IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

APKOKCIA®

(ARCOXIA®)

Cknao:
ditova pevosuHa: etoricoxib;
1 rabnmetka mictuth 30 Mr, 60 mr, 90 Mr abo 120 Mr eTOpUKOKCUOY;

0ONnoMIdCHI peyosuHU: Kallblliio TrinpodocdaT 6e3BOMHNUM, 11EJTI0JI03a MiKPOKPHUCTATiYHa,
HaTpil0 KpoCKapMeo3a, MarHilo cTeapar;

o6ooHKa TabneTku: 6apsauk Onampai® II curbo-3enenust 39K11526 (mms mo3yBauHs 30 Mr),
Omappaii® II 3enennii 39K11520 (s go3ysarHs 60 mr), Onagpaii® 11 6inuit 39K18305 (mms
nosysarHas 90 mr), Onagpaii® 11 3enenuit 39K11529 (mns gosysanss 120 mr), Bick
KapHayOChKUH;

cknap 6apeeuKa Onappaii® I curbO-3eneruit 39K11526, Onappaii® 11 3enernuit 39K11520,
Onappaii® II 3enennit 39K11529: nakTo3a, MOHOTIPAT; TiNpOMeNno3a; TUTAHy HiOKCH
(E 171); Tpuauetun; ingurokapmiu (E 132); 3amiza okcun xoBtuu (E 172);

cknap 6apsarka Onagpai”® 11 6inuii 39K18305: 1akTo3a, MOHOTIAPAT; TiIPOMesno3a; TUTAHY MiOKCHT
(E 171); TpuaneTuHx.

JIikapcbKa ¢popmMa. TabneTky, BKPHUTI ITiIBKOBOIO 000JIOHKOIO.
OcHoO8HI (pi3uKko-XiMiYHI 81acMUBOCMI:

Tabmetku mo 30 Mr: gBOOMYyKJIi TabmeTKy s0/1yKomomiOHoi GOpPMHU, BKPUTI ITiIBKOBOIO 000JI0HKOIO
CHHBO-3€JIEHOT'0 KOJILOPY, 3 rpaBipyBanusaM <101> 3 ogaoro 60ky Ta <ACX 30> 3 iHIIIOrO.

TabmeTku 1o 60 Mr: gBOOMYKJIi TabmeTKH g6/1yKonmoaioHoi opMu, BKPUTI IJTIBKOBOIO 060TI0HKOIO
TEMHO-3€JIEHOT0 KOJIbOpY, 3 rpaBipyBanHsaM <200> 3 ogHoro 60Ky Ta <ARCOXIA 60> 3 iHIIIOTrO.

Tabmetku mo 90 Mr: gBOOMyKJIi TabmeTKy 0/1yKomomiOHoi GOpMHU, BKPUTI ITIBKOBOIO 000JI0HKOIO
6inoro Konbopy, 3 rpaBipyBaHHSIM <202> 3 ogHOro 60Ky Ta <ARCOXIA 90> 3 iHIIIOTO.

TabmeTku 1o 120 Mr: gBoonyKJi TabneTky A61yKononioHol hopMu, BKPUTI MITiBKOBOIO 000JI0HKOIO
61imo-3eJIEHOr0 KOJILOPY, 3 TpaBipyBaHHAM <204> 3 ogHoro 60Ky tTa <ARCOXIA 120> 3 iHmoro.



dapMmakoTepaneBTHYHA rpyna. HecTtepoifHi mpoTu3anabHi Ta IPOTAPEBMaTHAYHI IpenapaTyu.
Kokcubu. Kog ATX M01A HO05.

dapmakonoeiuHi e1acmueocmi.

®apmakoOuHamika.

Mexani3M fii

ETopuKoKcu0 € mepopasbHUM CeJIeKTUBHUM iHTi6iTOpoM HuKIooKcureHasu-2 (LIOI-2) y
MezKax KJIHIYHOrO Jlalla30Hy [03.

Y xomi KIiHiYHKMX GapMaKoIOTiuHKUX HOCTiIKEeHb TiKapChKUi 3aci6 APKOKCifa® 10303aI1e2KHO
inribysas LIOT-2 Ge3 inridysanus LIOT-1 mpu 3acTocyBaHHi y mo3ax mo 150 MT Ha mo0y.
EToprkokcu0 He iHTi0ye CUHTE3 IIpOCTarjlaHAWHIB IJTyHKa Ta He BIIMBA€E Ha QPYHKIIit0
TPOMOOITUTIB.

LluknookcureHasa BifiTIOBiga€e 3a YTBOPEHHS IpoCTarjaHauHiB. [neHTH(}iKOBaHO MBI i30dopMHu -
LOT-1 ta LIOT-2. LIOT-2 € i30dopMoio hepMeHTy, 110 iHAYKYETHCSA IMIIyIbCOM IIPO3anajeHHs Ta
PO3TISINAETLCS SIK OCHOBHUM (aKTOP, 1110 BiATIOBiA€ 3a CUHTE3 MPOCTAHOIMHUX MeliaTopiB 60JIIo,
3ananeHHs Ta rapsdykd. [IOI-2 TakoxX 3afisiHa y Ipolecax OBYJIALil, iMIITaHTallil Ta 3aKPUTTS
apTepianbHOI MPOTOKHU, PETYISIil GYHKIII HUPOK Ta IeHTPasbHOI HEPBOBOI cUCTEMH (IHAYKITiS
raps4ky, BiguyTTs 60110, KOTHiTUBHA QyHKIIiSA). TakoXkK MoxkKe OpaTH y4acTh y IIPOIeCi 3aTOEHHS
BUpa30k. LIOI-2 6yno ineHTu(diKOBaHO V TKAHWHI HAaBKOJIO BUPA3KH LIIYHKA Yy JIIOAWHY, ajie 3HaYeHHS
[J1S1 3aTOEHHS BUPA3KU HE BCTAHOBJIEHO.

EdbekTuBHICTL

V manieHTiB 3 0CTE0apTPUTOM €TOPUKOKCHO y mo3i 60 mr 1 pa3 Ha o0y 3HAYHO IMOKpaIlye CTaH
npu 0OJISIX Ta OIIHKY ITallieHTa IO0 CTaHy 3aXBOpPIoBaHHs. LIi mo3uTuBHi epekTu
CIIOCTepiramucs Bxe Ha OPYTUi [eHb JiKyBaHHS i 30epiraiucs mpoTsAroM mepiogy mo

52 THXKHIB. Y X0fi mocigkKeHsb i3 3acTOCyBaHHSIM eTOPUKOKcuOy B mo3i 30 Mr 1 pa3 Ha goly
e(eKTHUBHICTD IIbOTO MIpemnapaTy IepeBullyBaa mnamnedo mpoTarom 12 THXKHIB JTiKyBaHHS
(BUKOPUCTOBYBa/IUCS OLIHKHY, 110 3aCTOCOBYBAJIUCA B IHIINUX OOCIiAXKEHHAX). I1if gac
MOCIIXKEeHHS Mig00py N03U eTOPUKOKCUO y [03i 60 MI 1eMOHCTPyBaB 3HAYHO OiJTbII
BUpaXKeHe MOKpalleHHs, HixX B 7031 30 MI, BITHOCHO YCiX 3 OCHOBHMX KiHIIEBUX TOYOK ITiCIIs

6 TUXKHIB JIiKyBaHHS. 3aCTOCyBaHHS 003U 30 MI mpu 0CTE0APTPUTI KUCTi HE BUBYAJIOCS.

Y mauieHTiB 3 peBMaTOIIHUM apTPUTOM eTOpUKOKCcuO y mo3i 60 Mr Ta 90 Mr 1 pa3s Ha mo6y 3HaAYHO
TIOKpPAIIlyBaB CTaH CTOCOBHO BHPAXKEHOCTi 6OJII0, 3allaJIeHHsT, a TAKOXK PYXJIUBOCTI. Y X0mi HOCIiiKeHb
3 owiHKY o3 60 Mr Ta 90 Mr MO3UTHUBHI epekTH 30epiranucs NpoTAroM 12-TUKHEBOTO IePioay
JiKyBaHHS. Y XO[i JOCTiAKeHHS 3 OLiHKY 034 60 Mr mopiBHSIHO 3 003010 90 Mr, o0KaBa
ImO3yBaHHS eTOPUKOKCHOY - 60 Mr 1 pas ua moby ta 90 Mr 1 pa3s Ha go6y - Gynu Ginbin ehekTUBHI
Hix miare6o. [Josa 90 Mr Oya epeKTHBHiIlIa, HiXK m03a 60 MTr BifMOBiZHO MO MeTOmy 3arajbHOl
ouinku 6omio namieHTiB (0-100 MM Bi3yanbHa aHalOroBa IIKaja), 3 CEpeHiM IOKpaIleHHIM
-2,71 MM (95 % [I:

-4,98 My, -0,45 mm).



Y manieHTiB 3 HallagaMu TOCTPOTO MOOATPUYHOT0 APTPUTY eTOPUKOKCHO y mo3i 120 Mr 1 pas Ha mo6y
IPOTSATOM 8 [HIB MOJIeTIyBaB 6ifib y cyriio6ax cepeqHboro Ta TSIKKOI0 CTYIIeHs Ta 3alaleHHs
IIOPIBHSHO 3 iHAOMeTanuHOM Yy [031 50 Mr 3 pa3u Ha Hoby. 3MeHIIeHHST BUPakKeHOCTi 600
CIIOCTEPIraeThCs BXKe uepe3 4 TOOUHU IIIC/IA [T0YATKY JIIKYBaHH.

V manieHTiB i3 aHKII03yI0YMM CIIOHAUIITOM eTOPUKOKCHO y mo3i 90 Mr 1 pa3 Ha mo0y 3abe3mneuye
3HaYHe MOoKpalleHHs Ipu 0010 v XpeOTi, 3amaneHHi, 00MexKeHHi PyXiB, a TaKOXK IIOKpaIye
GYyHKITIOHAMbHY 3aTHICTh. KiHiuHI TepeBaru eTOpUKOKCUOY CIIOCTEPIranucs Ha OpyTUu
IeHb IiCys MoYaTKy Teparii i 30epiramucs yrmpomoBXK 52-TUXKHEBOTO IEPiofy MiKyBaHHS. Y
XOIi IPyTOro JOCTigKEeHHS 3 OI[iHKY 1031 60 Mr mopiBHSIHO 3 003010 90 MT, eTOPUKOKCHUO y
1031 60 mr 1 pa3 Ha goOy Ta 90 MI' 1 pa3 Ha 100y IPOIEMOHCTPYBAB CX0XKY e(EKTUBHICTH
TIOPiBHSHO 3 HampokceHoM 1000 MT IIOAEHHO. Y TallieHTiB, 110 He JEMOHCTPYBaIu afleKBaTHOl
BiIIIOBIifi MM 9ac 3acTOCyBaHHS H03U 60 Mr I0JeHHO MPOTATOM 6 THXKHIB, MiABUIIEHHS HO3U [0
90 Mr IOAEeHHO IIOKpaIyBaso OLiHKY iHTeHCHBHOCTI OoJio ¥ criuHi (0-100 MM BidyasbHa
aHaJIoroBa I1KaJjia) IOPIBHAHO 3 IPONOBXKEHHAM IpuiioMy 60 Mr IOJEHHO, 3 CepefHiM
nokpaieHHsaM -2,70 mm (95 % II: -4,88 MM, -0,52 mMm).

ITig yac KTiHIYHOTO JOCTimXKeHHs IicasomepaliiHoro 3y0Horo 60110 eToOpuKokcud y mosi 90 mr
3acTocoByBaBcs 1 pa3 Ha mo0y MO TPHOX [HIB. Y MiArpyrmi maiieHTiB 3 noMipHuUM 60jieEM B
II0YaTKOBOMY CTaHi eTOpuKoKcub y mo3i 90 Mr meMoHCTpyBaB 3HeO0m0l0unil e(pexT,
nonibHui mo Takoro B ibynpodeny 600 mr (16,11 npotu 16,39; P=0,722), i nepeBuiiysas
edekT napanetamony/komgeiny 600 mr/60 mr (11,00; P<0,001) i mmame6o (6,84; P<0,001), 110
BH3HAYAJIOCS 3a MOKA3HKUKOM IIOBHOTO nojerimeHHs 6omo yepes 6 roguH (TOPARG). KinbkicTh
TaIli€EHTIB, SIKi TOBIMOMIISINIM PO 3aCTOCYBaHHS MpelapaTiB eKCTPeHOTo 3HeO0IeHHS
npotsroMm 24 roguH, cknana 40,8 % y rpymi 3acTocyBaHHS eTopuKokcuOy 90 mr, 25,5 % y
rpy1mi 3acTocyBaHHs iGynpodeny 600 MI KOXKHi 6 rogus i 46,7 % y rpyli 3acToCyBaHHS
mapanetamosny/Komeiny 600 Mr/60 mr koxHi 6 TOOUH IOPIBHAHO 3 76,2 % Malli€HTiB, AKi
IpUUMany miamne6o. Y mboMy J0CITigKeHHi T0YaTOK aHa/JIre3uBHOI il (BiIuyTHe IOermeHHs
60mt0) 90 Mr eTopuKOKCHOY CIIOCTEpIranocs Bxke yepes 28 XBUIMH IIiCIIS IPUMOMY IIpernapary.

be3neka

MixHapoaHa DOCTigHUIIbKA ITporpaMa TPUBAIOr0 3aCTOCYBAaHHS €TOPUKOKCUOY i
nukinodeHaky npu aptputi (MEDAL)

[Tporpama MEDAL 6ya mpoCIeKTUBHO PO3p06IeHOI0 ITPOTrPaMoi0 BiTHOCHO Pe3yJbTaTiB IIO0
6e3neku 3 60Ky CepleBO-CyOUHHOI CUCTEMU, OTPUMaHUX 3a 00’ €qHAHUMU NaHUMU TPbOX
paHIOMi30BaHUX, MOABINHO CIINKX, KOHTPOIbOBAaHKWX aKTUBHUM IIperapaToM IOPiBHAHHS OOCIiIXKeHb
(mocnimxenus MEDAL, EDGE Il i EDGE).

