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

3a IIPOTOKOIIOM 0,34 (0,28; 0,32 (0,25; 1,08 (0,80; 1,46)
P 0,42) 0,40) DO T OT L

3a Hamipom 0,33 (0,28; 0,29 (0,24; 112 (0.87; 1.44)

JIIKyBaTHUCS 0,39) 0,35) ’ e

[TinTBepOKeHi yCKIagHeHHS 3 00Ky nepudepuyHux CyauH

3a IIPOTOKOIIOM 0,20 (0,15; 0,22 (0,17; 0,92 (0,63; 1,35)
P 0,27) 0,29) SR e

3a Hamipom 0,24 (0,20; 0,23 (0,18; 108 (0.81; 1.44)

JIIKYBaTHUCS 0,30) 0,28) ’ e

TYCKJIa,uHeHb Ha 100 mammieHTo-pokKiB; [II - moBipuuu iHTEpBal.

N - 3arasbHa KiNTbKiCTb IMAIliEHTIB Y IIOIYJIALil 3a IIPOTOKOJIOM.

3a IPOTOKOJIOM: yCi YCKIIagHEeHHS ITiZl Yac JOCiaXKyBaHol Tepalii abo mpoTsarom

14 pHiB micng 1l IPpUNIMHEHHS (3a BUHSITKOM HaIli€HTIB, SAKi npuuHAm < 75 %

OOCIIiIXKyBaHOTO perapaTy abo mpuiMany HeooCimXXyBaHi HecTepoigHi
nmpoTu3anasnbHi 3acobu (HI133) > 10 % Bcwhoro mepiony).

3a HaMipoM JIiKyBaTHCH: BCi HiATBEePAXKEHI YCKIIagHEHHS 00 3aKiHYEeHHS

OociigXKeHHd (Y T. 4. y Malli€eHTiB, AKi MOTJIM 3a3HAaTU BTPY4YaHHS, He IIOB’13aHOT0 3

OOCJIiAXKEeHHIM, 13 IoOabIliuM IPUIIMHEHHSIM IPUUOMY OOCIIIAXKYBAaHOI'O IIpenapary).
3aranbHa KiJIbKiCTh paHOOMi30BaHUX MallieHTiB: 17412 y rpymi eTopukokcuby i 17289

y IpyIi gukinopeHaKy.




[Toka3HUK CePLIEBO-CYAUHHOI CMEPTHOCTI, SIK i 3arajibHOI CMEPTHOCTi, OYB IMOOiOHUM Y
rpymnax JiKyBaHHSI eTOPUKOKCUOOM i guKiodpeHaKoM.

KapodiopeHanavHi yCKAaOHEHHA

[MTpubnusuo 50 % malieHTiB, IPpUUHATUX V gociigxkeHHsas MEDAL, manu apTepianbHy
rinepTeH3iio B aHaMHe31l Ha [109aTKOBOMY eTarlli. Y [[bOMY OOCIIIAZKEHH] 4acToTa
MIPUNIHNHEHHS JIIKyBaHHS BHACIIMOK BUHUKHEHHS MOOIYHMUX peakIlii, IT0B sI3aHUX i3
apTepianbpHOIO TinepTeH3i€lo, OyJla CTaTUCTUYHO 3HAUHO BUIIOIO y T'PYIIi 3aCTOCYBaHHA
eTOPUKOKCHuOY, HiXK y T'pyIIi 3acTocyBaHHs OuKiIodpeHaky. HacToTa Takol mobiuHOi
peakxiril ik 3acTiliHa ceplieBa HeJOCTATHICTh (IPUIIMHEHHS IPUHMOMY Nperapary i
CepUo3Hi peaxkiiii), Oy/la aHAJIOTiYHOIO K IIPU NPUMOMi eTOpUKOKCcuOy 60 Mr, Tak i npu
npuiioMi aukiaodeHaky 150 Mr, MpoTe YacToTa BUHUKHEHHS ITUX peakiliil Oya BUIIOIO
IIpu OpuiioMi eTopukokcuoy 90 Mr mopiBHSHO 3 AuKiIodpeHakoM 150 Mr (CTaTUCTUYHO
3HaAYyIa Pi3HUIIA OpU MpuiioMi eTopukokcudy 90 Mr mopiBHSHO 3i 150 Mr
nuknodeHaky B rpymni OA MEDAL). YactoTa nigTBepaXKeHuX MoOIiYHUX peakilin,
MOB’sI3aHUX i3 3aCTiMHOIO CEPIIEBOI0 HETOCTATHICTIO (SIBUIIA, 1110 Oy/IU CEPHO3HUMH i
BHMaraau rociitani3ailil abo HeBigKIagHol JormoMoru), 0yjia He3HaYHO BUILOIO ITPHU
MMPUMOMi eTOPUKOKCUOY MMOPiBHSAHO 3 IpuiioMoM aukinoderHaky 150 mr, i neit edpekr
3ajiekaB Bif ;o3u. YacToTa NPUNUHEHHS JIIKyBaHHS YHACHiIOK BUHUKHEHHS ITOOiYHUX
peaxirii, 1oB’si3aHuX i3 HabpssKaMu, Oyna 3HAYHO BUIIOI0 IPU MPUNOMi e TOPUKOKCUOY
MIOPIBHSHO 3 MpUKOMOM OuKinodeHaky 150 Mmr, i 11ei edeKT 3ajekaB Bifl O3
(cTaTUCTUYHO 3HaUyllla Pi3HUIS ITPU IIpUKoMi eTOpukKokcuOy 90 Mmr, ane He
eTOPuKOKCcuOy 60 mr).

KappiopeHanbHi pe3ynbTaT, oTpuMaHi B gociaigxkeHHax EDGE i EDGE 11, Bignosiganu
OaHUM, PO SKi MOBigoMJIssIocsa B gocaigxkenHi MEDAL.

B okpemux mocrimxkenHsax nporpaMu MEDAL a6cosoTHa YacTOTa IPUINHEHHS
JIiIKyBaHHSA B OyIb-AKill rpymi IiKyBaHHS eTOpUKOKcuOoM (60 mr a6o 90 mMr) ctaHOBUIIA
mo 2,6 % mpu apTepianbHil rinepreHsii, mo 1,9 % npu Habpskax i go 1,1 % opu
3aCTiWHIN cepleBid HeJOCTAaTHOCTI, IPU LIbOMY BHILla YaCcTOTa BiIMiHM IIperapaTry
crocTepiranacs y pasi nputiomy eTopukokcuoy 90 mr, Hixk 60 Mr.

Pe3yavmamu wayHKOBO-KUWKOB0OI nepeHocumocmi 8 npoepami MEDAL

3HaYHO MEHIINH ITOKa3HUK BiMiHU IIpenapaTy BHACIiITOK BUHUKHEHHS OyOb-IKOTO
KniHiuHOTO yYCcKimagHeHHs 3 60Ky IIIKT (Hampukian, gucrercii, abgoMmiHanbHOT0 00ITIO,
BHPA3KM) CIIOCTEpiraBcs NpU 3aCTOCYBaHHI eTOPUKOKCUOY, HixK OUKIIopeHaKy, B
KOXHOMY 3 TPLOX OOCHiAXKeHs nporpamu MEDAL. IToka3HUKY BIOMIHM IIpenapaTy
BHACJITiOOK KitiHiuHMX peakiin 3 60Ky IIIKT Ha 100 maIlieHTo-poKiB 3a BeCh mepion
OOCITim»XKeHHs Oy TakuMu: 3,23 st eTOPUKOKCcuOy i 4,96 s nuknodeHaky B
pocnigxxenHi MEDAL; 9,12 gnsa etopukokcu06y i 12,28 gnsa ouknodeHaky B



nocnigxxenHi EDGE; 3,71 onsa eTopukokcu06y i 4,81 mns guknodeHaky B OOCHTimXKeEHHI
EDGE II.

Pesyavmamu npozpamu MEDAL w000 6e3neku 045 IIIKT

3aranbHi peakiiil 3 60Ky BepxHboro Bigminy [IIKT 6ynu Bu3HadeHi K nepdopaiiii,
BHUpPAa3KM i KpoBoTedi. [Tigrpyna 3aranbHuUX peakiiii 3 60Ky BepxHboro Bigminy KT,
sIKi BBazKaJIMCs YCKIaTHEeHNMHU, BKIII0o4asa mmepdopailii, o0CTPyKIlil Ta YCKIagHeHi
KPOBOTEeUi; miArpyIma 3araJbHUX peakiii 3 60Ky Bepxuboro Bigminy IIIKT, ski
BBazKaJIMCs HEYCKJIIaJHEeHNMHU, BKJII04Yajla HeyCKJIafHEeHl KpOBOTeUl 1 HeyCKJlagHeHi
BHPAa3KW. 3HAYHO MEHIIINM ITOKa3HUK YaCTOTU 3arajlbHUX peaklliil 3 00Ky BEPXHiX
BigminiB IIIKT crocTepiraBcs mpu 3aCTOCyBaHHI eTOPUKOKCUOY, HixK nukinodeHaky. He
OyJI0 CyTTEBOI Pi3HUIII MiK €eTOPUKOKCUOOM i AUKIIOpeHaKOM MI0J0 MOKa3HUKa
4aCTOTHU YCKJIaJHEHUX peakii. I Diarpynu TakKuxX peakiliil K KpoBoTeda y
BepxuboMmy Biggini IIIKT (06’emHaHi ycKagHeHi i HeycKnanHeHi) He OyI0 CyTTEBOL
BiIMiHHOCTI MixK eTOpuKOoKcuOOM i mukimopeHakoM. [TepeBara eTOpuKOKCUOY 100
BIUTMBY Ha BepxHi# Bigmin IIIKT nmopiBHsAHO 3 muKiIodpeHakKoM He Oyjla CTaTUCTUYHO
3HAYYIIO Yy MMAll€HTIB, AK1 OMHOYACHO 3aCTOCOBYBAJIM alleTUJICAJIIIUIIOBY KUCJIOTY B
HU3bKUX go3ax (mpubnusuo 33 % malieHTis).

IToka3uuk yactotu Ha 100 maiieHTo-poOKiB MiATBEPAXKEHUX YCKIIagHEHUX 1
HeyCKJIaTHEeHUX KIIHIYHUX peaklii 3 60Ky BepxHuboro Bigminy IIIKT (mepdopariii,
BUpPa3Ku i KpoBoTedi) cranoBuB 0,67 (95 % M1 0,57; 0,77) npu npuiioMi eTOpUKOKCUOY
10,97 (95 % 11 0,85; 1,10) mpu npuriomi oukinodpeHaKy, Ipu IbOMY BiTHOCHUU PU3UK
ctanosus 0,69 (95 % IOI 0,57; 0,83).

