3ATBEPJI’KEHO
Haka3 Minicrepcrsa OXOpPOHH

B OpPILE W

Peecrpaniiine nocsiguenns

Ne UA/18682/01/01
UA/18682/01/02
UA/18682/01/03
IHCTPYKIIISA
AN MEAUIHOT 0 3aCTOCYBaHHS JIHKapCBKOro 3acoly
ETOPA DopwEahy
ETORA

Ckiaan: .
NifoYa peyoBHHa: €TOPUKOKCHO; ST

1 Tabnetka MicTuTs 60 mr, 90 mr a6o 120 mr €TOPUKOKCHOY; :
RONOMIXHI  pevYoBHHM: memoNo3a MiKpOKpucTatigna, Kanblito  rigpogocgar, HaTpito
KpocKkapmenosa, Marsiio creapar;

060s0RKa s TabeTok o 60 Mr 1a 120 Mr: cnupr nonisininosuit (E 1203), Tutany JioKemz
(E 171), rninepon MoHocTteapar (E 471), IHMrOKapMin amoMinieBoro osepHoro (E 132), zaniza
OKeun xopruii (E 172), Tansk, HATPIIO aypuicynshar, Boja OYHINEHa;

obononKa 11 TabneTok o 90 MT': CIMPT NoiBiHinoBHIL (B 1203), Turany niokcun (E 171), rninepon
MoHocTeapar (E 471), tansk, HaTpiro Jlay puicynb(ar, Boja ounmena, '

Jixapebka dopma. Tabnerxu, sxpuri mriskosoro 00010HKO}O.

OcroBHi ¢izuko-ximiugi BIIACTHBOCTI:

Tabnerxu mo 60 mr: ABOOIyKIIi TabNeTKu a6)1yKomoniGuo; (opmu, BxpuTi mIiBKOBOIO 060II0HKOO
TEMHO-3€JIEHOT0 KOIBOpYy, 3 rpaBipyBaHHsM «60% 3 0HOTO Ooxy Ta pisHi 3 immoro.

Tabnerxu mo 90 mr: ABoonykii Tabnetku s6iyKonomiGHof (opmu, BrpuTi mIiBKOROIO 06onoHKo0
Ginoro konsopy, 3 rpasipyBasHsM «90%» 3 oHOrO Goxy Ta piBHi 3 inmoro., _
Tabmerxu mo 120 mr: ABOOMYKIIi TabIeTky A6y KOnoAiGHOT dbopmu, BkpuTi miisKoBOIO 060710HKO010
6u1ijo-3enenoro KOJIBOpY, 3 rpaBipyBanHsm «120» 3 oqHOro 00Ky Ta piBHi 3 inmIoro., ac

®PapmakorepanesTHyna rpyna. Hecrepoinni npotusanansai ta IpOTHpeBMATHYHI mpendpaty,
Koken6u. Kox ATX MO1A HOS. '

Dapmaronoziuni enacmugocmi

®Papmakonunamika o
Mexanizm nii S
Ertopukoxcu6 ¢ [ICPOpaIbHUM CEJIEKTUBHHM iHriGiropom HHuKI0oKeHrenasy-2 (IIOI-2) y Mexax
KIHIYHOTO Aianasony 03, ‘ '
Y npoueci kminiummx hapmaxosnoriunux mocimKens TiKapeekuit 3aci6 Etopa J030311€3KHO
inri6ysas IJOI-2 Ges IHTiGyBanHs liiookenrenasu-1 (LIOI-1) mpu 3acCTOCyBaHHI y n03ax zo
150 Mr ma 106y. Etopukokcn6 me iHriéye cmures NPOCTArIaH/MHIB IIUTYHKa Ta He BIIMBAC Ha
dynxuito TpomGoruTis, -
[uxnookcurenasa sigmopinae 3a YTBOPEHHS NPOCTArNaHIMHIB, InenTudixoBano npi isoopmis ‘—
IIOI'-1 Ta ITOI-2. IOT™-2 € izodopmoro bepmenty, mo InayKyeTses iMmynscom IIpo3anajexHs ta
POSIVIAIAETECS IK OCHOBHUEL daxrop, mo pignosinae 32 CHHTE3 IIPOCTAHOINHAX MeziaTopis 6oumo,
3ananeHHs Ta rapsykd. 1[O-2 Ttaxox 330 ¥ npouecax OBYJISILIT, iMIIanTanii T2 3aKPHTTs
apTepiaNbHOi NpoTOKH, peryanii gpynxuii Hupok Ta MHC (imayxuis FapsaKy, BimdyTTs Gosmo,
KOTHiTHBHA (yHKIis). Takosx MOXe Opar ywacts y TIPOIIECi 3arOEHHS BHPA3oK. L[OI"-2 Gymo

@ YaromeHo 3 matepianamu
PeecTpaniiioro focse

T (e

IMHE W

IR OWTER TR L TR

(111 4

W

| INY Iy



inenTugikoBano y TKaHHHI HaBKOIO BUPAasKH LUTYHKA y JOOAWHH, ale 3HAYCHHS [UIT 3arOCHHS
BUPA3KH HE BCTAHOBJICHO.

EdexrtupnicTh

Y nauienTiB 3 ocreoaprpuTom CTOpUKOKCHOG y 1031 60 Mr 1 pas Ha 706y 3HauHO NOKpAIlye CTaH MpU
60X, a TAKOX OLIHKY HalienTa Mmoo CTaly 3axBoproBaHHs. Lli nosutueHi edextn ciocrepiramics
BXC Ha JPYrul NeHb JKyBaHHs i 36epirammcs OPOTAroM mepiogy no 52 Twkhip, V nporeci
ROCTI/UKEHE i3 3aCTOCYBaHHAM CTOpHKOKCHOY B 103i 30 Mr 1 pa3 Ha 706y ebeKkTHBHICTH 1bOro
lpeliapaTy NepeBHINyBana mianeGo npotiroM 12 TIKHIB JKyBaHHS (BHKOpHCTOBYBaHCS OLiHKH,
IO 3aCToCOBYBaNMCA B iHIIMX Jociimkennsx). [Tig wac AOCIIKEHHS iAGOpY mo3u €TOPUKOKCHG. y
Ro3i 60 Mr neMOHCTpyBaB 3HAYHO GBI BHpaXXeHe IOKpalleHHs, HIX y 103i 30 mr, moAao . ycix
TPEOX OCHOBHHX KiHIIEBHMX TOYOK INCIA 6 TIDKHIB NiKyBaHHS. 3acTocyBaHHA H03u 30 Mr npu
OCTEOAPTPUTI KUCTi HE BUBYAJIOCS. . =
Y nanieHTiB 3 peBMaTOinHEM apTPHUTOM €TOPUKOKCHO y 103i 60 Mr ta 90 mr 1 pa3 Ha 100y 3Ha4HO
TIOKpalyBaB CTaH INOAO BHPAXEHOCTi GO, SANATCHHS, a TakoX pyxmmBocti, YV mpomeci
ROCIIKEHb 3 OWiHKY 103 60 Mr Ta 90 Mr N03UTHBHI eexTH 36epiranucs IIPOTATOM 12-TH3KHEBOTrO
nepiofty nikyBauHs. V npoueci JOCIKEHHS 3 OMIiHKY X037 60 Mr HOPiBHSHO 3 103010 90 Mr 06HIBa

OLIHKH Gomo namientiB (0-100 mm Bi3yaJbHa aHaIOroBa WKana), 3i cepenHiM MOKpaimeHHIM
-2,71 MM (95 % JI1: -4,98 MM, -0,45 Mm). e
Y nanienris 3 Hamagamu TOCTPOT0 MOAArPHYHOIO apTPUTY ETOPUKOKCHG Y 703i 120 Mr 1 pas Ha.106y
nporsaroM 8 nuiB monermysas Gins Y cyrnobax cepemHbOro Ta TSKKOro CTYIICH] Ta 3amaleHHs
HOPiBHAHO 3 iHZOMETAlHHOM y no3i 50 Mr 3 pasu Ha R00y. 3MEHINEHHS BUPAXEHOCTi ‘GOIO
CIIOCTEpIiraeThes BXe 9epes 4 roquHH mics TIOYaTKy JIIKYBaHHS. \
Y nauieHTiB 3 aHkinosyrowm CTIOHZMJIITOM ETOPHKOKCHG y 703i 90 mr 1 pa3 Ha 100y 3abe3neuye
SHa9HC MOKpAalCHHS mpu Goo y XpeGi, 3anajeHHi, OOMEXeHHi pyXiB, a TaKox IIOKpaIye
dynxionansny 3narricTs. Kninjumi TICpeBArk ETOPUKOKCHOY CIIOCTepiranucs Ha APYruif JeHs mic/s
no4aTKy Teparii i 36epiramics ymponosx 52-TmxHeBoro nepiofy nmikysaHHs. V mpoueci JApyroro

ao3u 60 Mr moaeHHo HPOTATOM 6 THIXXHIB, IiBHINEHHS Zo3u 10 90 Mr moxpenno TIOKpaIyBAJIO
OWiHKY iHTEHCHBHOCTI 60O y cmuai (0-100 MM Bisyansna amamorosa Kaja), HOpiBHIHG *3
IIPOZOBXEHHAM IpuiioMy 60 Mr momeHHo, 3i CepeaHiM MOKpameHHaM -2,70 MM (95 % HI: -4;88 M
-0,52 mm). Cadl
ITin wac xmiHiTHOrO MOCTIMKEHHS micygonepaniitHoro 3yGHOrO GoMmo eTopHKoKCHO y mosi 90 mp
3aCTOCOBYBaBCs 1 pas Ha moGy mo TpLox mmie, V HiArpyni mamieHTis 3 HOMipHUM ‘GoneM 'y

)

TI0YaTKOBOMY CTaHi €TOPHKOKCHG y 7031 90 Mr BusiBIgR 3HEOOMOBANbHIN e(heKT, momiGHi 70

/ xoneiny 600 Mr/60 mr (11,00; P < 0,001) i mmaneGo (6,84; P < 0,001), mo Bu3nauajiocs 33
TIOKA3HUKOM IIOBHOTO MOMETMeHHs 60mo Yepes 6 romud (TOPARG). Kinskicts nauieHTis, ‘ski
TIOBIJOMJISUTH IIPO 3aCTOCYBAHHS IpenapariB eKCTPEHOro 3HE60ICHHS IIpotsiroM 24 roauy, cKiana
40,8 % y rpyni sactocysanus eropuKokendy 90 mr, 25,5 % y rpymi 3aCTOCYBaHHA iGynpdderny
600 Mr koxHi 6 rommH i 46,7 % Y Tpy1i 3acTocyBaHHs napaneTamory / koneiny 600 Mr/60 mr KOXHi
6 ronus mopisnano 3i 76,2 % NawienTis, sKi npuiiMamm maneGo. V IBOMY IOCIIKEHH] T0YaToR
aHAJIre3WBHOI 1if (BiM4yTHe mosermenns 6ommo) 90 Mr €TOPHKOKCHOY cIIoCcTepiranocs Bke depes 28
XBIJIMH IIICJIS IPUEtOMY IIpenapary.

besmexa

Mixuaponsa nocninuuuska nporpama TPHBAJIOTO 3aCTOCYBAHHS ETOPHKOKCHOY i JUKNoheHaKy npu
aptputi (MEDAL) T
Ilporpama MEDAL Gysa TIPOCTIEKTHBHO PO3poGIIEHOI0 IPOTPaMOI0 BiTHOCHO pe3yJbTaTiB moxo
Oesnexkn 3 Goky CCPUEBO-CYIMHIOI CICTEMH, OTPHMAHHX 3a 00’enHaHNMH  naHUMH TPHOX
PaH/IOMI30BaHMX MOABIHHO CIrimmx KOHTPONEOBAHHX ~aKTHBHHM IIpeHapaToM HOpiBHSAHIS
JOCTiKEHD (IOCTiKeH S MEDAL, EDGE II i EDGE)., 1 E
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Y mocnmimxenni MEDAL, o Oylio HampaBieHe Ha BH3HAYEHHS BIUIUBY Ha CEpUEBO-CYNMHHY
CHCTEMY, Opanu ygacte 17804 namienTy 3 0cTeoapTpuToM i 5700 — 3 peBMaTOInHIM apTPHUTOM, SIKi
3aCTOCOBYBAIIM €TOPUKOKCHG y 71031 60 Mr (ocTeoapTpur) um 90 Mr (octeoaptpur i peBMaTOinHUH

Y muponeci mocmimxens EDGE i EDGE1I nopisHioBanm HNITyHKOBO-KHINKOBY IIE€PEHOCHMICTE
CTOpUKOKCHOY 1 mmxiodenaxy. V nocuimxenni EDGE  Gpamm ydacte 7111 nanmientis 3

IIPOTAroM y cepeanbomy 19,2 micsms (mMaxcumym — 33,1 micsng, Meniana — 24 micsi). ‘
Y 06’ennaniii nporpami MEDAL 6paB yuacts 34701 namienr 3 OCTEOaPTPUTOM i peBMaTOIMHEM

42,3 micsma, meniana — 16,3 micsinst); mpu6muano 12800 nanientin OTPHUMYBAJIH JIIKYBaHHS moHay 24
Micani. V nanienris, 3apeecTpOBaHyX y Uik mporpami, Gymu pi3Hi MoYaTkoBi YMHHEMKY PH3HKY OO
CCPUEBO-CYMHHOI CHCTEMH i ILTYHKOBO-KHIIKOBOIO Tpakty (IOKT). Ianientu 3 HEMOAaBHO
nepeHeceHuM  indapkTom Miokapya, 80PTOKOPDOHAPHUM INYHTYBaHHSIM abo Yepe3IKipHOQ

i aneTmcaninmIoBoi KUCIOTH Y HHU3BKHX J03aX.

