Ckian

Oitoua peuosuHa: etoricoxib;

1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTUTh €eTOPpUKOKCcuOy 60 Mr abo 90 mr,
a6o0 120 wMr;

OONOMIdCHI peuoguHU: Kabllito rigpodocdat 6e3BOmHMN, 1IeTI0I03a
MiKpOKpHCTaJliuHa, HaTPil0 KpOoCKapMeJsio3a, KpeMHIiI0 TiOKCHUI KOIoigHUM Oe3BOOHUM,
MarHilo cTeapart;

naiekose nokpumms: Opadry II 31G58920 6inut (rigpoKCUITPOITIiIME TUIILIETIONI034,
JIaKTO3U MOHoOrigpaTt, TuTany giokcup (E 171), nonieTuneHrmikosi, TaabK).

JIikapcbKa ¢popMma
TabneTkKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.

OCHOBHI (pi3uKo-XiMIiuHI 821aCMUBOCMI:

TabJIeTKH, BKPUTI IJIIBKOBOIO 000JIOHKOIO, 110 60 MT: oBasibHi TaOIeTKU, BKPUTI
TJTIBKOBOIO 000JIOHKOIO 3 ABOOITYKJIOIO ITOBEPXHEIO, Bif 6ismoro mo marixke 6inoro
KOJIbOPY, 3 PO3MOMiIbY0I0 PUCKOI0 3 OJHOTO OOKY Ta PiBHOIO MOBEPXHEIO 3 iHIIIOTO
OO0KY;

TabIeTKU, BKPUTI IJIIBKOBOIO 000710HKOIO, 110 90 Mr Tta 120 Mr: Kpyrii TabneTKH,
BKPUTI MJIIBKOBOIO 000IOHKOIO 3 IBOOITYKJIOIO TOBEPXHEIO, Bif Oismoro go matixke 6iyioro
KOJILOPY, 3 PiBHOIO IMOBEPXHEIO 3 000X OOKIB.

dapMmakoTepaneBTHYHA I'pyna

HecTepoigHi mpoTu3ananbHi Ta IpOTUPEBMAaTHUYHI ITpenapaTu. Kokcuou.

Kom ATX MO1A HO5.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

MexaHi3M mil

ETopukokcub € rmepopaibHUM CEJIeKTUBHUM iHTiOiTOpOM IMKIooKcurenasu-2 (I10I°-2)
Y MexXaXx KJIIHIYHOTO alara3oHy O03.



Y npoueci KiniHivHUX (hapMaKOJIOTiYHUX AOCTIIXKEeHb eTOPUKOKCUO 0303aJIe3KHO
inrioyBaB LIOI'-2 Oe3 inribyBanus unmkinookcureHasu-1 (LIOI-1) mpu 3acTocyBaHHi y
no3ax go 150 mr Ha moOy. ETopukokcub He iHTiOye CUHTE3 MpOCTarjaHANHIB HIJIYHKA
Ta He BIIJINBA€ Ha (PyHKIIiI0 TPOMOOIIUTIB.

[luknookcureHasa BiiTIOBiga€ 3a YTBOPEHHS IIpocTariaHanHiB. [meHTHudikoBaHO OBI
isoopmu - LIOT'-1 Ta LJOI'-2. LIOI'-2 € i3odopMorio pepMeHTy, 10 iIHAYKYETHCSI
iMIOyJIbCOM IIpO3anajieHHs Ta PO3TISAAaEThCSa IK OCHOBHUU (haKTOp, 110 BIiATIOBiZa€e 3a
CHUHTE3 ITPOCTAaHOIOHUX MemiaTopiB 00110, 3ammasieHHs Ta rapsyku. [[OI-2 Takox
3afiisTHa y mpollecax OBYIIsIIil, iMIITaHTallil Ta 3aKPUTTS apTepPialbHOl IIPOTOKH,
perynsiil QyHKIIil HUPOK Ta IIeHTpaibHOI HEPBOBOI CUCTEMM (IHOYKIIiS raps4Ky,
BimuyTTs 00J110, KOTHITMBHA (YHKIIisI). TaKOK MOKe OpaTH ydacTh Yy IIPOIeCi 3aTOEHHS
Bupa3okK. [IOI'-2 6yno ineHTu(¢ikoBaHO y TKAHWHI HAaBKOJIO BUPA3KH IIJIYHKA Y
JIIOOWHU, ajle 3HaYEeHHS [JI1 3aTO€EHHS BUPa3KU He BCTaHOBJIEHO.

EdekTuBHICTH

Y natnieHTiB i3 ocTeoapTpuUTOM €TOPUKOKCUO ¥ mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO
MMOKpallyBaB CTaH IIpHu 00JIIX Ta OLIIHKY ITalliEHTa II0[0 CTaHy 3axBopioBaHHA. LIi
TMO3UTHBHI e(PeKTU crocTepiramucs BxKe Ha OPYTUM OeHb JIiKyBaHHS i 30epiramucs
IPOTATOM Iepioay MiKyBaHHS OO0 52 TUXKHIB. Y IIpPoOIEeCi OOCHiAXKEeHb i3 3aCTOCyBaHHSIM
eTopukokcuOy B mo3i 30 mr 1 pa3 Ha moOy edpeKTHUBHICTh ILOTO IIpenapary
IepeBUIITyBasa ninaiedo npoTsarom 12 THUXKHIB IiKyBaHHS (BUKOPUCTOBYBAJIUCS Ti
OLIIHKM, IIIO i B iHIIMX AociigXkeHHAX). [Tim yac gocrimkeHHs migdopy go3u
eTOPUKOKCHUO y mo3i 60 MI meMOHCTPYyBaB 3HAUYHO OifbIll BUpPaXKeHe MOKpallleHHs, HiK
y 0o3i 30 Mr, 1040 ycix 3 OCHOBHUX KiHII€BUX TOYOK ITiC/Is 6 TUXKHIB TiKyBaHHS.
3acTocyBaHHsa fo3u 30 MI IIpU OCTE0apTPUTI KUCTI HE BUBYAJIOCH.

Y nanieHTiB i3 peBMaTOIIHUM apTPUTOM eTOPUKOKCcuO y mo3i 60 mr ta 90 mr 1 pa3 Ha
noOy 3HAYHO ITOKpalllyBaB CTaH IIOA0 BUPaXKEeHOCTi 60110, 3alajieHHs, a TaK0XK
PYXJIMBOCTI. Y mpo1ieci gociiaKeHb 3 OLiHKY 003 60 Mr Ta 90 MI MO3UTUBHUU €(EKT
30epirascs npoTaroM 12-TuKHEBOTO Nepiony IiKyBaHHS. Y IPOIECi JOCIiIXKEeHHS 3
oIiHKM A03u 60 Mr mopiBHSIHO 3 703010 90 MI 00uIBa JO3yBaHHS €TOPUKOKCUOY - 60
Mr 1 pa3 Ha mo0Oy Ta 90 mr 1 pa3 Ha go0y - Oynu Oinbin edeKTUBHI, HiXkK IIanebo. [Jo3a
90 mr Oyna edeKTuBHiIIa, HixK go3a 60 MTr BiIIOBiZHO A0 MeTOAY 3arajibHOl OILiHKHU
6omto nanienTiB (0-100 MM Bi3ya/lbHa aHAJIOTOBa IIKaja), 3i cepeaHiM MOKpalleHHIM
2,71 MM (95 % 1OI: -4,98 MM, -0,45 MmM).

Y nanieHTiB i3 HanagaMu rOCTPOTro MOOArpUuYHOT0 apTPUTY eTOPUKOKCUO y mo3i 120
Mmr 1 pa3 Ha o0y nmpoTsiromM 8 OHIB moseriryBaB 0isib y cyriio6ax cepemHbOro i
TS2KKOTO CTyIE€Hs Ta 3alajIeHHs NOPIBHAHO 3 iHgoMeTaluHOM Y 0o3i 50 Mr 3 pa3u Ha
no0y. 3MeHIIIeHHSI BUPaXKEeHOCTi O0JII0 CIIOCTEPIra€eThCs BXKe Yyepe3 4 TOOUHU IicIisa
II04YaTKYy JIIKyBaHHSA.



Y nanieHTiB i3 aHKITO3YI0OUYMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pas Ha moly
3abe3meuye 3HaYHe MMOKpallleHHs npu 000 v XpeOTi, 3amajeHHi, oOMexkeHHi pyxiB, a
TaKO2K MOKpaIllye GyHKIIIOHAMbHY 3maTHICTh. KniHiuHI TepeBaru eTOpuKoKcuoy
CIIOCTepiranucs Ha APYyTrui OeHb Micig moYaTKy Teparril i 30epiranucs ynmpogoBx 52-
TU2KHEBOTI'0 IIepiofy IiKyBaHH:. Y IIPOIieci APYroro JOCIiIXKEeHHs 3 OLIHKHA f03Ku 60 Mr
MOpPiBHSIHO 3 H03010 90 Mr, eTopuKOKcuO y mo3i 60 mr 1 pa3 Ha moOy Ta 90 mr 1 pa3 Ha
no0y MMPOOEeMOHCTPYBaAB CX0XY e(DeKTUBHICTh MOPiIBHSAHO 3 HanpokceHoMm 1000 mr
IIOOEHHO. Y Ialli€EHTIB, SKi He MeMOHCTPyBa/lIu agfeKBaTHOI BiAMIOBIiAi ITig 4ac
3aCTOCyBaHHSA 003U 60 MI IIIOAEHHO IPOTATOM 6 TUXKHIB, MiABUILEHHA 003U 0o 90 Mr
IIIOJeHHO TTOKpaIlllyBao OLIiHKY iHTeHCUBHOCTI 600 y crimHi (0-100 MM BidyanbHa
aHaJIoroBa IlIKajia) MOPIBHAHO 3 IIPOLOBXKEHHAM IIpuiioMy 60 Mr mIOOeHHO, 3i
cepenHiM mokpamieHHsaIM -2,70 MM (95 % [1: -4,88 MM, -0,52 Mm).

ITig yac KIiHIYHOTO OOCTiAXKEeHHS HicsonepalliiHoro 3y0HOro 60J1I0 eTOPUKOKCUD Yy
mo3i 90 mr 3acTocoByBanu 1 pa3 Ha moOy OO0 TPhOX OHIB. Y migrpyri naitieHTiB i3
IMOMipHUM 00JIEM y MTOYaTKOBOMY CTaHi eTOpUKOKcuO y go3i 90 Mr meMOoHCTpyBaB
3HebooBanbHNM e(eKT, mogioHui 4o Takoro B ibynmpodeny 600 mr (16,11 nmpotu
16,39; P = 0,722), Ta nepeBuiryBaB epeKT napaueramosny/kKogeiny 600 mr/60 mr
(11,00; P < 0,001) i nmnmame6o (6,84; P < 0,001), 110 BU3HAYAJIOCH 3a IIOKAa3HUKOM
IIOBHOTO IToJieriieHHs 0ot yepes3 6 roguH (TOPARG6). KinbkicTh mallieHTiB, sKi
MIOBiAOMJISANIM IIPO 3aCTOCyBaHHS IIpenapaTiB eKCTPEeHOT0 3HeOO0JIEHHS IIPOTATOM

24 ropguH, cknana 40,8 % y rpymni 3acTocyBaHHS eTopukKokcuOy 90 mr, 25,5 % y rpymi
3acTocyBaHHs iOynpodeny 600 Mr koxHi 6 roguH i 46,7 % y rpyIli 3aCTOCyBaHHSA
napameTtamMmoiy/komaeiny 600 mr/60 Mr KoxKHi 6 ToOuH MOPiBHSHO 3 76,2 % IMalli€HTiB,
sIKi mpuiiManu mnnane6o. Y 1boMy OOCIiAXKEeHHi To4YaTOK aHaJIbre3uBHOI il (BimuyTHE
nosnermieHHs 605110) 90 Mr eTOpUKOKCUOY CIIOCTepiranocs BxkKe yepes3 28 XBUJINMH ITiCs
NpUKUOMY IIpernapary.

be3neka

MixxHapogHa JOCIigHHUIIbKA IporpaMa TPHBAJIOTr0 3aCTOCYBAHHS €TOPUKOKCHOY i

ouknodbeHaky npu aprputi (MEDAL)

[Tporpama MEDAL 6yra IpoCIEKTUBHO PO3P00JIEHOI0 IIPOrpaMoi0 BiTHOCHO
pe3ynbTaTiB 11040 6e3meKu 3 00Ky CeplieBO-CyOUHHOI CUCTEMU, OTPUMAHUX 3a
00’egHaHUMH JTaHUMU TPHOX PAaHOOMi30BaHUX, IIOOBIMHO CIIIMNX, KOHTPOJILOBAHUX
aKTHBHUM IpernapaToM NOPiBHAHHS gociaimxkeHb (mocaigxkenus MEDAL, EDGE 1T i
EDGE).

Y pocnigxxenni MEDAL, m1o 6ys0 HanpaB/ieHe Ha BU3HAUYEHHS BIIJIMBY Ha CEPIIEBO-
CyouHHY cucteMy, Opanu ydacTtb 17804 marienTu 3 octeoaptputom i 5700 — i3
pPEeBMaTOIMHUM apTPUTOM, SIKi 3aCTOCOBYBAJId €TOPUKOKCHUO y m03i 60 Mr
(ocTteoaptpuT) uu 90 Mr (OCTEOAPTPHUT i peBMaTOIAHUY apTPUT) ab0 AUKIoheHaK y



mo3i 150 mMr Ha goOy mpoTsaroM y cepenabomy 20,3 Micsiist (MaKCUMaIbHO —

42,3 micaus, Mmemiana — 21,3 micsaus). ¥ ubomy mocnimxkeHHi O0ynu 3adikcoBaHi Tinbku
cepyo3Hi mobiyHi peakliil i TPUNIMHEHHS ITPUNOMY IIperapaTy BHACIIIOK BUHUKHEHHS
OyIOb-IKUX MOOIYHUX peakiliil.

