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Cncayer BHHMATEILHO NPOMHTATH BECH JHCTOR-BKJAAALIN MOCKOIBKY

ON CONCPHHT BANRHYIO AN NAUHEHTA HHGOpMANHIO.

OTPHO

Perucrpaunonnniii nomep:
Toprosoe nanvenonanne: OTpro
Mexayrapoanoe HeNATEHTOBAHHOE HANMEHOBARNE: JICTHMHO

Jlexapcrsennan gopma: Tabnetku

Cocran

1 TabseTxa conepxur:

deucmeylouee seuecmao. 3etmnd — 10 Mr;

BCHOMOZQMENbHBE  BEUfECMEa; USAMION03a MHUKPOKPHCTAUTHYCCKAS, JIAKTO3W  MOHOIMApar,

KPOCKapMe/103a HAaTPHA, HATphs naypuncyasdar, nosnaon (tin K30), narpua creapundymapar.

Onuncanne
Kpyrasie naockoumannaputieckue tabneTku or 6e10ro 210 Genoro ¢ WeNTOBATHIM OTTEHKOM

usera, ¢ hackon.

DapMAKOTEPANCBTHHECKAR TPYNMNA: MMIOIHITHICMHNECKDE CPEACTRO - MHTHOHTOP abcopGumn

Xosecrepuna,
Koa ATX: C10AX09

D®apmakoaornveckne croiicrsa
JseTumub ABNACTCA NPEACTABHTENCM HOBOTO KAACCH TMIOAMIHACMHYCCKHX CPeicTs, KOTOphIE
CeNeXTHRHO HHIHOHpY10T abcopbumio xoecTepuus (XC) M HEXOTOPEIX PACTHTENLHLIX CTEPONOB

B KMHICHHHKC,

Dapmaxoounamuna

lpenapar Otpro sdipexripen npr npueme sy Tps. Mexaniam aefcTens 33eTumuba oTaHyaeTcs
OT MEXaHM3MA [CHCTEHA JPYrHX KJaccoB THIIONHITHACMHYECKNX CPEACTB  (Hanpumep,
uHrHouTopos | MI-KoA-peayxrassl (CTATHHOB), CEXBECTPAHTOB HEMIHBIX KHCAOT, dudparos u
PACTHTENBHEIX CTAHOAOB). MONEKYAAPHOIN MUINCHBIO 23eTHMHOA HSWINETCR TPAHCNOPTHRI Genok

(Niemann-Pick Cl-Like 1, NPC1L1). oTseTcTREHHBI 33 BCACHBAHHE B KHILEYHHKE X0ACCTCPHHA
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MUHUCTEPCTROM SHPABOOXPAHEHIHA
PRONVRITHEH BENAPYCH

[Tpmsan MMMNeTVpeTL Aupano0Xpatietux
Peensfnmukn Besapy i

F3eTHMHE NOKANHIYETCA B ETOYHOH KaeMXE TOHKOTO KHINCYHHKA W NPENSTCTBYET BCACKIBANMIO
XC, npusoas K cHiokeHnio noctynsenus XC #3 KHICUNHKA B 11eUeHb, 38 CHET Hero CHIKAKTCR
sanacet XC 8 nevenn W yowmmsacrcs eeisegenue XC w3 kposu. Dzetumnb He vewamsaer
IKCKPELINIO AEAMHBIX KHCIOT (B OTAHYHC OT CCKBECTPAHTOR MKEAMHBIX KHCAOT) 1 He MHrHGHpyeT
curres XC s nevenn (B OTAHYHE OT CTATHHOB),

B KAMHWHMECKOM  MCCACAORSHMM, B  XOTopoe OBINM  BKMIOMCHH  NAUMCHTBI ¢
runepxoncetepunemuedi, 3eTimuG cHmkan abeopbumo XC B knmewnnxe Ha 54 % no
cpasmenwio ¢ naauebo. Hurubupys adeopbumo XC 8 XumcwHwKe, eTumud  CHIDKacT
noctymienne XC 8 nevens. Craruner cmaor cunmes XC B nevenn. [Mpy oanospementom
NPHMEHEHHH TPENApaThi ITHX [BYX TIpynn  0GECneuHBaloT AOTIONHKTENLHOC CHIDKEHHE
xonucutpatun  XC. 33eTuMuD, NPHHAMECMbI OAHOBPEMEHHO CO CTATHHAME, CHIKACT
xoHUEHTpaIo obwero xosectepuna (OXC), XonecTepHHa ANMONPOTEHHOB HHIKOHR NAOTHOCTH
(XC JITHI), anosmnonporenna B (ano-B), Xonectepuna AMIONPOTEHHOB HEBLICOKOH
nnotroetH (XC He-JITTBIT, paccyMTHIBAETCA KaK PasHOCTL Mexay xoxuentpaunweidr OXC w
xonucntpauneit XC JITIBIT) ¥ Tpuranuepnaos (TT), @ TaKke NOBBLILACT KOHUEHTPALMHIO
XONECTEPHHA JIMITONIPOTENHOB BEICOKOH maoTHOCTH (XC JINBIT) B naaiMe XpoOBM Y NAUHEHTOR ¢
rHnepxonecTepHiespeii B GOABLICH CTENCHMW, HEM J3ETHMHO WM CTAaTHH, NPHHHMAEMbC ®
wosoTepanui,  OuaHOBpeMcHHOE NpHMeHeHwe  eThmuba ¢ Heropubparon  CHmKaeT
kowuenTpatno OXC, XC JIMTHI, ano-B, TI™ # XC we-JINIBI1, a raxse nossImaeT KOHUCHTPAIO
XC JINBIT & nuasme Xpor# ¥ MALUHEHTOR CO CMEWAHHON rHMNepXoaccTepHHeMie.
KaAMMHuecKHe HCCARIOBAHMA NOKAIANH, 4T0 nossiuenusie konuenTpauny OXC, XC JITHIT »
ano-B (raassoro Geakosoro komnowenta JIMHIT) criocoGeTsyioT pasentHiO aTepockieposa.
Kpome TOro, CHHAEHHAs XOHUEHTPauMs XC JIIBIT Takke accOUMMpyercs C PalBHTHEM
atepocKneposa, PeaylbTaThl 3MHIAEMHOTOTHYECKHX HCCIRIOBAHWH MOKA3ANM, YTO CepaedHO-
cocyAMCTan 3360716BaEMOCTS W CMEPTHOCTS HAXOLATCA B NPAMOA 3aBHCHMOCTH OT KOHUCHTPaLMi
OXC w XC JITHIT # 8 ofpaTHoil 3JaBHCHMOCTH 0T KoHueHTpaumi XC JNBII. Kax » JIITHI,
nunonporennsl, Goraree XC wu TI. skaouas nHNONpoTeHHsl OueHb HUIKON  MAOTHOCTH
(JITTOHTT), nHNONPOTEHHLI NPOMEKYTOUHOR NNOTHOCTH (JITITIIT) » peMHAHTH TaK&e MOryT
cnocofeTBOBATL PAIBMTHIO ATCPOCKACPOLA.

JLas OnpeAeNeHHs CCICKTHBHOCTH 33¢THMHOA B OTHOWCHMUM uurnbuposanns ecacksanus XC
GLiNa MPOBEACHA COPHA AOKIMHHUCCKHX HCCNEOBAHMH. I3eTHmub HHTHOHPOBA BCACHIBAHHE
[14C]-xonecTepusa W He OXAILIBAN BAMAHHA Ha BCACHIBAHWE TT. KHPHBIX KHCHOT, KEAYHBIX

KHCNOT, NPOreCTEPOHA, ITHHUIICTPAAKONA HIK AHPOPACTEOPHMENX BHTaMiHOB A n D.
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Beacweanue

Mocae npuema BHYTPS 3eTHMUD OBICTPO BCACHIBAETCA M WHTEHCHBHO MeTalonm3upyeTcs 8
TOHKOM KHINCHHHKE M NEYCHH MYTEM KOHBIOraUnH B PapMaKoioruiecky aKTHaHeIR deHonbHbIi
rmoxkyponna (33eTHMuG-rmoKyponna). Makcumanesas koHUEHTPauHs B naasMe KpoRH (Ceax)
3eTUMHB-rIIoKyponHaa Habmogactes wepes 1-2 waca, ernmuba ~ wepes 4-12 wacos,
ABcomornas GuogocTynHocTe 33etumuba He MoKeT OWITH OnpeacAcHA, MOCKCABKY AAHHOS
BEIECTBO NIPAKTHHECKH HEPACTEOPHMO HH B OZHOM M3 BOAHBIX PACTBOPHTEACH, MCNIONBIYEMBIX
AR NPHIOTOBJICHNA PACTBOPOB 1R MHBEKIUMI,

[lprem numM (C HHIKHM WM BHICOKHM COICPKAHHMEM AHpa) HE BAMAN Ha OHOMOCTYMHOCTSH
seTHMHOa Npu npuese sBHYTps & Buae Tabretok no [0 mr. Ilpenapar OTpHO MOKHO NpuHMMATS
HEIABHCHMO OT MPHEMA TTHIIH.

