COTHTACOD A
MWHIC TH" THOM 3 TPAROOXPAHEHH
APYCH

A A ) ) & ‘)rbomn HeHIL
WHCTPYKIUS ;5:06
Mo MeJULIMHCKOMY NMPUMEHEHHMIO MNpernapara
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PerncrpauunonHsblii Homep:
Toprosoe HaumenoBanue: OTpuo
MexayHapoaHoe HeNaTeHTOBAHHOEe HAaHMEHOBaHHe: D3eTUMHO

JlekapcTBeHnHasi popma: TabieTKH

Cocras

1 TabJeTKA COMEPHKHUT:

Oelicmayiowjee geujecmso: 33eTuMub — 10 mr;
6cnomozamenvivie Gewjecmsa: 1UEUTIOI03a MHUKPOKPHCTANIMYECKasi, JIaKTO3bl MOHOTH/pAT,

KpOCKapMeInio3a HaTpHsi, HaTpus aypuicybdar, nosuaoH (tun K30), Hatpus creapuiadymapar.

Onucanue

prrm,le TJTOCKOLUJIMHAPHUYECKHE TabneTKH OT Oenoro mo 0esoro ¢ XKeNTOBATBIM OTTEHKOM

LiBeTa, ¢ (acKoi.

dapmakoTepaneBTHYECKAasi TPYNNA: THIOJUITHIEMHIECKOE CPEACTBO - HHTHOMTOpP abcopOLmu

XOJIECTEpHHA.

Koa ATX: C10AX09

Papmako/IornyecKHe CBOCTBA
D3eTUMHO sABNISETCS MpeICTaBUTE]eM HOBOTO Kjacca THIMOJMIMHAEMHYECKUX CPEICTB, KOTOPBIE
CeJIEKTUBHO MHIHOUpYIOT abcopbumio xosiectepruHa (XC) U HEKOTOPBIX PACTUTEIBHBIX CTEPOJIOB

B KMIICYHHUKE.

DapmakoOuHamuKa

[Ipenapar Otpuo 3¢dekTHBeH Npyu npremMe BHYTPb. MeXaHW3M IeHCTBHS 336 TUMHUOA OTIHYaeTCs
OT MeXaHu3Ma [JEWCTBMA [pPYyrMX KJIacCoB THMMOJIMIMAEMHYECKMX CpeacTB (Hanpumep,
uHruouTopoB 'MI'-KoA-penykrasbl (CTATHHOB), CEKBECTPAHTOB JKEMUHBIX KUCIIOT, GUbpaToB
pacTUTEIBHBIX CTaHOJI0B). MoeKyIIpPHON MUILIEHBIO 93¢ TUMHOA SBISETCS TPAHCTIOPTHBIN OeIoK
(Niemann-Pick Cl-Like 1, NPCI1L1), oTBeTCcTBEHHBIH 3a BcachIBaHHE B KMIIEYHHKE XOJIECTEPHHA
1 uTocTEPOIIOB.

I3eTUMHO JTOKATM3YeTCS B IETOYHOM KaeMKe TOHKOTO KHIIIEYHHKA U TPEMSTCTBYET BCACHIBAHHUIO

XC, MPUBOAA K CHHXXEHUIO MOCTYTIJICHUA XC w3 KUIIIEYHHUKA B MEYEHb, 32 CUYET YEro CHUXXAKOTCA
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MTpukas MuHueTEepeTLA JuXt

L PeomEaEE "X mewenn w yewnuaercst BoiBenenve XC M3 KpoBH. D3eTMMHO He yCWIMBAET
IKCKPELMIO XKeTUHBIX KUCIIOT (B OTJIMUME OT CEKBECTPAHTOB XKETYHBIX KMCJIOT) U HE HHTMOMpYeT
cunte3 XC B neyeHu (B OT/IMYHE OT CTATHHOB).

B  KIMHHMYECKOM  HCCIEJOBaHMM, B  KOTOpoe  OBIIM  BKJIFOYEHBI  MALMEHTB  C
rUNepxosieCTepUHEMHEN, 33€TUMHMO CHUKAN abcopoumto XC B kuweynuke Ha 54 % mo
cpaBHenmio ¢ ruane6o. Murubupys abcopbumio XC B KuuIeuHHMKe, 93eTUMHO CHMXKAeT
nocryrienve XC B medenb. Crathubl cHkaior ciiTe3 XC B neuenu. [Ipu oqHOBpemMeHHOM
MPUMEHEHNH TIpenapaThl 3THX JBYX TpyIi 00ecrevHBaloT [OTOJHUTENBHOE CHIKEHHE
koHuenTpauun XC. D3eTMMub, TpPUHMMAEMblii OJAHOBPEMEHHO CO CTAaTHHaMH, CHHKAeT
KoHLeHTpauuio obmero xonectepuna (OXC), xosecteprHa JIMNONPOTEMHOB HU3KOW TJIOTHOCTH
(XC JITHIT), anonumonpotenHa B (amo-B), xomecrepuHa JWMOMPOTEHHOB HEBBICOKOM
nnotHoctH (XC ne-JITIBII, paccuuThiBaeTCs Kak pa3sHOCTb MEXIy koHueHtpauueir OXC u
konuentpaiueit XC JIMBIT) u tpuranuepuaos (TI), a Taioke MOBBIIACT KOHUECHTPALMIO
XOJIECTEPHHA JTHTIONPOTEUHOB BBICOKO# TMJIOTHOCTH (XC JITIBIT) B ruia3mMe KpOBH Yy MAaUEHTOB €
rurnepxoJiecTepiHeMueil B OOsbLICH CTEMEHH, HYeEM 93eTUMHUO WIIM CTaTHH, NIPUHMUMAaEMBbIE B
MoHoTepanui. OJHOBpeMEHHOE TpUMEHeHWe d3eTHMHba ¢ ¢peHopubpaTom  CHUKAET
konuenrparmio OXC, XC JIIHIT, ano-B, TI' u XC He-JITIBII, a Takke MOBBIIAET KOHLEHTPALIMIO
XC JITIBII B nia3me KPOBH Y TIALMEHTOB CO CMEWIAHHOM IUIEpXOeCTePHHEMHEN.

K /IMHHYecKHe MCC/Ie0BaHMs NOKasamy, u4To nosbimenHble koHuenTpauuu OXC, XC JIITHIT u
ano-B (rnaBHoro Gesnkosoro kommnonenta JITTHIT) CrocoOCTBYIOT Pa3BUTHIO aTE€pPOCKIIEpO3a.
Kpome TOro, CHwKeHHas KOHUEHTpaLHs XC JITIBIT Takke accOLMUpYETCS € Pa3BUTHEM
atepockyiepo3a. Pe3ysbTaTbl 3MMAEMHOIOTHYECKHX vccrie0BaHUi MOKa3alu, YTO CEpAeYHO-
cocyaucTas 3a6071€BaEMOCTb M CMEPTHOCTb HAXOJSATCS B TNPSMO#A 3aBUCUMOCTH OT KOHLICHTpALi
OXC n XC JITHIT u B oGpaTHo# 3aBucumocTy oT Konuentpauuii XC JINBIL Kak u JITTHII,
nunonpotennsl, Gorareie XC w TI', BKmOHas JMNONPOTEHHBI OHEHB HU3KOW TJIOTHOCTH
(JITIOHIT), AMnonpoTenHbl MPOMEXKYTOYHOH TMIOTHOCTH (JITITITT) ¥ peMHaHThI TaKkXke MOryT
CrocoOCTBOBATh Pa3BUTHIO aTEPOCKIIEPO3a.

Jlnsi onpe/ieNieHusi CeNeKTHBHOCTH 33€THMKUOA B OTHOLIEHUH uHrubuposanus BcacbiBanus XC
6bla MPOBENEHa Cepysl JOKIMHHYECKUX HCCIIE10BaHHH. I3eTiMUO WHrMOMpOBaJl BCAChIBAHUE
[14C]-xonecTepiHa M He OKa3biBajl BIIMAHMS Ha BCAChIBAHHMC TI", >KUPHBIX KHCJIOT, JKEITYHBIX

KHUCJIOT, MPOTECTEPOHA, 3TUHWIICTPAANOJIA HUITH >KHpOPacCTBOPUMBIX BUTAMHUHOB A uD.
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Bcacwisanue

[Mocie mpHema BHYTPh 33eTUMHMO GBICTPO BCACHIBAETCS W MHTEHCHBHO METabONM3MPYETCS B
TOHKOM KHIIEYHHKE ¥ MEYCHH MyTeM KOHBIOTAlMH B (hapMaKoIOrHIeCKH aKTHBHBIH (peHOTBHBIH
CIIOKYPOHK (33eTUMUO-TIOKYpOHKMI). MaKkcuMalbHas KOHLEHTpaLKs B MjiasMe KpOBH (Crmax)
33eTMMHO-TTIOKypoHHIa HaGmonaercs dwepes |-2 waca, o3etmmuba — uepe3 4-12 4acos.
AGcomoTHass 6GHOIOCTYNMHOCTh 33eTHMHOA HEe MOXET OBITh OMNpejel/ieHa, MOCKOJBKY JaHHOE
BEILECTBO MPAKTHYECKH HEPACTBOPUMO HH B OJIHOM M3 BOJHBIX PAaCTBOPHUTEJNEH, UCTIOIb3yEMBIX
JUIsl IPUTOTOBJIEHUS] PACTBOPOB [ MHBEKLIMK.

