COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 06.02.2026 Ne 2117
(NCCNEOOBATENEHOCTE 0018)

OBILIAS XAPAKTEPUCTHUKA JIEKAPCT

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITIAPATA
I'anByc Mer, 50 mr + 500 mr, TaGiIeTKH, MOKPBITHIC TUICHOYHON 000JI0UKON
lNanByc Mert, 50 Mr + 850 mr, TaGlIeTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

lNanByc Mer, 50 mr + 1000 Mr TaGJIeTKH, TOKPBITHIEC INIEHOYHOW 000JI0YKOM

2. KAUECTBEHHBIN U KOJIUYECTBEHHbBIN COCTAB
JleficTBy1O1IIME BEIIECTBA: BUJIIATTIUITHH + MeThopMuH

T'ansyc Mer, 50 mr + 500 mr, TaOJIETKH, OKPHITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabnerka, mokpeITas MI€HOYHON 0005104KOM, conepkut S0 Mr BuigaraunTuaa u 500 mr
MeT(GopMHHA (B BUJE THAPOXJIOPUIA).

T'anByc Mer, 50 mr + 850 mr, TaOJIETKH, MOKPHITHIE INIEHOYHON 000JI0YKON

Kaxxnas TabieTka, moKphITas INICHOYHON 000JI0YKOH, coep kuT SO Mr BuiaarmunTaHa U 850 mr
MeT(GopMHHA (B BUJE THAPOXJIOPUAA).

TanByc Mert, 50 mr + 1000 Mr, TaOJIETKH, TOKPBITHIE INIEHOYHOU 000JI0UYKON

Kaxxnas TabneTtka, mokpeITas MmiIeHOUYHOM 000510uK0i, cogepxkuT 50 mr Bungarnuntiaa U 1000 mr
MeThopMrHa (B BUIE THAPOXIOPHIA).

[TonHbIii epedeHsb BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasjaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGneTku, MOKPBITHIE MIICHOYHOH 000104KOM

lNanByc Met, 50 mr + 500 mr, TaGiIeTKH, TOKPHITHIE TIICHOYHON 0007I0YKOM: OBaJIbHBIE TAOJIETKH
CO CKOIICHHBIMH KpasMH, IHOKpBITbIE IUIEHOYHOM 000J0YKOM, CBETIO-KENTOr0 €O CIadbIM
po30BaThIM OTTEHKOM IBeTa. Ha omHo#l cropoHe Tabnetku MmapkupoBka «NVR», Ha npyroif
ctopoHe — «LLO».

lNanByc Met, 50 mr + 850 mr, TaGIeTKH, TOKPHITHIE TIICHOYHON 000JI0YKOM: OBaJIbHBIE TAOJIETKH
CO CKOILIEHHBIMU KPasiMH, IMOKPBIThIE TIEHOUYHOM 000JIOUKOM, JKEITOro CO CIa0bIM CEepOBaTHIM
oTTeHKOM 1iBeTa. Ha oot cropone Tabnetku mapkupoBka «NVR», Ha npyroii cropone — «SEH».
IanByc Met, 50 mr + 1000 Mr, TabneTKH, MOKPBITHIE TUICHOYHON 000JI0YKOI: OBaIbHBIC TAOIETKH

CO CKOIICHHBIMU KpasMH, IOKPBITHIC IUICHOYHOM O60HO‘IKOI>'I, TEMHO-XKCJIITOI0O € CEpOBATbIM
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hGAWAR] Ak Va\

OTTCHKOM IIBCTA. Ha O,HHOﬁ CTOpPOHE TaOJIETKHA Ma PRITPOBRAWINV VY, Ha APYTOM CTOPOHC=—XT" O

4. KIMHUYECKUE JAHHBIE

4.1. ITokazaHusl K NPUMEHEHHIO

Caxapnbiii auader 2 Thma y B3pOCIBIX MAIIMEHTOB B BO3pacTe ctapiie 18 ner (B coyeTaHuu ¢
IueToTepanuen U GU3NYECKUMH YIPaKHEHUSIMH )

e IIpH HEIOCTATOYHOH 3((PEKTUBHOCTH MOHOTEPAINU BIJIAATIUITHHOM WA MET(HOPMHUHOM;

