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 migTBEPAKEHUX TPOMOOTHYHHUX CEPLIEBO-CYOIUHHUX CEPHO3HUX MOOIYHUX peakilin
(BK/TIOUarouM peaxiiii 3 60Ky cepls, epebpoBacKyIspHi peakiii i peakiiii 3 60Ky nepubepuyHux
cynuH) Oya IOpPiBHSIHHOIO B €TOPUKOKCHOY i mukiodeHaky (maHi mimcymoBano B Tabnumi 1). He 6yno
CYTTEBUX BiIMIHHOCTEW y MOKa3HMKAX YaCTOTH TPOMOOTUYHUX YCKIagHEHb TP 3aCTOCYBaHHi
eTOPUKOKCHUOY i IUKIopeHaKy B yCix MpoaHali30BaHUX MiATpyax, BKI0Yaoun Malli€HTiB i3
KapOioBaCKYISPHUM PU3UKOM. [Tpu OKpeMOMY PO3TJIsiAi BiTHOCHUM PU3UK BUHUKHEHHS
MiATBEPOKEHUX CEePHO3HUX TPOMOOTUYHUX MOOIYHUX Peakilii 3 00Ky CepleBO-CyOqUHHOI CUCTEMHU ITPH
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)

ETOpuKOKCUO [TuknopeHak [TOpiBHAHHS MiX
(N=16819) (N=16483) rpymnamMmu

Y cKTagHeHHS 25836 manieHTO-poKiB [24766 mallieHTO-POKIB [TiKyBaHHS
[ToKa3HUK' [ToKa3HUK' BimHOCHMH PU3UK
(95 % [II) (95 % [II) (95 % [OI)

[linTBepAKeHi cepiio3Hi TpoMOOTHYHI MOGIYHI peakilil 3 00Ky ceplieBO-CyIHHHOI CUCTEMU

3a IPOTOKOIIOM

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)

[linTBepAKeHi yCKIafgHeHHS 3 60Ky cepls

3a MPOTOKOJIOM

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

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

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

3a HaMipoM JIIKyBaTHUCS

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

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

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

[ligTBepOKeHi 11epeOPOBACKYIIAPHI YCKIagHEHHS

3a MPOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40)
3a HamipoM 0,33 (0,28; 0,39) 0,29 (0,24; 0,35)
JTiKyBaTUCS
[linTBepHXKeHi yCKIafHeHHs 3 60Ky nepudepuyHux CynuH

3a MPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29)
3a HamipoM 0,24 (0,20; 0,30) 0,23 (0,18; 0,28)
TTiKyBaTUCS
'Vcknamuens Ha 100 MaIieHTO-POKiB; [II - moBipuuii iHTEPBA.
N - 3arajpHa KiTbKiCTh HALIEHTIB y HOMYJIALIL 38 IPOTOKOIOM.

1,08 (0,80; 1,46)
1,12 (0,87; 1,44)

0,92 (0,63; 1,35)
1,08 (0,81; 1,44)

3a IPOTOKOJIOM: YCi YCKIIamHeHHS IIi[l Yac JoCIifXKyBaHoi Tepartii abo nmpoTtsrom 14 pmHiB
TiCIIs 1l MPUNMHEHHS (3a BUHATKOM IAIli€HTIB, SKi NpUUHAIN < 75 % OOCTiAKYyBaHOTO
llikapchbKoro 3acofy abo mpuiiMany HeOoCigKyBaHi HeCTEepOIHi MpoTu3amnanbHi 3acobu
(HTI33) > 10 % Bcworo mepioxy).

3a HaMipoM JIiKyBaTHCS: BCi MigTBepAXKEH] YCKIagHEHHS 10 3aKiHYeHHS AOCIiIXKeHHS (Y T.
4. y IallieHTiB, SKi MOT/IM 3a3HATU BTPY4YaHHS, He II0B’S13aHOT0 3 JOCIIIXKEeHHIM, 3
MOJaIbIINM ITPUITUHEHHSIM IIPUUOMY OOCIiIKYBAaHOTO JIiIKapChKOT0 3aco0y).

3arajbHa KiTbKiCTh paHOOMi30BaHMX NallieHTiB: 17412 y rpymi eTopukokculy i 17289 y
rpymi AuKIoheHaKy.

[Toka3HUK CepIeBO-CyIMHHOI CMEPTHOCTI, SK i 3arajbHOI CMEPTHOCTI, OyB MOOiOHUM y Trpymax



JIIKyBaHHS €TOPUKOKCUOOM i IUKITOPEeHaKOM.
KapodiopeHanvHi yCKAAOHEHHA.

[Tpubnusno 50 % marieHTiB, npuiHATUX y gocnigxkenus MEDAL, manu apTepianbHy TinepTeH3iio B
aHaMHe3l Ha I04YaTKOBOMY eTalll. Y IbOMYy HOCIIIIXKEeHHI 4acTOoTa IPUNUHEHHS JIIKYBaHHS YHACIIITOK
BUHUKHEHHS O0IYHNX peaklliid, TOB’A3aHUX 3 apTepiasbHOIO TinepTeHsie, 0ya CTaTUCTUYHO
3HAYHO BUIIOIO ¥ I'PYIIi 3aCTOCYBaHHSA eTOPUKOKCHUOY, HiXK y rpymi guknodenaky. YacTora Takol
no6iyHOI peakiril, SIK 3acTiliHa ceplieBa HEIOCTATHICTD (IPUIMHEHHS TPUMOMY JTiIKapChKOTO 3aco0y i
cepiio3Hi peakiiii), Oy/ia aHaNOriYHOW0 SK IPU IPUoMi eTopuKoKcuby 60 Mr, Tak i Ipu npuiomi
nukodeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS LIMX peakilili Oya BUIO0 IPU MIPUKHOMi
eTopukokcuOy 90 Mr nopiBHSHO 3 guKiIodeHakoM 150 Mr (CTaTHCTUYHO 3HAYYIIA Pi3HUIA IPH
npuiiomi eTropukokcuby 90 mr mopiBHsHO 3i 150 Mr guknodenaky B rpymi OA MEDAL). Yacrota
IifTBepIKeHUX MOOIYHUX peakliil, OB’ A3aHuX i3 3aCTiHOI0 CEPIIEBOI0 HEJOCTATHICTIO (SBUILA, 1110
Oy cepio3HUMU i BUMarau rocuitanizailii abo HeBigKIamHOI monoMoru), 6yia He3HaYHO BUIIO0
IIPU IPUHOMi eTOPUKOKCHOY TOPiBHSIHO 3 mpuiioMoM aukinodeHaky 150 mr, i 1eit edeKT 3anexkas Bif
no3u. YacToTa IPUNMHEHHS JIiIKyBaHHS YHAC/IiIOK BUHUKHEHHS MOOIYHUX peakilili, 0B’ I3aHuX 3
Habpsikamu, Oyjia 3HAa4YHO BUIIOI0 IIPYU IPUHMOMi e TOPUKOKCHUOY TTOPIBHSHO 3 TPUHMOMOM OUKI0(PEHAKY
150 mr, i et edeKT 3aexkaB Bifl 103U (CTAaTUCTUYHO 3HAYYIIA Pi3HUIIST IPU IIPUHOMi € TOPUKOKCUOY
90 wmr, ane He eToOpuKoKcuOy 60 Mr).

KappiopenanbHi pe3ynbraTté, oTpuMaHti B gochigxkeHHsax EDGE i EDGE II, Bignosiganu gaHuM, mpo
SKi roBimoMisiiocs B mociimkenHni MEDAL.

B okpemux gocrnipxenHsx nporpamu MEDAL a6comioTHa 4YacTOTa IIPUNMHEHHS JIiKyBaHHS B Oy[Ib-
SKi¥ Tpymi nikyBaHHS eTopukokcuOom (60 mMr abo 90 Mr) ctaHoBuma mo0 2,6 % Ipu apTepianbHin
rineprensii, o 1,9 % npu Habpsikax i 1o 1,1 % mpu 3acTiiiHiil ceplieBiit HEMOCTATHOCTI, IPU LIOMY
BHIIa YaCcTOTa BiMiHM JTiKapChKOT0 3aco0y cIiocTepiranacs y pa3i mpuiioMy eTopukokcu0y 90 mr,
Hix 60 wmr.

Pe3yivmamu wayHK080-KuwWK080i nepeHocumocmi 8 npoepami MEDAL.

3HaYHO MEHIINH IT0Ka3HUK BiIMiHU JTiIKApChKOTO 3aC00y BHACTIIOK BUHUKHEHHS OyIb-IKOTO
KJTiHiYHOTO yCcKnamHeHHS 3 60Ky IKT (Hanmpukiap, gucmerncii, abmomMiHanbHOT0 60110, BUPa3Ky)
CIIOCTepiraBcs Ipu 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK IIPH 3aCTOCYyBaHHI IUKIO(PEeHaKY, B KOXKHOMY 3
TPBOX mocHigKenb nporpamu MEDAL. TToka3HUKY BifMiHM JIiIKapChKOTO 3aCc00y BHACIINOK KITiHIYHUX
peaxtiit 3 60oky IIIKT Ha 100 namieHTO-pOKiB 3a BeCh mepiof mocimKeHHs Oynu Takumu: 3,23 Oiis
eTopukokcuOy i 4,96 mns guknodenaky B gocnigkenHi MEDAL; 9,12 gns etopukokcu6y i 12,28 mgns
nuknodeHaky B pocuimxkenHi EDGE; 3,71 nns etropukokcu0y i 4,81 ons guknodeHaky B JOCTiIXKeHHi
EDGE II. Peayabmamu npoepamu MEDAL w000 6e3neku 0as IIKT.

3aranbHi peakiii 3 60Ky BepxHboro Binginy [IKT Oynu Bu3HaueHi K mepdopatiii, BUpa3KH i
KpoBoTedi. [ligrpyna 3aranpHuX peakuiil 3 00Ky Bepxuboro Biaminy KT, sKi BBaKanucs
YCKJTafHeHUMH, BK/II04asa nepdopairii, o0CTPYKIIii Ta yCKIagHeHi KpOBOTeYi; miArpymna 3araabHuX
peakiiiii 3 60Ky BepxHboro Bigminy IIIKT, ski BBaxkanucs HeyCKIagfHEHUMHY, BKJl04Yasa HeyCKIagHeHi
KPOBOTEYi i HeyCK/IagHEeHI BUPa3KU. 3HAaYHO MEHIINH TOKAa3HUK YaCTOTH 3arajibHUX peakiliii 3 60Ky
BepxHix BipminiB IIIKT crnocTepiraBcs mpu 3aCTOCyBaHHI €TOPUKOKCHOY, HixK MpU 3aCTOCYBaHHI
nukodpeHaky. He 0yso cyTTeBOI Pi3HUIN MiXK €TOPUKOKCHOOM i AuKII0heHaKOM II0J0 MMOKa3HUKa
YaCTOTH yCKJIaAHEHUX peakUid. [Ins MiATpyIY TaKUX peakliil, 1K KpoBOTeYa Y BEpXHbOMY Bifmaimi
[IKT (0o6’emHaHi yckamHeHi i HeyckagHeHi), He 6yI0 CyTTEBOI BiTMiHHOCTI MiXX eTOPUKOKCHOOM i
nukiodeHakoM. [TepeBara eTopuKoOKCcuOYy 11010 BIIUBY Ha BepxHi# Bimmin IIKT mopiBHsSHO 3
nukiiodeHakoM He OyJla CTaTUCTUYHO 3HAYYIIOI0 V HAlli€HTIB, SIKi 0MHOYAaCHO 3aCTOCOBYBaIH



alleTUIICAJIIIIUIIOBY KUCIIOTY B HU3bKUX H03aX (mpubnmu3Ho 33 % malieHTiB).