Y npoueci gocnigxens EDGE i EDGE II nopiBHIOBaIu IIIyHKOBO-KUIIIKOBY
IMePeHOCUMICTh eTOpPUKOKCcUOy i mukimodenaky. Y gocraimxkenHi EDGE 6panu y4acTb
7111 nmanieHTiB 3 0CTE0APTPUTOM, SIKi 3aCTOCOBYBAIU eTOPUKOKCUO y mo3i 90 Mr Ha
noOy (y 1,5 pasa Bullle peKOMEHI0BaHOI J03H1 IJIs JTiIKyBaHHSI OCTE0ApPTPHUTY), abo
ouknodeHak y go3i 150 Mr Ha goOy nmpoTsaroM y cepegHbomy 9,1 micsiist (MaKCUMyM —
16,6 micsius, memiana — 11,4 micsausa). ¥V gocnigxkenui EDGE II 6panu y4acTh

4086 maIlieHTiB i3 peBMaTOIHUM apTPUTOM, SKi 3aCTOCOBYBaJil eTOPUKOKCUD y mO3i
90 Mr Ha moOy abo gukiopeHakoM y mo3i 150 Mr Ha o0y IPOTATOM y CEPEIHBOMY
19,2 micsausa (Mmakcumym — 33,1 micsiisa, MeniaHa — 24 Micsiri).

Y o6’epgnanii nporpami MEDAL Gpanu ydacTts 34701 mallieHTiB 3 0CTE0apTPUTOM i
PEBMAaTOIIHUM apTPUTOM, SIKi OTPUMYBAJIU JIiIKyBaHHS YIPOOOBXK Mepiony B
cepegaboMy 17,9 micsausa (MmakcuMmyM — 42,3 micsais, Meniana — 16,3 micsans);
nmpu6nu3no 12800 mallieHTiB OTpUMYBalu JiKyBaHHS MoHamd 24 Micsiri. Y mallieHTis,
3apeecTpoBaHUX y 1t mporpami, 6ysu pi3Hi MOYaTKOBI YNHHUKU PUIUKY IIOHO
CeplieBO-CYOUHHOI CUCTEMH 1 NITyHKOBO-KHIIKOBOTO TpakTy (IIIKT). ITamienTu i3
HeIlogaBHO IIepeHeceHuM iHpapKTOM MioKapa, aOPTOKOPOHAPHUM IIIYHTYBaHHSIM abo
4yepe3UIKipHOI0O KOPOHAPHOIO aHTiON/IaCTUKOIO YIIPOJOBK 6 MiCAIiB 10 peecTpaliil B
OOCITimzKeHHi OyIu BUKJIIOYEHI 3 JOCIiOXKEeHHs. Y OOCIimXKeHHsIX 0yJI0 JO3BOJIEHO
3aCTOCYBaHHS TaCTPOIIPOTEKTOPHUX IIPeIlapaTiB i alleTUIICAIIIUIOBOl KUCIIOTH Y
HU3BKUX O03aX.

3aeanvHa 6e3neka

He Oymno cyTTeBUX BiOMiHHOCTEM Y 4aCTOTi TPOMOOTHYHUX CEPIIEBO-CYOUHHUX
YCKJIaJHEeHb IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY i guknodeHaky. KapmiopeHanbHi
mo0iyHi peakil yacTillle CIOCTepirajJucs Npu 3aCTOCYBaHHI eTOPUKOKCUOY, HixK
ouknodeHaky; e epekt OyB m0303aIeKHUM (OeTalbHO IIPO Pe3yIbTaTU OUB.
Huxd4e). [1o6iuHi peaknii 3 60oky IIIKT i neuinku BUHMKaIU 3HAYHO YacCTillle Ipu
3acTOCyBaHHi guKiIodpeHaKy, Hizk eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITOOiYHUX
peaktiyt y gocnimxkeHHsx EDGE i EDGE II, a Takox 1mo6iyHUX peakilili, 110
PO3TIIsAmanucs IK cepio3Hi abo Taki, 110 MPU3BOOATHL A0 BiAMiHU mpenapary B
pocrnigkenHi MEDAL, Oyrna BUILOIO IIPY 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK
OuKIIo(peHaKy.

besnexa w000 cepueso-cyOuUHHOI cucmemu



YacToTa mifTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX CEPUO3HUX IMOOIYHUX
peaxirii (BKJII04Yalo4yM peakiiil 3 00Ky ceplis, epedpoBacKyIsIpHi peakirii i peakirii 3
00Ky nepudepuyHUX CyOuH) IOPiBHIOBAIaCh MiXK €TOPUKOKCHUOOM i guKIoheHaKoM
(mani migcymoBaHo B Tabmnuii 1). He Oymo cyTTeBUX BigMiHHOCTEM Y ITOKa3HUKAX
YaCTOTH TPOMOOTHMYHUX YCKIaAHEHb IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY i AUKIOdeHaKy
B YCiX IpoaHali30BaHUX HiArpyIliax, BKJIIOYAKOYM IAll€HTIB i3 KapOioBaCKyJIIPHUM
pu3uKOM. IIpu oKpeMoMy pPO3TJisAfl BITHOCHUY PU3UK BUHUKHEHHS HiATBEPHOXKEHUX
CepHo3HUX TPOMOOTUYHUX MOOIYHUX peaklliii 3 00Ky ceplieBO-CYIUHHOI CUCTEMU ITPU
3acTOCyBaHHi eTOpUKOKCUOY B go3i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB
OOHAKOBUM.

Tab6mumga 1

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

ETopukokcu6b |[IukmnodeHak

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

rpynaMu JIiKyBaHHS
25836 mnanienTor24766 namieHTor

YcknanueHHs POKiB POKiB
TToka3HUK TToka3HuK' BigHOCHUU PU3UK
(95 % OI) (95 % OI) (95 % OI)

[TinTBepOKeHi ceplio3Hi TPpoMOOTHYHI MOOiIYHI peakiril 3 60Ky ceplieBO-CyaAUHHOI1

CUCTEMHU
1,24 (1,11; 1,30 (1,17;
3 0,95 (0,81; 1,11
a IPOTOKOJIOM 1.38) 1 45) ( )
) ) 1,25 (1,14; 1,19 (1,08;
3a HaMmipo 1,05 (0,93; 1,19
HaMipoM JIiKyBaTUCA 1.36) 1.30) ( )

[TinTBepOKeHi yCcKnagHeHHS 3 00Ky ceplis




3a IPOTOKOIOM 0,71 (0,61; 0,78 (0,68; 0,90 (0,74; 1,10)
p 0,82) 0,90) IU AL
, , 0,69 (0,61; 0,70 (0,62;
3 0,99 (0,84; 1,17
a HaMipoM JTiKyBaTHCsI 0,78) 0.79) ( )

[TinTBepOXKeHi 11epeOpoBaCKyIsSIPHI YCKIagHEHH A

3a IPOTOKOIOM 0,34 (0,28; 0,32 (0,25; 1,08 (0,80; 1,46)
p 0,42) 0,40) DO D80 L
3 i 0,33 (0,28; 0,29 (0,24,
o HAMIDOM ( ( 1,12 (0,87; 1,44)
JIIKyBaTHUCS 0,39) 0,35)

[TigTBEepOXKeHi yCKIamHeHHS 3 60Ky nepuhepuyHux CyquH

3a IPOTOKOIIOM 0,20 (0,15; 0,22 (0,17; 0,92 (0,63; 1,35)
p 0,27) 0,29) Je 10,095 L
3 i 0,24 (0,20; 0,23 (0,18;
o HAMIDOM ( ( 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 YCKJIagHEHHS ITiZl Yac JOCIiaXKyBaHOl Teparlii abo mpoTsaroM
14 pHiB micns 11 IPUIIMHEHHS (3a BUHATKOM IIAIIEHTIB, sKi npunHamm < 75 %
OOCIiIXKyBaHOTO IperapaTy abo mpuiiMany HeOoCHiaXKyBaHi HecTepoiaHi
npoTtu3anainbHi 3acobu (HI133) > 10 % Bcwhoro mepiony).

3a HaMipoM JIiKyBaTUCH: BCi HiATBepAXKEHI YCKIIagHEHHS [0 3aKiHYEeHHS
mocigXeHHs (y T. 4. y HMalli€eHTiB, AKi MOTJIM 3a3HAaTU BTPY4YaHHs, He II0B’13aHOT0 3
OOCIiA2KEeHHSM, i3 MofalbIlInM NPUIIMHEHHSIM IPUUOMY OOCIIOKYyBaHOI O Ipenapary).
3aranbHa KiJIbKiCTh paHIOMi30BaHUX IallieHTiB: 17412 y rpymi etopukokcu0by i 17289
y Tpymi gukinodeHaxy.

[Toka3HUK CePLEeBO-CYAUHHOI CMEPTHOCTI, SIK i 3arajibHOl CMEPTHOCTI, OyB MOOIOHUM Y
rpymnax jJiKyBaHHSI €eTOPUKOKCHUOOM i guKopeHaKoM.

KapodiopeHanavHi yCKAaOHEHHA

[MTpubnusuo 50 % maiieHTiB, IpUUHATUX YV gociaigxkeHHa MEDAL, manu apTepiaabHy
rimepTeH3iio B aHaMHe31l Ha IT09aTKOBOMY eTalli. Y 1IbOMY AOCIiAXKEeHHI 4acToTa
MIPUMIMHEHHS JTiKyBaHHS BHACJIJOK BUHUKHEHHS IMO0IYHUX peakiliii, OB’ I3aHUX i3
apTepianbpHOIO TinepTeH3i€lo, Oyjla CTaTUCTUYHO 3HAYHO BUIIOIO y T'PYIIi 3aCTOCYyBaHHA
eTOPUKOKCHuOY, HiXK y T'PYIIi 3acToCcyBaHHSA OuKIIodpeHaKy. HacToTa TaKol mobiuHOil
peakiril siK 3acTiliHa ceplieBa HeJOCTaTHICTh (IPUIIMHEHHS IPUHUOMY Ipernapary i
CepMoO3Hi peakilii), Oyyia aHAJIOTiYHOIO K IIPU NpuiioMi eTopukKokcuOy 60 Mr, Tak i mpu
nmpuiioMmi nukinodeHaky 150 Mr, mpoTe YacTOoTa BUHUKHEHHS LIUX peakliiii Oyjia BUIIIOIO
IIpu npuiioMi eTopukokcudy 90 Mr nopiBHsSHO 3 guKiIodpeHakoM 150 Mr (CTaTUCTUYHO
3HaAYyIlla Pi3HUIIA IpU MpuiioMi eTopukokcudy 90 Mr mopiBHSHO 3i 150 Mr
onukinopeHaky B rpymni OA MEDAL). HacToTa migTBepaKeHuX NoOiYHUX peakllii,
MMOB’sI3aHMX i3 3aCTiMHOIO CEPIIEBOI0 HEJOCTATHICTIO (ABHUIIA, 1110 Oy/IU CEPHO3HUMH i
BHMMaraau rociitanisailii abo HeBigKIagHOI momoMoru), O0yjia He3HAYHO BUILOIO MIPHU
MIPUMOMi eTOPUKOKCUOY IMOPiBHAHO 3 IpuiioMoM gukinodpeHaky 150 mr, i ueit edekr
3ajiexkaB Bifl ;03u. YacToTa NPUNUHEHHS JIiIKyBaHHS YHACIiZOK BUHUKHEHHS ITOOiYHUX
peaxiriii, IoB’si3aHuX i3 HaOpsAKaMu, Oyna 3HAaYHO BUIIOI0 IPU MPUNOMi e TOPUKOKCUOY
MIOPIBHSAHO 3 MpUuMoMOM OukKinodpeHaky 150 Mmr, i 11ei edeKT 3ajexkaB Bifl [O3U
(cTaTUCTUYHO 3Hauyllla Pi3HUIS IIPU IPUKoMi eTOpuKoKcuOy 90 Mmr, ane He
eTOPUKOKCcuoOy 60 mr).



KappiopeHanbHi pe3ynbTaT, oTpuMaHi B gociaigxkeHHaXx EDGE i EDGE 11, Bignosiganu
OaHUM, IPO SKi HOBIOOMIIANIOCS B gociigxkeHHI MEDAL.

B okpemux mocrimxkenHsax nporpaMu MEDAL a6cosoTHa YaCcTOTa IPUINHEHHS
JIIKyBaHHS B Oy[Ob-siKiMl TPyIIi JIiKyBaHHS eTOPUKOKCcHUO0M (60 Mr abo 90 Mr) cTaHOBHUIIA
mo 2,6 % mpu apTepianbHil rinepreHsii, mo 1,9 % npu Habpskax i go 1,1 % opu
3aCTiVHIN cepleBid HeOOCTATHOCTI, IPU LIbOMY BHILlA YaCcTOTa BiIMiHM IIpenapaTry
crocTepiranacs y pasi npuiiomy eTopukokcuoy 90 mr, Hix 60 Mr.

Pe3yavmamu wayHKOB0-KUWKOB0I nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHIINM ITOKA3HUK BiMiHU IIpenapaTy BHACIITOK BUHUKHEHHS OyOb-IKOTO
KiiHiuHOTO yYCcKimagHeHHs 3 600Ky LIIKT (Hampukian, guciercii, abgoMmiHanbHOTO 00O,
BHPA3KH) CIIOCTEpPIraBcs NpPHU 3aCTOCYBaHHI eTOPUKOKCUOY, HixK OUMKII0opeHaKy, B
KOXKHOMY 3 TPbOX AociinxeHb nporpamu MEDAL. [Toka3HUKY BigMiHU IIpenapaTy
BHACJIiOOK KitiHiuHMX peakiin 3 60Ky IIIKT Ha 100 mailieHTo-poKiB 3a BeCh mepion
OOCITim»KeHHs Oy TakuMu: 3,23 st eTOPUKOKcuOy i 4,96 g nukinodeHaky B
nocrnimxkenHni MEDAL; 9,12 nns etopukokcu6y i 12,28 gns nukinodeHaky B
nocrnigkenHi EDGE; 3,71 nns etopukokcu0y i 4,81 mns guknodeHaky B OOCTigXKeHHI
EDGE II.

