IHCTPYKIIA
JJISI MEeIUYHOT0 32CTOCYBAHHA JIKAPCHKOI0 3ac00y
EKCIb®
Cknao:.
ofroua peuosuna: etoricoxib;
1 TabneTka, BKpUTa MNiBKOBOK OBOMOHKOK, MICTUTb €TopuKOKCcuby 60 wmr,
90 mr abo 120 wr;

oonomioicni pewosunu: KarnbUilo rigpodocdart, uesiono3a MiKpOKpUCcTaniyHa,
KpocKapmMmerno3a HaTtpito, KpOCMOBIOOH, HaTpilo cTeapundymapar, Tarbk,
Onapgpan Il 85F 3enenun - onsa tabnetok no 60 mr tTa 120 mr, Onagpan Il 85F
Oinvn - pnga Tabnetok no 90 mr.

Jlikapcbka ¢popma.TabneTku, BKpUTI NNIBKOBOK OOOMOHKOH0.

OcHo6Hi hi3uKo-XimiuHi 61aCMUBOCMI:

Tabnetkn no 60 mr: TabneTkn Kpyrrol opmMu 3 OBOOMYKNOK MOBEPXHELD,
BKPUTI NSIiBKOBOK ODONOHKOK TEMHO-3€MEHOM0 KOMbOopYy.

Tabnetkn no 90 mr: TabneTkn Kpyrrol opmMu 3 OBOOMYKNOK MNOBEPXHELD,
BKpUTI NNiBKOBOK 06050HKOoK 6inoro abo maimke 6inoro Konbopy.

Tabnetkn no 120 mr: TabneTkn Kpyrnoi oopmMu 3 ABOOMYKIOK MOBEPXHELD,
BKPUTI NSiBKOBOK ODOMOHKOK CBITNO-3€NEHOI0 KOSbopy.
dapmakoTepaneBTHYHA rpyna.HectepoigHi npoTusanarsbHi Ta
npoTupeBmaTnyHi npenapatn. Kokenbu. Kog ATX MO1A HOS.

Dapmaxonoiuni e1acmueocni.

Dapmaxoounamixa.

MexaHi3m ait

ETopukokcnb € nepopanbHUM CENEKTUBHUM iHFGITOPOM LIMKINOOKCUreHasu-
2 (LOr-2) y mexax kriHiyHoro gianasoHy 4o03.

Y npoueci  KMiHIYHUX  dpapMakonoriYyHMX  OOCHipKEHb  eTOPUKOKCUO
no3o3sanexHo iHribysas LIOM-2 6es iHribyBaHHA umknookcureHasun-1 (LLOM-1)
npu 3acTocyBaHHi y gosax go 150 mr Ha goby. ETopnkokcn® He iHribye cuHTes
npocTarnaHguHIB LWIyHKa Ta He BNMBaE Ha (PyHKLi0 TpomMOouunTiB.

LinknookcureHasa Bignosigae 3a YTBOPEHHS npocTtarfaHgvHiB.
laeHTudpikoBaHo Aagi isodgopmn — LIOM-1 ta LOI-2. LLOM-2 € isopopmoto
depMeHTy, WO IHOYKYETLCA IMNYNbLCOM Mpo3anarneHHs Ta po3rnsggaeTbCsa [k
OCHOBHUI dhaKTop, WO BiANOBIAAE 3a CUHTE3 NPOCTAHOIAHNX MeaiaTopiB 6onto,
3ananeHHs Ta rapsadkn. LOIM-2 Takox 3agisHa y npouecax oBynsuil,
IMNNaHTauil Ta 3aKpUTTS apTepianbHOT NPOTOKN, perynsauii yHKUiT HUPOK Ta
LeHTpanbHOI HEPBOBOI cUCTEeMM (IHAYKUiS rapsiyku, BigyuyTTs 60Mt0, KOrHIiTMBHA
dyHKUisA). Takox Moxxe BpaTtu y4acTb y npoueci 3aroeHHs Bupasok. LIOIMN-2 6yno
IAEHTUIKOBAHO Y TKAHWHI HABKOJS1O BMPA3KN LUSTYHKA Y NIOONHK, ane 3HaYeHHs
AN 3aroEHHA BMPa3sKy He BCTAHOBSEHO.

EdeKkTnBHICTb

Y nauieHTiB i3 0CTE0apTPUTOM ETOPMKOKCUD y A03i 60 Mr 1 pa3 Ha goby 3Ha4yHO
NoKpalllyBaB CTaH nNpu BONAX Ta OUiHKY NauieHTa Woao CTaHy 3aXBOPHOBAHHS.
Lli nosuTtuBHi edbekTn crnocTepirannca BXe Ha ApYyruri OeHb JiKyBaHHSA i
3bepiranuca npoTsarom nepioay nikyBaHHS 40 52 TWXKHIB. Y npoueci 4oCNioKeHb




i3 3acTocyBaHHAM eTopukokcnby B osi 30 mr 1 pa3 Ha OoOy eeKkTUBHICTb
LbOro npenaparty nepesuilyBana nnauebo npotsarom 12 TUXKHIB NiKyBaHHS
(BMKOpUCTOBYBaNUCA Ti OUiHKM, WO i B iHWKX JocnigpkeHHax). g yac
AocnipKeHHa nigdopy Ao3n eTopuKokend y Ao3i 60 Mr 4eMOHCTpyBaB 3HAYHO
BinblW BUpaxeHe nokpalwleHHsA, Hix y gosi 30 mr, woao ycix 3 OCHOBHUX
KIHLEBMX TOYOK Micrisi 6 TWXKHIB nikyBaHHSA. 3acTtocyBaHHA o3 30 mr npwm
OCTeO0apTpUTi KUCTi HEe BUBYarnocs.

Y nauieHTiB i3 peBMaToigHUM apTpUToM eTopukokemd y aosi 60 mr ta 90 mr 1
pa3 Ha Joby 3Ha4YHO NoKpallyBaB CTaH LWOAO BUPaXKEHOCTI 60110, 3ananeHHs,
a TakoX pyxnmBocCTi. Y npoueci gocnimgkeHb 3 ouiHku o3 60 mr ta 90 mr
No3nUTMBHUIN epeKT 3bepiraBcsa NpoTAromMm 12-TMXXHEBOro nepioy MikyBaHHsA. Y
npoueci AocnigxeHHs 3 ouiHkn ao3n 60 Mr nopiBHAHO 3 Ao3o 90 mr obmnasa
[03yBaHHS eTopuKokenby — 60 mr 1 pas Ha goby Ta 90 mr 1 pas Ha goby — 6ynu
Binbw edekTuBHI, HiXX nNnauebo. [Joza 90 mr 6yna edekTmBHiWa, HixX Ao3a 60
Mr BignosigHO Ao meTtogy 3aranbHoi ouiHkM 6onto nauieHTiB (0100 mm
BidyanbHa aHaroroBa Likana), 3i cepegHim nokpaweHHam 2,71 mm (95 % Al -
4,98 MM, -0,45 mm).

Y naujieHTiB i3 HanagaMmmn rocTporo NogarpuyHOro apTpUTy eTOPUKOKCKMO y o3I
120 mr 1 pa3 Ha p[oby npotarom 8 AHiB nonerwysaB Oinb y cyrnobax
cepeHbOoro 1 TSXXKOro CTyrneHs Ta 3ananeHHs nopiBHAHO 3 iIHOOMEeTauuHOM Y
no3i 50 mr 3 pasu Ha goby. 3MeHLWEHHS BUpaXKeHOCTi 600 cnocTepiraeTbecd
BXe Yyepe3 4 roanHun nicnga novartky NikyBaHHA.

Y nauieHTiB i3 aHKINo3yo4nm CrnoHaUMITOM eTopuKokend y aosi 90 mr 1 pas Ha
aoby 3abesneyvye 3Ha4yHe nokpaweHHs npu 6on y XpebTi, 3ananeHHi,
obMmexeHHi pyxiB, a TakoX MoKpalwlye yHKUiOHanbHy 34aTHICTb. KriHiyHi
nepeBarn €eTOPUKOKCMOY cnocTepiranuca Ha Apyri OeHb nicns novartky
Tepanil i 30epiranuca ynpogoBx 52-TWXKHeBOro nepiofy nikyBaHHSA. Y npoLeci
APYroro AOCniMKeHHs 3 OuiHKM go3nm 60 mr nopisHaHO 3 foso 90 wr,
eTopukokcmb y posi 60 mr 1pas Ha goby ta 90 mr 1 pa3s Ha poby
NPOAEMOHCTPYBaAB CXOXY e(EeKTUBHICTb NMOpPIBHAHO 3 HarnpokceHoMm 1000 mr
LWOAEHHO. Y nauieHTiB, AKi He AeMOHCTpyBanu agekBaTHOI BianoBigi nig vac
3acTocyBaHHS 0031 60 Mr WOAEHHO NPOTAroM 6 TWXKHIB, NiABULWEHHS 003M 00
90 Mr LWOAEHHO NOKpaLlyBano OuUiHKY iHTEHCMBHOCTI 6onto y cnuHi (0—100 mm
BidyanbHa aHanoroBa LUKana) MopiBHAHO 3 MPOOOBXEHHSM npunomy 60 mr
LLIOAEHHO, 3i cepeHiM nokpatueHHsMm -2,70 mm (95 % [l: -4,88 mm, -0,52 mm).

Mig 4ac kniHiYHOro OoCnigXEeHHA nicnsionepauinHoro 3ybHoro 6onto
eTopukokcnd y gosi 90 mr 3actocoyBanu 1 pa3 Ha goby A0 TpbOX AHIB. Y
niarpyni nauienTiB i3 NOMipHMM BOMeM y N04aTKOBOMY CTaHi ETOPUKOKCKG y [O3i
90 Mr pgemoHcTpyBaB 3HebonoBanbHUA edekT, nogidbHMin [o Takoro B
idynpodpeHny 600 mr (16,11 npotn 16,39; P = 0,722), Ta nepesuniyBaB edekT
napauetamony/kogeiHy 600 mr/60 mr (11,00; P <0,001) i nnauebo (6,84;
P < 0,001), wo Bn3Hayanocs 3a nokasHMKOM NOBHOro NosierweHHsa 6onto vYepes
6 roguH (TOPARG). KinbKicTb nauieHTiB, siki NOBiAOMNANM NPO 3aCTOCYyBaHHS
npenapariB eKCTpeHoro 3HeboneHHsa npoTtdarom 24 roguH, cknana 40,8 % y
rpyni 3actocyBaHHA eTopukokcmby 90 wmr, 25,5 % y rpyni 3acTtocyBaHHS



ibynpoceHy 600 Mr koxHi 6 roguH i 46,7 % vy rpyni 3acTocyBaHHS
napauetamony/kogeiHy 600 mr/60 Mr KoxHi 6 roguH nNopiBHsAHO 3 76,2 %
nauieHTiB, ki npuimanu nnaue6o. Y UbOMYy AOCRIMKEHHI NoYaToK
aHanbresmBHol Al (BigyyTHe nonerweHHa 6onw) 90 Mr eTopuKokcmnby
crnocTepiranocs Bxe 4Yepes 28 XBUMNKUH nicna npumnomy npenapary.

Besaneka

MixxHapoaHa AocnigHWLbKa NporpaMa TpuBasioro 3acToCyBaHHS ETOPUKOKCUBY
i anknodeHaky npu aptputi (MEDAL)

Mporpama MEDAL 6yna npocnekTMBHO po3pobneHo nporpamoro BigHOCHO
pesynbTartiB Woao 6e3nekn 3 6oKy cepLeBO-CyaUHHOI CUCTEMW, OTPUMAaHKNX 3a
ob’egHaHMMM  gaHMMKM  TPbOX  paHAOMI30BaHMX, MNOABIMHO  CIINUX,
KOHTPONbOBAHUX  aKTUBHUM  MNpenapaTtoM  MOPIBHAHHSA  OOCHiAKEHb
(aocnigpxenHna MEDAL, EDGE I1'i EDGE).

Y pocnigxeHHi MEDAL, wo 6yno HanpaBneHe Ha BU3HAYEHHS1 BMASIMBY Ha
cepueBoO-CyanHHY cuctemy, 6panu ydactb 17804 nauieHTn 3 OCTE0apTPUTOM |
5700 — i3 peBmaTOIigHMM apTPUTOM, SIKi 3aCTOCOBYBasiM €TOPUKOKCMO Yy [03i
60 mr (octeoapTput) M 90 mMr (ocTeoapTpuT i peBMaToigHUn apTpuT) abo
anknodpeHak y gosi 150 mr Ha goby npotarom y cepegHbomy 20,3 micsud
(MakcumanbHo — 42,3 micaus, megiaHa — 21,3 micaus). Y UbOMY AOCNIIKEHHI
Oynu 3acpikcoBaHi TiNbKM cepro3Hi NOoBiYHI peakuil i NPUNUHEHHA MPUHUOMY
npenaparty BHaCMi4OK BUHUKHEHHS Byab-AKNX NoBiYHMX peakuin.

