COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.08.2023 N2 16188

IO MEJUIIMHCKOMY NTPUMEHEHUIO JTEKAPCTBEHHOI'O ITPEITAPATA

Bebynuc

PETUCTPAIIMOHHBIN HOMEP

TOPITOBOE HAUMEHOBAHHUE
Bebymuc

MEXIAYHAPOJHOE HETATEHTOBAHHOE HAUMEHOBAHUE

Nnonpoct

JIEKAPCTBEHHAS ®OPMA

PacTtBOp A1t nHTansumii

COCTAB

1 MJI PACTBOPA COAEPXUT

Heticmsyrowee sewecmeo:

Nnonpoct — 0,010 mr

Bcnomozamenvhvie eewjecmea:

Oranon (96 %) — 0,810 mr

Tpomeramon — 0,121 mr

Hatpusa xnopux — 9,000 mr

XnopucToBoAopogHas Kuciora pactsop 2M— q.s. 1o pH 7,5-8,5

Bona mist uabexiuit — q.s. 10 1,000 mu

OIIUCAHHE

HpO3p8.‘lHBII>i 66CI.IB€THBII>1 HJIN C KCJITOBATBIM OTTCHKOM pacCTBOP.

DPAPMAKOTEPAIIEBTUYECKAS I'PYIIITA

AHTI/ITpOM6OTI/I‘-ICCKI/IG CpCACTBA; aHTHATrpCTaHThI, KPOME I'ClIapuHa.

KOJ ATX
BO1ACI11
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®APMAKOJOTMYECKHUE CBOMCTBA (MOCHELOBATENBHOCTE 0005)

DapMaKkoIHHAMHKA

Mexanusm Oeiicmeus

Wnompoct — neiicTByolIee BEeUIeCTBO IMpenapaTa, MpeAcTaBisieT co00i CHHTETHYECKHI aHajor
npocTanukinHa. MiaonmpocT HMHruOHpyer arperanvi MU aAre3ur0 TPOMOOLMTOB, peakluu
BBICBOOOXKJICHHSI PAaCTBOPHMBIX MOJICKYJl aAre3Wd; pacUIMpsieT apTepuoibl W BEHYJIIBI
YBEJIMYUBAET IJIOTHOCTh KAWJUISIPOB M CHM)KAET MOBBIIIEHHYK COCYJIMCTYIO ITPOHUIIAEMOCTb,
BbI3BAHHYI0 TaKMMU MeJWaTOpaMH, Kak CEpPOTOHMH WM TUCTaMUH Ha  YpOBHE
MUKPOLIMPKYJISITOPHOTO PYCiIa; CTUMYJIHUPYET SHAOTCHHYI0 (PUOPHMHOIUTUYECKYIO AKTUBHOCTD;
OKa3bIBACT MPOTHBOBOCTIAIUTEIbHBIC YP(PEKTHI, TAKHE KAK MHTHOMPOBAHUE a/IT€3UU JICUKOIIUTOB
MOCJIE TIOBPEXKICHUS DHIOTEIUS U JIEHKOUTApHOW MHMUIBTPALIMU B MIOBPEKICHHBIX TKAHAX, a
TaK)Ke YMEHbIIIEHUE BBICBOOOXKACHUS (DaKTOpa HEKpO3a OMyXoiH ajbda.

[Tocne uHransIUKU UIOMPOCTa HAOMIOAAETCs MpsAMas Ba30JMIaTalusl JIETOYHOTO apTepHallbHOTO
pycia ¢ MOCIEAYIOIMM 3HAUUTENbHBIM YIIYUIIEHHUEM TaKuX I[OKa3aTesied, KaK JaBlIEHUE B
JIETOYHBIX apTepHsiX, JIETOYHOE COCYAMCTOE CONPOTHBIEHHE, CEPACUHBIM BHIOpOC, a TaKke
HACBILICHUE KUCIOPOJOM CMEIIAHHOW BEHO3HOW KpOBU. BnusHHE Ha CHUCTEMHOE COCYAHCTOE
COIPOTUBIICEHUE U CUCTEMHOE apTepUabHOE JIaBlIeHNE ObUIO0 MUHUMAIIbHBIM.
DapMaKOKHHETHKA

Abcopouyusn

[Tpu MHTaIAIMOHHOM BBEJIEHUU UIIOMPOCTA MAIMEHTaM C JIETOYHOU TUIIePTeH3UEH WITH 3[J0POBBIM
I00poBOIbIIaM (J03a MIIOMPOCTa, TOCTaBIsieMasl Yepe3 MYHJIIITYK: 5 MKT, TPOJOKUTEILHOCTD
uHrasiu ot 4,6 no 10,6 MUH) cpemHss MUKOBas KOHIIEHTPAIMS WIJIONPOCTAa B CHIBOPOTKE
ompeensiiach K MOMEHTY OKOHYaHMsI UHTasuu u coctasisiia 100-200 nr/mn. Konnentparnus
WJIOMPOCTa CHIDKAETCS IO Mepe ero BbIBeIeHUs (TepUOAbl TOTYBBIBEJCHHUS COCTAaBISIOT
npuMmepHo 5-25 muH). B unTepBane ot 30 MuH 10 2 4 TIOCTIE 3aBEPIICHUS] HHTASIIUU UIOMPOCT
y>K€ He OIpe/ieNsieTCs B LIEHTPaIbHON Kamepe (Tpeiesl YyBCTBUTEIbHOCTH METOa - 25 MI/mil).

Pacnpeodenenue

B nHacrosiniee BpeMs OTCYTCTBYIOT UCCIIEIOBAHUS, BBIMIOJTHEHHBIE C MHTANSIIUOHHBIM BBEJIEHUEM
WJIOTIPOCTA.

[Toce BHyTpuBEeHHON MHY3UN KOKYITHICS 00BEM pacIipeiesICHHs] B PABHOBECHOM COCTOSIHHH Y
310pOBBIX 100poBOIBIEB cocTaBwi oT 0,6 1o 0,8 n/kr. B nuanazone konneHtparuii ot 30 1o 3000
Mr/mil oOliee CBSI3BIBAHHE WJIONPOCTA C OelKaMu TIa3Mbl HE 3aBUCHT OT KOHIIGHTPALlUUA U

coctapsieT mpuMepHo 60 %, n3 KOTOpBIX 75 % NMPUXOAUTCS HA CBSI3BIBAHUE C aTbOYMHHOM.
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(NOCNENOBATENLHOCTL 0005)

Memaobonuzm

B Hacrosiiee BpeMst OTCyTCTBYIOT MCCIIEA0BaHNUS, BHIIIOJHEHHBIE C NHTAISALIMOHHBIM BBEICHUEM
WJIONPOCTA.