[Toka3Huk yactotu Ha 100 maiieHTO-pOKiB MiATBePAKEHUX YCKIaJHEHUX 1| HeyCKIagHEeHUX KITiHIYHUX
peaxtiii 3 60Ky BepxHboro Bifminy IIKT (mepdopariii, Bupa3ku i kpoBoTedi) ctaHoBUB 0,67 (95 % [I
0,57; 0,77) npu npuitomi eTopukokcuby i 0,97 (95 % I 0,85; 1,10) mpu npuitomi fuknodeHaKy, mpu
IIbOMY BiffHOCHMY pu3uk ctaHoBus 0,69 (95 % [I 0,57; 0,83). BusHauaBcsl MOKa3HUK YaCTOTHU
nigTBEpOXKEHUX peakin 3 60Ky BepxHboro Bipminy [IKT y naiieHTiB MiTHHOTO BiKy; HauOinbliile
3HUKEHHS CIIOCTepiranocs y nauieHTiB BikoM = 75 pokiB (1,35 [95 % [I 0,94; 1,87] peaxuiii Ha 100
TalliEHTiB-POKiB IIPU IPUHOMi eTOPUKOKCHOY mopiBHSHO 3 2,78 [95 % M1 2,14; 3,56] npu nputiomi
nuknodeHaxy).

[Toxa3HMKM 4aCTOTH MiATBEPAKEHNX KITIHIUHNX peaklii 3 60Ky HuxkHBOTrO Bipginy LIKT (mepdopamis
TOHKOT0 ab0 TOBCTOT'0 KUIIIEYHUKY, 0OCTPYKIIisi a0 KPOBOTEeYa) CTATUCTUYHO HE BiIPi3HANUCS MpU
3aCTOCyBaHHI eTOPUKOKCUOY i quKIodeHaKy.

Peszyavmamu npoepamu MEDAL w,000 6e3neku 015 neyiHku.

ETopukokcub 6yB acorifioBaHu# 3i CTaTUCTAUYHO 3HAYHO MEHIIIOI0 YaCTOTO0 BifMiHU JTIKAPCHKOTO
3aco0y yHaCTiOK BUHUKHEHHS MOOIYHUX peakiliii 3 60Ky MedyiHKy, HixX AuknodeHak. Y 06’ eqHaHin
nporpami MEDAL 0,3 % matlieHTiB, siKi 3aCTOCOBYyBain eTOPUKOKCHO, i 2,7 % malieHTiB sKi
3aCTOCOBYBa/IM JUKIJIOpeHAaK, IPUIUHUIILA 3aCTOCYBaHHS JIiIKapChKOro 3ac00y BHACTIIIOK BUHUKHEHHS
no0iyHUX peakilid 3 60Ky nedinku. [Toka3Huk Ha 100 marienTo-pokiB ctaHoBuB 0,22 pu
3acToCcyBaHHI eTopuKokcuOy i 1,84 mpu 3acTocyBaHHi fuKIopeHaky (p-3HaueHHs Oyio < 0,001 gns
eTOpPUKOKCUOY MOpiBHSHO 3 guKiodeHakom). [Ipote B mporpami MEDAL 6inbInicTs moGiYHUX peakiin
3 60Ky meuinku Oy HeCcepio3HUMU.

[TomaTKoBi maHi 3 6e3meKy [JIs CepIIeBO-CYAUHHOI CHCTEMH 1100 TPOMOOTHYHUX
YCKJIaOHEHb. Y npolueci KIiHIYHUX JOCIIIXEeHb, 38 BUHATKOM JOCIIiAXKeHb nporpamu MEDAL,
npu6nu3no 3100 malfieHTiB oTpUMyBanu eTOPUKOKCHUO y mo3ax = 60 Mr Ha o0y yIpomoBXK 12 TUXKHIB
i moBmie. He Oymo 3Hauy1[0i BigMiHHOCTI ITOKa3HUKIB MiATBEPAXKEHUX CEPHO3HUX TPOMOOTUYHUX
CeplieBO-CYAUHHUX YCKIIafiHEHb Y Malli€HTiB, SKi MpHUiManIu eTOPUKOKCcuO y mo3i = 60 mr, miarebo
abo ixmri HIT33 (3a BUHSTKOM HaIpOKCeHY). [IpoTe YacToTa TaKUX peakiiiit Oya BUILOIO Yy MallieHTiB,
SIKi OTPUMYBAJIA €TOPUKOKCUO, TIOPIiBHSIHO 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 11OI'-2 Moxe OyTH KIiHIYHO 3HAYYIIO0 Y MAIliEHTIB TPYNU PUSUKY
BUHUKHEHHS TpoMOoeMOomiuHuX ycKinagHeHb. CenekTusHi inribitopu LIOT-2 3HUXKYIOTh yTBOPEHHS
CHUCTEMHOTO (i TOMy, MOXKJIUBO, €HA0TeTiaTbHOT0) IPOCTALKMKIIiHY 0€3 BIIJINBY Ha TPOMOOIMTapHUM
TpoMOOKcaH. KiTiHiuHe 3HaUeHHS LIMX JaHUX HEBimoMe.

[TomaTkoBi maHi momo Oe3nexu g [MTKT.

[Tig yac gBox 12-TUXKHEBUX MOABIMHO CHIINKX €HAOCKOMIYHUX OOCIIIXKEeHb KyMYJIITUBHA 4aCTOTa
BUHUKHEHHS TaCTPOIYONeHaIbHUX BUPA30K OyJla 3HaYHO HUKYOIO Y MAIli€HTiB, SKi 3aCTOCOBYBaJIU
eTopukokcub y mo3i 120 Mr 1 pa3 Ha f00y, HiX y mallieHTiB, SKi 3aCTOCOBYBaIu HaPOKCceH y f03i 500
MT 2 pa3u Ha go0y abo ibynpoden y no3i 800 Mr 3 pa3u Ha moby. YacToTa BUHUKHEHHS BHpa30K Oyia
BUIIOIO IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY, Hixk nnane6o. JocnigkeHHd QYHKIII HUPOK V MAIliEHTIB
JiTHLOTO BIKY.

Y mporieci paugomizoBaHOT0, MOABIMHOTO CIIITIOT0, M1alle60-KOHTPOJILOBAHOTO MOCTIIXKEHHS 3
mapajieTbHUMHU TPYIIaMH OILiHIOBABCS BIINIUB 15-0€HHOTO JTiKyBaHHS eTOpUKOoKcuOoM (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 TOKa3HUKY (YHKII1 HUPOK y IAIli€HTIB



BikoM Big 60 mo 85 pokiB, siKi goTpuMyBanucs mieTu i3 smictom comi 200 MEKB Ha mo0y.
Etopukokcu0, 1enekokcub i HampoKCceH Mau MOAiOHUH BIIMB Ha BUBEHEHHS HATPiio 3i cevyeto mpu 2-
TUXKHEBOMY JIiKyBaHHi. Yci akTUBHI NiKapchKi 3aco6u MOPiBHSIHHS IT0Ka3aJIy MiIBUIIEHHS 1[0J0
naneb0 CUCTOJIIYHOT0 apTepiaTbHOTO TUCKY, TPOTe eTOPUKOKCUO acoIlitoBaBCs 3i CTAaTUCTUYHO
3HAUYIIUM IIiIBUILIEHHSAM Ha 14-1 IeHb IOPiBHSAHO 3 11eJIEKOKCUO0M i HallpOKCEeHOM (cepenHs 3MiHa
CHCTOJIIYHOTO THCKY IIOPiBHSIHO 3 II0YAaTKOBUM PiBHEM: eTOPUKOKCUO 7,7 MM PT. CT., LieJieKoKcuo6 2,4
MM pT. CT., HAIpOKCeH 3,6 MM pT. CT.). apmakokiHemuxka.

Abcopbuis.

ETopukokcub mobpe BCMOKTYETLCS IIPU IlepopabHOMY IpuiioMi. AGCcomoTHa 6i000CTyIHICTD
ctanoBuTh npubau3no 100 %. ITicns mpuiiomy 120 mr 1 pa3 Ha 700y A0 HOCATHEHHS PiBHOBaXKHOTO
CTaHy MakKCHMaJlbHa KOHIIEHTpallis y Iyia3Mi KpoBi (cepegHe reoMmeTpuyuHe 3HaueHHd C,,.=3,6
MKT/MJI) CIioCTepiraeThcs npubausuo yepes 1 roguny (T,,,) MiCIIsS IPUKOMY OOPOCIMMU HATIIE.
Cepepnne reometpuute 3Ha4eHHsa AUC, ,,,, CTAHOBUTD 37,8 MKr Xrof/mMi. Y Mexax KIiHI4HOTO
no3yBaHHS (hapMaKOKiHEeTHKa eTOPUKOKCUOY € IiHiHOO.

[Tpu nputiomi eTopukokcuby B m03i 120 Mr mipg dac igu (ika 3 BUCOKUM BMIiCTOM XKUPiB) HE
CIIOCTepiraaocs BIUIMBY Ha CTYIiHb abcopbuii eTopukokcuOy. [lIBupaKicTh abcopOiiil 3MiHIOBanacs, 1o
XapaKTepu3yBanoch 3HuXKeHHsIM C,,, Ha 36 % Ta 30inpmenusm T,,,, Ha 2 roguau. Taki gaHi He
PO3TTIINAOThCA K KIiHigHO 3Hauymi. [Tif yac KITiHIYHUX [OCHiIXKEeHb eTOPUKOKCHUO 3aCTOCOBYBaIH
He3aJIeXXHO Bill BXXUBaHHS 1XKi.

Po3nodia.

ETopukokcub npubnusno Ha 92 % 3B’s13yeThCs 3 GiTKaMu MJ1a3MU KPOBi JIIOAUHY 3 KOHIIEHTPAIIEI0
Big 0,05 mo 5 mkr/mi. O6’eM po3nofiny mpu piBHOBaxkHOMY cTaHi (Vdss) cTaHOBUTE mpubnusuo 120 i
y IOOUHM.

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

Memab6oaaiszm.

ETopukokcub akTHBHO MeTaboi3yeThcs, MeHIne 1 % mo3u BUMINMAETLCA i3 ceuero y BUTISAMI
HE3MiHEeHOTO0 JiKapchKoro 3aco0y. OCHOBHUY IIISX MeTabo1i3aMy — 1ie popMyBaHHS MOXifHOI 6'-
TiIpOKCUMeTHIy IIJITX0M KaTasidanii pepmeHTamu muroxpoMy. CYP3A4 cnpuse metabomizmy
eTOpPUKOKCHuOY in vivo. [locmigKeHHs in vitro BKa3yioTh Ha Te, o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoxK MOXKYTb KaTa/li3yBaTH OCHOBHUM HIIIAX MeTabomi3aMy, aje ix KimbKicHi
XapakKTePUCTHUKYN He BUBYAJIKUCH in Vivo.

Y miopunu inenTH(diKoBaHO 5 MeTabomiTiB. OCHOBHUM MeTaboIiToM € 6'-KapOOKCUIIOBOI KUCIIOTH
IepuBaT eTOPUKOKCHOY, 110 YTBOPIOETHCS MIPHU MOAAIBINIM OKCUAAIlil moxigHoi 6'-rinpokcumeTtuny. 1li
0CHOBHi MeTabosiTi ab0 He BUSBISIIOTh aKTUBHOCTI, a00 € ciaboakTuBHUMM iHTiGiTOpamu LIOI-2.
KopeH i3 1iux MetabosmiTiB He iHriOye LJOI'-1. BusedeHHs.

