IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®OPCAHEK®

(FORSANEC ®

)

Cknao:

ditoua pevosuHa: etoricoxib;

1 TabneTKa, BKpHUTa ITIBKOBOIO 000JI0HKOI0, MiCTUTh eTOpuKOoKcuby 60 mMr abo 90 mr, a6o 120 wmr;

donomidcHi peyoguHU: Kanbllito TimpodocdaT Oe3BOOHUM, 11€JTI0JI03a MiKPOKPHUCTaJliYHa, HaTpPito
KPOCKapMeJi03a, KPeMHiI0 JioKcH[ KOJoimHu 6€3BOMHUM, MarHio cTeapar;

naigkoge nokpummsi: Opadry II 31G58920 Ginmuit (rimpOKCHUIIPOIiIMETHIILIEII0NI03a, TAKTO3H
MOHOTiapaT, TuTany miokcup (E 171), monmieTUneHITiKOM, TanbK).

JIikapcbka ¢opma. TabmeTKu, BKPUTI IIJTiIBKOBOIO 000JIOHKOIO.
OcHosHI (i3uko-xiMiuHi 81aCcMu8oCMi:

Ta0JeTKH, BKPUTI IIiBKOBOIO 0007I0HKOI0, 10 60 MT: OBa/bHI TabJIeTKH, BKPUTI IIJIiBKOBOIO 000JI0HKOIO
3 IBOOIIYKJIOIO ITOBEPXHEIo, Bif 6isoro mo mMaizxke 6i10ro KOJIbOPY, 3 PO3MOiTEY00 PUCKOIO 3 OOHOTO
00Ky Ta piBHOIO ITOBEPXHEIO 3 iHIIOTO GOKY;

TabeTKX, BKPUTI IIJIiBKOBOIO 000J10HKO10, 110 90 Mr Ta 120 Mr: Kpyrii TabneTKu, BKPUTI MIJTiIBKOBOIO
000JIOHKOIO 3 MBOOMIYKJIO0 ITOBEPXHEI0, Bif 6inoro mo Maiizke 6i10ro KoIbopy, 3 PiBHOIO ITOBEPXHEIO 3
000x OOKiB.

®apMakKkoTepaneBTUYHa Irpyna.
HecTepoingui mpoTu3amnanbHi Ta TPOTHPEBMATHYHI TpenapaT. Kokcubu.

Kom ATX MO1A HO5.

®apmako.102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil



ETopukokcu0 € nepopaabHUM CeIeKTUBHUM iHTiOiTOpoM nukmookcureHasu-2 (LIOI-2) y mexkax
KJIIHIYHOTO fiala30Hy A03.

Y nportieci KiHiYHUX (papMaKoNIoriYHuX OOCTigXKeHb eTOPUKOKCUO q0303aexkHo iHridysas LIOT-2 Ge3
inribyBaHHS 1uKIo0KcureHasu-1 (LIOT-1) mpu 3acTocyBaHHi y mo3ax go 150 mr Ha mo0y.
ETopukokcub He iHTiOye CHHTE3 IPOCTarIaHAWHIB IIVTYHKA Ta He BIIJIUBA€E Ha QYHKIN0 TPOMOOITUTIB.

llukookcureHasa BifilOBiga€e 3a YTBOPEHHS IIpoCTarjaaHguHiB. [neHTH(}iIKOBaHO [OBi i30dopMu -
LIOT-1 ta LIOT-2. IOT-2 € i30d0opmoro hepMeHTy, L0 IHOYKY€ETHCSA IMIIyJIbCOM IIPO3anajleHHs Ta
PO3TIISIIAETHCS SIK OCHOBHUM (haKTOP, IO BifIMIOBia€ 3a CUHTE3 MPOCTAHOIMHUX MeMiaTopiB 00Ito,
3amaneHHs Ta rapsdkd. [JOI'-2 TakoxXK 3afisiHa y mpoliecax OBYJIALil, iMIIJIaHTallil Ta 3aKPUTTS
apTepianbHOI IPOTOKHU, PETYNALil GYHKIIl HUPOK Ta LIeHTPaJbHOI HEPBOBOL CUCTEMH (IHAYKIiS
rapsuky, BiguyTTsl 60110, KOTHiTUBHA (QYHKIIS). TaKoK MOXKe OpaTH y4acThb Y IIPOLECi 3ar0eHHS
BUpa3oK. LIOI'-2 6yno ineHTH(iKOBAHO Y TKAHWHI HABKOJIO BUPA3KHU IIIYHKA y JIIOOUHH, ajie 3HaUYeHHS
[IJIs1 3aTOEHHS BUPA3KW He BCTAHOBIIEHO.

EdexTuBHiCTD

Y matieHTiB i3 0cTE0ApTPUTOM €TOPUKOKCHO y mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO IOKpAIlyBaB CTaH
npu 00JIAX Ta OLIHKY MallieHTa IION0 CTaHy 3axBopioBaHHs. Lli mo3uTHBHI edekTH criocTepiranucs
BXKe Ha OPYTruy OeHb JIiKyBaHHs i 30epiranucs MpoTsAroM Iepiony MiKyBaHHS 0o 52 TUXKHIB. Y mpotieci
IOCTiAKeHb i3 3aCTOCYBaHHAM eTOPUKOKCHOY B mo3i 30 Mr 1 pa3 Ha 00y eheKTUBHICTE IILOTO
IIpernaparTy IepeBulllyBaja miane6o mpoTsarom 12 TUXKHIB TiKyBaHHS (BUKOPHCTOBYBAJIUCS Ti OLIHKH,
o i B iHmwMX mocmimxkenHsx). [Tig yac mocmimkeHHs mig®opy mo3u eTOPUKOKCUO y mo3i 60 mr
IEeMOHCTPYBaB 3HAYHO OilbIll BUpaKeHe MOKpalleHHs, Hixk y mo3i 30 Mr, 1040 ycix 3 0CHOBHUX
KIHLIEBUX TOYOK ITiC/id 6 TUKHIB JIIKyBaHHSA. 3aCTOCYBaHHS 003U 30 MI IIpA OCTE0apPTPUTI KUCTI HE
BHBYAJIOCH.

Y narnieHTiB i3 peBMaTOIIHUM apTPUTOM eTOPUKOKCcuO y mo3i 60 mMr ta 90 Mr 1 pa3 Ha 00y 3HAYHO
TIOKpalllyBaB CTaH IIOI0 BUPaxKeHOCTi 00JII0, 3amayeHHs, a TaK0XK PYXJIMBOCTI. Y Ipotieci focmiiKeHb
3 oniHky 103 60 mMr Ta 90 Mr mo3uTHBHUM edeKT 30epiraBcs NPOTATOM 12-THKHEBOTO IIepiofy
JiKyBaHHS. Y MIPOIIeCi MOCIimXKeHHS 3 OLiHKK 103U 60 MT mopiBHSHO 3 003010 90 Mr o6umBa
mo3yBaHHS eTOpUKOKCHOY - 60 Mr 1 pa3 Ha moby Ta 90 mMr 1 pa3 Ha moby - Oysu Oinbin eheKTHBHI,
Hix mane6o. [Jo3a 90 mr 6yna edekTuBHiIa, HiXK Ho3a 60 Mr BigIoBigHO [0 MeTORy 3araabHOI
ouiHku Oojio namienTiB (0-100 MM BidyanbHa aHAJIOTOBa IIKaja), 3i cepefHiM MoKpaIieHHaM 2,71 MM
(95 % [II: -4,98 MM, -0,45 MM).

Y naruieHTiB i3 HanagaMu TOCTPOTO OJArPUYHOT0 apTPUTY eTOPUKOKCUO y mo3i 120 Mr 1 pa3 Ha moby
npoTsaroM 8 gHiB moseriiyBaB 0inb y cyrio0ax cepegHbOT0 1 TSIKKOTO CTYIIeHs Ta 3amajeHHs
IOPiBHSHO 3 iHmoMeTalmHOM Y 103i 50 Mr 3 pa3u Ha fo0y. 3MeHIIeHHS BUPaXKeHOCTi 00110
CIIOCTEPIraeThCs BXKe dyepe3 4 TOOMHU IIiCNIS I0YaTKYy JIiIKyBaHHS.

Y nari€eHTiB i3 aHKiT03yI0UUM CIIOHIUITITOM eTOpuKOoKcub y mo3i 90 mr 1 pa3 Ha moby 3abe3mneuye
3HayHe MOoKpalleHHs pu 0010 v XpebTi, 3ananeHHi, 00MexKeHHi pyxiB, a TaK0XK MOKpPAIIye
GbyHKIiOHANMBHY 30aTHICTE. KmiHiuHI mepeBaru eTOPpUKOKCUOY CIIOCTepiraaucs Ha OPYTHUM JeHb Micis
IIOYaTKY Teparil i 36epiranucst ynpomoBxk 52-TUKHEBOTO Iepiofy JTiKyBaHHS. Y MPOIeCci Apyroro
IOCTiAKEeHHS 3 OIiHKM 703U 60 Mr mopiBHSAHO 3 103010 90 Mr, eTopukokcub y mo3i 60 mMr 1 pa3 Ha
o6y ta 90 mr 1 pa3 Ha o0y IPOEeMOHCTPYBaB CX0XKY e(peKTHUBHICTh IIOPIBHIHO 3 HAIIPOKCEHOM
1000 Mr momeHHoO. Y MallieHTiB, SKi He MeMOHCTPYBaIX afeKBaTHOI BiIIIOBiMi IIig Yac 3aCTOCYBaHHS
no3u 60 Mr IOfEHHO IPOTATOM 6 TUXHIB, MigBULIeHHS A03U 00 90 MT II0AeHHO IOKPAIlyBaio OL[iHKY
inTencuBHOCTi 600 y ciiuHi (0-100 MM Bi3yasibHa aHaIOrOBa IIKasia) MOPIBHSIHO 3 MPOMOBXKEHHIM
npuiioMy 60 Mr IOgeHHO, 3i cepenHiM mokpaieHHaM -2,70 mm (95 % [I: -4,88 MM, -0,52 Mm).



[Tig yac KIiHIYHOTO OOCHiIXKEeHHS IicsonepaliiHoro 3yo0Horo 6010 eTopukokcub y mo3i 90 mr
3actocoByBanu 1 pa3 Ha moOy [0 TpbOX AHIB. Y miprpymi nauieHTiB i3 momipaum 6omeM y
II0YaTKOBOMY CTaHi eTOpUKOKCHO y mo3i 90 Mr meMoHCTPyBaB 3He00 I0BaIbHUN edekT, ToniObHu 10
takoro B ibynpodeny 600 mr (16,11 nmpotu 16,39; P = 0,722), Ta nepeBuinyBas ehekT
napaieramony/kopeiny 600 mr/60 mr (11,00; P < 0,001) i mnaue6o (6,84; P < 0,001), mo
BM3HAYAJI0CS 3a MOKA3HUKOM IIOBHOTO TojierieHHs 600 yepes3 6 rogud (TOPARG). KinbKicThb
MAIEHTIB, SIKi MMOBIMOMIISIN IIPO 3aCTOCYBAHHS MIpenapaTiB eKCTPEHOT0 3HEOO0IEHHS IIPOTITOM

24 romuH, cknana 40,8 % y rpyni 3acTocyBaHHS eTopukokcuOy 90 mr, 25,5 % y rpymi 3acTocyBaHHS
ibynpodeny 600 mMr koxHi 6 roguH i 46,7 % y rpyni 3acTocyBaHHS IapaleTamony/koneiny 600 mr/60
MT KOXKHi 6 TOJMH MTOPiBHSAHO 3 76,2 % mallienTiB, SKi mpuiiManu mianebo. Y 11p0My [OCHiIKeHH]
II0YaTOK aHAJbIe3UBHOI Ail (BiguyTHe moseruieHHs 601i0) 90 MI eTOPUKOKCHOY CIIOCTEepiranocs BxKe
yepe3 28 XBUIKH IIICIIS MPUUOMY IIpenapary.

Be3neka

MixHapooHa HOCHiIHUIIbKA ITPOrpaMa TPUBAJIOT0 3aCTOCYBAHHS eTOPUKOKCHOY i nuKkiobeHaKy Ipu
aptpuTti (MEDAL)

[Tporpama MEDAL 6ya mpoCeKTHBHO PO3p00IeHOI0 IIPOTrPaMoi0 BifTHOCHO Pe3ybTaTiB 00
Oe3neku 3 60Ky CepleBO-CyOAUHHOI CUCTEMU, OTPUMaHMX 3a 06’ eqHAaHUMU JaHUMU TPhOX
paHOOMi30BaHUX, MOABIMHO CIIINKX, KOHTPO/JIbOBAaHMWX aKTUBHUM IIperapaToM IIOPiBHAHHS AOCIiAXKeHb
(mocmimxennss MEDAL, EDGE II i EDGE).

Y mocnigxenni MEDAL, 1o 6yio HanpaBieHe Ha BU3HAYEHHS BIUIMBY Ha CEPIIEBO-CYAUHHY CUCTEMY,
Opanu yyacts 17804 nauienTtu 3 octeoapTpuToM i 5700 — i3 peBMaTOIgHUM apTPUTOM, SIKi
3aCTOCOBYBaIM eTOPUKOKCHUO y 03i 60 Mr (ocTeoapTput) uu 90 Mr (0CTEOAPTPHUT i peBMaTOIIHUM
aptput) abo guknodeHak y nosi 150 Mr Ha moOy npotsaroMm y cepenaboMy 20,3 micsans (MakCHManbHO
- 42,3 micang, meniana — 21,3 micsns). Y mipoMy pociigkeHHi 0yny 3adikcoBaHi TinbKu cepiio3Hi
no0iyHi peakuil i TpUIIMHEHHS IPUNOMY IIpenapaTy BHACiOOK BUHUKHEHHS Oyab-IKUX MOOIYHUX
peakiu.

