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AJS MEAHIHOI0 32CTOCYBAHHS JiKaPCHKOro 3acoly

EKCIB®

Cxnao:

Oirova peuosuna: etoricoxib;

1 Tabnerka, BkpHTa MAiBKOBOIO 000JI0HKOI0, MiCTHTE eTopukokcuby 60 mr, 90 Mr abo 120 mr;
Oonomioici  pevoeunu: xanemiro rizpocdocdar, memonosa MIKPOKpHCTa/liYHa, KpocKapMenosa
HAaTpIIO, KPOCIIOBIAOH, HATpII0 creapuingymapar, Tanek, Onampaii 11 85F 3enenmii - 1 Tabnaerox
1o 60 Mr ta 120 mr, Onanpait 11 85F 6inuit - s Tabaerok 1o 90 mr.

Jixapcnka dopma. Ta6rerxn, BKDHTI IITIBKOBOIO 060JIOHKOIO.

OcHoeni izuro-ximiuni enacmueocmi:

Tabnetxkn mo 60 mr: Tabnerku Kpyryioi ¢popMu 3 ABOOIYKIOIO MOBEpXHELO, BKDHTi IUTIBKOBOIO
000JI0HKOIO TEMHO-3€IEHOTO KOJIbOpY.

Tabnetkn no 90 Mr: Tabnerxu Kpyrnoi ¢opmu 3 mBoomykion TIOBEPXHEIO, BKPHTI IJIIBKOBOIO
obosonkoro Ginoro abo maitxke Gioro KOJIbOpY.

Ta6bnetxn no 120 mr: tabnerxu KpyrJioi (¢popM# 3 ABOONYKIOI MOBEpXHEIO, BKPHTi ITiBKOBOIO
060110HKO¥O CBiTNI0-3€NEeHOrO KOJIbOpY.

®apmakoTepanesTHuHa rpyna. Hecrepoinni npormsananeni ta NIPOTHPEBMATHYHI IpenapaTH.
Koxcn6u. Kox ATX M01A HOS.

Dapmaxonoziuni enacmusocmi,
DPapmarodunamixa,

Mexanism zii

Eropakokcu6 € nepopansuum CEICKTHBHHUM iHIIGITOPOM IMKIOOKCHIeHAZH-2 (LIO0I'-2) y mexax
KIiHiYHOTO Ajanasony no3.

¥ mpoueci kminidHEX hapMaxooriunux AOCI/DKEHb ETOPHKOKCHG [10303a71€3KHO inribysas 1{OT-2
6e3 iHribyBanns muknooxcurenazu-1 (L10I'-1) npu sactocysanni Y mo3ax no 150 mr Ha go6y.
Eropukokcn6 He imribye cnmres NPOCTATTaHAMHIB IIUTYHKA Ta He BIIMBAE Ha oynkuio
TpoMbOLHTIB.

[uxmooxcurenasa Bigmosinae 3a YTBOPCHHA MpOCTarjJaHAuHiB. [neHTHdikoBaHO aBi 130opmu —
LIOr-1 Ta IIOT-2. LIOT'-2 € i3odopmoro depmenty, mo ingykyeTses iMITyJIbCOM Tpo3anaienHs Ta
PO3IIIANAETECA SK OCHOBHMH (aKTop, Mo BiAmoBinac 3a cuuTes NpOCTaHOIAHMX MexiaTopiB Gomo,
3ananenHs Ta rapsukm. I1OI-2 takox 3amisna Yy Tpouecax oBysanii, iMrutanTanii Ta 3akpurrs
apTepiaNbHOi IPOTOKH, peryJsuii $yHKuii HEpoK Ta meHTpanbHOT HEpBOBOI cHcTeMy (iHAyKIis
rapA4kH, BiXYyTTs 600, KOrHITHBHA dynkuis). Taxox Moxe 6paru yuacTs Y Tipolieci 3aroenns
Bupasok. LOI-2 6yno inenTudikosano Y TKaHHHi HaBKOJO BHpa3KH NLIyHKa Y JIOIMHH, ane
SHA4Y€HHA JUIS 3aTOCHHA BUPA3KH HE BCTAHOBJICHO.
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EdexruBHicTh
V namieHTiB i3 0cTE0apTPUTOM €TOPUKOKCHO y 11031 60 Mr 1 pa3 Ha 100y 3HAUHO HOKpPAIyBaB CTaH
npu O0JIsSIX Ta OI[HKY MAaIli€eHTa M0N0 CTaHy 3aXBOproBaHHs. L[i mo3uTHBHI edekTu crnocrepiraaucs
BXKE Ha JPYTUil JIeHb JIiKyBaHHS i 30epirayivcs HMpOTATOM IEpioay JIKyBaHHS OO 52 THXKHIB. Y
HPOIIeCi TOCTIJUKEHB 13 3aCTOCYBaHHSAM €TOPHKOKCHOY B 7031 30 mr 1 pa3 Ha 100y epeKTHBHICTH
I[bOTO TIperapary MepeBuIryBaia mianedo npoTsroM 12 THXKHIB JIIKyBaHHS (BUKOPHCTOBYBAJHUCS Ti
OLIHKH, IO 1 B iHMIMX JociipkeHHsX). [lin yac mociipkeHHs migoopy J03H €TOPUKOKCHO y 11031
60 Mr IeMOHCTpPYBaB 3Ha4HO OibI BUpaKeHE IOKpalleHHs, HiXK Yy xo3i 30 mr, momo ycix 3
OCHOBHHUX KIHIIEBHX TOYOK MicCJIsl 6 TIDKHIB JIIKyBaHHS. 3acTocyBaHHs 103 30 MI IpH OCTE0apTpHUTI
KHCTi HE BUBYAJIOCH.

V namieHTiB i3 peBMaTOIIHUM apTPUTOM €TOPUKOKCHO y 1031 60 mr Ta 90 Mr 1 pa3 Ha 100y 3Ha4YHO
[OKpallyBaB CTaH IMOJI0O BHUPAKEHOCTI OOJIO, 3amaleHHs, a TaKoX pYyXJIHBOCTL. Y mporeci
JIOCJI/DKEHb 3 omiHKH 103 60 Mr Ta 90 Mr nmo3uTHBHUHN edekT 30epiraBcs NpoTIroM 12-TH>KHEBOTO
nepiogy JiKyBaHHS. Y TpoIeci JOCTI/DKEHHS 3 OIiHKH JI03W 60 Mr mopiBHSHO 3 103010 90 mr
obuzBa n03yBaHHs eTopuKokcHOy — 60 Mr 1 pa3 Ha 100y Ta 90 mMr 1 pa3 Ha 100y — OyJyu Oibm
edexTuBHI, HiX anedo. Jloza 90 mr Oyna epexTuBHima, HiX 703a 60 MI BIIIOBIIHO 10 METOJY
3aranpHOl omiHkH Oomo mamieHTiB (0—100 MM Bi3yanbHa aHaloOroBa IOKajia), 3i CEepexHIM
noxpaiesssaM 2,71 mm (95 % MI: -4,98 mm, -0,45 mm).

V manieHTiB i3 Halla/laMy TOCTPOTO MOJArPHYHOrO apTPUTY €TOpUKOKCHO y no3i 120 mr 1 pa3 Ha
J06y IpoTAroM § JHIB NOJIETIUIyBaB Oilb y cyriao0ax cepeIHboro i TSHKKOro CTYIEHs Ta 3alalleHHs
MOPIBHSHO 3 iHIOMeTamuHOM y 7031 50 Mr 3 pasu Ha 100y. 3MEHIIEHHS BHPAXEHOCTI OO0
CIIOCTEpIraeThCs BXKe 4epe3 4 TOJAMHH ITicis OYaTKy JIKyBaHHSL.

V nami€eHTiB i3 aHKIJIO3yIOUHM CHIOHIWIIITOM €TOPUKOKCHO y 11031 90 Mr 1 pa3 Ha 100y 3abe3neuye
3HauHe MOKpaleHHs Tpu Ooio y xpeOTi, 3amalieHHi, OOMEXEHHI pyXiB, a TaKOX IIOKpaIlye
¢byHKIioHaNBbHY 37aTHICTh. KIliHiYHI mepeBard €TOPUKOKCHOY CHOCTEpiralucs Ha JApyTruil JeHb
HiCII MOYaTKy Tepamil i 30epirajucs yHIpoJOBX S52-THXKHEBOTO Tepiody JKyBaHHS. Y Iporeci
JIPYyTOro MOCIIIDKEHHS 3 OIIHKHM J03W 60 MI HOpiBHSIHO 3 103010 90 MT, eTOpHKOKCHO y 1031 60 Mr
1 pa3 Ha 100y 12 90 Mr 1 pa3 Ha 00y HpPONEMOHCTPYBAB CXOXY €(EKTUBHICTH MOPIBHSHO 3
HarpokceHoM 1000 Mr moneHHO. Y HaIli€eHTIB, SIKi He IEMOHCTPYBaIH a/J€KBaTHOI BIIMOBIII Hif
yac 3acTOCyBaHHs 103U 600 MI IIOAEHHO MPOTAroM 6 THXKHIB, MiABHIIEHHS J03H 10 90 Mr mmoaeHHO
MOKpAIIyBaJI0 OLIHKY iHTeHCHUBHOCTI Gomo y cmuHi (0-100 MM Bi3yaspHa aHaJOTOBa IIKaja)
MOPiBHSAHO 3 MPOJOBXKEHHIM MpuitoMmy 60 MI MIOJEHHO, 31 cepeaHim mokpameHHsM -2,70 MM (95 %
HI: -4,88 MM, -0,52 mm).

Ilin gac KIIHIYHOrO NOCIHIKEHHS HicisionepaiiiifHoro 3yOHOro 600 eTopukokcud y mo3i 90 mr
3acTOCOBYBaTH 1 pa3 Ha m00y 1O TphOX OHIB. Y MiArpyIi MaIli€HTiB i3 MOMIpHHM OoieM y
II0YaTKOBOMY CTaHi €TOPHKOKCHO y 11031 90 Mr ieMOHCTpYBaB 3HEOOIOBANBHIN eheKT, moaiOHui
no Takoro B ibympodeny 600 mr (16,11 mporu 16,39; P =0,722), ta mepeBuilyBaB e(peKxT
napaneramoiy/koxeiny 600 mr/60 mr (11,00; P <0,001) i mmane6o (6,84; P <0,001), mo
BU3HAYAIOCS 3a NMOKa3HUKOM HOBHOTO mojermenHs 6omo depe3 6 rogun (TOPARG6). Kinpkicts
MaMi€HTiB, SKi MOBLIOMIISIIM HpPO 3aCTOCYBaHHS IIpenapaTiB €KCTPEHOro 3HEOOJIEHHS IIPOTAIOM
24 romuH, cxnana 40,8 % y rpym 3actocyBaHHS eTOpukKokcuOy 90 wmr, 25,5% vy rpymi
3actocyBanHsa i0ynmpodeny 600 Mr koxHi 6 romuH i 46,7% 'y rpymi 3acTOCyBaHHS
naparneramoiry/koaeiny 600 Mr/60 Mr KoXHi 6 TOAMH TOPIBHIHO 3 76,2 % Mali€HTiB, SKi IpuiMay
wrane6o. Y mpoMy JOCTIJDKEHHI 0YaTOK aHaJIbIe3uBHOI Aii (BimuyTHe mosermenHs 6omo) 90 mr
€TOPHUKOKCHOY criocTepiraiocs Bxke yepe3 28 XBUIIMH IicCisI NpuiioMy mpernapary.

Besneka

MixHapoJHa JOCHITHHUIIbKA HporpaMa TPUBAIOIO 3aCTOCYBAHHS E€TOPUKOKCHOY 1 JuknodeHaky
npu aptputi (MEDAL)

ITporpama MEDAL Oyna mpOCHEKTHBHO PO3pPOOICHO IMPOrpaMoi0 BiIHOCHO pe3yJIbTaTiB OO0
Oe3nexu 3 OOKy CepLEBO-CYJIMHHOI CHCTEMH, OTPUMaHUX 3a OO0 €JHAaHUMM JAaHHMH TPbOX
pPaHAOMI30BaHHUX, IIO/IBIHHO CIINHX, KOHTPOJHOBAaHUX aAKTHBHUM MpEIapaToM HOpPiBHIHHA
nociimkenb (nocmimkenas MEDAL, EDGE II i EDGE).