[Ticns ogHOPa30BOTO BHYTPIIIHEOBEHHOT'O BBEIEHHS 3[0POBUM 0OPOBONBLAM 25 MI' €TOPUKOKCUOY,
MigeHoro papioizoronom, 70 % pafioaKTHBHOTO JIiKapChKOT0 3ac00y BUBOAUTHCS i3 cedeto i 20 % — 3
KaJioM, TOJIOBHUM YMHOM Y BUTTISIAI MeTabomiTiB. MeHIie 2 % BUBOOUTHLCS Y BUTTISII HE3MiHEHOTO
niKapchKOro 3aco0y.

BuBeneHHST eTOPUKOKCUOY BimOyBa€eThCSI MaiiKe MOBHICTIO IIJITXOM MeTab0I1i3My 3 oA IbIIuM
BUBEJEHHAIM HUPKaMu. PiBHOBaXKHi KOHI[EHTpallil eTOPUKOKCUOY [OCATAI0ThCS Yepe3 7 OHIB pu



3acTocyBaHHi y 0o3i 120 mMr 1 pa3 Ha [00y 3 TOKa3HUKOM KyMYJIsil mpubnu3Ho 2, 110 BiAmoBimae
nepiony HamiBBUBe#eHHS MpubIU3HO 22 roguHu. KimipeHc mma3Mu KpoBi Micsi BHYTPIITHLOBEHHOTO
BBEJEHHS 25 MT JIiKapChKOT0 3aC00y CTAHOBUTHL IPUOIM3H0 50 M/XB.

OKpemi epynu nauieHmis.

[TamienTH MiTHLOTO BiKy. ®apMaKOKiHETHKA y TallieHTiB TITHHOTO BiKy (BIKOM Bif 65 POKiB) €
nomiOHO0 00 apMaKOKiHETUKY Y MOJIOAIINX TAIli€HTiB.

Crath. PapMaKOKiHETHKA €TOPUKOKCHUOY € MOHiOHOI0 ¥ YOIOBIKiB Ta XKiHOK.

[opyments GyHKIMI nedinku. Y MaI[i€eHTIB 3 TOPYIIEHHAMY QYHKIIII TEYiHKK JIETKOTO CTYTIEHS
(5-6 6amiB 3a mKanow Yannmga-I1'10) mpu 3acTocyBaHHI eTOpuKOKCKUOY B mo3i 60 Mr 1 pas Ha
no0y cepepHii MOKa3HUK IO i papMaKOKiHeTUYHOI0 KPUBOIO «KOHIIEHTPAIlis-4ac»
(AUC) npu6nu3no Ha 16 % OinbIIui, HiX y 3M0pOBUX OOPOBOJIBLIIB IIPU TAKOMY XK N03yBaHHI
€TOPUKOKCHUOY. YV mallieHTiB 3 MopyuIeHHIMU QYHKIII TeYiHKY ToMipHOTO cTymeHs (7-9 OaiB
3a mkasnoio Yainma-I1'10) mpu 3aCTOCyBaHHI eTOPUKOKCUOY B m03i 60 Mr uepe3 molOy
cepenHi mokasHuk AUC OyB nmomiOHUY 00 TOKa3HUKA Y 300POBUX TO0OPOBOJIBINB, IKi
npuiMany eTopukokcub y mo3i 60 mr 1 pa3 Ha mo0Oy I0IeHHO; 3aCTOCYBAaHHS €TOPUKOKCHOY
B no3i 30 Mr 1 pa3 Ha o0y He BUBYAJIOCH Y il rpyrmi maiieHTiB. HeMae kniHiuHUX a60
(dhapMaKOKiHETUYHUX JaHUX LIOMI0 MAIiEHTIB 3 MOPYIIeHHIMU QYHKIIil MEeYiHKY TSIXKKOTO
cryneHns (= 10 6aniB 3a mkamnoo Yainmga-I1'10).

[NopymienHs QyHKII1 HUPOK. PapMaKoKiHeTHKa OHOPa30Boi N03u eTOpUKOKCcuOy 120 Mr y nallieHTiB
i3 TOMipHUMMU Ta TSIKKHAMU NOPYIIEHHIMU (PYHKINI HUPOK, @ TAKOXK Yy MAIiEHTIB i3 3aXBOPIOBaHHAMU
HUPOK TEepPMiHaIbHOI CTafil, SKMM IIPOBOMASATH TEMO/iali3, He Bigpi3HI€ThCS 3HAUHUM YMHOM Bif
(bapMaKOKiHETHKHY Y 3[0POBUX H0OPOBOIBIIB. [Tpu remopianisi eTopukokcub Maiixke He BUBOIUTHCS
(xkmipenc miamidy — mpubnusno 50 Mi/XB).

[imu. ®PapMakoKiHEeTHKa eTOPUKOKCHUOY B fiTel (BikoM mo 12 pokiB) He BUBYAsack. Y mporeci
OOCIigXKeHb (papMakoKiHeTuKH (N=16), 110 IPOBOAMUIOCH 3a y4aCTIO MigIiTKiB (BikoM Bim 12 mo 17
POKiB), hapMaKOKiHETHKa y NallieHTiB 3 Macoio Tila 40-60 KT, SKUM Ipu3Hadaau eTOPUKOKCUO y mo3i
60 mr 1 pa3 Ha m00y, Ta y mallieHTiB 3 Macoio Tina Oinbire 60 Kr, SKMM Ipu3Haydaiy JiKapchKui 3acid
y mo3i 90 Mr 1 pa3 Ha goby, 6yna nmogioHowo m0 hapMaKOKiHETUKY Y MOPOCIMX, SKi 3aCTOCOBYBaIN
eTopukokcub y mo3i 90 mr 1 pa3 Ha 1o0y. be3neka Ta epeKTUBHICTh 3aCTOCYBaHHS €TOPUKOKCUOY
IOiTSIM He BCTAHOBJIEHI.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

CuMrToMaTu4Ha Tepallis Py 0CTE0apPTPUTI, peBMaTOIfHOMY apTPHUTi, aHKiJT03yI0YOMY CIIOHAMIITI, a
TAKOK IIpu 00JII0 Ta 03HAKaX 3allajieHHs, 0B’ I3aHUX i3 TOCTPUM ITOAArPUUYHUM apTPUTOM.

HetpuBane nikyBaHHS IIOMipHOTO Iicsonepariiinoro 6010, IOB’I3aHOT0 3i CTOMATOIOTiYHUMHU
orepalisimMu.

PimenHs npo npr3HaYeHHS celeKTUBHOTO iHribiTopy LIOI'-2 MOBHHHO I'PYHTYBATHCS Ha OILHII BCiX
IHOWBINyaIbHUX PU3UKIB y NaAll€HTA.



IIpomunoka3sanHus.
JlikapchKM# 3acib MPOTUIIOKAa3aHUM:

IIPH TiepuYyTIUBOCTI J0 Ait04uoi pedoBuHM a00 M0 OYAb-5SKOI 3 MOTIOMiXKHUX PEYOBUH
JiKapchbKOro 3acoby;

IIPY aKTHUBHIiM MENTUYHIM BUpPa3Ili a0 aKTUBHIN IITYHKOBO-KUIIKOBIi# KPOBOTEY];

malieHTaM, y SKUX BUHMKaB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3asbHi IOJIiny,
AHTiOHEBPOTUYHUY HaOPSK, KPOIUB SHKa a0o iHIII ameprivHi peakiii micist 3acToCyBaHHS
areTUIICainIIoBo1 KuciaoTu abo HIT133, Bkmovaroun iuridiTopu L1OT-2;

y IIepiof BariTHOCTI Ta TOAyBaHHSA I'PYALOIO;

IIPY TSXKKUX MOPYIIEHHSX GQYHKIII nevinky (anp0yMiH cupoBaTKY KpoBi < 25 r/m abo
> 10 6asiB 3a mkanoio Yaunga-I1'10);

SKII0 PO3pax0BaHU HUPKOBUM KJIipeHC KpeaTuHiHy < 30 MI1/XB;
OiTsM BikoM 1o 16 pokis;

[IpY 3alaJIbHUX 3aXBOPIOBAHHSX KUIIEYHUKY;

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

IalieHTaM 3 apTepiajbHOIO rinepTeH3ielo, Y IKUX [TI0Ka3HUKU apTepialbHOTO TUCKY
mocTiuHo Buii 3a 140/90 MM PT. CT. Ta HEAOCTAaTHHO KOHTPOITIOIOTHCS;

IIpY miarHOCTOBAHIM imeMiyHi# XxBopoOi cepilst, 3aXBOPIOBAHHSX IepPUGEePUIHUX
aprepiit Ta/abo epedPOBACKYIAPHUX 3aXBOPIOBAHHSX.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
dapmakoOuHAMIYHI 83a€MOOII.

ITepopanvHi aHmukoaz2yasaHmu. Y TallieHTiB, CTaH AKUX cTabinmi30BaHUMN IOCTIHUM 3aCTOCYBAHHSIM
Bapdapuny, npuitoM eTopuKokcuOy B 0o3i 120 Mr Ha mo0y CyNpOBOAKYETHCS 30iNbIIIEHHIM
npu6nu3Ho Ha 13 % mpoTpoMOiHOBOTO Yacy MiKHapOgHOTO HOpMasi3oBaHoro BifHommeHHs (MHB).
ToMy B maijieHTiB, SKi 3aCTOCOBYIOTh [IEPOPa/IbHLI aHTUKOATYJIAHTH, CJIL 4aCTO IepeBipATU
IOKa3HUKM IpoTpoMbiHOBOTO Yacy MHB, oco6n1Bo B mepliri AHI NpuitoMy eTOPUKOKCHOy abo mpu
3MiHi 0T0 JO3yBaHHS.

Iliypemuxku, iH2ibimopu aHeiomeH3uHNnepemaopeadbHoz0 pepmermy (AII®) ma aHmazoHicmu
peuenmopie aHziomeH3uHy II. HTI33 MoxyTb mocnabaoBaTi eheKT AiypeTHKiB Ta iHITMX
AHTUTINEePTEeH3UBHUX 3ac00iB. Y mesKuxX MallieHTiB i3 mopymeHHIMu QYHKINI HUPOK (HaIpuKIIafm, y
TIAllieHTIB 3 Jerigparaiiieio abo y MaIieHTiB JiTHLOTO BiKy 3 0c/tabieHo0 QYHKIII€I0 HUPOK)
OofHOYaCHe 3acTocyBaHHS iHribiTopa AII® abo aHTaroHiCTiB perenTopiB aHrioTeH3uHy II i mMiKapchbKuUx
3aco006iB, 1110 iHTiIOYIOTh IMKI00KCUTeHA3y, MOXKe IIPHU3BONUTH [0 TIOAJIBIIOTO MOTipPIIeHH QYHKIII
HUPOK, BK/II0YAl0YX TOCTPY HUPKOBY HEJOCTATHICTH, 1[0 3a3BUYall Ma€ 000poTHUM xapakTep. Crifg



maM’sITaTy PO MOXKJIMBICTh TaKMX B3a€EMOIN Y MAalli€EHTIB, SKi 3aCTOCOBYIOTh €TOPUKOKCHO
ogHouacHo 3 iHribitopamu AII® abo 3 aHTaroHicramu penenTopiB auriorensuny II. Tomy Taki
kKoMOiHatii cyig mpu3HavaT 3 00epexkHiCTI0, 0COOIUBO MalieHTaM JIiTHBOTO Biky. HeobxigHo
IIPOBECTH HaJleXKHY TifipaTalliio Ta pO3TrISHYTH IUTAHHS [P0 IIPOBEeHHS MOHITOPHUHTY QYHKIIi1
HUPOK Ha I0YaTKy KOMOiHOBaHOTO JTiKyBaHHS, a TAaKOXK 3 IIEBHOIO IIEPIOAWYHICTIO i Hamami.