Y mocnipxenni MEDAL, 1o 6yio HanpaBieHe Ha BU3HaYEHHS BIUIMBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yuacTts 17804 marieHTy 3 octeoapTpuroM (OA) i 5700 — 3 peBMaTOIIHUM apTPUTOM
(PA), sxi 3acTocoByBanu eTopukokcub y mo3i 60 mr (OA) uu 90 mr (OA i PA) abo
ouKinodpeHak y go3i 150 mr xHa go6y mpoTsiroMm B cepegabomy 20,3 Micsls (MaKCHMaIbHO —

42,3 micsnst, meniana — 21,3 micsnst). Y mibomy gocrnimkenHi 6ynu 3adikcoBaHi TinmbKu
cepio3Hi nobiyHi peakiii i TpUNIUHEHHS IPUIOMY IIpenapaTy BHACTIIOK BUHUKHEHHS OyIb-
SIKUX TTOOIYHUX PeakKili.

Y xomi mocnifzxerns EDGE i EDGE II OpiBHIOBAJIX IITYHKOBO-KUIIIKOBY II€PEHOCUMICTH



eTopuKokcuOy i puknodenaky. Y mocmigxenHi EDGE 6panu yuyacts 7111 mamienTis 3 OA, gki
OTpUMYBanu eTOpuKokcuO y mo3i 90 mr Ha moby (y 1,5 pa3a Bullle peKOMEHI0OBAHOI I03H OIS
nikyBaHHSI OA), a0o guknodeHak y m03i 150 mr Ha goby npoTsirom B cepenusomy 9,1 Micsiis
(MakcuMyM — 16,6 micsans, meniana — 11,4 micans). Y pocnigxenHi EDGE II 6panu ygacTs
4086 marieHTiB 3 PA, sKi oTpuMyBanu J1iKyBaHHSI eTOpuKoKcrboM y mo3i 90 mr Ha moby abo
nukiogpeHakoM y go3i 150 Mr Ha moOy npoTsaroMm B cepeguboMy 19,2 Micsais (MaKCUMyM —
33,1 micsams, Meniada — 24 micsiri).

Y 06’ennaniit nporpami MEDAL 6panu ygacts 34701 nauiesT 3 OA i PA, aki oTpuMyBanu
JIIKyBaHHS YIPOAOBXK Iepiony B cepeguboMy 17,9 Mmicand (MakcumyM — 42,3 Micsalid, MefiaHa
- 16,3 micsinst); mpubmu3no 12800 malieHTiB oTpUMYyBasu JTiKyBaHHS MOHAM 24 Micsi. Y
TallieHTiB, 3aPEECTPOBAHUX V I1ill mporpami, Oyu pi3Hi MOYaTKOBI YUHHUKU PU3UKY
CTOCOBHO CEPILIEBO-CYIMHHOI CUCTEeMHU i NITYHKOBO-KUIIKOBOTO TpakTy (ILIKT). [TarienTu 3
HeIllolaBHO ITepeHeceHuM iHpapKTOM MioKapaa, aOPpTOKOPOHAPHUM ITYHTYBaHHSM a0o0
Yepe3IKipHOI0 KOPOHAPHOIO aHTiOMIaCTAKOI0 YIIPOOOBXK 6 MiCSIIiB 0 peecTpallii B
OOCIigXKeHHi OyNu BUK/IIOYEH] 3 MOCTimKeHHS. Y HOCTigXKeHHIX 0yJI0 JO3BOJIEHO
3aCTOCYBaHHS raCTPONPOTEKTOPHUX IIPelaparTiB i alleTUJICaTiIUI0BOl KUCIIOTH Y HU3BKUX
0o3ax.

3aezanvHa 6esneka

He 6yno cyTTEBUX BiIMiHHOCTEH Y YACTOTi TPOMOOTUUHUX CEPLEBO-CYAUHHUX YCKIaAHEHb IIPU
3aCTOCyBaHHI eTopuKoKcuOy i quknodenaky. KapmiopenanbHi mobiuni peakiril gacriie
CIIOCTEpIranucs Mpy 3aCTOCYBaHHI eTOPUKOKCHUOy, Hixk AuKIIoheHaKy; el ehpekT OyB 00303aIeKHUM
(meTanbpHO PO pe3ybTaTH AuB. HUXKYe). [Tobiuni peakuii 3 60Ky KT i meyinku BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpeHaKy, HiK eTOpUKOKCHOy. YacToTa BUHUKHEHHS MOOIYHUX
peakuiit B gocnigxenHsx EDGE i EDGE II, a Takox mo6igyHUX peaklliii, 110 PO3rIsiganucs sSK
cepito3Hi abo Taki, 110 MPU3BOASATH M0 BiIMiHM mpemnapaTy B gocuigkenHi MEDAL, 6yna BUIIO0 TpU
3aCTOCyBaHHI eTOPUKOKCUOY, HiXK AUKITOPEHaKY.

Besneka 8i0HOCHO cepu,eg8o-cCyOuHHOI cucmemu

YacToTa miATBEPAXKEeHUX TPOMOOTUYHUX CEPIIEBO-CYIUHHUX CEPUO3HUX MOOIYHUX peakiin
(BKITIOYAIOUM peakiril 3 60Ky ceplls, epeOpoBacKyIsSpHi peakilii i peakilii 3 60Ky nepudepudHux
cynuH) Oyra IIOPiBHSIHHOIO V¥ €eTOPUKOKCHOY i mukiodeHaky (maHi mimcymosano B Tabmumi 1). He
Oy70 CyTTEBUX BigMiHHOCTEM B ITOKA3HUKAX YaCTOTH TPOMOOTUYHUX YCKIagHEHb MIPU
3aCTOCYBaHHI eTOPUKOKCUOY i AUKTI0pEeHaKy B YCixX MpoaHali30BaHUX MMiATPyIax, BKI0Yandu
Ialli€HTIB i3 KapAiOBaCKyIAPHUM PU3UKOM. [Ipy OKpeMOMYy pO3TJIsfl BITHOCHUU PU3UK
BUHUKHEHHS MiITBEPAXKEHUX CEPHO3HUX TPOMOOTHYHUX MOOIYHUX peaklliii 3 60Ky cepleBo-
CYIMHHOI CUCTEMHU IIPU 3aCTOCYyBaHHiI eTOpUKOKCUOY B 703i 60 Mr ab6o 90 Mr i guknodeHaKy B
no3i 150 Mr 6yB 0qHaAKOBUM.

Tabnuns 1

[ToKa3HUKHY MiATBEPAKEHUX TPOMOOTUYHHUX YCKIIafHEeHb 3 O0KY CEpIIeBO-CYIUHHOI CUCTEMHU
(06’emHana nporpama MEDAL)



YcKknagHeHHS

ETOpuKOKCHO
(N=16819)
25836 mallieHTO-pOKiB

[TuknopeHak
(N=16483)

24766 mallieHTO-POKiB

[TOpiBHAHHS MiX
CpyIaMy JIiKyBaHHSA

[ToKa3HUK'
(95 % OI)

[ToKa3HUK'
(95 % IOI)

BigHOCHMI PU3UK
(95 % [IOI)

[TinTBepIXKEHi cepito3Hi TPOMOOTHYHI MOOIYHI p

eakl1iii 3 60Ky ceplieBO-CyOUHHOI CUCTEMHU

3a IPOTOKOJIOM

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

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

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

3a HaMipOM JIIKyBaTUCS

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

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

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

[TinTBepHXKeEH] YCKIIamHEHHS 3 O0KY Cepls

3a MPOTOKOJIOM

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

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

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

3a HaMipOM JIIKyBaTHUCS

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
JIIKyBaTUCS

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

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

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

[TinTBepHXKeHi 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)

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

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

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

3a HamipoM
JTiKyBaTHUCS
'Vcknanrens Ha 100 manieHTo-pokis; [ - moBipuuii iHTepBaUl.

N - 3arajbHa KiTbKiCTh HALI€HTIB y HOMYJIALIL 38 IPOTOKOIOM.

3a IPOTOKOJIOM: YCi YCKITa@HEeHHS IIifl Yac MOCiaXKyBaHoi Teparii abo mpoTtsarom 14 mHiB micis
ii mpumMHEeHH (32 BUHSATKOM ITAIiE€HTIB, SKi MPUUHATN <75 % HOCTigXKyBaHOTO IIpemapary ado
MpUiiMany HeJOCIiAKyBaHi HeCTEePOIAHI MpoTH3ananbHi npenapaTty >10 % Bcboro mepiony).

3a HaMipoM JIiKyBaTUCS: BCi MiATBEPAXKEHI YCKIIafHEHHS [0 3aKiHUYeHHS JOCIIIXEeHHST (Y T. 4.y
[Malli€HTiB, Ki MOT/IM 3a3HATU BTPY4YaHHS, He IIOB’sI3aHOr0 3 OOCIIIXKEHHIM, 3 IIOAaJIbIINM
PUNMHEHHSIM IIPUHOMY OOCIiI2KYBaHOT0 IIpenapaTy). 3arajabHa KiflbKiCTh PaHAOMi30BaHUX
matienTiB: 17412 y rpymi eTopukokcu0Oy i 17289 y rpymi guknodeHaky.

[Toka3HUK CepIeBO-CyIMHHOI CMEPTHOCTI, SK i 3arajbHOI CMePTHOCTI, 6yB mogibHUM y rpymax
JiKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.

KapOiopeHanvHi yCcKAaOHEeHHA

[Tpubnusno 50 % marieHTiB, TpuiHATUX y Hochimxkenus MEDAL, manu apTepianbHy rinepTeHsio B
aHaMHe3i Ha I0YaTKOBOMY eTalll. Y LIbOMY JOCJIiIXKeHHI 4YaCcTOTa IPUIUHEHHS JIIKyBaHHS YHACIIITOK
BUHUKHEHHS MO0IiYHUX peaklliil, OB’ I3aHUX i3 apTepianbHOIO TrinepTeHsieo, 0yia CTaTUCTUYHO
3HAYHO BHUIIOI0 y TPYIIi 3aCTOCYBaHHSI €TOPUKOKCUOY, HiXK y rpymi guknodeHaky. YacToTa Takol
no0igHO]I peakilil, K 3acTiliHa ceplieBa HEAOCTaTHICTh (IPUNMHEHHS IPUUOMY IIpenapaTy i cepiio3Hi
peaxkiiii), 6ya aHAOTiYHOWO K IIpU IpuUiioMi eTopukokcuby 60 Mr, Tak i Tpu npuoMi JUKIIopeHaKy
150 mr, MpoTe YacTOoTa BUHUKHEHHS X Peakiii Oyya BUIOI0 MPU MpuitoMi eTopuKokcuby 90 mr
NOPiBHSHO 3 AUKII0peHakoM 150 Mr (CTaTUCTUYHO 3HAYYIIA Pi3SHUILS IIPU IPUUOMI eTOPUKOKCUOY
90 mr mopiBHsAHO 3 150 Mr guknodenaky B rpymni OA MEDAL). HYacToTa migTBepOKeHuX MOGiuHUX
peaxiiiii, MoB’I3aHUX i3 3aCTiKHOIO CEPIIEBOI0 HEIOCTATHICTIO (IBHUIIA, 110 OyIM CEPHO3HUMU i
BHMMaraJjy rocrmitamizalii abo HeBiIKIagHOI JOIoMOru), 0yjia He3HAaYHO BUIIO0 MTPU MPUAOMi
€TOPUKOKCUOY MOPIBHSHO 3 IpuitoMoM aukinoderaky 150 Mr, i 11e#t ehekT 3amexkaB Bif o3H.
YacToTa IPUNUHEHHS JTiKyBaHHS YHACIiIOK BUHUKHEHHS MOOIYHUX pPeakiliif, OB I3aHUX 3
HabpsikaMu, 6yia 3HAYHO BUIIOI0 IIPU MIPUIOMi €TOPUKOKCHUOY MTOPIBHSAHO 3 MIPHUAOMOM AUKI0(QEeHaKy
150 mr, i et edeKT 3anekaB Bifi 103U (CTaTUCTUYHO 3HAUYIIA Pi3HUISA IPU IPUKOMi € TOPUKOKCUOY
90 mr, ane He eTOPUKOKCHOY 60 MT).



KapmoiopenanbHi pe3ynbraTté, oTpuMaHti B gochigxkeHHsax EDGE i EDGE 11, Bignosiganu gaHuM, mpo
SIKi TToBigoMIIsInOCs B mociimkenHi MEDAL.

B okpemux gocnigxeHHax nmporpamu MEDAL a0cosnioTHa 94acTOTa IPUNMHEHHS JIIKyBaHHS B Oy[b-
SKi#l rpyni nikyBaHHS eTopukokcuOoM (60 mr a6o 90 Mr) cTaHOBUIIA [0 2,6 % IpU apTepianbHii
rineprensii, 1o 1,9 % npu Habpsikax i mo 1,1 % mpu 3acTiiiHil ceplieBiit HEHOCTATHOCTI, IPU LHOMY
BHIIa YaCTOTa BiIMiHM IIpelapaTy ClocTepiranacs y pasi npuiiomy etopukokcuby 90 mr, ik 60 Mr.

Pe3yabmamu wayHK0B80-KUWKOB0I nepeHocumocmi 8 npo2pami MEDAL

3HAYHO MEHIINI MOKa3HUK BiMiHM IpenapaTy BHACILOK BUHUKHEHHS OyIb-sIKOT0 KJTiHIYHOTO
ycknapHeHHs 3 60Ky IIKT (Hanpukmnan gucmerncii, abmomiHambHOT0 60110, BUPa3Ku) CIIOCTEPiraBcs
IIpY 3aCTOCYyBaHHI eTOPUKOKCUOY, HiXK AUKII0OPEeHaKy, B KOXKHOMY 3 TPbOX AOCTiAKEHb IIPOrpaMu
MEDAL. [Toka3HUKY BiIMiHU TIpenapaTy BHACIOK KIliHiYHUX peakii 3 6oky IKT Ha

100 maIrieHTO-pOKiB 3a BECh MEPiOA JOCTimXKeHHS Oynu TakuMu: 3,23 OJIst eTOPpUKoKcuoby i 4,96 mns
mvkiodeHaky B gocrmimxkenHi MEDAL; 9,12 ons eTopukokcu0y i 12,28 gns muknodeHaky B
nocrimxenni EDGE; 3,71 nns eropukokcu0y i 4,81 onst guknodeHnaky B gocnimxkenHi EDGE II.

