Ckian

Oitoua peuosuHa: etoricoxib;
1 TabrmeTka MicTUTh 60 MI eTOPUKOKCHOY;

00onNoMIdiICHI pedo8UHU: Kablliio rimpodocdaT 6e3BoOHNN, IIETI0I03a
MIKpOKpUCTaJliyHa, HaTPito KpocKapMejio3a, MarHito creapar;

060/10HKa mabaemkKu: GapBHUK Onanpaﬁ® IT 3enennst 39K11520 (mnst mo3yBaHHS
60 Mr), BicKk KapHayOChKU;

cKk/1a0 bapsHuUKa Onaapaﬂ® IT 3enenuti 39K11520 : makTO3a, MOHOTIpaT;
rinpomeno3a; Tutany giokcup (E 171); tpuauetus; ingurokapMmis (E 132); 3amisa
okcup xkoBtum (E 172).

JIikapcbKa ¢dpopMma

TabeTKu, BKPUTI IJTIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMiuHI 8s1acmusocmi:

TabneTku 1mo 60 Mr: gBOOIYKJIi TabmeTKu s1071yKomonioHol dopmMu, BKPUTI IITiBKOBOIO

000JIOHKOI0O TEMHO-3€I€HOT'0 KOJILOPY, 3 rpaBipyBaHHAM <200> 3 ogHOro 60Ky Ta
<ARCOXIA 60> 3 inmmoro.

®dapMaKoTepalneBTHYHA Irpyna

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

dapMakogHHaMiKa

Mexani3Mm il

ETopukokcub € riepopanibHUM CEJIEKTUBHUM iHTiOiTOPpOM IIMKIOOKCcUreHasu-2 (L10I-2)
y MexXaX KJIIHIYHOT O Aiana30HYy HO3.

Y xopi kniHIYHUX QapMaKOJIOTiYHUX OOCIiAXKeHb JIiKapChKUM 3acib ApKOKCiﬂ®

mo3o3asiexkHo iHrioyaB 1IOI-2 6e3 inridyBanusa L[OI'-1 mpu 3acToCyBaHHi Y go3ax Mo
150 mr Ha mo6y. EToprukokcub He iHTiOye CMHTE3 IMpocTarjaHguHiB IIIJTYHKA Ta He
BILIMBA€ Ha QYHKIIi}0 TPOMOOIIUTIB.



[luknookcureHasa BiAIIOBiga€ 3a YyTBOPEHHS IIpocTariaHanHiB. [meHTHdikoBaHO OB
izopopmu - LIOT'-1 ta IOT'-2. LIOTI'-2 € i3odopMo0 GepMeHTYy, 110 iIHAYKYETHCSI
IMIIyIbCOM ITpO3alajieHHS Ta PO3TrJIAJacThCsa IK OCHOBHUU (paKTOp, IO BiAIIOBiga€ 3a
CHUHTE3 ITPOCTAaHOIOHUX MediaTopiB 00110, 3aranieHHs Ta rapsuku. [IOI'-2 Takoxk
3afliTHa y mpollecax OBYJIAIlil, iMIIJTaHTAallil Ta 3aKPUTTS apTepialbHOl IIPOTOKH,
perynsnil GyHKIIl HUPOK Ta IeHTPaIbHOI HEPBOBOI CUCTEMH (IHOYKIIiS Taps4KH,
BimuyTTs 60110, KOTHiTUBHA PyHKIIisg). Tak0oK MOKe OpaTH y4acTh YV IIPOLIECi 3aTOEHHS
BuUpa3zok. [IOI'-2 Oyno imeHTrdiKoBaHO Y TKAHWHI HAaBKOJIO BUPA3KH IIJIYHKA Y
JIIOOWHMY, ajle 3HaYeHHs [JIs1 3aTO€EHHS BUPAa3KU He BCTAHOBJIEHO.

EdekTuBHICTH

Y naui€eHTiB 3 0CTE0APTPUTOM €TOPUKOKCHO y 7031 60 Mr 1 pa3 Ha go0Oy 3HA4YHO
MMOKpAIIy€e CTaH IMpHu 00JIAX Ta OLIHKY IMallieHTa II0A0 CTaHy 3aXBopioBaHHSA. Lli
MMO3UTHBHI e(DeKTHU criocTepiraaucs BxkKe Ha APYTUM OeHb JIiKyBaHHS i 30epiramucs
ITPOTSATOM ITepiony mo 52 TUXKHIB. Y XOMdi OCIiIXKeHb i3 3aCTOCYBaHHSIM €TOPUKOKCUOY
B mo3i 30 Mr 1 pa3 Ha mo0y eheKTHUBHICTh IILOTO IIpeNapaTy nepeBuUlllyBasa mnnamnedo
OpoTdaroM 12 THMXKHIB JIIKyBaHHS (BUKOPHUCTOBYBAJIMCS OLIIHKY, III0 3aCTOCOBYBA/IUCS B
iHIMUX mociigzKeHHsx). ITig 4ac mociigzkeHHs mig0opy mo3u eTOpUKOKcub y go3i 60 mr
OEeMOHCTPYBaB 3HAYHO OiNIbIII BUPaXKeHe IMOKpalleHHs, HiXK B mo3i 30 Mr, BiTHOCHO yCix
3 OCHOBHUX KIHITEBUX TOYOK IIiCJIsZ 6 TUKHIB JIiIKyBaHHs. 3aCTOCyBaHHA fo3u 30 Mr
IIPpU OCTEOAPTPHUTI KUCT1 HE BUBYAJIOCH.

Y nanieHTiB 3 peBMaTOIOHUM apTPUTOM eTOPUKOKCHUO y mo3i 60 mr ta 90 mr 1 pa3 Ha
noOy 3Ha4YHO IMOKpallyBaB CTaH CTOCOBHO BHPaKeHOCTi 00JIi0, 3arajieHHs, a TaKOXK
PYXJIHUBOCTI. Y X0omi mociigkeHpb 3 oiiHKu 703 60 Mr Ta 90 Mr 1mo3uTHBHI epeKTH
30epiramucst TpoTAroMm 12-TUKHEBOTO IIepioay JiKyBaHHS. Y XOMi HOCHiIXKEeHHS 3
oiHkm o3u 60 Mr nopiBHsSHO 3 103010 90 Mr, oOuaBa MO3YBaHHS €TOPUKOKCUOY -
60 mr 1 pa3 Ha goOy Ta 90 Mr 1 pa3 Ha mo0y - Oynu GinbIll epeKTUBHI HiXK m1anebo.
Ioza 90 mr Oysna edeKTUBHIIIA, HiXK mo3a 60 MT BiOmoBigHO OO0 MeTOoAy 3arajabHOl
ouinkm 6oso nanieHTiB (0-100 MM BisyasibHa aHaslOTOBa IIIKaja), 3 CepegHim
nokpaitneHHsaMm -2,71 mm (95 % [1:

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

Y nanieHTiB 3 HallagaMu I'OCTPOTO IMTOOAarPUYHOT0 apTPUTY eTOPUKOKCUO v no3i 120 Mr
1 pa3 Ha moOy nmpoTsAroM 8 mHIB IOJIETIIyBaB 0iflb y cyrinobax cepeaHboro Ta TSAXKKOIO
CTYIIEHS Ta 3alaJieHHS MOPiBHAHO 3 iHmoMeTaluuHoM y [03i 50 Mr 3 pa3u Ha mo0y.
3MeHIIIeHHS BUPaXKeHOCTi O0JII0 CIIOCTEPIraEThCS BXKe depe3 4 TOOUHU TiCNIg IoYaTKy
JIIKyBaHHS.

Y nanieHTiB i3 aHKiIO3YI0UMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pas Ha moly
3abe3meuye 3HaYHe MOKpallleHHs npu 000 v XpeOTi, 3amaseHHi, oOMexkeHHi pyxiB, a
TaKOXK MOKpaIye GyHKIIIOHaIbHY 3maTHICTh. KniHiuHI TepeBaru eTOpuKoKCcuoy



CIIOCTepiraaucs Ha APYTUM JeHb MicJsa moYaTKy Tepartii i 36epiranucs ympomoBxK 52-
TUXKHEBOI'O [1epioay JIiKyBaHHA. Y X0l OPYroro HOCIiAXKeHHs 3 OLIHKYU fo3u 60 Mr
MmopiBHSHO 3 003010 90 MT, eTopuKOKcuO y mo3i 60 mr 1 pas Ha moOy Ta 90 mr 1 pa3 Ha
no0y MPOOEMOHCTPYBaB CX0XKY e(PeKTUBHICTh MOPiBHSAHO 3 HanpokceHoM 1000 mr
IIOJEeHHO. Y TAalliEHTIB, III0 He IeMOHCTPYyBaJii afeKBaTHOl BIATIOBIAl i Jac
3aCcToCyBaHHSA 003U 60 MT IIOAEHHO MPOTATroM 6 TUXKHIB, MiABUILleHHS O03u 0o 90 Mr
IITOJeHHO IMOKpPAIIyBaIo OIIHKY iHTeHCUBHOCTI 6osto y criuHi (0-100 MM Bi3yanbHa
aHaJIorOBa IlIKajia) IIOPiBHAHO 3 IIPOAOBKEHHAM IIpuiioMy 60 Mr mI0eHHO, 3 CepeaHiM
nokpaineHHaMm -2,70 MM (95 % [1I: -4,88 MM, -0,52 Mm).

[Tig yac KiHIYHOTO JOCTiAXKEHHS HicsoIepaliiHoro 3y0HOTro 00JII0 eTOPUKOKCUD y
no3i 90 mr 3acTocoByBaBcs 1 pa3 Ha go0Oy A0 TPhOX OHIB. Y MiArpyIli maii€eHTiB 3
nmoMipHUM OOJIEM B ITOYATKOBOMY CTaHi eTOPUKOKCUO y m03i 90 M meMOHCTPYBaB
3Hebomoouni edekT, momidHuM 0o Takoro B ibynpodeny 600 mr (16,11 nmpoTtu 16,39;
P=0,722), i nepeBuilyBas epeKT nmapaueramony/kogeiny 600 mr/60 mr (11,00;
P<0,001) i mnanebdo (6,84; P<0,001), 110 BU3Ha4YaJIOCs 3a ITOKA3HUKOM IIOBHOT'O
nosneriieHHs: 6omto yepes3 6 roguH (TOPARG). KinbKicTh mallieHTiB, SKi MOBiIOMIISIIN
ITPO 3aCTOCYBaHHS MpelapaTiB eKCTPEHOro 3He0OO0JIeHHS ITPOTIroM 24 ToOguH, CKjaia
40,8 % y rpytmi 3acTocyBaHHs eTopukokcuOy 90 mr, 25,5 % y rpyIri 3acToCcyBaHHS
ioynmpodeny 600 Mr KoxkHi 6 roguH i 46,7 % y rpymni 3acToCyBaHHS
napaneTtamoiy/komeiny 600 mr/60 Mr KOXKHi 6 TOOUH MOPiBHSIHO 3 76,2 % Ialli€HTiB,
sIKi TpuiMarnu 1aiebo. Y 1boMy OOCHiIXKeHHi IToYaTOK aHaIre3uBHOI Oil (BimuyTHe
nosnermeHHs 605110) 90 M eTOPUKOKCHOY CIIOCTepiranocs BxKe Yepes3 28 XBUJIMH ITiCIA
IpUKUOMY IIpernapary.

Bbe3neka

MixXHapogHa JOCIigHHIIPKA IpPorpaMa TPHBAJIOT0 3aCTOCYBAaHHSI €eTOPUKOKCHOY i

puknodeHaky npu aptputi (MEDAL)

[Tporpama MEDAL Gyra IpoCIeKTUBHO PO3P00JIeHOI0 IPOrpaMoio BilHOCHO
pe3ynbTaTiB 1040 0e3meKu 3 00Ky CepLeBO-CyONHHOI CUCTEMU, OTPUMAaHUX 3a
00’emMHAHUMHU JAaHUMU TPHOX PAHIOMi30BaHUX, MOABIMHO CITIMKUX, KOHTPOJIbOBAHUX
aKTHUBHUM IIperapaToM MMOPiBHAHHSA mociaigxkeHb (gocrhimxkenus MEDAL, EDGE II i
EDGE).

Y mocnigmxenni MEDAL, 1o Oyno HallpaBJjieHe Ha BU3HAUYEHHS BIJIMBY Ha CEPIIEBO-
CyOuHHY cucTeMy, Opanu ydacTthb 17804 manienTu 3 octeoaptputom (OA) i 5700 — 3
peBMaToigHUM apTpuToM (PA), siKi 3acTocoByBanu eTOPUKOKCHUO y mo3i 60 mr (OA) uu
90 mr (OA i PA) a6o gukmnodeHak y gosi 150 Mr Ha moOy MPOTSATOM B CEPETHBOMY
20,3 micsusa (MmakcuManbHO — 42,3 Micsaisg, Memiana — 21,3 Mmicsans). Y nbomy
mociimkeHHi Oy 3adikcoBaHi TimbKM cepiio3Hi mobOiuHi peakilil i MpuUNIUHEHHS
MIpuoMYy ITpelapaTy BHACIiIOK BUHUKHEHHS OyOb-sIKUX ITOOIYHUX peakKIliid.



Y xogni pgocnigxens EDGE i EDGE II nopiBHIOBaIu UIJIyHKOBO-KUIIIKOBY II€PEHOCUMICTh
eTopuKoKcuOy i muknodenaky. ¥ nmocnimxkenni EDGE 6panu yuyacTts 7111 maIieHTis 3
OA, siKi oTpuMyBanu eTopukokcub y go3i 90 mr Ha moby (y 1,5 pa3a Buiie
pekoMeHoBaHol go3u s JtikyBaHHS OA), abo guknodeHak y go3i 150 mr Ha goby
IpoTATroM B cepegHboMy 9,1 micansa (MakcumyMm — 16,6 micsiisa, MeniaHa —

11,4 micsus). V gocnigxenni EDGE II 6panu yuyacTts 4086 marienTiB 3 PA, ski
OTPUMYBAJIU JIiIKyBaHHS €TOPUKOKCUOOM y no3i 90 Mr Ha moby abo mukimoheHaKoM y
no3i 150 Mr Ha moOy mpoTsaroM B cepepHboMy 19,2 micansa (MmakcumyMm — 33,1 Micang,
MefdiaHa — 24 micsmi).