Pe3ynbTarhl uccneqoBaHU in Vifro yKa3bIBalOT Ha CXOJHBIM METa0OJIU3M WJIONPOCTA B JETKUX
KaK I110CJI€ BHYTPUBEHHOI'0, TaK U [10CJI€ UHTATSLUOHHOTO BBEIACHMSL.

[Tocine BHYTPUBEHHOTO BBEIEHHS MJIONPOCT B OOJBIICH CTENEHM MOJABEPraeTcss METaboIU3My
nyTeM [-OKUCIeHHUs OOKOBOW KapOOKCHIbHOW 1ienu. B HensmMeHeHHOW (opMme HIIONpOCT He
BBIBOJUTCS. ['J1aBHBIM METa0OIUT - TETPAHOPUIIOMPOCT, KOTOPBIA OOHApY>KMBAaeTCs B MOYE B
CBOOOTHOM BHJIE U KOHBIOTUpOBaHHOH (opme. Kak mokazanu 3SKcrepuMeHTaIbHbIC
UCCIIEIOBAaHMS Y )KUBOTHBIX, TETPAHOPHIIONPOCT (PapMaKoIOTHUECKH HEAaKTHBEH.

[To pesynbpTaram ucciaenoBaHuil in vitro ydactue mutoxpoma P450 B Metaboiu3mMe uiaonpocra
MUHUMAJIBHO.

Buvigeoenue

B nacrosiiee Bpemst OTCyTCTBYIOT MCCII€0BAaHNUS, BHIIOJHEHHBIE C MHTAIALIMOHHBIM BBEIEHUEM
WJIOIPOCTA.

BeiBenienune nionpocra nocie BHyTPUBEHHON MH(Y3UHM Y CyOBEKTOB ¢ HOPMaJbHOU (yHKIMEH
MIOYEK U MEUYEHU B OOJIBIIMHCTBE CIyYaeB XapaKTepu3yeTcs AByX(a3HbIM mpoduiemM co CpeHIMA
nepuoIaMH TOMyBbIBeeHHsI OT 3 10 5 MuH # oT 15 g0 30 mMuH. OOmMiA KIMPEHC WIoNpocTa
cocTaBisieT 0koJ10 20 MJI/KI/MUH, YTO YKa3bIBAaCT HA HAJIMUUE JONOJHUTEIBHOTO BHEIIEUCHOYHOT O
MeTaboIM3Ma UII0IPOCTA.

bbulo mpoBeneHo wuccienoBaHHE MaTepuaibHOrOo OajaHca € TNPUMEHEHHEM WJIOIPOCTa,
MeueHHOro *H, y 3710poBhIX 1006poBoiblieB. Ilocie BHYyTpUBEHHOI HHDY3UH BhIBENEHHE 0OIIEi
panuoakTUBHOCTU cocTaBuiio 81%, mpu 3ToM 68 % ObUIO BBIBEAEHO MOYKaMu, a 12 % - uepes
KUIIEYHUK. DJIMMHUHALUSA METa0O0JIMTOB MPOMCXOAUT B JBE (as3bl, AT KOTOPHIX pacyeTHbIE
MIEPHOJIbI TIOJTYBBIBEJCHUSI COCTABIISIIOT OKOJIO 2 4 M 5 4 (T1a3ma) v okojio 24 u 18 u (Moya).

Ilayuenmut c napywienuem YynKyuu nouex

B uccrnenoBanuy ¢ BHyTPUBEHHBIM BBEJACHHEM MIJIOMPOCTA ObUIO MOKAa3aHO, YTO Y MAI[UEHTOB C
TEPMUHAJIBHON CTaAMel TMOYEYHOM HEJOCTATOYHOCTH, HAXOASAIIMXCS Ha MNEPHUOJUYECKOM
Jaan3e, KIMPEeHC WIONpocTa (CPeIHUN KIMPEHC = 5 + 2 MJI/MUH/KT) 3HAUUTEIILHO HIDKE, YEM Y
MalMeHTOB C TIOYEYHOH HEIOCTATOYHOCTHIO, HE TMOJYYaIOmUX TEePUOJINYECKOr0 U332

(cpenuuit knupeHc = 18 £ 2 MiI/MUH/KT).

Ilayuenmsut c napywenuem yynKyuu neuenu

HOCKOJILKy HJIOIIPOCT B OOJIbIIIEH CTEIeHU noaBEpracTcs MCTaGOJ'II/BMy B IICYCHHU, U3MCHCHUS

(I)YHKLII/II/I MEYCHHU BJIMAKOT HAa KOHLICHTPAIIUIO UJIOIIPOCTA B IJIa3ME. Pe3yJIBTaTLI HUCCICI0BaHUsA C
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BHYTPUBEHHBIM BBEJICHHUEM HIIONPOCTA BKIIOYAIU I[aHHlf_,IIe 8%&&[ J}J;J(;l L-Ll!jID‘D'O M- TIedeHN,

Cpennuii KIMPEHC UIIOMPOCTa COCTABUII 1Mo pacyeTam 10 Mi/MUH/KT.
Bo3spacm u non
[Tont HE UMeeT KITMHUYECKOTr0 3HaYEHUS 17151 (hapMaKOKHMHETUKH UIIONPOCTA.

(DapMaKOKI/IHCTI/IKa Y NAaUMEHTOB IMMOXUJIOI'0 BO3pacTa HE N3y4dalach.