Auemuscaniyunosa Kucaoma. Y polieci OCTIIXKEHHS 3a y4aCTiO 3[I0POBUX NOOPOBOJIBIIB B
yMOBax PiBHOBaXKHOT'O CTaHY 3aCTOCYBaHHS eTOpUKOKCcUOY B 7031 120 mr 1 pa3 Ha molOy He
BIIJIMBAJIO HA aHTHATPETaHTHY aKTUBHICTD alleTUICaNinuioBol kuciaotu (81 mMr 1 pa3 Ha
no6y). ETopukokcub MoxkHa Tpu3HavyaTH OJHOYACHO 3 alleTUJICAIIIUIOBOI0 KHUCIIOTOIO B
[03aX, 10 3aCTOCOBYIOTHCA [AJIS MPO(DiTaKTUKY CEPIEBO-CYyIUHHUX 3aXBOPIOBaHb
(3acTocyBaHHS alleTUICAIILIMIIOBOl KMCJIOTY B HU3bKUX A03aX). OgHaK ogHOYaCHE
3aCTOCYBaHHS HU3bKUX [03 alleTUJICAJIII[AIIOBOI KUCJIOTHA Ta ETOPUKOKCUOY MOXKe
30inbITyBaTH 4acTOTy BUHMKHEHHS Bupasku [IKT Ta iHIMX yCKIagHeHb MOPIBHSHO 3
MOHOTEpaIi€ eTOpukKoKcuOoM. He pekoMeHIoBaHO OfJHOYAaCHE 3aCTOCYBaHHS
€TOPUKOKCUOY 3 alleTUIICAIIIIUIIOBO0 KUCIOTOI0, MO3K SIKO1 BUII 3a MPOo]ilaKTHYHI, @ TaK0XK
3 inmumMu HIT33.

LukaocnopuH ma makpoaimyc. Xoda B3a€MOJisi eTOPUKOKCUOY 3 IIUMHU JIiIKapCbKUMHU 3aco0aMu He
BHBYaJsIaCh, OfHOYACHE 3aCTOCyBaHHS Oymb-skoro HII33 i3 nuknocmopuHOM a00 TaKpOIiMycoM MoOXKe
IIOCHUJIIOBAaTA HE(PPOTOKCHYHUY BIIJIUB OCTaHHIX. CJIiff KOHTPOJIIOBAaTU (PYHKIIiI0 HUPOK IIPU
OJHOYAaCHOMY 3aCTOCYBaHHI eTOPUKOKCUOY 3 Oy[ab-IKUM i3 IINX JTiKapChKuX 3acobiB.

dapmakoKiHemuy4Hi 83aemo0ii.
Bnaues emopukokcuby Ha (papMakoKkiHemuky iHwux AikapcvKux 3acobis.

JIimiii. HII33 nocnabiioloTh BUBENEHHS JIiTiI0 HUPKAMHU, TUM CaMUM ITigBUIIYIOYN PiBEHD JIiTii0 B
n1a3Mi KpoBi. AKI1[0 HeoOXigHO, TPOBOAATL PETENIbHUM KOHTPOJIb PiBHS JIiTil0 ¥ KPOBi Ta KOPUTYIOTh
[03y JIiTif0 MPOTSATOM OOHOYACHOTO 3aCTOCYBaHHS LIKX JIiIKAPChKUX 3ac00iB, @ TaKOXK IIPU MPUNUHEHH]
3actocyBaHHsa HIT33.

Memompekcam. Y niporieci gBOX [OCHiXKeHb BUBYAIUCI e(eKTH eTOPUKOKCUOY IIpU 3aCTOCYBaHHI y
no3ax 60 mr, 90 mr a6o 120 Mr 1 pa3 Ha o0y NpOTATOM 7 [HIB MallieHTaMHu, IKi 3aCTOCOBYBau 1 pa3
Ha TUXJEHb METOTPeKcaT y [03i Big 7,5 Mr mo 20 Mr mpu peBMaToifHoMy apTputi. ETopukokcub y
mo3i 60 mr i 90 Mr He BIIJTMBAB Ha KOHIIEHTpAIIil0 B IJIa3Mi KpoBi a00 HUPKOBUH KITipeHC
MeToTpeKcaTy. B ogHOMY mocrigKeHHi Ipu 3aCTOCyBaHHI eTOPUKOKCHOY B 0o3i 120 MTr He
CIIOCTepiranocs BIJIUBY Ha KOHIIEHTPALi0 B IJIa3Mi KPOBi Ta HUPKOBUY KJIipeHC METOTpPeKcaTy, TOHi
SK B iHIIOMY OCTigKeHHi IIPU 3aCTOCYyBaHHI eTOPUKOKCUOY B 7031 120 Mr KOHIleHTpalis
MeTOTpeKCaTy B IJ1a3Mi KPOBI mifBuIlyBanacs Ha 28 %, a HUPKOBUH KIIipEHC METOTpeKCarty
3HUXKYyBaBcs Ha 13 %. [Ipu ogHOYACHOMY IpU3HAYEHHI €TOPUKOKCUOY Ta METOTPEKCATy CHIif
IIPOBOLUTH BINNOBIIHUY MOHITOPUHT IIOJO0 [IOSIBU TOKCUYHOI'O BIIJINBY METOTPEKCATY.

ITepopanavHi koumpauenmuau. ETopukokcu0 y mo3i 60 Mr npu ogHOYacHOMY 3aCTOCYBaHHI 3
IIepopaJibHUMU KOHTpPALEIITUBaMH, 1110 MICTATh 35 MKT eTHUHiecTpagiony ta 0,5-1 Mr HOpETUHIPOHY,
npoTAroMm 21 gHS NPU3BOJUB A0 MifBuilleHHS nokasHuka AUC,,,. V PIBHOBaKHOMY CTaHi AJ1s
eTuHinecrtpamgiony Ha 37 %. ETopukokcub y mo3i 120 Mr mpu 3aCTOCyBaHHi 3 BUIIIeBKa3aHUMHU
IIepopabHUMU KOHTPAIEITUBAMU OTHOYACHO abo yepe3 12 roguH MigBUIINYBaB Y PiBHOBaKHOMY
ctaHi 3HaueHHsd AUC, ,,,, eTusinectpagiony Ha 50-60 %. IIpo Take migBuileHHS KOHIEHTPallil
eTHHiJIeCTPamiony CIIif mam’siTaTé Ipu BUOOpPi TepopanbHOT0 KOHTPAIIEIITUBY 3 Pi3HUM BMiCTOM
eTHUHiNlecTpamiony, IKui 3aCTOCOBYBaTUMEThLCS OOHOYACHO 3 eTOPUKOKCcHOOM. ITinBuieHHS



€KCII03UIlil eTHHIIeCTPaAioy MoXKe 30ibIIyBaTh YaCTOTY BUHUKHEHHS O0IYHUX peaklii,
TIOB’SI3aHUX i3 3aCTOCYBAHHSM IEPOpAIbHUX KOHTPALENTHUBIB (Hanpukiaz, TpoMmboeMbotii BeH y
JXKIHOK TPYIIU PU3UKY).

I'opmoHo3amicHa mepanis (I'3T). Tlputiom 120 Mr eTopuKoKCcuOy 3 TOPMOHO3aMiCHUMH JIiIKapChbKUMU
3acobaMu, 110 BK/II0YalOTh KOH'I0oroBaHi ectporen# (0,625 mMr «[TpeMapuny ™ »), mpoTsaroM 28 fmHiB
36inbinye cepenHiit mokasuuk AUC,,,, V PIBHOBaXKHOMY CTaHi HEKOH I0TOBAHOT'0 eCTPOHY (Ha 41 %),
ekBininy (Ha 76 %) i 17-B-ectpamiony (Ha 22 %). BriuB mo3 eTOPpUKOKCHUOY, PEKOMEHIOBaHUX IJIs
TpuBanoro 3acrocysanus (30 mr, 60 mr i 90 Mr), He BuB4aBCA. [I0piBHSAHO 3i 36iTbIIEHHSIM
mo3yBauHs 3 0,625 Mr mo 1,25 Mr mpu MoHOTeparii TikapcbKuM 3aco6oM «IIpeMapun ™ », BIIJIUB
eTopukokcuOy B mo3ax 120 mr Ha ekcnosutito (AUC,,,,,) eCTPOTeHHUX KOMIIOHEHTIB «IIpeMapuu™ »
OyB MeHIIKM, HiX HarnonoBuHy. KiiHiuHe 3HaYeHHS TAaKOTo MiIBUILIIEHHS HEBioMe, a IPUioM
BHCOKMX [103 JTiIKapchKOro 3aco0y «IIpeMapuH™ » OOHOYACHO 3 eTOPUKOKCUOOM He BUBYaBCs. Crin
OpaTu [0 yBaru Take 30ilblIeHHS KOHIIEHTpAllil eCTporeHy mpu BUOOpi rOPMOHAJIBHOTO JIiIKapChKOTO0
3aco0y [Jisg 3aCTOCYyBaHHS y Iepio IOCTMEHONay3u TPy 0OJHOYaCHOMY 3aCTOCYBaHHi 3
€TOPUKOKCHUOOM, OCKIJIbKY 3POCTaHHS €KCIIO3UIlil eCTPOTEeHY MifBUIIY€E PU3UK BUHUKHEHHS M00i9YHUX
peaxiiil Ipu 3aMiCHi¥ TOPMOHOTeparii.

ITpeOdHi30H/npedHi3040H. Y HOCTiIXKEHHSIX B3aEMOIil eTOPUKOKCHO He BUSIBIISIB KITIHIYHO 3HAYYIIIOTO
BIIJIUBY Ha (hapMaKOKiHETHKY IPeOHI30HY/IIPEeIHI30/I0HY.

ITuzoxcuH. TIpu 3acTocyBaHHi eTopuKokcuby B 0o3i 120 mMr 1 pa3 Ha moOy npoTsrom 10 mHiB
3[MOPOBUM [OOPOBOJIBLISAM He CIIOCTepiraBcs BIuB Ha mokasHuK AUC,,,, V PiBHOBaXKHOMY CTaHi Ta Ha
BUBe[IeHHS IUTOKCUHY HupKaMmu. CriocTepiranocs 36inbineHHs mokKa3HuKa C,,, TUTOKCUHY
(mpubmu3Ho Ha 33 %). Take migBUIEHHS 3a3BUYall He € CYTTEBUM Y OinbIocTi marieHTiB. OgHaK CItifg
CIIOCTepiraTu 3a CTAHOM MAlli€EHTIB 3 BUCOKUM PU3UKOM TOKCUYHOI [il AUTOKCHUHY IIPU OGHOYACHOMY
Ipu3HauYeHHi eTOPUKOKCHUOY Ta JUTOKCUHY.

Bnaue emopukokcuby Ha saikapcbKi 3acobu, u,o memaboaizyromscs cyabpompaHcpepazamu
ETopukokcub € iHri6iTopoM aKTUBHOCTI JTIOACHKOI cynbdoTpancdepasn, 3okpema SULT1E1, a Takoxk
MOXKe IIiABUILIYBAaTU KOHLIEHTPAI[il0 eTUHIIeCTPafgiony B CUpoBaTLi KpoBi. OCKiIIbKY [HOTenep JaHUX
IIPO BILJIB YMCJIEHHUX CyIbhoTpaHchepa3 HeJOCTAaTHRO, a KIiHiuHi epekTH 6araThbox TiKapChKUX
3aco00iB 1oCi BUBYAIOTHLCS, OOLIIBHO 3 00epeXkHICTIO TPU3HaYaT! €TOPUKOKCUO OMHOYACHO 3 iHIUMU
JiKapCbKUMU 3aco0aMu, 10 MeTaboTi3yI0ThCsl TOJIOBHUM YMHOM JIIOACHKUMHU CyTTbdoTpaHchepasamMu
(HampuKIaf, mepopaibHUM camb0yTaMosI Ta MiHOKCUIWII).