Y nponeci gocnigxens EDGE i EDGE II nopiBHIOBa/IM IIJIYHKOBO-KUIIKOBY IIEPEHOCUMICTh
eTopukokcuOy i mukmodperaky. Y gocnigxkenui EDGE 6panu yuacts 7111 namieHTiB 3
0CTe0apTPUTOM, SKi 3aCTOCOBYBanu eTopuKoKcub y no3i 90 mr Ha moby (y 1,5 pasa Buiie
PEKOMEH0BaHOI 103U 7S JIiKyBaHHS 0CTE0apTPHUTY), abo aukmodeHak y mo3i 150 Mr Ha goly
IpOTATOM y cepegHboMy 9,1 micans (MakcumyM — 16,6 micsaus, Mmeniana — 11,4 micang). ¥
nocmipxenti EDGE II 6panu ygacts 4086 malfieHTiB i3 peBMaTOIIHUM apTPUTOM, SIKi 3aCTOCOBYBaIN
eTopukokcu0 y mo3i 90 mMr Ha moby abo guknopeHakoM y mo3i 150 Mr Ha o0y MpOTIToM y
cepeguboMy 19,2 micsans (MmakcumyM — 33,1 Micsius, MemiaHa — 24 micsii).

Y 06’egnanit nporpami MEDAL 6panu ydyacts 34701 namieHTiB 3 0CTE0aPTPUTOM i peBMaTOIgHUM
apTPUTOM, SIKi OTPUMYyBau JIIKyBaHHS YIIPOLOBXK Iepiony B cepenuboMy 17,9 Micaus (MakCuUMyM —
42,3 micsitst, Mmemiana — 16,3 micsis); npubmusno 12800 malfieHTiB oTpuMyBanu JiKyBaHHS IOHaH 24
Micsii. Y marieHTiB, 3apeecTpoBaHuX y 1Li# mporpami, 6ynu pi3Hi M0YaTKOBI YMHHUKY PUIUKY IION0
CepleBO-CYAMHHOI CUCTEMH i MUTYHKOBO-KUIIKOBOTO TpakTy (ILIKT). TamieHTH i3 HelomaBHO
IepeHeceHuM iH(papKTOM MioKapfa, aOPTOKOPOHAPHUM IITYHTYBaHHSIM a00 Yepe3IIKipHOI0
KOPOHAPHOI0 aHTiOMIaCTUKO0 YIIPOMOBXK 6 MicsIiB M0 peecTpallii B fOCTigKeHHi 6yu BUKITIOYEH] 3
IOCTimXKeHHs. Y mocimKeHHIX 0YII0 03BOJIEHO 3aCTOCYBAHHS racTPOIIPOTEKTOPHUX IIPelaparisB i
aleTUJICAIIIAIIOBO]l KUCIOTH Y HU3BKUX JO03aX.

3aeanvHa 6e3neka



He Oyso cyTTeBUX BiIMiHHOCTEH Y 4aCTOTi TPOMOOTUYHUX CEPIEBO-CYOUHHUX YCKIagHEHD IIpU
3aCTOCyBaHHI eTopukokcuOy i muknodenaky. KapagiopeHnanbHi nobiuni peakuii gacrire
CIIOCTepiranucs mpu 3acTOCyBaHHI eTOPUKOKCUOY, HixK AukiIodeHaky; 1ei edpekT OyB 10303aI€KHUM
(meTanpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peaknii 3 60Ky [IIKT i mevinku BUHUKAIKA 3HAYHO
yacTillle IpU 3aCTOCYBaHHI AUKIIOpEeHaKy, HiK eTOPpUKOKCHOYy. YacToTa BUHUKHEHHS MOOIYHUX
peaktiit y mociipxkenHsax EDGE i EDGE II, a TakoX nmo0igHUX peakiliii, 1[0 pO3TIsOanucs IK
cepiio3Hi abo Taxi, 110 NPU3BOAATH OO0 BiIMiHU npenapaTy B gocnigxkernHi MEDAL, Gyia BuIroo npu
3aCTOCYBaHHI €TOPUKOKCUOY, HiXK AUKI0DEHAKY.

Be3neka u,000 cepueso-cy0uHHOI cucmemu

YacToTa nigTBEpAKEHNX TPOMOOTUYHUX CEPLIEBO-CYAUHHUX CEePHO3HUX MOOIYHNX peakiin
(BK/TIOYarOuM peaxiiii 3 60Ky ceplis, epebpoBacKyIspHi peakiii i peakiiii 3 60Ky nepubepuyHux
CYIHH) TIOPiBHIOBAaIACh MiX eTOPUKOKCUOOM i mukiodeHakoM (maHi mimcymoBaHo B Tabmnuii 1). He
Oy70 CyTTEBUX BigMiHHOCTEM Y ITOKa3HUKAX YaCTOTU TPOMOOTHYHUX YCKIagHEHb IIPU 3aCTOCYBaHHI
eTOPUKOKCHUOY i IUKIopeHaKy B yCix MpoaHali30BaHUX IMiATpynax, BKIOYa0uy MallieHTiB i3
KapIioBaCKyJIIpPHUM pU3UKOM. [Ipu 0KpeMoMy po3riisfl BifHOCHUY PU3UK BUHUKHEHHS
iATBEPOKEHNX CEPUO3HUX TPOMOOTHYHUX NMOOIYHNX peaklii 3 00Ky CepleBO-CyOUHHOI CUCTEMU IIPU
3aCTOCYyBaHHI eTopuKoKcuOy B 103i 60 mMr a6o 90 mr i puknodenaky B 1o3i 150 Mr 6yB omHaKOBUM.

Tabnuis 1

[Toka3HUKY MiOTBePIKEHUX TPOMOOTHYHUX YCKIaIHEeHb 3 60Ky CepleBO-CyIUHHOI CUCTEMH
(06’eguana mporpama MEDAL)

ETOpuKOKCHO [uknoheHak [TOpiBHAHHS MiX

(N=16819) (N=16483) rpylaMu JTiKyBaHHS
YckagHeHHS 25836 mallieHTo-poKiB |24766 mali€eHTO-POKIB

[Toka3HUK' [Toka3HUK' BigHOCHUY pPU3UK

(95 % [I) (95 % [I) (95 % [IOI)

[TinTBeppKeHi cepiio3Hi TpoMOOTHYHI OGIYHI peakilii 3 00Ky ceplieBO-CyIHHHOI CUCTEMU

3a IIPOTOKOJIOM

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

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

0,95 (0,81; 1,11)

3a Hamipom
JTiIKyBaTUCS

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

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

1,05 (0,93; 1,19)

[linTBepAXKeHi yCKIafgHeHHS 3 60Ky cepls

3a MPOTOKOJIOM

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

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

0,90 (0,74; 1,10)

3a HaMipoM
JTiIKyBaTUCS

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

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

0,99 (0,84; 1,17)

[linTBepOKeHi 11epeOPOBACKYIIAPHI YCKIagHEHHS

3a MPOTOKOJIOM

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

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

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

3a HamipoM
JTIKyBaTUCS

0,33 (0,28; 0,39)

0,29 (0,24; 0,35)

1,12 (0,87; 1,44)

[TinTBepHaXKeHi yCKIafHeHHs 3 60Ky nepu(epuyHux CynuH

3a MPOTOKOJIOM

0,20 (0,15; 0,27)

0,22 (0,17; 0,29)

0,92 (0,63; 1,35)

3a Hamipom
JIIKyBaTUCS

0,24 (0,20; 0,30)

0,23 (0,18; 0,28)

1,08 (0,81; 1,44)




'Vcknagaens Ha 100 namieHTo-pokis; [ - moBipunii iHTEpBal.
N - 3arajbHa KiTbKiCTh HALIEHTIB y HOMYJIALIL 38 IPOTOKOIOM.

3a IPOTOKOJIOM: YCi YCKITa@HEeHHS IIi[l Yac JMOCiaXKyBaHoi Teparii abo mpoTtsarom 14 mHiB micis
ii mpuImMHEeHHS (32 BUHSATKOM ITAIli€HTIB, SKi MPUUHIATN < 75 % mOCHiIXKyBaHOTO IpemnapaTty abo
MpUMaIy HeJOoC/ioKyBaHi HeCcTepoinHi mpoTtulananbHi 3acobu (HI133) > 10 % Bchoro
mepiogy).

3a HaMipoM JIiKyBaTHUCS: BCi MiATBEPOXKEHI YCKIIaNHEHHS [0 3aKiHUYeHHS OOCTIIXEeHHST (Y T. 4.y
[Malli€eHTiB, Ki MOT/IM 3a3HATU BTPY4YaHHS, He II0B’I3aHOr0 3 JOCIIIXKEeHHIM, 13 ITOfaIbIIuM
[PUNMHEHHSIM IPUHOMY OOCHiIKYBaHOT0 IIpenapaTy). 3arajabHa KiflbKiCTh PaHAOMi30BaHUX
matienTiB: 17412 y rpymi eTopukokcu0Oy i 17289 y rpymi guknodeHaky.

[Toka3HUK CepIeBO-CyIMHHOI CMEPTHOCTI, SK i 3arajbHOI CMEPTHOCTI, OyB mogibHUM y Irpymax
JIIKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.

KapodiopeHanvHi yCcKAaOHEeHHA

[Tpubnusno 50 % marieHTiB, TpuiHATUX y gocnimxkenus MEDAL, manu apTepianbHy TinepTeH3iio B
aHaMHe3l Ha [1I04YaTKOBOMY eTalli. Y IbOMY HOCJIiIXKeHHI 4acTOTa IPUNIMHEHHS JIIKyBaHHS BHACIII0K
BUHUKHEHHS MO00IYHUX peaklliil, TOB’I3aHUX i3 apTepiasbHOIO TinepTeHsieo, 0yia CTaTUCTUYHO
3HAQYHO BHUIIOI0 ¥ I'PYIIi 3aCTOCYBaHHS €TOPUKOKCUOY, HiXK y TPYIIi 3aCTOCYBaHHSA OUKIODEHaKY.
YacTtoTa Takoi mo6iyHoi peakiril SiK 3acTiliHa ceplieBa HEIOCTATHICTD (MIPUIMHEHHS IPUNOMY
IIpernapary i cepiio3Hi peakiiii), Oysa aHaJIOTiYHOIO SIK ITPY MpUoMi eTOpuKoKcuOy 60 Mr, Tak i mpu
npuiiomi gukinoderaky 150 Mr, IpoTe YacTOTa BUHUKHEHHS I[UX peaklliit 0ysia BUIOIO TP IPUHOMi
eTopukokcuOy 90 Mr mopiBHSHO 3 guKnodeHakoM 150 MT (CTaTHCTUYHO 3HAUYIIa Pi3HUIA IIPH
npuiiomi eTropukokcuby 90 mr mopiBasAHO 3i 150 Mr guknodenaky B rpyni OA MEDAL). HacrtoTa
igTBEPOXKEHUX MOOIYHMX peakKIlil, OB’ I3aHMX i3 3aCTiHHOIO CEPIIeBOI0 HEIOCTATHICTIO (SIBHUIIA, ITI0
Oynu cepio3HUMU i BUMaramu rocuitanizaiii abo HeBigKIamHOI JornoMoru), 6yia He3HaYHO BUIIIO0
IIPU IPUHOMi eTOPUKOKCHOY TOPiBHSIHO 3 mpuiioMoM aukiodeHaky 150 mr, i 1eit edeKT 3aexkas Bif
no3u. YacToTa NPUNUHEHHS JTiIKyBaHHS YHACiIOK BUHUKHEHHS MOGIYHUX peakilili, 0B’ I3aHuX i3
HaOpsikamMu, Oyia 3HAaYHO BUIIOI0 NIPU NIPUMOMi €TOPUKOKCHOY MTOPIBHSAHO 3 MPHUHOMOM AUKI0(PEeHaKy
150 mr, i 11e#t epeKT 3anexkaB Bif 103U (CTaTUCTUYHO 3HAYYIA Pi3HULS IIPU IPUNAOMi €TOPUKOKCHOY
90 wmr, ane He eTopukokcubOy 60 mr).

KapmoiopenanbHi pe3ynbraTté, oTpuMaHti B gocnigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, mpo
SIKi TToBigoMIIsInocCs B mociimkenHi MEDAL.

B okpemux gocrmipxkenHsx nporpamu MEDAL a0comioTHa 4YacTOTa IIPUNMHEHHS JIIKyBaHHS B Oy/Ib-
SIKi¥l rpymi NikyBaHHS eTopukokcuOoM (60 Mr abo 90 Mr) cTaHOBUIIA [0 2,6 % IpU apTepianbHii
rineprensii, 1o 1,9 % npu Habpsikax i mo 1,1 % mpu 3acTiiiHii ceplieBiit HEHOCTATHOCTI, IPU LLOMY
BHIIa YaCTOTa BiIMiHM IIpelapaTy ClocTepiranacs y pasi npuiioMmy etopukokcuby 90 mr, Hixk 60 Mr.

Pe3yabmamu wayHK0B0-KUWKOB0I nepeHocumocmi 8 npo2pami MEDAL

3HAYHO MEHIIN MOKa3HUK BiMiHM IpenapaTy BHACILOK BUHUKHEHHS OyIb-sIKOT0 KJTiHIYHOTO
ycknapHeHHs 3 60Ky IIKT (manpuknap, gucnercii, abmomiHambHOT0 607110, BUPa3Ku) CIOCTEPiraBcs
IIPY 3aCTOCYyBaHHI eTOPUKOKCUOY, HiXK AUKITI0OPeHaKy, B KOKHOMY 3 TPbOX AOCTiAKEHb IIPOrpaMu
MEDAL. [Toka3HUKY BiiMiHU TIpenapaTy BHACIOK KJiHiyHUX peaki 3 6oky IIKT #a 100
MAIliEHTO-POKIB 3a BECh MEPiof JOCTimXKeHHs Oy TakuMu: 3,23 O eTOPUKOKCuOy i 4,96 s
mukiodeHaky B gocimimxkenHi MEDAL; 9,12 onst eTopukokcu0y i 12,28 gns muknodeHaky B
nocnimxenti EDGE; 3,71 nnsa etopukokcu6y i 4,81 mnsa nuknobeHaky B gociinxenHi EDGE II.