MMOKA3AHHWSA K NIPUMEHEHUIO

JledyeHnue cpeqHETSHKEION U TSHKENION CTauK JIETOYHOM TMIEPTEH3UH B CISIYIONINX CIIydasX:

— uyavonaTtuyeckas (ImepBUYHAs) apTepuaibHas  JIerOYHas  TUIEPTEeH3Us, ceMelHas
apTepualbHas JEroyHasi TUIIEPTEH3US;

— apTepuaibHas JETOYHas TUIEPTEH3us, OOyCIOBJIeHHAas 3a00JIeBaHMEM COEAMHUTEILHOU
TKaHU WM JIEHCTBUEM JIEKAPCTBEHHBIX CPEACTB UM TOKCUHOB;

— JIerOYHas TUMEPTEH3Us BCIEACTBHE XPOHUYECKUX TPOMOO30B W/MIU AMOOIHM JIeroYyHOU

apTEpUHU IIPU OTCYTCTBUH BO3MOKHOCTH XUPYPIHUECKOTO JICYEHUS.

ITPOTUBOIIOKA3AHUA

® [IaTOJIOTMUYECKHUE COCTOSHUSA, NMPU KOTOPBIX BO3AEHCTBHE Ipernapara Ha TPOMOOLIUTHI
MOXET TOBBICHTH PHCK KpOBOTeUeHHs (B T.4. s3BEHHas OOJIE3Hb JKEIyAKa u
JIBEHALIATUIIEPCTHON KHUIIKM B CTaguu OOOCTpPEHMs, TpaBMa, BHYTPHUEPEIHOE
KPOBOU3JIHSHUE);

® TspKenas uieMuyecKkas 00JIe3Hb cep/lla WK HecTaOuIbHas CTeHOKapIus;

e uH(papKT MHOKap/a B MpeAbIAYLINE 6 MECSIIEB;

® JICKOMIICHCHPOBAaHHAsl CEpJAEYHAas HEJAOCTaTOYHOCTh IPH OTCYTCTBUM HaJUIEXKAIIEro
BpaueOHOr0 KOHTPOJIS;

® TSDKEIIbIE apUTMMUY,

® [I0JJ03PEHME HA 3aCTOM KPOBH B JIETKHX;

® 11epeOpOBACKYISIPHBIE OCIIOKHEHUS (B T.4. TPAH3UTOpPHAs UILIEMUYECKasl aTaka, MHCYJIbT)
B IIpebIAyIINE 3 MecsLa;

® JIerovHasi TUIEPTEeH3MUs BCIEACTBUE JIETOUHOW BEHO-OKKIIIO3MOHHOM 00J1e3HM;

® BPOXKACHHbIE WIH IPUOOpPETEHHBIE MOPOKU KJIAIIaHOB Cep/ilia ¢ KIMHUYECKH 3HAUUMBIMH
HapyLIeHUSIMH (PYHKIIMK MHOKap/a, KOTOPbIE HE 00YCIIOBJICHBI JIETOYHOM TUIIepTEH3UEH;

® IOBBILIICHHAS] YyBCTBUTEIBHOCTD K MJIONPOCTY WM APYTUM KOMIIOHEHTaM Ipernapara;

® JIETCKUI BO3pacT oo 18 et (B CBsA3HU C TCM, YTO OIIBIT HPUMCHCHUA Y JeTen OFpaHI/I‘-IeH).
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- HapylIeHHe PYHKIMH TICUYSHU U MOYeYHas HeOCTAaTOYHOCTh Y MAIUEHTOB, HYKIAIOIIUXCSI
B IIPOBEJICHUH JTNAJTH3A;

- apTepuanbHas THIIOTCH3HUS;

- XpoHHYEeCcKas o0CcTpyKTuBHas 0osie3Hb Jerkux (XOBJI);

- TsKeNnas OpOHXHAJIbHAs acTMa.

HPUMEHEHUE IIPM BEPEMEHHOCTHM MW B [HIEPHOA TIPYIHOIO
BCKAPMJUIMBAHUSA

KeHmuupl, cTpajarolMe JIETOYHOW THUIEPTeH3UEH, JODKHBI U30erarb  HACTYILUICHUS
0EepeMEHHOCTH, TaK KaK 3TO MOXET MIPUBECTH K YIPOXKAIOIIEMY KHU3HH 000CTPEHUIO OOJIE3HH.
HmeeTcsi HeZOCTAaTOYHOE KOJIMYECTBO IaHHBIX O MPUMEHEHMM INpernapara y OepeMeHHBIX
xeHmuH. [Ipu HacTyrieHnn 6epeMeHHOCTH Mpenapar clieqyeT Ha3HayaTh B TOM CiIydae, Koraa
0KUJaeMasi MoJib3a JJIsl MAaTEPU MPEBBIIIAET BO3MOKHBIN PUCK IS TJI0A.

[TockonpKy HE YCTaHOBJIEHO, BBIAEISIETCS JIM UIIOMPOCT U €r0 METabOIUTHI B IPYAHOE MOJIOKO, TO
npu HEOOXOIMMOCTH MPHUMEHEHHUs MpernapaTa B IMEpPHOJ JIAKTallMd TPYIHOE BCKapMIIMBAaHUE

CIICAYCT IPCKPATUTD.

CIIOCOB ITPUMEHEHMUS U 103bI

[Tpenapat Bebynuc npumensieTcs Ui JUIMTEILHON TEPAIUU.

['OTOBBII K TNPUMEHEHHWIO PACTBOpP IPHUMEHSETCS Yepe3 COOTBETCTBYIOIIMH mpubop s
uHrasiuil - (HeOymaiizep). [lpeamiecTByromyto Tepamuio CIEAyeT CKOPPEKTUPOBaTh B
COOTBETCTBUU C WHJIMBUIYAIbHBIMM MOTpeOHOCTAMHU nanueHTa (cM. «B3aumonelictBue c
JPYTUMH JIEKapCTBEHHBIMHU ITpeTapaTaMuy).

PexoMeHyeMble 1O3BI:

B3pocnvie

B nauane neuenus npemapatoM BeOynuc mepBasi MHraisiiMOHHas J03a WIONPOCTA JOJKHA
COCTaBJIATh 2,5 MKI ([03a, JOCTaBisgeMas 4depe3 MYHIIITYK HHraaaropa). Ecium marueHt
IIEPEHOCUT JIEUEHUE XOPOILO, 103y WIONPOCTA CIEAYET YBEIUYUTH 1O 5 MKT U NTOAJIEPKUBATH ATy
703y MIPU MOCIEAYIOIUX UHraAIugx. B cioyyae miuoxoil mepeHOCUMOCTH ClieyeT BEPHYThCS K
o3¢ 2,5 MKT.