Y npoueci pgocnipkeHs EDGE i EDGE Il nopiBHtoBanu LWyHKOBO-KULLIKOBY
NepeHOCMMICTb eTOpPUKOKCUBY i anknodeHaky. Y pocnigpkeHHi EDGE 6panu
ydyactb 7111 nauieHTiB 3 OCTE0apTPUTOM, SIKi 3aCTOCOBYBaASiM €TOPUKOKCUD Y
£o3i 90 mr Ha gody (y 1,5 pasa Bulle pekoMeHOoBaHOI 403M AN NiKyBaHHS
octeoapTputy), abo auknodpeHak y posi 150 mr Ha poby npotarom y
cepeaHbomy 9,1 micausa (makcumym — 16,6 micaus, megiaHa — 11,4 micaus). Y
pocnigpkenHi EDGE 1l 6panu ydactb 4086 nauieHTiB i3 peBmMatoigHUM
apTpuToM, SIKi 3acTtocoByBanu etopukokcmb y nosi 90 mr Ha goby abo
anknodgeHakom y aosi 150 mr Ha goby npotdarom y cepegHboMy 19,2 micaugd
(makcumym — 33,1 micaus, megiaHa — 24 micsau,i).

Y o6’egHaHin nporpami MEDAL 6panu ydacte 34701 nauieHTiB 3
OCTE0apTpUTOM | peBMAaTOIgHMM apTPUTOM, SAKI OTpUMyBanu JiKyBaHHS
ynpoaoBX nepiogy B cepegHboMy 17,9 micaua (makcumym — 42,3 micsus,
mMegiaHa — 16,3 micaus); npnbnmaHo 12800 nauieHTiB oTpuMyBanu nikyBaHHS
noHag 24 micaui. Y nauieHTiB, 3apeecTpoBaHuX y Ui nporpami, 6ynn pisHi
NoYaTKOBI YMHHUKA PU3UKY LLIOOO CepueBO-CYOMHHOI CUCTEMU i LUYHKOBO-
knwkosoro Tpakty (LLUKT). MNauieHTn i3 HewonaBHO nepeHeceHM iHapKTOM
MioKapaa, aOPTOKOPOHAPHUM LLUYHTYBAHHAM abo 4epesLUKipHOK KOPOHapPHO
aHrionnacTMkol ynpoaoBX 6 MicAuiB OO peecTpauil B OOCMIMKEHHI 6ynu
BUKMIOYEHI 3 JOCMIMKEHHSA. Y OOCMiopKEHHAX Byno A03BOMIEHO 3aCTOCYyBaHHS
racTponpoOTEKTOPHMX MNpenapartiB i aueTuncaniumMnoBol KUCMIOTU Y HU3bKUX
A03ax.

3acanvua bes3nexa



He ©yno cyTTeBux BiAMIHHOCTEN Y YacTOTi TPOMOOTUYHUX CepLEBO-CYaUHHUX
ycKrnagHeHb rnpu 3acTOoCyBaHHI €TOPUKOKCUBY i anknodeHaky. KapaiopeHarnbHi
noBiyHi peakuii YacTiwe cnocTepiranuca Npu 3acTtocyBaHHIi ETOPUKOKCUBY, HiXK
ANKNnodeHaky; uen eekt 6y [o303anexxHUM (geTanbHo Npo pesynbTaTn AMB.
Hwxk4e). MNobivHi peakuii 3 6oky LLUKT i neviHkM BUHMKaNW 3Ha4YHO YacTiwe npu
3acTocyBaHHi  AUKNOMeHaky, HiXK eTopukokcmby. Yactota BWHUKHEHHS
nobivyHmx peakuin y gocnigpkeHHax EDGE i EDGE I, a Takox noBivyHMxX peakuin,
LLIO po3rnsganncs siKk ceprosHi abo Taki, Wwo Npu3BoadaTb 40 BigMiHM npenaparty
B pgocnimkeHHi MEDAL, 6yna BuLLO Npu 3acTOCyBaHHIi €TOPUKOKCUOY, HiX
ANKITOohbeHaKky.

besnexa wooo cepyeso-cyounnoi cucmemu

Uactota nigTBEpAKEHNUX TPOMOOTUYHUX CEpPLEBO-CYANHHUX CEePUO3HUX
nobivyHMX peakuin (BKoYaroum peakuii 3 ©oKy cepus, uepebpoBackynsipHi
peakuii i peakuii 3 OOKy nepudepudHUX CyauH) MopiBHOBaNacbL Mix
eTOpPUKOKCMOOM i AuknodeHakom (OaHi nigcymoBaHo B Tabnuui 1). He ©yno
CYTTEBMX BIOMIHHOCTEN Yy NOKa3HUKAX YaCTOTU TPOMBOTUYHNX YCKNaAHEHb Mpu
3aCTOCyBaHHi €TOPUKOKCMOY | AuknogeHaky B ycix MpoaHanisoBaHnx
nigrpynax, BKKOYauyM nNauieHTiB i3 KapaioBacKynspHumMm pusukom. [lpu
OKpemMoMy po3rnsagi BiGHOCHUA PU3NK BUHUKHEHHS NIATBEPLKEHUX CEPUO3HUX
TPOMOOTUYHUX MOBIMHMX peakuin 3 OOKYy cepueBO-CYAMHHOI CUCTEMU MpuU
3acTocyBaHHi eTopukokcmby B fo3i 60 mr abo 90 mr i guknodeHaky B AO03i
150 mr 6yB 0gHaKOBUM.

Tabnuusa 1

[MoKa3HUKM nigTBEPAXKEHUX TPOMOOTUYHMX YyCKNagHeHb 3 OOKy cepueBo-
CyAnHHOT cuctemun (o6’egHaHa nporpama MEDAL)

ETopukokcud Jluknodenak [TopiBHSIHHS MIXK
(N=16819) (N=16483) rpynamu JIiKyBaHHS
25836 martieHTO- 24766 narieHTO-
pOKIB POKIB
[MToxazuuk’ [Mokazuuk’ BignocHuii pusuk
VY ckaaaHeHHs (95 % A1) (95 % J1) (95 % 11)

CHUCTCMH

[linTBepKeHI cepito3Hl TPOMOOTHYHI MOOIUHI peakiii 3 OO0Ky CepieBO-CyAHHHOI

3a MPOTOKOJIOM

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

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

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

3a HamipoM
JKYBaTHUCS

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

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

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

[linTBepKeHI yCKIagHEHHS 3 OOKY ceplis

3a MPOTOKOJIOM

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

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

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

3a HamipoM
JKYBaTHUCS

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

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

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

[TinTBepKeHI 1epeOpPOBACKYIISIPHI YCKIIaTHEHHS

3a NpOTOKOJIOM

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

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

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

3a HamipoMm
JKYBaTHUCS

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

0,29 (0,24: 0,35)

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




[linTBEepaKEHI yCKIAQHEHHS 3 00Ky nepudepuyHuX CyauH
3a IPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17, 0,29) 0,92 (0,63; 1,35)
3a HaMIpoM 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JKyBaTHCS

t¥Ycknaguens Ha 100 naniento-pokis; 1 — moBipumii inTepBa.
N — 3aranpHa KiJIbKiCTh MAIIEHTIB y MTOMYJISIII] 32 POTOKOJIOM.

3a MpOTOKOJIOM: YC1 YCKIIQHEHHS M1 Yac JOCI1HKYBaHOi Tepamii abo mpotsrom 14 nuiB
micis ii mMpUMMHEHHs (3a BUHATKOM TAIEHTIB, sAKi mpuitHsm < 75 % mociipKyBaHOTO
npenapary abo mpuiiManu HeAOCTIAKyBaH1 HECTEPOiAH1 MpoTu3amnaibHi 3acodu (HII33)
> 10 % Bcboro mepiomay).

3a HaMipoM JIIKyBaTUCA: BC1 MIATBEPKEH1 YCKIAQAHSHHS 10 3aKIHYSHHS JOCITiHKeHHS (Y
T. 4. y TAII€HTIB, AKi MOTJIM 3a3HATH BTPY4YaHHS, HE MOB’A3aHOTO 3 JOCIIKCHHAM, 13
MOJANBIINM TPUIMHEHHSIM TPUIOMY JOCIIKYBAHOTO Ipenapary). 3arajibHa KUIbKICTh
pannomizoBaHuX naiieHTiB: 17412 y rpyni eropuxkokcu0y i 17289 y rpyni qukiodenaky.

[MoKa3HUK cepueBO-CyaMHHOT CMEPTHOCTI, SIK i 3aranbHOl CMepTHOCTI, 6yB
noAibHUM y rpynax nikyBaHHsi ETOPUKOKCUOOM i AMKnogeHakoMm.

Kapoiopenanvhi ycknaouneuns

MpubnunaHo 50 % nauieHTiB, NpURHATUX Yy pocnigpkeHHs MEDAL, manwu
apTepianbHy TrinepTeHsilo B aHamMHe3i Ha no4aTtkoBoMy eTani. Y uboMmy
AOCHIMKEHHI YacToTa NPUNUHEHHS NiKyBaHHA BHACNIAOK BUHUKHEHHS NOBIYHMX
peakuiin, NoB’si3aHnX i3 apTepianbHOo rinepTeHsieto, byna CTaTUCTUYHO 3HAYHO
BULLIOKO Yy rpyni 3acTOCyBaHHS E€TOPWUKOKCUOY, HiXK Yy rpyni 3acTOCyBaHHS
anknodgeHaky. Yactota Takoi nobiyHOT peakuii 9Kk 3acTilHa cepuesa
HeJOCTaTHICTb (NPUNUHEHHS NPUIOMY MpenapaTty i ceprosHi peakuil), byna
aHanoriyHo €K npu MpUAOMI €TOPUKOKCMBY 60 Mr, Tak i nNpu NPUIAOMI
anknodgeHaky 150 mr, npoTe YyacToTa BUHUKHEHHA LMX peakuin Byna BuLLO
npu npunomi etopmkokcnby 90 mr nopisHaHO 3  gukrnodeHakom 150 mr
(CTaTUCTMYHO 3Ha4yLLa pPi3HULS NpK NpUnomi eToprukokcnby 90 Mr NOPIBHSAHO 3i
150 mr guknodeHaky B rpyni OA MEDAL). YacTtoTa nigTBepmXeHnx nobivyHmx
peakuin, NoB’A3aHKNX i3 3aCTiMHOK CepLEBOO HEQOCTATHICTIO (sBMLLA, Lo Bynu
cepnosHMMM | BUMaranu rocnitanisadii abo HesigknagHoi gonomorun), 6yna
HE3Ha4YHO BMLLOK MpPU MNPUAOMI E€TOPUKOKCUMOY MOPIBHAHO 3 MNPUAOMOM
ankrodpeHaky 150 mr, i uen edekT 3anexas Big 003W. HacToTa npunMHEHHS
NiKyBaHHA YHaCIigoK BUHUKHEHHS NOBIYHMX peakuiin, NoB’a3aHuX i3 Habpsikamu,
OGyna 3Ha4yHO BMLLOK NPU MPUAOMI €TOPUKOKCMOY MNOPIBHAHO 3 MPUNOMOM
anknodgeHaky 150 mr, i uen edekT 3anexas Big 403K (CTaTUCTUYHO 3HaYyLla
Pi3HNLSA Npy Npuromi eTopukokcnby 90 mr, ane He eTOpnKokcnby 60 mr).

KapgiopeHaneHi pesynbtatn, oTpumaHi B gocnimkeHHsax EDGE i EDGE I,
BignoBsiganu gaHnMm, Npo ski nosigomnsanocda B gocnigpkeHHi MEDAL.

B okpemunx gocnimxkeHHsx nporpamu MEDAL abcontoTHa YactoTa NPUNMHEHHS
nikyBaHHs B Byab-aKi rpyni nikyBaHHA eTopukokcnbom (60 mr abo 90 wmr)
ctaHoBuna go 2,6 % npwu aptepianbHin rinepteHsii, 4o 1,9 % npu Habpskax i
no 1,1 % npu 3acTinHin cepuesin HeAOCTaTHOCTI, NPU LbOMY BULLA YacToTa



BiAMIHM NpenapaTty cnocTepiranacsa y pasi npumnomMmy eTopmkokcudy 90 mr, Hix
60 mr.

Pesynomamu winynxoeo-kuwukogoi nepenocumocmi 8 npozpami MEDAL

3Ha4yHO MEeHLUMM MOKa3HMK BigMiHM npenapaTy BHACMIOOK BUHUKHEHHS Oyab-
AKOro KniHiYHOro yckrnagHeHHa 3 6oky LWKT (Hanpuknag, Agucnencii,
abgomiHanbHOro  6omn, BUpaskM)  cnoctepiraBcs NpU  3aCTOCYBaHHI
eTOPUKOKCUOBY, HiXK AMKNoeHaKy, B KOXXHOMY 3 TPbOX AOCHILXEHb nporpamu
MEDAL. lNokasHunkn BigMiHM npenapaTy BHACNiOK KMiHIYHUX peakuin 3 BOKy
LLUKT Ha 100 nauieHTO-poOKiB 3a Becb nepion gocnimkeHHs oynu Takmmu: 3,23
ONs eTOpUKOKCKBY i 4,96 ana auknodgeHaky B gocnigxkerHi MEDAL; 9,12 onga
eTopukokcnby i 12,28 ana guknodgeHaky B pocnigpkeHHi EDGE; 3,71 ans
eTopukokcuby i 4,81 ansa guknodeHaky B gocnigkeHHi EDGE II.

