IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KOKOKCHDb

(COCOXIB)

CKn1ao0:
0itoua pe4os8uHA: eTOPUKOKCHO;
1 TabneTka, BKpUTa IUTIBKOBOIO 0007I0HKOI0, MicTUTE eTopukokcuOy 30 mr, 60 mr, 90 Mr a6o 120 wmr;

donomidicHi peyosuHu: 1iemoo3a MikpokpucTtamniuyda (E 460), kansirito rimpodocdat, HaTpio
KpOCKapMeJio3a, MarHiio creapat (E 470b);

nokpumms mabaemxku: cuupT nonisininosuit (E 1203), Tutany miokcup (E 171), rmiuepon
MoHocTeapart (E 471), ingurokapMin amtomidii neuk (E 132)*, 3amiza okcupn xkoBtuul (E 172)*, Tanbk
(E 553b), Hatpiwo naypuncynbdar.

*He micTuThCs y o3yBaHHi 90 Mr.

JIikapceka ¢opma. TaGneTky, BKpUTI ITiBKOBOIO 000JIOHKOIO.
OcHosHi (i3uko-xiMiuHi 81acmugocmi:

Tabmetky o 30 Mr: gBOOMYKJIi TabneTKU 16/TyKonofgiOHo1 (hopMu, BKPUTI IJTiIBKOBOIO 0060I0HKOIO,
CHHBO-3eJIEHOT'0 KOJTbOPY, 3 TUCHeHHSIM «30» 3 OfHiel CTOpOHY Ta riafki 3 iHmoi. TabneTku mo 60 Mr:
nBoomnyKJi TabneTku 261yKomogi6Ho1 GopMu, BKPUTI ILTiIBKOBOIO 000JI0HKOI0, TEMHO-3€JIEHOT0
KOJIbOPY, 3 TUCHEHHSIM «60» 3 ofiHiel cTopoHU Ta riafki 3 iHmoi. TabmeTky mo 90 Mr: gBOOITYKIT
TabneTku 1671yKonomioHoi hopMu, BKPUTI MITiIBKOBOIO 0060JI0HKOI0, 0i10r0 KOJIbOPY, 3 TUCHEHHAM «90»
3 OfHi€l CTOPOHY Ta rnafki 3 iHmoi. TabneTky no 120 Mr: ABOONYKIIi TabneTku S01yKOmomioHo1
dbopM¥u, BKPHUTI MITiIBKOBOIO 060JI0HKO0, OJTi0-367I€HOT0 KOJILOPY, 3 TUCHEHHSAM «120» 3 ofHiel
CTOPOHM Ta TNIafKi 3 iHIIOl.

dapmakoTepaneBTHYHA rpyna. HecTtepoifHi mpoTu3anasbHi Ta IPOTAPEBMaTHAYHI IpemnapaTH.
Koxkcubu. Kog ATX M01A HO05.

dapmakonoeiuHi e1acmueocmi.

®apmakoduHamika.



MexaHi3M mil.

ETopukokcub € mepopaabHUM CeIeKTUBHUM iHTiOiTOpoM nuKmookcurenasu-2 (LIOI-2) y mexkax
KJIIHIYHOTO fialla30Hy A03.

Y nportieci KiHiYHAX papMaKoNIoriYHuX OOCTigKeHb eTOPUKOKCUO q0303aexkHo iHrioysas LIOT-2 Ge3
inribyBanHs L[OT'-1 npu 3acTocyBaHHi y go3ax go 150 mr Ha mo6y. ETopukokcub He iHribye cuHTE3
IIPOCTarjaHAOMHIB LITyHKa Ta He BIJIUBA€E Ha QyHKLi0 TpoMOouTiB. [{uKIooKcureHasa BifmoBigae 3a
YTBOPEHHS NMpocTarjaHauHiB. [neHTHdikoBano aBi izodopmu - LIOI'-1 ta LIOT-2. LIOT-2 € i3odopmoro
(bepMeHTYy, 10 iIHAYKY€EThCS IMITyIbCOM IIPO3analeHHs Ta PO3TIAOaEeThCs IK OCHOBHUM (aKTOD, 110
BiITIOBifa€ 3a CUHTE3 MPOCTAHOIMHUX MeiaTopiB 6010, 3amaneHHs Ta rapsyku. [IOI-2 Takox
3afisgHa y mpoljecax OBYJIALil, iMIIJIaHTAallil Ta 3aKPUTTS apTepialbHOI IPOTOKH, PETYIALl PyHKIIiI
HUPOK Ta IIeHTPAJIbHOI HEPBOBOI cucTeMHU (iHAYKITS rapsiyKu, BimuyTTs 0010, KOTHITHBHA (QYHKITiS),
TAKO0XK MOKe OpaTH y4acTh y mpotleci 3aroenHs Bupa3ok. LIOT-2 6yno imeHTH(diKOBaHO Y TKaHUHI
HAaBKOJIO BUPa3KHU LINYHKA y TIOOUHY, ajle 3Ha4eHHd [JI 3arO€HHS BUPA3KU He BCTAHOBJIEHO.

EdbekTHBHICTE.

Y maitieHTiB 3 0cTE€0apTPUTOM eTOPUKOKCUO ¥ mo3i 60 Mr 1 pa3 Ha no0y 3HAYHO MTOKpAIIYyE CTaH IIPU
00151X Ta OILIHKY MAallieHTa II0MI0 CTAHY 3aXBOpIoBaHH:. Lli MO3UTHBHI e(peKTH CIIOCTEpiraaucs Bxe Ha
OpyTui feHb MiKyBaHHS i 30epiranucs npoTsaroM mnepiogy go 52 TUXKHIB. Y mporeci mocmigxkeHs i3
3aCTOCyBaHHSIM eTOpHKOKcuOy B 703i 30 Mr 1 pa3 Ha go0y eheKTHBHICTh IHOTO JIIKapPCHKOTO 3ac0o0y
nepeBuIlyBaa 1ianebdo npoTaroM 12 TUXKHIB JTiKyBaHHS (BUKOPUCTOBYBAIMCS TaKi OI[iHKH, 10 i B
inmmx pmocnimxkenHsx). ITig yac mocmimxkeHHS migOopy no3u eTOPUKOKCHO y m03i 60 MI IeMOHCTPYBaB
3HayHO OiNbI BUpaXKeHe MOKpalleHHs, HiX y 1o3i 30 Mr, 100 YCiX TPHOX OCHOBHUX KiHIIEBUX TOYOK
Iic/Isl 6 TUXKHIB JIiKyBaHHS. 3aCTOCyBaHHA 403U 30 MI IIpX OCTE0apPTPUTI KUCTI He BUBYAJIOCH.

Y nmalieHTiB 3 peBMaTOIIHUM apTPUTOM eTOPUKOKCcuO y mo3i 60 mMr ta 90 Mr 1 pa3 Ha 700y 3HAYHO
TIOKpalllyBaB CTaH IIO0 BUPaxKeHOCTi 00JII0, 3amayieHHs, a TaK0XK PYXJIMBOCTI. Y Ipolieci focHifKeHb
3 ouiHku 03 60 mMr Ta 90 Mr Mo3uTHBHI edeKkTH 30epiramucs TpoTarom 12-TUKHEBOTO EPIoTy
niKyBaHHS. Y IpoIeci HOCTigKeHHs 3 OUiHKY 7034 60 MTr mopiBHSHO 3 103010 90 Mr, o6unBa
mo3yBaHHS eTOPUKOKCHUOY - 60 Mr 1 pa3 Ha o6y Ta 90 mMr 1 pa3 Ha moby - Oysu Oinbin eheKTUBHI,
Hix mmane6o. [Joza 90 mr Oyna edhekTuBHila, HiXK Ho3a 60 Mr, BiAmoBigHO 70 MeTOAYy 3aranabHol
ouiHku Oojio nanienTiB (0-100 MM BisyasbHa aHAJIOTOBa IIKasa) 3i cepefHiM moKpaleHHsIM -2,71

(95 % [I: -4,98; -0,45).

Y matieHTiB 3 HanagaMu TOCTPOTO IIOJAarpHYHOr0 apTPUTY eTOpuKOoKCcuO y mo3i 120 mMr 1 pa3 Ha foby
npoTtsaroM 8 gHiB mosermyBas 0ib y cyrio0ax cepegHbOTO Ta TSIKKOTO CTYIEHS Ta 3alajieHHS
TIOPiBHSAHO 3 iHmOMeTauuHOM y 7031 50 Mr 3 pa3u Ha f00y. 3MeHIIeHHS BUPaXKeHOCTi 600
CIIOCTepiraeTeCs BxXKe dyepes3 4 TONUHY MiCIA I0YaTKY JIIKyBaHHA. Y Malli€eHTIB 3 aHKIJI03YIOUUM
CIIOHAUITITOM eTOPUKOKCUO vy mo3i 90 mMr 1 pa3 Ha moby 3abe3nedye 3HaYHe MTOKPAIeHHs TP 600 y
xpeOTi, 3amaneHHi, 06MeXeHHi PyXiB, a TAaKOXK MOKpalye QyHKIioHaNbHY 3maTHICTh. Kminiuni
IlepeBaru eTOpUKOKCUOY CIIocTepiranucs Ha APYTUY OeHb IIic/Isg nodaTKy Tepanil i 30epiranucs
YIPOZOBXK 52-TUXKHEBOT'0 IepioAy JIiKyBaHHS. Y IIPOLeCi APYroro OOCHiAXKeHHS 3 OLiHKY 1034 60 Mr
TOPiBHSIHO 3 M03010 90 Mr, eTopuKoKcub y mo3i 60 mMr 1 pa3 Ha moby Ta 90 mMr 1 pas Ha moOy
IIPOIEMOHCTPYBAB CX0XKY e(heKTUBHICTh IOPiBHAHO 3 HanpokceHoM 1000 Mr momgeHHO. Y MallieHTiB,
SKi He IeMOHCTPYyBa/ii afeKBaTHOI BiIIOBifi IIif Yac 3aCTOCyBaHHS 003U 60 MTI IIOOEeHHO MPOTSATOM
6 TUXKHIB, migBUIIEHHS H03U 00 90 MT 1[0IeHHO MTOKPAIIyBaJio OLiHKY iHTEeHCUBHOCTI 600 ¥ CIIKHI
(0-100 mM Bi3yasbHaA aHa/IOTOBa IIKaja) IOPiBHAHO 3 IPONOBXKEHHAM IpuiioMy 60 Mr IogeHHO, 31
cepepHiM nokpaierHsaM -2,70 (95 % [I: -4,88; -0,52).

[Tig yac KIiHIYHOTO OOCHiIXKEeHHS IicsonepalifiHoro 3yo0Horo 6010 eTopukokcub y mo3i 90 mr
3actocoByBanu 1 pa3 Ha HoOy [0 TpbOX AHIB. Y miArpyrmi nauieHTiB 3 moMipHUM 60J1€EM Y T0YaTKOBOMY



cTaHi eTopukoKCcuO y mo3i 90 Mr meMoHCTPyBaB 3HeOO 0BaIbHUM e(PeKT, MomiOHUM N0 TaKOTO B
i6ynpodeny 600 mr (16,11 npotu 16,39; P = 0,722), i nepeBurnyBaB edekT mapareTaMoiy/Koaeiny
600 mr/60 mr (11,00; P < 0,001) i nnane6o (6,84; P < 0,001), 0 Bu3Havyanocs 3a MOKa3HUKOM
IIOBHOTO TojiermenHs 0omio yepes3 6 rogud (TOPARG). KinbKicTh HaIi€HTIiB, SIKi MOBIJOMIISIIIN IIPO
3aCTOCyBaHHS JIiKapChKUX 3ac00iB eKCTpeHoro 3He6oneHHs npoTsarom 24 roguH, cknana 40,8 %y
TPyIIi 3acTocyBaHHs eTopukokcuby 90 mr, 25,5 % y rpymi 3acTocyBaHHS i0ympodery 600 M KOxkHi 6
rouuH i 46,7 % y rpyIi 3acTocyBaHHS ImapaleTamony/kKomeiny 600 Mr/60 Mr KoxHi 6 roguH
TIOpiBHSAHO 3i 76,2 % nauieHTiB, ki npuitManu nane6o. Y 1boMy [OCTigXKeHHI T04aTOK
aHaNTe3uBHOI [ii (BimuyTHe monermenHs 60110) 90 M eTopuKoKcuby crocTepiranocs Bxe yepe3 28
XBUJIMH IIiCJISI IPUUOMY JTiKapChKOTO 3aco0y.

Be3nexka.

MixHapogHa OOCTigHKIIbKA TporpaMa TPUBAIOr0 3aCTOCYBaHHS €TOPUKOKCUOY i
ouknodeHaky npu aptputi (MEDAL).

[Tporpama MEDAL 6yna mpoceKTHBHO PO3p00IeHOI0 IPOTrPaMolio BifTHOCHO Pe3ybTaTiB 00
Oe3neku 3 60Ky CepleBO-CyOAUHHOI CUCTEMU, OTPUMaHMX 3a 006’ eqHAaHUMU TaHUMU TPhOX
PaHIOMi30BaHUX, MTOABIMHO CITIMKUX, KOHTPOJIbOBAHUX aKTUBHUM JIiIKaPCHKUM 3aCO00M MTOPIBHSIHHS
pocrmimxens (mocmimxennasas MEDAL, EDGE II i EDGE).

Y mocnigxenni MEDAL, 1o 6yio HanpaBieHe Ha BU3HAYEHHS BIUIMBY Ha CEPLIEBO-CYAUHHY CUCTEMY,
Opanu yuacts 17804 nauientu 3 octeoaprputoM (OA) i 5700 — 3 peBmartoiguuM aptputoM (PA), siki
3acToCcoByBaiIu eTOpuKoKcuO y mo3i 60 mr (OA) uu 90 mr (OA i PA) abo nuknodeHax y mo3i 150 Mr Ha
no0Oy npoTtsiroM y cepenaboMy 20,3 micsans (MakcuManbHO — 42,3 Micsus, Memiada — 21,3 micais). ¥
ITbOMY [OCIIiKeHHi Oyu 3adikcoBaHi TibKK Cepiio3Hi M0GiYHI peakilil Ta TPUIUHEHHS ITPUHOMY
JIiIKapChKOT0 3ac00y BHACTIAOK BUHUKHEHHS OyOb-IKNX MOOIYHUX peakIi.