Pesyivemamu npoepamu MEDAL u,000 6e3neku 0aa IIIKT



3aranbHi peakiii 3 60Ky BepxHboro Bigginy IIKT Oynu Bu3HadeHi K nmepdopatiii, BUpa3KH i
KpoBoTeui. [Tinrpymna 3aranbHux peakiiii 3 60Ky BepxHboro Bigminy IIIKT, ski BBaxanucs
YCKJTafIHEHUMH, BK/II04asa nepdopaiiii, o0CTPYKIIii Ta yCKIagHeHi KpOBOTeYi; ImiArpyma 3araabHUX
peakxiiiit 3 60Ky BepxHboro Bifminy IIIKT, siKi BBaxKanucs HEYCKIafHEHUMH, BKII04asia HeyCKIlafHeHi
KPOBOTEYi i HeyCK/IagHEeHI BUPa3KU. 3HAYHO MEHIINH ITOKa3HUK YaCTOTH 3arajibHUX peakiliii 3 60Ky
BepxHix Bipminis IIKT crnocTepiraBcs mpu 3aCTOCyBaHHI eTOPUKOKCUOY, Hixk guknodeHaky. He Gyno
CYTTEBOL Pi3HULI MiK €TOPUKOKCUOOM i AUKI0(EeHaKOM II0A0 T0Ka3HMKA YaCTOTU YCKIaAHEHUX
peakiiii. [l1s1 migrpynu Takux peakiii Sk KpoBoTeda y BepxuboMy Bigmini KT (06’ enHani
yCKJIafiHeHi i HeyckiafiHeHi) He O6y/10 CyTTEBOI BITMiHHOCTI MiK eTOPUKOKCUOOM i fruKI0o(eHaKoM.
[TepeBara eTopukKoKcuOy 11070 BIUIMBY Ha BepxHii Bigmin [IIKT nopiBHSAHO 3 mUKI0opeHaKoM He Oyra
CTATUCTUYHO 3HAUYIIOI y NAI[i€HTIB, IKi O0HOYACHO 3aCTOCOBYBAJIM alleTUJICAIIIAIIOBY KUCJIOTY B
HU3BbKUX [03aX (mpubnu3uo 33 % mallieHTiB).

[Toxa3Huk yactotu Ha 100 maiieHTO-pOKiB MiATBePAKEHUX YCKIaJHEHUX 1| HeyCKIagHEeHUX KITiHIYHUX
peaxtiii 3 60Ky BepxHboro Bifminy IIKT (mepdopariii, Bupa3ku i kpoBoTedi) ctaHoBUB 0,67 (95 % [I
0,57; 0,77) npu npuitomi eTopukokcu6by i 0,97 (95 % I 0,85; 1,10) mpu npuitomi guknobeHaxy, mpu
IIbOMY BiffHOCHMY pu3uk cranosus 0,69 (95 % I 0,57; 0,83).

Bu3HavaBCs MOKa3HUK YaCTOTH MiATBEPIXKEHUX peakiliit 3 60Ky Bepxuboro Bigminy [IKT y mamieHTis
JTHBOTO BiKYy; Ha#binmbIlle 3HUKEHHS CIIOCTEpiraaocs y mamuieHTiB BikoM = 75 pokis (1,35 [95 % I
0,94; 1,87] peakuiit Ha 100 maIfieHTiB-pOKiB Ipu NpUitoMi eTOPUKOKCHOY mopiBHSAHO 3 2,78 [95 % [I
2,14; 3,56] npu npuiiomi fUKI0PeHaKy).

[ToKa3HMKM YaCTOTH IMiATBEPOKEHUX KITIHIYHUX peaklii 3 60Ky HuxHbOro Bimminy LIKT (mepdoparis
TOHKOT0 ab0 TOBCTOTO KUIIIeYHKKa, 00CTPYKIIis a0 KpoBOTeYa) CTATUCTUYHO HE BiIPi3HANUCS TIpH
3aCTOCYBaHHI eTOPUKOKCHOY i muKIodeHaKy.

Peszyavmamu npoezpamu MEDAL uw,000 6e3neku 015 neviHku

ETopukokcub 6yB acoliifioBaHu# i3 CTaTUCTAYHO 3HAYHO MEHIIIOI0 YaCTOTO0 BigMiHU ITpemnapary
YHaCJIiIOK BUHUKHEHHS MO0IYHNX peaklii 3 00Ky MediHKy, HixK AuKIodeHaK. Y 00’ eqHaHiil nporpami
MEDAL 0,3 % manieHTiB, IKi 3aCTOCOBYBaIu eTOPUKOKCHUD, i 2,7 % MaIlieHTiB, IKi 3aCTOCOBYBaIU
nuknodeHak, IPUIUHUIN 3aCTOCYBaHHS IIperapaTy BHACTiOK BUHUKHEHHS MOOIYHUX peakiliil 3
6oky meuinku. [Toka3uuk Ha 100 maiieHTO-poKiB cTaHOBUB 0,22 MPH 3aCTOCYBAHHI eTOPUKOKCHOY Ta
1,84 npu 3acTocyBanHi nukodeHaky (p-3HaueHHs 0yno < 0,001 gist eTopuKOKCUOY MOPIBHSHO 3
nukodenakoM). [Ipore B mporpami MEDAL GinbiricTs moGivHUX peakiliii 3 60Ky nediHKu 0yu
HEeCeprHOo3HUMU.

[logaTKOBi maHi 3 0e3MeKy 07 CeplieBO-CYIMHHOI CHCTEMH OO0 TPOMOOTUYHUX YCKIagHEHD

Y mporieci KiHIYHUX OOCTiIXKeHb, 3a BUHITKOM OOCIimXeHb nporpamu MEDAL, npubnu3Ho

3100 naiieHTiB 3aCTOCOBYBail eTOPUKOKCUO y Jo3ax = 60 Mr Ha fo0y ympomoBx 12 TUXKHIB i goBIIIe.
He 0ymo 3Hauy10i BiTMiHHOCTI TOKa3HMUKIB MiATBEPAXKEHUX CEPHO3HNX TPOMOOTUYHUX CEPLIEBO-
CYOVHHUX YCKIIa[IHEHb y TAlli€eHTiB, IKi mpuiiManu eTopukokcub y mo3i = 60 mr, nnaue6o abo iHmi
HIT33 (3a BUHSATKOM HaINpoKceHy). [IpoTe 4acToTa TaKuX peakiii Oysa BUIOK y Malli€HTiB, SKi
OTPUMYBAJI €TOPUKOKCUO, TOPIBHSAHO 3 TUMHU, XTO OTPUMYBaB HallpoKCceH y 703i 500 Mr 2 pa3u Ha
no0y. BimMiHHICTh @aHTUTPOMOOTHUYHOI aKTUBHOCTI MiX neskumu HII133, mo inribyiors LIOT-1, i
cenekTuBHUMUY iHTiOiTOpaMu LIOI-2 Moxke OyTH K/IiHIYHO 3HAYYINOIO V NAI[i€HTIiB IPYIIU PU3UKY
BUHUKHEHHS TpoMOoeMOomiuHuX ycKinagHeHb. CenekTusHi inribitopu LIOT-2 3HUXKYIOTh yTBOPEHHS
CUCTEMHOTO (i TOMy, MOXKJIMBO, EHIO0TENiaIbHOT0) IPOCTAUUKIIiHY 6e3 BIJIUBY Ha TPOMOOLUTApHUN
TpoMOOKcaH. KitiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMe.



[TogaTkoBi maHi momno 0e3nexku mug IITKT

ITig 9ac gBox 12-TUXXKHEBUX MIOABIMHO CIINUX €HAOCKOMIYHUX JOCTiAXXKEeHb KyMyJIITUBHA 4acToTa
BUHUKHEHHS TaCTPOOYyOodeHaIbHUX BHPa30K Oylla 3HaYHO HUXKYOIO Y MAIliEHTIB, SKi 3aCTOCOBYBaJH
etopukokcub y mo3i 120 mr 1 pa3s Ha go0y, HiX y nauieHTiB, SKi 3aCTOCOBYBa/i HAaIIPOKCEH Y 1031
500 Mr 2 pa3u Ha go0y abo ibympoden y nosi 800 Mr 3 pa3u Ha moOy. HacToTa BUHUKHEHHS BUPAa30K
Oyra BUIIOI0 TIPX 3aCTOCYBaHHI eTOPUKOKCHUOY, Hixk maie6o.

HocmimxeHHS QYHKIIiI HUPOK V MalliEHTIiB JiTHBOTO BiKY

Y mporieci paHmoMi30BaHOI0 MOMABIMHOTO CIIMOrO IJ1ane60-KOHTPOIBOBAHOTO JOCTIIXKEHHS 3
napajieIbHUMU TPYIIaMU OILiHIOBaBCS BIINIUB 15-0eHHOTrO JIiKyBaHHS eToOpukokcubom (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HarpokceHoM (500 mr 2 pa3u Ha go0y) i mnarebo Ha
BUBe[IeHHS HATpilo 3i ceuelo, apTepialbHUM TUCK Ta iHII MOKAa3HUKU (PYHKINI HUPOK Y MallieHTiB
BikoM Big 60 mo 85 pokiB, siKi goTpuMyBanucs mieTu i3 Bmictom comi 200 MEkB/mo6y. ETopukokcuo,
11e71eKOKCHO i HalTpoKCeH Masiy MofiOHUM BIIJIUB Ha BUBEJEHHS HATPIIO i3 ceuelo Mpu 2-TUKHEBOMY
NiKyBaHHi. Yci aKTUBHI IpemapaTy MOPiBHSHHS IMOKa3aJiy MiIBUIEHHS 00 M1ale00 CHCTOIIYHOTO
apTepianbHOTO TUCKY, IPOTE ETOPUKOKCUO acoIlifoBaBCs 3i CTATUCTUYHO 3HAYYIIUM IigBUIIEHHIM Ha
14-i meHb MOPIBHSHO 3 I[eJIEKOKCUOOM i HalpOKCeHOM (cepenHs 3MiHa CUCTOJIIYHOTO THUCKY
MIOPIBHSHO 3 TOYATKOBUM PiBHEM: €TOPUKOKCHUO 7,7 MM PT. CT., IleJieKokcub 2,4 MM pT. CT.,
HampokceH 3,6 MM pT. CT.).

dapmakoKiHemuxka.
Abcopbuis

ETopukokcub mob6pe BCMOKTYETLCS IIPU IlepopajibHOMY Impuiiomi. AGcomoTHa 6i000CTyIHICTD
ctaHoBuTh npubau3no 100 %. ITicns mpuiiomy 120 mMr 1 pa3 Ha mo0y A0 HOCSATHEHHS PiBHOBaXKHOTO
CTaHy MakKCUMaJlbHa KOHIIEHTpallis y Mjia3Mi KpoBi (CepegHe reoMeTpUUHe 3HAUEHHS

Cnax=3,6 MKT/MJT) criocTepiraerscst mpubnusuo yepes 1 roguny (T,,,) MiCas NpuioMy TOPOCIUMU
HaTile. CepenHe reomerpuyHe 3Ha4eHHs AUC, ,,, CTaHOBUTH 37,8 MKrXroa/Mil. Y Mexax KJTiHi9HOTO
[Oo3yBaHHS (hapMaKOKiHETHKA eTOPUKOKCUOY € MiHINHOIO.

[Tpu npuiiomi npenapaty B 7o3i 120 Mr mifg 9ac igu (iXka 3 BUCOKMM BMiCTOM KUPiB) He
CIIOCTEpIranoch BIUIUBY Ha CTYMiHb abcopOuii eTopukokcuOy. [IIBuaKicTh abcopOiii 3MiHIOBanIach, 10
XapaKTepu3yBasioch 3HUKeHHAM C,., Ha 36 % Ta 30inbpmenHsam T,,, Ha 2 roguHu. Taki maHi He
PO3TIsANalOThCS K KIiHiYHO 3Hauyi. [Tig yac KMiHIYHUX HOCTigXXKeHb eTOPUKOKCHUO 3aCTOCOBYBaU
He3aJle’kHO Biff BXKUBaHHS 1XKi.

Po3noodin

ETopukokcub npubnusHo Ha 92 % 3B’sA3yeThca 3 6iTKaMu MJ1a3MU KPOBi JIIOAWHY 3 KOHI[EHTPAIIE€I0
Bim 0,05 mo 5 mMxr/mn. O6’eM po3nopiny npu piBHOoBaxkHOMY cTaHi (Vdss) cTraHoBuTh mpubnusuo 120 1
y JIIONVHU.

ETopukokcub IpoHUKAE Yepes ITalleHTapHui 6ap’ep v MypiB Ta KPOJIiB, a TAKOXK dyepes
reMmaTtoeHnedanigaui 6ap’ep y mypis.

Memab6oaism

ETopukokcub akTUBHO MeTabo0mi3yeThcsa, MeHIle 1 % mo3u BUAINSETLCS i3 ceuero y BUTTISII
HE3MiHEeHOTO0 JiKapchKoro 3aco0y. OCHOBHUY IIISX MeTa0o1i3aMy — 11e popMyBaHHS MOXimHOI 6'-
TiIpOKCHUMETHIY IIJITXOM KaTasisdaii pepmenTamu mutoxpomy. CYP3A4 copuse metabomizmy



€TOPUKOKCHUOY in vivo. [locnimxkeHHs in vitro BKa3yoTh Ha Te, 1m0 CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXKYTb KaTali3yBaTH OCHOBHUM HIIAX MeTabomi3aMy, aje ix KimbkicHi
XapakKTEePUCTHUKYN He BUBYAJIKUCH in Vivo.

Y miopunu inenTHdikoBaHo 5 MeTabomiTiB. OCHOBHUM MeTabosiToM € 6'-KapOOKCUIIOBOI KUCIIOTH
IepuBaT eTOPUKOKCHOY, 110 YTBOPIOETHCS MIPU MOAAIBINIM OKCUAAIl moxigHoi 6'-rimpokcumeTtuny. 1li
0CHOBHi MeTabosiTu ab0 He BUSBISIOTh aKTUBHOCTI, a00 € cinaboakTuBHUMH iHTiGiTOpamu LIOI-2.
KopeH i3 1iux MetabosiTiB He iHriOye LJOT-1.