Y3rogxeHo 3 MaTepianamu
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V mocmmkenni MEDAL, mo Oyno HampaBlieH€ Ha BH3HA4ye€HHsS BIUIMBY Ha CEPLEBO-CyJAUHHY
cucteMy, 6pamu ydacts 17804 namientu 3 ocreoapTputoM i 5700 — i3 peBMaTOiHUM apTPHTOM, 5IKi
3aCTOCOBYBAJIM €TOPUKOKCHO y 1031 60 Mr (ocTeoaptput) i 90 Mr (0CTEOAPTPHUT i pEBMATOIHUH
aptputr) abo muknodeHak y mo3i 150 Mr Ha 100y mporsroM y cepemHbomy 20,3 micsis
(MakcuManbpHO — 42,3 Mmicsns, memiana — 21,3 micsus). YV upoMy mociipkeHHi Oynm 3adikcoBani
TiNBKH cepito3Hi MOGIYHI peaKiii i PUIMHEHHS IPHHOMY TIpenapary BHACHIJOK BUHUKHEHHs Oy /ib-
KX MOOIYHHUX peaKIfii.
YV npoueci mocmimxens EDGE i EDGE Il mopiBHIOBany IUTyHKOBO-KHIIKOBY NEPEHOCHMICTD
eTopukokcuby i smukiogpenaky. Y gocmimkenni EDGE GOpamu yuacts 7111 mamientis 3
OCTE0apTPUTOM, SKi 3aCTOCOBYBAIM €TOPHKOKCHO y no3i 90 mr ma noby (y 1,5 pasa Buiue
PEKOMEHIOBAHOI J03M Ul JIKYBaHHS OCTe0apTpUTy), abo aukiodeHak y no3i 150 mr ma moby
npoTaroM y cepennbomy 9,1 micsns (makcumym — 16,6 Mmicsans, meniana — 11,4 micans). Y
nocmipkerni EDGE 11 6pamu  yuacth 4086 mamienTiB i3 peBMATOIIHMM apTPHTOM, SKi
3aCTOCOBYBAllM €TOPUKOKcHO y 1031 90 mMr Ha 100y abo muxnodenaxoMm y po03i 150 mr Ha noby
IpOTATOM y cepenHboMy 19,2 micsams (MakcumyM — 33,1 Micsins, Megiana — 24 micsi).
V 06’ ennaniii mporpami MEDAL 6pany yuacts 34701 maiieHTiB 3 0CTE0ApPTPUTOM 1 PEBMATOIHAM
ApTPUTOM, SKi OTPUMYBAIIH JIIKyBaHHS YIIPOIOBXK IIepioay B cepeHboMy 17,9 Micsansd (MakcuMym —
423 micsns, Meaiana — 16,3 micansg); npubymsno 12800 narfieHTiB OTPEMYBaJIH JIIKyBaHHS [OHA
24 micsimi. Y Hali€eHTIB, 3apeeCTPOBAHMX y Wil mporpami, Oyid pi3Hi MOYaTKOBI YAHHHUKH PH3UKY
OO CEpLEBO-CYAMHHOI cHCTeMH i uLTyHKoBO-kKumikosoro Ttpakty (LIKT). Ilamientn i3
HEIOJABHO HepeHeceHMM iHQApKTOM MiOKapia, AOPTOKOPOHAPHMM IMyHTyBaHHSAM — abo
Yepe3INKipHOI0 KOPOHAPHOIO aHTIOMJIACTHKOI YHPOJOBXK 6 MICSIUB O peecTpallii B MOCIiHKEHH]
Oynd BHKITIOYEHI 3 JOCHIUKeHHS. Y  JOCHIIKEHHsSX Oyno  JO3BOJICHO  3aCTOCYBaHHS
racTpONPOTEKTOPHUX IIPENapariB i aleTHICATIMIOBO] KUCIIOTH Y HU3bKHX J103aX.
3aeanvua besnexa
He Oyj0 CyTTEBHX BiIMIiHHOCTEH Y 4acTOTi TPOMOOTHYHHX CEPLEBO-CYIMHHUX YCKIaTHEHb IPU
3acToCcyBaHHi eTopukokcuby i muknopenaky. KappiopeHanbni mnobiumi peaknii dacrime
criocTepiranucs OpH  3aCTOCYBaHHI €TOPHKOKCMOy, HbK muxiodeHaky; ued edexr Oys
J0303aJIXKHAM (JIETANBHO MPO pe3ynbTaTu AuB. Huk4e). [lo6iuni peaxuii 3 6oky KT i nevinku
BHHHMKAIM 3HA4HO 4YacTille Ipd 3acTOCyBaHHI auKiopeHaKy, HiX eropukokcuOy. Yacrora
BHHUKHEHHS N0o6iunux peakiiii y nocmimkennsx EDGE i EDGE 11, a Takox no6iuynux peaxitii, mo
posrisfanucs SK cepiio3Hi abo Taki, IO NPU3BOAATH AO BiIMIHM IIpemapary B JOCIi/UKEHHI
MEDAL, 6ya BHIIOIO IIPH 3aCTOCYBaHHI €TOPHKOKCHOY, HiXK TUKJIOPEHAKY .
besneka wooo cepyego-cyounHnoi cucmemu
YactoTa MiJTBEPUKEHMX TPOMOOTHYHHX CEPLEBO-CYJMHHUX CEPHO3HHX MOOIYHMX peaKIii
(BKIIOYAKOYH peakiii 3 GOKy ceplisd, HepeOpoBacKySIpHi peakuil i peakuii 3 60Ky nepupepudHux
Cy/IMH) IOPiBHIOBANACH MiXX €TOPUKOKCHOOM i1 nukiodeHakoM (nani mizcymosano B Tabmaui 1). He
Oy0 CyTTE€BHX BiAMIHHOCTEHl Yy TOKa3HHKAaX YacTOTH TPOMOOTHYHHUX YCKIAJHEHb IIpU
3aCTOCYBaHHI €TOPHKOKCHOY i JuKIopeHaKy B YCiX NpoaHaNi30BaHHX MiArpyHaX, BKIIOYArOYH
NAIi€HTiB 13 KapIioBaCKyJISpHMM pu3MKOM. IIpy OKpeMOMy pO3IJsadi BIIHOCHUH pHU3HK
BHHUKHEHHS IiJTBEPDKEHAX CEPHO3HUX TPOMOOTHYHMX IOOIYHHX peakmid 3 OOKy cepleBo-
CY/IMHHOI CHCTEMH HPH 3aCTOCYBaHHI eTOPUKOKCHOY B 11031 60 Mr ab6o 90 Mr i guknodenaxy B 1031
150 mMr 6yB O/IHAKOBHM.

Tabnums 1
[TokasHHKM MiATBEPKEHAX TPOMOOTHYHHX YCKIaTHEHb 3 OOKy CEpLEBO-CYIMHHOI CHCTEMHU
(06’emnana mporpama MEDAL)

Eropukokcud Juxnopenax ITopiBHAHHS MiX
(N=16819) (N=16483) rpynamMu JIiKyBaHHS
YcknaaHeHHs 25836 nmauicHTo-pokiB | 24766 maiieHTO-poKiB
IMoxazauk' Ioxasuuk’ BinHocHui pusuk
(95 % A1) (95 % D (95 % A1)
[TinTBEpIKEHI cCepio3Hi TPOMOOTHYHI MOOIYHI peakIii 3 60Ky cepLeBO-CyAMHHOI CHCTEMHU
Jamporokomom | 124 (1,11;1,38) [ 1,30 (1, 45—1—6;95(6:81; 1,11)
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3a HaMipoM JIiKyBaTI/ICﬂl 1,25 (1,14; 1,36) ’ 1,19 (1,08; 1,30) I 1,05 (0,93; 1,19)
[TinTBepmKeH] YCKIaJHEHHs 3 00Ky cepls

3a mpoTOKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68, 0,90) 0,90 (0,74; 1,10)
3a HamipoM JIiKyBaTHCS 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
[TinTBepmKeHi epeOpOBacKyISpHi YCKIaAHEHHS

3a mpoOTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a namipowm jikyBarucs| 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
[TinTBepmKeH] YCKIaHEHHs 3 00Ky nepu(epHyHux cyIuH

3a MpOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a vamipowm JikyBartucs] 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

TYeknanaens Ha 100 namiento-pokis; JII — nosipuwuii inTepsa.
N — 3arajpbHa KUTBKICTE MAIli€HTIB Y NOIMYJIALIT 32 TIPOTOKOJIOM.

3a IPOTOKOJIOM: yCi YCKJIaIXHEHHs i Yac JA0CHiuKyBaHol Tepanii abo mpotsaroM 14 muis micng ii
IPUNAHEHHS (32 BHHATKOM IIAIi€HTIB, sKi npuitHsum <75 % IOCIiIKyBaHOTO mpemapary abo
IpuiMalK HeJOCHi Ky BaHi HecTepoinHi nporusanaibHi 3acoou (HI133) > 10 % Bckoro mepiofy).
3a HamipoM JKyBaTHCS: BCI IIiATBEPKEHI YCKJIAJHEHHS A0 3aKiHYEeHHS JOCIIUKEHHS (Y T. 4.y
HAlli€HTiB, SKi MOIVIM 3a3HATH BTPYYaHHs, HE IIOB’S3aHOTO 3 MOCITIDKEHHSM, i3 IOJAJIbIIAM
IPUNMHEHHAM NPHHOMY JIOCII/DKYBAHOTO IIperapary). 3arajibHa KiTbKiCTh paHIOMi30BaHHX
namiedTiB: 17412 y rpyni etopukokcu0y i 17289 y rpymi aukinogdeHaxy.

[Toka3sHHK CEpLEBO-CYMHHOI CMEPTHOCTI, AK 1 3arajbHOi CMEpTHOCTi, OyB MOmiOHMM y rpynax
JIIKYyBaHHS €TOPUKOKCHOOM 1 THKIO(PEHAKOM.

Kapoiopenanvhi ycknaonenns

Ipu6musao 50 % namieHTiB, npuiHATAX y gociimkenas MEDAL, Manu apTepiajbHy rinepTeH3iro
B aHaMHe3l Ha IIOYaTKOBOMY eTami. Y LbOMY JOCJI/DKEHHI YacTOTa NPHIMHEHHS JiKyBaHH:
BHAC/IIZIOK BMHHKHEHHS MNOOIYHMX peakiilf, MOB’S3aHMX i3 apTepialbHOIO TilepTeHsicro, Oyia
CTaTHCTUYHO 3HAYHO BHINOKO y TIPYIIi 3aCTOCYBaHHS €TOPHKOKCHOY, HIK y TPyl 3aCTOCYBaHHS
nuknodenaky. Yacrtora Takoi mobivHOi peakuil sK 3acTiliHa ceplieBa HEIOCTATHICTD (HPHIMHEHHS
npuitoMy Ipenaparty i cepifo3Hi peaxiii), Oyiia aHaTOr 4HOIO K IIPH NpuifoMi eTopukokcudy 60 mr,
TaK i npu npuiiomi muxogenaxky 150 mMr, mpoTe YacTOTa BHHMKHEHHS IIMX peakiliii Oya BHUINOKO
npH npuiiomi eropukokcuby 90 mMr mopiBHsHO 3 aukiodeHakoM 150 Mr (CTaTUCTHYHO 3HAYYyINA
pisHuLs TpH Tpuifomi eropukokcuby 90 mr mopiBHsHO 31 150 Mr muknodenaky B rpymi OA
MEDAL). Yacrora HigTBEp/UKEHUX MOOIYHMX peakilii, MOB’S3aHUX i3 3aCTiHHOIO CEPLEBOIO
HeJIOCTaTHICTIO (ABMIIA, MmO OyjiIM CEepHO3HMMH i BHMarajid rocmitajiizamii abo HeBiaKIamHOI
JI0IIOMOTH), Oyjia HE3HaYHO BHINOK MPH IPHHOMI ETOPUKOKCHOY MOpPIBHAHO 3 HPHHAOMOM
nuxnodenaky 150 mr, i neit edext 3anexan Bij go34. YacTota NPUITMHEHHS JIIKyBaHHS yHACIIIOK
BYHMKHEHHSI NOGIYHMX peakiii, MoB’s3aHMX i3 HaOpskamu, OylJa 3HAYHO BHINOI IIPH IpHifoMi
€TOpHKOKCHOY IOpIBHAHO 3 mpuiiomoM aukiodenaky 150 mr, i meif edekT 3amexaB BiI HO3H
(CTaTHCTHYHO 3HAYyINa Pi3HMIA IpH puiioMi eTopukokcuOy 90 Mr, ajie He eTOpHKOKCHOY 60 Mr).
KapniopenainbHi pesynsratd, otpuMani B nocniokernsx EDGE i EDGE II, Binnosinanu manum,
po AKi moBigomisiocs B gociimpkerai MEDAL.

B okpemmx pnocnimxeHHsx mporpamua MEDAL abconroTHa 4YacToTa NPUITHMHEHHS JIKyBaHHS B
Oynp-gKiii rpymi JjikyBaHHs etopukokcubom (60 mr a6o 90 wmr) crasoBmna mo 2,6 % mpu
aprepianbHiii rinmeprensii, mo 1,9 % npu wHabpskax i mo 1,1 % npm 3acTiiimiii cepuesii
HEeIOCTATHOCTI, IPH ILOMY BHINA YacTOTa BiAMiHM Ipemapary crmoctepiramacst y pasi mpuiiomy
eTopukokcu6y 90 mr, Hix 60 Mr.

Pesynomamu uinynko6o-kuuiko6oi nepenocumocmi 6 npoepami MEDAL

3HauHO MEHINMH NOKAa3HMK BiJIMiHH IIpemapary BHACJIJOK BUHUKHEHHS OyAb-fKOTO KJIiHiYHOTO
ycknagnenHs 3 Ooky IIKT (wanpuxinan, jaucrencii, a6moMiHaJbHOTO 60O, BHPA3KH)
criocTepiraBcss IPH 3aCTOCYBaHHI €TOPUKOKCHOY, HIDX JUKIO(QEHaKy, B KOXHOMY 3 TPbOX
nocrimxens nporpamu MEDAL. Iloka3sHuKH BiIMiHH npenapary BHACHOK KITiHIYHMX peakiii 3
6oky IIKT ma 100 mamieHTO-poKiB 3a Bech MNepiof NOCHiMKeHHs Oynm Takumu: 3,23 Juit

etopukokcuby i 4,96 mia aukinodpenaky B nocnimkenni MEDAL; 9,12 A eTopukokcuby i
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12,28 g muknodenaky B pociimkenni EDGE; 3,71 nnst eropukokcn6y i 4,81 nns quxiiodesaky B
nocripkenHi EDGE I1.

