Ckian

Oitoua peuosuHa: etoricoxib;

1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTUTh eTOpuKoKcuby 60 mr, 90 Mr abo
120 wMr;

00oNoOMIdJICHI pedyo8UHU: KaJblliio rimpodocdart, 1esono3a MiKpOKpHUCTalidyHa,
KpOCKapMeJio3a HaTpil, KPOCIIOBiOH, HATpito cTeapundymapart, TaabK, Onagpai 11
85F 3enenutit - oyst tabnetok mo 60 mr ta 120 mr, Onanpaii II 85F 6inuit - ons
TabrmeTok mo 90 mr.

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

Tabnetku o 60 Mr: TabrmeTKu Kpyrioi ¢opMu 3 IBOOIIYKJIOIO TOBEPXHEIO, BKPUTI

IJTiBKOBOIO 0O0JIOHKOIO TEMHO-3€JIEHOTO KOIbOPY.

TabneTku 1o 90 Mr: TabneTKu Kpyriol ¢GopMHU 3 ABOOITYKJIOIO ITOBEPXHEIO, BKPUTI

IJIIBKOBOIO 000JI0HKOIO 6istoro abo matizxke 6isloro KOJILOPY.

Tabnetku o 120 Mr: TabneTKu KPyTriiol GopMu 3 JBOONYKIIOIO IIOBEPXHEI0, BKPUTI

IIJIIBKOBOIO 0O0JIOHKOIO CBiT/I0-3€JIEHOT0 KOJILOPY.
®dapMaKoTepalneBTHYHA Irpyna

HecTepoigHi mpoTu3amnanbHi Ta IpoTupeBMaTHdHi npenapatu. Kokcubu. Kog ATX
MO1A HO5.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

Mexani3M il

ETopukokcub € mepopajsbHUM CEeJIEKTUBHUM iHTi6iTOpOM 1MuKIookcureHasu-2 (I10OI-2)
y MeXaX KJIIHIYHOIO Aiana30Hy H03.

Y nporeci kniHivHMX (apMaKoJIOTiYHUX OOCITiAXKeHb eTOPUKOKCHUO J0303a/Ie2KHO
inrioyBaB LIOI'-2 6e3 inrioyBanHs nukinookcureHasu-1 (LIOT'-1) nmpu 3acTocyBaHHi y
no3ax go 150 mr Ha mo0y. ETopukokcub He iHTiOye CUHTE3 IMPOCTarjaHANHIB IIJTYHKA



Ta He BIJIMBA€ Ha QYHKIIiI0 TDOMOOIIUTIB.

LluknookcureHa3a BiIIOBia€ 3a YyTBOPEHHS IIPOCTarjlaHOuHIB. I[meHTHdiKoBaHO OBi
izopopmu - LIOT'-1 ta LIOT'-2. IIOTI'-2 € i3odpopMo0 GepMeHTY, IO IHAYKYETHCSI
iIMIIyIBCOM ITpO3anajieHHS Ta PO3TrJIAfa€cThCsa IK OCHOBHUM (pakKTOp, 110 BiAIIOBiga€ 3a
CUHTE3 NPOCTAHOIOHUX MeniaTopiB 000, 3amaneHHsa Ta rapadyku. [IOT'-2 Takox
3afissHa y mpollecax OBYIIAIlil, iMIIIaHTallil Ta 3aKPUTTS apTepialbHOl IIPOTOKH,
perynsnil GyHKIil HUPOK Ta [eHTPaIbHOl HEPBOBOI CUCTEMH (IHAYKIIiS TapsadKy,
BimuyTTs1 60J110, KOTHITMBHA (QYHKIIisT). TaK0OK MozKe OpaTu y4acTh YV IIPOIeCi 3aTOEHHS
BuUpa3zok. [IOI'-2 Oyno imeHTH(diKoBaHO ¥ TKAHWHI HAaBKOJIO BUPA3KH IITYHKA y
JIIOOVHM, ajie 3Ha4YeHHs OJIs 3aTOEHHS BUPa3KU He BCTAHOBJIEHO.

EdekTuBHICTD

Y nanieHTiB i3 ocTeoapTpUTOM eTOPUKOKCUO ¥ mo3i 60 Mr 1 pa3 Ha moOy 3HAYHO
IMOKpallyBaB CTaH IIPHU OO0JISIX Ta OIIHKY ITalliEHTa 1010 CTaHy 3axBopioBaHHA. LIi
MMO3UTHBHI e(PeKTHU CIoCTepiraaucs BxkKe Ha APYTUM OeHb JIiKyBaHHS i 30epiranucs
[IPOTATOM IIepiony JIiKyBaHHS OO 52 TUXKHIB. Y IIpoLeci OOCigXKeHb i3 3aCTOCyBaHHIM
eTopukokcuOy B mo3i 30 mr 1 pa3 Ha 0o0y epeKTHUBHICTh LILOTO IIpenapary
TepeBUIllyBaJia miaamnedo mpoTsaroM 12 TUXKHIB JIiIKyBaHHS (BUKOPUCTOBYBAIUCS Ti
OLIIHKM, ITI0 i B iHIMX mociigxkeHHsx). [Tim yac gocrmimxkeHHs migbopy go3u
eTOPUKOKCHUO y m03i 60 MI' meMOHCTPYBaB 3HAYHO OisbIll BUPaXKeHe MOoKpaIlleHHs, Hixk
y 0o3i 30 Mr, 1040 ycix 3 OCHOBHUX KiHIIEBUX TOYOK ITiC/IsA 6 TUKHIB JIiIKyBaHHS.
3acTtocyBaHHs 003U 30 MI' IpU OCTEOAPTPHUTI KMCT1 HE BUBYAJIOCH.

Y naiieHTiB i3 peBMaTOImHUM apTPUTOM eTOPUKOKCcHuO y mo3i 60 mr ta 90 mr 1 pa3 Ha
no0y 3HAYHO ITOKpAIlyBaB CTaH 11040 BUPaXKeHOCTi 60110, 3amajieHHsI, a TaK0XK
PYXJIUBOCTI. ¥ mpoueci JocaiaKeHb 3 OiHKY 703 60 Mr Ta 90 Mr mO3UTUBHUU €(hEKT
30epiraBcs npoTaromM 12-TUKHEBOTO Mepiony NiKyBaHHS. Y IpoIleci JOCTiaXKeHHS 3
olLiHKM A03u 60 Mr mopiBHSHO 3 03010 90 Mr 060uIBa JO3yBaHHS €TOPUKOKCUOY - 60
Mr 1 pa3 Ha 0oOy Ta 90 Mr 1 pa3 Ha moOy - 6ysnu 6inbin edpeKTUBHI, HixK mnanebo. [Jo3a
90 mr Oyna edeKTuBHimIa, HixK go3a 60 Mr BiIIOBIZHO A0 METOAY 3arajibHOlL OLiHKYU
6osto mmartieHTiB (0-100 MM Bi3dyasibHa aHaJIOTOBa IIKaJjia), 3i cepeaHiM ImoKpalleHHIM
2,71 mM (95 % OI: -4,98 MM, -0,45 MM).

Y nanieHTiB i3 HanagaMu roCTPOro MOOArpUYHOT0 apTPUTY eTOPUKOKCUO y mo3i 120
Mmr 1 pa3 Ha goOy npoTsirom 8 OHIB mojeriryBaB 0isib y cyriio6ax cepemHbOro i
TSAXKKOT'O CTyIIeHS Ta 3allaJIieHHs MOPIBHAHO 3 iHmoMeTalmHOM y 703i 50 Mr 3 pa3u Ha
no0Oy. 3MeHIIIeHHS BUPazKeHOCTi O0JII0 CIIOCTEPIra€eThCS BKe Yyepe3 4 TOOUHU MicIisa
IOYaTKy JIiKyBaHHS.

Y nanieHTiB i3 aHKiIO3YI0UMM CIOHOUIITOM eTOPUKOKCHUO y mo3i 90 mr 1 pas Ha moly
3abe3meuye 3Ha4YHe MOKpallleHHs npu 000 v XpeOTi, 3amnasneHHi, oOMexkeHHi pyxiB, a



TaKOXK ITOKpallye QyHKIioHaIbHY 3OaTHICTh. KiTiHiuHi mepeBaru eTOpuKoOKCuoy
CIIOCTepiranucs Ha OPyrui OeHb MicJis IoYaTKy Teparrii i 30epiranucs ynmpogoBx 52-
TUZKHEBOT'0 IIepioay JIiIKyBaHHS. Y IIPOLeCi APYyroro OOCIIAXKEeHHS 3 OLiHKHU 003U 60 Mr
MopiBHAHO 3 703010 90 Mr, eTopuKOKCcuO y mo3i 60 mr 1 pa3 Ha moOy Ta 90 mr 1 pa3 Ha
no0y MPOAeEMOHCTPYBaB CX0XKY e(PeKTUBHICTh MOPiBHSAHO 3 HanpokceHoM 1000 mr
IIOJEeHHO. Y MAalliEHTIB, AKi He JeMOHCTPYBa/Ik afgeKBaTHOI BiAIOBiAi mig gac
3aCToCyBaHHSA 003U 60 Mr IIOAEHHO NMPOTATrOM 6 TUXKHIB, MiABUILEHHS O03u 0o 90 Mr
IIIOJeHHO ITOKpPAIIlyBaJio OIIHKY iHTeHCHUBHOCTI 600 y criuHi (0-100 MM BidyanbHa
aHaJIoroBa IlIKajia) IMOPiBHAHO 3 IIPOAOBXKEHHAM IIpuiioMy 60 Mr mIogeHHO, 3i
cepenHiM nmokpaineHHIM -2,70 mm (95 % [I: -4,88 MM, -0,52 Mm).

[Tig yac KIiHIYHOTO AOCTIAXKEHHS HicIsgoInepaliiHoro 3y0HOTro 00JII0 eTOPUKOKCUD Y
no3i 90 Mr 3acTocoByBanu 1 pa3 Ha goOy [0 TPhOX AHIB. YV migrpyri naiieHTiB i3
IMOMipHUM 00JIEM y ITOYAaTKOBOMY CTaHi eToOpuKoKcub y go3i 90 M meMoHCTPyBaB
3HebOooBanbHUM eekT, mogiduui 0o Takoro B ibynmpodeny 600 mr (16,11 mpoTu
16,39; P = 0,722), Ta nepeBuiyBaB epeKT napaleramosny/kKogeiny 600 mr/60 mr
(11,00; P < 0,001) i mmanedo (6,84; P < 0,001), 1110 BU3HAYaJIOCS 3a IIOKA3HUKOM
IIOBHOTO IToJiermieHHs 600 yepe3 6 roguH (TOPARG). KinbKicTh malli€eHTiB, SKi
TMOBigOMJISIJIM TIPO 3aCTOCYBaHHS IIpeNapaTiB eKCTPEeHOT0 3HEOO0JIEHHS IIPOTATOM

24 roguH, cknana 40,8 % y rpymi 3acTocyBaHHSI eTOpuKokcuoy 90 mr, 25,5 % y rpymi
3acTocyBaHHs iOynpodeny 600 Mr kKoxHi 6 roguH i 46,7 % y rpyIi 3acToCcyBaHHS
napateTtamMmony/kogeiny 600 Mr/60 Mr KoxxHi 6 TOOMH MOPiBHSAHO 3 76,2 % IallieHTiB,
sIKi IpuManu 1ainebo. Y 1boMy OOCHiAXKeHHI IToYaTOK aHalbIre3uBHOI [il (BimuyTHe
nosneriteHHs 60mt0) 90 MI eTOPUKOKCHUOY CIIOCTEpiramocs BxKe dyepes3 28 XBUIIMH IIicIsa
IpUUOMY IIpernapary.

Be3neka

MixXHapoOgHa OOCHIgHUIIbKA IIPorpaMa TPUBAJIOTO 3aCTOCYBAHHS €TOPUKOKCHOYV i

puknodpeHaky npu aptputi (MEDAL)

[Tporpama MEDAL Gyra IpoCOeKTUBHO PO3P00JIEHOI0 IPOrpaMoio BilHOCHO
pe3ysbTaTiB 11000 6e3meky 3 60Ky CepleBO-CyOUHHOI CUCTEMHU, OTPUMAaHUX 3a
00’eqHaHMMM JAaHMMU TPHOX PAHIOMi30BaHUX, MOABIMHO CJININX, KOHTPOJILOBAHUX
AaKTHBHUM IpernapaToM NOPiBHAHHS gociaimxkeHb (mocaigxkenuss MEDAL, EDGE II i
EDGE).

Y mocnigxxenni MEDAL, o Oyio HallpaBJjieHe Ha BU3HAUYEHHS BIJIMBY Ha CEPIIEBO-
CyouHHY cucteMy, Opanu ydacTthb 17804 nanienTu 3 octeoaptputoM i 5700 — i3
PEBMATOIIHUM apTPUTOM, SKi 3aCTOCOBYBa/Id €TOPUKOKCUO y 7o3i 60 Mr
(octeoaptpuT) un 90 Mr (OCTEOAPTPHUT i peBMaTOIOHUYM apTPUT) ab0 AUKIohEeHAK Y
mo3i 150 Mr Ha o0y nmpoTsaroM y cepenabomy 20,3 Micsiist (MaKCUMalIbHO —

42,3 micsaug, memiana — 21,3 micsusg). YV bomy gociigxkeHHi Oynu 3agikcoBaHi TimbKu



ceprio3Hi mob6iuHi peakxiiil i IpUIIMHEHHS NTPUNOMY IpelapaTy BHACIIiIHOK BUHUKHEHHS
OyIOb-IKUX MOOIYHUX peakiriil.

Y npoueci pocnigxens EDGE 1 EDGE II nnopiBHIOBanIu MIIYHKOBO-KUIIIKOBY
IMepeHOCUMICTh eTOPUKOKCUOY i mukinopeHaky. Y gociinxkenHi EDGE O6panu y4acTb
7111 nmauieHTiB 3 0OCTE0APTPUTOM, SIKi 3aCTOCOBYBa/IU €TOPUKOKCHO y 1031 90 MT Ha
noOy (y 1,5 pa3a Bullle peKOMEHI0BAHOI MO3HU OJIs JIiKyBaHHS OCTE0apTPUTY), abo
nukinodeHak y mo3i 150 Mr Ha moOy npoTsaroM y cepegHbomy 9,1 Micsist (MakKCUMyM —
16,6 micausa, memiana — 11,4 micsus). ¥ gocnigxkenni EDGE II 6panu y4acThb

4086 maIlieHTiB i3 peBMaTOIOHUM apTPUTOM, SIKi 3aCTOCOBYBaJil eTOPUKOKCUD Yy mO3i
90 mr Ha mobOy abo mukinodpeHakoM y go3i 150 Mr Ha go0y IIPOTATOM y CEpegHbOMY
19,2 micsauga (makcumym — 33,1 micsais, Meniana — 24 Micsri).