Pesyaemamu npoepamu MEDAL w000 6e3neku oas IIIKT

3aranbpHi peakiiili 3 60Ky BepxHboro Bigminy I[IIKT O6ynu Bu3HadeHi K nepdopariiii,
BUPa3KM i KpoBoTedi. [Tigrpyna 3aranbHuUX peakiriti 3 60Ky BepxHboro Bigminy IIIKT,
sIKi BBazKaJIMCs YCKIagHEeHNMHM, BKITIo4asa rmepdopailii, o0CTpyKIlil Ta YyCKIagHeHi
KPOBOTeUi; MiATrpyIa 3araJbHUX peakiii 3 00Ky BepxHboro Bigminy IIKT, ski
BBazKaJIMCs HEYCKIaJHEeHUMHU, BKJII04Yajla HeyCKJIafHeHi KpOBOTeUi i HeyCKJlagHeHi
BUpPa3KU. 3HaYHO MEHIINH MOKAa3HUK YaCTOTU 3arajibHUX peakiliii 3 00Ky BEPXHixX
BinminiB IIIKT crocTepiraBcs mpu 3aCTOCYyBaHHI eTOPUKOKCUOY, HixK nukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €TOPUKOKCUOOM i AUKII0opeHaKOoM 100 MOKa3HUKa
4aCTOTHU YCKJIagHEHUX peaklii. [I1g miarpynu TakKux peakilii sK KpoBoTeda y
BepxHboMy Biggini IIIKT (06’eqHaHi yCKIagHeHi i HeyCKiagHeHi) He Oy/I0 CyTTEBOL
BimIMiHHOCTi MixK eTOopuKoKcuOOM i mukimopeHakoM. ITepeBara eTOpuKOKCHOY IIOI0
BIIMBY Ha BepxHi Bigmin IIIKT nmopiBHsSHO 3 AukiIodeHakKoM He Oyjla CTaTUCTUYHO
3HAYYILIOK Yy Malll€HTIB, AKi OAHOYACHO 3aCTOCOBYBAJIM alleTUJICAJIIIUIIOBY KUCJIOTY B
HU3BKUX Oo03ax (mpubnu3Ho 33 % MmallieHTiB).

IToka3Huk dyacTtoTu Ha 100 maiieHTO-pOKiB IMiATBEPAXKEHUX YCKIaOHEHUX 1
HeyCKJIaJHEeHUX KIIiHIYHUX peaklii 3 00Ky BepxHboro Bigminy IIKT (mepdopariii,
BUpPa3KH i KpoBoTedi) cranoBuB 0,67 (95 % 11 0,57; 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % 11 0,85; 1,10) mpu nputiomi ouknodpeHaKky, Ipu IIbOMY BiTHOCHUU PU3UK
ctarnosBusB 0,69 (95 % IOI 0,57; 0,83).



Bu3HauvaBcs MOKA3HUK YAaCTOTHU IiITBEPOXKEHUX PeakIliii 3 00Ky BEpPXHbOT'O Bimminmy
IIIKT y natieHTiB JIITHLOTO BiKYy; HaMOinbIlle 3HUKEHHS CIIOCTEpPirasocs y nallieHTiB
BikoM = 75 pokiB (1,35 [95 % I 0,94; 1,87] peaxkuiui Ha 100 mali€eHTiB-pOKiB IpHU
mpuiioMi eTOpuKOKCcuOy mopiBHSHO 3 2,78 [95 % M1 2,14; 3,56] ipu npuiiomi
ouKiIopeHaKy).

[ToKka3HUKY YaCTOTH MiATBEPAXKEHUX KITIHIYHUX peakliii 3 00Ky HUXKHBOTO Bigginy
[IKT (mepdopaliiss TOHKOT0 abo TOBCTOTO KUIIIeYHUKA, OOCTPYKIlig abo KpoBoTeda)
CTAaTUCTUYHO He BiIPi3HSIIUCS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY i gUKI0oheHaKy.

Pesyavmamu npoepamu MEDAL w000 6e3neku 015 neyiHKu

ETopukokcub OyB acolliioBaHUH i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BiIMiHU
nmpernapaTy YHacHIifoOK BUHUKHEHHS MOOIYHUX peakiliii 3 O0KY IeYiHKH, HixK
ouknodeHak. Y o6’emnaniit mporpami MEDAL 0,3 % malrieHTiB, SKi 3aCTOCOBYBaIu
€TOPUKOKCHO, i 2,7 % mallieHTiB, AKi 3aCTOCOBYBalu OUKJIODEeHaK, TPUITUHUIU
3aCTOCYBaHHS ITperapaTy BHACIIIMOK BUHUKHEHHS IMOOIiYHUX peakiliii 3 00Ky MediHKU.
[Toka3nuk Ha 100 marieHTO-poKiB cTaHoBUB 0,22 MpU 3aCTOCYyBaHHi eTOPUKOKCUOY Ta
1,84 nipu 3acTocyBaHHi gukiodeHaKy (p-3HadeHHs Oyyno < 0,001 gns eTOPpUKOKCUOY
MOpPiBHSHO 3 AuKinodpeHakoM). [IpoTe B mporpami MEDAL 6inbIicTh mo6iYyHMX peakilii
3 60Ky mediHKu Oy/Iu HECEPUO3HUMHU.

[omaTKOBi gaHi 3 6e3meKHu OJisi CepleBO-CYANHHOL CUCTEMH IOO0 TPOMOOTHUYHUX

YCKIIaOHEHDb

Y mnpoiieci KiTiHIYHUX OOCIIIAXKEHb, 3a BUHATKOM OOCIIAXKeHb nporpamu MEDAL,
npub6mu3Ho 3100 malieHTiB 3aCTOCOBYBaJii €eTOPUKOKCHUO y mo3ax = 60 mMr Ha moly
ynpomoBxK 12 TuxKHiB i goBiie. He Oy10 3HauyIoi BigMiHHOCTI ITOKa3HUKIB
MiOTBEPOKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX YCKIIaTHEHD Y
MallieHTiB, SIKi MpuiManu eTOPpUKOKcuoO y mo3i = 60 mr, nnane6o a6o inmr HIT33 (3a
BHHSTKOM HAITPOKCeHY). [IpoTe yacToTa TaKuUX peakiliii Oysa BUIIOIO y Malli€HTIB, SKi
OTPUMYBa/Id €ETOPUKOKCHUO, MOPIBHSAHO 3 TUMH, XTO OTPUMYyBaB HAITPOKCEH Y A03i
500 mr 2 pa3u Ha moOy. BimMiHHICTP @aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU
HII33, mro iurioytoorts LIOI'-1, i cenekTuBHuMM iHriGiTopamu 11OI-2 Moxke OyTu
KJTIHIiYHO 3HAYyIOIO Yy MalliEHTIB IPyNIu PU3UKY BUHUKHEHHS TPOoMO0oeMOOTiYHUX
ycknamHeHb. CenekTuBHi iHri6iTopu L[OI'-2 3HUXKYIOTH YTBOPEHHSI CUCTEMHOTO (i
TOMY, MOKJIMBO, €HIOTEJIiaJIbHOT0) IPOCTAIIMKIIiHY 6e3 BIIJIMBY Ha TPOMOOLIMTapHUMA
TpoMOoKcaH. KimiHiuHe 3Ha4YeHHS IIUX JaHUX HeBimoMe.

HopmaTtkoBi mani momo 6e3neku gng IIIKT

ITig vac gBox 12-TH2XHEBUX HOABIMHO CJIINNX €HOOCKOMIMIYHUX OOCIIiI>KeHb
KyYMYJISITUBHA YaCTOTa BUHUKHEHHS racTPOOyodeHaIbHUX BUPA30K Oyjla 3HAYHO



HUKYO0IO y MAlli€HTiB, IKi 3aCTOCOBYBaJi eTOPUKOKCHO y mo3i 120 mr 1 pa3 Ha gooy,
HiXK y IallieHTIiB, sIKi 3aCTOCOBYBa/IX HaANpokceH y 703i 500 Mr 2 pa3u Ha moby abo
ioynpoden y mo3i 800 mr 3 pa3u Ha mo0Oy. YacToTa BUHUKHEHHS BUPa30K OyJia BUIIOIO
IIPY 3aCTOCyBaHHi eTOPUKOKCUOY, HixXK 11a1ebo.

HocnigxeHHs GYHKITII HUPOK V MAIli€HTiB JTiTHHOTO BiKY

Y mporieci paHgoMi30BaHOT0 MOABIMHOTO CIIIIOro I1ared0-KOHTPOJILOBAHOT O
OOCHIAKEeHHS 3 MapajJleIbHUMU I'PyIlaMU OLIiIHIOBAaBCS BOIUB 15-IeHHOTO TiKyBaHHS
eTopukokcuboM (90 mr), 1tenekokcudbom (200 Mr 2 pa3u Ha mo0y), HamrpokceHoM (500
MT 2 pa3u Ha mo0y) i nnaie6o Ha BUBEIeHHS HATPilo 3i ceyelo, apTepialbHUM TUCK Ta
iHIIIi MOKa3HUKHU (QPYHKIII HUPOK Y IMallieHTiB BikoM Bixg 60 mo 85 pokiB, AKi
moTpuMyBanucs gietu i3 smictom coii 200 MEkB/mo0y. ETopukokcu0, 1menekokcuo i
HAITPOKCEH MaJiu MOoOiOHMY BIJIMB Ha BUBEOEHHS HATPIilO i3 ceuero npu 2-TUXKHEBOMY
JIiKyBaHHi. YCi akTHUBHI IpenapaTy IOPiBHSIHHS ITOKa3aIu ITigBUIIEHHS II0NO0 Iyianebo
CUCTOJIIYHOTO apTepPialbHOT0 TUCKY, IIPOTE €TOPUKOKCHUO acoIlifoBaBCs 3i CTAaTUCTUYHO
3HAYYIIUM OiABUIIIEHHSAM Ha 14-1 JeHb IMOPiBHSAHO 3 11eJIEKOKCHUOOM i HAalTpOKCEHOM
(cepenHs 3MiHa CHUCTOJIIYHOTO TUCKY ITOPiBHAHO 3 TOYaTKOBUM PiBHEM: €ETOPUKOKCHUOD
7,7 MM PT. CT., IleIeKOKCcub 2,4 MM PT. CT., HAaIPOKCeH 3,6 MM PT. CT.).

dapmaKoKiHemuKa.
Abcopbuis

ETopukokcub mobpe BCMOKTYETBLCS ITPU IIepopaibHOMYy ITpuiioMi. AOCOIIOTHA
b6iogocTymnHicTh cTaHOBUTH pubMU3HO 100 %. ITicnsa npuiiomy 120 Mr 1 pa3 Ha mo0y
00 OOCSAATHEHHS PIBHOBAXKHOT'0 CTaHy MaKCHUMaJlbHa KOHIIEHTpallis y I1Jla3Mi KpPOBi
(cepegHe reoMeTpUYHE 3HAUYEHHA Cmax=3'6 MKT/MJI) CIIOCTEPITraeTbCs TPUOJIN3HO
yepes 1 roguny (Tmax) Iicisg mpumuoMy gopociaumu Hatine. CepefHE reOMeTpUYHE

3HaueHHs AUC CTaHOBUTH 37,8 MKrXroa/mi. Y Mexkax KJIIHIYHOTO JO3yYBaHHSA

0-24h
bapMakokiHeTUKa eTOPUKOKCUOY € JIiHIMHO}IO.

[Tpu npuiiomi nipemnapaty B Ao3i 120 Mr mig dac igu (ika 3 BUCOKMM BMiCTOM KUPiB) HE
CIIOCTEepirasaoch BOJIMBY Ha CTYIIiHb abcop6Oi1iii eTopukokcuOy. llIBuakicTe abcopOiril
3MiHIOBalach, 110 XapaKTepu3yBaloCh 3HUXKEHHAM Cmax Ha 36 % Ta 30inbiieHHSIM T

< Ha 2 ropuHU. Taki maHi He PO3rIANAOTLCA AK KIIIHIYHO 3HauyIi. Ilig yac

ma
KJTIHIYHUX [OCIiAXKeHb eTOPUKOKCHUO 3aCTOCOBYBa/IM He3aJIe’KHO Bifl BJKUBaHHS 1Ki.

Po3nodin

ETopukokcub npubnusHo Ha 92 % 3B’s3ye€ThCA 3 OilKaMu I1JIa3MM KPOBi TIOOUHU 3
KoHNeHTpatiew Big 0,05 go 5 Mkr/min. O06’eM po3nOAiny Ipu piBHOBaXKHOMY CTaHi
(Vdss) ctarHoBuUTb Ipubiu3H0 120 1y JTIIOOUHH.



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

Memab6oaizm

ETopukokcub akTUBHO MeTab01i3yeThcsa, MeHIlle 1 % mo3u BUMINMSETHCS i3 cedelo y
BUTJISA1 HE3MiIHEHOTO JTiKapCchKOT0 3aco0y. OCHOBHUU HINIAX MeTab0i3My — 1ie
bopmyBaHHS MOXimHOI 6'-ridIpPOKCUMETHIY IIJISIXOM KaTali3allil ¢epMeHTaMu
uutoxpomy. CYP3A4 crnpusie MeTabo0i3aMy eTOPUKOKCHUOY in vivo. [locmigKeHHs in
vitro BKa3ywTh Ha Te, 1m0 CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0XK MOXYTbh
KaTalidyBaTH OCHOBHUM IIISX MeTabos1i3My, ajne iX KiflbKiCHiI XapaKTepPUCTUKH He
BUBYAJIUCS IN Vivo.

Y nmopunu ineHTHUdiKOoBaHO 5 MeTabomiTiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCUJIOBOI KUCJIOTU OEPUBAT ETOPUKOKCHOY, 1110 YTBOPIOETHCS ITPU MOAAIbIITii
okcupalil noxigHol 6'-rinpokcuMmeTtuny. Lli ocHOBHiI MeTab0s1iTH a0 HEe BUSABISIOTH
aKTUBHOCTIi, ab60 € cnaboakTuBHuMHU iHTiOiTOpamu LIOT-2. 2KomeH i3 1imx MeTaboJTiTiB
He iHribye 11OT-1.

