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OBILIAA XAPAKTEPUCTHUKA JI

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Arapta, 50 mr, TabiieTku

2. KAYECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB

JlelicTByrolI€€ BEUIECTBO: BUJLAATJIMIITHH.

Kaxxnas tabnerka conepxut 50 Mr BUIAAraIunTHHA.

BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakto3a, HaTpuid (cMm. pazaensl 4.3. u 4.4.).

[TonHbI# TepedeHb BCIIOMOTATENIBHBIX BEIIECTB MTPHUBEIEH B pa3zaeie 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0OeTku.
Kpyrnble, tuiockue TaOiieTku ¢ (ackoi, OT KEITOBATO-OCIOT0 JO0 CBETIO-CEpPOro IBETa, C

rpaBUpOBKOI «AA3» Ha OJJHOU CTOpPOHE.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

JlexapcTBeHHBIN NpenapaT ArapTa MoKa3aH K NPUMEHEHMIO NPH caxapHOM aualere 2 Tuma y
B3pOCJIBIX MAIIMEHTOB (B COYETAaHUH C AUETOTEpanuei n GU3NUYECKUMU YIPAKHEHUSAMU):

* B KayecTBe MOHOTepanuu B ciaydyae Hed((EKTUBHOCTH TUETOTEepanuud U (U3NUYECKUX
yOpaXHEHUH y TMalMeHTOB C HalW4YMeM MPOTHBONOKA3aHUW K MPUMEHEHHUIO/
HENEPEeHOCUMOCTH MeTGOpPMHUHA UITU B cllydae Hed(PPEKTUBHOCTH MET(HOPMHUHA;

* B KOMOMHAUUU ¢ METPOPMUHOM B Ka4eCTBE HauaJbHON MEIMKAMEHTO3HOM Tepanuu rnpu
HEI0CTaTOYHOH 3(pPEeKTUBHOCTU AUETOTEPANUH U (PUZUUECKUX YIIPAKHEHUIA;

* B COCTaBe JBYXKOMIIOHEHTHON KOMOMHHpPOBAaHHOW Tepamuu: ¢ METQOPMUHOM WU
TUA30JIMIMHANOHOM, WM C HMHCYJIMHOM B ciydae Hed(p(EKTHBHOCTH AMETOTEpaIuu,
(bU3nUeCKUX YIpaKHEHUH 1 MOHOTEPAIIUU 3TUMH IIpernapaTamMu;

* B COCTaBe JIBYXKOMIIOHEHTHOH KOMOMHHMPOBAHHOM Tepamuu ¢ TNPOU3BOIAHBIMH
CyJIb(OHUIMOYEBUHBI Y MALMEHTOB C HEAOCTATOYHBIM KOHTPOJEM IJIMKEMHM Ha (hOHE
MaKCUMaJIbHO TIEPEHOCHMMOHN J103bl MPOMU3BOJHOIO CYJIb()OHUIMOYEBHHBI WM IPH

HAJIMYUH IPOTUBOIIOKA3aHUI K IPUMEHEHHIO/HETIEPEHOCUMOCTH MET(hOpMUHA;
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CyIb(OHUIMOUYEBUHBl U MET(HPOPMUHOM, y MAIMEHTOB, paHee IMOJyYaBIIUX TEPAIHUIO
NPOM3BOIHBIMU CyJTb(OHUIMOYEBUHBI M MeT(popMHHOM Ha (OHE IUETOTEepanuu U
(Gu3MYECKUX YIIPaKHEHUH, U HE TOCTUTIINX a/IeKBATHOTO KOHTPOJIS TJIMKEMUH;

* B COCTaBe TPOWHOW KOMOMHHMPOBAaHHOW Tepamuu: B KOMOMHAIMM C WHCYJIHMHOM H
MET(GOPMHUHOM, y NAIMEHTOB, paHEee IOJIyYaBIIMX HHCYJIUH B CTaOWIBHON 103€¢ U
mMeTpopMuH Ha (OHE AUETOTEpanuu M (PU3HMUECKUX YIPAKHEHHH, W HE JTOCTUTILIUX
a/IeKBaTHOTO KOHTPOJIS TJIMKEMUH.

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHUSsI

PexxuM 03upoBaHus

Jlo3y npemnapara Arapra cieayer moa0oupaTh HHIUBUYaTIbHO B 3aBHCUMOCTH OT 3(pPeKTHBHOCTH
Y TIEPEHOCUMOCTH.

Pexomennyemas nosa npenapara Arapra 50 mr 1 uiam 2 pasza B aeHb. MakcumanbHas CyTo4Has
no3a npenapara coctasisier 100 mr.

Pexomennyemast 1o3a npenapara B MOHOTEPAIIMK WM B COCTaBe KOMOMHUPOBAHHOW Tepanuu ¢
MEeT(GOPMUHOM, THA30JUAUHIMOHOM HJIM MHCYINHOM (B KOMOMHALMU ¢ MeTGOPMHUHOM WM Oe3
metdopmuHa), coctasisger S0 mr unu 100 Mr B cyTKH.

Pexomennyemass mo3a mpemapara Arapra B COCTaBe JABOMHOM KOMOMHHPOBAHHOW TEparuu ¢
npenaparamu cyabhoHmIMoueBUHbI cocTapiseT 50 Mr 1 pa3 B cyTku yrpoM. B 31oil nonymsiumn
narnueHToB 3pPeKTUBHOCTD Npemnapara Arapta B 103¢ 100 Mr B cyTkH ObLIa CXOIHON C TAaKOBOM B
no3e 50 Mr B CyTKH.

PexomennoBanHast no3a mpenapara Arapra B cOCTaBe TPOHHOW KOMOMHUPOBAHHOW Tepanuu
(BUIIIAmIUNTUH + MPOU3BOAHBIE CYIb(OHUIMOUYEBUHBI + MeT(opmuH) cocrasiser 100 mr B
CYTKH.

Ecnu nenu mmMKeMUYecKoro KOHTPOJsSl HE JOCTUTHYTHI Ha (pOHE NMPUMEHEHHUs MaKCHMalbHOU
cyrouHoi 0361 100 Mmr, ciiemyeT pacCMOTPETh BO3MOXKHOCTD TOOABIICHUSI K TEPAITHH MPETIapaToM
Arapra JApyrux TUNONIMKEMUYECKUX IpEenaparoB, TaKUX, Kak MeT(GOpPMHUH, NPOU3BOJHBIE
CyNb()OHUIIMOYEBUHBI, THA30JIUMHIMOHBI WIIN HHCYJIHH.

Oco0bIe I'pynnbl MaliMCHTOB

Tayuenmoi noscunozo so3pacma

VY manuMeHToB MOXKUIIOTO BO3pacTa He TpedyeTcs KOPPEKIUH pekKrMa JT03MPOBaHUs Mpenapara
Arapra.

Tayuenmoi ¢ HapyweHnue ynkyuu novex

Y manuMeHToB ¢ HapylmieHHeM (YHKIUM TIOYEK JIETKOM CTEMmeHW (CKOPOCTh KITyOOUKOBOM

dunsrpamun (CK®) >60 mn/mun/1,73 m?) u cpenneit crenenu ¢ CKD 50-60 mn/mun/1,73 m? He
2
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nouek cpenneii crenenn ¢ CK® 30-50 mu/mmn/1,73 m>

u Tsoxenon crenenun (CKD <30
mi/mun/1,73 M?), BKIIOUas TepMHHAIBLHYIO CTaMI0 XpOHMUeckol Gonesnu mouek (XBII) y
MAIMEHTOB, HAXOASIIUXCS Ha TeMOIMAIN3E UITH MPOXOAAIIUX IPOLEAYypY FeMOAnanu3a, npenapar
cieayeT NpuMeHATh B 1o3e S0 mr 1 pa3 B CyTKH.

eTH
[TockonbKy omnbITa IPUMEHEHMS ITpenapaTa Arapra y AeTel 1 OIpOCTKOB Miajale 18 jer HeT, He

PEKOMEHIyeTCsl IPUMEHSATH Ipernapar y NalueHTOB JaHHON KaTeropuHu.

Cnoco6 IOPUMCHCHUA

Hozy 50 mr/cyt cnexyer npuHEMaTh 1 pa3 B eHb yTpoMm, 103y 100 mr/cyT ciieayeT AenuTh Ha 2
npuema — 1o 50 mr yrpom u BeuepoM. B ciyuae mpomycka rnpuema npemnapara cienyeT IpuHsITh
MPOMYIIEHHYIO 103y Kak MOKHO ckopee. [Ipu aTom ciemyer nzberars NpUHATHS YIBOCHHON J103bI
B OJIUH JICHb.

[Ipenapar Arapra NpUHUMAIOT BHYTPb HE3aBUCUMO OT MpUEMa IHUIIH.

4.3. [IlpoTuBONOKA3aAHUS

e ['unmep4yBCTBUTENBHOCTh K BWIJATJIUNTHHY WIM K JIOOBIM BCHOMOTaTeIbHBIM
BEILIECTBAM, IIEPEUUCIICHHBIM B noapaszzene 6.1.