3azanena besnexa « ;
He 6yno cyrresux Bimminmocreit Y 4acToTi TpoMOOTHUHHX CCPLUCBO-CYIMHHUX YCKIATHEHE TIpH
3aCTOCYBaHHI E€TOPUKOKCHOY i maknoderaxy. Kapnioperamsmi  mo6iumi peakiii vacrime
crocTepiranucs npu 3aCTOCYBaHHi ETOPUKOKCHOY, Hix miknodenaky; neit epexr OyB H0303aNexHIM
(meTanbHO 1po pesynsTaTH /B, mmwkye). [To6iuni peaxwii 3 6oxy HIKT i neuinky BuaMKATH 3HAYHO
YaCTille MPH 3acTocyBaHHi JUKI0(hEeraKy, Hix CTOPUKOKCHOY. YacToTa BHHHKHEHHS moGigmmy
peaxuiif y mocmimxenmsx EDGE i EDGEII, a takox noGiYHuX peaxmiii, mo posrigaanucs. sk
cepiosHi a6o Taki, mo npuzBoAATH 10 BIIMIHH TIpeniapaty B nocimimpkenmi MEDAL, 6yna Bumoio
[IpH 3aCTOCYBaHHI €TOPHKOKCHEY, Hix AHKIO(eHaKy. : SR
besnexa wooo Ccepyeso-cyOurHHoi cucmemuy - .
Yacrora mixTBepmKenux TPOMOOTHYHEX CCPLCBO-CYAHHHNX CEpPHO3HMX NOGIUHMX peaxiriif
(BKTrOYaroyM peaxuii 3 Goky cepr, nepebpoBacKy spai peakmir i peakuii 3 Goky nepHbepHIHIX

CTOpUKOKCHOY i muKiTodeHaKy B YCiX IpoanasisoBanmx MIArpynax, BKIIOYAIOYM MANiCHTIR 13
KapIiOBACKYIIIPHAM ~ PU3HKOM. pu - oxpemomy posrasmi BIIHOCHHII DPH3HK BHHHKHEHHS
MATBEP/KEHUX CepHo3HMX TPOMOOTHYHUX HOGIYHHX peaxuiii 3 Goky CEPLEBO-CY TUHHOT CHCTEMMU

Iloxasuuxu HiTBEPKEHUX TPOMOOTHYHNX YCKIamHEeHs 3 6oky CEPIEBO-CYIUHHOT CHCTeMLT
(06’ennana nporpama MEDAL)

Etopukoxcu6 Juxnodenax MopiBranns Mix —’
(N=16819) (N =16483) TPylaMu JiKyBaHHsA'" -
Yceknanaenns 25836 mauientopokis | 24766 NAIliEHTOPOKIB _
IMoxasunk! TINokasuuk! BinnocHuii pmspk
(95 % 11 (95 % 1) (95 % 1)
[TinTBepKeni cepitosni TpoMOOTHYHI moGiuni peakii 3 Ooxy cepueso-cyauanOL CHCTEMH
3a npoToxomoM 1,24 (1,11; 1,38) 1,30 (1,17: 1,45) 0,95 (0,81: 1L,L11)
@ HaMipoM JiikyBaTucs 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
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TTinTRepIKeH] YCKIaHEeHHS 3 60Ky cepus !

3a IPOTOKOJIOM 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
3a HaMipOM JiKyBaTHCH 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0.84; 1,17)
[TigTBep/KeH] 1epeOpOBacKyIApHi yCKIaNHEHHS v

3a ipoTOKOJIOM 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
3a namipoM nikysatucs| 0,33 (0,28; 0,39) 0,29 (0,24: 0,35) 1,12 (0,87; 1,44)
TTifTRep/UKEH] YCKIaHEHHS 3 00Ky nepu(epuuHUX CyInH

3a IPOTOKOJIOM 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
3a namipoM nikysatucs| 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)

tVexnammess Ha 100 mauienTopokis; JII — oBipuwit iHTepsa.
N — 3arajpHa KiUIBKIiCTh MAIICHTIB Y MOMyJIALIT 32 MPOTOKOJIOM.

3a MPOTOKOJIOM: YCi YCKJIaJHEHHS IIiJL Jac nocikyBaroi Teparii a6o npoTsrom 14 auis micss. i
npunuHeHHs (33 BHHSATKOM TAUi€HTIB, sKi MPHHHAMA < 75 % nociipKyBaHOTO mpemapary abo
npuiiMaTy HeZ0CIIi DKy BaHi HecTepOiHi nporusananeHi 3acobu (HI133) >10 % Beboro epiony).
3a HamipoM JiKyBaTHCS: BCi MIATBEP/UKEHI YCKIAAHEHHA 10 3aKiHYeHHS JOCTiJUKEHHS (Y T. 9. Y
marieHTiB, fKi MODIM 3a3HAaTH BTPydYaHHS], HE OB’ A3aHOro 3 JOCHiIDKCHHAM, 3 noz[am:ﬁmMﬁ
MPUIMHEHHAM NPUHOMY AOCIHIUKYBaHOTO npenapary). 3araibHa KilbKiCTh DaHIOMi30BAHUX
manienTis y rpymi eropuxokcuby — 17412, y rpyni aukinodenaxy — 17289. ez &
TTOKa3HUK CEplEeBO-CY/TUHHOI CMEPTHOCTI, SK i 3aralbHOI cMeprHOCTi, 6yB IOAIGHMM y rpynaxi
JiKyBaHHS ETOPUKOKCHOOM i MKIOhEHAKOM. O,
Kapdiopenanvhi ycknaoHeHHs.