Y nponeci gocnigxens EDGE i EDGE II nopiBHIOBa# IIIYHKOBO-KUIIKOBY IEPEHOCUMICTh
€TOPUKOKCHUOY i gukmodenaky. Y gocnimxkenHi EDGE 6panu yuyacts 7111 manienTiB 3 OA, ski
3aCTOCOBYBaIM eTOPUKOKCUO y mo3i 90 mMr Ha moby (y 1,5 pa3a Bullle peKOMEHI0BAaHOI HO3U [JIs
nikyBaHHs OA), abo mukmodeHak y mo3i 150 Mr Ha o0y mpoTaroM y cepenubomy 9,1 micsits
(MakcumyMm — 16,6 micsius, memiana — 11,4 micsns). Y mocnipxkensi EDGE II 6panu ydacTb
4086 marrienTiB 3 PA, ki oTpuMyBanu NiKyBaHHS eTOpUKOKCUOOM y mo3i 90 Mr Ha moby abo
nukiodeHakoM y fo3i 150 Mr Ha goOy mpoTAroM y cepegaboMy 19,2 Micais (MakCUMyM —

33,1 micsais, Meniada — 24 micsii).

Y 00’ennaniu nporpami MEDAL 6paB yuacts 34701 nmarieHT 3 OA i PA, 9kuii oTpUMyBaB JTiKyBaHHS
YIIPOJOBXK mepiony B cepemuboMy 17,9 micsus (MakcumyMm — 42,3 micsis, MefiaHa — 16,3 Micsns);
npubnu3no 12800 mamieHTiB oTpuMyBany JTiKyBaHHS MoHaA 24 Micsir. Y malfieHTiB, 3apeecTpoBaHuX
y 1i# mporpami, 6ynu pi3Hi MOYaTKOBI YUHHUKY PUIUKY IIIOJ0 CEPIIEBO-CYAUHHOI CUCTEMHU i
IUTYHKOBO-KUIIKOBOTO TpakTy (IIKT). [TamienTy 3 HelogaBHO IepeHeceHuM iHpapKToOM MioKappa,
A0PTOKOPOHAPHUM IIYHTYBaHHAM a00 dyepe3MKipHOI KOPOHapPHOI0 aHTi0MIaCTUKOI0 YIIPOIOBXK 6
MICSIIiB 10 peecTpaliii B JoCimKeHHI OyIu BUKIIOUEHI 3 HOCTimKeHHs. Y DoCigxKeHHAxX 6yI10
I03BOJIEHO 3aCTOCYBAHHS T'aCTPOIPOTEKTOPHUX JIiIKaPChKUX 3aC00iB i alleTUIICATiIUIIOBOI KUCIIOTH Y
HHU3LKHUX [03aX. 3dzd/sbHa 6e3neka.

He 6y7no cyTTeBUX BiIMiHHOCTEH Y YaCTOTi TPOMOOTUUHUX CEPLEBO-CyAUHHUX YCKIaAHEHb IPU
3aCTOCyBaHHI eTopuKOKcuOy i quknodenaky. KapmiopenanbHi mobiuni peakiril gacriie
CIIOCTEpIranucs Mpy 3aCTOCYBaHHI eTOPUKOKCHUOY, Hixk AuKIIoheHaKy; el ehekT OyB N0303aIeKHUM
(meTanbHO PO pe3ynbTaT AuB. HUXKYe). [Tobiuni peaknii 3 60Ky KT i meyinku BUHUKAIU 3HAYHO
YacTillle IpU 3aCTOCYBaHHI AUKIIOpEeHaKy, HiK eTOpuKOKCcHO0y. YacToTa BUHUKHEHHS MOOIYHUX



peaxktit y mocnigxkenHsx EDGE i EDGE II, a TakoX 1mo0iYHUX peakiliif, 0 Po3TIsiganucs K
cepito3Hi abo Taki, 10 MPU3BOASATH IO BiIMiHM JTiKapChKOTO 3aco0y B mocrimxkenni MEDAL, 6yma
BUIIOIO ITPX 3aCTOCYBAHHI eTOPUKOKCHOY, HiXK OUKIIOhEHAKY.

Be3neka u,000 cepueso-cyOuHHOI cucmemu.

YacToTa miATBEPAXKEHNX TPOMOOTHYHIX CEPIIEBO-CYIUNHHUX CEPUO3HUX MOOIYHUX peakiin
(BK/TIOUarouM peaxiiii 3 60Ky cepls, epebpoBacKyIspHi peakiii i peakiiii 3 60Ky nepubepuyHux
cynuH) Oyra IOPiBHAHHOIO B eTOPUKOKCUOY i gukinodeHaky (maHi migcymosaHo B Tabnuti 1). He 6ymo
CYTTEBUX BiIMIHHOCTEH y ITOKA3HMKAX YaCTOTH TPOMOOTHYHUX YCKIIaMHEHD IIPX 3aCTOCYBaHHI
eTOPUKOKCHUOY i IUKIopeHaKy B yCix MpoaHali30BaHUX MiATpyax, BKI0Yaoun Malli€HTiB i3
KapaioBaCKyIsIPHUM PU3UKOM. [Ipu OKpeMoMy pO3TJIsifli BiTHOCHUYN PU3UK BUHUKHEHHS
IiTBEPIKEHUX CEPHO3HUX TPOMOOTUYHMX MOOIYHUX peakliil 3 60Ky CepleBO-CyOUHHOI CUCTEMHU TIPU
3aCTOCyBaHHI eTOpuKoKcuOy B 103i 60 mMr a6o 90 mr i puknodenaky B 103i 150 Mr 6yB omHaKOBUM.

Tabmuig 1

[Toka3HUKY MiOTBePOKEHUX TPOMOOTHYHHX YCKIaAHEeHb 3 60Ky CepleBO-CyIUHHOI CUCTEMU
(06’emnana mporpama MEDAL)

Y cknagHeHHS

ETopukokcub
(N=16819)
25836 maItieHTo-poKiB

[TukmodeHak
(N=16483)
24766 malieHTo-pOKiB

[TopiBHSHHSA MiX IrpynaMu
TTiKyBaHHS

[TOKa3HUK'
(95 % 1I)

[ToKa3HUK'
(95 % III)

BimHOCHMI pU3UK
(95 % OT)

[TinTBepIXKeHi cepio3Hi TPOMOOTHYHI MOOiIUHi peaxirii 3 60Ky CEPIeBO-CYIUHHOI CHCTEMHU

3a TPOTOKOJIOM

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

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

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

3a HaMipOM JIIKyBaTHCS

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

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

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

[TinTBEPIXKEHI YCKIagHEHHS 3 00Ky CepIs

3a TPOTOKOJIOM

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

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

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

3a HaMipoM JIIKyBaTHCS

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

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

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

[TinTBEpIXKEHI 11epeOPOBACKYIAPHI YCKIIagTHEHHS

3a TPOTOKOJIOM

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

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

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

3a HaMipOM JIIKyBaTHCS

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

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

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

[TinTBEPAXKEHI YCKIagHEeHHS 3 00Ky MepuGEepPUIHUX CYIuH

3a IPOTOKOJIOM

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

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

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

3a HaMipOM JIIKYBaTHCS

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

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

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

'V cknanrens Ha 100 manienTo-pokis; [II - qoBipuuit iHTepBa.
N - 3aranbHa KiNbKiCTh Iali€HTIB y MONYNMLil 32 IPOTOKOIOM.

3a IPOTOKOJIOM: yCi yCKIamHeHHS IIifl Yac [oCTifXKyBaHol Teparmii abo mporsaroM 14 nHiB micns il npunuHeHHS (32 BUHSATKOM INalli€HTiB,
i TpURHATY < 75 % LOCIifXKYyBaHOTo JIikapChbKoro 3acoby afo nmpuiiMany HeoCioXKyBaHi HecTepoinHi mpoTU3ananbHi 3acobu
(HIT33) > 10 % Bcroro nepioxny).

3a HaMipoM JTiKyBaTHCA: BCi MiATBepAXKeHi yCKIafHeHHs A0 3aKiHUeHHs AOCIifKeHHs (Y T. 4. Y Nalli€eHTiB, IKi MOI/IX 3a3HaTH
BTPy4YaHHS, He II0B'I3aHOT0 3 AOCTIKEeHHAM, 3 TOAabIINM IPUNUHEHHIM IPUIAOMY AOCIifXKYBAaHOTO JIIKapCHKOTO0 3aco0y).

3arasibHa KinbKiCTh paHIOMi30BaHUX HallieHTiB: 17412 y rpymi eTopukokcuby i 17289 y rpyni nuknodeHaky.

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

KapOiopeHanbHi yCKAAOHEHHA.

[Tpubnusno 50 % marieHTiB, TpuiHATUX y gocuimxkenus MEDAL, manu apTepianbHy TinepTeH3io B
aHaMHe3i Ha I04YaTKOBOMY eTalll. Y IbOMY JOCJIiIXK€eHHI 4acTOTa IPUNVUHEHHS JIIKyBaHHS YHACIIiTOK
BUHUKHEHHS 00IYHUX peaklliil, TOB’I3aHUX 3 apTepiaibHOIO TinepTeHsieo, Oya CTaTUCTUYHO
3HAYHO BHUIIOI0 y TPYTi 3aCTOCYBaHHS €TOPUKOKCUOY, HiXK y rpymi guknodeHaky. YacToTa Takol
no0iuHol peakilii, 1K 3acTiifHa cepIieBa HeJOCTATHICTh (IPUMMHEHHS IPUMOMY JTiKapChKOro 3acoby i
cepro3Hi peaxkirii), 6ya aHAIOTiYHOWO K IIPU IpuiioMi eTopukokcuby 60 Mr, Tak i mpu npuomi
nukodeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS IMX peakiliii O6ya BUIIO MIPU MIpUioMi



eTopukokcuOy 90 Mr nopiBHAHO 3 guKIoheHakoM 150 Mr (CTaTUCTUYHO 3HAYYIIA Pi3HUIA IPH
npuiiomi eTropukokcuby 90 mr mopiBusHO 3i 150 Mr guknodenaky B rpymi OA MEDAL). Yacrota
migTBEpOXKEeHUX MOOIYHUX peakIlil, MoB’I3aHMX i3 3aCTiHHOIO CEPIIeBOI0 HEIOCTATHICTIO (SIBHUIIA, III0
Oynu cepio3HUMU i BUMaraju rociitanizailii abo HeBigKIamHoOI fonoMoru), 6ysia He3HaYHO BUIIO0
IIPY IPUHOMi eTOPUKOKCHOY TOPiBHSIHO 3 mpuiioMoM aukinodeHaky 150 mr, i 1eit edeKT 3anexkas Bif
no3u. YacToTa IPUNMHEHHS JIiKyBaHHS YHACIiIOK BUHUKHEHHS MOOIYHUX peakilili, 0B’ I3aHuX 3
Habpsikamu, OyJla 3HAYHO BUIIOI0 IIPYU IPUKMOMi e TOPUKOKCHUOY TTOPIBHSHO 3 TPUHXOMOM AUKIO(PEHAKY
150 mr, i et edeKT 3aexkaB Bifl 103H (CTATUCTUYHO 3HAYYIIA Pi3HUIST IPH IIPUHOMi € TOPUKOKCUOY
90 mr, ane He eTOPUKOKCHOY 60 Mr).

KappiopenanbHi pe3ynbraTté, oTpuMaHi B gocuigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, mpo
SKi roBigmoMisiiocs B pociimkenni MEDAL.

B okpemux gocnipxenHsx nporpamu MEDAL aGcomioTHa YacTOTa IIPUNMHEHHS JIiIKyBaHHS B OyIb-
SKil Tpymi nikyBaHHS eTopukokcruOom (60 mMr abo 90 Mr) ctaHoBuma fo 2,6 % Ipu apTepianbHii
rineprensii, o 1,9 % npu Habpsikax i 1o 1,1 % mpu 3acTiiiHiil ceplieBiit HEHOCTATHOCTI, IPU LILOMY
BHIIa YaCTOTa BiIMiHM JTiKapChKOT0 3aco0y cIiocTepiranacs y pa3i mpuiioMy eTopukokcu0y 90 mr,
Hix 60 wmr.

Pe3ysivmamu wayHK080-KuWwk080i nepeHocumocmi 8 npoepami MEDAL.

3HaYHO MEHIINNH IT0Ka3HUK BiIMiHU JTIKAPCHKOTO 3aC00y BHACITIIOK BUHUKHEHHS OyIb-IKOTO
KJTiHiYHOTO ycKnamgHeHHS 3 60Ky IKT (Hanmpukiap, gucmerncii, abmomMiHanbHOT0 60110, BUPa3Ky)
CIIOCTEpiraBcs MPY 3aCTOCYBAHHI eTOPUKOKCUOY, HiXK IPU 3aCTOCYBaHHI JUKI0(EHAKY, B KOKHOMY 3
TPBOX mocHimKeHnb nporpamu MEDAL. TToka3HUKY BifMiHM JIiIKapChKOTO 3ac00y BHACTIMOK KITiHIYHUX
peaxtiit 3 60oky IIIKT mHa 100 namieHTO-pOKiB 3a BeCh mepiof mociimKeHHs Oynu Takumu: 3,23 Aiis
eTopukokcuOy i 4,96 nns guknodenaky B gocnigkenHi MEDAL; 9,12 gns etopukokcu6y i 12,28 mns
nuknodeHaky B pocuigxkenti EDGE; 3,71 nns etropukokcu0y i 4,81 nns guknodeHaky B JOCTiIXKeHHi
EDGE II. Peayabmamu npoepamu MEDAL w000 6e3nexu 0a5 IIIKT.