Peszynomamu npoepamu MEDAL woo0o 6e3nexu ons LLIKT

BaranbHi peaxuii 3 60ky Bepxuboro Bimmimy IIKT Gynu Bu3HaueHi sk mepdopaiii, BUpasKH i
kpoBoteui. [linrpyna sarambHux peakimiii 3 Ooky BepxHporo Bimmimy KT, sxi BBaxammcs
YCKJIaJJHEHHMH, BKIItoUaa nepdopaliii, o0CTpyKiii Ta YCKIaIHEHI KpOBOTedi; MiArpyNa 3aralbHuX
peakuif 3 Ooky Bepxuboro Bimmimy KT, ski BBaxanucs HEYCKIaJHEHHMH, BKIIOYala
HEYCKJIaJHEH] KPOBOTEUi i HEYCKJIaHEeHi BUpa3Kd. 3HAYHO MEHIINH MOKa3HUK Y4acTOTH 3arajbHUX
peakuifi 3 6oky Bepxuix BimmiaiB IIIKT crmocrepiraBcs mpu 3acTOCyBaHHI €TOPHUKOKCHOY, HIXK
mukiodenaky. He Oyno cyTTeBoi pi3HUIl MiX €TOPHKOKCHOOM i TUKIO(GEHAKOM MO0 IMOKa3HHKa
YacTOTH YCKJIaJHEHHX peakiiii. J[is miArpymu Takux peakiiiif sk KpoBOTeYa y BEPXHBOMY BiJJIii
HIKT (06’€eqHani ycknaaneHi i HeycKiaaHeHi) He OYJI0 CYyTTEBOI BiIMIHHOCT]I MiX €TOPHKOKCHOOM 1
nukinogenakoM. IlepeBara eropukokcuby momo BBy Ha BepxHid Bimmin IIKT mopiBusHO 3
TuKiIoeHakoM He Oylia CTaTHCTHYHO 3HAYYIIOK Yy MAIli€HTIB, SIKi OJHOYAacCHO 3aCTOCOBYBAJIH
alleTHJICATIMIIOBY KUCIIOTY B HU3BKHX J103aX (mprOim3HO 33 % namieHTiB).

IToxa3uuk wactord Ha 100 mamieHTO-pOKiB MiITBEP/PKEHHX YCKIAIHCHHUX 1 HEYCKJIaJHEHHX
KJTiHIYHHUX peakiiii 3 6oky Bepxuboro Biytiny KT (nepdopauii, Bupa3ku i KpoBoTeUi) CTAHOBUB
0,67 (95 % I 0,57; 0,77) npu nipwitomi eropukokcuby i 0,97 (95 % I 0,85; 1,10) npu npuiiomi
Jukiodenaky, mpy IbOMy BiJIHOCHHH pu3uk ctranoBuB 0,69 (95 % M1 0,57; 0,83).

BusnauaBcs NOKa3HUK YacTOTH MiATBEp/UKEHHMX peakiiii 3 6oky BepxHboro siuminy KT y
NAIi€HTIB JITHBOrO BiKY; HAWOIIbIIE 3HIKEHHsS CIOCTEPIranocs y TMalli€HTiB BIKOM > 75 pOKiB
(1,35 [95 % /11 0,94; 1,87] peaxuiii Ha 100 marieHTiB-pOKiB Py IPHHOMi ETOPUKOKCHOY NTOPIBHSIHO
32,78 [95 % Il 2,14; 3,56] npu npuiioMi qukiaodenaky).

[loka3HHKHM 4YacTOTH MiATBEP/UKEHHX KIHIYHMX peakiiii 3 Ooky HmwkHboro Biagury KT
(nepdopariiss TOHKOr0 ab0 TOBCTOTO KHIIEYHHKA, OOCTPYKIi ab0 KpOBOTEYA) CTATUCTHYHO HE
BIAPI3HSAINCS TIPH 3aCTOCYBaHHI €TOPHKOKCHOY 1 TUKIO(PEHAKY .

Peszynvmamu npoepamu MEDAL wo00 6e3nexu 0151 nevinku

Etopukokcnb 6ye acouiiioBaHui i3 CTATHCTHYHO 3HAYHO MEHIIOK YACTOTOIO BIIMIHM IIpenapary
YHACIIZIOK BHHUKHEHHsS MOOIYHMX peakiliii 3 OGOKy medinku, HiX mukiodeHak. Y 006’enHaHiif
nporpami MEDAL 0,3 % mnamienTiB, sKi 3aCTOCOBYB&IM €TOPUKOKCHO, i 2,7 % mami€HTiB, sKi
3aCTOCOBYBAJM JHKJIO(EHAK, MPHUIUHIINA 3aCTOCYBaHHsS NpenapaTy BHACHIJOK BHHUKHEHHS
noOiyHUX peakiiii 3 6oky mnedinku. Iloxasnmk na 100 mamiento-pokiB craHoBuB 0,22 mpu
3acTOCyBaHHI eTopukokcuOy Ta 1,84 mpu 3actocyBanHi mukiodeHaky (p-3HadeHHs Oyno < 0,001
IS €TOPUKOKCHOY MopiBHsHO 3 qukiodenakom). IIpore B mporpami MEDAL 6inpinicTs noGiyauX
peaxiiiii 3 00Ky nediHKH OyJIM HECEPHO3HUMH.

JonaTkoBi J1aHi 3 0€31eKu JUIs ceplieBO-CyINHHOT CHCTEMH II0JI0 TPOMOOTHYHHIX YCKJIAHEHD

VY mpomneci KIHIYHHX JOCHDKEHBb, 33 BHHATKOM JociikeHb mporpamu MEDAL, mpuGmusHo
3100 mamieHTiB 3aCTOCOBYBaM €TOPHUKOKCHO y 103ax > 60 Mr Ha n0o0y ynpoJoBX 12 THXHIB i
nosine. He Oysno 3Hadymioi BiAMIHHOCTI TOKA3HWKIB MiATBEP/KCHUX CEPHO3ZHMX TPOMOOTHYHHUX
CepIEBO-CYy IMHHUX YCKJIaHEHb V HAlli€HTIB, AKi NpHAMaIH eTOPUKOKCHO y 1031 > 60 Mr, miane6o
a6o immi HII33 (3a BuHsATKOM Hampokceny). IIpoTe wactoTa Takux peakuid Oyna BHIIOIO Y
HAIi€HTIB, SIKI OTPUMYBAIH €TOPUKOKCHO, IMOPIBHSIHO 3 THMH, XTO OTPUMYBAaB HAIPOKCEH y H03i
500 mr 2 pa3m Ha no0y. BiaMmiHHiCTH aHTHTPOMOOTHYHOI akTHBHOCTI MiX nesxumu HII33, mo
iarioyrore 1[OT-1, i cenextuBHumu inriGitopamm I[OI-2 Moxe OyTH KIHIYHO 3HAYYyMIOIO Y
HAI[i€HTIB TPYNH PHU3UKY BHHUKHEHHS TpPOMOOeMOoivHMX yckianHeHb. CelneKTHBHi iHTriGiTopu
[IOI'-2 3HMXKYIOTH YTBOPEHHS CHCTEMHOTO (i TOMY, MOMIMBO, €HAOTEIATEHOTO) MPOCTALUKIIHY
0e3 BIUIMBY Ha TpoMOouuTapHuil TpoMGoKkcan. KiriHiuHe 3HAYeHHSI X TaHUX HEBIIOME.
JonarkoBi gaHi moo 6e3nexu st KT

[Tig yac 1BOX 12-THXKHEBHX MOJBIMHO CIIIIHX €HIOCKOINYHUX JOCTIHKEHb KyMyJIITUBHA 4acToTa
BHHUKHEHHS T'aCTPO/IyOICHAIBHUX BUPA30K OyJjia 3HAYHO HHXKYOKO Yy HAIli€HTIB, SKi 3aCTOCOBY B
eTopuKoKcu6 y 1031 120 mr 1 pas Ha 100y, HIX y NMAIi€HTIB, sKi 32CTOCOBYBaJIM HAIIPOKCEH y A03i
500 mr 2 pa3m Ha o0y abo iOympoden y mo3i 800 mr 3 pasu Ha noOy. YactoTa BHMHHMKHEHHS
BUpPa30K OyJia BULIOKO ITPH 3aCTOCYBaHHI €TOPUKOKCHOY, HiXK FHaHe6o-
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JlocmiokeHns QyHKIIT HUPOK V Aali€HTIB JITHLOIO BIKY

VY mporeci paHIOMI30BaHOIO IOJABIHHOIO CJIINOro IUIae00-KOHTPOILOBAHOTO AOCTIDKEHHS 3
napayeIbHAMHM TpylaMH OIlIHIOBaBCS BIUIMB 15-JeHHOTO JIiKyBaHHA eTopukokcu6boM (90 mr),
renexkokcuoom (200 mr 2 pasu Ha 100y), HampokcenoM (500 Mr 2 pasu Ha 100y) 1 manebo Ha
BHBEJICHHS HATPIIO 31 ceduero, apTepiajibHUM THCK Ta IHINI MOKa3HHKK (YHKIT HAPOK Yy MaIli€HTIB
BikoM Bin 60 1o 85 pokiB, ski jgorpuMyBanucs mietd i3 BMictom coii 200 MEKB/moOy.
Eropuxokcu0, neinekokcu6 i HampoKCeH Majii NOi0HU# BILTMB Ha BUBEJICHHS HATPIIO 13 ceuero pu
2-THOKHEBOMY JIIKyBaHHI. YCi akTHBHI TpenapaTd TOPIBHSHHS TMOKa3aJid MiABUINEHHSA MO0
wianebo CHUCTOYHOTrO apTepialbHOTO THCKY, MPOTe €TOPUKOKCHO acOIIOBAaBCH 31 CTATUCTUYHO
3HAYYIIUM ITiBUIICHHSM Ha 14-ii JIeHb TOPIBHIHO 3 IIEJIEKOKCHOOM 1 HalpOKCEHOM (CepeHst 3MiHa
CHCTOJIIYHOTO THCKY MOPIBHSHO 3 IMOYATKOBUM PiBHEM: €TOPHKOKCHO 7,7 MM PT. CT., LIeJIEKOKCUO
2,4 MM PT. CT., HAIIPOKCEH 3,6 MM PT. CT.).

Dapmakokinemuxa.

Abcopbyis

Eropukokcn6 10Ope BCMOKTYETHCS NPH TEpopaibHOMY NpuiioMi. AOGCOMIOTHA O10JOCTYNHICTH
ctaHoBHUTH npuOIm3HO 100 %. ITicns nmpuitomy 120 mr 1 pa3 Ha 100y 10 JOCSITHEHHS PiIBHOBAXXHOTO
CTaHy MaKCUMaJbHAa KOHIEHTpaliss y 1ja3Mmi KpoBi (cepeqHe TIeOMETpHYHE 3HAYECHHSA
Cinax=3,6 MKI/MJI) cnioctepiraerbest mpu6in3Ho uepe3 1 roguHy (Tmax) micis OpuioMy AOPOCIMMH
Hatiie. Cepenne reomerpuude 3HaueHHs AUCoo4n cTaHOBHTH 37,8 MKrxroa/mi. V¥V Mexax
KJIHIYHOTO 103yBaHHS (hapMaKOKiHETHKa €TOPUKOKCHOY € JHIHHOTO.

[lpu mnpwmitomi mpemapary B m03i 120 Mr mig 9ac igu (ka 3 BHCOKMM BMICTOM >XKHDIB) HE
CIIOCTEPIraioch BILTHBY Ha CTYHiHb abcopOuii etopukokcuOy. IlIBuakicts abcopbuii 3MiHIOBaIach,
IO XapaKTepU3yBAIOCh 3HIKEHHAM Cmax Ha 36 % Ta 36iibneHHsIM Tmax Ha 2 roguHM. Taki naHi HE
PO3TISLIAIOTHCS SIK KIHIYHO 3Ha4yIi. I1i1 yac KINHIYHAX TOCHIDKEHb €TOPUKOKCHO 3aCTOCOBYBAIU
HE3JIC)KHO BiJl BXXHBAHHS TXKi.

Posnooin

Eropukokcu6 npubinsao Ha 92 % 3B’I3yeThes 3 O1/IKaM¥ I1a3MH KPOBI JIFOMHH 3 KOHIEHTPALI€I0
Bix 0,05 mo S5 Mxr/min. O6’eM po3nomily MpH piBHOBaXHOMY cTaHi (Vdss) cTaHOBHTH NPHOIIN3HO
120 1 y mronuHHu.

Etopukokcn6 NpoHHKae dYepe3 IUIalleHTapHUR Oap’ep y IIypiB Ta KpoOJiB, a TakoX depe3s
remaroeHuedaniyauil 6ap’ep y mypis.

Memabonizm

Etopukokcu6 akTHBHO MeTaboii3yeThes, MeHmne 1% 03M BHIUISETHCS i3 ceYero y BHIVIAAL
HE3MIHEHOTO JiKapchKoro 3acody. OCHOBHMIA nUIIX MeTabosizMy — 1e GopMyBaHHs MOXimgHOT 6'-
TiJJPOKCAMETHITY LULIXOM Katajizamii ¢epmentamu mutoxpomy. CYP3A4 copuse merabomizmy
€TOPUKOKCHOY in vivo. JlocnipkeHHs in vitro BKasyloTh Ha Te, mo CYP2D6, CYP2C9, CYP1A2 ta
CYP2C19 Takox MOXYTh KaTali3yBaTH OCHOBHHU INUIAX Merabonmi3My, ane iX KiJIbKicHI
XapaKTEPHUCTUKH HE BUBYAIIUCH in ViVo.

VY moaunu ineHTHdiKOBaHO 5 MeTaboiTiB. OCHOBHHM METa0OJITOM € 6'-KapOOKCHIOBOI KHCIIOTH
JICpUBaT €TOPUKOKCHOY, IO YTBOPIOETHCS TPH MOAANBINIH OKCHAALIT HOXITHOT 6'-TiIPOKCUMETHITY.
I{i ocHoBHI MeTaboniTH a00 HE BHUSBIAIOTHL AKTUBHOCTI, ab0 € cl1ab0oaKTHMBHMMH iHTiOiTOpaMu
LOT™-2. Xogen i3 mux MeTabomiti He iHriOye 11OI-1.

