

ITpo HUK4Ye3a3HaueHi moOiuHI peakiiii MOBimOMIISIIN 3 OiIBIIIOI0 YAaCTOTOIO IIPH
3acTOCyBaHHI IIpenapary, HiXK mianebo, y X0ofi KIiHIiYHUX JOCITiAXKEeHb 3 y4acTIO
MaIliEHTIB 3 OCTE0APTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM O0JIEM Y HUKHIN

YaCTHHI CTIMHYU a00 aHKiI03yI0UUM CIIOHOUIIITOM, SKi 3aCTOCOBYBAIM €TOPUKOKCHUOD Y

mo3i 30 mr, 60 mMr a6o 90 Mr npoTsirom 12 TUXHIB (HOCITigXKeHHS 3a IPOTrPaMoIo

MEDAL, KOPOTKOCTPOKOBI IOCITiA>KEeHHS 00 I'OCTPOTro 00JII0 Ta IIOCTMapPKeTUHT OBUH

OOCBin).

Tabmnuiga 2

30i/ILIIIEHHA MaCHU Tijia

Kmnac cucteMmu opraHis [ToGiuHi peakirii YacToTa*
aJIbBEOJIIPHUU OCTUT 4acTo
Indexkii Ta iHBa3ii
raCTPOEHTEPUT, iHPeKIlil BepXHiX OTUXalbHUX
. . HEe4YacCTo
[IISIXiB, iH(pEKIIil CE4OBUBITHOTO TPAKTYy
L . |aHeMis (rmepeBaxHO B Pe3ybTaTi IIIIYHKOBO-
3 O0OKy KpOBi i mimbpaTuuHOI . _ . ]
KMIITKOBOI KPOBOTEYi), IeMKOIIEHis, HeYacTo
CUCTEMU .
TPOMOOIIUTOIIEHis
Fil‘Iep‘-IYTJ'II/IBiCTbi B HevacTo
3 Boky imMyHHOI cuCTeMH aHTiOHEeBPOTHUYHUI HAOPSIK,
aHa(inakTuyHi/aHadinakTOIAHI peakxiiil, y pioko
TOMY YMCIIi ok’
HaOpsKH/3aTpUMKa PiguHU 4acTo
3 Ooky MeTabomi3my i
XapdyBaHHS 3HUXKEHHs ab0 IOCUJIeHHS aleTHuTy,
HEeYacTo




TPUBOXKHICTH, OEIpecis, HOTipIIeHHA

. . . . He4YacTo
PO3YyMOBOI OisI/IbHOCTI, rajIloluHAaLil
3 OOKY IICUXiKHU
CILJIyTaHICTh cBigomocTi*, Hecmokifinuit crant pigko
3armaMOpPOYEeHHs, TOJOBHUM 6inb 4acTo
3 60Ky HEPBOBOI CUCTEMU
oucreB3iss, 0e3COHHS, MapecTe3is/rinecTesis,
. He4yacTo
COHJIMBICTH
3 60Ky opraHiB 30py HEYITKICTh 30pY, KOH IOHKTUBIT He4yacTo
3 60Ky opraHiB ClyXxy i
IIIyM Yy ByXaX, 3allaMOpPOYeHHs He4yacTo
BeCTUOYJITPHOTO arapary
cepleoduTTs, apI/ITMiH:l: 4acTo
3 6OKy cepust didbpunsanis nmepencepns, TaxiKap;uiﬂi,
3acCTiliHa ceplieBa HEeOOCTaTHICTb,
. . 4 |HedacTo
Hecnenudiuni 3minu Ha EKI', cTeHOKapmisa™,
iHpapKT MiOKap;ua§
rinnepTeH3is 4acTo
3 60Ky cynuH IIPUILINBY, IOPYLIIEHHS MO3KOBOTO
KpOBOOGiFy§, TPAH3UTOPHA illleMiYHa aTaka, |HedacTo
rirepToOHIYHUNI KpI/I3¢, BaCKyHiTjIE
. . ¥
3 60Ky opraHip ouxanpHoi |OPOHXOCTIA3M 4acTo
CUCTEMU, TPYOHOL KITITKHA i
CEPEeNOCTIHHA Kalllesb, UCIHOe, HOCOBa KpoBOTeda He4acTo