3aranbHi peakiii 3 60Ky BepxHboro Bigginy IIKT Oynu Bu3HaueHi K mepdopatiii, BUpa3KH i
KpoBoTedi. [ligrpyna 3aranpHuX peakuiil 3 60Ky Bepxuboro Biaminy KT, sKi BBaKanmucs
YCKJTafHEHUMH, BK/II04asa nepdopairii, o0CTPYKIIii Ta yCKIagHeHi KpOBOTeYi; miArpymna 3araabHUX
peakiiiii 3 60Ky BepxHbOTO Bigminy IIIKT, ski BBaxkanucs HeyCKIagfHEHUMHY, BKJl04Yasa HeyCKIagHeHi
KPOBOTEYi i HeyCK/IagHEeHi BUPa3Ku. 3HaYHO MEHIINM TOKAa3HUK YaCTOTH 3arajibHUX peakiliii 3 60Ky
BepxHix BipminiB IIKT crnocTepiraBcs mpu 3aCTOCyBaHHI €TOPUKOKCHOY, HixK MpU 3aCTOCYBaHHI
nukodpeHaky. He Oyo cyTTeBOI Pi3HUIN MiXK €TOPUKOKCHOOM i AUKI0heHaKOM LI0J0 MOKa3HUKa
YaCTOTH yCKJIafHEeHUX peakUid. [I1s miATpyIY TaKUX peakliil, IK KpoBOTe4Ya Y BEpXHbOMY Bifmaimii
[IKT (0o6’emHaHi yckiamHeHi i HeyckamgHeHi), He 6yI0 CyTTEBOI BiTMiHHOCTI MiXK eTOPUKOKCHOOM i
nukiodeHakoM. [TepeBara eTOpuKOKCHOY I10[10 BIIUBY Ha BepxHi# Bimmin IIKT mopiBHsSHO 3
nukiodeHakoM He Oyla CTaTUCTUYHO 3HAYYIIOI0 V TAlli€HTiB, SIKi 0MHOYAaCHO 3aCTOCOBYBaIH
alleTUIICATIIMIIOBY KUCIOTY B HU3BKUX f03ax (mpubnu3uo 33 % MallieHTiB).

[Toxa3Huk yactotu Ha 100 maIiieHTO-pOKIB MigTBePAKEHUX YCKIaJHEHUX 1| HeyCKIagHeHUX KITiHIYHUX
peakxitiiii 3 60Ky Bepxuboro Bigminy IIKT (nepdopariii, Bupa3ku i kpoBoTedi) ctaHoBUB 0,67 (95 % [I
0,57; 0,77) npu nputiomi etopukokcudy i 0,97 (95 % OI 0,85; 1,10) npu nputiomi gukaopeHaKy, Ipu
IIbOMY BiffHOCHMY pu3uk ctaHosus 0,69 (95 % [I 0,57; 0,83). BusHauaBcsl MOKa3HUK YaCTOTHU
migTBEpOXKEHUX peakiii 3 60Ky BepxHboro Bimminy [IKT y namieHTiB MiTHROTO BiKy; HauOinbliie
3HUKEHHS CIIOCTepiranocs y mauieHTiB BikoM = 75 pokiB (1,35 [95 % [II 0,94; 1,87] peaxuiii Ha 100
TIalliEHTiB-POKiB IIPU IPUHOMi eTOPUKOKCHOY mopiBHSHO 3 2,78 [95 % M1 2,14; 3,56] npu nputiomi
IUKIIOpEHaKY).



[Toxa3HMKM 4aCTOTH MiATBEPAKEHNX KITIHIUHUX peaklii 3 60Ky HuxkHBOTrO Bigginy LIKT (mepdopamis
TOHKOT'0 ab0 TOBCTOT'0 KUIIEUHUKY, 0OCTPYKIIist a00 KPOBOTe4a) CTaTUCTUYHO HE BiPi3HAINUCS IPU
3aCTOCyBaHHI eTOPUKOKCUOY i quKIodeHaKy.

Peszyavmamu npoepamu MEDAL w,000 6e3neku 015 neyiHku.

ETopukokcub OyB acoIlilioBaHUM 3i CTAaTUCTUYHO 3HAYHO MEHIIIOI YaCTOTOI0 BiIMiHM JTIKapChKOTO
3aco0y yHaCTiOK BUHUKHEHH M06iYHUX peakiliii 3 00Ky MediHKY, HiX AuKnodeHak. Y 06’ eqHaHin
nporpami MEDAL 0,3 % matlieHTiB, siKi 3aCTOCOBYBain eTOPUKOKCHO, i 2,7 % maiieHTiB sKi
3aCTOCOBYBa/IM JUKJIOpeHaK, IPUNUHUIIKA 3aCTOCYBaHHS JIiIKapChKOro 3ac00y BHACIIIIOK BUHUKHEHHS
no0iYyHUX peakilii 3 60Ky nedinku. [Toka3Huk Ha 100 marieHTo-pokiB cTaHoBuB 0,22 pu
3acTocyBaHHI eTopukokcuOy i 1,84 npu 3acTocyBaHHi fukIopeHaky (p-3HaueHHs 0yio < 0,001 gns
eTOpPUKOKCUOYy MOopiBHSAHO 3 guKiodeHakoMm). [Ipote B mporpami MEDAL 6inbInicTs noGiYHUX peakiin
3 60Ky meuiHku Oy HeCepio3HUMU.

[TogaTKOBi maHi 3 6e3meKy [JIs CepIIeBO-CYOUHHOI CUCTEMH I1I0I0 TPOMOOTHYHUX
YCKJIaOHEHb. Y npoleci KIiHIYHUX NOCTIIXEeHb, 38 BUHATKOM HOCIIiAXKeHb nporpaMu MEDAL,
npu6nu3no 3100 malfieHTiB oTpuMyBanu eTOpUuKOKCcub y mo3ax = 60 Mr Ha o0y yIpomoBXK 12 TUXKHIB
i moBmie. He Oymo 3Hauy1[0l BiTMiHHOCTI ITOKa3HUKIB MiATBEPAXKEHUX CEPHO3HUX TPOMOOTUYHUX
CeplieBO-CYAUHHUX YCKIIafiHEHb Y Malli€HTiB, SKi MpuiiManu eTOPUKOKCUO y mo3i = 60 Mr, miarebo
abo ixmri HIT33 (3a BUHSATKOM HaIpoKCceHY). [IpoTe YacToTa TaKUX peakiiiit Oyia BUILIOIO Yy MallieHTiB,
SIKi OTPUMYBAJIM €TOPUKOKCHO, TIOPiBHSIHO 3 TUMH, XTO OTPUMYBaB HaPoKCceH y mo3i 500 mr 2 pas3u
Ha 700y. BigMiHHICTE aHTUTPOMOOTUYHOI AKTUBHOCTI MixK mesikumu HII33, mo inri6ytors LIOT-1, i
cenekTuBHUMHU iHribiTopamu 1IOI'-2 Moxe OyTH KIiHIYHO 3HAYYIIOI0 Y MAIliEHTIB TPYNU PUSUKY
BUHUKHEHHS TpoMOoeMOomiuHuX ycKinagHeHb. CenekTuBHi inribitopu LIOT-2 3HUXKYIOTh yTBOPEHHS
CHUCTEMHOTO (i TOMy, MOXKJIMBO, €HA0TeTialbHOT0) IPOCTALKKIIiHY 0€3 BIIJIUBY HAa TPOMOOIIMTapHUM
TpoMOOKcaH. KiiHiuyHe 3HaYeHHS [IUX JaHWX HEBimoMe.

[TomaTKOBi maHi 1mono 6e3neku og ITKT.

[Tig yac gBox 12-TUXKHEBUX MOABIMHO CHIINKX €HAOCKOMIYHUX OOCTIIXXEeHb KyMYJ/IITUBHA 4YaCTOTa
BUHUKHEHHS TaCTPOAyONeHaIbHUX BUPA30K OyJla 3HaYHO HUKYOIO Y MAlli€HTiB, SKi 3aCTOCOBYBaJIU
eTopukokcub y mo3i 120 mr 1 pa3 Ha f00y, HiX y mallieHTiB, SKi 3aCTOCOBYBaIu HalPOKCeH y [03i 500
Mr 2 pa3u Ha go0y abo ibynpoden y nosi 800 mMr 3 pa3u Ha moby. HYacToTa BUHUKHEHHS BHpa30K Oyia
BHUIIIOIO IIPX 3aCTOCYBaHHI eTOPUKOKCUOY, HiX myane6o. [locnimxkenHs GYHKINI HUPOK V HaIliEHTIB
JTHLOTO BIKY.

Y mporieci paugomi3oBaHOT0, MOABIMHOTO CIITIOT0, M1alle60-KOHTPOJILOBAHOTO MOCTIIKEHHS 3
napajeIbHUMU TPYIIaMU OILiHIOBABCS BIINIUB 15-0€HHOTO JIiKyBaHHS eTOpUuKokcuooM (90 mr),
nenekokcubom (200 mr 2 pa3u Ha go0y), HarmpokceHoM (500 mr 2 pa3u Ha go0y) i marebo Ha
BUBEIEHHS HaTPilo 3i cedero, apTepiaJbHUM THUCK Ta iHII TOKAa3HUKY (YHKII1 HUPOK y IAIli€HTIB
BikoM Bif 60 10 85 pokKiB, 9Ki moTpuMyBanucs fmietu i3 BMicToM comi 200 MEXB Ha fo0y.
ETopukokcu0, 1enekokcub i HalpoKCeH Mau Nofi0HUi BIIJIMB Ha BUBEJIEHHS HATPilo 3i ceuero mpu 2-
THUXKHEBOMY JIiIKyBaHHi. YCi akTUBHi JTikapchKi 3ac0o0u OPiBHSHHS MTOKA3aJIH MigBUIIEHHS IIIOH0
nanebo CHCTONIIYHOT0 apTepiaTbHOTO THCKY, TPOTe eTOPUKOKCHUO acoIlitoBaBCs 3i CTATUCTUYHO
3HAUYIIUM IIiIBUILIEHHSM Ha 14-1 IeHb IOPiBHSIHO 3 11eJIEKOKCUO0M 1 HallpOKCEeHOM (CepenHs 3MiHa
CHCTOJIIYHOTO THCKY IIOPiBHSIHO 3 II0YAaTKOBUM PiBHEM: eTOPUKOKCUO 7,7 MM PT. CT., LileJieKoKcub 2,4
MM pT. CT., HAIpoKCeH 3,6 MM pT. CT.). apmakokiHemuxka.

Abcopbuis.

ETopukokcub mo6pe BCMOKTYETLCS IIPU IlepopajbHOMY ImpuiioMi. AGcomoTHa 6i0q0CTyIHICTD



ctanoBuTh npubau3Ho 100 %. ITicns mpuiiomy 120 mr 1 pa3 Ha fo0y A0 HOCATHEHHS PiBHOBaXKHOTO
CTaHy MaKCUMaJlbHa KOHI[eHTpallis y m1a3Mi KpoBi (cepenHe reomeTpuyHe 3HadyeHHsa C . =3,6
MKT/MJI) CIIOCTepiraeThcs npubausuo yepes 1 roguny (T,,,) MiCIIsS IPUAOMY OOPOCIMMU HATIIE.
Cepepnne reometpuute 3Ha4eHHsa AUC, ,,,, CTAHOBUTD 37,8 MKr Xrof/mi. Y Mexax KIiHIYHOTO
nmo3yBaHHS (hapMaKOKiHETHKa €TOPUKOKCUOY € IiHiIHOO.

[Tpu nputiomi eTopukokcuby B f03i 120 Mr mipg yac igu (ika 3 BUCOKUM BMIiCTOM XKUPiB) HE
CIIOCTepiraaocs BIUIMBY Ha CTYIiHb abcopObuii eTopukokcuOy. [IBupaKicTh abcopOiiil 3MiHIOBanacs, 1o
XapaKTepu3yBanoch 3HuXKeHHsIM C,,, Ha 36 % Ta 306inpmenusam T,,, Ha 2 rogunu. Taki gaHi He
PO3TTIINAOThCA K KIiHigHO 3HauyIi. [Tif Yac KIiHIYHUX [OCHIIXKeHb eTOPUKOKCHUO 3aCTOCOBYBaIH
He3aJIeKHO Bif BAKUBAHHS 1XKi.

Po3nodia.

ETopukokcub npubnusno Ha 92 % 3B’s13yeThCs 3 O6iTKaMu MJIa3MU KPOBi JIIOAWHY 3 KOHIIEHTPAIIEI0
Big 0,05 mo 5 mkr/mi. O6’eM po3nofiny mpu piBHOBaxkHOMY cTaHi (Vdss) cTaHOBUTE npubnusuo 120 i
y IOOUHM.

ETopukokcub IpoHUKAE Yepes IlalleHTapHul 6ap’ep y MypiB Ta KPOJIiB, a TAaKOXK depe3
reMaTtoeHIedanigaui 6ap’ep y mypis.

Memab6oaaiszm.

ETopukokcub akTHBHO MeTabo0i3yeThcs, MeHIne 1 % mo3u BUMINMAETLCA i3 ceuero y BUTISAMII
HE3MiHEeHOTO0 JiKapchKoro 3aco0y. OCHOBHUY IIJISX MeTa0o1i3aMy — 1le popMyBaHHS MOXiHOI 6'-
TiIpOKCUMETHIy IIJITX0M KaTasidanii pepmeHTamu muroxpoMy. CYP3A4 cnpuse metabomizmy
eTOpPUKOKCHUOY in vivo. [locmigKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoK MOXKYTb KaTali3yBaTH OCHOBHUM HIIIAX MeTab0mi3aMy, aje ix KimbKicHi
XapakKTEePUCTHUKYN He BUBYAJIUCH in Vivo.