Y 06’emnaniit nporpami MEDAL Gpanu y4yacTs 34701 malliEeHTiB 3 0CTE€0apTPUTOM i
pPEeBMaTOIOHUM apTPUTOM, SIKi OTPUMYBaJIU JIIKyBaHHS YIPOLOBXK Iepiony B
cepegaboMy 17,9 micsansa (Mmakcumym — 42,3 micsisg, Memiana — 16,3 Micsis);
npubnu3Ho 12800 mallieHTiB oTpUMYyBalu NiKyBaHHS IMoHap 24 Micsili. Y ImallieHTiB,
3apeeCTPOBaHUX ¥ 1IiX IMporpaMi, Oy/iu pi3Hi MOYaTKOBI YUHHUKK PU3UKY IIOAO0
CepLEeBO-CYOUHHOL CUCTEMM 1 HUTYHKOBO-KUIIKOBOTO TpakTy (IIKT). [MTamienTu i3
HeIloJlaBHO ITepeHeceHUM iHpapKToOM MioKapaa, aOPpTOKOPOHAPHUM IIYHTYBaHHAM abo
4yepe3MKipHOI0 KOPOHAPHOIO aHTIiOIIJIAaCTUKOIO YIIPOOOBXK 6 MICSIIIB 00 peecTpailiil B
OOCIiaXKeHHi Oy/Iy BUKIIOUEHi 3 JOCIiAXKeHHs. Y JHOCHiaXKeHHAX 0yJI0 JO3BOJIEHO
3aCTOCYBaHHS TaCTPOIIPOTEKTOPHUX MperapariB i alleTUJIcamilluioBOl KUCIIOTHA Y
HU3BbKUX 03aX.

3aeanvHa 6e3neka

He 6yso cyTTeBUX BigMiHHOCTEM Y YaCTOTi TPOMOOTUYHUX CEPLIEBO-CYIUHHUX
YCKJIalHEeHb IIPU 3aCTOCYBaHHi eTOpUKOKCcuOy i quknodeHaky. KapmiopeHanbHi
moOiuHi peakiril YacTillle criocTepiranucs Ipu 3aCTOCyBaHHI eTOPUKOKCUOY, HixK
ouknodeHaky; e epekT OyB m0303a1eKHUM (OeTalbHO IIPO Pe3y/IbTaTU OUB.
Hux4e). [1o6iuni peakirii 3 60ky KT i nmeyiHky BUHUKaAIU 3HAYHO YacTillle IpHU
3aCTOCYBaHHI guKiIodpeHaKy, Hik eTOpuKOKCcuOy. YacToTa BUHUKHEHHS ITO0iYHUX
peakitritt y gocnimxkeHHsx EDGE i EDGE II, a Takox 1mo0iYHUX peakilii, 1110
PO3TIIsAmanucs K cepio3Hi abo Taki, 1110 MPU3BOOATHL A0 BiAMiHM mpernapary B
nocrnimkenHni MEDAL, Oyrna BUILOIO ITPY 3aCTOCYBaHHI eTOPUKOKCUOY, HiXK
OUKJIO(peHaKy.

Bes3neka w000 cepueso-cy0uHHOI cucmemu

YacToTa OigTBEPAXKEHUX TPOMOOTUYHUX CEPILIEBO-CYIUHHUX CEPHO3HUX MOOIYHUX
peaxirii (BKJII04Yalo4yM peakiiil 3 00Ky ceplis, lepedpoBacKyIsIpHi peakirii i peakirii 3
00Ky nepudepuyHUX CyOuH) IMOPiBHIOBAIaCh MiXK €TOPUKOKCHUOOM i gUuKIoheHaKoM



(mani migcymoBaHno B Tabnuili 1). He 6yso cyTTeBUX BigMiHHOCTEN Y ITOKa3HUKAX

YaCTOTH TPOMOOTHUYHUX YCKIAJHEHb IIPU 3aCTOCYBaHHI eTOPUKOKCHUOY i quKIoheHaKy

B YCIX IIpoaHasi30BaHUX IIiArpyIiax, BKJIO4YaUHy Ialli€HTiB i3 KapAioBacKyISIpHUM

pU3UKOM. [Ipy OKpeMOoMYy PO3TJiAfi BIHHOCHUY PU3UK BUHUKHEHHS MiATBEPOKEHUX
CEPUO3HUX TPOMOOTHYHUX MOOIYHUX peakiliii 3 00Ky cepleBO-CYAUHHOI CUCTEMU IIPU
3aCTOCyBaHHiI eTOpuKOKCcuOy B mo3i 60 mr a6o 90 mr i guknodeHaky B mo3i 150 mr 6yB

OOHAaKOBHM.

Tabnuisa 1

[Toka3HUKY IiOTBEPOKEHNUX TPOMOOTUYHUX YCKIaAHEHDb 3 O0OKY CepIleBO-CYIUHHOI
cucteMu (06’emHaHa nmporpama MEDAL)

YcknagHeHHS

ETopukokcub
(N=16819)

25836 marieHTo

[MuknodeHak

(N=16483)

[TopiBHSAHHS MiXK

rpylaMu JIiKyBaHHSA
24766 malieHTor

POKIB POKiB
TToKa3HUK ' TIoKa3HUK BimHOCHUM pU3UK
(95 % OI) (95 % OI) (95 % OI)

CUCTEMHU

[TinTBEepOKeHi cepiio3Hi TPOMOOTHYHI TOOIUHI peakilil 3 60Ky ceplieBO-CYIUHHOI

5 1,24 (1,11, 1,30 (1,17 0.95 (0.81 111)
a IIPOTOKOJIOM ; ) ;, 1,
p 1,38) 1,45)
3a HaMipOM JTIKYBATHC 1,25 (1,14; 1,19 (1,08; 1,05 (0,93; 1,19)
HaM1 M JIIKYBATUCHA ’ ’ ; 1,
p y 1,36) 1,30)
[TinTBepOKeHi yCcKIamHeHHs 3 00Ky ceplis
3a IIPOTOKOJIO 0,71 (0,61; 0,78 (0,68; 0,90 (0,74; 1,10)
I1 TOKOJIOM ’ ’ ;, 1,
p 0,82) 0,90)




3a HaMipoM JIiKyBaTUCA

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

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

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

[TinTBepOKeHi 11epebpoBacCKyJIIPHi YCKIaTHEHHS

0,34 (0,28; 0,32 (0,25;
3a IpOTOKOJIOM 1,08 (0,80; 1,46)
0,42) 0,40)
3a HamipoMm 0,33 (0,28; 0,29 (0,24;
) 1,12 (0,87; 1,44)
JIIKyBaTHUCH 0,39) 0,35)

[TinTBepOKeHi yCKIagHeHHS 3 00Ky nepudepuyHux CyauH

0,20 (0,15; 0,22 (0,17;
3a IpOTOKOJIOM 0,92 (0,63; 1,35)
0,27) 0,29)
3a HamipoMm 0,24 (0,20; 0,23 (0,18;
. 1,08 (0,81; 1,44)
JIIKyBaTHUCH 0,30) 0,28)

y TpyIi oukinopeHaKy.

TYCKJIa,uHeHb Ha 100 mammieHTo-pokKiB; [II - moBipuuu iHTEpBal.
N - 3arasbHa KiNTbKiCTb IMAIliEHTIB Y IIOIYJIALil 3a IIPOTOKOJIOM.

3a IIPOTOKOJIOM: YCi YyCKIagHEeHHS i 4ac OOCIiAXKyBaHO]l Teparlii abo mpoTsarom
14 gHiB micns 11 NPUIIMHEHHS (3a BUHSATKOM IIAlli€HTIB, SKi NpunHAmu < 75 %
OOCIIiIXKyBaHOTO IperapaTy abo mpuiMany HeooCimXXyBaHi HecTepoinHi
nmpoTu3anasnbHi 3acobu (HI133) > 10 % Bchoro mepiony).

3a HaMipoM JIiKyBaTUCA: BCl IMiATBEPAXKEH] YCKIIagHEHHS 00 3aKiHUYeHHSA
mociigXKeHHd (Y T. 4. y Malll€HTiB, AKi MOTJIM 3a3HAaTU BTPYy4YaHHS, He IIOB’I3aHOTO 3
OOCIiAXKEeHHIM, 13 moOasbIlIuM IPUIIMHEHHSIM IPUUOMY OOCIIAXKYBAaHOI O IIpenapary).
3arasbHa KiJTbKiCTh paHOOMi30BaHUX MallieHTiB: 17412 y rpymi eTopukokcuby i 17289

[Toka3HUK CePIIEBO-CyAUHHOI CMEPTHOCTI, K i 3arajbHOl CMepPTHOCTi, OyB IOOiOHUM y

rpymnax niKyBaHHSI eTOPUKOKCUOOM i guKiodpeHaKoM.




KapodiopeHaavHi yCKAAOHEHH A

[Mpubnusuo 50 % maieHTiB, IpUUHATUX V gociigxeHHs MEDAL, manu apTepianbHy
rinepTeH3iio B aHaMHe31l Ha I109aTKOBOMY eTalli. Y 1IbOMY OOCJIAXKEHHI 4YacToTa
MMPUIINHEHHS JIIKyBaHHS BHACIIOK BUHUKHEHHS MOOIYHUX peaklliil, 0B sI3aHUX i3
apTepianbHOIO TilepTeH3i€lo, 0ysla CTaTUCTAUYHO 3HAYHO BHUIIOIO y I'PYHi 3aCTOCYyBaHHS
eTOPUKOKCHOY, HiXK y TPyIi 3acToCyBaHHA AuKIodeHaKy. YacToTa Takol mobiyHoil
peakxiiil K 3acCTiliHa ceplieBa HeJOCTaTHICTh (IPUIIMHEHHS IPUMOMY Ipernapary i
Cepuo3Hi peakiiii), Oy/la aHAJIOTiYHOIO SIK IIPU NPUMOMi eTOpUKOKCcuOy 60 Mr, Tak i npu
npuiioMi nukiodpeHaky 150 Mr, mpoTe YacToTa BUHUKHEHHS ITUX peakiliil Oya BUIIOIO
IIpu IIpuiioMi eTopukKokcuOy 90 Mr nopiBHSHO 3 guKiIodpeHakoM 150 Mr (CTaTUCTUYHO
3HayYylIlla Pi3HULIA IPU IpUiioMi eTOpuKoKcruOy 90 Mr mopiBHSAHO 3i 150 Mr
nukinodeHaky B rpymni OA MEDAL). YacToTa nigTBepaKeHUX MoOiYHUX peakllii,

OB’ sI3aHUX i3 3aCTilHOIO CEPIIEBOI0 HENOCTaTHICTIO (IBHUIIa, 1110 OY/IU CEPHO3HUMU i
BHMMaraau rociitanisailii abo HeBigKagHol mormoMoru), 6yia He3HAYHO BUILOIO ITPHU
MIPUIOMi eTOPUKOKCHOY MOPiBHSHO 3 ITpuiioMoM nukinodeHaky 150 mr, i et epekT
3ajiexaB Bif mo3u. YacToTa NpUNUHEHHS TiKyBaHHS YHACIiOK BUHUKHEHHS MTOOIYHUX
peaxiiiii, 1oB’ssi3aHuX i3 HaOpsikaMu, OyJia 3HAYHO BUIIOI0 IPU IIPUNOMi €eTOPUKOKCUOY
MOPiBHAHO 3 IpuiioMoM gukinodeHaky 150 mr, i ner edekT 3ajezkaB Bif Ho3u
(cTaTUCTUYHO 3HAUYyIA Pi3HUIS ITPU IpUoMi eTopukokcuoy 90 Mr, ane He
eTOPUKOKCcu0Oy 60 mr).

KappiopenanvHi pe3ynberaT, oTpuMaHi B gnociigxeHHax EDGE 1 EDGE 11, Bignosiganu
OaHUM, IIPO SAKI HoBigoMisanocsa B gociigxkeHnHi MEDAL.

B okpemux mochimxkenHsax mporpamMu MEDAL abcomoTHa 94acTOTa NPUITMHEHHS
JIiIKyBaHHS B OyIb-sKiM rpymi niKkyBaHHsS eTopukKokcu6om (60 mr a6o 90 Mr) ctaHOBUIIA
mo 2,6 % mpu apTepianbHii rimepreHsii, mo 1,9 % mpu Habpskax i go 1,1 % opu
3aCTiMHIN ceplleBid HeJOCTAaTHOCTI, IPU IbOMY BHILla YaCTOTa BiIMiHM IIpelapaTy
cIiocTepiramnacs y pasi npuiiomy eTopukokcuoy 90 mr, Hixk 60 Mmr.

Pe3yabmamu wayHKOB0-KUWKOB0I nepeHocumocmi 8 npozpami MEDAL

3HaYHO MEHIINY ITOKA3HUK BiMiHU IIpenapaTy BHACIITOK BUHUKHEHHS OyOb-TKOTO
KiliHiuyHOTO yCcKnagHeHHA 3 00ky IIIKT (Hanpuknazn, gucnerncii, abmoMiHanbHOTO 00JIIO,
BUPAa3KHU) CIIOCTEPiraBcsl MPU 3aCTOCYBaHHI eTOPUKOKCUOY, HixK AUKIIodheHaKy, B
KOXHOMY 3 TPhOX OOCHigXKeHb nporpamu MEDAL. IToka3HUKY BiIMiHM IIpernapaTy
BHACIiAOK KiHiYHUX peakiit 3 60Ky IIIKT Ha 100 maifieHTO-pOKiB 3a BeCh Iepiof
OociiaKeHHs Oynu TakuMu: 3,23 IOJid eTOPUKOKCUOy i 4,96 nisa gukinodeHaky B
pocnigxxenHi MEDAL; 9,12 onsa etopukokcu6y i 12,28 gnsa nukmnodeHaky B
nocnigxxenHi EDGE; 3,71 gnsa etopukokcu06y i 4,81 nns guknodeHaky B OOCHTimXKeHHI
EDGE II.