Y o6’epuaniit nporpami MEDAL 6panu ydacts 34701 martieHnT 3 OA i PA, aki
OTpUMYyBaJIU JIiKyBaHHS YIIPOOOBXK Iepiony B cepegHbomy 17,9 Micsaisg (MaKCUMyM —
42,3 micsus, memiana — 16,3 micsis); mpubnussao 12800 mallieHTiB oTpuMyBaIn
JIiIKyBaHHSA MMOHaA 24 Micsili. Y mallieHTiB, 3apeecTpoBaHUX y 1K mporpami, 6ynu pisHi
MOYaTKOBI YNHHUKHU PU3UKY CTOCOBHO CEPILEBO-CYOUHHOL CUCTEMH i IIIYyHKOBO-
KuikoBoro Tpakty (IIKT). IlamieHTH 3 HEIlogaBHO IepeHeCeHUM iHpapKTOM
MiOKap[a, aOPpTOKOPOHAapPHUM IIYHTYBaHHAM ab0 4epe3mKipHOI0 KOPOHAPHOIO
AQHTIONJIaCTUKOI0 YIIPOAOBK 6 MiCSIIiB MO peecTpallil B HOCITigKeHHi OyIu BUKITIOYEHi 3
OOCIiAXKeHHs. Y JocHimXkeHHsIX 0yI0 J03BOJIEHO 3aCTOCYBaHHS TaCTPOIIPOTEKTOPHUX
npenapariB i alleTUICaIIIINIOBOl KUCJIOTH Y HU3bKUX H03aX.

3aeanvHa 6be3neka

He Oymno cyTTeBUX BigMiHHOCTEM Y 4aCTOTi TPOMOOTHYHUX CEPIIEBO-CYOUHHUX
yCKJIaJHEeHb IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i guknodeHaky. KapmiopeHanbHi
mo6iyHi peakiiii yacTille cnocTepiraaucs Npu 3aCTOCYBaHHI eTOPUKOKCUOY, HixK
ouknodeHaky; e epekt OyB m0303aeKHUM (OeTaTbHO IIPO Pe3yIbTaTU IUB.
Hux4e). [Tob6iuHi peaxkirii 3 60oky IIIKT i meviHky BUHUKAIU 3HAYHO YacCTillle Ipu
3acTOCyBaHHi guKiIodpeHaKy, Hik eTOpuKOKCuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peaxkiiiii B gocnaimxkeHnHsx EDGE i EDGE II, a Takox mo0iuHUX peakiliii, 110
PO3TJIsAOanucs IK cepio3Hi abo Taki, 110 MPU3BOOATH A0 BiAMiHU mpenaparTy B
nocnigxkeHHi MEDAL, Oysa BUIIIOIO ITPU 3aCTOCYyBaHHI eTOPUKOKCUOY, HixX
OuKJIo(peHaKy.

Eesneka 8i0HOCHO cepueso-cyOuHHOI cucmemu

YacToTa migTBEPAXKEHUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX CEPUO3HUX MTOOIYHUX
peakxirii (BKJIIo4Yaoyu peakiiil 3 00Ky ceplis, epeOpoBacKyIsApHi peakilil i peakxiiii 3
00Ky nepudepuyHUx CyouH) Oysa IIOPiBHAHHOI ¥ eTOPUKOKCHUOY i muKknodeHaky (maHi
mimcymoBaHo B Tabmuti 1). He 6yso cyTTeBux BigMiHHOCTEM B MOKa3HUKAX YaCTOTHU
TPOMOOTHYHUX YCKJIaJAHEHb ITPU 3aCTOCYBaHHi eTOPUKOKCUOY i muKiodeHaky B ycix
IIpoaHai30BaHUX HiArpynax, BKJIOYal4yu IMallieHTiB i3 KapaioBaCKyJIIPHUM PU3UKOM.
[Tpu okpeMoOMy PO3TIAAi BITHOCHUU PU3UK BUHUKHEHHS ITiATBEPAXKEHUX CEPUO3HUX



TPOMOOTHYHUX MMOOIYHUX peaklliii 3 60Ky ceplieBO-CYIUHHOI CUCTEMU TIPU
3aCTOCyBaHHi eTOpuKOKCUOY B 0o3i 60 Mr a6o 90 mr i guknodeHaky B mo3i 150 mr OyB

OOHAKOBHM.

Tab6mug 1

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

YcknagHeHHY

ETopukokcu6 NuknodeHak

(N=16819) (N=16483) I[TopiBHSIHHS 1
JIIKyBaHHA

25836 marienTo- 24766 mallieHTo-

POKiB POKiB

TTOKa3HUK | TTOKa3HUK | BigHocHUH pr

(95 % OI) (95 % 1OI) (95 % 1OI)

[TinTBepOKeHi cepiio3Hi TpoMOOTHYHI MOOiIUHI peakirii 3 60Ky ceplieBO-CyIUHHOI CUCTEMHU

3a IpOTOKOJIOM

1,24 (1,11; 1,38)

1,30 (1,17; 1,45)

0,95(0,81; 1,

3a HaMipoM JIiKyBaTUCA

1,25 (1,14; 1,36)

1,19 (1,08; 1,30)

1,05 (0,93; 1,

[TinTBepOXKeHi yCKIagHeHHS 3 O0KY cepliis

3a IpOTOKOJIOM

0,71 (0,61; 0,82)

0,78 (0,68; 0,90)

0,90 (0,74; 1,

3a HaMipOoM JIiKyBaTUCA

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

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

0,99 (0,84; 1,

[TinTBepOKeHi 11epeOdpoBacKyJIIPHI YCKIagHEHHSI

3a IpOTOKOJIOM

0,34 (0,28; 0,42)

0,32 (0,25; 0,40)

1,08 (0,80; 1,46)



3a mamipom mikyBatucs (0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)

[TigTBEepOXKeHi yCKIagHeHHS 3 60Ky nepudepudHux CyquH

3a IPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)

3a HamipoMm mikyBatucs (0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

TYCKJ‘IaJI[HeHB Ha 100 nauienTo-pokiB; [II - goBipuuu iHTEpPBaIl.
N - 3arasnbHa KibKiCTh IAILiEHTIB ¥ MOIYJIALil 3a IPOTOKOJIOM.

3a IPOTOKOJIOM: yCi yCKIagHEHHS Mifl Yac OOCHimKyBaHOI Teparril abo npotsaroMm 14 gHIB mic
MIPUNUHEHHS (3a BUHSATKOM IIAlli€HTIB, SKi IpUUHANIU <75 % OOCHigXKyBaHOTO IIpenaparty al
HEeJOCJIiIKyBaHi HeCTePOIiOHiI mpoTu3ananbHi mpemnapatd >10 % Bcboro mnepiony).

3a HaMipoM JIiKyBaTUCH: BCl MiATBEPAXKEHI YCKIaJHEHHS OO0 3aKiHUYeHHS OOCIiaXKeHHs (Y T.
Nalli€eHTiB, K1 MOTJIM 3a3HAaTU BTPY4YaHHS, HE IIOB'I3aHOr0 3 OOCJIIAXKEeHHAM, 3 II04aJIbIIIUM
MIPUIIMHEHHSIM OPUKUOMY OOCIiAXKYyBaHOTO IIpelnapary). 3arajbHa KiJIbKiCTh PaHAOMI30BaHUX
17412 y rpymi eTopukokcu6y i 17289 y rpymi nukinopeHaky.

[Toka3HUK CeplLeBO-CYAUHHOI CMEPTHOCTI, SIK i 3arajibHOl CMEPTHOCTi, OyB MOOIOHUM Yy
rpynax JIiKyBaHHS eTOPUKOKCHUOOM i muKiodpeHaKoM.

KapoiopeHanvHi ycKaa0HEeHH A

[Tpu6nu3no 50 % mauieHTiB, TPUUHATUX ¥ gociigxkeHHss MEDAL, manu apTtepianbHy
rinepTeH3ii0 B aHaMHe31l Ha ITI049aTKOBOMY eTarlli. Y 1IbOMY AOCIiAXKEHHI 4acToTa
NIPUNIMHEHHS JTiKyBaHHS YHACJIIHOK BUHUKHEHHS NOOIiYHUX peakilili, II0B’ I3aHuX i3
apTepianbpHOIO TinepTeH3i€lo, Oyjla CTaTUCTUYHO 3HAYHO BUIIOI0 y T'PYIIi 3aCTOCYBaHHA
eTOPUKOKCHuOy, HiXK y rpyIi aukinodeHaky. HacToTa Takol moOiUYHOl peakiiil, IK
3acCTiliHa ceplieBa HEJOCTATHICTh (IPUIIUHEHHS IIPUUOMY IIpenapary i Cepiro3Hi
peaxiiii), 6yna aHaJIOTiYHOIO SIK ITPY IPUMOMi eTOPUKOKCHOYy 60 MT, Tak i mpu npuiiomi
nuknodenaky 150 Mr, mpoTe YacTOTa BUHUKHEHHS IIUX peakiliii 6yaa BUILOIO IIPU
nmpuiioMi eTopukokcuby 90 Mr mopiBHSHO 3 nukKiIodpeHakoM 150 Mr (CTaTUCTUYHO
3HaAYyIlla Pi3HUIIA OPU IpuiioMi eTopukokcudy 90 Mr mopiBHSAHO 3 150 Mr
oukinopeHaky B rpymi OA MEDAL). HacToTa migTBepaKeHuX NoOiYHUX peakllii,



TOB’sI3aHUX i3 3aCTiHOIO CEPIIEBOI0 HENOCTATHICTIO (IBHUIla, 1110 OY/IU CEPHO3HUMU i
BHMMaraau rociitanisailii abo HeBigKIagHoI mormoMoru), 0yjia He3HAYHO BUILOIO MTPHU
MIPUIOMi eTOPUKOKCHOY MOPiBHSHO 3 ITpuiioMoM nukinodeHaky 150 mr, i et epekT
3a;exaB Bif mo3u. YacToTa MpUNUHEHHS TiKyBaHHS YHACIiOK BUHUKHEHHS MOO0IYHUX
peaxiliii, 1oB’si3aHuX 3 HaOpsiKamMu, OyJjia 3HAQUYHO BUILOIO ITPY IIPUNOMi eTOPUKOKCUOY
MMOPiBHAHO 3 IpuiiomMoM gukinodeHaky 150 Mmr, i ner edekT 3arezxkaB Bi Ho3u
(cTaTUCTUYHO 3HaAYyllla Pi3HUIIA ITPU NpHUioMi eTopukokcuoy 90 Mr, ane He
eTOPUKOKCcuoOy 60 mr).

KappiopenanbHi pe3ynbtat, oTpuMaHi B gociaigxeHHax EDGE 1 EDGE 11, Bignosiganu
OaHUM, PO SAKi HoBigoMisAnocsa B gociigxkeHnHi MEDAL.

B okpemux mocrimxeHHsax nporpaMu MEDAL a6conioTHa YaCcTOTa IPUNIUHEHHS
JIiKyBaHHS B OyIOb-sKiMl rpymi nikyBaHHsS eTopukokcu6om (60 mr a6o 90 mr)
cTtaHoBuna2,6 % mmpu apTepianbHiit rineprensii, mol,9 % npu Habpskax i mo 1,1 % npu
3aCTiMHIA ceplLieBi HEOOCTAaTHOCTI, IIPU LIbOMY BUIIla YaCTOTa BiIMIiHU mpelaparTy
cIiocTepiramnacs y pasi npuiiomy eTopukokcuoy 90 mr, Hixk 60 Mmr.

Pe3yabmamu wayHKOB0-KUWKOB0I nepeHocumocmi 8 npozpami MEDAL

3HAYHO MEHIINY ITOKA3HUK BiMiHU IIperapaTy BHACTIIOK BUHUKHEHHS OyOb-TKOTO
KJTiHiyHOTO YCcKnagHeHHA 3 00Ky IIIKT (Hanmpuknan gucnercii, abgominanbHOro 607110,
BHUPA3KH) CIIOCTEPIraBcs MpPU 3aCTOCYBaHHI eTOPUKOKCHUOY, HixK nuKIopeHaKy, B
KOXHOMY 3 TPhOX AOcCIigzKeHb nporpamu MEDAL. [Toka3HUKY BiIMiHM IIpernapaTy
BHACIiAOK KIiHiYHUX peakiliii 3 60Ky KT Ha 100 mailieHTO-pOKiB 3a BeCh Iepiof
OOCITimKeHHs Oysiu TakuMu: 3,23 Ojst eTOpUKOKcuOy i 4,96 g gpukinodeHaky B
nocnigxxenHni MEDAL; 9,12 nnsa etopukokcu6y i 12,28 gnsa nukmnodeHaky B
nocnigxxenHi EDGE; 3,71 gnsa etopukokcu6y i 4,81 nns gukinodeHaky B OOCHTimXKeHHI
EDGE II.