BusedeHHs

[Ticns ogHOPA30BOT0 BHYTPIIIHLOBEHHOT'O BBEIEHHS 3[MO0POBUM [T0OPOBOJBLSAM 25 MI' eTOPUKOKCHOY,
MiueHOro papioizotono™, 70 % pafioaKTUBHOIO IIpenapaTy BUBOOUTHCA i3 ceuelo i 20 % — 3 KaioM,
3mebinbinoro y BUrisAgi MetabosmiTiB. MeHiie 2 % BUBOIUTHCS Y BUTISALI HE3MIHEHOTO TiKapChKOT0
3aco0y.

BuBeneHHS eTOPUKOKCUOY BiOyBa€eThCS MaiiKe IIOBHICTIO MINITXOM MeTab0J1i3My 3 IOJabIIuM
BUBEIeHHAM HUPKaMU. PiBHOBaXKHi KOHIIEHTpallil ETOPUKOKCUOY HOCATal0ThCS Yyepe3 7 OHIB Ipu
3acTocyBaHHi y 103i 120 Mr 1 pa3 Ha go0y 3 MOKAa3HUKOM KyMYJISIIii mpubIu3Ho 2, 10 BigmoBigae
nepioy HamiBBUBeOEeHHS MpubIu3Ho 22 rogunu. KimipeHc mima3mMu KpoBi miciisg BHYTPIITHEOBEHHOTO
BBe[IeHHS 25 MTI IIperapaTy CTaHOBUTD MpuOnMu3Ho 50 MII/XB.

OKpemi epynu nauieHmis

[TalieHTH NTITHLOTO BIiKY.

dapMaKkoKiHeTHKa y MaIliEHTIB JIiTHLOTO BiKY (BiKOM Bif 65 pokiB) € momi6HOI0 10 papMaKOKiHETHUKY Y
MOJIOAILIUX ITalli€HTiB.

CraTts.

dapmakoKiHeTHKa eTOPUKOKCUOY € MOAiOHOI0 Y YOJIOBIKiB Ta XKiHOK.

[NopylieHHs QYHKINI TeYiHKY.

Y nmatieHTiB i3 TeTKUMU TTOPYIIeHHIMHU QyHKIII nedinku (5-6 6aniB 3a mkasnoio Yainga—-I1't0) npu
3aCToCyBaHHI eTOpHKOKCUOY B 7031 60 Mr 1 pa3 Ha go0y cepenHil MOKa3HUK IO ITif
(hapMaKOKiHETUYHOIO KPHUBOIO «KOHIIeHTpallisg-yac» (AUC) 6yB nmpubau3Ho Ha 16 % GinbuIuii, HiXK y
3MOPOBUX MOOPOBOJIBLIIB TPK TAKOMY XK [03yBaHHi JTiKapchKOro 3aco0y. Y mamieHTiB i3 moMipHuMu
nopylieHHIMHU GyHKII meuinku (7-9 6aniB 3a mkasnow Yainma-I1'10) mpu 3acTOCyBaHHI
eTopukokcuOy B mo3i 60 Mr uepe3 no0y cepenHiit mokasuuk AUC OyB momibHuit f0 MOKa3HUKA Y
3[0POBUX NOOPOBOIIBLIB, IKi MpuiiMany mpemnapar y fo3i 60 Mr 1 pa3 Ha f00y 1I0IeHHO;
3acTocyBaHHS eTopuKoKcuOy B 7o3i 30 Mr 1 pa3 Ha goOy He BUBYAJIOChH Y Lii IpyIi maiieHTiB. HeMae
KJTiHiYHUX a00 hapMaKOKiHETUYHUX JaHUX IIOMO0 MAIEHTIB i3 TAKKUMU MOPYIIEHHAMU QYHKIII
nevinku (= 10 6aniB 3a mkanow Yainga-I110).

[opyineHHs GQYHKIII HUPOK.

dapmakoKiHeTHKa OIHOPa30Bol1 703U eTOPUKOKCUOy 120 Mr y mali€HTiB i3 TOMIpHUMY Ta TIXKKAMU
NOpyIIeHHAMY (QYHKIIII HUPOK, a TAKOXK Y MallieHTiB i3 3aXBOPIOBAHHSIMU HUPOK TEPMiHa/IbHOL CTafil,
SIKMM TIPOBOASATEL T€MOZiai3, He Bipi3HSAE€ThCA 3HAYHO Bifl hapMaKOKiHETUKH ¥ 3TOPOBUX
no6poBonbliiB. [Ipy remopiamnisi nikapchKuii 3aci6 Malizke He BUBOOUTHLCS (KJTipeHC miamidy —
npubnau3Ho 50 M/XB).



iTH.
dapmakokiHeTHKa eTOPUKOKCUOY B IiTeil (BikoM J0 12 pOKiB) He BUBYAJIaCh.

Y nponeci gocnigxKeHs HpapMakOKiHeTUKHY (n=16), 1110 IPOBOAMIOCH 3@ YYACTIO MifJIiTKIB (BiKOM Bif
12 mo 17 pokiB), bapMaKoKiHeTHKa y MallieHTiB i3 Macoio Tina 40-60 Kr, IKUM IIpH3HaYaIu
eTopuKOKcuO y mo3i 60 mr 1 pa3 Ha no0y, Ta y MallieHTiB i3 Macolo Tina Ginbire 60 KT, SKUM
npu3Haydany mpemnapar y m1o3i 90 mr 1 pa3 Ha go0y, Oysa momi6HOMI [0 papMaKOKIHETUKHU Y JOPOCTIHX,
SIKi 3aCTOCOBYBau eTopuKokcub y nosi 90 mr 1 pas Ha go0y. be3neka Ta eeKTUBHICTD
3aCTOCYyBaHHSI €TOPUKOKCUOY HiTSM He BCTaHOBJIEHI.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

CuMrnTomMaTuy4Ha Tepalis Ipu 0CTe0apTPHUTi, PEBMaTOIHHOMY apTPHUTi, aHKINI03yI0YOMY CIIOHAWIITI, a
TaKOXK Ipu 60JII0 Ta O3HAKaXx 3arajieHHs, 0B’ I3aHUX i3 TOCTPUM IOOATrPUYHUM apTPUTOM.

HetpuBane nikyBaHHS IIOMipHOTO IiCsonepaliiuoro 6010, OB’ I3aHOT0 3i CTOMATOIOTiYHUMHU
omepalisimMu.

PimeHHs npo nmpu3HayeHHs celeKTUBHOrO iHribiTopa IIOI'-2 MOBMHHO I'PYHTYBATUCS Ha OIiHIIi BCiX
IHOUBiAyaIbHUX PU3UKIB Y Malli€HTa.

IIpomunoka3aHHs.

Jlikapcekuit 3aci6 ®opcanek” MPOTUIOKA3AHWNA:

* IIPU TilepuyyTIuBOCTI J0 Aifouoi abo o Oyab-sKO0i OIIOMIXKHOI PeYOBUHHU MIpeNapary;
- IIpY aKTUBHIN NeNTUYHIN Bupa3li a0 aKTUBHIN MUIYHKOBO-KUIIKOBiM KPOBOTEYi;

- TallieHTaM, y SKAX BUHMKaB OpOHXOCIa3M, TOCTPUM PUHIT, Ha3albHi IOJIiMK, aHTI0HEBPOTUYHUM
HaOPSIK, KPOIuB'sHKa abo iHIIi anepriuxi peaxiiil micis 3aCTOCYBaHHS alleTUJICATIIMIIOBOI KMUCIIOTH
abo HII33, Bkmovyatoun inribitopu LIOI-2;

-y Iepiof BariTHOCTI Ta TOAYyBaHHS I'PYAII0;

- IIpY TSIXKKUX NMOPYLIEHHIX QYyHKIII nedyinku (anp0yMiH cupoBaTKM KpoBi < 25 r/n1 abo = 10 GariB 3a
mkasnowo Yaunga-I1'1o0);

- SIKIII0 pO3paxOBaHUM HUPKOBUY KJlipeHC KpeaTUHiHY < 30 MJI/XB;
* [OiTAM BiKOM [0 16 pOKiB;

- IIpY 3alajibHUX 3aXBOPIOBAHHAX KUIIEYHUKY;

- TIPH 3aCTilHi# cepieBiit HemocTaTHOCTI (NYHA II-1V);

- TIallleHTaM 3 apTepiaibHOIO TillePTEH3i€l0, Y SKUX IIOKa3HUKU apTepiabHOr0 TUCKY IOCTIMHO BHUILI



3a 140/90 MM pT. CT. Ta HEOOCTAaTHHO KOHTPOIIOIOTHCS;

- TIPY [iaTHOCTOBAHIM imeMiuHil XBopobi ceplis, 3aXBOPIOBaHHIX NepudepuyHux apTepiit Ta/abo
11epe0pPOBacCKyIIPHUX 3aXBOPIOBAaHHAIX.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
®apmakoOuHamiuHi 83aemo0ii
ITepopasnvHi aHmuKoaz2yassHmu.

Y marrienTiB, ctaH siKux cTabii3oBaHUM MOCTIMHUM 3aCTOCYBaHHSM BaphapuHy, IpUiioM
eTopukokcuOy B 031 120 Mr Ha mo6y CynpoBOKY€EThCS 30inmbIeHHAM IpubIu3Ho Ha 13 %
IpoTpoMOiHOBOTO Yacy MiKHapOJHOTO HOpMai3doBaHoro BigHomeHHs (MHB). Tomy B matiieHTiB, ski
3aCTOCOBYIOTh ITIepOpasibHi aHTUKOATYISHTH, CIIifl 4aCTO MepPeBipsaTH MOKa3HUKHU IIPOTPOMOiHOBOTO
yacy MHB, oco6n1Bo B mepiiIi AHi npuiioMy eTOpuKokcuby abo mpu 3MiHi HOTO HO3yBaHHS.

Iliypemuxku, iH2ibimopu aHz2iomeH3uHNnepemaopsadabHoz0 pepmermy (AII®) ma aHmazoHicmu
peuenmopig aHziomeH3uHy II.

HIT33 MoxyTh nocnabmoBaTi eeKT AiypeTHKIB Ta iHIINX aHTUTiIIEePTEH3UBHUX IIpernaparis. Y
IesKUX Tali€HTiB i3 MopyIeHHIMU QYHKIII HUPOK (HalpUKJIaf, y MallieHTiB i3 gerigpaTauieio abo y
NallieHTiB JIITHBOTO BiKy 3 0CnabieH0i0 QPYHKIIEI0 HUPOK) OOHOYACHEe 3aCTOCyBaHH4 iHTi0iTopa ATID
abo aHTaroHicTiB penenTopis anrioten3uny Il i mpemapartis, 110 iHTi0YIOTE TUKIO0KCUTEHA3Y, MOXKE
IPU3BONUTH [0 IOHAJBINOr0 NOPYLIEHHS (QYHKIII HUPOK, BKIIIOYaI049d TOCTPY HUPKOBY
He[IOCTATHICTh, IO 3a3BHYal Ma€ 000POTHUM XapakTep. CIlifg maM’aTaTy PO MOKIIUBICTb TaKUX
B3a€EMOJiN y MAlli€HTIB, SKi 3aCTOCOBYIOTh €TOPUKOKCHUO ofHOYacHO 3 inribiTopamu ATIP abo 3
aHTaroHiCTaMu pelnenTopiB aHrioTeH3uny II. Tomy Taki KombiHallil ciif npu3HadaTy 3 00epeXHICTIO,
0C06IMBO TallieHTaM JIiTHBOTO BiKy. CIIiff TPOBeCTH HaJleXKHY TifipaTalliio Ta PO3TISHYTH MUTaHHS
IIPO MTPOBEEHHST MOHITOPUHTY GYHKIIII HUPOK Ha MMOYaTKy KOMOIHOBAHOTO JTiKyBaHHS, a TAKOXK 3
IIEBHOIO MEePIOANYHICTIO 1 Hagami.

Auemuscaniyuaosa Kucsioma. Y mporeci moCigKeHHS 3a Y4acTIO 3[I0POBUX JOOPOBOJILIIIB B yMOBaX
PiBHOBAsKHOTO CTaHY 3aCTOCYBaHHS eTOPUKOKCUOY B mo3i 120 mMr 1 pa3 Ha mo6y He BIJIMBAIO Ha
aHTHArperaHTHY aKTUBHICTH alleTUcaiunoBol kucnotu (81 mr 1 pa3 Ha fo0y). ETopukokcub
MOXKHa [IpU3Ha4YaTU OOJHOYACHO 3 alleTUJICAIIIMIOBOI KUCIOTO B 103aX, 1110 3aCTOCOBYIOThCS OJIS
IpodiTaKTUKY CePIeBO-CyANHHNUX 3aXBOPIOBaHb (3aCTOCYBAHHS alleTUJICATIIIUIOBOL KUCTIOTH B
HU3bKUX 03ax). OmHaK OgHOYaCHEe 3aCTOCYBaHHS HU3BKUX 03 alleTUICATIIUI0BOL KIUCIOTH Ta
€TOPUKOKCUOY MOxke 30ilbIIyBaTh 4acTOTy BUHUKHeHHs Bupa3ku [IIKT Ta iHIMX yCKIagHEHb
TIOPiBHSHO 3 MOHOTEpaIi€lo eTOpuKOoKCcHOoM. He peKkoMeHI0BaHO OflHOYACHE 3aCTOCYyBaHHS
€TOPUKOKCHOY 3 alleTHICAII[MI0BOI0 KMCIOTOI0, 103U SKOI BUIIIi 3a MPO(dilakKTUYHi, a TAKOX 3
inmwumu HIT33.

IukaocnopuH ma makpoaimyc.

Xoua B3aeMOfisi eTOpUKOKCUOY 3 MMM JTiIKapChKUMU 3acob6aMy He BUBYaJach, OMHOYACHE
3acTtocyBaHHS Oyab-sikoro HII33 i3 nuknocnopuHOM abo TaKpOIiMyCcoOM MOXKe ITOCUITIOBATH
He()POTOKCUYHMY BIIJIUB OCTaHHiX. CIlif KOHTPOJII0BaTH (QYHKIIiI0 HUPOK NIPU OAHOYACHOMY
3aCTOCYBaHHI eTOPUKOKCUOY 3 OyOb-IKUM i3 IUX MTpenaparis.

dapmakoKiHemuy4Hi 83aemo0ii



Bnaus emopukokcuby Ha (papMakoKiHemuky iHwux npenapamis.
Jlimiti.