WHranauum wionpocra cileayeT NpoBOAMTH OT 6 10 9 pa3 B J€Hb B COOTBETCTBHM C
UH/IMBUYaIbHOM MOTPeOHOCTHIO MAallMEeHTa U IEPEHOCUMOCTbIO Mpernapara.

B 3aBucumoctu ot Tpebyromelcs 036l Ipenapara, AOCTaBIsieMONd depe3 MyHAIUTYK, U TUIa

HeOynai3epa Mpo0HKUTEIBHOCTh CeaHCa MHTAISIITUN COCTABIISIET MpUMepHO oT 4 10 10 MuH.
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Ilayuenmsut c napywenuem YyHKyuu neuenu

MY OTYETY

DnIUMUHAIMS WIOMPOCTa YMEHBINACTCS y MAallMeHTOB ¢ HapylieHueMm (QyHKnuu mnedeHn. Bo
n30ekaHne HeXeIaTeIbHOI0 HAKOIUICHUS MIIOMPOCTa B TEUEHHUE JIHS, NMPH M0A00pEe HaYaIbHON
03Bl TIperapaTa y JaHHBIX [allMeHTOB HEOOXOJUMO MPUHUMATh CIHEIHalIbHbIE Mepbl
MPEIOCTOPOKHOCTU. PekoMeHIyeTCsl OCTOPOKHOE TUTPOBAHUE HAYAIBHOM J03bI C HHTEPBAIOM
MEXly BBEACHUSIMU 3-4 yaca.

Hauanpnast n03a A0MKHA COCTABISTH 2,5 MKI C MHTEPBAJIOM MEXKIY BBEIECHUSIMH 3-4 4 (4TO
COOTBETCTBYET MPUMEHEHUIO MaKCUMYM 6 pa3 B JieHb). BrocnencTBuu BO3MOXKHO OCTOPOKHO
YMEHBIIUTh HMHTEPBAIBI MEXKAY BBEICHUSMHU, C Y4ETOM HUHAMBUAYAIbHOH MEPEHOCUMOCTU
npernapara. Ecnu moka3zaHO JanbpHEWIIEE YBEIMYEHHE J03bl 10 5 MK, HMHTEPBAIBI MEXKITY
BBEJICHUSIMU Ha HAYAJIBHOM 3TaIe JOJHKHBI COCTABIIATH 3-4 4; 3aTeM OHU MOTYT OBITh YMEHBIIICHBI
C y4YeToM WHIWBUIYaTbHOW mepeHocuMocTu. JlanbHelilliee HaKOIUIGHHE IIperapara Iocie
HECKOJIbKUX JTHEH Tepanmuu MpeCTaBIISIETCS MaJOBEPOSITHBIM Ollarogaps HOYHOMY MEpPEPhIBY B
MIPUMEHEHUHU.

Ilayuenmut c napywienuem YynKyuu nouex

VY nmanueHToB ¢ KIMPEHCOM KpeaTuHUHA >3(0 MJI/MUH HET HEOOXOAUMOCTH KOPPEKTUPOBATH A03Y
npenapata. [IpuMeHnenue mpemapaTa y HAlMEHTOB C KIMpeHCOM KpeaTuHHHA <30 MI/MUH B
KJIIMHUYECKHUX MCCIIEA0BAHUAX HE N3y4aIoCh. DINMMHUHALIMSA WIONPOCTA CHUXKAETCA y AIUEHTOB C
MIOYEYHON HEJAOCTATOYHOCThIO, HY)KJIAIOLIMXCA B MPOBENCHUU Auain3a. PekoMeHpanuu 1o
JIO3UPOBAHUIO CM. B ofpasnene «[lanuenTsl ¢ HapyeHueM QYHKIUH [TeYSHI.

Hucmpykyuu no 66edenuro

Jlis BBIOJTHEHUS Ka)XI0M MHTaISUN HEO0OXOAMMO HCIOJb30BaTh HOBYIO aMITyJly Mpernapara
Bebynuc. ComepxumMoe ammyiibl HEOOXOIUMO TOJHOCTBHIO TEPENUTh B Kamepy HeOymaizepa
HEMOCPEACTBEHHO TIepe] NpuMeHeHuneM. HeoOxoaumo cTporo coOmonaTh HHCTPYKLHUHU I10
TUTHUEHE U OYUCTKE UHTAISATOpA, IPEIOCTAaBIECHHBIE IPOU3BOIUTEIEM YCTPOMCTBA.
Heucnons30BaHHBIN JIs1 HHTATSAIANA PACTBOP HEOOXOIUMO BBUIUTS.

Jns  npoBeieHHMs ~— MHTAISALMOHHOW — TepalmMM  pacTBOPOM  Tpemapara  MOAXOJAT
ceptudupoBaHHbIe HeOyai3epbl KOMIIPECCOPHOTO THIIA, YIBTPa3BYKOBbIE HeOynaizepbl U
HeOyaif3epbl, OCHOBaHHbBIE HA BUOPAIIMOHHOM TEXHOIOTHH.

Hebymnaitzepsl, moaxoasiue A HHIAISIUOHHOTO BBEACHUSI UIIOTIPOCTA, TOJKHBI 00ecTieunBaTh
JIOCTAaBKy WJIOMPOCTA Yepe3 MYHAIITYK B J103€ 2,5 MKT WJIM 5 MKT B T€YEHUE MEPUOJa BPEMEHU
npubnm3utenbHo oT 4 g0 10 mMuH. Macc-MequaHHBIA a’pOAMHAMUYECKUN THAMETP YaCTHIl

a’p030J1s1 COCTABISIET 1-5 MKM.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

BeOynuc B HeOynaiizepax, CHaOKEHHBIX (PUIBTPOM WIIM MHTAISIMOHHO-ITYCKOBOW CHCTEMOH, a
TaK)K€ XOPOLIO IPOBETPUBATH IOMEIIECHHUE.

[Tepexon Ha APYTOM TUIT HHTAIATOPA CJICTYET MPOU3BOIUTD 1O HAOII0ICHUEM JISHAIllero BpaJa.