Pesyavmamu npozpamu MEDAL w000 6e3neku 0as IIIKT

3aramnbHi peakiiil 3 60Ky BepxHboro Bigminy [IIKT O6ynu Bu3HadeHi K nmepdopaiiii,
BHUpPa3KM i KpoBoTedi. [Tigrpyna 3aranbHuUX peakiiii 3 60Ky BepxHboro Bigminy KT,
sIKi BBaKaJIMCs yCKIaJHEeHUMH, BKJIIo4arsia repdopaliii, o6CcTpyKIiil i ycKnagHeHi
KPOBOTEeUi; MiArpyIa 3arajJbHUX peakii 3 60Ky Bepxuboro Bigminy IIIKT, ski
BBaXKaJlUCs HEeyCKJIaJHEeHUMHU, BKJII0Yajla HeyCKJIalHeHl KpOBOTeYi 1 HeyCKIagHeH]
BHPAa3KW. 3HAYHO MEHIIINM ITOKa3HUK YaCTOTU 3arajlbHUX peaklliil 3 00Ky BEPXHiX
BigminiB IIIKT crocTepiraBcs mpu 3aCTOCyBaHHI eTOPUKOKCUOY, HixK gukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €TOPUKOKCUOOM i AUKIIOpeHaKOM MI00 MOKa3HUKa
4aCTOTU YCKJIaJHEHUX peakliid. [ Digrpynu TaKuX peakilii, sK KpoBoTeda y
BepxuboMmy Biggini IIIKT (06’egHaHi ycknagHeHi i HeycKiagHeHi), He OyI0 CyTTEBO1
BiIMiHHOCTi MiXK eTOpuKOoKcuOOM i mukinopeHakoM. [TepeBara eTOpuKOKCUOY 100



BIIIMBY Ha BepxHi# Bigmin IIKT nmopiBHsHO 3 AukKiIodeHakKoM He Oyjla CTaTUCTUYHO
3HAQUYIIOK Yy NAallieHTiB, 10 OJHOYACHO 3aCTOCOBYIOTh aCIIipUH B HU3BKUX 038X
(mpu6nu3Ho 33 % mallieHTiB).

IToka3HuK dyacTtoTH Ha 100 maiieHTO-pOKiB IMiATBEPAXKEHUX YCKIaOHEHUX 1
HeyCKJIagHEeHUX KIIIHIYHUX peakiii 3 00Ky BepxHboro BigminyllIKT (mepdopariii,
BUpPa3KH 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 BiTHOCHUM PU3UK
crtarnoBusB 0,69 (95 % OI 0,57, 0,83).

Bu3HauyaBCANOKaA3HUK YaCTOTH ITiATBEPAKEHUX peaklliii 3 00Ky BEPXHLOTO Bigmimy
I[IKT y nailieHTiB JIITHLOTO BiKYy; HauWOinbIlle 3HUXKEHHS CIIOCTEpPiranocs y Nalli€HTiB
BikoMm =75 pokiB (1,35 [95 % [II 0,94, 1,87] peakiiiii Ha 100 mallieHTiB-pOKiB Ipu
mpuiioMi eTopuKokcuOy nmopiBHsHO 3 2,78 [95 % I 2,14, 3,56] npu nputiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPAXKEHUX KITIHIYHUX peaklliii 3 00Ky HUXKHBOTO Bimginy
IKT (mmepdopailis TOHKOro abo TOBCTOTO KUIIIEYHUKY, OOCTPYKIIisi abo KpoBOoTeua)
CTAaTUCTUYHO He BiIPi3HSIIUCS IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i UKIOpEHaKY.

Pesyavmamu npoegpamu MEDAL w000 6e3neKku 015 neyiHKu

ETopukokcu® OyB acoIlifioBaHUM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI YaCTOTOIO BimMiHU
ImperapaTy YHACIiMOK BUHUKHEHHS MOOIYHUX peakIliii 3 00Ky IeYiHKH, Hixk
nuknodeHak. Y o6’ennanit nmporpami MEDAL 0,3 % malrieHTiB, 1110 3aCTOCOBYBaJu
eTOPUKOKCUO, i 2,7 % mallieHTiB, III0 3aCTOCOBYBa/IXu OUKIOPeHaK, TPUIUHUIIN
3aCcTOCyBaHHS IIpernapaTy BHACIIOOK BUHUKHEHHS IMOOIYHUX peaklliii 3 00Ky NediHKH.
[Toka3uuk Ha 100 mairieHTO-pOKiB cTaHOBUB 0,22 IIpU 3aCTOCYBaHHi eTOPUKOKCUOY i
1,84 nipu 3acTocyBaHHi gukiodeHakKy (p-sHadeHHS O0yno < 0,001 mnst eTOPpUKOKCUOY
mopiBHsSHO 3 guKiodeHakom). [IpoTe B mporpami MEDAL 6inburicTs mobivHUX peakilii
3 60Ky nediHKHu Oy/Iu HeCEPUO3HUMHU.

IomaTKOBI maHi 3 0e3neKH IJIsi CeplieBO-CYOUHHOI CUCTEMH II0O0 TPOMOOTHYHUX

VCKIaJHEHb

Y xopni KiniHIYHUX OOCIiAXKEeHb, 3a BUHITKOM HOCIigXeHb nporpamMu MEDAL,
npubnu3no 3100 nalieHTiB OTpUMYyBaIu eTOPUKOKCUO y mo3ax = 60 mr Ha gol0y
ynopomoBxK 12 TuxKHiB i goBiuie. He Oyno 3HauyIoi BigMiHHOCTi TOKa3HUKIB
IMiATBEPOXKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYANHHUX YCKIaHEHD Y
Malli€eHTiB, SIKi IpUManu eTOPUKOKCUO y mo3i = 60 mr, rnamebo a6o inmri HIT3II (3a
BHHSITKOM HaIPOKCeHY). [IpoTe YacToTa TaKuxpeakiii Oyna BUIIOK Y IAIi€HTIB, SIKi
OTPUMYBAJIM €TOPUKOKCHO, MOPIBHSIHO 3 TUMH, XTO OTPUMYyBaB HAITPOKCEH Y O03i
500 mr 2 pa3u Ha mo6y. BimMiHHICTL @aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU



HII3II, mo iariéyioTts LIOT-1, i cenekTuBHUMU iHTi6iTOpamu LIOT'-2 Mmoxke OyTu
KJIiHIYHO 3HAYYIIOIO Yy MAlliEHTiB IPyNnu PU3NKY BUHUKHEHHS TPOMO0eMOOTivHUX
ycknagHeHb. CenekTuBHi iHribiTopu L[OI'-2 3HUXKYIOTh YTBOPEHHSI CUCTEMHOTO (i
TOMY, MOKJIMBO, €HIOTEJIiaJIbHOT0) MPOCTAIMKIIiHYy 6€3 BIIJIMBY Ha TPOMOOLIMTapHUMA
TpoMOoKcaH. KimiHiuHe 3Ha4YeHHS IIUX JaHUX HeBimoMe.

IHomaTkoBi maHi momo 6e3nexku mjsa IITKT

ITig vac gBox 12-TH2XHEBUX HOOBIMHO CIIININX €HOOCKOMIYHUX OOCIIiI>KeHb
KyMYJIITHBHA 4YaCTOTa BUHUKHEHHS raCcTPOAyodeHaIbHUX BUPa30K Oya 3HaYHO
HUKYOIO y MAlli€HTIB, IKi OTPUMYyBaJIU JIiKyBaHHS eTOPUKOKCcUOOM y 703i 120 mr 1 pa3s
Ha mo0y, HiXK y HalliEHTiB, SKi OTPUMYBaIU JIiKyBaHHSA HanpoKceHoM y mo3i 500 mr

2 pa3u Ha no0y abo ibynpodenom y no3i 800 mr 3 pa3u Ha mo0y. HacToTa BUHUKHEHHS
BUPa30K OyJia BUIIOIO IPU 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK 11aiebo.

HocrmimxeHHsT GYHKITII HUPOK VY MAIliEHTIB JIITHHOTO BiKYy

Y xomi paHgoMi30oBaHOTO, IIOABIMHO CIIIMOTO, I1ale00-KOHTPOJILOBAHOT O AOCITiIXKEeHHS
3 IapajenbHUMM I'PyIlaMU OILiHIOBABCS BONIUB 15-IeHHOTO JIIKyBaHHS €TOPUKOKCUOOM
(90 mr), nuenekokcuboMm (200 mr 2 pa3u Ha goOy), HanpokceHoM (500 Mr 2 pa3u Ha
noOy) i mmane6o Ha BUBEeHHS HATPilo 3 cedyelo, apTepialbHUM TUCK Ta iHII
MMOKa3HUKHU (QPYHKINI HUPOK y maIlieHTiB Big 60 mo 85 poKiB, 1110 JOTPUMYIOTHCS HIi€ETH i3
BMicToM coni 200 MEkB/mo0y. ETopukokcu0, 1eekoKcub i HalpoKceH MaJjiu IogiOHuM
BILJIUB Ha BUBELEHHSA HATPIO 3 ceyelo Ipu 2-TUXKHEBOMY JIIKyBaHHI. YCi akKTUBHI
IIpernapaTy MOPiBHSHHS ITOKAa3aJIu ITiABUINEHHS BiTHOCHO m1aiedo CUCTOIiYHOT O
apTepialbHOTO TUCKY; IIPOTE €TOPUKOKCHUO acoIllifoBaBCs 3i CTaTUCTUYHO 3HAYUYIIUM
ITigBUIIIEHHSM Ha 14-11 meHb NOPIiBHSIHO 3 IIeJIEKOKCHOOM i HallpOKCEeHOM (cepemHs
3MiHa CUCTOJIiYHOTO TUCKY MOPiBHSAHO 3 ITIOYAaTKOBUM pPiBHEM: €eTOPUKOKCUO 7,7 MM PT.
CT., IIeJIeKoKcub 2,4 MM PT. CT., HAaIIPOKCeH 3,6 MM PT. CT.).

®dapMaKOKiHeTHKa

Abcopbuis.

ETtopukokcub qoOpe BCMOKTYETHCS IIPU ITepopaibHOMY npuiiomi. AGCOIIOTHA
OiogocTymnHicTh cTaHOBUTHL pubMu3HO 100 %. ITicns npuiiomy 120 Mmr 1 pa3 Ha moOy
IO DOCATHEHHs PIBHOBAXXHOI'O CTaHy MaKCHUMaJlbHa KOHIIEeHTpallis y ja3Mi Kposi

(cepemHe reoMeTpuYHE 3HAUYEHHS Cm X=3,6 MKT/MJI) CIIOCTEPIra€Tbcss IpuOIN3HO

a
4yepe3 1 roguny (Tmax) [IiCig IpUMoMy gopociaumu Hatine. CepegHE reOMeTpUYHE

3HaueHHs AUC CTaHOBUTH 37,8 MKr Xroa/mi. Y Mexkax KJIiHIi9YHOTO J03yBaHHSA

0-24hr
dbapmMaKoKiHETHKa €eTOPUKOKCUOY € JIiHiNHOIO.



[Tpu npuiiomi npenapaty y go3i 120 Mr mig gac igu (i2ka 3 BUCOKKMM BMiCTOM XKHUPiB) He
CIIOCTEepirasoch BOJIMBY Ha CTYIIiHb abcopOi1iii eTopukokcuOy. IlIBuakicTe abcopOirii

3MiHIOBaJIacCh, 110 XapaKTepu3yBaJjioCh 3HUXKEHHAM Cm < Ha 36 % Ta 30inbiieHHSIM T

a

max H@ 2 roguHu. Taki gaHi He PO3TIALal0ThCS K KIIIHIYHO 3Hauyii. [lig gac

KJIiHIYHUX JOCIiAXKeHb eTOPUKOKCHUO 3aCTOCOBYBaIM He3aleKHO Bifl IpUMOMY 1XKi.
Po3nooia.

ETtopukokcu6 npubam3Ho Ha 92 % 3B’A3yeThbCcs 3 6ilkaMu I1J1a3MU KPOBi TIOOUHU 3
KoHI1leHTparismu Big 0,05 go 5 mxr/mi. O6’eM po3moginy Npu piBHOBazXKHOMY CTaHi
(Vdss) ctaroBuTh npubnu3Ho 120 11y TIOOUHU.

ETopukokcub nNpoHUKa€E Yyepes MJialleHTapHuM O0ap’ep y UIypiB Ta KPOJIiB, a TaKOXK
yeped remaTtoeHnedaniyHu 6ap’ep y mIypis.

Memab6oaiszm.

ETopukokcub akTUBHO MeTaboi3yeTbcsi, MeHIlle 1 % mo3u BUMINISETHCS i3 cedelo y

BUTJISAI He3MiHeHOTro npemnapaTty. OCHOBHUM HINIIX MeTabosi3aMy — 11e GopMyBaHHSI

MMOXimHOl 6'-TimIpoKCUMeTHITy IIISAXOM KaTaidallil ¢pepmeHTamMu nutoxpomy. CYP3A4
crpusie MeTab0J1i3aMy eTOPUKOKCHUOY in vivo. [locnigKeHHs in vitro BKa3yioTh Ha Te,

mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0oXK MOXKYTh KaTajli3yBaTU OCHOBHUU
IIIIX MeTabosi3my, ane ix KijlbKiCHI XapaKTepUCTUKY He BUBYAJIUCS in Vivo.

Y mropunu ineHTHdikoBaHo 5 metabomniTiB. OCHOBHUM MeTaboJIiTOM € 6'-
KapOOKCUJIOBO1 KMCIOTU IEPUBAT €TOPUKOKCHOY, 1110 YTBOPIOETHCS ITPU ITOAAIbIIIN
oKcHpallil moxigHoi 6'-rimpokcuMeTuny. Lli ocHOBHI MeTabosiTH ab0 He BUSIBIISIOTh
aKTUBHOCTI, abo € ciaboakTuBHUMHU iHTiOiTOpamu 11OI-2. 2KopgeH i3 iux MeTabOoIiTiB
He iHTibye 11OT-1.

BuseoeHHA.

[Ticrst pa30BOrO BHYTPIIITHBOBEHHOT'O BBEIEHHS 3I0POBUM JOOPOBOJIBIISIM 25 MT
eTOPuKOKCcuOy, MiueHoro paaioizoronomM, 70 % pamioakTUBHOTO mpenapaTy
BHUBOOUTHCH i3 ceyero i 20 % — 3 KaJjioM, TOJIOBHUM YHMHOM Y BUTJISIAI MeTabOIIiTiB.
MeHiue 2 % BUBOOUTHCS y BUTJISAA1 HE3MIHEHOTr 0 IIpemnapary.