Pesynomamu npoepamu MEDAL wo00 6e3nexu ona LLIKT

3aranbHi peakuil 3 6oky BepxHboro Bigainy LWKT 6ynn Bu3HauveHi §K
nepdopauil, Bupaskm i kKposoTedi. [ligrpyna 3aranbHux peakuin 3 60Ky
BepxHboro Bigginy LWKT, 4qki BBaxanuca ycknagHeHUMW, BKIoYana
nepdopauil, 06CTpyKLUil Ta yCKNagHeHi KpoBOTeui; nigrpyna 3aranbHUX peakLuin
3 6oky BepxHboro Bigainy WKT, aki BBaxanuca HeycknagHeHUMK, BKIoyana
HeyCKIragHeHi KpoBoTeYi i HeycKnagHeHi Bupasku. 3Ha4YHO MEHLUMA NOKa3HUK
4YacToTW 3aranbHUX peakuin 3 60ky BepxHix Bigainie LUKT cnoctepirascsa npu
3acTocyBaHHi eTOPUKOKCKOBY, HixX auknodeHaky. He 6yno cyTTeBoOl pisHULUI MiX
€TOPMKOKCMOOM i AuKNodeHakoM LWoAOo MOKa3HMKa YacToTM YCKMagHEeHUX
peakuin. [ns niarpynu Takux peakuin 9K KpoBoTeya y BepxHboMy Bigaini LUKT
(o6’egHaHi ycknagHeHi i HeycknagHeHi) He 6yno cyTTeBOI BiAMIHHOCTI MiX
eTopuKoKCcMbom i amknodgeHakom. NepeBara eTOPUKOKCUOY LLOAO BMAMBY Ha
BepxHin Bigain LWKT nopiBHsHO 3 guknodeHakom He 6yna cTaTUCTUYHO
3HaA4yLWOK Y NauieHTiB, AKi 0QHOYaCHO 3acTOCOBYBanu aueTuncaniumnoBy
KUCINOTY B HU3bKUX Ao3ax (NpubnmsHo 33 % nauieHTiB).

Moka3Huk 4yactotn Ha 100 nauieHTO-pOKIB MIATBEPIKEHNX YCKIaAHEHUX i
HeycKnagHeHUX KIiHiYHUX peakuin 3 6oky BepxHboro Bigainy LWWKT (nepdopadir,
BUpa3kn i KposoTeui) ctaHosumB 0,67 (95 % Al 0,57; 0,77) npu npunomi
eTopukokcmby i 0,97 (95 % [l 0,85; 1,10) npyn npunomi guknodeHaky, npu
LbOMY BigHOCHUI pu3nk ctaHosus 0,69 (95 % Al 0,57; 0,83).

BusHayaBca nokasHMK 4acToOTU NIATBEPAXKEHMX peakuin 3 BOKYy BEepPXHbOro
Bigainy WWKT y nauieHTiB NiTHLOro BiKy; HANOINbLLE 3HWXEHHSI CnocTepiranocs
y nauieHTiB BikoMm =75pokiB (1,35[95 % Al 0,94; 1,87] peakuin Ha
100 naujieHTiB-poKiB NpU NPUMOMI €TOPUKOKCUBY nopiBHAHO 3 2,78 [95 % Al
2,14; 3,56] npu npumnomi guknodeHaky).

[MOKa3HUKM 4YacTOTU MIOTBEPOKEHUX KITHIYHMX peakuin 3 60Ky HUXHbOIO
Biaainy WWKT (nepdopadis TOHKOro abo TOBCTOro KuwevHuka, obetpykuisa abo

KpoBOTEYa) CTAaTUCTMYHO HE BiAPi3HANUCS NMpu 3acTOCYBaHHI €TOPUKOKCUOY i
AVKNodgoeHaKky.

Pezynomamu npoepamu MEDAL wo0o 6e3nexu ons neuinku



ETopukokcnb OyB acouinoBaHun i3 CTaTUCTUYHO 3HAYHO MEHLLOK YacTOTOH
BiAMIHM npenapaTty yHacnigok BUHUKHEHHA NOBIYHMX peakuin 3 BOKy NeYiHKu,
HiXX aumknodeHak. Y ob6’egHanin nporpami MEDAL 0,3 % nauieHTiB, SKi
3acTocoByBann eTOpUKOKCMD, i 2,7 % nauieHTiB, $Ki  3acTocoByBanu
ANKIobeHak, NPUNUHUIM 3aCTOCYBaHHA npenapaTty BHACMiQOK BUMHUKHEHHS
noBiYHNX peakuin 3 6oKy neviHkn. NokasHnk Ha 100 nauieHTo-poKiB CTaHOBMB
0,22 npu 3acTocyBaHHi eTopuKokcuby Ta 1,84 npm 3acTocyBaHHI ANKNOdEeHaKy
(p-3HayeHHsa 6yno < 0,001 gns eTOpMKOKCMOY MOPIBHAHO 3 AUKNOGEHAKOM).
MpoTte B nporpami MEDAL Ginbuwicte nobivHMX peakuin 3 6oky nediHku 6ynu
HECepmo3HNMMU.

[dopatkoBi faHi 3 ©0esneku aAnA  cepueBO-CYAMHHOI  CUCTEMM  L1OAO0
TPOMOOTUYHUX YCKNAAHEHb

Y npoueci KniHivHMX gocnigXeHb, 3a BUHATKOM gocnimkeHb nporpamu MEDAL,
npuonuaHo 3100 nauieHTiB 3acTOCOBYBanNu eTOPMKOKCUO y go3ax = 60 Mr Ha
[o0y ynpoaoBx 12 TuxHIB i goBLue. He 6yno 3HavyLwol BiAMIHHOCTI NOKa3HUKIB
NiATBEPAXKEHUX CEPNO3HUX TPOMOBOTUYHNX CEPLIEBO-CYANHHUX YCKNagHEHb Y
nauwieHTiB, SKi npunManu eTopukokemd y aosi = 60 mr, nnauebo abo iHwi HIM33
(3a BUHATKOM HanpokceHy). NpoTe 4yacToTa TakMx peakuin OGyna BULLOK Yy
nauieHTiB, AKi OTpUMyBanm eTOPUKOKCUD, MOPIBHAHO 3 TUMU, XTO OTPMMYBaB
HanpokceH y Ao3i 500 mr 2 pasn Ha [oby. BigMiHHICTb @aHTUTPOMOOTUYHOI
akTMBHOCTI MK gedakmmm HIM33, wo iHribytote LIOM-1, i cenektMBHMMMU
iHribiTopamun LIOIM-2 moxe B6yTn KMiHIYHO 3HAYYLLIOK Y NALEHTIB rpynu pu3aunky
BUHUKHEHHS TpoMboembonivyHmx ycknagHeHb. CenekTusHi iHribitopmn LIOI-2
3HMXYIOTb YTBOPEHHS CUCTEMHOro (i TOMy, MOXNUBO, €HAOTeSNianbHOro)
npoctaumkniHy 6e3 BnAMBY Ha TpomboumTapHun TpombokcaH. KniHiyHe
3Ha4YeHHA UMX JaHnX HeBigome.

[JopaTtkosi aaHi woao 6e3neku ansa LUKT

Mg 4ac gBox 12-TMXKHEBUX MOABINHO CRINMX €HOOCKONIYHUX OOChiAKeHb
KyMYNATMBHA 4YacTtoTa BWHUKHEHHS racTtpogyofdeHarnbHUX Bupasok 6yna
3HaAYHO HWXKYOK Yy MauieHTiB, siKi 3acTocoByBann eTtopukokenb y aosi 120 mr
1 pa3 Ha o0y, HiX y nauieHTiB, AKi 3aCTOCOBYBanu HanpokceH y Ao3si 500 mr
2 pa3n Ha goby abo ibynpodeH y gosi 800 mr 3 pasn Ha pgoby. YactoTa
BUHMKHEHHS BMpPa3oK Oyna BULLOK MpPM 3acTOCYBaHHIi €TOPUKOKCUOY, HiX
nnavue6bo.

OdocnigkeHHa QYHKLUIT HAPOK Y NaLEHTIB NiTHLOro BiKY

Y npoueci paHaAoMi3oBaHOro nNoAgiMHOro cninoro nnaueb60-KOHTPONbOBAHOMO
OOCNIMKEHHA 3 naparnenbHuMn rpynamMmu ouiHioBaBcd BrvB  15-geHHOro
nikyBaHHs eTopukokcnbom (90 mr), uenekokcndom (200 mr 2 pasm Ha ody),
HanpokceHoM (500 mr 2 pasu Ha goby) i nnauebo Ha BMBEOEHHA HATPIlO 3i
ceyeto, apTepianbHU TUCK Ta iHLWI MOKa3HUKN OYHKLiT HAPOK Y NauieHTIB BIKOM
Big 60 oo 85 pokiB, aki goTpumyBanucsa gietu i3 Bmictom coni 200 mEks/go0y.
ETopukokcnb, uenekokcnd i HanpoKceH Manu nogibHuin BB HA BUBEOAEHHS
HaTpilo i3 cedvyelo nNpu 2-TWXKHEBOMY JliKyBaHHi. YCi aKTUBHI npenapaTtu
NMOPIBHAHHA  NOKasanu NigBULLEHHA  woao  nnauebo  CUCTOSMIYHOro
apTepianbHOro TWUCKY, MpPoTe eTOPMKOKCMO acouitoBaBCcsA 3i CTAaTUCTUYHO




3Ha4YyWwumMm nigBuweHHsM Ha 14-n geHb MNOPIBHAHO 3  LIeNIeKOKCUbom i
HanNPOKCEHOM (CepeaHs1 3MiHa CUCTONIYHOrO TUCKY MOPIBHSIHO 3 MOYaTKOBUM
PiBHEM: ETOPUKOKCUO 7,7 MM PT. CT., Lenekokcmnb 2,4 MM pT. CT., HanpokceH 3,6
MM pT. CT.).

DapmakoKiHemuxa.

Abcopoyis

ETopukokcnd nobpe BCMOKTYETHCA Npu nepoparibHoMy npuromi. AGcontoTHa
BiogocTynHicTb cTaHOBUTL NpnbnnsHo 100 %. Micna npunomy 120 mr 1 pas Ha
[oby 00 AO0CArHEHHs PIBHOBaXHOrO CTaHy MakcuMaribHa KOHLUEHTpauis vy
nnasmi  KpoBi  (cepegHe reoMmeTpuyHe  3HayeHHss  Cmax=3,6 MKr/mn)
crnocTepiraeTbcs NpnbnmMsHo Yepes 1 roanHy (Tmax) Nicna npunomy 4opoCInMm
HaTwe. CepegHe reomeTpudHe 3HadYeHHs AUCo.oan cTaHoBUTL 37,8
MKrxrog/mn. ¥ mexax KniHiYHOro 4o3yBaHHs hapMakokiHeETMKa eTOPUKOKCHMOY
€ NiHINHOM0.

Mpwn npunomi npenapaty B Ao3i 120 mr nig 4ac ign (ika 3 BUCOKMM BMICTOM
XWUpiB) He cnocTtepiranocb BMAMBY Ha CTyniHb abcopbuii eTopUKOKCUOY.
LWBnakicte abcopbuii 3MmiHIOBanach, WO XapakTepudyBarnoCb 3HMKEHHSIM
Cmax Ha 36 % Ta 36inbWwWeHHAM Tmax HA 2 roamHn. Taki gaHi He po3rnaaarTbes
K KNiHIYHO  3Hadywi. [lig 4Yac KniHiYHKMX JOoCnigKEeHb EeTOPUKOKCMO
3aCTOCOBYBasnu HE3anexHo Bif BXMUBAHHS Xi.

Posnooin

ETopukokcnd npubnmsHo Ha 92 % 3B’A3yeTbCca 3 Ginkamu nnasmu KpoBsi
nogumHn 3 koHueHTtpauieto Big 0,05 go 5 mkr/mn. O6’em posnoginy npu
piBHOBaXxHOMY cTaHi (Vdss) ctaHOBUTbL NpnbnmnsHo 120 1y niognHu.

ETopukokcmb npoHukae 4yepes nnaueHTapHun Gap’ep y LWypiB Ta Kpornis, a
TaKoX Yyepes rematoeHuedaniyHnin 6ap’ep y LWypis.

Memabonizm

ETopukokcnb aktMBHO MeTabonisyeTbcsi, meHwe 1 % [o3m BuAainsetTbcs i3
ceyeo Yy BUMALI He3MIHEHOro nikapcbkoro 3acoby. OCHOBHMK  LINAX
mMeTaboniamy — uUe dOpMyBaHHA MOXiAHOI 6'-fiAPOKCUMETUNY  LUNSIXOM
katanisauii depmeHtamn uutoxpomy. CYP3A4 cnpuse meTaboniamy
eTopuKokcnbBy in vivo. [ocnimkeHHs in vitro BkasyTb Ha Te, wo CYP2DG6,
CYP2C9, CYP1A2 ta CYP2C19 TakoxX MOXyTb KaTanidyBaT OCHOBHUM LLNAX
mMeTaboniamy, ane ix KinbKiCHi XapakTepUCTUKN HE BUBYANMCS in Vivo.