0intb ¥ )KUBOTI

nyxe

4acTo
3arop, MeTeopu3M, raCTpur,
neyvisi/KuCnoTHu pedIiokc, giapes,
OUCIIeNCiss/oucKoM@OopT y OiNSHIN emiracTpis, [4acTo
HymoTa, O/1roBaHHSs, e30(arit, BUpa3Ku B
3 OOKY IIITyHKOBO- o )
POTOBiM ITOPOKHUHI
KHUIIIKOBOTO TPaKTy
30yTTs XKMUBOTa, 3MiHa XapakKTepy
MMepUCTaIbTUKM KUIIEYHUKY, CYXiCTh y POTIi,
racTponyofeHasibHi BUpPa3KH, MeNTU4Hi
. . HedacTo
BHUPAa3KH, y TOMY 4YuCIi nnepdopartris i
KpoBoTeda LIKT, cuEOpOM mmogpa3HeHOoro
KUIIIeYHUKY, HaHeraTI/ITle
nigBunmieHHs AJIT, nigBunienHsa ACT 4acTo
3 6oky remnatobimiapHol + .
remnaTurT pioko
CUCTEMHU
MMeYiHKOBa HeJJ;OCTaTHiCTB:l:, }KOBTﬂHI/II_IHi pi;[KoT
€eKXiMO03 4acTo
HaOpsK oOnuy4ysi, cBepOiK, BUCHII, epI/ITeMai,
. : . , + HeYacTo
3 OOKYy IIKipH i MigIIKipHOI |KpONUB’ STHKA
KJIITKOBUHU
CUHOPOM CTiBeHca—H}KOHCOHa:I:, TOKCUYHUU
enigepMaabHUNU HerOHi3i, CTiMKa pi;[KoT
MeOuKaMeHTO3Ha epI/ITeMajlE
3 6OKY OIMOPHO-PYXOBOIL o ) 5
_ . CIIa3MHu/CygoMu M’sI3iB, CKEJI€eTHO-M I30BUM
CHUCTEMH 1 CIIOIY4YHO1 HeYacTo

TKaHUHU

0i1b/CKYTiCTh




MIPOTEIHYPis, MiOBUIIIEHHS PiBHS KpeaTUHIHY
3 OOKy HUPOK i B CUPOBATIII KPOBi, HUPKOBa
CEYOBUIJILHOI CUCTEMHU HeJIOCTaTHiCTb/JII/IC(l)y'HKI_Iif{:l: (muB. po3min HeHacTo
«OCcoOIUBOCTI 3aCTOCYBAHHST»)
IIopyIreHHsT 3arajJlbHOT'0 aCTeHisl/BTOMa, TPUNONOAiIOHI CUMIITOMU 4acCTo
CTaHy Ta
IIOPYIIEHH, II0B’A3aHi 31
CII0co60M 3aCTOCYBAHHS Oinb y TpyOHid KT HEe4YacTo
MigBUIIIEHHS PIBHSA @30Ty CEYOBHUHU KPOBI,
MigBUIIIEHHS PiBHSA KpeaTuHGOCPOKiIiHA3M,
. . : . . HeyacTo
rinepkaigieMis, MiABUIIEHHS PiBHSA CEY0BOI1
JlaGopaTOpHi HOCTIOKEHHSA  |rpcmoTH
3HUKEHHS PiBHS HaTPilo B KPOBI pigko

* KaTeropist 4aCTOTH BU3HAYAETHCS OJISI KOXKHOT'O TEPMiHY ITOOIYHOTO SIBHIA 3a
YaCTOTOIO B 0a3i JaHUX KITIHIYHUX OOCIigXKeHb: Iyx)e yacTo (=1/10); gwacto (=1/100,
<1/10); meuacTo (=1/1000, <1/100); pigko (=1/10000, <1/1000); oy>xke pigko
(<1/10000).