Y mopguHu igeHTHdiKOBaHO 5 MeTaboiTiB. OCHOBHUM MeTab0IiTOM € 6'-KapOOKCHIIOBOI KUCIIOTH
IiepuBaT eTOPUKOKCHOY, 110 YTBOPIOETHCS TIPHU MOAAJIbINIM OKCUAAllil moxigHoi 6'-rinpokcumeTtuny. 1li
0CHOBHi MeTabosiTu ab0 He BUSBISIIOTh aKTUBHOCTI, a00 € ciaboakTuBHUMH iHTiGiTOpamu LIOI-2.
Kopen i3 1iux MeTabosmiTiB He iHriOye LJOI'-1. BusedeHHs.

[Ticns ogHOPa30BOTO BHYTPIIIHEOBEHHOT'O BBEIEHHS 3[M0POBUM T0OPOBOJBLAM 25 MI' €TOPUKOKCUOY,
MigeHoro papioizoronom, 70 % pafioaKTHBHOTO JIiKapChKOTO 3ac00y BUBOAUTHCS i3 cedeto i 20 % - 3
KaJIOM, TOJIOBHUM YMHOM Yy BHUTJISIOI MeTabomiTiB. MeHie 2 % BUBOOUTHCS Y BUTIISAI HE3MiHEHOTO
JiKapchKOro 3aco0y.

BuBeneHHST eTOPUKOKCUOY BiOyBa€eThCS MaiiKe MOBHICTIO IIJITXOM MeTab0I1i3My 3 OJasIbIIuM
BUBEJEHHAIM HUPKaMu. PiBHOBaXKHi KOHI[EHTpallil eTOPUKOKCUOY [OCATAI0ThCS uepe3 7 OHIB Ipu
3acTocyBaHHi y 03i 120 Mr 1 pa3 Ha go0y 3 MOKa3HUKOM KyMYJIAIlil mpubiau3Ho 2, 110 BigmoBigae
nepiofy HamiBBUBeOeHHS Mpubnu3Ho 22 roguuu. KiipeHc mia3mMu KpoBi miciisg BHYTPITHbOBEHHOTO
BBe[IeHHS 25 MT JIiKapChKOT0 3aC00y CTaHOBUTEL NPUOMKU3HO 50 MII/XB.

Oxpemi 2pynu nauieHmis.

[NamienTy niTHLOTO BiKy. PapMakKOKiHEeTHKA Y IAIi€HTIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) €
nofi6HoI0 0o (papMaKOKiHETUKH ¥ MOJIOAIIMX TTAI[iEHTIB.

Cratb. PapMaKOKiHETHKA €TOPUKOKCHUOY € TomiOHOI0 ¥ YOIOBIKiB Ta XKiHOK.



[lopyments GYHKII medinku. Y MaIli€eHTIB 3 TOPYIIEHHAMY QYHKIIII T€YiHKH JIETKOTO CTYTIEeHS
(5-6 6amiB 3a mKanow Yaunmga-I1'10) mpu 3acToCyBaHHI eTOpUKOKCKUOY B mo3i 60 Mr 1 pa3s Ha
no0y cepeqHii MOKa3HUK IO iyl papMaKOKiHEeTUYHOIO0 KPUBOIO «KOHIIEHTPAIlis-4ac»
(AUC) npu6nu3no Ha 16 % OinbIui, HiX y 3M0pOBUX OOPOBOJIBLIIB IIPU TAKOMY K NO3YBaHHI
€TOPUKOKCHUOY. YV mallieHTiB 3 MopyuIeHHIMHU QYHKIII TeYiHKY TOMipHOTO cTymeHs (7-9 6aiB
3a mkasnoo Yaunma-I1'10) mpu 3aCTOCyBaHHI eTOPUKOKCUOY B m03i 60 Mr uepe3 molOy
cepenHiu mokasHuk AUC OyB momiOHUY 00 TOKa3HUKA Y 30OPOBUX TOOPOBOJIBILB, SKi
IpuiMany eTopukokcub y mo3i 60 mr 1 pa3 Ha moOy I0JIeHHO; 3aCTOCYBAaHHS €TOPUKOKCHOY
B no3i 30 Mr 1 pa3 Ha 00y He BUBYAJIOCH Y il rpymi maiieHTiB. HeMae kniHiuHUX a00
(dhapMaKOKiHETUYHUX [aHUX LIOM0 MAIiEHTIB 3 MOPYIIeHHIMU (QYHKIIil MEeYiHKA TSIXKKOTO
cryneHs (= 10 6aniB 3a mkamnoo Yainga-I1'10).

[NopymienHs QyHKIN1 HUPOoK. PapMaKoKiHeTHKa OHOPa30BOi 03U eTOpUKOKCcUOy 120 MT y nalieHTiB
i3 TOMipHUMU Ta TAKKHAMU IOPYIIEHHAMHU QYHKIII HUPOK, @ TAKOXK Y MAalliEHTiB i3 3aXBOPIOBAaHHSIMHU
HUPOK TePMiHAJIbHOI CTafil, IKUM IIPOBOLATH TeMOfiai3, He BiIpi3HA€ThCSI 3HAUHNM YHUHOM Biff
(dbapMaKOKiHETHKHY Y 3[OPOBUX H0OPOBOIBIIB. [Tpu remopianisi eTopukokcub Maiixke He BUBOIUTHCS
(xkmipenc miamidy — mpubnusno 50 Mi/XB).

[imu. ®PapMakoKiHeTHKa eTOPUKOKCHOY B fiTel (BikoM o 12 pokiB) He BUBYAsack. Y mporeci
OOCHigXKeHb papMakoKiHeTuk: (N=16), 1110 IPOBOAMUIOCH 3@ y4aCTIO MiIiTKiB (BikoM Bim 12 mo 17
POKiB), hapMaKOKiHETHKa y IallieHTiB 3 Macoio Tila 40-60 Kr, SKuUM Ipu3Hadanu eTOPUKOKCUO y mo3i
60 mr 1 pa3 Ha m00y, Ta y malli€eHTiB 3 Macolo Tina Oinbiie 60 Kr, SKMM Ipu3Hadaly JiKapchKui 3acid
y mo3i 90 mr 1 pa3 Ha go0y, Oysa momi6HOMI0 m0 papMaKOKIHETUKHU Y JOPOCTIHUX, SKi 3aCTOCOBYBAU
eTopukokcub y mo3i 90 mr 1 pa3 Ha 1o0y. be3neka Ta epeKTUBHICTh 3aCTOCYBaHHSI €TOPUKOKCUOY
OiTSIM He BCTAHOBJIEHI.

KniniuHi xapaKTepuCTHKH.
Iloka3zaHHA.

CuMrnToMaTu4Ha Tepalis Py 0CTE0apPTPUTI, peBMaTOIfHOMY apTPHUTi, aHKiJI03yI0YOMY CIIOHAMIITI, a
TAKOK IIpu 00JII0 Ta 03HAKaX 3allajieHHs, OB’ I3aHUX i3 TOCTPUM ITOAArPUYHUM apTPUTOM.

HetpuBane nikyBaHHS IIOMipHOTO IicsomnepaliiiHoro 6010, IOB’93aHOT0 3i CTOMATOIOTiYHUMHU
oreparisimMu.

PimenHs npo npr3HaYeHHS celeKTUBHOTO iHribiTopy LIOI'-2 MOBMHHO I'PYHTYBaTHCS Ha OILHII BCiX
IHOVBiAyaIbHUX PU3MUKIB Y MALl€HTA.

IIpomunoka3aHHsi.
JlikapceKu# 3aci0 TPOTUIIOKA3aHUM:

IIPH TillepYyTIUBOCTI M0 Hif0u0i peYoBHUHHU a00 MO OyOb-IKOI 3 JOMOMIXKHUX PEYOBUH
JiKapCbKOro 3acoby;

IIPY aKTUBHIM MenTUYHiM BUupa3li a0 akKTUBHIN IITYHKOBO-KUIITKOBIM KPOBOTEYI;



malieHTaM, y IKUX BUHMKaB OpOHXO0CIIa3M, TOCTPUM PUHIT, Ha3a/IbHi MOJIiNy,
aHTiOHEeBPOTUYHMM HaOpSK, KponuB sHKa abo iHII anepriyli peakilii micis 3acToCyBaHHS
ateTuncaninuiaoBoi kuciaotu abo HIT33, Bkmrovatouu inribitopu LIOT-2;

y Iepiof BariTHOCTI Ta TOAyBaHHS T'PYAOIO;

[P TAKKUX OPYIIeHHSIX QyHKUIl Tedinku (anp0yMiH CUpPOBaTKU KpoBi < 25 r/1 abo
> 10 6asiB 3a mkanoio Yaunga-I1'10);

SKIII0 PO3Pax0BaHUU HUPKOBUY KIIipeHC KpeaTuHiHy < 30 MI/XB;
OiTsM BikoM 1o 16 pokis;

IIPY 3alajIbHUX 3aXBOPIOBAHHAX KUIIEYHUKY;

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

IalieHTaM 3 apTepiajbHOIO TrinepTeH3ielo, Y IKUX TI0Ka3HUKU apTepialbHOTO TUCKY
nmocTiiHo BuIi 3a 140/90 MM PT. CT. Ta HEAOCTAaTHHO KOHTPOITIOIOTHCS;

IIpY TiarHOCTOBAHIM immeMiyHii XxBOpoOi cepIlst, 3aXBOPIOBAHHSX IePUGEPUIHUX
aprepiit Ta/abo 1epedPOBACKYIAPHUX 3aXBOPIOBAHHSX.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemodiil.
®apmakoOuHamiuHi 83aemo0il.

ITepopanvHi aHmukoazyaaHmu. Y TallieHTiB, CTaH AKUX CcTabili30BaHUM IOCTIMHUM 3aCTOCYBAHHSIM
Bapdapuny, npuitoM eTopukokcuOy B 0o3i 120 Mr Ha mo0y CyNmpPOBOIKYETHCS 30iTbIIEHHIM
npubnu3Ho Ha 13 % mpoTpoMOiHOBOTO Yacy MiKHapPOOHOTO HOpMasi3oBaHOTro BimHoIeHHs (MHB).
ToMy B mali€eHTIB, sKi 3aCTOCOBYIOTh IIEPOPabHI aHTUKOAryJISHTH, CJIil 4aCTO IepPeBipATH
IIOKa3HUKM TpoTpoMbiHoBOT0 yacy MHB, oco6m1Bo B mepiiri [iHi npuiioMy eTOpUuKoKcuby abo mpu
3MiHI X0T0 JO3yBaHHS.

Iliypemuxku, iH2ibimopu aHz2iomeH3uHNnepemaopsadavbHoz0 pepmenmy (AII®) ma aHmazoHicmu
peuenmopie aHeiomeH3uHy II. HI133 MoxkyTh mocnabiioBaTy ePeKT [iypeTHKIB Ta iHIINX
QHTUTINIePTEH3UBHUX 3ac00iB. Y mesKuX MallieHTiB i3 mopyuieHHIMY QYHKIIII HUPOK (HaMpuKIam, y
TALiEHTIB 3 merigparariieio a0o y MaIieHTiB JTiTHLOTO BiKy 3 0c/1abieHo0 QYHKIIIEI0 HUPOK)
OJHOYaCHe 3acToCyBaHHS iHribiTopa AII® abo aHTaroHicTiB perenTopiB anrioreH3uny II i mkapchKux
3aco0iB, 1110 iHTiIOYIOTh IMKI00KCUTeHA3y, MOXKe IIPU3BOAUTH [0 TIOHAJIbIIOTO MMOTipIIeHH QYHKIII
HUPOK, BKJII0Yal0UX TOCTPY HHUPKOBY HEJOCTATHICTh, 1[0 3a3BUYail Mae 060poTHUI xapakTep. Crifg
naMm’siTaT¥ PO MOXKJIMBICTh TAaKMX B3a€EMOLiN Y MAIli€HTIB, SKi 3aCTOCOBYIOTh ETOPUKOKCHUO
ogHoyacHo 3 iHribitopamu AII® abo 3 aHTaroHicramu perenTopiB auriorensuny II. Tomy Taki
kKoMOiHarii cyim mpu3HavaT 3 00epexkHiCTI0, 0COOMUBO MalieHTaM JIiTHBOTO BikKy. HeobxigHo
IIPOBECTH HaJleXHY TifipaTalliio Ta PO3TrISHYTH IUTAHHS PO IPOBEIeHHS MOHITOPHUHTY QYHKIIi1
HUPOK Ha I04YaTKy KOMOiHOBaHOTO JTiKyBaHHS, a TAaKOXK 3 IIEBHOIO IIEPiOAWYHICTIO i Hamami.

Auemuscaniyunosa kucaoma. Y poleci OCITiIXKEeHHS 3a y4acCTi0 3[I0POBUX NOOPOBOJIBIIB B
yMOBax PiBHOBAXKHOT'O CTaHY 3aCTOCYBaHHS eTOpUKOKCcUOY B 7031 120 mr 1 pa3 Ha molOy He
BIIJIMBAJIO HA aHTHATPETraHTHY aKTUBHICTD alleTUICaNinuIoBol kuciaotu (81 mMr 1 pa3 Ha
no6y). ETopukokcub MoxkKHa pu3HavyaTH OJHOYACHO 3 alleTUJICAIIIUIIOBOI0 KHUCIIOTOIO 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 eTopukokcuboM. He pekoMeHI0BaHO OGHOYACHE 3aCTOCYBaHHS
€TOPUKOKCUOY 3 alleTUIICAIIIIOBOIO KUCIIOTO0, O3U SIKOI BUIIi 3a MpodinakKTU4Hi, a TaK0XK
3 inmwumu HII33.

ITuknocnopuH ma makposimyc. Xoya B3aEMOZisT €ETOPUKOKCUOY 3 IMMHU JIiKapChKUMU 3acobaMu He
BUBYAJIach, OJHOYACHE 3aCTOCyBaHHS Oymab-gskoro HII33 i3 nuknocnopuHoM abo TaKpoJiMycoM MOXKe
IIOCHUJIIOBAaTA HE(PPOTOKCHYHUY BIIJIUB OCTaHHIX. CJIiff KOHTPOJIIOBAaTH (PYHKIIiI0 HUPOK IIPH
OJHOYaCHOMY 3aCTOCYBaHHi eTOPUKOKCUOY 3 Oy[b-IKUM i3 IIUX JTiKapChKuX 3acobiB.