Pe3yiomamu npoepamu MEDAL u,000 6e3neku 0aa IIIKT

3aranbHi peakiii 3 60Ky BepxHboro Bigginy [IKT Oynu Bu3HadeHi K mepdopatiii, BUpa3KH i
KpoBoTeui. [Tinrpymna 3aranbHux peakiiii 3 60Ky BepxHboro Bigminy IIIKT, ski BBaxanucs
YCKJTafIHEHUMH, BK/II04asa rnepdopaiiii, o0CTPyKIii i ycKiiafHeHi KpoBOTeYi; MiATpyna 3araabHUX
peakxiiiit 3 60Ky BepxHboro Bimminy IIIKT, siKi BBaxKanucsa HEYCKIafHEHUMH, BKII04asia HeyCKIafHeHi
KPOBOTEYi i HeyCK/IagHEeHi BUpa3KU. 3HaYHO MEHIINH TOKAa3HUK YaCTOTH 3arajibHUX peakiliii 3 60Ky
BepxHix Bipginis IIKT crnocTepiraBcsa mpu 3acTOCyBaHHI eTOPUKOKCUOY, Hixk guknodeHaky. He Gyno
CYTTEBOI Pi3HUII MiXK eTOPUKOKCUOOM i OUKIT0PEeHaKOM III00 TTOKa3HUKA YaCTOTH YCKIIafHEHUX
peakiiii. [I15 migrpynu Takux peakiiii, ik KpoBoTeda y BepxuboMy Bigmini IIKT (06’ enHani
yCKJIafiHeHi i HeyckilafiHeHi), He 6yJ0 CyTTEBOI BIiTMiHHOCTI MiX eTOPUKOKCUOOM i IuKIo(peHaKoM.
[TepeBara eToprkKoKcuOy 11070 BIIMBY Ha BepxHid Bigmin [IIKT nopiBHSAHO 3 mUKIT0opeHaKoM He Oyra
CTaTUCTUYHO 3HQYYIIOIO Y MAIli€HTiB, 10 OMHOYACHO 3aCTOCOBYIOTh ACIipyH B HU3BKUX J03aX
(mpubnu3no 33 % MallieHTiB).

[Toxa3unuk yactotu Ha 100 maiieHTO-pOKiB MiATBEPAKEHUX YCKIaJHEHUX 1| HeyCKIagHEeHUX KITiHIYHUX
peaxtiii 3 60ky BepxHboro Bifminy IIKT (nepdopariii, Bupa3ku i kpoBoTedi) ctaHOBUB 0,67 (95 % [I
0,57, 0,77) npu npuitomi etopukokcu6y i 0,97 (95 % I 0,85, 1,10) npu npuitomi gukinopeHaKy, mpu
IIbOMY BiffHOCHMY pu3uk cranosus 0,69 (95 % I 0,57, 0,83).

Bu3sHavaBCs MOKa3HUK YaCTOTH IMiATBEPMXKEHUX peakiliit 3 60Ky Bepxuboro Bigminy [IKT y mamieHTis
JTHBOTO BiKYy; Ha#binbIlle 3HUKEHHS CIIOCTEPIiraaocs y mamieHTiB BikoM =75 pokis (1,35 [95 % [
0,94, 1,87] peaxuiit Ha 100 mamieHTiB-pOKiB IIpu MpuKoMi eTOPUKOKCUOY mOopiBHSIHO 3 2,78 [95 % I
2,14, 3,56] npu npuiiomi gUKIO(DEHaKY).

[ToKa3HMKM YaCTOTH MiATBEPAKEHUX KITIHIYHUX peaklii 3 60Ky HuxKHbOrO0 Bimminy LIKT (mepdoparis
TOHKOT0 ab0 TOBCTOTO KUIIIEYHUKY, 06CTPYKIis ab0 KpoBOTeYa) CTATUCTUYHO HE BiPi3HANKCS IIpU
3aCTOCyBaHHI eTOpUKOKCUOY i guKIo(deHaKy.

Peszyavmamu npozpamu MEDAL w,000 6e3neku 015 neviHku

ETopukokcu®b 6yB acolifioBaHu# i3 CTaTUCTAYHO 3HAYHO MEHIIIOI0 YaCTOTOI0 BigMiHU IIpemnapary
YHaCJIiOK BUHMKHEHHS MOOIYHNX peaklii 3 00Ky MediHKH, HixK AuKIodeHaK. Y 00’eqHaHiil nmporpami
MEDAL 0,3 % mallieHTiB, 1110 3aCTOCOBYBald €TOPUKOKCUO, i 2,7 % malli€eHTiB, 110 3aCTOCOBYBaIN
nuknodeHak, IPUIUHUIN 3aCTOCYBaHHS IIpelapaTy BHACTiOK BUHUKHEHHS MOOIYHUX peakiliil 3



6oky neuinku. [Toka3uuk Ha 100 nauieHTO-poKiB cTaHOBUB 0,22 IIpPU 3aCTOCYBaHHI €TOPUKOKCUOY i
1,84 mpu 3acrocyBaHnHi nuknodeHaky (p-3HadenHs 6yno < 0,001 mns eTopuKoKcuby MOPiBHSAHO 3
nukiodenakoM). [Tpore B mporpami MEDAL 6GinburicTs mo6ivHUX peakiriii 3 60Ky nedinku 0yu
HECEePUO3HNMHU.

HonaTKOBi naHi 3 6€3MeKU I CeplieBO-CYIUNHHOI CUCTEMHU I0I0 TPOMOOTHYHUX VCKIIaTHEHD

Y xopmi KniHIYHUX OOCHiMXKeHb, 3a BUHSITKOM OOCIimXeHb nporpamu MEDAL, npubnu3Ho

3100 nauieHTiB OTpUMyBad eTOPUKOKCUO ¥ mo3ax = 60 Mr Ha goOy ynpomoBxK 12 TUXKHIB i foBIIIe.
He Oymo 3Hauy1o0l BigMiHHOCTI TOKa3HMUKIB MiATBEPAXKEHUX CEPHO3HNX TPOMOOTUYHUX CEPLIEBO-
CYOVHHMX YCKIIa[IHEHb Yy TAlli€HTiB, SKi mpuiiManu eTopukokcub y mo3i = 60 mr, nnaue6o abo ixmi
HIT3II (3a BUHATKOM Hampokceny). [IpoTe YacToTa TaKuX peakiliit Oysia BUINOIO Y Malli€eHTiB, sKi
OTPUMYBaJI €TOPUKOKCUO, TOPIBHSAHO 3 TUMHU, XTO OTPUMYBaB HaIlpoOKCeH y 703i 500 Mr 2 pa3u Ha
no6y. BimMiHHICTh @aHTUTPOMOOTHYHOI aKTUBHOCTI MixX geskumu HII3II, mo inridytors LJOT-1, i
cenekTuBHUMHU iHTib6iTopamMu 1IOI'-2 Moxke OyTH KIiHIYHO 3HAYYIIOI0 y MAIliEHTIB TPYNIU PUSUKY
BUHUKHEHHS TpoMOoeMOomiyHuX ycKnagHeHb. CenekTusHi inribiTopu LIOI'-2 3HMXKYIOTh YTBOPEHHS
CUCTEMHOTO (i TOMy, MOXKJIMBO, EHIO0TENiaIbHOT0) IPOCTAUUKIIiHY 6€3 BIJIUBY Ha TPOMOOLUTApHUN
TpoMOoKcaH. KitiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMe.

HomaTkoBi maHi mono 6e3neku moug ITKT

ITig 9ac pBox 12-THXXKHEBUX MOABIMHO CIIINMKUX €HAOCKOMIIYHUX JOCTigXXKEeHb KyMyJ/IsITUBHA 4acTOTa
BUHUKHEHHS TaCTPONyOfeHalIbHUX BUPa30K OyJla 3HaYHO HUKYOIO Y MAalli€HTiB, SKi 0OTPUMYBaIn
JIiKyBaHHS eTOPUKOKCHOOM y 1o3i 120 mMr 1 pa3 Ha o0y, HiXK y MAI[i€HTIiB, IKi OTPUMYBaJIu JiKyBaHHS
HampokceHoM y no3i 500 mr 2 pa3u Ha no0y abo ibynpoderom y go3i 800 mr 3 pa3u Ha goOy. HYacTora
BUHUKHEHHS BUPa30K Oyjia BUIIOIO IIPU 3aCTOCYBaHHi eTOpUKOKCHUOY, Hixk maie6o.

[NocmimkeHHsa GQYHKIII HUPOK V MAIli€EHTIiB JIITHLOTO BiKY

Y xomi paHgoOMi30BaHOT0, OABIMHO CIIIIOTO, mare00-KOHTPOILOBAHOTO MOCIIIXKEHHS 3
napajieIbHUMH TPyIlaMy OILiHIOBaBCS BIIJIMB 15-0€HHOTO JIiKyBaHHS eTOpuKokcuboM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HanpokceHoM (500 mr 2 pa3u Ha #o0y) i miarebo Ha
BUBE[IEeHHS HATPilo 3 Ceuelo, apTepiaJbHUM TUCK Ta iHII MOKa3HUKU (QYHKII1 HUPOK Y Malli€HTiB Bif
60 mo 85 POKiB, 110 JOTPUMYIOThCS mieTH i3 BMicToM comi 200 MEKB/mo6y. ETopukokcuo,
11eIeKOKCHO i HallpOKCeH Mallu MOMiOHUWY BIJIMB Ha BUBENEHHS HATPIl0 3 cedero Ipu 2-
TUKHEBOMY JIIKyBaHHI. YCi akTUBHI ITpeniapaTy NOPIBHAHHSA II0Ka3a/Iy HiABUIIIEHHS BITHOCHO
n1are00 CUCTOIIYHOTO apTepiaybHOTO THCKY; IPOTE eTOPUKOKCHUO acollitoBaBCs 3i
CTATUCTUYHO 3HAUYIUM MigBUILIeHHIM Ha 14-1 IeHb MOPIiBHSAHO 3 IeJIeKOKCUOOM i
HaIIPOKCEHOM (CepefHs 3MiHa CUCTOIIYHOT0 TUCKY MOPIBHSIHO 3 TIOYaTKOBUM PiBHEM:
€TOPUKOKCHUO 7,7 MM PT. CT., IleJIeKoKcub 2,4 MM PT. CT., HAllpOKCeH 3,6 MM PT. CT.).

dapmakoKiHemuka.
Abcopbuis.

ETopukokcub moOpe BCMOKTYETHCS IIPHU IIepopaIbHOMY mpuiomi. AGCom0THA Oi0H0CTYIHICTD
ctaHoBuTh mpubau3no 100 %. ITicns mpuitomy 120 mr 1 pa3 Ha mo0y A0 HOCSATHEHHS PiBHOBAXKHOTO
CTaHy MaKCHUMaJlbHa KOHI[eHTpallis y Ija3Mi KpoBi (cepegHe reoMeTpUu4YHe 3Ha4eHHS

Cpax=3,6 MKT/MII) criocTepiraeTbcst nmpubnu3no uepes 1 roguny (T,,,) MicIsg IpUAOMY JOPOCIUMHI
HaTile. CepenHe reomerpuyne 3HaueHHsd AUC,,,,,, CTaHOBUTE 37,8 MKT XTOom/MiI. Y MexXax KIIiHIYHOT O
nmo3yBaHHS (hapMaKOKiHEeTHKa eTOPUKOKCUOY € IiHiHOO.



[Tpu nputiomi npenapaty y go3i 120 Mr mif dac inu (iKa 3 BUCOKMM BMiCTOM XKUPiB) HE
CIIOCTEpIrasoch BIUIMBY Ha CTyMiHb abcopbuil eTopukokcuby. IlIBuakicTs abcopOiiil 3MiHIOBaIaCh, 110
XapaKTepu3yBasioch 3HMKeHHAM C,., Ha 36 % Ta 30inbmenHsam T,,, Ha 2 roguHu. Taki faHi He
PO3TTIINAOTECS K KIiHigHO 3Hauymmi. [Tif yac KTiHIYHUX JOCHIIXKeHb eTOPUKOKCHUO 3aCTOCOBYBAIH
He3aJIeXkHO Biff IpUIOMY 1XKi.

Po3nodia.

ETopukokcub npubnu3Ho Ha 92 % 3B’s13yeThCs 3 GiTKaMu MJ1a3MU KPOBi JTIONUHY 3 KOHIIEHTPAIliIMU
Big 0,05 mo 5 mkr/mi. O6’eM po3nopiny mpu piBHOBaxkHOMY cTaHi (Vdss) ctaHoBUTE mpubnusuo 120 i
y JIOOUHHU.

ETopukokcub IpoHUKAE Yepes IlalleHTapHui 6ap’ep y MypiB Ta KPOJIiB, a TAKOXK Yepe3
reMaTtoeHIedanignui 6ap’ep y mypis.

Memab6oai3m.

ETopukokcub akTHBHO MeTabo0i3yeThcs, MeHIne 1 % mo3u BUIINMSETLCS i3 CeYer0 y BUTISAMII
He3MiHeHOTo npemnapaTty. OCHOBHUM IUISTX MeTabos1i3My — 1ie popMyBaHHS MOXiAHOI 6'-
TiIpOKCUMETUIY IIJITX0M KaTasisdalii pepmenTamu muroxpoMy. CYP3A4 cnpuse metabomizmy
eTOPUKOKCHUOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoxK MOXKYTb KaTa/li3yBaTl OCHOBHUU IIISAX MeTab01i3My, aje X KinbKicHi
XapaKTepUCTUKU He BUBYAJIUCS in Vivo.

YV mogunu igeHTH(iKOBaHO 5 MeTaboiTiB. OCHOBHUM MeTab0IIiTOM € 6'-Kap6OKCHIIOBOI KUCIIOTH
IepuBaT eTOPUKOKCHOY, 110 YTBOPIOETHCS MIPHU MOAAIBIIM OKCUAAIlil moxigHoi 6'-rimpokcumeTtuny. 1li
O0CHOBHiI MeTabos1iT ab0 He BUSBISIIOTh aKTHBHOCTI, a00 € cinaboakTuBHUMY iHTiGiTOpamu LIOI-2.
Kopen i3 1iux MetabosmiTiB He iHriOye LJOT-1.

BusedeHHs.