Y noguHu ineHTudikoBaHo 5 metabonitie. OcHoBHUM MeTabonitom € 6'-
KapbOKCMMOBOI KMUCMOTU OepuBaT €TOPMKOKCMOY, WO YTBOPHETLCA Npwu
noganbLuii okcnaauii noxigHoi 6'-rigpokcnmeTunny. Lli ocHoBHi meTabonitn abo
He BUSABMSAOTb aKTUBHOCTI, abo € cnaboakTuBHUMM iHriGiTopamn LIOI-2.
XopeH i3 unx metaboniTie He iHridye LIOI-1.

Buseoenns

[Micna ogHOPa30BOro BHYTPILLHLOBEHHOMO BBEAEHHS 340pOBUM JOOPOBOSbLSAM
25 Mr  eTOpuKOKCuBY, MidyeHoro pagioizotonomMm, 70 % pagioakTMBHOIO
npenaparty BnBoautbcs i3 ceveto i 20 % — 3 kanowm, 34ebinbloro y BUrmsai
meTabonitie. MeHwe 2 % BMBOAUTLCA Yy BUIMMSAl HE3MIHEHOrO IiKapCbKOro
3acoby.



BuBenoeHHa eTopukokcuby  BiabyBaeTbCA  Mawmke  MOBHICTIO  LUAAXOM
MeTaboniamy 3 noganblUMM BUBEAEHHSM HUPKaMW. PiBHOBaXHi KOHUEHTpaLil
eTOpPUKOKCMOY JocaraloTbCa Yepes3 7 AHIB npu 3acTtocyBaHHi y fosi 120 mr
1 pa3 Ha goby 3 nokasHMKOM KyMyrnsuii npnbnmsHo 2, Wo Bignosigae nepiogy
HaniBBMBeAeHHs npubnusHo 22 roguHu. KrnipeHCc nnasmmu  KpoBi nicns
BHYTPILLHbOBEHHOIO BBEAEHHSA 25 Mr npenaparty cTaHoBUTb NpubnuaHo 50
MI/XB.

Oxkpemi epynu nayicnmie

[MauieHTn NiTHEOro Biky. PapmakokiHeTUKa Yy NauieHTiB NiTHLOro BiKy (BIKOM Bif
65 pokiB) € NOAIOHOK A0 hapMaKOKIHETUKM Yy MONOALLMX NaLiEHTIB.

Cratb. DapmakokiHeTUKa eTOPUKOKCUDY € NoAiBHOK Yy YOMNOBIKIB Ta XIHOK.
[MopywieHHa dyHKUIT NeYiHKK. Y NauieHTIiB i3 NerkumMm nopyLeHHaIMn gyHKLiT
neviHkn (5—6 6anis 3a wkanot Yannga—I1't0) npy 3acTocyBaHHi eTOPUKOKCUOY
B A03i 60 Mr 1 pa3 Ha goby cepeHin NoKasHMK NIOLLi Nig papMakoKiHETUYHOO
KpMBOK «KOHUeHTpauig-yac» (AUC) 6y npmbnuaHo Ha 16 % Oinbmnin, HiX y
340poBuX A06pOBOMbLLIB MpU TakoMy X O03yBaHHI NikapcbKkoro 3acoby. Y
nawuieHTIB i3 NOMIPHMMK NOpYyLWEHHAMN YHKLUIT nediHku (7—9 6aniB 3a LWKanow
Yannga—I10) npu 3actocyBaHHi eTOpuMKOKcMBy B ao03i 60 mr 4depes noby
cepegHin nokasHuk AUC 6yB nofibHMM [0 noOKasHMKka Yy 340pOBUX
aobpoBonbLiB, SKi npunManu npenapat y gosi 60 mr 1 pas Ha gody WOAEHHO;
3acTocyBaHHs eTopukokcmby B o3i 30 mr 1 pa3 Ha Ao0y He BMBYanochb y Uin
rpyni nauieHTiB. Hemae kniHiMHMX abo apMakoKiHETUYHMX LaHUX LWOoAOo
NauiEHTIB i3 TSHXKKMMKU NopyLleHHAMN (pyHKLiT nedviHkn (= 10 6aniB 3a LKanot
Yannga—IT1io).

[NopyLueHHsA dOYHKLIT HUPOK. PapMmaKkoKiHETUKa OQHOpPAa3oBOl 103U
eTopukokcmby 120 Mr y nauieHTiB i3 MOMIPHUMU Ta TSXKKUMU MOPYLUEHHAMMU
doYHKLUIT HAPOK, a TakoX Yy MauieHTIB i3 3aXBOPHOBAHHAMW HUPOK TEPMIiHAIIbHOI
crtagil, S9KuM npoBoAATbL remodiania, He BIAPI3HAETbCA 3HAYHO BIA
dapmakokiHeTUKM Y 300poBuX AobposonbuiB. pu remoaianisi nikapcbkun
3acib mamxe He BMBOAUTLCS (KripeHc gianidy — npubnuaHo 50 mn/xs).

Himu. dapMakoKiHETUKa eTOpUKOKCMOY B AiTerd (BikOM OO0 12 pokiB) He
BMBYasnacho.

Y npoueci gocnigxeHb hapmakokiHeTukn (n=16), Lo NPOBOANIIOCH 3a Y4aCTHO
nignitkie (Bikom Big 12 oo 17 pokiB), hapmakokiHeTMKa y NauieHTiB i3 Macot
Tina 40-60 kr, AknM NpmnsHavanun etopukokecnd y nosi 60 mr 1 pas Ha goby, Ta
y nauieHTiB i3 macoto Tina Ginbwe 60 Kr, SKMM NnpusHadanu npenapat y A4o3i 90
Mr 1 pa3 Ha poOy, 6yna nogibHow A0 (hapMakoKiHETUMKM Y OOPOCAUX, AKi
3acTtocoByBann eTopukokcnb y aosi 90 mr 1 pa3 Ha poby. besneka Ta
e(EeKTMBHICTb 3aCTOCYyBaHHS eTOPUKOKCUOBY OiTSAIM He BCTaHOBIIEHI.

KuiHivHi XapaKTepuCTHKH.

Iloka3zannsa.

CumnToMaTu4Ha Tepanis npu OCTeoapTpuTi, pPeBMaToIgHOMY apTpwuTI,
aHKINo3yt4YoMy CrnoHAWMITIi, a TakoX npu 6omM Ta O3Hakax 3ananeHHs,
NoB’A3aHNX i3 rOCTPUM nogarpudHUM apTPUTOM.



HeTpuBane nikyBaHHS NOMIpHOro nicnsonepauinHoro 605, NoB’si3aHoro 3i
CTOMATONOr4YHUMK onepaLigMu.

PilweHHA npo npu3HayeHHss cenekTuBHoro iHriditopa LOIMN-2 noBuHHO
I'PYHTYBATUCA Ha OUiHLi BCIX iIHOMBIOYyaNbHUX PU3KKIB Y NauieHTa.

Ilpomunokaszanus.

Nikapcbkuin 3aci6 Ekci6® npoTtunokasaHuii:

npu rinepyyTnMBOCTI OO0 Aitodoi abo Ao Oyab-AKol OOMOMIKHOI pPevYoBUHU
npenapary;

NPV akTUBHIN NENTUYHIN BUpa3Li abo akTUBHIN LLMYHKOBO-KULLKOBI KpOBOTEMI;
nauieHtam, y sIKuX BUHUKaAB OpPOHXOCNa3Mm, roCTPUM PUHIT, Ha3anbHi noninu,
aHrioHEeBPOTUYHNIN HABPsiK, Kponue'dHka abo iHWi aneprivyHi peakuil nicns
3aCTocyBaHHs aueTuncaniumnoBol kucnotn abo HIM33, Bkntoyatoun iHridiTopu
Lor-2;

y nepio BariTHOCTI Ta rogyBaHHSA rpyaao;

NPU TSPKKUX NOPYLUEHHAX (PYHKLiT neYiHkM (anbbymMiH cnpoBaTky KpoBi < 25 /1
abo = 10 6anis 3a wkanot Yannga—ITw);

SKLWO pO3paxoBaHUM HAPKOBUI KITipeHC KpeaTuHiHy < 30 Mn/XB;

AiTam BiKOM A0 16 pokiB;

npw 3ananbHUX 3aXBOPHOBAHHAX KULLEYHUKY;

npw 3acTinHin cepuesin HegocTaTHOCTI (NYHA 1I-IV);

nauieHTam 3 apTepiasribHOK TiNepTeHsiel, Y SKUX MOKa3HUKNU apTepianbHOro
TUCKY NMOCTiNHO BULi 3a 140/90 MM pT. CT. Ta HE4OCTATHBO KOHTPOSTOITLCS;
npw AiarHOCTOBaHIN iLueMivHin XBOpobi cepus, 3aXBOPOBaHHAX NepuepunyHmnx
apTepin Ta/abo uepebpoBacKynApHUX 3aXBOPHOBAHHSX.

B3aemooia 3 inwumu nikapcokumu 3acobamu ma iHwi 6UOU 83a€MOOIIL.
DapmarxoOuHamiumi 83aEMOOTi

Iepopanvni anmuxoazynsinmu. Y NAUIEHTIB, CTaH SKUX CTabiNisoBaHW NOCTINHUM
3acTocyBaHHSAM BapdapuHy, Npunom etopukokcudy B osi 120 mr Ha goby
CYynpoBOOXYETbCSA 36inbLleHHAM NpnbnmsHo Ha 13 % npoTpombGiHOBOro vacy
MDKHapo4HOro HopmanizoBaHoro BigHoweHHs (MHB). Tomy B nauieHTiB, SKi
3aCTOCOBYIOTb NepoparbHi aHTUKOArynaHTK, chif Y4acTto NepeBipsaTM NOKa3HUKA
npoTpombiHoBoro Yacy MHB, ocobnvBo B nepLui gHi NpunomMy eTopuUKOKCHMBy
abo npwu 3MiHi NOro 4O3yBaHHS.

Hiypemuku, ineioimopu aunciomenzunnepemeoprosaiviozo Gepmenmy (AIID) ma
anmazonicmu peyenmopie anciomensuny I1. HNM33 MoXyTb nocrnabnioBaTtn eekT
AOiypeTuKiB Ta iHWMX aHTUMNEPTEH3MBHUX NpenapariB. Y OesKUX nauieHTiB i3
nopyLeHHAMN PYHKLIT HUPOK (Hanpuknag, y nauieHTiB i3 gerigpartauieto abo y
nauieHTiB NiTHbOro BiKy 3 ocnabneHol @QyHKUIE HUMPOK) OOHOYacHe
3actocyBaHHs iHribiTopa AlNd abo aHTaroHiCTiB peuenTopiB aHrioTeH3NHY I |
npenapaTtiB, WO iHriGyIOTb UWKNOOKCUTEeHasy, MOXe npu3BoauTn .o
nofanblIoro MopyLwweHHA YHKUIT HUPOK, BKIIHOYAKYN TOCTPY HUPKOBY
HeOOCTaTHICTb, WO 3a3Bu4dan mMae ob6opoTHUIM xapaktep. Cnig nam’atTatn nNpo
MOXINUBICTb TakKMX B3aEMOLIN Yy MauieHTIB, AKi 3aCTOCOBYIOTb €TOPUKOKCUO
oAgHo4vacHo 3 iHribiTopamu AlN® abo 3 aHTaroHicTaMun peuenTopiB aHMNOTEH3UHY
[l. Tomy Taki kKoMm6iHauii cnig npu3HavaT 3 06epexHicTio, 0cobnMBO NauieHTam
niTHBOro Biky. Cnig NpoBeCTWN HaNeXxHy rigpaTadito Ta po3rnaHyTM NUTaHHA Npo



NPOBEAEHHS MOHITOPUHTY OYHKLiI HMPOK Ha novyaTky KoMGiHOBAHOro
NiKyBaHH4A, a TakoX 3 NEBHO NepPIOgMYHICTIO | Haaani.

Ayemuncaniyunosea xucroma. Y nNpPoOLECi OOCNIKEHHS 3a ydacTio 340pOoBUX
[06pOoBOSbLIB B YMOBaxX PiBHOBaXXHOrO CTaHy 3aCTOCYBaHHA €TOPUKOKCUOY B
posi 120 mr 1 pasz Ha poby He BNMBaNoO Ha aHTMarperaHTHY aKTUBHICTb
auetuncaniumnosol kucnotn (81 mr 1 pas Ha foby). ETopukokcmb mokHa
npu3HayatM OAHOYacHO 3 aueTurcaniuMnoBOK KUCNOTOK B Jo3ax, Lo
3aCTOCOBYKOTbCA ONA  NPOiflakTUKM  CepueBO-CYOMHHUX  3aXBOPHOBaAHb
(3acTocyBaHHA aueTuncaniuunoBol KACAOTU B  HUM3bKMX [Jo3ax). OpHak
OfAHOYacCHe 3acTOCYBaHHA HU3bKMX 03 aueTurcaniymnoBoi KUCIOTU Ta
eTOPUKOKCMOY MOXe 36inbLUyBaTh YacTOTy BUHUKHEHHS BUpa3ku LLKT Ta iHwnx
ycKrnagHeHb NopiBHAHO 3 MOHOTepanieto eTopMKokcnbom. He pekomeHgoBaHO
OAHOYaCHe 3acTOCyBaHHS €TOPMKOKCMOY 3 aueTurncaniunnoBo KUCNOTOH,
A031 SKOI BULLI 3a NpoMinakTuyHi, a Takox 3 iHwumn HIM33.