Bu3HauyaBCcs MOKa3HUK YaCTOTHU IMiITBEPOXKEHUX PeakIliii 3 00Ky BEpPXHbOT'O Bimminmy
IIKT y maiiieHTiB NiTHLOTO BiKy; Halbinbllle 3HUKEHHS CIIOCTEPIrasocs y ImalliEHTiB
BikoM = 75 pokiB (1,35 [95 % I 0,94; 1,87] peaktiit Ha 100 maiieHTiB-pOKiB pu
mpuiioMi eTopukokcuby nmopiBHSHO 3 2,78 [95 % [II 2,14; 3,56] ipu npuiiomi
OUKJIO(peHaKy).

[Toka3HUKM YaCTOTH MiATBEPAXKEHUX KITiHIYHUX peakiii 3 00Ky HUXKHBOTO BiIginy
[IKT (mepdopaliiss TOHKOT0 ab0 TOBCTOTO KUIIIEYHUKA, OOCTPYKIlig abo KpoBoTEeYa)
CTAaTUCTUYHO He BiIPi3HSIINUCS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY i gUKIohEeHaKy.

Pesyabvmamu npoepamu MEDAL w000 6e3neKu 015 nedyiHKu

ETopukokcu6 OyB acolliioBaHUM i3 CTaTUCTUYHO 3HAYHO MEHIIIOI0 YaCTOTOIO BimMiHU
ImperapaTy YHacCIiIOK BUHUKHEHHS MOOIYHUX peakiliii 3 O0KY IeYiHKM, HixK
nuknodpeHak. Y o6’egranii nmporpami MEDAL 0,3 % maIfieHTiB, Ki 3aCTOCOBYBaIu
€TOPUKOKCHO, i 2,7 % mallieHTiB, gKi 3aCTOCOBYBalu OAUKJIODEeHaK, TPUITUHUIU
3aCTOCYBaHHS ITpernapaTy BHACIIIMOK BUHUKHEHHS IMOOIiYHUX peakiliti 3 00Ky NediHKU.



IToka3uuk Ha 100 marmieHTO-poKiB cTaHoBUB 0,22 MpPU 3aCTOCYBaHHI eTOPUKOKCUOY Ta
1,84 npu 3acTocyBaHHi gukinodeHakKy (p-3HaueHHs O0yno < 0,001 mist eTOpUKOKCUOY
MmopiBHsSHO 3 guKiodeHakom). [IpoTe B mporpami MEDAL 6inbiricTs mobivHUX peakilii
3 OOKYy NediHKu Oy HeCepuo3HUMU.

IomaTkoBi gaHi 3 6e3IeKH [JIs1 CeplieBO-CYONHHOI CHCTEMHU MO0 TPOMOOTUYHHUX
VCKIaJHEeHb

Y nponeci KiIiHIYHUX OOCIIAXKEeHb, 3a BUHSATKOM OOCIigXeHb nporpamMu MEDAL,
nmpubnau3Ho 3100 mallieHTiB 3aCTOCOBYBaJii €eTOPUKOKCHUO y mo3ax = 60 Mr Ha moly
ynopomoBK 12 TuxKHiB i goBiuie. He Oyno 3HauyIoi BigMiHHOCTi TOKa3HUKIB
MiATBEPAKEHUX CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYOUHHUX YCKIagHEHDb Y
Malli€eHTiB, SIKi MIpUiiManu eTOPUKOKCcUO y mo3i = 60 mr, nnanebo abo inmi HI133 (3a
BUHSITKOM HaAIlPOKCeHY). [IpoTe yacToTa TaKuX peakiliii Oyna BUINOIO Y MAIliEHTIB, SKi
OTPUMYBaJId €TOPUKOKCHUO, ITOPIiBHSIHO 3 TUMH, XTO OTPUMYyBaB HAallPOKCEH Yy MO3i
500 mr 2 pa3u Ha mo6Oy. BimMiHHICTE @aHTUTPOMOOTUYHOI aKTUBHOCTI MiXK OeIKUMU
HII33, 1o iuridoyioTs LIOI-1, i cenekTuBHuMM iHTi6iTOpamMu LIOI'-2 Moxke OyTu
KJIiHIYHO 3HAYYIIOIO Yy MalliEHTiB IPyNnu PU3UKY BUHUKHEHHS TPOMO0eMOOTiYHUX
ycknagHeHb. CenekTusHi iHridiTopu L1OT-2 3HUXKYIOTh YTBOPEHHS CUCTEMHOTO (i
TOMY, MOKJIUBO, €H0TEeIiaIbHOT0) ITPOCTAIMKIIiHy 0€e3 BIIJIUBY Ha TPOMOOLIMTapHUMN
TpoMOoKcaH. KimiHiuHe 3HaYeHHS IIUX JaHUX HeBimoMme.

HomaTkoBi maHi momo 6e3nexku mist HIKT

ITig yac gBox 12-TH2XKHEBUX HOABIMHO CJIININX €HOOCKOIIIYHUX OOCIIiI>KeHb
KyMYJISITUBHA YaCcTOTa BUHUKHEHHS racTPOOyodeHaIbHUX BUPa30K Oyjia 3HaYHO
HUKYO0IO y MAlli€HTiB, IKi 3aCTOCOBYBaJi eTOPUKOKCHO y mo3i 120 mr 1 pa3 Ha gooy,
HiXK y HallieHTiB, IKi 3aCTOCOBYBa/IM HanmpoKceH y mo3i 500 mr 2 pa3u Ha goby abo
ioynpoden y mo3i 800 mr 3 pa3u Ha moOy. YacToTa BUHUKHEHHS BUPa30K OyJia BUIIOIO
ITPY 3aCTOCYBaHHi eTOPUKOKCUOY, HixXK 11a1ebo.

HocnigxeHHs GYHKITII HUPOK V MAIli€HTiB JTiTHHOTO BiKY

Y nporiieci paHODOMi30BaHOT0 MOABIMHOTO CIIIIOro muanedo-KOHTPOILOBAHOT O
OOCHIOKEeHHS 3 MapajJeIbHUMU I'PyIIaMU OLIiHIOBAaBCS BOIUB 15-IeHHOTO TiKyBaHHS
eTopukokcuboM (90 mr), 1menekokcudbom (200 Mr 2 pa3u Ha mo0y), HamrpokceHoM (500
MT 2 pa3u Ha mo0y) i nnaie6o Ha BUBEIeHHS HATPilo 3i ceyelo, apTepialbHUM TUCK Ta
iHIII MOKa3HUKHU (QYHKIII HUPOK Y IMallieHTiB BikoM Bixg 60 mo 85 pokiB, AKi
goTpuMyBanucs gietu i3 Bmictom coii 200 MEkB/mo0y. ETopukokcu0, 1enekokcuo i
HaIMIPOKCEH MaJid NOoAiOHWU BIJIMB Ha BUBEOEHHS HATPIlO i3 ceuelo Ipu 2-TUKHEBOMY
JIiKyBaHHi. YCi akTHUBHI IpenapaTy MOPiBHSIHHS ITOKa3alIu ITigBUIIEHHS 100 Iyianebo
CUCTOJIIYHOTO apTepPialbHOTO THUCKY, IIPOTE eTOPUKOKCHUO acoIlifoBaBCs 3i CTATUCTUYHO
3HAYYIIUM OiABUINIEHHSAM Ha 14-¥ IeHb IMOPiBHSAHO 3 11eJIEKOKCUOOM i HAalTpOKCEHOM



(cepenHs 3MiHa CHCTOJIIYHOTO THUCKY ITIOPIBHSIHO 3 MOYaTKOBUM PiBHEM: ETOPUKOKCUO
7,7 MM PT. CT., IeJiIeKoKcub 2,4 MM PT. CT., HAIPOKCEeH 3,6 MM PT. CT.).

dapmakokiHemukKa.
Abcopbuisn

ETopukokcub mobpe BCMOKTYETHLCS IIPU IlepopaibHOMYy ITpuiioMi. AOCOIIOTHA
OiogocTymnHicTh cTaHOBUTH NpubIu3HO 100 %. ITicns npuiiomy 120 Mmr 1 pa3s Ha mo0y
0O DOCATHEHHS PIBHOBAXXHOI'O CTaHy MaKCUMaJlbHa KOHIIeHTpallig y mja3Mi KposBi
(cepegHe reoMeTpUYHE 3HAUYEHHA CmaX=3,6 MKT/MJI) CIIOCTepPiraeTbcst MpubIM3HO
yepe3 1 roguny (Tmax) IIiC/IA IPUMOMY OOpOoCIuMU HaTile. CepegHe reOMeTpUYHe

3HaueHHss AUC CTaHOBUTH 37,8 MKT XTroa/MJi. Y Mexkax K/IIHIYHOTO J03yBaHHSA

0-24h
(apMakoKkiHEeTUKA €TOPUKOKCUOY € JIIHIMHOIO.

[Tpu npuiiomi npenapaty B 003i 120 Mr mig dac igu (i2ka 3 BUCOKMM BMIiCTOM KMPiB) He
CIIOCTepiranoch BOJIMBY Ha CTYIIiHb abcopO1iii eTopukokcuOy. IIBuakicTk abcopOirii
3MiHIOBaJIacCh, 110 XapaKTepu3yBaJjiOCh 3HUXKEHHAM Cmax Ha 36 % Ta 30inpmeHHIM T

. Ha 2 roguHu. Taki gaHi He PO3TIALal0ThCS K KIIIHIYHO 3Hauylli. [1ig gac

ma
KJIiHIYHUX JOCTiAXKeHb eTOPUKOKCHUO 3aCTOCOBYBaJiM He3a/IeXKHO BiJl BXJKMBaHHS 1XKi.

Po3noodina

ETtopukokcu6 npubam3Ho Ha 92 % 3B’A3yeTbCcs 3 6ilkaMu I11a3MU KPOBi TIOOWUHU 3
KoHIeHTpatiew Big 0,05 go 5 Mkr/mi. O6’eM po3moAiny npu piBHOBaXXHOMY CTaHi
(Vdss) ctanoBuTh nipubnu3so 120 1 y JII0OOuHH.

ETopukokcub NpoHUKa€E Yyepes MJjalleHTapHulM 60ap’ep y UIypiB Ta KPOJIiB, a TaKOXK
yepel remaToeHnedaniyHui 6ap’ep y mIypis.

Memaboaizm

ETopukokcub akTUBHO MeTaboi3yeTbCsi, MeHIle 1 % mo3u BUMINISETHCS i3 cedelo y
BUTJISIZIi HE3MiHEHOT0 JIiKapchKOT0 3aco0y. OCHOBHUM NINIIX MeTabosi3My — 11e
bopMmyBaHHS MOXigHOI 6'-TiTPOKCUMETHUTY IIIJITXOM KaTaJli3allil epMeHTaMu
nuToxpoMmy. CYP3A4 cnpusie meTaboni3aMy eTOPUKOKCUOY in vivo. J[1oCIioXKeHHs in
vitro BKa3yroTh Ha Te, 10 CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoXK MOXYTh
KaTaJli3yBaTW OCHOBHUM IINIAX MeTabo0J1i3My, ane iX KiTbKiCHiI XapaKTepUCTUKU He
BUBYAJIUCA In Vivo.