[Ticnst pa30BOro BHYTPIIIHLOBEHHOT'0 BBEIEHHS 30OPOBUM HOOPOBOIBISM 25 MI' eTOPUKOKCHUOY,
MidueHOro papioizotonom, 70 % pafioaKTUBHOIO IIpelapaTy BUBOOUTHCA i3 cevelo i 20 % — 3 KaioM,
TOJIOBHMM YKMHOM Y BUTTISIAI MeTabomiTiB. MeHire 2 % BUBOTUTHCS Y BUTTISAAI HE3MiHEHOT0 IIpernapary.

BuBeneHHST eTOpUKOKCUOY BimOyBa€eThCs MaliKe MOBHICTIO IIJISTXOM MeTab01i3My 3 ImofaibIIuM
BHBeJIeHHAIM HUpPKaMHu. PiBHOBaXHi KOHIIEHTpallil eTOPUKOKCUOY HOCATaloThCs yepe3 7 OHIB Ipu
3acTtocyBaHHi y 03i 120 Mr 1 pa3 Ha go0y 3 TOKa3HUKOM KyMyJIAllil MpuOIu3HO 2, 10 BiAToBigae
nepiony HamiBBUBe#eHHS MpubIu3HO 22 roguuu. KimipeHc mma3Mu KpPoBi micisi BHYTPIITHLOBEHHOTO
BBE[IeHHS 25 MT IIperapaTry CTAHOBUTh MpuOIu3HO 50 MIJI/XB.

Okpemi epynu nauieHmis.

[NamienTty miTHLOrO BiKy. ®apMaKOKiHEeTHKA Y IAIi€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6HoI0 0o (papMaKOKiHETUKY Y MOJIOAIIUX TalliEHTiB.

Cratb. ®apMaKoKiHETHKa €TOPUKOKCUOY € MOMiOHOI0 y YOIOBIKiB Ta XKiHOK.

[Mopymenns GyHKII nedinku. Y MaIli€eHTiB 3 T€TKUM MOPyIIeHHIM QyHKII1 nedinku (5—6 OartiB
3a mkasnoio Yannna — [1'10) mpu 3acTocyBaHHI eTopukokcuby B no3i 60 mMr 1 pa3 Ha moby
cepepnHiit moka3HuK AUC mpu6nu3Ho Ha 16 % GinmbImmii, HiXK Y 300pOBUX HOOPOBOIIBIIIB MTPH
TAKOMY XK O03yBaHHI ITpemnapary. Y MallieHTiB 3 IOMipHUM MOPYIIeHHSIM (PYHKIIil TeYiHKu



(7-9 6amniB 3a mkanoio Yaunga — [1'10) mpu 3acToCyBaHHI eTOPUKOKCHOY y 7031 60 MT yepes
no0y cepepHiit moka3Huk AUC OyB mofiOHMi 10 TOKa3HUKA Y 3T[0POBUX NOOPOBOIBIIIB, SIKi
npuiiManu npenapat y 1o3i 60 Mr 1 pa3 Ha [o0y II0leHHO; 3aCTOCYBaHHS €TOPUKOKCUOY B
no3i 30 mr 1 pa3 Ha o0y He BUBYAIOCh y I[iil IPpyIIi nauieHTiB. Hemae kiiHiuaux abo
(hapMaKOKiHETUYHUX JaHUX CTOCOBHO IMAIi€HTIB 3 TAKKUM MIOPYIIEHHIM (DYHKIIil TeYiHKI
(=10 6aniB 3a mxkanow Yainga — [1'10).

[MopymenHs GyHKIll HUPoK. ®apMaKoKiHeTHKa pa30oBoi 7031 eTOpUuKokcuby 120 Mr y marieHTis i3
TIOMIPHUMMU Ta TSIXKKUMMU IIOPYLUIEHHSAMU (QYHKIII HUPOK, @ TaKOX Y TAIliEHTIB i3 3aXBOPIOBaHHIMU
HUPOK TEepPMiHANIbHOI CTafil, SKMM IIPOBOMASTh TEMO/iai3, He Bigpi3HI€ThCS 3HAUHUM YMHOM Bif
(bapMaKOKiHETHKHM Y 3[M0POBUX H0OpOBObIIiB. [Tpu remMomiani3i mpenapaT Maixke He BUBOTUTHCS
(knmipenc giamizy — npu6nusHo 50 MI/XB).

Himu. ®apMaKoKiHeTUKa eTOPUKOKCUOY B miTel (BikoM mo 12 pokiB) He BUBYAsaCh.

Y xopi mocmigKeHb (papMaKOKiHeTHKHY (n=16), 1110 MPOBOJUIIOCH 3a Y4YacCTIO MiAJiTKiB (BiKoM Bifg 12 mo
17 pokiB), papMakoKiHeTHKa y MaIlieHTiB 3 Maco Tifla 40-60 Kr, SKUM IpU3HavaIl eTOPUKOKCHUD y
no3i 60 mr 1 pa3 Ha o0y, Ta y MaIlieHTiB 3 Macoio Tina Oinbile 60 Kr, IKUM IIpH3HaYasly Iipernapar y
no3i 90 mr 1 pa3 Ha mo0y, 6ya momgioHOoI0 10 hapMaKOKiHETUKY Y TOPOCIHUX, SKi 3aCTOCOBYBaIU
eTopukokcub y mo3i 90 mr 1 pa3 Ha 1o0y. be3neka Ta epeKTUBHICTh 3aCTOCYBaHHSI €TOPUKOKCUOY
OiTSIM He BCTAHOBJIEHI.

KniniuHi XxapakKTepHCTHKH.
Iloka3anHus.

CuMITOMaTHA4YHA Tepalis IpU 0OCTE0AaPTPUTi, PEBMATOIAHOMY apTPUTi, aHKII03yI04OMY
CIIOHOUJIITI, @ TAaKOXK Ipu OO0JTI0 i 03HAKax 3arajeHHs, 0B’ I3aHUX i3 TOCTPUM ITOAATrPUUYHUM
apTPUTOM.

HeTtpuBarse nikyBaHHS ITOMIpHOTO IicsionepaliiHoro 600, 0B’ I3aHOr0 3i
CTOMATOJIOTIYHUMU OIlepalisiMu.

PimmeHHs Mpo MpuU3HavYeHHs celneKTUBHOTO iuribiTopy LIOI'-2 MOBUHHO I'PYHTYBATHCS Ha
OLIHIII BCiX IHAUBIAyalIbHUX PU3UKIB y HAlli€HTa.

IIpomunoka3aHHs.

JlikapchKuii 3aci6 ApKOKCia® MpOTHIOKA3aHHM:
IIPY TimepyyTIUBOCTI 0o Hitoyoi abo Oyab-sKOi OOMOMiKHOI PEUYOBMHY IIpernapary;
IIPY aKTHBHIiN MENTHYHIN BUPa3Ili a0 aKTUBHIN IIJTyHKOBO-KUILIKOBIill KPOBOTEYi;
malieHTaM, y SKuX BUHUKaB OPOHXO0CIIa3M, TOCTPUM PUHIT, Ha3aJIbHi MOy,

aHTiOHeBPOTUYHMM HaOpsK, KponuB sHKa abo iHII anepriyli peakilii mics 3acToCyBaHHS
aneTuIIcaiuIoBol Kuciaotu abo HIT3II, Bkmouaroun iHriditopu LIOI'-2 (IMKI0OKCUTeKCaHa3a-2);



y IIepiof BariTHOCTI Ta rogyBaHHS I'PYALL0;

IIPY TSXKKUX MOPYLUIEHHSX GYHKIII mediHku (anb0yMiH cupoBaTKu KpoBi <25 r/m ab6o =10 6aniB
3a mkajow Yannga — [1'10);

SKIII0 PO3paxOBaHUM HUPKOBUY KJIipeHC KpeaTHHIHY < 30 MJI/XB;
OiTsaM BikoM o 16 poxkis;

IIPY 3alla/IbHUX 3aXBOPIOBAHHSX KUIIEYHUKY;

IIpu 3acTiiHix cepuesitt HegocTtaTHOCTI (NYHA II-1V);

IalieHTaM 3 apTepiajabHOIO TinepTeH3i€l0, Y SKUX IOKa3HUKU apTepiaabHOI0 TUCKY IOCTIMHO
Buii 3a 140/90 MM pPT. CT. Ta HEIOCTAaTHHO KOHTPOJIOITHCS;

IIPY JiarHOCTOBAHIM imeMiyHi# XxBOpoOi cepIs, 3aXBOPIOBAHHAX IepudepUIHUX apTepii Ta/abo
11epe6pPOBaACKYIIPHUX 3aXBOPIOBAHHSIX.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
®apmakoOuHamiuyHi 83aemo0il

ITepopanvHi aumukoazyassiHmu. Y TAIli€HTIB, CTaH SKUX CTa0iTi30BaHUM IMOCTIHHUM
3aCTOCYBaHHSM BapdapuHy, MpuitoM eTOpuKoKCcuOy B 0o3i 120 Mr Ha 00y CYIIPOBOOKYETHCS
30inbireHHIM pubaKu3HO Ha 13 % mpoTpoMOiHOBOTO Yacy MiXKHapOOHOTO HOPMali30BaHOTO
BigHOIeHHS (MHB). Tomy B maIfieHTiB, SKi 3aCTOCOBYIOTh IIepPOpasbHi aHTUKOATYISHTH, CIIif
YacCTo MepeBipsATH MOKAa3HUKHY MPoTpoMOiHoBoro yacy MHB, oco6nuBo B mepiii AHi mpuiioMy
eTopruKoKcuOy abo mpu 3MiHi 0T0 O3yBaHHS.

Iliypemuxku, iHeibimopu aH2iomeH3uHNnepemaeopsabHo20 pepmenmy (AIIP) i ahmazoHicmu
peuenmopie aHeiomeH3uHy II. HectepoigHi mpoTru3ananbHi 3aco0u MOXKYTb ITOCIaboBaTH
e(eKT [iypeTHKiB Ta iHIINX aHTUTIIePTeH3UBHUX IIpenapariB. Y AesSKUX IallieHTiB 3
OPYyIeHHAM GYHKIII HUPOK (HapuKiaL y MallieHTiB 3 merigpaTaliieo abo y JmiTHIX
TallieHTiB 3 ocnabneHo0 QyHKIIEI0 HUPOK) OMHOYacHe 3acToCcyBaHHs iHTiOiTopy AII® abo
aHTaroHICTiB pelenTopiB aHrioTeH3uHy Il i mpemapartis, 1110 iHTi0YIOTh IIUKIO0KCUTEHA3Y,
MOXK€e MIPU3BOOUTH A0 IMOAABIIOrO MOTipIIeHH PYHKIN1 HAPOK, BKIII0Yal49u TOCTPY HUPKOBY
HEJOCTaTHICTh, III0 3a3BUYail Ma€ 000pOTHUY XapakTep. Ciif mam’ ATaTé PO MOKIIUBICTH
TaKMX B3aEMOIi#l y MAIliEHTIB, SIKi 3aCTOCOBYIOTh €TOPUKOKCHUO OMHOYACHO 3 iHTibiTOpaMu
ATI® abo 3 aHTaroHicTaMu pernenTtopiB anrioren3uny II. Tomy Taki KomOiHamii cimin
Ipu3HayvaTU 3 00epexkHiCTI0, 0COONMMUBO MallieHTaM JIiTHbOTO BiKy. CIIifl TpOBECTU HANIEKHY
rigparallito Ta pO3ragHYTH IUTAHHS PO IPOBEeHHSI MOHITOPUHTY (PYHKIIii HUPOK Ha
1o4aTKy KOMOiHOBaHOTO JIiKyBaHHS, a TAaKOXK 3 IIEBHOIO MEPIOJUYHICTIO i Hafami.

Auemuscaniyunosa kKucaoma. Y X0Mi OOCHIIKEHHS 3@ y4aCTIO 3[I0POBUX JOOPOBOIIBIIB B
yMOBax PiBHOBaXKHOT'O CTaHY 3aCTOCYBaHHS eTOpUKOKCcUOY B 703i 120 mr 1 pa3 Ha mo0Oy He
BIIJIMBAJIO HA aHTHATPETaHTHY aKTUBHICTD alleTUICainnioBol kuciaotu (81 mr 1 pa3 Ha
no6y). ETopukokcub MoxKHa pu3HavyaTH OJHOYACHO 3 al[eTUJICAIIIUIOBOI0 KHUCIIOTO0 B



[03ax, 1[0 3aCTOCOBYIOTHCS [l MTPOGITaKTUKYU CepLEeBO-CYAUHHNX 3aXBOPIOBAHb
(3acToCyBaHHS alleTUJICAJIILIAIIOBOI KMCIOTHA B HU3bKUX f03ax). OgHaK ogHOYaCHe
3aCTOCYBaHHS HU3bKUX [03 alleTUJICAJIIIIAIIOBOI KMCJIOTHA Ta ETOPUKOKCUOY MOXKe
30i/pIIyBaTH 4acTOTy BUHUKHEHHS Bupa3ku LIKT Ta iHIIKMX yCKIagHeHb TOPIiBHSIHO 3
MOHOTepaIi€n eTopuKokcuOoM. He peKoMeH0BaHO OgHOYACHEe 3aCTOCYBaHHS
€TOPUKOKCUOY 3 alleTUIICAIIIIOBOIO KUCIIOTO0, O3U SIKOI BUIIi 3a MpodinakKTU4Hi, a TaK0XK
3 iHIIMMU HECTEPOITHUMH ITPOTU3alaIbHUMHU 3aco0aMu.

LlukaocnopuH ma makpoaimyc. Xo4a B3aEMOIist ETOPUKOKCUOY 3 UMM IIpellapaTaMu He
BHBYaJlach, OTHOYACHE 3aCTOCYBaHHS OyOb-IKOT0 HECTEPOIMHOTO IIPOTU3aMaabHOr0 3aC00y
i3 1uKI0CIOpUHOM ab0 TaKPOJIiMyCOM MOXKEe ITOCUITIOBATH HE(QPOTOKCUYHUM BIIJIUB OCTAHHIX.
Crnim KOHTPOMIOBATH GYHKITI0 HUPOK ITPYU OJHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCHUOY 3 OyIb-
SKUM i3 IIMX IIpernaparis.

dapmakoKiHemuy4Hi 83aemo0ii
Bnaues emopukokcuby Ha (papMakokiHemuky iHwux npenapamis.