Pacnpedenenue

DzeTmnb ¥ BETHMHO-TTIIOKYPOHHIL CBR3BIBAROTCA © Denxami naaismel Kpoex Ha 99,7 % u 88-92 %
COOTBETCTBEHHO

Mematonuiv

MeTaBoauim 33eTHMHOE TPOHCXOAMT TNABHEIM OOPa30M B TOHKOM KHINEHHHKE M (IEHEHM TYTEM
KOHBIOTAUMH ¢ rmiokyponnaom (peaxuna 1l daiw) © nocaeayiomumM BBIBCACHHEM C KENYLIO.
D3eTHMAG MHHHMANKLHO NOABEPraeTea oKHcauTensHomy smerabonmamy (peakuws | dasm).
3eTHMHE K 23eTHMHO-TMOKYpOHHA (OCHOBHEIE NMPOHIBOAHBIE 3CTHMHOA, OmMpeacnscMsic B
naasme xpoeu) cocrasnsot [0-20% u 80-90 % coorsercreenno or obuel KOHUESHTPALMN
2setimula 8 nnasme KpoBH. I3eTHMHE M METHMHG-TNOKYPOHHA MEANEHHO BBIBOAATCH M3
NAa3Mel KPOBH B MPOLECCe KHICYHO-NEYCHOUHOH peunpxyasunu. [lepuon noayssiseacHus ana
33CTUMHOA M 23CTHMHO-ITIOKYPOHHA COCTARNSET NpHMepHO 22 Yaca.

Buigedenue

IMocne npuema sryTps 20 Mr aaermuba, meuennoro '*C, B nnasme xposu 6u110 o6Hapyxeno 93 %
cymmapHoro  asetumuba  (3zeTumub + eTumub-raokyporna) ot obwero  ypoBHs
paguoaxkTHsHbIX npoayxtoB. B tesenne 10 aweii npumepro 78 Yo npUHATHIX pPRAHOGKTHBHBIX
npoayxTos Hun0 BRIBEACHD ¥epe3 KumeHHWK ¢ wembto, || %- wepes novwkn. Yepes 48 vacon

PAAHOAKTHBHEIX MPOAYKTOB B Nia3Me Xposw ofHapyxeno we Guio.

DapMakoKuREMUKA y OMOCABHBIX ZPYRN RAUUECHMOE
Hemu u nodpocmxu

DapMaKOKHHCTHYECKHE MOKA3aTeNH 33eTHMHOA OBITM OJWMHAKOBEI ¥ AeTeil crapme 6 ner M
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HCTHHCCKHC TaHHBIC AAS AeTel Maatie 6 T OTCYTCTBYIOT.

Hoxcueie nayuenmet

Y noxuabx nauseHTos (cTapue 65 neT) KOHUCHTPALMA CYMMaPHOTo 23eTHMHOA B N/1a3Me Kpos
npHMCpHO B 2 paia seiwe, Yem y Gonee monoawx nauuenros (or 18 g0 45 ner). Crenens
cuxenna konuenrpaunn XC JITTHIT u npoduns SezonacHocTn Guiit CONOCTABMMBI Y NMOMKAARIX
# 60/1e€ MOJIOALIX MTAUMEHTOB, TPHHUMABLIHX 33eTHMHO. [ns noxuawX nauvenTos noadop noiu
npenapara He Tpebyercs.

Tayuenmsl ¢ RENEROYHOT HEDOTMAMOYHOCTIBIO

[Tocne ogHoKpaTHOro npuema 3seTHmuba B 03¢ 10 Mr cpeanee IHAYEHHE TUIOINAAK (0] KPHBOH
wxoHuentpauns — spemsn (AUC) cymmapnoro saerumuta 6o 6 1,7 paza Sonswe y nauueHton
¢ Nerkoil cTenenbo NeYeHoOMHON HegocTarodHocTH (5-6 Gannos no wxane Yakhna-Tleio), yem y
3n0poBbiX 106posoabues. B |4-1HCBHOM HCCACAOBAHNH NPUMCHEHHA MieTHMMOa B fo3e 10 Mr B
CYTKM € YUACTHEM TAUMEHTOR C YMEPeHHOH CTEeNeHBIO MEMCHOWHON HetocTarotHocTH (7-9
Baanoe no mkane Yaiina-Tsio) cpennee anavenne AUC cymmaproro asetumuba yse Hunsaiocs
B4 paza na 1-# # 14-H ZeHs N0 CPABHEHMIO CO 340POBLIMK 10DpoBOTbUaMKt. [l1s nauserTos ¢
AICTKOM CTENEHLIO NEYCHOMHON HEAOCTATOMHOCTH KOPPeKUWA N03bl npenapata He Tpebyerca.
Mockonbky nocheacTsys ysemuuenua 3HaueHus AUC cymmapHOro 33eTHMHOa HemssecTHw,
33eTHMHO HE PeKOMEHIDBAH NALHEHTAM ¢ yMepeHHOH 1 TRkenof creneHsio (Gonee 9 Gannos no
wkane Yaiaa-Is10) neveHoYHON HEAOCTATOUHOCTH,

TTayuenmui ¢ ROYEIHON NEAOGCMAMOUHOCTTBIO

Mocne OAHOKPATHOMO NpHeMa 33eTumiba B A03e 10 MI' Y NALUKENTOB ¢ TREAWMH HAPYIIEHHAMM
dyuxunn novex (n = 8: xupenc xpearnHuna (KK) ve Sonee 30 maimun/1,73 m?), anauenne AUC
CYMMApPHOro M3CTUMHOA YBEIHYHAOCH NpuMepHO B |5 pasa 10 CPaBHEHHIO CO 3L0POBBIMM
noGposonsuamy (n=9). JawHuA Pe3ynbTaT HC SBARCTCA KAMHWYECKH 3HAYHMBIM. [lns
M3UMEHTOB ¢ HapywcHueM GyHKUHH nokex noafop n03el npenapara He Tpebyerca. Y naumenTa
MOCAE TPAHCIUIAHTALIMN MOMKH, 101y4aBIIEr0 KOMILIEKCHYIO TCPANuio, BKIOUAR UNKIOCTIOPHH,
anavenmne AUC cymmapuoro aseTumuba ysenuunnocs s 12 pas.

loa

KOHUEHTPALMR CYMMAPHOTO 33¢THMMOA B NAAIME KPOBH HEMHOTO BEILIE y WeHIMH (Meree 20 %),
yem vy myxums. Crenens cixenns XC JITHIT 1 npodiiis Ge30nacHOCTH 0AMHAKOBBE y MYHHH
U AEHIIHH, MPHHUMAIOUIHX 33¢THMHD, NOITOMY JUIS NAUHEHTOB MYKCKOTO HAM KEHCKOTO Mosta

noaGop 403w Npenapara He TpebyeTes.

IMokazauus K npUMCEHEHNo

Mepeuunan 2unepxorecmepunemus
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Orpuo, 8 komOuHaumy ¢ naruduTopom 'MI-KoA-penyxras CRETIHOM ], MokasakB KavecTse
BCMOMOTATC/ILHOM TCPANMK K AMCTE Y MALUHEHTOB ¢ NepBHyHON (reTeposnroTHOR cemeAHOR o

HecemelHolt) runepxonecTepunemueil, Y6 COCTOSHHE HE KOHTPOJIMPYETCA JOMKHLM 00pasom

NPH MOHOTEPAMNHH CTATHHOM,
Monorepanis OTpHo NOKa3aHa B KAYCCTBE BCNOMOraTe/IbHONA TEPANHH K AHETC ¥ NAUMCHTOB ¢
nepsHuHOi (reTeposnroTHol cemelinoit n HeceMeHHOI) rUmepxosecTepUHEMHER, NPHMEHENHE

CTATHHOR ¥ KOTOPHIX MPHIHAHO HENPHEMIEMBIM HITH HE NEePEHOCHTCH.
Hpoghunakmuxa cepdedno-cocyoucmsix saboresanuil

O1pHo  NOKa3aH U1 CHIKCHWS PHOKE DAa3BHTHA CEPACHHO-COCYAMCTRIX 3abonepanuii y
NBUMCHTOB ¢ Mmemuucckoi Gonesnsio cepaua (MBC) n octpeim koponaphem cungpomom (OKC)
B aHAMHC3C MpH J0DABNCHUH K TeKYUIeH Tepanuu CTATHHOM HITH OJHOBPCMCHHOM HAZHAYCHUM ¢

HHM.
l'onosucomnanr cemennas 2unepxonecmepunesmur (ToCrxc)

KomOuraums OTPHO H CTATHHA NOKA3AHA B KAYECTRE ECMNOMOTaTeIbHON TEPANHH K AMere ¥

nayueHtoB ¢ NoCIXC. lNaumeHTaM TakkKe MOMXET ObITh HA3HAYCHO JONOTHHTCIBHOC NCHCHHE

(nanpumep, adepes JITTHIT).

Tovorueomnan cumocmeponesmwi (humocmeponemus)
Otpro nokasas B Xa4eCTBC BCIOMOTATE/IBHON TCPAKMM K OWETE ¥ NABUMCHTOB C MOMOINMTOTHOM

CEMEHHON CHTOCTCPOICMHCH,

Hporusonoxkasanus
. [MonkimeHHasn SyBCTBHTEABHOCTD K TFOBOMY W3 KOMMOHCHTOB MPEnapara.
. [Mpn  waszHaveHnn >3eTHMHOA O0OHOBPEMEHHO €O CTaTHHOM HAH  denodubparom

HEODXOAMMO  CCNOBATE HHCTPYKUHH M0 MPHMEHEHWIO JOTIO/HHTENLHO  HAIHAYEHHLIX
npenapaTos.