BugedeHHA

[Ticmst ogHOPA30BOT0 BHYTPIIITHHOBEHHOI'O BBEIEHHS 3[IOPOBUM HOOPOBOJIBIISAIM 25 MT
€TOPUKOKCHUOYy, MideHOTO0 pagioizorornoM, 70 % pamioaKTUBHOIO IIpernapary
BUBOOUTHCS i3 ceuero i 20 % — 3 KajyioM, 3mebinbiioro y BUrasgi MetabosritiB. MeHIie
2 % BUBOOUTHCS y BUTJISALI HE3MiIHEHOIO JIiIKAPCHKOTO 3aco0y.

BuBeneHHSI eTOPUKOKCUOY BifOyBa€ThCS MakixkKe MOBHICTIO LIJITXOM MeTaboi3mMy 3
MMOJalbIlIMM BUBEIEeHHAM HUPKaMu. PiBHOBaXKHi KOHIIEHTPAallil ETOPUKOKCUOY
OOCSATAIOThCS Yepe3 7 OHIB mpu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKA3HUKOM KyMYJIsIil mpuOIM3HO 2, 110 BiAIOBiga€e mepionqy HaniBBUBEOEHHS
nmpubnus3Ho 22 roguHu. KiipeHc mna3Mu KpOoBi ITicst BHYTPIIITHBOBEHHOT'O BBEIEHHSI
25 MTr mpemapaTy CTaHOBUTHL pubIu3H0 50 MII/XB.

OKpemi epynu nauieHmia

[TamieHTH JTITHHOTO BIKY.

dapMaKOKiHeTHKa Y IalliEHTIB TiTHLOTO BiKy (BikKOM Bifl 65 pPOKiB) € mogibHOI0 [0
(bapmMakOKiHETHMKY Y MOJIOMOIINX MaIliEHTIB.

Crarts.
dapMaKOKiHETHMKA €TOPUKOKCHUOY € mOAiOHOIO y YOJIOBIKiB Ta XKiHOK.

IMTopyuieHHs GYHKIII IeYiHKH.




Y nailieHTiB i3 merkuMu nmopyueHHIMU GQyHKII nevinky (5—6 6amiB 3a 1IKasoio
Yamnga-I1't0) mpu 3acTOCyBaHHi eTopukKokcuOy B mo3i 60 mr 1 pas3 Ha moOy cepenHii
IMOKA3HMK IIJIOIII ITi papMaKOKiHETUYHOIO KPUBOIO «KOHIIeHTpaIllisg-dac» (AUC) 6yB
npubau3Ho Ha 16 % OinbImi, HiXK y 3HOPOBUX HOOPOBOJIBLIIIB IPU TAKOMY K JO3yBaHHI
JIIKapChKOT0 3aco0y. Y mallieHTiB i3 TOMipHUMU MMOPYIIEHHAMHU (QPYHKIIi] Me4YiHKHU
(7-9 6amniB 3a mkasnow Yaunma—I1't0) mpu 3aCTOCyBaHHiI eTOPUKOKCHUOY B m03i 60 Mr
yepe3 0o0y cepenHin nokasHuk AUC O0yB momiOHUM Mo IMOKa3HUKA Y 3TOPOBUX
noOPOBOMBIIIB, SIKi MpuiManu mmpemnapatT y go3i 60 mr 1 pa3 Ha goOy IIOOeHHO;
3acToCyBaHHS eTOPUKOKCcuOY B mo3i 30 Mr 1 pa3 Ha moOy He BUBYAJIOCH Y Lil rpymi
naiieHTiB. HeMae kiiHiuHNX a60 (papMaKOKiHETUYHUX OJaHUX IOIO0 MalliEHTiB i3
TSKKMMHU NOPYIIeHHAMU QyHKIil nedinku (= 10 OainiB 3a mkanow Yaunga-I1'10).

[MopymeHHsT GYHKITI HUPOK.

dapMaKOKiHETHKa OJHOPA30BOl 103U eTOPUKOKCHUOYy 120 MT y mallieHTiB i3 moMipHUMU
Ta TSXKKUMHU IMOPYIIEeHHSIMHU QYHKIII1 HUPOK, @ TAKOXK Yy IAlli€HTIB i3 3aXBOPIOBaHHSIMU
HUPOK TepPMiHaJIbHOI CTafil, SKMM IIPOBOASTh TeMofiali3, He BiIpi3HAE€TLCSA 3HAYHO Bifl
(bapMakoKiHETUKM y 300POBUX HOOPOBOIBIIIB. [Ipu remopianisi mikapcbkuii 3acid
MarKe He BUBOOUTHCS (KiipeHc mianidy — mpubnu3no 50 Mi/xB).

HiTH.
dapMaKoOKiHETHKa eTOPUKOKCUOY B miTel (BikoM o 12 poKiB) He BUBYAJACh.

Y nponeci gocnigxkeHb ¢papMaKOKiHETUKM (n=16), 110 IPOBOAUIIOCH 3a Y4acCTIO
nipgmiTkiB (BikoM Big 12 go 17 pokiB), apMaKOKiHEeTHKa Y MAIiEHTIB i3 Macoio Tila
40-60 Kr, IKMM IIpu3Havdaliu eTOPUKOKCHUO y mo3i 60 Mr 1 pa3 Ha moOy, Ta y HalliEHTIB
i3 Macoro Tina 6inbmie 60 Kr, SKUM IpU3HaYaau npemnapart y mo3i 90 mr 1 pas Ha mo0y,
Oysna nomioHoI0 A0 hapMaKOKIiHETUKH Y JOPOCJINX, SIKi 3aCTOCOBYBaJIl €TOPUKOKCHOD y
no3i 90 mr 1 pa3 Ha goOy. be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS €TOPUKOKCUOY
OITSIM He BCTAHOBJIEHI.

IToxa3aHHSA

CuMnToMaTH4YHa Tepallis IPU OCTE0apTPHUTi, peBMaTOIIHOMY apTPUTi, aHKIIO3yI04OMYy
CIIOHIMJIITI, @ TaKOK npu 600 Ta O3HaAKaXx 3allajeHHs, 0B’ I3aHUX i3 TOCTPUM
IOJarpuYHUM apTPUTOM.

HeTpuBarne nikyBaHHS MOMipHOTO HicasionepalliiiHoro 60710, OB’ I3aHOT0 3i
CTOMAaTOJIOTIYHUMHU OllepallisiMu.

PimtenHs mpo npu3HaYeHHs ceneKTUBHOrO iHribiTopa LJOI'-2 MTOBUHHO I'PYHTYBaATUCS
Ha OIliHIIl BCiX iIHOWBiAyaJIbHUX PU3HUKIB y Halli€HTa.



IIporunnoka3aHHs

®

Jlikapcbkuii 3aci6 ®PopcaHeK = MPOTUIIOKA3aHUM:

e MIPU TiNepPYyTIIMBOCTI OO0 Aito4yol abo g0 OyIob-IKOl MOIMOMIiXKHOI PeYOBUHU
mpernapary;

e IIPU AaKTUBHIM MENTUYHIN BUpPa31li a0 aKTUBHiN IIJTYHKOBO-KUIIIKOBiM KPOBOTEYi;

e TIAIliEHTaM, Y SKUX BUHMKAB OpPOHXOCIIa3M, TOCTPUU PUHIT, Ha3aJIbHi ITOJIilH,
QHTiIOHEBPOTUYHUM HaAOPSAK, KPOIIUB'THKaA abo iHII anepriyHi peakiiii micns
3aCTOCYBaHHS alleTUICaIiuiIoBoi Kucnotu abo HI133, Bkmioyatouu iHTibGiTOpPH
oor-2;

e y IIepiof BariTHOCTI Ta rogyBaHHS I'PYOLI0;

e IIPU TAXKKUX MOPYUIEHHAX (QYHKIII] mediHnku (anbOyMiH CUpOBaTKU KPOBi < 25 r/n
a6o = 10 OaniB 3a mkanooo Yamnnga-I1'10);

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

e IiTAM BiKOM [0 16 pOKiB;

e IIPU 3allaJIbHUX 3aXBOPIOBaHHSX KUIIEYHUKY;

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

e TIALIIEHTAM 3 apTepiajibHOIO IiIepTEeH31€10, YV IKUX [IOKa3HUKU apTepiaJbHOT O
TUCKY IIOCTiHO BuIli 3a 140/90 MM pPT. CT. Ta HEZOCTAaTHHO KOHTPOJIIOIOTHCS;

e ITPU [iaTHOCTOBAHIM illleMiuyHi# XBOpoOi cepliis, 3aXBOPIOBaHHAX ITepudepruyHUuX
apTepil Ta/abo 11epedpPOoBACKYITPHUX 3aXBOPIOBAHHSIX.

B3aemonisi 3 iHONIHMH JTiKapChbKHMH 3aCo00aMHu

dapmakoOuHamiuHi 83aemo0ii
IlepopaavHi aHMuKoaz2yaAHMU.

Y mailieHTiB, cTaH AKUX cTabilizoBaHUM NOCTIMHUM 3aCTOCYyBaHHSAM BaphapuHy,
IpUoOM eTOPUKOKCUOY B 703i 120 Mr Ha mo0y CynIpOBOOKYETHCA 30iNbIIEHHIM
nmpubnau3Ho Ha 13 % npoTpoMOIiHOBOTO Yacy MizKHapOOHOTO HOPMaJsli30BaHOTO
BimHOomeHHA (MHB). TomMy B mallieHTiB, IKi 3aCTOCOBYIOTH IIepOpasibHi
aHTUKOATryJISTHTH, CJIif] 4aCTO MePEeBipSITU MOKa3HUKU NpPOTpoMOiHOBOTO Yacy MHB,
0COOIMBO B MEPIIi AHI MPUKOMY eTOPUKOKCHOY ab0 mpu 3MiHi #O0T0 TO3yBaHHS.

Iiypemuku, iH2ibimopu aHziomeH3uHnepemaop8asbHoz20 pepmenmy (AIIP) ma
aHmazoHicmu peuenmopis aH2iomeH3uHy II.

HII33 moxyTh mocnabnioBaTy e(PeKT OiypeTHUKiB Ta iHIIUX aHTUTINEePTEH3UBHUX
mpernapariB. Y gesKUX Malli€HTiB i3 mopylleHHAMU (QYHKII1 HUPOK (HallpuKiam, y
MMalieHTiB i3 merimpaTalrieto abo y ImallieHTiB JTiTHBOTO BiKy 3 ocjabieHo0 GyHKIIIEIO
HUPOK) OQHOYAaCHEe 3aCTOoCyBaHHS iHribiTopa AIT® abo aHTaroHiCTiB pelenTopiB



aurioren3uny Il i mpenapartis, 1110 iHTIOYIOTH IIUKJIOOKCUT€HA3y, MOXKE IIPU3BOOUTH [0
MIOJaIbIIOrO MOPYIIEeHHS (PYyHKITil HUPOK, BKJII0Yal04Y¥ T'OCTPY HUPKOBY HEIOCTaATHICTB,
III0 3a3BUYaM Ma€ 000poTHUM XapakTep. Ciig maM’siTaTh PO MOXKJIMBICTh TAKUX
B3a€EMOiM y MAlli€HTiB, sIKi 3aCTOCOBYIOTh €ETOPUKOKCUO OOHOYACHO 3 iHTibiTOpaMu
ATI® abo 3 aHTaroHictamu penenTtopiB aHrioreH3uny II. ToMmy Taki KoMm0OiHalil ciif
MMpu3HayYaTHu 3 00epexkHiCcTI0, 0COOIUBO MalliEHTaM JiTHbOTO BiKy. Ci TpoBeCTH
HaJIeXKHY TigpaTallifo Ta PO3TISHYTH IUTaHHSA PO MPOBEAEHHS MOHITOPUHTY (DYHKIIi1
HUPOK Ha II0YaTKy KOMOiHOBaAHOIO JIiKyBaHHS, a TaKOXK 3 IIEBHOIO IEPIiOOANYHICTIO i
Hapmauli.

Auemuscaniyusiosa Kucsaoma. Y npoieci JOCIiAXKEeHHs 3a y4acTiO 3T0POBUX
DOoOPOBOJIBIIB B yMOBaxX PiBHOBaXXHOT'O CTaHy 3aCTOCYBaHHS eTOPUKOKCHOY B mo3i 120
Mr 1 pa3 Ha moOy He BILIMBaAJIO Ha aHTUArPeraHTHY aKTUBHICTh alle TUJICAIiIIUI0BOil
kuciotu (81 mr 1 pa3s Ha go0y). ETopukokcu6 MoKHa Npu3HadaTU OJHOYACHO 3
alleTUJICAJIILIMIIOBOIO KUCJIOTOIO B J03aX, M0 3aCTOCOBYIOThCS AJISI MPOQiTaKTUKHU
CepIeBO-CYIUHHUX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAiIIMIIOBOI KUCJIOTH B
HU3BbKUX A03ax). OgHaK ogHOYacHe 3aCTOCYBaHHS HU3BKUX [03 alleTUJICAJIilII0BO1
KHMCJIOTU Ta €eTOPUKOKCUOY MoxKe 30ibIlilyBaTh 4acTOTy BUHUKHEeHHS Bupa3ku LIKT Ta
IHIIWX yCKJIaAHEHb MOPiBHSAHO 3 MOHOTEpPAIli€lo eTOpuKoKcuOboMm. He peKoMeHI0BaHO
OgHOYacCHe 3aCTOCYBaHHS €TOPUKOKCHUOY 3 alleTUJICAJIIIIMIIOBOIO KUCIOTOIO, HO3U SIKO1
BHUIII 3a Mpo(diTakKTU4HI, a TaKOXK 3 iHmuMu HIT33.

IHukaocnopuH ma maxkpoaimyc.

Xou4a B3aeMOfisi eTOPUKOKCUOY 3 [IUMU JIiIKapChKUMU 3aco0aMu He BUBYAJach,
OgHOYaCHe 3acTocyBaHHA Oymb-gakoro HITI33 i3 nukmocrmopuHoM ab0o TaKpoJiMycoM
MO2XKe IMOCUTIOBAaTU He(POTOKCUYHUU BIIJIMB OCTaHHIX. CJIif KOHTPOIIOBATU (PYHKIIIIO
HUPOK IIPU OJHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCUOY 3 OyOb-IKUM i3 LIUX
pemnaparis.

dapmaKkokiHemuuHi 83aemMo0ii
Bnaues emopukokcuby Ha ¢papmakokiHemukKy iHWux npenapamis.
JIimiu.