[puem muiy (¢ HU3KMM WM BBICOKHM COJEpXKAHHEM KMpPa) HE BIMsI Ha OMOAOCTYMHOCTH
33eTUMHOA TIpH NpUeme BHYTpb B Brzie TabneTok ro 10 mr. [Ipenapat OTpro MOXHO MPHHUMATB
HE3aBUCUMO OT NMpHeMa MULIH.

Pacnpeoenernue

D3eTMMHG U 33 TUMHUG-TITIOKY POHH/L CBA3BIBAOTCS ¢ Genkamu ruiasmbl kposu Ha 99,7 % u 88-92 %
COOTBETCTBEHHO

Memabonuzm

MeTab0a13M 33eTHMHOA TPOMCXOAUT IJIaBHBIM 00pa30M B TOHKOM KHMLIEYHHKE U MEYEHH MyTEM
KOHBIOTALMK ¢ MIoKypoHraom (peakuus Il ¢a3er) ¢ mocneayromnM BbIBEACHHEM C HKETYbIO.
D3eTUMUG MMHMMANbHO MOJBEPraeTcsi OKMCJIUTENbHOMY MeTabonusmy (peakuus | dasbi).
D3eTMMHUO M 33 TUMHUO-TITIOKYPOHH (OCHOBHBIE TPOM3BOJHBIE 33€TUMHOA, OMNpenesseMbie B
maasme kpoBu) coctaBisiioT 10-20 % wu 80-90 % cooTBeTCTBEHHO OT OOIIEH KOHIEHTpALWH
33eTUMUOa B Mua3Me KpOBH. D3eTUMHO M 33€TUMUO-TIIIOKYPOHM MEJIEHHO BbIBOAATCS M3
M1a3Mbl KPOBH B MPOLIECCE KUIIEYHO-TEYEHOYHON peuupKyasuuu. Ilepron mosyBeiBeieHUs 1J1st
33eTUMHOA W 33eTUMHO-TIIIOKYPOHH/IA COCTABIISIET MPUMEPHO 22 yaca.

Buwigeoenue

INocne npuema BHyTpb 20 Mr 23eTMKGa, MeyeHHoro *C, B niasme kpou Gb110 0GHapyskeHo 93 %
CyMMapHOro  33eTuMuba  (33¢TUMHO + 93¢ TUMHO-TJIIOKYPOHHI)  OT  OOLIEero  YpOBHs
pagHOAaKTHUBHBIX MPOAYKTOB. B Teuenue 10 gnei nmpumepHo 78 % MpPHUHATBIX pagHOaKTHBHBIX
MPOAYKTOB ObLIO BbIBEAEHO Yepe3 KUILEYHHK ¢ xemubto, |1 %- yepe3 nouku. Yepes 48 uacos

PaZAMOaKTUBHBIX MPOYKTOB B IIa3Me KPOBH OOHapy»KEHO HE ObLIO.

DapMaAKOKUHEMUKA y OMOETbHBIX 2PYNn RAYUEHMOE
Jemu u noopocmxu
DapMaKOKMHETUYECKME TOKa3aTeNM 33eTMMHMOa OblIM OJMHAKOBBI y JeTel crapie 6 neT W

B3pOCJIBIX. (DapMaKOKPIHCTl/I‘-lCCKHC JIaHHBIE IS JeTei Miaaume 6 ner OTCYTCTBYIOT.
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V MoKUIBIX MAaLKMEHTOB (cTapiie 65 neT) KOHLEHTpaLKs CYMMapHOro 33eTUMHOa B Mja3mMe KpoBH
NMpUMepHO B 2 pa3sa Bellle, 4yeM y Oonee monozeix nmauueHToB (ot 18 mo 45 ner). Crenens
camxkenus kouuentpauun XC JITTHIT v npoduie 6e30macHOCTH OBIIM CONOCTABUMBI Y TTOXKHMITBIX
1 6oJiee MOJIO/IbIX NALMEHTOB, MPUHUMABLINX 33€TUMHUO. JIN1si MOXKMIIBIX NAaLMEHTOB NOAGOP 103bI
npenapara He TpebyeTcs.

Iayuenmol ¢ neyeHoOYHOU HEOOCMAMOYHOCMbIO

[Tocne ogHOKpaTHOTO MpreMa 33eTuMKba B 103e 10 Mr cpeiHee 3HaYeHKe MUIOLIALH MOA KPHBOH
«koHLeHTpauus — Bpems» (AUC) cymmapHoro 33eTumu6a 6bi1o B 1,7 pasa OouibLie y nalueHToB
C JIerKoil CTEINeHbIO MeYeHOuHO# HegocTaTouHocTH (5-6 Gannos no wkane Yaina-I1ero), yem y
3[0pOBBIX 106POBOJIBLER. B 14-1HEBHOM MCCIIEIOBAHHM NPUMEHEHNs 33eTHMKOA B 03¢ 10 mr B
CYTKM C yyacTMeM MALHeHTOB C YMEDEHHOH CTENeHbIO MeYeHOYHOH HEN0CTaTOMHOCTH (7-9
6annos no mkane Yaiina-TTsio) cpennee 3Hauenne AUC cyMMapHOTo 33eTHMHOa yBEIHYHBAIOCH
B 4 pasa Ha 1-i u 14-if AeHb 10 CPABHEHMIO CO 3[0POBBIMU 100pOBOMBLAMH. [11sl NALMEHTOB C
JIErKOi CTEMeHbIO MEeYeHOYHOM HEeIOCTATOYHOCTH KOppEeKLMs J03bl Mperaparta He Tpebyercs.
[Mockonbky nocneacTBusi yBenuueHus 3HaueHus AUC cymmapHoro 93eTUMHOa HEU3BECTHBI,
33eTHMHG He PEeKOMEH/IOBaH MALMEHTaM C YMEPEHHOH U Tskenol creneHblo (Gosee 9 GanoB no
mkasne Yaina-I1pr0) nedeHouHON HEAOCTATOYHOCTH.

ITayuenmol ¢ noyeuHOU HEOOCMAMOYHOCHIbIO

[Mociie 0AHOKPATHOTO TMpHeMa 33eTHMHOa B 03¢ |0 MIy NalMEeHTOB € THKENBIMA HapyIICHUAMH
dynkumm nouek (n = 8; kwinpeHc kpeatununa (KK) He donee 30 ma/mun/1,73 m?), 3nauenne AUC
CyMMapHOro 73eTuMuba yBEIMYMIOCh MpuMepHO B 1,5 pasa no CpaBHEHMIO €O 3/0POBbLIMM
no6pososibuamu  (n=9). JlaHHblii pe3yibTaT He SBIAETCA KIMHUYECKH 3HAYHMBIM. st
MALMEeHTOB ¢ HapyLIeHueM (GyHKLMH MoYeK Moadop 03kl Npenapara He TpebyeTcs. YV mauueHTa
focJie TPAHCTUIAHTALMK TIOYKH, TIOTy4aBLIEr0 KOMIUIEKCHYO TEPamnuio, BKIIOYas LUKIIOCTIOpHH,
snauenne AUC cymMmapHOro 93eTiMmuba yBenuunioch B 12 pas.

Ilon

KOHLEHTpaLus CyMMapHOTO 33€THMHOA B MJ1a3Me KPOBH HEMHOTO BBILIE y )KCHIINH (menee 20 %),
yeMm y myxuuH. Crenenb chmxenns XC JITTHIT n npo¢uib 6€30MacHOCTH OJIMHAKOBBI Yy MYKYHH
¥ JKEHILMH, TIPUHUMAIOLIMX 93€THMHO, MO3TOMY [JIsi MALMEHTOB MYyXCKOTO WJIH XEHCKOTO noJia

noaGop 03kl Mpernapara He Tpedyercs.