Pesyaemamu npoepamu MEDAL w000 6e3neku oas IIIKT

3aranbHi peakiiili 3 60Ky BepxHboro Bigminy I[IIKT O6ynu Bu3HadeHi K nepdopariiii,
BUPa3KM i KpoBoTedi. [Tigrpyna 3aranbHUX peakiliti 3 60Ky BepxHboro Bigminy IIKT,
sIKi BBazKaJIMCs YCKIaJgHEeHNMHM, BKITIodasa repdopailii, o0CTpyKIlil Ta YyCKIagHeHi
KPOBOTeUi; MiATrpyIa 3araJbHUX peakiii 3 00Ky BepxHuboro Bigminy IIKT, ski
BBazKaJIMCs HEYCKIaJHEeHUMHU, BKJII04Yajla HeyCKJIagHeHi KpOBOTeUi i HeyCKJlagHeHi
BUpPa3KU. 3HaYHO MEHIINY MOKAa3HUK YaCTOTU 3arajibHUX peakiliii 3 00Ky BEpPXHixX
BinminiB IIIKT crocTepiraBcs mpu 3aCTOCYyBaHHI eTOPUKOKCUOY, HixK nukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €TOPUKOKCUOOM i fUKIIopeHaKoM 100 MOKa3HUKa
4aCTOTHU YCKJIagHEHHUX peaklii. I miarpynu TakKux peakilii K KpoBoTeda y
BepxHboMy Bingini IIIKT (06’eqHaHi yCKIagHeHi i HeyCcKianHeHi) He OyI0 CyTTEBOL
BimIMiHHOCTi Mix eTOopuKoKcuOoM i mukimopeHakoM. ITepeBara eTOPpUKOKCUOY IIOI0
BIIuBY Ha BepxHil Bigmin IIIKT nmopiBHsIHO 3 AukiIodeHakKoM He Oyjla CTaTUCTUYHO
3HAYYILOK y MallleHTIiB, AKi OAHOYACHO 3aCTOCOBYBAJIM alleTUJICAJIIIUIIOBY KUCJIOTY B
HU3BKUX Ho3ax (mpubnu3Ho 33 % MmallieHTiB).

IToka3Huk dyacTtoTu Ha 100 maiieHTO-pOKiB MiATBEPAXKEHUX YCKIaQHEHUX 1
HeyCKJIaJHEeHUX KITIHIYHUX peak1ii 3 60Ky BepxHboro Bigminy IIKT (mepdoparrii,
BUpPa3KH i KpoBoTedi) cranoBuB 0,67 (95 % 11 0,57; 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % 11 0,85; 1,10) mpu npuiiomi nuknodpeHaKy, Ipu IIbOMY BiTHOCHUU PU3UK
crtarosBuB 0,69 (95 % IOI 0,57; 0,83).

Bu3HauaBcs MOKa3HUK YaCTOTHU IMiITBEPHOXKEHUX peakiliii 3 00Ky BEPXHbOT'O Biominy
[IKT y naifieHTiB JIITHLOTO BiKYy; HaWOiNbIlle 3HUKEHHS CIIOCTEpPiranocs y Nalli€HTiB
BikoM = 75 pokiB (1,35 [95 % I 0,94; 1,87] peaxktiit Ha 100 malieHTiB-pOKiB Ipu
mpuiioMi eTopukokcuby mopiBHSHO 3 2,78 [95 % [II 2,14; 3,56] mpu npuiiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPAXKEHUX KITIHIYHUX peaklliii 3 00Ky HUXKHBOTO Bimginy
KT (mmepdopailida TOHKOro abo TOBCTOTO KUIIIeYHUKA, OOCTPYKIIisi abo KpoBOoTEYa)
CTaTUCTUYHO He BiAPIi3HSIIUCS IIPU 3aCTOCYBaHHiI eTOPUKOKCHUOY i UKIOpEHaKY.

Pesyabemamu npoepamu MEDAL w000 6e3neku 015 nedyiHKu

ETopukokcu6 OyB acolliioBaHUM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BimMiHU
ImperapaTy YHACIiMOK BUHUKHEHHS MOOIYHUX peakiliii 3 00Ky IeYiHKM, Hixk
ouknodeHak. Y o6’ennanit nmporpami MEDAL 0,3 % mallieHTiB, gKi 3aCTOCOBYBaIu
eTOPUKOKCUO, i 2,7 % mallieHTiB, IKi 3aCTOCOBYBaIu OUKIIO(pEeHaK, TPUITUHUIIA
3aCTOCyBaHHS IIpernapaTy BHACJIiOOK BUHUKHEHHS MOOIYHUX peaklliii 3 00Ky MediHKH.
IToka3uuk Ha 100 marmieHTO-poKiB cTaHoBUB 0,22 MpPU 3aCTOCYBaHHI eTOPUKOKCUOY Ta
1,84 npu 3acTocyBaHHI gukinodeHakKy (p-3HaueHHs Oyno < 0,001 mist eTOPpUKOKCUOY
MmopiBHsSHO 3 guKiodeHakom). [IpoTe B mporpami MEDAL 6inbiricTs mobivHUX peakilii



3 OOKYy MeuiHKu Oy HeCepPuo3HUMMU.

[HomaTKOBi maHi 3 6e31eKHu OJisi CepleBO-CYANHHOL CUCTEMH IOO0 TPOMOOTHYHUX

YCKIIaOHEHDb

Y mnpoiieci KiTiHIYHUX OOCIIIAXKEHb, 3a BUHATKOM OOCIiAXKeHb nporpamu MEDAL,
npub6mu3Ho 3100 malieHTiB 3aCTOCOBYBaJii €TOPUKOKCUOD y mo3ax = 60 Mr Ha moly
ynpomoBxK 12 TuxKHiB i goBiie. He Oy0 3HauyIoi BigMiHHOCTI ITOKa3HUKIB
MiOTBEPOKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX YCKIIaTHEHD Y
MMallieHTiB, SKi MpuiiManu eTOPpuKOKcuoO y mo3i = 60 mr, nnane6o a6o inmr HIT33 (3a
BHHSTKOM HAITPOKCeHY). [IpoTe yacToTa TaKuUX peakiliii Oysa BUIIOIO y Malli€HTiB, SKi
OTPUMYBa/Id €ETOPUKOKCHUO, TOPIBHSAHO 3 TUMH, XTO OTPUMYyBaB HAITPOKCEH Y A03i
500 mr 2 pa3u Ha mo0Oy. BimMiHHICTE aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU
HII33, mro iurioytoors LIOI'-1, i cenekTuBHuMHU iHriGiTopamu 11OI-2 Moxke OyTu
KJTIHIiYHO 3HAYyIOIO Yy IMalliEHTIB IPyIIu PU3UKY BUHUKHEHHS TPOMO0eMOOTiYHUX
ycknamHeHb. CenekTuBHi iHri6iTopu L[OI'-2 3HUXKYIOTH YTBOPEHHSI CUCTEMHOTO (i
TOMY, MOKJIMBO, €HIOTEJIiaJIbHOT0) IPOCTAIIMKIIiHY 0e3 BILJIMBY Ha TPOMOOLIMTapHUMA
TpoMOoKcaH. KimiHiuHe 3Ha4YeHHS IIUX JaHUX HeBimoMe.

HomaTkoBi maHi momo 60e3nexku ajs ITKT

ITig vac gBox 12-TH2XHEBUX HOABIMHO CJIINNX €HOOCKOMIIYHUX OOCIIiI>KeHb
KyMYJIITHBHA YaCTOTa BUHUKHEHHS raCcTPOAyodeHaIbHUX BUPA30K Oyla 3HaYHO
HUKYOIO y Malli€HTIB, sIKi 3aCTOCOBYBaIu eTOPUKOKCUO y mo3i 120 mr 1 pa3 Ha go0y,
HiXK y TallieHTiB, IKi 3aCTOCOBYBaIu HanpokceH y mo3i 500 mr 2 pa3u Ha go0y abo
ioynpoden y mo3i 800 mr 3 pa3u Ha mo0y. YacToTa BUHMKHEHHS BUPa30K OyJia BUILOIO
ITPY 3aCTOCYBaHHiI eTOPUKOKCUOY, HixXK 11areto.

HocrmigxeHHsT GYHKIII HUPOK VY MAlliEHTIB JIITHHOTO BiKY

Y nporeci paHOTOMi30BaHOI'0 HOABIMHOTO CIIIIOro miaanedo-KOHTPOJILOBAHOT O
OOCJIII?KEeHHA 3 IlapajleJIbHUMHU I'pylaMu OL[IHIOBaBCSA BIIJIMB 15-IE€HHOI'O JIiIKyBaHHSA
eTopukokcuboMm (90 mr), enekokcudbom (200 Mr 2 pa3u Ha mo0y), HarrpokceHoM (500
MT 2 pa3u Ha mo0y) i nnanebo Ha BUBEIeHHS HATPilo 3i cedelo, apTepiaJbHUM THUCK Ta
iHIITi TTOKa3HUKM QYHKIIl HUPOK Yy HallieHTiB BikoM Bim 60 mo 85 pokiB, sKi
noTpumMmyBanucs mietu i3 BMictoM coni 200 MEkB/mo0y. ETopukokcu6, emekokcuo i
HaAIMTPOKCEH MaJiu MOoOiOHMY BIJIMB Ha BUBEOEHHS HATPIlO i3 ceuelo Ipu 2-TUXKHEBOMY
JIIKyBaHHI. YCi aKTHBHI IIpenapaTy MMOPiBHAHHS ITOKa3a/lIu MiIBUIIIEHHS IIOA0 I1ainebo
CHCTOJIIYHOTO apTePialbHOTO TUCKY, IIPOTE ETOPUKOKCHUO acoIlifoBaBCs 3i CTAaTUCTUYHO
3HAYYIIUM OiABUIIIEHHSAM Ha 14-1 JeHb IMOPIBHAHO 3 11eJIEKOKCUOOM i HalTpOKCEHOM
(cepenHs 3MiHa CHCTOJIIYHOTO THUCKY ITIOPiBHSIHO 3 MOYaTKOBUM PiBHEM: ETOPUKOKCUO
7,7 MM PT. CT., IeJiIeKoKcub 2,4 MM PT. CT., HAIPOKCEH 3,6 MM PT. CT.).



dapmaKoKiHemuKa.
Abcopbuis

ETopukokcub mobpe BCMOKTYETBLCS ITPU IIepopalbHOMY ITpuiioMi. AOCOIIOTHA
biogocTymnHicTh cTaHOBUTH pubM3HO 100 %. ITicnsa npuiiomy 120 Mr 1 pa3s Ha mo0y
[0 OOCATHEHHS PiBHOBAXXHOTO CTaHy MaKCUMaJibHa KOHIIEHTPAllis y Ia3Mi KpoBi

(cepegHe reoMeTpUYHE 3HAUYEHHA Cm X=3,6 MKT/MJI) CIIOCTEPIraeTbCs TPUOIIN3HO

a
yepe3 1 roguny (Tmax) [IiC/IA IPUKMOMY OOpPOCIuMU HaTile. CepegHe reOMeTpUYHe
sHavenHs AUC , .,

dbapMmakokiHeTUKa eTOPUKOKCUOY € JIiHIWNHO}IO.

CTAHOBUTH 37,8 MKT XTon/MJjl. Y MexXaxX KJIIHIYHOIO 0O3yBaHHSA

[Tpu npuiiomi nipemnapaty B Ao3i 120 Mr mig dac igu (ika 3 BUCOKMM BMiCTOM KMPiB) HE
CIIOCTEepiranaoch BOJIMBY Ha CTYIIiHb abcop6bi1iii eTopukokcuOy. [lIBuakicTe abcopOiril
3MiHIOBalach, 110 XapaKTepu3yBaloCh 3HUXKEHHAM Cmax Ha 36 % Ta 30inbmieHHSIM T

< Ha 2 ropuHU. Taki maHi He pO3rIANAOTLCA AK KIIIHIYHO 3HauyIi. Ilig yac

ma
KJTIHIYHUX [OCIiIXKeHb eTOPUKOKCHUO 3aCTOCOBYBa/IM He3aJIe’KHO Bifl BJKUBaHHS 1XKi.

Po3nodin

ETopukokcu6b npubnu3Ho Ha 92 % 3B’s3yeThCA 3 OilKaMu I1JIa3MU KPOBi TIOOUHU 3
KoHIeHTpartlieto Big 0,05 go 5 Mkr/mi. O6’eM po3moAiny Ipu piBHOBaXXKHOMY CTaHi
(Vdss) ctanoBuTh npubnu3Ho 120 11y TIOOUHU.

ETopukokcub NpoHUKAE Yyepes MialleHTapHui 6ap’ep y HIypiB Ta KPOJIiB, a TaKOXK
yepes remaTtoeHedaniyaui 6ap’ep y 1Iypis.

Memaboaizm

ETtopukokcub akTUBHO MeTabo0i3yeTbCcs, MeHIlle 1 % mo3u BUOINISAETHCA i3 cedero y
BUTJISIAI HE3MIHEHOTO JTiKapChKoro 3aco0y. OCHOBHUM IIJIAX MeTaboi3My — 1ie
bopmyBaHHs 1OXigHOIL 6'-riIPOKCUMETHIY IIJISIXOM KaTasi3allil ¢epMeHTaMu
nutoxpomy. CYP3A4 crnpusie MeTabo0i1i3My eTOPUKOKCHUOY in vivo. [locigKeHHs in
vitro BKa3yroTh Ha Te, 1o CYP2Do, CYP2C9, CYP1A2 ta CYP2C19 TakoXK MOXYTb
KaTalidyBaTd OCHOBHHUU IIISX MeTabos1i3My, ajie iX KiJlbKiCHiI XxapaKTepHUCTUKH He
BUBYAJIUCS INn Vivo.

Y mopgunu inentTudikoBaHo 5 MetabostiTiB. OCHOBHUM MeTaboJIiToM € 6'-
KapOOKCUJIOBO1 KUCJIOTU IePUBAT €TOPUKOKCHOY, 1110 YTBOPIOETHCS ITPU ITOAAJIbIIIH
okcupgalil noxigHol 6'-rinpokcuMmeTtuny. Lli ocHOBHiI MeTabo0s1iTH a0 HEe BUSBISIOTH
AKTUBHOCTI, abo € ciaboakTuBHUMHU iHriOiTOpamu 110I-2. 2KopeH i3 11ux MmeTaboIiTiB
He iuTibye LIOT-1.