Bnaue emopukokcuby Ha aikapcbKi 3acobu, u,o memaboaizyromucs izopepmermamu CYP.

3a JaHWMU OOCIifXKEeHb in Vitro, He O4iKyeThCS NPUTHIYeHHA nuToxpomis P, (CYP) 1A2, 2C9, 2C19,
2D6, 2E1 abo 3A4. Y mporieci mocigxkeHb 3a y4acTIO 3M0POBUX T0OPOBOJIBIIIB IIIOOEHHE
3aCTOCYBaHHS eTOPUKOKCHUOY B mo3i 120 MTI He BIIJIMBAJIO HA aKTUBHICTD medyiHkoBoro CYP3A4, 1o
BCTAQHOBJIEHO 3@ €PUTPOMIIMHOBAM [AUXAJIbHUM TECTOM.

Bnaue iHwux aikapcvkux 3acobie Ha (papMakokiHemukKy emopukokcuby.

OcHoBHUI msX 06MiHY eTOpuKOKCcuOy 3anmexkuts Bifg pepmenTiB CYP. CYP3A4 cmpusie metabomizamy
eTopuKoKcuOy in vivo. [locmigxKeHHs in vitro BKa3yioTh Ha Te, 1o CYP2D6, CYP2C9, CYP1A2 Ta
CYP2C19 TakoXK MOXKYTb KaTali3dyBaTH OCHOBHUI LINsAX 00MiHYy eTOpuKOKCUOY, ane ix KinbKicHi
XapakKTePUCTUKYM He BUBYAJIUCH in Vivo.

KemoxkoHa3o. KeTokoHa3071 € moTyxkHUM iHribiTopoMm CYP3A4. TIpu 3acToCyBaHHI 3[0POBUMHU
nobpoBonbusMy y fo3ax 400 mr 1 pa3 Ha goOy mpoTsirom 11 gHIB KETOKOHA30JI He YMHUB KITIHIYHO
3HQUYIIOTO BIUIMBY Ha (papMaKOKiHETUKY €TOPUKOKCUOY B 0mHOPa30Bi no3i 60 mr (36inbmenns AUC



Ha 43 %).

BopukoHa3os i mikoHa304. OfHOYaCHE 3aCTOCYBaHHS ITepPOpaibHOr0 BOPUKOHA30 Ty abo MiKOHa30ITy
y BUTJISMII OPAIbHOTO TeJTi0 [JIsT MiClIeBOTO 3aCTOCyBaHHs (moTyxkHi iHribitopu CYP3A4) 3
€TOPUKOKCHUOOM BUKJIMKAJIO HEBEJIMKE MigBUIIEHHS €KCII03Ullii eTOpUKOKCuOy, 1110, OOHAK, He
BBaXKas0Cs KJIiHIYHO 3HAYYIIUM 3TigHO 3 0ny0IiKOBaHUMU NaHUMHU.

PugamniyuH. OgHOYACHE 3aCTOCYBaHHS €TOPUKOKCUOY Ta pudaMminuHy (IOTYKHOI0 iHTYKTOpa
dbepmenTiB CYP) mpu3BoauIIO 0 3HUKEHHS KOHIIEHTPallil eTopukKoKcuby B 1m1a3Mi KpoBi Ha 65 %. Lle
MOXKe CyIIPOBOIXKYBATHCS IIOBTOPHUM IIPOSBOM CHMIITOMIB IIpU OOQHOYACHOMY 3aCTOCYyBaHHi 3
eTopuKoKcuOoM. OCKiNIbKY TakKi faHi MOXKYTh BKa3yBaTH Ha HEOOXigHICTh 30i/bIIEHHS 003U, He
PEKOMEHJ0BaHO 3aCTOCOBYBaTH €TOPUKOKCHUO y [03ax, 1[0 IePeBUIIYIOTh BKa3aHi AJIsi KOXKHOTO
IIOKa3aHHS, OCKiJTbKY He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBAaHHS pu(aMITilIiHy Ta €eTOPUKOKCHUOY B
TaKHUX [03aX.

AHmayudu. AHTanuaHi miKapchKi 3aco0u He MalOTh KJIiHIYHO 3HAYYLIOT0 BIIJIUBY Ha
(bapMaKOKiHETHKY €TOPUKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHsi.
Bnaue Ha wayHKoBO-KUWKOBUL mpakm.

[ToBimommnsinocs po ycKaagHeHHs 3 00Ky BepxHix Bigminis IIIKT (nepdopatiiii, Bupa3ku abo
KPOBOTEYi), iHOAIi 3 JIeTalbHUM HACJIiIKOM, Y IallieHTiB, SIKi 3aCTOCOBYBaIl ETOPUKOKCHD.

3 obepexHicTio cnif mpu3Havatu HII33 nauieHTaM i3 nmifgBuileHUM PU3UKOM YCKIIafHEHD 3 OOKY
[IKT; mamieHTaM JTiTHROTO BiKY, MAIliEeHTaM, SIKi 3aCTOCOBYIOTh Oyab-sakuit iHmui HI133 abo
alleTUICATIIIIUIIOBY KMCIIOTY OOHOYACHO, abo malieHTaM 3i IITyHKOBO-KUIIKOBUMH 3aXBOPIOBAHHSIMU B
aHaMHe3i, a caMe BUpa3KaM¥ Ta IIIYHKOBO-KUIIKOBAMY KPOBOTeYaMU B aHaMHE3I.

IcHy€e momaTKOBUY PU3UK PO3BUTKY MoOiuHUX edekTiB 3 60Ky IIKT (IIyHKOBO-KHUINKOBA BUpa3Ka ado
inmi ycknagHenHs 3 6oky IIKT) mpu omHOYACHOMY 3aCTOCYBaHHI eTOPUKOKCHOY Ta
alleTUIICAIIIMIIOBOl KUCIOTH (HaBiTh Y HU3BKUX [03ax). Y IPoIeci TpuBaIuX KIiHIYHUX AOCTiAKEHb
He CIIoCTepiranocs BupaxeHol BigMiHHOCTI y 6e3neti mopo [IKT npu 3acTocyBaHHi CEIEKTUBHOTO
inri6iTopa LIOI'-2 anertuncarminunoBa kuciaoTa Ta HII33 anertuncaminumoBa KUCIOTA.

Bnaue Ha cepueso-cyOuHHy cucmemy.

Kniniuyni mocmifgkeHHS BKa3ylOTh Ha Te, 1110 3aCTOCYBaHHS JTiKapChKUX 3aC00iB Kacy CeTIeKTUBHUX
inribitopiB LIOI'-2 Moxke OyTu MOB’93aHO 3 PU3UKOM BUHUKHEHHS TPOMOOTUYHUX YCKIIafHEHb
(oco6muBO iH(papKTy MioKapaa Ta iHCYIbTY) MOPiBHSIHO 3 maiedo Ta meskumu HIT33. Ockinbku
PU3MK CepLEeBO-CyOUHHUX YCKIaHEHb 3p0CTa€ IPU 30i/1bIIeHH] 1031 Ta TPUBAIOCTI 3aCTOCYBAHHS
eTOpPUKOKCuOy, TiKapchKuM 3aci0 cimif mpu3HavyaTH Ha SKOMOTa KOPOTIIUH Iepiof Yacy Ta B
HaHMKYNUX eeKTUBHUX N00O0BUX Ho3aX. CIif nmepioguyHo neperiasgnaTy moTpedy NallieHTiB y
CHMIITOMaTUYHOMY IIOJIETIIeHH] 00JI10 Ta peakiliifo Ha JIiKyBaHHS, 0COOJIMBO y TAI[iEHTIB 3
OCTE0apTPUTOM.

[TamieHTaM 3 BUpaxKXeHUMH (HakKTopaMy PHU3UKY PO3BUTKY CEPLEBO-CYOUHHUX YCKIIaAHEHDb
(HanpuKiaf, apTepianbHa TinepTeHsid, rinepiinigeMis, IyKpoBuil giabet, NaliHHS) IpU3HadaTu
€TOPUKOKCHUO CIIif JIUIIIe TiCIIsi PETETbHOI OLiHKY PU3UKY PO3BUTKY YCKIaTHEHHS.

CenextuBHi iHri6iTopu 11OI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTUJICAJIIIAIOBOI KUCTIOTH IS
npo¢inakTuKu TpoMO0eMOOJIiYHIX CEePIIeBO-CYAUHHUX 3aXBOPIOBaHb, OCKIIbKY HE YUHATD



aHTHarperanTHol Ail. ToMy He CJIif BiIMiHSATH aHTHArperaHTHi TiKapchKi 3aC00H.
Bnaue Ha HUpku.

HupkoBi mpocTarjiaHgAHA MOXKYTh BiflirpaBaTh KOMIIEHCATOPHY POJIb ¥ MigTpuMIl nepdy3il HUPOK.
Tomy mpu cTaHax, 1[0 CYIPOBOAXKYIOTHCS MOTiPIIEeHHSIM HUPKOBOI nepdysii, 3acToCyBaHHS
€TOPUKOKCUOY MOXKe MTPU3BOAUTH [0 MOCTabieHHsT yTBOPEHHS MMPOCTarjlaHAWHIB i, IK HACMiOK, - [0
HHUPKOBOTO KPOBOTOKY, TUM CaMUM IOTipIIyi04yu (PyHKIIiI0 HUPOK. BUCOKMY PU3UK PO3BUTKY TaKoOl
peaxllil iCHye y MallieHTiB 3 y2Ke HasBHUM BUPaxKeHUM MOPYIIeHHIM (PYHKIIil HUPOK,
HEKOMIIEHCOBAHOIO CePIIeBOI0 HENOCTATHICTIO ab0 ITMP0o30M. Y TaKUX MAlli€HTIiB CIIig KOHTPOJIIOBATH
(YHKIIII0 HUPOK.

3ampumka piduHu, HabpAKU ma apmepianvHa 2inepmeHa3is.

4K i mpu 3acToCyBaHHI iHIMX JTiKapchKUX 3aco0iB, 110 iHTiOYIOTh CHHTE3 IIPOCTATIaHAWHIB, 3aTPHMKa
pinuHYu, HAOPSIKY Ta apTepianbHa TilepTeH3is clocTepiranucs y NalieHTiB, IKUM 3aCTOCOBYBaJIU
etopukokcu0. Bci HII33, BKToYarouu eTOPUKOKCUO, MOKYThH IIPU3BOAUTH O PO3BUTKY ab0 PeIuAnBY
3aCTiHOI CepIeBOi HeMOCTaTHOCTI. IHpopMallito Mpo peakirito 3aeKHO Bifl 103U OUB. y PO3Mimi
«®apmakojoriyni BnactuBocti. ®apMakonuHamika». 3 06epexkHICTIO TiKapchKUM 3aci MpU3HavaloTh
TalieHTaM i3 ceplieBO0 HeOCTATHICTIO, TIOPYIIEHHSIM (QYHKIIiI JTiBOro MUTyHOYKa a00 apTepiaabHOI0
rinepTeH3i€lo B aHaMHe3i, a TaKOXK TallieHTaM 3 HaOpsKaMHU, 110 BUHUKIIU 3 OyIb-IKUX iHIITNX
npuyuH. [Ipy KITiHIYHUX O3HAKaX MOTIPIIEHHS CTaHy TaKUX MAli€HTIB CIIi BXXUTHU BiAIOBITHUX
3axO0fiB, BKJII0Yal04Y¥ BiIMiHY €TOPUKOKCHOY.