Bugeoenns

[licns  ofHOPa30BOro BHYTPINIHEOBEHHOTO BBEJICHHS 3JOPOBHUM  JOOpPOBOJBIAM 25 MT
€TOPUKOKCUOY, MideHOro pazioizoTonomM, 70 % pamioakTHBHOIrO HpenapaTy BUBOJAMTHCS i3 cedelo i
20 % — 3 KkajgoM, 3aebinbioro y Burisani MmerabositiB. MeHme 2 % BHBOAMTBCS y BUITII
HE3MIHEHOT0 JIKapChKOTo 3aco0y.

BuBenenHs eTopukokcuOy BiOyBaeThCS Maiike MOBHICTIO MIIAXOM METa0OIi3My 3 HOLAJBIIMM
BUBEJCHHAM HHUpKaMH. PiBHOBakHI KOHIIEHTpalii eTOPUKOKCHOY IOCATaloThCs Yepes 7 JHIB IpH
3actocyBaHHi ¥ 7031 120 Mr 1 pa3 Ha 100y 3 HOKa3HUKOM KyMyJIsIlii MpuOIM3HO 2, IO BiANOBiAae
Hepiofy  HamiBBUBeAeHHs mnpubmu3no 22 roaunu. KiipeHc IurasMH  KpoBi  micis
BHYTPIiIIHBOBEHHOT'O BBEJCHHS 25 MT IIpenapaTy CTaHOBHTH NPHOIN3HO 50 MII/XB.

Yarooxero 3 matepianamm /
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Oxpemi epynu nayienmis

[auienTn JiTHROrO Biky. dapMakoKiHETHKa Y MAIi€HTIB JITHBOrO BiKy (BIKOM Bif 65 pOKIB) €
noAi0HOI0 10 papMaKOKiHETHKH Y MOJIOINNX NAIli€HTIB.

Crarp. ®apMakoKiHETHKA €TOPUKOKCHOY € TOI0HOIO Y YOJIOBIKiB Ta JKIHOK.

[opyinenns GyHKILT neyiHKy. Y NanieHTiB i3 JErKUMH MopyIneHHsMu GyHKIIT nedinku (5—6 Oais
3a mikaoo Yaitnaa—I1"10) npu 3acTocyBanHi eTopuKoKcHOy B j103i 60 mr 1 pa3 Ha 100y cepenHii
MOKa3HUK IUTOMI il hapMaKoKiHETHYHOO KPHUBOKO «KoHIeHTpatis-yacy (AUC) 6yB npuOIn3HO Ha
16 % Oinpuuid, HX y 3M0POBHX JOGPOBOJIBIIB IPH TAKOMY X JIO3yBaHHI JiKapchKOro 3acoly. ¥
MAIi€HTIB 13 MOMIpHUMH TOpYIIeHHSMH (QyHKil medinku (7-9 6aniB 3a mxanoro Yainga—II'1o)
TIpY 3aCTOCYBaHHI eTOPUKOKCHOY B 1031 60 Mr yepe3 100y cepenniit mokasHuk AUC 6yB noniOHui
JI0 MOKa3HHWKa y 370POBHX JT0OPOBOJIBLIB, SKi mpuiiMaiu mpenapaT y no3i 60 mr 1 pa3 Ha n00y
IIOJICHHO; 3aCTOCYBaHHSA €TOPHKOKcHOy B 1031 30 mMr 1 pa3 Ha 100y He BHBYAIOCH Yy HiHl Tpymi
narientiB. Hemae iminHiuHMX a00 (apMakOKiHETHYHHMX [aHMX IOA0 WAI[€HTIB i3 TSKKUMH
nopymeHHaMu QyHKUil medinku (> 10 6aniB 3a mikanoro Yainna—I1'10).

Hopymenns ¢ysknii Hupok. dapMakoKiHETHKA OJHOPa30BOi NO3W eTOpuKokcuOy 120 mr y
MAI[i€HTIB i3 MOMIPHAMM Ta TSDKKMMH TOpPYIIEHHAMH (QYHKIIl HAPOK, a TaKOX Y Ialli€HTiB i3
3aXBOPIOBAHHIMH HHPOK TEPMIiHAIBHOI CTajil, SKAM MPOBOIATH TeMOJiaii3, HE BiAPi3HAETHCS
3HAYHO B (hapMaKOKiHETHKM y 3I0POBHMX J00poBOJBINB. [Ipu remomiamisi Jikapchkuit 3acid
Maiie He BUBOAMTHCS (KITipeHe miani3zy — npubiau3ao 50 Mi1/XB).

Himu. ®apMaKoKiHETHKa €TOPUKOKCHOY B JiiTel (BikoM 710 12 poKiB) HEe BUBYAIACh.

VY mpoueci gociijkens GapmakokineTkn (n=16), 1o MTPOBOAMIOCH 3a YYacTIO MIIUITKIB (BIKOM
Big 12 mo 17 pokiB), dapmakokiHETHKa y TMAIl€HTIB i3 Maco Tina 40-60 Kr, SKHM IpU3HAYAIA
eTOpUKOKCHO y 1031 60 mr 1 pa3 Ha 100y, Ta y mamieHTiB i3 Macoro Tija Oinbmie 60 Kr, SKuM
npH3HaYaId npenapar y a03i 90 mr 1 pa3s ma no0y, Oyna monibHor 10 (apMakOKiHETHKH Y
JOPOCIHX, SIKi 3aCTOCOBYBaIM €TOPUKOKCUO y 1031 90 Mr 1 pa3 Ha no0y. be3neka Ta eeKTUBHICTD
3aCTOCYBAaHHS €TOPUKOKCHOY JITAM HE BCTAHOBJICHI.

Kainiugi XapakrepucTuK.

Ilokazanna.

CuMIITOMaTHYHA TEpaIis IPH 0CTEOAPTPHUTI, PEBMATOIIHOMY apTpPHTi, aHKIIO3yIOYOMY CIIOHIUIIITI,
a TaKoX IpH OOJIFO Ta O3HAKaX 3allajeHHs], OB I3aHMX 13 TOCTPUM IOJArpUIHUM apTPHUTOM.
HerpuBaiie JiKyBaHHs IIOMIpHOTO HicIsoNepauiiHoro 6oimo, MOB’S3aHOrO 3i CTOMAaTOJION YHUMHU
oTiepaIlisMHy.

PimmeHHs: Mpo NpH3HAYEHHS CelleKTUBHOro iHriditopa I[OI'-2 moBHHHO I'PYHTYBaTHCS Ha OLIHI
BCiX IHIMBIAyaJIbHUX PU3UKIB y Malli€HTA.

Ilpomunoxkasanns.
Jlixapcwkuii 3aci6 Exci6® nmpoTunokasanuii:
® [IpHU TiMepYyTJIMBOCTI JI0 Ait04u0i a60 70 Oy ab-SKO1 JOTIOMIXKHOI PEYOBHHH Mpenapary;
e IpY aKTHBHIM NENTHYHIM BEpa3ii ab0 aKTHBHIM HLTyHKOBO-KUIIKOBIH KPOBOTEUi;
emalieHTaM, y fKHX BHHHKAaB OpOHXOCNMa3M, TOCTPHH pHHIT, Ha3albHi IOJIMH,
AHTiIOHEBPOTHYHMI HaOpsK, KpomuB’sHKa abo iHINI anepriuHi peakiii micias 3acTOCyBaHHS
aneTuicannuioBoi kuciaota abo HIT33, sximogaroun inriditopu 11OI-2;
ey NIEpioJl BariTHOCTI Ta FrOAyBaHHS I'PYIJIIO;
eNpHU TKKMX NOpyHIeHHsX (yHKuii meuinku (anpOyMiH cupoBaTK# KpoBi <251/1m abo
> 10 GauiB 3a mkanoro Yaitmga—I1’1o);
® SKIIO PO3paxOBaHMI HUPKOBUH KilipeHC kpeaTHHiHy < 30 MII/XB;
 JIiTSIM BiKOM 110 16 poKiB;
® [IpY 3aNaJIbHUX 3aXBOPIOBAHHAX KUIIEYHUKY;
e [IpH 3acTiliHii cepreiit HegoctaTHOCTI (NYHA I1-1V);
e IIalli€cHTaM 3 apTepiaIbHOIO TiNEPTEH3IEI0, Y IKMX MOKA3HUKH apTepialibHOr0 THCKY NOCTIHHO
Buii 3a 140/90 MM pT. CT. Ta HEAOCTATHHO KOHTPOJIIOIOTHCH

3rofpkeHo 3 matepianamm
PEECTPALINHOIO AOCHE




eIIpM JiarHOCTOBaHii iImemiunHili XBOpOOi ceplls, 3aXBOPIOBAHHIX INEepH(EPHUHUX apTepii
Ta/abo 11epedpoOBaCKyISPHHUX 3aXBOPIOBAHHSIX.

B3aemodia 3 inwiumu nikapcekumu 3acobamu ma inwii 6UOU 63a€MOOIIL.

DapmakoOuHamiyHi 63aEmM00il

Ilepopanvri anmuxoazynsnmu. Y TMalieHTIiB, CTaH AKAX CTa0LTi30BaHUH MOCTIMHUM 3aCTOCY BaHHAM
BapdapuHy, NpUHAOM €eTOpUKOKCHOY B 1031 120 Mr Ha 106y CYHpOBOMKY€ETHCS 301IBIIECHHAM
npubsiu3Ho Ha 13 % NpOTPOMOIHOBOIO Yacy MIXKHAPOAHOrO HOPMAaTi30BAHOTO BiJIHOHIEHHS
(MHB). Tomy B nariieHTiB, sIKi 3aCTOCOBYIOTh IEPOPAIbHI AHTHKOATYJISTHTH, CIILJ YaCTO NEPEBIPATH
MOKa3HUKH MPOTpoMGiHOBOro yacy MHB, 0co6iBO B mepri JHi MpuiioMy €TOPHKOKCHOY abo mpu
3MiHI HOTO JT03yBaHHS.

Hiypemuxu, ineibimopu anciomensunnepemeopioganvrozo gepmenmy (AIIP) ma ammazonicmu
peyenmopie anziomenszuny II. HII33 MoxyTh mnocnabmoBaTH e(eKT AiypeTUKiB Ta iHIIMX
AHTHUTIMEPTEH3UBHUX TIpenapariB. Y JeSKAX [ali€HTiB i3 mopymeHHsMH (yHKIIi HHPOK
(HanpUKJIaJ, y MAIieATiB i3 Jerigparamnicio abo y NalieHTiB JITHOTO BiKy 3 0CIa0IeHO0 GYHKILE0
HUPOK) OJIHOYACHE 3acTOCyBaHHs iHriGitopa AII® abo aHTaroHicTiB penentopiB anrioTeHsuny II i
npenapariB, 10 iHTIOYIOTh IHKIOOKCHI'€HA3y, MOXE MPU3BOAMUTH IO HOMAJIBUIOTO IOPYIIEHHS
GyHKUIT HHPOK, BKIIOYAIOYH TOCTPY HHUPKOBY HENOCTATHICT, IO 3a3BU4all Mac 0OOPOTHHH
xapakrep. Ciij mam’sTaté Npo MOXJIMBICTH TaKMX B3a€MOJiM Yy TNaIli€HTIB, SKi 3aCTOCOBYIOTH
€TOPUKOKCHO 0j1HOUYacHO 3 iHribitopamu AII® abo 3 aHTAroHicTaMy pelenTopiB aHrioTeH3uny I
Tomy Taki koMOGiHawil CJIij] IpU3HaYaTH 3 00EPEIKHICTIO, OCOOIUBO MalieHTaM JiTHHOro Biky. Cirig
NPOBECTH HAJEXHY TiJpaTaliio Ta PO3MVISHYTH MMUTAHHS MPO MPOBENCHHS MOHITOPHHTY (yHKII
HHPOK Ha MOYATKy KOMOIHOBAHOTO JIIKYBaHHs, & TAKOX 3 IEBHOIO NMEPIOANYHICTIO 1 Hajai.
Ayemuncaniyunosa kucioma. V npoueci IOCHTIDKEHHS 3a y4YacTIO 3J0POBHX HOOPOBOINBILIB B
yMOBaX PIBHOB&XHOTO CTaHy 3aCTOCYBaHHS €TOPHKOKcHOy B mo3i 120 mr 1 pas ma noOy He
BIUTMBAJIO Ha aHTHArPeraHTHY aKTHBHICTH amerwicamimuioBoi kuciotu (81 mr 1 pa3 Ha no0y).
Etopukoxcn® MOXKHa NpH3HAYaTH OJHOYACHO 3 AIETHJICATIIUIOBOIO KHCIOTOI B 103aX, IO
3aCTGCOBYIOTHCA IS NpO(IIaKTHKHM  CEpIEBO-CYTUHHHX  3aXBOPIOBaHb  (3aCTOCYBaHHI
AIeTWICANIIIIWIOBOI KHCIOTH B HHU3bKHMX fo03ax). OZHaK OJHOYacCHE 3aCTOCYBAHHSA HH3BKHMX 03
aIeTUICATIIUIIOBOI KUCJIOTH Ta €TOPHUKOKCHOY MOKe 3011bIIyBaTH YacTOTY BUHUKHCHHS BHPA3KH
IIKT Ta iHmMX yCKIagHEHb MOPIBHIHO 3 MOHOTepamiero eropukokcuboM. He pexomenoBaHo
OJIHOYACHE 3aCTOCYBAaHHS E€TOPUKOKCHOY 3 AleTHICATIIMIOBOIO KHCIOTOIO, JO3H SKOi BHILI 3a
npodinakTHyHi, a Takox 3 iHmumu HI133.

[Juxnocnopun ma maxponimyc. Xoua B3a€EMOJIisi ETOPUKOKCHOY 3 UMM JIIKapChKUMH 3aco0aMu He
BHBUAJIACh, OJHOYACHE 3acTocyBaHHs Oynp-skoro HII33 i3 mukiaocrmopuHOM abo TakpoIiMyCOM
MOJe TIOCHITIOBATH HEPPOTOKCHYHMI BIUIUB ocTaHHIX. Ciif KOHTpoIoBaTH (YHKIIXO HHPOK IPH
OJIHOYACHOMY 3aCTOCYBaHHI €TOPUKOKCHOY 3 OYIb-SIKHM i3 IIMX MpenapaTis.