IMoxa3zaHusi K NPUMEHEHHIO
Ilepsuunasn eunepxonecmepuremMus

Otpuo, B komMGHHaLuu ¢ uHruburopom 'MI'-KoA-penykrasbl (cTaTUHOM), MOKa3aH B Ka4eCTBe

4
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BCMIOMOTATEIbHOM Tepanuu K JUeTe Y MAlHEHTOB ¢ MEePBUYHOM (feTepotm‘bmon cemMeilH c{ﬁ%' ”’
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HeceMeiHOM) runepxosieCTepUHEMHEN, Ube COCTOSIHUE HE KOHTpOIUPYETCS “HOARHBIM o6pa30M

MPU MOHOTEPATIMK CTATHHOM.
MoHoTepanust OTpHO MOKa3aHa B KauecTBE BCMIOMOTaTeIbHOW TEpanuu K JUETE y MAlMEHTOB C
MEepBUUHOM (reTepo3UroTHOM CeMeiHOM M HeceMeHHOI) rUnepxosieCTepUHEMHEH, NPUMEHEHNE

CTaTUHOB Y KOTOPLIX MPHU3HAHO HENIPUEMIIEMBIM HIJIH HE MMIEPEHOCUTCH.

Ipogunakmuka cepdeuno-cocyoucmolx 3a601e6aHul

OTpHO TOKa3aH /s CHWKEHHA pHCKAa pa3sBUTHs CEpAEHHO-COCYAMCTHIX 3aboneBaHHH y
MALMEHTOB ¢ MeMHUYecKoii Gonesnbio cepaua (MBC) u octpbim koporapHbiM cunapoMom (OKC)
B aHAMHE3€ TpH J00aBIEHHUH K TeKYIleH Tepaniy CTAaTUHOM WIIH OZIHOBPEMEHHOM Ha3HAuCHUH C

HHUM.

Tomosuzomnasn cemeunas zunepxonecmepuremus (I'oCI'’XC)

Kom6unauuss OTpro M CTaTMHA MOKa3aHa B KAauecTBE BCIIOMOTraTesbHOM TepamuH K JWETe y
nmauuenToB ¢ ['oCI'XC. INaupeHtam Takke MOXET ObITh Ha3HAYEHO JOTMOJIHUTEIBHOE JIEYEHHE
(nanpumep, adepes JIITHIT).

Tomoszucomnas cumocmeponemus (Gpumocmeponemus,)

OTpHO MOKa3aH B KauecTBE BCTIOMOTATENBHOM Tepanuy K AMeTe Y TMALMEHTOB C TOMO3MIOTHOH

CEMENHOM CUTOCTEPOJIEMHUEN.

IIpornBonoka3zanus
. [ToBbillIeHHAS! Uy BCTBUTEIBHOCTb K TIOOOMY M3 KOMIIOHEHTOB Npenapara.
. Ipy HasHaueHMM 53eTMMMOA OJHOBPEMEHHO CO CTaTHHOM WM  (eHodubpaTom

HEOOXOQMUMO ClIeIoBaTh WHCTPYKLMM IO TPUMEHEHHUIO [IOTIOJIHUTEIBHO HAa3HAYECHHBIX
npenaparTos.

. D3eTUMHUO He PEKOMEHIYETCs NMALMEHTaM C YMEPEHHOM M TAKEOH CTENEHbIO MEeYEHOYHOMH
HegoctatouHocTH (7-9 m Gonee Gamnos mo wmkane Yaitna-ITero, cm. @apmakosoruyeckue

cBo¥icTBa, PapMAKOKMHETHKA Y OTAEIBHBIX TPy mauueHToB; Crocob MpuMeHEHHs U [0361).

. HenepeHocumMocTh  J1akTO3bl,  AeUUMT  NaKTasbl  WMAM  [JIFOKO30-rajakTo3Has
ManbabcopOuus.
. Jletckuii Bo3pact a0 6 ner.

C ocTOpOXKHOCTHIO
CnegyeT cobmoaaTh OCTOPOKHOCTH NMPH OJHOBPEMEHHOM MPUMEHEHMH mnpenapata OTpHo ¢
¢ubpatamMu, LMKIOCIOPMHOM M HEMPSMbIMH AHTHKOAry/isHTamMM (BKmouyas BappapuH M

dmyunanon). TlanmenTrl, 0JHOBpPeMeHHO NpHHMMarope mnpenapat OTpuo W QeHoduOpar,
5
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NOJKHBI 3HATE O BO3MOKHOM PUCKE Pa3sBUTHS 3a00/1€BAHUIT JKETUHOTO MY3BIPA.

IIpumenenue npu GepeMEeHHOCTH H B IEPHO/ rPYAHOI0 BCKAPMJ/IHBAHHS

HMccnenoBaHus Ha )HUBOTHBIX C BBEAEHHEM 33€TUMHUOA HE BBISIBUIIM MPSMBIX U OMOCPEI0BAHHBIX
HebaaronpusTHeIX 3Q(EKTOB B OTHOLIEHUH OEPEMEHHOCTH, Pa3BUTHs SMOPHUOHA/TIOAA, POJOB U
nocTHaTajbHOro pa3Butus. [Ipy BBeseHUM OepeMeHHBIM KpbicaM 33eTHUMHOa B KOMOWHALIUM C
JIOBACTATUHOM, CHMBACTaTHHOM, TIPaBacTaTHHOM MJTM aTOPBACTaTMHOM TepaTOreHHBIX 3(deKToB
He Habmopanoce. [lpn BBegeHWM OepeMEHHBIM KpoJb4YMXaM C HeOONIBIIOH YacTOTOMH
Habmoaanuch AeeKThl pa3BUTHS CKeJleTa y TUIo/ia.

KnMHWYECKMX [JaHHBIX 10 MPUMEHEHHUIO 33eTUMHOa MpH OEPEMEHHOCTH HET, MOITOMY CIIELYeT
co6J1101aTh OCTOPOXKHOCTH MPU Ha3HAYEHMM TNpenapara OepeMEeHHbIM KeHlMHam. B ciydae
HACTYTLIEHUs OEPEMEHHOCTH MPUEM 33€TUMHOA I0/KEH ObITh MPEKpaLLeH.

I[lpy OfHOBPEMEHHOM MpHUMeHeHHH Tnpenapata OTPHO M CTaTWHAa HEOOXOAMMO Clie[JoBaTh
MHCTPYKIMH O MPUMEHEHHIO JAHHOTO CTaTHHA.

B uccie10BaHUAX Ha KpbIcaX OblJIO BBISIBJCHO, YTO 33€TUMHO BbIAENAETCS € MOJIOKOM. J[aHHBIX O
BBIZIEJIEHAM 93€TUMHUOA ¢ TPYJHBIM MOJIOKOM y KEHIIMH HeT. B cBs3u ¢ 3TMM 33eTHMHO He
peKOMEH/IyeTcsl IPUMEHSTh B TIEPHOJL TPY/IHOTO BCKAPMITWBAHWS, B CITydae €CJiv NOTeHLHaIbHas
Mosib3a He MpeBbllIaeT MOTeHLMANbHbIH puck ans pebenka. Ecnv npumeHenue npenapara

He0OX0JUMO, MALIMEHTKA J0JDKHA MPEKPAaTUTh KOPMIIEHHE TPY/IbIO.

Cnoco6 npuMeHeHHs H 103bl

IMepes HauaOM JIeYEHHs MALMEHTH] JOJDKHBI IEPEHTH K COOTBETCTBYIOLICH JIMITHICHIKAIOIIEH
JWeTe U MpOoJo/KaTh COOMIOAATh 3Ty AMETY BO BPEMs BCEro MepHoja TEpamnuH MpenapaTom

Otpwuo.

Ipumenenua y nayuenmos ¢ nepeudHoN 2unepxonecmepuremuei

[Mpenapar NPUHMMAIOT BHYTpPH B JIIO60€E BpEMS CYyTOK HE3aBUCHMO OT MpHUEMA TTHILIH.

Jloza npenapata OTpyo NpU MOHOTEPANMK WM B KOMOHHALMH CO CTATHHOM WK eHoduOpaTom
coctasnsier 10 mr | pa3 B cytku. Jlosa peHopuGpara He jo/mkHa npesbiwarh 160 Mr | pas B cyTku

MpH OAHOBPEMEHHOM NPUMEHCHNUH C npemnapaTtom OTpMO.

Ipumenenus y nAYUEHMOB ¢ UMIEMUYECKOU DONE3HbIO CepOUa

Kombunuposannas mepanus co Cmamunamu
Jsi JOTIONHATETEHOTO CHUXKEHHS! CepAEYHO-COCY IMCTBIX cobbiTui y maupentor ¢ MBC Otpuo

10 Mr MoxeTt MPUMEHSATHCS CO CTATHHOM C JOKa3aHHbIM B(b(bCKTOM MO0 CHWXKEHHUIO pPUCKa Pa3BUTHS

Cep/e4HO-COCY IUCTBIX OCIOKHEHHUH.