ETopukokcu0, 0co6/IMBO Y BUCOKMX H03aX, MOXKe IIPHU3BOAUTH [I0 YACTIIIOl Ta TAKYOI apTepianbHOl
rineprensil nopiBHSIHO 3 AeskuMu iHmMMU HII33 Ta cenektuBHuMY iHTi6iTopamu LIOT-2. Tomy
apTepianpHy rinepTeH3iio CIlig KOHTPOIIOBATH [0 MOYATKY JIiKyBaHHS €TOPHKOKCUOOM, 0COBTUBY
yBary ciig IpUOiIUTY KOHTPOJIIO 3a apTepiaJlbHUM THCKOM IIifl Yac JIiKyBaHHSI €TOPUKOKCHUOOM.
ApTepiaslbHUY TUCK CIIi KOHTPOJIOBATU IIPOTATOM 2 TUKHIB MICJIS IOYATKY JIIKyBaHHS, @ MOTIM -
nepioguyHo. fKIIo apTepiabHUM TUCK CYTTEBO IiABUIIYETHCS, CIIifi PO3TJISHYTHA MOXKJIUBICTh
abTEPHATUBHOTO JIiIKYBaHHS.

Bnaue Ha neyiHKy.

[TigBumnieHHs pPiBHS anaHiHaMiHoTpaHcdepasu (AJIT) Ta/abo acnapraraminoTpancdepasu (ACT)
(mpubnu3Ho y 3 abo GinbIlle pa3iB MOPiBHAHO 3 BepxHLOI0 Mexkeio HopMu (BMH)) crocTepiranocs
npu6nu3Ho B 1 % malfieHTiB, gKi Opanu y4acTh y KITiHIYHUX OOCigKEeHHIX Ta 3aCTOCOBYBaJA
eTopukokcub y mo3ax 30 mr, 60 mr ta 90 Mr Ha o0y mpoTsroM nepiony mo 1 poky. Crin
CIIOCTEpIraTy 3a CTAHOM BCiX MAIi€HTIB i3 CHMIITOMaMy NOPYIIeHHS (PYHKIil IeYiHKY, a TAaKOX
MAIiEHTIB 3 MATOJIOTIYHUMHY IIOKa3HUKaMHU (PYHKIII eviHky. [Ipu 03HaKax mopyluIeHHs QyHKIIi1
NIEeYiHKY Ta IIPU CTiMKUX NATOJIOTiYHUX 3MiHaX MMOKa3HUKIB QyHKII meuinku (y 3 pa3u Buille 3a BMH)
€TOPUKOKCHUO CIif BigMiHUTH.

3aeanvHi 8Ka3iBKU.

ZKII0 IPOTATOM JTiKyBaHHS Y MAIliEHTa CIIOCTEPIiraeThcs moripineHHs QyHKII Oyab-AKOI i3 cucTeM
OpraHiB, 3a3HaYE€HUX BUILlE, CJIif] BXKUTH BiIOBIIHUX 3aX0[iB Ta PO3IJIAHYTU NUTAHHSA IIPO BiIMiHY
eTopukokcuOy. Cnif 3abe3neynTy BiANOBiAHE MeIUYHE CIIOCTEPEXKEHHS IIPX 3aCTOCYBaHHI
€TOPUKOKCUOY IallieHTaM JIiITHBOTO BiKy Ta MallieHTaM i3 MOPYyLUIeHHSIMU (PYHKII1 HUPOK, Ie4YiHKu abo
cepus.

3 06epekHICTIO MOTPiIOHO TOYMHATH JTIKyBaHHS €TOPUKOKCHOOM TAIli€HTIB 3 AerifpaTali€lo.
PekoMeH0BaHO ITPOBECTH PeTigpaTalliio 4o MOYaTKy 3aCTOCYBaHHS eTOPUKOKCUOY. ITpo po3BUTOK



CEepHO3HUX LMIKIPHUX peakilii, y AesKUX BUIIafKax 3 JeTallbHUM HACJigKOM, Y TOMY YHCIIi
ekc(homiaTUBHOTO epMaTuTy, cuagpomy CriBeHca-[I;)KOHCOHA ¥ TOKCUYHOTO eMilepMaibHOT0
HEKpOJIi3y, IyxkKe pigKo moBimomisiocs mpu 3actocyBanHi HI133 Ta mesKux ceneKTUBHUX iHTi6iTOPIB
LOI'-2 mig yac mOCTMapKeTHHTOBOT'O CIIOCTePeXKeHHs (quB. po3min «IlobiuHi peakiii»). HaiBuImmi
PU3KK PO3BUTKY TaKUX peaklliil y MallieHTiB — Ha IIOYaTKy Teparlil, a I04aTOoK iX MPOosBiB y OiNbIIOCTi
BUII[IKiB — IIPOTSTOM TIEPIIOTro Micsllg MiKyBaHHS. Cepilo3Hi peakiii rinepyyTnuBocTi (aHadinakcisa
Ta aHTiIOHEeBPOTUYHUM HAOPSK) CIOCTEPIraaucs y Malli€HTiB, AKi 3aCTOCOBYBad eTOPUKOKCHO. [lesKi
cenekTtusHi iHribitopu 1IOI-2 migBUIIYIOTh PU3UK BUHUKHEHHS IIKIPHUX peakIliil y nalieHTiB 3
aneprivyHoI0 peakiieo no Oyob-IKOro JiKapchKoro 3aco0y B aHamMHe3i. ETopukokcu6 ciif BigMiHUTH
IIPY IEPIINX IPOsiBaX BUCUIIAHDb Ha LIKipi, YIIKOXKEHb CIM30B0Oi 000JI0HKY abo0 iHINX 03HaKaXx
rinepyyTIUBOCTI.

[Tpu 3acToCyBaHHI €eTOPUKOKCHOY MOXKYTh MaCKyBaTHCS IIPOSIBU TapsSuKHY Ta iHIII 03HAKU 3alajabHOTO0
IIpoLecy.

3 00epexXHiCTIO MPU3HAYAIOTh OJHOYACHO eTOPUKOKCHO Ta BapdapuH abo iHIr mepopanbHi
AHTHUKOATYJISTHTH.

3acTocyBaHHS €TOPUKOKCUOY, 5K i iHIIKX JTiKapChbKUX 3ac00iB, 1110 iHTi0YIOThH
IIMKJIOOKCUATEHA3y/CUHTE3 NIPOCTarIaHNHIB, He PEKOMEHI0BAHO XiHKaM, Kl IIJIaHyIOTh BariTHICTE.

Bascausa iH(hopmauisi npo 00NOMIHCHI pe4oB8UHU.

Lle#t mikapcbku#t 3aci6 Mictuth MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPAKTUYHO BiTbHUM Bif
HaTpito.

3acmocyeaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BaritHicTh. HeMa€ KTiHiUHUX HaHUX PO 3aCTOCYBaHHS €TOPUKOKCUOY B IIepiof BariTHOCTI.
HocrnigXeHHS Ha TBapUHaX NPOOEMOHCTPYBAJIA PEIIPOAYKTUBHY TOKCUYHICTE. [I0TEHIINHUN PU3UK
71 BaTiTHUX HEBimoMU#. 3aCTOCYBaHHS €TOPUKOKCUOY IIPOTITOM OCTAaHHBOT'O TPUMECTPY BariTHOCTI,
K i iHmuX JiKapchKux 3aco6iB, 110 iHriOYI0Th CUHTE3 MPOCTATIaHAKXHIB, MOXKe ITPU3BOAUTH [0
BiZICYTHOCTi CKOpOYEHb MaTKM Ta Ilepef4yacHOro 3aKpUTTs 00TanoBoi mpoToku. [ToBimoMsnocs mpo
BUIIQ[IKU MTOPYIIEHHS QYHKIIII HUPOK IIJI0fa, 110 IIPU3BOAUIIO OO 3MEHIIeHHS 00'eMy aMHiOTHYHOI
piguHuU (omirorigpaMHioH) y BariTHUX XiHOK, sAKi npuiManu HI133 Ha gBaAnATOMY TUXKHI BariTHOCTI
abo misHime. B mesakux BUNagKax lie MOXKe IPU3BOAUTH [0 IOPYIIeHHS PYHKII HUPOK Y
HOBOHAPOIXKEHUX. 3a3HaueHi eeKTH MOXKYTh BUHUKATU He3abapoM Iiciis IoYaTKy JIiKyBaHHS
HII3II; onirorigpaMHioH 3a3BU4ai € 000POTHUM ITiC/ISl IPUIMHEHHS JTiKyBaHHS. 3aCTOCYBaHHS
€TOPUKOKCUOY ITPOTUIIOKA3aHO B IEePiof] BariTHOCTI. AKIIO XiHKa 3aBariTHiNa mif yac mikyBaHHS,
€TOPUKOKCUO HeoOXigHO BimMiHUTH.

[lepion rogyBanus rpyamo. HeBimoMo, 4 IpoHUKAae eTOPUKOKCUO y TPygHE MOJIOKO. Y IIypiB
€TOPUKOKCUO BUBOOUTHCS 3 MOJIOKOM. 2KiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCUO, HE TTOBUHHI

roflyBaTH I'PyOAio.

®epTUNLHICTE 3aCTOCYBaHHS €TOPUKOKCUOY, 5K i iHIIMX miKapchkux 3aco0iB, 1o inribytoots LIOT-2, HE
PEKOMEHJ0BAHO XiHKaM, fKi [1JIaHyI0Th BariTHICTh.



30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
IHWuUMuU MexaHiamamu.

[TamienTn, Y AKHX mig 4yac 3aCTOCYBaHHA eTOpI/IKOKCI/I6y BHHHUKAE 3allaMOPOYE€HHA, BEPTUTO abo
COHJIMBICTh, HE TOBUHHI KePyBaTH aBTOTPAHCIIOPTOM Ta IIPAIlIOBATH 3 iHIMMMM MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

Jlikapcekuit 3aci6 Kokokcub 3aCTOCOBYIOTH IepopasibHo. JIikapchKuii 3aci6 MOKHa MpUUMaTH
He3aJIe’kKHO Bif] BXKMBaHHA 1XKi. [IouaToK epeKTy HacTae MIBUIIE IIPU IPUKOMI Tepe ifoio.

Lle moTpi6HO BpaxoByBaTH IIpX HEOOXiAHOCTI MMBUAKOTO MOociIabneHHs CUMITOMIB. OCKiTbKY PU3UK
BUHUKHEHHS IOPYIIEHb 3 O0KY CEpIIeBO-CYOUHHOI CUCTEMU IIPU 3aCTOCYBaHHI eTOPUKOKCUOY 3pOoCTae
IIPY IiABUINEHH] JO3U i TPUBAJIOCTI €KCIIO3UILi], C/Ii] IPOBOOUTY HAaUKOPOTIIL KypPCH JIiKyBaHHS NIPU
3aCTOCyBaHHI HaliMeHIIX eheKTUBHUX N000BUX 003. CIif mepioguyHo IepeolliHioBaTH I0Tpeby v
TIOJIETIIEHHI CUMIITOMIB i BiiOBiAb Ha JIiKyBaHHS, 0COOIMBO y NALliEHTIB 3 0CTE0APTPUTOM.

Ocmeoapmpum.

PexkoMenpoBaHa fno3a craHoBuTh 30 Mr 1 pa3 Ha go0y. V mesKux MalieHTiB IPU HEAOCTATHbOMY
nocnabreHHi cuMnTomiB 36inbineHHsS fo3u 0o 60 Mr 1 pa3 Ha o0y MoXKe MiABUIIUTH e(PEeKTUBHICTb.
3a BigCyTHOCTI NOMINIIEeHHS e(PeKTy CHIif pO3rIAHYTH IUTaHHS PO iHIII MOXKJINBI METOAH JIiKyBaHHS.