. F3eTHMHUE HE PEKOMEHIYETCR MALMCHTAM © YMCPCHHOMN H THRCIOH CTCIEHBIO NTCHEHOWHOTH
HegoctarouHocT (7-9 u Gonee Gannok no wxane “Maina-lvio, oM. Mapmakonorsveckme

cuoficrsa, PapMAKOKMHETHKA Y OTACTRHBIX TPYNN NauueHTOR; Cnocol npHMenenns u 103st).

. HenepenocumocTs  nakTossl,  AeMUMT  JAKTA36l  WIM  [JHOKO30-ranaKkTo3Has
mansabeopbums.
. Hercxuit sospact a0 6 ner,
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Cnenyer co0MOARTL OCTOPOAKHOCTE MPH OAHOBPEMCHHOM npuMcHennn npenapata OTtpHo ¢
(puGparamu, UMKAOCTIOPHHOM W HCNPAMBIMH AHTHROATYISHTaMn (BKmo4as sapdapun u
dnynnanon). TauneHTs!, ogHoBpeMeHHO npuuumaouye npenapar Otpuo H henodubpar,

AOCNAKHBI 3HATH O BOIMOXKHOM PHCKE PAsBHTHA 3aboneBaHHil WEAUHOMO NMY3LIpA.

[Ipumenenne npu GePeMENHOCTH It B IEPHO] FPYAROIO BEKAPMIHBANMA

HecieaoBanns Ha KHBOTHBIX C BRCACHHEM 23E¢THMUDA HE BLIABMAN NPAMBIX H ONOCPENOBAHHBIX
uebnaronpuaTHeIX 23PHEKTOB B OTHOWCHNM GEPEMEHHOCTH, pa3BHTHA IMOpHORA/NIONA, POIOB M
NOCTHATANBHOIO passHTHA. [Ipw BEcacHUM DEpeMENHBIM KPBICAM 33¢THMHOa B KOMOHHALMM ¢
NOBACTATHHOM, CHMBACTATHHOM, MPABACTATHHOM MW ATOPBACTATHHOM TepaTOreHHLIX HpexTos
we nabmopanocs. [lpn meeaenmy  GepeMeHHBIM Xponbyuxam ¢ HeDoibwol  wacToTol
Habmoaanucs aedexTs pAsBHTHA CKENeTa y NNoAa.

KAMNHIECKHX JaHHBIX N0 NPHMEHCHHIO 33eTHMHOA NMPH DEPEMEHHOCTH HET, T0ITOMY Clejyer
COBMOAATE OCTOPOAHOCT NPH HasHANCHWM npenapata GepemenHbiM JkeHumHam. B cryyae
HACTYrUIeHUs GepeMeHHOCTH npueM 33eTHMuba nomxer OuITh NpeKpauieH.

[lpn oaHOBPEMEHHOM NpHMEHENHH npernapara OTpHo M CTaTHHA HCODXOAMMO CNENOBATE
MHCTPYKIHHN N0 NPHMEHEHHIO JAHHOTO CTATHHA.

B Mcce0BAHARX HE KPRCaX ObIN0 BHISBACHO, YTO 2ICTHMHG BHIICASETCR € MONOKOM. [laHHEX 0
BEIZCACHHH 23CTHMHOA C PYAHBIM MONOKOM Y KeHUMH HeT, B ceasu ¢ 2THM 23eTHMHO He
PEKOMEHIYETCH TIPHMCHRTS B MEPHOML TPYIHOTO BCKAPMIHBAHHA, B CAYHAc CC/M NOTEHUHANEHAR
003 HE NPEBLIACT NOTCHUMANLHBIA puck juin pebenxa. ECIM nNpuMEHEHHE Npenapata

HeoOXO0aHMO, MALHSHTKE A0/DKHA [IPEKPATHTH KOPMJICHHE IPYIBIO.

Criocod npuMeHeHns u 10351
MMepen HAYANOM JeYeHHS NAUUEHTE! J0/DKHEL NEPEATH K COOTBETCTRYIOWER AHITHACHIKAOWER

AHETe W NMPOAOAKATE COBMONATE ITY AHETY BO BPEMA BCErO NEPHOA TEPATTHH NPCMAPATOM

Otpuo.

MpumeHenus y naquenmos ¢ REPEULHOI Zunepxorecmepunemuei

IMpenapaT MPUHAMAIOT BHYTPS B 11000¢ BPEMA CYTOK HEIABHCHMO OT NPHEMA ITHULH.

Joza npenapara OTpro NpH MOHOTEPANHH HIH B koMOMHALMK CO cTaTHHOM KK denodudpaTom
coctasaser 10 mr | paa 8 cyTu. Jloza penodubpara ne qosana npessimats 160 Mr 1 pas s cyTky

MPK OAHOBPEMEHHOM NPHMEHEHIH ¢ NpenapaTom OTpHo.

TIpuMEHEHUR y NAKUENMOE C UIEMUNECKOl BOTEINBIO CEPOUa

KomBuruposannas mepanus €o cmamunamu
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10 Mr MOKET IPHMEHATECA CO CTATHHOM C JIOKS3ANHBIM HPPHEKTOM 10 CHIKCHIIO PHCKE PA3BHTHA

CCPACHHO-COCYAMCTBIX OCIOKHEHMIA,

Hpumenenue y nayuenmos ¢ napyuenuesm GynKuun novex/xponuseckoit 6onemsio novex
Monomepanus

Jns naumenToR ¢ HapywenreM (GyHKIMH nodex noaSop A03M mpenapaTa He Tpebyerca (oM.
DapMaKoNOrHuecKne CBOACTBA, PAPMAKOKUKEMUKA Y OMOEbNBLX 2PYIn NAYUEHMOE),
Kombunuposannas mepanus ¢ cumMeacmamunom

/lnd NAUMCHTOB © nerkoli CTENneHBl0 Hapylwenus QYHKUMH ToveK (cxopocts KnyBoukosoi
prasTpaimn (CK®) we menee 60 ma/mun/1,73 m?) noabop nosm npenapara Otpro unm
cumBacTatHia He Tpebyerca. [Maumewram ¢ wapywewwem $yuxkumn nosick n CK® menee
60 mn/mun/1,73 w npenapar Orpuo HasnauacTes 8 aose 10 mr u cumpacTatuu B gose 20 mr | pas
B CYTKH BEYepoM, Y NaHHBIX NALMEHTOB MPHMEHEHHE CHMBACTATHHA B Gonee amcoxoli J03e
ACIAHO TIATENBHO KOHTPOMPoBaThes (cM. Papmakonoruieckue croicTea, Gapraroxunemusa

Y OMOCABHLLX 2pYnn nayuerNmos).

Hpusenenue y noscwinix nayuenmoas
Ans nomunsix nauueHTor noabop 1036l npenapara He TpeGyercs (cM. DapMaKonorHyecKkme

CBOACTBA, DAPMAKOKUHEMURA Y OMOCTLHBIX ZPYNN RAYUCHMOE).

Ipumenenue npenapama y demeit u nodpocmeos

fas netell W nogpocTkoB OT 6 et KOppPeKUMS 103BI npenapara He Tpebyercs (cm.
Dapmaxonorudeckue ceoficTsa, Papmaxoxunemuxa V OMOENbHRIX 2Py RAYUEHInOS).
lNpumenesnne npenapata OTpuo y aeteil 8 so3pacte 1o 6 ner He PEKOMEHI0BAHO NO MPHYHHE

OTCYTCTRHA AAHHEIX Mo GeaonacrocTr # IQPEKTHBHOCTH B ABHHOA BO3PACTHOH rpyTIme.

Tpumenenue y nayuenmos ¢ Newenounot HeAOCMamounocmso

J112 NAUMCHTOB ¢ IErKOil CTENEHBIO NEYEHOYHON HEAOCTATONHOCTH (5-6 Gannos no wxane Yaiinn-
Meto) noatop Ao1st npenapata He TpeGyerca. [pumenenne rnpenapara OTpHO HE peKOMCHIYeTCH
NauneHTam ¢ ymepennsm (7-9 Sannos no wxane Yafas-Teio) u moxensim (Gonee 9 Gannos mo
wkane  YaHan-Tlsio) wapymenwem  dywxuam (e, DapMakonorwueckue  cBOWCTBA,

Dapmarokuremuxa y omoeisnuix zpynn nayuenmos, Ocodhe yxasanus).

Mpu kombunuposannoi mepanuu ¢ CEKBECMPAHMAMU HCEAUHBIX KUCIOM
Tpenapar Otpuo creayet npusimars 8 gose 10 Mr 1 pas & cyTxr no Mensmel mepe 3a 2 waca 10

HIIH 4epes 4 waca nocne NPHEMA CCKBCCTPAHTOB ME/IMHBIX KHCIOT.



