IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIIKAPCHKOI0 3aC00y

ETOPUKOKCUB-BICTA
(ETORICOXIB-VISTA)

Cknao:

0it0ua pevuosuHa: eTOPUKOKCHO,

1 Tabnetka mictuth 30 mr, 60 Mr, 90 mr a6o 120 Mr eTropukokcuoy;

O00ONOMIDICHI ~ peuoguHu: Kamibllilo rigpodocdar, 1enroo3a MIKPOKPUCTANIYHA,  HATPIO
KpOCKapMelio3a, MarHito cTeapar;

obonouka mabnemxu: onaapait 11 6inuit 31K28459 (turany niokeun (E171), nakro3u MoHOTIIpAT,
ripoMesno3a, TPHAICTHH).

Jlikapcbka ¢opma. TaGneTky, BKPUTI IUTIBKOBOK 000JIOHKOIO.

OcHnosni  @izuxo-ximiuni eracmusocmi: OUIl KPYDJIi JBOOMYKJI TaOJIETKH, BKPHUTI IUTIBKOBOIO
000710HK010, 3 TUCHEHHSIM «E9OX» 3 otHOTO 00KY 1 «30%» 260 «60%», a60 «90», a6o «120» 3 iHII0TO
OOKYy.

dapmakoTepaneBTHYHA rpyna. HectepoigHi mporTu3amanbHi Ta MPOTHPEBMATHYHI IpErapaTH.
Koxcuou. Kog ATX MO1A HOS.

Dapmakono2iuni enracmueocmi.
Dapmaroounamika.

MexaHi3M aii.
ETopukokcu6 € mepopaqbHUM CENEeKTUBHUM iHTiOITOpoM mukiookcureHasu-2 (LJOI-2) y mexkax

KIIIHIYHOTO Jiana3oHy J03.

VY xoni KIiHIYHUX (HapMaKOIOTIYHUX JAOCIIPKEHb €TOPUKOKCHO 10303aiexHo inri0yBas L{OI-2 Ge3
iaridysanns LlOI'-1 npu 3acrocyBanHi y no3ax 10 150 mr Ha 100y. EToprkokcu® He 1Hr10ye cuHTe3
MPOCTArJIaHAMHIB IIUTYHKA Ta HE BIUIMBAE Ha (YHKIII0 TpoMOOIuTiB. L{MKI0OKCHTeHa3a BiNOBiIae
3a YTBOpEHHs mpoctariaHauHiB. [nentudikoBano nsi i3opopmu — LOI-1 1 LOI-2. LIOI-2 €
130(popMOI0 PEepPMEHTY, IO IHIYKYETHCS IMITYJIHCOM MPO3aIajeHHs Ta PO3TIAIAETHCS SIK OCHOBHUIMA
¢bakTop, SIKUI BiANOBiAAa€ 32 CHHTE3 MPOCTAHOITHUX MeiaTopiB Oouto, 3ananeHHs i rapsuku. L{OI'-
2 TakoX 3aJisHa y Mpoliecax OBYJIALIl, IMIUIAHTALll Ta 3aKpUTTS apTepiaibHOI IPOTOKH, PEryJsiii
¢GyHKII{ HUPOK 1 IIEHTpaJIbHOI HEPBOBOI CUCTEMH (IHIYKIisS rapsdkH, BiT4yTTs OO0, KOTHITHBHA
¢ynkuis). Takox Moxxe OpaTtu yyacTs y nporieci 3aroeHHs Bupaszok. L{OI'-2 6yno inentudikoBaHo y
TKaHUHI HAaBKOJIO BUPA3KH IIUTYHKA Y JIIOJIMHH, ajie 3HAaUE€HHS 15 3arO€HHS BUPA3KH HE BCTAHOBJIECHO.
EdexTuBHICTS.

V marni€eHTiB 3 0CTE0APTPUTOM €TOPUKOKCHO y 1031 60 Mr 1 pa3 Ha 700y 3HAUHO MOKpAIIlye CTaH MpU
0OJISIX Ta OLIHKY TAaIll€EHTa MIOJ0 CTaHy 3axBOpPrOBaHHs. LI MO3UTHBHI €eKTH CrOCTEPIraancs BKe
Ha JIpYTU# JeHb JiKyBaHHS 1 30epiramucs mpoTaroM nepiofay A0 52 THKHIB. Y XOJi JTOCHIIXKEHb 13
3aCTOCYBaHHSIM €TOPUKOKCHOY B 71031 30 Mr 1 pa3 Ha 100y €PEeKTUBHICTH IILOTO JIIKAPCHKOTO 3aCO0y
nepeBuIlyBaia Mjanedo MnpoTaroM 12 THXKHIB JIKyBaHHS (BUKOPUCTOBYBAJIUCS OLIHKH, IO
3aCTOCOBYBAJIMCS B IHIIMX JTOCTIKeHHsIX). [1i yac nocnikeHHs niaoopy 1031 €eTOPUKOKCHO y 1031
60 MI 1EeMOHCTpYBaB 3HA4YHO OLIbII BHpa)k€HE MOKpallleHHs, HiK B 1031 30 Mr, BiJHOCHO ycix 3
OCHOBHUX KIHIIEBUX TOYOK IICJs 6 THKHIB JIIKYBaHHA. 3aCTOCYBaHHS 103U 30 MT IIpH OCTE0apTPUTI
KHCTI HE BUBYAJIOCS. Y MAIlI€HTIB 3 pEBMATOIAHUM apTPUTOM €TOPUKOKCHO y 1031 60 Mr ta 90 mr 1
pa3 Ha 100y 3HAYHO TMOKpAIlyBaB CTaH CTOCOBHO BHUPAXKEHOCTI OO0JIIO, 3amajeHHs, a TaKOoX
pPyXJIMBOCTI. Y X0l JOCHiKeHb 3 OwiHKM 103 60 Mr ta 90 mMr mo3uTuBHI epeKkTH 30epiraiaucs
npoTaroM 12-tuxHeBoro nepiony jdikyBaHHs. OOuBa 103yBaHHS eTOpUKokcuOy — 60 mr 1 pa3 Ha
100y ta 90 mr 1 pa3 Ha no0y — Oymu Oinbin edextuBHi, HDK muanebo. Jloza 90 mr Oyna
edexkTuBHIMA, HOK 1032 60 MTr, BIAMOBIAHO A0 3arajabHOI OIIHKK Oomro marieHTiB (0—100 MM
Bi3yalbHa aHAJIOTOBA IIKaNa), 13 cepeHiM mokpameHasm —2,71 mm (95 % I [noBipunii iHTepBan]:
—4,98 mm, —0,45 mm).




VY marfieHTiB 3 HamagaMu TOCTPOTO MOAATPUYHOTO aPTPHUTY €TOPUKOKCHO y 1031 120 mr 1 pa3 Ha 100y
IOpOTSAroM 8 IHIB IMOJIETHIYBaB OUTbh Y Cyrio0ax CEpeaHbOro i TSHKKOTO CTYNEHs Ta 3alajeHHs
MOPIBHAHO 3 IHAOMETArMHOM y 1031 50 Mr 3 pa3su Ha n00y. 3MEHIICHHS BUPAKEHOCTI OOJIIO
CIIOCTEpITaeThCsl BKE 4epe3 4 TOAUHM MICHs MOYaTKy JIIKyBaHHS. Y MAI€HTIB i3 aHKUIO3MBHUM
CIOH/IMJTITOM €TOPUKOKCHO y 1031 90 Mr 1 pa3 Ha 100y 3abe3nedye 3HaYHE MOKPAIICHHS TP 000
y XpeOTi, 3anajyieHHi, OOMeKeHHI pyXiB, a TaKOX MOKpailye (pyHKUIOHAIbHY 31aTHICTh. KiiHiuHi
IepeBaru €TOPUKOKCUOY CrocTepiraiucs Ha APYTHd JEHb IICIs MOoYaTKy Tepamii 1 30epiranucs
YIPOJOBXK S52-TH)KHEBOTO MEPiony JIKYBaHHSA. Y XOJi IPYyroro IOCTIKEHHS 3 OLiHKU 1031 60 mr
MOpiBHAHO 3 1103010 90 Mr eropukokcu® y m031 60 mr 1 pas Ha mo0y ta 90 mr 1 pa3 Ha 100y
MIPOJIEMOHCTPYBAB CX0XKY €(PEKTUBHICTh MOPIBHSAHO 3 HanipokceHoM 1000 Mr moAeHHO. Y Malli€HTIB,
10 HE IEMOHCTPYBAJIM aJIeKBaTHOI BIAMOBI/II i Yac 3aCTOCyBaHHS 103U 60 MTI' IIOJIEHHO MPOTATOM
6 TH>KHIB, MIIBUIIEHHS 103U /10 90 MT 110/IEHHO MOKPAIyBaJO OLIHKY IHTEHCUBHOCTI OOJIIO Y CIIMHI
(0-100 MM Bi3yanbpHa aHAJIOTOBA IIKaJIa) MOPIBHAHO 3 MPOAOBKCHHIM IpHiioMy 60 Mr IIOAEHHO, i3
cepenHim nokparmierasm —2,70 mm (95 % JA1: —4,88 mm, —0,52 mMm).

[Tix yac KJIHIYHOTO MOCIIKEHHS MicCIsonepariiHoro 3yoHoro 0010 eTOPUKOKCUO y 1031 90 Mr
3acTocoByBaBcs | pa3 Ha 100y 10 TpbOX MAHIB. Y MIATpymi MAIliEHTIB 3 NOMIpHUM OoJieM B
MMOYaTKOBOMY CTaHI €TOPUKOKCHO y 71031 90 Mr neMOHCTpyBaB 3HEOOMOBANBHUN eeKT, 1oa10HMIA
no takoro B iOympodeny 600 mr (16,11 mporm 16,39; P = 0,722), i mepeBumryBaB egexT
napaneramoiny/koaeiny 600 mr / 60 mr (11,00; P < 0,001) i mmane6o (6,84; P < 0,001), mo
BH3HAYAJIOCS 32 MOKA3HUKOM IOBHOTO mosermenHs 0oiro yepe3 6 roaun (TOPARG6). Kinbkicth
MAII€HTIB, SKI MOBIAOMIISUIA MPO 3aCTOCYBAaHHS JIKApCHKUX 3ac00iB €KCTPEHOro 3HEeOOJICHHA
npotsirom 24 roau, ckiana 40,8 % y rpymi 3actocyBaHHs eTopukokcudy 90 mr, 25,5 % y rpymi
3actocyBaHHA 10ympogeny 600 wmr koxHi 6 romuH 1 46,7% 'y Tpymni 3acToCyBaHHSA
napareramoiry/koaeiny 600 mr /60 Mr K0okHi 6 TOIMH TOPIBHSIHO 3 76,2 % MaIieHTiB, IKi MpuAMaIH
iane6o. Y oMy JOCHIIKEHHI MOYaTOK aHAITe3UBHOI Jii (BiAYyTHE moiermeHHs 0omo) 90 mr
€TOPUKOKCUOY CIIOCTEpITranocs Bke dyepe3 28 XBHIINH IMiCIsl IPHIOMY JIIKapChbKOTo 3ac00y.

besneka.

MixHapoIHa JOCTIIHALIEKA [TPOTrPaMa TPUBAJIOTO 3aCTOCYBAHHSI €TOPUKOKCHOY i TUKI0DEHAKY IpU
aptputi (MEDAL).

[Tporpama MEDAL Oyna mpoCneKTHBHO PO3POOJICHOIO MPOTPaMoOI0 BiTHOCHO PE3YJIBTATIB MO0
O0e3nekn 3 OOKY CepleBO-CyIMHHOI CHUCTEMH, OTPUMAaHHUX 3a O0’€THAHUMH JaHUMHU TPHOX
PaH/I0MI30BaHUX, MTOJIBIMHO CIIMUX, KOHTPOJIbOBAHUX aKTHBHUM JIIKAPCHKUM 3aCO00M MOPIBHSHHS
nociikens (nocaimkenas MEDAL, EDGE 111 EDGE).

VY nocmimxenHi MEDAL, mo Oyno HampaBieHe Ha BHU3HAUEHHS BIUIMBY Ha CEpLEBO-CYJUHHY
cucremy, Opanu ydacts 17804 mamientu 3 octreoaptputroM (OA) i1 5700 — i3 peBMaToimHUM
aptputoM (PA), sixi 3actocoByBanmu eropukokcud y no03i 60 mr (OA) un 90 mr (OA 1 PA) ab6o
nukiodenak y 1o3i 150 mr Ha 100y mpotsrom B cepenubomy 20,3 micsus (MakcuManbHO — 42,3
Micsits, Meniana — 21,3 micsins). Y mpomy gociipkeHH1 Oyinu 3adikcoBaH1 TUIBKH CepHO3HI TOO1UHI
peakiiii 1 NPUMUHEHHs TPUHOMY JIIKapChKOTo 3aco0y BHACIIAOK BUHUKHEHHS OyAb-KUX MOOIYHUX
peaxiiii.

VYV xoxi pochimxens EDGE 1 EDGE Il nopiBHIOBaM IUTyHKOBO-KHIIKOBY I€pEHOCUMICTb
eTopukokcuOy 1 nuknopenaky. Y mocmimkenHi EDGE Opamu yuacts 7111 mamientiB 3 OA, siki
OTPUMYBAJIN €TOPUKOKCUO y 1031 90 mr Ha noly (y 1,5 pasza Buile peKOMEHAOBAHOI J03M JUIs
nikyBaHHs OA), abo nukinodenak y no3i 150 mr Ha 100y mpotsaroM B cepenHbomy 9,1 Micsus
(makcumym — 16,6 wmicsns, meniana — 11,4 micsmst). Y mocnimxenni EDGE 11 6panu yuacthb
4086 mamienTiB 3 PA, ski oTpuMyBanM JTIKyBaHHS €TOPHKOKCHOOM y 1031 90 mMr Ha 100y abo
aukinopenakoM y no3i 150 mMr Ha 100y mpoTsroMm B cepenHboMy 19,2 wmicsans (MakcuMym —
33,1 micss, memiana — 24 mics).