PeamamoioHutl apmpum.

PexkoMeHpoBaHa fno3a ctraHoBUTh 60 Mr 1 pa3 Ha go0y. V mesKux malieHTiB IPU HELOCTATHbOMY
nocnabnenHi cuMntomiB 36inbineHHs fo3u 0o 90 Mr 1 pa3 Ha o0y MoKe ITOKpaIyBaTu
TepaneBTUUYHUYN edekT. [Ipu JocsATHEHHi KTiHiuHOI cTabimi3alii mamieHTa gOLUiTbHO 3HU3UTH 03y [0
60 mr 1 pa3 Ha m00y. 3a BifcyTHOCTI noiniieHHs eeKTy CIIif pO3TISHYTH NIUTAHHS IIPO iHII
MOZKJIMBI METOM JTiKyBaHHS.

AHKin03y0uul cnoHouaim.

PekoMeHpoBaHa no3a cTaHOBUTE 60 Mr 1 pa3 Ha go0y. V mesKux malieHTiB IPU HEAOCTATHbOMY
nocnabnenHi cuMnTomiB 36inbineHHs fo3u 0o 90 Mr 1 pa3 Ha go0y MoxKe ITOKpaIyBaTH
TepaneBTU4YHUYN edekT. [Ipu mocsATHEeHHi KTiHiuHOI cTabimi3alii mamienTa gOLUiTbHO 3HU3UTHU 03y [0
60 mr 1 pa3 Ha m00y. 3a BifcyTHOCTI nosiniieHHs eQeKTy CIIif pO3TISHYTH IUTAHHS IIPO iHII
MOXKJIUBI METOOHU NiKyBaHHS.

TI'ocmputl 6iav.
Y pasi mosiBu rocTporo 607110 eTOPUKOKCUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUHM CUMIITOMAaTUYHUN MTEePiof.
T'ocmputl nodazpuyHuli apmpum.

PexomeHmgoBaHa fo3a cTaHoBUThL 120 Mr 1 pa3 Ha go06y. I1ig yac KIiHIYHUX OOCITigXKEeHb TOCTPOTO
IIOJaTPUYHOT'0 aPTPUTY €TOPUKOKCHUO 3aCTOCOBYBaIM BIPOOOBXK 8 MHIB. ITicasonepauitiHull 6iab,
noe’a3aHull 3i CmoMamo/102iYHUM OnepamusHuUM empy4aHHAM_PekomeHoBaHa fo3a - 90 mr Ha 1
pa3 Ha 100y npoTsaroM MakcuMyM 3 gHiB. [I719 megKUX MalieHTiB Moxke OyTH HeoOXimHUM J0aTKOBE
micnsionepaliiHe 3He00I0OBaHHS.

Io3u, 110 IIePEeBUINYIOTh peKOMeHI[OBaHi [JI KO2KHOT'O IIOKAa3aHHS, HE MalOTh JIOI[&TKOBOT



epeKTUBHOCTI ab0 He BUBYAIUCS.
Tomy:
Io3a IpU OCTe0apTPUTI He ITOBUHHA NepeBullyBaty 60 Mr Ha Ho0y;

[03a IIpYM peBMaTOIHOMY apTPUTi Ta aHKIJI03yI0YOMY CIIOH[MIIITI HE TOBUHHA IIEPEBUIIYBaTH
90 mr Ha fmo0y;

1o3a Ipu rocTpill mogarpi He MOBMHHA NepeBulnyBat 120 Mr Ha 700y BIIPOIOBK
MaKCHUMAJIbHOTO Mepiofy JTiKyBaHHS 8 OHIB;

[03a TP TOCTPOMY OOJIIO MiCJIsE CTOMATOJIOTiYHOT0 OIIepPaTUBHOI'O BTPYUYaHHS He MOBUHHA
nepesuiyBatu 90 Mr Ha 700y BIPOAOBXK MaKCUMaJIbHOTO 3-IeHHOTO Iepiofy.

IlauieHmu AIMHBO20 BIKY.

HeMmae HeoOxigHOCTI B KOPEKIIii 0o3yBaHHS [J1s MAlli€HTIB JITHHOTO BiKy. K i y pa3i 3acTocyBaHHS
iHIIKX JTiKapChKUX 3aC006iB, eTOPUKOKCHO CJIif Mpu3HayaTH 3 00ePeKHICTIO MallieHTaM JIiTHhOTO
BIKY.

ITopyweHHA pYHKYII neyviHKu.

HesamnexXHo Bifi T0Ka3aHHS NallieHTaM i3 NopylmeHHIMU GQYHKII TeYiHKY Jerkoro cryneHs (5-6 6anis
3a mkanoiw Yaunga-I1'10) He cnifg nmepeBuinyBaTty o3y 60 Mr 1 pa3 Ha mo0y. [TamienTam i3
TIOPYLIEHHAME QYHKIIII IeYiHKM IIOMIPHOTO CTYNEeHs TIXKKOCTi (7-9 6aniB 3a mkasnoto Yaunga-I1'10)
He3aJieXKHO Bifl MOKa3aHHA He ci1if nepesuinyBatu 0o3y 30 mr 1 pa3 Ha mo0y.

KniniyHui 0ocBim 3acTocyBaHHs 00MexXeHUH, 0COOIMBO 00 NALiEHTIB i3 MOPYIIEHHAMHU QYHKIII
TIeYiHKY ITOMIPHOTO CTYIIeHs, TOMY JlikapChKuii 3acib ciig mpu3HadaTu 3 o0epexHicTo. BigcyTHin
KJTIHIYHUH [OCBi 3aCTOCYBaHHS JiKapChKOTro 3aco0y MallieHTaM i3 TSXKKUMU IOPYIIeHHAME QYHKILI
neuinku (= 10 GasiB 3a mkasnow Yaiinma-I1'10), TOMy TiKapChbKUX 3acCi0 TPOTUIIOKa3aHUY TaKUM
malieHTaM.

ITopyweHHA pYyHKUiI HUDPOK.

KopwuryBanHs 031 He IOTPiOHE marieHTaMm i3 KiripeHcoM KpeaTuHiny = 30 mii/xB. 3aCTOCYBaHHS
eTOPUKOKCUOY MalieHTaM i3 KiipeHcoM KpeaTuHiny < 30 MJI/XB IIPOTUIIOKA3aHO.

Himu.

ETopukokcub mpoTunokasanuii gitTsam BikoMm 0o 16 poxkis.

ITepedo3yeaHHs.

Y npotieci KTiHIYHAX JOCTigKeHb 3aCTOCYBaHHS OTHOPa30Boi 703U eTopukokcuby mo 500 Mr abo
OaraTopa3osuii npuiioM f0 150 Mr Ha 700y npoTAaroM 21 OHS He CIPUYUHSAIO iCTOTHUX TOKCUYHUX
edekTiB. 3aikCcoBaHO roCTpe Nepeno3yBaHHI eTOPUKOKCHOOM, X04a B OiNTbIIIOCTI BUMIAAKIB PO
no0iuHi peak1ii He TOBigOMIISIOCE.



Cumnmomu. [Tob6iuni peaxiiil, 0 criocTepiranucst HadacTile, BigmoBiganu mpodino 6e3neku
eTopukokcuOy (peaxkirii 3 60Ky IIIKT, 3 60Ky cepiist Ta HUPOK).

JIikysaHHA. Y pasi mepeno3yBaHHS OOLIIBHO BXKUTHU 3BUYaHUX MiATPUMYBaJIbHUX 3aX0IiB,
HAIMPUKJIIa[ BUaieHHs HeabcopboBaHOro jikapchkoro 3acoby 3i IIIKT, BemeHHS KITiHIYHOTO
CIIOCTEPEeXkKEHHS, y pa3i HeoOXiqHOCTI - MPOBeOeHHS MigTPUMYBaJIbHOTO JTiKyBaHHS. ETOpuKOKCHUO He
BUBOIUTHCS IIPU T'eMOMialTi3i, HeBiTOMO, Y1 BUBOTUTHCS JTIKapChKUM 3aCib mpy MpoBefeHHi
IIePUTOHEAIbHOTO Aiami3y.

ITob6iyHi peakuii.

Beameka 3acTocyBaHHS €TOPUKOKCHOY OLiHIOBanach y MPOIEeCi KITiHIYHUX OOCIigXKeHb 3a y4acTio
9295 matlieHTiB, BKIIOYa04Yy 6757 MallieHTiB 3 0CTE0APTPUTOM, PEBMATOITHUM apTPUTOM, XPOHIYHUM
0oJ1eM y HUKHil 4aCcTUHI ciuHu a00 aHKiNno3yio4uM croHgumiToM (mpubnui3no 600 maiieHTiB 3
0CTE0apTPUTOM a00 PEBMATOITHUM apTPUTOM ONEPKYBaJIX JIIKYBAaHHS MPOTIToM 1 poky abo moBIIIe).

[Tig 4yac KIiHIYHEX HOCTiAXKeHb MPodink T00iYHNX peakliii 0yB OMHAKOBUM Y Malli€HTIB 3
0CTe0apTpuTOM ab0 PeBMATOITHUM apTPUTOM, SKi 3aCTOCOBYBAJIM €TOPUKOKCUO MPOTATOM 1 POKY
a00 mosiIIe.

Y npoueci KIiHIYHOT'0 AOCIIAXKEHHS 38 Y4aCTIO MALi€HTIB i3 TOCTPUM NOJarpuuYHUM apTPUTOM
eTOpuKOKcuO nmpu3Hadanu B fo3i 120 Mr 1 pa3 Ha go0y npotarom 8 aHiB. IIpodins nobiyHUX peakiiii
y IIbOMY OOCIHifIXKeHHi OyB y IiIOMy TaKMM CaMHUM, SIK Y [OCTiIXXKEHHIX 3a y4acCTIO MalliEHTiB 3
OCTE0APTPUTOM, PEBMATOITHUM apPTPUTOM Ta XPOHIYHUM 00JIeM Y HUXKHIN YaCTHHI CIIUHHU.

V mporpami OIliHKY 6e3TeKH [ CepPLIeBO-CYIUHHOI CHCTEMU 3a JaHUMU TPhOX
KOHTPOJIbOBaHUX AOCIIiI?KEHb 3 aKTUBHOIO PEYOBUHOIO MOPIBHAHHSA 17412 mamieHTiB 3
0CTE0apTPUTOM ab0 PEeBMaTOITHMM apTPUTOM 3aCTOCOBYBAIM eTOPHUKOKCHO (v mo3ax 60 mr abo 90
MTI') B CEpegHbOMY BIIPOMOBXK Npubnu3Ho 18 micaiis. ani npo 6e3neky Ta 6inbIl feTaabHa
iH(opMalIis o 10 mporpaMy MpeacTaBieHi B po3mini «PapMaKOoIoriyHi BIaCTUBOCTI». ¥ mporeci
KJTIHIYHUX [OCTIiIKEeHb 3a Y4YacTIO MallieHTiB i3 TOCTPUM Hicisonepariinum 0oeM mics
CTOMATOJIOTIYHUX XipypPTiYyHUX BTPy4aHsb, BKJII04Yaruyu 614 naiieHTiB, sIKi 3aCTOCOBYBaIl
eTopukokcuO (y mo3zax 90 mr a6o 120 Mr), mpodins mobivyHux peaxiii OyB y I[iIOMy TaKUM Xe, K
OOCIIKEHHX 3a Y4YacTIO MAIliEHTIB 3 0CTE0APTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIUHUM
6oneM y HUXKHIY YacTuHi criuHu. [Ipo HUK4Ye3a3HayeHi mo6iuHi peakiril MoBimOMIISAIOCH 3 GiTbIIOI0
YaCTOTOIO IIPH 3aCTOCYBaHHI eTOPUKOKCHOY, Hixk Itane6o, y mpolieci KIiHIiYHUX OOCTigXKeHb 3a
y4acTIO MAIli€HTIB 3 0CTE0APTPUTOM, PEBMATOINHUM aPTPUTOM, XPOHIYHUM G0ONEM Y HUXKHIN
YaCTHUHI CTMHY ab0 aHKiI03yI0UUM CIIOHIUIIITOM, SIKi 3aCTOCOBYBA/IA €TOPUKOKCUO y 1031 30 Mmr,
60 mr a6o 90 mr npoTsirom 12 TuXHIB (HocifxkeHHs 3a nporpamoio MEDAL, KOpOTKOCTPOKOBI
OOCIIIXKEHHS O[O0 TOCTPOro 00JII0 Ta MOCTMAPKETUHTOBHIM TOCBIT).