BuseoeHHsA



[Ticnst ogHOPA30BOT0 BHYTPIIITHHOBEHHOI'O BBEIEHHS 3TIOPOBUM AOOPOBOJIBIISAM 25 MT
eTOPUKOKCcuOy, MiueHoro pamioizoronom, 70 % pamioakTUBHOTO mpernapaTry
BUBOOUTHCH i3 ceueto i 20 % — 3 KajyioM, 3mebinbiioro y BUrnsagi MetabosritiB. MeHIie
2 % BUBOOUTHCS Y BUTJIAAI HE3MiIHEHOT 0 JTiKapChKOTO 3aco0y.

BuBeneHHSI eTOPUKOKCUOY BifOyBa€ThCS MakKe MOBHICTIO LIITXOM MeTaboi3mMy 3
IMOabIIINM BUBEIeHHSIM HUPKaMHi. PiBHOBaXKHi KOHIIEHTPAllili eTOPUKOKCHUOY
OoCsAraloThCS yepe3 7 OHIB ITpU 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha go0ly 3
ITOKA3HUKOM KyMYJIslili mpuOIM3HO 2, 110 BiTIOBiga€ mepiony HaniBBUBEIEHHS
nmpubnus3Ho 22 roaguHu. KiipeHc mna3Mu KpOoBi ITicsi BHYTPIIITHBOBEHHOT'O BBEIE€HHS
25 Mr mpemapaTy CTaHOBUTHL IpubnIu3Ho 50 MII/XB.

OKpemi epynu nauieHmia

IMTamierTH NIiTHHOrO BiKy. PapMaKOKiHEeTHKa y HAlli€HTiB JIITHBOT'O BiKY (BIKOM Bif

65 pokKiB) € momi6HO0 [0 ¢hapMaKOKIiHETUKH Y MOJIOOIIINX TAIli€HTIB.
CraTth. PapMaKOKiHETUKa €TOPUKOKCUOY € MONi6HOIO Yy YOJIOBIKiB Ta JKiHOK.

[MopymieHHs: QYHKIII NeYiHKY. Y Malli€HTiB i3 JIETKUMU IIOPYIIEeHHAMU QYyHKITII

nediHku (5-6 6amiB 3a mKanow Yarnma—I1'10) mpu 3acTocyBaHHI eTOPUKOKCUOY B 4031
60 Mr 1 pa3 Ha mo0y cepeHil TOKa3HUK IIJIOIII ITi hapMaKOKiHETUYHOIO KPUBOIO
«KOHIeHTpalis-dyac» (AUC) 6yB nmpu6iu3Ho Ha 16 % OinbIIui, HiXK y 3TOPOBUX
DOOPOBOIBIIB ITPU TAKOMY K TO3yBaHHI JIikapChbKOro 3acoly. Y maIlieHTiB i3
MMOMipHUMU MOPYIIeHHAMU GYHKII] nedinku (7-9 6asniB 3a 1mikasnoio Yainga—-I1'10) npu
3acTOCyBaHHi eTOpUKOKCUOY B 703i 60 Mr yepe3 0o0y cepenHiii nokasHuk AUC 0yB
moniOHUM OO IMOKa3HUKa y 3TOPOBUX MOOPOBOJIBIIIB, IKi MpuiiManu npenapar y mo3i 60
Mr 1 pa3 Ha go0y IIOJeHHO; 3aCTOCYBaHHS eTOPUKOKcuOy B mo3i 30 Mr 1 pa3 Ha moly
He BUBYAJIOCh y IIi¥i rpyIi maiienTiB. Hemae kniHiuHmx a60 hapMaKOKiHETUYHUX
OaHUX 10O IMAIi€HTIB i3 TIXKKUMM IMOPYIIeHHSIMU QYyHKIIII mevinku (= 10 GaniB 3a
mkasnow Yaunga-I1't0).

[MopymenHsa GyHKIII HUPOK. PapMaKOKiHEeTHKa OQHOPAa30BOl J03U eTOPUKOKCcuOy 120

MT Y IAILi€HTIB i3 MOMIpHUMHU Ta TSIXKKWMU IIOPYIIEHHIMHU (QPYyHKIIil HUPOK, a TAaKOXK Yy
Malli€EHTiB i3 3aXBOPIOBAaHHSIMHU HUPOK TEPMiHANIbHOI CTafil, AKMM IIPOBOOSTH
reMofiasi3, He BiIpPi3HSIETHCSA 3HAYHO Bifl (h)apMaKOKIiHETUKHU Y 3TOPOBUX
moOpoBobIliB. ITpu remopianisi mikapchbKuil 3acid Malizke He BUBOOUTHCS (KITipeHC
mianidy — npubnu3Ho 50 MI1/XB).

Himu. ®apMaKoKiHETUKa eTOPUKOKCHUOY B fiTel (BikoM mo 12 pokiB) He BUBYaAJacCh.

Y npoiieci gocnigkeHb (papMakKoKiHeTHKY (n=16), 1110 TPOBOAMUIIOCH 3@ y4acCTIO
migIiTkiB (BikoM Bim 12 go 17 pokiB), (papMaKoOKiHeTHKa y MAIliEHTIB i3 Macoo Tiia



40-60 Kr, IKMM IDpu3HadaaIu eTOPUKoKkcub y mo3i 60 mMr 1 pa3 Ha moOy, Ta y HallieHTiB
i3 Macoro Tina 6inbiie 60 Kr, IKUM IpU3HavYaIu npemnapart y m1o3i 90 mr 1 pas Ha mo0y,
Oysna nomioHoo A0 apMaKOKiHETUKH ¥ JOPOCJINX, SIKi 3aCTOCOBYBaJIi eTOPUKOKCHUD y
no3i 90 mr 1 pa3 Ha goOy. be3neka Ta epeKTUBHICTL 3aCTOCYyBaHHS €TOPUKOKCUOY
OiTSIM He BCTaHOBJIEHI.

IToxka3aHHSA

CuMIITOMaTH4YHA Tepalis IpU OCTe0apTPHUTi, PeBMaTOIJHOMY apTPHUTi, aHKIJIO3yI0UOMY
CIIOHIMJIITiI, @ TaKOXK IpU O0JII0 Ta O3HAKaX 3aMaJIeHHs, ITI0B’I3aHUX i3 TOCTPUM
NOoJarpu4YHUM apTPUTOM.

HeTpuBarne JikyBaHHS IOMipHOTO micjsionepalliiiHoro 60710, OB’ I3aHOTO 3i
CTOMAaTOJIOTIYHUMU OlepalliaMu.

PimmeHHs npo npu3HayeHHS ceJIeKTUBHOTO iHrib6iTopa LIOI-2 MMOBMHHO I'PYHTYBATHUCS
Ha OIliHIIl BCiX IHAWBIOAyaJIbHUX PU3HUKIB y alli€HTAa.

IIporunoka3aHHs

JlikapcbKuii 3aci6 Exci6® IPOTUIIOKa3aHUU:

e IIPU TiNepPYyTIIMBOCTI OO0 Aito4yol abo g0 OyIob-IKOl MOIMOMizKHOI PeYOBUHU
npemnapary;

e IPU AaKTUBHIM MENTUYHIN BUpPa31li a0 aKTUBHIN IIJTYHKOBO-KUIIIKOBiM KPOBOTEYi;

e TIAIliEHTAM, Y SKUX BUHMKAB OpPOHXOCIa3M, TOCTPUU PUHIT, Ha3aJIbHi ITOJIiMH,
aHTiOHEBPOTUYHUM HaOPSAK, KPOIIUB'THKa abo iHII anepriyHi peakiii micis
3aCTOCYBaHHS alleTUICcaliuiaoBoi kucnotu abo HI133, Bkmoyatouu iHTrib6iTOpPH
oor-2;

e y IIepiof BariTHOCTI Ta rogyBaHHSA I'PYOLOO0;

e MIPU TAXKKUX MNOPYLIEHHAX (QYHKIII] mediHnku (anbOyMiH CUpPOBaATKU KPOBi < 25 r/n
abo = 10 OaniB 3a mkanooo Yamnnga-I1'10);

e SKIIIO PO3pax0OBaHUM HUPKOBUU KIIipeHC KpeaTuHiHy < 30 MJI/XB;

e IiTAM BiKOM [0 16 pOKiB;

e [IPU 3allaJIbHUX 3aXBOPIOBaHHSAX KUIIEYHUKY;

e ITPHU 3aCTiliHiN cepieBi HemocTaTHOCTI (NYHA II-1V);

e TIALIIEHTAM 3 apTepiajIbHOIO IiIepTEeH31€10, ¥ IKUX [IOKa3HUKM apTepiaJbHOT O
THUCKY mocCTinHO Buili 3a 140/90 MM pT. CT. Ta HEAOCTAaTHHO KOHTPOIIOIOTHCS;

e ITPU MiaTHOCTOBAHIM illIeMiyHi# XBOpoOi cepliis, 3aXBOPIOBaHHAX ITepudepruyHUux
apTepilt Ta/abo 11epedpPOoBACKYIAPHUX 3aXBOPIOBAHHSIX.

B3aemonisi 3 iHOIHMH JTiKapChbKHMH 3aco00aMu Ta iHIIIi BUIH B3a€EMOIil



dapmakoOuHamiuHi 83aemo0ii

ITepopaavHi aHmukoazyasiHmu. Y Nalli€eHTiB, CTaH SKUX cTabinizoBaHUM MOCTIMHUM
3aCTOCyBaHHAM BapdapuHy, IPUNOM eTOPUKOKCHUOY B mo3i 120 Mr Ha 1oy
CYIIPOBOMXKYETHCS 30inbIlIeHHSAM MPpuOIU3HO Ha 13 % npoTpoMOiHOBOTO 4Yacy
MiKHapOOHOT0 HOpMaJsi3oBaHOro BigHomeHHsa (MHB). Tomy B alieHTiB, sKi
3aCTOCOBYIOTH IIepOpajibHi aHTUKOAry/IsSHTHU, CJIi[] 4aCTO MePeBipsATHU ITOKa3HUKUA
npoTpoMbiHoBoro yacy MHB, ocoGnuBo B mepilli AHI TpuiioMy eTOPUKOKCUOy abo mmpu
3MiHI UOT0 OO3yBaHHS.

Iliypemuku, iH2ibimopu aH2iomeH3uHnepemaeopr8aabHo20 ¢pepmernmy (AIT®) ma
aHmazoHicmu peuenmopis aHziomeH3uHy II. HT133 MmoxXyTh nmocnabitoBaTy epekT
OiypeTHUKIB Ta IHIINUX aHTUTINIEePTEeH3UBHUX IIpernaparis. Y OesaKuX Malji€HTiB 13
MOPYyIIeHHAMY QYHKIII HUPOK (HalpUKJiIaf, V IMalliEHTiB i3 merimparatieio abo y
Malli€eHTiB JIITHHOTO BiKYy 3 ocjiabiieHo0 GYHKIIEI0O HUPOK) OJHOYACHE 3aCTOCYBAHHS
inridiTopa AIT® abo aHTaroHicTiB perenTtopiB aHrioreH3uny Il i mpemaparis, 1110
iHriOyIOTh IIMKJIOOKCUT €HAa3y, MOXKe ITPU3BOOUTHU [0 ITOAAbIIOr0 IIOPYIIeHHS PYyHKITi1
HUPOK, BKJIIOYAI04YM I'OCTPY HUPKOBY HEIOCTATHICTBD, 1110 3a3BUYall Ma€ 000POTHUU
xapakTtep. Ciig maM’sTaTu IPO MOXKJIMBICTh TAKUX B3a€EMOLIN Y IMMALIEHTIB, SKi
3aCTOCOBYIOTh €eTOPUKOKCHO omHOYacHO 3 iHridiTtopamu AII® abo 3 aHTaroHicTammu
perieniTopiB anrioren3uny II. Tomy Taki KomOiHallil ciig mpu3HavaTH 3 00ePexRHICTIO,
0COOJITMBO MallieHTaM JIiTHLOTO BiKy. Cif mMpoBecTH HalexXHYy rigpaTalliio Ta
PO3TJISHYTHU MMUTAHHS PO IPOBEOEHHS MOHITOPUHTY QYHKIIIl HUPOK Ha ITOYaTKy
KOMOiIHOBAHOTO IiKyBaHHS, a TaKOXK 3 IIEBHOIO IIEPIOANYHICTIO i Hagati.

Auemuasacanivunosa Kucsaoma. Y npoueci OOCHiaXKeHHs 3a y4acT 300POBUX
noOpOBOJIBIIIB B YMOBaxX PiBHOBaXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOy B mo3i 120
Mr 1 pa3 Ha moOy He BILUIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIilIiI0BO1
kucnotu (81 mr 1 pa3 Ha mo0Oy). EToprukokcu6 MOoxKHa Npru3HadaTU OJHOYACHO 3
alleTUJICAJIILMIIOBOIO KHCJIOTOK B A03aX, 0 3aCTOCOBYIOThCS AJIS MPOQiTaKTUKHU
CepILeBO-CYIUHHNX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAiIMIOBOl KUCJIOTH B
HU3BKMX A03ax). OgHaK OgHO4YacCHe 3aCTOCYBaHHS HU3BKUX [03 alleTUJICAJIilIUI0BO1
KHCJIOTU Ta €eTOPUKOKCUOYy MOKe 30isIblilyBaTh 4acTOTy BUHUKHEeHHs Bupa3ku LIKT Ta
iHIIIMX yCKJIagHEHb ITOPiBHSIHO 3 MOHOTEPAIli€l0 eTOPUKOKCcuO6oM. He pekKoMeHI0BaHO
OOHOYACHE 3aCTOCYBaHHS €TOPUKOKCUOY 3 alleTUJICATiIIUIIOBOI0O KMCIIOTO0, 03U SIKOL
BUIII 3a IMpodilakKTU4YHI, a TaKoXK 3 iHmmumu HIT33.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO[isI €eTOPUKOKCHUOY 3 TUMU JIiIKapChbKUMU
3acobaMu He BUBYaJlaCch, OJHOYACHE 3aCTOCyBaHHs Oyab-sikoro HII33 i3
IIMKJIOCIIOPUHOM ab0 TaKpOoIiMycoM MOXKe IMOCUJIIOBAaTH HE(YPOTOKCUYHUN BIIJIUB
ocTaHHIX. Ciig KOHTPOJIIOBaTH (PYHKIIiI0 HUPOK IIPXU OJHOYAaCHOMY 3aCTOCYBaHHi
€TOPUKOKCUOY 3 OyIOb-IKUM i3 IUX IIpenaparisb.



dapmaKoKiHemu4Hi 83aemMo0il
Bnaue emopukokcuby Ha (papmMakoKiHemukKy iHwux npenapamia.