VY 06’ennaniii nmporpami MEDAL Opanu yuyacts 34701 mauient 3 OA 1 PA, ski oTpumyBaiu
JKyBaHHS YIIPOJOBX Iepioay B cepenHbomy 17,9 micsaus (MakcumyM — 42,3 micsus, MeiaHa —
16,3 micsis); mpubnmszao 12800 marieHTiB OTpUMYBAIY JIIKYBaHHS TTOHAJ 24 MicsAlli. Y TMAaIli€HTIB,
3apeecTpoBaHMX y Iiil mporpami, OyiM pi3HI MMOYATKOBI YUHHUKU PHU3UKY CTOCOBHO CEPIIEBO-
CYJIMHHOI CUCTEMH 1 IITyHKOBO-KUIIKOBOrO Tpakty (ILIKT). ITamienTH 3 HelmomnaBHO epeHECEeHUM
iH(hapKkTOM MioKapJa, AaOpPTOKOPOHApPHMM IIYHTYBaHHAM a00 Yepe3UIKIPHOI KOPOHApPHOIO




AHTIOIUIACTUKOIO YIIPOJOBXK 6 MICAIIB MO peecTparii B AOCTIHKEHHI Oy BUKIIOUCHI 3
JOCHIJKeHHS. Y JOCHIPKEHHSIX OYyJI0 JO3BOJIEHO 3aCTOCYBAHHS TacTPOIPOTEKTOPHUX JIIKAPCHKUX
3aco0iB 1 allETHIICATIIIMIIOBOT KUCIIOTH Y HU3bKHUX J103aX.
3acanvua be3nexa.
He Oyno cyTTeBHX BIIMIHHOCTEH y 4YacTOTI TPOMOOTHYHHUX CEPIIEBO-CYJAMHHUX YCKIIAJHEHb MPH
3aCTOCYBaHHI €TOPUKOKCHMOY 1 jaukinodenaky. KapmaiopenanpHi moOiyHi peakmii dacrimie
CIIOCTEpIrajaucs Mpy 3aCTOCYBaHHI ETOPUKOKCUOY, HIK AUKI0PEHAKY; IeH eeKT OYB J0303aIC)KHUM
(meranbHO TIPO pe3yabTaTu AUB. HIDKYE). [1o0iuHi peakmii 3 6oky IIIKT i meyiHku BUHUKATU 3HAYHO
YacTillle MPU 3aCTOCYyBaHHI JUKIO(GEHAaKy, HIX €TOPUKOKCHOy. YacToTa BHHHUKHEHHS MOOIYHUX
peakuiii B nocnimkenusx EDGE i1 EDGE II, a Takoxx moOi4HHX peakiiiii, o po3risiianucs sK
cepiio3Hi abo Taki, 10 MPHU3BOATE 10 BIAMIHU JIiIKapchbKoTo 3aco0y B pociimkenHi MEDAL, Gyna
BUIIOIO TIPU 3aCTOCYBaHHI €TOPUKOKCHOY, HIXK TUKIO(PEHAKY.
Besnexa 6ionocro cepyego-cyounnoi cucmemu.
YacTora MIATBEPIKEHUX TPOMOOTHYHUX CEpIEBO-CYAMHHUX CEPHO3HMX TMOOIYHUX peaKiii
(BKITIOYArOUM peakilii 3 00Ky cepirs, 1epeOpoBacKysIpHi peakiii 1 peakuii 3 00Ky nepudepuIHux
cynuH) OyJia IOPIBHSIHHOIO y €TOPUKOKCHOY 1 aukiiodeHaky (maHi mizcymoBaHo B Tabumii 1). He
OyJIO CyTTEBUX BIIMIHHOCTEH B MOKA3HUKAX YaCTOTH TPOMOOTUYHUX YCKIIAIHEHB IPU 3aCTOCYBaHHI
ETOPUKOKCHOY 1 AMKIO(PEHaKy B YCIX MPOaHATI30BaHMX IArPyHax, BKJIFOYAOYW MAIIE€HTIB 13
Kap/iOBacKyJSIpHUM pU3MKOM. [Ipw okpeMoMy po3riisiii  BiIHOCHWUM PU3UK BUHUKHCHHS
MiATBEP/DKEHUX CEPHO3HUX TPOMOOTHYHHMX MOOIYHUX peakiiid 3 OOKY cepleBO-CYIAHMHHOI CHUCTEMHU
MpH 3aCTOCYBaHHI eTOpUKOKcuOy B 1031 60 mr a6o 90 mr i gukiodenaky B mo3i 150 mr Oys
OJTHAKOBHM.

Tabmuus 1
[Toka3HUKU MIATBEPKECHUX TPOMOOTHYHUX YCKJIaIHEHb 3 OOKy CepIeBO-CYJUHHOI CHUCTEMHU
(06’eqnana nporpama MEDAL)

ETopuxokcu6 Juknodenax [MopiBHSHHS MiX
(N =16819) (N =16483) rpynamu JTiKyBaHHS
Y ckaiHeHHS 25836 maiieHTO-poKiB | 24766 maiieHTO-pOKiB
IMoka3uuk ' IMoka3uuk ' BinHocHwmit pu3uk
(95 % A (95 % A (95 % HAD)
[TinTBepKeH1 cepio3Hi TPOMOOTHYHI MOOIUH1 peakliii 3 00Ky ceplieBO-CyAIMHHOI CUCTEMHU
3a IpoTOKOJIOM 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
3a HaMipOM JTIKyBaTHCS 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
[TinTBEepKEeH1 YCKJIQAHEHHS 3 00Ky cepls
3a IpOTOKOJIOM 0,71 (0,61, 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a HaMipOM JTIKyBaTHUCS 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
[TinTBEpIKEH] IepeOPOBACKYIISIPHI YCKIIATHEHHSI
3a IpoTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a mamipom gikysatucs| 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
[TinTBEpKEeH1 YCKIaAHEHHS 3 00Ky nepu(pepuyHuX CyJIMH
3a IpoTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a namipowm sikyBarucs| 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

"VYexmamaens Ha 100 TMAI[iEHTO-POKIB.

Il — noBipunii iHTEpBaI.

N — 3arajibHa KUTBKICTh MAIIEHTIB Y MOITYJIAIIT 32 TPOTOKOJIOM.

3a mpOTOKOJIOM: YCi YCKJIQAHEHHS 1]l Yac TOCHiKyBaHoi Tepanii abo npotsarom 14 aHiB micis i1 IpUITUHEHHS
(32 BMHATKOM MAalli€HTIB, SKi mpuiHIM < 75 % AOCHiAKYBaHOIO JIKapChKOro 3acoby abo mpuiManu
HEJIOCIKYBaHI HeCTepOiIHI poTHu3anaibHi 3acodu > 10 % Bcboro nepiony).

3a HaMIpOM JIIKyBaTHCS: BCI MATBEP/HKCHI YCKIAIHEHHS 10 3aKiHUEHHS JOCTiKeHHs (Y T. 4. y NAI[IEHTIB, SKi
MOTJIM 3a3HAaTH BTPYYaHHA, HE IIOB’S3aHOTO 3 AOCHIPKEHHSM, 3 THOAAJBIIUM NPUIHHEHHAM MPHAOMY
JOCITIDKYBAHOTO JIKapChKOTro 3ac00Y).

3arajbpHa KUIbKICTh paHA0MI30BaHUX MHamieHTiB: 17412 y rpymi eTopukokcuOy i 17289 y rpymi aukinodpeHaKy.

[Toka3HuKk cepreBO-CyIUHHOT CMEPTHOCTI, SIK 1 3arajJbHOi CMEpPTHOCTI, OyB MOAIOHMM y Tpymax
JKyBaHHS €TOPUKOKCHOOM 1 TUKIO(EHAKOM.



Kapoiopenanvhi ycxnaonenus.

[Tpubnuzno 50 % narienTiB, npuitHATUX y HociimkeHHss MEDAL, manu apTepiabHy TinepTeH3iio B
aHaMHe31 Ha TTOYaTKOBOMY eTarli. Y bOMY JOCHIPKeHHI YaCTOTa MPUITUHEHHS JTIKyBaHHS yHACI1I0K
BUHUKHEHHS MOOIYHMX peakliid, MOB’S3aHUX 13 apTepiabHOIO0 TinepTeH3i€ro, Oyia CTaTUCTUYHO
3HA4YHO BUIIOIO y TPYIIl 3aCTOCYBaHHSA €TOPUKOKCHOY, HIK y Tpyni JukinodeHaky. Yacrora Takoi
noOIYHOT peakilii, SIK 3acTiifHa ceplieBa HEAOCTATHICTh (MPUITMHEHHS PUIOMY JIIKapChbKOTo 3ac00y 1
Cepio3H1 peakiii), Oyya aHAJIOTIYHO SK MPU MPUHOMI €TOPUKOKCHOY 60 MT, Tak 1 Mpu MpUioMi
mukinodenaky 150 mr, mpoTe dYacToTa BHHHKHEHHS LUX peakliii Oyina BHINOI0 NpH HpUioMi
eTopukokcuOy 90 mr mopiBHAHO 3 aukinoderHakom 150 Mr (CTaTUCTUYHO 3HAYYIA PI3HHIS TPH
npuiiomi eTopukokcndy 90 mr nopiBasHO 3 150 mMr mqukinodenaxky B rpyni OA MEDAL). Yactora
MIITBEP/HKCHUX MOOIYHUX PEaKIlii, OB’ A3aHUX 13 3aCTIMHOIO CEPIIEBOIO HEOCTATHICTIO (SBUINA, 110
OyJu cepilO3HUMH 1 BUMArajiu rocriraiizaiii abo HeBiKIaHOT JONOMOTH ), OyJia HE3HAYHO BHII[OFO
IIPHU MPUHOMI €ETOPUKOKCHOY TOPIBHIHO 3 IpriioMoM aukiaodenaky 150 mr, 1 et eexr 3anexa Bija
no3u. YacTora MpUITMHEHHS JIIKYBAaHHS YHACHIJOK BUHUKHEHHS MOOIYHMX PEaKlid, MOB’A3aHUX 3
HaOpsikamu, Oyja 3HAYHO BHIIOK TIPH MPUHOMI ETOPUKOKCHOY TOPIBHSHO 3 MPHHOMOM
mukinodenaky 150 mr, 1 et edekr 3anexan Bij 103U (CTATHCTUYHO 3HAYYIIA PI3HUIA IPH MPUHOMIi
eTopukokcuOy 90 mr, ane He eTopuKOKcuOy 60 mr).

KapniopenanbHi pesynbtatu, orpuMani B gjociipkerasx EDGE 1 EDGE 11, BiamoBinanu ganum, mpo
SIK1 moBigoMIIsIIOCH B nociimkensi MEDAL.

B oxpemux gocmimxennsx nporpamu MEDAL aGconroTHa 4acToTa MPUIIMHEHHS JIIKYBaHHS B OY/Ib-
AKif Tpymi JiKyBaHHA eTopukokcuOom (60 mr ab6o 90 mr) cranoBmiia 1o 2,6 % mpu apTepianbHii
rineprensii, 10 1,9 % npu Habpskax i mo 1,1 % npu 3acTiiiHii cepueBiii HETOCTATHOCTI, MPH IOMY
BHUIIA YaCTOTa BIIMIHU JIIKAPCHKOTO 3aco0y croctepiranacs y pasi npuiiomy etopukokcudy 90 mr,
HiX 60 Mr.

Pezynomamu winynkogo-kuwixogoi nepenocumocmi 6 npocpami MEDAL.

3HaYHO MEHIIMHA TOKAa3HWK BIiIMIHHM JIKapChKOro 3aco0y BHACHIJOK BHHUKHEHHS OYIb-sKOTO
KiiHiyHoro ycknagHenus 3 6oky LIKT (manpuknaa aucrerncii, abaoMiHaabHOTO OO0, BUPA3KU)
CIIOCTEpITraBcs MPH 3aCTOCYBaHHI ETOPUKOKCUOY, HIK TUKIO(EHAKY, B KOXKHOMY 3 TPhOX JOCIIPKEHb
nporpamu MEDAL. TToka3HUKY BiIMIHU JIKapChbKOTO 3aC00y BHACIIMOK KIIHIYHUX PeakIliii 3 60Ky
HIKT na 100 narieHTO-poKiB 3a BECh NEPio JOCTIDKEHHS Oyinu TakuMmu: 3,23 Ui €TOPUKOKCHOY 1
4,96 nns nuknodenaky B gociimkeHHi MEDAL; 9,12 nns etopukokcu0y 1 12,28 ans aukinodenaky
B nociimkenHi EDGE; 3,71 nns eropuxokcu®y 14,81 ansa auxnodenaky B gocmikxenHi EDGE I.
Pezynomamu npoepamu MEDAL wooo 6e3nexu onsa LLIKT.

3aranbHi peakuii 3 0oky BepxHboro Biaauny KT Oynu BusHaueHi sk nepdoparii, BUpa3KH 1
kpoBoTeui. Iliarpyma 3aranpHux peakuiii 3 O6oky BepxHboro Bigainy LHIKT, ski BBakanucs
YCKJIaJIHEHUMH, BKIIIoyana nepdopatii, oOCTpyKIii 1 yCKJIaJHEH1 KpOoBOTeYl; MIATrpyIa 3araJbHUX
peaxkiiii 3 6oky BepxHboro Biaaiay LIKT, siki BBaskanucs HeyCKiIaHEHUMH, BKIIIOYaJia HEYCKJIaJHEeH1
KpOBOTEY1 1 HEYCKJIaJJHEH]1 BUPa3KW. 3HAYHO MEHIINI MOKa3HUK YaCTOTH 3arajlbHUX peakilii 3 60Ky
BepxHix BiauiB LK T criocrepiraBes mpu 3acTocyBaHHI €TOPUKOKCHOY, HIXk 1ukiodenaky. He 6yio
CYTTEBOI PI3HUII MK €TOPUKOKCHOOM 1 AMKIOPEHAKOM IIOJ0 MOKAa3HUKA YaCTOTH YCKJIaJHEHHX
peakiif. [l migrpynu Takux peakuid, sk kpoBoTeua y BepxHboMy Bimaini KT (o6’emgnani
YCKJIaIHEHI 1 HEyCKJIa/IHEH1), He OyJIO CYyTTEBOI BIAMIHHOCTI MK €TOPUKOKCUOOM 1 TUKIIOPEHAKOM.
IlepeBara eropukokcuOy monao BBy Ha BepxHii Bigain IIKT nopiBHSHO 3 nukiodeHakoMm He
OyJia CTaTUCTHYHO 3HAYYIIOK Y MAIli€HTIB, [0 OJHOYACHO 3aCTOCOBYIOTh aCHipHUH B HU3BKUX JI033aX
(mpubau3HO 33 % mMariexTiB).