e y TAIMEHTOB, paHee MOJy4YaBIIMX KOMOWHHPOBAHHYIO TEpPANHIO BWJIJATTIUIITUHOM W
MeT(hOPMUHOM B BIJI€ MOHOIIPENApaTOB;

e B KOMOMHALIMK C MPOU3BOJHBIMU CYJIb(OHUIMOUYEBHHBI (TpoitHash KOMOWHHPOBAaHHAS
Tepanusi) y ~ INAUUMEHTOB,  paHee  MOJYy4yaBUIMX  TEPAalUI0  IPOU3BOJHBIM
CyIb(OHMUIMOYEBUHBI W METPOPMHHOM O€3 JIOCTHKECHHUS aJCKBAaTHOTO KOHTPOJIS
TJIMKEMHUH;

e B TPOHHOI KOMOMHHPOBAHHOW Tepanuu ¢ MHCYJIMHOM Y MAllMEHTOB, paHee MOTy4YaBIINX
WHCYJIMHOTEPANHI0 B CTAaOMIBHON 1103¢ W METHOPMHH O€3 JOCTHKEHHS aJeKBAaTHOTO
KOHTPOJIS TJIMKEMUM;

e B KauecTBE HAYAJIbHOW Tepamuy y MAIMEHTOB C CaxapHbIM AMa0eToM 2 THMa MpH
HeJAOCTaTOYHOW A(P(PEKTUBHOCTH TUETOTEpanuu, (PUINYECKUX YOPAKHEHUH U TPU

HCO6XOI[I/IMOCTI/I YIYy4YII€HHA KOHTPOJIA TJIMKEMHU.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!

PexxuM 103upoBaHus

Pexxum nosupoBanus mpemapata [anByc Mer crienyer mnoaOupath WHIUBUAYalbHO B
3aBUCUMOCTH OT A(PPEKTUBHOCTH M TMEPEHOCUMOCTH Tepanuu. [Ipu mpumeHeHuM mpemnapara
lanByc Met He criemyeT mNpeBHIIATh PEKOMEHIOBAHHYI0O MaKCUMAJBHYIO CYTOYHYIO 03y
Bunparimuntuna (100 mr).

PexoMenayeMyro HawanbHyI0 103y mperapara ['anByc Mer cineayeT moaOuparh, YYUTHIBas
muTeNnbHOCTh TeueHus: CJI (caxapHbIi [ua0eT) U TOKa3aTeNu TIIMKEMUH, COCTOSIHUE TaIlueHTa 1
yKe TIPUMEHSBITUECS y MAIlUEHTA CXEMBbI JICUCHHS BUJIIATTTUITHHOM /W MET(HOPMUHOM.

B cniyuae npomnycka nprema npenapara cliefyeT IpHUHSATh MPOMYLIEHHYIO 103y KaK MOXHO CKOpee.
He pexomenayercst mpuem IBOWHOM J03BI Mpernapara B TeUeHHue 1 CyToK.

Hauanvnas o0osa npenapama Ianeyc Mem npu Hesdgpgpexmuenocmu MoHOmepanuu
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BUNOACTIUNMUHOM
Tepamuio npenmaparom ['asByc MeT MOXXHO HayuWHATh C OJHOM TaOJETKH JO3UPOBKOMU
50 Mr+500 Mr 2 pa3a B CyTKH; IIOCJI€ OLICHKH TEpameBTUYECKOTO 3deKTa 03y MOKHO
IIOCTETIEHHO YBEINYNBATb.

Hauanvnaa 0oza npenapama Iangyc Mem npu nespgpexmuenocmu  monomepanuu
Mmemehopmurom

B 3aBucHMOCTH OT J103BI YK€ MPUHUMAEMOro MeThOpMHUHA, Tepanuio npenaparom [ansyc Mer
MOXHO HA4YMHATh C OfHOW Tabnerku mo3upoBkoit 50 Mr+500 mr, 50 mMr+850 Mr wnm
50 mr+1000 mr 2 pa3a B CyTKH.