Ipumenenue y nayuenmog ¢ HapywieHuem HYHKYUU ROYEK/XPOHUUECKOU 0one3Hb0 nouexk
o]
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JIns NaLMEeHTOB ¢ HapylueHueM (YHKLMM MOYeK noadbop A03bl npenapaTa He Tpebyercs (CM.
dapMaKooruyeckue CBOMCTBa, PapMaKoKUHemuka y 0moenpHylx 2pynn nayueHmos).
Kombunuposannas mepanus ¢ CumeacmanmuHom

JIns MaLMeHTOB C JIErkoil CTEMeHblO HapyleHHs (yHKUMM rouek (CKOpocTb KJ1y604KOBO#
¢unsrpauyu (CK®) ne menee 60 ma/mun/1,73 m?) mogbop no3el mpemapata OTpHO WM
cumBacTaTHHa He Tpebyercs. Ilauuentam ¢ HapyumieHHeM (QYHKLMM TOYEK H CK® wmenee
60 mn/mun/1,73 m? npenapat Otpro HaszHawaeTcst B 103€ 10 Mr ¥ CUMBACcTaTHH B 103€ 20 mr 1 pa3
B CYTKH BEYEPOM.

V JaHHBIX MALMEHTOB NMPYMEHEHHE CHMBAcTaTHHA B Gosiee BBICOKOH J103€ OJDKHO TIIATE/IBHO
KOHTPONHpOBaThes (cM. PapMakoIOrudecKue CBOUCTBA, PapMaKoOKUHeMuKa y OmoebHblX 2pynn

nayueHmos).

Ipumenenue y noxcunblx nAyUeHmos
JIiisi MOXKMIBIX TMALMEHTOB ToAbop [03bI Tpenapata He Tpebyercs (cM. PapMaKoNOrHYECKHe

cBOCTBa, PAPMAKOKUHEMUKA Y OMOLIbHbIX 2PYNN NAYUEHMOB).

Ipumenenue npenapamay oemeii u HOOpOCHKO8

Jlns geteid M MOAPOCTKOB OT 6 €T KoppeKuws O3kl mpenapata He TpeOyercs (cM.
dapmakoioruueckue cBoiicTBa, PapMakoKunemuka y 0moenbHblX 2PyRn NAYUEHMOs).
I[pumenenue npenapara OTpuo y aeTeii B Bo3pacTe 10 6 JieT He PEKOMEH0BAHO MO MPHYHHE

OTCYTCTBHSI JAHHBIX 110 6€30MacHOCTH 1 3((EeKTUBHOCTH B JAHHOH BO3PACTHOH rpymre.

Ipumenenue y nayuennoe c ne4eHoYHOU He0OCMAaAmo4YHOCMbIO0

JIns NaLMEeHTOB C JIEFKO# CTENEHBIO MEYEHOUHOM HEI0CTaTOYHOCTH (5-6 6as10B 110 Kane Yaiina-
[s10) moa6op 0361 ipenapata He TpebyeTes. [[puMenenne npenapata OTpUO He PEKOMEHIYeTCs
MalpeHTam ¢ ymepeHHsM (7-9 6amnos o wkane Yaiina-T1eio) u Tsoxensim (Gosee 9 6anos o
wkane Yaiing-Tlelo) napywenuem  ¢ydkumn  (cM.  ®apmakonoruyeckue — CBOWCTBA,

Dapmakokunemuxa y omoenvbruix 2pynn nayuenmos, Ocodble yKa3aHus).

Ipu koMOuHUPOBAHHOU MEPanuu ¢ CeK8eCMpaHmamu HeeuHbIX KUciom
Tpenapat OTtpwHo ceayeT npuHUMaTh B 103e 10 Mr 1 pa3 B CyTKM N0 MeHbLIeH Mepe 3a 2 yaca [0

HJTK YEpPE3 4 yaca rnocne NpUeMa CEKBECTPAHTOB KETYHbIX KHCJIOT.

ITo6ouHoe neiicTBHE

B KJIMHHYECKHUX HCCIEJOBAHMAX, B KOTOPBIX MALMEHTHI MPHHAMAIIH Npenapat 33eTumMnba B 03¢
10 Mr B CyTKM B MOHOTEpan1u, OJHOBPEMEHHO €O CTaTMHOM WJIM OJHOBPEMEHHO C
denopubpaTom, nperapar 33eTMMHOa MOKa3ajl XOPOIUIYIO TMEPEHOCHMOCTS. HexenaTtenbHbie
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peakiuu 00BIYHO OBILTH NETKUMU U NPEXOSIIMMU; 001Iad YacToTa HexeNnaTeNnsHEIX YhheKToR U
4acToTa Cly4yaeB OTMEHbI JIEYEHHMS B CBA3M C HEXeaTelbHbIMU 3(hdexTamu npu npueme
npemnapara 33eTUMuba ObLTM COMOCTaBUMBI C JAHHBIMU MOKA3aTe MU TIpH TIpHeMe Tiane6o.

Cnenytoue yacteie (> 1/100 u <1/10) unu Heuacteie (> 1/1000 u <1/100) HexenaTenbHBIE
peakuuu Habmoganuch NpU MpueMe npenapara 33eTMMuba B MOHOTEpanuH C 4YacTOTOM,
NPEBBIIAMOIIEH aHAJTOTHYHYIO YacTOTY MPH NMpUeMe iane6o, WK NpH 0JHOBPEMEHHOM MpHEME
npenapaTta 33eTMMHOA CO CTaTHHOM C YacTOTOM, MPEBBIIAIOILEH aHATOTHYHYIO YacTOTY MpH

MpHUEME CTaTHHA B MOHOTEpPAITHH.

Ipu npueme npenapama 33emumuda 6 MOHOmepanuu.

Hapywenusi co cmoponsl 06MeHa 6euyecms u NUManus:

HewacTele: CHHXKEHHUE anmneTUTa.

Hapywenus co cmopoHbsl cocyoos:

HeuacTeie: « IpUIMBED) KPOBU K KOXE JIMLA, MOBBILIEHHE apTEPHATEHOTO JaBJICHHS.
Hapywenusi co cmoponbl 0biXamenbHOl CUCMeMbl, OP2AHOE 2PYOHOU KNeMKU U CPEOOCMEHUS.:
HeuacTele: kaluess.

Hapywienus co cmoponbi xceny00uHO-KUueYyHo20 mpakma:

Yacreie: 601b B )KMBOTE, JUApES, METEOPU3M.

HeuacTsle: aucnencus, ractpo3sodareanbHbii pedIiroke, TOUHOTA.

Hapywenus co cmopoHbl CKeNemHo-Mblie Y HOU U COeOUHUMENbHOU MKAHU:
HewacTele: apTpairusi, MbILIEYHbIE CMIa3Mbl, 00JIb B LIEe.

Obwue paccmpoucmea:

YacTele: yTOMISEMOCTb.

Heuacteie: 601b B rpyau, 00J1b.

JlabopamopHvie u uncmpymeHmanbHble OQHHbIE!

HeuacTrie: MOBBILIEHUE aKTUBHOCTH anaHuHaMHHOTpaHcdepasbl (AJIT) W/vmm
acnaprarammHotpancdepassl (ACT), MOBbILIEHHE AKTMBHOCTH KpearnHuHpochokmnHasbl (KPK)

CBIBOPOTKH KpOBH, TIOBBIIICHHE AaKTUBHOCTH raMMa-rmOTaMnnTpchd)epa3bl, HapyunIi€eHHue

nokaszatenei (GpyHKLMHU NeYEHH.

Ipu npueme npenapama 33emumuda 00HO8PEMEHHO CO CMAMUHOM.
Hapywenus co cmopoHbl HepEHOU CUCHIEMbL.:

YacTeie: rosioBHas 060k,

HeuacTble: napecTe3us.

Hapywenusi co cmoponbl Jceny004HO-KUUEeYHO20 Mpakma.

HeuacTele: cyXocTb CTM3UCTON 000IOYKH pTa, FaCTPHT.
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HeuacTble: KOXKHBIN 3y, KOXHAas Chllb, KpaMBHULA.

Hapyuienus co cmoponsi ckeiemHo-Mblille4HOU U COCOUHUMENbHOU MKAHU.
YacTeie: Mmuanrus.

HeuacTsle: 60/1b B CIIMHE, MbILLEYHas ¢1ab0cTh, 00/1b B KOHEYHOCTH.
Obwue paccmpoucmea:

HeuacTteie: acTeHus, nepudeprIecKue OTEKH.