TTpu6mmsso 50 % nanieHTis, NPHANATHX Y nociimxennus MEDAL, Manu aprepiajibHy rineprersiio B
AHAMHE3 1A OYATKOBOMY eTalli. Y IiboMY JIOCIi/UKEHHI 4acTOTa IPUIIHHEHHSA NiKyBaHHS YHACTIIOK
BUHAKHCHHS TOGIYHHX peaKiliif, OB’S3aHHX 3 ApTEPiaIbHOIO rineprensieio, Oyna CTaTHCTHYHO
3HAYHO BULIOIO Y TPYI 3aCTOCYBaHHS €TOPUKOKCHOY, mix y rpyni muknogenaky. Yacrora raKoi
no6iusoi peakuil, K 3acTiliHa cepuesa HeJOCTATHICT (IPUIAHEHHS NPHIOMY mpenapary i cepito3Hi
peaxiii), 6yJia aHaIOr 4HOO K IIPH npuiiomi eTopuxoxcuby 60 Mr, Tak i mpu npuiioMi JUKIO(QEHAKY
150 mr, mpoTe YacTOTa BUHMKHEHHS ITHX peakuiii Gymna BUILIOIO NIPH npuifomi eropuxoxcnby 90 mr
nopiBEAHO 3 AuKIodenakom 150 Mr (CTaTHCTHYHO 3HAWYyINA pisHMIS TIpH TpHitoMi €TOPHKOKCHOY -
90 mr nopiBHAHO i3 150 Mr AuKIOdEHaKY B rpyni OA MEDAL). HYacToTa miATBep/UKEHAX nOGIgHMX
peakiiif, OB s3aHUX i3 3aCTiHHOIO CEPHEBOIO HeJJoCTATHICTIO (SBMImA, O OyiH cepHo3HMMHE i-
BUMaraid rocmiTamisamii abo HeBimxmamHoi moroMoru), Oyia HE3Ha4YHO BHILOIO IIPH npuiiomi
€TOPUKOKCHOY, MOPIBHAHO 3 MPUAOMOM muxtodenaky 150 mr, i nelt edexr 3anexas BiJl JO3H.
YacToTa NPWNMHEHHs JIKyBaHHA YHACNHiJIOK BHHHKHCHHI noGiuHUX peakiii, 0B A3aHHX 3
HaOpskamy, Oyna 3HAYHO BHINOIO IIPU npuiioMi €TOPUKOKCHOY, NOPIBHIHO 3 npuAOMOM
muknodenaky 150 mr, i ueit edexr 3anexas Bif A03H (CTATHCTHYHO 3HATYINA PI3HHULL IIPH NpHHONI
eTopukokcuOy 90 Mr, ane He eTopukokcuGy 60 wr). e
KapaiopeHabHi pe3yIbTaTH, OTpHMaNi B JOCTIJDKEHHAX EDGE i EDGE I, BifmoBiiamu nauum; ipo
sKi moBigomssIocs B gocimkendi MEDAL. g '
B oxpemux npocnipkeHHsx mporpamu MEDAL acoimoTHA 4acTOTa IPUITHHCHHSA NiKyBaHHS B Oy B~
sikiii rpymi nikysaHs eTopukokcubom (60 Mr a6o 90 Mr) cTaHOBHIA 0 2,6 % 1pH apTepianbHil
rineprensii, 1o 1,9 % npu Habpskax i g0 1,1 % mpu 3acTiliHil ceplesiii HEAOCTATHOCTI, TIPH HBOMY
BHIIA TaCTOTA Bi/IMiHH TperapaTy cnoctepiranacs y pasi npuiiomy etopukoxcudy 90 mr, Hix 60 Mr.-
Pesyiomamu uiyHKo60-Kuulkoeoi neperocumocmi ¢ npozpami MEDAL ElE A
3HAYHO MEHIIHH MOKA3HUK Bi/MiHM MpeNapaTy BHAC/IIOK BUHHKHEHHS Gy/b-KOro KIIHIYHOTO
yexnaauenns 3 6oxy IIKT (Hanpukiaz, nucnencii, a61oMiHaIBHOTO GO0, BEPA3KH) CIOCTepirases
IIPH 3aCTOCYBaHHi €TOPHKOKCHOY, HiX JMKIOGEHaKy, B KOXKHOMY 3 TPbOX JOCTiKEHD IIPOTrPaMu
MEDAL. TToxasHuKM BifMiHH IIpenapaTy BHACHiJOK KIiHiYHHMX peakuiifl 3 GOKy IIKT na "1'0.'0
MALi€HTOPOKIB 32 BECh NEPiOR AOCTiLKEHHs Oyad TaKMMH: 3,23 nna eropuxokcuby i 4,96 Just
auknodenaky B pocmimkenni MEDAL; 9,12 mx eropukokcuOy i 12,28 mis AuKTo(eHaKy . B
nocrimkenni EDGE; 3,71 ams etopuxokcuby i 4,81 mia auwiodeHaky B mocmimkenni EDGE 11,
Pesynemamu npozpamu MEDAL w000 6esnexu ons LIKT )
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BaranbHi peakmii 3 60oky Bepxaporo Bimaimy IIKT Gymu BH3HaYeHi sx nepdoparii, BUPa3KH i
KpoBoTeui. Ilinrpyma saraibHEX peakuii 3 60Ky BEpXHBOTO sigginy IIKT, sxi Beaxamucs
yCKTaIHEHHMH, BKJHOYana nepdoparii, o6cTpykuii Ta YCKJIaHEHI KpoBOTedi; MiaArpyna 3arajbHUX
peaxiiit 3 6oxy Bepxusoro Biamimy HIKT, ski BBaxkanucs HeyCKIaJHEHIMH, BKTIOHaNa HeyCKJIafHEH]
KPOBOTEYi Ta HEYCKIaAHeHi BUpa3ky. 3HATHO MEHIINH ITOKA3HUK YaCTOTH 3arabHuX peakuiif 3 60Ky
BepxHix Bipginis IIKT criocrepirases OpH 3acTOCY BaHHI etopukokcuby, Hixk auiaodenaxy. He Oyso
CYTTEBOT Pi3HALI MiX €TOPHKOKCHOOM i AuKIOGEHAKOM IMOJAO IOKA3HUKA YacTOTH YCKIaTHEHUX
peaxmiii. i miarpynu TaKHX peakiidf, AK KpoBOTCHa Yy BEPXHBOMY Bigaini IIIKT (06’eaHaHi
yCKIaTHEH i HeyckanHeHi), He Gyio cyTTeBOT BijIMIHHOCT MiX €TOPUKOKCHOOM i AUKIOPEHAKOM.
Ilepesara eTopukokcuby womo BIMBY Ha BepxHid Bigmin HIKT HOPiBHAHO 3 AUKJIOPEHAKOM HE
Gyna CTATHCTHYHO 3HAYYyM[OI0 Y MAWI€HTIB, SKi OJHOYACHO 3aCTOCOBYBAlH ANeTHICATILHIOBY
KHCJIOTY B HH3BKMX J103ax (mpu6mm3Ho 33 % nauienTis). -
[ToxasHyK yacToTH Ha 100 IManieHTOpOKiB MiATBEPPKEHUX YCKIAHENHX | HEY CKIIaTHEHUX KITHITHUX
peakuiit 3 Goxy Bepxusoro simtiny IIKT (mepdopauii, Bupask i kpoBoteui) craHoBuB 0,67 (95 %
111 0,57; 0,77) npu mpuitomi eropukokcu6y i 0,97 (95 % I 0,85; 1,10) npu npuiiomi quknopeHaKy,
IIpH 1{EOMY BigHOCHUi prsuk cTaHosus 0,69 (95 % M1 0,57; 0,83). e
BusHauaBcs MOKA3HMK YACTOTH IIATBEpIUKEHHX peakuiif 3 Goky Bepxmporo Bimmimy: IHIKT: y
[AMieHTiB MTHBOTO BiKy; HaliGiIbIIe 3HIKEHHS CTIoCTepiraiocs y MamieHTis BikoM >75 pokis (1,35
[95 % JII 0,94; 1,87] peaxuiit Ha 100 manieATOPOKiB Py NpHIEOMi eTopuKokcuOy ropiBasHO 3 2,78
[95 % JII 2,14; 3,56] upu mpuitoMi TUKIOPEHAKY). d Sl
TIOKasHWKH HACTOTH WiATBEP/KEHHX KIiHigHHX peakuii 3 Goky HmkHboOro Bimgimy KT
(nepdopattiss ToHkoro abo TOBCTOrO KHIICYHHKY, o6cTpyKuis a0 KpoBOT€Ya) CTATHCTAYHO HE
Bi/[pi3HSAMCSA IPH 3aCTOCYBaHHI €TOPHKOKCHOY i AMKIOdeHaKy.
Pesynomamu npoepamu MEDAL wo0o 6esnexu 014 nedinku
Etopuxokcu6 OyB aconiioBaHHMi 31 CTATHCTUYHO 3HAYHO MEHINOKO acTOTOIO Bi/IMiHH NIpemapary
YHACTIZOK BHHMKHEHHsS NOGIYHMX peakmiif 3 GOKy HEYiHKH, HiX guknopenak. Y o6’ennanii
nporpami MEDAL 0,3 % mnanieHTiB, sKi 3aCTOCOBYBAIH eTopukokcu6, i 2,7 % mamienTis, -axi
33CTOCOBYBAIM JHKNOGEHAK, NPUIMHAIA 3aCTOCYBaHHA NpenapaTy BHACHiTOK BHHHKHEHHS
nobiunux peakiiii 3 Goky meuinku. [Tokasmuk Ha 100 mamieHTOPOKIB CTAHOBHB 0,22° mpu
3acTocyBaHHi eropukokcuOy i 1,84 mpu 3acrocyBanHi muKIodenaky (p-3HadeHH: Oyi10 < 0,001
eTOpUKOKCHOY MOpiBHAHO 3 Auknodenakom). IIpore B nporpami MEDAL 6inbuiicts mo6ivHmEX
peakiiit 3 60Ky mediHku Oy HECEPAO3HUMHU.
JTopaTkosi mani 3 Gesrmexy Ui CepleBo-CYAMHHOT CHCTEMH MO0 TPOMOOTHYHAX YCKIaIHEHD
V nporeci KIiHIYHAX OCHiIKeHb, 32 BHHATKOM JOCIHIDKEHb IPOrpaMH MEDAL, npu6GiuszHo
3100 Tawi€HTiB OTPEMYBAIIH €TOPHKOKCHO y A03ax > 60 Mr Ha 100y ympomosx 12 THXKHIB i JoBINE.
He 6yJi0 3Hauymoi BiIMiHHOCTI IIOKa3HHKIB ITiATBEP/KEHHX CEPHO3HHX TPOMOOTHYHHX CEpIEBO-
CYAMHHHX yCKIATHEHb y MAlicHTiB, sSKi IpuiiMand eTopukokcut y no0si = 60 mr, nane6o abo ifmi
HII33 (3a BHHATKOM HampokceHy). [IpoTe wacToTa Takux peakuiii Oysa BHINOIO y namienTiB, AKi
OTPUMYBAJIH €TOPUKOKCHO, HOPIBHIHO 3 THMH, XTO OTPEMYBaB HarmpokceH y 103i 500 mMr 2 pasu Ha
no6y. Binminmicts amTuTpoMGOTHYHO] akTHBHOCTI Mix Aesxumu HII33, mo ixribyrors HOI -1, 1
cenexTHBHUMHE iHriGiTopamu 1{OT-2 Moxe GyTH KIiHIYHO 3HAaYyIIOK Y MAUi€HTIB IPYMH PH3HKY
BUHUKHEHHS TpoMGoemboniunnx yeknaguens. Cenexrusii inribiropu L{OI'-2 3HIXKYIOTH yTBOpERIH
crcTeMHOrO (i TOMY, MOKJIMBO, €HOTEATEHOT0) TPOCTAHKIIHY §e3 BINTMBY Ha TPOMOONUTapHAK
tpombokcan. Kiiniune 3Ha9eHHS UX JaHUX HEBiIOME.
Ilonarkosi pami momo Gesreku s KT o
ITig uac qBOX 12-THKHEBHX IOBIMHO CHIMHMX EHJOCKOIIYHUX ROCIIMKEHb KyMYJISATHBHA qacToTa
BUHWKHEHHS TacTPOAYOIACHAIBHAX BHPa3oK Gyja 3HAYHO HHXKYOKIO y MAIi€HTiB, fAKi OTpUMYBasIH
JiKyBaHHS eTOPHKOKCHO0M y 71031 120 Mr 1 pas Ha 106y, HiX y NALliEHTiB, AKi OTPUMYBaJIU JIiKyBaHHS
HATPOKCEHOM Y 71031 500 Mr 2 pasu Ha 106y a6o iGynpoderom y no3i 800 mr 3 pasu Ha 106y . YacTota
BHHUKIICHHS BHPa30K GyIla BHIOIO IPH 3aCTOCYBaHHi eTOpHUKOKcuOy, Hixk mianeto. S
ocimKxeHHs QYHKIIT HEPOK V MANi€HTIB JITHHOrO BiK ,
V mpomeci panmomizoBaHOro IIOABiHHO crhimoro mwIALEG0-KOHTPOILOBAHOTO JIOCITiJDKEHHS 3
napajlebHUMH TPyIaMH OLHIOBABCA BIUIMBE 15-7€HHOTO JIKyBaHHA eropuxoxcubom (90" Mr),
nenexokcuboM (200 Mr 2 pasu ma ao6y), HanpoxceHoM (500 mr 2 pasu Ha 00y) i marebo Ha
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BUBC/ICHHS HATPIIO 3i Cedero, aprepianbliuit THCK Ta iHumi nokasHuk: QyHKIIT HMPOK y mamieHTiB
BikoM Bixt 60 mo 85 pokiB, sKi KOTpUMYyIOTECS AieTH i3 BMicTOM coti 200 MEKB/I[06y Eropuxokcuo,
LENeKOKCHO i HAIIPOKCEH MayIH MO/iOHMI BILIMB HAa BUBEJEHHS HATPIIO 3i cedelo mpu 2-THXKHEBOMY
nikyBauHi. Yci akTHBHI penapati HOpiBHAHHS ITOKa3a/IH [T IBUIEHHS 010 M1ane60 CHCTOJIIYHOTO
apTepiarbHOro THCKY, NPOTE ETOPUKOKCHO acoIIOBABCS 3i CTATHCTHYHO 3HAYY M I1i/IBULICHHAM
Ha 14-ii IeHb MOPIBHAHO 3 NENEKOKCHOOM i HANpOKCEHOM (CepeXHs 3MiHAa CHCTONIYHOTO THCKY
MOPiBHAHO 3 IIOYATKOBHM DiBHEM: €TOPHKOKCHO 7,7 MM PT. CT., LEJIEKOKCHO 2.4 MM pT. crT.,
HAIMPOKCEH 3,6 MM PT. CT.).

dapMakoKiHETHKA

Abcopbyis

Etopukoxcu6 no6pe BCMOKTYEThCS IpPH IepopanbHOMY npuitoMmi. AGCOMIOTHA Glo,uocrynHmTL
CTaHOBHTH Mpubau3no 100 %. Ilicns npuitomy 120 Mr 1 pa3 Ha 100y 10 TOCATHEHHS PiBHOBaXHOTO
CTaHy MAaKCHMAaJIbHa KonueHTpaqu y mnasMi KpoBi (CepefHE TIeOMETpHYHE 3HAYCHHS
Cinax=3,6 MKT/MIT) criocTepiraeTsest mpu6ansHo wepes 1 roauny (Tmax) micis NPpUHOMY HOPOCIHMH
natme. Cepene reometpuune 3uauennst AUCo.o4ne cTanoButs 37,8 MKr o rop/mi. Y mekax
KIIHIYHOTO J03yBaHHS t’papmaxomnemxa e*ropmcoxcnﬁy € niniitHor0. :

Ilpu npuifomi mpemapaty B mos3i 120 mr min wac inm (ixa 3 BHCOKHM BMiCTOM mnpm) u*u
criocTepiranocs BIUIMBY Ha CTyminb abcopbuii eropuxoxcnby. IIIBrmkicTs abcopOuii 3miHIOBaaCH,
IO XapaKTEpU3yBanoCh 3HIKEHHAM Cmax Ha 36 % Ta 301nbImeHHsaM Tmax Ha 2 roguuu. Taki faHi He
PO3IIIANAIOTECS AK KIIiHIYHO 3Haqym1 ITin yac KIiHIYHEX TOCTiIKEHb €TOPUKOKCHG 3aCTOCOBYBAH
HE3WIEXKHO BiJ B)KUBaHHS 1Ki.

Po3znooin

EToanOKcn6 npubau3Ho Ha 92 % 38’ AZYETBCA 3 Ginkamu 1masmMu Kpom JIONHHE 3 KOHIEHTPALIEI0
Bix 0,05 mo 5 Mxr/mi. O6’eM posnofiny mpu piBHOBaxHOMY cTaHi (Vdss) CTaHOBHTH NpPHOIHU3HO
120 n y moaunmy. -
Eropuxoxcn6 mnponmkae ugepes rmaueHTapHnn Gap’ep y mIypiB Ta KpOmiB, a TaKoX qepes
reMatoeHuedaniuHuii 6ap’ep y mypis. R
Memabonizm

Etopurokcu6 akTHBHO MertaGomisyeTncsa, menmme 1 % [03M BHIIAETBCS 3i CEUEIO Y BHLISIAT
HeaMiHenoro mpemapary. OCHOBHHIH OUIIX MeTaonisMy — me dopMyBaHHA TOXimHOI 6'-
TiIPOKCHMETHITy IUISXOM Karajisamii dpepMenTamn nutoxpoMy. CYP3A4 cnpuse meraGonismy
CTOPHKOKCHOY in vivo. Jlocimkenns in vitro BkasyioTs Ha Te, mo CYP2D6, CYP2C9, CYP1A2 1a
CYP2C19 TakoxX MOXYTh KaTalisyBaTH OCHOBHHH IIUISX MeTabonisMy, aime iX KiIbKiCHi
XapaKTePHUCTHKK HE BUBYAJINCA in Vivo.