[Tokasuuk yactotm Ha 100 maIieHTO-pPOKIB MIATBEPPKCHUX YCKIATHEHUX 1 HEYCKJIAJHCHHX
KIIHIYHUX peakuii 3 6oky BepxHboro Bigaury HIKT (nmepdoparii, Bupa3ku i KpoBOTeUi) CTAHOBUB
0,67 (95 % I 0,57, 0,77) npu nipuitomi eropukokcudy i 0,97 (95 % I 0,85, 1,10) mpu npuiiomi
IMKIopeHaky, Ipu IboMy BinHOCHUHM pusuk craHoBuB 0,69 (95 % I 0,57, 0,83). Busznauascs
MOKa3HUK YaCTOTH MIATBEPIKEHUX peakiliil 3 6oky BepxHboro Binauty LLIKT y namieHnTiB niTHROTO
BiKY; HalO1JIbIIIE 3HIKEHHS CIIOCTEPIranocs y maiieHTiB Bikom >75 pokis (1,35 [95 % 11 0,94, 1,87]
peaxuii Ha 100 mamieHTIB-pOKIB MPU NPUHOMI €TOPUKOKCHOY mopiBHSAHO 3 2,78 [95 % /I 2,14, 3,56]
pU IPUHOMI JUKIO(PEHAKY).



[Toka3HWKM YacTOTH MIATBEP/KEHUX KIIHIYHUX peakmii 3 O0oky HwkHboro Bimminy KT
(mepdopanis TOHKOro abo TOBCTOTO KUIIEYHHKY, OOCTpYyKLis a00 KpOBOTEYa) CTATHCTUYHO HE
BIIPI3HSUTMCS TIPH 3aCTOCYBAaHHI €TOPUKOKCHOY 1 AUKITOPEHAKY.

Pezynomamu npoepamu MEDAL w000 6e3nexu 015 neyiHku.

ETopuxokcn6 OyB acoliiioBaHHH 13 CTATUCTHYHO 3HAYHO MEHIIIOK YaCTOTOK BIJIMIHM JIKapCHKOTO
3aco0y yHAcHiI0K BUHUKHEHHS MOOIYHMX peakiiil 3 00Ky MediHKu, HiK JuKiIodeHak. Y 00’ enqHaHii
nporpami MEDAL 0,3 % mnarieHTiB, 10 3aCTOCOBYBaJu E€TOPUKOKCHO, 1 2,7 % malli€HTIB, IO
3aCTOCOBYBAIM TUKJIO(EHAK, TPUITHHHUIIN 3aCTOCYBaHHS JIIKApCHKOTO 3aC00Y BHACIIIOK BAHUKHEHHS
noOiYHMX peakuid 3 Ooky mnedinkd. [lokasamk Ha 100 mamienTo-pokiB cranoBuB 0,22 mpu
3aCcTOCYBaHHI eTopukokcuOy 1 1,84 mpu 3actocyBanHi aukiodeHaky (p-3aadeHss oymno < 0,001 mis
€TOPUKOKCHOY TopiBHSAHO 3 aukiodeHakom). [Ipore B mporpami MEDAL OGinbmiicTe moOidHUX
peakiiiif 3 60Ky neuinku Oysiu Hecepio3HUMH.

JonaTtkoBi faHi 3 Oe3neku Jis CeplieBO-CYJMHHOI CUCTEMHU HI0J0 TPOMOOTHYHUX YCKIAAHEHb. Y
X0l KIIHIYHUX JOCITiPKEeHb, 32 BUHATKOM JOCHikeHb mporpamu MEDAL, mpubmuzno 3100
TMAIIEHTIB OTPUMYBAIM €TOPUKOKCHO y m03ax > 60 mr Ha 100y yrpoaoBxk 12 TwxkHIB 1 moBmie. He
OyJo 3Ha4Yymoi BiIMIHHOCTI IMOKAa3HHUKIB MiJITBEP/PKEHUX CEPHO3HUX TPOMOOTHYHHX CEpLEBO-
CYIMHHHMX YCKJIaJJHEHb Y TAIlI€HTIB, K1 MPUHMaIX €TOPUKOKCHO y 1031 > 60 mr, miane6o abo iHI
HII33 [mecTepoinHi mpoTu3anaibHi 3aco0H]| (3a BHHATKOM Hampokceny). IIpoTte uwacroTa Takmx
peaxiiii Oya BUIIOIO Y MAIIIE€HTIB, sIKI OTPUMYBAIU €TOPUKOKCHO, MOPIBHIHO 3 TUMH, XTO OTPHMYBAaB
HanpokceH y 1031 500 mr 2 pa3u Ha 100y. BiAMiHHICTE aHTHTPOMOOTHYHOT aKTUBHOCTI MiXkK JETKUMU
HII33, mo iuridyrors LHOI'-1, 1 cenextuBHuMHU iHTi0iTopamu LIOI'-2 Moxe OyTH KITIHIYHO 3HAYYLIO00
y TAII€HTIB TPYNU PU3UKY BUHUKHEHHS TPOMOOEMOONIYHUX ycKiagHeHb. CeleKTHBHI iHTI0ITOpH
LOI'-2 3HMKYIOTh YTBOPEHHS CUCTEMHOTO (1 TOMY, MOXJIUBO, €HAO0TENalbHOT0) MPOCTAIMKIIHY 0€3
BIUIMBY Ha TpoMOonMTapHuii TpoMOOKcaH. KitiHidHe 3Ha4eHHS [IUX TaHUX HEBiJIOME.

Jonatkosi aai mono 6esneku st KT,

ITig wac 1BOX 12-THXKHEBUX MOABIHHO CIINMUX CHIOCKOMYHUX JIOCHIKCHh KyMYJISTHBHA YacTOTA
BUHUKHEHHS TacTPOIyOJCHAIbHUX BHPA30K Oyia 3HaYHO HUXKUOKO Y MAIlI€HTIB, SIKI OTPUMYBAIIU
JiKyBaHHS €TOPUKOKCHOOM y 71031 120 Mr 1 pa3 Ha 100y, HIXK y TaIi€HTIB, SKI OTPUMYBAJIH JIIKYBaHHS
HanpokceHoM y 1031 500 mr 2 pa3u Ha 100y abo i0ynpodenom y 1031 800 mr 3 pasu Ha 100y. Yactora
BUHUKHEHHS BUPa30K Oyiia BUIIOIO IIPU 3aCTOCYBaHHI €TOPUKOKCHOY, HIXK T11a1ie0o.

Jocaimxenns GyHKIT HUPOK Y MAaIi€HTIB JITHHOTO BIKY.

Y Xxoml paHAOMI30BaHOTO, IIOJBIMHO CIINOTO, IUIAllE0OKOHTPOILOBAHOTO JIOCHTIKEHHS 3
napajgeIbHUMU TpyHamMM OLIHIOBAaBCS BIUIMB 15-7A€HHOro JiKyBaHHS eTOopukokcuO6oM (90 mr),
nenexkokcrooM (200 mr 2 pasu Ha n00y), HampokceHoM (500 mr 2 pasu Ha 100y) 1 mianebo Ha
BUBEJICHHS HATPIIO 3 CEUel0, apTeplalbHUM TUCK Ta 1HII MOKa3HUKU (DYHKIIT HUPOK y MAIli€HTIB BiJ
60 no 85 pokiB, MO IOTpUMYIOThCS AieTH 13 BMicToM coii 200 MEkB/moby. Etopukokcuo,
LIEJIEKOKCUO 1 HAIPOKCEH MallM MOAIOHUIM BIUIMB HA BUBEJCHHS HATPIIO 3 CEYEI0 NMPHU 2-THKHEBOMY
JKyBaHHI. YCl aKTUBHI JIIKApChK1 3acO00M MOPIBHSHHA MOKa3alM MiJABUILEHHS BIAHOCHO IUIanebo
CHCTOJITYHOTO apTepialIbHOTO THCKY; IMPOTE €TOPUKOKCUO acOLiFOBABCS 31 CTATUCTMYHO 3HAUYIIUM
MIJBUIICHHSIM Ha 14-i JeHb TMOPIBHSHO 3 IEJIEKOKCHOOM 1 HampoKCEeHOM (CepemHsl 3MiHa
CHCTOJITYHOTO TUCKY HOPIBHSHO 3 TOYATKOBUM PiBHEM: €TOPUKOKCUO 7,7 MM PT. CT., LielneKokcuo 2,4
MM PT. CT., HAIPOKCEH 3,6 MM pT. CT.).

Dapmakokinemuxa.

Abcopoyis.

ETopukokcu® 1o0pe BCMOKTYEThCS MpU IepopaibHOMY HpuiioMi. AOGconoTHa 010J0CTYIHICTH
ctanoBUTh NpuOaN3HO 100 %. Ilicnsa npuitomy 120 Mr 1 pa3 Ha 100y 10 TOCSTHEHHS PIBHOBaKHOTO
CTaHy MaKCHUMallbHa KOHIIEHTpalis Yy Iia3Mi KpoBi (cepenHe reomeTpuyHe 3HaueHHS Cmax = 3,6
MKT/MII) criocTepiraetbes mpuonusHo 4yepe3 | romuy (Tmax) micis mpuiloMy JOPOCIMMH HATIIE.
Cepenne reomerpuuHe 3HaueHHA AUCo 24hr cTaHOBUTH 37,8 MKTXroa/mi. Y Mexax KIIiHIYHOTO
N03yBaHHs (papMaKOKIHETHKA €TOPUKOKCUOY € JIIHIHHOIO.

IIpu npuitomi eropukokcuOy y no3i 120 mr mig yac inu (ika 3 BHCOKMM BMICTOM JKUPIB) HE
CIOCTEpIrajoch BIUIMBY Ha CTyMiHb abcopOuii eropukokcuOy. IIBuakicTe abcopOiiii 3MiHIOBaNACH,
110 XapaKTepU3yBaJIoCh 3HMKEHHAM Cmax Ha 36 % Ta 3011bIIeHHAM Tmax Ha 2 roaunu. Taki naHi He




PO3MIBIIAIOTHCS K KIiHIYHO 3HAUyMIl. [1iq 9ac KIIHIYHUX TOCITIKEHb €TOPUKOKCHO 3aCTOCOBYBAITH
HE3AJIeKHO BiJ MPUAOMY TKI.

Posnooin.

ETopukokcu6 npubnuzHo Ha 92 % 3B’A3y€ThCs 3 OLTKAMU IUIA3MH KPOBI JIFOJMHY 3 KOHIIEHTPAIISIMA
Bix 0,05 1o 5 Mxr/min. O6’eM po3noaiy rnpu piBHOBaxkHOMY cTaHi (Vdss) ctaHoBUTE mpubau3Ho 120
7y JIIOJUHH.

ETopukokcu® mnpoHukae uepe3 IUIallEHTapHUN Oap’ep y IIypiB Ta KpoOJiB, a TakKoX dYepes
remMaroeHIedaniyauii 6ap’ep y urypis.

Memabonizm.

ETopukokcn® akTMBHO MeTa0omi3yeThcsi, MeHIIe | % 103U BHIUISETHCS 13 CEYCHD Y BHIJISIIL
HE3MIHEHOTO JIIKapChKOro 3aco0y. OCHOBHMH HUISX MeTa0o0i3My — 1ie OpMyBaHHS MOXiaHOT 6'-
TiIpOKCUMETHITy HIIAXOM Katamizamii ¢epmentamu mmuroxpomy. CYP3A4 cnpuse meraboinizmy
eTopuKoKcuOy in Vivo. JlocmimkeHns in Vitro Bkasyrots Ha Te, mjo CYP2D6, CYP2C9, CYP1A2 Tta
CYP2C19 Ttakox MOXYyTh KaTali3yBaTd OCHOBHUU IIISX METa0omi3My, ane IX KUIBKICHI
XapaKTEPUCTHKH HE BUBYAIKCS IN ViVO.

VY moauau iaeHTudikoBaHo 5 MetaboniTiB. OCHOBHUM MeTaboIiToM € 6'-KapOOKCHIOBOI KUCIIOTH
JIepUBaT €TOPUKOKCHOY, 1110 YTBOPIOETHCS MPH MOJANBIIIN OKCUIAII] TOX1AHOI 6'-TAPOKCUMETHITY.
L{i ocHOBHI MeTa0oIiTH a00 HE BUSBIISAIOTh aKTHBHOCTI, 200 € ciaboaktuBHUMH iHTiOiTOpamu [{OT'-
2. Kopen 13 nux meradomitiB He iHri0ye [JOI'-1.

Bueseoenns.

[Ticast pa3oBOro BHYTPIIIHHOBEHHOT'O BBEICHHS 3J0POBHM JTOOPOBOJBISIM 25 MI' €TOPUKOKCUOY,
MideHOro pajioizorornom, 70 % paaioaKTHBHOTO JIKapChKOTO 3aco0y BUBOAMTHCS i3 ceuero 1 20 %
— 3 KajJoM, TOJOBHMM YHHOM Yy BHUIUIAAlI MeTabomitiB. MeHme 2 % BHBOIUTHCS y BUIJISAL
HE3MIHEHOTO JTIKapChKOTO 3ac00y.

BuBenenns eropukokcuOy BiOyBa€ThCs Maiike MOBHICTIO HUISIXOM MeTa0o0Ji3My 3 MOJAIbIIUM
BUBEICHHSM HUpKaMH. PiBHOBaXHI KOHIIEHTpAIlil €TOPHUKOKCUOY IOCATAIOTHCS 4epe3 7 IHIB Mpu
3actocyBaHHi y 1031 120 mr 1 pa3 Ha 700y 3 MOKa3HUKOM KyMyJiAlii IpUOIU3HO 2, 10 BiANOBiIa€e
nepioly HamiBBUBEACHHS MPUOIN3HO 22 roguan. KimipeHc mia3mMu KpoBi Miciis BHYTPIITHbOBEHHOTO
BBEJICHHS 25 MT JIIKapChbKOro 3aco0y CTaHOBUTH MPUOIN3HO 50 MII/XB.

Oxkpemi epynu nayienmis.