BuBeneHHsI eTOpUKOKCUOY BifOYBa€ThCS MaMxKe MOBHICTIO IIITXOM MeTaboi3mMy 3
IMOaIbIIINM BUBEIEeHHSIM HUPKaMHi. PiBHOBaXKHi KOHIIEHTPAllil eTOPUKOKCUOY
OOCSTaloThCS Yyepe3 7 OHIB mpu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKa3HUKOM KyMYJIsllil IpuOIU3HO 2, 10 BiATIOBiga€ mepiofy HaniBBUBEOEHHS
npubnu3Ho 22 roauHu. KiipeHc mna3Mu KpOBi ITics BHYTPIIITHBOBEHHOT O BBEIE€HHS
25 Mr mpemapaTy CTaHOBUTH IpuOnIu3H0 50 MII/XB.



OKpemMi epynu nauieHmis.

[MamierTn DiTHROTO BiKy. PapMaKOKiHETHKA y MAIli€HTIiB JTIITHBOTO BiKY (BiKOM Bif

65 pokKiB) € momi6HO0 [0 ¢apMaKOKIiHETUKH Y MOJIOOIIINX TTAIli€HTIB.
CraTth. PapMaKoOKiHETUKA €TOPUKOKCUOY € MOOiOHOI0 ¥ YOJIOBiKiB Ta KiHOK.

[MopymieHHs QYHKIII NeYiHKK. Y Malli€HTiB 3 JIETKUM IIOPYIIeHHSIM (QYHKIIi] Te4YiHKN

(5—6 GariB 3a mkanoio Yainma — [1'10) mpu 3acTOCyBaHHI eTOPUKOKCUOY B [03i 60 Mr

1 pa3 Ha moby cepepnHiit moka3HUK AUC npubnu3Ho Ha 16 % OinbInuii, HixK y 300POBUX
moOPOBOJIBIIIB ITPU TAKOMY K TO3yBaHHI ITpemapary. Y IallieHTiB 3 TOMipHUM
nmopyiieHHsaM GyHKIII nedinku (7-9 O6aniB 3a mkanoio Yaunma — I1'10) ipu
3acToCyBaHHi eTOpUKOKCUOY y mo3i 60 Mr yepes goOy cepenHiii mokasHuuk AUC OyB
nonibHUM mo IMOKa3HUKa y 3TOPOBUX HOOPOBOJIBLIIB, IKi MpuiiMaiu npenapar y mo3i

60 mr 1 pa3 Ha goOy IIOOeHHO; 3aCTOCYBaHHS eTOPUKOKCHOY B mo3i 30 mr 1 pas Ha
noOy He BUBYAJIOCH V IIili rpyIi nmaitieHTiB. HeMae kniHiuHMX ab60 ¢hapMaKOKiHETUYHUX
JaHUX CTOCOBHO ITAIliEHTIB 3 TSIKKUM MOPYIIeHHAM QyHKIil medinku (=10 OaiB 3a
mkKasomo Yaunma — [1'10).

[MopymenHs GyHKII HUPOK. PapMaKOKiHETHKa pPa30Bol Jo3U eTOpUKOKcuby 120 Mr y

Malli€HTiB i3 MOMIpHUMHU Ta TAXKKHUMU IIOPYIIEHHAMHU (QPYHKIIl HUPOK, a TAKOXK Yy
Malli€eHTiB i3 3aXBOPIOBAaHHSIMHU HUPOK TEPMiHANIbHOI CTafil, AKUM IIPOBOOSTH
reMofiani3, He BiApi3HSAETHCSA 3HAYHUM YHMHOM Bifl papMaKOKIiHETUKHU ¥ 30OPOBUX
moOpoBomnbIliB. [Ipu reMopianisi mpenapaT Malizke He BUBOIUTHCS (KITipeHC miamidy —
npubau3Ho 50 Mi/xB).

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

Y xomi mocnigkeHb ¢papMaKOKiHETHKHU (n=16), 1110 TPOBOAMIIOCH 3@ y4acCTIO ITiAIiTKiB
(BikoM Bifg 12 mo 17 pokiB), dapMakoOKiHeTHKa y Halli€EHTIB 3 Macoio Tina 40-60 Kr,
SIKUM TIPU3Ha4alIu eTOPUKOKCcUO y mo3i 60 mr 1 pa3 Ha moOy, Ta y HalliEHTIB 3 Macoio
Tina Ginbirte 60 Kr, SKUM ITpu3Havanu npenapat y go3i 90 mr 1 pa3 Ha moOy, Oyna
nmonibHo [0 hapMaKOKiHETUKU Y JOPOCIINX, SIKi 3aCTOCOBYBail ETOPUKOKCUOD Y MO3i
90 mr 1 pa3 Ha mo0Oy. Be3neka Ta epeKTUBHICTh 3aCTOCYyBaHHS €TOPUKOKCUOY OiTAM HeE
BCTAQHOBJIEHI.

IToka3aHHA

e CUMITOMaTHYHA Tepallis IIPU OCTE0APTPUTi, peBMaTOImHOMY apTPHUTI,
aHKIiJI03yI04YOMY CIIOHOWJIITi, @ TAKOXK MpHu OOJII0 i 03HaKax 3amajieHHs,
OB’sI3aHUX i3 TOCTPUM HNOOArpUYHUM apPTPUTOM.

e HeTpuBase nikyBaHHS IIOMiIpHOTO ITIic/ssonepaliiHoro 60710, OB’ 13aHOT0 3i
CTOMATOJIOTIYHHMMMU OIepalisiMu.



e PimmeHHs npo npu3HavyeHHs celeKTUBHOTO iHribiTopy LIOI-2 TOBUHHO
I'PYHTYBATUCS Ha OLIHII BCiX IHAMBiAya/IbHUX PU3HUKIB y IIalli€HTa.

IIporunnoka3aHHs

JIiKapchKUM 3acib ApKOKciﬂ@ MIPOTHUIIOKA3aHUM:

e TIPU TiNePYyTIIMBOCTI OO0 Aito4yol abo Oyab-sIKOl JOMOMiXKHOI PEYOBUHHU IIpenapary;

e ITPU AKTUBHIiU MMENTUYHIN BUpa31li abo aKTUBHIN IIIJTIYHKOBO-KUIIIKOBi KPOBOTEYi;

e TIAITiEHTAM, Y SSIKUX BUHHWKAB OpPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJlbHi ITOJIiIH,
QHTiIOHEBPOTUYHUM HAOPSK, KPOIIUB ' sTHKA a0o0 iHII anepriuHi peakiril micus
3aCTOCyBaHHS alleTuJcainunoBol kucjaoTtu abo HIT3I1, Bkmtogatoun iHTribGiTOPH
LOOTI'-2 (1muKJI00OKCUrekcaHa3a-2);

e y Iepiof BariTHOCTI Ta rogyBaHHS I'PYOLIO0;

e TIPU TSXKKUX MOPYIIEHHIX GQYHKIII meuinky (anbOyMiH CUPOBATKU KPOBi <25 /1
a6o =10 6ariB 3a mKkanow Yaunga — [1'10);

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

e OiTSAM BiKOM OO0 16 pPOKiB;

e IIPM 3allaJIbHUX 3aXBOPIOBAHHSX KUIIIEUHUKY;

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

e TIALJIEHTAM 3 apTepiajIbHOIO IiIepPTEH31€10, Y IKUX IOKAa3HUKHU apTepiaJbHOTO
THUCKY IIOCTiHO Buili 3a 140/90 MM PT. CT. Ta HEOOCTAaTHHO KOHTPOJIIOIOTHCS;

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

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMoOIin

dapmakoduHamiuHi 83aemo0ii

ITepopaavHi aHmukoazyasiHmu. Y Nalli€HTiB, CTaH SSKUX CTabini3oBaHUU MMOCTIMHUM
3acTOoCyBaHHSM BapdapuHy, IIPUNOM eTOPUKOKCUOY B f03i 120 Mr Ha go0y
CYTIIPOBOOXKYETHCS 30ibIIeHHAM TPUOIM3HO Ha 13 % npoTpoMOiHOBOTO Yacy
MizKHapOOHOT0O HOpMaJlizoBaHOro BimHommeHHs (MHB). Tomy B naIfieHTiB, sgKi
3aCTOCOBYIOTh IepOpaIbHI aHTUKOATYJISHTHU, CJIi 4aCTO IepPeBipATU IOKa3HUKU
npoTrpoMbiHoBoro yacy MHB, oco6nuBo B meplili aHi mpuiioMy eTOPUKOKCuOy abo mmpu
3MiHi KOT0 JO3yBaHHS.

Iliypemuku, iHeibimopu aH2iomeH3uHnepemaeopeaabHo20 pepmeHmy (AIIP) i
aHmaezoHicmu peuenmopie aHziomeH3uHy II. HecTepoigHi mpoTu3armnasnabHi 3acobu
MOXKYTh mociabioBaTy e(peKT OiypeTuKiB Ta iHIINX aHTUTiTePTEeH3UBHUX IIPenaparisB.
Y mesKuX Malli€eHTiB 3 MOPYIIEeHHAM (QPYyHKIIl HUPOK (HanpUKIa[ y Malli€HTiB 3
merigpaTatiiero abo y IiTHIX mallieHTiB 3 ocabiieHo0 (QYHKIIEI0O HUPOK) OJHOYaCHE



3acTocyBaHHs iHTiOiTOPY AII® ab0 aHTaroHicTiB pelentopiB aurioren3uny II i
IIperaparis, 1110 iHTi0YI0Th HUKJIOOKCUTEeHA3y, MOXKe MPU3BOAUTH [0 MOOAJILIIOrO
noripieHHs QYHKIII HUPOK, BKJII0YAI04YU TOCTPY HUPKOBY HEAOCTATHICTD, 110
3a3BuYali Ma€e 000POTHUI XapakTep. Ciig maM’ssTaTy PO MOXKJIMBICTh TaKUX
B3a€EMO[IiM y MAlli€HTIiB, sIKi 3aCTOCOBYIOTh €ETOPUKOKCHO OOHOYACHO 3 iHTibiTOpaMu
ATI® abo 3 aHTaroHicTamMu pelenTopiB aHrioren3uny II. Tomy Taki komOiHarii ciin
IMpu3HayaTH 3 00epexkHiCTI0, 0COOIUBO MalliEHTaM JIiTHLOTO BiKy. CIi MpoBeCcTH
HaJleXXHYy TigpaTallilo Ta PO3TISHYTHA NUTAaHHSA IPO IIPOBEedEeHHSI MOHITOPUHTY (QYHKIIi1
HUPOK Ha I0YaTKy KOMOiHOBAHOTIO JIiKyBaHHS, a TaKOXK 3 IIEBHOIO IEPIiOOUYHICTIO i
Hapgasll.

Auemuscaniyusiosa Kucsaoma. Y XoOi OOCIIAXKEHHS 3a Y4YacTIO 300POBUX
mOOPOBOJIBIIIB B YMOBaX PiBHOBAXKHOI'O CTAHYy 3aCTOCYBAaHHSI €eTOPUKOKCUOY B MO3i

120 mr 1 pa3 Ha mo0Oy He BIIJIMBAJIO Ha aHTHArperaHTHY aKTUBHICTh
aneTtuncaninunoBoi kuciaoTu (81 mr 1 pa3 Ha goby). ETopukokcu® MoxXKHa IMpu3HadyaTu
OOHOYACHO 3 alleTUJICAJIIIIOBOIO KUCJIOTOIO B 03aX, III0 3aCTOCOBYIOTHCS OIS
mpo@diTakKTUKM CepleBO-CYIUHHUX 3aXBOPIOBaHb (3aCTOCYyBaHHS alleTUJICAIilluIOBO1
KHMCJIOTU B HU3BKUX [03ax). OgHaK OgHOYaCHe 3aCTOCYBaHHS HU3BKUX 03
alleTUJICAJIIINIIOBOI KMCJIOTU Ta €ETOPUKOKCUOY MOKe 30i/bIIyBaTU 4YacTOTY
BUHUKHEeHHS BUupa3Kkd LIKT Ta iHIIKWX yCKIIagHEHb IOPIBHAHO 3 MOHOTEpPAIII€0
eTOpuKokcuboM. He pekoMeHI0BaHO OfHOYACHE 3aCTOCYBaHHS €TOPUKOKCHUOY 3

alle TUJICAJIIIIMIOBOIO KMCJIOTO0, MO3K SIKOI BUIII 3a MPOQiTaKTUYHI, a TAKOXK 3 iHIIUMU
HEeCTEePOIgHUMMU ITPOTHU3AIIAIbHUMHU 3aco0aMu.

LlukaocnopuH ma makpoaimyc. Xoda B3a€EMOisi eTOPUKOKCUOY 3 ITUMU IIpelapaTaMu
He BHUBYaJlach, OMHOYACHE 3aCTOCYyBaHHS OyOb-IKOIO0 HECTEPOIAHOT O IIPOTH3allalbHOT0
3aco0y i3 IUKIOCIIOPHUHOM ab0 TAaKpPOJIiMyCOM MOKe ITOCHUITIOBAaTU HE(PPOTOKCUYHUM
BILJIUB OCTaHHIX. Cif KOHTPOJIIOBAaTU (PYHKIII0 HUPOK IPU OJHOYACHOMY 3aCTOCyBaHHI
€TOPUKOKCHOY 3 OyIOb-IKUM i3 IUX IIpenaparisB.

dapmaKkoKiHemu4Hi 83aemMo0il
Bnaues emopukokcuby Ha ¢papmakoKiHemukKy iHWwux npenapamis.