JIimiti. HecTepoinHi mpoTu3amnanbHi 3acobu mocaabiioTh BUBEIEHHS JIiTil0 HUPKAMHU, TUM
caMuM IiIBUINYI0OYHX PiBEHb JIiTiI0 B IJIa3Mi KPOBi. fAKIO HEOOXiMHO, TPOBOMSTh PETENIbHUMN
KOHTPOJIb PIBHS JIITiF0 Y KPOBI Ta KOPUT'YIOTh A03Y JIITiI0 IIPOTSATOM OGHOYACHOIO
3aCTOCYBaHHS LIMX IIPeraparTiB, a TaKOXK IIpY NMPUIMHEHHI 3aCTOCYBaHHS HECTEPOITHUX
IIPOTHU3anaabHUX 3aco0iB.

Memompekcam. Y X0fi IBOX JOCTiAXKeHb BUBYANUCSA eheKTH eTOPUKOKCUOY IIpU 3aCTOCyBaHHI
y mo3ax 60, 90 abo 120 mr 1 pa3 Ha moOy mpoTaroM 7 OHIB MallieHTaMHU, SIKi OfepKyBaau

1 pa3 Ha TUXKOEHb METOTPEKCaT y [03i Bifg 7,5 mo 20 Mr Ipu peBMaTOIfHOMY apTPHUTi.
ETtopukokcu0 y 0o3i 60 i 90 Mr He BIJIMBaB Ha KOHIIEHTPALIIiIO B I1JTa3Mi KpoBi a0 HUPKOBUM
KJIipeHC MeTOTpeKcaTy. B omHOMY [OCIifiKeHHi ITpX 3aCTOCYBaHHI eTOPUKOKCUOY B J03i
120 Mr He cnocTepirasoch BIJIMBY Ha KOHIIEHTPALIiI0 B I1JIa3Mi KPOBi Ta HUPKOBUM KIIIpEHC
MEeTOTPEeKCaTy, TOAi K B iHIIOMY [OCJIiAXKEHH] IPYU 3aCTOCYBaHHI eTOPUKOKCHUOY B 1031

120 Mr KOHLIEHTpaLisg MeTOTPeKCaTy B IJIa3Mi KPOBI MifBUIllyBasacd Ha 28 %, a HUDKOBUYU
KJIipeHC MeToTpeKkcaTy 3HuXKyBaBcs Ha 13 %. IIpu ogHOYacHOMY NpU3HaYeHH]
€TOPUKOKCUOY Ta METOTPEKCATY CJIifi TPOBOOUTH BifTIOBiIHUIN MOHITOPUHT CTOCOBHO TIOSIBU
TOKCHAYHOTO BILJIUBY METOTpPEKCATY.

IIepopaavHi konmpauenmueu. ETopuKokcu0 y 0o3i 60 Mr mpu ogqHOYaCHOMY 3aCTOCYBaHHI 3
IepopalbHMMM KOHTPaleNTUBaMH, 110 MIiCTITh 35 MKT eTuHinecTpagiony Ta 0,5-1 mr
HOPETUHAPOHY, IPOTAroM 21 OHS NPU3BOAUB A0 miABUILLeHHS noka3dHuka AUC, ., v
piBHOBa:KHOMY CTaHi [y eTHUHimecTpadiony Ha 37 %. ETopukokcu6 y mo3i 120 Mr npu 3acTocyBaHHI
3 BUIIleBKa3aHMMU IIepopaJbHUMU KOHTPalleITHBaMy OgHO4YacHO a0o yepe3 12 rofuH MigBUIIYBaB y
piBHOBaxXHOMY cTaHi 3HaueHHs AUC,,,, eTuHinectpagiony Ha 50-60 %. [Ipo Take mifBuIlieHHS
KOHIIeHTPallil eTHHiNlecTpadioy Cllif maMm’siTaTy TPy BUOOPi IepopalbHOT0 KOHTPALENITURY 3 Pi3HUM
BMiCTOM €THHiJIeCTpagiosny, IKUU 3aCTOCOBYBaTHMETHLCS OOQHOYACHO 3 eTOPUKOKCUOOM. [TinBuiieHHS
€KCITO3HIIil eTHHITeCTPamioy MoxKe 30iIbIyBaTH YaCTOTY BUHMKHEHHS MOOIiYHUX peakKIli,
TI0B’SI3aHUX i3 3aCTOCYBAaHHSAM IepOpabHUX KOHTPALENTUBIB (Hanpukiag TpoM6oeMbotii BeH y
JXKIHOK TPyIIU PU3HKY).

T'opmonozamicHa mepanis (I'3T). ITputiom 120 MT eTOpUKOKCUOY 3 TOPMOHO3aMiCHUMHU



IpernapaTaMmy, 10 BKIOYalTh KOH 10oroBaHi ectporenu (0,625 Mr «IIpeMapuny™ »),
npoTsaroM 28 oHiB 30inbinye cepenHii moka3Huk AUC,,,, v PIBHOBaXKHOMY CTaHi

HEKOH I0TOBaHOTO ecTpPOoHY (Ha 41 %), exBininy (Ha 76 %) i 17-B-ectpapiony (Ha 22 %). Bonus nos
eTOPUKOKCUOY, peKOMEeHI0BaHUX IJIsl TpruBanoro 3actocyBanHus (30, 60 i 90 mr), He BUBYABCS.
[TopiBHSHO 3i 36inbIIeHHIM H0o3yBaHHS 3 0,625 mo 1,25 Mr mpu MOHOTepaIlii TpernapaToM
«[TpemMapuH™ », BIIMB €TOPUKOKCHOY B mo3ax 120 mr Ha ekcrnoawutiito (AUC,,,,,) ECTPOTEHHUX
KOMITOHEHTIB npenapaty «IIpemMapun™» OyB MeHIIMM, HiXK Ha ITONOBUHY. KniHiuHe
3HaYEeHHS TAaKOro MiBUILEHHS HEBiIOMe, a IPUINOM BUCOKUX 03 Ipemnapaty «IIpemapun™ »
OJHOYACHO 3 eTOPUKOKCUOOM He BUBYaBCS. Ciif OpaTy 0O yBaru Take 30ibIIeHHS
KOHIIEHTpAIlil eCTPOreHy Ipu BuOOPi TOPMOHAILHOTO IIPelapary AJIsl 3aCTOCYBaHHS Y Iepiof
IIOCTMEHOTay3u IIpU OJHOYACHOMY 3aCTOCYBaHHI 3 eTOPUKOKCUOOM, OCKiTbKM 3POCTaHHS
€KCIIO3UIIil eCTPOTreHy MigBUIIYEe PU3UK BUHUKHEHHS MOOIYHUX peaklliit Ipu 3aMicHin
TOPMOHOTEepaITil.

IIpedHizoH/npedHiz010H. Y MOCITiIXKEHHSIX B3aEMO/il eTOPUKOKCUO He BUSBIISB KITiHIUHO
3HAQYYIIOT0 BIUIMBY Ha (h)apMaKOKiHETHKY MPEeIHiI30HY/IPeIHI30/I0HY.

Hueokcun. [Ipu 3acTocyBaHHi eTopukokcuby B no3i 120 Mr 1 pa3 Ha goOy npotsirom 10 mHiB
300POBUM IOOPOBOJIBISIM He CIIOCTepiraBcs BIIUB Ha Moka3HUK AUC, ,,, V PiBHOBaKHOMY
CTaHi Ta Ha BUBEMIEHHS QUTOKCUHY HUpKamu. Crioctepiranocs 30inbiieHHs moka3Huka C, .
nurokcuny (mpubnusno Ha 33 %). Take mifBUILeHHS, SIK IPABUIIO, HE € CYTTEBUM Y OiTbIIOCTI
narfienTiB. OgHaK CIIifl CIocTepiraTy 3a CTAHOM IAIiEHTIB 3 BUCOKUM PU3MKOM TOKCUYHOI [ii
IUTOKCUHY NIPU OMHOYACHOMY IIpU3HaUYeHHi €eTOPUKOKCHOY Ta AUTOKCUHY.

Bnaus emopukokcuby Ha npenapamu, u,0 Mmemaboi3ylomucs cyabphompaHcpepazamu

ETopukokcub € iHri6iTopoM aKTUBHOCTI JTIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk
MOXKe IIiABUIIYBaTU KOHLIEHTPAI[il0 eTUHIIeCTPagiony B cCupoBaTLi KpoBi. OCKiIbKY Ha ChOTOfHI
OAaHUX PO BIIJIUB YUCJIEHHUX CyNb(oTpaHcdepa3 HeIOCTaTHLO, a KITiHiuHi epekTr 6araTbox
IpernapariB 4oci BUBYAIOTHCS, JOLIIBHO 3 00ePeKHICTIO TPU3HaYaTH €TOPUKOKCHUO OMHOYACHO 3
iHIMMMY TTperapaTaMy, 110 MeTab0i3yI0ThCS TOJIOBHUM YHHOM JIIOICEKUMU CyNib(oTpaHchepazaMu
(HampuKIaf nepopanbHUi canrb0yTamMosI Ta MiHOKCUIWII).

Bnaue emopukoxcuby Ha npenapamu, u,0 memaboaizyromucs izopepmernmamu CYP

3a JaHMMU OOCTIIXKEeHb in Vitro, He 04iKyeThbCs NpUrHiveHHsa nutoxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. V xomi mocmifKeHb 3a y4acTiO 3TI0POBUX JOOPOBOJIBINB IIOEHHE
3aCTOCyBaHHS eTOPUKOKCHOY B 0031 120 MTI He BIIJIMBA/IO Ha aKTUBHICTD medyiHkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3a EPUTPOMILIMHOBUAM AUXAJIbHUM TECTOM.

Bnaue iHwux npenapamis Ha (papmMakokiHemuky emopukokcuby

OcHoBHUM max 00MiHy eToOpuKOKCcuOy 3anexuTh Bif pepmenTtiB CYP. CYP3A4 cmpusie MmeTabomizmy
eTopuKoKcuOy in vivo. [locnmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTali3yBaT! OCHOBHHUI LINAX 00MiHY eTOPUKOKCUOY, ane iX KinbKicHi
XapaKTEePHUCTUKU He BUBYAJIUCE N Vivo.

Kemoxkonazon. KeTokoHa3on € nmotyxkHuM iHribiTopom CYP3A4. [1pu 3acToCyBaHHI 3M0POBUMU
noOpoBonbisgMu v fo3ax 400 mr 1 pa3 Ha goOy npoTtsrom 11 mHIB KETOKOHA30/1 HE YMHUB
KJTiHIYHO 3HAYYIIIOTO BIIJIUBY Ha (hapMaKOKiHETUKY eTOPHKOKCHOY B pPa30Bik mo3i 60 Mr
(30inmpirenus AUC Ha 43 %).



BopukoHa3zos i mikoHazoa. OgHOYACHE 3aCTOCYBaHHS IIEPOPaAIbHOI0 BOPUKOHA301Ty abo
MiKOHA30J1y y BUTJISAMi OPaIbHOTO TeJTI0 OIS MiCIIeBOT0 3aCTOCYBaHHS (IOTYXKHi iHTiOiTOpH
CYP3A4) 3 eTopuKOKCHOOM BUKJIMKAJIO HEBEJIMKE ITigBUIIIEHHS €KCII03UIlil eTOPUKOKCUOY,
1110, OIHAK, He BBaXKaocs KJIiHIYHO 3HAYYIIKMM 3TiIHO 3 ONy0/IiKOBaHUMU HaHUMHU.

Pugpamniyux. OmHOYaCHE MPU3HAYEHHS €TOPUKOKCUOY Ta pudaMmIiluHy (IOTYXKHOTO
ingyktopa pepmenTis CYP) npu3BoaniIo 0o 3HMUKEHHS KOHIIEHTPallil eTOPUKOKCUOY B IJ1a3Mi
KpOBi Ha 65 %. Lle MOoXKe CynpOBOLXKYBaTUCH IOBTOPHUM IIPOSBOM CUMIITOMIB IIPU
OTHOYACHOMY 3aCTOCYBaHHi 3 eTopukokcuOoM. Tomi K Taki maHi MOXKYTh BKa3yBaTH Ha
HeoOXigHiCTh 30iNbIIEHHS 03U, He PEKOMEHI0BAHO 3aCTOCOBYBAaTU €TOPUKOKCUOD y [103aX,
110 ITePEBUINYIOTh BKa3aHi [IJIT KOXKHOTO ITOKa3aHHS, OCKiJIbKM He BUBYAJI0Ch KOMOiHOBaHe
3aCTOCYBaHHS pu(aMITiIIMHy Ta eTOPUKOKCUOY B TAaKUX H03aX.

Anmauudu. AHTaIMH] IIpernapaTy He YMHATH KJTIHIYHO 3HAUYYIOTr0 BIJIMBY Ha
(hapMaKOKiHETHKY €TOPUKOKCHUOY.

Ocob.1ueocmi 3acmocy8aHHs1.
Bnaue Ha wayHKO0BO-KUWKOBUL Mpakm

[ToBimoMusizIoCs TIPO YCKIamHeHHs 3 00Ky BEPXHIX BifiliB IIIYHKOBO-KUIIIKOBOTO TPAKTY
(mepdopariii, Bupa3ku abo KpoBOTeUi), iHOZI 3 TeTaJlbHUM HaACJIiAKOM, Y Malli€HTiB, 110 OTPHMYBaJIX
€TOPUKOKCHO.

3 00epexXHiCTIO CITifg MpHU3HayaTH HECTEPOIIHI MpoTH3amnabHi 3aco0u MalieHTaM 3 MigBUIIeHUM
PU3HUKOM YCKIagHEHb 3 00Ky IIUTYHKOBO-KHUIIIKOBOTO TPAKTY; MAIliEHTaM JIiTHBOTO BiKy, MMallieHTaM, 110
3aCTOCOBYIOTh OyOb-IKMi iHIIUY HeCTEePOINHUM MPOTHU3aNaabHuM 3aci6 abo aleTHICcaIiluIoBy
KMCJIOTYy OOHO4YacHO, abo maiieHTaM 3i IITyHKOBO-KUIIKOBUMY 3aXBOPIOBAHHSIMY B aHaMHe3i, a caMe
BUpa3KaMU Ta IIIYHKOBO-KUIIKOBMMY KPOBOTEYaMU B aHaMHE3I.