Y mopunuu ineHTHdikoBano 5 metabomiTiB. OCHOBHHUM MeTaboJIiTOM € 6'-
KapOOKCHUJIOBO1 KMCIOTU IEPUBAT €TOPUKOKCHUOY, 1110 YTBOPIOETHCS ITPU ITOAAIbIITiN
oKcmpallil moxigHoi 6'-rimpokcuMeTuny. Lli ocHOBHI MeTabosiTh ab0 He BUSBISIOTh
aKTUBHOCTI, ab0 € cnaboakTuBHuUMH iHTiOiTOpamMu LIOT'-2. 2KogeH i3 1mx MeTabOJTiTiB



He iHTiOye 11OT-1.
BuseoeHHs

[Ticnss ogHOPA30BOT0 BHYTPIITHLOBEHHOT'O BBEIEHHS 3MOPOBUM TOOPOBOJILISIM 25 MT
eTOPUKOKCcuOy, MiveHoro paaioizoronomM, 70 % pamioakTUBHOTO mpernapaTy
BHUBOOUTHCH i3 cedero i 20 % — 3 KajyioM, 30e6iIbuIoro y BUrisAi MeTaboJtiTiB. MeHIie
2 % BUBOOUTHCS Y BUTJISAI HE3MiHEHOTO JIiIKapChKOTO 3aco0y.

BuBeneHHs eTOpUKOKCHUOY BimOyBa€ThCA MalkKe ITOBHICTIO IIIJITXOM MeTaboJi3mMy 3
IMOaIbIIINM BUBEIEeHHSIM HUPKaMU. PiBHOBaXKHi KOHIIEHTPAallil eTOPUKOKCUOY
OoCsTaloThCs Yyepe3 7 OHIB mpu 3acTocyBaHHi y mo3i 120 mr 1 pa3 Ha moby 3
IMOKa3HUKOM KyMYJISlil IpuOIU3HO 2, 10 BiAIOBiga€ mepiofy HaniBBUBEOEHHS
npubnu3Ho 22 roauHu. KiipeHc mna3Mu KpOBi ITicasa BHYTPIITHBOBEHHOT O BBEJE€HHS
25 MT pemnapaTy CTaHOBUTH Mpubau3Ho 50 MJI/XB.

OKpemMi epynu nauieHmis

[MTamierTHn DiTHBOTO BiKy. PapMaKOKiHETHKA y MAIli€HTIB JIITHBOTO BiKY (BiKOM Bif

65 poKiB) € momi6HOI0 [0 ¢apMaKOKiHETUKH Y MOJIOOIIIMX TTAIli€HTIB.
CraTh. PapMaKoOKiHETUKA €TOPUKOKCUOY € MOOiOHOI0 ¥ YOJIOBiKiB Ta KiHOK.

[MopymieHHs QYHKIII Ne4YiHKU. Y Malli€HTiB i3 JIETKUMU IIOPYIIEeHHIMHU PyHKITi1

neudinku (5-6 OamiB 3a mkanow Yarnnma—II’'t0) mpu 3acToCcyBaHHI eTOPUKOKCUOY B 031
60 mr 1 pa3 Ha goOy cepenHii MOKA3HUK MJIOII mif papMaKOKiHETUYHOIO KPUBOIO
«KOHIIeHTpallis-yac» (AUC) O6yB mpubnu3Ho Ha 16 % OinbIuii, HiK y 300POBUX
DOOPOBOMBIIB ITPU TaKOMY 2K TO3yBaHHI JIiKapChbKOT0 3aco0y. Y mallieHTiB i3
MMOMipHUMHU NOPYILIEHHAMHU GYHKIII nedinku (7-9 OaniB 3a mikasnoio Yaiunga-I1'10) npu
3aCTOCYBaHHiI eTOpHUKOKCUOY B m03i 60 Mr yepe3 no0y cepenHin mokasHuk AUC OyB
MmomiOHUI Mo IMMOKAa3HUKA Y 3TOPOBUX MOOPOBOJIBLIIB, IKi mpuiiManu mpenapar y mo3i 60
Mr 1 pa3 Ha Oo0y IIOJJeHHO; 3aCTOCYBaHHS eTOPUKOKCcuOy B mo3i 30 Mr 1 pa3 Ha moby
He BUBYAJIOCh Y IIi rpy1mi nmailieHTiB. HeMmae kniHiuHMx a60 hapMaKOKiHETUYHUX
OaHUX MIONO IMAIli€EHTIB i3 TAXKKUMHU MOPYIIeHHIMU QYyHKII1 rnedinku (= 10 GaniB 3a
mKasom Yannga—I1'to).

[MopymenHs ¢yHKINI HUPOK. PapMaKOKiHeTHKa OMHOPAa30BOi J03U eTOPUKOKCHOy 120

MT y MAIi€HTIB i3 MOMIPHUMHU Ta TSIKKMMU IIOPYIIEHHSIMHU (PYHKI[l HUPOK, a TAKOXK Yy
MaIli€HTIB i3 3aXBOPIOBAHHSAMM HUPOK TE€PMiHAIbHOI CTamdil, SKUM IIPOBOOSATH
reMofiani3, He BiApi3HAETHCA 3HAYHO Bif (apMaKOKIHETUKM y 3TOPOBUX
moOpoBomnbIliB. [Tpu reMopianisi mikapchbKuii 3acid Malizke He BUBOOUTHCS (KITipeHC
miamnidy — npubau3ao 50 Mi/xB).

Iimu. ®apMakoKiHeTUKa eTOPUKOKCHUOY B miTel (BikoM mo 12 pokiB) He BUBYAsaCh.



Y npoiieci gocnigkeHb (papMaKoKiHeTHKY (n=16), 1110 TPOBOAMUJIOCH 3@ y4acCTIO
migmiTKiB (BikoMm Big 12 go 17 pokiB), apMaKOKiHeTHKa Y IMMAIliEHTIB i3 Macoio Tina
40-60 Kr, aKUM IDpu3Hadaau eTOpuKokcuob y mo3i 60 mr 1 pa3 Ha moOy, Ta y HallieHTiB
i3 Macoto Tina 6inbiie 60 Kr, SKUM IpuU3Havaau npemnapart y mo3i 90 mr 1 pas Ha mo0y,
Oymna nmonmidHO 00 papMaKOKIHETHKHU y JOPOCIINX, IKi 3aCTOCOBYBaJI €TOPUKOKCUD Y
no3i 90 mr 1 pa3 Ha goOy. be3mneka Ta eeKTUBHICTh 3aCTOCYBaHHSI €TOPUKOKCUOY
OiTSIM He BCTAHOBJIEHI.

IToxka3aHHA

CuMIITOMaTUYHA Tepallis IPU OCTEO0APTPHUTI, peBMATOIHHOMY apTPHUTi, aHKiI03yI0UOMY
CIOHOUIIITI, @ TAaKOXK Ipu OOJII0 Ta O3HAKAX 3allaJleHHs, ITI0B’I3aHUX i3 TOCTPUM
MMOOAarPUYHUM apPTPUTOM.

HeTpuBarne nmikyBaHHS IOMipHOTO micasionepalliiHoro 60710, OB’ I3aHOT0 3i
CTOMATOJIOTIYHUMMU OlepalisiMu.

PimmeHHs npo npu3HadyeHHS CeJIeKTUBHOTO iHTibiTopa LIOI'-2 MOBHUHHO I'PYHTYBaTUCH
Ha OILIiHIIl BCIX IHOWBIAyaJIbHUX PU3HUKIB y IAlli€HTAa.

HpOTHHOKaSaHHH

JlikapcbKkui 3acio Exci6® IPOTUIIOKA3aHUM:

e IIPU TiNepYyTJIMBOCTI OO0 Aito4yol abo A0 OyIOb-IKOl JOMMOMizKHOI PeYOBUHU
npemnapary;

e ITPU AKTUBHIN MENTUYHIN BUpPa31li abo aKTUBHIM IIIJTYHKOBO-KUIIIKOBi# KPOBOTEYi;

e TIAlliEHTaM, V IKMX BUHHUKaAB OPOHXOCIIa3M, TOCTPUM PUHIT, Ha3aJlbHi IOiny,
AHTiIOHEeBPOTUYHUYM HAOPSK, KPOIIMB'SHKa abo iHII anepriuHi peaxkiil micms
3aCTOCYBaHHS alleTuJIcasinuinoBol kucjaoTtu abo HIT33, Bkitouatouu iHTiGiTOpHU
oI -2;

e y IIepiof BariTHOCTI Ta rOOyBaHHSA I'PYOLIO0;

e IIPU TSIKKUX MOPYIIEHHAX QYHKIIII medinku (anb0yMiH CUPOBATKU KPOBi < 25 1/1
abo = 10 OaiiB 3a mkanow Yamnma-I1'10);

e SKIIIO PO3paxXxOBaHUM HUPKOBUU KJIIpeHC KpeaTuHiHy < 30 MIJI/XB;

e MiTAM BIKOM 1m0 16 pOKiB;

e IIPU 3allaJIbHUX 3aXBOPIOBAHHSAX KUIIIEYHUKY;

e IIPU 3aCTilHiN cepiueBi HemocTaTHOCTI (NYHA II-1V);

e TTAlliEHTaM 3 apTepiajibHOIO rinepTeH3i€l0, y AKUX IOKa3HUKU apTepialbHOTr O
THUCKY nocCTinHO Buili 3a 140/90 MM pT. CT. Ta HELOCTATHHO KOHTPOJIIIOTHCS;

e IIPU OiaTrHOCTOBAHIM iMlleMiuHi XBOpoOi ceplisi, 3aXBOPIOBAaHHSIX ITepupepUuIHUX
apTepii Ta/abo 11epedPOBACKYIAPHUX 3aXBOPIOBAHHIX.



B3aemMogisi 3 iHIIMMH JTiKapChbKHMH 3ac00aMH4 Ta iHIII BHIH B3a€MoOil

dapmakoOuHamiuHi 83aemo0ii

ITepopaavHi aHmukoazyasiHmu. Y Nali€HTiB, CTaH SKUX cTabinizoBaHUM MOCTiHHUM
3aCTOCyBaHHAM BapdapuHy, IPUNOM eTOPUKOKCHUOY B mo3i 120 Mr Ha 1oy
CYIIPOBOMXKYETHCS 30inbIlIeHHSAM MPpuOIN3HO Ha 13 % npoTpoMOiHOBOTO Yacy
MiKHapOOHOT0 HOpMaJii3oBaHOro BigHomeHHs (MHB). Tomy B ali€eHTiB, sKi
3aCTOCOBYIOTh IepOpaibHiI aHTUKOATYJISHTHU, CJIi 4aCTO IepeBipsATH NOKa3HUKU
npoTpoMbiHoBoro Yacy MHB, ocoGnuBo B IepIlli AHI TpuiioMy eTOPUKOKCUOy abo mpu
3MiHI UOT0 OO3yBaHHS.