* HacnencTtBeHHass HEMEPEHOCUMOCTh TalaKTO3bl, HEAOCTATOYHOCTh JIAKTa3bl, TIIFOKO30-
rajlakTo3Hasl MajnbaOCcopOIHsl.

* bepemenHocts, TpyqHOE BCKapMIIMBaHUE (B CBA3U C HEIOCTATKOM COOTBETCTBYIOIIUX
JTAHHBIX ).

» Caxapublii quaber 1 Tuna.

* OcTpplii WIM XPOHUYECKUH METAaOOIMYECKUN amuao3 (BKIOYAs TUa0CTUYSCKUN
KEToalnJ103 B COYETAaHUM C KOMOW unu Oe3 TakoBoil). JlmaGeTwudeckwii KeToarmmos
JOJKEH KOPPEKTUPOBAThCS HMHCyIHHOTepanuei. Jlakraraumumo3 (B TOM 4YHUCIE U B
aHaMHe3e).

* Hapymenuss GyHKIMM TI€YeHU, BKIIOYAs IMAIIMEHTOB C TMOBBINICHHOW AKTHBHOCTBIO
«TEYECHOYHBIX» dbepmMeHTOB (amanmHAMUHOTpaHCEPA3HI (AJIT) WIH
acnapratamuHoTpancdepassl (ACT) B 3 u Oomnee pa3 Bblllie BepXHEH TPAHUIIBI HOPMBI,
(3xBI'H)).

» Xponunueckas cepaeunas HemoctatouHocTh (XCH) IV ¢ynkmmonansaoro kimacca (OK)
Mo QYHKIIMOHATBEHOW KIaccu(uKaum HLIO-ﬁOpKCKOﬁ KapAHOJIOTMYECKON aCCOLUALINU
(NYHA) (BBuOy OTCYTCTBHSI NaHHBIX KIMHHYECKHUX WCCIEAOBAHUNA O MPUMEHECHUU

BUJIIATJIMIITUHA y STOU TPYNIbl HAIlUEHTOB).



COOTEBETCTEYET .
ot 11.0

» Jlerckwuit Bo3pacT no 18 ner (3¢ pexTHBHOCTL U 6&5‘1‘[%1%%{)%&&{;[2 -lr_lpéIlIaﬁéiTa

HE YCTaHOBJICHBI).
4.4. OcoOble yka3aHMsl M1 Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Oco0ble yKkazaHus

B JOKIMHUYECKUX HCCIENOBAHMUAX INPU NPUMEHEHMM B A03ax, B 200 pa3 mpeBbILAIOMNX
pPEKOMEHIyeMbIe [T YelIOBeKa, pernapaT He BbI3bIBAI HApYIIEHUH (epTHILHOCTH.

[Tpu He06X0AMMOCTH MHCYIMHOTEPANINY TpenapaT Arapta IPUMEHSIOT TOJIBKO B KOMOMHAIINHU C
uHcyinuHoM. Ilpenapar mpoTHBOIIOKa3aH y HMAlMEHTOB C caxapHbIM AuabeToM 1 Tuna wiu ams
JeyeHHst [uabeTHUeCcKoro KeToaluna03a.

Ceprieunast HEJOCTATOYHOCTD

[Tockonpky naHHble O mpuMeHeHMH BuigarmuntuHa y mnanueHToB ¢ XCH I ®K mo
knaccupukanuu NYHA orpanuueHsl M He TMO3BOJIAIOT CJlIENaTh OKOHYATENbHBIA BBIBO/,
PEKOMEHJIYeTCSl C OCTOPOXHOCTBIO IPUMEHATh Ipenapar Arapra y MalMEHTOB JaHHOHN
KaTErOpHUH.

He pexomenayetcs npumeHenne BunariuntuHa y naueaToB ¢ XCH IV ©K no knaccudukanuu
NYHA, BBUly OTCYTCTBHUS JaHHBIX KIMHUYECKUX UCCIEIOBAaHUN O IPUMEHEHUH BUJIIATJIUIITUHA
y TAUUEHTOB ATOM TPYIIIIHI.

Hapvymenne dvHKIIMH TT0YEK

[TockonbKy OIBIT IPUMEHEHUS Npenapara ArapTa y NallMeHToB ¢ TepMUHaIbHOM ctagueil XbII,
HaxXOIALIMXCSA Ha FEMOANAIIA3€E U ITPOXOASAILHUX IIPOLIENYPY FeMOANAIIN3a, OTPAaHUYEH, IIperapar
PEKOMEHYETCs IPUMEHSATD ¢ OCTOPOKHOCTBIO Y TAHHOW KaTErOpUU MalUEeHTOB.

HaDVHIeHI/ISI d)VHKHI/II/I IICYCHHU

[Tockonpky B peakux cCiydasx NP MPUMEHEHHH BWJIJATJIMIITHHA OTMEYAJIOCh TMOBBIIIEHUE
aKTUBHOCTH aMHHOTpaHcepas (kak TpaBwio, 0e€3 KIMHUYECKUX TMPOSBICHHI), TeEpen
MpUMEHEHUEM Tpernapata ArapTa, a TakKe M PEryJsipHO B XOJ€ IMEPBOro roja NpUMEHEHUs
npernapata (1 pa3 B 3 wMmecsma), peKOMEHIYETCs ONpelesTh OMOXMMHUYECKHE IMOoKa3aTeln
byakuun niedeHW. [Ipu BBIIBIEHWM TOBBINICHUS AKTUBHOCTH aMHHOTpaHcdepas cleayeT
MPOBECTH MOBTOPHOE MCCIEIOBAHKE C IIEJIbIO MOATBEPKICHUS pe3yabTaTa, a 3aTeM PETYISIPHO
MPOBOANTH OMpE/IeIeHHe OMOXUMUYECKHIX MOKazaTeae PyHKIMHN MeUeHU 0 UX HOPMAaIIU3alllu.
Ecmu npessimenue aktuBHocTH ACT mmm AJIT B 3 unm 6onee pa3 Beimie BI'H moarsepskneno
MMOBTOPHBIM HCCIIEIOBAHUEM, MTPENAPAT PEKOMEHYETCS OTMEHUTD.

[Ipu pa3BUTHM KENTYXW WIM JPYTHX MPU3HAKOB HapylieHWs (QYHKIUW TeYeHH Ha (OHE
MpUMEHEHUS NpenapaTta Arapra Tepanuio nIpenaparom cielyeT HeMEAJIEHHO pekpaTuTh. [locre

HOpMaJIM3aIiy MoKa3arenell GyHKINY MTeYeHH JIeYeHNEe IpernapaToM BO300OHOBISAThH HEIb3S.
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I'unornmukeMust

W3BecTHO, 4dYTO mpenapaThl  CyAb(OHUIMOYEBHHBI MOTYT IPOBOLIMPOBATH  Pa3BUTHE
runornukemMun. CyliecTByeT pUCK pa3BUTHSI TMIIOIVIMKEMHUH IIPU OJTHOBPEMEHHOM IPUMEHEHUU
BWIJIATJMITHHA C [penapaTaMu  Cyiab(GOHWIMOYEBUHBL. Ilpm HeoOXoauMoOCTH — cienyeT
paccMOTpeTh BO3MOYKHOCTh CHMIKEHMsI J103bl IPEnapaToB CyJb(OHUIMOYEBUHBI C IIEIIBIO
MUHHUMU3UPOBATh PUCK PA3BUTHS TUIIOTIIMKEMUH.

OcCTpBIii TAaHKPEATUT

[Ipumenenue mpemnapara ArapTa CBS3aHO C PUCKOM pa3BUTHs OocTporo naHkpearurta. Cruemyer
npouH(OPMUPOBATh MAIlMEHTa O CUMITOMAaX, XapaKTEepPHBIX JUIS OCTpOro maHkpearuta. [Ipu
MOJIO3PEHUH Ha OCTPBIM NAHKpeaTUT Mpenapar ciieAyeT oTMeHUTh. He ciaenyer Bo30OHOBIATH
TEpaIuio, €M OCTPBIM MaHKPEATUT ObLI MOATBEPAKIEH. Y MAMEHTOB C OCTPHIM IAHKPEATUTOM B
aHaMHe3e MPUMEHATH Ipenapar Araprta cielyeT ¢ OCTOPOKHOCTBIO.

BcnomorarenbHbIe BEIECTBA

[Ipenapar Arapta cofaepXuT Jakto3y. [lalmenTtaMm ¢ peaKo BCTpEUarolieicsi HacIeICTBEHHON
HETIEPEHOCUMOCTBIO TaaKTO3bl, JEQHUIUTOM JAKTa3bl WM CHHAPOMOM TIIFOKO30-TaTaKTO3HOM
MaJibabcopOLMK HE cielyeT NPUHUMATh JaHHBINA npenapart.