Y monvun inenTHOiIKOBaHO 5 MeTaboniTiB. OCHOBHHM METaboMITOM € 6'-Kap601<cm10301 KHCIIOTH
JlepuBar eropmcoxcn6y, INO YTBOPIOETHCS NPH NOAAIIBIIIH OKCHAANi] MOXiqHOI 6'-TiApoKcHMeTIITY,
ITi ocHoBHI MeTaGoiTH a60 He BUSBJIMIOTH AKTHBHOCTI, 460 € CIA0OAKTHBHHUMHE 1HFl6lT0paMH
IOT"-2. Xonen i3 nmux MeraGouiti He inri6ye [JOI'-1. hignd
Bugeoenus

ITicns pasoBoro BHYTPIlIHLOBEHHOTO BBEEHIIS 3[0POBHM NOGPOBOIBISAM 25 MT eTopuxoxccnﬁy
MiYeHoro panioizoromnom, 70 % pamioakTHBHOTO npenapary BUBOJUTECA i3 ceuero i 20 % — 3 Kaiom,
TONIOBHUM YMHOM y BHMISAI MeraGonitiB. MeHme 2 % BHBOAMTBCS Y BHIIAAi He3M1HeHoro
Ipenapary. i &
Busenenns eropuxoxcuGy BinfysaeTncss Maiike NMOBHICTIO IIISXOM MeTaGoJi3My 3 HOAbITAM
BUBE/ICHHAM HMpKaMH. PiBHOBaXHi KOHIEHTpanii eTOPUKOKCHOY AOCATAIOTHCS yepe3 7 OHIB mpu
3aCTocyBaHH1 y 103i 120 Mr 1 pas Ha 106y 3 MOKa3HAKOM KyMy Il npn6nn3Ho 2, mo Bixmosinae
IEPioAly HaIliBBHUBEIEHHS MPUOIH3HO 22 FOAHHH. Knipenc nnasmu kposi micis BHYTplI.lIHBOBeHHOI‘O
BBEJICHHS 25 MT Ipenapary CTAHOBHTH MPHOIM3HO 50 My/XB.
Oxpenmi epynu nayicumis

[lauientn yiTHbOro Biky. ®Papmaxokinernka y HaLi€HTiB JITHLOTO BiKy (BikoM Bix 65 pOKlB) €
noz1i6HOI0 110 (hapMaKOKIHETHKH y MOJIOIINX AL CHTIB.

Crare. ®apmakokineTrka eToanorccuﬁy € IIOJIIOHOIO Y MOJIOBIKIB Ta XKiHOK. T AV,
Hopymenng Gynkuii neginkn. V narientis 3 rerkuMu TOPYLIEHHSMH (YHKI] eUiHKy (5—6 6amI§
3a mKanoio Yaitnaa — II'10) npn 3acrocyBanmi CTOPHKOKCHOY B 103i 60 Mr 1 pa3 Ha 106y cepenmiit
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noxasauk AUC npubnusao Ha 16 % Ginbmmit, mix Y 310pOBHX JOOPOBOJIBLIB NPH TAKOMY K
Ao3yBaHHi npenapaty. Y nauientis 3 momipmamu nopymenaaMu Gynknii newinxm (7-9 Ganis 3a
ukaoro Haitina — IT°10) mpu 3actocysanmi eropukokcuby B no3i 60 Mr uepes mo6y cepeniit
noxasiuk AUC 6ys moni6uuit 1o noxasnmka y 310pOBHX N0GPOBOIBLIB, SIKi HpmitMam npenapart y
1031 60 Mr 1 pa3s va 106y mozxeHHO; 3acTocyBaHHs eTopukokendy B 103i 30 Mr 1 pas ma nody He
BUBYAIIOCH y Uiii rpyni nanientis. Hemae kniniunux a6o (hapmakoKiHeTHYHMX NaHUX 0710 MalieHTiB
3 TAXKKUMH NOPYIEeHHAMH (yHKil newinku (>10 6ais 3a mxaio0o Yaiinma — IT'10).

Hopymenns Gyukuii nupox. DapMaKkoKiHETHKA Pa3oBOY 103U eropukoxcuby 120 Mr y manienTis i3
TMOMIPHHMH Ta TSXKKAMY TIOPYIICHHAMH $yHKuii HEpOK, a Takox y namienTis i3 3aXBOPIOBAHHIMH
HHUPOK TEpMiHaIBHOI CTafii, SKUM MPOBOAATE TeMOJiali3, He BiAPI3HACTHCS 3HAYHAM YHHOM Bix
(hapmakokiHeTHKY y 310pOBHX AoGposonenis. IMpu remoianisi nupenapar Maue He BHBOAUTECS
(xipenc miamisy — npu6musso 50 MII/XB).

Himu. ®apmaxokineruka CTOPUKOKCHOY B AiTeilt (BikoM 10 12 pokiB) He BEBUANACD. 3

Y nmponeci nocrimkens papmaxoxinernk (n = 16), mo mpoBoaMmHCS 3a y9acTIO MiTTKIB (BikOM
Bif 12 o 17 pokis), dapmaxokinermka Yy MamienTiB 3 Macoto Tina 4060 xr, sium TIPH3HAYAIY
€TOPUKOKCHO y 11031 60 Mr 1 pa3s ma nody, Ta y mauieHTis 3 Macoro Tina Giibme 60 KT, SKHM
IIpu3Hatiamm npenapar y 1o3i 90 mr 1 pas Ha 106y, Oya noni6ro0 K0 hapmakoxineTukH Y ZOPOCITHX,
SIKi 32CTOCOBYBAITH €TOPHKOKCUE y n03i 90 mr 1 pas na 106y. Besnieka Ta eekTUBHiCTE 3acTOCYBaHHS
€TOPUKOKCHOY IiTSM HE BCTAHOBJIEH]. :

Kaniniyni xapakrepncrnxn
Iloxasanna
Cumnromarnuna Tepanis npu OCTEOApTPHTI, PEBMATOINHOMY apTpPUTi, aHKIIO3YI0YOMY CIIOHHIIITI,
a TakoX MpH 6OMIO i 0O3HAKaX 3analeH:s, HoB’ I3aHuX i3 FOCTPUM TOJIATPUYHUM apTPUTOM,
Herpusane iikyBanus momipuoro micisionepaniiHoro 6omo, OB I3aHOTO 3i CTOMATONOTI YHUMH
onepamisaMu. g ‘ N
Pimmenns npo npusHavenns cenexrnproro inri6iropa LIOI'-2 nosHHEHO IPYHTYBAaTHCS Ha OILiHIlE BCIX
IHIVMBiTyaTBHEX PH3UKIB Y nanienTa. T
Ipomunoxazanna
Jlixapcrkwit 3aci6 Etopa IIPOTHIIOKA3AHHUIT:
®  TpH rinepyyTIHBOCTI 10 Ail040i a60 10 Oynb-sKoi nonoMixuol pedoBuny npenapary;
® TIp4 aKTHBHiif nenTH4Hil BApasui a60 akTHBHIl LUTY HKOBO-KHILIKOBIiT KpoBOTEUi;
® MaUi€HTaM, Y SAKHX BHUHUKAB Oponxocnasm, roctpuit pumir, HasanbHI HoJTinmg,
aHTIOHEBPOTHYHUY HaGpIK, KpoIHB’sHka abo inmi anepriumi peaxmii mics 34CTOCYBAHHS
alleTHIICANIIIMITOBOT KMCIIOTH abo HII33, sximouaroun inri6itopu 1[OI'-2;
Y epiof BariTHOCTI Ta ro/yBaHHs TPy IUTO; _ i
HpE TOHKKHX HOPYIIEHHAX (YyHKOiT mevyinku (as0ymin cupoBatkH KpoBi < 25 T/n1 abo > 19
6ani 3a mxanoro Yaiinna — IT'10); ' gy
AKINO PO3paxoBaHHMii HHPKOBUH KiTipeHc KpeaTHHiHy < 30 m1/xB;
AiTsM BikoM 10 16 poxkis;
TIpH 3aManbHAX 3aXBOPIOBAHHAX KHINEYHNIKY
TIpH 3acTiiHil cepuesilt HegocTaTHOCT] (NYHA 1I-1V);
NauieHTaM 3 apTepiabHO0 TiNepTeH3i€lo, y SIKUX IOKA3HHKH apTepPiaTbHOIO THCKY HOCTIfHO
BAWi 32 140/90 MM pT. CT. T2 HEAOCTATHEO KOHTPOMIOIOTHCS; :
® IpH JiarHOCTOBaHil imemiumiii XBOpOOi cepIrs, 3aXBOPIOBAHHAX nepudepuannx aprepiit
Ta/abo 11epedpOBaCKy IAPHAX 3aXBOPIOBAHHSIX, '

B3aemodin 3 inumumu JUKApcoKuMu 3acobaru ma inui sudu 63aemooili Lt
Dapmarodunamivni 63aemodii R4 %
lepopansni anmuxoazynsnmu, vV NMALIEHTIB, CTAH AKUX cTAGiNi30BaHMH TOCTIHENM 3aCTOCYBAHHAN
Bapdapuny, npuiiom €TOpUKOKCHOY B n03i 120 Mr Ha RoBy cympoBomKyeTses 36imbImeHHsD
npubmisno Ha 13 % nporpomGinosoro Jacy MKHAPOIHOro HOPMalTi30BaHOTO BigHOmenHs (MHB).