IMOBOYHOE JIEMCTBUE

[ToMHMO MECTHBIX HEXENATEeIbHBIX PEaKIUi, SIBISIONINXCS PE3YIbTaATOM HHTAISIIIHOHHOTO TYTH
BBEJCHHMS WJONpocTa (Kallenb), HEXeJIaTelIbHbIE PEaKIMd Ha mpernapaT O0O0YCIOBJICHBI
(hapMaKoIOTHIECKUMHU 0COOEHHOCTSIMU MPOCTarjJaHuHOB. HaubGonee YaCTBIMH
HEeXeNaTeIbHBIMU peakiusiMu (>20 %), HabIoJaBIIMMICS B KIMHUYECKUX HCCIIETIOBAHUSAX, ObLIN
Ba30/IWUIaTaIMs, TOJIOBHAS 00JIb M Kaienb. Hanbosee cepbe3HbIMU HEXKENATSIIbHBIMU PEAKITUSIMHU
SIBJSUTMCH apTepHalIbHAs TUIIOTEH3HS, KPOBOTCUEHUS U OPOHXOCIIa3M.

HexenarenbHple peakiiuu, OTMEUCHHBIC ITPU MPUMEHEHNUH HUIIONIPOCTA, KJIACCU(UIIMPOBAHBI HIKE
10 CHCTEMaM OPTaHOB.

HexenarenpHple peakiuu, MPEICTaBICHHBIE HUXKE, OCHOBAaHBI HAa OOBEAMHEHHBIX JTaHHBIX
KIIMHUYECKUX uccienoBanuii uionpocta (asel I m III m HA JaHHBIX MOCTMAPKETHHTOBOTO
HaOJIFONEHUS.

XapakTepucTUKa YacTOThl HEXKENATCIbHBIX peakluid, HaOMIOMABIINXCSd B KIMHUYCCKHX
UCCJICIOBAHMSIX, CIIAYIOMAs: OYeHb 4acTo - >1/10; acto - >1/100 u <1/10. 15 HexeIaTeIbHBIX
PEaKIMi, BEIIBIIEHHBIX TOJIBKO B X0JI€ TIOCTPETUCTPAIIMOHHBIX HAOIIOAATEIIbHBIX IPOTrPaMM U IS
KOTOPBIX HE yJNaeTcsl OIEHUTh YacTOTy, YKa3aHO «4YacToTa HEeW3BeCcTHa». B kaxmoil rpymme

YaCTOThI HEXKEIATCIIBHBIC PCAKIIH MMPEACTABICHBI B MOPAAKE YMCHBIICHUA UX 3HAYUMOCTH.

CucremMHoO-opranublii kjace (Quenb yacto - >1/10 Hacro —>1/100 u <1/10 [YacroTa HeM3BeCTHA

Hapymienust co cTopoHBI Kposoteuenus*" TpomOouuTonEeHUs

KPOBU U IUM(paTUYECKOH

CHUCTEMBI
Hapymenust co cTopoHbl Peakiuu
MMMYHHOHN CUCTEMBI CUIIEPYYBCTBUTEIBHOC

TH
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OOu1re paccTpoiicTBa U Iepudepuueckue

HapyUICHUA B MCCTC BBCACHUA OTGKI/I#

* JlanHble cilydan mpeCcTaBisuid co00i yrposkaroue >KU3HU U/UITU CMEPTENIbHbIE CITy4Yau.

I[Hﬂ OIMUCAaHUs ONPECACICHHBIX peaKum”I, MX CHHOHMMOB M CBSI3aHHBLIX COCTOSTHUM HMCITOIb30BAaHBI
HauoOoce NpeANOUYTUTCIIBHBIC TCPMUHBI H3 MCIUMIHUHCKOI'O CJIoBapsA JJid peFYHHTOpHOﬁ

neareirsHoctTd MedDRA.

# Onucanue onpeeNeHHbIX HEXKeNaTeIbHbIX PEaKIUi

KpoBoreuenust (ryiaBHbIM 00pa3soM B BHJI€ HOCOBBIX KpPOBOTEUEHHH M KpPOBOXapKaHbs)
BCTPEYAJINCh OYEHb YaCTO, YTO SBJSIETCA OXMIAEMbIM I MONYJSILMHU C BBICOKOM monei
NAlMEeHTOB, IOJYYaBIIMX COIMYTCTBYIOILYI0 AHTUKOAryJsSHTHYI Tepanuioo. Puck pa3Butus
KPOBOTEUYEHHI MOKET OBITh NOBBILIEH Y NAI[UEHTOB, MOIYYaOIINX aHTUKOATYJISHTHYIO TEPAIUIO
WJIM UHTUOUTOPHI arperauuu TpoMoouuToB (cM. «B3anMopeiicTBre ¢ JpyrUMHU JI€KapCTBEHHBIMU
npenapatamu»). CooOIanock o ciiyyasix KpOBOU3IUSHUS B TOJIOBHOW MO3T M BHYTPUUYEPEITHOTO
KPOBOU3JIUSHUSA CO CMEPTEIbHBIM HCXOJJOM.

B xone kIMHHYECKUX HCCIIEe0BaHUM cOO0IIAIoch O CiiydasiX BOZHUKHOBEHUS MepupepruuecKux
orekoB y 12,2 % nanueHToB, IPUHUMABIIUX WIONPOCT, Uy 16,2 % mauueHToB, IPpUHUMAaBIINX
iane6o. BozHukHOBeHME nepupepuyecKrX OTEKOB SIBISETCS OU€Hb YaCThIM CUMIITOMOM CaMOI'o
3a00JIeBaHNs, TEM HE MEHEE, OHU MOTYT ObITh CBS3aHBI U C IPUMEHEHHEM HIIONPOCTA.

Kak u oxupmaercs uid MalMeHTOB C JIETOYHOW TMIIEPTEH3UEH, 4acTO OTMEdYalnchb OOMOpPOKH,
OJIHAKO MEXAY IpyIaMu Tepanuy 3HAYUMBIX pa3IMuui 1o UX yactoTe He Obu10 (cM. «Ocolbie

yKa3zaHUs»).

MNEPEJ1O3UPOBKA

BblTi 0OTMEUEeHBI Cllydau Mepe103upOBKH.