HIT33 mocnabmioi0Th BUBEEHHS JIiTil0 HUPKAMU, TUM CaMUM IIiIBUIIYIOYH MOT0 piBeHb Y Ia3Mi
KpOBi. AKI0 HeoOXiIHO, TPOBOASATH PeTEIbHUY KOHTPOJIb PiBHSA JIiTii0 y KPOBi Ta KOPUTYIOTH 03y
JIITiF0 IPOTSTOM OOHOYACHOTO 3aCTOCYBaHHS LIUX IIpelaparTiB, a TaKOXK IPU NPUNUHEHH]
3actocyBaHHsa HII33.

Memompexcam.

Y mpoiieci fBOX [OCTiAKeHb BUBYANKCS e(eKTH eTOPUKOKCHOY IIpU 3aCTOCyBaHHi y fo3ax 60 mr, 90
Mmr abo 120 mr 1 pa3 Ha moOy mpoTsaroM 7 OHIB malieHTaM, SKi 3aCTOCOBYBaiu 1 pa3 Ha TUXKIEHb
MeTOTpeKcaT y [03i Big 7,5 mo 20 Mr npu peBMaToifHOMY apTpuTi. EToprkokcu6 y go3si 60 mri 90 mr
He BIJIMBAB Ha KOHI[EHTPAIIiI0 B I1a3Mi KpoBi ab0 Ha HUPKOBUH KJTipeHC MeTOTpeKcary. B omHOMY
MOCTiAKEeHH] IpU 3aCTOCYBaHHi eTOPUKOKCHOY B mo3i 120 MTr He criocTepiraaoch BIUIMBY Ha
KOHIIEHTPAIIil0 B IJIa3Mi KPOBi Ta HUPKOBUY KJIipEHC METOTPeKCcaTy, TOAl K B iHIIOMY OOCHiXKeHH]
IIPU 3aCTOCYyBaHHI eTOpUKOKCUOY B 1031 120 Mr KOHI[eHTpAIlisl METOTPEKCATy B IJla3Mi KPOBi
nigBuIyBasacsa Ha 28 %, a HUPDKOBUY KJIipeHC MeTOTpeKcaTy 3HuXKyBaBcd Ha 13 %. [Tpu
OHOYAaCHOMY NpU3HAYEeHHI eTOPUKOKCUOY Ta METOTPEKCATY CJIiT ITPOBOOUTY BiATIOBIqHUM
MOHITOPHHT IIOJ0 II0SBX TOKCUYHOI'O BIIJIUBY METOTPEKCATY.

IlepopaavHi KOHMpayenmuesu.

Etopukokcub y mo3i 60 Mr mpu ogHOYACHOMY 3aCTOCYBaHHi 3 epopaJbHUMU KOHTPALENITUBAMHU, 1110
MiCTATh 35 MKT eTuHinecTpapiony Ta 0,5-1 Mr HOpeTUHAPOHY, IPOTAroM 21 OHS IPU3BOAUB 0
nigsuinenHs nokasuuka AUC, ,,, Y pIBHOBaXKHOMY CTaHIi [Jid eTUHiNecTpaaiony Ha 37 %.
Etopukokcub y mo3i 120 Mr mpu 3aCTOCyBaHHi 3 BKa3aHUMU IIEPOPAIbLHUMU KOHTPALENTHBaMU
omHOYacHO abo yepe3 12 romguH mifBUINYBaB y piBHOBaXKHOMY cTaHi 3HaueHHS AUC,,,,
eTuHinecrpagiony Ha 50-60 %. I[Ipo Take migBUIEHHS KOHIIEHTPAIlil eTUHIJIeCTpagiony Clif
naM’sIiTaTé P BUOOPi epOpasibHOTO KOHTPAIENTUBY 3 Pi3HUM BMiCTOM eTHHiIECTPafiony, SKui
3aCTOCOBYBAaTUMETHLCS OMHOYACHO 3 eTOPUKOKCcUOoM. [TinBullleHHsS eKCIO3UIlil eTHHiIecTpafiony
Moxe 30i/IbIIyBaTH YaCTOTY BUHUKHEHHS MO0IYHUX peaklliif, OB’ I3aHUX i3 3aCTOCYBAaHHSAM
IepopasibHUX KOHTPAIENTHBIB (Hapukiaz, TpoM60eMOoIil BeH y KiHOK TPYNU PUBUKY).

T'opmoHo3amicHa mepanis.

[Tputiom 120 Mr eTopuKOKCHOy 3 TOPMOHO3AMiCHIUMU ITpelapaTaMH, 10 BK/TIOUAIOTh KOH I0r0BaHi
ectporenu (0,625 mr «IIpemapuny™ »), mpotsiroMm 28 oHiB 36inbImye cepenHiit mokasHuk AUC,,,, ¥
PiBHOBaXXHOMY CTaHi HEKOH'I0TOBaHOT'0 eCTpoHY (Ha 41 %), ekBininy (Ha 76 %) i 17-B-ecTpagiony (Ha
22 %). BimuB mo3 eTopuKOKCuOy, peKOMEHIOBaHUX IJIsT TPUBAJIOro 3acTocyBaHHs (60 mr i 90 mr), HE
BUBYaBCA. [TopiBHSHO 3i 306inbIIeHHAM f03yBaHHs 3 0,625 Mr mo 1,25 Mr mpu MoHOTeparil
npernapatoM «IIpemapuH™ », BIIJIUB eTOPUKOKCUOY B go3ax 120 mr Ha AUC,,,, eCTPOTEeHHUX
KOMITOHEHTIB mpemaparty «[IpemMapun™ » 6yB MEHIIINM, HiXK Ha 0JT0BUHY. KiTiHiyHe 3HAYEeHHS TaKOTo
MiJBUIIIEHHS HEBIIOME, a IPUIOM BUCOKUX 03 npenapaty «IIpeMapua™ » 0gHOYaCHO 3
eTOpuKoKcuOoM He BuBYaBcs. Ciig 6paTu o yBaru Take 30inblIeHHST KOHIIEHTpAllil eCTporeHy mpu
BHMOOpi TOPMOHAJILHOTO ITperapary [AJg 3aCTOCYyBaHHS Yy Iepiof IOCTMEHOay3u IIPU OOGHOYaCHOMY
3aCTOCyBaHHI 3 eTOPUKOKCHUOOM, OCKiTbKK 3pOCTAaHHS €KCIIO3HIlii eCTPOreHy MiIBUILYE PU3UK
BUHUKHEHHS MOGIYHUX peakiliii mpu 3aMicHiit ropMOHOTEpaITii.

ITpedHi30H/NpedHi3010H.



Y mocnifKeHHSX B3a€EMO[Iii eTOPUKOKCHO He BUSBIIAB K/IiHIYHO 3HAYYIIOTO BIUIUBY Ha
(bapMaKOKiHETUKY IPEeAHI30HY/IPeOHI30JI0HY.

IIu20KCUH.

[Tpu 3acTocyBaHHi eTopuKoKcuOy B 7o3i 120 mr 1 pa3 Ha go0y npotsirom 10 gHiB 3mOpoBUMU
noOPOBOJIBLISIMU He CIIOCTEpiraBcs BIIUB Ha noka3Huk AUC,,, Y PiBHOBaXXHOMY CTaHi Ta Ha
BUBEJIeHHS IUTOKCUHY HUpKaMmu. CriocTepiranocs 36inbineHHs moKa3HukKa C,,, JUTOKCUHY
(mpubmu3Ho Ha 33 %). Take migBUINEHHS 3a3BUYall He € CYTTEBUM Y OiNbIIoCTi marfieHTiB. OgHaK CItifg
CIIOCTepiraTul 3a CTAHOM IAlli€HTIB i3 BUCOKUM PU3UKOM TOKCUYHOI il AUTOKCUHY IIPU OOJHOYACHOMY
IpU3HaA4YeHHi €eTOPUKOKCHUOY Ta MUTOKCUHY.

Bnaus emopukokcuby Ha npenapamu, u,0 Mmemaboi3ylomuvcs cyabphompaHchepazamu

ETopukokcub € iHribiTopoM aKTUBHOCTI /TIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk
MOXKe MifABUIIYBaTHA KOHIIEHTPALIil0 eTUHINIeCTPaAiony B CupoBaTLi KpoBi. OCKIIBKY JOoTeIep AaHux
IIPO BILJIMB YMCJIEHHUX CylIbhoTpaHchepa3 HeJOCTAaTHRO, a KIiHiuHi epekTr GaraThox mmpenaparisB
IOCi BUBYAIOTHCS, MOIIIBHO 3 00EPEXHICTIO MPU3HAYaTH €TOPUKOKCUO OOHOYACHO 3 iHIITMMHU
npenapaTaMy, 110 MeTab0/Ii3yl0ThCSI B OCHOBHOMY JIIOOCBEKUMU CyNib(oTpaHchepa3aMu (Halpukiaf,
TIepopasbHUM cambOyTaMoJl Ta MiHOKCHIWII).

Bnaus emopukokcuby Ha npenapamu, u,o memaboizyromucs izopepmernmamu CYP

3a maHUMU OOCIIiAXKEeHS in Vitro, He 04iKyeThCS NpurHiveHHs quroxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. Y mporieci gocmigxKeHb 3a y4acTO 3TOPOBUX NOOPOBOJIBIB IIOOEHHE
3aCTOCYBaHHS eTOPUKOKCHUOY B mo3i 120 MTr He BIIJIMBAJIO HA aKTUBHICTD meviHkoBoro CYP3A4, 1o
BCTQHOBJIEHO 3a €EPUTPOMIIITMHOBUM ANXAJTBHUM TECTOM.

Bnaue iHwux npenapamise Ha (papMaxkoKiHemuky emopukoxkcuby

OcHoBHUM mIax 00MiHy eTOpuKOKCcUOy 3anexkuTh Bif pepmenTiB CYP. CYP3A4 cnpuse MeTtabomizmy
eTOpuKOKCuOy in vivo. [locmigxKeHHs in vitro BKa3yioTh Ha Te, o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXYTb KaTajli3yBaTl OCHOBHUY IIJITX 00MiHY eTOPUKOKCHUOY, aje ix KinbKicHi
XapakKTePUCTHUKYN He BUBYAJIUCH iN Vivo.

Kemokona3soa.

KeTtoxona3zon € notyxHuuM inribiropom CYP3A4. TIpu 3acTOoCyBaHHI 3M0POBUM HOOPOBOIBLSM Y H03aX
400 mr 1 pa3s Ha mo6y npotsrom 11 gHIB KeTOKOHA30/1 HE YMHUB KITIHIYHO 3HAYYIIOTO BIIJIUBY Ha
(dbapMaKOKiHETUKY eTOPUKOKCHOY B 0qHOPa30Biii f03i 60 Mr (36insienHs AUC Ha 43 %).

BopukoHa3o i MiKoHA3041.

OpgHOYacHe 3aCTOCYBaHHS BOPUKOHA30JIY ITepopaabHo a00 MiKOHA3011y V BUTJISI OPaIbHOTO TeJTi0
JIsT MiCILIeBOT'0 3aCTOCyBaHH4 (rmoTyxkHi iHri6iTopu CYP3A4) 3 eTOpUKOKCUOOM BUKIJIMKA/IO HEBEJIUKE
IiABUIIEHHS eKCII03UIlil eTOpUKOKCUOY, 1110, ONHAK, He BBaXKaJiocsd KJIiHIiYHO 3HAUYIIUM 3TigHO 3
o1y6J1iKOBaHUMHU JaHUMHU.

PugamniyuH.

OpHOYacHe 3aCTOCYBaHHS €TOPUKOKCHOY Ta pudaMIinuHy (MoTyKHOTro iHgyKTopa hepmenTis CYP)
IIPU3BOMUIIO 10 3HUKEHHS KOHIIEHTpallil eTOpUKOKCcHOy B Ia3Mi KpoBi Ha 65 %. Lle Moxe
CYIIPOBOIXKYBATHCS TIOBTOPHUM IIPOSIBOM CHMIITOMIB ITPY OOHOYACHOMY 3aCTOCYBaHHi 3



eTopukokcuOoM. Tofi sIK Taki maHi MOXKYTh BKa3yBaTH Ha HEOOXimHICTh 30ibIIeHHS T03H, He
PEKOMEHI0BAaHO 3aCTOCOBYBATH €TOPUKOKCHUO y [03aX, L0 TePEeBUIIYIOTh BKa3aHi AJIsT KOXKHOTO
IIOKa3aHHS, OCKiJTbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pu(aMITiliHy Ta €eTOPUKOKCHUOY B
TAKHUX [03aX.

AHumauuou.

AHTauuOHI MpenapaTy He YUHATH KTIHIYHO 3HAYYIIOTO BIUIMBY Ha (apMaKOKiHETUKY eTOPUKOKCUOY.

Oco06.1ueocmi 3acmocye8aHHs1.
Bnaue Ha LHIKT

[ToBimomusinocst Ipo ycKagHeHHs 3 00Ky BepxHix Bigminis IIIKT (mepdopariii, Bupa3ku abo
KPOBOTEYi), iHOMi 3 JIeTabHUM HACJIiIKOM, yV MallieHTiB, SIKi 3aCTOCOBYBaIl ETOPUKOKCHO.

3 obepexkHicTio cifg mpu3Havatu HII33 nanieHTaM i3 mifgBuiieHUM PU3UKOM YCKIIafHEHD 3 OOKY
[IKT, marienTaM JIiTHROTO BiKYy, MMallieHTaM, sIKi 3aCTOCOBYIOTh Oynb-sakuii iHmui HI133 abo
alleTHICATIIMIIOBY KUCIOTY OOHO4YacHO, abo mallieHTaM 3i IIJTyHKOBO-KUIIKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe: BUpa3KaMHU Ta IITYHKOBO-KUIITKOBUMH KPOBOTEYAaMU B aHaMHE3I.