IcHYy€e omaTKOBUYM PU3UK PO3BUTKY MOOIUHUX ePeKTiB 3 6OKY IITYHKOBO-KUIIIKOBOT'O TPAKTY
(IUTYHKOBO-KUIIIKOBA BUpa3Ka abo iHII yCKnagHeHHS 3 00Ky LIIYHKOBO-KUIIIKOBOTO TPAKTY) IIPU
OJHOYAaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY Ta alleTUJICATilAI0OBOLI KUCIOTH (HaBiTh ¥ HU3bKUX 003aX).
Y xoni TpuBanux KiIiHIYHUX DOCIIIXKEHb HE CIIOCTEPIranocs BUPaXKeHol BiTMiHHOCTI y Oe3meli uomo
IIIJTYHKOBO-KUIITKOBOT'O TPAKTY IIPU 3aCTOCYBaHHI CeNTeKTUBHOTO iHTribiTopy LIOI-2 aueTuicaminuioBa
KMCJIOTa Ta HECTEPOIIHUX ITPOTH3aNalbHUX 3ac00iB alleTUICAIIKNIIOBa KUCIOTA.

Bnaue Ha cepuego-cyo0uHHy cucmemy

Kniniuni mocmigkeHHS BKa3ylOTh Ha Te, 1[0 3aCTOCYBAHHS JIiIKapChKUX 3aC00iB KJIacy CEIEKTUBHUX
inri6iTopis LIOI'-2 Moxke OyTH IOB’I3aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIagHEHb
(oco6nuBO iHpapKTy MioKapaa Ta iHCY/IbTY) MOPIiBHSIHO 3 MIale0o Ta IessKUMU HECTEPOiITHUMU
IpoTHU3ananbHUMU 3acobamMu. OCKiTbKY PU3UK CEPIIEBO-CYIUHHUX YCKIagHEHb 3POCTAE IPH
30inbIIIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS €TOPUKOKCHOY, ITperapar Cllif Ipu3HadaTyd Ha
SIKOMOTa KOPOTIIHNY MTepiofl Yacy Ta B HAMHUKYUX e(heKTUBHUX N000BUX Ho3ax. CIig mepioguuHo
meperisigaTy MoTpedy MallieHTiB Yy CUMIITOMAaTUYHOMY ITOJIerIIeHHi 600 Ta peakllio Ha TiKyBaHHS,
0CO0OJIMBO Y TAIIIEHTIB 3 0CTE0APTPUTOM.

[TamienTam 3 BUPaXKEHUMHU (l)aKTOpaMI/I PHU3HUKY PO3BUTKY CEPLEBO-CYIUHHUX YCKIIAOHEHDb (HaHpI/IKJ'[aJZ[



apTepianbHa TinepTeH3id, rineprimigeMis, 1yKpoBuii miabeT, MaliHHsI) IPU3HAYaTH €TOPUKOKCUO CITif
JIMIIE TIiCTS PETENbHOI OLIHKY PU3UKY PO3BUTKY YCKIIaOHEHHS.

CenekrusHi inribitopu 11OI-2 He 3aMiHIOI0Th 3aCTOCYBAHHS alleTUIICAIIIUIIOBOl KUCTIOTH OIS
npodinmakTKu TpoMO0eMOOTiYHIX CEPIIeBO-CYIMHHUX 3aXBOPIOBaHb, OCKITbKY HE YUHSTD
aHTUArperanTHOI fil. ToMy He CIIif BiIMiHATH aHTHArperaHTHI penapary.

Bnaue Ha HUpku

HupkoBi mpocTarnaHguHYA MOXKYTH BiflirpaBaTé KOMIIEHCATOPHY POJIb B MiATPUMIIi nepdy3il HUPOK.
Tomy mpu cTaHax, [0 CYIPOBOAXKYIOTHCS MOTIPIIEHHSM HUPKOBOI nepdys3il, 3aCTOCYyBaHHS
€TOPUKOKCUOY MOXKe IPU3BONUTH [0 IociableHHsT YTBOPEHHS IIPOCTarjJaHANHIB i, IK HaCMigoK,
HUPKOBOI'O0 KPOBOTOKY, TUM CaMUM HOTipIIyI04Yy QYHKIIII0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKOl
peaxtiii icHye y mallieHTiB 3 y2Ke HasiBHUM BUpPaxKeHUM MOPYIIEHHSIM (QYHKII1 HUPOK,
HEKOMIIEHCOBaHOIO CePIIeBO0 HEJOCTaTHICTIO ab0 HXPO30M. Y TaKHUX MAI[i€HTiB CIlifi KOHTPOIIOBaTH
GYHKIIII0 HAPOK.

3ampumka piduHu, HabpsAKU ma apmepiaavbHa 2inepmex3sis

4K i mpu 3acToCyBaHHI iHINX IIpenaparis, o iHriOyI0Th CHHTEe3 IPOCTarjlaHANHIB, 3aTPUMKa PiguHH,
HaOpsIKU Ta apTepianbHa TinepTeH3is CIocTepiranucs y malieHTiB, SKUM 3aCTOCOBYBaJU
eTopukokcub. Bci HecTepoigHi npoTu3ananbHi 3aco0H, BKITIOYal0YU €TOPUKOKCUO, MOXKYTh
IIPU3BOIUTH 10 PO3BUTKY ab0 PeIMANBY 3aCTifHOI CepIieBol HeJOoCTaTHOCTI. [HpopMaliito mpo
Peaxlio 3aJeXXHO Bif [03U OUB. B po31ini «®PapMakosIoriyHi B1acTuBOCTI. ®apMaKoomHaMika». 3
00epexkKHiCTIO ITpenapaT Npu3HavaioTh MallieHTaM i3 ceplieBOl0 HeIOCTATHICTIO, IIOPYIIEHHSAM (QYyHKIIi1
JIiBOTO IITyHOYKa ab0 apTepiajbHOIO TinepTeH3i€0 B aHaMHe3i, a TaKOXK NallieHTaM 3 Ha0psKaMHu, 10
BUHUKIIY 3 Oy[Ib-IKUX IHIMMX NpUYKH. [Ipy KTiHIYHUX 03HaKaX MOTIpPIIeHHS CTAHy TaKUX MAalli€HTiB
CJIil BXUTH BiOIIOBITHUX 3aXO0[IiB, BKTI0YAOYX BiIMiHy €TOPUKOKCHOY.

ETopukokcu6, 0co6MMBO ¥ BUCOKUX H03aX, MOXKe IPU3BOAUTH [0 YACTIIIOl Ta TIXKYO0I apTepiasbHOI
rinepTeH3il MOPiBHSIHO 3 IeSKUMHU iHIIUMU HECTEPOITHUMU IIPOTU3ANaIbHUME 3acob6aMu Ta
cenekTuBHUMHY iHrib6iTopamu LIOI'-2. ToMy apTepianbHy rinepTeH3ito CIil KOHTPOIIOBATH [I0 IIOYATKY
JIiKyBaHHS €TOPUKOKCUOOM, Ta 0COOIMBY yBary CIif IPUATATA KOHTPOJIIO 3a apTepialbHUM TUCKOM
il Yac JIiKyBaHHS eTOPUKOKCUOOM. ApTepiaabHUN TUCK CJIifi KOHTPOJIIOBATH IIPOTSATOM 2 TUXKHIB
iCJIs [TO0YaTKY JIIKYBaHHS, a [IOTIM - IIeploguuHo. fAKINo apTepiaJbHUN TUCK CYTTEBO MiABULIYETHCH,
CJIif PO3TJISHYTU MOXKJIUBICTh @JIbT€PHATUBHOIO JIIKYBaHHS.

Bnaue Ha neyviHky

[TinBumeHHs piBHSA anaHiHamiHoTpaHcepasu (AJIT) Ta/abo acaprataminoTpaHchepasu (ACT)
(mpubmu3HO B 3 ab0 GinbIlle pa3iB MOPIBHIHO 3 BEPXHLOI0 MEXKEI0 HOPMH) CIIOCTEpPiranocs npubiu3Ho
B 1 % marieHTiB, siKi 6pany y4acThb y KJTiHIYHUX OOCTIIXKEHHSX Ta 3aCTOCOBYBAJId €TOPUKOKCUD Y
no3ax 30, 60 Ta 90 Mr Ha o6y mpoTsiroM mepiony mo 1 POKy.

Crnip criocTepiraTl 3a CTaHOM BCiX MAlli€HTIB i3 CUMIITOMaMH MOPYIIeHHS QYHKIIIl Ie4iHKH, a TaKOXK
NallieHTiB 3 MATOJIOTIYHUMY NTOKa3HUKaMM (QYHKI1 nediHku. [Ipy 03HaKax MopyeHHs QyHKIIil
NeYiHKY Ta IPU CTiMKUX NaTOJOTIYHUX 3MiHaX TOKa3HUKIB (QyHKIII MediHKY (B 3 pa3u BUIIlEe 3a
BEPXHIO MEXKY HOPMM) €TOPUKOKCUO CJIifl BigMiHUTH.

3azanvHi 8Ka3iskKu

ZKII0 IPOTATOM JTiKyBaHHS y MAIli€EHTa CIOCTEePIiraeThcs MOTipineHHs QyHKILIL Oyab-SKO] i3 CUCTEM
OpraHiB, 3a3Ha4Y€HUX BUIIE, C/Iif] BXKUTH BiANOBIIHUX 3aXO0[iB Ta PO3TIAHYTHA NUTAHHS IIPO BiAMiHY



eTopukokcu0y. Cnif 3abe3neynTy BiANIOBiAHE MeUYHE CIIOCTEPEXKEHHS IIPX 3aCTOCYBaHHI
€TOPUKOKCUOY TallieHTaM JITHHOTO BiKy Ta IallieHTaM 3 IOPYLIeHHAM QYHKIii HUPOK, ediHKu abo
cepus.

3 00epeKHICTIO CITi MOYMHATH JIiIKyBaHHS €TOPUKOKCHOOM MAIliEHTIiB 3 merimpaTarli€ro.
PekoMeH0BaHO ITPOBECTH PeTiApaTalliio 40 M0YaTKy 3aCTOCYBaHHS €TOPUKOKCHUOY.

[Ipo pO3BUTOK CEPUO3HUX MIKIPHUX PeaKliy, y OessKUX BUNAOKaX 3 JIeTaJlbHUM HaCJIiIKOM, Y TOMY
YHUCIT eKC(hOoIiaTUBHOTO fepMaTuTy, cuHgpoMy CTiBeHca — [[2)KOHCOHA ¥ TOKCHYHOTO elliflepMaibHOTO
HEKpOJIi3y, IyKe PigKo MOBiOMIISANIOCS IIPU 3aCTOCYBaHHI HECTEPOINHUX ITPOTH3aNaabHUX 3ac00iB i
OessKuX CeJIeKTUBHUX iHribiTopi IIOT-2 mim yac MoCcTMapKEeTHHTOBOT'O CIIOCTEPEXKEHHS (OUB. PO3Mis
«ITo6iuHi peakiiii»). HaliBuiuii pu3uK PO3BUTKY TaKMX Peakllid y MaIlieHTiB — Ha IOYaTKy Teparii, a
TI0YaTOK IX MPOSIBIB Y OiNIBINOCTI BUMAAKIB — MPOTSATOM MEPILIOT0 MicsIs miKyBaHHsA. Cepito3Hi peakiii
rinepuyTnuBOCTi (Taki gk aHadinakcis i aHTioOHeBPOTUYHUM HAaOPSK) CIIOCTepiraaucs y MalieHTiB, sSKi
3aCTOCOBYIOTh eTOpHUKOKCUO. [lesiki cenekTuBHi inribitopu LIOI-2 migBUIIYIOTh PU3UK BUHUKHEHHS
IIKipHUX peakilill y NmallieHTiB 3 alepriyHo0 peakiielo 10 6ymb-IKOro IpenapaTy B aHaMHe3i.
ETopukokcu0 cif BiTMiHWTH NIPU MEePIIKUX IIPOsSBaX BUCUIIIB Ha WIKipi, YIIKOAXKEHb CIM30BO1
000J10HKM a00 iHIINX 03HaKaX rinepyyTIUBOCTI.

I[Tpu 3aCTOCYyBaHHI €TOPUKOKCHOY MOXKYTh MaCKyBaTHCS IIPOSIBY TapSIYKY Ta iHIIi 03HAKK 3aMalbHOTO
TIpOIIecy.

3 06epexkHiCTIO MPU3HAaYaloTh OOHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHIIi mepopabHi
QHTUKOATyJISTHTHU.

3acTocyBaHHS €TOPUKOKCHUOY, 5K i iHIMKUX Ipemnaparis, 110 iHTri0yI0Th TUKIIOOKCUTEeHa3y/ CUHTE3
IIpOCTAarlaHOVHIB, He PeKOMEH0BaHO XKIiHKaM, 5IKi [JIaHYIOTh BariTHICTE.

Jlikapcekuii 3aci6 ApKokcis®, TabIeTKu, BKPUTI MIiBKOBOX 0G0IOHKO0, MiCTHTh JIaKTO3y. I1alicHTH 3
PifKICHOIO CIIagKOBOX HENePeHOCHMICTIO TaJlaKTO3H, HeLOCTATHICTIO T1aKTa3u ab0 CHHAPOMOM
TJII0K030-TallaKTO3HOI ManmbabcopO1iii He ITOBUHHI 3aCTOCOBYBATH Il Ipemnapar.

e nikapcbkuit 3acib MicTuTh MeHIIe 1 MMonb (23 Mr)/mo3y HaTpito, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpito.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHiCTb

HeMae KiHiYHMX TaHUX PO 3aCTOCYBaHHS €TOPUKOKCUOY B mepiof BariTHOCTI. [locmigKeHHS Ha
TBapHHaX IIPOAEMOHCTPYBaIU PENPOAYKTUBHY TOKCUYHICTh. [I0TEHIIMHNY PU3UK [AJII BariTHUX
HEeBifOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTaHHLOTO TPUMECTPY BariTHOCTI, K i iHIINUX
TIpernaparis, 110 iHTi0yI0Th CUHTE3 MPOCTarIaHANHIB, MOXKe IIPU3BOAUTH [0 BiICYTHOCTI CKOPOUEHb
MaTKH Ta Iepef4acHoro 3aKpUTTs 60TanoBoi MPOTOKU. [10BiHOMIISAIOCH PO BUMAAKYU MTOPYIIEHHS
GYHKIIII HUPOK II7I0fa, 110 IIPU3BOOUIIO OO 3MEHIIeHHS 00'eMy aMHIOTHYHOI piguHu (osirorinpaMHioH)
y BariTHUX XKIiHOK, SIKi IpuiiManu HeCTEPOINHI mpoTu3ananbHi npemnapaTtu (HIT13I1) Ha gBagusTOMY
TUXKHIi BariTHOCTI abo mi3Hime. B mesikux BUMagKax Ile MOXKe IIPU3BOOUTH [0 MOPYILIeHHS QYHKIIIi
HUPOK Y HOBOHAPOMXKEHUX. 3a3HaueHi eeKTH MOXKYTh BUHUKATH He3abapoM Iiciisg Io4aTKy
nikyBauHs HII3II; onirorimpamMHioH 3a3Buy4ail € 000POTHUM IIiC/s IPUNMHEHHS JTIKyBaHHS.
3acToCcyBaHHS €TOPUKOKCHOY IIPOTHIIOKA3aHO B ITepiof BariTHOCTI. fAKIIo XKiHKa 3aBariTHina mig gac



JiKyBaHHS, €TOPUKOKCHO HEOOXiTHO BiTMiHUTH.