Iiypemuku, iH2ibimopu aH2iomeH3UuHnepemaopr8aabHo20 ¢pepmernmy (AII®) ma
aHmazoHicmu peuenmopis aHziomeH3uHy II. HT133 MmoxXyTh nmocnabitoBaTy epekT
OiypeTHUKIB Ta IHIINUX aHTUTINIEePTEeH3UBHUX IIpernaparis. Y JesaKuX IMaljl€HTiB 13
MOPYyIIeHHAMY QYHKIII HUPOK (HaIlpUKJIaf, V MallieHTiB i3 merimparatieio abo y
Malli€eHTiB JIITHROTO BiKYy 3 ocjabiieHo0 GYHKIIEI0O HUPOK) OJHOYACHE 3aCTOCYBAHHS
inridiTopa AIT® abo aHTaroHicTiB perenTtopiB aHrioreH3uny Il i mpemaparis, 1110
iHriOyIOTh IIMKJIOOKCUT€Ha3y, MOXKe ITPU3BOOUTHU [0 MOAAaIbIIOr0 IMIOPYIIeHHS PYyHKITi1
HUPOK, BKJIIOYAI04YM I'OCTPY HUPKOBY HEIOCTATHICTBD, 1110 3a3BUYall Ma€ 000POTHUU
xapakTtep. Ciig maM’sTaTé IPO MOXKJIMBICTh TAKUX B3a€EMOIIU Y MMALIEHTIB, SKi
3aCTOCOBYIOTh €TOPUKOKCHO omHOYacHO 3 iHridiTtopamu AII® abo 3 aHTaroHicTamu
peniennTopiB anrioren3uny II. Tomy Taki KomOiHallil ci1ig mpu3HayaTH 3 00ePexKHICTIO,
0CO0JIMBO MallieHTaM JIiTHLOTO BiKy. Cif mpoBecTH HalexXHYy rigpaTalliio Ta
PO3TJISHYTHU IMUTAHHS PO IPOBEOEeHHS MOHITOPUHTY QYHKIIII HUPOK Ha ITOYaTKy
KOMOiHOBAHOTO IiKyBaHHS, a TaKOXK 3 IIEBHOIO IEPIOANYHICTIO i Hagati.

Auemuscaniyusiosa Kucsaoma. Y npol1ieci JOCIIAXKEeHHS 3a y4acTi0 3T0POBUX
noOpPOBOJIBIIIB B YMOBaX PiBHOBAXKHOT'0 CTaHy 3aCTOCYBaHHS eTOPUKOKCUOy B mo3i 120
Mr 1 pa3 Ha moOy He BILIMBaJIO Ha aHTUArperaHTHY aKTUBHICTh alle TUJICAIilIiI0BO1
kucnotu (81 mMr 1 pa3 Ha mo6y). ETopukokcu6 MOoxKHa Npru3HadYaTU OJHOYACHO 3
alleTUJICAJIILMIIOBOIO KUCJIOTOK B A03aX, M0 3aCTOCOBYIOThCS AJIS MPOQiTaKTUKHU
CepIeBO-CYIUHHNX 3aXBOPIOBaHb (3aCTOCYBaHHS alleTUJICAiIIMIOBOl KUCJIOTH B
HU3BKUX O03ax). OgHaK ogHOYaCHEe 3aCTOCYBAHHS HU3BKUX 03 alleTUJICAJIIIUIIOBOI1
KHCJIOTU Ta €eTOPUKOKCUOYy MoKe 30iIbllyBaTh 4acTOTy BUHUKHEeHHs Bupa3ku LIKT Ta
iHITMX yCKJIagHEeHb ITOPiBHSIHO 3 MOHOTEPAIli€lo eTOPpUKOKcub6oM. He pekoMeHI0BaHO
OQHOYaCHe 3aCTOCYBaHHS €eTOPUKOKCHUOY 3 alleTUJICAJIIIINIIOBOIO0 KUCIOTOI0, HO3U SIKO1
BUIII 3a IMpodiTakKTU4HI, a TaKoXK 3 iHmmumu HIT33.

LlukaocnopuH ma makpoaimyc. Xoda B3aEMO[isI €ETOPUKOKCUOY 3 TUMU JTiIKapChbKUMU
3acobaMu He BUBYaJlaCh, OJHOYACHE 3aCTOCyBaHHs Oyab-sikoro HII33 i3
IIMKJIOCIIOPUHOM ab0 TaKpOJIiMycoM MOXKe IMOCUJIIOBAaTH HE(YPOTOKCUYHUN BIIJIUB



ocTaHHiX. CJig KOHTPOIIOBaTU (QYHKIII0O HUPOK IIPU OOJHOYAaCHOMY 3aCTOCyBaHHI
€TOPUKOKCHOY 3 OyIb-IKUM i3 IIUX IIpenaparis.

dapmakokKiHemuy4Hi 83aemoo0il
Bnaues emopukokcuby Ha ¢papmakokiHemukKy iHWux npenapamis.

JlIimit. HI133 nocnabiioioTh BUBEOEHHS JIiTiI0 HUPKaMM, TUM CaMUM ITiABULIYIOYX MOTO
piBeHb y mi1a3Mi KpoBi. AKII0 HEOOXiMHO, MTPOBOASATL PETENbHUM KOHTPOIb PiBHS JIiTii0
Y KPOBi Ta KOPUTYIOTh HO3Y JITiIO0 IIPOTATOM OOZHOYACHOI'0 3aCTOCYBaHHS LIUX
Ipernaparis, a TaKOXK IIPpU IPUIIMHEHH] 3acTocyBaHHsa HII33.

Memompekcam. Y mpolieci IBOX OOCIigXKeHb BUBYANUCSA e(eKTH eTOPUKOKCUOy pu
3acTocyBaHHi y mo3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha o0y nmpoTsAroMm 7 OHIB
narieHTaM, sIKi 3aCTOCOByBajiu 1 pa3 Ha TUX[OEeHb MeTOTpeKcaT y Ho3i Big 7,5 0o 20 Mr
Impu peBMaToigHOMY apTpuTi. ETopukokcu6 y mo3i 60 Mr i 90 Mr He BIIJIMBaB Ha
KOHIIeHTpallilo B IJ1a3Mi KpoBi ab0 Ha HUPKOBUM KJITipEHC MeTOoTpeKcaTy. B ogHOMY
OOCITimKeHHi IIpU 3aCTOCYBaHHI eTOPUKOKCUOY B mo3i 120 MI He CIIOCTepiraaoch
BIIJIMBY Ha KOHIIEHTPAIlil0 B IIJIa3Mi KPOBi Ta HUPKOBUU KJIIpEHC METOTpPeKcaTy, TOAL SIK
B iHIIIOMY [OCJIiA2KEeHHi TPX 3aCTOCYBaHHI eTOPUKOKCHOY B H03i 120 Mr KOHIIeHTpallis
MeTOTpeKcaTy B IJIa3Mi KPOBI IIifgBUIllyBasacsa Ha 28 %, a HUPKOBUU KJIipeHC
MeTOoTpeKcaTy 3HUKyBaBcs Ha 13 %. [Ipu ogHOYacHOMY IIpHU3HaAUYeHHI eTOPUKOKCUOY
Ta METOTpPeKCaTy CJIiA IIPOBOAUTH BiANIOBIOHWNW MOHITOPUHT IIIOAO MOSIBA TOKCUYHOI'O
BILJIUBY MEeTOTpPEKcCaTy.

ITepopanavHi koHMpauenmuaeu. ETopukokcub y mo3i 60 Mr npu ogHOYaCHOMY
3aCTOCYBaHHI 3 mepopaJbHUMHU KOHTpPaleITUBaMHU, 110 MIiCTATh 35 MKT
eTuHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, IPOTATOM 21 OHS IPUIBOOUB [0
HigBUILIEHHS IOKa3HUKa AUCO_2 an Y PiBHOBaXKHOMY CTaHIi OJI eTHUHIJIeCTpanaiony Ha
37 %. ETopukokcub y mo3i 120 Mr mmpu 3aCTOCyBaHHi 3 BKa3aHUMU NepPOpPaIbHUMU
KOHTpallelITUBaMU OOHOYAaCHO abo yepe3 12 roguH MigBUIIYBaB y PiBHOBaXKHOMY CTaHi
3HAYEeHHS AUCO_2 Ak eTuHinectpaniony Ha 50-60 %. IIpo Take migBUILlEHHS
KOHIIeHTpallil eTUHiIeCcTpafiosny Ciif maM’sTaTu Npu BUOOPi mepoparibHOTO
KOHTpAlIEeIITUBY 3 Pi3HUM BMICTOM €THHiNIECTPaniony, SKUi 3aCTOCOBYBAaTUMETHCS
OOHOYACHO 3 eTOPUKOKCcHOOM. ITimBullleHHS €KCII03Ullii eTUHiIecTpamiosny Moxe
30iIbIIIyBaTH YaCTOTY BUHUKHEHHS MOOIYHUX peakliii, OB’ I3aHUX i3 3aCTOCYBaHHSIM
IepopaabHUX KOHTPALEIITURBIB (Halpukiaaa, TpoMO00oeM00I1il BEH Y XKiHOK I'pyIHx

PHU3UKY).

I'opmoHo3amicHa mepania. I[TpuiioMm 120 MT eTOPUKOKCUOY 3 TOPMOHO3aMiCHUMU
npenapaTaMy, 110 BKIIOYalOTh KOH 10roBaHi ectporenu (0,625 mr «IIpemapuny ™ »),

mpoTsiroM 28 mHiB 30inbIye cepenHiit mokad3Huk AUC PiBHOBaXKHOMY CTaHi

0-24h Y
HEKOH 10roBaHOTro ecTpPOoHY (Ha 41 %), ekBiniHy (Ha 76 %) i 17-B-ectpagiony (Ha 22 %).



BnnuB mo3 eTopukoKcuOy, peKOMeHIOBaHUX AJI TPUBAJIOTo 3acTocyBaHHs (60 mr i 90
MT), He BUBYaBCs. [TIopiBHSHO 3i 30inmblieHHAM mo3yBaHHg 3 0,625 mr mo 1,25 Mmr npu
MOHOTeparrii mpenapatom «IIpeMapu™ », BOJIUB eTOPUKOKCUOY B mo3ax 120 Mr Ha
AUC0_2 4}, €CTPOTEHHHX KOMITOHEHTIB IIpenapaty «[Ipemapua™ » OyB MEHIIINM, HiXK Ha
noyioBuHY. KiliHiuHe 3HaYeHHS TaKOTo IIiABUILEHHS HEeBioMe, a IIPUMOM BUCOKUX 03
npenapaty «IIpemapua™ » OgHOYACHO 3 eTOPUKOKCUOOM He BuBYaBcsA. Ciim 6patu oo
yBaru Take 30inbllIeHHSI KOHIIEHTPAllil eCTporeny npu BuOOPi ropMOHAIEHOTO
pemnapaTy AJigd 3aCTOCYBaHHS y IIepiof IOCTMEHOIIay3!u IIPU OOJHOYaCHOMY
3aCTOCYBaHHi 3 eTOPUKOKCUOOM, OCKiJIbKM 3POCTaHHS €KCIIO3UIlil eCTPOTEeHY HiBUIIYE

PU3UK BUHUKHEHHS MOOIYHUX peaklliii MpU 3aMiCHi ropMOHOTepaIrii.