DapmakoKiHemuyHi 63aemM00ii

Bnnue emopuxoxcuby na gpapmaxoxinemuxy inuiux npenapamie.

JTimig. HII33 mocnaGimoroTh BUBEACHHS JITIF0 HUPKaMH, THM CaMHM IIiJIBHINYIOYM HOTO PiBEHb Y
miasMi KpoBi. SIKINO HeOOXimHO, MPOBOAATH DPETENBHHM KOHTPOJb DIBHS JHTiIO Yy KpOBI Ta
KOPHTYIOTH JIO3y JITIFO HPOTATOM OJHOYACHOTO 3aCTOCYBaHHS IMX MpenapartiB, a TaKkoX IpH
IpUMTAHEHH] 3acTocyBanHus HII33.

Memompexcam. Y mipoueci IBOX JOCIiIKeHb BUBYAIUCSA €(PEKTH €TOPHKOKCHOY IIPH 3aCTOCYBaHHI
y no3ax 60 mr, 90 mr a6o 120 mr 1 pa3 Ha 100y mpoTsaroM 7 AHIB HallieHTaM, sIKi 3aCTOCOBYBaJIA
1 pa3 Ha THXKIEHD METOTpEKcaT y 103 Bix 7,5 1o 20 Mr npH peBMaToifHOMY apTpuTi. ETopukokcut
y n03i 60 Mr i 90 Mr He BIUIMBaB Ha KOHIEHTpAIilO B IUIa3Mi KpoBi a0 Ha HUPKOBHH KJIPEHC
MeTOTpeKcary. B omHOMY JOCHiIKEHHI NpHM 3acTOCYBaHHI e€TOpHKOKcHOy B mo3i 120 Mr He
CIIOCTEPIrajioch BIUIMBY HAa KOHIIEHTPAIIO B IIa3Mi KpOBi Ta HUPKOBUH KJIipeHC METOTpEKCary,
TONI AK B IHINOMY JIOCIHIiIPKEHHI IIPH 3aCTOCYBaHHI €TOPHMKOKCHOY B 1031 120 MI KOHIEHTpamis
MeToTpeKcary B IUIa3Mi KpoBi miaBuiryBajiacs Ha 28 %, a HHPKOBHH KJIIPpEHC METOTpeKcarTy
3HwKyBaBcs Ha 13 %. Ilpy omHOYACHOMY NpU3HAYEHHI €TOPUKOKCHOY Ta METOTpEeKcaTy CIij

IIpOBOAUTH BiI[HOBiILHI/Iﬁ MOHiTOpI/IHI" 1010 IMOSIBU TOKCHUYHOI'O 95[[%1%? em)ego CKCaTy.
) 3 Mateplariamu
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Iepopanvni xonmpayenmusu. Etopukokcn® y no3i 60 Mr mpd OJHOYACHOMY 3aCTOCYBaHHI 3
HepopaJbHAMH  KOHTpAIlENTHBAMK, [0 MicTsath 35 MKr eruHinectpamiony Tta 0,5-1 mr
HOPETHHJPOHY, mpoTsroM 21 pgHs mpusBomuB 1o migsumeHHs mnokasHuka AUCoo4n y
pIBHOBa)XKHOMY CTaHi JuIi eTHHinectpamiony Ha 37 %. Ertopukokcub y no3i 120 mr mpm
3aCTOCYBaHHI 3 BKa3aHMMH IE€POPATHHAMH KOHTPAICNITHBAMH OJHOYacHO abo dvepe3 12 roaun
mijBUILyBaB y piBHOBaXkHOMY cTaHi 3HaueHHS AUCo24n eTHHITECTpaiony Ha 50-60 %. IIpo Take
IIIBUIIEHHS KOHLIEHTpALlil eTHHIJeCTpamioNy Clij naMm’sataTé Ipd BHOOPI IEPOPATBHOIO
KOHTpAIENTUBY 3 Pi3HAM BMICTOM ETHHLIECTPa/ioNy, SIKHH 3aCTOCOBYBATHMETHCS OJHOYACHO 3
€TOPUKOKCUOOM. ITiBMINEHHS €KCIO3MIl eTHHilecTpamiony Moxe 301IbLIyBaTH dYacTOTy
BUHMKHEHHs IOOIYHMX pEaKIlil, MOB’S3aHUX i3 3aCTOCYBAHHSAM IEPOPATPHUX KOHTpALENTHBIB
(Hanpukiaz, TpoMO0eMO0IIii BEH Y XKIHOK TPYIH PH3HUKY ).

T'opmonosamicna mepanis. Ipuiiom 120 Mr eToprKokcHOy 3 TOpPMOHO3aMICHMMH IIpeliapaTaMu, mio
BKJIFOYAIOTh KOH'rorosani ectporenu (0,625 mr «IIpemapury™y), nporsroM 28 aHIB 30iIbLIye
ceperuiii mokasHuk AUC24n Yy PIBHOBaXKHOMY CTaHi HEKOH IOrOBaHOTO ecTpoHy (Ha 41 %),
exBininy (Ha 76 %) i 17-B-ectpamiony (ua 22 %). BB 103 eTOpUKOKCHOY, PEKOMEHAOBaHUX I
TpuBanoro 3acrocyBanus (60 mr i 90 mr), He BuBuaBcs. [opiBHSIHO 31 301IBIIEHHAM JO3YBaHHSA 3
0,625 mr o 1,25 Mr nipu MoHoTepartii npenapatoM «IIpemapun™y, BIJIMB €ETOPHKOKCHOY B 103aX
120 mr ra AUCo-24n €CTPOreHHMX KOMIIOHEHTIB mpenapary «[Ipemapun™» O6yB MEHIINM, HIX Ha
nonoBuHy. KiiHiuHe 3Ha4eHHs TAaKOro MiJBHINEHHS HEBIIOME, a IPUIOM BHCOKHX JI03 IIpernapary
«IIpemapun™) 0HOYACHO 3 ETOPUKOKCHOOM He BuBuYaBcs. Cijf OpaTH 10 yBaru Take 301IbIIEHHS
KOHILIEHTpAWii ecTporeHy HpH BHOOPI FOPMOHAIBHOIrO IIpenapaty JUis 3acTOCYBaHHS y Iepiof
IIOCTMEHONAY3H IIPH OJHOYACHOMY 3aCTOCYBaHHI 3 E€TOPHMKOKCHOOM, OCKIJIBKH 3POCTaHHS
eKCITO3MIII €CTPOreHy MiJBHMIIYE€ pPH3UK BHHUKHEHHS TOOIYHMX peakiid IpH 3aMicHiH
ropMOHOTeparii.

IIpeonizon/npeonizonon. Y HOCHIIDKEHHSX B3aEMOJil ETOPUKOKCHO HE BHSBISB KIIiHIYHO
3HAYYIOTO BIUTUBY Ha (papMaKOKiHETHKY MPEIHI30HY/TIPEIHI30I0HY.

Huzoxcun. Tlpu 3actocyBanHi eropukokcuOy B m03i 120 mr 1 pa3 Ha noGy mporsroM 10 mmiB
3JI0pPOBMMHE JACOPOBOJIBLAMHA He criocTepiraBcs BB Ha mokasHUK AUCo24n Yy PIBHOB2XKHOMY
CTaHi Ta Ha BUBEIEHHS JUTOKCHHY HHUpkamu. Croocrepiranocss 30iTbIeHHA NOKa3sHUKA Cmax
JTMroKcHHy (mpubmusHo Ha 33 %). Take migBUINEHHS 3a3BUYaii HE € CYTTEBHM Yy OiIBIIOCTI
manientiB. OIHAK CIiJ CHOCTEpiraTH 3a CTAHOM TAIli€HTIB i3 BHCOKAM DH3MKOM TOKCHYHOI Jii
JUTOKCHHY ITPH OTHOYAaCHOMY ITPU3HAYCHHI €TOPUKOKCHOY Ta TUTOKCHHY.

Bnaius emopuxoxcuby na npenapamu, ujo memabonizylomscs cynoghompancpepazamu
Etopukokcu6 € iHribiTopoM akTHBHOCTI JHOACHKOI cyibdorpancdepasu, 30kpema SULTIEL, a
TaKOX MOXKE IIJIBULIYBaTH KOHUEHTPAII0 €THHLIECTPamioNy B CHPOBATHi KpoBi. OCKiIbKH
JOTETIEp JaHMX PO BIUIMB YUCIEHHUX Cyibdorpanchepas HEZOCTATHBO, a KIiHIYHI ePeKTH
OaraThboX NpENapariB J0Ci BHUBYAIOTHCS, IOLIBHO 3 OOGEPEeXKHICTIO NPU3HAYATH ETOPUKOKCHO
OJIHOYACHO 3 IHINUMH TpemapataMd, 0 MeTaboNi3yloTbCsl B OCHOBHOMY JIFOJACHKHMH
cyasdoTrpanchepazamu (HaprKIiaa, IepopalbHii caTb0yTaMoJl Ta MiHOKCHINI).

Bnaue emopuxoxcuby na npenapamu, uo memabonizytomocsa izogpepmenmamu CYP

3a maHuMU JIOCHIJUKEHB in vitro, He OdiKyeThesl mpurHiueHHs muroxpomis P450 (CYP) 1A2,
2C9, 2C19, 2D6, 2E1 aGo 3A4. V mporeci JOCHiKEHb 32 Y4acTIO 3AOPOBUX HOOpPOBOJIBLIB
IOIEHHE 3aCTOCYBAaHHS €TOPUKOKCHOY B 1031 120 Mr He BIUTMBAlIO HA aKTHBHICTh NEYiHKOBOIO
CYP3A4, 1110 BCTaHOBJIEHO 33 €PUTPOMILIIMHOBHM JUXATHHUM TECTOM.

Bnnue inwux npenapamie Ha (apmaxkoKiHemuKy emopukoxcuoy

OcHoBHEM 1UIIX 0OMiHy eropukokcuOy 3samexuts Bia ¢epmentiB CYP. CYP3A4 copuse
MeTabos1i3My €TOPUKOKCHOY in vivo. JIOCHipKeHHs in vitro BKa3dylooTh Ha Te, mo CYP2D6,
CYP2C9, CYP1A2 ta CYP2CI19 TakoX MOXYyTh KaTali3yBaTH OCHOBHUH IIIIX OOMiHy
€TOPHUKOKCHOY, aJie TX KiTbKiCHI XapaKTepHUCTHKH HE BUBYAIIMCH in ViVo.

Kemoxonason. Kerokonason € moryxuum inribiropom CYP3A4. Ilpu 3acTocyBaHHI 310pOBHM
n06poBoIBIAM ¥ mo3ax 400 mr 1 pa3 Ha 100y npoTsroMm 11 [HIB KETOKOHA30]1 HE YHHMB KJIIHIYHO
3HAUYLIOTO BIUIMBY Ha (apMaKOKiHETHUKY €TOPMKOKCHOY B OJHOpa30Biit 103i 60 Mr (30i1bIIeHHs
AUC na 43 %).

Y3ropkeHo 3 MaTepianamu
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Bopuxonason i mixonason. OnHOYACHE 3aCTOCYBaHHS BOPUKOHA30Ty EPOpaibHO a0 MIKOHA30IIy y
BUTJISI OpPaJbHOTO TeNIO JUIsl MicieBoro 3actocyBaHHs (moTyxHi imribitopy CYP3A4) 3
€TOPUKOKCHOOM BHKJIMKAJIO HEBEJIMKE MiJABUINEHHS E€KCITO3MILii €TOPHKOKCHOY, 11O, OJHaK, HE
BBaXKaNoCs KJIHIYHO 3HAYY M 3T1THO 3 OMyOJIiIKOBAHUMH JaHHMH.

Pugpamniyun. OHOYACHE 3aCTOCYBAHHS €TOPUKOKCHOY Ta pudaMminuHy (MOTYXHOIO iHAYKTOpa
depmentis CYP) npu3BoAMIIO 10 3HMXKEHHs KOHIEHTpallii eTOpHKOKCHOy B IIa3Mi KpoBi Ha 65 %.
Ile MOXe CYIPOBOKYBATUCS MOBTOPHUM NPOSBOM CHMIITOMIB IIPH OJHOYACHOMY 3aCTOCYBaHHI 3
eropukokcuOoM. Toxmi fK Taki JaHi MOXYTh BKa3yBaTH Ha HEOOXINHICTh 30UIBINIEHHS 103U, HE
PEKOMEHIOBAHO 3aCTOCOBYBATH €TOPHKOKCUO Yy J103aX, 10 MEPEeBUIIYIOTH BKa3aHi Ul KOXHOTO
NOKa3aHHs, OCKIJIBKH HE BUBYAIOCH KOMOIHOBaHe 3aCTOCYBaHHS pH(aMIiLUHY Ta €TOPHKOKCHOY B
TaKuX J03ax.

Anmayuou. ABTaUUAH] IpenapaTty He YUHSATH KJIIHIYHO 3HAYYIIOTO BIUIMBY Ha apMaKOKiHETHKY
€TOPUKOKCHOY.

Ocobaueocmi 3acmocyeaHHts.

Bnaue na LLIKT

[MoBigomisiocs mpo yckiaaHeHHs 3 Ooky BepxHix Bimmimie HIKT (mepdopanii, Bupaskm abo
KPOBOTEY1), iIHO/I 3 JIETAIHUM HACJIiIKOM, Y TIAI[i€HTIB, SKi 3aCTOCOBYBAJIH €TOPHUKOKCHO.