HII33 nocnabmiol0Th BUBEIEHHS JIiTil0 HUPKaMU, TUM CaMUM IIiIBULIYIOYH MOTO PiBEHD
y I1a3Mi KpoBi. AKI10 HeoOXiHO, TPOBOOSATL PETEILHUM KOHTPOIb PiBHSA MIiTiI0 y KPOBIi
Ta KOPUT'YIOTH 03y JIiTiI0 IPOTATOM OJHOYACHOTO 3aCTOCYBaHHSA LIUX IIpelaparis, a
TaKOXK IIPpU NPUIIMHEHHi 3acTocyBaHHsa HII33.

Memompekcam.



Y npoueci gBOX mocCiigzKeHb BUBYaIUCsI eheKTU eTOPUKOKCUOY IpU 3aCTOCYBaHHI y
no3ax 60 mr, 90 mr a6o 120 mMr 1 pa3 Ha goOy IpoTAroM 7 OHIB IallieHTaM, SKi
3aCTOCOBYyBa/in 1 pa3 Ha TUXKOEHb MeTOTpeKcaT y mo3i Big 7,5 o 20 Mr mpu
peBMaToimHOMY apTpuTi. EToprukokcu6 y mo3i 60 mr i 90 Mr He BOuBaB Ha
KOHIIEHTpaIlilo B IJla3Mi KpOoBi a0 Ha HUPKOBUHU KIIipeHC MeToTpeKcaTy. B ogHOMY
OOCITim>KeHHi IPKU 3aCTOCYBaHHI eTOPUKOKCHOY B mo3i 120 MI He CIIOCTepiraaoch
BILJIMBY Ha KOHIIEHTPAIlil0 B IJIa3Mi KPOB1 Ta HUPKOBUU KJIIpEHC MEeTOTpeKcaTy, TOOL SIK
B iHIIOMY OOCJIiAXKEeHHi IPU 3aCTOCYBaHHI eTOPUKOKCHOY B m0o3i 120 MI KOHIIeHTpallis
MeTOTpPeKcaTy B IJila3Mi KpOBI mifgBuIllyBajacsd Ha 28 %, a HUPKOBUU KJIIPEHC
MeTOoTpeKcaTy 3HuxKyBaBcsa Ha 13 %. [Ipu ogHOYacHOMY IpU3HAYEHHI ETOPUKOKCUOY
Ta METOTPeKCaTy CJIif IPOBOAUTU BiANOBIAHUYN MOHITOPHUHT IIIOAO0 IIOSIBU TOKCUYHOI'O
BILJIUBY METOTpPEKCAaTYy.

ITepopaavHi KOHMpauenmuau.

ETopukokcub y go3i 60 Mr mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 mepopalbHUMU
KOHTpallelITUBaMHu, 1110 MICTATh 35 MKI eTuHinecTpapiony Ta 0,5-1 Mr HOpeTUHAPOHY,

npotsarom 21 oHs NPU3BOOUB OO0 HigBUIlleHHs nokKa3HuKa AUC LY PiIBHOBaXKHOMY

0-24
cTaHi mis eTuHinectpapiony Ha 37 %. ETopukokcu6 y go3i 120 Mr mpu 3aCTOCYBaHHi 3
BKa3aHUMHU MIepopaibHUMHU KOHTpallelITUBaMu OogqHO4YacHO abo uepe3 12 rogus

[IiOBUINYBaB Y PIBHOBaXKHOMY CTaHi 3HaueHHs AUC eTuHinecTtpaniony Ha 50-60

%. IIpo Take migBUIIEHHSA KOHIIEHTPAIIil eTI/IHiHeCT}g)aZJ:[ALiICI)Hy Clig mam’siTaTu IIpu BUOOPI
IepopasbHOr0 KOHTPALENTUBY 3 Pi3HUM BMICTOM €TUHIIECTPaniony, SKUu
3aCTOCOBYBAaTUMETHLCS OJHOYACHO 3 eTOPUKOKCHOOM. [TigBUIIIEHHS €KCIIO3Ullil
eTUHiNnecTpagiony Moxe 30iIbITyBaTH YaCTOTY BUHUKHEHHS ITO0IYHUX peakllii,
MIOB’SI3aHMX i3 3aCTOCYBaHHSM II€ePOPaJbHUX KOHTPAIIENITUBIB (HalpUKJIIam,

TpoM0O0eMOO0Iil BeH y XKiHOK IPyIU PU3UKY).
I'opmoHo3amicHa mepanis.

[MTpuiiom 120 MT eTOPUKOKCUOY 3 TOPMOHO3aMiCHUMHU IpelapaTaMu, 10 BKIIOYalOTh
KoH'toroBaHi ectporenu (0,625 mr «IIpemapuny™ »), mpoTsAromM 28 OHiB 30iIbIIyE

cepenHiu noka3zHuk AUC PIBHOBaXXKHOMY CTaHi HEKOH IOTOBAaHOI'0 €CTPOHY (Ha

y
41 %), exkBininy (Ha 76 %()) 12 %}%-B-eCTpaniony (Ha 22 %). Bonus 003 eTOPUKOKCHUOY,
PEKOMEeHO0BaHUX OJIS TPUBAJIOT0 3acTocyBaHHA (60 mr i 90 Mr), He BUBYABCH.
[MopiBHsAHO 3i 36inbIIeHHAM A03yBaHHA 3 0,625 Mr mo 1,25 Mr npu MoOHOTeparrii
npemnapaTtoM «I[IpemMapuH™ », BIIIUB €eTOPUKOKCUOY B mo3ax 120 Mr Ha AUCO_2 Ak
€CTPOTeHHUX KOMIIOHEHTIB IIpenapary «IIpemapur™ » OyB MEHIIUM, HiK Ha
HOoJI0BUHY. KIiTliHiuHe 3HaUeHHS TaAaKOro IIiABUIIEHHS HEBIAOME, a IPUMOM BUCOKHUX 03
npemnaparty «I[IpeMapur™ » OOHOYACHO 3 ETOPUKOKCHUOOM He BuB4YaBcs. Ciig OpaTu mo
yBaru Take 30iNbllIeHHS KOHIIEHTpAallil eCTporeHny npu BuOOpPi ropMOHaIEHOTO

npenaparty [OjIs 3aCTOCYBaHHS y Ilepiof MOCTMEHOIIay3u IIPKU OGHOYaCHOMY



3aCTOCYBaHHI 3 eTOPUKOKCUOOM, OCKITbKY 3POCTaHHS €KCIIO3UIlil ECTPOTeHY MiABUIIYE
PU3UK BUHUKHEHHS MOOIYHUX peaklliii mpu 3aMiCHi¥ TOpMOHOTeparrii.

ITpedHi30H/NPEOHI30/10H.

Y mocnimXeHHSIX B3aEMOIil eTOPUKOKCUO He BHUSABJIAB KJTIHIYHO 3HAYYIIIOTO BIJIUBY Ha
(bapMaKkoOKiHETUKY ITPEOHI30HYy/TIPEeOHI30I0HY.

Ju20KCUH.

[Tpu 3acTocyBaHHi eTOpUKOKCUOY B mo3i 120 Mr 1 pa3 Ha moOy nipotssroM 10 gHiB
300POBUMH TOOPOBOJIBIIIMU HE CIIOCTEPiraBCs BIJIMB Ha IIOKA3HUK AUCO_2 an Y
PiBHOBaXXKHOMY CTaHi Ta Ha BUBEOEHHSA OUTOKCUHY HUpPKaMu. CriocTepiranocs
30inbIIeHHS ITOKA3HUKA Cmax oOurokcuHy (mpubnm3no Ha 33 %). Take migBUIIEHHS
3a3BUYal He € CYTTEBUM Yy OilbIIOCTI mamuieHTiB. OgHaK CIIif CIIOCTEpPiraTu 3a CTAHOM
Mali€HTIiB i3 BUCOKUM PU3UKOM TOKCHUYHOI il JUTOKCUHY IIPU OQHOYaCHOMY

NMpU3Ha4YeHHi eTOPUKOKCUOY Ta UTOKCHUHY.

Bnaus emopukokcuby Ha npenapamu, w0 memaboai3ytomuvcA
cyabpompaHcpepasamu

ETopukokcub € iHTiGiTOpOM aKTUBHOCTI JTIOACHKOI cynb(oTpaHchepas3u, 30KpeMa
SULTI1E]1, a TakoX MOXKe IiABUIIlyBaT! KOHILIEHTPAIIiI0 eTUHiIeCcTpagiosly B CUpOBaTIIi
KpoBi. OCKiNbKY OOTenep OJaHUX IIPO BIJIUB YUCJIEHHUX Cynab(oTpaHCchepas
HeIOOoCTaTHBLO, a KJTiHiuHi epekTn GaraThox mperapaTiB JOCi BUBYAIOTHCS, OOIIILHO 3
00epexXKHiCTIO TpU3HavYaT eTOPUKOKCUO OMHOYACHO 3 iHIIMMU IIpernapaTaMu, 1110
MeTaboi3yl0ThCs B OCHOBHOMY MIOOCHKUMHU CynbdoTpaHcdepa3zaMu (HaopuKiam,
IepopajabHUM canb0yTaMOJl Ta MiHOKCUOMII).

Bnaue emopukokcuby Ha npenapamu, u,0 memaboaizyromucs izogpepmeHmamu CYP

3a maHWMU OOCIHIAXKEHb in Vitro, He O4iKyeThCS NpUTHiYeHHS nuToxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. V mpotieci mociaigKeHb 3a y4acTiO 3[I0POBUX
noOPOBOIIBIIIB IIOJJeHHE 3aCTOCYBaHHSA 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 3anexkuTh Bifg depmenTiB CYP. CYP3A4
crpusie MeTabo11iaMy eTOpUKOKCcuOy in vivo. [JocnigzKeHHs in vitro BKa3yioTh Ha Te,
o CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaThd OCHOBHHUU
IIJIsIX OOMiHY eTOPUKOKCHOY, ajne iX KiTbKiCHi XapaKTepUCTHUKU He BUBYAJIKCH in Vivo.

KemoxkoHa3o0.



KeTokoHa3zon € nmotyxkuum iuriditopom CYP3A4. I[Ipu 3acTOoCyBaHHi 300pPOBUM
noOpoBonbIsiM v go3ax 400 mr 1 pa3 Ha gobOy mpoTsiroM 11 gHIiB KETOKOHA30J1 HE
YMHUB KJIIHIYHO 3HAYyILIOT0 BILJIUBY Ha (papMaKOKiHETUKY €TOPUKOKCHUOY B
omHopas3o0Bil go3i 60 Mr (36inbinerHss AUC Ha 43 %).

BopukoHa30.a i MIKOHA3041.

OpHOoYacHe 3aCTOCYyBaHHSI BOPUKOHA30JIy IIepopaibHO abo MiKOHA30J1y ¥ BUTTISAAI
OpPaJIbHOTO TeJIi0 OJI MiCIIeBOT0 3aCTOCyBaHHA (moTyxkHi iHri6iTopu CYP3A4) 3
€TOPUKOKCHUOOM BUKJIMKAJIO HEBEJIUKE MiIBUIIEHHS €KCIIO3Ullil eTOPUKOKCUOy, 1110,
OfHAaK, He BBaxXaJloCs KJIiHIiYHO 3HAUYIIUM 3TigHO 3 Ony0/IiKOBAaHUMHU JaHUMMU.

PugpamniyuH.

OmHOYacHe 3aCTOCyBaHHS €TOPUKOKCHOY Ta pudpaMIIilnHy (IIOTyKHOTO0 iHOyKTOopa
depmenTiB CYP) npu3Bogusio A0 3HUKEHHS KOHIIeHTPallil eTOPpUKOKCcuOy B I1a3Mi
KpoBi Ha 65 %. lle MOXXe CyIpOBOOXKYBATUCS IIOBTOPHUM IIPOSIBOM CUMIITOMIB IIpU
OOHOYaCHOMY 3aCTOCYBaHHIi 3 eTopukokcuboM. Tofi AK Taki JaHi MOXKYTh BKa3dyBaTu
Ha HeoOXimHiCTh 30iNbIIeHHS 003U, HE PEKOMEHI0BAHO 3aCTOCOBYBATU €TOPUKOKCUD Y
0o03ax, 110 IIePEeBUIIYIOTh BKa3aHi [jI1 KOXKHOT0 [TI0OKa3aHHs, OCKiJIbBKU He BUBYAaJIOCh
KoMOiHOBaHe 3aCTOCYBaHHS puGaMIilIUHy Ta eTOPUKOKCUOY B TAaKUX MO3aX.

AHmauuou.

AHTamuOHi IpenapaTy He YMHATH KIIHIYHO 3HAYYIIOr0 BOJIUBY Ha papMaKOKiHETUKY
€TOPUKOKCUuOY.

Oc006/71MBOCTi 11070 3aCTOCYBaHHS

Bnaues Ha IIIKT

[ToBigomrisiziocst PO yCKIagHeHHS 3 00Ky BepxHix BigminiB IIIKT (nepdopariii, Bupa3ku
abo KpoBOTeUi), iHOMi 3 JIeTaJIbHUM HACJIiIKOM, V Malli€HTiB, IKi 3aCTOCOBYBalx
€TOPUKOKCUD.

3 obepexkHicTiO ciig mpu3HadaTu HII33 mallieHTaMm i3 migBUIIEHUM PU3UKOM
ycknagHeHb 3 00ky IIIKT, maitieHTaM TiTHBOTO BiKY, IallieHTaM, siKi 3aCTOCOBYIOTh
Oynb-sakub inmmi HI133 abo aleTunacamiiuioBy KUCIOTY OOHOYACHO, abo mallieHTam 3i
IIJIYHKOBO-KUIIIKOBUMY 3aXBOPIOBAaHHSAMU B aHaMHe3l, a caMe: BUpa3KaMu Ta
IIJIYHKOBO-KUIIIKOBUMY KPOBOTE€YaMU B aHaMHe31.