JlabopamopHvie u uncmpymenmanvHbie OaHHbLE:

YacTtele: noBbineHue aktusHoctd AJIT w/unn ACT.

Hpu npueme npenapama r3emumuba 00H08pEeMEHHO ¢ heHoPuopamom

Hapywenus co cmopoHbl Hcey00YHO-KUMEYHO20 MPAKMA.

YacTeie: 601b B )KUBOTE.

B KIMHHUYECKOM HCCIEOBAHMH C YYacTHEM [ALMEHTOB CO CMELIAHHON TUIep/UNUAeMHeH
YacTOTA MOCJIE0BATENbHBIX KJIMHUYECKHM 3HAYMMBIX MMOBBILIECHUH (Oosee 4em B 3 pasa BbILIE
BepxHei rpaHuubl HopMmel (BI'H)) akTMBHOCTH «re4e€HOUYHBIX» TPaHCAMUHA3 ChIBOPOTKH KPOBH
coctaBuna 4,5 % B rpynme Mau¥eHTOB, MPUHUMABIINX (eHoPUOpaT B MOHOTepanuu, u 2,7 % B
rpyrne MauMeHTOB, TMPUHMMABIIMX TPENapaT 33eTUMHOa OJHOBPEMEHHO ¢ (eHodudpaTom.
YacToTa X0nenucTIKTOMUH coctaBuna 0,6 % B rpynme MauueHToB, MPUHUMaBLINX GeHodubdpat
B MoHOTepanuu, M 1,7% B rpynne MNalMEHTOB, NPMHMMABLIMX TpenapaT 33eTumMuba
ofHOBpeMeHHO ¢ ¢eHodubpaTtom (cM. OcoGsle ykazanus). He HabGmomanock TMOBBILICHHS
axtBHOCTH K@K (6osiee wem B 10 pa3 Beiue BI'H) vy B ofHOW U3 rpymnim JieueHHs B JaHHOM

HCCJIEAOBAHHWHU.

Iayuenmesi ¢ umiemuyeckoii 60ne3uvio cepoya

B kiuHMYecKoM ucciiegoBaHuu nauuenTsl ¢ UBC npuHUMany cuMBacTaTHH + 33€TUMHO B [103€
40 Mr + 10 mr unu cumsactatuH B go3e 40 mr. Ilpodunb Ge3onacHocTv npenapaTtoB B ABYX
rpynnax Oblj CXOAHBIM 3a BECh Mepuoj HabiroJeHus (MeJuaHa JIMTENbHOCTH HalO/roaeHHs
cocraBuia 6 siet). Yactora npekpaiieHus rpueMa mnperapara M3-3a HeeaaTe/lbHbIX SBJIEHHH
cocrasuna 10,6 % B rpymnne MalMeHTOB, NMPMHUMABIIMX CHMBAcTaTHH + 33eTumub, u 10,1 % B
rpynre nauMeHToB, MPUHUMABIIMX cMMBacTaTHH. YactoTa pa3Burus Muonatuu cocrasuia 0,2 %
B rpyrmnne NaluueHTOB, MPUHMMABLIMX CMMBAcTaTHH + 33eTUMuUO, u 0,1 % B rpynme mnamueHToB,
MPUHUMABIIMX CUMBACTATHH, TJ€ MHOMATHS OMpeaensnach Kak HeoOBACHMMas MbIlIeqHas
c1aboCTh MM MblLIeuHas 60Jib, CONMPOBOXKAAIOLIAsCs MoBbileHHEM akTHBHOCTH KOK He MeHee
yem B 10 pa3 Bbime BI'H winu aAByMs mocneqoBaTe IbHBIMHA MOBBIIEHAIMH akTHBHOCTH KPK ot 5

1o 10 pa3 seime BI'H. Yactora passutust pabgomuonusa cocrasuna 0,1 % B rpyrnne nmaiueHTOB,
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CUMBACTaTHH, rae pabaomMuoNu3 onpelenssics Kak HEOOBACHMMasl MblllevHass c1abocTh MM
MBIIeuHas 601k, COMpoBOXKAatoLIasics nopeieHneM akTuBHOcTH KK He menee uem B 10 pa3s
Beilie BI'H ¢ npusHakamu HapywmieHuss (QYHKIMHM TO4Y€K, JBYMs TOCJeI0BATEIbHBIMH
noBbiteHUsIMU akTHBHOCTH K@K ot 5 o 10 pa3 Boiue BI'H ¢ npuznakamu HapyieHus GyHKumm
nouek, uin aktuBHOCTEIO KOK He mMenee 10000 ME/mn 6e3 npusHakoB HapyiieHHs (yHKUHH
noyek. YacToTa mocieJoBaTe/IbHBIX MOBBILIEHUH aKTUBHOCTH «IEYEHOYHBIX» TpaHCaMHUHa3 (He
meHee yemM B 3 pasa Beime BI'H) Obna 2,5% B rpynne mnauumeHTOB, NPUHUMABLIMX
CUMBACTAaTHH + 33eTUMMO, U 2,3 % B rpynne nauMeHTOB, NPUHUMABLIMX CHUMBACTaTHUH (CM.
OcoGrle yka3zanus). HexxenaTe/bHBIE SIBJIEHHSI CO CTOPOHBI JKETYHOTO IMy3bIps HaOIIOANHCh Yy
3,1 % mauMeHTOB, MPUHUMABLIMX CUMBACTATHH + 33eTUMHUO U 3,5 % NMauuMeHTOB, MPUHUMABLINX
cMMBAcTaTHH. YacToTa rocnuranusalmm ¢ XoJeucTakromueit Obina 1,5 % B 06enx rpynnax. Pak
(ompenensncs Kak Mo0oe HOBOE 3JI0KAa4eCTBEHHOE HOBOOOpa3oBaHWe) AMarHOCTHPOBAJICS B
TeueHue ucciiefoBaHus y 9,4 % MauMeHToB, MPUHUMABIIMX CMMBACTATHH + 33¢TUMHO, 1 9,5 %

MaLMEHTOB, MPUHAMABIIUX CHUMBACTATHH.

IMayuenmsi ¢ XxpoHuyeckoi 00.1€3HbI0 HOYEK

B KJIMHMYECKOM HCCIEJIOBAaHUM Kapauo- M HePPOMPOTEKTHBHOTO [AEHCTBUS C y4acCTHEM
MALMEHTOB, TPUHMMABIIMX  KOMOWHMPOBAHHBIH  THIOJMITMAEMUYECKUI  mpemapat ¢
duxcuposanHbiMM f03amu 33etumuba (10 mr) u cumsacraruHa (20 mr) | pas B cyTku, M
MALUEeHTOB, MPMHUMABLIKX TUiale6o, mpoduan 6e30macHOCTH OBUIH COMOCTABUMBI B TEUCHHE
BCEro rnepuoaa HabmoJeHUs (MeauaHa AJMTEBHOCTH HaOmoneHus cocrasuna 4,9 roma). B
JaHHOM K/JIMHMYECKOM MCCJIE[I0OBAHWH PErMCTPUPOBANIMCH TOJbKO CEpbE3HbIE HEXKEaTebHbIE
SBJCHMS ¥ TpEeKpallleHHe MpUeMa Mpenapata no NpUYHHE PasBHTHS HEXENATe/NbHBIX SBJICHUH.
YacToTa npeKpalieHus nprema npenapara 6piia conoctasuma B obenx rpymnmax (1 0,4 % B rpynme
MALMEHTOB, TPUHUMABIIMX KOMOWHMPOBAHHBIH Mpemapar ¢ (DUKCHPOBAHHBIMU  J103aMM
33eTMMMOA M cuMBacTaTHHa, U 9.8 % B rpynne NauveHToB, NMPUHUMABIOKX Mauebo). Yacrora
pa3BuTHs MHonaThi/pabaomuonusa cocrapuia 0,2 % B rpynne ManyeHTOB, NMPUHUMABIINX
KOMOHHMPOBAHHBIH Tpenapat ¢ GUKCHPOBAHHBIMH [103aMH 93€THMHOA W CUMBACTaTHHA, U 0,1 %
B rpynre nauueHToB, npuHMMaBliMX niauebo. IlocnenoparenbHble NOBbILICHUS AKTHBHOCTH
«MeveHOUHBIX» TpaHcamuHa3 (Gosiee uem B 3 pasa sbime BI'H) HaGmozanoce y 0,7 % nauMeHToB,
NMPUHUMABIIMX KOMOWHWPOBAHHBIH Mpenapar ¢ (UKCHPOBAHHBIMM [103aMH 33eTUMHUOA U
cumBacTatiHa, ¥ y 0,6 % NaUMeHTOB, MPUHMMABIIMX Miauebo. B 1aHHOM KIMHMYECKOM
MCC/Ie0BaHUM He HaOJI0Jaloch CTaTMCTHYECKM [OCTOBEPHOrO YBEJIMYEHHS HAaCTOThl TaKMX