IIpedHi30H/NpeOHi3010H. Y OOCHiIKEeHHSIX B3aEMO/Iil eTOPUKOKCHUO He BUSIBIISB
KJIiHIiYHO 3HAYYIIOr0 BIJIMBY Ha (papMaKOKiHETHUKY IIPEeOHI30HYy/IIPEeqHi30I0HY.

HueoxcuH. TTpu 3acTocyBaHHI eTOPUKOKCHOY B mo3i 120 Mr 1 pa3 Ha moOy IpoTSTroM
10 gHiB 3MOpOoBUMH TOOPOBOJIBIISIMHU HE CIIOCTEPiraBCs BIJIMB Ha ITOKA3HUK AUCO_2 an Y
PiBHOBaXXHOMY CTaHi Ta Ha BUBEEHHSA OUTOKCUHY HUpPKaMu. CriocTepiranocs
30inbIIeHHS ITOKA3HUKA Cmax OurokKCcuHy (mpubmnm3no Ha 33 %). Take migBUILIEHHS
3a3BUYail He € CyTTEBUM Yy OinbiocTi nmarienTiB. OgQHaK CIIif cnocTepiraTé 3a CTaAaHOM
MAaIli€HTIB i3 BUCOKUM PU3UKOM TOKCHUYHOI il AUTOKCUHY IPU OOHOYACHOMY

MMpU3Ha4YeHHi eTOPUKOKCUOY Ta OUTOKCUHY.

Bnaue emopukokcuby Ha npenapamu, u,0 Memabo1i3yomucs
cyabhompaHcpepasamu

ETopukokcub € iHriGiTOpOM aKTUBHOCTI JIIOACHKOI cynb(oTpaHchepas3u, 30KpeMa
SULT1E1, a Tak0oXK MOXKe OigBUIIyBaTU KOHII€HTPAIlil0 eTUHIIeCTPamgiony B CUpPOBaTIIi
KpoBi. OCKiNnbKM JOTemnep JaHUX IIPO BIJIUB YUCJIEHHUX CylabdoTpaHCchepas
HeIOoCTaTHbO, a KJTiHiuHi epekTn GaraThox mperapaTiB JOCi BUBYAIOTHCS, OOIIILHO 3
00epexXKHiCTIO TpU3HaYaT eTOPUKOKCUO OOMHOYACHO 3 iHIIMMM IIpernapaTaMu, 1110
MeTaboi3ylI0ThCSI B OCHOBHOMY NIOOCHKUMHU CynbdoTpaHcdepa3zaMu (HaopuKiam,
ImepopajabHUM canb0yTaMOJl Ta MiHOKCUIOMII).

Bnaue emopukokcuby Ha npenapamu, u,o memaboaidyromucs izopepmenmamu CYP

3a maHWMU OOCIHIAXKEHb in Vitro, He O4iKyeThCS NpUTHiYeHHSa nuTtoxpomis P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. YV mpotieci mociaigKeHb 3a y4acTio 3JI0POBUX
noOPOBOIBIIIB IIOJJeHHE 3aCTOCYyBaHHS eTOPUKOKCUOy B 403i 120 MI He BI/IMBajo Ha
aKTHUBHICTB mme4iHKoBoro CYP3A4, 1110 BCTAHOBIEHO 3a EPUTPOMIIIMHOBUM OUXaIbHUM
TECTOM.

Bnaue iHwux npenapamie Ha ¢papmakoKiHemukKy emopuKkokcuby



OcHOBHUM IIIAX 00MiHY eTOPUKOKCUOY 3anexkuTh Big depmenTiB CYP. CYP3A4
crupusie MeTaboi3aMy eTOPUKOKCUOY in vivo. [JocnigxKeHHs in vitro BKa3yloTh Ha Te,
mo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 TakoX MOXKYyTh KaTajli3yBaTh OCHOBHUU
IIJIsIX OOMiHY eTOPUKOKCHOY, ajne iX KiTbKiCHi XapaKTepUCTHUKU He BUBYAJIUCH in Vivo.

Kemokona3os. KeTokoHa301 € ToTyKHUM iHridiTopom CYP3A4. [Ipu 3acToCcyBaHHI
3MOPOBUM HOOPOBOJBLSAM y mo3ax 400 mr 1 pa3 Ha moOy nmpoTsrom 11 mHiB
KEeTOKOHAa30J1 He YUHUB KJIiHIYHO 3HAYyIIOr0 BIIJIMBY Ha (papMaKOKiHETUKY
eTOPUKOKCHOY B omHOpPa3o0Biit go3i 60 mr (36inpmenus AUC Ha 43 %).

BopukoHa3os i mikoHa3o4. OmHOYAcHE 3aCTOCYBaHHSI BOPUKOHA30J1y ITepopaabHo abo
MiKOHAa30JIy y BUTJISAA1 OpajIbHOTO T'eJIi0 AJIs MIiCIIeBOT0 3aCTOCYyBaHHA (IIOTYXKHI
iaridiTopu CYP3A4) 3 eTOPUKOKCHUOOM BUKJIMKAIO HEBEIUKE MiABUINEHHS €KCIIO3HUIIil
€TOPUKOKCHOY, 1110, OOHAK, He BBaXKajoCs KJIiHIYHO 3HAUYIIIUM 3TigHO 3
OITy0JIiIKOBAHUMU OAaHUMHU.

PugamniyuH. OgHOYaCHE 3aCTOCYBaHHS eTOPUKOKCUOY Ta pudaMIilinHy (IIOTY2KHOTO
inoykTopa pepmenTiB CYP) mpu3BoauiIo 00 3HUXKEHHS KOHIIEHTpallil eTOPUKOKCUOY B
J1a3Mi KpoBi Ha 65 %. Lle Moxe CynIpoOBOAXKYBAaTUCS IOBTOPHUM IIPOSIBOM CHUMIITOMIB
ITPY OMHOYACHOMY 3aCTOCYyBaHHi 3 eTopuKokcuboM. Tofi siK Taki JaHi MOXYTh
BKa3yBaTH Ha HeOOXimHiCcTh 30ilbIIIeHHST JO3U, HE PEKOMEHI0BAaHO 3aCTOCOBYBATH
eTOPUKOKCHUO y I0o3ax, IO IepeBUIIYI0Th BKa3aHi [JIg KOXKHOT'0 IT0OKa3aHHsI, OCKiJIbKHT
He BUBYAJIOCh KOMOiHOBaHe 3aCTOCYBaHHS pUPaMITIIIUHY Ta eTOPUKOKCUOY B TaKUX
mo3ax.

AHmauudu. AHTauuOHI IpenapaTy He YHHATDH KITIHIiYHO 3HAaYyLIIOr0 BILJIMBY Ha
bapMakoKiHETUKY €TOPUKOKCHOY.

Oco0/IMBOCTi 1010 3aCTOCYBaHHS

Bnaus Ha IIIKT

[MoBimoMisiziocs: IPo yYCKiIagHeHHS 3 00Ky BepxHix Bigminis IIKT (mmepdopaiiii, Bupa3ku
abo KpoBoTedi), iHOMi 3 JIeTaJIbHUM HACJIiIKOM, V Malli€HTiB, IKi 3aCTOCOBYBallu
€TOPUKOKCHO.

3 obepexkHicTio ciig npu3Hayatu HI133 malieHTaMm i3 migBUINIEHUM PU3MKOM
ycknagHeHb 3 00Ky IIKT, maitieHTaM JIiTHBOTO BiKy, IallieHTaM, siKi 3aCTOCOBYIOTh
oynob-akun inmmu HI133 abo anieTuncaminuioBy KUCIOTY OOJHOYACHO, abo mallieHTam 3i
IIJIYHKOBO-KUIIIKOBUMY 3aXBOPIOBaHHSIMU B aHaMHe3i, a caMe: BUpa3KaMU Ta
IIIJTYHKOBO-KUIIKOBUMH KPOBOTE€YaMHU B aHaMHeE3i.

€ momaTKOBUM PU3UK PO3BUTKY MMOOIYHMX peakiliit 3 60Ky [IIKT (IITyHKOBO-KUIIIKOBA
BUpa3Ka abo iHIi yckimagHeHHs 3 6oky IIIKT) npu ogHOYacHOMY 3aCTOCYBaHHI



€TOPUKOKCHOY Ta alleTUICAJIIIINIOBOI KMCJIOTH (HaBiTh Y HU3BKUX [03aX). Y mpolieci
TPUBAINX KITIHIYHUX OOCHIA2KEHb He CIIOCTepiraaocs BUPazKeHOol BIIMiHHOCTI y
6e3meri momo IIKT mmpu 3acTocyBaHHi ceneKTUBHOro iHribiTopa LIOI-2 +
alleTUJICcaJIiniIoBa KucioTa Ta HII33 + ameTusncaninuioBa KUCIIOTA.

Bniue Ha cepueso-cyOuHHY cucmemy

Kniniuni mocmig:kKeHHS BKa3yIOTh Ha Te, III0 3aCTOCYBaHHS JIiIKapChbKUX 3aco0iB Ki1acy
cenekTuBHUX iHTri6iTOPiB LJOI'-2 MOKe OyTHU ITOB’A3aHe 3 PU3UKOM BUHUKHEHHS
TPOMOOTHYHUX YCKIamHEeHb (0c00IMBO iH(papKTy MioKap/a Ta iHCY/IbTY) IIOPiBHSHO 3
mwiane6o ta geskumu HI133. OCKinbKY PU3UK CEPLEBO-CYAUHHUX YCKJIaAHEHDb 3POCTaE
mpu 30iNbIIIeHH] 103M Ta TPUBAJIOCTi 3aCTOCYBaHHS eTOPUKOKCHUOY, mpernapar CIif
Mpr3HadyaTH Ha SKOMOTa KOPOTIINH IIePiof Yacy Ta B HaWHUXKYill e(peKTUBHi m0OO0Bil
no3i. I[ToTpibHO mepioguyHO MepernsggaT NoTpedy MalliEHTIB Y CUMITOMATUYHOMY
ImoJiermieHHi 60110 Ta peakxllilo Ha JIiIKyBaHHS, 0COOJIMBO Y IAIliEHTIB 3 0CTE0APTPUTOM.