€ momaTKOBUYM PU3UK PO3BUTKY IMOOIYHUX peakiliti 3 00Ky KT (1yHKOBO-KUIIIKOBA
BHUpa3Ka abo iHmIi yckmagHeHHs 3 600Ky IIIKT) mpu ogHOYaCHOMY 3aCTOCyBaHHI
eTOPUKOKCHOY Ta alleTUICAJIIINIOBOI KMCJIOTH (HaBiTh Y HU3BKUX [03aX). Y mpolieci



TPUBAJIMX KIIIHIYHUX OOCIIiIXKEHb He CIIOCTepiraaocs BUpaXeHOol BiMIHHOCTI y
6e3meri momo IIIKT mmpu 3acTocyBaHHi ceneKTUBHOro iHridiTopa LIOI-2 +
auertusicaninuiosa kucioTa Ta HII33 + anetuncasninuioBa KUCIOTA.

Bniue Ha cepueso-cyOuHHYy cucmemy

KmniniuHi gocnigKeHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JTiKapChKUX 3ac00iB KiIacy
cenekTuBHUX iHTi6iTOPiB LIOI'-2 MOKe OyTHU ITOB’sI3aHe 3 PU3UKOM BUHUKHEHHS
TPOMOOTHYHUX yCKIIagHeHb (0C006MBO iH(papKTy MioKapaa Ta iHCy/lIbTy) MOPiBHSAHO 3
mwiane6o ta gesskumu HIT133. OCKinbKY PU3UK CEPIEBO-CYAUHHUX YCKIJIagHEHDb 3POCTaE
mpu 30iNbIIeHH] 103U Ta TPUBAJIOCTiI 3aCTOCYBaHHS eTOPUKOKCHUOY, mpernapar CIIif
Mpu3HadyaTH Ha SKOMOTa KOPOTIINH IIepion Yacy Ta B HaWHUXKYill e(peKTUBHi m0OOBil
no3i. [ToTpibHO mepioguyYHO HepernsfaTyd NoTpedy NalliEHTiB Yy CUMOTOMaTUYHOMY
ImoJiermieHHi 0010 Ta peakxIlilo Ha JIiIKyBaHHS, 0COOJIMBO V IAIliEHTIB 3 OCTE0APTPUTOM.

[MTamierTaM i3 BupaxXeHUMH (paKTOpaMu PU3UKY PO3BUTKY CEPLIEBO-CYANHHUX
yCKIagHeHb (HallpuKiaj, apTepiajbHa rinepTeH3is, rineprimigeMis, ykpoBui miaber,
MaJIiHHS) IpU3HaYaTy €TOPUKOKCUO CIIifI JINIIIE TiC/IsT PeTENbHOl OIiHKU PU3UKY
PO3BUTKY yCKJIaJHEHHS.

CenektusHi iuribiTopu L1OI'-2 He 3aMiHIOI0Th 3aCTOCYBAaHHS alle TUJICATIIIUIOBOI
KHMCJIOTU IJi IpodiTlakKTUKY TPOMOOEMOOIIiUHUX CEePIIeBO-CYOIUHHUX 3aXBOPIOBaHb,
OCKUIBKM He YMHSATH aHTHarperadTHOl fil. ToMy He CJif CKacoByBaTH IIPUUOM
aHTHArperaHTHUX IIpelaparis.

Bnaus Ha Hupku

HupkoBi npocTarjiaigyHy MOXKYTh BilirpaBaTyd KOMIIEHCATOPHY POJIb Y MiATPUMIL
nepdy3sil HUPOK. ToMy IIpHU CTaHaX, [0 CYIIPOBOAXKYIOTHCS MOPYLIEHHAM HUPKOBOI1
nepdysii, 3acToCyBaHHS €TOPUKOKCUOY MO2Ke IIPU3BOAUTHU OO0 ITOocIableHHs
YTBOPEHHS IIPOCTarjlaHAWHIB i, 1K HACJIIOK, -00 HUPKOBOT'O KPOBOTOKY, TUM CaMUM
noripuryroyu GpyHKIII0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKOl peakxiiii
CIIOCTEPITra€eThCA y MalliEHTIiB 3 y2Ke HassBHUMU BUPaKE€HUMHU MOPYIIEHHIMU QYHKIIi1
HUPOK, HEKOMIIEHCOBAHOIO CEPIIEBOI0 HEMOCTATHICTIO ab0 IIUPO30M. Y TaKuX MalliEHTIB
CJIi KOHTPOJIIOBaT! (PYHKITiI0 HUPOK.

3ampumka piOuHu, HabpsAaKu ma apmepiaabHa 2inepmeH3is

4K i mpu 3acTOoCyBaHHi iHIIIUX MpeIaparis, 110 iHTi0yI0OTh CUHTE3 IIPOCTarJIaHONHIB,
3aTpUMKa PiguHU, HaOPSKM Ta apTepianbHa rillepTeH3is CIlocTepiraaucs y Malli€HTiB,
SIKUM 3aCTOCOBYBanu eTopukokcu6. Bci HI133, BKI0o4aouu eTOPUKOKCUO, MOKYTh
MIPU3BOOUTHU [0 PO3BUTKY a00 peluaNBY 3aCTiliHOI cepIiieBOl HeJOCTaTHOCTI.
IndopMmatiro Ipo peakilito 3ajeKHO Biff 03U OUB. Y po3aini «®apMaKoOIOTigyHi
BiacTuBOCTi. PapMakoguHaMika». 3 00epexkHiCTI0O HeoOXimHO MpU3HavYaTU nperaparT



ralieHTaM i3 cepIiieBoi0 HeOOCTATHICTIO, MOPYIIeHHIMH (QYHKIIiI JIiBOT0 MIJTyHOYKa abo
apTepianbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0XK MallieHTaM i3 HabpsKaMu, 1110
BUHUKJIN 3 OyIOb-IKUX iHINX ONpUuYnH. [Ipy KIiHIYHUX O3HaKaX IOTipIIeHHs CTaHy
TaKUX MAIliEHTIB CIIif BXKUTH BifAIIOBIMHUX 3aXO0/iB, BKIII0OYal04YU BiIMiHY € TOPUKOKCHUOY.

ETopukokcub, 0oco6/IMBO y BUCOKHUX 103aX, MOXKe MIPU3BOOUTH [0 YaACTIMIOl Ta TAXKYO1
apTepiasbHOIl rinepTeH3il MOPiBHAHO 3 Aesdakumu iHmumu HI133 Ta ceneKTuBHUMU
inridiTopamu LIOT'-2. Tomy apTepianbHy rifnepTeH3iio CJIig KOHTPOJIIOBATH A0 OYaTKy
3aCTOCYBaHHS €eTOPUKOKCUOY, 0OCOOIMBY yBary IoTpiOHO IPUOITMTH KOHTPOJIIO 3a
apTepialbHUM THCKOM Mif Yac JIiKyBaHHS eTOPUKOKCHOOM. ApTepialbHUM TUCK CIIif
KOHTPOJIIOBATHU MPOTATOM 2 THXKHIB IIiC/ISA IOYaTKY JIIKyBaHHS, a IIOTIM - IEPiOAUYHO.
AKI0 apTepiaJlbHUM TUCK CYTTEBO IIIABUILYETHCS, CIIi PO3TISHYTHA MOXKIIUBICTh
aJIbTePHaTUBHOTO JIIKYBaHHSI.

Bnaue Ha neuiHKy

[MigBuineHHs PiBHS anaHiHaMiHOTpaHcdhepas3u (AJIT) Ta/abo
acnaprataminorpaHcdepa3u (ACT) (mpubnusuo B 3 a6o Oinbllle pa3iB IIOPiBHSIHO 3
BepxHBOIO Mexkeio HopMmu (BMH)) cnocTtepiranocst npubnu3Ho B 1 % mallieHTis, sKi
Opanu y4acTb y KIIIHIYHUX JOCHIIXKEeHHSIX Ta 3aCTOCOBYBaJiM eTOPUKOKCUO y mo3ax 30
Mmr, 60 Mr Ta 90 Mr Ha goOy IIpoTsATroM Iepiony mo 1 poky.

Cunipg criocTepiraTty 3a CTAHOM BCiX HAIliEHTIB i3 CHMIOTOMaMM MOPYIIEHHS PyHKITi1
MIEeYiHKH, a TaKOXK 3a CTAHOM IIaIli€EHTIB i3 MaTOJIOTIYHUMU ITOKa3HUKAMHU (QYHKITi1
nedinku. [Ipy o3HaKax MOPyIIeHHs QYHKITII ITe4iHKY Ta IIPYU CTiMKUX ITaTOJMOTiYHUX
3MiHax MOKa3HUKIiB QyHKIII nedinku (y 3 pa3u Buile 3a BMH) eTopukokcub ciifg
BiIMIHUTH.

3aeanvHi 8Ka3iBKuU

SIKINO MPOTSATOM JIIKYBaHHS y MalliEHTa CIIOCTEPIraeThCs MOripiieHHst QyHKITil Oyab-
sIKO1 i3 cCcTeM OpraHiB, 3a3Ha4YeHUX BUIIE, CJIi BXKUTH BiAMOBIMHUX 3aX0[iB Ta
PO3TJISHYTHU MMUTAHHSA PO BimMiHy eTopuKoKcuby. HeoOximHo 3abe3medynuTy BignoBigHe
MeOu4He CIIOCTEepPEeKEeHHS ITPU 3aCTOCyBaHHI eTOPUKOKCUOY TalliEHTaM JIiTHBOTO BiKYy
Ta IalliEHTaM i3 mopylmeHHIMU QYHKIII HUPOK, IediHKu abo cepiis.

3 00epeKHICTIO CIIif MOYNHATH NiKyBaHHS €TOPUKOKCUOOM mallieHTaM i3
merigparalii€ero. PeKoMeHOoBaHO IIPOBECTU perigparTaliiio 40 II04YaTKy 3aCTOCyBaHHSI
€TOPUKOKCUuOY.

ITpo pO3BUTOK CEPUO3HUX LIKIPHUX peakliil, y JesIKNX BUIladKaX 3 JIeTaJIbHUM
HacCJigKoM, 30KpeMa eKc(hoiaTuBHOTO AepMaTuTy, cuaapomMy CriBeHca—][[2KOHCOHa 1
TOKCHUYHOTO eIlilepMaJbHOT0 HEKPOJIi3y, OyKe PiAKO MOBIOOMIISAIOCA IpPU
3actocyBaHHi HII33 i mesikux cesieKTuBHUX iHTi6iTOpiB LIOT'-2 mim yac



IMOCTMapPKETUHTOBOT'O CIIOCTEPEXRKEHHS (AuB. po3xin «I1ob6iuHi peakirii»). HaliBumui
PHU3UK PO3BUTKY TAaKHUX peakliii y MaIliEHTiB — Ha MOYaTKYy Tepallil, a M049aToK 1X
ITPOSIBiB ¥ OINBIIIOCTI BUMNA[IKiB — IMIPOTSTOM IIEPIIOro Mics1ls jTikyBaHHsA. Cepiio3Hi
peaxilil rinepyyTaAnBOCTi (Taki 9K aHadinakcis i aHTiOHEBPOTUYHUUN HAOPSK)
CIIOCTepiranucs y malli€HTiB, IKi 3aCTOCOBYBa/Iu eTOPUKOKCHUO. [lesiKi ceTeKTUBHI
inribiTopu LIOT'-2 migBUIYIOTh PU3UK BUHUKHEHHS MIKipHUX peaklli y malieHTiB 3
aJiepriyHolo peaxiii€io Ao Oyab-aKOTo ImpemnapaTry B aHaMHe3i. ETopukokcub ciif
BiIMIiHUTM IIpU MEPIINX IIPOsIBaX BUCUMNAHb Ha IIKipi, YIIIKOAXKEHb CIIU30B01 000JIOHKHN
ab0 iHIIMX 03HaKax rinepyyTIUuBOCTi.

[Tpu 3acToCcyBaHHiI €TOPUKOKCHUOY MOXKYTh MaCKyBaTUCS IIPOSIBY rapsSyKU Ta iHIIII
O3HAKU 3alaJIbHOI0 IIPOLECY.

3 o0epexkHiCTIO MPU3HaYal0Th OMHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHmri
IIepopajbHi aHTUKOATyJISHTH.

3acTocyBaHHSI €eTOPUKOKCUOY, K i iHIIMX mpenaparis, M10 iHTiOyI0Th
LIUKJIOOKCUTeHa3y/CUHTe3 IpoCTarjaHANHIB, He PEKOMEeHI0BaHO XiHKaM, SKi
IIJIaHYIOTh BariTHICTh.

IIONOMIdHCHI peyo8UHU.

JlikapcbKuii 3aci6 (DOpCElHeK®

MICTUTH JIaKTO3Yy. fKIIO y malieHTa BCTaHOBJIEHA
HEIepeHOCUMICTh [esIKUX IIYKPiB, He0OXiIHO ITPOKOHCYILTYBATUCS 3 JIiKapeM, MepIil

HiXK IMpuMMaTH 11ed IikapchbKui 3acio.