®apmakoKiHemuy4Hi 83aemo0ii.
Bnaue emopukokcuby Ha (papMakokiHemuky iHwux AikapcvkKux 3acobis.

JIimiti. HI133 nocnabiioloTh BUBENEHHS JIiTil0 HUPKAMU, TUM CAaMUM ITiABUINYIOYU PiBEHB JIiTii0 B
ma3Mi KpoBi. AKI10 HeoOXigHO, TPOBOAATL PETENIbHUM KOHTPOJIb PiBHS JIiTii0 ¥ KPOBi Ta KOPUTYIOTh
03y JIiTil0 MPOTSATOM OOHOYACHOTO 3aCTOCYBaHHS KX JIiIKApChKUX 3ac00iB, @ TaKOXK IIPH MPUNTUHEHH]
3acrocyBaHHA HIT33.

Memompekcam. Y mipolieci gBOX [OCHiXKeHb BUBYAIUCS e(eKTH eTOPUKOKCUOY IIpU 3aCTOCYBaHHi y
no3ax 60 mr, 90 mr a6o 120 Mr 1 pa3 Ha goOy NpPOTATOM 7 [HIB MallieHTaMHu, 5SIKi 3aCTOCOByBaju 1 pa3
Ha TUXKJEHb METOTPEeKcaT y [03i Big 7,5 Mr go 20 Mr 1mpu peBMaToigHOMY apTpUTi. ETOprKokcub y
no3i 60 mr i 90 Mr He BIIJTMBAB Ha KOHIIEHTPAIIi0 B I1a3Mi KpoBi a0 HUPKOBUY KITipEHC
MeToTpeKcaTy. B ogHOMY mocrimKeHHi Tpu 3aCTOCyBaHHI eTOPUKOKCHOY B mo3i 120 Mr He
CIIOCTepiranaocs BIJIMBY Ha KOHIIEHTPALi0 B IJIa3Mi KPOBi Ta HUPKOBUY KJIipeHC METOTPEKCcaTy, TOMi
SK B iHIIIOMY OOCTigKeHHi IIPH 3aCTOCyBaHHI eTOPUKOKCHUOY B 7031 120 MI KOHIIEHTpallis
MeTOTpPeKCaTy B IJ1a3Mi KPOBI mifiBuIyBanacs Ha 28 %, a HUPKOBUH KIIipEHC METOTpeKCcaTy
3HUXKYyBaBcsA Ha 13 %. [Ipu ogHOYAaCHOMY IIPU3HAYEHHI €TOPUKOKCHUOY Ta METOTPEKCATY CHIif
IIPOBOOUTH BIANOBIAHUY MOHITOPUHT IJOJO0 ITOSIBU TOKCUYHOI'O BIIJINBY METOTPEKCATY.

ITepopaavHi KoHmpauenmueu. ETopukokcub y 1o3i 60 Mr mpu 0ogHOYaCHOMY 3aCTOCYBaHHi 3
IIepopaJbHUMU KOHTPALEIITUBaMH, 1110 MICTATh 35 MKT eTUHinecTpagiony ta 0,5-1 Mr HOpETUHOPOHY,
npoTtsaroM 21 moHA IpU3BOAUB [0 HiaBuileHHs noka3Huka AUC, ,,,, V PIBHOBaXXHOMY CTaHi Ajisd
eTuHinecrpamgiony Ha 37 %. ETopukokcub y mo3i 120 Mr mpu 3aCTOCyBaHHi 3 BUIIIEBKA3aHUMU
TIepopasibHUMHU KOHTpPAIeNITHBaMK OTHOYacHO abo uepe3 12 roguH migBuIllyBaB y piBHOBaXKHOMY
ctaHi 3HaueHHs AUC, ,,,, eTuHinectpagiony Ha 50-60 %. IIpo Take migBuileHHS KOHIEHTPaLil
eTHUHiIeCTpagiosy CIIif mam’siTaTé Ipu BUOOpi TepopaabHOT0 KOHTPAIENITUBY 3 Pi3HUM BMiCTOM
eTHHiNnecTpaniony, SKUM 3aCTOCOBYBAaTUMETLCS OOHOYACHO 3 eTOPUKOKCcHOoM. [TinBuiieHHsS
€KCIO3UIlil eTHHiNecTpamiony Moxke 30iIbIIyBaTH YaCTOTYy BUHUKHEHHS TTO0IYHUX peakIlil,
TIOB’SI3aHUX i3 3aCTOCYBaHHSM IePOpaIbHUX KOHTPALIeNITUBIB (Hampukiaz, Tpom6oeMOoIil BeH y
JXKIHOK TPyIIU PU3HKY).

I'opmoHo3amicHa mepanis (I'3T). Ilpuiiom 120 Mr eTOPpUKOKCHUOY 3 TOPMOHO3aMiCHUMHU JTiKAPCHbKUMU
3acobaMu, 1110 BK/II049aloTh KOH'1oroBaHi ectporen (0,625 mMr «[ITpeMapuny™ »), mpoTaroM 28 fHiB
36inbimnye cepenHint mokasuuk AUC,,,, V PIBHOBaXKHOMY CTaHi HEKOH I0TOBaHOT'0 eCTPOHY (Ha 41 %),
eKkBininy (Ha 76 %) i 17-B-ecTpamiony (Ha 22 %). BnnuB mo3 eTOpUKOKCHUOY, pEKOMEHI0BaHUX OIS
TpuBasoro 3acrocyBanus (30 mr, 60 mr i 90 Mr), He BuB4YaBCs. [1opiBHSIHO 3i 30iMbIIeHHAM
no3yBaHH4 3 0,625 Mr mo 1,25 Mr mpu MoHOTepaIlii JikapcbKuM 3aco6oM «IIpeMapus ™ », BIIJIUB



eTopukokcuOy B mo3ax 120 mr Ha ekcnosutiio (AUC,,,,,) eCTPOTeHHIX KOMIIOHEHTIB «IIpemapus™ »
OyB MEHIIIUM, HiXK HaIlON0BUHY. K/iHiuHe 3HaUeHHS TAKOTo MigBUIIEHHS HEBifoMe, a puiioM
BHCOKMUX J103 JTiKapchKoro 3aco0y «IIpeMaput™ » OmHOYACHO 3 eTOPUKOKCUOOM He BHBUaBCs. Crif
OpaTu [o yBaru Take 30ilbllIeHHS KOHIIEHTpAllil eCTPOreHy IIpy BUOOpi TOPMOHAJIBHOTO JIIKapChKOT0
3aco0y IJ1st 3aCTOCYBAHHS Y Iepiof] IOCTMEHOMay3u MpY 0OJHOYaCHOMY 3aCTOCYBaHH] 3
€TOPUKOKCUOOM, OCKIJIbKY 3POCTaHHS €KCIIO3UIlil eCTPOreHy MiABUIY€E PU3UK BUHUKHEHHS TTO0IUHUX
peaktiiil mpu 3aMiCHil TOPMOHOTEpAITil.

IIpedHi3oH/npedHi3010H. Y DOCTIIXKEHHSIX B3a€EMOZil eTOPUKOKCUO He BUSBIISB KITIHIYHO 3HAUYIIOTO
BIIJIUBY Ha (h)apMaKOKiHETHKY IPEOHi30HYy/IPEIHI30JI0HY.

[uzokcuH. TIpu 3acTocyBaHHi eTopuKokcuOy B mo3i 120 mr 1 pa3 Ha o6y npotsrom 10 gHiB
3[0POBUM I0OPOBOJIBLISIM He CIIOCTepiraBcs BIuB Ha nmokasHuk AUC,,,, Y PiBHOBaXXKHOMY CTaHi Ta Ha
BUBEIEHHS OUTOKCUHY HUPKaMu. CriocTepiranocs 30inbiineHHs nokKa3Huka C,,, TUTOKCUHY
(mpubnu3Ho Ha 33 %). Take MmigBUIIEHHS 3a3BU4all He € CYTTEBUM Y OiNIbIIOCTi malfieHTiB. OgHaK CItifg
CIIOCTEpIraTH 3a CTAHOM IAIliEHTIB 3 BUCOKUM PU3UKOM TOKCUYHOI Ail AUTOKCUHY IIPK OIHOYACHOMY
IpHU3HAYEHHI eTOPUKOKCHOY Ta IUTOKCHHY.

Bnaue emopukokcuby Ha aikapcoKi 3acobu, u,o memaboaizyromscs cyabpomparHcdepasamu
ETopukokcub € iHribiTopoM aKTUBHOCTI IMI0ACHKOI cynbdoTpancdepasn, 3okpemMa SULT1E], a Takox
MOXKe IiABUIIYBATU KOHLIEHTPAI[il0 eTUHIIeCTPanioly B CUpoBaTLi KpoBi. OCKIIBKY [OTenep JaHUX
IIPO BIIMB YMCJIEHHUX CyIbhoTpaHchepa3 HeJOCTATHRO, a KiiHiuHi eekTn 6araTbox TiKapChKUX
3aco0iB JOCi BUBYAIOTHCS, MOIITEHO 3 006 PEKHICTIO MPU3HAYaTH €TOPUKOKCUO OJHOYACHO 3 iHITUMHU
JiKapChKUMU 3aco0aMu, 10 MeTaboJTi3ylI0ThCsl TOJIOBHUM YMHOM JIIOACHKUMHU CyTbdoTpaHcepazamMu
(HampuKaf, mepopaibHUM camb0yTaMosI Ta MiHOKCUAWI).

Bnaue emopukokcuby Ha aikapcoKi 3acobu, u,o memaboaizyromucs izopepmenmamu CYP.,

3a maHUMU OOCTIIXKEeHb in vitro, He 04iKy€eTbCS NPUTHIYeHHS nuToxpoMmiB P, (CYP) 1A2, 2C9, 2C19,
2D6, 2E1 abo 3A4. Y mporieci mociigkeHb 3a y4acTIO 3M0POBUX T0OPOBOJIBIIIB IIIONEHHE
3aCTOCyBaHHS eTOPUKOKCHOY B 0o3i 120 MTI He BIIJIMBA/IO Ha aKTUBHICTD MmediHkoBoro CYP3A4, 1o
BCTAHOBJIEHO 3@ €PUTPOMIIIMHOBUM [AUXAJIbHUM TECTOM.

Bnaue iHwux aikapcvkux 3acobig Ha (papmakoKiHemuky emopukokcuby.

OcHoBHUM mIax 00MiHy eTOpuKOKCcUOY 3anexkuTh Bif pepmenTtiB CYP. CYP3A4 cmpuse meTabomizmy
eTOpPUKOKCuOy in vivo. [locmigKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTalidyBaT! OCHOBHUM LINAX 00MiHY eTOPUKOKCHOY, ane iX KibKicHi
XapaKTEepPUCTUKY He BUBYAJIUCE iN VIVo.

KemoxkoHa3os. KeTokoHa3071 € moTyxkHUM iHribiTopoM CYP3A4. TIpu 3acToCyBaHHI 3H0POBUMHU
noOpoBonblsiMy y mo3ax 400 mr 1 pa3 Ha goOy mpoTsiroMm 11 gHIB KETOKOHA30JI He YMHUB KITIHIYHO
3HAUYIIOr0 BIJIUBY Ha (papMaKOKiHETUKY eTOPUKOKCHUOY B OmHOPa30Biit no3i 60 mr (36inbmenus AUC
Ha 43 %).

BopukoHa3o i mikoHa304. OmHOYACHE 3aCTOCYBAHHS ITePOPAIbHOI0 BOPUKOHA30 Ty a0 MiKOHA30Ty
y BUTJISIAI OpasIbHOT'O TeJTi0 [AJIST MiClleBOT0 3aCTOCyBaHHA (moTyxHi inribitopu CYP3A4) 3
€TOPUKOKCHOOM BUKJIMKAJIO HEBEJIMKE IIiIBUILIEHHS eKCII03MUllii eTOPUKOKCHOY, 1110, OOHAK, He
BBaXKasiocs KJIiHiYHO 3HAUYIIUM 3TigHO 3 0ny0IiKOBAaHUMU NaHUMU.

PugamniyuH. OgHOYaCHEe 3aCTOCYBaHHS €TOPUKOKCUOY Ta pudaMmIinuHy (IOTYKHOT0 iHTYKTOpa
¢depmenTiB CYP) npu3Boausio [0 3HNKEHHS KOHI[eHTpallil eTopuKoKcuby B 11a3Mi KpoBi Ha 65 %. Lle
MOXKe€ CYIPOBOAXKYBATHCS TOBTOPHUM IIPOSBOM CUMIITOMIB IIPX OJHOYACHOMY 3aCTOCYBaHHI 3



eTopukokcuOoM. OCKiNTbKY TaKi gaHi MOXKYTh BKa3yBaTH Ha HEOOXigHICTH 30i/bIIEHHS 003U, He
PEKOMEHI0BAaHO 3aCTOCOBYBATH €TOPUKOKCHUO y [03aX, L0 TePEeBUIIYIOTh BKa3aHi AJIsT KOXKHOTO
IIOKa3aHHS, OCKiJTbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pu(aMITiliHy Ta €eTOPUKOKCHUOY B
TAKHUX [03aX.

AHmauuodu. ArTauugHi miKapceKi 3aco61 He MalOTh KIiHIYHO 3HAYYIIOTO BIJIMBY Ha
(bapMaKOKiHETUKY €TOPUKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHsi.
Bnjue Ha WayHKOBO-KUWKOBUU mpakm.

[ToBimommnsinocs npo ycKnagHeHHs 3 00Ky BepxHix Bigminis IIIKT (nepdopatiiii, Bupa3ku abo
KPOBOTEUi), iHOMIi 3 JTeTalbHUM HACJIigKOM, V MAlli€HTIB, SIKi 3aCTOCOBYBAJIM €TOPUKOKCHO.