JlanHblil npenapar coaepkKuT MeHee | MMoinb (23 Mr) HaTpus B OJHOM TaOJeTKe, MOKPBITOM
IJIEHOYHON 000JIOUKOM, TO €CTh 110 CYTH HE COJIEPKUT HATPHUSL.

4.5. B3amMmopeiicTBMe ¢ [PYTMMH JIEKAPCTBEHHBIMH MNpenapataMM H JApyrue BH/bI
B3aMMO/JEHCTBHUA

Bunnarnuntun o6sagaeT HU3KUM MOTEHLMAIOM JIEKapCTBEHHOTO B3aMMOAEHCTBUS.

[TockonbKy BUIIATIMIITHH He ABIseTcs cyOcTparoM hepmenToB nuroxpoma P450 (CYP), a takke
HE MHTUOMpYeT M HE HHAYLHUPYET ATH (EpMEHThl, B3aWMOJAEWCTBHE BWIJATJIMITHHA C
JIEKapCTBEHHbIMM IIperapaTtaMH, KOTOpbIE SBIAIOTCA CyOCTpaTaMu, HMHTHOMTOpaMHM WM
unayktopamu P450 (CYP), manoseposarHo. [Ipy ogHOBpeMEHHOM MPUMEHEHUH BUJIIATTUNTHH
TaK>Ke He BIIMSET Ha CKOPOCTh MEeTa00IM3Ma MpenapaToB, ABJISIOMINXCS cyOcTpaTaMu (PepMEHTOB:
CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

KnuHuyeckn 3HaYMMOro B3aWMOJCHCTBHS BWIJATJMIITHHA C IpernaparamMH, Haubosiee 4acTo
ucnonb3yemMbiMu 1ipu siedennn CJ1 2 tuna (raubeHKIaMu0oM, MUOTJIMTa30HOM, MET(HhOpPMUHOM)
Wi 00JaJaIKUMU  Y3KUM TEpaneBTUUYECKUM JHana3oHoM (aMJIOJUIMHOM, JUTOKCHHOM,
PaMHUITPUIIOM, CHMBAaCTaTHHOM, BaJICApTaHOM, Bap(apuHOM) HE YCTAHOBJICHO.

Tuasuapl, INIIOKOKOPTUKOCTEPOMbI,  Ipernaparbl TOPMOHOB  IIUTOBUIHOM  JKeJe3bl,
CUMIIATOMHUMETUKM MOIYT CHM)KAaTh THIIOIVIMKEMMUYECKOE JAEHCTBUE BWIJAIJUITHHA, KaK U

JIPYTUX IEPOpPaTbHBIX MPOTUBOIUA0ETUYECKUX MTPETapaToB.
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BUJJIATJIMIITHHA C UHTHOUTOpaMU aHTHOTeH3MHNpeBpamatomero dpepmenta (AIID), npu 3tom
ObLIa CXOHOM C TAKOBOM B KOHTPOJIbHOM rpymie. B O0NbIIMHCTBE CllydyaeB aHTHOHEBPOTUYECKUN
OTEK OBLI CpedHEH CTENEeHHM TSHKECTH M pas3periayics CaMOCTOSTEIBHO B XOJE€ MPOAOIKCHUS
Tepanuu BUIJArIUITHHOM.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

bepemeHHOCTH

JlocTaTOYHBIX JaHHBIX 10 MMPUMEHEHHUIO Mpernapara Arapra y OepeMeHHBIX HET, B CBSI3H C YeM
npenapar IpOTHUBOIIOKa3aH BO BpeMsl OEpPEeMEHHOCTH. B TOKIMHUYECKHX HCCIEAOBaHUAX ObLIa
BBISIBJIEHA PEMPOIYKTUBHASI TOKCUYHOCTH MPH MPUMEHEHUHU B BBICOKHX J1033aX, MOTCHIIMAIbHBIN
PHCK JUISl YEJIOBEKA HEU3BECTEH.

JlakTauus

[Ipenapar Arapta npOTUBOMNOKAa3aH B NEPUOJI I'PYIHOIO BCKAPMJIMBAHUS, IOCKOJIbKY HEU3BECTHO,
MIPOHUKAET JIM BUIJATJIMITUH B TPYIHOE MOJIOKO Y YEJIOBEKA.

4.7. Biausinde Ha CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeACTBAMHU H PpadoTaTh ¢
MeXaHu3MaMH

HccnenoBanus BIMsSHUS Mpenapata ArapTa Ha CIHOCOOHOCTh YIPaBIATh TPAHCHOPTHBIMU
CpeacTBamMu WK paboTaTh C MEXaHU3MaMHU He MPOBOAMINCH. [Ipy pa3BUTHHN TOJTOBOKPYKEHUS HA
dboHe mpuema mpenapara malueHTaM He CIeAyeT YIpaBisaTh TPAHCIOPTHBIMHU CPEACTBAMHU WITU
paboTaTh ¢ MEXaHHU3MaMHU.

4.8. HexxenaTesibHbIEC peaKIUU

Pesrome nipoduist 0e30macHoOCTH

[lpu mpumeHeHWH mpenapara Arapra B MOHOTEpalnWH WM B KOMOMHAIMK C JPYTHMH
npenapataMu OOJIBIIMHCTBO HekenaTeslbHbIX peakuuid (HP) Obumm cna®o BbIpakeHbl, MUMeNH
BpPEMEHHBIN XapakTep W He TpeboBanu oTMeHbl Tepanuu. Koppensuuu mexnay dactotod HP u
BO3PACTOM, TIOJIOM, dTHHYECKOW MPUHAIJICKHOCTHIO, MPOJODKATEIIEHOCTHIO TIPUMEHEHHUST W
PEKUMOM JIO3UPOBAHUS HE BBISBIICHO.

YactoTa pa3BUTUS AHTMOHEBPOTMYECKOTO OTeKka Ha (OHE Tepamuu mpenapaToM Arapra
cocramsma > 1/10000, Ho < 1/1000 (rpamaumsi «pemko») W ObLIa CXOAHOW C TaKOBOH B
KOHTpOJIbHOH Tpymme. Hanbonee 4acTo ciydan aHTHOHEBPOTHYECKOTO OTE€KAa OTMEYAIIUCh NPH
NPUMEHEHUH TIpernapata B KOMOMHAIMM C WHIHOMTOpaMH aHTHOTEH3WHIPEBPAIIAIOIIETO
depmenta (AIID). B 6onpmIMHCTBE ClydaeB aHTHOHEBPOTHUECKUH OTEK ObUI JIETKOW CTENEeHU
TSDKECTH M Pa3perIajcs CaMOCTOATENbHO MPH MPOAOIDKEHUH TEPANTMH BUIIATIIUIITHHOM.

Ha ¢one Tepamuu npenmapatom Arapra 0OTMEYINCh PEAKHE CIydau HapyIIeHUs GyHKIH TeYCHH

(BKJTIOUAS TEMATHT) OECCUMIITOMHOTO TeueHHUs. B OONBIIMHCTBE Cy4yaeB JaHHBIC HAPYIICHUS U
6
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OCJIOXKHEHHUH TOCIIe peKpalleH st Tepanuu npenaparom. [Ipu npumenenun npenapara Arapra B
no3e 50 mr 1 wium 2 pa3a B CyTKH 4acTOTa MOBBIIMICHUS! aKTUBHOCTU «II€UEHOYHBIX» (DEPMEHTOB
(AJIT wmu ACT > 3xBI'H) cocrasisuta 0,2% u 0,3% cootBercTBeHHO (110 cpaBHenuto ¢ 0,2% B
KOHTPOJIbHOHM TpymIe). YBeIHMueHUE aKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB B OOJBIIMHCTBE
ciydaeB ObUIO OECCHMIITTOMHBIM, HE MPOTPECCHPOBATIO U HE COMPOBOXKIAIOCH XOJIECTAa30M WIIH
JKEINTYXOM.

TabanuHoe pE3IOME HEKENATEILHBIX PeaKIUN

HP nepeunciensl Huxe (Tabmuibl 1-6) MO CHCTEMHO-OpPraHHBIM KJIACCaM B COOTBETCTBHHU C
kiaccudukamuein MedDRA u ¢ 4acTOTO# BOSHUKHOBEHHSI, PACIIOI0KEHHO! B MOPSIIKE YObIBAHHS
Cepbe3HOCTH: 0uYeHb yacTo (> 1/10), vacto (> 1/100, Ho < 1/10), Hewacro (> 1/1000, Ho < 1/100),
penko (> 1/10000, uo < 1/1000), ouens peako (< 1/10000), yacrora Hens3BecTHa (Ha OCHOBAHHH
UMEIOIIUXCS JaHHBIX OLIEHUTH HEBO3MOXKHO ).

HDI/I IIPUMCHCHUU IIpeIiapaTa ArapTa B MOHOTCpaIrinn

[Tpu npumeHennn BuigarmunTaHa B A03¢ 100 MT B CYyTKM 4acTOTa OTMEHBI TEPAINUU B CBS3H C
pasBuTHEeM HexenarenbHbIX peakuuii (0,3%) Oblia He BbIlle TakKOBOM B rpymie miamne6o (0,6%)
i npenapata cpaBHeHus (0,5%).