JIimiti. HecTepoigHi mpoTu3arasbHi 3acobu 1mociabiiooTh BUBEOEHHS JIiTiI0 HUPKaMU,
TUM CaMHUM ITiIBUIIYIOYX PiBEeHb JIiTii0 B IJIa3Mi KPOBi. AKIIIO He0OXigHO, TPOBOOSTh
peTebHUM KOHTPOJIb PiBHSA JIiTil0 Y KPOBi Ta KOPUTYIOTh O03Y JIiTiI0O IPOTSATOM
OOHOYACHOTO 3aCTOCYBaHHS LIMX IIpenaparTiB, a TAaKOXK IIPU NPUIIMHEHHI 3aCTOCYyBaHHA
HEeCTePOIOgHUX MpOoTHU3analbHUX 3ac00iB.

Memompekcam. Y xofi OBOX OOCIiAKeHb BUBUANNCI e(hEKTU eTOPUKOKCUOY ITpu
3acTocyBaHHi y mo3ax 60, 90 a6o 120 Mr 1 pa3 Ha moOy nmpoTsrom 7 OHIB MallieHTaMH,
sK1 ogepzKyBanu 1 pa3 Ha TUXKIOEeHb MeTOTpeKcaT y #o3i Big 7,5 go 20 Mr npu



peBMaToigHOMY apTpuTi. ETopukokcu6 y go3i 60 i 90 Mr He BIIJIMBaB Ha KOHIIEHTpPAIIil0
B IJIa3Mi KpoBi a00 HUPKOBUH KJIipeHC MEeTOTpPeKcaTy. B omHOMY mocimigKeHHi mpu
3aCcTOCyBaHHi eTOpUKOKCUOY B 003i 120 Mr He cmocTepiramaoch BIIJIMBY Ha
KOHIIEHTPAIlil0 B IJTa3Mi KPOBi Ta HUPKOBUM KJIipEHC METOTPEKCaTy, TOAI SIK B iHIIIOMY
OOCITiIKeHHi IIpKU 3aCTOCYBaHHiI eTOPUKOKCHUOY B m03i 120 Mr KOHIIeHTpallis
MeTOTpeKcaTy B IJIa3Mi KpPOBi migBuilyBasacsa Ha 28 %, a HUPKOBUM KIIipeHC
MeTOoTpeKcaTy 3HUKyBaBcs Ha 13 %. [Ipyu ogHOYacHOMY IIpHU3HaAUYeHHI eTOPUKOKCUOY
Ta MEeTOTPeKCcaTy CJIif IIPOBOAUTH BiAIOBIOHUU MOHITOPUHT CTOCOBHO IIOSIBU
TOKCUYHOTI'O BIIJIUBY METOTPEKCaTy.

ITepopanavHi koHMpauenmueu. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHI 3 MepopaJbHUMU KOHTpPaLeNTUBaMHU, 110 MIiCTATh 35 MKT
eTuHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, HPOTAToM 21 OHS IPU3BOAUB OO

nigBuileHHs noka3Huka AUC he Y PiBHOBaXKHOMY CTaHIi [OJid eTUHiJIeCTpanaiony Ha

0-24
37 %. ETopukokcub y mo3i 120 Mr nmpu 3aCTOCyBaHHi 3 BUIIIEBKa3aHUMU
ImepopajJbHUMHU KOHTPAlLleIITUBAaMM OOHOYAaCHO abo yepe3 12 roguH migBUIlyBaB y

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

MigABUIIEHHS KOHIIEHTpaIlil eTI/IHiHeC"I(")pZaL];:[};f)Hy cripm mam’saTaTy Ipu BUOOpPI
IIepopajbHOr0 KOHTPALeNTUBY 3 Pi3HUM BMICTOM €TUHIIECTPaniony, SKUU
3aCTOCOBYBAaTUMETHCS OOHOYACHO 3 eTOPUKOKCUOOM. [TigBUIIIeHHS €KCIIO3HUIlil
eTHHiNnecTpaaiony Moxe 30iIbITyBaTH YaCTOTY BUHUKHEHHS IT00IYHUX peakllii,
MIOB’I3aHUX i3 3aCTOCYBaHHSM IIepOpabHUX KOHTPAaLEeNTUBIB (HanpuKiIap

TpoM0O0eMOO0Iil BeH y KiHOK TPy PU3UKY).

I'opmono3amicHa mepanis (I'3T). Ilputiom 120 Mr eTOPUKOKCHUOY 3
rOPMOHO3aMiCHMMHU IIpeliapaTaMH, 110 BKJII04YalOTh KOH 10roBaHi ectporeHu (0,625 mr
«I[Tpemapuny ™ »), mpoTsrom 28 mHiB 30iNblllye cepenHii MOKa3HUK AUCO_2 ahr Y
PiBHOBaXKHOMY CTaHi HEKOH IOrOBaHOT0 eCTpPOHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-
ecTpapmiony (Ha 22 %). BrinuB mo3 eTOPUKOKCUOY, peKOMEeHAOBaHUX [JI1 TPUBAJIOTO
3actocyBaHHs (30, 60 i 90 mr), He BuB4aBcsA. [I0piBHAHO 3i 30i/IbIIIEHHAM J03yBaHHS 3
0,625 mo 1,25 Mr nipu MoHOTepamnii npenapatom «IIpeMapus™ », BIIJIUB €TOPUKOKCUOY
B Jo3ax 120 Mr Ha eKCIIO3HUIIil0 (AUCO_2 4hr) €CTPOTreHHUX KOMIIOHEHTIB IIpenapary
«IIpemapua™ » OyB MEHIIIUM, HiXK Ha 1oJI0BUHY. KiliHiuHe 3HaYEeHHS TaKOI'o
MigBHUILIEHHS HEBigoMe, a MPUMOM BUCOKUX 403 IIpemnaparty «[Ipemapusa™ » ogHOYACHO
3 eTOPUKOKCHUOOM He BuBYaBcs. Crig OpaTy OO yBaru Take 30ilbIIIeHHS KOHIIEHTpaIllil
€CTpOreHy IIpu BUOOPi TOPMOHAIBHOTO IIpelapaTy AJid 3aCTOCYyBaHHS Y IIePiof
ITOCTMEHOIIay3H ITPU OMHOYAaCHOMY 3aCTOCYBaHHiI 3 eTOPUKOKCUOOM, OCKiJIbKH
3pOCTaHHS €KCIIO3UIlil eCTPOreHy MiABUIIYE PU3UK BUHUKHEHHS MO0IYHUX peakiliit
IIpY 3aMiCHi¥ TOPMOHOTEpPAITil.

ITpedHi30H/NpeOHi3010H. Y OOCHIIKEeHHSIX B3aEMO/Iil eTOPUKOKCHUO He BUSIBJIISIB
KJIiHIYHO 3HAYyLIOT0 BIIJIMBY Ha (papMaKOKiHETUKY ITPEHI30HYy/IIPEeaHiI30I0HY.



HuzoxcuH. ITpu 3acTocyBaHHI eTOPUKOKCHOY B mo3i 120 Mr 1 pa3 Ha moOy IpOTSIToM
10 gHiB 3MOpOBUM TOOPOBOJIBIISIM HE CIIOCTEPiraBCs BIJIMB Ha ITIOKA3HUK AUCO_2 ahr Y
PiBHOBaXXKHOMY CTaHi Ta Ha BUBEEHHS OUTOKCUHY HUpPKaMu. CriocTepiranocs
30inIbIIeHHS ITOKA3HUKA Cmax ourokcuHy (mpubnu3Ho Ha 33 %). Take mMigBUILIEHHS, SIK
IIpaBUJIO, HE € CYTTEBUM Yy OinbmIocTi nmaiieHTiB. OOHAK CJIif CIIocTepiraTy 3a CTaHOM
MaIli€HTIB 3 BUCOKUM PU3UKOM TOKCHUYHOI Iil AUTOKCUHY ITPHU OOHOYACHOMY

NMpU3Ha4YeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, u,0 memaboai3yromucs
cyabhompaHcpepasamu

ETopukokcub € iHribiTOpoM aKTUBHOCTI JTIOACHKOI cynbdoTpaHchepa3u, 30KpeMa
SULT1E]1, a TakoX MOXKe IIiABUIIlyBaTHU KOHILIEHTPAII0 eTUHIJIeCTPagiosly B CUpPOBaTIIi
KpoBi. OCKiNnbKM Ha ChOTOMOHI JaHUX PO BIJIMB YHCIEHHUX CyIbdoTpaHcdepas
He[oCTaTHbO, a KJIiHiYHi edekTu 6araThbox MpernaparTiB A0Ci BUBYAIOTHCS, OOLIJIFHO 3
00€epeXHICTIO TpU3HaYaTU eTOPUKOKCHUO OOHOYACHO 3 iHIIMMU IIpenapaTaMy, 1110
MeTabo0i3yI0ThCS TOJTOBHUM YUHOM MIOOCHKUMHU CylnbdoTpaHcdepa3zaMu (HaopuKiIam
TepopaabHUM canbOyTaMOJl Ta MiHOKCUOMII).

Bnaue emopukokcuby Ha npenapamu, w,o memaboaizytomucs izopepmernmamu CYP

3a maHUMU OOCIHIAXKEHb in vitro, He O4iKyeThCS NpUTHiIYeHHSa nuToxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y xomi gociimXeHb 3a y4acCTIO 3[I0POBUX
noOPOBOIIBIIIB IIIOJeHHE 3aCTOCYBaHHS eTOPUKOKCUOYy B J03i 120 Mr He BI/IMBajo Ha
aKTHUBHICTB mme4iHKoBoro CYP3A4, 1110 BCTAHOBIEHO 3a EPUTPOMIIIMHOBUM OUXaIbHUM
TECTOM.

Bnaue iHwux npenapamis Ha ¢papmakokKiHemuky emopuKkokcuby

OcHOBHUY IIJIAX 00MiHY eTOPUKOKCUOY 3anexkuTh Big depmenTiB CYP. CYP3A4
cupusie MeTabosi3aMy eTOPUKOKCHUOY in vivo. [JocnigKeHH4 in vitro BKa3ylTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Tak0oXK MOXKYTh KaTajli3yBaTU OCHOBHUU
IIJIsIX 0OMiHY eTOPUKOKCHOY, aje iX KiTbKiCHi XapaKTepUCTHUKU He BUBYAJIUCH in Vivo.

Kemokona3os. KeTokoHa301 € ToTyKHUM iHridiTopom CYP3A4. [Ipu 3acTocyBaHHI
3mopoBUMHU H0OpPoBOIbIIsIMH ¥ fo3ax 400 Mr 1 pa3 Ha o0y IpPOTATOM

11 pgHiB KETOKOHaA30J1 He YMHUB KJIIHIYHO 3HAYYII[OT0 BIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCcHuOy B pa3oBit 1o3i 60 mr (36inbmiernss AUC Ha 43 %).

BopukoHa30s i MikoHa30a. OgHOYaCHE 3aCTOCYBaHHS I1€pPOPaIbHOI0 BOPUKOHA30J1y
ab0 MiKOHA30JTy y BUTJISAi OpaIbHOTO TeJIi0 OJIsi MiCLIEBOTO 3aCTOCYBaHHS (ITOTYXKHi
iaridiTopu CYP3A4) 3 eTOPUKOKCHUOOM BUKJIMKAIO HEBEIUKE MiABUINEHHS €KCIIO3HUIIil
€TOPUKOKCHOY, 1110, OOHAK, He BBaXKayoCs KJIiHIYHO 3HAUYIIIUM 3TigHO 3
oITy0JIiIKOBAHUMU OAaHUMHU.



PugpamniyuH. OgHOYaCcHe NTPpU3HAYEHHS €eTOPUKOKCUOY Ta pudaMIinuHy (IIOTyKHOTO
inmykTopa ¢pepmenTiB CYP) mpu3BoaniIo 00 3HUXKEHHS KOHIIEHTpPallil eTOPUKOKCUOYy B
y1a3Mi KpoBi Ha 65 %. Lle MoxKe CyIpOBOAXKYBaTUCh IIOBTOPHUM IIPOSIBOM CHUMIITOMIB
ITPY OOHOYAaCHOMY 3aCTOCYBaHHi 3 eTOpuKoOKcuOoM. Tofi K Taki maHi MOXKYTh
BKa3yBaTH Ha HeOOXimHICTh 30iNbIIIeHHS 03U, He PEKOMEHI0BaHO 3aCTOCOBYyBaTH
eTOPUKOKCHUO y I03aX, IO MepPeBUIYI0Th BKa3aHi [JIsd KOXKHOT'0 IT0OKa3aHHsI, OCKiTbKHU
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pUMaMITIIIUHY Ta eTOPUKOKCUOY B TaKUX
no3ax.

AHmauudu. AETaluOHI IpenapaTy He YMHATH KJIIHIYHO 3HAYYILOrO BIIJIUBY Ha
(apMakoKiHETUKY €TOPUKOKCHUOY.

Oco00/1UBOCTi 3aCTOCYBaHHSA

Bniue Ha wayHKOB8O-KUWKOB8Ul mMpakm

[ToBimoMiisiyiocst IPO YCKIagHEeHHS 3 O0KY BEPXHiX BifgmiliB IITyHKOBO-KUIIIKOBOTO
TpakTy (rmepdopaiiii, Bupa3ku abo KpoBOTeYi), iHOAI 3 TeTalbHUM HACIIiIKOM, Y
Malli€eHTiB, 110 OTPUMYyBaJi €ETOPUKOKCHUD.

3 006epexxHICTIO CJTig MpU3HaYaTH HEeCTEePOidHi MpoTHu3anaabHi 3aco0u maIfieHTaM 3
MMiIBUIIIEHUM PU3UKOM YCKIaJHEeHb 3 O0KY IITYHKOBO-KUIIIKOBOT'O TPAKTY; IalliEHTaM
JIITHBOTO BiKYy, MalliEeHTaM, 110 3aCTOCOBYIOTh OyIOb-AKUU iHIINHN HECTEPOITHUN
IMpoTu3ananbHUM 3acid abo alleTUICailuI0By KUCIOTy OOHOYaCHO, abo mallieHTam 3i
IIJTYHKOBO-KUIIIKOBUMM 3aXBOPIOBaHHSIMU B aHaMHe3l, a caMe BUpa3KaMHU Ta
IIJIYHKOBO-KUIIIKOBUMY KPOBOTE€4YaMU B aHaMHe3i.