COTJACUBAHO

MUHMCTEFCTBOM 3[IPABOOXPAHEHMA

PECIOVEIUEM BENAPYCH
Mpacas Musmoreporin O)mmo Huimine § 4 3

Feenylanxu Benapy oo

IToGounoe neficTene = a0 0

B KAMHHYECKHX HCCACA0BAHNAX, " 'Eo%opux NAUMEHTL NPHHAMATH NPENAPaT 33THMHDA B 1038
[OMF B CYTKM B MOHOTEPANHH, OAHOBPEMEHHO €O CTATHHOM MW OQHOBPCMCHHO ¢
dheroubpaTonm, Tnipenapar d3eTmuba TOKA3AN XOPOWYIO MEPEHOCHMOCTS, Hexenarenunme
peaxiyH 0BL4HO GHLIN ACTKUMN H NPEXOARIMMM; ODIIIAS YBCTOTA HEKENATENLHEIX HPPeKTOB U
HACTOTA CAYYEEB OTMCHB JACHEHHA B CBA3M C HewenarenbHuMu 3dexramm npn npueme
npenapata 3eTHMUGa GRITH CONOCTABHMBI C AAHHBIMM NOKAIATENAMMH MIPH MPHCME ruianebo.
Cneayioume wactaie (= 1/100 n <1/10) win HewacTsic (= 171000 w <1/100) nemenarensusie
peakuuy HaGmoOJANHCH NPH NpHeMe Npenapara 33cTHMuba B MOHOTCPanuM ¢ Hactorol,
NPEBHIUAIONIEH AHAIOTHYHYIO YACTOTY NpH npHeme naaueto, WK PH ONHOBPEMEHHOM NpHEME
fpenapara 3eTUMHOA CO CTATHHOM € “acTOTOH, MPeBHIAOMEH AHATOTHYHYIO HacTOTY NpH

MpHEME CTATHHA B MOHOTEPANMy.

Hpu npueme npenapama 3emusnuda 6 soHomepanuu.

Hapywenus co crmoposst ofena sewecms U Mumans!

HeuyacTiie: CHUIKEHHE anneTHTa.

Hapywenus co cmoponst cocy0oe:

HewacTsie: «MPHAHBE! KPOBH K KOKE HUA, NOBBILIZHHE aPTCPHANEHOTO JaBICHHAA.

Hapywenus co cmopois ObEXAMETHHOT CUCTIEMB, OP2AKOE 2PYOHOT KAEMKU U CPLOOCMENUR !
HeuwacTnie: kawenb.

Hapywenus co cmoponsi #eTy00NH0-RUUEINO20 MPAKma;

Yacrrie: 50Tk 8 XHBOTE, AHAPER, METCOPHIM.

HewacThie: ancnencus, ractpossodarcansiiuii pedmoke, TOWHOTA.

Hapyuenus co cmoponsi CREACMNO-MRWEHOT U COPOUNUMERLHON MKAKU:

HeuacTsie: apTPasrHs, MBHUICHHLIE CNIA3MBbI, Gons » wee,

Obwgue paccmpoticmea:

YacTsie: YTOMAAEMOCTD,

Hesacreie: 6oas B rpyan, 6o,

Jlabopamoprnie U UNCHIPYMENMARaHbie Oanbe!

Hewacrsie:  NOBHINCHHE — AKTHBHOCTH ananunasmunotpanchepazet  (AJIT)  winan
acnapratamunotpancepais (ACT), NOBLIIECHAS AXTHBHOCTH kpearunundochoxnnaza (KOK)
CHIBOPOTKH  KpOBM, TIOBBILUEHKE AKTHBHOCTH raMMa-roTaMuaTpanchepassl, HapyweHne

nokaszarene GyHKIMM MEYCHN,

Ipu npueste npenapama I3emMumnuba 00HOEPEMENNO CO CIAMUNOM.

Hapywenust co cmoponbt HEPEHOH CUCTEMDB !
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COTJACOBAHO
MHHUCTENCTBOM HIPABOOXPAHELEA
PECOVBIANMK BEIAPYCH
" Mpaxan MMNMETERTHA 7P WUOX [N

Yacrwe: ronosHas 60k, / Doeaytunies Beiap)ce

“~

'

[
-

HevacTwe: napecresns,

Hapywenwi co cmoponst Heeay0ouno-KumeHo2o mpasxma:
HegacTsie: cyXocTs caAm3ncToi 0bo0MKn pra, racTpur.

Hapyrwenun co cmoponst KoNCU U HOOKONCHINX mEanei:

HewacTeie: KowHbI 3y, KOKHAS CHIMb, KPANHMBHHUA.

Hapywuenus co cmopons Cxeaemuo-smuttiteNuo i cCoeounumeabro mxanu;
Yacreie: MHaNrus.

Heuacruie: Gons 8 cnune, Mpiweywnas cnabocts, 6oMb B KOHEUHOCTH.
Ofuyue pacempoiicmea:

Hewacruie: actenns, nepudepHdeckue oTekn.

JlaGopamopusie u uncmpymenmanbusie dannbie:

Yacreie: noseiesune axrneroctd AJIT wunu ACT.

Hpu npuese npenapama rsemumuba 0dnospemenno ¢ enodudpamom

Hapywenus co cmopons: aeaydouno-xumesnozo mpaxma;

Yacteie: Done B KHBOTE,

B xIMHMYECKOM MCCICNOBAHHM C YYACTHEM MALMEHTOR CO CMEWAHHON runepaHmuaeMued
HacTOTA MOCNCA0BATENBHBIX KIHHHYECKH 3HAYUMBIX noBwimneHni (Gonee wem B 3 paja peiue
nepxHei rpauubl Hopmul (BI'H)) axtHBHOCTH «neueHOUHBIXY TPAHCAMHHAY CHIBOPOTKH KPOBH
coctapuna 4.5 % s rpynne naumeHTos, npuHuMaswux perodubpar B Monotepanuu, u 2,7 % B
rPynne NauMeRTOs, NPHHUMABIIHX Npenapat detumuba omHoBpemeHHO ¢ (eHodubparom.
Hacrora xoneuncTakTommn coctasuna 0,6 % B rpynne naumenTton. npuHumantumux desodubpar
B MoHoTepanum, # 1,7% B rpynne nauMeHTOB, TNPHHHMABIWIKX TNpenapar eTuMuia
oaHoBpemerHo ¢ ernopubparom (em. Ocobmie ykazauma). He Habmonanoce nopelimeHns
axtusHocTH K®PK (Gonee uem & 10 pa3s ssime BI'H) nu B 04106 13 rpynn NCHCHHR 8 AAHHOM

HCCICNOBAHHH.

Hayuenmn ¢ uwesuneckoit 6onesnsio cepoua

B kannmyeckom wcencaosanuy nausents ¢ MBC npuuMMany cHMBACTATHH + 33eTHMHG B node
40 Mr+ 10 mr nnn cumsacTaTn 8 g03e 40 mr. Tlpoduns GesonacHocTH npenapatos s nsyx
rpymnax Obll CXONHBIM 33 BeCh NEpHOA HAOMOACHHA (MEAMAHA AMMTENLHOCTH HabMOJeHHs
cocTankna 6 Jet). YacToTa npexpalicHus npHeMa npenapata Wi-3a HEKENATEALHHX SBNeHHH
coctaguaa 10,6 % B rpynne nauHeHTOB, NPHHMMABIINX CHMBACTATHH + 23eTHMHE, # 10,1 % B
TPYNNE MAUMEHTOR, PHHUMABIITHX CHMBacTATHH, HacToTa pa3BuTHS MHONAaTHK cocTasuaa 0,2 %

8 [PYyNne NaUHEHTOR, MPHHUMABIIHX CHMBACTATHH + MeTumud, u 0,1 % a rpynne nauueHToB,
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COTJIACOBAHO

MHHHCTEFCTROM SAPABOOXPAMEH :
PECITVRIHNEM BEAAPYCH ¢ 7 /717
flpuces Mumeoreporsa a0 00KDaNRINNA /A -

Focnydanxy Besapyis
«—WMNTHH. rac MHOMATHA ONpCcACNanach Kak HeoOBACHMMaR MBILUCYHAR

cnabocTs waK MeiedHas 500k, CONPOBOKRAAKWAACK NosBweHUEM aXTHBHOCTH KOK He menee

uem 8 10 pa3 seiwe BI'H wom asyms nociesosaTe bHLIMH NOBRIIEHHAMH axTHBHOCTH KOK or §
a0 10 pas senwe BI'H. Yacrora pasenTus paGnomuonuia cocrasuna 0,1 % & rpynne naunenTos,
NPHHAMABLIKX CHMBACTATHH +33eTumuD, u 0.2% B rpynne naumMeHToB, NPUHAMABLIHX
CHMBAcTaTHH, I/1e pabaoMHOIMI ONPESENsNcs Kak HeoDLACHHMAAs MblnewHas cnabocTh WM
MELIEYHAS GOk, CONPOROKAAIOMANCK nossieHnen akTbiocTH KPK ne meree wem 8 10 pas
apiwe BI'H ¢ npwakakavu  Hapywenus  QyHKUHM MOYEK, ABYMS TNOCHCAOBETCABHHMH
nopsitenuamy axtrarocti KOK ot 5 no 10 pas seiwe BI'H ¢ npusnakaMu HapyweHHs gy HKumm
nouek, unn axruapocTeio KOK ne menee 10000 ME/vnr Ge3 npusHakos HapyWeHHs Gy HKLMH
novek. YacToTa noc/eNoBaTeABHEIX TOBMEHHA AKTHRHOCTH «NEYCHOYNLINY TPAHCAMHHA3 (He
MéHee uem 8 3 pasa seiwme BIH) Oena 2,5% 8 rpynne nauHenTos, NPHHHMABLIHX
cHmBacTaTHH + 3zetumub, # 23 % B rpynne nNauMeHTOB, NPHHHMABIIHX CHMBACTATHH (CM.
Ocobete ykazanua), Hexenarensibie ABJICHHR CO CTOPOHBI KETYHOTO My3wps Habmoaanues y
3.1 % MauMeHTOB, TPHHUMABLIEX CHMBACTATHH + 33eTHMKUG # 3,5 % MaumeHTos, NMPHAHMABLIMX
cuMBacTaTii. YacToTa rocnuTanmaumy ¢ xoneuncTakrommeii Geisa 1.5 % 8 obenx rpynnax. Pax
(onpeaensncs Kak moGOe HOBOS IMOKAYECTBEHHOE HOBOOOPAIOBAHME) AHAIHOCTHPOBANCH B
TescHue uecnenosanna v 9.4 % nauMcHTOR. NPHHHMABIIHX CHMBACTATHH + 33eTHMKG, 9.5 %

NALKCHTOR, NPHHNIMABIIHX CHMBACTATHH.