[NarieHTH JiTHHOTO BiKy. PapMaKOKIHETHKa Yy Malli€HTIB JITHHOTO BIKY (BIKOM Bif 65 pOKiB) €
noAi0HO0 10 (hapMaKOKIHETUKH Y MOJIOAIINX TAI[I€HTIB.

Cratb. ®apMaKOKiHETHKA ETOPUKOKCUOY € MOJIIOHOI0 Y YOJIOBIKIB Ta JKIHOK.

HopyieHHs GYHKIIT MeYiHKK. Y TMAI€HTIB 3 JISTKUM MOPYIICHHIM (YHKIT meuinku (5-6 6aiB 3a
mkanoro Yainna-II’10) npu 3acrocyBaHHiI eTopuKokcHOy B 1031 60 mMr 1 pa3 Ha no0y cepeaHiit
noka3Huk AUC npubmusHo Ha 16 % Oinpmmii, HIK y 340pOBHUX JOOPOBOJIBIIB MPH TaKOMY K
JI03yBaHH1 €TOPUKOKCHOyY. Y Talli€HTIB 3 HOMIpHUM HopyuieHHsAM ¢yHKuii nedinku (7-9 GaniB 3a
mkanoro Yainaa-I1'10) mpu 3acTocyBaHHI €TOPUKOKCHOY y m031 60 Mr uepe3 mo0y cepemHiit
noka3HUK AUC OyB o1iOHMiIA 10 MOKa3HUKA Y 3J0POBUX T0OPOBOJIBLIB, K1 IPUIMAIN €TOPUKOKCUO
y 1031 60 mr 1 pa3 Ha 700y II0JICHHO; 3aCTOCYBaHHS eTOpUKOKCUOY B 1031 30 mr 1 pa3 Ha 100y He
BUBYANIOCh y Il rpymi namieHTtiB. Hemae kiiHiuHUX a00 (papMakOKIHETHYHHMX JAHUX CTOCOBHO
MAIIEHTIB 3 TSKKUM MOpYLIEeHHSAM QYHKIIT nedinku (> 10 6aniB 3a mkanoro Yainaa-11"10).
Iopymennsa QyHK1ii HUpoKk. PapMaKOKiHETHKA Pa30BOi 103U €TOPUKOKCHOY 120 Mr y maii€eHTiB i3
MOMIPHHUMH Ta TSKKUMU MOPYLIEHHSIMH (DYHKIIT HUPOK, a TAKOX y MAIIEHTIB 13 3aXBOPIOBaHHSAMU
HUPOK TEPMIHAIBHOI CTajil, SKUM MPOBOIATH FeMOJiaNi3, HEe BIAPI3HAETHCS 3HAYHUM YWHOM BiJ
(hapMaKkOKIHETHKH Y 3A0pOBUX 100poBoIbIiB. [Ipu remoianizi eTopuKOKCHO Maiike He BUBOIUTHCS
(xnipeHc mianizy — npubauzno 50 Mi/xB).

Jimu. ®apmakokiHETHKA €TOPUKOKCUOY B JiTell (BikoM 10 12 pokiB) HE BUBYANACh.

VY xoxi gociimkeHHs hapMakoKiHETHKH (n = 16), 110 TPOBOAMIOCH 32 YUACTIO MIUTITKIB (BIKOM Bif
12 no 17 pokiB), (hapmakokiHETHKa y Maii€eHTiB 3 Macow Tina 40—-60 Kkr, SKUM NpU3HaAYaId
eTopukokcuO y 1031 60 mr 1 pa3 Ha 100y, 1 y MawieHTiB 3 Macoo Tija 6inbIe 60 Kr, SKUM pU3HAYATIN
nikapchbkuit 3aci0 y 1031 90 mr 1 pa3 Ha 100y, OyJa mo1i0HOI0 10 (hapMaKOKIHETHKH Y TOPOCTUX, K1
3aCTOCOBYBAJIM €TOPUKOKCUO Yy 11031 90 Mr 1 pa3 Ha 100y. be3neka Ta eeKTUBHICTb 3aCTOCYBaHHS
€TOPUKOKCUOY AITSIM HE BCTAHOBJICHI.




KuiniyHi xapakTepucTHKH.

Ilokazanna.

Jnisi CUMOTOMATUYHOI Teparii NpH OCTEOAPTPHTI, PEBMATOIAHOMY apTPHUTi, AHKUIO3UBHOMY
CHOHJWIIITI, @ TaKoX MpU OO0 1 O3HAKaX 3allajeHHs, MOB’S3aHUX 13 TOCTPUM MOJArPUYHUM
apTPUTOM.

Jlnsi  HETpUBAJIOTO  JIIKYBaHHS  IOMIPHOTO  MicC/sSONepamiifHoro 0oJif0, IOB’sA3aHOTO 31
CTOMATOJIOTIYHUMH OTIEPALISIMHU.

Pimenns npo npusHaueHHs ceaekTuBHOTrO iHri0iTopy 1{OI'-2 moOBHHHO rpyHTYBATHCS Ha OIIIHIII BCIX
1H/MBITyaJIbHUX PU3UKIB y MAIli€HTA.

Ilpomunoxasannus.
J [nepuyTiauBicTh A0 Ai04Y0i a60 Oy1b-SKOT TOMOMIXKHOI PEUOBHHH JTIKAPCHKOTO 3ac00y;
J AKTHBHA MENTHYHA BUpa3ka a00 aKTHBHA IITYHKOBO-KHUIIKOBA KPOBOTEUA;
J [TamienTH, y SKUX BHHHKAaB OpOHXOCHa3M, TOCTPUH PHHIT, Ha3aJbHI MOJIMH,

AQHTIOHEBPOTUYHUN HAOPSAK, KPONWB’SHKA UM 1HIII aJepriuHi peakiii micis 3acTOCYBaHHS
aneTuicammmioBoi kuciotu ado HI133, Bkimtouaroun inrioiTopu L{OI'-2 (1iukiiookcurekcanasa-
2);
) [Tepion BariTHOCTI Ta TOAYBAHHS IPYIIO;
Tsoxki nopymeHHs QyHKIIT medinku (amp0yMiH cupoBaTku KpoBi < 25 /1 abo > 10 6aiB 3a
mkanoro Yainaa-11'10);

. [TamieHTH, y SIKUX pO3paxOBaHU HUPKOBUI KiIipeHC kpeaTuHiny < 30 MII/XB;

° Jitu Bikom 10 16 pokiB;

. 3anaibHi 3aXBOPIOBAHHSI KHIIICUHUKY

° 3acriiiHa cepiieBa HefocTaTHICTh (dyHKioHansHul kinac [[-1V 3a knacudikamiero NYHA
[Horo-Mopkcebka kapionoriuna acomiauis]);

. [TamienTH 3 apTepiaabHOIO TIMEPTEH3IEO, Y SKUX MOKA3HUKH apTepiaibHOTO TUCKY MOCTIHHO
Buii 3a 140/90 MM pT. CT. Ta HEJOCTATHHO KOHTPOIIOIOTHCS;

. JliarHOCTOBaHa imeMiYHa XBOpoOa cepils, 3aXBOPIOBaHHS nepudepuaHux aprepiii Ta/adbo

1epeOpOBACKYIISIPHI 3aXBOPIOBAHHSI.

B3aemo0ia 3 inmumu nikapcokumu 3acodoamu ma iHuwii 6UOU 63aEMOOIl.

DapmaroOunamiuti 83aEmMO0ii.

Ilepopanvni anmuxoazynanmu. Y Talli€HTIB, CTaH SKUX CTA011130BaHUN MOCTIHHUM 3aCTOCYBaHHSIM
Bap(hapuHy, npuiiom eropukokcuOy B g031 120 mr Ha 00y CYHMpOBOIKYETHCS 301TBIICHHSIM
npubin3Ho Ha 13 % npoTpoMOiHOBOT0 Yacy Mi>KHapOIHOTO HopMallizoBaHoro BigHomeHHs (MHB).
ToMy B mMami€eHTIB, SIKI 3aCTOCOBYIOTH I€pOpajibHI AHTHUKOAryJISHTH, CIiJI 4YacTO IEpeBIPSATH
MOKa3HUKH NpoTpoMbOiHOBoro yacy MHB, oco6inBo B nepii 1Hi npuiioMy €TOpUKOKCHOy abo mpu
3MiH1 HOTO 103yBaHHS.

Hiypemuxu, incibimopu anciomenzunnepemsoprosaivhozo ¢epmenmy (AIID) i ammazonicmu
peyenmopise anciomensuny II. HectepoigHi npoTu3amnaibHi 3aC00M MOXYTh MOCTA0IIOBaTH €PEKT
JlypeTUKiB Ta IHIIMX aHTUTINEPTEeH3MBHUX 3ac00iB. Y NEAKUX Mali€HTIB 3 MOPYMEHHIM (QyHKIT
HUPOK (HampuKJIaJ y Mali€HTIB 3 JeriapaTalieo ado y JITHIX NAIIEHTIB 3 OCIa0IEHOI0 (YHKIIEIO
HUPOK) OJTHOYAacHE 3acTocyBaHHs 1HTi0iTOpy AIID abo aHTaroHicTiB peuentopis aHriorenzuny Il i
JIKapChbKUX 3aco0iB, MO 1HTIOYIOTH ITMKJIOOKCHUTEHA3y, MOXE TMPU3BOJUTH JO TOJAJIBIIOTO
noripimeHHs (QYHKLIi HUPOK, BKJIIOYAIOYM TOCTPY HUPKOBY HEAOCTATHICTH, IO 3a3BUYail Mae
obopoTHmii xapaktep. Cmig mam’sTaTd MPO MOXKIWBICTH TaKMX B3a€EMOJIN y TAIll€HTIB, SKi
3aCTOCOBYIOTh €TOPUKOKCUO OAHOYacHO 3 iHribitopamu AIID abo 3 aHTaroHicramMu perenTtopiB
anrioten3uny II. Tomy Taki koMOiHAIil cif] MpU3HAYATH 3 OOEPEKHICTIO, OCOOIMBO Malll€EHTaAM
JTiTHROTrO BiKy. CIiJ MpPOBECTH HANEXKHY TipaTallilo Ta PO3IJSHYTH MUTAHHS PO IMPOBEICHHS
MOHITOPUHTY (YHKIIT HUPOK Ha I[OYaTKy KOMOIHOBAHOIO JIKYyBaHHS, a TaKOX 3 IIE€BHOIO
MePIOIUYHICTIO 1 HaJAI.

Ayemuncaniyunoea xucroma. Y X011 AOCTKEHHS 3a y4acTiO 3J0POBHUX JOOPOBOJIBIIIB B YMOBax
PIBHOB2XHOTO CTaHy 3aCTOCYBaHHsS eTOpUKOKCHOy B 11031 120 mr 1 pa3 Ha 100y He BIUTUBAJIO HA



AQHTUArPETAaHTHY aKTHUBHICTH aleTUICATNIIOBOi KucIoTH (81 Mmr 1 pa3 Ha moOy). ETopukokcud
MO>KHA MPU3HAYATH OJHOYACHO 3 AlleTUIICATIIMIOBOIO KUCIOTOIO B JI03aX, IO 3aCTOCOBYIOTHCS s
npodiTaKTUKH CEPIIEBO-CYIMHHUX 3aXBOPIOBaHb (3aCTOCYBaHHS AalleTHIICATIIIUIOBOT KHCIIOTH B
HU3BKUX 703aX). OHAaK OJHOYACHE 3aCTOCYBAaHHS HHU3BKUX /103 alETHJICATIIMIOBOI KHCIOTH U
€TOPUKOKCUOY MoOxe 301ablryBaTd yacToTy BUHUKHEHHS Bupasku IIIKT Tta iHmUMX yckiaaHeHb
MOPIBHSHO 3 MOHOTEpAI€I0 ETOPUKOKCHOOM. He pekoMeHI0oBaHO OJHOYACHE 3aCTOCYBAaHHS
€TOPUKOKCHOY 3 aIleTUJICATIIMIOBOIO KUCIIOTORO, SKIIIO 11 JI03M BHIII 3a TPO(UIaKTHYHI, a TAKOXK 3
IHIIMMU HECTEPOINHUMH MTPOTU3ANATBHIMH 3aCO0aMH.

Luxnocnopun ma maxponimyc. Xoda B3a€EMOJisl €TOPUKOKCHOY 3 LIMMU JIIKAPCHKUMHU 3ac00aMu He
BHBYAJIaCh, OJHOYACHE 3aCTOCYBaHHS OyJb-SKOTO HECTEPOIJHOrO IMPOTU3ANAIBHOTO 3aco0y i3
LUKIJIOCTIOPUHOM a00 TaKpoOJIIMyCOM MOKE MOCHUIIIOBATH HEPPOTOKCHYHUI BILTUB ocTaHHIX. Cinix
KOHTPOJIIOBATH (DYHKIIIFO HUPOK NP OJHOYACHOMY 3aCTOCYBaHHI €TOPUKOKCHOY 3 OyIb-SKUM 13 LIUX
JIIKapChKUX 3aC00iB.

DapmakoKinemuyHi 83aEMO0Ii.

Bnaue emopuxoxcuby na ¢hapmaxoxinemuxy iHuux 1ikapcokKux 3acoois.