IcHy€e momaTKOBUM PU3UK PO3BUTKY MOOIYHUX €peKTiB 3 00Ky IIITYHKOBO-KHUIITKOBOTO
TPaKTy (LILTyHKOBO-KUIIIKOBA BUpa3Ka abo iHIIi yCcKIagHeHHS 3 00Ky IIITyHKOBO-
KHMIIKOBOT'O TPAKTYy) IIPU OOHOYAaCHOMY 3aCTOCyBaHHi eTOpUKOKCUOYy Ta

alle TUJICAJIiIIMIIOBOI KUCJIOTH (HaBiTh Y HU3BKUX [03aX). Y X0l TpUBaIUX KIiHIYHUX
OOCIIiIKeHb He CIIOCTepirasocs BUpaxKeHol BigMiHHOCTI y 6e3Ieli Iog0 ILIyHKOBO-
KHMIIIKOBOT'O TPAKTY ITPU 3aCTOCyBaHHi ceneKTuBHOro iHri6itopy LIOT-2 +
aleTUIICAJIiIINIIOBa KUCIOTa Ta HECTEPOIOHUX ITPOTHU3alabHUX 3ac00iB +
aleTusicaIiluIoBa KUCJIOTa.

Bnaue Ha cepueso-cy0uHHY cucmemy

KmniniuHi mocnigkKeHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JTiKapChKUX 3ac0o0iB Kiacy
cenekKTUBHUX iHTi0iTOpiB LIOT'-2 MOKe OyTH ITOB’sI3aHO 3 PU3UKOM BUHUKHEHHS
TPOMOOTHYHUX YCKIaOHEeHb (0c00IMBO iH(papKTy MioKapaa Ta iHCY/IbTY) IIOPiBHSHO 3
maiedo Ta JessKUMU HeCTEePOIOHUMU NMPOoTHU3anaabHUMMU 3acobaMu. OCKiTbKY PU3UK
CepIeBO-CYOIUHHUX YCKJIaAHEHb 3P0OCTa€ Npu 30iIbIIeHHi 1031 Ta TPUBAJIOCTI



3aCTOCYBaHHS €eTOPUKOKCUOY, mperapar CIIifl Tpu3HadYaTHd Ha SKOMOTa KOPOTIINH
repion 4acy Ta B HaMHUXKYMX e(PeKTUBHUX N000BUX mo3ax. Ciim mepioguyHo
nepernsaaaTy moTpedy IMallieHTiB y CUMIITOMAaTUYHOMY ITOJIETIIeHHi 000 Ta peaxilito
Ha JIiKyBaHHS, 0COOJIMBO y MalIliEHTIB 3 OCTE0apPTPUTOM.

[TamienTaM 3 BUpakKeHUMU (paKTopaMU PU3UKY PO3BUTKY CEPIIEBO-CyOUHHUX
yCKIIagHeHb (HallpuKiIal apTepiaiabHa rinepTeH3sis, rinepninimeMis, mykpoBui giaber,
MajiHHS) IpU3HadYaTyU eTOPUKOKCUO CJIif JTUIlle MicJis peTEeNbHOI OLiHKY PU3UKY
PO3BUTKY YCKJIaJHEHHS.

CenekTuBHi iHri6iTopu LIOI'-2 He 3aMiHIOIOTh 3aCTOCYBaHHS alleTUIICATiIINIIOBO1
KHUCJIOTU IOJig IPOo(diTaKTUKU TPOMOOEMOOJIIUHUX CePIIeBO-CYOIUHHUX 3aXBOPIOBaHb,
OCKIiIbKM He YMHSATH aHTHarperaHTHOl fil. ToMy He cif BiTMiHSITH aHTUarperaHTHI
penapaTu.

Bnaus Ha HuUpkKu

HupkoBi npocTariaiguHyA MOXKYTh BiflirpaBaTU KOMIIEHCATOPHY POJIb B HiATPUMIIL
nepdy3il HUpoK. TomMy IIpu CTaHaX, 10 CYIPOBOAXKYIOTHCS MOTiPIIIEeHHSIM HUPKOBOI
nep@y3sil, 3aCTOCyBaHHS €TOPUKOKCUOY MOXKe ITPU3BOOUTHU [0 MMOCIabIeHHA
YTBOPEHHS IIPOCTArjaHAWHIB i, 1K HaCJIiIOK, HUPKOBOI'O KPOBOTOKY, TUM CaMUM
noripuryroyu GyHKII0 HUPOK. BHCOKMI PU3KUK PO3BUTKY TaKOl peakliil iCHye y
MaIli€HTIB 3 y2Ke HAasABHUM BUPaKE€HUM HOPYIIEeHHAM (QyHKIIl HUPOK,
HEKOMIIEHCOBAHOIO CEPIIeBOI0 HEAOCTATHICTIO a00 IIMPO30M. Y TaKHUX IAIli€HTiB CIIif
KOHTPOJIIOBATU (PYHKIIII0O HUPOK.

3ampumka piOuHu, HabpsKu ma apmepiaavHa 2inepmeH3is

4K i mpu 3acToCyBaHHi iHIIWX IIpemnaparis, 110 iHTi0yI0Th CUHTE3 IIPOCTarJIaHaNHIB,
3aTpPUMKa PiguHU, HAOPSKM Ta apTepiaabHa rilepTeH3iss criocTepiraaucs y Malli€HTiB,
SIKUM 3aCTOCOBYBaJIM eTOPUKOKCcuO. Bci HecTepoigHi mpoTu3amnanbHi 3acodu,
BKJIIOUAIOYX €TOPUKOKCUO, MOXKYThb ITPU3BOAUTH OO PO3BUTKY ab0 peruauBy 3aCTilHOI
ceplieBol HegocTaTHOCTI. IHdopmMalliro mpo peakilito 3a1exKHO0 Bif 403U OUB. B PO3Oimi
«®apMaKoJioriuyHi BmacTuBocTi. PapMakoaguHaMika». 3 00epekHICTIO ITperapaT
NIpHU3HAYalOTh HalliEHTaM i3 cepieBO0 HEAOCTATHICTIO, MOPYHIEHHAM (YHKIIil TiBOTO
IIJTyHOYKa ab0 apTepialbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0oXK MallieHTaM 3
HaOpsiKaM#, 1110 BUHUKIIM 3 OyOb-IKUX iHIUX NpUYuH. [Ipu KITiHIYHUX O03HaKax
IOTIpIIIEeHHs CTaHy TaKUX Malli€HTIiB CJIiJl BXKUTHU BIAIIOBIAHUX 3aX0MiB, BKIIOUAIO4YU
BiIMiHYy €TOPHUKOKCHUOY.

ETopukokcub, 0ocob6/IMBO y BUCOKHUX [03aX, MOXKe IPU3BOOUTH [0 YaCTIMIOl Ta TAXKYO01
apTepianbHOI TilepTeH3il MOPiBHSIHO 3 AeSIKUMU iHIIUMUA HECTEPOIOHUMU
MIpoTHU3analbHUMU 3aco0aMu Ta CeJIeKTUBHUMH iHribiTopamu LIOI-2. Tomy



apTepianbHy rillepTeH3ii0 CIIig KOHTPOJIIOBATH [0 MOYATKY JIIKYBAaHHS €TOPUKOKCHUOOM,
Ta 0COONIUBY yBary CJIif OPUOIIUTH KOHTPOJIIO 3a apTepialbHUM THUCKOM IIif Yac
JIIKYBaHHSI €TOPUKOKCUOOM. ApTepialbHUM THUCK CJIil KOHTPOJIIOBATU IPOTSITOM

2 TUKHIB ITiCJIg ITOYaTKYy JIIKyBaHHS, a MOTIM - Iepiogu4HO. AKII0 apTepialbHUN TUCK
CYTTEBO MiABUILYETHCS, CIIi PO3TISAHYTU MOXKJIUBICTh aJIbTEPHATUBHOIO JIIKyBaHHS.

Bnaue Ha neuiHKy

[TinBuIeHHs PiBHS alaHiHaMiHoTpaHcdepas3u (AJIT) Ta/abo
acnaprartaminorpaHcdepa3u (ACT) (mpubiusuo B 3 a6o Oinblne pa3iB IIOPiBHSIHO 3
BEPXHBOIO MEe3KeI0 HOPMH) CIlocTepiranocs npubnaus3Ho B 1 % nalrienTis, sgKi Opanu
y4acThb y KJIiHIYHUX OOCITiAXKEeHHIX Ta 3aCTOCOByBajil eTOPUKOKCUO y mo3ax 30, 60 Ta
90 Mr Ha moOy mpoTAarom nepiony mo 1 poky.

Crnipg criocTepiraty 3a CTAHOM BCiX HAIliEHTIB i3 CUMIOTOMaMM IIOPYIIEeHHS QyHKITi1
IIEeYiHKM, a TaKOXK Ialli€HTiB 3 TaTOJOTIYHUMHU MOKa3HUKaMu QyHKIIi nedinku. [Ipu
O3HaKax NOpYyIIeHH QYHKIIil TeYiHKU Ta IPU CTIMKHUX IIaTOJIOTIYHUX 3MiHax
IMOKa3HMUKIB QYHKIIiI nediHku (B 3 pa3u BUIlle 3a BEPXHIO MeXYy HOPMHU) €eTOPUKOKCHUO
CJIiO BIOMIHUTH.

3aeanvHi 8Ka3isku

AKII10 TpOTATOM JIiKyBaHHS Y IAlliEHTA CIIOCTEPIraeThCs MOTipIIeHHsT QYHKIIII Oy Ob-
sIKO1 i3 CCTEeM OpraHiB, 3a3Ha4YE€HUX BUIIlE, CJIiJ BXKUTH BiAIIOBIOHUX 3aXO[iB Ta
PO3TJISHYTHU ITUTAHHSA PO BimMiHy eTopukokcuby. Crin 3abe3meuynuTy BignoBigHe
MeOu4He CIIOCTEePEeKEHHS ITPU 3aCTOCYyBaHHI eTOPUKOKCUOY TalliEHTaM JIiTHBOTO BiKYy
Ta IallieHTaM 3 NOpPYIIeHHaM (YHKIIl HUPOK, ITeYiHKY abo cepiis.

3 00epexxHICTIO CJTIig MOYMHATH JIIKyBaHHS eTOPUKOKCHOOM IAIliEHTIB 3 erigpaTalli€io.
PekoMeHOOBaHO IIPOBECTHU perifgpaTallilo 40 II0YaTKy 3aCTOCYyBaHHS €TOPUKOKCUOY.

[Ipo pO3BUTOK CEPUO3HUX MIKIPHUX peakllif, Y OesIKUX BUagKax 3 JIeTaJIbHUM
HaCJIigKOM, Y TOMY YHKCJIi eKC(OoIiaTUBHOTO AepMaTUTy, cuagpomy CTiBeHCa —
I[I2KOHCOHa ¥ TOKCUYHOTO elliffepMaIbHOI0 HEKPOJIi3y, AyKEe PiAKO MOBIZOMIISIIOCS
IIPY 3aCTOCYBaHHI HECTEPOITHUX IIPOTU3aIalbHUX 3aC00iB i HeTKNX CETEeKTUBHUX
inribiTopiB LIOI'-2 mig yac MOCTMapKEeTUHTOBOTO CIIOCTEPEXKEHHS (OUB. PO3Min
«ITo6iuHi peakuii»). HalBUIIM# pU3UK PO3BUTKY TAaKUX peakxllil y Malli€eHTiB — Ha
IMoYaTKy Tepalrii, a mo4aToK iX IposBiB y OiNbIIOCTI BUIIAKiB — IIPOTSTOM II€PIIOT0
Micsis JTikyBaHHS. Ceplio3Hi peakllil rinnepyyTIUBOCTI (Taki SK aHadimakcis i
aHTiIOHEBPOTUYHUM HaAOPSK) CIIOCTEepPirajucs y Ialli€eHTiB, siKi 3aCTOCOBYIOTH
eTopukKoKcuO. [lesaki cenekTunHi iHridiTopu LIOI'-2 migBUIIyIOTh PU3UK BUHUKHEHHS
IIKipHUX PeakiIlil y MalliEeHTiB 3 aJepriyHOoI0 peaklli€eio g0 Oyab-IKOro IIpenapary B
aHaMHe3i. ETopukokcu6 ciif BiMMiHUTY ITPU MEPIIUX ITPOsIBaxX BUCHUIIIB Ha MIKipi,



VIIKOOXKEeHb CJIMN30BOI 000JI0OHKK ab0 iHIINX O3HaKaX Tinmep4yTIUuBOCTI.

[Tpu 3acTOCyBaHHiI eTOPUKOKCUOY MOXKYTh MaCKyBaTUCS IIPOSIBU rapsAyKy Ta iHIII
O3HaAKU 3alajIbHOI'O IIPOLEeCYy.

3 00epexkHiCTIO MTPU3HAYA0Th OJHOYAaCHO eTOPUKOKCHO Ta BapdapuH abdo iHImi
repopasibHi aHTUKOATYISIHTH.

3acToCcyBaHHSI €TOPUKOKCUOY, SIK i iHIIIUX ITpernapariB, 110 iHTi0y0Th
LIMKJIOOKCUTeHa3dy/ CUHTEe3 IIPOoCTarjaHauHIB, He pPEeKOMEHJOBaHO XKiHKaM, SKi
[JIaHYIOTh BariTHICTb.