Tabnuus 2
: _ KaTteropis
Knac cucremu oprauiB ([1o6iuHi peaxirii "
YaCTOTHU
[H(pekuii ma iHeasii QJIbBEOJISIPHUN OCTHUT JacCTO
racCTPOEHTEPUT, iH(EKIIil BePXHiX AUXaJIbHUX IISAXIB, eYacTo
iH(eK1lil CeYOBUBITHOTO TPAKTY




3 6oky Kposi ma

aHeMis (IlepeBakHO B pe3yJIbTaTi MITyHKOBO-

iMpamuyuHoi cucmemu [KUIIKOBOI KPOBOTEYi), IEMKOTIEHIS, HEeYacTo
TPOMOOLIUTOTIEHIST
3 60Ky iMyHHOI cucmeMU|rinepdyTIUBIiCTS * HEe4YacTo
QHTiOHEBPOTUYHUY HAOPSIK,
aHadinakTuyHi/aHa]iaKTOIAHI peakilil, y ToMy pioko
quCHi MoK’
[Po3sa0u memaboaizmy i [HaOpsiku/ 3aTpUMKa PiguHU JacTo
Xapuy8aHHA SHUKEHHS a00 ITOCUIeHHS alleTUTy, 30iTbIIeHHS
Macu Tina HETacTo
[ICuxi4HI NOPYWeHHA TPUBOXKHICTb, IETPeCisi, MOTipiIeHHST PO3YMOBOI
MisSBHOCTI, TamonuHanii’ HEHacto
CILUTyTaHiCTh CBiOMOCTI', HECTIOKIi/HWH CTaH' pimKo
3 60Ky Hepesogoi 3aIlaMOPOYEHHSI, TOJIOBHUM 6ilb JacCTo
cucmemu mcreB3is, 6e3COHHS, MapecTesis/rinecTesis,
COHJIUBICTH HEHacTo
3 60Ky opaaHis 30py HEUITKICTb 30py, KOH IOHKTUBIT HEYacTo
3 60Ky opaaHie cayxy i |IyM y ByxXax, 3allaMOpPOYeHHS
Becmuby1pHO20 HEYaCTO
anapamy
3 6oKy cepus BiIUyTTs CepeOuTTs, apuTMis’ JacTo
(bi6puisALis mepencepnb, Taxikaphis', 3acTiiiHa
ceplieBa HeIOCTATHICTh, HecnennGpiyHi 3MiHM Ha HEe4acTo
EKT, creHoKappia', indapkT Miokapaa®
3 6oky cyOuHHOT apTepianbHa TinepTeH3is JaCTO
cucmemu [IPUIIJIUBY KPOBi, IOPYLIEHHS MO3KOBOTO
KpPoBOOOIry’, TpaH3UTOPHA illeMiyHa aTaka, HEYaCTO
rinepTOHIYHMUI KpU3', BaCKyNiT
3 60Ky OuxanvHoi OpoHxOCTmasM’ acTo
cucmemu, opaaHie
2pyOHOI KAimKu ma Kalllesb, JUCIIHOE, HOCOBa KPOBOTEYa
cepedoCmiHHA HEHacTo
3 60Ky W1yHK080- 0is1b y KUBOTI myKe 4acTo
KUWKO0B8020 mMpaxkmy 3a10p, METeOPU3M, TaCTPUT, Iediss/ KUCITOTHUMN
pedIIioKc, miapesi, OUCIENCis/omucKoMbOopPT B OinsHIT
emiracTpisi, HyoTa, 6/1t0BaHHS, €30¢ariT, BUpa3Ku B 1acTo
[DOTOBIV TOPOXKHUHI
3MYTTS XKHUBOTA, 3MiHa XapaKTepy MepPUCTaTbTUKH
KUIIEYHUKY, CYXiCTh Y POTi, raCTPOAYyOLEeHa IbHI
BUPA3KY, [TENITUYHI BUPA3KHU, Y TOMY YUCIII He4acTo
nepdopariis i Kpooreua KT, curgpom
MOAPa3HEeHOr0 KUIIeYHNKY, TaHKPeaTuT
3 60Ky eenamobisiapHoi ||1'Ii)Z[BI/IH.IeHH5{ AJIT, migumienns ACT JacTo
cucmemu IremaTut’ pinKo
MeYiHKOBa HEIOCTATHICTD', JKOBTSHUIIS' pinko'
3 6oky wkipu i eKXiM03 JacTo
nidwkipHol KAIMKOBUHU [Habpsik 06/IMYYs], CBepOixK, BUCHII, €pUTEMA’,
KPOIIUB THKa' HeactTo
curgpoM CriseHca-JI2KOHCOHA®, TOKCUYHUI
emizepManbHui HEKPOTIi3', CTifiKa MeuKaMeHTO3Ha [pifKo'

epuTeMa’




3 60Ky OnopHO-pyx0eoi |cria3Mu/cymoMu M’si3iB, CKeJIeTHO-M SI30BUI

cucmemu i cnoayyHoi  [0ifIb/CKyTiCTh HEYacTo

MKAHUHU

3 60Ky HUPOK i [IPOTEIHYpis, MigBUILIEHHS PiBHS KpeaTUHIHY B

cevyo8u0i/bHOI cucmemu [cCUpOBaTIi KPOBi, HUPKOBa
HeJOoCTaTHICTL/MUCOYHKIIA (IUB. PO3MiN HEHacTo
“0Ocob6MBOCTi 3acTOCyBaHHS")

3aeanvHi po3nadu ma  [aCTeHiss/BTOMa, TPUMONOAIOHI CUMITOMH 4aCTO

ggggg’:}i Micut 0is1b y TPYOHINA KT HEYACTO

/TabopamopHi [IiBUIIIEHHS PiBHA a30Ty CEYOBUHU KPOBI,

00CN1i10MHCeHH A MiIBUINIEHHS PiBHSA KpeaTuH(OoChOKiHa3M, HEeYacTo
rimepkasieMisi, MaBUINEHHS PiBHS CEY0BOI KUCIIOTH
3HUKEHHS PIBHS HATPIO B KPOB1 PiOKO

* KaTeropisi 4aCTOTH BU3HAYA€ETHCS OJIs1 KOKHOTO TepPMiHY II00iYHOTO SIBUINA 3@ YacTOTOI0 B 6a3i
OaHuX KIIHIYHUX JOCTigXKeHb: gyKe dacTo (= 1/10); gacto (= 1/100, < 1/10); HevacTo (= 1/1000,
< 1/100); pigko (= 1/10000, < 1/1000); my=xe pigko (< 1/10000).

*TIoGiyHa peakijig imeHTU(IKOBaHa y IPOIeCi TOCTMAapKeTHHI0BOIO CIIoCTepexkeHHs. YacToTa
BU3HAYasacs 3a MaKCUMaJIbHOIO YaCTOTO Y KITIHIYHUX OOCTiIXKeHHIX (naHi 3i0paHi 3a
3aTBEPAXKEHUMU IOKa3aHHIMU Ta J03aMU).

TKaTeropi;{ YaCTOTHU «PigKo» BU3Ha4anacs BifnmosigHo go Guideline on summary of product
characteristics (SmPC) (2-i1 nepermnsan, sepecers 2009) Ha nifgcTaBi po3pax0BaHOl BEPXHBOL MeXKi

95 % IOI pnst 0 siBUIN 3 ypaXyBaHHSIM KilTbKOCTI YYaCHUKIB, SIKi IpUUMay TiKapchKu 3aci0 3 mit0uor0
PEeYOBHHOIO eTOPUKOKCHUO, B aHami3i ganux III ¢a3u, 06’emHaHMX 3a 03010 i moka3aHHIM (N =
15470).

5 [inepuyTnuBICTE BKIIIOYAE IIOHATTA: ajleprisi, MefuKaMeHTO3Ha ajeprisi, MeguKaMeHTO3Ha
TiepuYyT/IUBICTS, TiIEePUYYTIUBICTE, TiIePUYYTIUBICTE HEYTOUHEHA, PeaKLis rinepuyTIuBOCTi 1
HEyTOYHEeHa aJjleprid.

*3a pesynpTaTaMy aHasi3y TPUBAIKX, KOHTPOILOBAHMX 3@ JOIIOMOTOI0 IIane6o Ta eTOPUKOKCUOY
NOPiBHSAHHS KIiHIYHUX OOCIigXKeHb, ceJleKTHBHI iHribiTopu LJOI'-2 Oynu 1oB’g3aHi 3i 301/IbIIIeHHSIM
PU3UKY BUHUKHEHHS CePUO3HUX apTepiaJbHUX TPOMOOTHYHUX MOLiN, BK/II0Ual4u iH(apKT MioKapaa
Ta iHCYy/IbT. Ba3younch Ha HASIBHUX JaHUX, MAJIOMMOBIPHO, 1110 30i/TbIIeHHST aOCOMIOTHOT'O0 PU3UKY
BUHUKHEHHS TaKUX SBUII TepeBUIUTL 1 % Ha pik (He4acTo).

[Tpu 3acTtocyBanHi HII33 moBimomiisinocs mpo Taki cepito3Hi nobiuHi peakilil: HehPOTOKCUYHICTE,
BKJIIOYal04YHY IHTEPCTUIiaIbHUM HehPHUT i HeQPOTHUUYHUY CUHAPOM, TOMY He MOXKHa BUKJTIIOYATH 1X
BUHUKHEHHS ITPU 3aCTOCYBaHHI €TOPUKOKCHUOY.

ITogidomMaeHHA npo nido3pr8aHi nobiyHi peakuii

[ToBimoMnenHs npo mobivHi peakiiil micyis peecTparlii 1ikapchKoro 3aco0y Ma€e BaXK/IMBe 3HAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CHIBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIiT TIOBiOMJISITH TIPO YCi BUITAaAKHU Ii03PI0OBaHUX IMOOIYHUX Peakllii Ta
BifiCyTHOCTI e(peKTHUBHOCTI NTiKapCchKOro 3aco0y mo [IepxKaBHOTO eKcrepTHOro ueHTpy MO3 YKpainu
3a nmocunaHHAM: https://aisf.dec.gov.ua/



Tepmin npudamHocmi.

4 poxu.

YmoBH 30epiranns.

30epiraTy B OpUTiHaJbHINM YIIAKOBII {1 3aXUCTY Bif Boioru. [ MiKapchkoro 3acoby He
BUMAaraeThbCs CreliaJbHUX YMOB 30epiranus. 36epiraTé y HeJOCTYITHOMY OJIs AiTel Miclii.

VnaxoBka.

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

Kareropis Bigmycky.

3a perenTom.

BupoOHHK.

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

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micusi IpoBaIXKeHHs HOro Tis/IbHOCTI.

I1.0. BOKC 3012 Jlapica Iagactpian Epia, Jlapica, 41004, I'permis.