3 obepexnicTio caij npusnadatd HIT33 mamieHTtam i3 miJBUIEHUM PH3UKOM YCKIAJIHEHb 3 OOKY
[IKT, mamientaM JiTHBOTO BiKy, NallieHTaM, siKi 3aCTOCOBYIOTh Oynb-skui inmmi HII33 abo
aneTHICAMIWIOBY  KHCIOTY  OJHOYacHo, ab0  MamieHTam 31  IUIyHKOBO-KMIIKOBUMH
3aXBOPIOBaHHSIMH B aHaMHeE3i, a caMme: BHpa3KaMH Ta ILUIyHKOBO-KHIOKOBMMH KPOBOTEYaMH B
aHaMHe3i.

€ 101aTKOBH PH3UK PO3BUTKY MOGiuHux peaxuiii 3 6oky KT (m1yHKkoBo-KHIIKOBa BUpa3ka abo
immi  ycxnamdenHss 3 6oky IIIKT) npu omHOYacHOMY 3acTOCYyBaHHI €TOPHKOKCHOY Ta
ALETAICATIIAIOBOI KHCIOTH (HaBiThb y HHU3BKHX J03aX). Y MpOIeci TPHBAIMX KIiHIYHMX
JOCTIDKEHD He crocTepiranocs BupaxeHoi BiaMinuocti y 6esmeni mono KT npu 3actocyBanni
cenekTUBHOTO iHribiTopa LIOI-2 + anerwncaminmnoBa kucmota ta HII33 + aneruicaninuiosa
KHCJIOTA.

Bnaue na cepyego-cyounny cucmemy

KutinivHi gocimi/pKeHHs BKa3yIOTh Ha Te, [0 3aCTOCYBaHHs JIKapCHKUX 3ac001B KIIacy CEJIEKTHBHHX
imribitopis 1{OI'-2 Moxe OyTH MOB’si3aHe 3 PU3UKOM BHHHKHEHHS TPOMOOTHYHMX YCKJIaIHEHD
(ocobmuBo iHdapkTy Miokapzia Ta iHCYNsTY) mopiBHsAHO 3 Iutane6o Ta neskumu HII33. Ockinbkn
PU3HUK CEPIEBO-CYJMHHNX YCKIIIHEHb 3pocTae NpH 301IbIICHH] 1031 Ta TPUBAJIOCTI 3aCTOCYBaHHS
€TOPUKOKCHOY, Tperapar Cliij Npu3HayaTH Ha SIKOMOra KOPOTIIHi Hepioj] Jacy Ta B HalHMK4iH
edexruBHil 000BiH mo3i. IloTpiGHO mepiognuHO meperyisaaTd MOTpedy IMAIi€HTiB Y
CHMIITOMaTHYHOMY MOJIETIIEHHI OO0 Ta peakililo Ha JiKyBaHHs, OCOOJIMBO y HAIli€HTIB 3
0CTE0apTPUTOM.

[MamiedTaM i3 BHUPaXEHHMH (PaKTOpaMH pPH3HKY pPO3BUTKY CEpLEBO-CYIHHHHX YCKIaJIHEHb
(HampuKia, aprepiayibHa TiNepTEH3is, rimepiimigemis, MyKpoBuil aiaber, ManiHHA) NPH3HAYATH
€TOPUKOKCHO CJIiJI JIUIIE MiCIIs PEeTeNIbHOI OLIHKHM PU3UKY PO3BUTKY yCKIIAIHEHHS.

CenextuBai inriGitopu 1[OI'-2 He 3aMiHIOIOTH 3aCTOCYBaHHS ANETHJICATIIMIOBOI KHCIOTH Ui
npodinakTHKH TPoMOOEMOOJIUHHX CepIEBO-CYJMHHHX 3aXBOPIOBAaHb, OCKIUIBKH HE YHHATH
aHTHArperaHTHoi ii. ToMy He CIIiji CKacOByBAaTH MPUIfOM aHTHArPETaHTHUX IIPerapariB.

Bnaue na nupru

HupkoBi mpocTariiaHiMHA MOXYTh BifirpaBaTd KOMIIEHCATOPHY pOJIb y MiATpHMIN nepQysii
Hupok. ToMy 1pu cTaHax, IO CYMPOBOPKYIOTECS MOPYIUSHHSIM HUPKOBOI mepdys3ii, 3acToCy BaHHs
€TOPUKOKCUOY MOXKE MPH3BOJHUTH JI0 MOCIA0JEHHs YTBOPEHHs POCTArJIaHIUHIB i, K HACTiJO0K, —
JI0 HUPKOBOTO KPOBOTOKY, THM CaMHM IOTipUIyl0Yd (YHKIIIO HUPOK. BHCOKHH PU3UK PO3BUTKY
TaKoi peakIii COCTEPIracThes y MAIEHTIB 3 YK€ HassBHUMH BUPAKCHUMH MOPYIIEHHIMH QyHKIii
HHMPOK, HEKOMIIEHCOBAHOIO CEPIIEBOI0 HENOCTATHICTIO abo LUpo30M. Y TaKWX MaLi€HTIB CIIijJ
KOHTPOJIIOBATH (YHKIIO HUPOK.

Y3romxeHo 3 Matepianamu
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3ampumka piouHu, Habpaxku ma apmepianbHa 2inepmeHn3is

Sk 1 mpwW 3acTOCyBaHHI IHINKUX MperapaTiB, MO iHTiIOYIOTh CHHTE3 NPOCTArjaHAMHIB, 3aTPHMKa
piIuHu, HaOpSAKK Ta apTepiaibHa TillePTEH3is CIIOCTepiraNucs y MAIl€HTIB, SKUM 3aCTOCOBYBAJIH
etopukokcu6. Bei HII33, Bkimowaroun €TOPUKOKCHO, MOXYTh TPHU3BOIAMTH 1O PO3BUTKY abo
pEelHINBY 3aCTiHOI cepueBoi HexocTaTHOCTI. [HopMallito Mo peakIiio 3aJIexHO Bil 103U JUB. Y
posnini  «®apmakosoriyni  BractuBocTi. ®DapmakomuHamikay. 3 00€pexHICTIO HEOoOXiJTHO
IpU3HAYATH IIperapar IMalli€HTaM i3 CEepICBOI0 HEJOCTATHICTIO, MOpYIICHHIMH (yHKIII JIiBOro
HuTyHouYka abo apTepiabHOIO TiMEPTEH3i€l0 B aHaMHe3i, a TaKOX MallicHTaM i3 HaOpsKaMH, IO
BUHHUKIIA 3 Oy/Ib-KHX IHIIUX TpuauH. [Ipy KIiHIYHUX O3HAKAX MOTIpPIIEHHS CTaHy TaKHUX IMalli€HTIB
CJIiJ B)KHTH BiJITOBITHUX 3aX0/IiB, BKIIIOYAIOYH BiIMiHY €TOPUKOKCHOY.

Etopukokcu6, 0COOIMBO Y BUCOKHX J103aX, MOXE ITPHU3BOJIUTH JO YACTIIIO] Ta TSXKYOI apTepiaibHOI
rineprensii mopiBasHO 3 aeskumu inmmMu HIT33 Ta cenextuBHumu iHTiOiTOpamu LIOI'-2. Tomy
apTepiabHy riNepTEeH3i0 CIIiI KOHTPOJIIOBATH JIO IOYATKy 3aCTOCYBAaHHS €TOPUKOKCHOY, OCOOIHUBY
yBary NOTPIOHO TPHAUIMTH KOHTPONIO 3a aprepiaibHUM THCKOM Ml Yac JIKyBaHHA
€TOPUKOKCHOOM. ApTepiafibHUM THCK CHiJi KOHTPOJIOBATH HPOTATOM 2 THXKHIB INCIS II0YaTKy
NiKyBaHHsA, a NOTIM — mepioguyHo. SIKIIO aprepiajbHUM THCK CYTTE€BO IiABHINYETHCS, CIiJ
PO3TIISIHY TH MOJKJIUBICTH aJIbTEPHATHBHOTO JIIKYBaHHSL.

Bnaue na neuinxy

[linBuiienHs piBHs anadinaminotpauncdepasu (AJIT) ta/abo acmapraraminoTpancdepasu (ACT)
(npubnu3Ho B 3 abo Giiblie pa3iB HOPIBHSIHO 3 BepXHBbOIO Mexero Hopmu (BMH)) cnocrepiranocs
npubau3Ho B 1 % mnarieHTiB, sAKi Opajid ydYacTh y KIHIYHHX JOCIHI/DKEHHSX Ta 3aCTOCOBYBAJH
eTopukokcu0 y no3ax 30 mr, 60 mMr ta 90 mr Ha 100y mpoTsirom nepioxy 10 1 poxy.

Cnin crmocTepiraTét 3a CTAaHOM BCiX MAIli€HTIB i3 CHMITOMaMH MOpYIIEeHHS (yHKIil NEYiHKH, a
TAKOX 3a CTAHOM TMAI[i€HTIB 13 MATOJOriYHUMH NOKasHuKamu (yHKIil nedinku. IIpu o3Hakax
HopymeHnHs QYHKINT HeYiHKM Ta P CTIHKUX IaTOJOTTYHHMX 3MiHaX MOKa3HUKIB QyHKLIT HediHKu
(v 3 pasu Buie 3a BMH) eropukokcu6 cii BiIMiHUTH.

3azanvHi 6xasziexu

SIKIIO TPOTATOM JIKYBAHHS ¥ MAIi€HTA CIOCTEPIracThes NnoripmenHs QyHKnii 6yap-aKoi i3 cucTeM
OprasiB, 3a3HaYE€HMX BHIIE, CJIiJl BXXUTH BiJIIOBIIHAX 3aXO0/(iB Ta PO3TJIAHYTH MUTAHHS IIPO BiIMIHY
eropukokcuOy. HeoOxinno 3abe3meunTy BiANOBiAHE MEIHYHE CIIOCTEPEXKEHHS IIPH 3aCTOCYBaHHI
€TOPUKOKCHOY TaIlieHTaM JIITHBOTO BiKy Ta TMAIli€HTaM i3 NOPYIIEHHSIMH (QYHKII HUPOK, NEYiHKH
abo cepud.

3 00epexHICTIO CJIiJl TOYMHATH JIKYBaHHS ETOPUKOKCHOOM TaIfi€eHTaM i3 JeriJpaTaui€ro.
PexoMeH10BaHO POBECTH PETiApaTaIlilo 10 MOYaTKy 3aCTOCYBaHHS €TOPUKOKCUOY .

[Tpo pO3BHTOK CEpHO3HMX MIKIPHUX PeaKiliif, y AeSKUX BHIAKaxX 3 JICTAIbHUM HACIiIKOM, 30KpeMa
excoiaTHBHOTO JiepMatuty, cuuapomy CriBeHca—/[)KOHCOHa ¥ TOKCHYHOTO €IiJIepMaJIbHOTO
HEKPOJTi3y, IyXKe pilKo moBigoMsuiocs npu 3actocyBanai HITI33 i mesikuX celeKTHBHUX iHTiOiTOpiB
LIOI'-2 mix yac MOCTMAapKETUHIOBOTO CIIoCcTepeKeHHs (uB. po3ain «IloGiuni peakmiiy). HaliBummuit
PH3HMK PO3BHUTKY TaKMX peakiliii y Malli€HTiB — Ha IOYaTKy Tepamii, a IoYaToK iX IMpOosBIB y
OLIBIIOCTI BHMAIKIB — HMPOTATOM IEPIIOro Micsis jikyBaHHs. Cepiio3Hi peakiiii rinep4yTiIHBOCTI
(Taki sik aHadisakcis i aHTIOHEBPOTHIHMI HAOPSIK) CIIOCTEPIraInucs y Mali€HTIB, AKi 3aCTOCOBYBaH
eropukokcu6. Jleski cenektuBHi inriGiropu 1[OI'-2 migBHOIyIOTh PU3UK BUHHKHEHHS IIKipPHUX
peaxiliif y mami€eHTiB 3 aJIepriyHor0 peakilieio 10 OyIb-1Koro mpemnapary B aHamHesi. ETopukokcu6
CIIiZl BIAMIHUTH TIPH HEPINMX MPOSBaX BHCHIIAHb HA IIKIipi, YIIKOMKEHb CIM30BOi 000JIOHKH abo
IHIIMX O3HAKaX rinepuyTIHBOCTI.

[Ipu 3acTOCyBaHHI ETOPUKOKCHOY MOXYTh MAacKyBaTHUCs NpOSBU TapsdKH Ta IHIN O3HAKH
3anajbHOrO MPOoIECy.

3 06epexHICTIO TPU3HAYAIOTH OJHOYACHO €TOPHKOKCHO Ta BapdapuH abo iHII IepopabHi
AHTHKOAryJISIHTH.

3acTocyBaHHS €TOPHUKOKCHOY, SK 1 iHIOMX IpemapariB, IO IHTOYIOTh IHMKIOOKCHUIEHa3y/CHHTE3
MPOCTarjiaHHHIB, HE PEKOMEHI0BAHO JXiHKaM, sIKi IUIAHYIOTh BariTHICTb.

Y3roaxeHo 3 Matepianamu
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Baoicnusa ingpopmayis npo oonomisxcui pevosunu
Ile#t mixapcpkuii 3aci6 micTUTh MeHIe 1 MMoib (23 Mr)/mo3y Harpito, TOOTO IPAaKTUYHO BUIBHUH
BiJI HATPIIO.

3acmocyeanus y nepiood sazimnocmi abo 200y68aHus 2pyooio.