@/_ YaromKkeHo 3 matepianamu
DeEcTPaiHOTO BOCsE




s~ M A e i

Il d. SR S

Tomy B mnanienTi, sKi 3acTocoByIOTH NepopanbHi aHTHKOATYJISAHTH, CIiA YacTo NIEPEBIpATH
TIOKa3HUKH NPOTpoMOinoBoro yacy MHB, 0co6i#B0 B Tepii AHi NpuioMy eTOpHKOKCHGY abo npu
3MiHi Hforo n03yBaHHs. . :
Hiypemuru, inzi6imopu aH2I0MeH3UHNEPemEOPIOBANbHOZ0 (hepmenmy (AIID) ma anmazonicmu
peyenmopie anziomensuny Il HII33 MoxyTs mocna6mosary edexr aiypeTHkis Ta  iHmmX
aHTHIiNEPTEeH3UBHHUX NPENapaTiB. Y QesKuX mamicHTis i3 HOPYIICHHAMHE QYHKIIT HUPOK (nanpukman,
y mamieHTiB 3 jerizpartauicto aGo y mamienTiB MiTHBOTO Biky 3 ocnabnmeHoro (yHKHielo HEpOK)
ONHOYACHE 3acTocyBaHHs iHriGiTopa AII® a6o amTaromicris peuentopis auriotensuny II i
npenaparis, mo iHriGyoTs [HKIOOKCHICHA3Y, MOXE NPH3BOAMTH A0 NOAAIBLUIONO MOPYINEHHS
¢dyskuii HupoK, BKIOYAOWH rocTpy HHPKOBY HEJIOCTAaTHICTB, INO 3a3BHYall Mae OGOPOTHMIt
xapaktep. Cilil mam’sTaTH IO MOXJIHMBICTH TAaKMX B3acMOMIMH Y MauieHTiB, sKi 3aCTOCOBYIOTH
CTOPHKOKCHO o/fHOY9acHO 3 iHriGitopamu AIID abo 3 anTaronicTamu penenTopis anriorensuny II.
Tomy Taxi xomGinanii norpi6uo npusnauary 3 obepexHicTIo, 0cO6MHBO MalieHTaM TITHHOrO BiKY:
Heobxinso npoBectn nanexwy rigparamito ta POSIVIAHYTH NHTAHHS IIPO NPOBENCHHA MOHITOPHHEY
ynxuii HEPOK Ha MoYaTKy KOMGiHOBAaHOTO JIKYBaHHS, & TAKOX 3 IERHOO MePiOANTHICTIO i Hajai.
Ayemuncaniyunoea xucnoma. Y npoueci focikeH s 32 YHAacTIO 30POBUX JOGPOBOJIBIIB B YMOBaX
PIBHOBaXHOTO CTaHy 3aCTOCYBaHHS eTOpuKoKCHOY B 1031 120 Mr 1 pa3s na 106y He BIIMBANO Ha
AHTHArPEraHTHY aKTHBHICTH all€THICANIIMIOBOT KHUCIIOTH (81 Mr 1 pa3 ua no6y). Etopukoxcu6
MOXHA [IPH3HAYATH OHOYACHO 3 aLETHICATIIMIOBOIO KACIIOTOIO B 034X, 110 3aCTOCOBYIOTHCH IS
IPOdINaKTHKY CepLEeBO-CYIMHHIX 3aXBOPIOBaHb (3aCTOCYBaHHS AIETHICATILMIOBOI KHCIOTH B
HH3BKHX 7103aX). ONHAK OJHOYACHE 3aCTOCYBAHHS HH3BKHX 103 AlCTUIICATTIITUIOBO KHCIOTH Ta
€TOPHKOKCHOY MoOKe 36iLIbITyBaTH HacTory BHHHKHEHHA BHpasku IIKT ta immmx ycxnagmaens
TOPIBHAHO 3 MOHOTepamielo eTopukokcHGom. He PCKOMEH/IOBAHO OIHOYACHE 3aCTOCYBaHHS
CTOPHKOKCHOY 3 aNeTHICATIHIOBO KHCIOTO, JO3H SKOT BHINi 332 NpodiakTHYHI, a TaKoX 3
inmmmu HIT33. et e
Luxnocnopun ma maxponimyc. Xoua 3aemois €TOPUKOKCHOY 3 IMMH IIpelapaTaMy He BHEYAIack,
OZHOUACHe 3acToCyBaHHA Oyas-sxoro HII33 i3 muxmocmopumom a6o TaKpPOJIMYCOM MOXe
MOCHIIOBATH He(POTOKCHYHME BIIMB ocrammix. Cix KOHTpPOMOBAaTH (GyHKII0 HHPOK. Ipu
OHOYACHOMY 3aCTOCYBaHHI €TOPHKOKCHOY 3 Gy Ib-IKHUM i3 IUX npenaparis. R
Dapmarokinemuyni 63aemodii
Bnnus emopuroxcuby na dapmaxoxinemuxy inwiux npenapamie :
Jimid. HI133 nocna6moiors BuBeneHHS JiTiio HUPKaMH, THM CaMMM ITiIBUIIYIOYM PiBEHB JITiIO B
I1a3Mi KpoBi. SIkino Heo6ximmo, mpoBoasaTs PETENBHUI KOHTPOJIb PIBHI JITIIO Y KPOBi TA KOPUT'YIOTh
D03y JITiIO IPOTArOM OXHOYACHOTO 3aCTOCYBAaHHS LWX TPENapariB, a TAKOX IIpH IPUIHHEHH]
3acrocyBannsg HIT33. P
Memompexcam. Y npoueci gpox mocmimkens BuBuamHCS edexru eTopukoxcuby npu 3aCTOCYBaHHI
Y Ao3ax 60 mr, 90 mMr a6o 120 mr 1 pas ua go6y TIPOTAroM 7 nHiB nauienTamy, sxi onepxysami | pas
Ha TIDKICHB METOTpeKCar y 03 Bix 7,5 xo 20 Mr npu peBMaToifHOMy aptpuTi. ETopukokcut y fosi
60 mMr i 90 Mr He BMBAB Ha KOHUEHTpALli0 B IJ1a3Mi KpoBi a60 HHpKOBHit KJTIPEHC METOTPEKCaTy.
B onHoMmy pocuimxenni npy 3acrocysanni eTopukokcuby B 103i 120 Mr He criocrepiranocs BIUIHBY
Ha KOHIEHTpALil0 B IiasMi KpoBi Ta HHPKOBHH KJiPEHC METOTpeKcaTy, TOAi SK B iHmomy
AOCIiDKEHH] IIPU 3aCTOCY BAHHI CTOPUKOKCHOY B 1031 120 Mr KoHneHTparis METOTpPEKCaTy B IIa3Mi
KpoBi nigsuiryBanacs Ha 28 %, a HUPKOBHH KIIPEHC METOTpeKcaTy 3HIXyBaBcs Ha 13 %. [Ipu
OMHOYACHOMY HPH3HAYEHHI eTOpuKokcHOy Ta METOTPEKCATy CJiJl NPOBOJAMTH BiAMOBiNHMIA
MOHITOPHHT OO MOABH TOKCHYHOTO BIUIUBY METOTpEKCATY. Bk
Iepopanvui xonmpayenmusu, Etopuxoxen6 y mosi 60 mr IpA OHOYACHOMY 3acTOCYBalHi 3
HEPOPAIBHUMH  KOHTPAUENTHBAMM, INO MICTATE 35 MK etuninecTpamiony Tta 0,5-1 wmr
HOPETHHIPOHY, IPOTATOM 21 AHS IPH3BOAMB IO MiZBAIIEHHS IOKA3HIKA AUCo.24r y piBHOBKHOMY
CTaHi MIn eTHHiNecTpamiony ma 37 %. Eropukoken6 y nosi 120 mr mpu 3aCTOCYBaHHI 3
BUINEBKA3aHUMH TIE€POPAILHUMH KOHTPAICIITHBAMHU OIHOYACHO abo 4epe3 12 ropun migBuinysas’ §
PiBHOBaXHOMY cTaHi 3HaueHHs AUC) 4 eTHHiecTpaniony Ha 50-60 %. I1po Take minBUINEHHS
KOHLEHTpalli eTHHiNecTpamiony cmix mam’sTaTw pu BHOOPI MEPOPaTBHOTO KOHTPANENTHBY
pi3HHM BMicTOM CTUHINECTPasioNy, sKkuil 3aCTOCOBYBATHMETHCS OZIHOYACIIO 3 ETOPUKOKCHOOM.
IlinBumenns excrosumii CTHHITECTpamiony Mosxe 30iMBIIyBATH YACTOTY BMHHKHEHHS TMOGIUHMX

ﬁ_ﬁ Y3romkeHo 3 MaTepianami

peecTpaLintorG [ocse




PeaKii, MoB’13aHMX i3 3aCTOCYBaHHAM HEPOPAEHAX KOHTPALENTHBIB (HalpHKiIa, TpoMGoemM60osii
BEH y KiHOK I'DYITH PH3HKY). _
T'opmonosamicna mepanis (I'3T). Tlpuitom 120 wr €TOPUKOKCUOY 3 TrOpMOHO3aMiCHMMH
TipenapaTaMy, 10 BKITIOYAl0Th KOH orosari ectporenu (0,625 mr «IIpemapumy™y), mpoTsrom 28
nHiB 3611bIye cepenniit mokasuuk AUCo.24nry piBHOBaXKHOMY CTaHi HEKOH IOTOBAHOTO €CTPOHY (Ha
41 %), exsininy (ua 76 %) i 17-B-ectpamiony (11a 22 %). Bruius 103 €TOPHKOKCHOY, pEKOMEHJOBAHHUX
Ans TpuBaioro 3acrocyBants (30 mr, 60 mr i 90 Mr), He BuB4aBcs. TTOPIBHSHO 31 36LIBIICHHM
no3ysanHA 3 0,625 no 1,25 mr npu MoroTepanii npenapatom «IIpemMapiu™y, BIUTHE €TOPHUKOKCHOY
B nosax 120 mr Ha excrosuuito (AUCo.24hr) €CTPOTEHHVX KOMIIOHEHTIB mpemnapary «IIpemapunT™y
OyB MeHIINM, HiX Ha HONOBHHYy. KiiHiYHe 3HAYeHHS TAKOro MiXBMINCHHS HEBiZIOMe, a MpPHHAOM
BUCOKUX 1103 pemnapary «IIpemapua™)» ojHO9ACHO 3 €TOPUKOKCHGOM He BuBuaBcs. Cix 6patu-z0
YBaru Take 3GUIBIICHHS KOHIEHTpauii ecTporeHy mpu BHGOpI TOPMOHAJIBHOI'O Npenapary JuIs
3aCTOCYBAHHA y II€piOf| MOCTMEHONAay3W IIPH ONHOYACHOMY 3aCTOCYBAHHI 3 €TOPUKOKCHOOM]
OCKINIEKY 3POCTaHHs €KCIIO3ML{] €CTPOreHy INiJBUILYE PU3HK BHHHUKHEHHS TOGIYHIX peakuiit npu
3aMicHi#f ropMOHOTepanif, T
Ilpednison / npedwizonon. YV HOCHiIKEHHSIX B3aEMOJIT CTOPHKOKCHO He BHABIAB KIIHIYHO
3HAYyIIOro BIUTHBY Ha $hapMakOKiHETHKy IPEIHi30HY / PeaHI30I0HY. . o
Huzoxcun. Tlpu 3acTocyBanni etopukokcu6by B no3i 120 mr 1 pa3 Ha 100y mporsarom 10 amis
3XOPOBUM JOGPOBOJBLISM He CIIOCTEPIraBCs BIJIMB Ha IIOKA3HHK AUCq-24nry piBHOB2XHOMY CTaHi Ta
Ha BUBC/ICHHA IHIOKCHHY HHpKamu. Crioctepiranocst 30iILINeHHS NMOKasHUKA Crmax JHMTOKCHHY
(mpubnu3sHo Ha 33 %). Take MiABUINEHHS 3a3BHYAll HE € CYTTEBHM y GinbmocTi mauienTis, OnHak
CHIJi CHIOCTEpiraTH 3a CTAaHOM INALiCHTIB 3 BHCOKAM PH3UKOM TOKCHMHOI mii JUTOKCHHY: TIPH
OHOYAaCHOMY NpPU3HAYEHHi ETOPHKOKCHOY Ta AUTOKCHHY. ;g
Bnnue emopuxoxcuby na npenapamu, uo memabonizyiomocs cynvghompancpepazamu SR
Eropukokcn6 € inriGitopomM axTHBHOCTI MIOACHKOT cyneorpancdepasu, 3okpema SULTIEL, &
TaKOX MOXKE IMiABHIITYBAaTH KOHIEHTPALIIO ETHHINECTPAIioNy B CHpOBATL KpoBi. OCKUIEKY JoTemep
JAHHX Npo BIUIMB YHCIEHHHX CylbpoTpaHcdepas HeNOCTaTHRO, a KIiHIYHI edekTH GaraTbox
NPENapatis J0Ci BUBYAIOTHCS, JOLUTEHO 3 06EpexHICTIO NPH3HAYaTH €TOPUKOKCHO OJHOYACHO 3
IHINAMK TIperapaTamMy, 1o MeTaboJTi3yIOTHCS FOJIOBHAM YHHOM JONCHKAMH cynedorpanchepazamu
(HampuKmTaz, mepopaibHuii carsOyTaMor Ta MiHOKCHTHII).