Cumnmombwl

Yacrto HaOMOIaeMBIMH CUMOTOMaMHU TOCJIE TEPEIO3UPOBKH SIBISIOTCS TOJIOBOKPYXKEHHE,
TOJIOBHAsI 00JIb, «IIPUJIMBBDY KPOBU, TOIIHOTA, OOJb B UEITIOCTH WU OOJb B CIMHE. BO3MOXKHBI
TaKkKe TOHWKEHUE apTEePUATBHOTO [ABJICHWs, TIOBBINICHWE AapTEPUATBLHOTO JIaBJICHHS,

6pa;[1/11<ap;[1/1${ HJIM TaXUuKapaud, pBoTa, Auapea u 00JIb B KOHEUHOCTSIX.
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Jleuenue

Crieruduueckuii aHTHIOT HeW3BecTeH. PekoMmeHayeTcst mepepblB B MPUMEHEHHWH HIIONPOCTA,

MOHUTOPHUPOBAHUC COCTOSAHUS IMAlIUCHTA U ITPOBCACHUC CHUMIITOMAaTHYCCKOM TCpaIrunu.

B3AMMOJIEMCTBHUE C JIPYTUMHU JJEKAPCTBEHHBIMU CPEJICTBAMUA
[TockonpKy UCClIEIOBaHUS 110 U3YUYEHUIO COBMECTHMOCTH HE IIPOBOAMIINCH, IpenapaT Bedymuc

HC CJICAYCT CMCHIMBATh IIPU BBCACHUU C JPYTMMHU JICKAPCTBCHHBIMHA CPCACTBAMM.

s dexr

coOronaTh

HHOHpOCT MOXET YCHUIINBATb aHTI/IrI/IHepTeH?)I/IBHBIﬁ Ba30IHUJIaTaTOPOB u

AHTUTUIIEPTEH3UBHBIX  MpernaparoB.  HeoOxoaumo OCTOPOKHOCTh  IIPH
OJIHOBPEMEHHOM IPUMEHEHMM IIperapara ¢ COCYJOpaCIIUPSIOUIMMHU U aHTUTHUIIEPTEH3UBHBIMU
npenapaTam, T.K. MOKET MOTPeOOBaTbCs KOPPEKIHS UX JTO3bI.

[TockonbKy wiIONpoCT MNOAABIAET (PYHKUUIO TPOMOOLUTOB, €ro NPUMEHEHHE COBMECTHO C
AQHTUKOATyJISHTaMM (TaKMMU KakK TelapuH, aHTUKOATYJSHTbl W3 TPYHIbl I[POU3BOAHBIX
KyMapuHa), WIM JApPYyTMMHU aHTUAarperaHtamMyd (TakMMM Kak aleTWICAJIMLUIOBAas KHUCIOTa,
HECTEPOMJIHbIE  IIPOTUBOBOCHAJIUTENIbHbIE  IIPENapaTbl,  HECEIEKTHUBHbIE  HHTUOUTOPBI
dochonuscrepassl [Takue Kak TEO(YUIUIUH, NEHTOKCU(PHUIUINH, JUIHPHIAMON, TPamUII WU
uOyaunact|, cenekTuBHbIE MHTHOUTOPHI (ocomusctepasbl-3 [DJID-3] [Takue Kak aMpPUHOH,
HSHOKCUMOH, MWJIPHMHOH, LMJIOCTa30JI, aHarpeauj]| ¥ Ba30oJMJIaTaTOpPbl U3 TPYMIBI HUTPATOB)
MOYET YCHJIMBATh MIIONPOCT-HHIYIIMPOBAHHOE HHTMOMPOBAaHNE TPOMOOIIUTOB U TAaKUM 00pa3oM
HOBBINIATh PUCK KpoBoTeueHus (cM. «lloGouHoe neiictBuer»). llaumenTsl, mnosyyaronume
AQHTHUKOATYJIIHTHYIO T€PAInIO UM IPOYUEe HHTHOUTOPHI arperaluy TpoOMOOIIMTOB B COOTBETCTBUU
C IPUHATON METUIIMHCKOM MPaKTUKOM, TOJKHBI HAXOAUTHCS MO/ TOCTOSSHHBIM Ha0JII0IEHUEM.
[IpenmecTByroliee Ha3HAUEHNUE ALETHIICATUIIMIIOBOM KUCIOTHI BHYTPb B J103€ 10 300 Mr B CyTKH
B TeueHHe § JIHeH He BiusAeT Ha (hapMaKOKMHETHKY WiIonpocTa. B mccnenoBaHuM y )KMBOTHBIX
ObUIO BBISABJICHO, YTO MPUMEHEHHE HIIONPOCTa MOXKET MPUBOJIUTH K CHUKEHHUIO PaBHOBECHOM
KOHIEHTpalluu B IUla3Me TKaHeBoro akTtuBatopa Miua3mMuHoreHa (TAII). Pesynbrarsl
UCCIIEIOBAaHUM y 4eJoBEeKa IOKa3bIBAIOT, 4YTO MHQY3Hs WIONpOCTa HE BIUSET Ha

(bapMaKkOKMHETUKY JTUTOKCHHA, Ha3Ha4yaeMoro BHYTpPb, W WJONPOCT HE BIUSAET Ha
(apMaKOKUHETHUKY OJHOBpeMeHHO HazHauaemoro TAIL

B skcniepumeHTax Ha JKMBOTHBIX COCYJJOpACIIMpsIOLIee AeHCTBUE HIIOMPOCTA 0CIa0IsIIoCh, €CIIU
IpeBapUTeNbHO ObUIM BBEICHBI TIIOKOKOPTHUKOCTEPOUIBI, B TO BpeMs Kak I0JaBIISIOLIEe
BIMSHHE Ha arperamuio TPOMOOLIMTOB OCTAeTCs HEU3MEHHBIM. 3HAYCHHE ATHUX JAHHBIX IS
IIPUMEHEHHUS IIpernapaTa y JIIoIed HEU3BECTHO.

XO0Td KIMHUYECKHE HCCIECAOBAaHUS HE NPOBOJWINCH, HCCIEIOBAHUS [N Vitro 1O OLEHKE

BO3MOKHOT'O I/IHFI/I6I/Ipy10HIeFO BJIMAHUA HWIJIOIIPOCTAa HAa aKTUBHOCTH I/ISO(i)epMeHTOB auToxXpoma

10



COOTBETCTBYET 2K MY OTUETY

ot 22.08.2023 N= 16188

(B OB HOC TR Q005
P450 mnoxazanu, 4TO CYIIECTBEHHOE MOAABICHUE MeTagmnlef;Jm%aJ&MHx ];Tbmap'alro&

OTOCPEIOBAaHHOTO dYepe3 JTH u30(DepMEHTHI, TMOJ BO3JCHCTBHEM HAa HHUX WJIOMPOCTA

MaJIOBEPOSITHO.