3 obepexHicTio ciip mpu3HavaTu HII33 manieHTaMm i3 migBUIEHUM PU3UKOM YCKIIafiHEHb 3 OOKY
[IKT; mamieHTaM JTiTHROTO BiKY, MaIlieHTaM, SIKi 3aCTOCOBYIOTh Oyab-sakuit iHmui HI133 abo
alleTUICATIIIMIIOBY KMCIIOTY OOHOYacHO, abo mallieHTaM 3i IIJTyHKOBO-KUIIKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe BUpa3KaMU Ta IUIYHKOBO-KUIIKOBUMM KPOBOTeYaMHU B aHaMHe3i.

IcHye momaTKoOBUYM PU3UK PO3BUTKY M0OiuHUX edekTiB 3 60Ky IIIKT (IIyHKOBO-KUINIKOBa BHpa3ka ado
inmi ycknapgHenHs 3 60ky IKT) mpu omHOYAaCHOMY 3aCTOCYBaHHI eTOPUKOKCHOY Ta
alleTHIICAJIIIMIIOBOl KUCIOTH (HaBiTh Y HU3BKUX [03ax). Y MPoIeci TpuBaIuX KIiHIYHUX AOCTiAKEHb
He CIIoCTepiranocs BupaxeHoi BigMiHHOCTI y 6e3neti momo KT mpu 3aCcToCyBaHHiI CEIEKTHBHOTO
inribiTopa LIOT-2 anerumncaninunosa kucnora ta HII33 auetusncaninunoBa KUCIOTA.

Bnaus Ha cepueso-cyOuHHy cucmemy.

Kniniuni mocmigkeHHS BKa3ylOTh Ha Te, 1[0 3aCTOCYBaHHS JIIKapChKMUX 3ac00iB KIaCy CEIEKTUBHUX
inri6iTopis LIOI'-2 Moxke OyTH IOB’SI3aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTHYHUX YCKIagHEHD
(oco6muBO iH(papKTy MioKapaa Ta iHCYIbTY) MOPiBHSIHO 3 mtanebo Ta meskumu HIT33. Ockinbku
PHU3HK CEpLeBO-CYAUHHUX YCKIIafIHEHb 3POCTA€E Py 30iNbINIeHHI 03U Ta TPUBAJIOCTI 3aCTOCYBaHHS
eTOpPUKOKCuOy, TiKapchKui 3acid cif mpu3HadyaTH Ha SKOMOTa KOPOTIINH IIepiof Yacy Ta B
HaHMKYNUX eHeKTUBHUX N0O0BUX Jo3ax. CIif nepioguyHo neperiagfaTyd moTpedy NalieHTiB y
CHMIITOMaTUYHOMY IIOJIETIIEHHI 000 Ta peakllito Ha JIiKyBaHHS, 0COOJIMBO y MAIliEHTIB 3
0CTE0apPTPUTOM.

[TauieHTaM 3 BUpaxXeHUMH (HakKTOpaMU PU3UKY PO3BUTKY CEPLEBO-CYOUHHUX YCKIaAHEHD
(HampuKIaf, apTepiaibHa TiepTeHsis, rineprinigemis, ykpoBui fiabet, maniHHg) IpU3HaYaT
€TOPUKOKCHUO CIIif JIUIIe TiCNIs PeTebHOL OLiHKY PU3KUKY PO3BUTKY YCKIagHEHHS.

CenextuBHi iHribitopu 1IOI'-2 He 3aMiHIOIOTL 3aCTOCYBaHHS alleTUICAIIIAIOBOI KUCTIOTH IS
npodinakTuKu TpoMO0eMOOTiUHUX CEPLIeBO-CYAUHHUX 3aXBOPIOBaHb, OCKITbKY HE YHHSTD
aHTHarperanTHol Ail. ToMy He CIif BiIMiHSATH aHTHArperaHTHi TiKapchKi 3aC00H.

Bnaue Ha HUpku.

HupkoBi mpocTariaHgAHA MOXKYTh BifiirpaBaTé KOMIIEHCATOPHY POJIb ¥ MigTpuMIl nepdy3il HUPOK.
Tomy mpu cTaHaXx, 1[0 CYIPOBOAXKYIOTHCS MOTiPIIEeHHSIM HUPKOBOI nepdysii, 3acToCyBaHHS
€TOPUKOKCUOY MOKe MTPU3BOAUTH [0 MOCTabieHHsT yTBOPEHHS MPOCTarjlaHANHIB i, IK HACMIOK, - 10
HHUPKOBOTO KPOBOTOKY, TUM CaMUM IOTipIIyi04yu (QPYyHKIIiI0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKoOl
peaxllil iCHye y MallieHTiB 3 y2Ke HasBHUM BUPaxKeHUM MOPYIIeHHIM (PYHKIIil HUPOK,
HEKOMIIEHCOBAHOIO CEPIIEBOI0 HENOCTATHICTIO ab0 ITMP030M. Y TaKUX MAIli€HTIiB CJIi KOHTPOJIIOBATH



(GYHKIIII0 HUPOK.
3ampumka piduHu, HabpsKu ma apmepiaavHa 2inepmeHasis.

4K i mpu 3acToCyBaHHI iHIINX JTiKapchKUX 3aco06iB, 110 iHTiOYIOTh CHHTE3 IPOCTarlaHANHIB, 3aTPHMKa
pinuHY, HAOPSIKY Ta apTepiaibHa TilepTeH3is clocTepiranucs y NalieHTiB, IKUM 3aCTOCOBYBaJIu
etopukokcub. Bci HII33, BkTtoyaroun eTOPUKOKCUO, MOKYTh IPU3BOAUTH IO PO3BUTKY ab0 PEIUANBY
3aCTiMHOI cepueBol HeJoCTaTHOCTI. [H(dopMalito IPo peakiliio 3aj1eKHO Bif 03U AUB. Y PO3Tini
«PapMakosoriyHi BmacTuBoCTi. ®apMakoguHaMika». 3 00epexkHiCTIO TiKapChbKUM 3acib Mpr3HavyalTh
nalieHTaM i3 ceplieBO0 HeIOCTATHICTIO, TIOPYIIEHHSIM (QYHKIIII JTiBOro IUTyHO4YKa a00 apTepiaabHOI0
rinepTeH3i€lo B aHaMHe3i, a TaKOXK TallieHTaM 3 HaOpsKaMHu, 110 BUHUKIIU 3 OyIb-IKUX iHIINX
npuyuH. [Ipy KITiHIYHUX 03HAKaX MOTIPIIEHHS CTaHy TaKUX MAlli€HTIB CIIi BXXUTHU BiAIOBITHUX
3axO0fiB, BKIIIOYAIOYH BiIMiHY €TOPUKOKCHOY.

ETopukokcu0, 0Co6/IMBO Y BUCOKMX N03aX, MOXKe IIPHU3BOAUTH [0 YACTIIIOl Ta TAKYO0I apTepianbHOL
rineprensii mopiBHSIHO 3 mesikuMu iHmuMu HII33 Ta cenekTuBHuUMY iHTiOiTOpamu LIOT-2. Tomy
apTepianbHy TinepTeH3ilo CIil KOHTPOIIOBATH [0 IIOYATKY JiKyBaHHS eTOPUKOKCUOOM, 0COBIUBY
yBary CJlif IPUAITATA KOHTPOJIIO 3a apTepialbHUM THCKOM IIif] Yac JIiKyBaHHS €TOPUKOKCHUOOM.
ApTepianbHUY TUCK CIIi KOHTPOIIOBATHU IIPOTArOM 2 THUXKHIB IIiC/ISA IOYATKY JIIKyBaHHS, a MOTIM -
nepioguyHo. fKII0 apTepiasbHUM TUCK CYTTEBO MiABUIIYETHCS, CIIifi PO3TJISHYTUA MOXKJIUBICTh
aTbTePHATHUBHOTO TiKyBaHHS.

Bnaue Ha neyiHKy.

[TigBumeHHs pPiBHS anaHiHaMiHoTpaHcdepasu (AJIT) Ta/abo acnapTataminoTpancdepasu (ACT)
(mpubnu3Ho y 3 abo GinbIlle pa3iB MOPiBHAHO 3 BepXHLOI0 Mexkeio HopMu (BMH)) criocTepiranocs
npubnau3Ho B 1 % maiieHTiB, siKi 6pany y4acTh y KTiHIYHUX OOCTIIXKEHHAX Ta 3aCTOCOBYBAJIX
etopukokcub y mo3ax 30 mr, 60 mr ta 90 Mr Ha o0y mpoTsroM nepiony mo 1 poky. Crin
CIIOCTepiraT 3a CTAHOM BCiX ITAI[iEHTIB i3 CHMIITOMaMy IOPYIIEeHHS QYHKIIi1 MeYiHKH, @ TAaKOXK
TIAIli€HTIB 3 MATONOTIYHUMH TTOKa3HWKaMM QYHKI1 nediHKky. [Ipy 03HaKax MopyeHHs QyHKIIii
NIeYiHKHY Ta IIPU CTiMKUX NATOJIOTiYHUX 3MiHaX ITOKa3HUKIB (yHKIII medinku (y 3 pa3u Buile 3a BMH)
€TOPUKOKCHUO CIIif BigMiHUTH.

3aeanvHi 8Kasisku.

ZKII0 IPOTATOM JTiIKyBaHHS Y MAIliEHTa CIIOCTePiraeThcs MoripineHHs QyHKII Oyab-AKO]I i3 cucTeM
OpraHiB, 3a3HaYEHUX BUIIlE, CJIif] BXKUTH BIONIOBIIHUX 3aX0[iB Ta PO3IJIAHYTU IUTAHHSA IIPO BiIMiHY
eTopukokcuOy. Ciinm 3abe3neynTu BifIOBinHE MeIUYHE CIIOCTEPEXKEHHS MTPU 3aCTOCYBAaHHI
€TOPUKOKCUOY TallieHTaM JIITHBOTO BiKy Ta MallieHTaM i3 nopymeHHsIMU QYHKIII HUPOK, Te4iHKU abo
cepus.

3 06epexkHICTIO MOTPIOHO MOYMHATH JIIKYBaHHS €TOPUKOKCHOOM NAliEHTIB 3 JeTiapaTali€ero.
PekoMeH0BaHO ITPOBECTH PeTiApaTalliio 4o M0YaTKy 3aCTOCYBaHHS eTOPUKOKCUOY. IIpo po3BUTOK
CepHO3HUX LIKIPHUX peakliil, y AesKUX BUIIafKaX 3 JIeTaJIbHUM HacCJIifKOM, Y TOMY YHCIIi
eKC(osiaTUBHOTO AepMaTUTy, CUHAPOMY CTiBeHCa-[[:KOHCOHA i TOKCUYHOT'0 elifepMasbHOT0
HEKPOJIi3y, myxKe PifiKo moBigomsinocs mpu 3actocyBanHi HII33 Ta messkux ceneKTUBHUX iHTiOiTOPIB
LIOI'-2 mip yac moCTMapKeTHHTOBOT'O CIIOCTEPEXKEeHHS (IuB. po3nin «I1obiuni peakiii»). HaliBumui
PU3MK PO3BUTKY TAaKWX pPeakiiiil y NallieHTiB — Ha II0YaTKy Teparlii, a T04aToK IX MPOosBiB y OinbIIOCTi
BUIMAOKIB — IPOTATOM IIEPIIOT0 MicsAls JiKyBaHHS. CeprlO03Hi peakllil rimepyyTnuBocTi (aHadinakcis
Ta aHTiIOHEeBPOTUYHMM HAOPSK) CIIOCTEPIraaucs y MallieHTiB, SKi 3aCTOCOBYBaid eTOPUKOKCHO. [lesKi
cenekTuBHi iHridiTopu LIOI-2 NmigBUIIYyIOTh PU3UK BUHUKHEHHS MIKIPHUX peakIlill y malieHTiB 3
ayIeprivyHoI0 pPeakilieo o Oyob-IKOro JiKapchKoro 3aco0y B aHaMHe3i. ETopukokcu® ciiifm BigMiHUTH



IIPY IepIINX IPOsiBaX BUCUIIAHb Ha LIKipi, YIIKOAXKEHb CIM30B0i 000JI0HKY abo0 iHINX 03HaKax
rinepy4yT/IUBOCTI.

[Tpu 3acTOCyBaHHi €eTOPUKOKCUOY MOXKYTh MaCKyBaTHUCS MIPOSIBYU Faps4KX Ta iHII 03HAKM 3allajbHOTO
IIpoIeCy.

3 06epekHICTIO MPU3HAYal0Th OOHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHIIi nepopabHi
QHTUKOATyJISTHTHU.

3acToCcyBaHHS €TOPUKOKCHUOY, SK i iHIUX JTiKapchKuX 3aco0iB, 110 iHTiOYIOTh
IIUKJIOOKCUTeHa3y/CUHTe3 IPOCTarjlaHgvHiB, He peKOMEH0BAaHO XKiHKaM, 5IKi [JIaHYIOTh BariTHICTb.