Hauanvnas 0oza npenapama I'angyc Mem y nayuenmos, paree nouyyaguiux KOMOUHUPOBAHHYIO
mepanuro 8UNOATUNIMUHOM U MEMPOPMUHOM 8 8UOe OMOENbHBIX MAONEMOK

B 3aBucuMocTH OT 1103 yX€ NPUHUMAEMbIX BUJIATIMIITHHA WM METPOPMHUHA, TEPaAIUIO
npemnaparoM ["anByc Mert ciieayeT HauMHATh ¢ TaOJIETKH, MAKCUMAaJIbHO OJM3KOM 10 JJO3UPOBKE K
cyuectByroemy JieueHuto, S0 Mr+500 mr, 50 Mr+850 mr unu 50 mr+1000 Mr u KOppeKTUPOBATH
7103y B 3aBUCHUMOCTH OT 3(PPEKTUBHOCTH.

Cmapmosas 0oza npenapama I angyc Mem 6 kauecmee Hauanvrou mepanuu y nayuenmos ¢ C/{
2 muna npu HedoCmamo4Hou 3 pexmusHocmu ouemomepanuu U GU3ULECKUX YRPAaA*CHEeHUL

B kaudecTBe cTapToBOi Tepanuu npenapar I'anByc MeT cienyer NpUMEHATh B HadaJlbHOM J103€
50 Mr+500 Mr ogHOKpaTHO B CYTKHM M MOCJ€ OLEHKHU TeparneBTHUeCKOro 3¢ (deKra MoCcTerneHHO
yBenuuuBath 103y 10 50 mr+1000 mr 2 pa3za B CyTKH.

Kombunuposannas mepanusa npenapamom Iangyc Mem u npouzso0HbiM CYIbHOHUIMOYEBUHDL
UNU UHCYTTUHOM

Jlo3a npemapara ['anByc MeT paccuuThIBaeTCsl UCXOA U3 1036l BUiAaraunTuHa 50 mr 2 pasa B
cytku (100 Mr B JneHp) M MeTpopMHUHA B J103€, pPaBHOM MNPUHMMAEMON paHee B BHJE
MOHOIIpenapara.

Oco0nie T'PYIIIBI TAITWUCHTOB

Tayuenmoi ¢ napywenuem @yHKyuu nouex

[lepen nauanoMm Tepanuu MeT(GHOPMUHCOAEPKALUMU IpenapaTtamMu (TakuMu kak ['anByc Mer)
cienyer omnpenenutb CK® (ckopocte kiyOoukoBoW  (uibTpanmu), Jgajgee Ccleayer
KOHTPOJIMPOBATh JIaHHBIN IT0Ka3aTeb He pexe 1 pa3a B roa. Y NanueHToB ¢ PUCKOM YXYALIECHUS

y’Ke CYLIECTBYIOIIEr0 HapyleHHus] QyHKLIUHU MOYeK, a TAKXKE y MOKUJIBIX MMalUEeHTOB, (QYHKIUIO
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MOYEK CJIeAyeT KOHTPOJIUPOBATH Yallle, HallPpUMeEP; KakKABIC 3 =6-MCCATICE:

Y MmanWeHToB C TOYEYHOM HEJOCTaTOYHOCTHIO. cpeaHeil crenmeHu Tsokectd (¢ CKD
30-44 mn/mMun/1,73 M%) Ipenapar cieayeT npuHAMaTh 1o 1 Tabnetke B 1o3e 50 Mr + 500 mr 1 pa3
B cytkn; ¢ CK® 45-59 mu/mun/1,73 m? HauanbHas 1o3a npenapara I'anmByc Mer - o 1 TabneTke
B 03¢ 50 mr + 500 mr mam 50 Mr + 850 Mr, cyToyHas Jo03a IMpernapara He JOJDKHA MPEBBIIaTh
50 mr + 1000 Mr — 1 pa3 B cytku. Y maruenToB ¢ CK® <60 mi/MuH nepen HayajaoM Tepanuu
MeT(hOPMUH COJIEpKAIIMMHE MIpernapaTamMu (TakuMu Kak [anByc Mer) creayer oleHUuTh GaKkTopHI,
CIIOCOOCTBYIOIIME  YBEIIMYCHUIO PHUCKA PA3BUTHSA JIAKTaTalnujao3a. Y  TAIMCHTOB C
CK® <30 mui/muH mpuMmeHeHue mpemnapara ['anByc MeTr mpoTHBOMOKa3aHO, YTO OOYCIOBJICHO
HaJIM4MeM MeTQOopMUHA B COCTaBe Mpernapara.