JIimiti. HI133 nocnabioioTh BUBEOEHHS JIiTiI0 HUPKaMM, TUM CaMUM ITiIBULIYIOYU MOTO
piBeHb y mJja3Mi KpoBi. AKIo HeoOXigHO, TPOBOASTh PeTEebHIUY KOHTPOJIb PiBHS JIiTiI0
Y KPOBI Ta KOPUT'YIOTH O03Y JIITiI0O IPOTATOM OOHOYACHOTO 3aCTOCYBaHHS IIUX
Ipernaparis, a TaKOX IIpU NPUIIMHEHHI 3acTocyBaHHsa HII33.

Memompekcam. Y npoileci IBOX HOCHiI?KeHb BUBYAIUCSA e(PEeKTU eTOPUKOKCUOY IIpU
3acTocyBaHHi y mo3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha o0y mpoTsAroM 7 OHIB
ralieHTaM, Kl 3aCTOCOByBa/in 1 pa3 Ha TUXKOEHb MeTOTpeKcaT y 0o3i Big 7,5 go 20 mMr
IIpY peBMaToigHOMY apTpuTi. ETopukokcu6b y mo3i 60 mMr i 90 Mr He BIJiMBaB Ha
KOHIIEHTpaIlilo B IJIa3Mi KpOBi a0 Ha HUPKOBUU KIIipeHC MeToTpeKcaTy. B ogHOMY
OOCITiI»KeHHi P 3aCTOCYBaHHI eTOPUKOKCUOY B mo3i 120 MI He CIIOCTepiraaoch
BIIJIMBY Ha KOHIIEHTPAIlil0 B IIJIa3Mi KPOB1 Ta HUPKOBUU KJIIpEHC MeTOTpeKcaTy, TOOL SIK
B iHIIOMY OOCJIiAXKEeHHi IPU 3aCTOCYBaHHI eTOPUKOKCHOY B m0o3i 120 MI KOHIIeHTpallis
MeTOTpeKcaTy B IIJIa3Mi KpPOBi migBuilyBaisacsa Ha 28 %, a HUPKOBUM KIIipeHC
MeTOTpeKcaTy 3HuxKyBaBcsa Ha 13 %. [Ipu ogHOYacHOMY IpU3HAYEHHI ETOPUKOKCUOY
Ta METOTPeKCaTy CJIif IPOBOAUTU BiAIOBIAHUN MOHITOPHUHT IIIOAO0 IIOSIBU TOKCUYHOI'O
BILJIUBY METOTpPEKCAaTy.

ITepopanavHi koHMmpauenmueu. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHIi 3 IlepopaJibHUMHU KOHTpALleITUBaMU, 110 MICTATh 35 MKI
eTuHinectpagiony Ta 0,5-1 Mr HOpeTUHAPOHY, IPOTATOM 21 OHS IIPUI3BOOUB [0

nigBuIlleHHs MoKa3HuKa AUC LY PIBHOBAXXKHOMY CTaHI [JI1 eTUHIJIeCTPaaiony Ha

0-24
37 %. ETopukokcu6 y mo3i 120 MT mpu 3aCTOCyBaHHI 3 BKa3aHUMHU IePOPaIbHUMU
KOHTpAalleNITUBaMU OOHOYacHO abo yepe3 12 roguH IMigBUIIYBaB y PiBHOBaXKHOMY CTaHi
3HAYEHHS AUCO_2 Ak eTuHinectpaniony Ha 50-60 %. [Ipo Take migBUIIIEHHS
KOHIIEHTpallil eTUHiNIecTpaaiony ciig maM’sTaTu Npu BuUOOpPi mepoparibHOTO
KOHTpPALIEIITUBY 3 Pi3HUM BMiCTOM €THHIiIECTPagiony, SKUH 3aCTOCOBYBAaTUMETHCS
OOHOYACHO 3 eTOPUKOKCUOOM. ITimBuIIeHHS €KCIIO3Ullil eTUHIIeCTpamiony MoxXe
30i7bIITyBaTH YaCTOTY BUHUKHEHHS IMOOIYHUX pPeakilili, ITOB’I3aHUX i3 3aCTOCyBaHHSIM
repopajibHUX KOHTPALEITUBIB (Hanmpukianm, TpoM60oeMO0ITil BeH y XKiHOK IpyInu

PHU3UKY).

I'opmono3amicHa mepanis. I[Tputiom 120 MT eTOPUKOKCUOY 3 TOPMOHO3aMiCHUMU
penapaTaMu, 110 BKJIIO4YalOTh KOH 'I0roBaHi ectporesu (0,625 mr «IIpemapuny ™ »),
IpoTAroM 28 OHiB 30i/IblIye CepeqHill MOKa3HUK AUCO_2 an Y PIBHOBaXXHOMY CTaHi
HEKOH'10roBaHOTr0 ecTpoHY (Ha 41 %), ekBiniHy (Ha 76 %) i 17-B-ectpanmiony (Ha 22 %).
Bronus mo3 eTopukKokKcuOy, peKOMEHI0OBaHUX AJIsI TPUBAJIOTo 3acTocyBaHHs (60 mr i 90
MT), He BUB4YaBCs. [TIopiBHSAHO 3i 30inmblieHHAM mo3yBaHHg 3 0,625 mr mo 1,25 mr npu
MOHOTeparrii mpenapatom «I[IpeMapu™ », BOJIUB eTOPUKOKCUOY B mo3ax 120 Mr Ha



AUCO_2 41, ©CTPOTEHHUX KOMIIOHEHTIB mpernaparty «IIpemapun™ » OyB MEHIIINM, HiXK Ha
oyIoBUHY. KiliHiuHe 3HaYeHHS TAaKOTO IIiIBUIIIEHHS HeBioMe, a IIPUUOM BUCOKUX 03
npemnapaty «I[IpeMapua™ » OOHOYACHO 3 eTOPUKOKCHUOOM He BuB4YaBcs. Ciig OpaTu mo
yBaru Take 30inbllIeHHS KOHIIEHTpAallil eCTporeHy npu BuUOOPi TOpMOHAIFHOTO
npernapary Ojisi 3aCTOCYBaHHS Y IIePiof IIOCTMEHOIIay3U IIPU OOHOYAaCHOMY
3aCTOCYBaHHI 3 eTOPUKOKCUOOM, OCKITbKY 3POCTAaHHS €KCITO3UIlil ECTPOTeHY MiBUIIYE
PU3UK BUHUKHEHHS IMOOIYHUX peakliiil IIpU 3aMiCHili TopMoOHOTeparril.

ITpeOHi30H/NpeOHi3010H. Y OOCHIIKEeHHSIX B3aEMO/Iil eTOPUKOKCHO He BUSIBJIISIB
KJIIHIiYHO 3HAYYIIOro BIJIMBY Ha (papMaKOKIHETUKY IIPEAHI30HY/IIPEOHI30I0HY.

HueoxcuH. TIpu 3acTocyBaHHI eTOPUKOKCHOY B 7o3i 120 Mr 1 pa3 Ha moOy IpoOTSITOoM
10 gHiB 3OpOoBUMH DOOPOBOIBIISIMHU HE CIIOCTEPIraBCs BIJIUB Ha ITOKA3HUK AUCO_2 an Y
PiBHOBaXKHOMY CTaHi Ta Ha BUBEEHHSI OUTOKCUHY HUPKaMu. CriocTepiranocs
30i7bIlIeHHS TTOKa3HUKa Cmax ourokcuny (mpubnu3Ho Ha 33 %). Take migBUILIEHHS
3a3BUYal He € CYTTEBUM Yy OilbIIOCTI IMalieHTiB. OgHaK CIIifl CIIOCTepiraTu 3a CTaHOM
MAalli€HTiB i3 BUCOKUM PU3UKOM TOKCHUYHOI [Iil UTOKCUHY IIPY OOHOYACHOMY

IpU3Ha4YeHHI eTOPUKOKCUOY Ta QUTOKCHUHY.

Bnaue emopukokcuby Ha npenapamu, w0 memaboai3yromuCs
cyabhompaHcpepasamu

ETopukokcub € iHribiTopoM aKTHUBHOCTI JTIIOACHKOI cynbdoTpanchepas3u, 30KpeMa
SULTI1E1, a TakoX MOKe HigBUILyBaTU KOHIIEHTPAallil0 eTUHIJIECTpafioily B CUpPOBaTIIi
KpoBi. OCKiNbKH JOTemep JaHUX IIPO BIJIUB YUCJIEHHUX CylIb(oTpaHCchepas
HeJIOCTATHLO, a KJIiHiYHI epeKTu 6araThbox MpernapaTiB 4OCi BUBYAIOTHCS, MOIIIBHO 3
00epexKHiCTIO MpU3HaYaTH eTOPUKOKCHO OMHOYACHO 3 iHINMMMU IIpenapaTaMu, 1110
MeTabo0JIi3yI0ThCSI B OCHOBHOMY IIOICHKUMHU CylIbdoTpaHcdepasaMu (HaopUKIIamd,
ImepopaabHUM canb0yTaMOJI Ta MiHOKCUIMII).

Bnaue emopukokcuby Ha npenapamu, w,o memaboaizyromucs izopepmermamu CYP

3a maHMMU OOCIAXKEHbD In Vitro, He O4YiKyeThCs NpUrHideHHs nuToxpoMiB P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y mpo1ieci gociaigXKeHb 3a y4acTiO 3T0POBUX
m0OPOBOIIBIIIB IITOJeHHE 3aCTOCYBaHHSI eTOPUKOKCUOY B J03i 120 Mr He BI/IMBaJIO Ha
aKTUBHICTH neuiHKOBOro CYP3A4, 1110 BCTAHOBJIEHO 3a EPUTPOMIIIMHOBUM OUXAJILHUM
TEeCTOM.

Bnaue iHwux npenapamis Ha papMakoKiHemuKy emopukokcuby

OcHOBHUM IIISIX 00MiHY eTOPUKOKCHUOY 3anexXkuTh Bif ¢epmeHTiB CYP. CYP3A4
crpusie MeTab0J1i3My eTOPUKOKCHUOY in vivo. [locnigKeHH4 in vitro BKa3yioTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYTh KaTajli3yBaTh OCHOBHUU
IIJISTX OOMiHY eTOPUKOKCHOY, aje iX KiTbKiCHi XapaKTepuCTUKU He BUBYAJIUCH in Vivo.



KemokxoHa3o41. KeTokoHa3071 € oTyKHUM iHribiTopoM CYP3A4. [Ipu 3acTOoCyBaHHI
3M0poBUM HOOPOBOIBIISAM ¥ Ho3ax 400 Mr 1 pa3 Ha moOy npoTtsaroMm 11 gHiB
KETOKOHAa30J1 He YUHUB KJIIHIYHO 3HAYyIIOr0 BIIJIMBY Ha (papMaKOKIHETUKY
eTOPUKOKCHOy B ogHOpPa3o0Bii go3i 60 Mmr (30inpimenus AUC Ha 43 %).

Bopukona3os i mikoHa3o4. OgHOYAcCHE 3aCTOCYyBaHHS BOPMKOHA30JIy ITepopaabHOo abo
MiKOHA30J/Iy Y BUTISO1 OPaIbHOTO T'eJIio OJIsI MiCILIeBOT0 3aCTOCYBaHHS (ITOTYXKHI
inridiTopu CYP3A4) 3 eTOpUKOKCUOOM BUKJIMKAJIO HEBEJIUKE ITiABUINEHHS €KCIIO3UITil
€TOPUKOKCHOY, 1110, OOHAK, He BBaXKajoCs KJIiHIiYHO 3HAUYIIIUM 3TigHO 3
oIy0JIiKOBAaHMMU OaHUMHU.

PugamniyuH. OgHOYaCHE 3aCTOCYBaHHS €TOPUKOKCHUOY Ta pudaMIilnHy (IOTYy2KHOTO
iHoykTopa (pepmeHTiB CYP) mpu3BOAMIIO 00 3HUKEHHS KOHIIEHTpPallil ETOPUKOKCUOY B
na3Mi KpoBi Ha 65 %. Lle MoxKe CynIpOBOAXKYBAaTUCS IOBTOPHUM IIPOSIBOM CUMIITOMIB
IIPU OMHOYAaCHOMY 3aCTOCyBaHHi 3 eTOpUKOKcuOoM. Tofi sIK Taki JaHi MOXYTh
BKa3yBaTU Ha HeOOXiIHICTh 30i/IbIIIeHHS 03U, HE PeKOMEHI0BaHO 3aCTOCOByBaTHU
€TOPUKOKCHUO y J03ax, 110 IIePEeBUIYIOTh BKa3aHi /151 KOXKHOTO0 ITOKa3aHHS, OCKiJIbKU
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pHUPaMITILIUHY Ta eTOPUKOKCHUOY B TaKUX
no3ax.

AHmauyudu. AHTalUOHI TpenapaTy He YMHSATDH KITiHIiYHO 3HAUYYIIIOTO BIIMBY Ha
bapMakoKiHETUKY €TOPUKOKCUOY.

Oc006/1MBOCTi 111070 3aCTOCYBaHHSI

Bnaue Ha IIIKT

[ToBigomrisiyiocst Ipo YyCKnIamHeHHS 3 00Ky BepxHix BigminiB IIKT (mepdopariii, Bupa3ku
abo KpoBOTeUi), iHOMi 3 JIeTaJIbHUM HACJIiIKOM, V Malli€HTiB, IKi 3aCTOCOBYBaJlx
€TOPUKOKCUDO.