® Tabnetkn, BKPUTI IJIIBKOBOIO 000JIOHKOIO, MiCTUTD

JlikapcbKui 3acidb ApKOKCis
J1aKTO3y. [lamieHT 3 pigKiICHOIO CIIaKOBOIO HEIIEPEHOCUMICTIO rajlakTo3H,
HEeJIOCTATHICTIO TaKTa3u abo CUHOPOMOM TI'TI0OK030-TaJIaKTO3HO1 ManbabcopOiiil He

ITOBMHHI 3aCTOCOBYBATH 1Ie¥ mpemnapar.

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

3maTHiCTHh BIUTMBAaTH HA NIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

[MamienTH, y IKUX Mil 4aCc 3aCTOCYBaHHS €eTOPUKOKCHUOYy BUHUKAE 3allaMOPOYEHHS,
BepTUTro abo COHJIMBICTh, HE TIOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTH 3
IHIIMMU MeXaHi3MaMu.

3acTocyBaHHs1 y niepion BariTHoOCTi ad00 rogyBaHHs IPyaaio

BaritHicTb

HeMmae KTiHIYHMX JaHUX ITPO 3aCTOCYBaHHS €TOPUKOKCHOY B mepiof BariTHOCTI.
HocnigXKeHHs Ha TBapuHaxX IPOOEeMOHCTPYBaJid PENPOAYKTUBHY TOKCUYHICTB.
[MoTeHIiMHUY PU3UK [JI BaTiTHUX HEeBigoMui. 3aCTOCYyBaHHS € TOPUKOKCHOY
MIPOTSITOM OCTAaHHBOTO TPUMECTPY BariTHOCTI, SIK i iHIIIUX ITpenaparis, 110 iHTiOyIOTH
CHUHTEe3 IIpoCTarjaHauHiB, MOXKe IIPU3BOOUTU OO0 BiCYTHOCTI CKOPOYEHb MAaTKM Ta
rmepeq4acHOro 3aKpUTTSI 00TaI0BOI ITPOTOKU. 3aCTOCYBaHHS €TOPUKOKCUOY
IIPOTUIIOKA3aHO B IIePiof BariTHOCTI. fAKINO XiHKa 3aBariTHUIA [Iif Yac JIiKyBaHHS,
€TOPUKOKCHUO HeOOXimTHO BiIMiHUTH.

Ilepion romyBaHHS I'PYOLOIO

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



I'pyAnio.

QOepTUNBHICTD

3acTocyBaHHS €eTOPUKOKCUOY, K i iHIIMX mpemnaparis, mio iurioyoTts LIOI-2, He
PEKOMEHI0BAHO XKIiHKaM, Kl IIJIaHYIOTh BariTHICTh.

Cnocid 3acTocyBaHHs Ta J03H

JlikapcbKuii 3aci6 ApKOKCiH®

3aCTOCOBYIOTH ITepopaabHO. [Ipenapat MoXkHa
NpurMaTHd He3aJlesKHO Bif BXKUBaHHSA 1XKi. [ToyaToK edeKTy npemnapaTy HacTae
IIBUIIIIE TIPU IPUMoOMi mepeq imoo. Lle moTpi6HO BpaxoByBaTH IIPU HEOOXimMHOCTI

IIIBUOKOIO MOCIabIeHHsI CUMIITOMIB.

OCKiNnbKY pU3UK BUHUKHEHHS MOPYIIIEHDb 3 O0KY CepIIeBO-CYOUHHOI CUCTEMU ITPU
3aCTOCYBaHHI eTOPUKOKCUOY 3POCTaE ITPU ITigABUINEHH] T03M i TPUBAIIOCTi €KCITO3MUIIil,
CJIif TPOBOOUTU HAUKOPOTIII KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAMEHIITUX
edbexkTuBHUX OOOBUX H03. Cilifg nepioguyYHO MepeoriHioBaTU NOTPely Yy MOoJIereHHi
CUMIITOMIB i BiiTIOBiIb HA JTiIKyBaHHS, OCOOJIUBO Y IAIli€HTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekomeHgoBaHa mo3a cTaHoBUTH 30 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEHTiB IIpU
HeIOoCTaTHbOMY MocJabieHHi cuMITTOMIB 30inbIitieHHsT mo3u mo 60 Mr 1 pa3 Ha moOy
MOXK€e MiABUIIUTHU €(PEKTUBHICTh. 3a BiACYTHOCTI NOJNNIIEeHHA e(QeKTY CIIif PO3TISIHYTH
IIUTaHHS IIPO 1HIII MOXKJIMBlI METOAU JIIKyBaHHII.

PesmamoioHutl apmpum

PexomeHnnoBaHa no3a ctaHOBUTH 60 Mr 1 pa3 Ha moOy. Y gesKuX Malli€HTiB IIpU
HeIOoCTaTHbOMY MociabieHHi cuMIIToMiB 30inbiieHHsT mo3u mo 90 Mmr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KitiHiyHOI cTabimizarrii
nalieHTa, JOLIBHO 3HU3UTHU 03y A0 60 Mr 1 pa3 Ha moOy. 3a BigCcyTHOCTI
NOJINIIeHH ePeKTy CIIif PO3TISHYTH NUTAaHHSA IPO iHII MOXKJIMBI METOOU TiKyBaHHS.

AHKin03yr04ull cnoHOuUAIm

PekomeHaoBaHa mo3a CTaHOBUTL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IallieHTiB IIpU
HeIoCTaTHbOMY MocJiabieHHi cuMIrToMiB 30inbiieHHsT mo3u mo 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KitiHiyHOI cTabimizarrii
nalieHTa, JOLIBHO 3HU3UTHU 03y A0 60 Mr 1 pa3 Ha moOy. 3a BigCyTHOCTI
NOJINIIeHH ePeKTy CIIif PO3TJISHYTH NUTAaHHSA PO iHII MOXKJIMBI METOOU JTiKyBaHHS.

I'ocmputi 6iav



Y pa3zi nosiBu rocTporo 605110 eTOPUKOKCHUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM
CUMIITOMaTU4YHUH MIEePiof.

I'ocmputi noGazpuyHuu apmpum

PekoMmeHpgoBaHa fo03a ctaHoBUThL 120 Mr 1 pa3 Ha moOy. ITim yac KimiHigHUX
OOCITiI?KeHb TOCTPOT0 IMOOAarpuYHOTr0 apTPUTY €TOPUKOKCUO 3aCTOCOBYBaJIM BIIPOIOBK
8 mHiB.

ITicasionepauitiHutll 6iab, Nno8’A3aHUll 3i CMOMAMO/102iYHUM ONepamueHUM
smpy4yaHHAM PekomeHnoBaHa fmo3a - 90 Mr Ha 1 pa3 Ha J0o0y IPOTATOM MaKCUMyM
3 mHiB. [I15 OessKUX IalliEHTiB MOxe O0yTH HeoOXimHMM HOoOaTKOBE ITicisionepalliiie
3HeOO0/II0BaHHSI.

Ilo3wu, 1110 TTEPEBUIYIOTh PEKOMEHIOBaHi /151 KOXKHOT'0O OKa3aHHs, He MalOTh
nomaTKoBoOl epeKTUBHOCTI ab0o He BUBUYAIUCA. ToMY:

e [T103a IIPU OCTEOAPTPHUTi He ITOBMHHA NepeBulllyBatu 60 Mr Ha go0y;

e [03a IIPW PEBMATOIHOMY apTPHUTi Ta aHKIJIO3yI0YOMY CIOHOUJIITI HE HOBUHHA
nepesuiryBatu 90 Mr Ha go0y;

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

e [103a ITPU I'OCTPOMY OOJIIO ITiC/IsT CTOMATOJIOTiYHOTO OIIePaTUBHOIO BTPYYaHHS He
IMoBUHHA nepeBuityBatu 90 Mr Ha go0Oy BIIPOOBK MaKCUMAJIbHOTO 3-0€HHOTO
nepiony.

ITauieHmu AiMHBLO20 BIKY

Hemae HeoOXigHOCTI B KOpPEKIIil O3yBaHHS OJIs IAIli€HTiB TiTHBOTO BiKy. K i y pasi
3aCTOCYBaHHS iHIIIUX IIpelaparTiB, Ipernapar Ciif Mpu3HadaTu 3 00epekHiICTIO
rnaieHTaM JIITHBOT'O BIKY.

ITopyweHHAa yHKUIT neviHKu

He3zanexxHo Bif ToOKa3aHHS MalliEHTaM 3 IOPYIIeHHIM (YHKIII TeYiHKY JIETKOTr0
ctyneHs (5—6 OasmiB 3a 1miKasnoi Yaiunga — [1'10) He crin nmepeBunlyBaTtu go3ly 60 mMr
1 pa3 Ha goOy. [TamieHTaM 3 mopyleHHAM (QYHKIIil TeYiHKU TOMIPHOTO CTyIeHs
TSI2KKOCTI (7-9 OastiB 3a mKkasnoroo Yainnoa - I1'10) He3ajlezKHO Bif ITOKa3aHHS He CIIif
nepesuityBatu n1o3y 30 mr 1 pa3 Ha mo0Oy.

Kninigyauit gocsig 3acTocyBaHHSA 00MexXKeHUM, 0COOIUBO IIIOAO0 IMalliEHTIB 3
MMOPYIIEHHSAM (GYHKIIl IeYiHKU ITOMipHOTO CTYyIIeHs, TOMY IpelapaT CIif Mpu3HadyaTu
3 o0epexHicTiO. BigCcyTHiM KIiHIYHUM OOCBi 3aCTOCYBaHHS IIperapaTy malliEHTaM 3
TS2KKUM HOpylIeHHAM QyHKIII medinku (=10 6aniB 3a mkasnoo Yaunga — [1'10); Tomy



penapaTt IPOTUIIOKa3aHUY TaKUM [allieHTaM.
[MTopymeHHs QYHKIII HUPOK

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

itk
ETopukokcub npoTUIloKa3aHUM OiTAM BikKoM A0 16 pPOKiB.
Ilepeno3yBaHHs

Y xomi KniHIYHUX HOCTigXKeHb 3aCTOCYBaHHS Pa30BoOi 403U eTOPUKOKCUOy mo 500 mr
abo O6araTopa3oBuii npuiioM o 150 Mr Ha moOy nmpoTsaroM 21 OHSA He CIIPUYMHSIU
iICTOTHUX TOKCUYHUX e(PeKTiB. [TIoBimoOMIIsIIoCs Ipo roCTpe Iepeno3yBaHHs
€TOPUKOKCHOOM, X04a B OiJIbIIOCTI BUIIAAKiB ITPOo MoOiYHI peakiiii He mMOBimOMIISIIOCS.
IMToGiuHi peakilil, 110 cCIOCTepiraauchk HalyacTiile, BignoBiganu mmpodinto 6e3mneku
eTOPUKOKCHOY (TakKi sIK peakxiiil 3 60Ky IIIIyHKOBO-KUIITIKOBOTO TPaKTy, 3 OOKY ceplils Ta
HUPOK).

Y pasi nepeno3yBaHHS OOLIIBPHO BXKUTU 3BUYaAUHUX MIATPUMYBaJIbHUX 3aX0iB,
HaIpUKJag BUOaIeHHs HeaObcopOOBaHOTO IIpenapary 3i HIJIYHKOBO-KUIITKOBOT'O TPAKTY,
BeOEeHHS KIiHIiYHOTO CIIOCTepeXKeHH, ¥ pPa3di HeoOXiHHOCTiI — MpoBegeHHs
HiATPUMYBAJIBHOTO JIIKYBaHHSI.

ETopukokcu6 He BUBOAUTHCS ITPU TeMofialli3i; HeBimoMo, 41 BUBOOUTHLCS IIperapaT
IIpU IPOBEOEeHHI IepUTOHEeaJIbHOI' 0 Oiali3y.

IToGiuni peakii

Bbe3neka 3acTocyBaHHS €TOPUKOKCHOY OIliHIOBaJIach y XOMi KIiHIYHUX AOCTiAXKEHb 3a
ydacTio 9295 mnallieHTiB, BK/IIo4ao4du 6757 mMalli€eHTIiB 3 OCTE0apTPUTOM, pEBMaTOIOHUM
apTPUTOM, XpPOHIYHUM 00JIeM y HUKHIM YaCTUHI CTUHU ab0 aHKiI03yI0YUM
crnouguiitoM (mpubnusno 600 mallieHTiB 3 oCcTeoapTPUTOM ab0 peBMaTOIMHUM
apTPUTOM OfiePzKyBaJiu JIiIKyBaHHS ITPOTSATroM 1 poky abo mOoBIIIE).

[Tig yac KniHIYHUX OOCHiAXKeHb Npodinb HebaxKaHUX sIBUI] OyB OQHAKOBUM Y TAIli€EHTIB
3 ocTeoapTpUTOM ab0 peBMaTOIOHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUD
npoTsiroM 1 poky abo moBiIIe.

Y xopni KyiHIYHOTO JOCIIAXKEeHHA 3a y4aCTIo [Alli€eHTiB i3 TOCTPUM IIOAarpuYHUM
apPTPUTOM €TOPUKOKCHUO Impu3Haydasnu B mo3i 120 mr 1 pa3 Ha goOy npoTsirom 8 OHiB.



[Tpodinb HeOGaxkaHUX SABUIIL Y IIbOMY AOCIiAXKEeHHi OyB y I[iJIOMy TaKUM CaMUM, K y
OOCIIIAKEeHHSX 3@ y4acCTIO MallieHTiB 3 0CTE0apPTPUTOM, PEBMAaTOITHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUKHIN YaCTUHI CIIMHU.

Y nporpawmi omiHku 6e3neKu OISt CEPIIEBO-CYAUHHOI CUCTEMH 3a HaHUMU TPhOX
KOHTPOJIbOBaAaHUX OOCIIOXKEHb 3 aKTUBHUM IIpernapaToM IMopiBHIHHS 17412 maiieHTiB 3
OCTe0apTPUTOM ab0 PeBMATOIIHUM apPTPUTOM OTPUMYBAIN eTOPUKOKCUO (Y mo3ax

60 Mr a6o 90 Mr) B cepeHbOMY BIIPOAOBK Npubnu3Ho 18 micaiis. [aHi npo 6e3meKy
Ta OilbIN geTasibHa iHopMallist IIpo 110 ITporpaMy NpeacTaBieHi B po3mini
«®apMaKoJIOTiYHi BIIaCTUBOCTI».