[Iepion rogyBaHHA TPYOOI0

HeBigomo, 4¥ IpOHMKAE eTOPUKOKCUO B IPYAHE MOJIOKO. Y IIypiB €TOPUKOKCUO BUBOOUTHLCS 3
MoJIOKOM. 2KiHKH, SIKi 3aCTOCOBYIOTH €TOPUKOKCHUO, He TIOBUHHI TOAYyBaTH I'PYALIIO.

DepTUNLHICTD

3acToCyBaHHS eTOPUKOKCUOY, SIK i iHIIUX mpemnapartis, mo inridyoTs LIO-2, He peKOMeHI0BaHO
KiHKaM, SKi MIaHyITh BaTiTHICTh.

30amHicmb eniueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

[TamieHTH, y SKUX I YaC 3aCTOCYBaHHS €TOPUKOKCUOY BUHHUKAE 3allaMOPOYEHHS, BePTUTO a0o
COHJIUBICTH, He ITIOBUHHI KePyBaTH aBTOTPAHCIIOPTOM Ta IIpalloBaTy 3 IHIIUMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

JlikapceKuii 3aci6 APKOKCisi® 3aCTOCOBYIOTH IepopasbHo. IIpenapaT MoXHa IPUAMAaTH
He3aJIeXXHO Bifl BXXUBaHHA 1Xi. [ToyaTok edheKTy mpernapaTy HacTa€ MIBUIIE TPU ITPUHOMi
nepen igoto. Lle moTpiOHO BpaxoByBaTH IPHU HEOOXIMHOCTI IIBUAKOTO MMOCTabIeHHS
CUMIITOMIB.

OCKinbKY pU3UK BUHUKHEHHS IOPYIIEeHb 3 00Ky CEpIeBO-CyqUHHOI CUCTEMU IIPH
3aCTOCYBaHHI eTOpuKOKCUOY 3POCTAE MPH IMiABUINEHHI JO3H i TPUBAIOCTI €KCIIO3HUIIil, CIIif
IIPOBOAUTY HAUKOPOTIIi KypCH JTiIKyBaHHS IIPY 3aCTOCYyBaHHI HallMEHUINX e(peKTUBHUX
no6oBux 0o3. Criif nepioguyHo IMepeoliHioBaT NOTPe0y y MOJermeHHi CHMITOMIB i
BifITIOBigb Ha JIiKyBaHHS, 0COOIMBO y NALliEHTIB 3 0CTE0APTPUTOM.

Ocmeoapmpum

PexomeHgoBaHa fio3a cTaHoBUTHL 30 Mr 1 pa3 Ha [00y. Y medKux malieHTiB IpU HEAOCTaTHEOMY
nocnabreHHi cuMIITOMiB 30inbineHHS 1034 0o 60 Mr 1 pa3 Ha 700y MoXKe MiABUIIUTH e(PeKTUBHICTb.
3a BiICYTHOCTI IOJIMIIIEHHS e(PeKTy CIifi PO3T/ISHYTH IUTaHHS PO iHIM MOXKIINBI METOOHU JIiKyBaHHS.

PegmamoioHuti apmpum

PekoMeHpoBaHa fio3a ctaHoBUTEL 60 Mr 1 pa3 Ha mo0y. Y mesgKux MallieHTiB Ipu
HeJOCTaTHbOMY ITocnabeHHi cuMnToMiB 30inbieHHs fo3u 0o 90 mr 1 pa3 Ha mo0y Moxe
TIOKpAIIyBaTH TepaneBTHYHUM edeKT. [Ipu mocsSTHeHHi KiiHiuyHOoi cTabimi3arlrii marriexTa,
IOLITbHO 3HU3UTH 03y A0 60 Mr 1 pa3 Ha goOy. 3a BimCyTHOCTI MOiNIIeHHS eheKTy CIif
PO3TJISHYTU IUTAHHS [IPO IHII MOXKJIMBI METOIU JIIKYBaHHS.

AHKin03y04ul cnoHOUAIim

PekoMmeHoBaHa 03a CTaHOBUTH 60 Mr 1 pa3 Ha mo0y. V mesKux MmalieHTiB Ipu



HeI0CTaTHbOMY T0cC/IabieHHiI CUMIITOMIB 30inbineHHs 703U 0o 90 mMr 1 pa3 Ha goby Moxke
ITOKpAIyBaTH TepaneBTU4YHUM edeKT. [Ipu moCsATHEHHI KiIiHiuyHOI cTabini3allii maijieHTa,
MOLITbHO 3HU3UTHU 003y Ho 60 Mr 1 pa3 Ha go0y. 3a BimCyTHOCTI MOINIIeHHS epeKTy CIif
PO3TJISHYTU IUTAHHA [IPO 1HIIM MOXKJIMBI METOIU JIIKYBaHHS.

T'ocmputi 6iab

Y pasi nosBu rocTporo 00110 eTOPUKOKCKUO 3aCTOCOBYIOTH JIMIIIE Y TOCTPUN CUMITOMaTUYHUM
mepiof.

T'ocmputl nodazpuvHuti apmpum

PekoMmeHoBaHa go3a cTaHOBUTH 120 Mr 1 pa3s Ha mo6y. Ilig yac KiHiYHAX JOCTigXKeHb
TOCTPOTO MOAarPUYHOT0 aPTPUTY €TOPUKOKCHUO 3aCTOCOBYBAIM BIIPOMOBXK 8 IHIB.

ITicasionepauiliHull 6iab, no8’A3aHull 3i CMOMAMOA02iYHUM ONEePAMUBHUM 8MPYYAHHAM
PexomeHgoBaHa fio3a - 90 Mr Ha 1 pa3 Ha goOy mpoTSAroM MakCcuMyM 3 [HiB. [IJ151 JesIKuX MallieHTiB
Moxke OyTH HeoOXimHUM [OOaTKOBE Iicisomnepalliliie 3He00TI0BaHHS.

Jo3u, 110 epeBUIyI0TE PeKOMEH0BaHi 711 KOKHOT0 [T0Ka3aHHs, He MaloTh JOOAaTKOBO1
etdexTuBHOCTI ab0 He BUBYanucs. Tomy:

[103a TIPK OCTEOAPTPHUTI He MOBMHHA IepeBuInyBaTi 60 MT Ha [00y;

[o3a IIpY PeBMaTOifHOMY apTPHUTi Ta aHKiNIO3yI0UOMy CIIOHIHUJIITI HE IIOBUHHA
nepeBuiryBat 90 Mr Ha 0o0y;

103a TIpH rOCTpiit momarpi He MOBMHHA mepeBuinyBati 120 MT Ha 000y BIIPOJOBXK
MaKCHMAaJIbHOTO IIEPiOAy JIiKyBaHHS 8 OHIB;

[03a IIpU TOCTPOMY OO0JIIO IiC/Is CTOMaTOJIOTiYHOT'0 OIIEPaTUBHOTO BTPyUYaHHS He [IOBUHHA
nepeBuilyBaT 90 Mr Ha 0oOy BIPOJIOBK MaKCUMAaJIbHOTO 3-IeHHOT0 Mepiofay.

ITayieHmu AiMHbO20 BIKYy

HeMae He0oOXiTHOCTI B KOPEKIIii J03yBaHHS OJIs MalliEHTiB JiTHBHOTO BiKy. 4K i y pasi
3aCTOCYBaHHS iHIIKX IIPelapariB, IpenapaT CIif mpu3HavYaT 3 00epeXHICTIO MallieHTaM
JIITHBOT'O BIKY.

ITopyweHHA PYHKUII neviHKu

Hes3anexHo Bif MOKa3aHHS MHallieHTaM 3 IOPYIIEHHSAM (QYHKIIil TIeYiHKY JIETKOT0 CTYIIeHS
(5-6 6amiB 3a mkanoi Yaunga — [1'10) He ciig nepesutysaTy o3y 60 Mr 1 pa3 Ha go0y.
[TamieHTaM 3 mOpyuIeHHSAM (QYHKIIII MeYiHKY IIOMipHOTO CTyIeHs TAXKKOCTi (7-9 OariB 3a
mKanot Yaunma - I1'10) He3asmexKHO Bif ITOKa3aHHS He CIlif nepesuinyBatu o3y 30 mr 1 pa3
Ha [100y.

Kniniuau# mocBif 3acToCyBaHHS 00MeXKEHUM, 0COOIUBO LIOAO MAI[iEHTIB 3 MOPYIIEHHSIM
GYHKIII eYiHKY TOMIpHOTO CTYIEHs, TOMY IIpenaparT CJIiff Ipu3HayaTu 3 00epexKHICTIO.
BifcyTHiM KJiHIYHMY OOCBIJ 3aCTOCYBaHHA IIpenapaTy HaljieHTaM 3 TSIXKKHAM MOPYIIeHHIM
dyukuil meuinku (=10 6asiB 3a mkanow Yainga — [1'10); TOMY mpenapaT IPOTUIOKA3AHUNA TaKUM



MaIi€eHTaM.
[TopymieHHs QYHKIII HIPOK

KopuryBaHHs 0031 He MOTPiOHe MallieHTaM i3 KJlipeHCcoM KpeaTuHiny =30 MI1/XB.
3acTocyBaHHSI €eTOPUKOKCUOY IMallieHTaM i3 KIipeHCcoM KpeaTuHiny <30 MJI/XB
IIPOTUIIOKA3aHO.

Himu.

ETopukokcub IpoTUIIOKa3aHUM OiTSM BiKOM 0 16 poKiB.

Ilepedo3yeanHsi.

Y xomi KNMiHIYHUX [OCTiAXKEHb 3aCTOCYBaHHS Pa30Boi 103U eTopuKoKcuOy no 500 mr abo
Oaratopa3osuii npuiioM 10 150 Mr Ha o0y npoTaroM 21 OHS He CIPUYUHSAIN iICTOTHUX TOKCUYHUX
edexkTiB. [ToBigoMIISITIOCS TTPO TOCTPE MepPeno3yBaHHSI eTOPUKOKCUOOM, X04a B GiTbIIIOCTI BUMTAMIKiB
npo mobiuHi peakiril He moBimomsiock. [To6GiuHi peaxiiii, 10 crmocTepiranuch HanuvacTine,
BigmoBiganu npodinio 6e3mneku eTOpUKOKCuOy (Taki K peakiii 3 60KY IUTYHKOBO-KUIIKOBOTO TPAKTY,
3 6OKy ceplid Ta HUPOK).

Y pasi nepepno3yBaHHSA AOLITBHO BXKUTH 3BUYANHUX MiATPUMYyBaJIbHUX 3aXO0[iB, HAlPUKIIaL
BUaJIeHHSI HeaOcopOOBaHOTO IIpemnapary 3i UIIYHKOBO-KUIIIKOBOTO TPAKTY, BeleHHS KJIiHiYHOT 0
CIIOCTEpPEeXkKEeHHS, y pa3i HeoOXiqHOCTI — MPOBeleHHS MiATPUMYBaIbHOTO JTiKyBaHHS.

ETopukokcub He BUBOOUTLCS NIPU IeMofiai3i; HeBiioMo, Y1 BUBOOUTHCS IIpemnapaT Py IPOBeleHH]
IIePUTOHEAIbHOT0 Aiami3y.

ITobiuni peakuii.

Beameka 3aCcTOCyBaHHST eTOPUKOKCUOY OIliHIOBAJIach y XOMi KITiHIYHUX [OCTiAXKeHb 3a Y4acTIo
9295 martlieHTiB, BK/II04YaK4y 6757 MallieHTiB 3 0CTE0apTPUTOM, PEBMATOITHUM apTPUTOM,
XpOHiYHUM 00JIeM Y HUXKHIi YaCTUHI CIMHYU ab0 aHKi03yI0YHUM CIIOHIUITITOM (ITPUOIM3HO
600 mamieHTiB 3 ocTeoapTpUTOM ab0 PeBMATOITHUM apTPUTOM OHepKYBallu JIiKyBaHHS
npoTsaroMm 1 poky a6o mosiie).

[1ig yac KMiHIYHUX JOCHifXKeHb TPodinb HebaxkaHUX ABUIL OYB OMHAKOBUM Y TAlli€HTIB 3
0CTeoapTpuTOM abo peBMaTOiTHUM apTPUTOM, SIKi 3aCTOCOBYBAJIX €TOPUKOKCUO MPOTAToM 1 PoKy
a0o0 mosiIIe.

Y X0fi KITiHIYHOT 0 AOCIIAXKEHHS 3a Y4aCTIO Ialll€HTiB i3 TOCTPUM IIOJarpuYHUM apTPUTOM
€TOPUKOKCHUO Mpu3Havanu B 103i 120 mr 1 pas #Ha goby npotsirom 8 nHis. [Tpodins HeGakaHuX
SIBUII ¥ IIbOMY [OCJiI2KeHHi OyB y iJIOMy TaKUM CaMUM, SK ¥ OOCTiIKEeHHSX 3a y4acTIO MallieHTiB 3
0CTE0apTPUTOM, PEBMAaTOIfHUM apTPUTOM Ta XPOHIYHUM 00JieM Y HUXKHIM YaCTUHI CIIMHHU.