Baoicauea iH(popmauiss npo 00NOMIdHCHI peyoBUHU.

e nikapcbkuit 3aci6 MicTuTh MeHIre 1 MMoIb (23 Mr)/no3y HaTpito, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpito.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BaritHicTh. HeMae KTiHiYHUX HaHUX PO 3aCTOCYBAHHS €TOPUKOKCUOY B Iepiof BariTHOCTI.
HocrnigXeHHs Ha TBapUHAX IPOAEMOHCTPYBAJIA PEIPONYKTUBHY TOKCUYHICTE. [I0TEHIINHUY PU3UK
[JIST BaTiTHUX HEBimOMUM. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTSITOM OCTAaHHLOTO TPUMECTPY BariTHOCTI,
AK 1 iHIIUX JiKapchbKuX 3aco0iB, 110 iHTi0yI0Th CUHTE3 IPOCTaraHguHIB, MOXKe IIPU3BOIUTH [0
BiZICYTHOCTi CKOpOYEHb MaTKM Ta IlepefdacHOr0 3aKpUTTs 60TanoBoi npoToku. [ToBimoMsnocs npo
BUTIAKY MOPYLIeHHS (QYHKIII HUPOK TJI0/a, 1110 IPHU3BOIUIIO 10 3MEHIIIEHHS 00'€My aMHIOTUYHOI
piguHu (omirorigpaMHioH) y BariTHUX XiHOK, sKi npuiiManu HI133 Ha gABaAIATOMY TUXKHi BaTiTHOCTI
abo misHime. B meskux BUNAgKax 1ie MOXKe MIPU3BOAUTH [0 IOPYIIeHHS QYHKIII HUPOK Y
HOBOHapPOIXKeHUX. 3a3HaueHi epeKT MOXKYTh BUHMKATH He3a0apoM ITiCIIs TOYaTKy JIiKyBaHHS
HIT3II; onirorinpaMHioH 3a3BU4Yali € 000POTHUM ITiCJIS IPUIIMHEHHS TiKyBaHHS. 3aCTOCYBaHHS
€TOPUKOKCHOY IPOTUIIOKA3aHO B IEPiof] BariTHOCTI. AKIIO XiHKa 3aBariTHiNla Iif 4yac IiKyBaHHS,
e€TOPUKOKCUO HEeOOXiqHO BiIMiHUTH.

[Tepion romyBanHs rpynno. HeBimomMo, Ui TPpOHUKAE eTOPUKOKCUO y TPyAHE MOJIOKO. Y IIypiB
€TOPUKOKCUO BUBOOUTHCS 3 MOJIOKOM. 2KiHKH, 5IKi 3aCTOCOBYIOTh €TOPUKOKCUO, HE TOBUHHI

TOOyBaTH T'PYAIIO.

®epTunbHicTL 3aCTOCYBaHHS €TOPUKOKCUOY, 5K i iHIMMX JMiKapchkux 3acobis, 110 inribyiots LIOT-2, He
PEKOMEeHI0BaHO XKiHKaM, Kl IIJIaHYIOTh BariTHICTE.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KepysaHHi aamompaHcnopmom abo
[HWUMU MexXaHi3Mamu.

[MamienTy, y SKUX Iifl Yac 3aCTOCyBaHHS €eTOPUKOKCUOY BUHUKAE 3allaMOPOYEHHS, BepTUro abo
COHJIUBICTE, He [TIOBUHHI KepyBaTH aBTOTPAHCIIOPTOM Ta IIPALOBaTH 3 IHIIKMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.



Jlikapcekuii 3acid Kokokcub 3aCTOCOBYIOTH IepopabHo. JIikapchKuil 3acib MOXKHa IpUUMaTH
He3aJleXkHO Biff BXKUBaHHS 1Xi. [ToyaTok epeKkTy HacTa€e MIBU/IIE IIPU IPUKOMI Ieper 11010.

Lle moTpi6HO BpaxoByBaTH IpH HEOOXiMHOCTI IMMBUAKOTO MOocIa0neHHss cCuMITOMIB. OCKITbKY PU3UK
BUHUKHEHHS ITOPYIIeHb 3 00Ky CeplieBO-CyaIUHHOI CUCTEMHU IIPHU 3aCTOCYBaHHI €TOPUKOKCHOY 3pOCTae
IIPY IiABUINEHH] 103U i TPUBAJIOCTI €KCIIO3UILil, CTiJ] MPOBOOUTH HAMKOPOTIIi KyPCH JiKyBaHHS NIPU
3aCTOCyBaHHI HalilMeHIIX eeKTUBHUX N000BUX 003. CIIif mepioguyHO IepeolliHioBaTH I0Tpeby y
MIOJIETIIIEHH]I CUMIITOMIB i BiIIOBiAb Ha JTiKyBaHHS, 0COOIUBO Y MalliEHTIB 3 0CTE0aPTPUTOM.

Ocmeoapmpum.

PexomeHpoBaHa fio3a cTaHoBUThL 30 Mr 1 pa3 Ha [00y. Y mesgKux malieHTiB IpU HELOCTaTHEOMY
nocnabrneHHi cuMToMiB 306inbineHHS 1034 0o 60 Mr 1 pa3 Ha o0y MoXKe MiABUIIUTH e(PEeKTHUBHICTb.
3a BiICYTHOCTI IOJIMIIIEHHS e(PeKTy CJIifi PO3T/ISHYTH MUTaHHS PO iHIM MOXKIINBI METOIHU JIiKyBaHHS.

PesmamoioHutli apmpum.

PexomeHfoBaHa fio3a cTaHOBUTEL 60 Mr 1 pa3 Ha [00y. Y mesgKux malieHTiB IpU HEAOCTaTHEOMY
nocnabneHHi cuMnTomiB 306inbineHHS 7034 0o 90 Mr 1 pa3 Ha o0y MoXKe IOKpallyBaT!
TepaneBTHYHMM edeKT. [Ipu mocATHeHH] KniHiuHOI cTabinmizalil nalienTa HOIiIbBHO 3HU3UTHU [03Y [0
60 mr 1 pa3 Ha mo0y. 3a BimcyTHOCTI mojinineHHs eQeKTy CIIif pO3T/ISTHYTH IUTAHHS IIPO iHIT
MOZKJIMBi METOOU JIIKyBaHHS.

AHKI/103y104UU cnoHOuim.

PexomeHfoBaHa fio3a cTaHOBUTHL 60 Mr 1 pa3 Ha [00y. Y mesgkux malieHTiB IpU HELOCTaTHEOMY
nocnabneHHi cuMnTomiB 36inbineHHS fo3u 0o 90 Mr 1 pa3 Ha o0y MoXKe IOKpallyBaT!
TepaneBTUYHUY edeKT. [Ipu HoCsATHEHHI KITiHiuHOI cTabinmi3alii namieHTa J0I[iIbHO 3HU3UTH 03y [0
60 mr 1 pa3 Ha 0oOy. 3a BigCyTHOCTI mominieHHs edeKTy CIIifl PO3TISHYTH MUTaHHS MIPO iHII
MOZKJIMBI METOOU JIIKyBaHHS.

T'ocmputl 6inv.
Y pazi nosiBu rocTporo 60J1t0 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIE Y TOCTPUM CUMIITOMAaTUYHUY IIEPiOf.
T'ocmputl nodazpuyHull apmpum.

PexomeHgoBaHa fio3a cTaHoBUTHL 120 Mr 1 pa3 Ha go0y. Ilig 9ac KIiHiYHUX OOCIigKeHb TOCTPOTO
TIOJArPUYHOTI0 apPTPUTY €TOPUKOKCHUO 3aCTOCOBYBAM BIPOHOBXK 8 mHiB. [TicasonepauitliHull 6iab,
noe’sa3aHull 3i CMoMamo/102iYHUM ONnepamusHuUM empy4yaHHAM_PekomMmeHoBaHa fo3a - 90 Mr Ha 1
pas Ha mo0y mpoTsaroM MakcuMyM 3 mHiB. [I71s mesSKUX MallieHTiB Moxke OyTH HeoOXimHUM JO0JaTKOBe
micsionepalliiHe 3He00 II0BaHHS.

o3y, 110 TIepeBUINYIOTh PEKOMEHIOBAHI [I7IT KOXKHOI'0 MOKa3aHHs, He Mal0Th JOJaTKOBOI
epeKTUBHOCTI ab0 He BUBYAIHUCS.

Tomy:
Ii03a IIPU OCTE0apPTPUTi He TIOBUHHA NepeBuIlyBaTH 60 Mr Ha 100y;

I03a IPH PeBMATOITHOMY apTPUTi Ta aHKIIO3yIOYOMY CIOHOUIIITI He TOBHHHA II€PEBUIIYBATH
90 mr Ha mo0y;

[03a IIPH TOCTPiil moparpi He moBUHHA epeBulyBaTty 120 Mr Ha 106y BIPOIOBXK



MaKCHUMAJIbHOTO MTepiofy JTiKyBaHHS 8 [IHIB;

[03a Mpu rOCTPOMY OOJTIO TMiC/IsT CTOMATOJIOTIYHOTO OTIEPATUBHOTO BTPYYAHHS HEe ITOBHHHA
nepesuniyBat 90 Mr Ha 00y BIPOOOBXK MaKCUMaIbHOTO 3-IeHHOTO0 IIepiofay.

ITauieHmu AiMHbBO20 BIKY.

HeMmae HeoOximHOCTI B KOpeKIIii mo3yBaHHS AJIS MallieHTiB JiTHLOTO BiKy. fK i y pa3i 3acTocyBaHHS
HINKX JTIKApChKKX 3ac06iB, ETOPUKOKCUO CIIifl Mpu3HavaTH 3 00epeXkHiCTIO MallieHTaM JIiTHEOTO
BIKY.

ITopyweHHs pyHKUIT neyviHku.

He3zasnexkHO Bif MOKa3aHHS MallieHTaM i3 MopyieHHsIMU QYHKINI TeYiHKY JIeTKoro cTyneHs (5-6 6anis
3a mkanow Yatnma-I1'10) He i mepeBuiyBaT mo3y 60 Mr 1 pa3 Ha go0y. [TamienTam i3
TOpPYIIeHHAMY GYHKIIII TeUiHKY MOMIPHOTO CTYIeHs TSXKKoCTi (7-9 OaiB 3a mkanoto Yainma-I1'10)
He3aJIekKHO Bif] IT0Ka3aHHS He cllif nepesuinyBatu 703y 30 mr 1 pa3 Ha mo6y.

Kniniynuit gocBing 3acTocyBaHHST 00MeXeHUM, 0COOIMBO ITOA0 MAIli€HTiB i3 MOopyIIeHHAME QYHKIII
NIeYiHKY ITOMIPHOTO CTYIIeHs, TOMY JliKapChKHuii 3acib ciig mpu3HadaTy 3 o0epexHicTo. BigcyTHin
KJTIHiYHUH [TOCBif 3aCTOCYBaHHS JiKapChKOTro 3aco0y MallieHTaM i3 TSXKKUMU IOPYIIEeHHAME QYHKIL1
neuinku (= 10 GamiB 3a mkanowo Yatnma-I1'10), TOMY TiKapChKUii 3acib MPOTUIOKa3aHUM TaKUM
IalieHTaM.

ITopyweHHA pyHKUII HUDPOK.

KopuryBaHHs 103U He OTPiOHe MallieHTaM i3 KTipeHcoM KpeaTuHiny = 30 Mi1/xB. 3aCTOCYBaHHS
€TOPUKOKCUOY MalieHTaM i3 KJipeHCcoM KpeaTuHiHy < 30 MJI/XB IIPOTUIIOKA3aHO.

Himu.

ETopukokcu® mMpOTHUIIOKA3aHUH MiTSM BiKOM [0 16 POKiB.

IIepedo3yeanHsi.

Y nportieci KJTiHIYHUX JOCTigXKeHb 3aCTOCYBaHHS OTHOPa30Bol 703U eTopukokcuby mo 500 Mr abo
6araTopa3oBuii npuitom g0 150 Mr Ha goOy mpoTsarom 21 [HS He COPUYUHSIIO iCTOTHIX TOKCUYHUX
edekTiB. 3adikcoBaHO rocTpe mepeno3yBaHHSI €TOPUKOKCHOOM, X04a B OilbIIOCTI BUMIAAKIB IIPO
mo0iuHi peaxiril He MOBiTOMIISIIOCE.

Cumnmomu. ITo6iuHi peaxiiil, 10 crocTepiranucs HalvacTiile, Bignosiganu mpodinto 6e3nexu
eTopukokcuOy (peaxkitil 3 60ky IIIKT, 3 60Ky cepliisi Ta HUPOK).

JIikysaHHA. Y pa3i nmepeno3yBaHHS OOLIIbHO BXKUTYU 3BUYaNHUX MiATPUMYBaJIbHUX 3aX0fiB,
HaIpUKJIa[ BufaneHHs HeabcopboBaHoro Jikapcbkoro 3acoby 3i IIIKT, BemeHHS KITiHIYHOTO
CIIOCTEPEeXkKEeHHS, y pa3i HeoOXiqHOCTI - TpoBedeHHS MigTPUMYBaJIbHOTO JTiKyBaHHS. ETOprKOKCUO He
BUBOIUTHCS IIPU TeMOMiai3i, HeBiToMO, Y1 BUBOOUTHCS JTIKapChKHUM 3acCib mpu MpoBefeHHI
[IePUTOHEAILHOTO [iami3y.



ITob6iyHi peakuii.

Beameka 3acToCcyBaHHS €TOPUKOKCHOY OLliHIOBanach y MPOIeci KITiHIYHUX OOCIigXKeHb 3a y4acTio
9295 marieHTiB, BKIIOYa4yy 6757 MallieHTiB 3 0CTE0APTPUTOM, PEBMATOITHUM apTPUTOM, XPOHIYHUM
0oneM y HUKHiY YaCTHHI CIMHYA a00 aHKiI03yI0UnM CHOHOUIITOM (mpubnu3Ho 600 maIieHTiB 3
0CTE0apTPUTOM ab0 PEBMATOITHUM apTPUTOM OHEepPKYyBalHu JIiKyBaHHS IPOTATOM 1 poKy abo moBIIe).

[Tig 4yac KniHIYHEX HOCTiAXKeHb Mpodink M0o0iYHNX peakliii 0yB OMHAKOBUM Y Ialli€eHTIB 3
ocTeoapTpuToM ab0 PEBMATOIIHUM apTPUTOM, SIKi 3aCTOCOBYBAJI €TOPUKOKCHO ITPOTIATOM 1 POKY
a0o mosiIIe.

Y mpoueci KIiHIYHOT0 AOCIIAXKEHHS 3a Y4aCTIO MMAaLli€HTIB i3 TOCTPUM NIOJarpuyYHUM apTPUTOM
eTOpuKOKCcuO nmpu3Hadanu B f03i 120 Mr 1 pa3 Ha go0y npoTsaroM 8 aHiB. IIpodins nobiyHuX peakiiii
y IIbOMY OOCIHifIXKeHHi OYB y I[iIOMy TaKMM CaMHUM, SIK Y [TOCTiIXXKEHHSX 3a y4acCTIO MalliEHTiB 3
O0CTE0APTPUTOM, PEBMATOITHUM apPTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHIN YaCTHHI CIIUHHU.