BaritHicTh

Hemae kiniHIYHUX JAQHUX TPO 3aCTOCYBaHHS €TOPUKOKCHOY B mepiof BariTHOCTI. Jlocii>KeHHS Ha
TBapUHAX HPOJEMOHCTPYBAJIM PEHPOJIYKTUBHY TOKCHYHICTH. [lOTeHIIHHMI pHU3MK U BariTHHX
HEBiOMHU#. 3aCTOCYBaHHS €TOPHUKOKCHOY MPOTATrOM OCTAHHBOT'O TPUMECTPY BariTHOCTI, K 1 iHIINMX
HpenapariB, Mo iHrOYIOTh CHHTE3 MPOCTArIAH/INHIB, MOXE TPU3BOJAUTH JI0 BiJICYTHOCTI CKOPOYEHb
MaTKd Ta TePelYacHOro 3aKpUTTs OO0TaJoBOI IMPOTOKH. 3acTOCyBaHHA E€TOPHKOKCHOY
IPOTHUIIOKA3aHO B Tepiojl BariTHOCTI. SIKIIO JKiHKa 3aBariTHija MiJ 4Yac JIIKyBaHHS, €TOPHKOKCHO
HEOOXiTHO BIJIMIHUTH.

[lepion rogyBaHHs TPYJULIO

HeBinoMo, UM NMPOHUKAE €TOPHUKOKCHO Yy TpyJHE MOJIOKO. Y IIypiB €TOPUKOKCHO BHBOJUTHCH Y
MoJT0KO. JKiHKH, SKi 3aCTOCOBYIOTH €TOPUKOKCHO, HE IOBUHHI T'OTyBaTH Py AIO.

DepTHIbHICT

3acTocyBaHHS €TOPUKOKCHOY, SIK 1 iHIIMX Ipenaparis, o iHrioyoTs [{OI'-2, He peKoMeHI0BaHO
XKiHKaM, SIKi IUIAaHyIOTh BariTHICTb.

30amuicme éniueamu Ha WEUOKICMb pearyii npu Kepy8amHi asmompanHcnopmom abo iHuumu
Mexanizmamu.

[TarienTH, y SIKMX TiJ Yac 3aCTOCYBaHHS €TOPUKOKCHOY BHHHKAE 3alaMOpPOYEHHs, BEPTHIO abo
COHJIMBICTD, HE MOBUHHI KEPYBATH aBTOTPAHCIIOPTOM Ta IIPAIOBATH 3 iHITMMHI MEXaHi3MaMH.

Cnocib 3acmocysanna ma 0o3u.
Jlikapcekmii 3aci6 Exci6® 3acTocoByBaTH mepopanbHo. Jlikapchbkmil 3acié MOXHa Hpuiimard
HE3aTeXHO Bi BxwuBaHHA iXki. [ToyaTok edekTy mpemapary HacTae IIBUIIIE IIpU NpUiioMi mepen
inoro. Ile moTpi6HO BpaxoByBaTH IPpH HEOOXIAHOCTI MIBUAKOTO MOCIA0IEHHS CHMIITOMIB.

OCKiJIbKM PU3MK BUHMKHEHHS IOPYIIEHb 3 OOKY CEpIeBO-CYJIMHHOI CHCTEMH IPH 3aCTOCYBaHHI
€TOPUKOKCHOY 3pocTa€ MpH MiABHINEHHI [JO3H 1 TPHBAJIOCTI EKCHO3UIMii, CliJ NIPOBOAUTH
HaWKOPOTIII KypcH JIKYBaHHS IPU 3aCTOCYBaHHI HalMeHIIMX e(peKTHBHHMX a000BHX 103. Ciij
HepiOJUYHO TIEPEOoIiHIOBaTH MOTPe0y y MOJETIIeHHI CHMITOMIB i BiJNIOBiIb Ha JiKyBaHHS,
0COOJIMBO Y MAIIEHTIB 3 OCTEOAPTPUTOM.

Ocmeoapmpum

PexomennoBana no3a cranoButh 30 Mr 1 pa3 Ha g00y. Y JesKHX Hali€HTiB NPH HEJIOCTATHBOMY
nocabIeHHi CUMIITOMIB 30i1bIeHHs 1031 0 60 Mr 1 pa3 Ha 100y MOXe TiIBUIIUTH €)EKTUBHICT.
3a BiZICYTHOCTI €eKTy CTijl pO3TJISIHYTH MUTAHHS PO iHIII MOMUIABI METOH JIIKYBaHHS.
Pesmamoionuii apmpum

PexoMenyioBana jio3a cranoButh 60 mr 1 pa3 Ha no0y. ¥V AesSKHX NalieHTIB IIPH HEAOCTATHHOMY
nocyabyieHHi cUMITOMIB 30uTbIeHHs 103 10 90 Mr 1 pa3 Ha n00y MOXe IIOKpallyBaTH
TepaneBTHYHAH edekt. [Tpn nocsrHenHi KIiHiYHOT cTabii3amnii narnieHTa JouiIbHO 3HU3HTH 03y 10
60 mr 1 pa3 Ha 100y. 3a BimcyTHOCTI mosimimeHHs edexTy Clif PO3MJIAHYTH IHTaHHS PO iHIII
MOJKJIMBI METOIM JTiKyBaHHS.

AHnxinozyrouuii cnonounim

PexomennioBana no3a cranoButh 60 mMr 1 pa3 Ha n00y. Y nesSKHX HAILI€HTIB IPH HEJOCTATHHOMY
mocjaa0iieHHi CHMITOMIB 30umbIeHHs 103 g0 90 mMr 1 pa3 Ha no0y MOXe IOKpallyBaTH
TepaneBTHYHU# epexT. [Ipu mocsrHeHHi KIIiHIYHOI cTabiymizarii nanieHTa JOUiIbHO 3HU3HTH 03y JI0
60 mr 1 pa3 Ha 100y. 3a BiACYTHOCTI IOJinmmeHHs: eexTy CJiA pO3MISIHYTH HNHUTaHHS NPO iHII
MO>KJIMBI METOIH JIIKYBaHHSI.

T'ocmpuii 6ine

VY pa3i mosBH rocTporo 0OJF0 €TOPHKOKCHO 3aCTOCOBYIOTH JIMIIE Y TOCTPUH CHMIITOMAaTHYHHH
nepio.

Y3[0KEHO 3 MaTepianamu
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TI'ocmpuii nooazpuunuti apmpum
PexomennoBana no3a crasoButs 120 mr 1 pa3 Ha 106y. [1ix yac KiiHIYHAX AOCTIPKEHb TOCTPOTO
HIOIarPUYHOTO aPTPUTY €TOPUKOKCHO 3aCTOCOBYBAJIM BIIPOJIOBXK 8§ JHIB.
licnaonepayitinuii  6ine, n06’aA3aHULl 3 CMOMAMONO2IYHUM  ONEPAMUEHUM  6MPYYAHHAM
PexomennoBana o3a — 90 mr 1 pa3 Ha 100y HpoOTAroM MakcuMmyM 3 JHiB. sl IESKUX TMali€HTIB
Moxe OyTH HEOOX1IHUM J10/1aTKOBE MicIsonepaniiie 3He00M0BaHHs.
Jlo3u, 1m0 TNepeBHUIYIOTh PEKOMEHJIOBaHI JUIs KOXKHOTO TMOKa3aHHS, HE MaloTh JOJAaTKOBOI
eexTHBHOCTI a00 HE BUBYAIIUCS, TOMY:
e 1032 IIPU OCTEOAPTPUTI HE MOBUHHA NepeBuIyBaTH 60 Mr Ha 100Y;
e 1032 NpH pPEeBMATOIMHOMY apTPUTI Ta AaHKUIO3YIOUOMY CIIOHIWITI He IIOBHHHA
nepesuuryBaru 90 mMr Ha 100y;
e 1032 IpH TOCTpid mojarpi He TMOBHHHa mepesuinyBatd 120 mr Ha 100y BIPOIOBXK
MaKCUMAaJIBHOTO TIepioTy JIIKYBaHHS 8 JHIB;
e J103a IPH TOCTPOMY OOJIO MICJIS CTOMATOJIOTIYHOTO ONEPAaTHBHOIO BTPY4YaHHSA HE INOBHHHA
nepeBunryBatd 90 Mr Ha 100y BIIPOJIOBK MaKCHMAIIbHOTO 3-I€HHOTO MEPIOJY.
Iayienmu nimnvozo ixy
Hemae HeoOXiHOCTI B KOPEKIIii {03yBaHHS JJIs TAIli€HTIB JITHHOTO BiKy. SIK 1 y pa3i 3acTocyBaHHS
IHIIMX MpeTnapaTiB, Malli€HTaM JITHBOTO BiKY JIIKapChKHii 3acib CJTiji Ipu3HaYaTH 3 00epeXkHICTIO.
llopywenus gpynryii newinku
HesanexHo BiJ NOKa3zaHHsS Mal(ieHTaM 13 NOPYIIEHHAMH QYHKIi HEYiHKH JIETKOTO CTYIIEHS]
(5—6 GauiB 3a mkanoro Yaitnga—I1’10) He ciig nepesuiyBatu 103y 60 Mr 1 pa3 Ha 10o0y. IlamienTam
13 mopymeHHAMH (QyHKIii IEYiHKH MOMIPHOTO CTyTEHs TsDKKocTi (7-9 6aniB 3a mxanoro Yaiima—
IT’10) He3aIeXKHO BiJI OKA3aHHS HE CJIiJ mepeBuiyBaTH 103y 30 mr 1 pa3 Ha 100y.
KotiHivHMi TOCBiZ 3aCTOCYBaHHS OOMEXEHUH, 0COOIMBO 1010 MAIIEHTIB i3 MOPYINEHHIMHU QyHKIIT
NEYiHKA TOMIPHOTO CTYIEHs, TOMY TMpemapaTr ciij npu3HadaTH 3 obepexHicTio. BincyThii
KITIHIYHAN JOCBiJl 3aCTOCYBaHHs Ipenapary Mali€eHTaM i3 TSHKKAMH HOPYIIEHHSMH (QyHKii
nevinku (> 10 6aniB 3a mkanow Yainga—I1"10), ToMy JTiKapchbKuil 3aci0 MPOTHUIOKAa3aHUHA TakuM
MaIieHTaM.
Iopywenns ¢hynxyii Hupox
KopuryBanHs 7034 He MOTpiOHe MamieHTaM i3 KiipeHcoM KpeatuHiHy > 30 Mi/XB. 3acTocyBaHHs
€TOPUKOKCHOY TalieHTaM i3 KIipeHcoM KpeaTuHiHy < 30 MJI/XB IpOTHIIOKA3aHe.

Himu.

Jlikapcekuii 3acib Exci6® MPOTHIIOKA3aHHUH JIiTsIM BIKOM 10 16 pokiB.

Ilepeoosysanna.

VY mporieci KITiHIYHEX JTOCIIKSHB MICis 3aCTOCYBaHHs OJHOPa30Bo1 103 eTopuKokcuoy 1o 500 Mr
abo Garatopa3zoBoro mpuitomy n0 150 Mr Ha g00y mpotsrom 21 gHS He crocTepirajgocsi 3HaYHHUX
TOKCHYHHX e(ekTiB. [loBimoMisiocss Mpo TrocTpe Nepeno3yBaHHS ETOPUKOKCHOOM, XodYa B
GimpIIOCTi BUMAAKIB MPo Mo6iuHi peakuii He moBigomisiock. [1061uHi peakuii, 0 cIocTepirajuch
Haifyacrime, BinoBigama npodimo 6e3nekn eropukokcuOy (peakuii 3 6oky LIKT, 3 6oky cepus ta
HUPOK).

V pa3i mnepeno3yBaHHS JOLITBHO BKHTH 3BUYaWHUX MiATPUMYBAIGHHX 3aXO[iB, HaIpHKIaL
BUjaleHHss HeabcopOoBaHoro mpemnapaty 3i IIIKT, BemeHHs KJIiHIYHOTO CIIOCTEPEXKEHHS, Yy pasi
HEe0oOX1THOCT1 — TPOBEICHHS NMiATPUMYBAIBLHOTO JIIKYBaHHS.

Etopukokcnb He BHBOIMTHCSA NMPH TeMOJialli3i; HEBiJIOMO, Yd BHBOJUTHCS JIKapChKuil 3acib mpu
IIPOBEJCHH] IEPUTOHEATHHOTO Jiallizy.

I106iuni peakuii.

Besneka 3acTocyBaHHS €TOPUKOKCUOY OIiHIOBAJIaCh y MpOIeCi KIiHIYHHX JOCII/DKEHb 33 y4YacTio
9295 mamieHTiB, BKIIOYarOuM 6757 mamieHTIB 3 OCTEOApPTPUTOM, pPEBMATOIAHHUM apTPHUTOM,
XpOHIYHUM Oo0JieM Yy HHXHI dYacTHHI CHMHH ab0 aHKIJIO3yIOUMM CIIOHUIITOM (IIPpHOIHM3HO
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600 nauieHTiB 3 OCTE0APTPUTOM ab0 PEBMATOIAHHUM APTPUTOM OAEPIKYBaJIH JIKYBaHHS IIPOTAIOM
1 poxy abo nogie).

[lin yac KIHIYHHX JOCHi/DKeHb Mpodine HeGakaHWX SBHI OYB OJHAKOBHM Y TAIli€HTIB 3
0CTE0apTPUTOM ab0 PEBMATOIMHUM apTPUTOM, SIKi 3aCTOCOBYBAJIM €TOPHKOKCHO IPOTAroM 1 poxy
abo JoBIIIe.

VY mporeci KIHIYHOTO JOCIHI/PKEHHS 32 Y4YacTIO HAIliEHTIB 13 TOCTPHM IIOJAArpPHUYHMM apTPHTOM
eTopuKokcu6 mpu3Havamu B 7031 120 mr 1 pa3 na no6y npotsrom 8 maiB. Ilpodins neOaxanux
SBHI y [OMY JOCTI/DKeHHI OYB y 1iJOMy TaKUM CaMUM, SIK ¥ JOCIKEHHSX 32 YYacTIO TTaI[i€HTiB
3 OCTEOaPTPUTOM, PEBMATOIMHIM apTPUTOM Ta XPOHIYHUM 00JIEM y HIDKHIN YacTHHI CIIMHH.