OCOBBIE YKA3AHUSA

Crnenyer u3beratb KOHTaKTa npemnapara BeOynuc B Buie pacTBopa Uil MHTAIALIUN ¢ KOKHBIMU
NOKPOBAaMH U TJIa3aMH, a TAaKKE €ro mporjarbiBaHus. Bo Bpems NMpoBENCHHS MHTAISALUN W3
HeOyaiizepa 1MLeBas Macka He IPUMEHSETCs, CIeLyeT UCI0JIb30BaTh TOJbKO MyHALITYK.

Puck obmopoxa

Bpaun 1OMKHBI TPOSBIATH HACTOPOKEHHOCTh B OTHOUICHWH HWMEIOIIUXCA Y TAlMEeHTOB
COITyTCTBYIOIIMX 3a00JICBaHUN WJIM TPUMEHEHHUS JIPYTHX JIEKAPCTBEHHBIX CPEICTB, KOTOPHIE
MOTYT YCHJIUTh PUCK Pa3BUTUS OOMOpPOKA.

OOMOpOK SBJISIETCS TAK)KE€ CUMIITOMOM, XapaKTEPHU3YIOLIUM TEUYECHUE JIETOYHOM TUIEepTeH3HH.
[TareHTHI, y KOTOPHIX HAOIIOAAI0TCS OOMOPOKH B CBSI3U C JIETOYHOW THIIEPTEH3HUEH, JTOJDKHBI
u30eraTh JIOOOTO TEpPEHANPSDKEHHSI, HAalpUMEp, IMPH BBITOJHEHUH (DU3MUYECKHX HaATrpy30K.
[TpoBeneHue MHrayALUU NEepes BBITOJHEHUEM (DPU3MUYECKON HArpy3Kd MOXET OBbITh IOJIE3HBIM.
Wnonpoct Juisi MHTAIALMOHHOTO MPUMEHEHUSI OKa3bIBAE€T HENPOAOIDKUTEIbHOE (OT OJHOrO A0
JIByX 4acoB) COCYJOpacILIMpsiollee AEHCTBUE HA JIETOYHbIE COCYZbl. YBEIMYEHHas 4acToTa
00OMOpPOKOB MOXET CBHUJETEIBCTBOBATh O «IPOBajax» B MPOBOJUMON TEpamuud W/HIA O
IpOTrpecCUpoBaHUM 3a00JIeBaHUs; B 3TOM Cilyyae CIEIyeT paccMOTpeTh HE00XOAUMOCTh
KOPPEKIMH W/WIN U3MEHEeHUs BeIOpanHoU Tepanuu (cM. «[ToGouHoe neiicTBue»).

Apmepuanvuas cunomensusi

B xozne npumeHeHus npemnapara HEOOXOMMO MOHHTOPUPOBATH MMOKA3aTEeNN KU3HEHHO BaXKHBIX
¢ynkuuit. CnenyeT BHUMaTENIbHO HAOMIONATh 32 MAalMEHTaMU C MCXOJHO HU3KMM CHCTEMHBIM
apTepuanbHbIM JIaBJICHHEM BO HM30exaHue ycyryOneHus runoreH3uu. He cienyer HazHadaTh
npenapat BeOynuc nanueHTam ¢ ypoBHEM CHUCTOJIMYECKOTO apTEpPUAIILHOTO JAaBJICHUs MeHee 85
MM PT. CT.

bpownxocnazm

[Tpu wmHramsuum npenapata BeOynuc MoXXeT MOBBILIATBCS PHCK pa3BUTHS OpoHXOCHa3Ma,
0COOEHHO Y MaIMEeHTOB C TUIEPPEAKTUBHOCTHIO OpOHXOB (cM. pasnen «[lobounoe aeicTBue»). ¥
naiueHToB ¢ comyrctBytomeid XOBJI u  TskensiMu  GopmMamMu  OpOHXHANBHOM — acTMBbI
MOJIOKHUTEBHBIN APQeKT npenapata He ycTaHOBJIEH. [lalMeHTHI ¢ OCTPHIMU MH(EKIMOHHBIMU
nporeccaMi B JIETKUX, XPOHMYECKOW OOCTPYKTHBHOM OOJIE€3HBIO JIETKMX U TSDKEIOoN

6pOHXHaﬂBHOﬁ acTMoH JOJDDKHBI HAXOAUTHCS 110 TINATCIBbHBIM ITOCTOAHHBIM Ha6J'II-Ol]eHI/IeM.
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Jlecounas eenosnas cUnepmen3ust

MY OTYETY

[Ipenapat BeOymnuc He AOMKEH HCMONB30BAaTHCS Kak IpenapaT MEpBOTrO BbIOOpa B JICYEHUU
JICTOYHON TUINEPTECH3WH, BBI3BAHHOW TPOMOOAIMOONHEH, TpU BO3MOKHOCTH XHPYPrHYECKOTO
JICYCHHUS.

Ecnu y manyeHToB Mpu MHTaJsiiMOHHOM MPUMEHEHHUH WJIONPOCTA MOSBISIOTCS MPU3HAKUA OTEKa
JIETKHUX, CIIEYET PaCcCMOTPETh BEPOATHOCTh CBSI3AHHOM C 3THUM JIETOYHOM BEHO-OKKJIKO3MOHHOMN
6oe3nu. Jledenne 1OMKHO OBITH PEKPAIICHO.

[IpumeHeHue mpenapata HE PEKOMEHJIOBAHO TAaleHTaM C HEeCTaOWJIbHOM JIerOYHOI
TUIIEPTEH3UEN C COMYTCTBYIOIIEH TSKEJIOW MPAaBOKEIYIOYKOBOM HEJOCTATOYHOCTHIO B CIIy4ae
yCyryOJIeHHs TIPaBOKEITyI0YKOBOM HeqocTaToYHOCTU. [IpH 3TOM 1enecoo0pa3Ho paccMOTpeTh
BO3MO>KHOCTb II€peXo/ia Ha Jpyrue JEKapCTBEHHbIE CPEACTBA.