Luknocnopun ma maxkponimyc. Xoda B3aEMOAIS E€TOPUKOKCUBY 3  LMMHK
nikapcbknmmn 3acobamm He BMBYarnacb, ogHOYacHe 3acTOCyBaHHA ByAb-AKOro
HM33 i3 uuknocnopuHom abo TakpomniMycoM MOXe  MOoCuoBaTu
HePOTOKCUYHUIM BMANB OCTaHHIX. Crig KOHTPOSOBaTU (PYHKLID HUPOK Npw
OAHOYaCHOMY 3aCTOCYyBaHHi eTOPMKOKCUOY 3 Byab-SKUM i3 LmMX npenapariB.
DapmakoKiHemuyHi 83aEMo0ii

Bnaus emopukoxcuby na papmakokiHemuxy iHWUX npenapamie.

Jlimiu. HM33 nocnabniooTb BUBEOAEHHA MiTiO  HUPKAMKW, TUM CaMUM
NiaBMLLYIOYN MOro piBeHb Yy nnasmi KpoBi. AKWO HeobxigHO, NpoBOASATb
peTenbHUN KOHTPOSb PIBHA JiTi0 Y KPOBI Ta KOPUryOTb 03Y JiTil0 NPOTArom
OAHOYACHOro 3acTOCyBaHHA UWX npenapaTtiB, a TaKoX nNpu MNPUMNUHEHHI
3acTtocyBaHHs HIM33.

Memompexcam. Y Npoueci ABOX AOCNIIKEHb BUBYANUCA ePeKTU eTOPUKOKCHBY
npw 3actocyBaHHi y go3ax 60 mr, 90 mr abo 120 mr 1 pa3 Ha [oby npoTarom 7
AOHIB NauieHTamMm, siki 3actocoByBanu 1 pas Ha TWXKOEHb MeToTpeKcaT y 031 Bij
7,5 no 20 mr npu pesmartoigHomMy apTpuTi. ETopukoken6 y nosi 60 mri 90 mr He
BNIMBAB Ha KOHUEHTpauilo B nnasmi KpoBi abo Ha HUPKOBUM KIiPEHC
mMeToTpekcaTty. B ogHOMy JoCnigaKeHHi Npy 3aCTOCyBaHHI ETOPUKOKCMBY B 4O3i
120 Mr He cnocTepiranocb BMSMBY Ha KOHLEHTpauito B Mnasmi KpoBi Ta
HUPKOBUM KNIipeHC MeToTpeKkcaTy, ToAi 9K B IiHWOMY LOCHIMKEHHI npu
3acTocyBaHHi eTopukokcmby B 003i 120 Mr KoHUEHTpauis MeToTpekcaTy B
nnasmi Kposi nigsulyBanaca Ha 28 %, a HUPKOBUI KIipEHC MeToTpekcaTty
3HmkyBaBcss Ha 13 %. [lNpu ogHoYacHOMY nNpPU3HAYEHHI €TOPUKOKCMOY Ta
MeToTpekcaTty cnig npoBOAUTW  BiAMOBIOHWA  MOHITOPUHI  LWOOO MNOSIBU
TOKCUYHOrO BMMBY METOTPEKCATY.

Ilepopanvri xommpayenmueu. ETOPUKOKCUG y gos3i 60 Mr npu ogHovacHomy
3acToCyBaHHi 3 nepoparbHUMW  KOHTpauenTuBamu, WO MICTATb 35 MKr
eTuHinectpagiony ta 0,5-1 Mr HOpeTUHAPOHY, NpoTAromMm 21 AHA NPU3BOAMB L0
nigBuweHHst nokasHuka AUCo-24n Y piBHOBaXXHOMY CTaHi ANs eTuHinecTpagiony
Ha 37 %. ETtopukokcmb y posi 120 Mr npum 3actocyBaHHi 3 BKa3aHUMMWU
nepopanbHUMM  KOHTpauentMBamuM ogHodacHo abo 4epes 12 roguH
niaBuLLYBaB Yy pPiBHOBaXXHOMY cTaHi 3HayeHHs AUCo.24nh eTUHINECTPadiony Ha



50-60 %. [Mpo Take nigBUWEHHSA KOHUEHTpauil eTuHinectpagiony cnig
nam’saiTatu npu BMBOpPI NepopanbHOro KOHTpauenTuBy 3 pPi3HMM BMICTOM
eTuHinecTpagiony, kM 3acTOCOBYBaTMMETLCA OAHOYACHO 3 ETOPMKOKCUOOM.
MMigBULWEHHA eKkcnoauuii  eTuHinecTpagiony moxe 36inbwyBaTy 4acToTy
BUHUKHEHHS NOBIYHMX peakuin, NoB’sAA3aHUX i3 3aCTOCYBaHHAM MepopanbHNX
KOHTpauenTusiB (Hanpuknag, Tpomboembonii BEH Yy XIHOK rpynn pu3sunky).
Topmonoszamicna mepanis. Npunom 120 Mr eTOPUKOKCUOY 3 rOPMOHO3aMICHUMMU
npenapatamu, WO BKNOYalTb KOH'toroBaHi  ectporenHn (0,625 wr
«lMpemapnHy ™y), npotsarom 28 gHis 36inbLye cepenHin nokasHuk AUCo.24h Y
PiBHOBaXXHOMY CTaHi HEKOH’toroBaHoro ectpoHy (Ha 41 %), ekBiniHy (Ha 76 %) i
17-B-ectpagiony (Ha 22 %). BnnueB o3 eTopuKokcnby, pekoMeHOoBaHUX 4N
TpuBanoro 3actocyBaHHsa (60 mr i 90 wmr), He BuBYaBcs. [lOPIBHAHO 3i
30inbLleHHAM go3yBaHHA 3 0,625 mr go 1,25 mr npy moHoTepanii npenapaTom
«MpemapnH™y», BNAMB eTOpUKOKCMOY B pgosax 120mr Ha AUCo.
24h €CTPOreHHMUX KOMMOHEHTIB npenapaty «l1pemapuH™» 6yB MEHLLUMM, HiXX Ha
nonoBuHy. KniHiYyHe 3Ha4yeHHA Takoro niABULLIEHHS HeBigOMe, a NpuMoM
BUCOKMX [03 npenapaTy «llpemapuH™p» ogHOYacCHO 3 eTOPMKOKCMOOM He
BuB4aBcs. Cnig 6patu oo yBaru tTake 36inbLeHHs KOHUEeHTpaUiT eCTporeHy npu
BUOOpPi ropMoHanbHOro npenapaty And 3acTocyBaHHSA Yy nepiog
NOCTMEHOMNay3n npu ogHOYaCHOMY 3aCTOCYBaHHI 3 €TOPUMKOKCMOOM, OCKiSNbKM
3POCTaHHA €KCno3uuil ecTporeHy nigBuULLYeE PU3MK BUHUKHEHHSA MOBIYHUX
peakuin npu 3amicHiin ropmoHoTepanil.

IIpeonizon/npeonizonon. Y OOCIIKEHHAX B3aEMOAII €TOPUKOKCUO He BUABIISB
KNiHIYHO 3HA4yLLIOro BAAnBY Ha papMakoKiHETUKY NpeaHi30HY/MPeaHi30MNoHy.
Huzoxcun. Tlpn 3actocyBaHHi eTopukokcmby B fosi 120 mr 1 pa3 Ha Ooby
npotsarom 10 AOHIB 34opoBMMKU OOBPOBOMbLSAMU HE CrOCTEpiraBcs BMSMB Ha
nokasHuk AUCoo4n Yy pPIBHOBaXHOMY CTaHi Ta Ha BUBEOEHHA OUFOKCUHY
Hupkamun. CnocTepiranocs 36inbLeHHs nokasHuka Cmax AUIOKCUHY (NPUONN3HO
Ha 33 %). Take nigBULWEHHS 3a3BUYal HE € CYTTEBUM Yy BiNbLUOCTI NaUiEHTIB.
OpHak cnig cnocTepiraty 3a CTaHOM MaUiEHTIB i3 BUCOKMM PU3MKOM TOKCUYHOT
AT AUFOKCUHY NPy OAHOYACHOMY NPU3HaYeHHI ETOPUKOKCUBY Ta AUTOKCUHY.
Bnause emopuxoxcuby na npenapamu, wo memaobonizyiomscs cyivpompancgepazamu
ETopukokcn® € iHribiTopoM akTMBHOCTI TOACLKOT cynbdoTpaHcdepasu,
3okpema SULT1E1, a Takox MOXe nigBuwlyBaTu  KOHUEHTpauito
eTuHinecTpagiony B cupoBaTtui KpoBi. OcKinbkn gotenep gaHUX Npo BhfvMB
YncneHHnx cynboTpaHcdepas HegoCTaTHLO, a KMiHiYHI edekTn BaraTbox
npenapartiB [O0Ci BUBYaKOTbCA, [OOUIMIbHO 3 OOEpexHICTIo npusHadaTu
€TOPUKOKCMO ogHOYacHO 3 iHWKMMK npenapatamu, Wo meTabonisyloTbCs B
OCHOBHOMY IOACBKMMU cynbdoTpaHcdepasamn (Hanpuknag, nepoparbHUmn
canbbyTamon Ta MiHoKcMaun).

Bnaue emopuxokcuby na npenapamu, wo memabonizyromocs izogpepmenmamu CYP
3a gaHuMKU JoChiMKeHb in Vitro, He O4iKyeTbCHA MPUrHIYEHHA LMTOXPOMIB
P450 (CYP) 1A2, 2C9, 2C19, 2D6, 2E1 a6o 3A4. Y npoueci gocnigxeHb 3a
y4acTo 340p0oBUX 40OPOBOSLLIB LLOAEHHE 3aCTOCYBaHHS €TOPUKOKCUOY B 403
120 mMr He BnnmBarno Ha akTuBHICTb nediHkoBoro CYP3A4, o BcTaHOBNEHO 3a
epUTPOMILMHOBUM OMXallbHUM TECTOM.



Bnaue inwux npenapamis na ¢oapmaxoxinemuxy emopuxokcuody

OcHoBHMIN WNsAX OBMiHY eTopuKoKcuby 3anexuTb Big depmeHTtiB CYP.
CYP3A4 cnpusie meTaboniamy eTopukokcudy in  vivo. LocnigkeHHs in
vitro BkasytoTb Ha Te, wo CYP2D6, CYP2C9, CYP1A2 ta CYP2C19 Takox
MOXYTb KaTanidyBaT¥ OCHOBHWUI LUNAX OOMiHY eTOPUKOKCUBY, ane ix KinbKiCHi
XapaKTepUCTMKM HEe BMBYASIMCb in Vivo.

Kemokonaszon. KeTokoHa3on € noTyXHuM  iHriitopom CYP3A4. Tlpu
3acTocyBaHHi 3gopoBuM gobposonbusam y gosax 400 mr 1 pas Ha goby
npotarom 11 OHIB KETOKOHA30/1 He YMHMB KIiHIYHO 3Ha4YyLloro BrSIMBY Ha
dhapMakoKiHETUKY eTOpMKOKCnBbY B ogHopasosin fosi 60 mr (30inbweHHa AUC
Ha 43 %).

Bopukonazon i mixonason. OgHOMacHe  3aCTOCYBaHHS BOpPUKOHa3o0ny
nepoparnbHO abo MikoHa3omny Yy BUMMSAI opanbHOro refw Ans MicueBoro
3actocyBaHHs (NOoTyxHi iHribitopn CYP3A4) 3 eTOpUKOKCMOOM BMKNUKAo
HeBennke nigBULLIEHHSA €KCNOo3uLil eTOPMKOKCUOY, Lo, OAHaK, He BBaXkanocs
KNiHIYHO 3HaYyLLMM 3rigHO 3 ony6ikoBaHMMKU SaHUMU.

Pugpamniyun. OQHOYACHE 3aCTOCYBaHHSI €TOPUKOKCUBY Ta pudamniunHy
(notyxxHoro iHaykTopa depmeHTiB CYP) npu3Boauno [[O  3HWXKEHHS
KOHUEHTpauil eTopukokcnmby B nnasmi KpoBi Ha 65 %. Le wmoxe
CYNnpoOBOOKYBATUCA MOBTOPHUM MNPOSIBOM CUMMTOMIB MNpU  OOHOYACHOMY
3acTocyBaHHi 3 eTopukokcmbom. Toai sk Taki gaHi MOXYTb BKasyBaTu Ha
HeoOXigHiCTb  30inblueHHA [03W, He pPEeKoOMeHOOBaHO 3acToCOBYBaTU
eTOPMKOKCMO y [03ax, WO MNepeBULLYIOTb BKasaHi Ofs1 KOXXKHOro MOKa3aHHS,
OCKifIbKM He BMBYanocb KOMGiIHOBaHe 3acTocyBaHHSA pudamniumHy Ta
€TOPUKOKCMOY B Takmx JO3axX.

Aumayuou. AHTaUNOHI NpenapaTtn He YMHATL KMiHIYHO 3Ha4yLwWoro BNMMBY Ha
dapMaKOKIHETUKY €eTOPUKOKCHOY.

Ocobdausocmi 3acmocy8anns.

Bnaue na LLIKT

[Mosigomnsanoca npo ycknagHeHHs 3 6oky BepxHix Bigainis LUKT (nepdopadii,
BMpaskn abo KpoBOTeui), iHOA4I 3 neTanbHUM HacnigkoM, y NauieHTiB, SKi
3acTocoByBann eTOPUKOKCKO.