Ha ¢one monorepanuu BunparmuntuHoM B go3e 100 Mr B CyTKM yacToTa pa3BUTHSA
THIOTTIMKEMUH  0€3 YBEIMYEHHUs CTEMeHH TshKecTH coctosiHus cocraBmsa  0,4%, dro
COIIOCTABUMO C IpenapaTtoM cpaBHeHus U mianebo (0,2%).

Macca Tena He U3MEHsIACh 10 CPABHEHUIO C MCXOAHOM B KJIMHUYECKUX HUCCIIEIOBAaHUIX, KOT/Ia
BusaarmunTuH 100 Mr B CyTKHM IpUMEHsUTU B KauecTBe MoHOTepanuu (-0,3 kr u -1,3 xr B rpynmnax
BWIJATJIMIITUHA U TI1A1[e00 COOTBETCTBEHHO).

Tabmuua 1. YacToTa HexenaTeabHbIX PeakUil PH MPUMEHEHUH BIIIIATIUIITHHA B KIMHUYECKUX

HCCJIICAOBAHUAX B MOHOTCPpAIIUU B 103€ 100 mr B CYTKHU

Hexenarenbnas peakuus YactoTra HexenaTeIbHON peakuu

Nudexuuu u uHBA3UM

I/IH(bCKI_II/II/I BCPXHUX AbIXAaTCIBbHBIX HYTCf/'I OYCHb PEAKO

Ha30(apuUHTUT OYEHb PEIKO

Hapymenust MeTad01Mu3Ma U MUTAHUS

THUIIOTTINKEMU A HCYaCTO

Hapyumenusi co CTOPOHBI HEPBHOM CHCTEMbI

rOJIOBOKPY>KEHUE 4acTo

roJIoBHas 0OJIb HEYacTo




.
L
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OTBETCTBYET 3KI

~or11.03.20
KeaynouHo-KHIIeYHbIE HAPYIEHHUST (A STERLIE
3arop HEYacTo
Hapy1eHusi co CTOPOHBI COCY/I0B
nepudepuIecKue OTeKH HEYacTo

HapyieHust co CTOPOHBI MBILIEYHOM, CKeJ1eTHOM

M COeIUHNTEIbHOI TKAHN

apTpayrus

,Z[OJII‘ OCPOYHBIC KIIMHUYCCKUEC UCCIICAOBAHU ITPOJOJZKUTCIIBHOCTBIO 1O 2 JIeT He BBIIBUIN KaKUX-

1100 TOTIOIHUTENBHBIX OTKJIOHEHUH MpOoQuiIs 6€30MaCHOCTH I HEMPEABHICHHBIX PHUCKOB MIPU

MPUMCHCHHUU BUJIAAI'JIMIITUHA B MOHOTCPpAIIUU.

IIpu npuMeHeHnu npenapara Arapra B jjo3¢ 100 M B CYTKH B KOMOMHAIIMH C Mer)ODMI/IHOM

HEYacToO

[lpn npumeneHnun BwigarauntuHa B 1o3e 100 Mr/cyr B KOMOMHAIWU ¢ MET(HOPMHHOM WU

wianedo B COYETAaHMHM C MET(GOPMUHOM CIy4aeB
HE)KeJIaTeJIbHbIX PeaK1il He 0TMEYaIoCh.

[Ipy nmpumMenenun BuiagaraunThHa B o3¢ 100 mr

oTMevanach runoriukemus B 1% ciydaeB (B rpymnme miuane6o + MeTGOpMHH THUIIOTIHUKEMUS

otmeuanack HedacTo (0,4%)). B rpyrine npumMeHeHrs BUIIATIMIITHHA He HA0I01a7I0Ch Pa3BUTHS

TUTIOTITUKEMHH TSHKENOM CTETICHH.

Macca Tena He HU3MEHSIACh IO CpaBHCHHIO C HCXOJHOM B KIMHHUYECKHX HCCIEIOBaHHUIX npu

MPUMEHEHUH KoMOMHanuu BuiaarnuntuHa B 1o3e 100 mr B cytku u Mmetdopmuna (+0,2 kr u -1,0

OTMCHBLI TE€pallvnu B CBA3U C Pa3BUTHCM

B CYTKH B KOM6I/IHaHI/II/I C MCT(I)OpMI/IHOM

KT B TpyIIax BIIJATJIUNTHHA U IU1a11€00 COOTBETCTBEHHO).

Tabnuna 2. YactoTa HexenaTeNbHbIX PeaKuil Py NPUMEHEHUH BIIIJATIUITHHA B KITHHUYECKUX

uccienoBaHusx B 103¢ 100 Mr B CyTKu B KOMOMHAIIUHN ¢ METQPOPMUHOM

ﬂOJ’IFOCpOLIHBIC KIIMHUYCCKUE UCCIICOOBAHUA ITPOAOJIKUTEIIBHOCTBIO 10 2 JIeT He BRIABHIIM KaKHX-

71100 TOTOHUTEIBHBIX OTKJIOHEHUH Mpoduis 6€30MaCHOCTH WM HEMPEABUICHHBIX PUCKOB IPU

Hexenarenbnas peakuus YacroTra HexenaTeIbHON peakuu
Hapymenust MeTa00/1u3Ma U MATAHUS

TUIOTJINKEMHUS 4acTo

HapyieHnus co CTOPOHbI HEPBHOM CHCTEMBbI

Tpemop 4acTo

rOJIOBOKPY’KEHHUE 4acTo

rosioBHas 00Jb 4acTo

IMOBBIIICHHASA YTOMIIICMOCTD HEYaCTO
Kesy104HO-KHIIIeYHbIe HAPYILLICHUSA

TOLLIHOTA 4acTo




COOTBETCTEYET 3KCINEPTHC
ot 11.03.2025 N2 6536

MPUMEHEHUN BWIIATJIMNTHHA B KOMOWHAIIMKM_C Mé%éMI;IE'“IE%%' -FFBI/I;ll\;I:e‘II%e.IHI/IH

MY OTYETY

KOMOWHAIMM BUJIIATTUNTAHA ¥ MET(GOPMHUHA B KauyeCTBE CTApTOBOM Tepamuu MpU CaXxapHOM
nuabeTe 2 THIA HE BBISIBUIIO OTKIOHEHHUH PoQuiis 6€301MacHOCTH WM HETIPEIBUICHHBIX PUCKOB.

IIpn nmpumeHenuw npenapara Arapra B jmo3e 50 MF/CVT B _KOMOMHAIIMHU C IIPOM3BOJAHBIMHA

CVJ'IB(bOHI/IJ'IMOLICBI/IHBI

[Tpu mpuMeHeHUH BUJINATIUNTHHA B j03¢ 50 Mr/cCyT B KOMOMHAIMU C TIMMENUPHIOM YacToTa
OTMEHBI TEpalMHi B CBS3M C Pa3BUTHEM HEXeJaTelbHBbIX peakuuit cocraBisuia 0,6% (1o
cpaBHeHuto ¢ 0% B rpyIe niuMenupu + miane6o).

YacTtoTa pa3BUTHUs TUIOIIMKEMHH y NAIlMEHTOB, NOJYYaBIINX BWIJATIUNTUH B 1o3e 50 mr/cyr
BMECTE€ C TIIMMENupuaoM, cocraBmwia 1,2% mo cpaBuenuto ¢ 0,6% B rpynmne rurainebo +
TIIMMENHUpUI. B Tpynme npuMeHeHus BIIAATIMNTHHA He Ha0II0JalI0Ch Pa3BUTHS THITOTIIMKEMHUN
TSKEJION CTEIeHHU.

Macca Tena He U3MEHsUIach 110 CPABHEHUIO C UCXOAHOM, Korjaa BUJAarIMOTHH B 1o3e 50 mr 1 pa3
B CYTKH /100aByisiu K Tepanuu ramumenupugoM (-0,1 xr u -0,4 xr B rpynmnax BWIJArJUNTHHA U
mare00 COOTBETCTBEHHO).

Tabnuua 3. YacToTa HexenaTeabHbIX PeaKLUi IPY NPUMEHEHUN BUIIAATIUIITUHA B KIMHUYECKUX

HUCCICIOBAHUAX B 103€ 50 MF/CYT B KOM6I/IHaI_[I/II/I C ITPOU3BOAHBIMHU Cy.HB(l)OHI/IJ'IMO‘leBI/IHBI

Hexenarenbnas peakuus YacroTra HexenaTeIbHON Peakuu

Nudpexuuu u uHBaA3UH

HaBO(bapI/IHI‘I/IT OUYCHb PEAKO

Hapyuenusi MeTa6osiu3Ma U MUTAHUS

THIIOTTINKEMU A qacTo

HapyieHnus co CTOpOHbI HEPBHOM CHCTEMBbI

TpeMop 9acTo
TOJIOBOKPY>KEHHE 9acTo
rosioBHasi 00Jb 4acTo
acTeHUS 9acTo

Kesy104yHO-KUIIEYHbIE HAPYLLICHUS

3arop HCYaCcToO

[Ipu npuMenennu npemnapara Arapra B 1o3€ 100 MI B CYTKH B KOMOMHAIIMY C THA3OJIUINHIHOHOM

[Ipu npumeHenuu BwigarauntuHa B jpo3e 100 mr/cyr + TuazonuauHIMOH W mianebo +
THUA30JIMIMHANOH CIIy4aeB OTMEHBI TEPAIlMU B CBSI3U C PAa3BUTUEM HEKEJATENIbHBIX PEAKIUI HE

OTMECYAJIOCh.