Jlimiii. HectepoigHi mpoTu3amnainbHi 3aCO0M MOCIA0IIOI0Th BUBEICHHS JIITIF0O HUPKAMH, THM CaMUM
IT1JIBUIIYIOYH PIBEHB JIITIIO B IJIa3Mi KpOBi. SIKIII0 HEOOX1THO, TPOBOJIATH PETEILHUM KOHTPOJIb PiBHS
JITIIO Y KPOBiI Ta KOPUTYIOTH JIO3Y JITIIO MPOTSITOM OJIHOYACHOTO 3aCTOCYBAHHS ITUX JIIKAPCHKUX
3ac00iB, a TAKOX MPHU MPUMTUHEHH] 3aCTOCYBaHHS HECTEPOiHUX MMPOTU3ANAIbLHUX 3aCO01B.
Memompexcam. Y X0i ABOX NOCTIKEHb BUBYAINCS €(PEKTH €TOPHUKOKCHOY MpPH 3aCTOCYBaHHI y
no3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha 700y npoTsrom 7 IHIB Malli€eHTaMH, sKi oaepKyBaiu 1 pa3
Ha TIKJEHb METOTPEKcaT y 1031 Bijx 7,5 1o 20 Mr npu peBMaToinHomy aptpuTi. ETopukokcn6 y 1031
60 1 90 Mr He BIUIMBAB Ha KOHIICHTPAIIIO B IJ1a3Mi KpoBi a00 HUPKOBUI KIIipeHC MeToTpekcaty. B
OJTHOMY JOCITI/DKEHHI IPU 3aCTOCYBaHHI €TOPUKOKCHOY B 1031 120 Mr HE criocTepirajioch BILTUBY Ha
KOHIIEHTPAILIi0 B IJ1a3Mi KPOBi Ta HUPKOBUH KIIIPEHC METOTPEKCATy, TOAL SIK B 1IHIIOMY JOCIIKEHHI
IpHU 3aCTOCYBaHHI €TOPUKOKCHMOY B 1031 120 Mr KOHIEHTpamis METOTpeKcaTy B IUIa3Mi KpOBi
migBuiryBanacs Ha 28 %, a HHUPKOBMM KIIPEHC MeTOoTpekcary 3HMKyBaBca Ha 13 %. Ilpu
OJHOYACHOMY TMPH3HAUEHHI ETOPUKOKCHOY 1 METOTpEeKcaTy CiiJi TPOBOIAWTH BIAMOBIIHUN
MOHITOPHHT CTOCOBHO IMOSIBU TOKCHYHOTO BIUIMBY METOTpPEKCATy.

Ilepopanvui xonmpayenmusu. ETopukokcu® y m03i 60 Mr mpu OZHOYACHOMY 3acCTOCYyBaHHI 3
MepopaibHUMU  KOHTpaleNTHUBaMHU, IO MICTATh 35 MKr ertuHinectpagiony Tta 0,5-1 wmr
HOPETUHAPOHY, NpoTiaroM 21 nHg cnpuunHsaB niaBuieHHs nokasHuka AUCo 24hr y pIBHOBRXKHOMY
cTaHi ans eruHinectpaaiony Ha 37 %. Eropukokcu® y no3i 120 Mr mpu 3acTocyBaHHI 3
BUIIEBKA3aHUMH NIEPOPATTLHUMHU KOHTpPALIEITUBaMU OJHOYAcCHO abo uepe3 12 roJuH MiJBUIILYBaB y
piBHOBaskHOMY cTaHi 3HaueHHs AUCo 24nr eTuHiNnECTpagiony Ha 50-60 %. IIpo Take miaBHIIEHHS
KOHIICHTpAIllli €TUHIJIECTPAIIoNy CIIiJl Mam’siTaTh TpH BUOOPI NMEPOPATHHOTO KOHTPAIENTHUBY 3
PI3HUM BMICTOM €THHUIECTPAAioNy, SIKHH 3aCTOCOBYBAaTHMETHCS OJAHOYACHO 3 E€TOPUKOKCHOOM.
[TigBuUIEHHST €KCIO3UILlli €TUHIIECTPAIoNy MOKE 30UIbIIYBaTH YacTOTY BUHMKHEHHS MOOIYHUX
peaxIliif, MoB’A3aHUX 13 3aCTOCYBAHHSAM MEPOPATBbHUX KOHTPALENTHBIB (HAaIIpUKIIag TpoMOoeMOomii
BEH Yy KIHOK TPYNH PU3HUKY).

TI'opmonosamicna mepanis (I'3T). Ilpuitom 120 Mr eTOpUKOKCHOY 3 TOPMOHO3aMICHUMHU JTIKAPCHKUMHU
3acobaMu, 10 BKJIIOYaIOTh KOH toroBaHi ecrporenu (0,625 mr «IIpemapuny™y), npotsirom 28 nHiB
36ubmIye cepenHiil mokasHUK AUCo 24hr y PIBHOBAXXHOMY CTaHI HEKOH IOIOBAHOIO €CTPOHY (Ha
41 %), exBuminy (HAa 76 %) 1 17-B-ectpamiony (Ha 22 %). BmumB 103 eTopukokcuoy,
PEKOMEHI0OBaHUX /sl TpuBasioro 3acrocyBanHs (30 mr, 60 mr i 90 mr), He BuB4aBcs. [lopiBHAHO 31
30uTbmIeHHssM jgo3yBaHHsS 3 0,625 mr mo 1,25 mMr mpu MoHOTepamii JIIKapchKUM 3ac000M
«IIpemapun™, BruB eTopukokcuOy B no3ax 120 mr Ha excno3uiito (AUCo 24hr) €CTPOT€HHUX
KoMroHeHTiB «lIpemapua™)y» OyB MEHIIMM, HIXK Ha MOJOBUHY. KIiliHIYHE 3HA4YEHHS TaKOro
MiABUILEHHS HEBIJIOME, a MPUHOM BHUCOKHX J03 JiKapchbKoro 3acodby «IIpemapun™ onHOUYacHO 3
€TOPUKOKCMOOM He BuBYaBcs. Cii Opatu 0 yBaru Take 301IbIIEHHS KOHIIEHTpAIlll €eCTPOreHy npu
BUOOPI TOPMOHAIBHOTO JIKAapChKOrO 3aco0y AJis 3aCTOCYBaHHS y IepioJl MOCTMEHONay3u Mpu
OTHOYACHOMY 3aCTOCYBaHHI 3 €TOPUKOKCHOOM, OCKUTBKM 3POCTaHHS EKCIIO3MIli eCTpOreHy
MiBHILY€ PU3UK BUHUKHEHHs MOOIYHMX peakiiil Mpu 3aMiCHiil ropMOHOTEpaii.



IIpeonizon/npednizonon. Y NOCIIKEHHAX B3a€MO/I11 €TOPUKOKCHO HE BUSBIISAB KIIHIYHO 3HAYYIIIOTO
BIUIMBY Ha (DapMaKOKIHETHKY MPEIHI30HY/TPEIHI30I0HY.

Jlueoxcun. Tlpn 3acTocyBaHHI eTOopuKOKcHOy B 1031 120 mr 1 pa3 Ha moOy mpotsirom 10 mHiB
3I0pPOBHUM J1I0OPOBOJIBISM HE criocTepirascs BIUIMB Ha MOKa3HUK AUCo 24hr y pIBHOBRXKHOMY CTaHi Ta
Ha BUBEJEHHS AMTrOKCMHY HHUpKaMu. Croctepiranocst 30UIblIeHHS MOKa3HUKA Cmax JUTOKCUHY
(mpubnu3HO Ha 33 %). Take miABUIICHHS, SK IPABUIIO, HE € CYTTEBUM Y OibIIoCTi namienTi. OHak
CIJl CIIOCTEepiraTH 3a CTAaHOM IMAlli€HTIB 3 BUCOKMM PHU3UKOM TOKCHUYHOI [1i JUTOKCHHY IpHU
OJTHOYACHOMY NMPU3HAYEHHI €TOPUKOKCHOY 1 JUTOKCHUHY.

Bnause emopuxoxcuby wna nikapcvbki 3acodu, wo memabdonizyromecs cyivbghompaucghepazamu.
ETopukokcu® € iHTiIOITOpOM aKTUBHOCTI TOACHKOI cynbdorpancdepasu, 3okpema SULTIEIL, a
TaKOXX MOXKE ITIBUIYBATH KOHIICHTPAIII0 €THUHIJIECTPaIiony B CHpoBaTIll KpoBi. OCKUIBKH Ha
ChOTOIHI JAaHUX TPO BIUIMB YHCIEHHUX cyibdoTpaHcdepaz HEAOCTaTHHO, a KIHIYHI e(peKTH
0aratbox JiKapChKUX 3ac001B 10C1 BUBYAIOTHCS, JOIIBHO 3 00EPEKHICTIO TPU3HAYATH ETOPUKOKCHO
OJTHOYACHO 3 1HIIMMHU JIIKAPCHKUMH 3aC00aMu, 1110 METab0II13yIOTHCS TOJIOBHUM YHHOM JIIOJICBKUMHU
cynbdorpanchepazamu (HampUKIaI IEPOpaIbHUN CaTbOyTaMOI Ta MIHOKCHIHI).

Bnnue emopuxoxkcuby ma nikapcoki 3acobu, wo memabonizyiomsca izogpepmenmamu  CYP.
3a maHMMHM JOCIIIKEHB IN VItro, He odikyeThes mpurHideHHs nuroxpomis P450 (CYP) 1A2, 2C9,
2C19, 2D6, 2E1 a6o 3A4. YV xoxi JOCHIKEHb 32 Y4YacTIO 3JI0POBUX JOOPOBOJIBIIB MIOJACHHE
3aCTOCYBaHHS €TOPUKOKCHOY B 1031 120 Mr He BIIMBaiIoO Ha akTUBHICTH neyiHkoBoro CYP3A4, mo
BCTaHOBJICHO 32 CPUTPOMIIIUHOBUM TUXATEHUM TECTOM.

Bnnue inwux nikapcokux 3aco6ié na gapmaxoxinemuxy emopuxoxkcudy. OCHOBHUN HUISIX OOMiHY
eropukokcu0y 3anexuts Big pepmentiB CYP. CYP3A4 cnipusie Mmetaboi1izMy eTopruKoKcuOy in Vivo.
Jocmipkenns in Vitro Bkasytoth Ha Te, mo CYP2D6, CYP2C9, CYPIA2 ta CYP2C19 Takox
MOXYTb KaTalli3yBaTH OCHOBHHUH IUIIX OOMiHY €TOPUKOKCHOY, aje iX KUTbKICHI XapaKTepPUCTHKH HE
BHUBYAIIKCH IN ViVO.

Kemoxkonazon. Keroxonazon € noryxuum inriditopom CYP3A4. Ilpu 3actocyBaHHI 310pOBUMH
no6posounbisive y fo3ax 400 mr 1 pa3 Ha 100y npoTsrom 11 qHIB KETOKOHA30JI HE YUHUB KIIIHIYHO
3HAYYIIOTO BIUTMBY Ha ()apMaKOKIHETHKY €TOPUKOKCHOY B pa3oBiit 1031 60 mr (36inpmenns AUC Ha
43 %).

Bopuxonaszon i mixonazon. OnHouacHe 3aCTOCYBAaHHS IEPOPATTLHOTO BOPUKOHA30TY 200 MiKOHA30ITy
y BUIISII OpalbHOTO TEN0 JUIsl MiCIeBOro 3actocyBaHHs (moTyxHi iHribitopu CYP3A4) 3
€TOPUKOKCHOOM BUKJIMKAIO HEBEIMKE MIABUIIECHHS EKCIIO3UIlli €TOPUKOKCHOY, 1110, OJHAK, HE
BBKAJIOCS KIHIYHO 3HAYYIIUM 3T1/IHO 3 OMyOJIiKOBAaHUMU JTaHUMHU.

Pugpamniyun. OnHouacHe NpU3HAYEHHS ETOPUKOKCHOY 1 pudamminuHy (IIOTYXHOTO 1HIyKTOpa
¢depmenTtiB CYP) npu3Boanso 10 3HIKEHHsS! KOHLIEHTpALlil eTOPUKOKCUOY B mia3mi Kposi Ha 65 %.
Ile MoXe CyIpOBOKYBATUCh TTIOBTOPHHUM IPOSIBOM CUMIITOMIB ITPU OJJHOYACHOMY 3aCTOCYBaHHI 3
eTopukokcnOoM. Toxai K Taki JaHi MOXYTh BKa3yBaTH Ha HEOOXIAHICTh 301IbIIEHHS 103U, HE
PEKOMEHJIOBAHO 3aCTOCOBYBATH ETOPUKOKCHUO Y J03aX, IO MEPEBUINYIOTh BKa3aHi I KOXHOTO
MOKa3aHHA, OCKUIBKH HE BUBUAIOCh KOMOIHOBAaHE 3aCTOCYBaHHS pUpaMMIIUHY # €TOPHUKOKCUOY B
TaKHX J03aX.

Aumayuou. AHTaMAHI JIKapchKi 3acoO0M HE YHWHATH KIIHIYHO 3HAUYIIOTO BIUIUBY Ha
(apMaKOKIHETHKY €TOPUKOKCUOY.

Ocobnueocmi 3acmocyeanns.

Bnaueé na winynkogo-kuwkosuii mpaxm.

[ToBigomMisiocss mpo yCKIaJHEHHS 3 OOKy BEpXHIX BUIIUIIB HUTYHKOBO-KHIIKOBOTO TPAKTY
(nepcdopariii, Bupa3ku abo KpoBOTeU1), IHOI 3 JIETATHLHIM HACTIIKOM, y MAaIli€HTIB, IO OTPUMYBAIU
€TOPUKOKCHO.

3 00epeXHICTIO CIiJ MPU3HAYaTH HECTEPOIAHI MPOTU3aNaabHi 3aCO0M MallieHTaM 3 TiABHIIEHUM
PHU3UKOM YCKIIQTHEHB 3 OOKY IUTYHKOBO-KHIIIKOBOTO TPAKTY; MAaIlIEHTaM JITHHOTO BIKY, MAIll€HTaM,
1110 3aCTOCOBYIOTH OyJIb-SIKUH IHIIMKA HECTEPOiTHUM MpoTHU3ananbHUM 3aci0 ab0 areTUIICATIIIOBY
KHCIIOTY OJHOYACHO, 200 Malli€eHTaM 31 HUTYHKOBO-KHIIIKOBUMH 3aXBOPIOBAHHSAMHU B aHaMHE31, a came
BHpa3KaMH Ta IIUTYHKOBO-KUIIIKOBUMHU KPOBOTE€YAMHU B aHAMHE3I.



IcHye MOMaTKOBHMIA PHU3UK PO3BHUTKY MOOIYHHX €(eKTiB 3 00Ky NIIITYHKOBO-KHUIIKOBOTO TPAKTy
(IUTYHKOBO-KHUIIIKOBA BUpa3ka a0o iHII YCKJIaJHEHHs 3 OOKY IITYHKOBO-KHMIIKOBOTO TPAKTy) MpU
OJIHOYaCHOMY 3aCTOCYBaHHI €TOPHUKOKCHOY # alleTHJICATIIMIOBOT KUCJIOTH (HaBITh Y HH3BKHX
703ax). Y XOoAl TpUBAIUX KIIHIYHUX JOCHIHKEHb HE CIOCTEpIrajocs BUPa)KEHOI BIAMIHHOCTI Y
Oesrieri Mo/10 IMTYHKOBO-KHIITKOBOT'O TPAKTY MPH 3aCTOCYBaHHI CeleKTUBHOTO iHTi0iTOpY [1OI-2 3
AICTHJICATIIIIIOBOIO KUCJIOTOK Ta HECTEPOiTHUX MPOTU3AMATBLHUX 3aC00IB 3 alleTUIICATIITUIOBOIO
KHCJIOTOIO.