¥ [ToGiuna peakis ineHTH(iKOBaHa y X0l MIOCTMapKETUHTOBOTO CIIOCTEPEKEHHS.
YacToTa BU3Ha4ajacsa 3a MaKCUMAaJIbHOIO YaCTOTOIO YV KIIIHIYHUX OOCIiAXKEeHHAX (JaHi
3i0paHi 3a 3aTBepPAKEHUMHU ITOKa3aHHSIMH Ta JO3aMH).

T KaTteropist yactoTu «pigkKo» BU3Hadanacs BignoBigHO o Guideline on summary of
product characteristics (SmPC) (2-i1 nepernsn, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxXHbOol Mexki 95 % moBipuoro iHnTepBany ajsg 0 ABUII 3 ypaXyBaHHSIM
KiJTbKOCTi y4YaCHUKIB, IKi IpuiManu TiKapChbKuM 3acib eTOPUKOKCHUO, B aHali3i JaHuX
IIT ¢pa3wu, 06’emHAHUX 3a O03010 i MoKa3aHHsaIM (n=15470).

5 lNnepuyTnuUBICTh BKIIIOYAE IIOHATTSA: ajleprisd, MeguKaMeHTO3Ha ajiepris,
MeOuKaMeHTO3Ha TilepuyT/IUBICTh, IIepuYyTIUBICTh, TiIepyYyTINUBICTh HEYTOYHEHA,
peaxkiiis rirnep4yyTaIuBOCTi 1 HEYyTOYHEHa ajleprid.

$3a pe3ynbTaTaMM aHaJjli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOMOMOTO0 maiebo i
aKTHUBHOTO ITpellapaTy MOPiBHAHHS KJIIHIYHUX OOCIiIXKEeHb, CeJIEKTUBHI iHTiOiTOPH
[IOI'-2 6ynu moB’si3aHi 3i 30iMbIIIEHHAM PU3UKY BUHUKHEHHSI CEPUO3HUX apTepialbHUX



TPOMOOTHYHUX ITOAiM, BKIOUaouu iHGapKT Miokapaa Ta iHcynbT. Ba3yiouucs Ha
HasBHUX JaHUX, MaJOMMOBIpHO, 1110 30ibIlIeHHS aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TaKUX SBUI ITepeBUIIUTh 1 % Ha pik (HedacTo).

[Tpu 3actocyBaHHi HII33 moBimoMIsiiu mpo TaKi cepiio3Hi moOiuHi peakirii:
HeDPOTOKCUYHICTD, BKITIOYAIOUHX iIHTEPCTULIIaTbHUYN HEGPUT i HEDPPOTUYHUN CUHIPOM,
TOMY He MOKHa BUKJIIOYATH IX BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

3BiT Opo migo3proBaHi MOOiIYHI peakirii

3BiTHICTBL IIpo mmepenbavyBaHi MOOiYHI peakiiil micnst peecTpaiiil 1iKapchbKOTro 3aco0y
Ma€ BaXKJIUBe 3Ha4YeHHs. lle mae 3MOry NpogoBXKyBaTU MOHITOPUHT CIIIBBIOJHOILEHHSA
KOPUCTL/PU3UK 3aCTOCYBaHHS JIiKapChKOro 3aco0y. IHdopmaiiito mpo Oyab-sKi
IMigo3poBaHi MOOIYHI peakliil CIIif mogaBaTH BIiATIOBIAHO OO BUMOT 3aKOHOOaBCTBaA.

TepMiH NpUIAaTHOCTI
3 POKH.
YMoBHu 30epiranus

I71s1 mikapchKoro 3acoby He MoTPiOHI ocobmuBi ymoBHu 30epiranus. 36epiratu y
HEeOOCTYIIHOMY [JIA OiTel MicIji.

YnakoBka

[To 7 TabneTtok y 6mictepi; mo 1 abo mo 4 6micTepu B KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a peLienTomMm.

BupooHHK

KPKA, n.n., HoBo mecTto/KRKA, d.d., Novo mesto.

TAII ®apma I'm6X/TAD Pharma GmbH.