[TamierTaM i3 BUpaXXeHUMU (paKTOpaMu PU3UKY PO3BUTKY CEPLIEBO-CYyANHHUX
yCKIamHeHb (HallpuKiaj, apTepiajibHa rinepTeH3is, rineprimigeMis, IyKpoBui miaber,
MaJIiHHS) IpU3HavYaTy €TOPUKOKCUO CIIifl JIMIIIE TiC/Is PETENbHOl OLiHKUA PU3UKY
PO3BUTKY YCKJIaJHEHHS.

CenekTuBHi iHridiTopu LIOI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS alleTHJICAIIINIIOBOI
KHUCJIOTU IJi IPOodiTakKTUKY TPOMOOEMOOIIiUHUX CEPIIEBO-CYOUHHUX 3aXBOPIOBaHb,
OCKUIbKM He YMHATH aHTHUarperanTHOl fil. ToMy He CJIif CKaCoByBaTHU IIPUUOM
aHTUarperaHTHUX IIpenaparis.

Bnaus Ha HuUpku

HupkoBi nmpocTarnaHOuHYA MOXKYTh BiflirpaBaTy KOMIIEHCATOPHY POJIb Y IMiATPHUMIIL
nepdy3sil HUPOK. ToMy IIpU CTaHaX, II[0 CYIPOBOAXKYIOTHCSA NOPYLUIEHHAM HUPKOBOI1
nepdysii, 3acToCyBaHHS €TOPUKOKCUOY MO2Ke IIPU3BOAUTHU A0 IIociableHHs
YTBOPEHHS NPOCTArJlaHAWHIB i, IK HACIIOOK, -00 HUPKOBOTO KPOBOTOKY, TUM CaMUM
noripuryroyu GyHKIII0 HUPOK. BUCOKUY PU3UK PO3BUTKY TaKOl peaxiiil
CIIOCTEPIraeThCs y Malli€HTIiB 3 y2Ke HassBHUMU BUPaKE€HUMHU MOPYIIEHHIMU QYHKIIi1
HUPOK, HEKOMIIEHCOBAHOIO CEPIIEBOI0 HEJOCTAaTHICTIO a00 TUPO30M. Y TaKUX IalliEHTiB
CJIiT KOHTPOJIIOBaT! (PYHKITiI0 HUPOK.

3ampumka piduHu, Habpsiku ma apmepiaabHa 2inepmeH3is

4K i mpu 3acToCyBaHHi iHIIIUX MpeIaparis, 110 iHTi0yI0OTh CUHTE3 IIPOCTarjaHOuHIB,
3aTpUMKa PiguHU, HaOPSAKM Ta apTepianbHa rilepTeH3is CIocTepiraancs y Malli€HTIB,
SIKUM 3aCTOCOBYyBanu eTopukokcu6. Bci HI133, BKI0o4Ya04Yu eTOPUKOKCUO, MOKYTh
MIPU3BOAUTHU IO PO3BUTKY ab0 peluOuBy 3acTiliHOI CeplieBOi HETOCTATHOCTI.
IHdopMaliito mpo peakilito 3a1eKHO Bifl 403U OUB. y po3aini «PapMaKoJIOriuHi



BiacTuBOCTi. ®apMakoguHaMika». 3 o6epexKHiCTIO He0OXimHO MpHU3HaYaTHU Iperapar
ralfieHTaM i3 cepiieBOi0 HeOOCTATHICTIO, MOPYIIeHHIMH (QYHKIIil I1iBOT0 MIJIyHO4YKa abo
apTepianbHOIO TillepTeH3i€l0 B aHaMHe3i, a TaK0XK MallieHTaM i3 HabpsaKaMHu, 110
BUHUKJIM 3 OyIOb-AKUX iHIINX NpUYrH. [Ipy KIiHIYHUX O3HaKaX IOTipIIeHHs CTaHy
TaKUX MAIliEHTIB CJIif BXKUTH BiAMIOBIAHMX 3aXO0/iB, BKII0Yal04YU BiIMiHY €TOPUKOKCHUOY.

ETopukokcu®, 0coO6/IMBO Yy BUCOKHX 103aX, MOXKe MPU3BOOUTH [0 YACTIMIOl Ta TAXKYO01
apTepianbHOL rinepTeH3il MOPiBHAHO 3 Aeakumu iHmuMmu HI133 Ta cenekTuBHUMU
inridiTopamu LIOI'-2. ToMy apTepianbHy rillepTeH3ii0 CIIiI KOHTPOJIIOBATHU 10 IOYATKY
3aCTOCYBaHHS €eTOPUKOKCHOY, 0COOIUBY yBary NoTpPiOHO MPUMOIIUTHA KOHTPOJIIO 3a
apTepialbHUM THUCKOM MIif] Yac JIiKyBaHHS €eTOPUKOKCHOOM. ApTepialbHUU TUCK CIIif
KOHTPOJIIOBATU IPOTATOM 2 THUXKHIB iC/IA IOYATKY JIIKyBaHHS, a IIOTIM - IEePiOANYHO.
AK110 apTepialbHUM TUCK CYTTEBO HiABUILYETHCS, CIIi PO3TISIHYTU MOKIIUBICTH
aIbTEPHaTUBHOIO JIIKyBaHHS.

Bnaue Ha neviHKy

IMigBuIeHHs PiBHS anaHiHaMmiHoTpaHchepas3u (AJIT) Ta/abo
acnaprataminorpaHcdepa3u (ACT) (mpubnusxo B 3 a6o Oinblile pa3iB IIOPiBHSHO 3
BepPXHBOIO Mexkero HopMmu (BMH)) croctepiranocs npubnu3uo B 1 % mallieHTiB, sKi
Opanu y4acTb y KIIIHIYHUX JOCHIIXKEeHHSIX Ta 3aCTOCOBYBaJiu eTOPUKOKCUO y mo3ax 30
mr, 60 Mr Ta 90 Mr Ha goOy IpoTsATroM Iepiony oo 1 poky.

Cunipg criocTepiraTtv 3a CTAHOM BCiX HAIli€HTIB i3 CHMIOTOMaMM IIOPYIIEHHS (PyHKITiL
MeYiHKM, a TaK0XK 3a CTAaHOM IalliEHTIB i3 MaTOJOTiYHUMU ITOKa3HUKaMMu QYyHKIIi1
nedinku. [Ipy o3HaKax MoOpymIeHHs QyHKITII ITe4iHKY Ta IIPYU CTiMKUX ITaTOJMOTiYHUX
3MiHaxX MOKa3HUKIB GyHKIII mewinku (y 3 pa3u Buile 3a BMH) eTopukokcub cirifg
BiIMIiHUTH.

3aeanvHi 8Ka3iBKuU

SAKINO MPOTATOM JIIKYBaHHS y MalliEHTa CIIOCTEPIraeThCs MOripiIeHHsT QyHKITi Oyab-
sIKOI i3 CICTeM OpraHiB, 3a3Ha4YeHUX BUIIlE, CJIiJl BXKUTH BiITIOBIMHMUX 3aXO0[iB Ta
PO3TJISHYTHU MATAHHA NP0 BimMiHy eTopuKoKcuOy. HeoOximHo 3a0e3medynuTy BigNoOBigHe
MeOuYHEe CIIOCTEPEKEHHS IIPU 3aCTOCYBaHHI eTOPUKOKCUOY IMallieHTaM JIiITHBOTO BiKy
Ta IalliEHTaM i3 mopyumeHHIMU QYHKIII HUPOK, ITeYiHKu abo cepiid.

3 00epekHICTIO CIIi TOYUHATH IiKyBaHHS €TOPUKOKCUOOM mallieHTaM i3
merigparali€ero. PeKoMeHIOBaHO IIPOBECTU perigpaTaliiio 40 I104YaTKy 3aCTOCYyBaHHSA
€TOPUKOKCUuOY.

ITpo pO3BUTOK CEPUO3HUX LIKIPHUX peakliiil, y OesIK1UX BUIlaKaX 3 JIeTaJIbHUM
HacCJigKoM, 30KpeMa eKc(oliaTuBHOTO AepMaTuTy, cuaapomMy CriBeHca—][[2KOHCOHa 1
TOKCHUYHOTO eIlilepMaJIbHOT0 HEKPOJIi3y, OyKe PiAKO MOBIOOMIISAIOCSA IPU



3actocyBaHHi HII33 i mesikux cenekKTuBHUX iHridiTopis LIOI'-2 mmim yac
ITOCTMAaPKETUHTOBOTO CIIOCTEePeKeHHs (OuB. po3min «I1ob6iuHi peakirii»). HamBumui
PHU3UK PO3BUTKY TAaKUX Peakliii y MaIliEHTiB — Ha OYaTKy Tepallil, a 049aToK 1X
ITPOSIBIB ¥ OINBIIIOCTI BUMA[KiB — IMIPOTSTOM IIEPIIOro Mics1ls JTikyBaHHSA. Cepiio3Hi
peaxilil rinepyyTAnMBOCTi (Taki IK aHadinakcis i aHTiOHEBPOTUYHUUN HAOPSK)
CIIOCTepiranaucs y MalliEHTiB, SKi 3acTOCOBYBaik eTOPUKOKCHUO. [lesiKi celeKTUBHI
inribiTopu LIOT'-2 migBUIYIOTh PU3UK BUHUKHEHHS MIKipHUX peaklliil y mallieHTiB 3
aJIepriyHoI0 peakili€eio go Oymob-IKOT0 ImpenapaTry B aHaMHe3i. ETopukokcub cin
BiIMIiHUTM IIpU MEPIINX MIPOsiBaX BUCUMNAHb Ha IIKipi, YIIKOAXKEHb CIIU30B0O1 000JIOHKHN
abo0 iHIIMX O3HAKaX Tilnep4yyTIUBOCTI.

[Ipu 3acTOCyBaHHiI €TOPUKOKCHUOY MOXKYTh MaCKyBaTUCS IIPOSIBU rapsA4YKM Ta iHIII
O3HAKM 3allajIbHOI'0 IIPOLECY.

3 o0epexkHiCTIO MTPpU3HaYal0Th OMHOYAaCHO eTOPUKOKCUO Ta BapdapuH abo iHiri
repopasbHi aHTUKOATy/ISHTH.

3acTocyBaHHSI €TOPUKOKCHUOY, K i iHIIMX mpenaparis, I10 iHTiOyIOTh
LIUKJIOOKCUTeHa3y/CUHTEe3 IPOoCTarjIaHANHIB, He PEKOMEHI0BaHO XiHKaM, fAKi
[IJIaHYIOTh BariTHICTE.