Y xopni KniHIYHUX OOCIiAXKEeHb 3a y4acCTIO Halli€eHTiB i3 TOCTPUM MiCIs0nepaliiHuM
00J1eM micyiss CTOMATOIOTiYHUX, a0OMiHAIbHO-TIHEKOJIOTIYHUX XipypPTridYHUX BTPy4YaHb,
BKJIIOYarouy 1222 mallieHTH, sIKi 3acCTOCOBYBaiu eTOPUKOKCHO (y mo3ax 90 mr abo

120 mr), npodine HebaxKaHUX SBUIL OyB y LIJIOMY TaKUM Ke, IK Y JOCIII)KeHHIX 3a
y4acCTIO MAlliEHTIB 3 0CTE0APTPUTOM, PEBMATOIHHUM apPTPUTOM Ta XPOHIYHUM O0JIEM Y
HUXKHIN YaCTUHI COIUHHA.

ITpo HUK4Ye3a3HaueHi MoOiYHI peakiil ITOBiMOMIISIIIOCH 3 OiIbIIIOI0 YAaCTOTOIO IIPHU
3aCTOCyBaHHI IIpemnapary, Hix maanebo, y Xoni KJIiHIYHUX OOCIiAXKeHb 3a y4acTIo
MallieHTIB 3 OCTE0APTPUTOM, PEBMATOIIHUM apPTPUTOM, XPOHIYHUM O0JIEM Y HUKHIN
YaCTHHI ClIMHY a00 aHKiI03yl0YUM CIIOHAUIIITOM, SKi 3aCTOCOBYBAIM €TOPUKOKCHUO Y
mo3i 30 mr, 60 mMr a6o 90 Mr npoTsirom 12 TUXHIB (HOCITigXKeHHS 3a IPOTrPaMoIo
MEDAL, KOPOTKOCTPOKOBI IOCIiAXKEeHHS HI00 I'OCTPOTro 00JII0 Ta IIOCTMapPKEeTUHT OBUH
IOCBin).

Tabnuisa 2

Kmnac cuctemu opraHis [ToGiuHi peakirii

aJIbBEOJIIPHUU OCTUT

IHdexk1il Ta iHBa3il
raCTPOEHTEPUT, iHpeKIlil BepXHiX AuXaabHUX HIJISIXiB,

iH(QeKIIil CEYOBUBIZHOTO TPaAKTY

[TopymeHHs 3 60Ky KPOBI i aHeMis (mepeBaXKHO B pe3yJIbTaTi IITyHKOBO-KUIIIKOBOIL
miM(paTUYHOl CUCTEMU KPOBOTeUi), IENKOMEeHisT, TPOMOOIIUTOIEHis




[Topy1ieHHS 3 00Ky iMyHHOI
CUCTEMHU

1“11'1ept1yTJII/IBiCTb1E B

aHTiOHEeBPOTUYHUM HAOPSAK, aHadimakTuuHi/aHadinaKTOII!
peakiiil, y TOMy 4HCIIi mox¥

Poznagu metabomni3my i
Xap4yBaHHS

HaOpsKY/ 3aTPUMKa PimuHU

3HUXKEHHS a00 ITOCHUJIeHHS alleTUTYy, 30i/IBbIIIeHHS MaCH Tijl

[IcuxiyHi IOpPYyLIEHHA

TPUBOXKHICTB, JeMpecis, IMOripiIeHHsT PO3YMOBOI disITbHOCT

ramouHHauiii

CILJIyTaHICTh CBiJIOMOCTii, HECIIOKIMHUHA cTant

[TopyueHHs: 3 60Ky HEPBOBOIL
CUCTEMHU

3aIllaMOPOYEeHHsI, TOJIOBHUM OiJtb

oucren3ist, 0e3COHHS, MapecTe3is/rinecTesist, COHIUBICTD

[Topy1ieHHs 3 60Ky OpraHis
30py

HEeUiTKICTh 30Py, KOH IOHKTUBIT

[TopyueHHs: 3 60Ky opraHis
CIIyXy i BeCTUOYIIIPHOTO
amapary

IIIYM ¥ ByXaX, 3allaMOPOYEeHHS

[Topy1ieHHsT 3 00Ky cepIis

CcepleoduTTs, apHTMiﬂi

dibpunsauis nepencepas, TaxiKapniﬂ¢, 3aCTiliHa cepleBa

HeOoCTaTHiCTh, Hecnenudiuui 3miau Ha EKI', cTeHOKapmis

iHpapKT MiOKapna§



[TopywmeHHs 3 60Ky CYAUHHOI
CUCTEMU

rimepreHsisa

IIPUILJINBU KPOBi, HOPYILIEHHS MO3KOBOI'O KpOBoo6iry§,
TPAH3UTOPHA illleMiyHa aTaka, rinepTOHIYHUU KpI/I3i,
BaCKy‘J'IiTZI:

[Topy1ieHHs 3 00Ky OpraHiB
OVXaJlbHOI CUCTEMH, TPYOHOIL
KJIITKU 1 CepenoCTiHHA

6pOHXOCHaSM¢

KallleJib, JUCIIHOE€, HOCOBa KPOBOTE€Ya

[TopymeHHS 3 O0KY IIIJIYHKOBO-
KHUIIIKOBOTO TPAKTy

0inb y XKUBOTI

3arop, MeTeopu3M, TaCTPUT, I1edisi/ KUCIOTHUM pedIiioKc,
Oiapesi, OUCIIENCisa/ogucKoM@OopT B OIISAHII emmiracTpis, Hy I
OsroBaHHs, e30(ariT, BUpa3Ku B POTOBil IMOPOXKHUHI

30yTTs XKMUBOTa, 3MiHa XapaKTepy IIePUCTaIbTUKHU
KHUILIEYHUKY, CYXiCTh Y POTi, raCTPOAYyOOeHalbHi BUPa3KH,
MMEeNTUYHI BUPa3KW, Y TOMY YKCJI nepdopallis i KpoBoTeda
[IIKT, cuEOpOM HOApPa3HEHOr o KUILEeYHUKY, HaHeraTHTle

[Topy1ieHHS 3 OOKY
remaTto0OisiapHoi cucTeMu

ninBuinenus AJIT, ninBuinenus ACT

I"el'IaTI/IT:l:

IIe4YiHKOBa HeJ_'LOCTaTHiCTbi, }KOBT}IHI/IIJ;Hi

[Topy1ieHHs 3 00Ky HIKipH i
MiAIIKiPHO] KJTITKOBUHU

eKXiMO03

+

HaOpsK oO0nu44s, cBepOiXK, BUCUII, epuTeMa’, KPOIIUB' SHKe



curgpoM CriBeHca — [[?>KOHCOHa
¥ TokcHuHMit enigepManbHUN
HerOHiB:I:, CTiMKa

MeOIHuKaMEHTO3Ha epI/ITeMai

pioko

[Topy1ieHHs 3 OOKY OIOPHO-
PYXOBO1 CUCTEMHU i CIIOJTyYHOI
TKaHUHU

CIIa3Mu/CyooMU M’s3iB, CKeJIETHO-M I30BUM OiNlb/CKYTiCTh

[TopyuieHHsT 3 60Ky HUPOK i
CEeYOBUIIBHOI CUCTEMU

IIPOTEIHYPisi, HiABUILIEHHS PiBHS KpeaTHUHIHY B CUPOBATIIi
KPOBI,HUPKOBa He,uoCTaTHiCTb/,uI/IC(l)yHKI_[i;I1E (muB. po3min
“Oco0bMBOCTI 3aCTOCYyBaHHS ")

[TopyuieHHA 3araJbHOr0 CTaHy
Ta OPYIIEeHHs, 10B’A3aHi 31
c1oco00OM 3aCTOCYBaHHS

aCTeHisi/BTOMa, TPUNONOAiOHI cuMIITOMU

Oinb y rpyaHin KIiTIi

JlaGopaTopHi moCITimKeHHSI

MIIOBUIIIEHHS PIBHSA @30Ty CEYOBUHU KPOBI, MIABUIIIEHHS PiF
KpeaTuHdocoOKiHa3u, rinepKajieMis, IMigBUIIEHHS PiBHS
CEe40BOl KHUCJIOTU

3HUIKEHHSA PIBHSA HaTPilO B KPOBI

* KaTeropist 4acTOTH BU3HAYAETHCS OJII KOXKHOTO TEPMiHY ITOOIYHOTO SIBUIIA 3a

4acTOTOIO B 0a3i JaHUX KIIIHIYHUX OOCIiAXKeHb: Iyx)e yacTo (=1/10); gwacto (=1/100,
<1/10); Heuacto (=1/1000, <1/100); pigko (=1/10000, <1/1000); oy=xke pigko

(<1/10000).

¥ [o6iuna peakilis ineHTHU(iKOBaHa y X0l TOCTMapKETUHTOBOT'O CIIOCTEPEXKEHHS.

YacToTa BU3Havasacsa 3a MaKCUMaJIbHOI YaCTOTOI0 YV KIIIHIYHUX OOCIIIXKEeHHAX (OaHi

3i0paHi 3a 3aTBepPAXKEHUMHU ITOKa3aHHSIMU Ta JO3aMH).

T KaTteropist yactotu “pigko” Bu3Hadanacs BignmoBigHO go Guideline on summary of
product characteristics (SmPC) (2-u1 nepernsn, Bepeceds 2009) Ha migcTasi
po3paxoBaHOl BepxHbOI MexXki 95 % moBipuoro iHTepBany Ajsg 0 ABUII 3 ypaXyBaHHIM

KiZTbKOCTi yYaCHUKIB, AKi MpuiManu jTikapCbKui 3acid ApKoOKcis

®, B aHani3i gaHux III



das3u, 06’egHaHUX 3a M03010 i mokKa3aHHIM (n=15470).

B lNimepuyyTnuUBICTE BKJIIOYAE MOHATTS: ajleprisd, MeguKaMeHTO3Ha aJjieprid,
MegUKaMeHTO3Ha rinepuyTJIUBICTh, IIepyYyTInUBICTh, TilIepUYyTIUBICTh HEYTOYHEHA,
peaxiia rirnepyyTInuBOCTI 1 HEyTOYHEHa ajlepris.

e 3a pe3ynbTaTaMH aHaJli3y TPUBAJIUX, KOHTPOJIbOBAHUX 3a AOIIOMOTOI0 Ijtamnebo i
AKTHUBHOTIO ITpeIapaTy MOPiBHSIHHS KJIIHIYHUX OOCIiIXKeHb, CeJIeKTUBHI iHTibiTopHu
[IOI'-2 6ynu moB’si3aHi 3i 30iIbIIIeHHAM PU3UKY BUHUKHEHHST CEPUO3HUX
apTepianbHUX TPOMOOTHMYHUX MOMiM, BKIIOYa04Yu iHQapKT MioKapaa Ta iHCYJbT.
Ba3yrouuch Ha HasAsBHUX JaHUX, MaJIOMMOBIpHO, 1110 30ibIIeHHSA a0COIIOTHOTO
PHU3UKYy BUHUKHEHHS TaKUX SBUL HepeBUIIUTh 1 % Ha pik (HedyacTo).

[Tpu 3actocyBanHi HIT3I1 noBigomMsanocs Ipo TakKi cepiio3Hi MoOiYHiI peakiril:
He(pPOTOKCUUYHICTH, BKITIOUAIO4UM IHTEPCTHUILliaTbHUY HeQPUT i HeHPOTUUHUYN CUHOPOM,
TOMY He MOJKHa BHUKJIIOYATH 1X BUHUKHEHHS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY.

38imys8aHHsA npo nido3prosaHi nobiuHi peakuii

BaxxnuBo 3BiTyBaTH mpo migo3pioBaHi MOOiYHI peakilil Imicsisg peecTpaitiil TiKapChbKOTro
3aco0y. Lle mae 3Mory ¥ Hagali KOHTPOJIIOBATH CHiBBiIHOIIEHHS KOPUCTh/PU3UK IPU
3aCTOCyBaHHI JTikapchKoro 3aco0y. KBasnidikoBaHUX IpaliBHUKIB y rany3i 0XOpoHHU
3[I0POB’sI ITPOCSATH IMTOBIHOMIISITH TIPO BCi ITimo3proBaHi mobOiuHi peakiiil.

TepMiH NpHIATHOCTI

3 poku. He 3acToCOByBaTHU MicjisA 3aKiHYEHHS TEPMiHY IIPUOATHOCTI, 3a3HAYEHOT0 Ha
YIIaKOBIIi.

VYMmoBHu 30epiranHs

30epiraTtu B OpuUTriHanbHil yIaKoBIli Tpu TeMrepaTypi He Buile 30 °C B HEIOCTYITHOMY
OIS OiTen MicCIi.

VYnakoBka

[To 7 TabneTok y GinicTepi, mo 4 6sicTepu B KapTOHHiM KOPOOIIi.
KaTteropis Bignycky

3a penemnTomMm.

BupoOHUK



Mepk lapn i Joym B.B., Hinepnaugu / Merck Sharp & Dohme B.V., the Netherlands.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Baappgepger 39, 2031 BH Xaapnewm, Higepnaagu / Waarderweg 39, 2031 BN Haarlem,
the Netherlands.

[Ixepeso iHCTPYyKIIil

[HCTPYKIIiiO JTiKapChKOTro 3aco0y B3sTO 3 oQiliiiHOTO mkepesa — JlepKaBHOTO PEECTPY
JIiKapchKUX 3aco0iB YKpaiHu.



http://www.drlz.com.ua/
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