V nporpami OIfiHKY 0€e3MeKu A1l CEPLIeBO-CYOUHHOI CUCTEMU 3a JaHUMU TPhOX
KOHTPOJIbOBAHUX NOCJIIXKEHb 3 aKTUBHOI PEYOBUHOIO NMOPIBHAHHA 17412 mamieHTiB 3
0CTE0apTPUTOM a00 PEBMATOIMHUM aPTPUTOM 3aCTOCOBYBAJIM eTOPUKOKCHUG (y mo3ax 60 mr a6o 90
MTI') B CEpegHbOMY BIIPOMOBXK Npubnu3Ho 18 micsiis. Jani mpo 6e3neky Ta 6inbll feTaabHa
iH(opMallis o 10 mporpaMy MpeacTaBieHi B po3mini «@PapMaKoIoriyHi BIaCTUBOCTI». ¥ mporeci
KJTIHIYHUX [OCTIiIKEeHb 3a Y4YacCTIO Malli€HTiB i3 TOCTPUM IicisonepaliiuuM 001eM micis
CTOMATOJIOTIYHUX XipypTriYHUX BTPy4aHb, BKJII04Yaruyu 614 naiieHTiB, sIKi 3aCTOCOBYBaIu
eTopukokcub (y mo3ax 90 mr ab6o 120 Mr), mpodins moGivHux peakiii GyB y LiIOMy TaK¥M XKe, K Y
IOCTiAKEHHSX 3a Y4acCTIO NallieHTiB 3 0CTe0apTPUTOM, PEBMATOIIHUM apTPUTOM Ta XPOHIUHUM
6oneM y HUXKHIY YacTuHi criuHu. [Ipo HUuK4Ye3a3HayeHi mo6iuHi peakiril MOBiqoOMIISIOCH 3 GiTbIIOI0
YacTOTOIO IIPH 3aCTOCYBaHHI eTOPUKOKCHOY, Hix Mmitane0o, y mpolieci KIiHIiYHUX OOCTigXKeHb 3a
y4acTIO MAIli€HTIB 3 0CTE0APTPUTOM, PEBMATOIMHUM aPTPUTOM, XPOHIYHUM O0NEM Y HUXKHIN
YaCTHUHI CMHY ab0 aHKiI03yI0UUM CIIOHIUITITOM, SIKi 3aCTOCOBYBA/IM €TOPUKOKCUO y 1031 30 Mmr,
60 mr a6o 90 mr mpoTsirom 12 TUXKHIB (HocmimkeHHs 3a mporpamo MEDAL, KOpOTKOCTPOKOBi
MOCTiAKEeHHS LII0J0 TOCTPOro 6GOJTI0 Ta IOCTMAPKETUHTOBUY MOCBIM).

Tabnuis 2
Knac cucremu oprauiB ([To6iuHi peaxirii KaTerop}ka
YaCTOTH
[HpeKuil ma iHeasil AJIbBEOJIIPHUNA OCTUT 4acTo
raCTPOEHTEPUT, iH(EKIil BepXHIX JUXaIbHUX IIJIIXIB,
iH(eK1lii CEeY0BUBITHOTO TPAKTY HEacTo
3 6oky Kposi ma aHeMis (IIepeBakHO B pe3yJbTaTi LITyHKOBO-
1imM¢pamuyuHoi cucmemu [KUIIIKOBOI KPOBOTEYi), TEUKOIIEHIS, HE4acTo
TPOMOOLIUTOTIEHIST
3 oKy iMyHHOI cucmeMU|rinepdyTIUBIiCTE * HE4acTo
QHTiOHEBPOTUYHUY HaOPSK,
aHadinakTuyHi/aHa]iTaKTOIAHI peakiiil, y TOMy pioko
GHCTTi MoK’
Po31adu memaboizmy i [HaOpsiKu/ 3aTPUMKa PiIuHY JaCTO
XAP4yBaHH A SHIKEHHS a00 TIOCUTIEHHS aneTUTy, 30iNblIeHHS HeYaCTO
MacH Tina




[ICuxi4HI NOPYWeHHA

TPUBOXKHICTb, JETpecis, MOTipiIeHHS pO3yMOBOI

. . ot HEYaCTO
MisITbHOCTI, ramouuHalil
CIUTyTaHiCTh CBiOMOCTI', HECTIOKIi/HUH CTaH' pimKo
3 60Ky Hepeogoi 3aIIaMOPOYEHHSI, TOJIOBHUM 0ib JaCTO
cucmemu mycreB3is, 6e3COHHS, MapecTesis/rinecTesis,
COHJIUBICTH HETAcTo
3 60Ky opaaHis 30py HEUYITKICTh 30Dy, KOH IOHKTUBIT HEe4acTo
3 60Ky opaaHie cayxy i |IyMm y ByxXax, 3allaMOpPOYeHHS
Becmuby1pHO20 HEYaCTO
anapamy
3 60Ky cepus BiTUyTTS CepLeOuTTS, apI/ITMiffc 4acTo
bi6punanis nepencepns, Taxikapisa', 3acTiiiHa
ceplieBa HeIOCTATHICTh, Heclenn(piyHi 3MiHM Ha HEe4acTo
EKT, cTreHoKappis', iHndapkT Miokapaa®
3 6oky cyOuHHOT apTepianbHa TimepTeH3is JaCTO
cucmemu [IPUIIJIUBY KPOBI, IOPYILIEHHS MO3KOBOTO
KPOBOOOIry’, TPaH3UTOPHA illleMiyHa aTaka, HEeYacTo
rinepTOHIYHMI KpU3', BaCKyIiT'
3 60Ky QuXa1bHOT Gporxocmasm’ acTo
cucmemu, op2aHis
epyOHol KAImKu ma KallleJlb, MUCIIHOE, HOCOBA KPOBOTEeYa
cepedoCmiHHA HEHacTo
3 60Ky W1yHK080- 0is1b y KUBOTI myKe 9acTo
KUWKO08020 mMpakmy 3a10p, METeOPU3M, TaCTPUT, Iedis/ KUCITOTHUMN
pedIioKc, miapesi, OUCHENCis/mucKoMbOpPT B OiMsHIT
eIliracTpisi, HynoTta, 6/0BaHHS, €30(ariT, BUpa3Ku B 1acTo
[DOTOBIH IIOPOKHKHI
3MYTTS XKHUBOTA, 3MiHa XapaKTepy MepPUCTaIbTUKH
KUIIEYHUKY, CYXiCTh Y POTi, raCTPOAYyOLEeHa IbHI
BUPA3KY, [TENITUYHI BUPA3KHU, Y TOMY YUCIIL HEeYacTo
nepdopariis i KpoBoreua KT, curgpom
MOAPa3HEeHOr0 KUIIeYHNKY, TaHKPeaTUuT
3 60Ky eenamobiniapHoi ||1'Ii)Z[BI/IH.IeHHH AJIT, migumienns ACT JacTo
cucmemu IremaTut’ pinKo
MeYiHKOBa HEIOCTATHICTD', JKOBTSHUIIS' pinko'
3 60Ky wkipu i eKxiM03 JacTo
NiOwWKIpHOI KAIMKOBUHU |naGpsk 06IMuds, CBepGiK, BUCHII, EpUTEMA’,
KPOIWB THKA' FeHactTo
curgpoM CrieHca-JI2KOHCOHA®, TOKCUYHUIH
enimepMasbHAN HEKpOi3', cTilika MeJuKaMeHTO3Ha |pimko'
epureMa’
3 60Ky OnopHO-pyx080i  |cria3Mu/cymoMu M'si3iB, CKeJIETHO-M SI30BUM
cucmemu i cnoayyHoi  [0iNIb/CKyTiCTh HEYacCTo
MKAHUHU
3 60Ky HUPOK i [IPOTEIHYpis, MigBUILIEHHS PiBHS KpeaTUHIHY B
ce4yo8u0i/bHOI cucmemu [cCupoBaTIi KPOBi, HIPKOBa
HeJ10CTaTHicTI;/JII/Icq)yHKI_[i;{qt (muB. po3min HEHacTo
“Ocob1MBOCTi 3aCTOCYBaHHA")
3aeanvHi po3nadu ma  [acTeHis/BTOMa, TPUIONOAIOH]I CHMITOMHI 4acTo
Z:ggg:_:}_?; Micut Oine y rpymHid KTl HEYacTo




/TabopamopHi [IiBUIIIEHHS PIBHA a30Ty CEYOBUHU KPOBI,

00CN1i10MHCeHH A MigBUINIEHHS PiBHSA KpeaTuH(OoChOKiHAa3H, HEeYacTo
rimepkasieMisi, MgBUINEHHS PiBHS CEY0BOI KUCIIOTH
3HMKEHHS PIBHS HATPIiIO B KPOBI PIOKO

* KaTeropist 4aCTOTH BU3HAYA€ETHCS OJI51 KOKHOTO TepPMiHY II00IiYHOTO SIBUINA 3@ YacTOTOI0 B 6a3i
OaHUX KIiHIYHUX DOCigXKeHb: AyxKe 9acTo (= 1/10); wacTo (= 1/100, < 1/10); HewyacTo (= 1/1000,
< 1/100); pigko (= 1/10000, < 1/1000); myxe pigko (< 1/10000).

*TIoGiyHa peak1jia imeHTHdIKOBaHa y IPOIeci TOCTMAapKeTHHI0BOIO CIIOCTepexkeHHs. YacToTa
BM3HAYasacs 3a MaKCHMaIbHOI YaCTOTOIO Y KIiHIYHUX OOCTimKeHHIX (HaHi 3i0paHi 3a
3aTBEPXKEHUMHU [TI0Ka3aHHSIMU Ta [03aMu).

"KaTeropist 4acToTH «pigKo» BU3HayYanacs BimnosigHo mo Guideline on summary of product
characteristics (SmPC) (2-it nepernsm, Bepecernb 2009) Ha mifcTaBi po3paxoBaHOl BEPXHbOI MeXi

95 % II pns 0 siBUI 3 ypaxXyBaHHSM KilbKOCTI Yy4aCHUKIB, SIKi IpUAMay TiKapchKui 3acid 3 Iit0uoio
PEeYOBUHOI0 eTOPUKOKCHUO, B aHami3i ganux III ¢a3u, 06’emHaHMX 3a 03010 i moka3aHHIM (N =
15470).

g linepuyTnuUBICTE BKIIIOYAE IIOHATTA: ajeprisi, MeIUKaMeHTO3Ha ajleprisi, MeIuKaMeHTO3Ha
TiepyyTIUBICTh, TIIEePYyTIUBICTD, TIEPUYYTIUBICTE HEYTOYHEHA, Peakllis rinepyyTIuBOCTI 1
HeyTOYHeHa ajieprid.

*3a pe3ynpTaTaMy aHasi3y TPUBAIKX, KOHTPOILOBAHKX 3@ JOIIOMOTOI IIane6o Ta eTOPUKOKCUOY
MOPIBHSHHS KITiIHIYHUX OOCiIXKeHb, ceneKTuBHi iHribiTopu LIOI-2 Oynu noB’si3aHi 3i 30iTbIIEHHIM
PU3UKY BUHUKHEHHS CEPUO3HUX apTepialbHUX TPOMOOTUYHUX MO, BKIIIOYalouu iHbapKT MioKapaa
Ta iHCYy/nbT. ba3yoounch Ha HAsIBHUX [laHUX, MAJIOMMOBIPHO, 1110 30i/bIIIeHHS aOCOMIOTHOT'O0 PU3UKY
BUHUKHEHHS TaKUX SBUII epeBUIUTL 1 % Ha pik (He4acTo).

[Tpu 3actocyBanHi HII33 moBigomiisisocs po Taki cepio3Hi mobiuHi peaxiii: HePOTOKCUYHICTS,
BKJ/TIOHAIOYH iHTepCTUIlianbHui HehpUT i HePpOTUYHUIM CUHPOM, TOMY He MOXKHAa BUK/TIOHATH iX
BUHUKHEHHS IIPU 3aCTOCYBaHHi eTOPUKOKCHUOY.

ITosidomaeHHA npo ni0o3peaHi nobiuHi peakuii

[ToBimoMnenHs npo nobiuHi peakiiil micyis peecTpaliii 1ikapchbKoro 3aco0y Ma€e BaXK/IMBe 3HAUEHHS.
LTe nae 3MOry IpOBOAUTYA MOHITOPUHT CHIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCcTaBHUKAM CJIif TIOBiJOMJISITH TIPO YCi BUMTAAKHU Iif03PI0OBaHUX MOOIYHMX Peakllii Ta
BiICYTHOCTi e(peKTHUBHOCTI iKapCchKOro 3acody mo [lepxKaBHOT0 eKcnepTHOro HeHTpy MO3 Ykpainu
3a nmocunaHHAM: https://aisf.dec.gov.ua/

Tepmin npudamuocmi.

4 poxu.



YmMmoBH 30epiranns.

36epiratu B OpUTiHAMbHIN YIIAKOBII I 3aXUCTY Bifm Bojoru. [IJis aikapchKoro 3acoby He
BUMAaraeThbCs CreliaJbHUX YMOB 30epiranus. 36epiraTé y HeJOCTYITHOMY IJIs1 OiTel Miclii.

VnaxoBka.

I[To 7 TabneTok y 6micTepi; mo 1 abo o 4 GicTepu B KAPTOHHIN KOpPOOIIi.

Kareropis Bigmycky.

3a pelenTom.

BupoOHHUK.

POHTIC XEJIJIAC MEIIKAJI EH[T PAPMACBIOTIKAJIC ITPOOAKTC C.A.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi IpoBaIXKeHHs MOro Tis/IbHOCTI.

I1.0. BOKC 3012 Jlapica IagacTtpian Epia, Jlapica, 41004, I'peris.