Baoicauea iHppopmauisa npo OONOMIHCHI peuo8uHU

Lle#t mikapcbkui 3acid micTuTh MeHIIe 1 Mmmonb (23 Mr)/mo3y HaTpito, ToOTO
IpPakKTUYHO BiJIbLHUU Bif HaATPIiIO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaritHicTs

Hemae KTiHIiYHUX JaHUX ITPO 3aCTOCYBAHHS €TOPUKOKCHOY B mepion BariTHOCTI.
IocrigKeHHsI Ha TBapUHaX IIPOAEMOHCTPYBaIl PENPOAYKTUBHY TOKCUYHICTb.
[MToTeHIiHUY PU3UK [OJI BaTiTHUX HeBigoMui. 3aCTOCyBaHHS € TOPUKOKCUOY
ITPOTSATOM OCTAHHLOT'O TPUMECTPY BariTHOCTI, SIK i iHIIUX ITpeIaparis, 110 iHTiOyIOTh
CHUHTEe3 IIPOoCTarjaHauHIB, MOXKe IIPU3BOOUTHU OO BiCYTHOCTI CKOPOYEHb MaTKU 1, K
HaCIigOoK, 00 3aTPUMKHU YHY MOOOBXKEHHS IOJIOTiB Ta IepeadYacHOr0 3aKPUTTH
00TasoBOI IIPOTOKH i TereHeBoi rinepTen3ii. [ToBimoMIsiIocs Mpo BUIIAOKU ITOPYIIEHHS
$byHKIIIl HUPOK mioma, 110 CIIPUYNHSIIO 00 3MEHIIeHHsI 00’'€EMY aMHIOTUYHOI PiTuHN
(omirorigpamMHiOH) y BariTHUX KiHOK, SIKi MpUKXMaJid HECTEPOIOHI IpOTU3aNnalbHi
npenapatu (HIT3I1) Ha gBamIsiTOMY THUXKHi BariTHOCTI abo mi3Himie. IHKoMU 11e MoXkKe
MMPU3BOOUTHU [0 MOPYyILIEHHS (QYHKIII HUPOK Y HOBOHAPOAXKEeHUX. 3a3HaueHi epeKTu
MOXKYTh BUHMKATHU He3abapoM micis nodaTky jaikyBarnHs HII3II; onirorinpaMHioH
3a3BUYal € 0O0POTHUM ITiC/IsT MPUINHEHHS JIIKyBaHHS. 3aCTOCYBAaHHSI €eTOPUKOKCUOY
IIPOTUIIOKA3aHO B IIepiof BariTHOCTI. fAKINO XKXiHKa 3aBariTHiIaA Hif 4yac JiKyBaHHS,



€TOPUKOKCHO HeoOXimHO BimMiHUTH.

[Tepion rogyBaHHS I'PYOOI0

HeBimoMo, uu IpOHUKAE €TOPUKOKCHUOD y TPyAHE MOJIOKO. Y IIIyPiB eTOPUKOKCUO
BHUBOOUTHLCS Y MOJIOKO. 2KiHKHU, IKi 3aCTOCOBYIOTh €TOPUKOKCHO, He TTIOBUHHI TOOyBaTU
TPYLOIO.

DepPTUILHICTD

3acTocyBaHHSI €eTOPUKOKCUOY, SIK i iHIIIUX mIpemnapartis, 110 iurioytooTts LIOT-2, He
PEKOMEHI0BaHO XiHKaM, sSKi IIJIaHyIOTh BariTHICTb.

30amHicmb 8nausamu Ha weuodKicMb peakuii npu kepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mMamu.

[NamieHTH, y IKUX Mif 4YaCc 3aCTOCYBaHHS €eTOPUKOKCHOYy BUHUKA€E 3allaMOPOYEHHS,
BepTHUT0o ab0 COHJIMBICTh, HE TTOBUHHI KEPYBAaTH aBTOTPAHCIOPTOM Ta IIpalfoBaTH 3
IHIITUMU MeXaHi3MaMu.

Cmocid 3acTocyBaHHsI Ta 03U

JIikapcbKui 3acib Exci6® 3aCTOCOBYBaTHU epopasnbHO. JIikapchkuli 3acib MOKHa
IpuiMaTHU He3aJIeXKHO Bifl B2KUBaHHSA 1XKi. [TogaTok edeKTy nmpenapaTy HacTae
IIBU/IIE TIPU ITpuiioMi nepep imoro. Lle moTpi6HO BpaxoByBaTU ITPU HEOOXiMHOCTI
IIBUAKOTO TOCTabIeHHSI CUMIITOMIB.

OCKIiNnbKY PU3UK BUHUKHEHHS MOPYIIEHDb 3 O0KY CepleBO-CYOUHHOL CUCTEMU IIPU
3aCTOCYBaHHi eTOPUKOKCUOY 3pOCTa€ IIPU ITiABUIIEHH] TO3U i TPMBAIOCTi €KCIIO3MUIIil,
CJIi IPOBOOUTU HAWKOPOTILI KypPCH JIIKyBaHHS IIPU 3aCTOCYBaHHI HAMEHIITUX
edbexkTuBHUX HOOOBUX H03. Cilifg mepioguyHO MepeolliHioBaTU NOTPeOY Yy MOJEeTIIeHH]
CUMIITOMIB i BifiTIOBifIb HA JTiIKyBaHHS, 0COOJIUBO y IAIliEHTIB 3 OCTE0APTPUTOM.

Ocmeoapmpum

PekoMmeHnpoBaHa go3a ctaHoBUTh 30 Mr 1 pa3 Ha goOy. Y messKux malliEeHTiB Ipu
HeOoCTaTHbOMY NocJiabJjieHHI CUMIITOMIB 30inbiiieHHs 0o3u [0 60 Mr 1 pa3 Ha mo0y
MOXKe IMiABUIIUTHU e(PEeKTUBHICTh. 3a BiICYTHOCTI e(eKTYy CJIif PO3TISHYTU NUTaHHSI
PO iHIIII MOZKJIUBI METOOU JIIKyBaHHS.

PesmamoioHut apmpum

PekoMeHpoBaHa fgo3a cTaHOBUTHL 60 Mr 1 pa3 Ha go0y. Y messKux mallieHTiB Ipu
HeOoCTaTHbOMY MOcJiabJjieHHi cuMIITOMIB 30inbiieHHs no3u mo 90 mMr 1 pa3 Ha moOy
MO2Ke IMOKpalllyBaTH TepaleBTUYHUM edekT. [Ipu mocsATHeHHi KiTiHigHOl cTabimi3arril



MalieHTa OOILiIbHO 3HU3UTH 103y [0 60 Mr 1 pa3 Ha goOy. 3a BifCYTHOCTI IOMiNIIeHHS
e(deKTy Ciig po3TJIAHYyTU MUTAHHS PO iHIII MOXKJIUBI METOOU JIIKyBaHHS.

AHKIin03yro4ul cnoHOuaim

PekoMmeHpoBaHa fg03a cTaHOBUTH 60 Mr 1 pa3 Ha go0y. Y messKux malliEHTiB Ipu
HeOoCTaTHbOMY MocJiabJjieHHi CUMIITOMIB 30inbiieHHs o3u [0 90 mr 1 pa3 Ha moOy
MO2Ke ITOKpaIllyBaTu TepaneBTUYHUM edekT. [Ipu mocsirHeHHi KiTiHiyHOI cTabimizarrii
nalieHTa OOILiIbHO 3HU3UTH [03y [0 60 mMr 1 pa3 Ha goOy. 3a BifCyTHOCTI IOMiNIIeHHS
e(deKTy Ciig po3TJIAHYyTH MUTAHHS PO iHIITI MOXKJIUBI METOOU JTIKyBaHHS.

I'ocmputl 6iav

Y pa3zi nosiBu rocTporo 60110 eTOPUKOKCHUO 3aCTOCOBYIOTH JIUIIIE Y TOCTPUM
CUMIITOMATUYHHUM Iepiof.

I'ocmput nodaepuvyHul apmpum

PekomeHpoBaHa mo3a ctaHoBUTh 120 mr 1 pa3 Ha goOy. ITig yac KimiHiuyHUX
OOCIiAXKeHb I'OCTPOTr0 IIOAAarpUYHOT0 apTPUTY €TOPUKOKCHUO 3aCTOCOBYBAJId BIPOAOBK
8 mHiB.

ITicasionepauitiHuil 6iab, Nno8’A3aHuUll 3i CMOMAMO/102iYHUM ONEepPamMu8HUM
empy4yaHHAaM PekomeHmoBaHa mo3a - 90 Mr 1 pa3 Ha mo0y IPOTSATOM MaKCUMyM

3 mHiB. [I15 messKuX IMallieHTiB Moxe OyTH HeoOXimHMM HOoOaTKOBe ITicisonepalliiiie
3HeOOIIOBaHHSI.

Ilo3u, 1110 TepeBUIIYIOTh PEKOMEHIOBaHI IJIsT KOXKHOTO ITOKa3aHHs, He MaloTh
OOmaTKOBOI epeKTUBHOCTI ab0 He BUBYAJIUCS, TOMY:

e [103a ITPU OCTEO0ApPTPHUTI He TTOBUHHA IepeBulllyBaty 60 Mr Ha mo0y;

e 103a ITPY PEBMATOIAHOMY apTPHUTi Ta aHKIJIO3yI0YOMY CIIOHAUJIITI HE ITOBUHHA
nepesuiryBatu 90 Mr Ha goOy;

e [103a ITPU I'OCTPil Imomarpi He MOBUHHA IepeBunlyBat 120 Mr Ha moOy BIIPOOOBXK
MaKCHUMaJIbHOI'O IIepiloay JIiKyBaHHS 8 MHIB;

e [103a ITPU roCcTpoMYy OOJII0 ITiC/IsT CTOMATOJIOTiYHOTO OTIEPaTUBHOTO BTPyYaHHS He
MMoBMHHAa nepeBuilyBatu 90 Mr Ha o0y BIIPOOBXK MaKCUMaJIbHOTO 3-0€HHOTO
nepiony.

ITauieHmu AiMHBLO20 BIKY

HeMmae HeoOXigHOCTI B KOPEKIIil O3yBaHHA OJId Malli€HTiB JIITHHOTO BiKy. fAK i y pa3i
3aCTOCYBaHHS iHIIMX IIpenapartiB, MalliEHTaM JIiTHbOTO BiKy JiKapChKuUM 3acib ciim
MIpHU3HavYaTHU 3 00epexkHICTIO.



IMopyweHHsAa ¢pyHKUIl neviHKu

HesanmexkHOo Bif mOKa3aHHSA HalliEHTaM i3 HOPYIMIeHHAMU (QYHKIIi1 IIEYiHKHA JIeTKOT0
ctyneHs (5—6 OarniB 3a mKkanow Yaunpma—I1'10) He ciig nepeBuiiyBatu o3y 60 mr

1 pa3 Ha goOy. [TalieHTaMm i3 mopyiieHHSIMHU QYHKITI1 ITe4iHKY ITOMipHOTO CTYIEeHS
TS2KKOCTI (7-9 OastiB 3a mikanooo Yamnma-I1'10) He3alezXKHOo Bif MOKa3aHHS He CIIif
nepesuiryBatu o3y 30 mr 1 pa3 Ha mo0y.