COOTBETCTEYET 3KCINEPTHC
ot 11.03.2025 N2 6536

[Ipy nmpuMeHeHNM KOMOWHAIIMKM BHWJIJATJIMIITUHA B n(gglel:l l:f)-bE";I; Eﬁ“@&h"'ﬂ? ':;111:13r';|1;1]r211§0Ha

MY OTYETY

OTMEYAJIOCh pa3BuTHE rumnoriukemMuu B 0,6% ciayyaes, a y MalMeHTOB, MOTYYaBIIUX MJ1ale0o0 1
nuornuTasoH, — B 1,9% ciydaeB. B rpymnme npumeHeHus BHIAAIMOTHHA HE HaOI0Aa1I0Ch
Pa3BUTHS THIOTIIMKEMHH TSOKEIION CTETICHH.

B wuccnenoBaHuM NpUMEHEHHWsS BWIIAVIMITHHA B KA4eCTBE JOMOJHUTEIBHOM TEpamuu K
MUOTJINTa30Hy aOCOJIOTHBIM TOKa3aTellb YBEIWYCHHS Macchl Tella B Tpymme Iianedo u
Buigarnuntuaa 100 Mr B cytku coctaBui 1,4 u 2,7 KT COOTBETCTBEHHO.

[Ipu noGamieHun BumarmunTHHA B 103¢ 100 MT B CYTKHM K MHOTJIMTA30HY B A03¢ 45 mr/cyr
94acToTa pasBUTHS NepuepuyecKux OTEKOB cocTaBisuia 7% (mo cpaBHenuro ¢ 2,5% Ha (oHe
MOHOTEPAIUHU THOTJIUTa30HOM).

Tabmuna 4. Yacrora HeXeIaTeIbHBIX PeaKI|i TPH MPUMEHCHUN BUJIIATIIMIITHHA B KITIMHUYECKIX

uccienoBanusx B o3e 100 Mr B cyTku B KOMOMHAIIMU C THA30JIUAUHIUOHOM

HexenarennHas peaKnuAg YacToTa HexenaTeILHON pe€aKnuu

HapyuieHusi co CTOPOHBI cOCY/10B

nepudepudecKkue OTeKu 4acTo

Hapymenuns merado1m3mMa U NUTAHUS

YBCIIMUCHUEC MACCHI TCJIa qacTo

THIIOTTINKEMU A HCYaCcToO

HapyieHnus co CTOpOHbI HEPBHOM CHCTEMBbI

rojoBHas 00Jb HEYacTo

aCTCHUA HCYaCcToO

IIpu npuMmenennu npenapara Arapra B 1o3e 50 Mr 2 pasa B CYTKM B KOMOMHAIIMH C MHCYJINHOM

(¢ MetdhopMHUHOM WIM O€3 HETO)

[Tpu npuMeHeHnH npenapaTa B KOMOWHAIIMY C MHCYJUHOM (B KOMOMHAIIMH ¢ METPOPMUHOM UITU
0e3 MeThopMHHA) YACTOTa OTMEHBI TEpallid BCJIEICTBUE PA3BUTHUS HEXKENATENbHBIX pPeaKIni
osuta paBHa 0,3% B rpynme Tepanmuu BUIAATIWITAHOM, B TpyNIe Ianedo ciaydaeB OTMEHBI
Tepanuu He ObLIO.

[Tpu npuMeHeHnH MpenapaTa B KOMOWHAIIMU C MHCYTUHOM (B KOMOMHAIIMH ¢ METPOPMUHOM UITU
0e3 MeT(hopMrHA) HE OTMEYAJIOCH YBEIIMYCHHS PUCKA PA3BUTHUS TUIOTIMKEMHH 110 CPABHEHHIO C
KoMOuHanuel mianedo + uacynus (14% B rpynne Buinarnuntusa u 16,4% B rpynne miane6o).
VY 2 panueHtoB B rpylle BWIJATJUOTHHA W Y 6 MallMEHTOB B Trpynme Ianedo pa3BUiach

THIIOTIUKEMHS TSHKEIION CTEIICHH.
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COOTBETCTBYET 3KCMEPTHO

oT 11.03.2025 Nz 6536

MY OTYETY

. inoc OB A HOCTE 00145
Ha MoMeHT 3aBepiicHHs HCCIeI0BaHU ITpemapar He oxaﬂmam%;rﬁg%mo Mac&y Tena

(Macca Tena yBenuuuiach Ha +0,6 KI 110 CpaBHEHHUIO C UCXOJHOW B IPyIIE BUIJAIVIUIITHHA, A B
rpymne mianedo ocTagachk HEU3MEHHOM).

Tabmuma 5. YacToTa HexXenaTeIbHBIX PEAKIMH IPH IPUMEHECHUN BUJIIATIUIITHHA B KITMHUYECKIX
Uccae0BaHuAX B 1o3e S0 Mr 2 pa3a B CyTKM B KOMOMHAIMU C HHCYJIMHOM (C MET(OPMUHOM HIIH

0e3 Hero)

HexenarenbHas peakuust YacToTa HexkenaTeIbHOU peaKkuu

Hapymenusi MeTa00Jim3Ma M NUTAHUS

THUITOTJINKEMU S qacTo

Hapymienusi co cTOpoHbI HEPBHOI CHCTEMbI

rojaoBHas 0076 qacCTo

03HO0 4acTo

)Ice.]'lyIIO‘{HO-KI/IIHe‘{H])Ie HapyuicHust

TOIIHOTA 4acTo
ractpos3odareanbHbIN peIIFOKC 9acTo

auapest HEYacTo
METEOPH3M HEeYyacTo

[Tpu npuMenennu npenapara Arapra B 1o3e 50 Mr aBa pasa B IeHb B KOMOWHAIINY C IIpErapaTaMu

CVJ'IL(bOHI/IJ'IMOLIeBI/IHLI )51 MCT(bODMI/IHOM

Cny4yaeB OTMEHBI IIpemapara, cBs3aHHbIX ¢ HP B rpynme KoMOMHMpPOBaHHOM Tepanuu
BWIJIATJIUIITHHOM, MET(GOPMHHOM U TJIMMENHPHUIOM, OTME4YeHOo He Obuto. B rpymme
KOMOWHUPOBAaHHON Tepanuu Iu1anedo, MeTPOPMHHOM U TIIMMENHPHIOM YacTOTa OTMEHBI
Tepanuu, cBs3anHas ¢ pa3surueM HP, cocrasmia 0,6%.

['mnornukeMust oTMeuanach 4yacto B o0eux rpynnax (5,1% B rpyrine KOMOMHUPOBAHHON Tepanuu
BWIJIATTIUIITHHOM, MeT(GopMHHOM ® TiuMmermpuaoM u 1,9% B Tpynmne KOMOMHMPOBaHHOU
Tepanuy 1ianedo, MeTPOPMHHOM U TIIMMENHUPUIOM). B rpymre BUIgarmunTiHa OTMEYEH OJWH
AMM30/] TUIIOTTTUKEMHH TSHKETION CTETIECHH.

Ha MoMeHT 3aBepIlieHus NCClIe0BAaHUS 3HAYMMOr0 BIMSHHUS Ha MacCy Teja BBIABICHO HE ObLIO

(+0,6 xr B rpynne BungaraunTuHa u -0,1 kr B rpymnmne miameoo).
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Tabmuma 6. YacToTa HeXenaTeNbHBIX PEaKIUui [IPH npﬁﬁ&é%ﬁ%ﬁ%ﬁé‘ E :z'[(';lz:e-l 5}0 MT

MY OTYETY

2 pa3a B CyTKM B KOMOMHAIINY C MIperapaTaMu CyJib()OHHIMOYEBHHBI U METPOPMHUHOM

HexenarenpHas peaKnuAa YacToTa HexkenaTeIbHON pE€aKknuu

Hapymenusi MeTa00J1m3Ma M NUTAHUS

THUIIOTJINKEMU A qacTo

Hapymenusi co CTOPOHBI HEPBHOM CHCTEMbI

T'OJIOBOKPYKCHHUEC qacCTo

TpEMOP 4acTo

HapyumieHusi co CTOPOHBI KOKH H MOJAKOKHBIX TKAHEIH

TUneprugapo3s qacCTo

OO0uue HapylIeHUs U PeaKMU B MeCTe BBeleHUs

aCTCHUA qacCTo

HOCTDGFI/ICTD&HI/IOHHI)IG HCCICAOBaHNUA

Bo BpeMms npoBeaeHMsI TOCTPETUCTPALIMOHHBIX UCCIIETOBAaHUM ObUIM BBISIBIEHBI cienytomue HP
(MTOCKOJIBKY COOOIIEHUS MOTyYeHbI B TOOPOBOJIBHOM MOPSAIKE OT HOMYJISAIMH HEONPEAETICHHOTO
pasMepa, IOCTOBEPHO OIPENECIUTh 4YacToTy pas3BuTus JAaHHbIXx HP He mnpexncrasisercs
BO3MOXKHBIM, B CBSI3U C U€M OHM KJIACCU(UIIUPOBAHBI KaK «4aCTOTa HEM3BECTHA).
Kenyoouno-kuweunvle napyuienus: 4acTOTa HEU3BECTHA — IAHKPEATHUT.