3 obepexkHicTio ciig npu3Hayatu HII33 malieHTaMm i3 migBUIlleHUM PU3UKOM
ycknapHeHb 3 00Ky IIIKT, nmaiieHTaM JIiTHBOTO BiKYy, IalliEHTaM, IKi 3aCTOCOBYIOTh
Oynb-sakub iHmmi HIT133 abo aneTunacamiluioBy KMCIOTY OOHOYACHO, abo mallieHTam 3i
IIJIYHKOBO-KUIIIKOBUMY 3aXBOPIOBaHHSMU B aHaMHe3l, a caMe: BUpa3KaMU Ta
[IIJTYHKOBO-KUIIIKOBUMHY KPOBOTE€YaMHU B aHaMHe3i.

€ momaTKOBUM PU3UK PO3BUTKY NMOOIYHMX peakiiil 3 60Ky [IIKT (IITyHKOBO-KUIIIKOBA
BHUpa3Ka abo ixmI yckimagHeHHs 3 60Ky [IIKT) mpu ogHOYaCHOMY 3aCTOCyBaHHI
€TOPUKOKCHOY Ta alleTUJICaIiUIOBOl KUCIOTHU (HaBiTh y HU3bKUX A03aX). Y Ipoleci
TPUBAJIMX KJTIHIYHUX OOCIIIXKEHb He CIIOCTepiraaocs BUpaXeHOol BiAMiHHOCTI y
6esneni mopo IKT mpu 3acTocyBaHHi ceneKTuBHOrO iHri6iropa 1IOI-2 +
anetuscaninunosa kucinora Ta HII33 + ameruncaninuioBa KACIOTA.



Bnaue Ha cepueso-cy0uHHYy cucmemy

Kniniuni mocnigzkeHHs BKa3yIOTh Ha Te, 1110 3aCTOCYBaHHS JIiIKapChKUX 3aco0iB Kitacy
ceneKTUBHUX iHTibiTOpiB LIOT'-2 Moke OyTH ITOB’si3aHe 3 PU3UKOM BUHUKHEHHS
TPOMOOTHUYHUX YCKIaAHEeHb (0C00IMBO iHpapKTy MioKapa Ta iHCY/IbTy) IIOPiBHSHO 3
mane6o ta meskuMu HI133. OCKinbKHU PU3UK CEPLIEBO-CYONHHUX YCKIagHEHBb 3POCTAE
mpu 30iNTbIIeHH] 403U Ta TPUBAJIOCTi 3aCTOCYBaHHS €eTOPUKOKCUOY, mpemapaT CIIif
MMpu3HayYaTH Ha SKOMOT'a KOPOTIINM IIepiof Yacy Ta B HaWHUKYil epeKTUBHiN m0oOOBi
no3i. [ToTpibHO mepioguyHO mepernsagaTi NoTpely MalliEHTIB Y CUMITOMaTUYHOMY
roJieruieHHi 6010 Ta peakxllilo Ha JIiIKyBaHHS, 0COOJIMBO Y IAIli€HTIB 3 0CTE0APTPUTOM.

[TamierTaM i3 BUpaXeHUMU (pakKTOpaMu PU3UKY PO3BUTKY CEPLIEBO-CYANHHUX
yCKIagHeHb (HallpuKiaf, apTepiajbHa rinepTeH3is, rineprimigeMis, yKpoBuu miaber,
MajiHHS) IpU3HaYaTU eTOPUKOKCUO CJIif JTUIIle MicJis peTEeNbHOI OLiIHKY PU3UKY
PO3BUTKY YCKJIaJHEHHS.

CenekTuBHi iHri6iTopu LIOI'-2 He 3aMiHIOIOTHL 3aCTOCYBaHHS alleTUIICAiIINIIOBO1
KMCJIOTHY OJI IPoGiTaKTUKU TPOMO0eMOOJIiUYHNX CEPILIEeBO-CYIUHHUX 3aXBOPIOBaHb,
OCKIiIbKM He YMHSATH aHTHUarperaHTHol fAil. ToMy He cjlif cCKacoByBaTH IIPUMOM
aHTHMarperaHTHUX IIpelaparisb.

Bnaus Ha HuUpku

HupkoBi npocTariaHgyHA MOXKYTh BiflirpaBaTU KOMIIEHCATOPHY POJIb y MiATPUMIIL
nepdy3il HUPOK. ToMy IIPHU CTaHaX, IO CYIPOBOAXKYIOTHCS IIOPYILIEHHSIM HUPKOBO1L
nep@y3sii, 3aCTOCyBaHHS €TOPUKOKCUOY MOKe ITPU3BOOUTHU [0 MTOCIabeHHs
YTBOPEHHS IIPOCTarjaHAWHIB i, IK HACJIiOOK, -00 HUPKOBOTO KPOBOTOKY, TUM CaMUM
noripuryroyu GyHKIII0 HUPOK. BUCOKWY PU3UK PO3BUTKY TaKOl peaxiiil
CIIOCTEPIraeThCs y MAlli€HTiB 3 y2Ke HagBHUMU BUPaKE€HUMHU NOPYIIEHHAMU (QYHKIIi1
HUPOK, HEKOMIIEHCOBAHOIO CEePIeBOI0 HEIOCTATHICTIO a00 ITMPO30M. Y TaKHX IIAIli€HTiB
CJIi KOHTPOIIOBAaTH (PYyHKIIIO HUPOK.

3ampumka piOuHu, HabpsKu ma apmepiaavHa 2inepmeH3is

4k i mpu 3acTOCyBaHHi iHIIUX MpelaparTis, 0 iHTi0yI0OTh CUHTE3 IIPOCTarjlaHOuHIB,
3aTpPUMKa PiguHU, HAOPSIKM Ta apTepianbHa rilepTeH3iss criocTepiraaucs y mallieHTiB,
SIKUM 3aCTOCOBYBasiu eTopukokcub. Bci HI133, BKioyaouu eTOPUKOKCUO, MOKYTh
ITPU3BOOUTHU 10 PO3BUTKY ab0 PeluanBY 3aCTiliHOI cepiieBOl HeMOCTAaTHOCTI.
IHopMaliiro Ipo peakilito 3a1eKHO Bifl 403U OUB. y po3aini «®apMaKOoJIOriuHi
BJIaCTHUBOCTi. PapMakoguHaMiKa». 3 00epexkHiCTI0 HeoOXigHO ITpu3HaYaTH IIpernapaTt
MallieHTaM i3 cepiieBOI0 HeJOCTaTHICTIO, MOPYLIEHHAMHU (QYHKIIi] JIiBOT0 HIJIyHOYKa abo
apTepianbHOIO TiMepTEeH3i€l0 B aHaMHe3i, a TaKOXK IalliEHTaM i3 HaOpsKaMHu, 110
BUHUKJIIN 3 OyIOb-IKUX iHINNX IpuYnH. [Ipy KIiHIYHUX O3HaAKaX IIOTipIIeHHs CTaHy



TaKUX MAIi€HTIB CJIif BXKUTH BiAIIOBIMHUX 3aXO0[IiB, BKJIIOYAIO4YU BiIMiHY € TOPUKOKCUOY.

ETopukokcu6, 0cOGIMBO ¥ BUCOKUX [103aX, MOKe ITPU3BOAUTU [0 YaACTIIIOl Ta TIXKYO0I
apTepianbHOI rinepTeH3il MOpiBHSAHO 3 AesakuMu iHmuMu HI133 Ta ceneKTuBHUMU
inridiTopamu LIOI'-2. ToMy apTepianbHy TillepTeH3ii0 CIIiI KOHTPOJIIOBATHA [0 OYaTKy
3aCTOCYBaHHS €TOPUKOKCUOY, OCOOINBY yBary oTpiOHO IPUOINTUTH KOHTPOJIIO 3a
apTepiarbHUM TUCKOM MiJl Yac NiKyBaHHS e TOPUKOKCUOOM. ApTepialbHUM TUCK CITif
KOHTPOJIIOBATU IPOTATOM 2 THUXKHIB IiC/ISA IOYATKY JIIKYBaHHS, a IIOTIM - IEPiOAUYHO.
AK110 apTepiaJlbHUM TUCK CYTTEBO IIIIBUIIYETHCS, CIIiLl PO3TJITHYTU MOXKIIUBICTD
aJIbTEPHaTUBHOTIO JIIKYyBaHHS.

Bnaue Ha neviHKy

IMigBuItieHHs PiBHS anaHiHaMmiHoTpaHchepas3u (AJIT) Ta/abo
acraptataminoTpaHcdepasu (ACT) (mpubnusso B 3 ab6o OinbIle pa3iB MOPiBHSIHO 3
BepPXHBOI0 Mexkero HopMmu (BMH)) crioctepiranocs npubnu3so B 1 % mallieHTiB, skKi
Opanu y4acTh y KJIIHIYHUX OOCITIIXKEeHHSIX Ta 3aCTOCOBYBaJii eTOPUKOKCUO y mo3ax 30
Mmr, 60 Mr Ta 90 Mr Ha goOy IIpoTATOM Iepiony Ao 1 poky.

Cnip criocTepiratu 3a CTaHOM BCiX MAIliEHTIB i3 CUMIOTOMaMM IOPYIIeHHS QyHKITi1
MMeYiHKM, a TaKOXK 3a CTAaHOM IAIli€HTIB i3 MaTOJIOTiYHUMM ITOKa3HUKaMMu QyHKIIi1
neuinku. [Ipy 03HaKax MopymIeHHsS QyHKIIl TeYiHKY Ta IIPYU CTIMKUX IIaTOJOTiYHUX
3MiHax MoKa3HUKiB GyHKIII nevinku (y 3 pa3u Buile 3a BMH) eTopukokcu6b cifg
BIOIMIHUTH.

3azaavHi 8Ka3iBKu

SAKIIO MPOTATOM JIIKyBaHHS y HalliEHTa CIIOCTEPIra€ThCS MOTipIeHHsS QyHKIIi1 Oyab-
SIKO1 i3 cCHCTeM OpraHiB, 3a3Ha4YeHUX BUILlE, CJIi BXKUTH BiANOBITHMUX 3aXO[iB Ta
PO3TJISTHYTHU ITUTAHHS NP0 BimMiHy eTopuKokcuOy. HeobximHo 3ab6e3meuynuTy BignoBigHe
MeOguYHe CIIOCTepeKeHHs IIPU 3aCTOCYBaHHI eTOPUKOKCUOY IMMallieHTaM JIiTHBOTO BiKy
Ta IMalliEeHTaM i3 mopyleHHIMU (QYHKII] HUPOK, MediHKy abo cepiis.

3 06epexXHICTIO CJIig TOYMHATHU JTIiIKyBaHHS €TOPUKOKCHUOOM TTallieHTaM i3
merigparaliero. PeKoMeHIoOBaHO IIPOBECTU perigpaTarliiio 40 I104YaTKy 3aCTOCYyBaHHA
€TOPUKOKCUOY.

ITpo pO3BUTOK CEpUO3HUX LIKIPHUX peakliil, y OesIK1UX BUIlaJlKaX 3 JIeTaJIbHUM
HacCJigKoM, 30KpeMa eKCc(doIiaTuBHOTO IepMaTuTy, cuHapoMy CTiBeHca—][2KOHCOHa 1
TOKCHUYHOTO eIlilepMaJIbHOI'0 HEKPOJIi3y, OyXKe PiAKO IIOBIOOMIIAJIOCA IPU
3actocyBaHHi HI133 i mesikux ceseKTuBHUX iHTi6iTOpiB LIOT'-2 mimg yac
IMOCTMapKETHUHTOBOTO CIIOCTePEeXKeHH (OquB. po3min «I1o06iuHi peakirii»). HauBumuu
PU3UK PO3BUTKY TaKHUX peaklliil y MallieHTiB — Ha II04YaTKy Teparii, a Io4aTokK 1X
ITPOSIBiB ¥ OiNIBIIIOCTI BUMIAMIKiB — IMIPOTSITOM IIEPIIOro Micsiis jTikyBaHHs. Cepiio3Hi



peaxiiil rinepuyTAUBOCTi (Taki K aHadimakcia i aHTiOHEBPOTUYHUM HaOPSK)
CIIOCTepiranucs y mallieHTiB, SKi 3aCTOCOBYBa/Iu eTOPUKOKCHUO. [lesiKi celTeKTUBHi
inridiTopu LIOI'-2 migBUIYIOTh PU3UK BUHUKHEHHS IIKiPpHUX Peaklliil y mallieHTiB 3
aJiepriyHol0 peakili€eio go Oyab-IKOTO0 IIpenapaTry B aHaMHe3i. ETopukokcub cin
BiIMIiHUTH IIPU NEPIINX IIPOsIBaX BUCUNAaHb Ha IIKipi, YIIKOAXKEHb CIIU30B01 000JIOHKHU
a60 iHmIMX 03HaKaXx TilnepyyTIUuBOCTI.

[Tpu 3acTOCyBaHHiI €eTOPUKOKCUOY MOXKYTh MaCKyBaTHUCS IIPOSIBU rapsyKy Ta iHIII
O3HaAKU 3alajIbHOI'O IIPOLEeCy.

3 06epexHiCTIO MPpHU3HaYaloTh OJJHOYACHO eTOPUKOKCUO Ta BapdapuH abo iHIi
repopasibHi aHTUKOATYISTHTH.

3acTocyBaHHSI €TOPUKOKCHUOY, K i iHIIMX mpenaparis, M0 iHTiOyIOTh
LIUKJIOOKCUTeHa3y/CUHTEe3 NPOoCTarilaHANHIB, He PEeKOMEHO0BaHO XiHKaM, SAKi
[JIaHYIOTh BariTHICTh.