Bnnue na cepyeso-cyounmny cucmemy.

Kumiaivai gocnipkeHHsT BKa3yIOTh Ha T€, 10 3aCTOCYBaHHS JIIKAPCHKHUX 3aC00IB KJIACy CEIEKTUBHUX
iari6iTopiB I{OI'-2 Moke OyTH MOB’A3aHO 3 BUHUKHEHHSM TPOMOOTHYHHUX YCKIATHEHb (OCOOIMBO
iHpapkTy MioKapja Ta I1HCYJBTY) TIOPIBHSHO 3 IUIanedo Ta JESAKUMH HECTEPOiTHUMH
npoTH3anaJbHUMU 3aco0aMu. OCKUIBKM PH3UK CEPIEBO-CYAMHHUX YCKIAJHEHb 3pOCTa€E MpU
30UIBIICHH] JTO3W Ta TPUBAJIOCTI 3aCTOCYBaHHS €TOPHKOKCUOY, JIIKAPChKUHN 3aci® ¢yl mpu3HAYaTH
Ha KOMOTa KOPOTILHUH Mepiosl 4acy Ta B HAWHIKYNX e(peKTUBHUX H000BUX A03ax. Ciil nepioguuHo
MepersaIaTi noTpedy MaieHTiB Y CAMITOMATHYHOMY TOJIETIIICHH] O0JIIO Ta PEakiliro Ha JTiKyBaHHS,
0COOJIMBO y MAIlIEHTIB 3 OCTEOAPTPUTOM.

[Tamientam 3 BHpaXeHUMH (AKTOpaMM PU3HUKY PO3BUTKY CEpLEBO-CYJAMHHHUX YCKJIaJHEHb
(HampuKIIag aprepiajbHa TIMEepPTEH3is, TimepuiniaeMis, IyKpOoBHU aialer, MajiHHsS) NpU3HAYATH
€TOPUKOKCUO  CIIiJl JIMIIe MicAs peTeabHOI OILIHKM PHU3UKY PO3BUTKY  YCKJIQJHEHHS.
CenexrusHi inriditopu [[OI'-2 HEe 3aMiHIOIOTH 3aCTOCYBaHHS AlETHIICATIIMIOBOI KHCIOTH JIJIs
npodiTakTUK TPOMOOEMOOIYHUX CEpPLEeBO-CYIUHHUX 3aXBOPIOBaHb, OCKUIBKM HE YHHSTH
aHTHarperanTHoi Aii. ToMy He ciix BiAMIHATH aHTHArPETaHTHI JiKapChKi 3aco0u.

Bnaue na nupxu.

HupkoBi npocTariaHinHu MOKYTh BiJlirpaBaTH KOMIIEHCATOPHY POJIb B MATPUMII 1epdy3ii HUPOK.
Tomy npu craHax, L0 CyHpOBOJUKYIOTHCS MOTIPLIIEHHAM HHUPKOBOI mepdy3ii, 3aCTOCYBaHHS
€TOPUKOKCHOY MOKE MPU3BOAMTH JI0 MOCIAOICHHS YTBOPEHHS MPOCTArjaHAWHIB 1, K HACII/IOK,
HUPKOBOTO KPOBOTOKY, TUM CaMMM IOTIpIIyIOUn (DYHKI[IF0 HUPOK. BUCOKMI pU3UK PO3BUTKY TaKoi
peakiii iCHye y TAI[i€eHTIB 3 YXe HasBHAM BHUPAXKCHUM TMOPYIIEHHSIM (QYHKIIi HHPOK,
HEKOMIIEHCOBAHOIO CEPLIEBOIO0 HEJOCTATHICTIO a00 IIMPO30M. Y TAKMX MAIL[IEHTIB CII11 KOHTPOIIOBATU
(YHKIIO HUPOK.

3ampumra piounu, Habpsaku ma apmepianroHa 2inepmensis.

Sk 1 mpu 3acToCyBaHHI IHIIMX JIIKAPCBKUX 3ac00iB, IO 1HTIOYIOTh CHHTE3 MpOCTarylaHUHIB,
3aTpUMKa pIAMHU, HAOpsKM Ta apTepialbHa TiMEepTEeH3is CIOoCTepiraiMcs y NAalli€HTiB, SKUM
3aCTOCOBYBaJIM €TOPUKOKCHO. Bei HecTepoinHl MpoTu3analibHi 3ac00M, BKIIOYAIOUH €TOPUKOKCHO,
MOXYTb CIPUUYUHITH PO3BUTOK a0 pelMIuB 3acTiiiHOI cepueBoi HemoctaTHocTi. Ilpo peakiiro
3aleXHO BiA A03M AuMB. 'y posautni «®apmakosoriuyHi BiactuBocTi. ®dapmakoauHamikay. 3
O0OEpEeXHICTIO JIIKapCchKUM 3aci0 NpU3HAYalOTh TNalll€eHTaM 13 CEpLEBOK HEJOCTaTHICTIO,
MOpYyIIEHHAM (yHKIIT JIBOrO HUTyHOYKa ab0 apTepialibHOIO TINEPTEH31€I0 B aHAMHE31, a TaKOX
narieHTamM 3 HaOpsKamy, IO BHUHHUKIM 3 OyAb-KMX IHIIMX OpuyuH. Ilpy KIiHIYHUX O3HaKax
MOTIPIIEHHS CTaHy TaKWUX TMAIll€EHTIB CIIJ BXXUTU BIJIMOBIIHUX 3aXO0JiB, BKJIOUYAIOYU BIAMIHY
€TOPUKOKCHUOY.

3acTOCyBaHHS €TOPUKOKCHOY, OCOOIMBO Y BUCOKHMX J103aX, MOKE MPU3BOJUTHU JI0 YACTIIIOT 1 TSHKUOT
apTepianbHOl TiNepTeH3ii MOPIBHAHO 3 JACIKMMH I1HIIMMH HECTEPOiTHUMM NpOTHU3anaIbHUMHU
3acobamu Ta cenekTuBHUMHU 1HTiIOITopamu [lOI'-2. Tomy apTepianpHy TilepTEH31I0 CIij
KOHTPOJIIOBATH JO IOYaTKy JIKyBaHHS ETOPUKOKCHOOM, 1 OCOOJIMBY YyBary ciil NPUALTUTH
KOHTPOJIIO 32 apTepialbHUM THUCKOM IIiJ Yac JIIKYBaHHS €TOPUKOKCUOOM. ApTepiaabHUN TUCK CIIiJT

KOHTPOJIIOBATH MHPOTSATrOM 2 THIKHIB MICIS MOYATKy JIIKYBaHHs, a MOTIM — TMepiogudHo. SIKIo
apTepiaJIbHUA THCK CYTTE€BO MIABHUILYETHCSA, CIIJ PO3IJISHYTH MOKJIMBICTh allbTEPHATHBHOIO
JKyBaHHS.

Bnaue na neuinky.

[TigBuieHHs piBHA anaHiHamiHoTpaHcgepasu (AJIT) Ta/abo acnaprataminoTpancdepasu (ACT) (B
3 abo Ounble pa3u MOPIBHAHO 3 BEPXHBOIO MEXE HOPMH) crocrepiranocsi npudiauzno B 1 %
MAII€HTIB, SKI OpaiM y4acTh y KIIHIYHUX JOCIIPKEHHIX 1 3aCTOCOBYBAJIM €TOPUKOKCHO y 1o3ax 30
Mmr, 60 mr ta 90 mr Ha 100y mpoTsrom mepiony no 1 poky. Crnij cmocrepiraTd 3a CTaHOM BCiX



MAIi€HTIB 13 CUMOTOMAaMH TMOPYIICHHS (DYHKIII MEYiHKH, a TAaKOX MAIlEHTIB 3 MaTOJOTIYHUMH
nokazHuKamMu QyHKUii newinku. Ilpum o3Hakax mopymeHHS (YHKLII NMEYiHKH Ta TPU CTIHKUX
MaTOJIOTIYHUX 3MiHaX TOKa3HHKIB (DYHKII MedyiHku (B 3 pa3u BWINE 32 BEPXHIO MEXKY HOPMH)
€TOPUKOKCHUO CITij] BIIMIHHUTH.

3azanvHi 6xaziexu.

SIKII0 IPOTSATOM JIiKyBaHHS y MAIi€HTa CIOCTEPIraeThCsl MOTipHIeHHs (QYHKIII Oyb-AKOi 13 CHCTEM
OprasiB, 3a3HaYCHUX BHIIE, CJIiJ] BXKUTH BIATIOBIIHUX 3aXO0/IIB Ta PO3TJSHYTH MMUTAHHS MPO BiAMIHY
eropukokcuOy. IloTpiOHO 3a0e3meuynTH BiAMOBIJHE MEIUYHE CIOCTEPEKEHHS MpPU 3aCTOCYBaHHI
€TOPUKOKCHOY MaIlieHTaM JIITHBOT'O BiKY Ta MalliEHTaM 3 TIOPYIICHHAM (DYHKIIiT HUPOK, IEYiHKU 200
cepis.

3 0OepekHICTIO CIiJl TOYMHATH JIKYBaHHA €TOPUKOKCHMOOM TIAIlIEHTIB 3 JeTiApaTali€ero.
PexomMeH10BaHO MPOBECTH PEripaTaliito 10 MoYaTKy 3aCTOCYBaHHS eTOpUKOKCcHOy. IIpo po3BuTOK
CepHO3HUX IIKIPHUX pEaKIliii, y NOeSKUX BUIAAKaX 3 JETaJbHUM HACIIJKOM, y TOMY YHCII
excomaTuBHOrO AepMaTuTy, cuHapomy CriBeHca-/[)KOHCOHa W TOKCHUYHOTO E€MiJepMaTIbHOTO
HEKPOJIi3y, AyXKe PiIKO MOBIIOMIISIIOCS MTPH 3aCTOCYBaHHI HECTEPOITHUX MPOTHU3ANATBHUX 3aC00IB 1
JesKUX ceneKTUBHUX 1HTi0iTopiB [[OI-2 mij yac moCTMapKETUHTOBOTO CITOCTEPEKEHHS (JIUB. PO3ILT
«ITo06iuni peakii»). HaiiBumuii pu3uk po3BUTKY TaKMX PEaKIliid y MAIiEHTIB — Ha MOYaTKy Tepariii,
a MOYaTOK X MPOSIBIB y OUIBIIOCTI BUMAJAKIB — IMPOTATOM IEPIIOTo Micsls JikyBaHHs. Cepito3Hi
peakuii rinepuyTMBOCTI (Taki SK aHadilakcis 1 aHTIOHEBPOTUYHHM HAOPSK) crocTepiranucs y
MAIli€HTIB, SKi 3aCTOCOBYIOTH eTOpuKOokcuO. Jleski cenmextuBHi iHriOitopu L[OI'-2 migBHIIyrOTH
PU3MK BHUHUKHEHHS IIKIPHUX pEaKIiii y TNalli€HTiB 3 alepriyHol0 peakiielo 10 Oyab-sSKoro
JiKapchKoro 3aco0y B aHamHe3i. ETOpHKOKCHO Cilifi BIAMIHUTH MPH MEPIIUX MPOSBaX BUCHUIIIB Ha
HIKIpi, YIIKOJKEHb CITU30BOI 00OJOHKH a00 1HIIUX 03HAKAX TiMepPUyTIUBOCTI.

[Tpu 3acTocyBaHHI €TOPUKOKCUOY MOXYTh MaCKYBATHCS ITPOSIBH TAPSTYKH Ta 1HIIN O3HAKH 3aM1aTbHOTO
MpoLeCy.

3 00epekHICTIO MPHU3HAYAIOTh OJHOYACHO ETOPHKOKCHO 1 BapdapuH abo iHIII mHepopaibHi
AHTHKOATYJISHTH.

3acTocyBaHHS €TOPHUKOKCHOY, SIK 1 IHIIMX JIIKAPCHKUX 3ac00iB, MO 1HTIOYIOTh MUKIOOKCUTCHA3Y /
CUHTE3 MPOCTarjaH/InHIB, HE PEKOMEHI0BAaHO JKiHKaM, fIKi MJIaHYIOTh BariTHICTb.

Baoicnusa ingpopmayis npo donomisichi peuosunu.

Jlikapcbkuii 3aci0 MiICTUTh JakTo3y. IlamieHTH 3 PIAKICHOIO CHaJKOBOK HEMNEPEHOCUMICTIO
TaJIaKTO3W, HEJOCTATHICTIO JIAKTa3W a00 CHHIAPOMOM TJIFOKO30-TaJIaKTO3HOT MainbabcopOiii He
MOBMHHI 3aCTOCOBYBATH LieH JIiKapChKHid 3aci0.

Le#t nikapchkuii 3acid6 MICTUTH MeHIIe 1 MMoib (23 Mr) / 103y HaTpit0, TOOTO MPAKTUYHO BUIBHUN
BiJl HATPIIO.

3acmocysanns y nepioo eazimnocmi abo 200y8anus 2pyooio.

BariTHiCTb.