€ momaTKOBUI PU3MK PO3BUTKY MoGiuHUX peakiii 3 60Ky LIKT (I1yHKOBO-KUINIKOBA BUpa3ka abo
immri ycknmagHenHs 3 60Ky [IIKT) mpu ogHOYaCHOMY 3aCTOCYBaHHI eTOPUKOKCUOY Ta
alleTUJICAJIIIIAIIOBOI KUCJIOTH (HaBiTh ¥ HU3BKUX [03aX). Y IPOLeCi TpUBANUX KITIHIYHUX JOCITiIXKeHb
He CIIoCTepiranocs BupaxeHol BigMiHHOCTI y 6e3neti mopo KT mpu 3acTocyBaHHiI CeIEKTUBHOTO
inri6iTopa LIOI'-2 amertusncarminuioBa KuciaoTa Ta HII33 aneTtuncaminumoBa KUCIOTA.

Bnaue Ha cepueeo-cyOuHHy cucmemy

KrniniuHi gocnifkeHHs BKa3ylOTh Ha Te, 110 3aCTOCYBAHHS JTiKapChKUX 3aC00iB KJIacy CEeJIeKTUBHUX
inri6itopiB LIOI'-2 Moxke OyTu 1MOB’I3aHe 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIaTHEHb
(ocobnuBO iHpapKTy MioKapaa Ta iHCY/IbTY) MOPIiBHSHO 3 manebo Ta geskumu HIT33. Ockinbku
PHU3HK CepleBO-CYAUHHUX YCKIIaflHEHb 3POCTa€E Py 30iNbIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS
€TOPUKOKCHUOY, Ipemapar CIIif Mpu3HavYaTy Ha SSKOMOTa KOPOTILHi MepPiof 4acy Ta B HalHUXKYil
edexTuBHiN n060BiH f03i. [ToTpibHO MEpioguyHO NepernsagaTy NoTpedy MalieHTiB y
CHMIITOMaTUYHOMY IIOJIeTTIeHH] 60JI10 Ta Peakilito Ha JIiKyBaHHS, 0COOJIMBO Yy MAIiEHTIB 3
O0CTE0apTPUTOM.

[TamienTaM i3 BUpaxkeHUMHU (paKTOpaMy PU3UKY PO3BUTKY CEPIEBO-CYOUHHUX YCKIIagHEHb
(HampuKIaf, apTepianbHa TinepTeHsis, rinepinigeMis, MykpoBuii giabeT, MamiHHsA) IpU3HaYaTH
€TOPUKOKCHUO CIIif] JHIlle IiC/s peTeIbHOI OI[iHKY PU3UKY PO3BUTKY YCKIagHEHHS.

CenextuBHi iHribiTopu 1IOI'-2 He 3aMiHIOIOTL 3aCTOCYBaHHS alleTUJICATIIIAIOBOI KUCTIOTH IS
npodinakTuKu TpoMO0eMOOTiYHUX CEPLIeBO-CYAUHHUX 3aXBOPIOBaHb, OCKiTbKY HE YHHSTD
aHTUArperaHTHoOI fii. ToMy He Cifl CKacOByBaTH IIPHOM aHTHATPETAHTHUX IIpenapariB.

Bnaue Ha HUpku

HupkoBi mpocTariaHgAHA MOXKYTh BiflirpaBaTé KOMIIEHCATOPHY POJIb ¥ MigTpuMIl nepdy3il HUPOK.
ToMmy npu cTaHaX, 10 CYIPOBOMKYIOTHCS NOPYLIIEHHIM HUPKOBOI Tepdy3il, 3aCTOCyBaHHSA
€TOPUKOKCUOYy MOXKe NMPU3BOAUTH [0 IociabieHHs YTBOPEHHS IPOCTarIaHOUHIB i, IK HACJiOK, -0



HHUPKOBOTO KPOBOTOKY, TUM CaMUM TOTipiIyi04yu QYHKIII0 HUPOK. BUCOKUYM PU3UK PO3BUTKY TaKoOl
peaxllii CrIoCTepiraeThCs y MallieHTiB 3 yKe HasBHUMU BUPaXKeHUMHU IOPYIIEHHSAMYU QYHKIIl HUPOK,
HEKOMIIEHCOBAHOIO CePIIeBOI0 HENOCTATHICTIO ab0 IIHPO30M. Y TaKUX MAIi€HTIB CJIiJ KOHTPOJIIOBATH
(GYHKIII0 HUPOK.

3ampumka piduHu, HabpsAKU ma apmepianvHa 2inepmeH3is

4K i mpu 3acTOCYBaHHi iHIIKX Mpemnaparis, 1[0 iHri6yI0Th CUHTE3 IPOCTarJIaHAUHIB, 3aTPUMKa PiAUHH,
HaOPSIKK Ta apTepianbHa rimepTeH3is crocTepiranucs y mamieHTiB, SKUM 3aCTOCOBYBaJH
etopukokcu0. Bci HII33, BKToYaro4u eTOPUKOKCUO, MOXKYThH IIPU3BOAUTH [0 PO3BUTKY ab0 PeIuauBY
3acCTiitHOl ceplieBol HefmocTaTHOCTI. [H(dopMallito Ipo peakiliio 3a7eKHO Bif [03U AUB. ¥ PO3Mimi
«PapMakoJoriyHi BmacTuBOCTi. PapMaKoguHaMika». 3 00epexkKHiCTI0O He00XiIHO IpHU3HadYaTu
Tpernapar nalieHTaM i3 cepleBol0 HEIOCTATHICTIO, TIOPYIIeHHAMY (QYHKIII TiBOTO IITyHOYKa abo
apTepianbHOIO TilepTeH3i€l0 B aHaMHe3i, a TAaK0XK IallieHTaM i3 HabpsKaMu, 110 BUHUKITH 3 Oy Ib-
SKUX IHIIUX Tpu4uH. [1py KITiHIYHUX 03HaKaX MOTIpIIeHHS CTaHy TaKUX Malli€HTIB CIIiJ BXKUTHU
BiAITIOBigHUX 3aX0f[iB, BK/II0Yal0UX BigMiHy €TOPUKOKCHUOY.

ETopukokcu6, 0co0M1MBO ¥ BUCOKUX N03aX, MOXKe IPU3BOAUTH [0 YACTIIIOl Ta TAKYO0I apTepiasbHOI
rinepreHsil nopiBHSIHO 3 AesikuMu iHmUMU HII33 Ta cenekTuBHUMY iHTi6iTopamu LIOI-2. Tomy
aprepianbHy rinepTeH3ilo Cllifg KOHTPOII0BATH [0 T0YaTKy 3aCTOCYBAHHS €TOPUKOKCUOY, 0COOIUBY
yBary noTpibHO IPUAINMKATYA KOHTPOJIIO 3a apTepialbHUM TUCKOM IIif] 9ac JIiKyBaHHS €TOPUKOKCUOOM.
ApTepianbHUY TUCK CJIiI KOHTPOJIIOBATYU IIPOTATOM 2 TUXKHIB IIiCJIA IOYATKY JIiKyBaHHS, a IIOTIM -
IepioauYHo. fAKI0 apTepiaJbHUU TUCK CYTTEBO MiABUIIYETHCS, CIIiT PO3TISHYTU MOXKIIMBICTh
anbTePHATUBHOIO JIIKyBaHHS.

Bnaue Ha neyviHKy

[TigBuinenHs piBHg anaHinamiHoTpaHcdepasu (AJIT) ta/abo acnaptaTaminoTpancdepasu (ACT)
(mpubmm3HOo B 3 ab0 OinbIre pa3iB MOPIiBHSIHO 3 BEPXHHOIO Mexkeio HopMmu (BMH)) croctepiranocs
npu6nu3Ho B 1 % malfieHTiB, gKi Opanu y4acThb y KITiHIYHUX JOCIigKEHHIX Ta 3aCTOCOBYBAJH
eTopukokcub y mo3ax 30 mr, 60 mr Ta 90 Mr Ha o0y mpoTsarom nepiony o 1 poky.

Crnip criocTepiraT 3a CTaHOM BCiX MAalli€HTIB i3 CUMIITOMaMH MOPYIIeHHS GYHKIIIl Ie4iHKH, a TaKOXK
3a CTQHOM TIAIliEHTIB i3 MATOJIOTIYHUMY ITOKa3HMKaMHu QyHKIII neginku. [Ipu o3HaKax IOpylIeHHS
GyHKIIIl TeYiHKY Ta IPU CTiMKUX MATOJOTiYHUX 3MiHaX TOKa3HUKIB (QyHKIIl Medinku (y 3 pasu Bullle
3a BMH) eTtopukokcu0 ciig BigMiHHTH.

3aezanvHi 8Ka3isku

ZAKII0 IPOTATOM JTiKyBaHHS y MAIli€EHTa CIOCTEePiraeThcs MoTipineHHs QyHKILIL Oyab-SKO] i3 cCUCTEM
OpraHiB, 3a3Ha4Y€HUX BUIIE, CHIif] BXKUTH BiAMOBIIHUX 3aX0[iB Ta PO3ITISAHYTHA NUTAHHS IIPO BiAMiHY
eTopukokcuOy. HeoOxigHo 3a6e3meun Ty BigOBigHE MEOUYHE CIIOCTEPEeXKEHHS IIPU 3aCTOCyBaHHI
eTOPUKOKCUOY malieHTaM JIiTHbOTO BiKYy Ta IMAIliEeHTaM i3 MOpyuUIeHHIMU QYHKIII HUPOK, IeYiHKu abo
cepus.

3 06epekHICTIO CITil MOYMHATH JIiKyBaHHS €TOPUKOKCHOOM TallieHTaM i3 gerigpaTarieo.
PekoMeH0BaHO ITPOBECTH PETiApaTallilo 40 M0YaTKy 3aCTOCYBaHHS €TOPUKOKCHUOY.

[Ipo pO3BUTOK CEPUO3HUX LIKIPHUX peakliy, y OesKUX BUNAAKaXx 3 JIeTaJlbHUM HacCJIiKoM, 30KpeMa
eKC(oIiaTUBHOTO AepMaTUTy, CUHAPoMy CTiBeHCa—[[2KOHCOHA I TOKCUYHOTO eIifiepMaIbHOT0
HEKpOJIi3y, IyKe pigKo moBifomsnocs npu 3actocyBauHi HI133 i gesgKux celeKTUBHUX iHTIOITOPIB
LOT'-2 mig yac mOCTMapKETUHTOBOTO CIIOCTePeXKeHHs (OuB. po3min «I1o0iuHi peakiii»). HanBuimui
PU3MK PO3BUTKY TAaKWX peakiliil y mallieHTiB — Ha OYaTKy Teparlii, a To4aToK IX MPOosiBiB y OinbIIoCTi



BUIIQ[IKiB — IPOTSTOM TIEPIIOTro Micsiig TiKyBaHHS. Cepilo3Hi peakiii rinepyyTANBOCTI (Taki IK
aHadinakcig i aHTioHEBPOTUYHUY HAOPSIK) CIIOCTEPITaluCs y MallieHTiB, SKi 3aCTOCOBYBaIH
eTopukokcuO. [leski cemektuBHi iHribiTopu 1IOI'-2 migBUIIYIOTh PU3UK BUHUKHEHHS IIKiPHUX
peaxiiiii y malieHTiB 3 ajepriyHoio peakiiieio 10 6yab-sIKOro mpenapaTy B aHaMHe3i. ETopukokcu0
CJIifl BITMiHWTHU NIPU TEPIINUX IIPOSBAX BUCUIIAHb Ha IIKipi, YIIKOAXKEHb CIM30B01 000JI0HKK ab0 iHIINUX
O3HaKax rirnepyyTIuBOCTIL.

[Tpu 3acToCyBaHHI €TOPUKOKCHOY MOXKYTh MaCKyBaTHCS IIPOSIBU TapsSuKy Ta iHIII 03HAKM 3alajabHOTO0
IIpoLecy.

3 00epexXHiCTIO MPU3HAYAI0Th OJHOYACHO eTOPUKOKCHO Ta BapdapuH abo iHIr nmepopanbHi
AHTHUKOATYIISTHTH.

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIINUX Ipemnaparis, 110 iHTri0y0Th HUKIO0KCUTE€HA3y/CUHTE3
IIpOCTarlaHOVHIB, He PeKOMEH0BaHO XKiHKaM, 5IKi [JIaHYIOTh BaTriTHICTE.

JlonomidcHI peyosuHu.

Jlikapcekuii 3aci6 ®opcanek” MiCTUTH TakTo3y. SKINO y Mali€HTa BCTAaHOBIEeHA HEIePeHOCUMICTE
IessKUX IyKPiB, He0OXigHO MPOKOHCY/IbTYBATHUCS 3 JIiKapeM, IePI HixK IPUUMaTH 1e JTiKapChbKUN
3acil.

Lleit mikapcbku# 3aci6 MicTuth MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpIik.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
BaritHicTb

HeMae KniHiYHUX JaHUX IIPO 3aCTOCYBaHHS eTOPUKOKCUOY B nepion BariTHOCTI. JocmigKeHHS Ha
TBapHHaX IIPOAEMOHCTPYBaIU PENPOAYKTUBHY TOKCUYHICTh. [IOTEHIIMHNY PU3UK [AJIS BariTHUX
HEeBiTOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI, K i iHIIMX
Ipernaparis, Io iHTiOyI0Th CUHTEe3 MPOCTarjiaHANHIB, MOXKe IPU3BOAUTH [I0 BiICYTHOCTI CKOPOUYEHb
MaTKH{ Ta IepefdyacHOro 3aKpUTTa 60TanoBol IpoTOKHU. [10BiTOMIIANIOCS PO BUMIaAKY IOPYIIEHHS
GbYHKII HUPOK 1I0fa, 1110 TPU3BOUIO 10 3MEHIIEeHHS 00'€MY aMHIOTUYHOI PiquHu (onirorigpaMHioH)
y BariTHUX XKIiHOK, SIKi IpUiiMany HeCTEPOIAHI npoTu3ananbHi npenapaTty (HI13I1) Ha gBapgusaTOMy
TUKHIi BariTHOCTI abo mi3Himie. B mesKuxX BUMagKax Ije MOXKe IIPU3BOAUTH [0 MOPYILIEHHS QYHKIIII
HUPOK y HOBOHAPOMXKEHUX. 3a3HaueHi eheKTH MOXKYTh BUHUKATH He3abapoM Iiciisg Io4aTKy
nikyBauHs HII3II; onirorinpamMuioH 3a3Bu4ail € 000POTHUM IiC/Is IPUNUHEHHS JIiIKyBaHHS.
3acTOCyBaHHS €TOPUKOKCHOY ITPOTHUIIOKA3aHO B Iepiofd BariTHOCTI. SKIIO XKiHKa 3aBariTHina mig 4ac
TiKyBaHHS, eTOPUKOKCHO HeoOXimHO BigMiHUTH.