HeseaTeIbHBIX SBJIEHHMI, KaK 370KauecTBeHHbIE HOBooOpa3oBaHus (9,4 % B rpynre nalueHToB,

10



L 1
s —————

| TACOBAHO
' COTJAACOBAI

|

B et T
MUAHUCTEPCTBOM 3/(PABOCKPAHELAT

O PECITYBJINYEHU BEJNAPYCD
D""B.\lU.“."JH"‘H../]

{ TTpuxas MuHKCTEPCTEA DAPARY
| Pecnyvosinku beilapy e

i ) \ s
NPUHUMABIIMX KOMOMHWPOBAHHBIW TMpenapar ¢ bHKCHPOBaRHBINIT~TIO3AMI F3ETAUMHN0A
cuMBactaTMHa, M 9,5% B rpynmne nNauWeHTOB, MNPUHUMABLINX nunauebo), renartur,

XOJIELITUCTIKTOMMS UJIH OCJIONKHEHUS e TUHOKAMEHHOM O00JIE3HH WJTH NMaHKpeaTHTa.

JMemu u noopocmxu om 6 0o 17 nem

B KJIMHHYECKOM MCCIIe0BaHUM C y4acTHeM JeTeil B Bo3pacTe oT 6 no 10 ner ¢ reTepo3UroTHOM
ceMelfHOM MM He CeMeifHOM rUrepXoJiecTepuHeMHel mpoduiib 6e30MacHOCTH U MEPEHOCHMOCTH
93eTUMHOa OBLT COTIOCTABMM ¢ MpoduiIieM y B3pOCIIBIX MALMEHTOB, MOJTyYaBIINX 93eTUMHO.

B KJIMHHYECKOM MCCIIe0BaHUH ¢ yyacTuem JeTeil B BozpacTe oT 10 no 17 set ¢ reTepo3UroTHOM
ceMeiiHOi  rumepxojiecTepUHEMHMEH,  MPUHUMABLIMX  KOMOWHMpPOBAHHYIO  Tepamnuio
NIeKapCTBEHHBIM TIPENapaToM 33eTMMHOA ¥ CHMBACTATHHOM, MNpOduIb 0e30macHoCTH 1
MEPEHOCHMOCTH 0BT COMOCTaBUM ¢ TpoduieM 0e30macHOCTH y B3pOCIbIX TMALMEHTOB,
MoJyYaBlIMX KOMOMHMPOBAHHOE JI€YEHHME JICKAPCTBEHHBIM  [pENnapaTom 33eTMMUOa M

CHMBACTaTHHOM.

JIabopamopnusie nokazamenu

B KJIMHMYECKMX MCCIAE€JOBAHMAX YacTOTa [OCJe0BATE/IbHBIX KJIMHUYECKH 3HAYUMBbIX
MOBBIIEHNH aKTHBHOCTH TIEYEHOYHBIX» TPaHCAMHMHA3 B CBIBOPOTKE KpoBM (akTuBHOCTb AJIT
wwumm ACT B 3 unm Gonee pas npessimatomass BI'H) 6su1a conocrasima npu NpMMEHEHHH
33eTMiGa B MoroTepanuu (0,5 %) v nipu npueme mnaue6o (0,3 %). IMpu usyuenuu 6e3omacHoCTH
KOMOMHMPOBAaHHOM Tepanuu YacToTa KJIWHWUYECKH 3HAYMMOro TOBBILIEHHS AKTHBHOCTH
«TIeYEHOYHBIX» TPAHCAMUHA3 B CBIBOPOTKE KPOBH cocTaBuia 1,3 % y mauieHToB, MPUHUMABILIHX
33¢eTUMHO OofHOBpeMeHHO co ctaThHoM, M 0.4 % y nauueHToB, NMPUHUMABIIMX CTaTHH B
moHoTepanuu. [oBblllIEHHE aKTUBHOCTH TPAaHCAMMHA3 B CHIBOPOTKE KPOBHM OOBIMHO MPOTEKAJO
6EeCCMMIITOMHO, HE COTPOBOX/AJOCH Pa3BMTHEM XOJecTasa M BO3BpAIIANOCh HA HMCXOIHBIH
YPOBEHB KaK MPH MPOJODKEHUH JIEHEHUs], TaK U 10C/I€ OTMEHBI Npernapara.

YacToTa BO3HUKHOBEHMS KIMHUYECKH 3HaYMMoro nosblieHus akruBHocTd KOK (B 10 1 Gosee
pa3 Beime BI'H) y nalMeHTOB, MpUHMMABIIMX Tpenapar 33eTiMuba B MOHOTepamnuu, Oblia
CXOKel € [JaHHBIM TMOKa3aTesJieM y MalMeHTOB, NPUHMMABIIMX MIauedo WM CTaTHH B

MOHOTEpAInH.

IMocmpezucmpayuonnsie HabawoeHun

[lpy mpuMeHeHMM npenapata 33eTMMHMOA B TOCTPETHCTPALMOHHOM MEpUoJe co0bIanoce o
CIIE/IyIOIIMX HEXKENATEIbHBIX PEaKHAX 0e3 yKazaHHsi MPUYHUHHO-CIIECTBEHHOM CBA3H.
Hapywenus co cmoponst Kposu u iumpamuieckoti cucmembt. TPOMOOLMTONEHHS.

Hapywenus co cmoponbl UMMYHHOU CUCmeMbl; PEaKLWW TUMEepUyBCTBUTEIbHOCTH, BKIIHOYAd

aHa(anaKcmo, aHFHOHCBPOTHqCCKHﬁ OTEK, KOKHYIO CBITIb U KParmMBHULLY
11
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Hapywienus co cmopoHsl NCUxuku. NeTpeccusl.

Hapywenus co cmoponsi HepHOU cucmemsl. rOJ0BOKPYKEHUE, NapecTe3nsl.

Hapywenus co cmoponsi nuiyesapumenbHou cucmemyl. TTAaHKPEATUT, 3a110P.

Hapywenusi co cmopoHsl ne4eHu U Hcea4eblB00AuUX nymeil: TeMaTuT, XOJIeTUTHA3, XOIELUCTHT.
Hapywenusi co cmopoHel KOXHCU U ROOKONUCHBIX mMKaHeu. MyJIbTH(pOpMHas spUTema.

Hapywenuss co cmopoHbl CKelemHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU: MHUAITHS,
MHOTaTHs1/pabaoMHUOTHU3.

Obugue paccmpoiicmea: aCTEHHs.

Ilepeno3npoBka

Coo6wianoch O HECKONBKMX cjyuyasx MepeJo3upOBKM, OONIBIIMHCTBO M3 KOTOPHIX HE
COMPOBOXKAAJIOCh BOSHUKHOBEHMEM HEXe/aTe/bHbIX SBICHHMI, a B Ciy4ae WX BO3HHKHOBEHMs
HeXXeJlaTeIbHBIE SBJCHUS He ObLTH CEPBE3HBIMH.,

B KJIMHHYECKUX HUCCIIEOBAHUSX, B KOTOPBIX 33eTUMHO HaszHauascs 15 310poBbIM 106POBOIIBLAM
B f03e 50 Mr B cyTkM B TeueHue 14 aneit, |8 naunenTam ¢ nepBUYHOM rUnepxosecTepuHeMUeii B
n03e 40 Mr B CyTKM B TeueHHe 56 aHel uiy 27 MauMeHTaM ¢ TOMO3MIOTHON CHTOCTEpOsieMHUeH B
no3e 40 Mr B CyTKM B TedeHHe 26 HeJenb, Obla MpoJAeMOHCTPUPOBaHa XOpoLas NEPEHOCHMOCTh
npenapara.

B ciy4dae rnepe103upoOBKH CIEAyeT IMTPOBOANTD CHUMITTOMATUYECKOE JICHEHHUE U TTOAAEPKUBAIOILY O

Teparnuio.

B3aumopaeiicTBHe ¢ IPYrHMH J1eKaPCTBEHHbIMH CpeACTBaMH

B JOK/IMHHYECKHMX HCCIEN0BAHUAX OBLIO MOKA3aHO, YTO 93ETUMHO HE MHAYLIMPYET H30(epMEHTSI
uuToxpoma P450, yuacTsyroume B MeTabo/IM3Me JIEKapCTBEHHBIX CpeacTB. Mexay 93€TUMHUOOM
¥ CpeaCTBaMH, METaboTM3UPYIOIMMHUCS 110/ JCHCTBHEM usodepmentoB 1A2, 2D6, 2C8, 2C9 u
3A4  umroxpoma  P450  wiam  N-auetwitpancdepassl,  KIMHAYECKM — 3HAYMMBIX
(hapMaKOKHHETHYECKUX B3aMMOJIEHCTBHI He Hab/II0AaIOCh.