Lle# mikapcbkuit 3acid MicTuTh MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpito, ToOTO
NPaKTUYHO BiJIbHUH Bif HaTpilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaritHicTb

HeMmae kiHiYHUX DaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCHOY B Ilepiof BariTHOCTI.
ITocnigXeHHs Ha TBapUHAaX IIPOLEeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTE.
[MToTeHLiVHNY PU3HUK [OJI BaTriTHUX HEBigoMui. 3aCTOCyBaHHS €TOPUKOKCUOY
MIPOTSATOM OCTAHHLOTO TPUMECTPY BariTHOCTI, K i IHIIUX ITpelaparTis, 0 iHTi0OYIOTh
CUHTe3 IIPOoCTarjlaHOWHIB, MOXKe IIPU3BOOUTHU [0 BiACYTHOCTiI CKOPOYEHb MaTKU Ta
IepeayacHoOro 3aKpUTTs 60TaoBOl IPOTOKU. [TOBimOMIISIIOCS PO BUIIAKU
mopyIieHHs GYHKIII HUPOK IIJI0Ma, 110 IIPU3BOAUIIO 10 3MEHIIIeHHS 00’ eMy
aMHIOTUYHOI piguHu (OJIirorifpaMHioH) y BariTHUX XKiHOK, SIKi IIpUiManu HeCTepPOIiaHi
nmpoTu3ananbHi npenapaTtu (HII3I1) Ha gBagsaTOMYy THMZKHi BariTHOCTi abo mi3Himie. B
OesIKUX BUIMIAOKax Ile MOKe IIPU3BOAUTH A0 MOPYIIEeHHS PyHKIIil HUPOK Y
HOBOHAPOXKEeHUX. 3a3HadYeHi eeKTH MOXKYTh BUHUKATU He3abapoM IIic/isg mo4aTKy



nikyBauHs HII3II; omirorigpamMHioH 3a3Bu4ai € 000POTHUM MicCJIst MPUNTUHEHHS
JIIKyBaHHS. 3aCTOCYBAaHHSI €TOPUKOKCHUOY MPOTUIIOKA3aHO B ITepiod BariTHOCTI. fAKIIo
XKiHKa 3aBariTHiNa mig 4ac IiKyBaHHS, eTOPUKOKCUO HeoOXiIHO BimIMiHUTH.

Ilepiog rogyBaHHS I'PYOOIO

HeBimomo, uu MPOHHUKAE ETOPUKOKCHUO y TPyAHE MOJIOKO. Y IITypPiB eTOPUKOKCUO
BHUBOJHUTHCS 3 MOJIOKOM. 2KiHKHM, sIKi 3aCTOCOBYIOTh €TOPUKOKCHO, He TIOBUHHI TOOyBaTH

I'PyAnio.

QOepTUNBHICTD

3acTocyBaHHSI €TOPUKOKCUOY, K i iHIIMX mpenaparis, mio iurioyoTs LIOI-2, He
PEKOMEHI0BAHO XKIiHKaM, Kl IIJIaHYIOTh BariTHICTh.

30amHicmb 8naueamu Ha weudKicmb peakuii npu kepys8aHHi asmompaHcnopmom abo
IHWUMU MexaHiamamu.

[NamienTH, y IKUX Mi 4YaCc 3aCTOCYBaHHS €eTOPUKOKCHUOY BUHMKAE 3allaMOPOYEHHS,
BepTUTOo ab0 COHJIMBICTh, HE TIOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTu 3
IHIIUMUY MeXaHi3MaMU.

Cnocid 3acTocyBaHHs Ta I03H

® 3aCTOCOBYBaTHU MepopanbHo. JIikapchkuit 3acid MoxKHa

Jlikapcbkuii 3aci6 ®opcaHek
MMpUMMaTHU He3aJIeKHO Bill BXKUBaHHS 1XKi. [TouaTok edeKTy JIikapChbKOTo 3aco0y
HacCTae€ IIBUIIE IIPU NPUMoMi mepeq imoro. Lle moTpiObHO BpaxoByBaTH IIpU

HeoOXimHOCTi IIBUAOKOI'O MOCIa0JIeHHI CUMIITOMIB.

Tabaemky 60 me2 moocHa po3diaumu Haenia. Tabaemku 90 m2 ma 120 me - He
diaumu.

OCKinbKM PU3UK BUHUKHEHHS ITOPYIIIeHb 3 OOKY CeplieBO-CYAUHHOI CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTaE IIPU ITIiABUIIEHH] T03M i TPUBAIIOCTi €KCITO3MUIIil,
CJIi IPOBOOUTH HAWKOPOTIII KyPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAaMEHIIIUX
eekTuBHUX D0O0BUX H03. Cri MepiognYHO IePEeOoIiHIOBaTH ITOTPe0y y MoJierneHHi
CHUMIITOMIB i BifiITOBiZIb HA JTiIKyBaHHS, OCOOJIMBO V IAIIEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekoMmeHnpgoBaHa go3a ctaHoBuTh 30 Mr 1 pa3 Ha goOy. Y mesiKkux mallieHTiB Ipu
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30iblIeHHs fo3u fo 60 Mr 1 pa3 Ha moly
MOXKe IIiOBUIINTHA e(PEeKTUBHICTh. 3a BiACYTHOCTI e(peKTy CIIif PO3rIAHYTH NUTaHHSA



PO iHIII MOZKJIUBI METOOU JIIKyBaHHS.
PesmamoioHut apmpum

PekomeHpoBaHa mo3a ctaHOBUTH 60 Mr 1 pa3 Ha moOy. Y gesKuX IalliEHTiB IIpU
HeOoCTaTHbOMY NocJiabJjieHHi cuMIITOMIB 30inbirteHHs 0o3u [0 90 mr 1 pa3 Ha moOy
MO2Ke IMOKpalllyBaTH TepaleBTUYHUM edekT. [Ipu qocsATHEeHHI KiTiHigHOl cTabimi3airil
MalieHTa OOILiTbHO 3HU3UTH [03y 10 60 Mr 1 pa3 Ha goOy. 3a BiICYTHOCTI IOMiNIIeHHS
e(deKTy Cciig po3TIAHYyTH MUTAHHS PO iHIII MOXKJIUBI METOOU JIIKyBaHHS.

AHKIin03yro4ul cnoHOuaim

PexomeHpoBaHa mo3a ctaHOBUTH 60 Mr 1 pa3 Ha mo0Oy. Y gesiKuX IallieHTiB IIpU
HeOoCcTaTHbOMY MocJiabJjieHHi cuMIITOMIB 30inbiteHHs no3u 1o 90 mr 1 pa3 Ha moOy
MO2Ke MMOKpalllyBaTy TepaneBTUYHUM edekT. [Ipu qocsATHeHHi KiTiHigHO1 cTabimi3artil
MalieHTa OOILiIbHO 3HU3UTH 103y [0 60 Mr 1 pa3 Ha goOy. 3a BifCYTHOCTI IOMiNIIeHHS
e(deKTy ciig po3TIAHYyTH MUTAHHS PO iHIII MOXKJIUBI METOOU JTIKyBaHHS.

I'ocmputi 6iab

Y pasi nmosiBu roctporo 60J110 eTOPUKOKCUO 3aCTOCOBYIOTH JIMIIIE ¥ TOCTPUM
CUMIITOMAaTUYHUU I1€Piof.

I'ocmput nodaepuyHul apmpum

PekomeHpoBaHa mo3a ctaHoBUTH 120 mr 1 pa3 Ha goOy. ITig yac KimiHidyHUX
OOCIiAXKeHb I'OCTPOTr0 IOAAarpUuYHOr0 apTPUTY €TOPUKOKCHUO 3aCTOCOBYBAJIM BIPOAOBK
8 mHis.

ITicasionepauitiHuil 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONEepamu8HUM
smpyuyaHHAM PekoMeHnmoBaHa mo3a - 90 mr 1 pas3 Ha mo0y IPOTITrOM MakKCHUMYyM

3 mHiB. [I15 mesIKUX IMallieHTiB Moxke OyTH HeoOXimHMM HOodaTKOBe IIicisonepalliiiie
3HeOOIIOBaHHSI.

Ilo3wu, 1110 TepeBUIYIOTh PeKOMEHIOBaHi 151 KOKHOT'0 TOKa3aHHs, He MaloTh
nomaTKOBOI e(peKTUBHOCTI ab0 He BUBUYAIUCS, TOMY:

e [103a ITPU OCTE0APTPHUTI He TTOBUHHA IepeBulllyBatu 60 Mr Ha mo0y;

e [103a ITPY PEBMATOIAHOMY apTPHUTi Ta aHKIJIO3yI0YOMY CIIOHAUJIITI HE TOBUHHA
nepesuiryBatu 90 Mr Ha gooOy;

e [IO03a IIPU I'OCTPill momarpi He MOBUHHA NepeBuillyBatu 120 Mr Ha moOy BIPOOOBXK
MaKCUMaJIbHOI'O IIepioay JIiKyBaHHS 8 MHIB;

e J103a ITPU rOCTPOMY OOJIIO IIiC/IsT CTOMATOJIOTiYHOTO OTIEPAaTUBHOIO BTPYYaHHS He
MMoBUHHA nepeBuiryBatu 90 Mr Ha go0y BIIPOAOBXK MaKCUMaJIbHOTO 3-0€HHOTO
nepiony.



ITauieHmu AiMHBLO20 BIKY

HeMae HeoOXigHOCTI B KOPEKIIil O3yBaHHA [OJId Malli€HTiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIMX IIpenapariB, MalliEHTaM JIiTHBOT'O BiKy JiKapChbKui 3acib cim
IpHU3HavYaTHU 3 00epexkHiCTIO.

ITopyweHHs ¢pyHKUil neviHKu

He3anexHo Bif rToKa3aHHS IMaIliEHTaM i3 MOPYIIeHHIMHU QYHKIIII ITeYiHKYU JIeTKOT 0
ctyneHs (5—6 OariB 3a mkanoi Yainma—I1'10) He ciig nepeBulllyBatu o3y 60 mr

1 pa3 Ha moOy. ITamieHTam i3 mopyieHHIMHU QYHKITIT ITe4iHKY ITOMipHOTO CTYIEeHSs
TSKKOCTI (7-9 GaniB 3a mkasnow Yaunma-I1'10) He3aekHO Bifl TOKa3aHHS He CIIif
nepesuiryBatu o3y 30 mr 1 pa3 Ha mo0Oy.

KninigyHui gocsig 3acTocyBaHHSA 00MeXeHUU, 0COOINBO IIIOA0 MallieHTiB i3
MOPYIIEeHHAMHU (QPYHKIIil IeYiHKY IOMIPHOTO CTyIIeHs, TOMY IIpelapaT CIIif
IMpu3HayaTu 3 o0epexkHicTio. BincyTHi# KmiHiYHUM OOCBig 3aCTOCYBaHHS ITperaparTy
nalieHTaM i3 TAXKKUMU NOPYIIeHHIMU GYHKIII nmedidku (= 10 6asiB 3a MIKasioio
Yamnga-I1'10), ToMy JTiKapChbKH# 3aci® MPOTUNIOKA3aHUM TaKUM MalliEHTaM.

ITopyweHHs ¢pyHKUII HUPOK

KopuryBaHHs 1034 He NOTPiOHEe mallieHTaM i3 KiripeHcoM KpeaTuHiny = 30 MI1/XB.
3acTocyBaHHSI €TOPUKOKCHUOY IallieHTaM i3 KiTipeHcoM KpeaTuHiny < 30 MI1/XB
IIPOTUIIOKA3aHe.

Iimu.

®

JIikapchkui 3aci6 ®opcaHeK ~ MPOTUIOKA3aHUM OiTsM BikoMm go 16 pokis.

Ilepeno3yBaHHs

Y nporneci KniHiYHUX OOCITiAXKEeHb MiCIsA 3aCTOCYBAaHHS OOHOPA30BO1 HO3U
eTopukokcuby o 500 Mr abo 6araTopa3oBoro mnmputiomy mo 150 Mr Ha mo6y IpoOTITOM
21 gHS He CIIOCTepirajocs 3HaYHUX TOKCUYHUX e(eKTiB. [ToBigoOMIISIIOCS IIPO TOCTpe
rmepeno3yBaHHS eTOPUKOKCHUOOM, Xx04a B OiNTBIIIOCTI BUNIAAKiIB IMpo MOOiYHI peakiiil He
noBigomsasiock. IToGiuHI peakilii, 1110 cIIocTepiraauch HakyacTille, BigmoBiganu
mpodinmo 6e3mnmeku eTOpUKOKCUOy (peaxiii 3 60ky IIIKT, 3 60Ky ceplis Ta HUPOK).

Y pasi nepeno3yBaHHS OOLIIBPHO BXKUTU 3BUYaUHUX MIATPUMYBaJIbHUX 3aX0iB,
HaIpUKJag BUOajleHHs HeabcopOoBaHoro npenaparty 3i IIIKT, BegeHHs KITiHIiYHOTO
CIIOCTEpPEeXKEHHS, Y pa3i HeoOXigHOCTI — MPOBeOEeHH MiATPUMYyBaJIbHOTO JTiIKyBaHHS.



ETopukokcu6 He BUBOAUTHCS IIPU reMofialli3i; HeBimoMo, Y BUBOOUTHLCS TiKapChbKUMN
3aci6 npu mpoBeOeHHi MepUTOHeaIbHOTO Aialily.

IToGiuni epexkTn

be3neka 3acTocyBaHHS €TOPUKOKCHOY OIliHIOBaJIaCh y MPOILECi KIiHIYHUX HOCTiAXKEeHb
3a y4yacTio 9295 nanieHTiB, BKIO4Yawuu 6757 nallieHTiB 3 OCTE0apTPUTOM,
pPEBMaTOIIHUM apTPUTOM, XPOHIYHUM 00JIeM Yy HUXKHIN YacTUHI crimHU abo
AQHKIiT03yI04YUM cIoHOuIiToM (mpubnu3no 600 malieHTiB 3 ocTeoapTpuToM abo
peBMaTOIIHUM apTPUTOM OAepzKyBa/IU JIIKyBaHHS NPOTATOM 1 poKy abo AOoBIIe).

[Tig yac KniHIYHUX OOCHiAXKEeHb Npodinb HebaxKaHUX sIBUI] OyB OQHAKOBHUM Y TAIliEHTIB
3 0CTE0apTPUTOM ab0 peBMaTOITHUM apTPUTOM, SKi 3aCTOCOBYBAJIM €TOPUKOKCHUO
npoTsiroM 1 poky abo moBIIIe.

Y mpomneci KIiHIYHOT 0 JOCIiAXKEHHS 3a y4acCTIO [alll€HTIiB i3 TOCTPUM HOOarpuYHUM
apTPUTOM €TOPUKOKCHUO Impu3Haydasnu B mo3i 120 mr 1 pa3 Ha goOy npoTsarom 8 OHiB.
[MTpodins HeOaxKaHUX SABUIL Y IbOMY OOCIHIIXKEeHHi OyB y IIiIJIOMy TaKUM CaMUM, K y

OOCIIiAXKEHHIX 3a y4acTIO NallieHTiB 3 0CTE0apTPUTOM, PEBMaTOITHUM apTPUTOM Ta
XPOHiIYHUM 00JieM y HUXKHiM YaCTUHI CIIMHU.