Bnnus emopuxoxcu6y na npenapamu, o memabonizyromucs isogpepmenmamu CYP

3a NaHUMH JOCTiZKEHE in Vilro, He O4iKy€ThCS IPHTHIYeHHS muToxpomis P450 (CYP) 1A2, 2€C9,
2C19, 2D6, 2E1 aGo 3A4. VY nponeci mociimkeHs 3a Y4acTIO 3/I0POBHX JOOGPOBOMIBINB ILOICHHE
3aCTOCyBaHHS €TOPUKOKCHOY B 71031 120 MI He BIUIMBAJIO Ha aKTHBHICTH IEYiHKOBOIO CYP3A4, o
BCTAHOBJICHO 3& €PUTPOMIIIMHOBUM JAUXATLHAM TECTOM. "
Bnaus inwux npenapamie na gapmaroxinemuiy emopurKoxcuby - g
OcHoBHUI IIAX OOMIHY €TOPHKOKCHOY 3ameXHTh Bif depmentis CYP. CYP3A4 cnpust
MeTabostisMy eTOpHKOKCHOY in vivo. Jlocimkenns in vitro BKasyIoTb Ha Te, mo CYP2D6, CYP2C9,
CYP1A2 ra CYP2C19 Takox MOXyTh KaTaTi3yBaTH OCHOBHHI IUIIX o6MiHy eTopukokcuby, ane
KiJIbKiCHI XapaKTEpUCTHKH He BUBYAIUCE i7 Vivo. ' "
Kemoxonason. KerokoHa3on € moTyxium iuri6iropom CYP3A4. Ilpu 3acrocysaumi 3J[0POBUMHU
H06poBoNBIAMHE y Ho3ax 400 mr 1 pas Ha 106y mpotsroM 11 axiB KETOKOHA30MI He YWHMB KIiHiTHO
SHAaYyIIOro BILTHBY Ha (hapMakoKiHETHKY eTOPHKOKCHOY B pa3oBiit 03i 60 Mr (36inbmenns AUC ra
43 %). » : "
Bopuxonason i mikonazon. OfHovacne 3acTocyBaHHS I€POPaNBHOT0 BOPHKOHA30Ty 200 MiKOHA30TY
Y BHUNIANI OpPaIbHOrO TEMO IS MICIEBOro 3acToCyBaHHA (HOTyxHi iHriGiropy CYP3A4) 3
CTOPUKOKCHOOM BHKJIHKANO HEBEJHKE NiIBHINENHS €KCIIO3HIIL €TOPHKOKCUOY, 10, OgHAK, He
BBAXKANIOCH KIIIHIYHO 3HAYYIIMM 3TiHO 3 OmyGiKOBAHIMH AaHUMH. .
Pugpamniyun. OnHodacHe 3acTOCYBaHHS €TOpuKoKcHOy Ta pudamminuny (moTyxHOTO iHIyKTOPA
¢epmentis CYP) npu3BOaHIO 10 3HHNKEHHS KOHUEHTpaLii eropukokcuby B mrasmi kposi ua 65 %.
Ile MoxXe cynpoBOIKYBATHCS TIOBTOPHIM IIPOSBOM CHMITTOMIB IIPA OZIHOYACHOMY 3aCTOCYBaHH] 3
eTopukokcH6oM. Toxi sx Taki mami MOXyTe BKAasyBaTH HA HeOGXiTHICTD 3GLILIMEHIS JI03H, He
PCKOMEH/IOBAHO 3aCTOCOBYBAaTH €TOPMKOKCHO y J03aX, IO NEPEBHIIYIOTH BKA3aHi U KOKHOI'O
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I10KA3aHHS, OCKLIGKY He BHBUAIOCH KOMOIHOBAaHe 3aCTOCYBaHHS pHpaMIiluHy Ta eTOPHUKOKCHOY B
TAKHX JI03aX. B
Anmayuoy. AuTanuIHi TpenapaTd He YHHATH KIHIYHO 3HAYyIIOTO BIUIMBY Ha dapMaKOKiHETHKY
€TOPUKOKCHOY. :

Ocobausocmi 3acCMOCy8aAHHA

Bnaus Ha WLYHKOBO-KUUWKOBUTE MPAKMm

IToBizomisutocst Tmpo yckmamHeHHs 3 Goxy BepxHix Bimainmis IIKT (nepdopauii, Bupazku abo
KpOBOTeHi), iHOJ 3 METAIBHIM HACIiKOM, Y TIANi€HTIB, SKi OTPHMYBaIH €TOPHUKOKCHO.

3 obepexHicTio caix mpusHadarm HII33 namientam i3 MiBUIICHNM PU3HKOM YCKIAIHEHb 3 OOKY
[IKT, namieHTaM JTiTHROrO BiKy, mauieHTaM, $IKi 3aCTOCOBYIOTE OyIp-saKuii iHmMH HII33 46o
aeTHIICAIILIIOBY KHCJIOTY OJHOYACHO, a00 MalieHTaM 3i ILTYHKOBO-KHIIKOBUMH 3aXBOPIOBaHHIMNA
B aHAMHE3i, a caMe: BUPa3KaMH Ta ILTYHKOBO-KAIUKOBIMH KPOBOTEUaMH B aHAMHE3I. %
ICHy€ IOMaTKOBUI PH3HK PO3BHTKY MOGIUHMX peakuiii 3 6oky KT (IIUTyHKOBO-KHIIKOBa BHpa3ka
abo immi ycknagmenns 3 6Goky IIIKT) mpu opHOYacHoMy 3aCTOCYBaHHI €TOPHKOKCHOY -Ta
ALeTIICAMIUIOBOT KUCIIOTH (HABITh y HU3BKHX 103aX). Y IpoIeci TpPHBAIHX KIIiHIiYHAX JOCIIiKEHD
He CIIOCTepiranocs BUpaxeHoi BigMinHocTi y 6esmeni mozxo INKT npu 3aCTOCYBaHHi CEJIEKTHBHOTO
inriGiropa IIOT'-2 + aerwicaninunosa kucnora ta HII33 + aneTHICATIIAIIOBA KHCIIOTA,

Bnnue na cepyeso-cyounny cucmemy

KTiHiuRi MOC/i/UKEHHS BKa3yIOTh HA Te, IO 3aCTOCYBaHH NKapchKuX 3aco0iB Ki1acy CENEKTHBHHUX
inri6itopis [IOI'-2 Moxe OyTH NOB’A3aHO 3 PH3UKOM BUHUKHEHHS TPOMOOTHYHHX YCKIaJHEHD
(oco6mBO iH(apkTy MiokapAa Ta iHCYNBTY) IOPiBHAHO 3 IIalebo Ta JETKUMH HII33. Ockinbi#
PHU3HK CEpLEBO-CYIUHHUX YCKIaAHECHb 3pOCTAE IIPH 3GiBIICHH] JO3H Ta TPUBAJIOCTI 3aCTOCYBAHKsE
eTOPHKOKCHOY, TIperapar CIif [pH3HA9aTH Ha sAKOMOra KOPOTIIHEH mepion- Ta B HaHIDKUHX
eexTmBAMX O000BHX Jjo3aXx. Cnim NepioOAMYHO NEPETIANATH morpeby HalieHTiB ¥
CHMIITOMATHYHOMY IOJIEITIeHHi GOMO Ta peaxuilo Ha JiKyBaHHs, OCOOIMBO Y Talli€HTiB 3
0CTE0apTPHTOM. {
ITamieHTaM i3 BHUPOKEHHMH (AKTOPAMH DH3HKYy PO3BHTKY CEPLEBO-CYAHHHUX YCKIANHEHD
(HAaIpHKJIaJ, apTepianbHa TilepTeH3id, rimepiimigeMis, LyKpoBHi niaber, MaTiHHS) IPH3HAYATH
ETOPHKOKCHG MOTPIGHO JIHINE IiC)IA PETETLHOT OIIHKH PU3HKY PO3BUTKY yCKIIa[HECHH.

CenextupHi inri6itopu 1[OI'-2 He 3aMiHIOIOTH 3aCTOCYBAHHS ALCTHJICANII[MIOBO] KHCIOTH A
npodilakTHKH TPoMOOEMOONIYHAX CEpLEBO-CYANHHIX 3aXBOPIOBAHb, OCKITbKM HE YHHSITH
aHTHarperanTHoOI jii. ToMy He ciif BiMiHATH aHTHArperaHTHi NpenapaTH. T
Bnnue na nupxu

HupKOBi IpOCTATTAHIMHA MOXKYTH Bi/irpaBaTH KOMIICHCATOPHY POJIb Y MiTPHMIL nepdy3ii HIpoK:
ToMy mpu cTaHaX, IO CYMPOBOMKYIOTHCS TNOPYIICHHAM HEpKOBOi mNepdysil, 3acTocyBaHHS
ETOPHKOKCHOY MOXC IPH3BOJMTH 10 NOC/IabIeHHs YyTBOPEHHS NPOCTAIJIAHAMHIB i, K HACHIJOK, -
0 HHPKOBOTO KPOBOTOKY, THM CaMHM HOTIpIIYIOUH (YHKIiI0 HAPOK. BHCOKMH pH3HK PO3BUTKY
Takoi peaxiii iCHye y MamieHTiB 3 yXe HaSBHHMH BHPQ)XCHHMH IOPYNIEHHSIMH (YHKIii HHPOK,
HEKOMIICHCOBAHOIO CEPIEBOIO HEMOCTATHICTIO a60 LP0o30M. Y TAKUX MAILIEHTIB CIIiJl KOHTPOJIOBATH
(pyHKILi10 HUPOK. : o
3ampumra piouny, HAOPAKY Ma apmepianbHa 2inepmen3is

SIx i mpm 3acTocyBaHHI IHUMX MpemnapaTiB, MO iHTIGYIOTh CHHTE3 IPOCTarJIaHiHHIB, 3aTPUMKa
pizuHH, HAGPAKH Ta apTepianbHa TilepreHsis CIOCTEpiraiucs y MauieHTiB, AKHM 3aCTOCOBYBAIIH
eropukokcu6. Bei HII33, BKIOYarouM €TOPHKOKCHO, MOXYTh NPHU3BOJUTH JI0 po3suTKy a6o
peLMANBY 3acTiliHoi cepueBoi HepocTarHOCT. [H(OpMALiio NP PeaKIiio 3aIeKHO BiZl I03H JIAR. B
posnini «®apmakosoriuni BiactuBocti. Papmaxkonmnamikay. 3 00epexHICTIO MPH3HAYAOTE
IpenapaT MalienTaM i3 CEepreBo HENOCTATHICTIO, MOpymeHHsM (GyHKUil 1iBOro IITyHO4KA 260
apTepiatbHOIO TiMepTeH3iero B aHaMHesi, a TAKOX MallieHTaM i3 HaGpsKaMH, IO BUHHKIH 3 6yan-
SKUX iHWMX OpHauH. TIpu KIiHIYHMX O3HakaX HOTIPINCHHS CTaHY TaKHMX MAli€HTiB CITifl BKMTH
BiJIMOBiZHAX 3aX0JiB, BKIIOYAIOYH BiqMiHy eTOpPHKOKCHOY. ' RS
ETopHKOKcHG, 0CO6INBO Y BUCOKHX JI03aX, MOXKE IPH3BOJIMTY JI0 JacTilloi Ta TSXUOI apTepialbHOL
rimeprensii mopisnaHO 3 Aeskumu iHmmmMu HII33 Ta cenekTHBHMMY iHriGiTOpaMu [1OI’-2. Tomy
apTepiabHy TillepTeH3ito CITiji KOHTPOMOBATH JIO IOYATKY JIKYBaHHS €TOPHKOKCHOOM, 0c00JIUBY
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yBary CIiji MPHAUIATH KOHTPOJIO 33 apTepialbHHM THCKOM Mix 4ac NiKyBaHHSA €TOPHKOKCHOOM.
ApTepiabHui THCK IOTPiGHO KOHTPOIOBATH MPOTAroM 2 TYDKHIB IiC/IS TOYATKY JiKyBaHHS, a OTIM
~ nepioguyno. SIKINO apTepialbHHUH THCK CYTTEBO MMiBUILTYETHCS, CIijl PO3TITHYTH MOMIUBICTH
aJIETEPHATUBHOTI'O JIIKYBaHHA, -
Bnnue na neuinky .
TMigsumenns piBHs ananinaminotpancoepasu (AJIT) Ta/abo acmaprataminorpancoepasu (ACT)
(mpubnuzHo y 3 abo Gimbime pasiB MOPIBHAHO 3 BEPXHBOIO MEKEIO HOPMH (BMH)) cnocrepirajnocs
npubmasHo B 1 % manieHTis, sxi Opaiy y4acTb y KIiHIYHAX AOCTI/DKCHHIX Ta 3aCTOCOBYBAIH
eropuxokcu6 y nosax 30 mr, 60 mr ta 90 Mr Ha 700y npoTAroM nepiomy 10 1 poky. on i
CiZi ciocTepiraTy 3a CTaHOM BCiX MAli€HTIB 31 CHMITOMAMH TIOPYINCHH yHKIT TIeUiHKH, 8 TAKOX
namieHTis 3 maToNoriYHMMH rokasHukamu GyHKii nevinkd. IIpu o3HaKaX MOPYIICHHS byHKii
MeYiHKH Ta MpH CTIMKMX MaTONOTIYHMX 3MiHAX TOKA3HWKIB ¢yukuil neuinku (y 3 pasu Bume 3a
BMH) eTopukokcuG MOTpiGHO BiAMIHHTH. T ®
3azanvni 6xasiexku - e :
SIKmo MPOTATOM NiKyBaHHS y HallieHTa CIOCTEPIracThes MOPYINEHHS dynkuii 6yap-sKxol 31 cHcTEM
oprauiB, 3a3HaYEHHUX BHIIE, CJIi/l BYKUTH BIATOBIAHHX 3aX0/(iB Ta PO3MJIAHYTH MATAHHA IIPO BiMiHY
eropukokcuby. Heobximo 3abesneqntn BiITOBIIHE MEIMYHE CIIOCTEPEXNEHHS MPU 3aCTOCYBaHHI
eTopuKoKcuGy TallieHTaM JITHROrO BiKy Ta MauienTaM i3 MOpYIICHHAMH (ynkii HAPOK, MEYIHKH
abo ceps. - SR
3 ofepexHiCTIO CNif MOYMHATH JIKyBaHHS eTOPHKOKCMOOM MalieHTiB i3 J€rifparalicro.
PeKOMEHIOBAHO IIPOBECTH PETiIPATAIIIO 0 [IOYATKY 3aCTOCYBaHHS €TOPUKOKCHOY.