B 3aBucuMoCTH OT TEKyIIEro COCTOSHUS (DYHKIHMM TOYEK CJICAYEeT COOJIONIATh CIICTYOIINE

PEKOMEHIAllUHU 110 JI03UPOBKE ICUCTBYIOIIMX BEIIECTB Mpenapara:

CKO, i/ | Merdopmun Buwinarnunrua
MUH
60-89 MakcumanbpHass ~ cyTouHass  jAo3a | MakcumanbpHasi ~ CyTOYHas  Jo3a

cocrasisieT 3000 mr. IIpu yxyamenun | cocrasisier 100 mr.
(byHKIMYU ToYeKk Ha (poHe NpUMEHEHHUs
ClIeyeT paccMOTPETb BO3MO>KHOCTb

YMCHBIICHUA JO3bI.

45-59 Havanpnas  nmo3a  He — JnoimkHa | MakcumanbHast CyTOYHas o3a
npesbimiath 1000 Mr, makcumanbHas | coctasisieT S0 Mr.

cytouHas fo3a coctasisier 2000 mr.

30-44 Hawanpnass  nmo3a  He  JOJDKHA
npesbimiath 500 Mr, MakcUMalbHas

cytouHas fo3a coctasisier 1000 mr.

<30 IIpuMeHeHne NpOTUBONOKA3aHO

Ecnu HeoOxomumMmasi no3a A OJHOTO U3 2-X JEHCTBYIOIIMX BEIIECTB HE MOCTyIHA TMpU
npuMeHeHun mnpemnapara [amByc Mer, BMecTO KOMOMHHPOBAHHOTO TIperapara ClieayeT
WCIIOIB30BaTh JIBA OT/ICIILHBIX MOHOIIpENapaTa BIIIarIHITHHA U METHOPMUHA.

Ilayuenmol ¢ Hapywenuem gynkyuu nevenu

HpI/IMCHCHI/IC npemnapara FaHByc Mert He PCKOMCHAOBAHO IMAMCHTAM C KIMHUYCCKUMU HIIN
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Ja00OpaTOPHBIMUA ~ TPHU3HAKAMH HAPYIICHUS (OYHKIII—TICTCHIT, —BKTIOTa—TTaIICHTOB—C
nosbiieaueM AJIT min ACT >3 x BI'H no Hayamna jeueHus.
Y nayuenmoe 6 6o3pacme >65 nem
MeTdopMuH BBIBOIUTCS TOYKaMu. [10CKOIBKY Y TIAIIMEHTOB CTapiie 65 JIET 9acTO OTMEYaeTcs
HapymieHne (GyHKIMM TIOYeK, /103y mpemnapata ['anmByc Mer y HaHHBIX MAIUEHTOB CIIETYET
KOPPEKTHPOBaTh, OCHOBBIBASACH HA MOKa3aTesax GyHKIUU rmovek. [Ipu npuMeHneHnn npemnapara y
MAIMEHTOB CcTapiie 65 JIeT HE0OXOAMMO PETYIIPHO KOHTPOIHPOBATH (PYHKIIHIO MTOYCK.

eTH
bezonacuocts u 3hexTruBHOCTD Mpenapata ['anByc Met y nereit 1 moapocTkoB B Bozpacte oT 0
1o 18 net He ycraHoBIeHBI. [laHHBIE OTCYTCTBYIOT.

Cooco0 nmpuMeHeHust

[IpumensitoT BHYTpb. {1 yMEHbILIEHHS BbIPaKEHHOCTU HEXKEJNATENbHBIX PEaKLUi CO CTOPOHbI
opranoB xenyao4yHo-kumedHoro tpakta (JKKT), xapakrepnbix s mMeTdopMuHa, Ipenapar

FanByc Mert IIPpUHHUMAKOT BO BpEMA CIbI.

4.3. [IporuBonoKa3zanusi

e [ Wnep4yyBCTBUTENBHOCTh K BHJIATIUNTHHY WIA MeT()OpMUHY W/HIM K JTH0O00MYy U3
BCIIOMOTaTeJIbHBIX BEIIECTB B COCTABE MpernapaTa NepeyrclIeHHbIX B oapaszaene 6.1.