Hayuenmst ¢ XPONUNECKOI BOIEINGIO NOYEK

B KAMHHMCCKOM HCCNCAOBAHMM KAPOHO- M HE(PONPOTEKTHBHOTO ACHCTBMA € Y4acTHEM
NAUMEHTOR,  TIPHHUMABIMX  KOMOMHMPOBAHHBIA  rMNOANNKAEMHYCCKHA  npenapar  c
duxcuposannsiMi no3amu d3eTmnba (10 mr) W cumBacTaTHHA (20 mr) | pas B cyTkM, W
NAUHEHTOB, NPHIMMaBWMX Miauedo, npodunn GesonacHocTH GBINH COTIOCTABHME! B TEUCHHE
BCErO MEPHONA HADMIOAEHHA (MEIMAHA LTHTENLHOCTH HaDMOACHUA COCTABMNA 49 rona). B
AAHHOM KAMHHYECKOM MCCACAOBAHHH PErHCTPUPOBANMCE TONBKD CEPLEIHBIE HEAEAATCABHbBIC
SRNEHNS W NPEKPALICHAC TIPHEMA MPENApPaTa No NPHYHHE PA3BHTHA HEKENATENLHHX ABACHNI.
YacToTa NPeKPALEHHA MPHEMA NPENapaTa Gri1a CONOCTaBHMA B 00X rpyrinax (10,4 % 8 rpynne
NAUHEHTOB, MPUHUMABLINX KOMGHHHPOBAHHBIA Npenapar ¢ QUKCHPOBAHNBIMK - 03amH
yseTHmiGa 1 civBactaring, w 9.8 % 8 rpynne nauMeHTOB, npuHHMaBwHX naaiedo). Hacrora
pasruTHS MHOMaTHW/paGAOMHOAH3A COCTABHAA 0,2% =a rpynne NAUMCHTOB, MPHHUMABLUKX
KOMOMHHPOBAHHBII NPENapaT ¢ GUKCHPOBAHHBIMKI J03aMK aseTHmMuba n cumeacrathia, 1 0,1 %
B rpynie NAUMCHTOB, NpHHMMaBWMX NAauedo. TocacloBaTebHEC NOBLIWEHNA AKTHBHOCTH

«MeYEHOMHBIXY TpancamuHal (Gonee wiem B 3 pasa Beime BI'H) nabmopanocs y 0,7 % naunentos,
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COT'JMACOBAHO

MHHUCTEPCTEOM AJIPABOOXPAHEIS

J / / ! 1) PRCOVBINEKR BENAPFICE
% o= Ilpactan MicuucTeporun 2 pasosXnageil
NPHHMMABUIMX  KOMGHHHPOBAHHEIH NPCTIAPAT ¢  (DHKCHPOBBHHLIMIT «/I03aMM SI3eTHMHOA 1

cumpactatina, W y 0,6 % naunenron, npuHumasnx nnauebo. B faHHOM  KaMHWHECKOM
HCC/ICAOBaHMH He Halmoaanoch CTATHCTHYECKH JOCTOBEPHONO YBCIHYEHHA HACTOTHI TAKMX
HEXENATENLHBIX SBICHNH, KaK anoxagecTeeHHbie HoBooGpazosanni (9,4 % a rpynne nauseHToB,
NPHHHMABIIHX  KOMOMHMpoBaHHMH npenapar ¢ (HXCHPOBAHHEIMK A03aMH  3eTUMHOA W
cumBacTaTHHa, w 95% B rpynne nauMeHTOB, TNpPHHMMaBWNX  nnaucGo), remarwT,

XONEUHCTIKTOMMS HIH OC/IOMHEHHA XKENHHOKAMEHHONH BONCIHN HITH NAHKPEATHTA.

Hemu u nodpocmuu om 6 0o 17 aem

B XIHMHMHECKOM HCCIGAOBAHKY C yHacTHeM aeTel B Boapacte oT 6 no 10 ner ¢ reteposnroTHoi
CeMeRHOA HTH HE CeMeHHOM runepxosiecTepHHeMuel NPodHAL GEI0NACHOCTH W NEPEHOCHMOCTH
azerMmba GEIT CONOCTABMM ¢ MPOPHICM ¥ BIPOCNEIX NALHEHTOB, MONYHABIIHX 33CTHMHG,

B xaMHHueckom neenenosatnm ¢ ywacruesm acteit B sospacte ot 10 o |7 et ¢ rereposnrotHoMH
CeMeHHOR  rumepxonectepuuemmeil,  NpHHMMABIMX  xomMOMHMpOBAaHHYIO  Tepammo
NEKAPCTBCHHBIM  MpenaparoM 33¢TMHba W cHMBacTaTHHOM, npoduas OGelonacHocTH W
NEPEHOCHMOCTH  Okin conocTasum ¢ npoduiem GE30NaCHOCTH Y  BIPOCAWX NALMEHTOB,
MONYYABIIMX  KOMOMHHPOBAHHOE NEYCHWE NCKAPCTBEHHLIM Npenapatom J3eTumuGa M

CHMBACTATHHOM,

Habopamopnsie nokaramenu

B x7MHMUECKHMX MCCHCHOBAMMAX HACTOTA MOCHCAOBATENBHBIX  KNHMHMECKH 3HAYMMBIX
NOBKIICHAR AKTHBHOCTH «MICYCHOYHBIX) TPAHCAMMHA3 B CHIBOPOTKE XposH (axtwanocts AJIT
wamm ACT 8 3 wan Gonee pas npessimaromas BI'H) 6mna conocTasuma npi npuMeHcHHH
33cTHMHDa 8 monoTepanii (0,5 %) u npu npuesme naauedo (0,3 %). Mpu u3yycHmn GezonacHocTH
KOMOHHHPOBAHHOW TepanuM 4acToTa KAMHHYECKH IHAYHMOTO MOBHIICHHS AKTHBHOCTH
UNEYCHOMHBIX) TPAHCAMUHA3 B CHIBOPOTKE KpoBH cocTasiaa 1.3 % y nauMeHToR, npHHUMaBHX
33eTHMHG  oaHoBpemenno co cratiiom, w 04 % vy naumeHTos, NPHHHMEBLUHX CTATHH 8
monoTepaniy. [ToBLIIEHHE AKTHRHOCTH TPAHCAMMHAS B CHIBOPOTKE KPOBH OBMYHO NpOTEKano
GecCHMNTOMHO, HE COMPOBOXALNOCH PABHTHEM XOMECTAIA M BOIBPAINAIOCH HA MCXOIHMI
YPOBEHb Kak 11pH MPONOIDKEHHH JIEHEHWA, TAK H NOCIE OTMEHEI NPEapaTa.

HacToTa BOIHMKHOBEHHS KAHHUHCCKH 3HAYMMOrO NOBEICHNA aKTHBHOCTH KOK (8 10 1 Gonee
pas seiwe BI'H) y naumentos, npuumMaswsx npenapar 33eTumuda B moHoTepanuu, Geina
CXOXEH ¢ AaWHBIM MIOKa3aTeneM Y MAUMEHTOB, NMPUHAMABIIMX riaueSo WAM CTaTHH B

MOHOTCPANMH,

Hocmpezucmpayuonnme vabrodenus

[lpw npumenenun npemapata MeTumuBa B MOCTPErHCTPALIMOHHOM MEpHOAE COOBIATOCH O
11



COrMACOBAHO

MEHUCTEPCTROM 3APABOOXPAHEH S | »

PECOVAAMEM BLAAPYCL )

pas NMusuevwporsa o Dumgo Xt :
CIORYMOULHX HEKERATENIEK peakumax Ges yKasanms npHIHNHO-CIEACTBEHHOM CRRIM,

Hapywenus co cmopousr Kpoeu u Auspanuyecko cucmemst: TpOMGOUHTONCHKA.

Hapywenus co cmopoxs UMMYNHOT CUCMEMS). PEAKUHN THIICPYYBCTBHTEABHOCTH, BKIOYAA
aHadHIAKCHIO, BHTHOHEBPOTHHECKHIA OTEX, KOKHYIO CBITTE H KPATTHBHHILY.

Hapywenus co cmoposn: NCUXuKN: ACTIPCCCHA.