TIpo PoO3BUTOK CEPHO3HHX MKIPHUX peaKuiif, y AeAKHX BUNAJKax 3 JICTAILHAM HACIIiJIKOM, .y - TOMY.
uucni  excdormiaTuHOro AepMarnty, emHapomy CriBeHca — JIkOHCOHA ¥ TOKCHYIHOFO
enifiepMaTbHOTO HEKPONi3y, AyXe PilKo MOBIROMIILIOCH MPH sactocyBauni HII33 i jesxux
cenextuBHuX inribiropis [IOI-2 mig 9ac MOCTMApPKETHHIOBOTO CIIOCTEPCHKCHHA (muB. po3xin
«TTo6iuni peakii»). HalBHIIHIt PH3HK POSBHTKY TAKMX PEaKuill y MauieHTis — Ha 104arKy Tepartii,
a MoYaTOK IX TIPOSBiB y GLIBIIOCTI BHIAAKIB — MPOTATOM MEPIIOro micsms snikysanHs. Cepio3Hi
peaknii rimepuyTamBocti (Taki sk anadinakcis i AHTIOHEBPOTHYHUI HAGPAK) CIIOCTEpirayucs y
[IAI[iEHTIB, fKi 3aCTOCOBYBaNTH eTopukokcub. Jleski celneKTHBHI iHribitopu I[TOI'-2 migBUIIYOTh
PU3HK BUHHKHEHHS IIKIPHAX peaKilil y namieHTis 3 aJleprivHOIO peaKIliero 10 Oy Ip-AKOoro npenapary
B apaMHe3i. ETOpHKOKCHO CJTiJi BiMiHUTH MpH MEpIINX NPOABaX BUCHIAHDL HA IIKipi, YIIKOMAKEHD
30801 0GOIOHKH 260 iHIMMX 03HaKax TillepdyTIMBOCTI. e
ITpu 3acTocyBaHHI €TOPUKOKCHOY MOXKYTh MACKyBaTHCS MPOSIBU rapsAIKH Ta iHImi O3HAKH 3aTIaJIbHOTO
TIpOLIECY. R
3 0BepeXHIiCTIO MpPHU3HAYAIOTH OZHOYACHO CTOPHKOKCHO Ta Bapdapu abo iHmI TepopaibHi
AHTHKOAryJIsIHTH. R
3acTOCyBaHHSA €TOPUKOKCHOY, K i IHIIHX Ipernaparis, IO iHri6y10Th UMKIOOKCUTEHa3y / CHHTE3
IPOCTAr/IaHIMHIB, HE PEKOMEHA0BAHO XKIHKAM, SKi [IaHYIOTh BariTHICTb. L e L
Ileit mixapchKuit 3aci6 MicTHTh MeHme 1 MMOTE (23 Mr)/Ho3y HaTpilo, TOGTO MPaKTHYHO BiIBHUH Bif
HaTpito. _

3acmocysanna y nepiod éazimnocnii abo 200y6ania zpyooio

BarirtzicTh

HeMae KTiHIYHMX HAHHX IPO 3aCTOCYBAIHS CTOPHKOKCHGY B Hepion BariTHOCTI. JloCHiUKeHHS Ha
TBAPHHAX TPOJEMOHCTPYBAIM PENPOXYKTURHY TOKCHYHICTE. ITOTeHUiHME PH3MK LA BariTHIX
HeBiZOMEi1. 3aCTOCYBaHHS ETOPHKOKCHOY IIPOTATOM OCTAHHBOrO TPHMECTPY BariTHOCTI, K i {HIMX
Ipenapartis, IO iHriGyIOTh CHHTE3 NPOCTArIAHMHIB, MOXKE IIPH3BOIUTH JI0 BiZICYTHOCTi CKOpOYEHb
MAaTKH Ta IepedacHOro 3aKpUTTs GOTaIoBOI IPOTOKH. [10BIXOMIIANIOCS PO BHNAAKHA MOPYINEHHS
dbyHKIii HEpOK ILIOAA, IO NPH3BOZMIO JIO 3MEHUICHHS 00°eMy AMHIOTHYHO! pPiJMHH
(oxirorinpaMuion) y BariTHEX XiHOK, aKi npuiimann HII33 Ha asannsTomy THXHI BaritHOCTI a60
mismime. B JeAKHMX BHIOAAKaX L€ MOXe TPH3BOAMTH IO MOpymeHHd QyHKnil HEpok Yy
HOBOHApO[UKCHHX. 3asHaueHi edeKTH MOXKyTh BHHHKATH He3abapoM Micis NOYATKy JiKyBamHd
HI133; omirorigpaMHioH 3a3BM4aii € OGOPOTHHM ITiCId NMPHNMHEHHS JHKYBaHH:. 3acTOCYBaHHA
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Deprunsnicts
3acTocyBanHs CTOPUKOKCHOY, 5K i iHmmux Ipernaparis, o IHTiGyI0TE IIOI'-2, ne PEKOMEHIOBaAHO
XiHKaM, sxi INITAHYIOTh BariTHICTS.

Crocié sacmocysannn ma oo3u .
Jlixapcekwuit 3aci6 Etopa 34CTOCOBYIOTH IEpPOpABHO, Ilpenapar moxna npHitMaTH HE3ANEXKHO Bijg
BXXHBaHHs i, [Touarok edexry Npenapaty HacTae mBHaIIE TIpH npukioMi nepex inoro. [{e noTpiGHO
BPaxoByBaTH NpH HEOGXIAHOCTI MIBH/KOTG nocIabIeHHs CHMITOMIB, ‘

Ockinbku pusuk BHHUKHEHHS mopymens 3 Goky CCPLEBO-CYIHHHOI CHCTeMMU IIpH 3aCTOCyBaHHi

CTOPHKOKCHOY 3pocTae mpu mins MICHHI 03M 1 TpHBaIOCTi €KCro3uuii, HeobxinHo IPOBOINTH

0COOJIHBO y narienTis 3 OCTE0apPTPHTOM.
Ocmeoapmpum

Peemamoidnui apmpum

Pexomenposana nosa CTaHOBHTB 60 Mr | pas ua n00y. V nesxux manientin TIPY HEIOCTaTHLOMY
nocnabaeHHi cuMmToMiB 30UIbIICHAS 103U 70 90 Mp 1 pas Ha 106y moxe IOKpalyBaTH
TepaneBTuynmii edexr. Ipu nocaryenmi KIiHiHOT cTabimisauif nanjenta AOUUIEHO 3MeHIIHTH 103y

70 60 mr 1 paz na n1oBy. 3a BigcyTHocti HOINIIeHHs edekry POSIVISHYTH IATAHHS PO THI MO
METOMH JIIKyBaHHS,

Auxinosyiouuii enondunim .
Pexomennosana nosa CTaHoBuTh 60 Mr 1 pas ma 106y. ¥V nesxux mamienrin IpY HEOCTATHEOMY
nocnabnenni cummToMmis 36UIBIIEHHs 1030 10 90 Mr I pa3s ma 106y moxe NOKpaIyBaTH

Y pasi nosBu roctporo Gonko eToprkokcu6 34CTOCOBYIOT JIHINIE ¥ rOCTpHii CHMIITOMATHYHHI nepioy.
Tocmpuii nodazpuunyi apmpum .

Pexomennosana oza CTaHOBHUTE 120 mr 1 pas ua Ao0y. ITix yac xmimivaux AOCIIKCHB FOCTPOro
ONarpU4HOro apTpury CTOPHKOKCHO 3acTOCOBYBamM BIIPOAOBXK 8 IHIB. LA
Iicasonepayizinui Oinb,  noe’ssanuii 3 Cmomamonozivnum  onepamuenum BMPYYAHHAN
Pexomennosana no3a — 90 mr Ha 1 pa3s Ha 1106y nporsronm MakcuMym 3 nuiB. Jlia nestikux mamientis

Hozn, mo HEPEBUINYIOTE pekoMeHnOBani g KOXHOTO noOKasaHHA, He MaroTh JONAaTKOROT
edexTuBHOCTI 260 He BHUBUanucs. Tomy: :

¢ J032 npu ocTeoapTpuTi He TIOBUHHA NIepeBHILyBaTH 60 Mr Ha no0y; ‘
® J03anpu peBmMaToinHOMY apTpuTi Ta aHKiNo3yr0qoMy CIIOHAMJIITI HE IOBHHH] NI€pPEeBHINYBaTH

90 Mr Ha no6y;
YarogxeHo 3 rMarepiananiu
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e J103a IIpU TOCTpiit no,uarpi He MOoBHMHHaA nepesumyBatd 120 Mr Ha no0y BHpPOAOBX
MaKCHMAJIBHOTO TIepioAy JIIKYBaHHA 8 JHIB,
® J103a IIpH I'OCTPOMY GO0 IiCIIsi CTOMATOJIOTiYHOTO ONEPAaTHBHOTO BTPYYaHHS HE NOBUHHA
nepeBuinyBaTH 90 Mr Ha 106y BIIPOIOBX MaKCUMAJIBHOTO 3-A€HHOT'O MEPioLy.
Iayienmu nimuvozo sixy
Hemae HeobximHOCTI B KOpeKil D03yBaHHA U1 NALI€HTIB JTTHHOrO BiKy. Sk iy pa31 3aCT00yBaHH$I
iHIMX TpenapaTiB, Ipenapar ciIi HpH3HAYaTH 3 0GePEKHICTIO NaLiEHTaM JITHBOTO BiKY. E
Iopywenns (pynm;u newinku
HesanexHo Bij| MoKa3aHHs nallieATaM i3 MopymeHHsME QyHKII MEYiHKH JIETKOro CTYIEHs (5—6 GamB
3a wkanoro Yaiinga — II'10) He cming mepesmimyBati xo3y 60 mr 1 pas mHa moOy. Ilamierram i3
nopyIeHHsMHU QyHKIIil Me9iHKH ITOMipHOro cTyneHs Tsokkocti (7-9 6anis 3a mkanoro Yaiinga —I1°10)
HE3aJIEXXHO BiJl MOKA3aHHs He CIIiA nepesuntyBary 103y 30 mr 1 pa3 Ha 106y.
Kniniuauit nocsin 3actocyBanHS 06MexeHui, 0COGINBO INOAO NALIEHTIB i3 NOPYIEHHAMH (QYHKIIT
ne4iHKY MOMIPHOTO CTyIEHd, TOMY IipemapaT HoTpi6HO mpusHadatd 3 o6epexHicTio. BimcyTriit
KJTiHiYHUH TOCBi/] 3aCTOCYBaHHA NIpenapary HalieHTaM i3 TSOKKUMH HopyIneHHaMH GyHKIT mewinku
(= 10 Ganis 3a mkanoro Yaitnga — IT°10), ToMy npemapaT IpoTHIIOKA3aHMH TAKMM MaIli€HTaM.
Iopywenns ¢ynryii nupox
Kopurysanus n0o3u He n0Tp16He naiieHram i3 KJIlpeHCOM KpeatuHiny > 30 mi/xs. 3aCT00yBaHH}I
€TOpUKOKCHOyY HalieHTaM i3 KilipeHcoM KpeaTtuHiHy < 30 MJI/XB IPOTHIIOKA3aHO.

Himu

Eropukoxcn6 npoTtunokasanmii fitam BikoM 10 16 pokis.