Baoicausa iHpopmauisa npo OONOMIdHCHI PeY08UHU

Lle#t mikapcbkuit 3acid micTuTh MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpito, TOOTO
NPaKTUYHO BiJIbHUH Bif HaTpilo.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHA 2py0010.
BariTHicTs

HeMmae kiiHiYHUX DaHUX IIPO 3aCTOCYBaHHS €TOPUKOKCHUOY B Iepiof BariTHOCTI.
ITocnigXeHHs Ha TBapUHAaX [IPOLEeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.
[MToTeHLi¥HUYN PU3HUK [OJI BaTriTHUX HEBigoMui. 3aCTOCyBaHHS €TOPUKOKCUOY
IIPOTSATOM OCTAHHLOTO TPUMECTPY BariTHOCTI, K i IHIIUX ITpelaparTis, 110 iHTiOYIOTh
CUHTEe3 IIPOCTarjlaHOWHIB, MOXKe IIPU3BOOUTHU 0 BiCYTHOCTI CKOPOYEHb MaTKHU i, IK
HaCJIOOoK, 00 3aTPUMKU YU ITOLOBXKEHHS II0JIOTIB Ta IIepefyacHOrO 3aKpPUTTS
00TasioBOl IIPOTOKH i TereHeBoil rinepreHn3ii. [ToBimoMIsiIoCcs Mpo BUIIAOKY ITOPYIIEHHS
¢yHKI1Iil HUPOK moma, 110 CIIPUYNHSIIO A0 3MEHIIeHHS 00'eEMY aMHiOTUYHOl PiTUuHYT
(omirorigpaMHioH) y BariTHUX KiHOK, SIKi TpUMMaIu HECTEPOIOHI ITpoTU3analbHi
npenapatu (HII3I1) Ha gBammsgTOMY THXKHi BariTHOCTI abo mi3Himie. IHKoOMU 11e MoXkKe
IPU3BOOUTHU OO0 NOPYLIEHHS (QYHKIIl HUPOK Y HOBOHAPOAXKEHUX. 3a3HaueHi e(peKTu
MOXKYTb BUHHKATHU He3abapoM Iricis nodaTky nikyBaHHs HII3II; onirorinpaMHuion
3a3BUYail € 0O0OPOTHUM IIiCJIA NPUNUHEHHS JIiIKyBaHHS. 3aCTOCYBaHHSI € TOPUKOKCUOY
IIPOTUIIOKA3aHO B [Iepiof BariTHOCTI. fAKINO XiHKa 3aBariTHIA Iif Yyac JIiKyBaHHS,
€TOPUKOKCHUO HeoOXimTHO BiIMiHUTH.

[lepiog rogyBaHHSA I'PYOOIO




HeBimoMo, uu IpOHUKAE €TOPUKOKCHUOD y IPyaHEe MOJIOKO. Y IIypPiB eTOPUKOKCHUO
BUBOOUTHLCS Y MOJIOKO. 2KiHKHU, IKi 3aCTOCOBYIOTh €TOPUKOKCHO, He ITIOBUHHI TOqyBaTU

I'PynoAao.

DOepPTUIBHICTD

3acTocyBaHHSI €TOPUKOKCHUOY, SK i iHIIMX mpenaparis, mio iurioyooTts LIOI-2, He
PEKOMEHO0BaHO XKiHKaM, sKi IIJIaHyTh BariTHICTb.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

[MamienTH, y IKUX il 4aC 3aCTOCYBaHHS €TOPUKOKCHUOYy BUHUKAE 3allaMOPOYEHHS,
BepTUTro ab0 COHJIMBICTh, HE TIOBMHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpallfoBaTH 3
IHIIMMY MeXaHi3MaMH.

Cmoci6 3acTocyBaHHSI Ta IO3H

JIikapchKui 3acibd Exci6® 3aCTOCOBYBaTHU MepopasnbHo. JIikapchkuii 3acib MoxKHa
MMpUMaTHU He3aJleKHO Bill BXKUBaHHA 1XKi. [TogyaTok edeKTy nmpernapaTy HacTa€e
IIBUIIIE TIPU IPUMOMi epeq imoro. Lle moTpiObHO BpaxoByBaTH IIPU HEOOXiOMHOCTI
IIIBUIKOTO MOCJIa0JIeHHSI CUMIITOMIB.

OCKinbKM pU3UK BUHUKHEHHS ITOPYIIIeHb 3 OOKY CeplieBO-CYAUHHOI CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTaE IIPU ITiABUIIEHH] T03M i TPUBAIIOCTi €KCITO3MUIIil,
CJIi IPOBOOUTH HAUKOPOTIIL KyPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HaMEHIIINX
eekTuBHUX D0O0BUX H03. Ci MepiognYHO IepeoIliHiOBaTH IOTPe0y y MOoJiermeHHi
CUMIITOMIB i BiiTIOBiAb HA JIiIKyBaHHS, OCOOJIUBO Y IAII€HTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekomeHpoBaHa mo3a ctaHoBUTh 30 Mr 1 pa3 Ha mo0y. Y gesiKux ImallieHTiB IIpU
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30iiblIeHHs fo3u no 60 Mr 1 pa3 Ha moly
MOXKe IMiOBUIINTU €e(PEeKTUBHICTD. 3a BiACYTHOCTI e(PEeKTy CIIi PO3TISAHYTH NUTaHHSA
IIpO 1HIII MOXKJIVBI METOAU JIIKyBaHHSI.

PesmamoioHuti apmpum

PekomeHgoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEeHTiB IIpU
HegoCTaTHbOMY ITocyiabJieHHi CUMIITOMIB 30iibiIeHHs go3u mo 90 mr 1 pa3 Ha moly
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsArHeHHi KiTiHiyHOl cTabimizarrii
MalfieHTa OOIiIbHO 3HMU3UTHU Ho3y A0 60 Mr 1 pa3 Ha go0y. 3a BiICYTHOCTI MOIiNIIeHHS
e(deKTy ciif po3TJIAHYTH MATAHHS IPO iHIIII MOXK/IUBI METOOHU JTIKyBaHHS.

AHKino3yro4utli cnoHOuaim



PekomeHpoBaHa mo3a cTaHOBUTHL 60 Mr 1 pa3 Ha mo0y. Y mesiKux IalliEHTiB IIpU
HegoCTaTHbOMY ITocyiabJieHHi cUMIITOMIB 30inbiieHHs go3u no 90 mr 1 pa3 Ha o0y
MO2Ke ITOKpalllyBaTu TepaneBTUYHUM edekT. [Ipu mocsArHeHHi KitiHiyHOl cTabimizarrii
nalfieHTa OOIiIbHO 3HMU3UTHU Ho3y A0 60 Mr 1 pa3 Ha go0y. 3a BiICYTHOCTI NOJIiNiIeHHS
e(deKTy ciif po3TIAHYTH MAUTAHHS PO iHIIII MOXKJIUBI METOOHU JTIKyBaHHS.

I'ocmputi 6iav

Y pa3si nosiBu rocTporo 605110 ETOPUKOKCHUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM
CUMIITOMaTU4YHUH MIEePiof.

I'ocmputi noGazpuyHuu apmpum

PekoMmeHpoBaHa go3a ctaHoBUTh 120 Mr 1 pa3 Ha moOy. ITim yac KimiHigHUX
OOCITiI?KEeHb TOCTPOT0 IMOOAarpuYHOTr0 apTPUTY ETOPUKOKCUO 3aCTOCOBYBaJIM BIIPOIOBK
8 mHiB.

ITicasionepauitiHutll 6iab, no8’A3aHUll 3i CMOMAMO/102iYHUM ONepamu8HUM
empyuyaHHAaM PekoMmeHmoBaHa mo3a - 90 mr 1 pa3 Ha mo0y IPOTSITOM MaKCUMYyM

3 mHiB. [I15 OessKUX IMalliEHTiB MOXXe OyTH HeoOXimHMM HOOaTKOBE ITicisonepalliiie
3HeOO0II0BaHHSI.

Ilo3u, 1110 IepeBUIIYIOTh PEKOMEHOOBaHI OJIsT KOKHOTO ITOKa3aHHs, He MaloTh
nomaTKoBOI epeKTUBHOCTI ab0 He BUBYAIUCS, TOMY:

e [103a ITPU OCTEO0APTPUTI He TTOBUHHA IepeBuillyBatu 60 Mr Ha m00y;

e [0O3a IIPY PEBMATOIHOMY apTPHUTi Ta aHKIJIO3yI04YOMY CIOHOWUJIITI HE IOBUHHA
nepesuiryBatu 90 Mr Ha go0y;

e [103a ITPU I'OCTPi¥ MMojarpi He IMOBUHHA IlepeBunlyBaTy 120 Mr Ha o0y BIPOOOBXK
MaKCHMaJIbHOTO IIepioay NiKyBaHHS 8 OHIB;

e [103a ITPU I'OCTPOMY OOJIO IiC/IsT CTOMATOJIOTiYHOTO OIIEPAaTUBHOIO BTPYYaHHS He
IMoBMHHA NepeBuintyBatu 90 Mr Ha go0Oy BIIPOOBXK MaKCUMAJIbHOTO 3-0eHHOTO
nepiony.

ITauieHmu AiMHbLO20 BIKY

HeMmae HeoOXigHOCTI B KOPEKIIil O3yBaHHA [OJId Nalli€HTIiB JIITHHOTO BiKy. fAK i y pasi
3aCTOCYBaHHS iHIIIUX IIpelaparTiB, MalliEHTaM JIiTHbOTO BiKy IiKapChbKuM 3acib citifg
IMpu3HayaTu 3 00epexkKHiCTIO.

ITopyweHHAa pyHKUIT neviHKu

He3zanexkHo Biff MOKa3aHHS HalliEHTaM i3 MOPYIIeHHIMU QYHKII1 ITIeYiHKU JIeTKOT0
ctyneHs (5—6 OasmiB 3a mkasnoio Yaunga—-I1'10) He ciig mepeBUIilyBaTu 103y 60 mMr
1 pa3 Ha goOy. [TaiieETaMm i3 mopylIeHHIMHM QYHKIIi1 ITIe4YiHKY ITOMipHOTO CTyIEeHS



TSI2KKOCTI (7-9 OastiB 3a mKkasnoro Yainoa-I1'10) He3ajlezKHO Bif ITOKa3aHHS He CIIif
nepeBuiyBatu go3y 30 mr 1 pa3 Ha mo0y.

KninigHui gocsig 3acTocyBaHHA 00MeXeHUM, 0COOIUBO IIIOAO MAallieHTIB i3
MMOPYIIEeHHSAMHU PYHKIII] NedYiHKY ITOMiIpHOTO CTYIIeHS, TOMY IIpeliapaT CIIif
mpu3HadaTu 3 00epexkHicTio. BioCcyTHiN KIiHIYHUY OOCBi 3aCTOCYBaHHS ITpelnaparTy
MalieHTaM i3 TAXKKUMU DOpPyIIeHHIMU GYHKIIII medinku (= 10 6amiB 3a 1IKasoio
Yamnga—-I1't0), ToMy JTiKapChbKH# 3aci® MPOTUNOKA3aHUM TaKUM MHalliEHTaM.

ITopyweHHAa pYyHKUIT HUPOK

KopuryBaHHs 003U He MOTPiOHe IallieHTaM i3 KjlipeHcoM KpeaTuHiHy = 30 MI1/XB.
3acTocyBaHHSI €TOPUKOKCUOY MalliEHTaM i3 KirlipeHcoM KpeaTuHiHy < 30 MJI/XB
IIpOTUIIOKAa3aHe.

Iimu.

JlikapcbKuii 3aci6 Exci6® MIPOTUNOKAa3aHUM OiTSIM BiKOM 10 16 pOKiB.
Ilepeno3yBaHHSA

Y npoiieci KniHIYHUX OOCHIAXKEHb MiCJIg 3aCTOCyBaHHS OOQHOPAa30BOl J03U
eTopukokcu0Oy mo 500 Mr abo 6araTopa3oBoro nputiomy go 150 Mr Ha o0y IpOTATOM
21 gHs He cmocTepiramocs 3HaYHUX TOKCUYHUX edeKTiB. [I0BigOMISAIOCS IIPO TOCTPE
rmepeno3yBaHHS eTOPUKOKCHUOOM, X04a B OiNTbIITIOCTI BUMIAAKiIB Mpo mobiuyHi peakiiil He
nmoBimoMiisisiock. [To06iUHiI peaxiii, 1110 cIoCcTepiraauch Hak4acTille, BignoBiganu
nmpodinio 6e3neku eTOpuKOKCcuOy (peaxiii 3 60Ky LIIKT, 3 60Ky ceplisi Ta HUPOK).

Y pa3si nepeno3yBaHHS OOLIIBHO BXKUTHU 3BUYAVHUX HiATPUMYyBaJIbHUX 3aXO0MiB,
HaIpuKiafg BuganeHHs HeabcopOoBaHoro npemnapaty 3i IIIKT, BegeHHS KIiHIYHOTO
CIIOCTEPEXKEHHS, V pa3i HeoOXigHOCTI — IPOBeAeHHS MiATPUMYBAJIbHOTO TiKyBaHHS.

ETopukokcub He BUBOOUTHCS IIPU reMofiai3i; HeBigoMo, Y BUBOOUTHCS JTiIKAapPChKUM
3acib npu MpoBeAeHHi IepUTOHEeaIbHOTO Aiai3ly.

ITo0iuni edpexTH

Be3neka 3acTocyBaHHSI eTOPUKOKCHOY OITiHIOBAJIaCh y MPOIIeCi KIiHIYHUX TOCTiIXKeHb
3a y4dacTio 9295 malieHTiB, BK/II0O4auu 6757 Nali€eHTiB 3 OCTE0apTPUTOM,
PEBMAaTOIIHUM apTPUTOM, XPOHIUYHMM 0O0JIeM Y HUXKHiM YacTUHI cnuHU abo
aHKII03yIO4YUM CIoHOuIiTOM (mpubnu3Ho 600 malieHTiB 3 ocTeoapTpUTOM abo
PEBMATOIIHUM apTPUTOM OAEpPIKyBaIu JIIKyBaHHS NPOTSATOM 1 poKy abo OOBIIIE).



ITig vac kniHIYHUX OoCHigKeHb npodink HebaxKaHUX SIBUI OYB OOHAKOBUM Y MAIli€HTIB
3 0CTeoapTPUTOM ab0 PpeBMATOIIHUM apTPUTOM, SIKi 3aCTOCOBYBAJIM €TOPUKOKCHUD
npoTsroM 1 poky abo moBIIIe.

Y mponeci KIiHIYHOT 0 OOCIIAXKEHHS 3a y4aCTIO alll€HTIB i3 TOCTPUM IOLar puYHUM
apTPUTOM €TOPUKOKCHO Impu3Hadasnu B mo3i 120 mr 1 pa3 Ha goOy npoTsarom 8 OHiB.
[Tpodins HeOaKaHUX SBUII Y ILOMY OOCJIIIXXEeHHi OyB y IIiIJIOMY TaKUM CaMUM, K Y

OOCIiAXKEeHHSAX 3a Y4acCTIO MalliEHTIB 3 OCTE0APTPUTOM, PEBMATOITHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUXKHINM YaCTUHI CIIMHU.