Hapywenus co cnmoporsl HEPEROt CUCMEAIbI. TOTOBOKPYRCHHE, NapecTeins.

Hapyuenia co cmoponsl MAesapumessHol cucmems NaHKPEaT|T, 3anop.

Hapytuenus co cmoposst neXeKi 14 XeAReEn6002ux nymed. TeNaTHT, XOICTHTHAS, XONCUHCTHT,
Hapyuwenus co cmopois: KOXCU U ROOKONCHIEX mianet. My THHOPMHAS IpHTCMA.

Hapywenur co  cmopors CKENEMMO-MBILIENHON U COLOUNUMEALHON  MKARN  MHANTHA,
MHOTATHA/ padaoMHoNH3,

Obugue pacempoicmea: acTeHHA.

[Mepeaosnporka

CooBIMaNoch 0 HCCKONLKHX CAYYASX TCpPeA03IMposkn, OONBIIMHCTBO W3 KOTOPBIX HE
COMPOBOMKAANOCH BOIHNKHOBEHHEM HOKCHATCABHBIX HBJCHHA, 3 B CAYHAC WX BOIHMKHOBEHWA
HEMENATe /IbHBIC SBNEHHS HE DK CEPREINBIMH.

B KAMHHUCCKHX HCCACIOBANHAX, B KOTOPLIX 33eTHMKD Hasnasanca |5 320possiM A00poBOABLLAM
B ao3e S0 Mr B cyTku B Tedenme |4 aueit, 18 nauMenTam ¢ NEpBHYHOA THIEPXONCCTEPHHEMHCH B
a03¢ 40 Mr B CyTRH B Teuenne 56 aucit nau 27 NAUMCHTAM € TOMO3HTIOTHOR CHTOCTepoNeMHelH B
n03e 40 Mr B CyTKH B TeueHne 26 Heaenb, Obina npoAeMONCTPHPOBAHA XOPOINAR NEPEHOCHMOLTE
npenapara.

B cyuae nepesosHpoBKH CRCAYET NPOBOANTE CHMITTOMATHHECKOE ICHCHNE W NOUICPKHEAIOLLYIO

TEPanmio.

BianmoaciicTBHE C APYTMMH JEKAPCTRCHHBIMU CPEACTBAMMH
B JOKTHHHYECKHX HCCICIOBEHUAX GBINO NOKA3AHO, HTO ETHMHE HE MHAYLMPYET H30(hepMenTEI
wroxpoma P450, yuacrsylouue 5 meraloHIMe eKapCTBEHHBIX CPEACTS. Mexay zerumubom
H CPeACTBaMM, METABONHINPYIOTIHMHCA M0 AeACTEHEM wzodpepmenton 1A2, 2D6, 2C8, 2C9 u
3A4  uwroxpoma  P450 uam N-aueTHaTpaHcepadsi,  KAMHWHECKH  3HAYHMBEIX
(hapMAKOKHHCTHHECKHX BIAHMOACACTBHA He HADMOAANOCS.

[pH OAHOBPEMEHHOM NPUMCHCHMH IIETHMHO HE ORAIWBACT BAMAHHA H3 (hapmMaxoKHHETHKY
Aancoua, AexcTpomerophana, AMFOKCHHE, NEPOPATBHEIX KOHTPALICTTTHROR (STHHIIACTPAAHONE H
NeBOHOprecTpena), MMM, TOADY IAMHAR, MHAa307aMa. OHOBPEMCHHOC TIPHMEHCHHE

UMMETHANHA ¥ 23CTHMHDA He OKa3HBAET BAHAHHA Ha BHOAOCTYNHOCTE 3eTHMHGA.
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COTJACOBAHND ‘
MIHUCTEPCTROM slanlur;-';;f VHEMNNE
PEOTVEAHEM BAIAT A |

SN NT LMD LA R

e
MuOa, HO

HC OKA3LIBAET BIAMAHHA HA Cro GMOROCT)VTIHOCTB. 710 cHIKEHHE CKOPOCTH BCACBIBAHHA HC

J

) I | ‘ L U .
Anmayuom: ofHOBPEMEHHIH NPHEM aHTALHIOR CH

PACCMATPHRACTCA KAK KIIHHHYCCKH IHAYHMOES.

Konecmupamun: onnoBpeMeRHLI NPHEM KONGCTHPAMMHA YMEHBIIAET cpeasee anayeHue AUC
cymmapHoro dzerumuba (asetumub + oseTHMHG-rmoxyponna) npubausurensio ua 55 %.
ekt aononuutensroro chmkenns xouuenrpauun XC JINTHI 3a cuer oamospemerHoro

NPHMEHEHHA eTHMHOA H KONECTHPAMHHA MOXKET ({15129 YMCHBLICH JAHHBIM BIAUMOACHCTRHEM,

Huxaocnopun: y naumenTos, nepexecunx TpaHcnaantawmno nouky, ¢ KK Goaee 50 ma/sus,
MPHHAMABLUMX UAKJIOCTIOPHH B MOCTOAHHOM 03¢, ONHOKPATHELIN Npues npenaparta 3eTumuba 8
moze 10 mr npusoana x yeenuyennio 3uavcHus AUC cymmaproro 23etumuba B CpeiHeM B
3.4 pasa (o7 2,3 1o 7,9 pa3z) no cPaBHEHHIO € JAHHEIM TIOKA3ATENRM Y 300pOBBIX A06POBONLLCE.
Y 0HOrO NauMeHTa NOCAE TPAHCINAHTAUMK NOUKH ¥ ¢ THKEIOH NOMEHHON HEAOCTATOYHOCTHIO
(KK 13,2 ma/mu/1,73m%), npusmmasimero KOMMJEKCHYIO TCPANMIO, BKIOYAS UMKIOCTIOPHH,
Habmoaanock |2-kparxoe yBenHyeHHe KOHUEHTPALNH CYMMApPHOTO eTHMHBA 10 CPABREHIIO ¢
KOHTPOMLHOH rpynnoii. B nepekpecTHOM MCCACNOBAHHK C ABYMA NEPHOAAMH C yuacTuem |2
3ROPOBLIX JODPOBO/LUCE, NPHHHMABIIKX & TeueHwe 8 aned merumub 8 nose 20 Mr | pas B cyTan
€ MpHEMOM OAHOKPaTHON 2036 100 Mr umknocnoprna Ha 7 AeHs Tepanun 33eTHMHGOM, Gt
BRABNCHO yBeaHueHHe aHaverns AUC unxnocnopysa B cpeanes na 15 % (ot cHmkenns na 10 %
A0 yreauuenus Ha S| %) B cpaBHeHMM C NAHHBIM TIOKasaTenem y 3M0POBRIX A0GpoBONBUCE,

NPHHABLIMX LHMKIOCTOPHH OHOKpaTHO B ao3e 100 mr 8 MonoTepamim (oM. C ocTopoxHoCTSI0).

@ubpamst: Ge3onacHOCTs M 3hPEXTHRHOCTE NPUMEHEHHS  33eTHMHOA OAHOBPEMEHHO ¢
Penogubparom GHIAN OLEHEHB! B KIHHHYECKHX HCCICAOBAHHAX (cm. TToDouwnoe aeiicTene).
Bezonacnocts u 3ddexmiBHOCTE npuMeHeHHS 3eTHMHGA OHOBPEMEHHO C Apyrumu Gudparamu
He Hay4ensl, @ubpaTel MoryT mossIwaTs seigencumne XC ¢ WeMUBIO, HTO MOWKET MPHBECTH K
AKeNHHOKAMEHHOH Boaeann. B nokaunmueckom neenenosammun Ha cobakax 33eTHMIG noswwan
xoHueHTpauuio XC B kenun. Xors 3HaUCHHE STHX AAHHMIX 1159 YENOBEXA NOKa HEeHIBECTHO,
ONHOBPEMEHHOC  TIPHMEHEHME Tipenapara dJleTumuba c  Qubparamu (33 HCKTIOYeHHEM
penopubpara) 0 NOAyueHMA ONONHMTENBHEIX AAHHKIX NO PEIYABTATAM KIHHHYECKHX
HccaenoBannit  He pexomemayerca. OnHOBpeMmenHsili  npHeMm npenapara  etHvuba w
penodubpara unn  remdpuGposuna TOBWINAST  KOHICHTPALHIO cymmapHoro »erummnba
npubmsnTensHo B 1,5 1 1,7 pasa COOTBETCTBEHHO, DAHAKO ITH NOBLITICHHS He PaCCMATPHBAIOTCS

KEK KJTHHHYECKN 3HaHMLIE,

Cmamunsi: npy OQHOBPEMEHHOM NPHEME ICTHMUGA C ATOPBACTATHHOM, JOBACTATHHOM,

NPaBacTaTHHOM, CHMBACTATHHOM, q)nynamrunom H POIVBACTATHHOM KJIHHHYECKH IHAYHMBIX
i3
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CCKHX

Henpassie anmuxoazyannmsi. 0OJHOBPEMEHHOE NpUMenenHe d3eTHmnba B go3e 10 mr | pas »
CYTKH M BAp(aApMHA HE OKAIBIBANO IHAYHMOrO BIAMAHMS Ha GMOZOCTYNHOCTE BapdapHua u
NPOTPOMOMHOBOE BPEMA B WCCACAOBAHMM C y4actwem 12 3nopoewx jobposonsues. B
NOCTPErUCTPALMOHHOM Nephoae OLUTH noay4ensl coobuieHus of ysenniennn Mexaynapoanoro
Hopmamusosannoro Othomenus (MHO) y naunertos, NPHHAMABLINX 0AHOBPEMEHHO J3eTHMHD
¢ mappapusioM WK paywnamonom. JlaHHBE NAUMEHTEl  TAKKE TPHHHMATH  Apyrue

nexapcrserisie cpenctsa (e, Ocobbic yxasanua).