Hemae kIiHIUHUX JaHUX MPO 3aCTOCYBaHHS €TOPUKOKCHOY B Mepioj BariTHOCTI. JlochmikeHHs Ha
TBapHHAX TPOJEMOHCTPYBAIU PENPOIYKTUBHY TOKCHYHICTh. [IOTEHIIMHMN PH3UK IS BariTHUX
HeBiAOMUI. 3acTOCYBaHHs €TOPUKOKCHOY MPOTATOM OCTAHHBOTO TPUMECTPY BariTHOCTI, SIK 1 IHIIMX
JKAapChKUX 3ac001B, 110 1HTIOYIOTh CHHTE3 MPOCTarjaHAMHIB, MOKE MPU3BOJIUTH 10 BIJICYTHOCTI
CKOPOYEHb MATKM Ta MEpPeI4acHOro 3aKpUTTS 00TasoBOi MpoTokH. [T0BIAOMIISIIOCH MPO BUMAIKU
MOPYIIEHHS (YHKII HUPOK IJI0/a, 10 MPU3BOJIMIO JO 3MEHIIEHHS 00’€My aMHIOTMYHOI P1IMHU
(omiroripamMHiOH) y BariTHUX JKIHOK, K1 IpuiiMalu HecTepoiaHi npotu3anansHi npenapat (HIT3IT)
Ha JBQAISATOMY TIDKHI BariTHOCTI abo mi3Hime. B meskux BUmagkax Iie MOXe MPU3BOIAUTH 0
nopyueHHs (yHKIIi HUPOK Yy HOBOHAPOKEHHUX. 3a3HaueH1 e()eKTH MOXKYTh BUHUKATH He3abapoM
micas nodatky JikyBanHs HII3IL; omirorizpaMHioH 3a3BuYail € 0OOPOTHUM IMICHS NMPUIHUHEHHS
JiKyBaHHA. 3aCTOCYBaHHS €TOPUKOKCHOY INPOTUIIOKA3aHO B MEPiOA BariTHOCTI. SIKIIO >KiHKa
3aBariTHiJA i1 Yac JIIKyBaHHS, €TOPUKOKCHO HEOOX1THO BIAMIHUTH.

Ilepion rogyBaHHs rpyUTIO.

HeBinomo, uu mpoHHMKAE €TOPUKOKCHO B IpyJHE MOJOKO. Y HIypiB €TOPUKOKCUO BUBOAUTHCA 3
MoJiokoM. JKiHKH, SIKi 3aCTOCOBYIOTh €TOPUKOKCHO, HE TOBUHHI TO/1yBaTH IPYIIO.

DepTUIbHICTD.




3acTOoCyBaHHS E€TOPUKOKCHOY, K 1 IHIIUX JIKAapChKUX 3aco0iB, mo iHriOyiore [IOI'-2, He
PEKOMEHI0BAHO JKiHKaM, SIKi IUIaHYIOTh BariTHICTb.

30amuicmy enausamu Ha WBUOKICMb peakyii npu Kepy8aHHi ASMOMpPAHCHOPMOM ab0 HWUMU
Mexarnizmamu.

[NamienTn, y SKUX MiJ 4ac 3aCTOCYBaHHS E€TOPUKOKCHOY BHHHUKAE 3alaMOpPOUYEHHS, BEPTUrO abo
COHJIUBICTh, HE TIOBUHHI KEPYBaTH aBTOTPAHCIIOPTOM Ta MPAIIOBATH 3 IHIIMMH MEXaHI3MaMHU.

Cnocio 3acmocysanusa ma 003u.
Jlikapchkuii 3acib 3aCTOCOBYIOTH IepopaiibHO. EToprukokcnO-Bicta MOKHA MpUtMaTH HE3JICKHO BiJl
BkuBaHHA Tki. [loyatok edekTy Hacrae mBHAIIE Npu TpuiioMi mepen imoro. Lle moTpiOHO
BpPaxOBYBATH MPHU HEOOXITHOCTI MIBUAKOTO MOCIA0ICHHST cCMMITOMIB. OCKUTBKY PU3UK BUHUKHEHHS
MOpyIlIeHb 3 OOKy CepleBO-CYJMHHOI CHCTEMHU MpPH 3aCTOCYBaHHI €TOPUKOKCHUOY 3pOcCTae IMpu
MIJBUIICHH]I J03M 1 TPHUBAJIOCTI BIUIMBY, CIiJ MPOBOAUTH HAWKOPOTIII KypCH JIKyBaHHS IPHU
3aCTOCYBaHHI HaliMeHIIUX e(eKTUBHUX JOOOBUX 103. Tpeda nmepioJuuHo MepeoLiHioBaTH NoTpedy
y MOJIETIIICHHI CUMIITOMIB 1 BIAIOBi/Ib HA JIIKYBaHHS, OCOOJIMBO Y MAIIEHTIB 3 OCTEOAPTPUTOM.
Ocmeoapmpum.
PexomennoBana no3a Etopukokcu6-Bicta cranoButs 30 mr 1 pa3 Ha 100y. Y JeSKHUX MALIE€HTIB IPU
HEJ0CTaTHbOMY NOCTa0IeHHI CUMIITOMIB 30UTbIIeHHS 103U 10 60 Mr 1 pa3 Ha 100y MO>Ke M1 ABUIUTH
e(eKTHBHICTh. 3a BiJICYTHOCTI MOJIMIIEHAS e(eKTy CIiI PO3IIIIHYTH MUTAHHS PO 1HII MOXKIUBI
METO/I! JTIKyBaHHSI.
Peemamoionuii apmpum.
PexomennoBana no3a Etopukokcnu6-Bicta cranoButh 60 Mr 1 pa3 Ha 100y. Y IesKuX IMali€HTiB Mpy
HEJOCTAaTHbOMY TMOCHA0JIeHHI CUMIITOMIB 30UThIIeHHs A03u 10 90 mr 1 pa3 Ha 100y MoOxe
MOKpaIlyBaTH TeparneBTHUHUN edekT. [Ipu nocarHeHHi KIiHIYHOI cTabimizamii mamieHTa JOIIbHO
3HU3UTH 103y 110 60 Mr 1 pa3 Ha 700y. 3a BiICYTHOCTI MOJIIMIIEHHS €EKTY CIi/T pO3TISTHYTH TUTaHHS
PO 1HIIN MOYKJIMBI METO/IH JIIKYBaHHSI.
AHKINO3U6HUL CROHOUTIM.
PexomennoBana no3a Eropukokcu6-Bicta cranoButs 60 mr 1pa3 Ha 100y. Y Ieskux Hali€HTiB Npu
HEJOCTAaTHbOMY TMOCHA0JIeHHI CUMIITOMIB 30UThIIeHHs A03u 10 90 mMr 1 pa3 Ha 100y MoOxe
MOKpalyBaTu TepaneBTHYHUI edekt. [Ipu nocarHenHi KiiHiuHOI cTabimi3amii mamieHTa AOIBHO
3HM3UTH 103y 710 60 Mr 1 pa3 Ha 100y. 3a BiACYTHOCTI MOMIMIIEHHS e€()EKTY CIiA pPO3TIISIHYTH TUTaHHS
PO 1HIIT MOXJIUBI METO/IM JIIKYBaHHS.
T'ocmpuii 6ine.
V pasi nosisu roctporo 6oito ETopukokcn6-Bicta 3acTOCOBYIOTH JIUIIE Y TOCTPUN CHMOTOMATUYHUIN
Mepio/I.
T'ocmpuii nooazpuunuti apmpum.
PexomennoBana no3za Etopukokcu0y-Bictu cranoButh 120 mMr 1 pa3 Ha noOy. Ilin yac kmiHIYHMX
JOCTI/I)KEHb TOCTPOTO MOJJAaTPUYHOTO apTPUTY E€TOPUKOKCUO 3aCTOCOBYBAIIM BIIPOAOBK 8 JHIB.
llicnaonepayitinuii  6inb, nog’sa3anuti  3i  CMOMAMONOIYHUM — ONEPAMUBHUM — BMPVUAHHAM.
PexomennoBana n03a — 90 mr Ha 1 pa3 Ha 100y npoTaromM MakcuMyM 3 AHiB. JIJis IeSKUX Mallie€HTIB
MOke OyTH HEOOXITHHM JI0JAaTKOBE MicIsonepalliifine 3He0ooBaHHsA. J[03H, 10 MepeBUIYIOTh
PEKOMEHIOBaHi A7l KO)KHOTO TIOKa3aHHs, HE MaloTh JOJAaTKOBOI e(peKTUBHOCTI a00 HE BUBYAIHUCS.
Tomy:
e 1032 MIPHM OCTEOAPTPHUTI HE IOBUHHA IepeBuIyBatu 60 Mr Ha 100y;
e 1032 IMPY PEBMATOITHOMY apTPHUTI Ta AHKIJIO3MBHOMY CIIOHIMJIITI HE TOBUHHA TIEPEBUIITYBATH
90 mr Ha 100Yy;
e J03a NpU TOCTpid mojarpi He MOBMHHA mepeBuiryBatd 120 mr Ha m00y BIPOAOBXK
MaKCUMAaJILHOTO TIepioTy JTiKyBaHHS 8 JHIB,;
e 1032 MPH TOCTPOMY OOJIFO MICIsI CTOMATOJIOTIYHOTO OTIEPATUBHOTO BTPYYAaHHS HE TIOBUHHA
nepesuiyBaTy 90 Mr Ha 100y BIPOJOBK MAaKCUMATBHOTO 3-IEHHOTO MEPioy.
Tayienmu nimnvoeo 8iKy.



Hemae HeoOXiIHOCTI B KOPEKIIii I03yBaHHS JJIs MAII€HTIB JIITHHOTO BiKY. SIK 1y pa3i 3acTocyBaHHS
IHIIUX JIKapchbKUX 3aco0iB, EropukokcuO-BicTy cmig mpusHavyaTté 3 0O0EpEXHICTIO MallieHTam
JITHBOTO BIKY.

Hopywenns ¢yuxyii nevinku.

Hezanexxno Bij 1moka3aHHs NaIlieHTaM 3 MOPYIIEHHAM (YHKIIT MeYiHKH JIeTKOTro cTymeHs (5-6 O6aiiB
3a mkanorw Yainga-IT't0) He cmig mepeBumnyBatd no03y 60 mr 1 pa3 Ha moOy. [lamientam 3
MOPYIICHHAM (PYHKITIT MEUIHKH ITOMIPHOTO CTYMEHs TsHKKOCTI (7-9 GaniB 3a mkanorw Yaiinmga-I11'1o)
HE3aJIeKHO BiJI TOKa3aHHsI HEe CIIiJ mepeBuInyBaT 103y 30 mr 1 pa3 Ha 100y.

KimiaiuamMi 10CBi 3aCTOCYBaHHS OOMEXEHUH, OCOOIMBO OO IMAIIEHTIB 3 MOPYIICHHIM (QYHKITIT
MEYiHKH TIOMIPHOTO CTYIEHs, TOMY JIiKapChKHid 3aci0 ciij mpu3HavaTH 3 o0epexHicTIo. BincyTHii
KIIHIYHUN JOCBIJ] 3aCTOCYBaHHSI MAI[IEHTaM 3 TSHKKHM MOpYIMICHHIM GyHKIiT nedinku (> 10 Gaiis 3a
mikanoro Yaiinna-I1"10); Tomy JiKapchKuii 3aci0 MIpOTUITOKA3aHHIA TAKUM TMAaI[iEHTaM.

Topywenus ¢hynxyii Hupox.

KopuryBanus 1031 He noTpiOHe mamieHTaMm i3 KiipeHcoM KpeatuHiny > 30 mi/xB. 3acTocyBaHHS
€TOPUKOKCHOY MaIlieHTaM 13 KiipeHcoM KpeaTuHiHy < 30 MJI/XB IPOTHUITOKA3aHO.

Iimu.

ETopukokcn6d nmpoTumnokazaHuii TiTsM BikoM 10 16 pokiB.

Ilepeoo3ysanns.

VY Xoml KIIHIYHUX JOCIIPKeHb 3aCTOCYBaHHS pa3oBoi 103U eropukokcudy mo 500 mr abo
OararopazoBuii mpuiiom 10 150 Mr Ha 100y npoTsirom 21 1HS HE CIPUYMHSUIA ICTOTHUX TOKCHYHHUX
edexriB. [ToBimomisiiocs Mpo rocrTpe nepeao3yBaHHS €TOPUKOKCHOY, Xoua B OUIBIIOCTI BUMAJKIB
po MoOiYHi peakxilii He MOBiTOMIISIIOCH.

Cumnmomu. T1oOidHI peakiiii, IO CHOCTEpIrajluch HaW4acTime, BIAMOBITAIH NMPOQiI0 Oe3neKku
€TOPUKOKCHOY (Taki SK peakilii 3 OOKy MUTYHKOBO-KHIIIKOBOTO TPAKTY, 3 OOKYy CepIsl Ta HHUPOK).
Jlixyeanusa. Y pa3l mepeno3yBaHHS [OLUIBHO BXXUTH 3BUYAWHUX MIATPUMYBAIbHUX 3aXOJIiB,
HANPHUKIIA]] BUJAICHHS HEaOCOpOOBAaHOTO JIKAPCHKOTo 3aco0y 3i IIIYHKOBO-KHIIIKOBOTO TPAaKTY,
BEJICHHS KJIHIYHOTO CIIOCTEPEKEHHS, y pas3l HEOOXITHOCTI — MPOBEACHHS MiJTPUMYBaIbHOTO
niKyBaHHA. ETOpUKOKCHO HE BUBOIUTHCS MPH T'eMOJiaii3i; HEBIIOMO, UM BUBOJIUTHCS JIIKAPCHKHIA
3aci0 mpu MPOBeeHH] MEPUTOHEATHLHOTO Jiai3y.

Ilo6iuni peakuii.

besneka 3acTtocyBaHHSI €TOPUKOKCHUOY OIIHIOBAJIACh y XOIl KIIHIYHUX JOCTIIKEHb 3a y4acTHO
9295 narieHTiB, BKIOYaOud 6757 MaIi€eHTIB 3 OCTEOAPTPUTOM, PEBMATOIAHUM apTPUTOM,
XpOHIYHUM OOJE€M y HWXKHIA YacTHHI CIHUHU a00 aHKUIO3UBHUM CIOHAWJITOM (NMPpUOJIU3HO
600 narieHTiB 3 OCTE0APTPUTOM a00 PEBMATOIAHUM apTPUTOM OJIEPKYBaNIU JIIKYBaHHS MPOTAToM 1
pOKy abo J0BIIIE).

[lin vac KIHIYHUX AOCHIIKEeHb MNpodins HeOaxkaHUX SABHUIL OyB OJHAKOBUM Yy TAIl€HTIB 3
0CTE0apTPUTOM ab0 PEBMATOITHUM apTPUTOM, SIKI 3aCTOCOBYBAJIM €TOPUKOKCHUO MPOTAroM 1 poky
a0o goBiLe.