Y nporpawmi o11iHku 6e3meKu [JIsi CEePIeBO-CYAUHHOI CHCTEMHU 3a JAaHUMHU TPhOX



KOHTPOJIbOBAHUX [OCIiIXK€eHb 3 aKTUBHUM IIpenapaToM NopiBHAHHS 17412 narienTis 3
0CTEe0apTPUTOM a00 PEBMATOIMHUM aPTPUTOM OTPUMYBaK eTopukokcuO (y mo3ax 60 mMr ab6o 90 mr)
B CepelHbOMY BIIPOAOBK mpubau3no 18 micsuis. [Jani nmpo 6e3mexy Ta Oinbll feTaabHa
iHdopMaliis mpo 1o mporpamy IpefacTaBieHi B po3fini «PapMaKonIoTriuyHi BTaCTUBOCTI».

Y xopi KTiHiYHUX OOCIiIXKEeHb 3a y4aCTIO MAalliEHTiB i3 rOCTPUM ITic/isionepaninHuM 0oyiemM
IIiCJII CTOMATOJIOTIYHUX XiPpyPriYHUX BTPy4YaHb, BK/IOYauu 614 naifieHTiB, gKi
3aCTOCOBYBaIM eTOpuKOKCHO (y mo3ax 90 mr ab6o 120 Mr), mpodins HeGakaHWX SBHUI] OYB ¥
IIJIOMy TaKUM e, SIK y JOCTiIKeHHSIX 3@ Y4acCTIO HaIli€HTiB 3 0CTE0APTPUTOM, PEBMATOITHUM
apTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHill YaCTUHi CIIMHMU.

[Tpo HMK4Ye3a3HaueHi MoOiyHi peakIlil MOBiIOMIISIIOCH 3 OiNTBIIIOI0 YACTOTOIO IIPU
3aCTOCYBaHHI Ipemnapary, HiX miaiebo, ¥ X0l KIIiHIYHUX JOCiI2KeHb 3a y4acTIO Malli€HTiB 3
O0CTE0apPTPUTOM, PEBMATOIMHUM apTPUTOM, XPOHIYHUM 60JIeM Y HUXKHIM YaCTUHI CIMHU abo
aHKiI03yI0YUM CIIOHAMITITOM, SIKi 3aCTOCOBYBaIu eTOPuKoKcub y mo3i 30 mr, 60 mr a6o 90 mMr
npotsarom 12 TuxHIB (gocmimkeHHS 3a mporpamMoio MEDAL, KopoTKOCTPOKOBI OCTIiIXKEeHHS
IIIOZI0 TOCTPOro 00JII0 Ta TOCTMAaPKETUHTOBUH HOCBIM)

Tabmuns 2
Kinac cucteMu OpraHiB [To6iuni peakiii KaTteropis
4acToTu*
[HdeKil Ta iHBa3il AJIbBEOJIIPHUN OCTHUT 4acTo
TaCTPOEHTEPUT, iHGEKIIil BepXHiX AUXaIbHUX IUISAXiB, |[HEYaCTO
iH(eKIIil CeYOBUBITHOTO TPAKTY
[TopyuieHHS 3 00Ky KpOBi i  [aHeMis (IepeBakHO B pe3yibTaTi NUIYHKOBO-KUIIIKOBOI [HedacTo
miMpaTyHOI cucTEMHU KPOBOTEYi), IEMKOIeHisl, TPOMOOIMTONEHisS
TTopymeHHs 3 60Ky iMyHHOI |rimepuyTnuBicTs " HEe4acTo
CACTEMH AHTi0HEBPOTUYHUY HaOpSK, PiOKO
aHa(inakTU4YHi/aHA]ITaKTOIAHI peakilil, y TOMy 4UCJIi
oK'
Po3napu MeTabomiamy i HAOPSIKY/ 3aTPUMKA PiguHU 4acTo
Xap4YyBaHHA BHUXKEHHS a00 IOCUIEHHS aleTUTy, 30ibIIeHHS Macu |HEYaCTO
Tina
[IcuxiyHi IOPyLIEHHSA TPUBOXKHICTD, IEIIPeCis, MOTiplIeHHS PO3yMOBOI He4acTo
MisTPHOCTI, TJTIOUMHATI
CIIJIyTaHICTh cBimoMocTi’, HecmokiliHuit cTan’ pigKo
[TopyuieHHsT 3 00Ky HEPBOBOI [3alTaMOpPOYeHHS, TOJIOBHUM 0inb JaCTO
CUCTEMHU mcreB3is, 6e3COHHS, TapecTesis/rimecTesis, HEe4YacTo
COHJIUBICTh
[TopyiuieHHS 3 00Ky OpPTraHiB [HEYiTKiCTh 30py, KOH IOHKTUBIT HEe4acTo
30py
[TopymeHHs 3 60Ky OpraHiB [uIyM y ByxaX, 3allaMOPOYEHHS HEe4acTo
CIIyXy i BeCTUOYIIPHOTO
amaparty
TTopymeHHS 3 00Ky Cepusl  |cepue6uTTs, apuTMis’ 4acTo
(hiOpumsIlisa mepencepas, TaxiKapniﬁ*, 3acCTiliHa ceplieBa [He4acTo
HeooCTaTHICTh, Hecnenudiuni aminu Ha EKT,
cTeHOKappis', indapkT Miokapaa®




[TopyiieHHS 3 00Ky CyIUHHOI|rinepTeH3is JacTo
CACTEMH MPUIIIKMBY KPOBi, TOPYIIeHHsS MO3KOBOTr0 KpoBooGiry’, [HedacTo
TpaH3UTOpHA illleMiuHa aTaka, TilepTOHIYHUN Kpu3’,
BaCKYJIT'
[TopymeHHs 3 00Ky OpraHiB [6porxocmasm’ JacTo
N1XaJabHOl CUCTEMHU, TPYAHOL
KITITKY i CepeNOCTIHHS Kalllesb, IUCITHOe, HOCOBA KPOBOTEYa HEe4acTo
[TopymieHHs 3 O0KY Oinb y KUBOTI IyXKe 4acTo
[IIITYHKOBO-KHIIKOBOT'O 3aII0p, METEOPU3M, TACTPUT, Hedisi/ KUCIOTHUHU JaCTO
TPaKTy pedokc, giapest, IUCIeNncis/mucKoM@OopT B TiMSHIL
emiracTpisi, HypmoTa, O/M0BaHHS, €30¢arit, BUpa3Ku B
POTOBIY ITOPOXKHUHI
3O0YTTA XKUBOTA, 3MiHA XapaKTepy epUCTaIbTUKU HEeYyacTo
KUIIEYHUKY, CYXICTh Y POTi, TaCTPOAYOAeHaIbHI
BUpa3KY, IENTUYHI BUPa3Ky, y TOMY 9UCHIi nepdoparis
i KpoBoTeya IIIKT, cuHAPOM MOAPa3HEHOr 0 KULIEYHUKY,
MaHKpeaTuT'
[TopyiuieHHSs 3 60Ky migsumenHsd AJIT, ninsuniennus ACT JaCTO
remaToOinmiapHoOl cUCTEMU  |remaTut pinko
MediHKOBa HeJOCTATHICTD', ZKOBTSHULST pinko'
[TopymenHs 3 60Ky IIKipu i |ekximo3 4acTo
MiIIKIPHOI KJIITKOBUHU HaGpsK 00JTMYYsl, CBepOiXK, BUCHI, epuTeMa’, HEe4acTo
KPOIWB'THKa'
cunppoM CTiBeHca — J[I2KOHCOHA', TOKCUYHUI pinko'
emimepManbHKUI HEKpOJi3', cTilika MeIuKaMeHTO3Ha
epuTeMa’
[TopymenHs: 3 60Ky OIOPHO- |[cma3mu/cymoMu M'g3iB, CKEJIETHO-M I30BUH HeYacTo
PYXOBOI CUCTEMH i CIIONMYYHOI|BiNTb/CKYTICT
TKQHUHU
[TopyuieHHS 3 00Ky HUDPOK i |IpOTeiHypis, MigBUIEHHS PiBHA KpeaTHHIHY B HE4acTo
CEUOBUIINBHOL CUCTEMU CHPOBATI] KPOBi, HUPKOBA HEOCTaTHICTE/IUCHYHKIisA
(omuB. po3min “Oco6nuBOCTI 3acTOCyBaHHS ")
[TopylleHHS 3arajbHOr0 ACTeHiss/BTOMa, IPUIONONiIOHI CHUMIITOMHU YacTo
CTaHy Ta
[IOPYIIEeHHs, 0B’ g3aHi 31 0inb y rpynHIN KITiTHi HEe4YacTo
cr1oco60M 3aCTOCYBaHHS
JTaGopaTOpHi HOCHIMXKEeHHS |TigBUILEHHS PiBHS @30Ty CEYOBMHM KPOBi, MiBUIIIEHHS [HEYACTO
PiBHA KpeaTUH(POCPOKiHA3H, TimepKatieMis,
MigBUIIEHHS PiBHS CEY0BOI KMCIIOTH
SHUKEHHS PIBHSA HATPIIO B KPOBI PIOKO

* KaTeropist 4aCTOT¥ BU3HAYAETHCS [IJIT KOXKHOTO TePMiHy IOOIiYHOI0 SIBUINA 3@ YaCTOTOIO B
0a3i maHuX KIiHIYHUX DOCTimXKeHb: gyxke dacTto (=1/10); wacto (=1/100, <1/10); HevacTo
(=1/1000, <1/100); pigxo (=1/10000, <1/1000); oyxe pigko (<1/10000).

¥ [ToGiyHa peakiiis ineHTU(iKOBaHa y X0l TOCTMaPKETHHTOBOTO CIIOCTEPEXKEHHS. YacToTa
BHM3HAYasIacs 3a MaKCHMaIbHOK YaCTOTOIO Y KIIHIYHUX OOCTimKeHHIX (HaHi 3i0paHi 3a
3aTBEPAXKEHUMU IOKa3aHHIMU Ta J03aMH).

T KaTteropist yacToT “pimko” Bu3Ha4asnacs BigmoBigHo mo Guideline on summary of product
characteristics (SmPC) (2-11 mepernsan, Bepecers 2009) Ha migcTaBi po3paxoBaHOl BEPXHBOI MeXi
95 % mosipuoro iHTepBany i 0 SBUI 3 ypaXyBaHHSAM KiJIBKOCT] YYaCHUKIB, AKi IPUUMaIn




nikapchKuii 3aci6 Apkokcisa®, B aamisi ganux 111 ¢pasu, 06’eqHAHNX 3a 103010 i HOKa3aHHAM
(n=15470).

B linmepuyTnuBICTE BKIIIOYAE MIOHATTA: ajeprisi, MeIuKaMeHTO3Ha ajleprisd, MeIuKaMeHTO3Ha
TIEepUYyTIUBICTS, TiIEPUYYTIUBICTE, IiIePUYYTIUBICTE HEYTOUHEHA, PeaKIis rinepyyTIuBOCTi 1
HeyTOYHeHa ajieprid.

*3a pe3yabTaTaMu aHai3y TPUBAIKMX, KOHTPOIbOBAHUX 3@ JOIIOMOTOI0 IIarie60 i aKTUBHOTO
IpenapaTy MOPiBHSAHHS KITIHIYHUX JOCHiXKeHb, celleKTuBHi iHriditopu LIOT'-2 6ynu
II0B’s13aHi 3i 30iNbIIeHHAM PU3UKY BUHUKHEHHS CEPHO3HUX apTepiallbHUX TPOMOOTHYHUX
IOfIiii, BKJIIOYaloun iH(papKT MioKapaa Ta iHCyNbT. ba3yiounch Ha HasBHUX JaHUX,
MaJIOMMOBIpHO, 1110 36ibIIeHHS a0COMIOTHOTO PU3UKY BUHUKHEHHS TaKUX SBUII I€PEBUILUTD
1 % Ha pik (He4acTo).

[Tpu 3actocyBanHi HII3IT noBimomsiiocs mpo Taki cepio3Hi mobiuHi peakirii: HeQPOTOKCHYHICTD,
BKJ/TIOHAIOYH iHTepCTUIliambHuY HehpUT i HePPOTUYHUM CUHPOM, TOMY HEe MOXKHA BUKJIIOUATH iX
BUHUKHEHHS IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY.

38imysaHHA Npo nido3pro8aHi nobiuHi peakuii

BaxuBo 3BiTyBaTH IO Mim03pIoBaHi moGiyHi peakiii micis peectpatii mikapcbkoro 3acoby. Lle gae
3MOTy ¥ Hafia/ll KOHTPOJIIOBATH CIIiBBIAHOIIEHHS KOPUCThL/PU3UK IIPU 3aCTOCYBaHHI
nikapcekoro 3aco0y. KamigikoBaHux mpalliBHUKIB y ray3i 0XOPOHU 300POB’st MPOCSITh
TTOBIHOMJISITH IIPO BCi mMimo3pioBaHi mobiuHi peakirii.

Tepmin npudamHocmi.

3 poku. He 3aCcTOCOBYBaTH IiCIis 3aKiHUEHHSI TePMiHY IPUOATHOCTI, 3a3HAaYEHOT0 Ha YIIAKOBII.

YmoBH 30epiranss.

30epiratu B OpuriHanbHiY yIaKoBIi pu TeMuepaTypi He Buille 30 °C B HEOOCTYIIHOMY OJIs1 giTel
Micri.

YnakoBka.

IIna mabaemox no 30 me, 60 me ma 90 me.

[To 7 TabneTtok y GmicTepi. 1 abo 4 GicTepu B KapTOHHIN KOPOOIIi.
I1a mabaemok no 120 me.

[To 7 TabmeToK y 6rmicTepi. 1 6icTep B KapTOHHIN KOPOOIIi.



Kareropis Bigmycky.

3a perenTom.

BupoOHHK.
Mepk lapm i Toym B.B., Hinepnaapu / Merck Sharp & Dohme B.V., the Netherlands.

Opranos Xetict 68, benbris / Organon Heist bv, Belgium.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCIsi IPOBaIKeHHs HOro Jis/IbHOCTI.

Baappepser 39, 2031 BH Xaapnewm, Hinepnaugu / Waarderweg 39, 2031 BN Haarlem, the
Netherlands.

Iumycrpienapk 30, 2220, Xeiict-on-neH-Bepr, Benbris / Industriepark 30, 2220, Heist-op-den-Berg,
Belgium.