Kninigyauit gocsig 3acTocyBaHHSA 00MexXeHUM, 0COOIHUBO IIIOM0 MAalliEHTIB i3
NOPYUIeHHSAMH (QYHKIIil ITeYiHKY IOMIPHOTO CTyIeHs, TOMY IIpelaparT CIIif
IMpu3HaydaTu 3 00epexHicTio. BimcyTHil KiHiYHUYM OOCBi 3aCTOCYBaHHS ITperaparTy
MalieHTaM i3 TIKKUMM IMOPYIIeHHIMU QYyHKII1 rmedinku (= 10 GaniB 3a mMIKamaoio
Yamnga-I1'10), ToMy iKapChbKH# 3acib MPOTUNIOKa3aHUM TaKUM MHallieHTaM.

IMopyweHHA pYyHKUIT HUPOK

KopuryBaHHs 03U He NOTPiOHe mallieHTaM i3 KilipeHcoM KpeaTuHiny = 30 MI1/xB.
3acTocyBaHHSI €TOPUKOKCUOY MallieHTaM i3 KiTlipeHcoM KpeaTuHiHy < 30 MJI/XB
IPOTUIIOKA3aHe.

Iimu.

JlikapcbKkuii 3aci6 Exci6® MIPOTHUIIOKA3aHUU OiTAM BiKOM 0 16 pOKiB.
Ilepemo3yBaHHs

Y npoiieci KniHIYHUX OOCHIAXKEHb MiCJIs 3aCTOCYyBaHHS OOQHOPAa30BOi A03U
eTopukokcuOy no 500 Mr abo 6araTopa3oBoro nmpuiiomy mo 150 Mr Ha moOy IpOTATOM
21 mHs He cmocTepiramocs 3HaYHUX TOKCUYHUX edeKTiB. [IoBigOMIISIIIOCS IIPO TOCTPE
rmepeno3yBaHHSI eTOPUKOKCHUOOM, X04a B OiNTBIITOCTI BUMAAKIB Mpo mobiuyHi peakiili He
nosigomsanock. IToGiUHI peakilii, 1110 CIIOCTepiraauch HalyacTille, BigmnoBiganu
mpodinio 6e3mneku eTOpuKOKCuOy (peaxtii 3 60ky IIIKT, 3 60Ky ceplis Ta HUPOK).

Y pa3si nepemo3yBaHHS OOLJIBHO BXKUTH 3BUYAWHUX MiATPUMYyBaJIbHUX 3aXO0MiB,
HaINpUKJag BUmajleHHs HeabcopOoBaHoro npenaparty 3i IIIKT, BegeHHs KITiHIYHOTO
CIIOCTEPEXKEHHS, Y pa3i HeoOXigHOCTI — IPOBeAeHHS MiATPUMYBAJIbHOT'O TiKyBaHHSI.

ETopukokcu6 He BUBOAUTHCS IIPU reMofialli3i; HeBimoMo, Y1 BUBOOUTHLCS TiKapChbKUMN
3aci6 npu mpoBefeHHi IepUTOHeaIbHOT O dialily.

IToGiuni epexTn

Besmneka 3acTocyBaHHSI €eTOPUKOKCHUOY OIliHIOBaJlach y MPOIIEeCi KIiHIYHUX OOCITiIXKEHD
3a y4yacTio 9295 nanieHTiB, BKIIOYaudu 6757 nallieHTiB 3 OCTE0apTPUTOM,



PEBMATOIIHUM apTPUTOM, XPOHIYHUM 00JIEM Y HUXKHIN YacTUHI crimHU abo
AHKiI03yIo4uuM croHauiiToMm (mpubnu3no 600 malieHTiB 3 ocTteoapTpuToM abo
pPEBMaTOIIHUM apTPUTOM OAepzKyBaIU JIIKyBaHHS NPOTATOM 1 poKy abo AoBIIe).

[Tig yac KniHIYHUX OOCHiAXKeHb Npodinb HebaKaHUX sIBUI] OyB OOHAKOBUM Y TAIliEHTIB
3 0CTeoapTpPUTOM ab0 peBMaTOIOHUM apTPUTOM, SIKi 3aCTOCOBYBaJId €TOPUKOKCHUO
npoTsiroM 1 poky abo moBiiIe.

Y nponeci KJIiHIYHOT 0O OOCHIiIKeHHS 3a y4acCTIO IAlli€HTiB i3 TOCTPUM IIOLarpUu4YHUM
ApPTPUTOM eTOPUKOKCHUO Impu3Hadanu B mo3i 120 mr 1 pa3 Ha goOy npoTsarom 8 OHiB.
[Tpodinb HeOaKaHUX ABUIL Y IIbOMY AOCIiAXKEeHHi OyB y I[iJIOMy TaKUM CaMUM, K y

OOCITimKEeHHSIX 3a y4acTIO IMalliEHTIB 3 OCTE0apPTPUTOM, pEBMAaTOIOHUM apTPUTOM Ta
XPOHIYHUM 00JieM y HUKHIW YaCTUHI CIIMHU.

Y nporpawmi o1uiHKu 6€31eKu 151 CEPLIEBO-CYAUHHOI CUCTEMU 3a TaHUMU TPHOX
KOHTPOJILOBAHUX [IOCJIIZKEHb 3 aKTUBHUM IIpeliapaToM IopiBHAHHSA 17412 nanieHTiB 3
0CTeOoapTpUTOM abo peBMaTOIIHUM apTPUTOM 3aCTOCOBYBAJIM €TOPUKOKCHUO (y Jo3ax
60 mr a6o 90 Mr) B cepegHbOMY BIIPOAOBXK Mpubau3Ho 18 micsiiB. [laHi mpo 6e3meKy
Ta OilbII AeTalibHa iH(opMallis IIpo 1fo ITporpaMy NpeAcTaBeHi B po3mdini
«OapMaKOJIOTi4YHl BIIaCTUBOCTI».

Y npoueci KiIiHIiYHUX OOCIIIiAXKEHb 3a y4acCTIo [alli€eHTiB i3 TOCTPUM IIiCsonepaliiHuM
60J1eM micJiss CTOMATOJIOTiYHUX, aOHOMiHAaIbHO-TIHEKOJIOTIYHUX XipypridvHUX BTPYy4aHb,
BKJIIo4atoouu 1222 maIlieHTiB, siKi 3aCTOCOByBaiu eTOpUKOKCuO (y mo3ax 90 mr a6o 120
MT), ITpodinnb HeOaxkaHUX SABUIL OyB y IIIJIOMY TaKUM XKe, SIK Y OOCIIiIXKEeHHIX 3a
y4acTIO MTAIliEHTIB 3 0CTE0APTPUTOM, PEBMATOIHUM apTPUTOM Ta XpPOHIYHUM O0JIEM Y
HUXKHIM YaCTHUHI CIIUHMU.

[Tpo 3a3HaueHi mani mobiyHi peakiiii MOBiHOMIISIIOCH 3 OiIBIIIOI0 YACTOTOIO IIPHU
3aCTOCYBaHHI IIpenapary, Hix mnanebo, y mpoleci KIiHIiYHUX OOCITiaXKeHb 3a y4acCTIO
MalliEHTiB 3 0CTE0APTPUTOM, PEBMATOIIHUM aPTPUTOM, XPOHIYHUM 00JIeEM Y HUXKHIN
YacCTHHI CTIMHU ab0 aHKiI03yl0UHUM CIIOHAUJIIITOM, SIKi 3aCTOCOBYBaIl €TOPUKOKCHUO ¥
no3i 30 mr, 60 mMr a6o 90 Mr npoTsirom 12 THUXHIB (DOCTiAXKEHHS 3a IPOrPaMoio
MEDAL, KOPOTKOCTPOKOBI JOCIimKEHHS 1010 TOCTPOTO OOJII0 Ta IIOCTMapPKETUHTOBUM
IOCBin).

Tabnuisa 2

. o KaTteropis
Kmnac cuctemu opraxiB |[1ob6iuHi peaxiril
yacToTu*




abBEOJIIPHUN OCTUT 4acTo
[HdekIil Ta iHBa3il
racCTPOEHTEPUT, iHPEKIlil BepXHiX OUXaIbHUX
o . HEe4acTO
[IIAXiB, iIHQEKITl CEYOBUBIAHOTO TPAKTY
. aHeMis (mepeBaXKHO B pe3yJibTaTi LIJIyHKOBO-
3 OOKy KpOBi i . . . .
, . KHIIIKOBOI KPOBOTEYi), I€MKOIIEHis, HEeYacTO
miMpaTUYHOl CUCTEMU )
TPOMOOIIUTOIIEHIs
I‘iHep‘-IYTJ'II/IBiCTb:I: 5 HeYacTo
3 OOKy iMyHHOI
CHCTEeMH QHTiIOHEeBPOTUYHUMN HaOPSIK,
aHadinakTUYHi/aHadinaKTOIOHI peakilii, y ToMy |pigko
qucni mok*
HaOpsKK/ 3aTPUMKa PiTUHU 4acTo
Poznagu metabomizmy
1 Xap9yBaHHA 3HUKEHHS a00 IOCUJIeHHS aleTUTy, 301IbIIeHHs
) HEe4acTo
MacH Tina
TPUBOXKHICTB, [J€MIPECis, IMOripiIeHHs PO3yMOBOI1
, ] ot HEeYacTO
OisiIBHOCTI, TaTrolnHalil
[IcuxiyHi IOpyLIEHHA
CIIJIyTaHICTh CBi,‘EI;OMOCTi:l:, HECIOKIMHUHA cTant pigkKo
3amaMOpPOYEHHS, TOIOBHUM Oifb 4acTo
3 60Ky HEPBOBOIL
CHCTEMU OHUCreB3isg, 6e3COHHS, TapecTe3is/rinecresis,
_ HEe4acTO
COHJIUBICTH
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.
VYMoBHM 30epiranus

30epiraTtu B OpuriHanbHil yIaKOBIIi ITpu TeMIepaTypi He Buile 25 °C.

30epiraty y HeQOCTYIIHOMY [JIs1 OiTeW MiCI.
YnakoBka

ITo 60 mr, 1o 90 Mr, 110 10 TaG7IEeTOK Y KOHTYPHiM YapyHKOBi# ymakoBili, o 1 a6o mo 3
KOHTYPHI YapyHKOBIi YIIaKOBKHY B I1ay4Ili;

o 120 mr, o 10 TabieToK y KOHTYPHIM YapyHKOBil yIIakKoOBIli, II0 1 KOHTYpHIiU
YapyHKOBIM yIIaKOBIIl B ITaYlii.

KaTeropis Bignycky
3a penemnTomM.
BupooHHK

[TpAT «®apmalnieBTuHa pipMa «[lapHUIT».