VY Xoal KIIHIYHOTO JOCHIJPKEHHSI 3a YYacTIO MAll€HTIB 13 TOCTPUM MOJArpUYHUM apTPUTOM
€TOpUKOKCUO mpu3Havamu B 1031 120 mr 1 pa3 Ha 700y npotsrom 8 auiB. [Ipodins HeGakaHUX SBUIL
y IIbOMY JOCII/DKEHHI OYB y IIIJIOMY TaKUM CaMHM, K Y JOCHIKEHHSAX 3a y4acTO TAIlI€HTIB 3
OCTE0apPTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIYHUM 0OJIEM y HH)KHIN YaCTHHI CIIMHH.

VY mporpami OIIHKK O€3MEKH ISl CEPIIEBO-CYUHHOI CHUCTEMH 3a JAaHUMU TPbOX KOHTPOJIHOBAHUX
JOCHIJUKEHb 3 AaKTUBHOIO PEYOBMHOKO TMOpIBHAHHA 17412 mnamieHTiB 3 OCTEOapTpUTOM abo
PEBMATOITHUM apTPUTOM OTPUMYBAIH €TOPUKOKCHO (y mo3ax 60 mMr a6o 90 mr) B cepenHbOMY
BIIPOAOBXK Mpubau3Ho 18 micsauiB. Jlani mpo Oe3meky Ta Ouibll AeTanbHa iH(pOpMAIlis MPO L0
nporpamy MpeAcTaBiIeH] B po3auni «DapMakooTiuHi BIACTUBOCTI. Y X0 KITHIYHUX JOCITIKEHb
3a y4acTIO Malli€HTIB 13 TOCTPUM MicIsonepaiiHuM 60IeM Micis CTOMATOJIOTIYHUX, a0 JOMIHAIBHO-
TIHEKOJIOTIYHUX XIPYPriuHUX BTpyYaHb, BKJIO4aroud 614  maiieHTiB, sIKI 3acCTOCOBYBAJU
eropukokcu6 (y mo3ax 90 mr a6o 120 mr), npo¢ine HeOakaHKUX SIBHUIL OYB y LIIOMY TaKUM XK€, 5K y
JOCTIPKEHHSAX 32 y4acTIO MAalll€HTIB 3 OCTE0ApTPUTOM, PEBMATOITHUM apTPUTOM Ta XPOHIYHUM



0oJieM y HIKHIN yacThHI ciHM. [Ipo Hmk4ye3a3HaveHi moOi1uHI peakIlii MoBiIOMIISUIOCH 3 O1IBIIO0
94aCTOTOIO MPH 3aCTOCYBaHHI €ETOPUKOKCUOY, HIX I1a11e00, Y X011 KINIHIYHUX JOCTIIKEHb 33 y4acTIO
TMAIIE€HTIB 3 OCTEOAPTPUTOM, PEBMATOITHUM apTPUTOM, XPOHIYHUM OO0JIEM Y HIDKHIN YaCTUHI CIIMHU
a00 aHKIJIO3MBHUM CIIOHJIMIIITOM, SIKI 3aCTOCOBYBAJIM €TOPUKOKCUO y 1031 30 mr, 60 mr abo 90 mr
npotsiroM 12 TwxkHIB (mociipkenHs 3a nmporpamoro MEDAL, KOpoTKOCTPOKOBI AOCTIHKEHHS 11010
rOCTPOro OOJI0 Ta HOCTMAPKETUHTOBHM JJOCBI).

Tabmuus 2
) o Kareropis
Cuctemu opraHis [ToGiuni peakuii P *
9aCTOTH
Indekuii Ta iHBa3il QJIbBEOJISIPHUMA OCTUT 4acTo

racTPOCHTEPHT, iH(EKLii BEpXHIX AUXAJTbHHUX HUISAXIB, | HEUACTO
1H(]eKI1ii CeYOBUBIIHOTO TPAKTY

3 GOKy KpoBi 1 aHeMis (IepeBaXHO B  pPE3ylbTaTi IIIYHKOBO- | HEUACTO

JTiM(}aTHYHOT CHCTEMH | KHIITKOBOI KPOBOTEY1), JICHKOMNEH1sI, TPOMOOITUTOTICHIS

3 60Ky iMyHHOI CHCTeMH | rinepuyTauBicTh* HEYacTo
AHT1OHEBPOTUYHUI HaOpsIK, | pIAKO
aHadimakTHuHI/aHA(1IAKTOIIH] peakIlii, y ToMy 4ucii
mok?

3 00Ky 0OMiHY pe4oBHUH, | HAOPSIKH / 3aTPUMKa PiAUHU 4acTo

MeTabonizmy 3HIDKEHHS 200 MOCHUJICHHS alleTUTY, 301UIbIIEHHS MacH | HE4acTo
Tina

3 OOKY MCUXIKH TPUBOXKHICTh, JENpecisi, TMOTIpPIIEHHS PO3YMOBOI | HEYaCTO
TisSUTHHOCTI, TATFOIIMHALLI T+
CIUTYTaHICTh cBiomocTit, HecrokiiiHuit crant piako

3 60Ky HEpBOBOIi 3armaMopOYEHHsI, TOJIOBHHM O171b 4acTo

CHCTEMU JIACTEB3is, 0e3CcoHHs, napecTesisi/Tirnecresis, | He4acTo
COHJIUBICTh

3 OOKy oprasiB 30py HEYITKICTh 30py, KOH IOHKTUBIT HE4acTo

3 OOKy OprasiB CiiyXy 1 |IIyM y ByXax, 3allaMOpPOYEHHS HEYacTo

BECTUOYIISIPHOTO

amapary

3 OOKy cepilst CepIEONTTS, ApUTMisi 4acTo

¢ibpunsuis  mepemcepap, TaxikapAist, 3acTiifHa |HedyacTo
ceplieBa HeJJOCTaTHICTh, Hecnienndiuni 3miau Ha EKT,
cTeHokapisit, indapkr miokapa®

3 00Ky CyAMHHOT rinepTeH3is 4acTo
CUCTEMHU IPUILIMBH KPOBi, OPYLIEHHS MO3KOBOTO KpOBOOOIry®, | HewacTo
TPaH3UTOpHA illleMiYHa aTaka, IiIepTOHIYHMHA Kpust,
BACKYIiT"
3 00Ky pecmipaTopHOi 6poHxocHazM* 4acTo
CHCTEMH, OpTaHiB Kallelb, TUCITHOE, HOCOBA KPOBOTEUA HEeJacTo
IpyIHOI KIIITKU Ta
CEepENOCTIHHS
3 GOKy ILTYHKOBO- O1J1b Y )KMBOTI JTy’K€ 4acTo
KHUIITKOBOTO TPAKTY 3amop, METEOpH3M, TacTPHUT, Tedis / KHUCIOTHUH |4acTo

peduroke, miapes, Aucrencis / AuckoM@opT B IISHIN
emiracrtpisi, HyJoTa, OJOBaHHs, €30(arit, BUpPa3Ku B
POTOBIH MOPOKHUHI

3MyTTS JKHUBOTA, 3MiHA XapakTepy IepPHCTATBTHKHY | HEUYacTO
KHUIIEYHUKY, CYXICTh Yy pOTi, TracTpoJyO/eHalbHi
BHUpPAa3KH, NENTUYHI BUPA3KH, Y TOMY YuCIIi nepdopartist
i kpoBorewa IIKT, cuHapoM mnoapazHEHOTO
KHITEYHHKY, TAaHKPEaTHT"




3 6oky renatoOimiapHoi | minBumeHHs piBHs AJIT, minsumenns piBas ACT 4acTo
CHCTEMHU remnaruT piako
TIeYiHKOBA HEJIOCTATHICTD®, JKOBTAHUILS" pizko’
3 OOKy IIKipH Ta €KXIMO3 4acTo
[iIUKIPHOT KIIITKOBMHN | HaOpsAKk — o0muyus, CcBepOiX, BUCHI, epuTeMa’,|HedacTo
KPOITHB’ THKA*
CUHJIPOM Crisenca-/IoHcOHa?, TOKCHUHHIA | pizko’
eniaepMaIbHII Heronisi, CTiiKa MeIUKaMEHTO3Ha
epuTeMa’
3 00Ky OIIOPHO-PYXOBOi | CLIa3MU/CyIOMU M’SI31B, CKEeJIETHO-M’sI30BHil | HEUacTO
CHCTEMH Ta CIIOIy4YHOI | OLIB/CKYTICTD
TKaHUHU
3 00Ky HHPOK 1 NpOTeiHypis, MiJBUIIEHHS pIiBHS KpeaTHHIHY B |HEYacTo
CEYOBHIUIPHOI CHCTEMH | CHPOBATIII KpOBI, HUPKOBA
HeJI0CTAaTHICTh/TUChYHKIIis* (nus. pO3 1L
“Oco0JMBOCTI 3aCTOCYBaHHS )
3arajgpHi po3j1aau Ta ACTEHIs/BTOMA, TPUIONOAIOHI CHMIITOMHU qacTo
peakuii y micui Oib y rpyIHIH KITITI HEYacTo
BBEJICHHS
JlaGopaTopHi MiABUIIEHHS  piBHA  a30Ty  CEYOBMHH  KpPOBI, | HEUACTO
JIOCITIJKEHHST IT1IBUIIICHHS piBHS kpeatuHdocdokinazu,
rinmepKaiieMisi, IMiIBUIIEHHS PiBHS CEYOBOI KUCIOTH
3HW)KCHHS PIBHS HATPIO B KPOBI piaKo

* Kareropisi 4acTOTH BHU3HAYAETHCS ISl KOXKHOTO TEPMiHY MOOIYHOTO SBUILA 32 YaCTOTOK B 0asi JaHWX
KITHIYHUX JOCIIKEHB: ayke dacto (> 1/10); gacto (> 1/100, < 1/10); mewacro (> 1/1000, < 1/100); pimko
(> 1/10000, < 1/1000); myske pimko (< 1/10000).

Tlo6iuna peakwis imenTU(hiKOBaHA y XOIi IIOCTMAPKETHHIOBOTO CIIOCTEpEXkeHHs. YacToTa BU3HAYaacs 3a
MaKCHMaJIbHOIO YaCTOTOI0 y KIIHIYHUX JOCHTIDKEHHSX (JaHi 310paHi 3a 3aTBEp/KEHUMH MTOKAa3aHHAMHU Ta
J03aMHu).

" Kareropis yactotu “pinko” BusHadanacs Biamosiguo xo Guideline on summary of product characteristics
(2-# nepernsn, Bepecens 2009) Ha mizncTaBi po3paxoBaHOi BEpXHBOI Mexi 95 % foBipuoro inTepBany mis 0
SIBUII 3 ypaxyBaHHSM KUIBKOCTI YYacCHHKIB, SIKi TpUMany JiKapchKui 3aci® 3 MiI0Y0I0 PEYOBHHOIO
eTopuKkokcHO, B anaiisi nanux I ¢a3u, 06’ exHanmX 3a 103010 1 mokazanHsMm (n = 15470).

8 TinmepuyTIMBICTH  BKIIOYAE MOHSATTS:  QlEPrisi, MEIMKAMEHTO3HA  allEpris, MeIMKAMEHTO3Ha
rinepyYyTiIuBiCTh, TIEPUyTIHBICTh, TNEPUyTINBICTh HEYTOUHEHA, PEaKIlisl TIMepuyTIMBOCTI 1 HEyTOUHEeHA
ajepris.

$3a pesynbraTtamu aHanizy TPUBAIMX, KOHTPOJILOBAHUX 32 JOMOMOTOK IUIANE00 i ETOPUKOKCUOY KITiHIYHUX
JIOCITiPKEHb, ceNleKTHBHI iHrioiTopu L{OI'-2 Oyin moB’s3aHi 31 301IbIICHASIM PU3UKY BUHHKHEHHS CEPHO3HUX
apTepialbHUX TPOMOOTHYHHX YCKIIaJHEHb, BKIIIOUat0uM iHQapKT MioKap/a Ta iHCYJbT. 3 OTJIsiIy Ha HasBHI
JlaHi, MaTOMMOBIPHO, 110 301JbIICHHS a0COMIOTHOTO PU3UKY BUHUKHEHHS TaKUX SBUII IepeBUIIUTh 1 % Ha
pik (HedacTo).

ITpu 3actocyBanni HII33 moBizomuisiocs npo Taki cepiio3Hi MoOiYHI peakiii: HehPOTOKCUYHICTB,
BKJIIOYAIOYH IHTEPCTULIAILHUN HEPPUT 1 HEPPOTUYHUI CUHAPOM, — TOMY HE MOYKHA BUKJIFOYATH 1X
BUHUKHEHHS [IPU 3aCTOCYBAHHI €TOPUKOKCHOY.

Llogidomnenns npo nido3proeani nobiuHi peaxkyii.

[ToBinomieHHs mpo MOoOIYHI peakiii Micis peecTpallii IIKapcbKoro 3aco0y Mae BeJuKe 3HaueHHs. Lle
Jla€ 3MOTY TMPOBOJUTU MOHITOPUHI CHIBBIJIHOIIEHHS KOPUCTBH/PU3UK MPU 3aCTOCYBaHHI I1IHOTO
JiKapchbKoro 3aco0y. MennyHuM Ta GpapMalieBTUYHUM IpalliBHUKaM, a TAaKOX MalieHTaM abo iXHIM
3aKOHHUM IPEJICTaBHUKAM CJIiJ] TIOB1IOMJIATH IIPO YC1 BUMIAIKH IM1/I03PIOBaHUX MOOIYHUX peakiiii Ta
BIJICYTHOCTI €()eKTUBHOCTI JiKapCchKOro 3acoly 1o Jlep:kaBHoro ekcriepTHoro nueHTpy MO3 Ykpainu
3a mocunanHaM: https://aisf.dec.gov.ua/

Tepmin npuoamnocmi.
3 poku.



YMoBH 30epiranus.
J11st TiKapchKOTo 3ac00y HE BUMAra€eThCs CIielialIbHIX YMOB 30epiranHs. 30epiraty B HEJJOCTYITHOMY
JUTSL JITEN MICI.

YnakoBka.
ITo 7 Tabnetok y Gmictepi; mo 1 abo 4 GiicTepu B mauyiii

Kareropis Bizmycky.
3a perenTtom.

Bupoonuk.
CinroH Xicnanis, C.JIL.

Micue3Haxo:KeHHsI BAPOOHUKA Ta ajJipeca Micls MPOBAJIKEHHSA HOro XislJIbHOCTI.
Byu. K/Kacremno, n°l, Canr Boi ge JInooperar, bapcenona, 08830, Icranist