Hononnumenvnasn ungopmayus no 6ezonacHocmu 0 8pavell

JlanHble, moMy4YeHHbIE B JOKIMHUYECKUX HCCIEAOBAHUAX (MCCIeAOBaHUS (apMaKOJIOTHIECKON
0€30MacCHOCTH, XPOHUYECKOW TOKCUYHOCTH, TEHOTOKCUYHOCTH U KaHLIEPOT€HHOCTH ) HE BBISIBUIIU
KaKoro-mbo 0coboro prcka i 4enoBeka. 3Haunmble 3¢ (eKThl ObUTH 0OHAPY KEHBI JINII TPU
NPUMEHEHUHU Tpernapara B J03aX, 3HAYUTEIbHO IPEBBIIAIINX MAKCUMAJIbHBIE JOIYCTUMBbIE
JI03bl Y YEJIOBEKA, KOTOPBIE HE MPUMEHSIOTCSA B KIIMHUYECKOM MPaKTHKE.

B mHacrosimee BpeMsi aneKBaTHBIE JaHHBIE 10 MPUMEHEHHWIO INpenapara y OepeMeHHBIX
OTCYTCTBYIOT. B HccienoBaHMAX Yy JKMBOTHBIX ObUIO IOKa3aHO HAJIUYHUE PENPOAYKTHUBHOMN
TOKCHYHOCTH. Tak, B HCCIENOBAaHUSAX y KpBIC IO OIEHKEe 3MOpPHO- U (PETOTOKCHYHOCTH
MPOJIOJKUTENIbHOE BHYTPUBEHHOE BBEICHHME WIJIONMPOCTA MPUBOJAMIO K aHOMAIMSIM MNalbLEB Y
HECKOJIbKUX POAMBIIMXCS KUBOTHBIX 0€3 HaNUM4Ms J0303aBUCHUMOCTH. OTH aHOMAaJIMM He
paccMaTpuBarOTCs Kak CJIEJCTBUE HCTUHHOTO TepaTOreHHOro Bo3eicTBus. Hanbonee BeposiTHO,
OHM CBSI3aHbl C MHAYLMPOBAHHBIM WJIONPOCTOM 3aMEIJIEHHUEM POCTA M3-3a FEMOJUHAMHYECKHX
HapylIeHWi B (eToIUIalleHTapHOM KoMIUIeKce. J[aHHble aHOMAanuu He ObUIM OOHApYXKEHBI Y

APYyrux BUJA0B )KUBOTHBIX.

BJIMAHUE HA CIIOCOBHOCTbB YIPABJIATH TPAHCIIOPTHBIMH
CPEACTBAMMU, MEXAHU3MAMMU

Cnenyer coOmoAaTh OCTOPOXKHOCTb TMpPU  YNPaBICHUM TPAHCHOPTHBIMU CpPEACTBAMH U
MEeXaHW3MaMH BO BpeMs Hayana TepanuH, IOoKa He OyJIyT OIpeneieHbl OCOOEHHOCTH
WHIMBUIYAIbHOM peakiu Ha npenapat. CnocoOHOCTh YIPaBIsATh TPAHCIIOPTHBIMU CPEACTBAMHU
U JIpyTMMH MEXaHM3MaM{ Y TMAalMeHTOB, KOTOPbIE HCIBITHIBAIOT CHUMIOTOMBI, CBSI3aHHbBIE C

FI/IHOTGHSH@IZ, TAaKHE KaK I'OJIOBOKPYIKCHUEC, MOXKET OBITh HapyuicHa.

12
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®OPMA BBIITYCKA (NOCNEOOBATENEHOCTE 0005)

PactBop st narasmsimii 10 MKr/mo.
[To 2 My B amiTyJibl U3 OECIBETHOTO CTEKIIA THUITA | BMECTUMOCTBIO 3 MII ¢ IBYMSI MAPKHUPOBOYHBIMU
KOJIbIIaMu Oenoro u po3oBoro mneeta. [1o 5 ammyn B moamon u3 [I1BX. ITo 6 moanoHOB momMeniaroT

B [IAYKy KAPTOHHYIO BMECTE C MHCTPYKIIHEH MO0 IPUMEHEHHIO.

YCJIOBUSA XPAHEHUSA
XpaHuTh 1ipu Temneparype He Boiie 25°C.

XpaHI/ITB B HECAOCTYIIHOM JIAA ,Z[eTCﬁ MECTC B OpHFHHﬂJ’IBHOfI YIIaKOBK€E.

CPOK I'OJHOCTH
3roga

He MPUMCHATH ITOCJIC UCTCUCHUA CPOKA 'OAHOCTH, YKA3aHHOI'O Ha YIIAaKOBKE.

YCJIOBUSA OTITYCKA

OTmycKaroT 1o peLenty.

IOPUINYECKOE JIMIIO, HA UMS KOTOPOI'O BbIIAHO PETUCTPAIIMOHHOE
YAOCTOBEPEHUE

000 «OIA PAPMAY»

123112 r. Mocksa, IIpecHenckast HabepexxHas, oM 12, mom. 10/45, oduc 347

OPTAHU3AILIUS, MPUHUMAIOIIAS ITIPETEH3UU OT TIOTPEBUTEJISL
000 «OJA PAPMAY

123112 r. Mockga, [Ipecuenckas nHabepexsasi, oM 12, mom. 10/45, oduc 347

Temn. +7(495) 222-01-30

E-mail: fn@odapharma.com

HPOU3BOJAUTEJIb

HpBa Xommunr A.III.

FOpuanuecknii  aapec: Xakamsi Mepkes Maxamecn bacun  Dkcnpec  Momy, Nel,
Kroutokuexmemxe, 34303, CtamOyn, Typrus.

Anpec npoW3BOACTBeHHOI mIomaaku (Bce cragum npoussoacTBa): Kapreme HOperum

Tecucu, Jymmyneinap Maxamnecu, Aukapa Kagnecu, Ne2, Kaprene, Komkasnu, Typuus.
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Anpec Npon3BOJACTBEHHOM MJIOIAAKA (BTOPUMHAS vdﬂ«%ﬁ%%%‘ﬁ'&h@&ﬁﬁ%&cn

8, Cokak Ne3 A Kanaxusl/Texupaar, Typrus.
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