Ocobpre yxazauus

MMepea HAYATOM NEHEHHA NAUMCHTE JOMKNB NEPeTH K COOTBETCTBYFOWICH NHNHACHITKAIOMmEH
AMeTe W NPOAOMXATE COGMOAATE ITY JAWETY BO BPEMA BCCTO TMEPHOAR TEPANMH MPEnaparom
seTnmuba.

Ecnw npenapar 33eTHMiba HAIHAYAETCA B KOMOHHALIMK CO CTATHHONM WITH (eHOdHOpaTOM, crienyeT
BHHMATEIBHO O3HAKOMMTBCA C MHCTPYKUNCH MO NMPHMCHCHUKD HA3HAYMAEMOID AOMOAHMTENLHO
npenapara,

Depsennmovl neveru

B KAMMHUECKHX HCCNEOBAHMAX € OJAHOBPEMCHHBIM TIPHMCHCHMEM npenapara deTumuba n
CTATHHA ¥ NALHEHTOB HAOMIONATHCH NOC/EL0BATENLHEIC NOBKINCHHS AKTHBHOCTH (MEYEHOYHRIXY
tpancavmnas (8 3 w Gosee pas senme BIH). Ecam npenapar 3eTHMHDA Ha3HAYAeTCH B
KOMOMHALIAH CO CTATHHOM, KOHTPONs DYHKUHMH NCHCHH CACAYCT NPOBOAHTE B HAYANE NIEHEHHA 1
fajice 8 COOTBETCTBIM ¢ PEXOMEHIALMAMY I8 LaHHOTO cTaTiRa (oM. [Nobouroe aeficTeue).

B KIHHHYECKOM HCCaeaoBanku naunestsl ¢ MBC npuranMany cumsactatii + 23eTHMHG & a03e
40 wmr + 10 M SKEAHCBHO WIH CHMBACTATHH B J03e 40 Mr exenHesHO (MEAHAHA JTHTENBHOCTH
nabmonenua coctapuna 6 ner). HacToTa NOCACAOBATENBHHIX MMOBLILICHHA AKTHBHOCTH
«MCYCHOMHMIX» TPAHCAMMHA3 (He menee uem B 3 pasa swine BI'H) Gweina 2.5% » rpynme
MAUMENTOB, TNPUHMMABWHX cHMBacTaTMH +2eTmed. o 23 % B rpynne  NauMeHTos,
NMPHHAMABLUMX CHMBACTATHH (CM. Mobovnoe nehcTame).

B KAMHHYECKOM HCCAEI0BAHMN € YHACTHEM MAUMEHTOR ¢ XPOHHYECKOH DO/IE3HBIO NMONEK HacToTa
OC/iCA0BATENBHEIX MOBLIICHIHI AKTHBHOCTH «NEYCHOMHBIX) TPaHCaMHNAl (B 3 n Gonice pas Bhime
BI'H) cocrasuna 0,7% B rpynne TaUMCHTOR,  NPHHIMABLIHX KOMOWHUPOBAHHETH
FHNOAHIHIEMHMCCKUi Ipenapat ¢ PHKCHPOBRHHBIMM A03aMH 23eTHMHOA (10 Mr) H cumBacTaTHHA

(20 mr) | pas B cyTEM, H 0,6 % 8 rpynne NAUMCHTOR, MPUHUMABLINX naaneto (em. MNofounoe

nefiCTRHS).
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COrJMACOBAHO
MUHECTEPCTRON 3/UMABOCKPA HE s
PECITYBIANH BENAPYCl

Tpasan Munnerepora o, PRAOUN S

Peenybopwn Beyps o

wan-pabloMibinita, caman-
HBIX € NPUMEHCHMCM TIpenapara 33cTHMHOa, HC NPEBHINANA TaKOBYIO B CPABHCHHMM C
COOTBETCTRYIOMICH KOHTpPONbHOH rpymmoi (nnauebo HAW MOHOTEPANTHM CTATHHOM), OJHAKO

MHOTIETHA H paﬁnomuonm ABMTAIOTCH HIBCCTHLIMH HCMENATC/IBHLMH PCAKUMAMME CTATHHOR M

UL47 . {)

L™
-

Crenemnan myckyramypa
B KIHHHYECKHX MCCNEA0BAHHAX YACTOTA BOTHHKHOBEHHA M

APYTHX JHOHACHIKAIOWMX cpeacts. B KAMHMMCCKHMX WCC/ACAOBAHMAX WACTOTE NOBHINCHHS
akTHeHocTH K@K (Gonee wem B 10 pas npesmmaiowas BI'H) cocrasmna 02% a rpynne
emmvuba B cpashennn ¢ 0,1 % a rpynne naancto w 0,1 % 8 rpynne oaHOBpeMEHHOrO
NPUMCHCHUA 33eTHMHOA 1 cTatwya B cpasHeHnM ¢ 0,4 % B rpynne MONOTEPANHN CTATHHOM,

B nocTperMcTpausonHOM MEPHOAS TIPUMEHCHMS 3CTHMHOA OBUTH MOMYYeHs! COODIEHUR ©
CAYWadaX PaIBUTHA MHOTIATHH W pabIOMHONH3IA HEIABHCHMO OT NPHYMHBEL WX PAa3BHTHA,
BONBWMKCTBO NALHEHTOB, ¥ KOTOPLIX PAIBHBANCS PabAOMHOTHS, MPHHHMATH CTATHHE! 10 HA4Yana
npHeMa npenapata 3eTHmHba. Tem He Mmewee, oucHs peaxo coo0IANOCE O PAIBHTHM
pabAoMHOAH3A TIPH NPHMEHEHHH IPENIAPaTa 3CTHMHOA B MOHOTEPANHM W NIPH OAHOBPEMEHHOM
MPUMEHEHHH NPEnapars 33eTMMi0a H NeKAPCTBEHHLIX MPENAPATOR, MPHMCHCHHE XOTOPHIX, KAK
HIBECTHO, ACCOUMHPOBANO € NOBLILIECHHEIM PHCKOM PAIBHTHA pabaoMHOMHIA.

Bee naumcHTEl, KOTOPEIM HAIHAYACTCR NPENAPAT 3CTHMHOA, JODKHLL OLITL NPEAYNPERACHB! O
PHCKE PAIBHTHSA MHONATHH W PADOOMHOTHIA H AOMKHE! COOBIATE BPayqy 0 MOOKIX HEOTBACHHMBIX
MBweyHeIX Gonsx, BoneswenHocTw M caaGoct. Echm MHONaTHR QMArHOCTHPOBaHA MM
MOAO3PEBAETCR, NPHMCHCHHE mpenapata 2erumuba n MOBOMO CTATHHA, NPHHHMAEMOIO
OJHOBPEMEHHO € npenapatoM 3eTHMHOA, No/mxHo OuiTe HemeaneHHo npexpamewo. Hanwume
AAHHBIX CHMNTOMOB H noBsiLucHKe axkTHBHOCTH KDK (Gonee uem 8 10 pas swiwe BIMH) ykaawsaer
Ha pa3IBHTHE MHONATHY.

B xamnmueckom uccaenosanny naunenTs ¢ MBC npuauMani cHMBACTATHH + 23eTHMud B 03¢
40 mr + 10 Mr eXCIHEBHO WIH CHMBACTATHH B 103¢ 40 MT eKeaHeBHO (MEAMAHA [THTETBHOCTH
Habmoaenus cocrasuna 6 ner). Yactora passuTHs muonatum cocraswna 0.2% B rpynne
MALUHEHTOR, NPHHAMABIIMX CcHMBacTaTHH +33eTuMid, u 0,1 % B rpynne naumenTos,
MPUHHMABIIHX CHMBACTATHH, TIC MHOMATHA ONPEACNANACE KaK HCOOBACHHMAA MBILIECYHAR
¢1abocTh MK MbitweHan Gonb, CONPOBOMARAIOUARCA NOBKILCHHEM axTHBHOCTH KOK He meHee
4em B 10 pas seiwe BIH wan npyma nociesosarensyuvi nossimenuamy akrusiocti KOK ot 5
Ao 10 pa3 swme BI'H. Yactota passurua padaommonmsa cocrasmna 0,1 % » TPYANE NAaUMEHTOB,
NPHHUMABIIHX  CHMBACTATHH + 33eTHMKO, W 02% w8 rpynne nauMeHTOoB, NPHIHMAaBLIKX
CHMBACTATHH, rae palaomMinonns OnNpeaensincs Kak HeoOBACHHMAA MUILLCHHAR caabocTe nan
MEIICHHAA Gosib, COMPOBOXIAOWARCH NOBLIeHHeM akTHBHOCTH K@K e mewee uem 8 10 pas

seime BI'H ¢ npusnakamu  Hapywewns QyHKUMM NOYEK, ABYMS MOCIEAOBATENBHIMK
15
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Sty “}j!mu HANH QKTHBHOCTH K®K ot 5 110 10 pas senwe BI'H ¢ npusHaxamu napywenus GpyHkumn

novex, win aRmmmoeThio KOK He menee 10000 ME/Mn Ged npHIHakos HapyLieHns GyHKLMN
nouex (cm. [NoGounoe aeficTene).