J [Toueynast HEIOCTATOYHOCTh WM HapylIeHHWE (PYHKIMU MOYEK TSKENIOM CTEeNeHU NpU

CKOpPOCTH Ki1y60oukoBoii puibrpanuu (CK®) <30 ma/mun/1,73 M2,

o OcTpble COCTOSIHUSA C PUCKOM DPa3BUTHUS HapylleHUs (YHKIUU MOYEK: AETHApaTAIs

(moBTOpHAsi pBOTA, AMApes), JUXOpajaka, TshKelble WH(EKIMOHHBIE 3a00JEBaHUS, COCTOSHUS

TUMOKCHH (IIOK, CETCHC, MH(GEKIINU MOYeK, OpOHXO0JIETOYHbIe 3a00IeBaHN).

o Knunudeckn BbIpaKEHHBIE TMPOSIBICHUS OCTPHIX WM XPOHUYECKHX 3a00JIeBaHUH,

KOTOpbIE MOT'YT NMPUBOJUTH K Pa3BUTUIO TKAHEBOW T'MIIOKCHM (B TOM 4YMCIeE, OCTpasl cepledHas

HE/I0CTaTOYHOCTh, XPOHUYECKas cepeyHast HeI0CTaTOYHOCTh ¢ HECTAOMIbHBIMH TOKA3aTeIsIMU

reMOJMHAMUKH, JIbIXaTelbHAasl HEJOCTaTOYHOCTb, OCTPBIA HH(APKT MHOKApAA).

o Hapymenust ¢yHKIMM TiedYeHHW, BKJIIOYAs MAIMEHTOB C TIOBBINMICHHOH aKTHBHOCTHIO

«TEYEHOYHBIX» bepMeHTOB (amaHuHAMUHOTpaHC(Epasbl (AJIT) WU

acniapratamuHoTpancdepassl (ACT) B 3 u Oosee pa3 Bbile BepxHel rpaHuiisl Hopmbl (3XBIH).

ITockonbKy y MalMEHTOB € HapylleHHeM (YHKIUM MEYEeHH B pAe CIIydaeB OTMeyancs

JAKTaTaIMa03, BO3MOXKHO, SIBISIONIMIICS OJHOM W3 HexenaTenbHbIX peaknwii (HP) mpu
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npuMeHeHnH MeThopMHHa, Tpernapar [anByc Mer—me—cmeaycr—TprMcHAITs Yy TTaNNCHTOB—C
3a00J1€BaHUSAMH TICUCHH WU HAPYIICHUSIMHA OMOXMMHUYECKUX TOKazaresneld (PyHKIMK MCUYCHH.

. Jnabetndeckuii  keroanuTo3; auaberwdeckas mpekoma, Koma. Jlmaberwdeckuit
KETOAaINI03 CIeIyeT KOPPEKTHPOBATh HHCYIMHOTEPATTHUEH.

o JlakTaTamnumos, B TOM 4uclie, B aHaAMHE3E.

o [Ipuem mnpemapata B TedeHwe 48 WacoB 10 W He MeHee 48 9 mociie TPOBEIACHHS
PaIUON30TOIHBIX WM PEHTTEHOJIOTHYECKUX HCCIICIOBAHMM C BHYTPHUCOCYIUCTHIM BBEICHUEM

fIOl[COI[Cp)K&H.IGFO KOHTpPAaCTHOI'O BCIICCTBA.

J OOmmupHBIE XHPYPrUYECKHE ONepalii W TpPaBMbl, KOTJa TIOKAa3aHO IPOBEICHHE
WHCYJIMHOTEPAIHH.

J bepemeHHOCTB M IEPHOA TPYAHOTO BCKAPMIIMBAHHUSL.

. CaxapHnbrii muaber 1 tuma.

J XPOHUUYECKHUI aJIKOTOIIN3M, OCTPast ATKOTOJIbHAS MHTOKCHUKAIIUS.

J Cobnronenne Hu3KoKanopuitHoi quetsl (Menee 1000 kkan/cyr).