Y nporpawmi omiHKM 6€31eKu OjIs1 CePLIEBO-CYOUHHOL CUCTEMU 3a JaHUMU TPHOX
KOHTPOJIBbOBaAaHUX OOCIIOXKEHb 3 aKTUBHUM IIpernapaToM IMopiBHSHHS 17412 mailieHTiB 3
oCTeoapTpUTOM ab0 peBMaTOIOHUM apTPUTOM 3aCTOCOBYBa/Id €TOPUKOKCHUO (Y mo3ax
60 Mr a6o 90 Mr) B cepefHbOMY BIIPOAOBK NMpubnu3Ho 18 micsaiis. [aHi mpo 6e3meKy
Ta Oinblll geTanbHa iHpoOpMallis po 10 TporpaMy IIpeacTaBiieHi B po3imi
«®apMaKoJIOTiYHi BIIaCTUBOCTI».

Y nponeci KiIiHIiYHUX OOCIiAXKEeHb 3a y4acCTIO Malli€HTiB i3 TOCTPUM IIiCIs0NIepaliiHuM
60J1eM mic/Isd CTOMATONIOTiYHUX, a0JOMiHAIbHO-TIHEKOJIOTIYHUX XipypPTridYHUX BTPy4aHb,
BKJTIo4atouu 1222 mallieHTiB, siki 3acTocoByBanmu eTopukKokcub (y mo3ax 90 mr a6o 120
Mr), ipodink HebaxKaHUX SABUI] OYB y LiJIOMYy TaKUM K€, K Y OOCIiAXKEeHHIX 3a
y4acCTIO MAlliEHTIB 3 OCTE0APTPUTOM, PEBMATOIHHUM apPTPUTOM Ta XPOHIYHUM O0jIEM Yy
HUXKHIN YaCTUHI CIIUHHU.

ITpo 3a3HaueHi masni mobiuHi peakiiil MOBiHOMIISIIIOCH 3 OiJIBIIIOI0 YaCTOTOIO IIPHU
3acTOCyBaHHI IIpenapary, HiXK mi1anebo, y mpoleci KIiHIYHUX JOCIiAXKEeHb 3a y4acTIO
MaIli€HTiB 3 OCTE0APTPUTOM, PEBMATOIIHUM aPTPUTOM, XPOHIYHUM 00JIeM V HUXKHIN
YaCTHHI CTIMHYU a00 aHKiI03yI0UYUM CIIOHAUIIITOM, SIKi 3aCTOCOBYBAIM €TOPUKOKCHUO Y
mo3i 30 mr, 60 Mr a6o 90 Mr npoTsirom 12 TUXHIB (HOCITigXKeHHS 3a IPOTrPaMoI0
MEDAL, KOPOTKOCTPOKOBI IOCIiA>KEeHHS 00 I'OCTPOro 00JII0 Ta IIOCTMapPKEeTUHT OBUH

IOCBin).

Tab6mnuiga 2

. o KaTteropis
Kmnac cuctemu opraxis |[To6iuHi peakirii
yacToTu*

[ndekril Ta iHBa3il aJIbBEOJIIPHUU OCTUT 4acTo




racTpPOEHTEPHUT,
iH(deKIIil BepxHixX
OUXaTbHUX MIJISXIB,
iHpeKIil
CEYOBUBITHOIO TPAKTy

He4dacCTo

3 60Ky KpOBi i

aHeMid (mepeBaXkHO B pe3yabTaTi HIIYHKOBO-

) . KHIIIKOBOI KPOBOTEYi), I€UKOIIEHis, HedacTo
nmiMpaTUYHOl CUCTEMU )
TPOMOOIIUTOIIEHIs
I‘iHep‘-IYTJ'II/IBiCTb:I: 5 HeyacTo
3 OOKy iMyHHOI
CHCTEeMH QHTiIOHEeBPOTUYHUMN HaOPSIK,
aHadginakTUYHi/aHadinaKTOIOHI peakilii, y ToMy |pimko
qucni mok*
HaOpsKK/ 3aTPUMKa PimUHU 4acTo
Poznagu metabomizmy
1 Xap9yBaHHS 3HUXKEHHS a00 IOCUJIeHHS aleTUTy, 301IbIIeHHs
) HedYacTo
MacCH Tina
TPUBOXKHICTB, [J€MIPECis, IMOTripiIeHHs PO3yMOBOI1
. . - HEe4YacCTO
OisSJIbHOCTI, raolrHallil
[IcuxiyHi OpPyLIEHHA
CIIJIyTaHICTh CBi,‘EI;OMOCTi:l:, HECIIOKIMHUHA cTant pigkKo
3araMOpPOYeHHs, TOJIOBHUM OiNlb 4acTo
3 60Ky HEPBOBOIL
CHCTEMHU OHUCreB3isg, 6e3COHHS, TapecTe3is/rinecresis,
_ HedacTo
COHJIMBICTH
3 OOKy OpraHiB 30py |HEUITKiCTb 30py, KOH IOHKTUBIT HeYacTo




3 60Ky opraHiB ClyXxy i

BECTUOYISIPHOTO IIIyM Yy ByXaX, 3allaMOPOYEeHHS HeyacTo
anapary
BiT4yTTS CEPIEOUTTS, apUTMist 4acTo
3 Boky ceprs i6punsLis mepencepns, Taxikapmist, 3acTifiHa
cepileBa HeOCTATHICTh, HecIlelnPidHi 3MiHM Ha |HE4YacTO
EKT, CTeHOKapuisﬁ, iHbapKT MiOKap,ua§
rinepreHsis 4acCTo
3 OOKy CyOUHHOIL
CHCTEeM IIPUNJIVBYU KPOBIi, ITIOPYIIEHHS MO3KOBOTO
KpOBoo6i1"y§, TpaH3UTOPHA illleMiYyHa aTaka, He4dacTo
rinepToHiYHUN KpI/I3:l:, BaCKYJ'IiT:l:
3 6OKy mUXanbHOL 6porxocmazmt 4acTo
CUCTEMHU, OPTraHiB
TPYOHOI KJIITKY 1
cepenoCTiHHA KallleJlb, AUCIIHOE, HOCOBa KPOBOTEYa He4yacTo
. . oyxe
0inb y XKUBOTI
4acTo
3amop, MeTeopu3M, FaCTPUT, IIeUisd/KUCIIOTHUU
pedriokc, miapes, oucnencist/aucKkoM@opT y
: L . . |gacTto
OiNsHII emmiracTpis, HygoTa, 671I0BaHH, e30¢ariT,
3 6oky LIKT BHPA3KU B POTOBIA ITIOPOKHUHI
30yTTA XKUBOTA, 3MiHa XapakTepy IIepUCTaabTUKU
KMIIIeYHUKY, CyXiCTh Y POTi, raCcTpOayoOaeHalbHi
BUPA3KY, NENTUYHI BUPA3KU, y TOMY YUCJIi HeYacTo

nepdopariisa i kpoBoteda LIKT, cuagpom

IIOOPAa3HEHOTI0 KUIIIEYHUKY, HaHeraTI/IT:I:




nigBuimenHsa AJIT, nigBumenusa ACT 49aCTO
3 OoKy
rematobiniapHoil remaTutt pioko
CUCTEMHU
IIeYiHKOBa HeJIOCTaTHiCTL:I:, }KOBTHHI/ILISI:I: piJIKOT
eKXiMO03 4acCTo
L HaOpPsK oO6nuyysi, cBepOixK, BUCUTIAHHS, epI/ITeMa:l:
3 OOKy LIKIpH i ) " He4acTo
) i R , KpOIuB’THKA
MigmIKipHO1
KJIITKOBUHU
CUHOPOM CTiBeHca—H}KOHCOHai, TOKCHUYHUU
emnigepManbHUMN Heroni3¢, CTiKa piJIKOT
MeJuKaMeHTO3Ha epI/ITeMa1E
3 60Ky OITOPHO-PYXOBO1L . ) .
. . |cma3mu/cymoMu M’s13iB, CKEJIETHO-M I30BUU
CUCTEMH 1 CIIOJIy4YHOI i i HedacTo
0iNTb/CKyTiCTD
TKAHUHU
) IIPOTEIHYPis, IMiOBUIIeHHS PiBHS KpeaTUHIHY B
3 OOKY HUPOK i i i
) . CHUPOBATIIi KPOBi, HUPKOBA
CEeYOBHULIIBHOIL . . 1 . HedacTo
HeOOCTaTHICTh/AUuCPyHKITIA™ (OUB. PO3Oin
CUCTEMHU .
«0OCco6IMBOCTI 3aCTOCYBaHHSI»)
ITopymeHnHs aCTeHisi/BToMa, TpUNONONiOHI CUMIITOMU 4acTo
3arajJibHOr0 CTaHy Ta
MOPYLIEHHS, II0B’13aHi
3i cmocobom
3aCTOCYBAHHS Oinb y rpymHin KmiTIi HedacTo
MigBUIIIEHHS PIBHSA @30Ty CEYOBUHU KPOBI,
JlabGopaTopHi [IiABUINIEHHS PiBHS KpeaTuH(POCPOKiHA3H,
. . . . . .. HedacTo
OOCIHim>XKeHHSs rimepkasieMisi, TigBUIIIEHHS PiBHS CE4Y0BO1

KHCJIOTH




3HUKEHHSA PiBHA )
. . P1OKO
HaTpilo B KPOBI

* KaTeropist 4acTOTH BU3HAYAETHCS OJII KOXKHOTO TEPMiHY ITOOIYHOTO SIBHUIIA 3a
4acTOoTOIO B 0a3i JaHUX KIIIHIYHUX OOCIigXKeHb: OyxKe JacTo (= 1/10); gyacTo (= 1/100,
< 1/10); meyacTo (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); onyxe pigko (<
1/10000).

¥ [ToGiuna peakis ineHTU(}iIKOBaHa y IIPOIeCi TOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS.
YacToTa BU3Ha4daaacsa 3a MaKCMMaJIbHOIO YaCTOTOIO Y KIIIHIYHUX OOCITiAXKEeHHAX (JaHi
3i0paHi 3a 3aTBEPAXKEeHUMHU MOKa3aHHSIMHU Ta J03aMu).

T KaTeropist 4acToTu «pigko» BU3Hadasacs BignoBigHo mo Guideline on summary of
product characteristics (SmPC) (2-i1 mepernsg, Bepecedb 2009) Ha migcTasi
po3paxoBaHOl BepxHbOl MexXi 95 % [I onsa 0 sBuny 3 ypaxyBaHHAM KiJIbKOCTI
YYaCHUKIB, sIKi mIpuiManu eTOPpuKoKcuO, B aHani3i ganux III ¢pas3u, 06’emHaHuX 3a
IOo3010 1 moka3zaHHAM (n=15470).

B l'imepuyyTIuUBICTE BKJIIOYAE OHATTA: ajleprisd, MeIuKaMeHTO3Ha aJjleprig,
MeOUuKaMeHTO3Ha TilepuyT/IUBICTE, IIepyYyTIUBICTh, TIepyYyTINUBICTL HEYTOYHEHA,
peaxkliis rinep4yyTaIuBOCTi i HEYyTOYHEHa ajleprid.

§3a pe3ynbTaTaMM aHaJli3y TPUBAJIMX, KOHTPOJILOBAHUX 3a AOMOMOT00 manebo i
aKTUBHOTO ITpeIapaTy MOPiBHSAHHS KJIIHIYHUX OOCIiIXKeHb, CEeJIeKTUBHI iHTiOiTOpH
LIOT"-2 6ynu mmoB’s13aHi 3i 30i/IbIIIEHHSIM PU3UKY BUHUKHEHHS CEPUO3HUX apTepialbHUX
TPOMOOTHMYHUX MOMiN, BKIIOYalo4yu iHpapKT MioKapaa Ta iHCynbT. ba3yo4duck Ha
HasiBHUX JaHWX, MaJIOUMOBIpPHO, 1110 30inbIllIeHHS aOCOIIOTHOTO PU3UKY BUHUKHEHHS
TaKUX SIBUII ITepeBUIINTh 1 % Ha pik (HedacTo).

ITpu 3actocyBanHi HII33 moBimoMisizocst mpo Taki cepio3Hi mobiuHi peaxiiii:
He(pPOTOKCUYHICTh, BK/IIOYaI04YM IHTEPCTHUILllaTbHUY HEPPUT i HEQPOTUYHUYN CUHAPOM,
TOMY He MOJKHa BUKJIIOYaTU 1X BUHUKHEHHS IPU 3aCTOCYBaHHI eTOPUKOKCUOY.

ITogi0oMaeHHA npo ni0o3prosaHi nobiuHi peakuii

[ToBigoMIieHHS TIPO Mimo3proBaHi MobiuHi peaxiiil micsis peecTpaitlii TiKapcbKOTro
3aco0y € BaxXKJIMBOIO IIpoIenypoio. Lle mo3Boisie MpoaoBKyBaTH MOHITOPUHT
CIIiBBiDHOIIEHHS «KOPUCTL/PU3UK» IJIS BiAMOBIMHOIO JIiKapChKOTro 3aco0y. MeguyHuM
ImpalliBHUKaM HeoOXigHO MoBimoMIsATH PO Oymb-sAKi Mimo3pioBaHi mobiyHi peakirii
Yyepes HallilOHaJIbHY CUCTEMY IIOBIJOMJIEHbD.

TepMiH npuIaTHOCTI



2 POKH.
BupooHuK

IIpAT «®apmaneBTruyHa pipmMa «IlapHULST».

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBadKeHHsI HOro
OisTIBHOCTI.

Ykpaina, 02093, m. KuiB, Byn. bopucminscbka, 13.
Kareropis Bignmycky

3a peLenTomMm.

YnakoBka

[To 60 mr, mo 90 mr, o 10 TaGsieTOK y KOHTYPHIiM YapyHKOBIiM yrnakosiii, mo 1 a6o mo 3
KOHTYPHI YapyHKOBIi YIIaKOBKU B I1aYlli;

o 120 mr, o 10 TaG1eTOK Y KOHTYPHiM 4YapyHKOBilM yIIaKoOBIli, IO 1 KOHTYpHIiu
YapyHKOBiM yIIaKOBIIi B ITaYlii.

YMoBHu 30epiranus

30epiraTtu B opuriHajabHil yIIakKOBIli IpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJIS OiTeM MicCIIi.