Hapywenus co cmopoHnvl neyenu u iHcenuegblo0awux nymeil: 4acToTa HEU3BECTHA — FE€HNaTUT
(pa3peUIMBILUICSI CaMOCTOATENBHO MMOCIE OTMEHBI JIGKAPCTBEHHOrO IpernapaTa), MOBBIIICHUE
AKTUBHOCTH «II€YEHOUYHBIX» (EPMEHTOB (pa3peliuBIIEECs] CaMOCTOSATEIbHO IIOCIE OTMEHBI
JIEKapCTBEHHOTO IIpenapara).

Hapywenus co cmopoHbl MbluieuHol, cKenemHotl U COeOUHUMeNbHOU MKAHU. YaCTOTa HEU3BECTHA
— MUAJTHs.

Hapywenus co cmoponbl Kodcu U NOOKOJICHbIX MKAHel. 4acTOTa HEM3BECTHA — KpalMBHHUIIA,
sKkconraTuBHOe U OyNe3HOE MOpaKeHUsl KOXKH, BKItouas OYJIe3HbIH NeMpUIOni, KOXKHBIN
BACKYJIUT.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno coo0mare 0 MOJ03peBaeMbIX HEXKeNaTeNbHbIX pEeaKUUsAX I0Clie pPETUCTpaluu
JIEKapCTBEHHOT'0 Tpernapara ¢ 1eablo0 00ecnedeHrs HeNPepbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKapPCTBEHHOTO Mpernapara. MenuIUMHCKUM paOOTHHKAM pPEKOMEH]YeTCs

coolmiate O JIOOBIX MOJO3PEBACMBIX HEKENIATENbHBIX PEaKIHIX JICKapCTBEHHOTO Ipernapara

12



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 11.03.2025 N2 6536

4yepe3 HallMOHAIBHBIE CUCTEMBI COOOITIEHUS O }[en(enaTéEE;ﬁ;:I;I %Qé%ﬁﬁmlé%bcqﬁ ':—l:'-HéHOB

EBpa3uiickoro 3K0HOMHYECKOr0 COI03a.

Poccuiickas ®eoepayus

®enepanibHas Ciryx0a 1o Ha30py B cepe 3ApaBOOXpaHEHUs

Anpec: 109012 r. Mocksa, CnaBsinckas miiomazis, a. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEJIEKOMMYHHUKAITHOHHON ceTu «HTEepHET»:!
https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

PecnyOnukanckoe yHutapHoe npeamnpusitue «LleHTp 9KcmepTH3 W HCHBITAaHUA B
3JIPaBOOXPAHEHHUI

Anpec: 220037 r. Munck, nep. ToBapunieckuii 2a

Otnen gpapmakoHaazopa

Tenedon: +375-17-242-00-29

DnekrponHas mouta: rcpl@rceth.by

Caiit B nH()OpPMAIIOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: https://www.rceth.by
Keipevizckas Pecnyoauka

JlemaptaMeHT JIEKapCTBEHHBIX CPEACTB M MEIUWLMHCKUX U3Jenuid npu MuHucCTepcTBe
3/IpaBOOXPAaHEHMsI U coLMalbHOTO pa3BuTUs Kbiprezckoit Pecniyonuku

Anpec: 720044 r. buwukexk, yi. 3-s Jlunus, 25

Tenedon: + 996-312-21-92-88

OnekrponHas moura: Vigilance@pharm.kg

Caiit B mH()OpMaLIMOHHO-TEIEKOMMYHUKAIMOHHOM cetn «HTeprer»: http://www.pharm.kg

4.9. Ilepeno3npoBka

CuMITOMBI

BunparnuntuH Xopouio nepeHocuTcs pu NpuMeHeHud B 103e A0 200 Mr/cyT.

[Tpu npumenennu npemnapata B g03e 400 Mr/cyT MoxeT HabI0AaThes: 00Ib B MBIIIAX, PEIKO —
JeTKHE ¥ TPAH3UTOpPHBIE NApeCcTe3UM, JHUXOPaaKa, OTEKH M TPAH3UTOPHOE IOBBIIICHHE
akTuBHOCTH Junassl (Bbiie BI'H B 2 paza). [Ipu yBennuenun 103s1 BusgariaunTuaa 10 600 mr/cyt
BO3MOXXHO Pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOKIAIONINXCS MapecTe3uell U MOBBIIICHUEM
AKTUBHOCTH KpeaTtuHpocpokuHazel, C-peakTHBHOTO Oenka 1 Muornoduna aktuBHOCTH ACT.
Bce cumnTombl mepeo3uMpoBKH M M3MEHEHUS J1a0OpaTOpHBIX IoKas3aTee oOpaTHMbI TOcCIie

OTMEHBI TIpernapara.
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COOTBETCTEYET 3KCINEPTHC
ot 11.03.2025 N2 6536

(NMOCNEOOBATENEHOCTE 0014)

MY OTUETY

JleueHne

BoiBeneHne BUIAAMIMITHHA U3 OpPraHuM3Ma C IMOMOULIbI0 TeMOAMAIN3a MajloBepossTHO. OnHaKo
OCHOBHOHM TuApoNu3HbIA Merabomut BuwigarmuntaHa (LAY151) moxer ObITh yaajgeH u3

opraHu3ma IIyTeM reMmojuainia.

5. PAPMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

®dapMakoTepaneBTUYeCKass  TpyMmma: CcpeAcTBa  Juid  JIeUeHUs  caxapHoro  aualerta;
TUIOTIMKEMHYECKHE CpPEACTBAa, KPOME HWHCYJIWHOB; WHTHOWUTOPHI JAMUIMENTHIAMINCHTHAA3HI-4
(I1I1-4).

Kox ATX: A10BHO02

MexaHu3M ASHCTBUS

Bunparnuntus, npeacTaBUTeNb Kiacca CTUMYJISTOPOB OCTPOBKOBOTO ammapara MoKeIyI109HON
JKEJIE3bl, SBJISCTCS MOILIHBIM M CEJICKTUBHBIM MHTHOUTOpOM nunenTuaminentiaassi-4 (AI111-4),
YIYYIIAIONIIM TITHKeMUYEeCKHi KOHTpoIib. Marnbuposanue Bugarmuntaaom JI111-4 nmpusogut
K YBEIMYEHHIO 0a3ajlbHOrO0 M MOCTIPAHAMAIBLHOTO HHAOT€HHOTO YPOBHS HHKPETHHOBBIX
ropmonoB  I'TIII-1  (rmrokaroHomomoOHbii  mentun 1) u  TUIL  (rmroko303aBUCHMBIN
MHCYJIMHOTPOITHBIN MOJIUIIETITU).

dapmakoagnaammudeckue YO P EeKTol

[Tpu npumenenuu BuaarnunTuHa B 1o3€ 50-100 Mr B CyTKH Yy MAIMEHTOB € CaxapHbIM 11a0eTOM
2 tuna (CJ] 2 tuna) oTmeuaercs ynyduleHHE (QYHKIUHM B-KJIETOK MOJUKETYAOYHON Kene3bl.
Crenenp ynyumeHus: pyHKINU B-KJIETOK 3aBUCUT OT CTENEHH MX MCXOJHOI0 MOBPEXKACHUS; TaK
y sty 6e3 CJI 2 tuna (c HopMabHON KOHIICHTPALUEH TIFOKO3BI B TUIa3Me KPOBU) BHJIJIATJIUIITUH
HE CTUMYJIUPYET CEKPELUI0 UHCYJIMHA U HE CHI)KAET KOHLIEHTPALUIO TIIIOKO3bI.

[ToBpimas koHueHTpauio 3H10reHHoro ['TII-1, BungarnunTul yBenuuuBaeT 4yBCTBUTEIbLHOCTD
O-KJIETOK K TJIFOKO3€, YTO NMPUBOJIUT K YIYyYHIEHUIO IIFOKO303aBHUCHUMON PETYISILUU CEKPELUU
rrokaroHa. CHUKEHUE MOBBIIEHHON KOHIIEHTPAIUK IJIFOKaroHa BO BPEMs €/1bl, B CBOKO OUYEPEIb,
BBI3bIBAECT YMEHBIIIEHUE HHCYITMHOPE3UCTEHTHOCTH.