4.4. OcoOble yka3aHUs U MePbI NPEI0CTOPOKHOCTH NIPH IPUMEHEHUH
Cobaroenue Mep MperocTOPOKHOCTH MPH MTpUMEHeHnH npernapata ["'ansyc Met tpebyercst:

e y MAllMEHTOB C HAIMYMEM MTAaHKPEATUTa B aHAMHE3E;

® y [AIMEHTOB B Bo3pacTe crapiie 60 JeT, BHIIOIHAIOMUX TSDKETYI0 (PU3HUEcKyto paboTy,

B CBSI3U C MOBBIIICHHBIM PUCKOM Pa3BUTHS Y HUX JIAKTATAIIM034;

® y MAlMEHTOB C MOYeuHOi HeocTaTouHoCcThIo ¢ CK® 30-59 Mt /mun / 1,73 M2,
VY nanueHToB, MOJIydaroluX JIEYeHUE WHCYJIMHOM, npenapatr ['anByc MeT He MOXKET 3aMEHUTH
uHcynuHotepanuio. [Ipemnapar ["anByc Met He cnenyet npuMmeHsTs 1yist euenus CJI 1 tuma wim
Ma0eTUYECKOr0 KeTOaIU103a.

Bunnmarnunrun

Hapywenue ¢pynxyuu nevenu

[Ipumenenne mpemnapata KOMOWHAIMK BWJIJATJIMNITHH+METGOPMUH HE PEKOMEHOBAHO
MarUeHTaM ¢ KIMHUYECKUMH WK JTa00paTOPHBIMU MPU3HAKAMU HAPYIIeHUS (PYHKIIUU MEYCHH,
BKITtOUas manueHToB ¢ nmoBbimenueM AJIT umu ACT Gonee uem B 3 paza BI'H o Hauana neyenus.
[Ipn mpuMeHeHUN BWIIATIMNTHHA 3aPETHUCTPUPOBAHBI PEAKHE CIIydau HapyIeHUs (yHKIIUHA

neyeHu (BKIOYash rematur). OTH Ciay4yad, KakK TMpaBuio, ObUlM OEeCCMMITOMHBIMH, 0e€3
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KJIMHUYECKUX TIOCIEACTBUN, a II0CIE OTMEHB—TCpanmm—TIOKa3aTCar (@ yYHKIMIT—TICTCH
BO3BpalaJiuch K HopMme. Crienyer mpoBecTd oOcieloBaHHE (YHKLUHU MEYEHHU Iepe]l HayaloM
Tepanuu KOMOMHAIIMY BUJIIATJIMIITUH+MET(OPMHUH, 3aTEM KOHTPOJIUpOBaTh 1 pa3 B 3 Mecsia B
TE€YEHHWE NEPBOr0 Troja IMPUMEHEHUs Ipernapara, a jajiee nepuoauudecku. llpu BbLsIBIeHHH
IIOBBIIIEHUS] AKTUBHOCTH aMMHOTpaHcdepas ciedyeT IpPOBECTH ITOBTOPHOE OOCIEI0BaHHUE C
LEeNbI0 TMOATBEPKACHUA pe3ysbTaTa, a 3aTeéM PETyJSIPHO IPOBOJUTH  OIPEIECIICHHE
OMOXMMHUYECKUX TOKa3zarened (pyHKIMHM TeYeHH 10 WX HOpMaiu3anuu. Ecnu mpeBbllieHHe
aktuBHOCTH ACT mimu AJIT B 3 mnum Gonee pas Beiiie BI'H moarBepikieHO mMpu MOBTOPHOM
o0clie1oBaHNH, IPUMEHEHHE IIpenapaTa J0JKHO ObITh IpeKpalieHo. IIpu pa3BUTHH KENTYXH WIn
ApyruX TpPHU3HAKOB HapylleHus (QYHKIMM [€4eHd Ha (QOHE NPUMEHEHUS KOMOHMHALUU
BWJIIATTTUNTHH+MET(GOPMHH TEPAIHIO CIIEAYET HEMEUIEHHO NpekpatuTh. [locie Hopmanu3anm
nokaszaresniei QyHKIMH eUYeHH JIeueHHe MPernapaToM BO300OHOBIISATH HEIb3SI.