Y nporpawmi orinku 6e3neKu OJisi CepIeBO-CYOIUHHOI CUCTEMHU 3a HaHUMU TPhOX
KOHTPOJIbOBAHUX AOCJIAKEHb 3 aKTUBHHUM IIpernapaToM NopiBHAHHSA 17412 nalieHTiB 3
0CTeoapTPUTOM ab0 peBMaTOIIHUM apTPUTOM 3aCTOCOBYBa/Id €eTOPUKOKCHUO (Y mo3ax
60 mr a6o 90 Mr) B cepegHbOMY BIIPOAOBXK Mpubnu3Ho 18 micsaiiB. [laHi mpo 6e3meKy
Ta OLIBII AeTalibHA iH(pOopMallis IIpo 1i0 IIporpaMy IpeAcTaBieHi B po3mini
«®apMaKoOJIOTiuyHi BJIaCTUBOCTI».

Y xopni KiIiHIYHUX OOCIiAXKEeHb 3a Y4acCTIo [allieHTiB i3 TOCTPUM MicIsfgonepaliiHuM
60J1eM mic/Iss CTOMATOJIOTIYHUX XipypriyHUX BTPy4YaHb, BKIOUawouu 614 nallieHTiB, sSKi
3acToCOByBanu eTopuKokcub (y mosax 90 mr a6o 120 mr), mpodins HebaKaHUX SBUIIL
OyB y LILJIOMy TaKUM 2Ke, IK y HOCTiAXKEeHHAX 3a y4acTIO MalliEHTIB 3 0CTE0AaPTPUTOM,
PEBMATOIIHUM apPTPUTOM Ta XPOHIiYHUM O0ONIEeM y HUKHIM YaCTUHI CIIUHMU.

[Tpo 3a3HaueHi mani mobiyHi peakilii MOBiHOMIISIIOCH 3 OiIBIIIOI0 YACTOTOIO ITPHU
3aCTOCYBaHHI IIpenapary, Hix mnanebo, y mpoleci KIiHiYHUX OOCITiIXKeHb 3a y4acCTIO
MalliEHTiB 3 OCTE0APTPUTOM, PEBMATOIAHUM aPTPUTOM, XPOHIYHUM 00JIeM Y HUXKHIN
YacCTHHI CTIMHYU ab0 aHKiI03yl0UHUM CIIOHAUJIIITOM, SIKi 3aCTOCOBYBaIu €TOPUKOKCHUO ¥
mo3i 30 mr, 60 Mmr a6o 90 mMr npoTtsaroMm 12 THXKHIB (DOCIiOXKEeHHS 3a IIPOrPaMoOi0
MEDAL, KOPOTKOCTPOKOBI JOCIiOXKEHHS III0JI0 TOCTPOTO OOJII0 Ta ITOCTMapKETUHTOBUM
IOCBin).

Tabnuisa 2



Krnac cuctemu opraHis

[To6iuHi peakxiiil

Kareropisa

qactoTu*
aIbBEOIIPHUU OCTUT 4acTo
[Hdexk1ii Ta iHBa3il
racTpOeHTEepPUT, iH(PeKIlil BepXHiX OuxalbHUX
o : HEe4YacTo
IIISAXiB, iH(MEKITl CEYOBUBIAHOTO TPAKTY
. aHeMis (mepeBaKHO B pe3yJibTaTi LIJTYHKOBO-
3 60Ky KPOBi i . . . .
: . KUIIIKOBOI KPOBOTEYi), JIEUKOIIEHis, HEe4acTO
niMmpaTuyHOl cCUCTEMU .
TPOMOOITUTOIIEHis
1"i11ep11yT111/11310T131E 5 HeYacTo
3 OOKy iMyHHOI
CHCTEeMH QHTiIOHEeBPOTHUYHUMN HaAOPSIK,
aHa(dinakTUYHi/aHapiIaKTOIOHI peakil, y TOMy |pigko
qucri mok?
HaOpsiK1/ 3aTPUMKa PiguHU 4acTo
Posnagu metabomniamy
1 XapHyBaHHs 3HUKEHHS ab0 IIOCUJIEHHS aleTUTy, 301/IbIIeHHs
) HEe4acTO
MacCH Tina
TPUBOXKHICTB, AEeNIpPeCis, MOTipIIeHHS PO3yMOBO1
: . ot He4yacTo
OisIIBbHOCTI, TaTIolMHAIIil
[IcuxiuHi IOpyIIEeHHA
CIIJIyTaHICTh CBiJIOMOCTii, HeCTOKifHWi cTax" pioKo
3alaMOpPOYeHHS, TOJIOBHUM Oiflb 4acCTo
3 60Ky HEPBOBOIL
CUCTEMM nucreB3is, 6e3CoHHS, IapecTesis/rinecresis,
He4yacTo

COHJIUBICTH




BHYTPIIIIHbOUYEPETHUN
KpOBOBI/IJ'II/IBﬂ

HeBIOOMO

3 00Ky OpTaHiB 30py |HEYITKiCTh 30py, KOH IOHKTUBIT He4vacTo
3 60Ky OopraHiB CyXy i
BECTUOYISIPHOTO IIyM y ByXaX, 3allaMOPO4YEeHHS HeYacTo
amapary
BiIUyTTs CepLeOuTT, apI/ITMisIfF 4acTo
3 Goky cepus iGpumnsiuisa nepencepnb, Taxikapmist, sacriiina
ceplieBa HeJOCTaTHICTh, HeCcnielu(}iyHi 3MiHM Ha |HEYacTo
EKT, crenokapmis®, inbapkT Miokapma®
rinepreHsis 4acTo
. IIPUNJIMBYU KPOBi, ITOPYIIIEHHS MO3KOBOTO
3 60Ky CyOUHHOI . § ] )
KPOBOOOIry®, TpaH3UTOPHA illleMiyHa aTaka, HeYacTo
CucreMn . . . t .
rinepTOHIYHUYN KPU3™, BAaCKYJIiT
TPOMOO03 ITUOOKUX BEH HEeBimoMO
6p0oncna3M¢ 4acTo
3 60Ky guxaJibHOI
CHUCTEeMHU, OPTraHiB
. ) Kalllellb, AUCIIHOEe, HOCOBa KPOBOTEYa HeYacTo
TPYOHOIL KIIITKHA i
CepenoCTiHHA
JiereHeBa eM0OoJIis HEeBiToMO
. . oyxe
3 6oky IIKT 0inb y XKUBOTI

qacTo




3arop, METEOPHU3M,
TaCTPHUT,
Iedisi/KICIOTHUU
pediroKc, giapes,
OUCIIENCiss/mucKoMPopT
y OUIAHIN emliracTpis,
Hy#oTa, OJII0BaHHS,
e3odariT, BUpa3Ku B
POTOBI ITOPOXKHUHI

4qacTo

30yTTA XXKUBOTA, 3MiHa
XapakTepy
IepUuCTaaIbTUKU
KHUIIIEYHUKY, CYXiCTh Y
pOTi,
racTponyogeHasbHi
BUPA3KH, MEIITUYHI
BHUPA3KHU, y TOMY YUCIIi
nepdopariis i
KpoBoTeua IIKT,

HedacCTo

CUHIOPOM
MOOpPa3HEeHOr o
KUIIIEYHUKY,
HaHeraTI/IT:l:
nigBumienHsa AJIT, nigBumienHsa ACT 4acTo
3 OoKky
renaTto0bimiapHol rematutt pigko
CUCTEeMHU
IIe4YiHKOBa HeJ_'LOCTaTHiCTbi, }KOBT}IHI/IIJ;H:I: meOT
eKxXiM03 4acCTo
3 60Ky IIKipH i
MiAIIKipHOI +
: HaOpsK o0nu4y4si, cBepOixK, BUCUTIAHHS, epuTeMa
KJIITKOBUHU HEeYacTo

, KporH/IB’;{HKafF




CUHIOPOM
CTiBeHca—H}KOHCOHa:l:,
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
4acCcTOTOIO B 0a3i JaHUX KITIHIYHUX OOCIiAXKeHb: OyxKe JacTo (= 1/10); gacTo (= 1/100,
< 1/10); mHewacTo (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); oyxe pigko (<
1/10000); HeBimoMoO (HEMOKJIMBO OIIHUTHU 3a HAABHUMH JaHUMH). HacToTa mMoOiyHUX
peaxiiii, IIpo SAKi IIOBiAOMIISIJIOCH B II€PiOX MOCTMapKETUHIOBOI'O 3aCTOCYBaHHS, He
Moxke OyTH BU3HaUeHa, OCKiTbKHY iH(popMallifo IIpo HUX OyJI0 OTPUMAaHO 3 BUIIagKOBUX
IIOBiIOMJIEHbD.



¥ [ToGiuna peakxiiis ineHTUdiKOBaHa y IIPOIeCi TOCTMapPKETUHTOBOTO CIIOCTEPEXKEHHS.
YacToTa BU3HavYajlacs 3a MaKCUMaJIbHOI YaCTOTOK Y KITIHIYHUX OOCIIIIXKEeHHIX (gaHi
3i0paHi 3a 3aTBEPAXKEHUMHU MOKa3aHHSIMU Ta J03aMH).

U KaTteropist yactoTu «pigkKo» BU3Ha4dajacs BignoBigHO fo Guideline on summary of
product characteristics (SmPC) (2-i1 mepernsm, BepeceHb 2009) Ha migcTasi
po3paxoBaHOl BepxHbOol MexXki 95 % [II onsa 0 sBuny 3 ypaxyBaHHSAM KiIbKOCTI
y4aCHUKIB, sIKi IpuiiManyu eTOPpUKOKcuO, B aHanisi manux III ¢a3u, o6’emHaHUX 3a
mo3010 i moka3laHHaIM (n=15470).

ﬂBHyTpiLUHboqepeHHI/IfI KPOBOBUJIUB CIIOCTEPIraBCs B IALIIEHTIB 3 JOAATKOBUMU
akTOpamMu pU3UKYy, TAKUMU SIK TiIepPTeH3isd, TPOMOOIIMTONEHIS Ta 3aCTOCYyBaHHSI

BapdapuHy.

5 lnepuyTnuBiCTh BKIIOYA€E IIOHATTSA: ajleprisd, MeguKaMeHTO3Ha aJjiepris,
MeOVKaMeHTO3Ha TilepyYyTIUuBICTh, TIepYyTIUBICTh, TIIepYyTIUBICTE HEYTOUHEHA,
peaxkiiis rirnep4yyTaIuBOCTi 1 HEYyTOYHEHa ajleprid.

§3a pe3ynbTaTaMM aHaJjli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOMOMOT00 manebo i
aKTUBHOTO ITpellapaTy MOPiBHAHHS KJIIHIYHUX OOCIiOXKeHb, CeJIEKTUBHI iHTiOiTOPH
LIOI'-2 6ynu moB’si3aHi 3i 30iNbIIIEHHAM PU3UKY BUHUKHEHHSI CEPMO3HUX apTepialbHUX
TPOMOOTHUYHUX ITOAiIM, BKIOUaouu iHGapKT MioKapaa Ta iHcynbT. ba3yiouucs Ha
HassBHUX JaHWX, MaJIOMMOBIpHO, 1110 30ibllIeHHS aOCOJIIOTHOTO PU3UKY BUHUKHEHHS
TaKUX SBUI ITepeBUIIuTh 1 % Ha pik (HedacTo).

ITpu 3actocyBanHi HII33 moBigoMasiocs mpo Taki cepiio3Hi mobiyHi peaxiiii:
HeDPOTOKCUYHICTD, BKITIOYAIOUHX iIHTEPCTULIIaTbHUYN HEGPUT i HEDPOTUYHUN CUHIPOM,
TOMY He MOKHa BUKJIIOYATH IX BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCHUOY.

IToBigoMJIEHHS IIPO Mif03PIOBaHi MOOiYHI peakirii.

[ToBimoMeHHs Mpo MoOiUHi peakiril mmicsisa peecTpaltlil TikapcbKoro 3acody Mae
BaXXJIUBe 3HauyeHHsd. lle mae 3MOry IpOBOOUTH MOHITOPUHT CIiBBIIHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYyBaHHIi IIbOT0 JTiKapChKOro 3aco0y. MeauyHuM Ta
(papMalieBTUYHUM MIpalliBHUKAaM, a TAKOXK MallieHTaM abo IXHiM 3aKOHHUM
MIpefACcTaBHUKAM CJIiJl TOBIHOMJISITH PO yCi BUIIQKU ITi03pI0OBaHUX MOOIYHUX peaKIin
Ta BiACYTHOCTi e(peKTUBHOCTI JTikapChKOT0 3aco0y uepe3 ABTOMaTH30BaHY
iHpopMaliiHy cucteMy 3 ¢hapMaKOHArIAOy 3a ImocunaHHsaM: https://aisf.dec.gov.ua.

TepMiH NpHIATHOCTI

3 POKH.


https://aisf.dec.gov.ua/

VYMmoBHu 30epiranHs

30epiraTtu B opuriHajabHiM yIIaKOBIIi ITpU TeMIlepaTypi He Buile 25 °C.
30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.

YnakoBka

[To 7 TabneTok y Omnictepi; mo 1 abo 4 6ricTepu y KapTOHHIN yIaKOBIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

Kycym Xentxkep I1BT JITH/
Kusum Healthcare Pvt Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJipeca MicCIIsi MIPOBaIKeHHsI HOI' 0
IJistIbHOCTI.

[Trnot Ne M-3, Tapgop Coemten Ikonomik 3oyH, ®eus-Il, ITitamnyp, Hict. [Ixap, Maagxes
Ilpapgem:, ITin 454774, Tapgis/

Plot No. M-3, Indore Special Economic Zone, Phase-II, Pithampur, Distt. Dhar,
Madhya Pradesh, Pin 454774, India.