VYBenu4yeHne COOTHOUICHHS HHCYJIMH/TIIOKaroH Ha ()OHE TUNEepPrIUKEMHH, OOYCIOBIEHHOE
noBbiieHrneM KoHueHTpauuu [TIII-1u T'MII, BeI3pIBa€T yMEHBIIEHHE MNPOAYKIHH TJIFOKO3bI
IIEYECHBIO KaK BO BPEMs, TaK U IIOCJIE IIPUEMA MUY, YTO PUBOIUT K CHIKCHHUIO KOHLICHTPALUU
IJIFOKO3BI B IJIa3M€ KPOBH.

Kpome Toro, Ha (oHEe NpUMEHEHUS BWIJATJIUITHHA OTMEYACTCS CHIIKEHHE KOHIICHTpalUuu
JUIMKAJOB B IUIa3Me KPOBU IOCIIE IpUeMa MUK, OJHAKO 3TOT 3G (QEKT HE CBA3aH C €ro AeHCTBUEM

Ha ['TII1-1 nou TUII u ymydmerrnemM GyHKIIMA OCTPOBKOBBIX KJIETOK IMOJIKEITY0YHOM JKeIe3bl.
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N3BecTHO, YTO TMOBBIINIEHUE KOHLEHTPAIUU FHH-I(HII\;IIO‘}KE‘JQS%BEE%H ';t:': -g&ivrén;feil'{mo

OTIOPOYKHEHUS JKENy/IKa, OJTHAKO Ha (JOHE NMPUMEHECHUS BUJIIATIAIITHHA MOJA00HOTO 3 deKTa He
Ha0JIr01aeTCsl.

[Ipu npumenenun BwinarmuntuHa y 5795 nanmentoB ¢ C/| 2 Tuma B TeueHuwe 52 HeOenb B
MOHOTEpANUA WU B KOMOWMHAUU C METHOPMUHOM, MPOU3BOAHBIMU CYIb(HOHUIMOYEBHUHBI,
THA30JUIMHANOHOM, WJIM MHCYJIMHOM OTMEYaJOCh JIOCTOBEPHOE JUIMTEIbHOE CHIDKEHHE
KOHIIGHTPALUH MIUKUpOBaHHOTO reMorioouna (HbAlc) u riaroko3sl KpOBH HATOILAK.

[Tpu npuMeHeHUN KOMOUHAIIMY BUJIATIUIITHHA U MEeT(OPMHUHA B KaUeCTBE HAYAJIbHOM Tepanuu
y marueHtoB ¢ CJI 2 Ttuma B TeueHue 24 Hemenb OTMEYANOCh J10303aBUCHMOE CHIDKEHHE
koHneHTpanun HbAlc B cpaBHeHUM ¢ MOHOTEepanueil JanHbpIME Tipenapatamu. Cirydan pa3BUTHS
TUTIOTJIMKEMHH ObLTH MUHUMAJIBHBI B 00CHX TPYIIAX TePaIuu.

[Tpu npuMeHeHnH BUIIArIUNITHHA B 103€ 50 Mr 1 pa3 B CyTKHU B TeueHHE 6 MECSIIEB Y MallUeHTOB
¢ CI 2 tumna c HapymieHHueM (DyHKUIUU TMOYEK CpedHei (CKOpOCTh KIIyOOUKOBOW (UIbTpALIUU
(CK®) >30, <50 mu/muu/1,73 m2) wmm Tsokenoir (CK® <30 mu/mun/1,73 M2) creneHu
0TMEYaJ0Ch KIIMHUYECKH 3HAYNMOE CHIDKEHHE KoHIeHTpauuu HbAlc mo cpaBHenuto ¢ mianeoo.
[Tpu npuMeHeHnn BUIAArIUNTHHA B 03¢ 50 Mr 2 pa3a B CyTKU B KOMOUHaLUuU ¢/0e3 MeTdpopMuHa
U MHCYIMHOM (cpenusis no3a 41 EJl/cyT) OblI0 mpoAEeMOHCTPUPOBAHO CHIKEHHE IMOKa3aTens
HbAlc na 0,77% ot ucxomgHoro cpemaHero 3HaueHus 8,8% €O CTAaTUCTHYECKH JIOCTOBEPHOMU
pasaureit ¢ mianedo 0,72%. YactoTa THNOTIMKEMUAU B TPYIIE BUWIJATIUNTHHA CPaBHUMA C
TakoBO# B rpymme mianedo. [lpu npumenennn BunaarmuntuHa B go3e 50 Mr 2 pasza B CYTKHU B
KoMOuHamu ¢ MetrgopmuHoM (=1500 mr/cyt) u raumenupuaoM (=4 Mr/cyT) ObUIO MOKa3aHO
CTAaTUCTUYECKU 3HaUMMOe CHIkeHue ypoBHS HbAlc Ha 0,76% OT MCXOIHOTO CpeHETrO 3HAUYEHUS
8,8%.

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

Abcopbrus

[lpy mpueme BHYTPh HATOIIAK BWJIJATIHMITHH OBICTPO BCACHIBACTCS, a €ro MaKCHMallbHas
KOHIIeHTpanus B 1ia3Me KpoBU (Cmax) mocturaercs depe3 1,75 waca mocne mpuema. [lpu
OJTHOBPEMEHHOM TMpUeMe ¢ TMHIIed CKOpocTh aOCcopOLUMM BHIIATTUITHHA CHUXKAETCS
HE3HAYUTENIbHO: OTMedaeTcs yMeHblIeHHe Cmax Ha 19% 1 yBenuueHue BpEMEHH €€ TOCTUKEHUS
10 2,5 gacoB. OfHaKO TpUEM MUIIK HE OKa3bIBACT BIMSHUS HA CTETICHb aOCOPOIMHU W TUIOIIAIb
0] KpUBO# «koHIEeHTparus-Bpems» (AUC).

Bunparnmuntus OBICTPO BCachIBaeTCA, a €ro abCo0THAs OMOIOCTYITHOCTh TIOCIIE IpUeMa BHYTPh
cocraBiseT 85%. Cmax u AUC B TepaneBTUYECKOM AMANA30HE /103 YBEIUYUBAIOTCS IPUMEPHO

MIPOMTOPIIMOHAIIEHO JI03€.
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MY OTYETY

Pacnopenenenue

CrerneHb CBSI3bIBAaHMS BIIIATIIUNITHHA C OeTKaMu 11a3Mbl KpoBu HuU3Kas (9,3%). Bunarnuntux
pacripeniesiieTcs paBHOMEPHO MEXAY IJIa3MOW KpOBHM W 3IpUTpouuTaMu. Pacmpenenenue
BUWJIJIATJIMIITHHA TIPOUCXOIHT, MPEIIOI0KHUTEIBHO, IKCTPABACKYIISIPHO, 00BEM pactpeciicHHs B
PaBHOBECHOM COCTOSIHUM ITOCIIE BHYTpUBEHHOTO BBeeHus (VSS) cocranmisier 71 1.

Buorpancdopmarus

OCHOBHBIM IIyTEM BBIBEJICHUS BHJIJATIHMITHHA SIBISETCS OmoTpancopmarus. B opranusme
yenoBeka 69% 1036l BUWIAATIUIITAHA ToIBepraeTcs: Onotpanchopmanuu. OCHOBHON MeTaOOIHUT
LAY151 (57% mo3b1) hapMakoJOrHyecKd HEaKTUBEH M SIBJSIETCS TIPOIYKTOM THAPOJIH3a [THAHO-
koMroHeHTa. Okosno 4% 1036l mpernaparta MoABEPraloTCsl aAMUJIHOMY THIPOJIU3Y.

B noxnmHMYecKuX HCCleOBaHUAX OTMedaeTcs nosioxkutenbHoe Biusaue JI1I1-4 na ruaponus
BUJIAMIMNITAHA. Bunnarnuntun metabonusupyeTcs: 0e3 ydactus HM30(epMEHTOB ILUTOXpOMa
P450. BungarnunTus He sBisiercs cyocrparom uzopepmentoB P450 (CYP), ne unrubupyer u He
UHAYLUpYeT u3opepMeHThl uToxpoma P450.

DJIMMUHALHS

[Tocne mpuema mpemapaTa BHYTPh OKOJO 85% 03Bl BBIBOAUTCS mo4ykamu U 15% — uepes
kumeyHuk. [lodedynast SKCKpelMs HEM3MEHEHHOTO BWIIAraunTuHa coctaBiseT 23%. [lpu
BHYTPUBEHHOM BBEJICHUM CPEIHWH TEPUOJ IOJYBBIBEICHUS COCTaBISCT 2 dYaca, OOImui
IUTa3MEHHBIN KIIMPEHC U MTOYEUYHBIN KIMPEeHC BUIAaraunTiHa — 41 n/4 u 13 11/9 COOTBETCTBEHHO.
[Tepuon nmomyBeiBenenus (T1/2) mocie mpueMa BHYTPh COCTaBISIET OKOJIO 3 4AaCOB, HE3aBUCUMO OT
JIO3BI.