3 obepexHicTio cnig npuaHadatn HI133 nauieHTam i3 nigBuULLEHUM PU3NKOM
ycknagHeHbo 3 6oky LWKT, naudieHTam niTHbOro BiKy, nauieHTam, SKi
3acTtocoByTb 6yab-akuin iHWu HIMN33 abo auetuncaniumnoBy KUCMOTY
ogHo4YacHo, abo nauieHTaM 3i LMYHKOBO-KULLKOBUMM 3aXBOPHOBAHHAMU B
aHaMHe3i, a came: BMpa3kamuM Ta LWTYHKOBO-KULLIKOBMMW KpOBOTEYamMu B
aHaMHes3i.

€ [goaaTkoBUA PU3KK PO3BUTKY MOBIMHUX peakuin 3 6oky LUIKT (wnyHkoBo-
KALWKOBa BUpaska abo iHWi ycknagHeHHs 3 ©6oky LWKT) npu ogHovacHomy
3acToCyBaHHI €TOPMKOKCUBY Ta aueTuncaniyuioBoi KUCNOTU (HaBiTb Y HU3bKUX
fosax). Y npoueci TpuBanux KIiHIYHUX OOChiMKeHb He cnocTtepiranocs
BUpaxeHol BigMiHHOCTI y 6e3neui woao LWKT npu 3acTtocyBaHHi CENEKTUBHOIO
iHribiTopa LUOI'-2 + aueTtuncaniuunosa kucnota Ta HIM33 + ayetuncaniymnosa
Kucrora.



Bnaue na cepyeso-cyounny cucmemy

KniHivyHi gocnigpKeHHs BKasyloTb Ha Te, LLO 3aCTOCYBaHHSA NikapCbkux 3acobis
Knacy cenektuBHux iHribitopie LIOIM-2 moxe OyTn nos’sisaaHe 3 pPU3UKOM
BUHWKHEHHS TPOMOOTMYHMX YCKNagHeHb (0CobNMBO iHGApPKTy Miokapga Ta
iIHCYNnbTY) NopiBHAHO 3 nnauebo Ta geakumn HIM33. Ockinbkn pusmnk cepueso-
CYOVMHHUX YyCKNnagHeHb 3pocTae npu 36inblUueHHi [03M Ta TpuBasocCTi
3aCTOCyBaHHs €TOPUKOKCUBY, npenapart crig npu3HayaTu Ha sKomora
KOPOTLUMIK nepiog Yacy Ta B HanHWx4in edekTnsBHin fobosin aosi. MNMoTpibHo
nepiogn4Ho nepernsaaTi NnoTpeby nawuieHTiB y CUMATOMaTUYHOMY MOMErLeHHi
Gonto Ta peakuito Ha NikyBaHHsI, 0OCOBMNMBO Y NaLEHTIB 3 OCTE0apPTPUTOM.

[MauieHTaMm i3 BUpaxXeHMMU pakTopamMu PU3UKY PO3BUTKY CepLieBO-CYOAUHHUX
ycKkrnagHeHb (Hanpuknag, apTepianbHa rinepTeHsis, rinepninigemis, LyKpoBun
piabeT, naniHHA) Npu3Ha4YaT eTOPUKOKCUO cnig nuwle nicnga peTenbHOT OLiHKM
PU3NKY PO3BUTKY YCKITaAHEHHS.

CenekTuBHiI iHriGiTOpK uor-2 He 3aMiHIOKTb 3aCcToCyBaHHSA
aueTuncaniumMnoBoi KUCNoTn anga npodinakTuku TpomdoemMboniyHnX cepueBo-
CYOMHHUX 3aXBOPKOBAHb, OCKISIbKM HE YMHATb aHTMarperaHtHol Ail. Tomy He
crnifg ckacosyBaTu NMPUMUOM aHTMArperaHTHMX npenaparis.

Bnaue na nupku

HupkoBi npocTtarnaHgMHn MOXYTb  BigirpaBatm KOMMNEHCATOPHY posb Yy
niaTpumui nepdysii HUPOK. ToMy npu cTaHax, WO CYNpPOBOMAXKYOTLCS
NMOPYLUEHHAM  HUPKOBOI nepdysii, 3acToCcyBaHHA €TOPUKOKCMOY MoXxe
NpU3BOAMTM 4O NocrnabneHHs yTBOPEeHHSA NpocTarnaHanHiB i, 9K Hacnigok, —ao
HUPKOBOrO KPOBOTOKY, TUM CaMUM MOTipLUyYn PYHKLiII0 HUPOK. Bucokun pnaunk
PO3BUTKY Takol peakuil CnoctepiraeTbCA Yy MauieHTiB 3 YyXe HasBHUMMU
BUPAKEHUMWN MOPYLUEHHAMM YHKLUIT HUPOK, HEKOMMNEHCOBAHOK CepLEeBOto
HeJOCTaTHICTIO abo LUMPO30M. Y Takux NauieHTiB Crig KOHTPOMBaTh OYHKLIO
HUPOK.

3ampumka piounu, HabpaKu ma apmepianvha 2inepmensis

Ak i npu  3acToCcyBaHHi iHWMX npenapaTiB, WO iHribyloTb CuHTE3
npocTarnaHguHie, 3aTpuMKa pianHK, Habpsikm Ta apTepianbHa rinepTeHsis
crnocTepirannca y nauieHTiB, SikuM 3acTtocoByBanu etopukokcnb. Bei HIM33,
BKIOYAO4M €TOPUKOKCUD, MOXYTb MpU3BOAUTU OO0 PO3BUTKY abo peumamBy
3aCTINHOT cepueBOl HeOOoCTaTHOCTI. |HopMaLUilo NpPo peakuito 3anexHo Big
003n amB. y po3gini «d®apmakosioridHi BrnactmeocTi. apmakogmHamika». 3
obepexHicTio HeoOXigHO npu3HadaTh npenapaT nauieHTam i3 cepueBotlo
HeOCTaTHICTIO, NopyLEeHHSAMU OYHKUIT NiBOro wiyHo4yka abo apTepianbHO
rinepTeHsielo B aHaMHE3i, a TakoX nauieHTam i3 Habpsikamu, WO BUHUKNK 3
Oyab-aKUX iHWKUX NPUYKH. Tlpn KNiHIYHKMX O3HaKax MOripLEeHHS CTaHy Takux
nauieHTiB cnig BXUTK BiANOBIAHNX 3aX04iB, BKIOYAOYK BiAMiHY € TOPUKOKCUOY.

ETopukokcmd, ocobnuneo y BUCOKUX J03aX, MOXe MpM3BOAUTU A0 YacTiwoi Ta
TSDKYOI apTepianbHOl rinepTeHsil nopiBHAHO 3 geskMmu iHwumm HIM33 Ta
cenektmeHummn iHriitopamm LIOIM-2. Tomy apTepianbHy rinepTeHsito cnig
KOHTPONOBaTKU [O MOYaTKy 3acTOCyBaHHS €eTOpUKOKCMOy, ocobnuey ysary



NOTPIBHO NPUAINUTM KOHTPOSIKO 3a apTepiaribHUM TUCKOM Mig Yac nikyBaHHS
€TOPUKOKCMBOM. ApTepianbHUM TUCK CIig KOHTPOMNOBATU MPOTArOM 2 TUXKHIB
nicrs noyaTtky JliKkyBaHHSA, a NoTiM — NepioanyHo. AKWOo apTepianibHUM TUCK
CYTTEBO MIOBULLYETLCA, Chi4 PO3MMAHYTU MOXIMBICTb alfibTePHATUBHOIO
nNiKyBaHHA.

Bnaue na neuinxy

MiaBULLIEHHS piBHSA anaHiHamiHoTpaHcdepasn (AIT) Ta/abo
acnapTtatamiHoTpaHcdepasn (ACT) (npubnusHo B 3 abo 6inbwe pasis
MOPIBHAHO 3 BEPXHBLOIO Mexeto Hopmu (BMH)) cnoctepiranoca npubnmnsHo B
1 % nauieHTiB, AKi 6pann y4acTb Y KMiHIMHMX AOCHIMKEHHAX Ta 3aCTOCOBYBanm
eTopukokcnd y gosax 30 mr, 60 mr Ta 90 mr Ha goby npoTarom nepiogy 4o
1 poky.

Cnig cnoctepiraT 3a CTaHOM BCiX MaUiEHTIB i3 CMMNTOMaMu MOPYLUEHHS
dYHKLIT NeYiHKK, a TaKoX 3a CTaHOM MauieHTIB i3 NaTONOMNYHUMN NOKa3HMKaMU
dyHKUiT nediHkn. [Mpn o3HaKax nopyleHHa YHKUIT NeYiHKKU Ta nNpu CTiNKnX
naTomnoriyHMX 3MiHax NoKasHWKIB QYHKUil nediHkn (y 3 pasn sBuwe 3a BMH)
eTOpPUKOKCKOG cnig BiAMIHNTM.

3aeanvHi 6Ka3ieKu

AKWO NpOTArom JikyBaHHS y nauieHTa CnocTepiraeTbCA NoripeHHs yHKUiT
Oyab-AKOl i3 CMCTEM OpraHiB, 3a3HadYeHux BuLLe, Cig BXWUTW BignOBIAHUX
3axodiB Ta PO3MMSAHYTU NUTaHHSA MpPO BiAMiIHY eTopukokcmby. HeobxigHo
3abes3neunTn BIQMNOBIAHE MeOMYHE CNOCTEPEXEHHA NpPU  3aCTOCYBaHHI
eTOPUKOKCMOBY NauieHTaM NiTHLOro BiKy Ta NauieHTaM i3 NOPYLUEHHAMUN PYHKLIT
HUPOK, NeYiHKn abo cepus.

3 obepexHicTio cnig noyvMHat nikyBaHHA €TOPMKOKCMOOM nauieHTam i3
gerigpatadieto. PekomeHgoBaHO MpoBecTVM perigpartauito 40 noyaTtky
3aCTOCYBaHHSI €TOPUKOKCUOY.

[MpO pO3BUTOK CEPNO3HMX LLKIPHUX peakuiln, y AedKnX Bunagkax 3 fietasbHum
Hacnigkom, 3okpema ekcdoniaTMBHOro gepmatuty, cuHgpomy CriBeHca—
IDKOHCOHA W  TOKCMYHOro enigepmarnibHOro  Hekponidy, Ayxe pigko
nosigomnanoca npu 3actocyBaHHi HIM33 i geskux cenekTmBHUX iHribiTopiB
LIOI-2 nig yac nOCTMapKeTUMHIroBOro crnocTepexeHHst (amB. po3ain «[obivHi
peakuii»). HanBuwmm pnsmnk po3BUTKy Takmx peakuin y nauieHTiB — Ha nodaTky
Tepanil, a Nno4yaToK X NposABiB y OINbLWOCTI BUNAgKiB — MPOTSAroM NepLloro
Micsaua nikyBaHHS. CeprosHi peakuil rinepyyTnueocTi (Taki Sk aHadinakcia i
aHrOHEBPOTUYHUI HaBpsIK) cnocTepiranuca y nauieHTiB, Ski 3acTocoByBanu
eTopukokcmb. [eski cenektuBHi iHridiTopu LOIMN-2 nigsuwyoTs puUsmKK
BUHUKHEHHS LLUKIPHMX peakuin y nauieHTiB 3 anepriyHow peakuieo Ao byab-
SKOro npenapaTty B aHaMHesi. ETopukokcnb cnig BigMIHUTM npu nepLimnx
nposiBax BuCUMaHb Ha LUKipi, YLWKOOXXEHb CMN30BOI OOOMOHKM abo iHLWnX
O3Hakax rinep4yTiMBOCTi.

Mpw 3acTOCyBaHHi ETOPUKOKCUBY MOXKYTb MacKyBaTUCH NPOSIBU rapsiyKn Ta iHLLI
O3HakKM 3anarnbHOro npoLecy.



3 0B6epexHICTIO NpU3HaYaroTb OAHOYACHO eTOPMKOKCUD Ta BapdapmH abo iHLUi
nepoparbHi aHTUKOArynsaHTL.

3acTocyBaHHA €TOPUKOKCUOY, $K i IHWKUX npenapaTiB, WO iHribyoTb
LIMKITOOKCUreHasy/CMHTE3 npocTarfaHanHiB, He PEKOMEHLOBaHO XiHKaM, SKi
nraHylTb BariTHICTb.

Baocnusa inghopmayis npo oonomisicHi pewosunu
Llen nikapcebkun 3acié mictute meHwe 1 mmonb (23 Mmr)/gosy HaTpito, To6TO
NPaKTUYHO BifTbHWN Big, HATPILO.

3acmocysanns y nepioo eazimumocmi abo 200y8anHs 2pyoor.