[Iepion rogyBaHHSA TPYOOI0

HeBimoMmo, yu mpoHUKa€E eTOPUKOKCUD Yy TPyIHE MOJIOKO. Y IIypiB €TOPUKOKCUO BUBOOUTHCS 3
MoJiokoM. 2KiHKH, SIKi 3aCTOCOBYIOTH €TOPUKOKCHUO, He TOBUHHI rOgyBaTH TPYAIO.

QepTUNLHICTD

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIMMX mpemnaparis, mo inribywoTs LIOI-2, He peKOMeHI0BaHO
KiHKaM, SIKi IaHyITh BaTiTHICTh.



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

[TarienTy, y SKUX Iif Yac 3aCTOCyBaHHSI €eTOPUKOKCUOY BUHUKAE 3allaMOPOYEHHS, BepTUro abo
COHJIUBICTE, He [TIOBUHHI KepyBaTH aBTOTPAHCIIOPTOM Ta IIPAL0BaTH 3 IHIIKMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHsi ma do3u.

Jlikapcekuit 3aci6 ®opcaHek” 3aCTOCOBYBaTH IepopanbHo. JIiKapChKui 3aCi0 MOXHA MPUIAMATH
He3aJIe’KHO Bif] BXKMBaHHS 1XKi. [TouaToOK epeKTy J1iKapChKOro 3aco0y HacTa€ IIBULIE MTPU MTpUioMi
nepep igoto. e moTpi6HO BpaxoByBaTH NpU HEOOXiZHOCTI MIBUOKOTO 1MOCIa0IeHHS CUMIITOMIB.

Tabaemky 60 m2 ModcHA po3diaumu Hasnia. Tabaemku 90 me ma 120 me - He
Oiaumu.

OCKinTbKY PU3UK BUHUKHEHHS MOPYIIEeHb 3 O0KY CeplieBO-CYAUHHOI CUCTEMHU MPU 3aCTOCYBaHHI
€TOPUKOKCUOY 3pOCTa€ MpH MigBUIIEHHI 031 i TPUBAIIOCTi €KCIIO3KIIil, CHIifl MPOBOOUTHA HAaUKOPOTIIIi
KyPCH JIiIKyBaHHS IIPU 3aCTOCYBaHHI HaliMeHINX epeKTUBHUX No00BUX [03. Cif mepiogudHo
IIePEOITiHIOBATH MOTPeOY Y MoJIeTmeHHi CUMIITOMIB i BiiMOBigb Ha JiKyBaHHS, 0COOIMBO V MAIliEHTIB 3
0CTE0apPTPUTOM.

Ocmeoapmpum

PexomeHgoBaHa fio3a cTaHoBUTHL 30 Mr 1 pa3 Ha [00y. Y mesgkux malieHTiB IpU HELOCTaTHEOMY
nocnabrieHHi cuMITOMiB 30inbineHHS 1034 0o 60 Mr 1 pa3 Ha o0y MoXKe MiABUIIUTH e(PEeKTUBHICTb.
3a BiECYTHOCTI e(peKTy CHIif pO3TNISHYTH IUTAHHS PO iHITI MOXKJIMBI METOOY JTiKyBaHHS.

PesmamoioHuti apmpum

PexomeHpoBaHa fio3a cTaHOBUTEL 60 Mr 1 pa3 Ha [00y. Y medKux malieHTiB IpU HEAOCTaTHEOMY
nocnabneHHi cuMnToMiB 30inbieHHS 1034 0o 90 mMr 1 pa3 Ha o0y MoXKe MOKpallyBaT!
TepaneBTUYHUM edeKT. [Ipu mocATHeHH] KiHiuHOI cTabinmizalil nalienTa HOIiIbHO 3HU3UTHU [03Y [0
60 mr 1 pa3 Ha mo0y. 3a BimcyTHOCTI nojinineHHs eQeKTy CIIif pO3TIsIHYTH NUTAHHS IIPO iHIT
MOZKJIMBi METOOU JIIKyBaHHS.

AHKI03y04ul cnoHOUAIm

PekoMenpoBaHa no3a craHoBUTE 60 Mr 1 pa3 Ha go0y. V mesKux malieHTiB IPU HEAOCTATHbOMY
nocabnenHi cuMntomiB 36inbineHHs go3u 0o 90 Mr 1 pa3 Ha o0y MoKe ITOKpaIyBaTH
TepaneBTUUYHUY edekT. [Ipu mocsATHEeHHi KTiHiuHOI cTabimi3alii mamienTa qOoLiTbHO 3HU3UTH 03y [0
60 mr 1 pa3 Ha m00y. 3a BifcyTHOCTI nosiniieHHs eeKTy CIIif pO3T/ISHYTH NUTAHHS IIPO iHII
MOZKJIMBI METOOM JTiKyBaHHS.

T'ocmputi 6iab

Y pazi nosiu rocTporo 60710 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIE Y TOCTPUM CUMIITOMaTUYHUY IIE€PiOf.



T'ocmputl nodazpuyHutl apmpum

PexomeHpoBaHa fio3a cTraHoBUTHL 120 Mr 1 pa3 Ha goOy. Ilig 9ac KIiHIYHUX OOCIigKeHb TOCTPOTO
MIOIaTPUYHOT0 apPTPUTY €TOPUKOKCHUO 3aCTOCOBYBAJIA BIIPOMOBK 8 MHIB.

ITicasionepauitiHutl 6inb, N08’A3aHUll 3 CMOMAMO/102IYHUM ONePAMUBHUM 8MPYYAHHAM
PekxomengoBaHa go3a - 90 mr 1 pa3 Ha goOy MPOTATOM MaKCUMyM 3 OHiB. [ IeSKUX MallieHTiB
Moxke OyTH HeoOXimHUM HOOAaTKOBE Iicisornepalliiie 3He00TI0BaHHS.

Io3u, 1110 IEePEBUIIYIOTH PEKOMEHIOBAHI [JIs1 KOXKHOTO ITOKa3aHHs, He MalOTh I0IaTKOBOI
eexTUBHOCTI ab0 He BUBYAJIUCS, TOMY:

I03a IIPU OCTE0apPTPUTi He TIOBUHHA NepeBuIlyBaTH 60 Mr Ha [00y;

I03a MIPY PEBMATOIMHOMY apTPHUTi Ta aHKiNO3yI0UOMY CIIOHIHUIIITI HE TIOBUHHA TIePEeBHUIYBATH
90 mr Ha mo0y;

[03a IpU roCTPill mofgarpi He MOBMHHA NepeBulnyBatu 120 Mr Ha o0y BIPOAOBK
MaKCUMaJIbHOTO [1epiofy JIiKyBaHHS 8 OHIB;

103a TP TOCTPOMY OOJIIO MicIIs CTOMATOJIOTiYHOT0 ONTepPaTUBHOI'0 BTPYYaHHS He MOBUHHA
nepesuiyBatu 90 Mr Ha 700y BIPOAOBXK MaKCUMaJIbHOTO 3-IEeHHOTO Iepiofy.

ITauieHmu AimHb020 BIKY

HeMmae HeoOxigHOCTI B KOpeKIIil [o3yBaHHS [J15 [TallieHTiB JiTHBHOTO BiKy. fK i y pa3i 3acToCcyBaHHA
iHIMKX Ipemnaparis, malieHTaM JIiTHBOTO BiKy JiKapChKuM 3acib i npr3HadaTu 3 00epexkHICTIO.

ITopyweHHA pYyHKUII neviHKu

HesanexkHo Bif MoKa3aHHA NallieHTaM i3 IopylIeHHAME QYHKIIil IeUiHKX JIETKOTO CTYTIeHS

(5-6 6aniB 3a mkanoi Yaunga-I1't0) He ciip nepeBuiyBaty fo3y 60 Mr 1 pa3 Ha goOy. [TamienTam i3
TIOPYILIEHHAME (QYHKIIIi IeYiHKYM ITOMIPHOTO CTYTeHs TSXKKoCTi (7-9 6aniB 3a mkasnoto Yaitnga-I1'1o0)
He3aJIeKHO Bif] TOKa3aHHs He cJlif nepesuinyBatu 103y 30 Mr 1 pa3 Ha mo0y.

KniniyHu 0ocBif 3acTocyBaHHs 00MexXeHUH, 0COOIMBO 100 NAIiEHTIB i3 MOPYIIEHHAMHU QYHKIII
TIeYiHKY ITOMIPHOTO CTYIIeHs, TOMY IIpemapaT CJIif Mpu3HavyaT 3 00epexkHicTIo. BigcyTHiM KmiHiyHMM
IOCBi 3aCTOCYBaHHS ITperapary IHallieHTaM i3 TAXKKUMU MopyIIeHHIMy GyHKIil medinku (= 10 6amiB
3a mKkanoto Yainma-I1'10), ToMy miKapchbKui 3acid MPOTHIIOKa3aHUM TaKKUM IallieHTaM.

ITopyweHHA PYHKUIT HUPOK

KopuryBaHHS 0031 He TIOTPiOHe MallieHTaM i3 KiipeHcoM KpeaTuHiny = 30 MJj1/XB. 3aCTOCYBaHHS
eTOPUKOKCUOY malieHTaM i3 KiripeHcoM KpeaTHHiHY < 30 MJI/XB IPOTUIIOKa3aHe.

Himu.

Jlikapcekuii 3aci6 ®opcaHek” MIPOTUIIOKA3aHHUI HiTAM BikKOM 0 16 pOKiB.

Ilepedo3yeanHns.



Y mporieci KTiHIYHUX OOCiIKeHb MicIIs 3aCTOCYBaHHS OMHOPA30BOl N031 eTOPUKOKCHOy no 500 Mr
abo 6araTopa3oBoro mpuiiomy no 150 mr Ha moOy mpoTsiroMm 21 OHS He CIIOCTepiranocs 3HaYHUX
ToKCUYHUX edekTiB. IToBigoMIIsIIOCS PO TOCTPE Mepeno3yBaHHS eTOPUKOKCUO0OM, X04a B GiTbIIOCTI
BUIIAOKIB IIpo mo6iyHi peakmii He moBimomMIsiiock. I100iuHi peakirii, 10 CIocTepirajauch HakvyacTile,
BigmoBiganu npodinio 6e3neku eTopukokcuOy (peakiril 3 60ky IIKT, 3 60Ky cepisi Ta HUPOK).

Y pasi nepepno3yBaHHSA AOLIIBHO BXKUTH 3BUYANHUX MiATPUMYyBaJIbHIX 3aXO0[iB, HAlPUKIIaL
BUaNeHHsI HeabcopOoBaHoro npemnaparty 3i IIIKT, BemeHHS KITiHIYHOTO CIIOCTEPEXKEHHS, Y pa3i
HeOOXiAHOCTI — IPOBeleHHS MiATPUMYBaIbHOIO JTiKyBaHHS.

ETopukokcub He BUBOOUTHCS IIPU T'eMOiali3i; HeBiToMO, Y1 BUBOIUTHCS JTiKaPChKHUM 3acib mpu
[IPOBEIeHHI IEpUTOHEAJIbHOTO Hiai3y.

ITobiuni peakuii.

Beamneka 3acTocyBaHHS €TOPUKOKCHOY OLiHIOBanach y MPOIECi KITiHIYHUX OOCIigKeHb 3a y4acTIo
9295 nanieHTiB, BKJII0Yal04y 6757 malieHTiB 3 0CTE0apTPUTOM, PEBMATOIIHUM apTPUTOM, XPOHIYHUM
6oneM y HUXKHIN YaCTHUHI cIUHYU a00 aHKiNO3yrouuM CIOHAUIITOM (mpubau3no 600 mauieHTiB 3
0CTeoapTpuToM abo peBMaTOIMHUM apTPUTOM OfePXKYBaJld JIiKyBaHHS IPOTAToM 1 poky abo moBIIIe).

[Tig yac kniHiYHYX DOCTifXKeHb Mpodinb HebaxkaHuX ABUIL OYB OMHAKOBUM Y HAIEHTIB 3
0CTE0apTPUTOM ab0 PEBMATOITHUM apTPUTOM, SIKi 3aCTOCOBYBa/IM €TOPUKOKCHUO MpoTsAroM 1 poky abo
[OBIIIE.

Y mpoueci KIiHIYHOT0 AOCHIIAXKEHHS 3a Y4aCTIO MAaLli€HTIB i3 TOCTPUM NOJarpUuyYHUM apTPUTOM
eTOpUKOKCcuO nmpu3Hadanu B fo3i 120 Mr 1 pa3 Ha go0y npoTsaroM 8 aHiB. IIpodint HebaxkaHUX STBUIIL]
y LIbOMY OOCIigKeHHi OyB y L[iTOMy TaKUM CaMUM, K y JOCTiXKEHHSIX 3a y4acTIO Malli€HTiB 3
0CTE0apPTPUTOM, PEBMaTOIfHUM apTPUTOM Ta XPOHIYHUM 00JieM Y HUXKHIN YaCTUHI CIIUHH.