VY mporpami ouiHKH O€3MeKH JUIS CepleBO-CYUHHOI CHCTEMH 3a JIaHUMH TPbOX KOHTPOJILOBaHHX
JOCI/DKEHb 3 aKTUBHHM TIpenapaToM IOpiBHAHHS 17412 mamieHTiB 3 OCTE€0apTpUTOM abo
PEBMAaTOITHAM apTPUTOM 3aCTOCOBYBaIM eTOpUKOKCHO (y no3ax 60 mr abo 90 Mr) B cepeIHBOMY
BIPOJIOBX mpubiu3Ho 18 micsuis. Jlani mpo Oe3mexy Ta Oinbin JeranbHa iHGOpMAIis Mpo IO
nporpamy IpeJcTaBieHi B po3aii « PapMakoJIOTiyHi BIACTUBOCTIY.

VY mpoueci KIHIYHUX JOCITIIDKEHb 32 y4YacTIO IMALI€HTIB i3 TOCTPUM MiCHsSoNepalifHuM 6oyem
HiCN  CTOMATOJIOTIYHMX, a0J0MiHAJIBHO-TIHEKOJOTIYHHX XipypriYHHX BTpy4YaHb, BKIIOYalOYH
1222 marieHTiB, siKi 3aCTOCOBYBan eTOpUKOKCcHO (y no3ax 90 mr abo 120 mr), mpodib HebakaHUX
sBUI OYB y IJIOMY TakKUM JKe, K y JOCHI/DKEHHSX 3a YYacTIO MAIi€HTIB 3 OCTE0apTPHTOM,
PEBMATOITHUM apTPUTOM Ta XPOHIYHHM OOJIEM Y HHUXKHIH YaCTUHI CIIVHH.

[Ipo 3asHayeni maymi moGiuHi peakiii MOBIAOMIIUIOCH 3 GLIBIIOI0 YaCTOTOIO IIPH 3acTOCYBaHHI
npemnapary, Hix rianedo, y nmpoieci KIiHIYHHX JOCIiDKEHb 32 YYacTIO MAaIiEHTiB 3 0CTE0apTPUTOM,
PEBMATOIZIHUM apTPUTOM, XPOHIYHHM OOJIEM Y HIDKHIM dYacTHHI CnuHH a00 aHKiI03yHOuuM
CIIOHIMIIITOM, SIKi 3aCTOCOBYBAII €ETOPUKOKCHO y 11031 30 Mr, 60 Mr a6o 90 Mr npoTsrom 12 THXHIB
(mocnivxkenHs 3a mporpamMoro MEDAL, KOpOTKOCTPOKOBI JOCTIKEHHS 100 TOCTporo 6omo Ta
MMOCTMapKETHUHTOBUH JOCBi).

Tabnuusg 2
Knac cucremu opranis [To6Giuni peakii Kareropis
gactoTu*
Iudexuii Ta iHBa3IT IbBEOJISIPHUN OCTHUT 4acTo
racTpOeHTEPUT, iH(EKIil BepXHIX QUXaJbHUX NUIAXIB, | HEYACTO
iH(eKIlii CEYOBHBIHOTO TPAKTY
3 60Ky KpoBi i niM(paTHYHOI |aHeMis (IIepeBaXKHO B PE3YJbTaTi ILTyHKOBO-KUIIKOBOI | HEYACTO
CUCTEMHU KpPOBOTEYi ), JISHKOIICHIsl, TPOMOOLIUTOIICH S
3 60Ky iMYHHOI CHCTEMH rinepuyTimuBicTs? HEYacTo
aHT10HEBPOTHYHHUH HaOPSK, piznko
aHaginakTHYHi/aHAa(p1TaKTOIHI peakitii, y TOMy YHuCii
mok?
Posnamgu metabomizmy i HaOpsiKu/ 3aTpUMKa PiIMHU 49acTo
XapuyBaHHS 3HIDKCHHSI a00 TIOCHJICHHS ameTHTy, 301MbIICHHS MacH | He4acTo
Tia
[cuxivni MOpyIICHHS TPUBOXHICTh,  JIEMpecis, MOTIPIIEHHS  PO3yMOBOI | HEYAcTO
JisUTBHOCTI, TaIFOIMHALITT
CIUTYTaHicTh cBimoMocTi?, Hecrokiiiauii cTan® piaxo
3 60Ky HEpBOBOI CHCTEMH 3araMOpOYCHHs, I'OJIOBHHH O1J1b 4acTo
JWCreB3is, 6€3COHHS, MapecTesis/TinecTe3is, COLIMBICTh | HEYacTo
3 GOKY OpraHiB 30py HEYITKiCTh 30pY, KOH FOHKTHBIT HEYacTo
3 60Ky opraHiB CIyxy i IIyM y ByXax, 3allaMOpPOYCHHS HEYacTo
BECTHOYJIIPHOTO anapary
3 Goky cepusd BiTUYTTS CEpUEOHTTS, apUTMisT 4acTo
GibpunsIis mepencepab, Taxikapmist, 3acTilfiHa cepleBa|HEYACTO
HeJoCTaTHICTh, Hecmermdiuni 3mimm  Ha  EKIT,
creHokapais?, indapkt miokapaal
3 00Ky CyAMHHOI CHCTEMH rinepTeHsis Y3rogxeHo 3 marepianamuHacTo
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TIPUIUIHBY KPOBi, NMOPYIUEHHS MO3KOBOTO KpOBOOGIry®, |Hedacto
TpaH3WTOpHA illeMiuHa aTaka, TiHepTOHiyHHMH KpH3',
BacKyJiT!
3 60Ky JuXanbHOT cucTeMH, | OpoHXocmasMm? 49acTo
OprasiB IrpyaHO{ KJITKH 1 KallleJib, TUCITHOE, HOCOBA KPOBOTEYa HEevyacTo
CepeIOCTIHHS
3 6oky HIKT O1JIb y )KHUBOTI JTy>Ke 9acTo
3a10p, METEOPU3M, TaCTPHUT, ITeHis/KUCIOTHUH peQIIoKCe, | 4acTo
niapest, aMcrerncis/muckoMGopT y IUISHIN emiracTpis,
HyjoTa, OnroBaHHS, e3odarit, BUpa3KHu B POTOBIH
NOPOXKHHHI
30yTTS JKHBOTa, 3MiHAa XapakTepy MEepUCTAIBTHKH |HEYacTo
KAIIEYHUKY, CyXiCTh Yy PpOTi, TacTpoxyOoAeHaIbHI
BUpA3KH, MENTHYHI BUPA3KH, Y TOMY 4ucii nepdopanis i
kpoBoreua IIIKT, curmpoM mojapa3HEeHOro KUIIEYHHKY,
naHKpeaTHT'
3 Goky remnarobimiapHOi miasuinenus AJIT, nigsumenns ACT 9acTo
CHCTEMH remaruTt piako
HeYiHKOBA HEJIOCTATHICTDY, JKOBTSIHHIL pimxo’
3 OOKy MIKIpH i MUNKIpHOT | €KXIMO3 9acTo
KJIITKOBHHU HaOpssk oOmuyus, cBepOiK, BHUCHIIAHHSA, epuTteMa’, | HeuacTo
KponuBs’ sHKa’
CHH/IPOM Crisenca—J[oHcoHa?, TOKCHYHHI | pigko!
emizepManbHHH HeKpomis!, cTilika MeJIMKaMEHTO3HA
eputemat
3 6OKy OTIOPHO-PYXOBOT CIa3Mu/Cy IOMH M’SI3i1B, CKEJIETHO-M I30BHH | HEYACTO
CUCTEMH 1 CITOJTyYHOT O1JIb/CKYTICTh
TKaHUHH
3 OOKy HUPOK i NPOTETHYPist, MiBUIIEHHS PiBHS KPEaTHHIHY B CHPOBATIL | HEYacTO
CEYOBHITHHOI CHCTEMHU KpOBi, HHpKOBa HeJOCTaTHicTH/mucyHKmist (aus.
po31ia «OcoOIMBOCTI 3aCTOCY BAHHS»)
[Topyimenns 3aranbHOro aCTEHis/BTOMA, IPUNONOAIOHI CUMIITOMHM 4acTo
CTaHy Ta OuIb y rpyaHiH KIITI HEYyacTo
MOPYIIEHHS, TTOB’A3aHi 3i
crocob0M 3aCTOCYBaHHS
JlabGopaTopHi HOCTiKEHHST | iABHINEHHS PiBHS a30Ty CEYOBMHU KPOBI, IiJBUILEHHSA | HEYACTO
piBHs KpeaTHH(OCHOKiHA3H, TinepKaTieMis, MMiIBUIIECHHS
iBHSI CEUOBOI KHCIIOTH
3HIDKCHHS PiBHSI HATPilO B KPOBI piIKO

* Kateropisi 4aCTOTH BH3HAYAEThCA IS KOXKHOTO TEPMiHy MOGIYHOTrO SBHINA 3a YaCTOTOIO B 0a3i JAaHMX
KIIHIYHAX JOCIipKeHb: ayxe 9acTo (> 1/10); wacto (> 1/100, < 1/10); Heuacto (> 1/1000, < 1/100); piaxo
(= 1/10000, < 1/1000); my>xe piako (< 1/10000).

TloGiuna peaknis igedrudikoBaHa y TPOIECI MOCTMAPKETHHIOBOro crioctepexeHHs. Yacrora
BU3HAYasIacs 3a MaKCHMMAJIbHOK YacTOTOK y KJIHIYHUX MOCTiIKeHHAX (AaHi 3i0paHi 3a 3aTBEpIKCHUMH
MOKa3aHHAMU Ta JO3aMH).

T Kareropis yacToTH «pinko» BU3HaYajacs BianosinHo no Guideline on summary of product characteristics
(SmPC) (2-# nmeperasin, Bepecens 2009) Ha miacraBi po3paxoBaHoi BepxHboi Mexi 95 % JII nna 0 asuin 3
ypaxyBaHHsSM KiJIbKOCTI YYaCHHKIB, SIKi pHUiiMalid eTOpUKOKCHO, B aHaiisi nanux III dasn, 06’ennanux 3a
JI03010 1 mokazaHuaM (n=15470).

STinepuyytnuBicTs  BKIIOYAE TOHATTS:  ajiepris, MeOWKAMEHTO3HA  allepris, MeIWKaMeHTO3Ha
rinep4yTIMBICTh, TilEPUYyTIMBICTh, TiNEPUyTIMBICTh HEYTOYHEHA, PEaKIlis TilepuyTJIMBOCTI i HEyTOUHEHa
aepris.

§ 3a pe3yibTaTaMu aHanisy TPHUBAJIUX, KOHTPOJIBOBAHUX 3a AOIIOMOIOXO anebo i aKTHBHOTO npenapary

TIOPIBHSAHHSA KJIHIYHUX JOCIiIKEeHb, cenekTuBHi iHribiropu LIOI-2 6ynu %F(;Bﬁgh 8i333' _Ibéltl)%iﬁlél}\\d{ y H3UKY
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BHUHUKHEHHS CepHO3HMX apTepiabHUX TPOMOOTHYHHX MOMiH, BKIIOYAIOYM iH(APKT MiOKapaa Ta iHCYJHbT.
Ba3yrounch Ha HasBHHUX JaHHX, MaJTOWMOBIPHO, 110 30ibIIeHHS a0COMOTHOTO PU3HKY BUHMKHEHHS TaKHX
SIBUII NIepeBUIIUTE 1 % Ha pik (HeyacTo).

IMpu 3actocysanni HII33 moBigoMisiocs mpo Taki cepito3Hi noOiuHi peakiiii: HeppPOTOKCHYHICTD,
BKJIIOYAIOYH IHTEPCTHIIANbHUM HeDpUT 1 HeQPOTHUHUH CHHIPOM, TOMY HE MOXKHA BHUKJIIOYATH I1X
BUHUKHEHHS ITPU 3aCTOCYBaHHI €TOPUKOKCUOY.

Llogidomnenns npo nido3piosani nodiuni peakyii

[loBioMJIeHHST TIpO MiZAO3pIOBaHi IOOIYHI peakiii micas peecTpalii JIKapCchbKOro 3acoly €
BOXIMBOIO mpoueayporo. ILle  103Bojsie  MPOMOBXKYBAaTH  MOHITOPUHT  CHIBBiJHOIIEHHS
«KOPHCTB/PH3MK» JUIS BIAIOBIAHOIO JIKapChKOro 3aco0y. MeauyHHMM IpailiBHHUKaM HeoOXiTHO
HOBIIOMJIATH Mpo Oyab-fKi Migo3proBaHi 1OOIYHI peakimii dYepe3 HamiOHAIbHY CUCTEMY
MOBiZIOMJICHb.

Tepmin npuoamuocmi. 2 poxu.

YmoBH 30epiranus.

30epiraT B OpUriHAJbHIN yIAKoBI MpH TeMIepaTypi He Buie 25 °C.

36epiratd y HEAOCTYITHOMY JUISL JIITEH MicCIi.

YnakoBka. .

ITo 60 mr, mo 90 mr, mo 10 TaGieToK y KOHTYpHii YapyHKOBIiil yrakosIy, 1o 1 abo mo 3 KOHTypHi
YapyHKOBI YIIaKOBKH B ITadIli;

mo 120 mr, mo 10 TabieToKk y KOHTYpHili YapyHKOBifl YIakoBili, mo 1 KOHTYpHiH YapyHKOBiH
YIIaKOBIIi B TTAYIli.

KaTteropis Bigmycky. 3a perentom.

Bupoonuk. [IpAT «®apmaneBtuuna ¢ipma «Jlapaums».

Micue3HaxosKeHHsI BAPOOHMKA Ta aJpeca Micusi NPOBaKeHHsI HOro AisiJIbHOCTI.
VYxpaina, 02093, m. Kuis, Byn. bopucminbsceka, 13.

JlaTa 0CTAHHBOrO Meperjsay.
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