BariTHicTb

Hemae kniHiYHMX gaHux Npo 3acToCyBaHHSA eTOPUKOKCMOY B nepiod BariTHOCTI.
HocnipkeHHA Ha TBapuHax NpPOAEeMOHCTPYBanu pernponyKTUBHY TOKCUYHICTD.
[MOTEHUIMHMIA PU3NK ANS BariTHUX HEBIQOMWUIW. 3acTOCyBaHHS E€TOPUKOKCUDY
NPOTArOM OCTaHHbLOrO TPWUMECTPY BariTHOCTI, AK | IHWKWX npenapaTiB, O
iHriIBYIOTb CUMHTE3 npocTarfiaHauHiB, MOXe npu3BOAUTM OO0 BiACYTHOCTI
CKOPOYEeHb MaTkM Ta nepedyacHoro 3akputta 60TanoBoi  NPOTOKMW.
3acTocyBaHHSA eTOPMKOKCUMOY NPOTMNOKa3aHo B nepios BariTHOCTI. AKLLO XiHka
3aBariTHina nig yac nikyBaHHsi, ETOPUKOKCNO HEOBXIAHO BiAMIHUTM.

[Nepioa roayBaHHA rpyanro
HeBigomo, 4n NpoHMKae eTOPUKOKCKO Y rpyaHe MOJSIOKO. Y WypiB eTOPUKOKCHND
BUBOOMUTBLCSA Y MOMOKO. XKiHKK, SKi 3aCTOCOBYIOTb €TOPUKOKCUO, HE MOBMHHI

rogyBatu rpyaato.
DepTUNLHICTb

3acTocyBaHHA eTOPUKOKCKOY, SK i iIHLWKMX npenaparis, Wwo iHridytoTs LIOIM-2, He
peKoOMeH0BaHO XiHKaM, AKi NIaHyTb BariTHICTb.

30amuicmo eniusamu Ha WEUOKICMb peaKkyii npu KepysanHi asmompancnopmom aoo
IHUWMUMU MEXAHIZMAMU.

MauieHTn, y gKMX nig Yac 3acToCyBaHHS eTOPUKOKCUOY BUHUKAaE
3anamMopoyveHHsi, BepTuro abo COHMMBICTb, HEe MNOBUHHI  KepyBaTu
aBTOTPAHCMOPTOM Ta NpauBaT 3 IHWNMN MexaHi3MaMmMu.

Cnocio6 3acmocysanns ma 003u.

Jlikapcbkni 3acib Ekci6® 3acTocoByBaTy nepoparnbHO. JlikapCbKnn
3acib MOXXHa npurMMaTn HesanexHo Big BXMBaHHA Bxi. [Nodatok edhekTy
npenapaty HacTtae wsuawe npuv npunomi nepen igoto. Lle noTpibHO
BpaxoByBaTN Npun HEOBXIQHOCTI LWBMAKOro nocnabneHHss CUMNTOMIB.

OcCKinbKn pn3nK BUHUKHEHHS NMopyLleHb 3 BOKY cepLeBO-CYANHHOT CUCTEMM NPU
3aCToCyBaHHi €TOPUKOKCMBY 3pocTae npu NiABULLIEHHI O03W i TPMBaNOCTI
eKkcnosuuii, cnig NpoBOAUTUM HANKOPOTLUI KypCU MiKyBaHHA MPU 3aCTOCYBaHHI
HanMMeHLWKnx egekTuBHMX aoboBux Ao3. Cnig nepiognvyHo nepeouiHBaTh
noTpeby y nonerweHHi CMMNTOMIB i BiANOBiAb Ha NiKyBaHHSA, 0cob6nMBO Y
navieHTiB 3 OCTeoapTPUTOM.

Ocmeoapmpum

PekomeHngoBaHa go3a ctaHoBuTb 30 Mr 1 pa3 Ha goby. Y Aesknx nauieHTiB npu
HefOCTaTHbOMY nocnabneHHi cummnTomiB 36inbLUeHHs o3 o 60 mr 1 pas Ha



Aoby MoxXe NiaBUWLNTY edPeKTUBHICTb. 3a BiACYTHOCTI epeKTy cnif po3rnsHyTH
NMUTaHHSA NPO IHLWI MOXINBI METOAN JiKyBaHHS.

Peevamoionuii apmpum

PekomeHgoBaHa fo3a cTaHOBUTL 60 Mr 1 pa3 Ha foby. Y aesknx nauieHTis npu
HeJoCTaTHbOMY nocnabneHHi cumnToMiB 36inbLieHHs fo3m o 90 mr 1 pa3 Ha
noby moxe nokpailyBaTn TepaneBTUYHMIA edoekT. pn OOCArHEHHI KNiHIYHOI
ctabinizauii nauieHta gouinbHO 3HM3NTM o3y 0O 60 Mr 1 pa3 Ha goby. 3a
BIACYTHOCTI NosinweHHA edekTy cnig po3rnAaHyTU NUTaHHSA NPO iHLWI MOXIUBI
MeTOAM NiKyBaHHS.

AHKino3yrouuti cnonounim

PekomeHngoBaHa go3a ctaHoBuTb 60 Mr 1 pa3 Ha goby. Y gaedaknx nawieHTiB npu
HeOCTaTHbOMY nocnabneHHi cumnToMiB 36inblieHHs fo3m o 90 mr 1 pa3 Ha
noby moxe nokpailyBaTn TepaneBTUYHMIA edoekT. [pn OOCArHEHHI KNiHIYHOI
ctabinisauil nauieHTa AouinbHO 3HM3NTU go3y ao 60 mr 1 pas Ha foby. 3a
BiACYTHOCTI noninweHHs edeKkTy crif pO3rnaHyTU NMUTAHHA NPO IHLI MOXIIMBI
MeTOAM NiKyBaHHS.

T'ocmpuii Hinw

Y pasi nosiBu roctporo 6050 eTOPUKOKCMO 3aCTOCOBYHOTb SMLLE Y FOCTPUN
cUMNTOMaTUYHUIM Nepios.

T'ocmpuii nooazpuyunuti apmpum

PekomengoBaHa gosa ctaHoButb 120 mr 1 pa3 Ha goby. [Mig yac KniHivYHMX
AoCnipKeHb FOCTPOro MnogarpuyHoOro apTpuTy eTOPUKOKCMO 3acTocoByBanu
BNPOAOBX 8 OHIB.

llicnaonepayitinuii  6inb, nog’s3anutl 3 CMOMAMONOSIYHUM — ONEPATNUBHUM
empyuannam PekomeHngoBaHa gosa — 90 Mr 1 pas3 Ha Jo0y NpoTAroMm MakCumMym
3 gHiB. [Ons pgedkmx nauieHTiB  Moxe Oyt HeoOxigHMMm  gogaTkoBe
nicnsionepadinHe 3HebonoBaHHS.

[o3un, Wo nepeBunLLyoTb PEKOMEHAOBAHI ANS1 KOXXHOMO NoKa3aHHA, He MatoTb
A00aTKkoBOT edpekTUBHOCTI abo He BUBYaANucs, ToMy:

403a Npu oCTeoapTpUTi He NOBUHHA nepeBuwyBaTth 60 Mr Ha goby;

[03a nNpu peBMaToigHOMY apTpUTI Ta aHKINo3yr4yoMy CMOHAUSIITI HE NOBUHHA
nepesuiysaTtn 90 Mr Ha go0Oy;

[o3a npu roctpin nogarpi He noBuHHa nepesuwyBatn 120 mr Ha Apoby
BMPOLOBX MakcuMaribHOro nepiogy nikyBaHHs 8 OHiB;

403a nNpu roctpomy 600 Nicna cToMaTosioriyHOro onepaTMBHOIO BTPYYaHHS
He noBuWHHa nepesuwyBatTm 90 Mr Ha Aoy BMNPOAOBX MaKcMMarbHOro 3-
OEHHOro nepioAay.

Tlayienmu nimnvo20 8iKy

Hemae HeobXxigHOCTI B KOpeKLUil 403yBaHHA AN NauieHTiB NiTHbOro BiKy. AK iy
pasi 3aCToCyBaHHS IHWMX npenapariB, nauieHTaMm NITHbOro BIiKY JiKapCbKU
3acib cnig npu3HavaT 3 00epeXHICTHO.

Topywenns ¢yukyii neuinku

HesanexHo Big nokasaHHA nauieHTaMm i3 NOPYLWEHHAMU YHKUIT MNeYiHKn
nerkoro ctyneHsa (5—6 6anis 3a wkanotw Yannga—I1t0) He cnig nepesullyBaTtmu
nody 60 mr 1pas Ha goby. [MadieHTam i3 nopyleHHAMU OYHKLUIT MeYiHKK



NMOMIPHOrO CTyneHs TAXKOCTI (7—9 BaniB 3a wkanotw Yannga—l1t0) Hes3anexHo
BiZl MOKa3aHHA He cnig nepesuwysat Ao3y 30 mr 1 pa3 Ha aoby.

KniHiyHnin pocBig 3actocyBaHHA obmexeHuin, ocobnmBo LWOA0 NaUieHTIB i3
NOPYLUEHHAMWN (YHKUIT MEeYiHKM MNOMIPHOro CTyneHs, TOMy npenapart cnig
npusHadyatn 3 obepexHicTio. BigcyTHIM KMiHIMHMA  [OCBI4 3acTOCYBaHHSA
npenapaty nauieHtam i3 TSKKAMM  NOPYLUEHHAMU  OYHKUIT  NEeYiHKn
(= 10 6anis 3a wkanoto Yannga-ITt0), TOMy nikapCbKnin 3acid NpoTUnokasaHuim
Taknm nauieHTam.

THopywenns ¢pynxyii Hupox

KopurysaHHs nosun He noTpibHe nauieHTam i3 KnipeHcom
KpeaTuHiHy = 30 Mn/xB. 3aCTOCyBaHHA €TOPUKOKCMOY nauieHTam i3 KnipeHcoMm
KpeaTuHiHy < 30 Mn/xB NpoTUNOKa3aHe.

Jimu.

Nikapcbkuit 3acio Ekci6® npotunokasaHuin 4itTam Bikom 40 16 pokKiB.
Ilepeoo3yeanns.

Y npoueci KniHIYHUX AoCcnigpKeHb Micna 3acTocyBaHHA OOHOPA30BOI O3
eTopukokcnby o 500 mr abo GaratopasoBoro npuromy go 150 mr Ha goby
npotarom 21 gHA He cnocrtepiranoca 3Ha4yHUMX TOKCUYHUX edoeKTiB.
[MoBigomnanoca npo roctpe nepeno3yBaHHA €TOPUKOKCMOOM, Xxo4ya B
BinbwocTi BMNaakiB npo nobivHi peakuii He nosigomnsnock. MobivHi peakuii,
LLIO cnocTepiranucb HanyacTiwe, Bignosiganu npodinto 6e3nekn eToOpnKoKcnody
(peakuii 3 6oky LLKT, 3 60Ky cepus Ta HUPOK).

Y pasi nepefo3yBaHHSA OOUINBHO BXUTU 3BUYANHUX NIATPUMYBaASibHUX 3aX04iB,
Hanpuknag BuganeHHs HeabcopbosaHoro npenapaty 3i LWKT, BegeHHs
KNiHIYHOrO ~ CrOCTEpPEeXeHHsl, Yy pasi  HeobXigHOCTI — NpOBEAEHHS
NiATPUMYBarnbHOro NiKyBaHHS.

ETopukokcnb He BMBOOUTBCA NpW remogianisi; HeBiAOMO, 4YM BUBOOUTLCSA
nikapcbkun 3acid npu npoBeAEeHHI NnepuToHeanbHOro gianiay.

IHoo6iyni peakuit.

bBeaneka 3acTocyBaHHS €TOPUKOKCUOY OuiHOBanacb y npoueci KniHiYHUX
aocnipkeHb 3a  yyacTio 9295 nauieHTiB, BKNoYaroum 6757 nauieHTiB - 3
OCTE0apTPUTOM, PEBMATOIgHMM apTPUTOM, XPOHIYHUM OOMEM Yy HUXHIN
YacTuHI CNUHK abo aHkKinosyt4nm crnoHaunitoMm (NpMdnuaHo 600 nauieHTiB 3
ocTeoapTputom abo peBMaToIigHUM apTPUTOM OOepXKyBanu IiKyBaHHS
npoTtsrom 1 poky abo gosLue).

Mig 4Yac KniHiYHKMX gocnimkeHb Npodinb HebakaHnx AU, ByB OQHAKOBUM Yy
nauieHTiB 3 ocTeoapTpuToM abo peBMaTOIiAHUM apTPUTOM, SIKi 3aCTOCOBYBasnu
eTopukokcmb npoTtsrom 1 poky abo gosLue.

Y npoueci KMiHIMHOrO [OOCMIKEHHS 3a Yy4acTi nauieHTiB i3 rocTpum
nogarpuyHUM apTpUTOM eTopMKOoKCMb npuaHayanu B fo3i 120 mr 1 pas Ha goby
npotarom 8 gHiB. Mpodhinb HebaxaHnx ABWLL Yy LbOMY AOCHIAXEHHI OyB Yy
LiloMy TakMM caMuMm, SK Y [OOCHIIKEHHAX 3a YyyacTo nauieHTiB 3
OCTEe0apTPUTOM, PEBMATOIOHMM apTPUTOM Ta XPOHIYHUM BOMEM Y HUXHIN
YaCTUHI CNUHN.