JInia moKuJioro Bo3pacra

VY 310p0BbIX MOXKUIBIX Ttoei (=70 net) obmiee BozaekcTere BungarauntuHa (100 Mr oguH pas
B CyTKHM) YyBeaMuuMBajgocb Ha 32 %, Npu ATOM NMKOBas KOHLEHTpalus B IJIa3ME€ KpOBU
yBenuuMBaiach Ha 18 % mo cpaBHEHMIO C MOJOABIMH 340pOBbIMH JtoAbMHU (18-40 net). Tem He
MEHEee A3TH HW3MEHEHHsS He CUMTAIOTCS KIMHUYeCKH 3HauuMbIMU. WHrubuposanue JIIII1-4
BUJIIATJIMIITHHOM HE 3aBUCHUT OT BO3pacTa IMaldeHTa B MpejesaX HCCIeI0BaHHBIX BO3PACTHBIX

TpYIIIL

[IeueHOYHAs HEAOCTATOYHOCTh

VY MalueHTOB C JIETKOM M yMEPEHHOH MeYeHOYHO# Hea0CcTaTOYHOCThI0 (6—9 GayuioB Mo mkaie
Yaitnn-ITer0) 1OCIIE  ONHOKPATHOTO TMPUMEHEHHS Ipernapara OTMEYAaeTCsl  CHIDKCHHE
ouonoctynHocT BunarauntuHa Ha 20% u 8% cOOTBETCTBEHHO. Y MAalMEHTOB C HapylEHHEM
¢ynkuuu neuenn Tspkenol creneHu (10-12 G6amnoB mo mkane Yaiina-ITsi0) GuogoctynHOCTh
BUJIIATVIMIITHHA TIOBbIIIAETCA Ha 22%. VYBenWYeHHWE WIM YMEHBIIEHHE MaKCUMaJbHON

6I/IOI[OCTy1'IHOCTI/I BUJIAArJIMIITUHA, HC IIPEBBIIIAIOIICC 30%, HE ABJIACTCA KIMHUYCCKHU 3HAYHUMbIM.
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Koppensiuuu Mexay CTENEeHbI0 TSKECTH HapyLICHHM M@M&é&ﬁgtﬁsh&?yﬁn&:hm

npemnapara HS BbIABJICHO.

IToyeyHas HETOCTATOYHOCTD

VY manueHToB ¢ MOYEYHOM HEIOCTATOYHOCTHIO JIETKOW, CpemHer wmiu Tshkenou crernenn AUC
BUJIIATJIMIITHHA YBEJIUYUBAIach M0 CPAaBHEHUIO CO 3/I0pPOBBIMU 100poBosbamu B 1,4, 1,7 u 2 pasa
cootBercTBeHHO. AUC Mmetabonmuta LAY 151 yBennuuBanacs B 1,6, 3,2, u 7,3 pa3a, a merabonura
BQS867 —B 1,4, 2,7, u 7,3 pa3a y NaliueHTOB C TIOYSYHON HEJOCTATOUHOCTHIO JIETKOM, CpeIHEH 1
TSKEJION CTETIeHU COOTBETCTBEHHO.
OrpaHudeHHbIE JaHHbIE y MAIlMEHTOB C TEPMUHAIBHON CTaJueld XpOHUYECKOU OOJIE3HH MOYEK
(XBII) yka3bIBalOT Ha TO, YTO MOKA3aTEJNNU JAHHOW TIPYIIBI CX0XKHU C TAKOBBIMU Y MALIUEHTOB C
HapylieHneM (QyHKIHH TMOYeK Tspkenoi crermeHu. Konmnentpanus merabomuta LAY151 y
NanueHToB ¢ TepMuHanbHOW cranuedt XbBII yBennumBamace B 2-3 pasa MO CPaBHEHUIO C
KOHIIEHTpalMel y NalleHTOB ¢ HapylIeHueM (yHKIUHN MOYeK TSHKETOM CTEIeHH.
[Tpu mprMeHeHUH Tperiapara y MadeHTOB ¢ HapyIIeHneM (QYHKITUU ITOYEK MOXKET IOTPeOOBaATHCS
KOPPEKIUS JO3BI.
BriBefenrie BUIIarIMITHHA MIPU FEMOUAIN3E OTpaHUuEHO (depe3 4 yaca mocliie OJHOKPAaTHOTO
npuema coctasisieT 3% MpH JUIUTEIBHOCTH IpoLeaypbl Oosiee 3-4 4acos).

eTH
dapMaKOKMHETHYECKHE OCOOEHHOCTH BUJIATIIMIITAHA Y AETeH M MOAPOCTKOB Miajie 18 et He

YCTAaHOBJICHBI.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB
Llemmono3a Mukpokpuctaumaeckas (tarn M200LM)
Jlaxro3a

Kap6okcumerniakpaxman HaTpus (T A)

Maruus creapat

6.2. HecoBmecTumocTh

He npumennmo.

6.3. Cpok rogHocTH (CpOK XpaHEeHHUs1)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHECHUHU
[Tpu temneparype Huxe 30 °C B OpUrHHAJIBHON ymakoBKe (OMUCTEp B Mayke KapTOHHOM) IS

TOTO, YTOOBI 3alllUTUTH OT BJIaru.
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6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

st mpousBonutenss AO «'EJJEOH PUXTEP — PYCy», Poccus: [1o 14 taGnerok B 6mmctep u3
[TA/An/TIBX u ¢onbru amomuaneBoil. [1o 2 unu 4 Gnucrepa BMecTe ¢ TMCTKOM-BKJIA IBIIIEM B
MavyKy KapTOHHYIO.

Hns npousBogutens ['egeon Puxtep Pymbiaus A.O., Pymbmaus: Ilo 14 wim 15 tabnetox B
omucrep u3 IIA/An/IIBX u ¢donbru amomuaueBoir. ITo 2 Ommcrepa BMecTe € JHMCTKOM-
BKJIQ/IBIILIEM B MAYKy KapTOHHYIO.

6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara MWJH OTXO0J0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUs
JIEKApPCTBEHHOI'0 Mpenapara, u Apyrue MaHuIyJIsiMHU ¢ NpenapaToM

Het oco0pIx TpeGoBaHU K YTHIU3AIIH.

7. JEPKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

Benrpus

OAO «I'eneon Puxrtep»

1103 bynanemr, yiu. J{émpén, 19-21

Tenedon: +36-1-431-4000

Onekrponnas moura: drugsafety@richter.hu

7.1. IlpeacraBuTe/Ib AepKATEN PETUCTPALMOHHOIO YA0CTOBEPECHUS

[Iperen3un HOTDG6I/ITCJ'ICI71 CIICAYET HAIIPaBJIATh 11O aApPECY.

Poccuiickas ®edepayus
[TpencraButensctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. Mocksa, 4-i1 JIoOpbIHUHCKHIT TIEp., 10M 8
Temedon: +7 495 987-15-55
Onextponnas noura: drugsafety@g-richter.ru
Pecnybnuxa Benapyco
[IpencraButensctBO OAO «I'eneon Puxtep» B Pecriybnuke benapych
Anpec: 220004 r. Munck, np. [Tobenuteneit, nom 5, opuc 505
TenedoHn, daxc: +375-17-272-64-87
TenedoHn, daxc: +375-17-215-25-21
Dnexrponnas nmoura: drugsafety.by@gedeonrichter.eu
Keipevizckas Pecnybauka
[TpencraButensctBo OAO «I'eneon Puxtep» B Keipreizckoii Pecniyonuke
Anpec: 720005 r. bumkex, yn. Urembepauena, 1 "A",
OusHec LeHTp «ABpopay, opuc 703
Tenedon: +996-312-98-81-16
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Dnextponnas noura: drugsafety.ky@gedeonrichter.eu

8. HOMEP PETUCTPAIIUOHHOI'O YJOCTOBEPEHUSA
Poccuiickas ®eneparnmst: JITT-Ne(000266)-(PI'-RU)

Pecniyomuka Keipreiscran: JITT-Ne(000266)-(I'TI-KG)
Pecnyosinka benapycs: JITT-Ne(000266)-(I'TI-BY))

9. IATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHUS PETUCTPAILIMN,
INEPEPETUCTPALIUN)

JlaTa nepBoi perucTpanuu:

Poccwuiickas ®@enepanmst: 04 urons 2021

Pecniy6nuka Keipreiscran: 21 aBrycra 2024

Pecniy6nuka benapycn: 24 centsiopsa 2024

10. JATA HEPECMOTPA TEKCTA

OO0mmas xapakTepUCTHKa JIEKApCTBEHHOr0 Ipemnapara Arapra AOCTYNHa Ha MH(OPMAalMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 COI03a B MHPOPMAIIMOHHO-KOMMYHUKALIMOHHON CETH

«Mutepuet» https://eec.eaeunion.org.
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