B KJAMHHYSCKOM WCCACAOBAHMM ¢ YUACTHEM TIAUMEHTOB ¢ XpoHIMcckoi GoNeIHEI0 NoYeK YacToTa
paseuTua muonathi/pabnomuonnia cocrasna 0,2% B rpynne NauMCHTOB, NPHHUMABLIKX
KOMOHHHPOBAHHBIA THOOIHITAICMUMECKHA TIpenapar ¢ QUKCHPOBAHHBIMK J03aMK 3CTHMUOA
(10 mr) u cumpactatuna (20 mr) ewennerso, w 0,1 % B rpynne MauHeHTOB, NPHHUMABIINN

maauebo (em. Iobounoe peficrane),

Mdemu om 6 oo 17 rem

BesonackocTs W apdextHBHOCTS MeTumuba y Aered B sospacte ot 6 a0 10 neT ¢ reTeposUroTHOH
cemeftnoli waw  we cemeliHoli runepxonecTepHHemHci  GbumM  MIYUEHBI B KAHHHYCCKOM
Hccneaonanu anuTeastocteio 12 neaeas, Tpodune noSouneix senenni y nereil, nonyyasmmx
npenapat eTHMuGa, Guit conocTasnM ¢ Npoduien ROOOMHBIX RBJICHHI Y BIPOCNHIX NAUHCHTOB,
NOMYHABIUIMX Npenapar 3eTumuba. B 1aHHOM KIMHHYECKOM HCCACAOBAHMM HE Habmofanocs
ABHOTO BOINEHCTEBHA HA POCT WIH MOJIOBOC COIPEBAHHE MAMBYHKOB MM Aesoder. Oanako
po3nelcTEHE J3eTHMMGA WA POCT W MONOBOE CO3PCBAHME HE OBUIH HIYUCHBI NP JIEHCHHM
anuTensHocTsio Bonee 12 Hezens (em. Cnocob npumenenns 1 103w, Mobounoe aeficTane).
BesonacHocTs # SOMHCKTHEHOCTE NPENapara 3eTHMHOA, NMPHHNMAEMOrO OJHOBPEMCHHO ©
cumsacTaTHHOM, ¥ nerteii B sospacte or |0 o 17 net ¢ rereposurorHol cemeiinoi
runepXonecTepHHEMHEt ObUTH M3y HeHBI 8 KIWHHHCCKOM HCCACA0BAHHH Y MATBYHKOB-NIOAPOCTKOR
M [IeBOYEK. KOTOpHIE GBUTH KaK MHHHMYM OWH IO NOCHe MEHApPXE. [Npotduns noGounbIx ABICHHHA
y NOAPOCTKOB, NOMYHABIWNX Npenapar 23eTHMAOa 1 10 40 Mr/cy T CHMBacTaTHHA, s CONOCTABHM
¢ mpodmnem NOGOMHLIX ABAEHHH Y BIPOCILIX NALHCHTOB, NOMYYABIIHX npenapar jeTamrda 1
CHMBACTATHH. B 1aHHOM KAHHHHSCKOM MCCAEA0BAHHA He Hal/II0MAN0CE ABHOTO BO3ACHCTEMA HA
POCT HITH NONOBOE COZPERAHME Y MATBUHKOB HIIH JCBOUEK NIOJPOCTKOB, HIIH KaKoro-nuho BIAMAHKA

HE NPOJCMKNTENBHOCTE MEHCTPYANBHOTO UMKAZ ¥ ACBOYCK (cm. Cnocod npHMEHEHNA W 1036,

IMoflounoe aeiicTene).

Hevenoynan HedoCmamoNHocme

[MOCKOABKY MOCACACTBHA YBEAHUCHHA IHAYMCHHA AUC cymmapHoro eTHMHOAa HCHIBECTHBI,
npenapar 23eTUMMOA HE PEKOMEHIOBAN NALMCHTEM C YMCPCHHOR M TRKENROH CTCMEeHBIO
neucHodHON HenoctarounoeTH (cm. DapmakonormdeckWe cpodcTea, Papmaxoxunemuxa y

omdeibubx 2pynn nayuenmog. [[pOTHBONOKAIAHNA).

Quipamm
BesonachocTs ¥ HPEKTHBHOCTL MPHMCHEHHS 3ICTHMHOA ONHOBPEMEHHO C© pmbparamu (3a
16
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uckmoveHueM eHodubpara) He yeranosnena, OnHoBpeMeHHOE Mmpmiﬂhom
npenapara 33erumnda ¢ Gubparamn (2a nekmoyenuem denodudpara) He pexomenayercs (om.
B3anmoaeHcTEHE ¢ OpYTHMH ICKAPCTRCHHMIMMK NPCTIAPaTaMH ).

Denodhubpam

MaunenTsi, npuanmaroume perodubpar oxHOBpEMEHHO ¢ npenapaTtom 3eTHMuba, KomKHb ObTh

NPEAYTPEAICHB O BOMOKHOM PHCKE BOIHHKHOBEHHA KeTuHoKaMeHHOH Goneanu H 3abonesannii

WeayHOro my3sips. EcaW  Bpauw npeAnonaracT BOSMOKHOE PAIBHTHC YKA3aHHEIX BHINC
saBonesanuii y naunesTa, HeOOXOIHMO NPOBECTH HCCIEAOBAHKHA KEYHOTO MY3HIPA W HAIHAYHTE
ANBTCPHATHBHYIO MHMAHACHIKMOWYIO Tepanuio (em. TMoSouHoe ACHCTBHME W HHCTPYKUMIO 10

npumenennio denodubtipara).

Hurnocnopun

Mpn HalHauenum 3eTHMUOa NAUMCHTEM, NPHHMMAIOIUIAM LMKAOCTOPHH, caeayeT cobmoaars
MCPEI TpeaocTOpoxHOCTH. Heobxoaum peryaspHeli KOHTPOIE KOHUCHTPALKH LHKAOCMIOPHHA B
nAasMe KpoBK NPH OJHOBPEMEHHOM MPHMCHCHWH npenapaTa J3eTHMuba H mmknocnopuHa (eam. C

OCTOPOAHOCTEIO, BaaumonecTaHe ¢ ApYrHMK IEKAPCTREHHBIMH NPENapaTamy).

Henpaseie anmuroazynanmsi
[pn OAROBPEMEHHOM NPHMEHEHMM NPENApPaTa 33CTHMHOA C HONPAMBIMH AHTHKOArY/IAHTAMH,
BKMiO4an Baphapun uam ryuHaHon, HEOGXOIHMMO KOHTPOIHPOBATSE 3HAYSHHUA noxaarens MHO

(cM. BaanmoneHcTsue ¢ ApYrHMH NEKapCTBEHHBIMM NIPENAPATaMY).

Bansinne na cnocofuocTs ynpapasTh TPAHCHIOPTHEIMY CPEACTBAME, MEXAHHIMAMHN

He nposogmnoce #ccrenoaduid UT9  OUCHKH BAMAHMA Ha  cnocoBHOCTE  ynparasTs
TPAHCMIOPTHBIMM CPEACTBAMHK H PabOTATE ¢ MEXAHWIMAMH, OIHAKO, HEKOTOPHE HEKENaTeTbHEIC
aiptexTri, HAGMONABIIHECA NPH NPHEME Npenaparta 33eTHMHOA, MOTYT BIHATL HA CIOCOGHOCTS
HCKOTOPBIX MALHEHTOB YIIPABAATE TPAHCTIOPTHBIMH CPEACTBAMM M pabOTaTh ¢ MEXAHUIMAMK (CM,

pasaen «[loGounoe aeficrames).

Dopma BeInycKa

TaGnetrxu 10 mr

Mo 10 tabnetok B KOHTYPHYIO AYEHKOBYIO YMAKOBKY W3 (POTLTH AMOMMHMERON MEHATHOHM
naxuposavHHo#A M magnku [NBX.

1,2, 3, 6 wm 9 KOHTYPHRX AYEHKOBHMX YMAKOBOK BMECTE ¢ WHCTPYKUHCH MO TPHMEHEeHHIO

NOMELIAIOT B NAYKY W3 KapTOHA
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"pu Temneparype He soiwe 25 °C.
XpanHTh B HEAOCTYTHOM WIS AcTel MecTe,

Cpoxk roanocn
2 rona.
He NPHMEHATH N0 HCTEYEHHH CPOKA FOAHOCTH, YKA3AHHONO Ha YNakosKe.

Yeaoeus oTnycKa

OTIyCKa1oT 10 peLenTy.

Mpoussogurens / Opranusauus, NPHEAMAONA nperensun norpeburenedi
Akuponeproe ofuectso « XumuKo-dapmaueeTnueckui xombuuar « AKPUXHH»

(AO «AKPUXHH»), Poccus

142450, Mocxosckas obnacts, Hormnekuit pasion, r. Crapas Kynasua, ya. Kuposa, 4. 29
Tenedon/daxc: +7 (495) 702-95-03,
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lNpencrasurens GUpmsi I %/ s &} E.B. Katkosa
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