Y nporpami ouiHkM 6e3nekun ans cepueBO-CYANUHHOI CUCTEMN 3a AaHUMWN TPbOX
KOHTPONbOBAHUX AOCMIMHKEHb 3 aKTMBHMM MpenapaTtoM  MOPIBHSAHHS
17412 nauieHTiB 3 ocTeoapTputoM abo peBMaToigHUM  apTPUTOM
3actocoByBanun etopukokcnb (y posax 60 mr abo 90 mr) B cepeaHbOMy
BNpoaoBX NpubnunsHo 18 micauis. daHi npo 6e3neky Ta Oinblw geTanbHa
iHpbopMmauiss nNpo Ul nporpamy npeacrasneHi B po3gini «PapmMakosoriyHi
BTACTUBOCTI».

Y npoueci KniHIYHMX OOCnifXeHb 3a Yy4yacTio MauieHTiB i3 rocTpum
nicnsonepauintHum  Gonem  nicna  ctomartonoriyHux,  abgomiHanbHO-
rHEKONOriYHNX  XipypriyHMX BTPYy4YaHb, BKIIOYawun 1222 nauieHTiB, SKi
3acTocoByBanun eTopukokend (y gosax 90 mr abo 120 mr), npodpinb HebaxaHMX
aBuw, OyB y ULINOMYy TakuM Xe, SIK Y OOCNIIKEHHSX 3a y4acTio MauieHTiB 3
OCTEoapTpPUTOM, PEeBMaTOIAHUM apTPUTOM Ta XPOHIYHMM BOMEM Yy HMXKHIN
YaCTUHI CMUHN.

Mpo 3a3Ha4eHi gani NobiyHi peakuil NoBiAOMMNANOCH 3 BINbLLOK YaCTOTOK NpU
3acTocyBaHHI npenaparty, HixX nnauebo, y npoueci KniHiYHMX OoCniaKeHb 3a
y4yacTio nNauieHTiB 3 OCTeoapTpUTOM, PEBMATOIAHMM apTPUTOM, XPOHIYHUM
BoneMm y HWKHIN 4YacTUHi crnMHM abo aHKINO3yl4YnUM CrOHAUMITOM, SKi
3actocoByBann etopukokcmb y posi 30 mr, 60 mr abo 90 mMr npoTsarom
12 TxHiB  (gocnigkeHHs 3a  nporpamoto MEDAL, KOpPOTKOCTPOKOBI
OOCNIIKEHHS LWOAO rocTporo 60onto Ta NOCTMapKETUHIOBUM AOCBIA).

Tabnuuga 2
Knac cuctemu opranis [To61uH1 peakii Kareropis
qacToTu™
[adexmii Ta iHBa31i aJbBEOJIIPHUN OCTUT 4acTo

racTpOeHTepUT, 1H(EKIli BEpXHIX AUXAJIbHUX [HEYACTO
NUIAXIB, IHPEKI1i CEYOBUBITHOTO TPAKTY

3 OOKy KpoOBi 1 aHeMmiss (MEPEBAXKHO B PE3YyJbTaTl IUTyHKOBO- [HEYACTO

TiM(paTUIHOT CUCTEMH KHUIIIKOBOI KpOBOTEU1), JIEHKOTIEHIS,
TPOMOOIIMTONICHIS

3 60Ky iIMyHHOI CHCTEMH | rinep4yTIuBicTh: ? HEYacTo
aHT10HEBPOTUYHUI HAOPSIK, piaKo

aHa(UIaKTUYHI/aHAPLIAKTOIH] peakiii, y ToMmy
YHUCIT MOK:

Poznaau metabonizaMy 1 |HaOpsiKK/ 3aTpUMKa PiIMHU 4acTo

Xap4yBaHHS 3HIDKEHHSI 200 TIOCHJICHHS alleTUTy, 30UIbIIIECHHS | HeYacTo
MacH Tijia

[IcuxiyHi nopyueHHs TPUBOXKHICTb, JENpecis, MOTIpIIEHHS PO3yMOBOI |HEYACTO
TSUTBHOCTI, TATFOLMHALIT+
CIUTYTaHiCTh CBiOMOCTI?, Hecnokilinuii cTan® piaKo

3 00Ky HEpBOBOI CUCTEMHU |3allaMOPOYCHHS, TOJJOBHUM O1J1b 4acTo
JUCTEB3isI,  OE3COHHA,  MapecTesis/TimecTesis, |HeuacTo
COHJIUBICTH

3 OOKy OprasiB 30py HEYITKICTh 30py, KOH IOHKTHUBIT HEYacTo




3 00Ky OpradiB Cayxy 1 |IIyM y ByXax, 3allaMOPOYCHHSI HEYaCTO
BECTHOYJISIPHOTO arapary
3 Ooky cepus BiIUyTTs CepueOUTTs, apuT™Mis’ 4acTo

¢Gibpunsnis mepencepab, Taxikapais®, 3acTiliHa
cepiieBa HEIOCTATHICTh, HecnenudiuHi 3MiHM Ha
EKT, crenokapais?, indapkr miokapaa®

HEYaCTO

3 00Ky CyIuHHOI rinepTeH31sa 4acTo

CUCTEMHU OPUIUIMBUA ~ KPOBI,  MOPYLIEHHS  MO3KOBOTO |HEYacTO
KpPOBOOOIryS, TpaH3uTOpHA ilIeMiuHa araka,
TiIepTOHIYHMI KpU3?, BaCKyJIiT:

3 00Ky IuxaiabHOT OpoHXOCHa3M? 9acTo

CHCTEMH, OpPTaHiB KaIleJb, JUCITHOE, HOCOBA KPOBOTEYA HEYaCcTO

IPyAHOT KITITKH 1

CePEeAOCTIHHS

3 6oky LIKT OB y )KMBOTI IyKe

4acTo

3arop, METEOpHU3M, TacTPUT, MEeYHis/KUCIOTHHUH [4acTo
pedmroke, miapes, auUcHencis/TUCKOMOOPT y

TUISTHITL eriracTpisi, Hy1oTa, OJtoBaHHS, €30(arir,
BHPAa3KU B POTOBIH MOPOXKHUHI

3yTTS JKMBOTA, 3MiHA XapakTepy MEpUCTATbTUKU
KHUILIEYHUKY, CYXICTh Yy POTi, racTpOIyOJeHAIbHI
BUpa3Ku, MENTUYHI BHUPa3Kh, y TOMY YHUCIHI

HCYaCTO

nepdopamist 1 kpoBoreua KT, cunapom
TIOPA3HEHOTO KMIICYHUKY, TTAHKPEATUT"
3 6oky remaro6imiapuoi  |migBumieHHs AJIT, miasumenns ACT 4acTo
CHCTEMH renaTurs piako
[e4iHKOBA HEJOCTATHICThY, YKOBTSIHULLS* pinko’
3 00Ky LIKIpH 1 EKXIMO3 4acTo

MiIIKIPHOT KIITKOBUHHU  |HaOpsak oOnuyusi, cBepOik, BUCUIIAHHS, epuTeMal, [HedacTo
KPOIMB’ THKA*
cunapom  CriBenca—/[xoHcona*,  Toxcuunmii |pimko!
eriiepMatbHui HEKPOJIi3?, criiika
MEIMKAMEHTO3HA epuTeMa’

3 OOKy OMOPHO-PYXOBOi  |CMa3sMu/CyioMH  M’si3iB,  CKEJIETHO-M’SI30BUH |HEUACTO

CUCTEMH 1 CIOTYYHOT OUIb/CKYTICTD

TKaHUHU

3 OOKY HUPOK 1 NpOTEIHYpis, MIJBULICHHS PIBHA KpEaTHHIHY B |HEYacTO

CEUOBUAUILHOI CUCTEMHU | CHPOBATLI KpOBI, HUPKOBA
HEJIOCTATHICTE/IUCyHKIIA* (1uB. pO3ILT
«OcoOIMBOCTI 3aCTOCYBAHHS)

[TopyiieHHs 3arajJbHOTO |acTeHisi/BTOMA, IPUIMONOAIO0HI CUMOTOMU 4acTo

CTaHy Ta OUTb y TPYIHIN KITITII HEYACTO

NOPYIICHHS, OB’ A3aHi 31
CrIoCOOOM 3aCTOCYBaHHS




JlabopaTopHi NIJBUIICHHS PIBHS a30Ty CEUYOBMHU KPOBI, [HEYACTO
JTOCIIIIKEHHS M1BULICHHS piBHA kpeatuHpochoKiHazm,
rinepkamiemMis, TIIBUIIEHHS  PIBHI  CEYOBOL
KHUCJIOTH
3HIDKEHHS PIBHSI HATPIIO B KPOBI p1AKO

* Kareropis 94aCTOTH BU3HAYAETHCS I KOXKHOTO TEPMiHY TIOOIYHOTO SBHUIIA 32 YaCTOTOIO B 0a3i TaHUX

KITHIYHUX JOCITDKEHb: ay»xe yacto (> 1/10); wacto (> 1/100, < 1/10); neuacto (> 1/1000, < 1/100); piaxo

(> 1/10000, < 1/1000); ayxe piako (< 1/10000).

I IoGiuyHa peakuis igeHTU(}iKOBaHA y TMpOIeEci MOCTMAapPKETHHIOBOTO cHocTepekeHHA. Yactora

BH3HAYaJIacs 32 MAaKCHMAIBHOIO YaCTOTOI0 y KIIIHIYHHX JOCHIDKSHHAX ([aHi 310paHi 3a 3aTBEPIHKEHIMHA

MOKa3aHHSAMHU Ta JI03aMH).

+ Kareropis wacrotm «pimko» Bu3Hadamacs Bimmosimao mo Guideline on summary of product

characteristics (SmPC) (2-it mepersn, Bepecens 2009) Ha mifcraBi po3paxoBaHoi BepxHbOI Mexi 95 %

Al nnst O siBUII 3 ypaxyBaHHSM KiTBKOCTI YYaCHHUKIB, sIKi MPUUMalIM €TOPUKOKCHO, B aHami3i ganux ||

¢a3u, 00’ eqHaHKNX 32 103010 1 mokazaHHsaM (N=15470).

3 I'imepuyT/nWBICTH BKIIIOYAE TOHITTS: alepris, MeIWKaMEHTO3Ha aJlepris, MeAWKaMeHTO3Ha

rinepyuyTiIuBICTh, TIMEPUyTIMBICTh, TINEPUYTIMBICT, HEYTOUHEHA, peaklis TilepuyTIUBOCTI 1

HEYTOYHEHA aJepris.

§ 3a pesynpTaTamMu aHaJdi3y TPHBAINX, KOHTPOJIHOBAHUX 32 JOIIOMOTOIO UIAIE00 1 aKTHBHOTO TIperapary
MOPIBHAHHS KITIHIYHUX JOCHIKeHb, celleKTuBHI iHTiOiTopr L[OI'-2 Oynum moB’si3aHi 31 30UTBIIEHHAM
PU3UKY BUHUKHEHHSI CEPHO3HUX apTepiabHUX TPOMOOTHYHUX MOJIH, BKIIOYAIOYH iHQAPKT MioKapaa Ta
iHCynpT. ba3yrounch Ha HasBHUX [aHUX, MaJOMMOBIPHO, IO 30UTBIICHHS aOCONIOTHOTO PHU3UKY
BUHUKHEHHS TaKUX SBUII repeBumuTh 1 % Ha pik (HewacTo).

Mpwn 3actocyBaHHi HIM33 nosigoMnanoca npo Taki CepnosHi NobivyHi peakuii:
HEeMPOTOKCUYHICTb, BKIIHOYAKO4YM iHTepCTUUianbHUN HedpUT i HEPPOTUYHUI
CUHAPOM, TOMY HE MOXHa BWKMNIOYATU (X BUHUKHEHHSA MpU 3aCTOCYBaHHI

eTOPUKOKCUOY.

Tosioomnenns npo niooszproeani nobiuni peakuyii

[MoBigoMneHHs Npo nigo3ptoBaHi NOGIYHI peakuil nicna peecTpadii NikapcbKoro
3acoby € BaxnmBow npouenypoto. Lle gossonde npogoBXyBaTt MOHITOPUHS
CMiBBIOHOLWWEHHS «KOPUCTL/pU3MK» AN BiANOBIAHOMO nikapcbkoro 3acoby.
MeguyHnMm npadiBHMkam HeobxigHO noBigOMAATU NPo Byab-AKi Nigo3ptoBaHi
noBiyHi peakuil Yepes HaLioHaNbHY CUCTEMY NOBIAOMIIEHD.

Tepmin npuoammnocmi. 2 POKWN.
YmoBHu 30epiraHss.
36epiratv B opuriHanbHii ynakoBLi Npu TemnepaTtypi He BuLle 25 °C.

36epiraTi y He4oCTynHOMY Ans AiTen Micui.

Ynaxoeka.

I1o 60 me, no 90 me, no 10 mabnemox y koumypniii uapyHxositi ynaxkosyi, no 1 abo no
3 KOHmMYpHI 4apyHKOBI YNAKOBKU 8 Nayyi,

no 120 me, no 10 mabnremox y xouwmypmiti uapyukosiii ynaxosyi, no 1 xowmypniil
uapyHKO8IU ynakosyi 8 nadyi.

Kamezopia eionycky.3a peyenmonm.

Bupoonuk. I[IpAT « Dapmayesmuuna gipma «/{apruysy.

Micue3naxooxcennsn eupoonuka ma aopeca mMicysa nPOBAOHCEHH 1020 OiATbHOCHI.
Vrpaina, 02093, m. Kuis, éyn. bopucninvcoka, 13.