[Mpy OAHOBPEMEHHOM MPUMEHEHMM 33€TUMMO HE OKa3bIBACT BIMAHMSA Ha (dapMaKOKUHETUKY
JIancoHa, eKcTpoMeTopdana, JUrokCHHa, IepopalbHbIX KOHTPALETITHBOB (STHHHUIIICTPAHONA H
NeBOHOprecTpena), Taunu3ua, TonbyTamuaa, Muiasonama. OJHOBPEMEHHOE TNpPHUMEHEHHE

UUMETHUIUHA U 73eTUMHUOA HE OKa3bIBAET BJIUSAHUSA HA 6HOJIOCTyI'IHOCTb 33eTUMHDA.

Anmauudw: OﬂHOBpeMCHHBIﬁ MpUEM aHTalUA0B CHHXACT CKOpPOCTBH BCaCbIBaHMS 336TMMI/I63, HO

HE OKAa3bIBaeT BJIMSIHUA Ha €ro0 6MO,D,OCTyrlHOCTB. DTO CHWXEHHUE CKOpPOCTH BCaCbhIBaHHUSA HE

paccMaTpUBaeTCs Kak KJIMHUYECKH 3HAYUMOE.

Konecmupamun: 0JHOBpeMEHHbIH NPHEM KOJECTHPaMHHA yMeHbLuaeT cpejHee 3HadeHne AUC
12
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cymMmapHoro s3etumuba (33eTMMHO + 93€TUMHO-TJIFOKYPOHHL) TPHOTHU3UTEIBHO Ha 55 %.
DdpdeKT AONOIHUTENBHOTO CHMKEHMS KOHLEHTpaLWH XC JIITHIT 3a c4yeT OAHOBPEMEHHOIO

IMPUMEHEHUS 33eTUMHOA U KOJIECTUpAMHHA MOXET OBITH YMEHBIIEH JaHHBIM B3aUMO/ICICTBHEM.

Iuknocnopun: y TAUMEHTOB, NMEPEHECIIMX TPAHCTIIAHTALMIO TIOYKH, C KK 6osee 50 ma/MuH,
NMPUHUMABLIMX LMKJIOCTIOPHH B MOCTOSIHHOM /103€, OQHOKPATHBIH NPUEM Npenapara 33eTMMHOa B
mo3e 10 Mr mpuBomma Kk ysenuuenuio 3HaueHns AUC cymmapHOro s3eTumuba B CpeiHEM B
3,4 pasa (ot 2,3 10 7,9 pa3) 1o cpaBHEHHIO C JAHHBIM MOKA3aTeJEM y 310pOBBIX JN0OpOBOJBLIEB.
Y 0[HOrO MalMeHTa Mocje TPAHCTUIAHTALIMK MOYKH U C THKEOH MoYeuHOM HeA0CTaTOYHOCThIO
(KK 13,2 mn/mun/1,73M%), npyHMMaBLIErO0 KOMIUIEKCHYIO TEpanuio, BKJIOYas LHMKIOCTIOPHH,
Habmozaanock 12-KpaTHoe yBeIMYeHHe KOHLEHTPALMH CYMMapHOTO 33eTUMHOA 10 CPaBHEHHIO C
KOHTPOJIBHO# TPyMoii. B mepekpecTHOM MCCIIe0BaHHU C ABYMs MepHoaamH ¢ ydacThem 12
310pOBBIX JO6POBOBLIER, MPMHUMABLIKMX B TeueHue 8 aHeil a3eTuMub B 103e 20 Mr | pa3 B CyTKH
C TIPHEMOM OJHOKpaTHOH 10361 100 Mr LMK/IOCTIOPHHA Ha 7 [I€Hb Tepanuu 33eTUMHOOM, OBLIO
BBISIB/IEHO yBemuuenne 3nauenust AUC ukimocropuna B cpeaHem Ha 15 % (ot cakenus Ha 10 %
10 yBenuyeHus Ha 51 %) B cpaBHEHMM C JAHHBIM MOKa3aTelieM y 30pPOBbIX A0OPOBOJILLEB,

NMPUHSIBIINX LMKJIOCTIOPHH OHOKpaTHO B f03€e 100 Mr B MoHOTepanuH (cM. C 0CTOPOKHOCTBIO).

@uopamer: GesonacHOCTh ¥ S(PPEKTHBHOCTH TNMPHUMEHEHUS 33€TMMHOA OJHOBPEMEHHO C
derodpubpaToM GBUM OLEHEHBI B KIMHMYECKHMX HccnenoBaHusx (cm. ITobGownoe neicTsue).
Be3onacHocTb ¥ 3hpeKTUBHOCTb MPUMEHEHHS 336 TUMMOA OJHOBPEMEHHO C Apyrumu pubparamu
He u3y4eHbl. @ubpaTel MOryT moBheIaTh BblaeNeHHe XC ¢ XKeqdybio, YTO MOXKET MPUBECTH K
)KETIHOKAMEHHOH 6osie3Hn. B JOK/IMHHYECKOM MCCIIeIOBAaHHM Ha cobakax 33€TUMHMO MOBBILIAT
koHueHTpauuo XC B xkenun. XOTd 3HAYEHHUE ITUX AAHHBIX I YEJIOBEKA MOKAa HEU3BECTHO,
OJIHOBPEMEHHOE TNpUMEHEHHe Tperapata 933eTUMHOa ¢ (¢QuOpaTamu (32 HCKIIOYECHHEM
¢deHopubpaTa) [0 TMONYHEHUS [JOTOJHHUTENBHBIX AaHHBIX [0 pe3ysbrataM KIMHUYECKHX
uccneaoBaHMii He pekomenayercs. OJHOBpeMEHHbIH MpHeM MperapaTta 33eTMMHOa |
denodubpata wmnu remdubpo3una TNOBHINAET KOHLEHTPALMIO CYMMapHOro 33eTMMHOa
npuGnu3uTensHo B 1,5 U 1,7 pa3a cOOTBETCTBEHHO, O/IHAKO 3TH MOBHILIEHUS HE pacCMaTPHUBAIOTCS

KaK KJIMHHYE€CKH 3HAYUMBIC.

Cmamunol: Nnpu OJHOBPEMEHHOM TIIpUEME a3eTUMHOa C aTOpBaCTaTUHOM, JIOBaCTaTUHOM,
INpaBaCTaTHHOM, CUMBACTATHHOM, q)HyBaCTaTHHOM A pO3yBaCTaTUHOM KJIIMHUYECKH 3HAYHUMBIX

dapMaKOKMHETHYECKHUX B3aMMOAEHCTBHI HE HAOIIIO1aNI0Ch.

Henpamoie anmukoazyianmel: 0JHOBPEMEHHOE NpUMeHeHHe 33eTuMuba B 1o3e 10 mr | pa3 B
CyTKM M BapdapuHa He OKa3bIBANO 3HAYMMOIO BIMSHHMS Ha OHONOCTYNMHOCTH BapdapuHa M

NPOTPOMGMHOBOE BpeMs B HCCIeJOBaHMM ¢ ydacTHeM 12 310poBeIX Ao6poBosibues. B
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Pecnybnuku Beaapycs

i
Hopmainusosannoro OtHowenus (MHO) y nauueHToB, NpUHUMaBIIMX OJHOBPEMEHHO 36 TUMHO
¢ BapbapuHoM wiaM  ayuHAMOHOM. JlaHHBIE TALMEHTBl TakkKe TPUHUMAIU Jpyrue

nekapcTBeHHBIE cpeacTBa (cM. Ocobble ykaszaHHs).

Oco0Oble ykazanus

I[Mepen HavaoM JieYeHHS MALMEHTHI JODKHBI MEPEHTH K COOTBETCTBYIOLIEH JMITHACHIKAIOIIEH
JMETE W MpOJoJKaTh COOMOAaTh 3Ty AMETY BO BpPeMs BCEro Mepuoja Tepanuu Mpenaparom
33eTUMHOA.

Ecnu npenapar 33eTuMHOa Ha3Ha4aeTcsi B KOMOMHALIMHY CO CTATHHOM WM (heHOo(HOpaTom, crieyer
BHUMATEIbHO O3HAKOMMUTLCS C WHCTPYKLMEH MO NMPUMEHEHMIO Ha3HAYaeMOro JOMOJIHMTEbHO

npernapara.