Y nporpami o1iHku 0e3MeKH [ CeplieBO-CYAUHHOI CUCTEMHU 3a JaHUMHU TPhOX KOHTPOJIbOBAHUX
MOCITi)KeHb 3 aKTUBHUM ITperapaToM NopiBHAHHS 17412 malieHTiB 3 ocTeoapTpuToM abo
PEBMAaTOITHUM apTPUTOM 3aCTOCOBYBaIM eTOPUKOKCcHO (v mo3ax 60 mMr a6o 90 Mr) B cepeqHbEOMY
BIIPOMIOBXK NpuOnu3Ho 18 Mmicsiis. [ani mpo 6e3meky Ta 6inbin meTanbHa iHGOpMAaIlis mpo 1o
IIporpaMy IIpefcTaBiieHi B po3aiii «dapMaKosIOTriyHi BJIaCTUBOCTI».

Y xomi KNMiHIYHKUX [OCTIiIXKEHb 3a Y4YaCTIO MaIlieHTiB i3 TOCTPUM IIicisonepalitHuM 601eM micis
CTOMATOJIOTIYHUX XipyPriuHUX BTPy4YaHb, BKJI04ayu 614 malfieHTiB, SKi 3aCTOCOBYBaN
eTopukokcub (y mo3ax 90 mr a6o 120 mr), mpodins HeOaxKaHUX SBUIL OYB y LIiJIOMY TaKUM Xe, 9K Y
OOCIIKEeHHSX 3@ Y4YacTIO MAIliEHTiB 3 0CTE0APTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIUHUM
6omeM y HUKHil YaCTHHI CIIMHH.

[Tpo 3a3HaveHi gani mobiyHi peakiril MOBiHOMIISAIOCH 3 OiNBIIIOI0 YaCTOTOIO IIPU 3aCTOCYBaHHI
mpernapary, Hix mnane6o, y mpoiieci KITiHiYHUX JOCITiIXKeHb 3a Y4YacCTIO MAIliEHTIB 3 0CTE0APTPUTOM,
PEBMAaTOIIHUM aPTPUTOM, XPOHIYHUM 00JIeM Y HUKHIM YaCTUHI cIMHYU ab0 aHKII03yI0uuM
CIIOHMIMUIIITOM, 5IKi 3aCTOCOBYBaj eTOPUKOKCHO ¥ mo3i 30 mr, 60 Mr a6o 90 mr npoTsaroMm 12 TUXKHIB
(mocmimxenHs 3a mporpaMoio MEDAL, KOpOTKOCTPOKOBI HOCTiIXKEHHS 100 TOCTPOro 000 Ta
IIOCTMapPKeTUHTOBUM OOCBIf).

Tabnuns 2



Knac cucreMu opraHiB [To6iuni peakiii KaTteropis
4acToTu*
[HdeKil Ta iHBa3il AJIbBEOJIIPHUN OCTUT 4acTo
TaCTPOEHTEPUT, iHGEKIIil BepXHiX AUXaIbHUX IUISAXiB, [HEYacTo
iH(eKIIil CeYOBUBITHOTO TPAKTy
3 00Ky KpoBi i miMpaTuyHOl [aHEMis (IepeBakHO B pe3yibTaTi NIUIYHKOBO-KUIIIKOBOI [HedacTo
CHCTEMU KPOBOTEYi), TEMKOIEHisT, TPOMOOITUTOIEHIs
3 60Ky iMyHHOI CUCTeMH rinepuyTiuBicTh' HEYaCTO
AQHTi0HEBPOTUYHUY HaOpSK, PiOKO
aHaGinakTH4YHi/aHA]ITaKTOIAHI peakilil, y TOMy 4uCJIi
MoK
Po3napu MeTabomiamy i HAOPSIKY/ 3aTPUMKA PiguHU 4acTo
Xap4YyBaHHA SBHUXKEHHS a00 MOCUJIeHHS aleTUTY, 30iTbIIIeHHS Macu |[HEe4YacTo
Tina
[IcuxiyHi IOPYyLIEHHSA TPUBOXKHICTb, HEIIPEeCis, MOTiplIeHHS PO3YMOBOI HEe4acTo
MisITbHOCTI, TaTIOIMHALLT
CITyTaHICTh CBiOMOCTI', HECTIOKIi}iHMI CTaH' pioko
3 00Ky HEPBOBOI CHCTEMHU  [3allaMOPOYeHHs, TOJIOBHUM 6ib JaCTO
nucreB3is, 6e3COHHS, apecTe3isi/rinecresis, HeYyacTo
COHJIUBICTh
BHYTPIIIHLOYEPEIHNI KPOBOBUIUB' HEBIIOMO
3 60Ky OpraHiB 30py HEYiTKiCTh 30py, KOH IOHKTHUBIT HEe4acTo
3 60Ky opraHiB ciyxy i [IIyM Y ByXaXx, 3allaMOPOYEeHHS HEe4acTo
BeCTUOYISIPHOTO anaparty
3 Goky ceprist BiuyTTs CepleGHTTs, apUTMisT' JaCTO
(GibpunALis nepencepas, Taxikapais', 3acTiliHa cepIieBa [He4acTo
He[OoCTaTHICTh, Hecnenudiuni 3minu Ha EKT,
cTeHOKappid', iHdapkT Miokappa®
3 60Ky CYOMHHOI CUCTEMHU  [rimepTeH3is JacTo
MPUILTMBY KPOBi, IOPYLIEHHSI MO3KOBOT0 KpoB0oo0Oiry’, [Heyacto
TPaH3WTOPHA illleMiYHa aTaka, FinepTOHIYHUI KPH3',
BaCKyJIiT
TPOMOO03 IITHOOKKUX BEH HEeBimoMO
3 60Ky guXanbHOI CUCTeMH, [6porxocmasm’ JacTo
OpTaHiB rPyAHOI KIITKH i Kalllesb, JUCIIHOe, HOCOBA KPOBOTEYA HEYacTo
CEPENIOCTIHHA nerexeBa eMOOJIist HEBiOMO
3 6oky IIKT 0i11b y XKUBOTI oy2Ke 4acTo
3aII0p, METEOPU3M, TaCTPUT, IeUiss/KUCITOTHUMN 4acTo
pedIoKC, Aiapes, DUCIENCisa/qucKoMpOpPT y JigHLI
emiracTpisi, HypmoTa, O/1oBaHHS, €30¢arit, BUpa3Ku B
[POTOBIM TOPOKHMUHI
3OYTTS XKUBOTA, 3MiHa XapakTepy epUCTaaIbTUKI He4yacTo
KUIIEYHUKY, CYXiCTh V POTi, raCTPORyOneHa bHi
BHMPa3Ky, IENTAYHI BUPA3KH, Y TOMY 4YHUCIIi nepdopatis
i kpoBoTeya IIIKT, cuHOAPOM MOAPa3HEHOr 0 KUIIEYHUKY,
MaHKpeaTuT'
3 0oky remartobiniapHoi migsuiienus AJIT, migeumenus ACT JacTo
CUCTEMU 1*(31'[51’1‘1/1"[7F piJIKO

MeYiHKOBa HEJOCTATHICTh', JKOBTSHUIIS

pinko'




3 00Ky LIKipH i mMigmKipHOI |eKxiM03 JacTO
KJTITKOBUHU HAOPsIK 00/1MyYsi, CBepOiK, BUCHIIAHHS, epI/ITeMa*, HEe4acCTo
KPOIWB' THKa'
curgpom CTiBeHca—[IKOHCOHA', TOKCUYHHI pinko'
emimepManbHUI HEKPOJIi3®, cTilika MefuKaMeHTOo3Ha
eputema’
3 00Ky OIIOPHO-PYX0BOI CIIa3MU/CYyIOMHU M’ 53iB, CKEIETHO-M I30BUH HEe4acTo
CHCTEMHU i CIIOJIyYHOL 0i71b/CKyTiCTh
TKaHUHU
3 00Ky HUPOK i IPOTEIHYpis, HifBUIIeHHS PiBHS KpeaTUHIHY B HEe4acTo
CEYOBH[IIIbHOI CUCTEMHU CHPOBATI[i KPOBi, HUPKOBA HEJOCTATHICTh/IUCHYHKIis'
(muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»)
[TopyllleHHS 3arajJbHOTO ACTeHiss/BTOMa, IPUIONONiIOHI CHUMIITOMHU JacTo
CTaHy Ta
[IOPYIIEeHHs, 0B’ g3aHi 31 Oinb y TPyAHIN KITIiTII HEeYacTo
cr1ocob60M 3aCTOCyBaHHS
UTabopaTOopHi OOCTigXKeHHs [TifBUILEHHS PiBHS @30Ty CE€YOBMHHU KPOBI, MiABUIIEHHS [HE4acTo
piBHS KpeaTuH()OC()OKiHA3Y, TiepKaIieMisd,
MigBUIEHHS PiBHS CEY0BOI KMCIIOTH
SHMKEHHS PIBHS HATPIIO B KPOBI PIIKO

* KaTeropist 4aCTOTH BU3HAYAETHCS IJISI KOKHOTO TEPMiHY ITOOIYHOTO sSIBUIIlA 3@ YaCTOTO B 6a3i
[aHUX KIHIYHUX OOCHTigXKeHb: AyxKe dacto (= 1/10); gacto (= 1/100, < 1/10); mewacTto (= 1/1000,

< 1/100); pigko (= 1/10000, < 1/1000); myxe pigko (< 1/10000); HeBifoMO (HEMOXKJIUBO OI[IHUTHU 3a
HasIBHUMM JaHUMU). YacToTa MOOIiYHUX peakliit, Mpo SKi MOBiqOMIISIIOCH B IEPiof
IIOCTMapKeTUHTOBOTO 3aCTOCYyBaHHS, He MOxe OyTH BU3HadYeHa, OCKiIbKU iHpopMalio npo Hux 6yio
OTPUMAaHO 3 BUIIa[KOBUX IIOBIAOMJIEHb.

*Tlo6iuHa peakuis ifeHTH(iIKOBaHa Y mMpoIeci IOCTMapKeTHHIOBOTO CIIOCTepexXeHHs. YacToTa
BM3HayvaJjacs 3a MaKCHMaIbHOIO0 YaCTOTOI0 Y KIiHIYHUX OOCTiAXKeHHAX (HaHi 3i0paHi 3a
3aTBEPOXKEHMMHU ITOKa3aHHIMHU Ta J03aMH).

"KaTeropist 4acToTH «pifKo» BU3HAyYanacs BifnosigHo o Guideline on summary of product
characteristics (SmPC) (2-11 mepernsn, Bepecers 2009) Ha migcTaBi po3paxoBaHOl BEPXHBOI MeXi
95 % [I myst 0 stBUIIT 3 ypaXyBaHHSM KiJTbKOCTI YYaCHUKIB, SIKi IpuiiManyu eTOPUKOKCHUO, B aHaTi3i
nauux III ¢ha3u, 06’emHaHMX 3a J03010 i moka3aHHIM (n=15470).

"BHyTpilIHbOYEpEHUH KPOBOBUIIUB CIIOCTEPIraBCcs B MAal[i€HTIB 3 OAaTKOBUMH (HAaKTOPaMU PU3UKY,
TAKMMH SIK TiepTeH3isi, TPOMOOIMTOIeHis Ta 3aCTOCYBaHHS BapdapuHYy.

*TimepyyTNAMBICTL BKIIOYAE HOHATTS: ajleprid, MefUuKaMeHTO3Ha ajepris, MeAuKaMeHTO3Ha
TilepyYyT/IUBICTh, TiIEePYYTIUBICTD, TIEPUYTIUBICT HEYTOYHEHA, peakLis rinepyyTIUBOCTI 1
HEyTOYHEeHa aJjieprid.

*3a pesynpTaTaMy aHasi3y TPUBAINX, KOHTPOJIbOBAHHUX 3@ JOIIOMOIOIO IyIane6o i aKTHBHOTO
Ipernapary MOPiBHSIHHS KITIHIYHUX HOCTiIXKeHb, ceneKTuBHi inribitopu LIOT-2 Oyu moB’si3aHi 3i
30inbIIIEHHSIM PU3UKY BUHUKHEHHS CEPUO3HUX apTepiaTbHUX TPOMOOTHYHUX TIOMIH, BKIIIOUAl0YU
iHdapKT Miokappa Ta iHCynbT. ba3ylounch Ha HasIBHUX [laHUX, MaJIOMMOBIPHO, 1110 30i/IbIIEHHS
a0COMIOTHOT'0 PU3UKY BUHUKHEHHS TaKUX SBUII TepeBUIUTEL 1 % Ha pik (HedacTo).

[Tpu 3actocyBanHi HII33 moBigoMiisiiocs mpo Taki ceprio3Hi mo0iyHi peakilii: He()POTOKCUYHICTS,
BKJTIOYAlOYHY iHTEPCTUIiaTbHUY HehPUT i HeQPOTUUHUY CUHAPOM, TOMY He MOXKHa BUKJTIOYATH X
BUHUKHEHHS TP 3aCTOCYBaHHI €TOPUKOKCHUOY.



[ToBimoMIIEHHS PO Mim03pioBaHi m0o6ivHi peakirii.

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3Mory IpOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI LIbOTO
niKapchKoro 3aco0y. MeguyHuM Ta ¢papMalleBTUYHUM IIpalliBHUKAM, a TAKOX IallieHTaM abo ixHiM
3aKOHHUM ITpeCTaBHUKAM CJIiT TIOBiTOMJISITH TIPO YCi BUTTAAKHM IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BificyTHOCTI e(peKTHUBHOCTI TiKapchKoro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy cucTeMy 3
(dhapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi.

3 poKH.

YmoBH 30epiranns.
30epiraTu B OpUTiHANbHIN YIIaKOBI Ipu TeMIepaTypi He Buie 25 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIi.

YnakoBka.

[To 7 TabneTok y 6mictepi; mo 1 abo 4 6micTepyn y KApTOHHIN yIIaKOBIIi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
Kycym Xentxkep IIsT JITH/

Kusum Healthcare Pvt Ltd.

Micue3HaxoKeHHsI BHPOOHHMKA Ta aJgpeca MicCllsi IPOBaXKeHHsS HOro His/IbHOCTI.

[TmoT Ne M-3, Iagop Cnemen IkoHomik 30yH, ®@eus-1I, ITitamnyp, [ict. [Ixap, Magxbs
IIpapem, ITin 454774, Iagis/

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