Ilepedozysannsn

Y mpoueci KIHIYHMX JOCI/DKEHP 3aCTOCYBaHHs pPa3oBOi J103M eTOpHKOKcHOY 10 500 Mr a6o
Gararopasosuii npuitoM g0 150 Mr Ha [oOy mpoTsrom 21 [HS HE COPHYHHANIO iCTOTHHX TOKCHIHMX
edexris. IToBimoMiIocs mpo rocrpe mepeno3yBaHHs €TOPHKOKCHOOM, X09a B GLILIIOCTI BUMAAKIB
npo noGiyni peaknii He moBimomiinocs. IToGiumi peakuii, mo cmocTepiramucs Haifdacriime,
BifmoBinanu mpodinto Gesmexn eTopukokcuby (Taki sk peakuii 3 6oxy IIIKT, 3 Goky cepns Ta
HHpOK) Sk
V pasi nepemo3yBaHHS MOLIBHO BXXKUTH 3BHYARHHX mm'pnmyBanLan 3aX0JliB, HananJIaz(
BUjaIeHHs HeaGcopbosanoro npenapary 3i IIIKT, BeAeHHs KIiHIYHOTO CIIOCTEPEXEHHH, Y pa31
HEeoOXiTHOCTI — IpOBeICHHS nmrpnMyBaanoro JIle'BaHH}I

Etoprkokcu6 He BUBOAMTECS IPH reMoIialisi; HeBiIOMO, Y BUBOAMTLCS MPETApAT PH MPOBEACHH]
MIEPUTOHEANIBHOTO Jiaizy.

Ilo6iuni peakuii

Beznexa 33CTOCYBAHHS €TOPUKOKCHOY OLIHIOBANACh y Mpoueci KIiHIYHUX AOCIiIKEHb 3a yqacno
9295 nmnamieHTiB, BKmOYarouM 6757 maiicHTIB 3 OCTE0apTPHUTOM, peBMaTOII[HHM apTPUTOM,
XPOHIYHUM GoJIeM y HIDKHiM wacTHHI chMHH a0 aHKIIO3YIOUMM CHOHMWITOM (IpHGmu3HO 600
NANIEHTIB 3 0OCTEOAPTPHTOM ab0 PEBMATOIXHHM apTPUTOM OTPUMYBAIH JIiKyBaHHA IPOTATOM 1- poxy
abo Jjosiire).

Ilix wac wnimivHEX mociimkeHs mpodins MOGIUHMX peaxniii GyB OFHAKOBHM y TalieHTiB 3
OCTE0apTPUTOM a60 PEBMATOITHMM apTPHTOM, fKi 3aCTOCOBYBAIM €TOPUKOKCHG mpotaroM 1 pois)
abo nosime.

V nponeci KIiHIYHOTO MOCIHiIKEHHS 32 ydacTIO MAIli€HTIB i3 TOCTPHM TO/IATrPHIHHM apTPUTOM
€TOPUKOKCHO npnsnaqann B 1031 120 mr 1 pa3 Ha 1oGy nporsarom 8 auis. ITpodins noGiganx pealcum
Y UbOMy IOCHi/DKEHHI GYyB y LiIOMy TakuMm caMmM, K y JOCIiKCHHSX 3a yHacTio TAli€HTIB 3
OCTE0apTPUTOM, PEBMATOIHUM apTPHTOM Ta XPOHITHAM GOJIEM Y HUKHIM YaCTHHI CITHHH.

v nporpam OLiHKK Ge3NeKu I CepIEBO- cyzunmm CHCTEMH 3a JAHUMH TPHOX KOHTPOJIBOBANHX
HOCTI/KEHb 3 AaKTMBHHM IperaparoM IOpiBHAHHA 17412 mnamieHrie 3 OCTEOAapTPHUTOM - 200
PEBMAaTOITHIM apTPUTOM OTPHMYBATTH eTopuKOoKcHO (y mo3ax 60 mr a6o 90 mr) B cepez{HLomy
BIOpOJOBXK NpuOmisHo 18 wmicanis. Jlani npo Gesmeky Ta Gimbin geramsma indopManis mpo- 110
Iporpamy mpeJscTaBieHi B po3ain «@apMaKoIoriyli BIaCTHBOCTIY.
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Y nponeci KT HiYHIX JOCTimKe

CTOMATONIOTYHUX  Xipypriummx BTpyvan.,
€TOpuKOKCHG (y mo3ax 90 mr a6o 120 mr), po

GoneM y Huskwiit YaCTHHi ciuHy,
IIpo Hmxuesasmagey; no6iynij

Ta6nuns 2
[ Knac cucremyu Opl"aHiBJ [To6iuni peaxirii

Kareropiz
. 9acTOTH*
Indexuii Ta inpasiy ANBEBEONSIPHUMN OCTHT

qacro
TacTpoentepur, inpexnii BEPXHIX AuXanbHmx IULIXiB,  |HewacTo.-
indexmuii CCYOBHBITHOIO TPaKkTy
E 00Ky KpoBi i MMOaTHanoi |apemis (meperaxuo B pbesyibrari IITYHKOBO-KHUIIKOBOT
CHCTEMH

HeJacTo
KpoBoTeyi), JeHKomnenis, TpoMGonuTone i s BT
3 60Ky iMynHOT cucremy rinepuyTnugicrs? 8
aHTIOHEBPOTHYHWI HaOpsik, aHadinaxrmaj /
anadinakToinyi peaxnii, y TOMY YHCHi mox?
HaOpsKH / 3aTpumka piuH
SHIDKCHHS 400 IoCUNeH s anery
Tijla

TPHBOXHICTS, fempecis, OOTipIneHHs po3ymoBoi HeYacTo

AIATLHOCT], ramonumariit =
CILTyTaHiCTE r’:si,qow:ocri:, HECHOKiiHui crag? DIKO
3anaMopoyenHs, TOJIOBHHI Oing

ANCTeB3is, Ge3conms, napecresis / ri
HEYiTKiCTE 30D » KOH IOHKTHRIT

Poznamu Metabormizmy i
Xap4yyBaHHs

qacTo
HevacTo

Ty, 36inbImenns Macy

Ienxiyni IIOpyIIeHHS

3 6oky HepBoBoT CHCTEMH

e
18
S

3 6oKy opranuis 301

HEYacTo -

3 60xy oprauis CIIyXy i myM y Byxax, 3aI1aMOpOYeHHs

BECTHOYISIPHOTO anapa: T

3 60Ky cepus BiN4yTTS ceprieurrs, apuTmis? m

bibpunsig H€pencepan, raxikappis?, 3acTilfHa cepuena HeYacTo
HEJOCTaTHICTE, Hecnenudivni sminn ya EKT, :
CTeHoKapxis?, indapkr Miokapa® .

3 60Ky cyaunmol CHUCTEMH apTepianbHa rineprensis m
TIPUILTHBH KPOBI, mopymenmy MO3KOBOTO KpoBOOGiry?, Heyacro
TPaH3UTOpHa imemiyng aTaka, rineproniynui Kpu3?,
Backyitt

3 6oxy nuxanbmof CHCTeMH, | Gponxocmasnt 9acte’ - |

OPraHiB IpyHOT KTiTKH | Kamesns, tucroe, Hocoga KpoBoTeua HeYacTo (

cepeocTinms '

3 6oy untynKOBO-

6116 v sxuBOT]
KHIIKOBOTO TpakTy

3aI0p, METCOPH3M, racTpurT, newiy / KUCIIOTHHIf
pedmoxe, niapes, aucnencis /

emiracrpis, Hynora, 6/moBanns e30¢arit, Bupasky 5
POTOBI OpOKEMH]

He4YacTo

| .14
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kposoteya LIKT, curapom TIOAPasHEHOro KMINEeYHHKY,

nanKpeatnt =
3 6oky renarobimiapraof migsumenns AJIT, nigsumenns ACT 4acTo
CHCTEMH renarut? piaKo
NeYiHKOBA HENIOCTATHICTBY, JoBTARAIAT pizko!
3 60xy mikipy i NiAmKipHOi | exximos 4acTo
KITITKOBHHH HalOpsax o6muyus, CBEPOLkK, BHCHIAHHS, eputemal, He4acTo
KpomuB’smkal
crrnpom Criserca — JloHcoHa?, TokeHammy pinxo!
elmiepMans it HeKpomis?, criitka MEJINKaMEeHTO3Ha
epurema’
3 6oky ONOPHO-PYXOBOY crasmu / cynomu M’sisis, CKEJIETHO-M’130BHif Giny, / HewacTo
CHCTEMH i CONyqHOT CKyTiCTh
TKAaHHHH

3 60Ky HHpOK i

HpOTEiHypist, mixBuImenHs piBHg KpeaTHHiHy B CUpOBartLi | HeuacTo
CCHOBHALTEHOT CHCTEMMU

KpOBI, HHPKOBA HEZIOCTATHICTE ! macdyrxuis? (qus.
po3ain «Ocob6muBocTi 3aCTOCYBaHHs)

ITopymenns saransHoro acTeHis / BTOMa, rpHIonoi6y; CHMIITOMH 4acTo -
CTaHy Ta Oinb y rpymiit xmiTii HEYacTo
MIOPYIICHHs], OB’ s13aH] 3i
CIocoboM 3acTocyBanHs
JIaGopatopui nocmimxenns IiIBHINEHHS piBHS a30Ty CCYOBHHM KPOBI, ITiABHIIEHHS He4acTo
piBHA kpearuHpochokinazm, rinepkaniemis, mgsamenms
iBHS Ce40BO1 KHCIOTH
[ SHIDKEHHS PiBHS HATPIIO B KpOBi piako 1
* Kareropia uacrory BH3HAYaAETbCA I ko

PKHOTO TEPMiHy nobiunoi peakuii 3a 4acToToI0 B Gasi gaHux
KIHIYHEX KoCHimKeHs: Ayxe uacto (21/10); vacro (>1/ 100, <1/10); meuacro (171000, <1/100); pigKo
(=1/10000, <1/1000); ayxe piako (<1/10000).

+ . .

J103aMH).

TKa'reropia HaCTOTH «pinko» BH3Hauamacy BIAMOBiAHO 10 Guideline on summary of product characteristics
(SmPC) (2-ii repernan, sepecens 2009) Ha mincrasi PO3paxoBaHoi BepXHBOT Mexi 95 % Al nis 0 asug 3

YPaXyBaHHIM KiIbKOCT] y4acHuKiB, ki NPHIMATK €TOPUKOKCHG, B aHais] Ranux dasu 111, 06’ eananux 3a
A03010 i MOKasaHHaM (n = 15470).

® inepuytausicrs BIUIIOYA€ MOHATTSA: anepris, MEIHKaMEeHTO3Ha anepris, MEMKaMEeHTO3Ha

rinepyuyTauBicTs,
TINEpYYTINBICTS, rinepuytusicTs HEYTO4HEeHa, peakwis rinepuyTnusocri i HeyTO4HEHa anepris,

BUHHKHCHHA CepiosHuX aprepiambuux TPOMOOTHYHHX MORH, BKTOYaIOYH iHbapkT miok

Basyiouncs ua naspux AQHHX, ManoiMoBipHo, 1o 36insmenns abcomoTHoro PH3HKY BHHHKHEHHS TaKux
ABHILL MEPEBHILUTL | % Ha pik (Heyacro). ey

~aal

_ ‘ ' - 15
YaromeeHo 3 Matepianani :
DRCOTRRUIVHOIG AcsHe

TNl BEEIW B 0 T @Rl )

N AR |

maen

| IRW |EE Uy e cr



jae Y

Tepmin npuaaTHOCTI
4 poku.

YmoBH 36epiranas

He notpebye crienianbHAX TeMIEpaTypHHX YMOB. 36epiraty B OpuriHaNbHiH YIIAKOBL IS 3aXUCTY
Bix Bostoru. 30epiratd y HeAOCTYIIHOMY AJIA AiTel Mici.

YnakoBka
[To 7 Tabnetok y 6nictepi. ITo 1 GaicTepy B kapTOHHI kKopoOi.

Kareropis Bignmycky
3a penenToM.

Bupobunk

Ponrtic Xemnac Menikan Eng ®@apmacsiorikanc [Ipogakte C.A./
Rontis Hellas Medical And Pharmaceutical Products S.A.

Micne3snaxoakeHHs BUPOOHHKA Ta ajpeca Micls NPoBaKeHHH iioro XisabHOCTI
Jlapucca ITpomucnoBa 3ona, [Tomrosa ckpunbka 3012, JIapucca, 41 500, I'peris/
Larissa Industrial Area, P.O. Box 3012, Larissa, 41 500, Greece.

Jata ocranHboro neperasay. 13.04.2026.

Y3rogxeHo 3 Matepianamu
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