DepmeHmol neveHu

B KJIMHMYECKMX WCCIIEIOBAHMAX C OJHOBPEMEHHBIM TMPUMEHEHWEM Tpernapara 33eTHMHOa M
CTAaTHHA y MALMEHTOB HaOIOAANKUCh MOC/IE10BATE IbHbIE MOBbILICHUSI aKTHBHOCTH «TIEYEHOYHbIX»
Tpancamunas (B 3 u Gonee pas Beime BI'H). Eciu npenapar s3eTMuOa HasHauaetcs B
KOMOWHALIMM €O CTATHHOM, KOHTPOJb (DYHKIMM TIEYEHH CIIEIyeT NMPOBOINTE B Havase JIEHEHUS U
jasee B COOTBETCTBUM C PEKOMEHJALMAMH Ut JaHHOTO cTaTHa (cM. [loGouHoe aeiicTBue).

B kIMHMYECKOM HcclenoBaHuM nanuenTtsl ¢ UBC npuHUManu cMMBAcTaTHH + 33€TUMHO B [103€
40 mMr + 10 M exxeIHEBHO MM CUMBAcTaTHH B j103¢ 40 Mr e)KeJHEBHO (M€JHaHa IJIHTEIbHOCTH
HabmoneHuss coctaBuna 6 ner). Yacrora mocnenoBaTebHbIX TMOBbILIEHHA aKTMBHOCTH
«MeYeHOYHbIX» TpaHcaMuHa3 (He MeHee 4yem B 3 pasa Bbime BI'H) Gbuta 2,5 % B rpymme
MALMEHTOB, TMPUHUMABIIMX CHMBACTaTHH +33eTuMHO, W 2,3% B Trpynne MNalKUeHTOB,
MPUHAMABIIMX cuMBacTaTHH (cM. [ToGouHoe neficTBue).

B KJIMHUYECKOM MCCJIEJOBAHMH C YHACTHEM MALMEHTOB C XPOHUYECKOH OO0JIE3HBIO M0YEK YacToTa
[OC/TeJ0BATE TbHBIX MOBBIIIEHHH AKTUBHOCTH «TI€YEHOYHBIX» TPaHCaMKHa3 (B 3 1 Oosee pa3 BbIlIe
BI'H) cocrasuna 0,7% B rpynme MaUMeHTOB, TMPUHAMABLIMX KOMOWHUPOBAHHBIN
FUMOJIMNNAEMUYECKHUI penapar ¢ pUKCHPOBaHHBIMH 103aMM 3eTMuba (10 Mr) 1 cHMBacTaTHHa

(20 mr) | pa3 B cyTku, u 0,6 % B rpynme ManueHToOB, MPUHAMABIIMX nnaue6o (cM. ITo6ounoe

JIeficTBHE).

Ckenemnaa myckyaamypa

B KIMHUYECKMX MCC/IE0BAHUSIX YaCTOTa BOSHUKHOBEHHS MUOTIAaTHH MM pabIoOMH1OIIN3a, CBS3aH-
HBIX C MPHMEHEHHEM Tperiapata 33eTMMHOa, He TMpeBbIlIaa TAaKOBYIO B CPaBHCHHH C

COOTBETCTBYIOIIEH KOHTPOJIBHOW Tpynnoi (riauebo Wi MOHOTEepanuu CTaTMHOM), OJHAKO
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APYrUX NUMAICHWKAIOWMX CPeACTB. B KIMHMYECKMX HCCNEJOBAHMAX HAcTOTa TIOBBILICHHA
aktuHocT K®K (Gonee wem B 10 pa3 mpessimatomas BI'H) cocrasuna 0,2% B rpymnne
s3eTumuba B cpasHennn ¢ 0,1 % B rpynme mmane6o u 0,1 % B rpynme OQHOBPEMEHHOTO
npuMeHeHus 33eTUMKGa 1 cTatHa B cpaBHeHnu ¢ 0,4 % B rpyrnne MOHOTEpAN1H CTaTHHOM.

B MOCTperucTpalMOHHOM MepUOe MPUMEHEHHs 33eTUMHOa ObLIH TMOJTyYEHbI coolmeHus o
CllydasX Ppa3BUTHs MHOMATHM M pabJOMHONIM3a HE3aBUCHMO OT TMPHYHMHBI WX pPasBUTHA.
BO/IBIIMHCTBO MALMEHTOB, Y KOTOPHIX pa3BUBANICS pabI0MHOIU3, TPUHUMAIH CTATHHBI 10 Havana
npuema mnpenapata 33eTumu6a. TeM He MeHee, OuYeHb PEAKO COOOLIANOCH O Pa3BMTHH
pabaoMHOIIM3a MPH PUMEHEHHH Tpenapara 33¢TUMUOa B MOHOTEpAITHK U TPU OJJHOBPEMEHHOM
MPUMEHEHHH Tperaparta 33eTMMHOa U JIEKapCTBEHHBIX MPEnapaToB, MPUMEHEHUE KOTOPBIX, Kak
M3BECTHO, aCCOLIMMPOBAHO C MOBBILIEHHBIM PUCKOM Pa3BUTHs pabIoOMHOIM3a.

Bce manueHTsl, KOTOPBIM Ha3HayaeTcs Mpenapar 33€TUMHOa, TOJHKHBI OBITh MPEAYNpexnAEHBI O
pHCKe pa3BUTHsI MHOTIATUM M pabIOMHMOJH3a U I0JDKHBI COOOIIATh Bpauy 0 MOOBIX HEOObSACHUMBIX
MBILIEYHBIX 60X, OosesHeHHOCTH WM ciaboctu. Ecnm Muonatus IHarHOCTHPOBaHA WIH
nojo3peBaeTcsi, NpUMEHEHWE Tnpenaparta 33eTMMUOa M MOOOro CTaTuHa, MPUHUMAEMOro
OJJHOBPEMEHHO C MpEnapaToM 33€TMMHOA, JODKHO OBITH HeMeIJIeHHO npekpauieHo. Hamwnune
JIaHHBIX CHMIITOMOB M MoBkIueHne akTuBHOCTH KDK (6osee uem B 10 pa3 Beime BI'H) ykasbiaer
Ha pa3BUTHE MUOMATHH.

B knuHMueckoM MccienoBaHuM nauueHThl ¢ UBC NpUHMMaiy CHMBACTaTHH + 33€TUMHUO B /103¢
40 mr + 10 Mr exxeJHEBHO WJIM CMMBAcTaTHH B J03€ 40 Mr exxeIHEBHO (MeAuaHa JJIUTEIBHOCTH
Habmonenus cocrasuna 6 ner). Yacrora passutusi muonatuum coctapuna 0,2 % B rpynne
MalMeHTOB, TPHHAMAaBIINX CHMBAcTaTHH +33etumud, u 0,1 % B rpynne mNamUeHTOB,
MPUHUMABIINX CHMMBACTaTHH, TJ€ MHOMATHS ONpeaensiack Kak HeoObACHMMas MbILIeUHas
¢1aboCTh MM MBIIEYHas G0JIb, COMPOBOXAArOLIAsics MOBbIeHHeM akTHBHOCTH K@K He meHee
yem B 10 pa3 Beite BI'H vy aByMst nociejoBateibHbIMU MOBbIeHUsIMU akTHBHOCTH KOK ot 5
1o 10 pa3 Beie BI'H. Yactora pa3utus pabaomuonusa cocrasunia 0,1 % B rpynmne nauueHTOB,
NPUHUMABIIMX CUMBACTaTHH +33eTuMuO, u 0,2 % B rpynne MauMEHTOB, MPUHUMABLIMX
CMMBACTaTHH, rie pabJoOMHONIM3 ONpeeNsscs Kak HeoObsCHMMas Mblle4Has c€1abocTb WM
MbileyHas 6oJib, COnpoBosKaarolascs noseimenrem aktuBHocTH KOK He menee yem B 10 pa3
Beimie BI'H ¢ npusHakamMu HapymeHus ¢yHKUMM TO4YEK, JIBYMs TOC/I€[0BaTEIbHBIMH
noseieHusamu aktueHocTH K®K o1 5 10 10 pas seimwe BI'H ¢ npusHakamu HapyeHHs QyHKUHH
noyek, unu aktuBHocThio KOK He menee 10000 ME/mn Ge3 npu3HakoB HapyLleHus (yHKUMH
nouek (cM. [loGouHoe neicTBue).

B KJIMHHWYECKOM HCClIeJOBAHUH € Y4acCTHEM TALUEHTOB C XpOHH‘-ICCKOﬁ 0O0JIE3HBIO TIOYEK YacTOTa
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