Metdbopmun

Jlakmamayuoos

JlakTaTanumo3 mpeacTaBiIsieT co00H OYEHb PeaKoe, HO TSDKEIO0e MEeTaboInYecKoe OCI0KHEHUE,
HanboJiee YacTO BO3HUKAIONIEE INPH PE3KOM YXYAIICHHMH (QYHKIUH TOYEK, a TaKkkKe Mpu
Kap/IMOpECIMPaTOPHbIX CHUHApoMax, cemncuce. I[Ipu pe3kom yxynieHud (QYHKIUHA IOYEK
IIPOUCXOJIUT HAaKOIUJIEeHHE MeT(OpPMHHA B OpPraHU3MeE, YTO CHOCOOCTBYET YBEIHYEHHUIO pHCKa
pa3BUTHSA JaKTaTallU103a.

B cnyuae nermaparanuu (HarpuMmep, CBS3aHHOM C TSHKETIOW Iuapeed WM PBOTOM, JIMXOPAIKOM
WIM Tpd  yMEHBUIGHHHM  MOTPeOJeHUs  JKUAKOCTH)  MAlMEHTy,  HPUHUMAIOIEMY
MeTQOopMHUHCOJIepkKalue TnpenapaTtsl (Hampumep, [anByc Mer), crexyer HeMeUIEHHO
MPEKPATUTh IPUEM BbIIIEYKa3aHHbIX [IPENapaToB U 0OPATUTHCS 3a MEIULIMHCKOMN MTOMOIIBIO.

VY nanueHToB, NPUHUMAIOLIUX Tpenaparsl, cojepkaiiie MeTpopMuH (Hanpumep, ['anByc Mer),
CIIE[yeT ¢ OCTOPOKHOCTBIO HAauMHATh TEPAINHUIO MpernapaTamMH, CIOCOOHBIMU PE3KO yXYJIIaTh
(GyHKIMIO TOYeK (HampuMmep, TUMOTeH3UBHBIE mpenapaThl, auypetuku, HIIBII (nectepouanbie
MIPOTUBOBOCHIANIUTENbHBIE — mpemapaTsl)). K apyrum  ¢dakrtopam  pucka  OTHOCSATCS:
37I0YNOTpeOIeHne aJIKorojieM, HapylleHHe (YHKIMH TeUeHU, HeaJeKBaTHO KOHTPOJIUPYEMBbIN
caxapHblii TuabeT, KeToalu /103, IPOI0JKUTEIBHOE TOJI0JaHHEe, COCTOSIHUSA, AaCCOLMMPOBAHHBIE C
TMIIOKCHEH, a TaKKe OJHOBPEMEHHOE IPHUMEHEHHE JIEKapCTBEHHBIX CPEJICTB, CIIOCOOHBIX

BbI3bIBATH JIaKTaTallua03.

Crpannna 7 u3 31



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 06.02.2026 Ne 2117
(NCCNEOOBATENEHOCTE 0018)

HaHI/IeHTBI C IOATBEPKKACHHBIMHA HUJIN IIPEATIOJIAT

HE PEKOMEHYeTCs MPUMEHITh MET(GOPMHUH Yy MAI[MEHTOB C M3BECTHBIMH MHUTOXOHIpPUATHHBIMU
3a00JeBaHMsAMY, HAlpUMEP MUTOXOHJpUANbHAS HSHUedantonarus ¢ JIAKTATalKUI030M H
MHCYJIBTONOA00HBIME Snu3o1amu (cuapoM MELAS), a Takke HacleICTBEHHBIH aualbeT u
nIyxoTta o MaTepuHckoit auaun (MIDD), uto cBs3aHO ¢ pUCKOM OOOCTPEHHMS JaKTaTallu103a |
Pa3BUTHUEM HEBPOJOTMYECKHUX OCIOKHEHHMM, KOTOPhIE MOTYT MPUBECTU K YXYJILICHUIO TCUECHUS
3a00JIeBaHMUS.

[Ipu nosiBneHMH NPU3HAKOB M CUMITOMOB, XapakTepHbIX Uit cuHapoma MELAS wimu MIDD,
mnocie mnpueMa MeTPOopMHUHA, CIeAyeT HEMEUICHHO MPEKpaTUTh Jie4eHHe MEeTHOPMUHOM U
MIPOBECTH CPOUYHYIO OLICHKY PE3YyJIbTAaTOB AUATHOCTUKH.

Jluacnocmuxa nakmamayuoosa

Crnenyer mpouH(pOPMHPOBATH MAIIMEHTA W/HIIU JIML, OCYIIECTBIIIOUINX yXOJl 3a MallUeHTOM, O
pHUCKe pa3BUTHsI TIaKTaTalu103a. JIakTaTanu103 XxapakTepusyeTcs alu03HON OBIIIKOM, O0IbIO B
KUBOTE, MBIIIEUHBIMU Cla3MaMM, aCTEHHEH W TumnorepMued ¢ nocnenyromeil komoi. [lpu
Pa3BUTUH CUMITOMOB, MO3BOJISIOLINX 3aI10A03PUTh Pa3BUTHE JaKTaTallN103a, IALIUEHTY CIEAYEeT
IpeKpaTuTh mnpueMm npenapara [anByc Mer u HeMmeIIeHHO OOpaTHTbCS 3a MEAMIIMHCKON
noMoIIbko. JlaHHbIE 1Ta00paTOPHOro U MHCTPYMEHTAIIBHOTO 00cIe[oBaHus: CHUKeHne pH kpoBu
(<7,35), yBenn4yeHre KOHIIEHTPAllUH JIaKTaTa B I1a3Me KPOBH >5 MMOJIb/JI, @ TAK)KE YBEIMYESHHBIH
AQHUOHHBIN MHTEPBAJ U YBEIMUEHUE COOTHOILIEHUS JIAKTAaT/IUPYBaT.

Koumpone ¢pynxkyuu nouex

Ilepen nHauwasiom Tepanuu cienyer onpenenuts CK®, a Takke KOHTPOIMPOBATH JaHHBIN
II0Ka3aTelb NEPUOANYECKU Ha ¢done Tepanuu IIPENapaToM. [Ipumenenue
MeT(hOPMHUHCOIEPXKALMX TpenaparoB (Takux Kak npenapaT ['anByc MeT) mpoTHBOIOKa3aHO Y
nanueHToB ¢ CK® <30 mu1/MuH; TpU HATUYUHU COCTOSIHHUM, CIIOCOOHBIX HAPYIIATh (PYHKIIMIO TTOYEK,
IIPUMEHEHHE BBIIIECYKAa3aHHBIX [IPENAPATOB CIEAYET BPEMEHHO IIPUOCTAHOBUTD.

[TockonbKy MET(GOPMHH B 3HAYUTEIBHOMN CTENIEHU BBIBOJUTCS MTOYKAMHU, PUCK €r0 HAaKOIUICHUS U
pa3BUTHA JIAKTaTallM03a BO3PACTAET C YBEIMUYEHHUEM CTENEHHU TSHKECTH HapylIeHUS (YHKIMU
nouek. [1ockoIbKy MOKUIONH BO3PACT MOKET COIPOBOXKAATHCA YXYIIEHHEM (YHKIUU MOYEK, Y
MAIMEHTOB JTaHHOM KaTeropuu ClIeyeT  TUIATEJIbHO KOPpPEKTHPOBAThH 03y

METQOPMUHCOJIEpKAIUX TpernaparoB (Takux Kak mnpemapar lamByc Mer) ans moadopa
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MHUHHMAJIBHON J103bI, OOSCIICYMBAIOINICH aJICKBaTHBITAMKCMITTCCKIIT IO PCKT;CPCT Y BIPHBIN
KOHTPOJIEM (DYHKITHH MTOYECK.

Bzaumooeticmesus

Oo0HospemeHHoe npumMeHeHue 1eKapCmeeHHbIX NPenapamos, IUAWUX Ha QYHKYUIO noYex uiu
pacnpeoeneHue memgopmuna

Crnenyer coOiroaTh OCTOPOKHOCTh IPH OJHOBPEMEHHOM IPHUMEHEHHHM C TpernapaTami,
CIIOCOOHBIMU BIIMATH Ha (YHKIMIO II0YEK, OKAa3bIBAIONIMX BBIPAKCHHOE BIUSHUE Ha
TeMOJMHAMUKY WM WHTHOUPYIONIUE TOYCUHBI TPAHCIOPT ¥ MOBBIMIAIONUE CHCTEMHYIO
AKCIO3HIINI0 METPOPMHUHA.

Ilpumenenue 1io0codepicawjux peHmeeHKOHMPACMHBIX CPeoCcme OJisl  GHYMPUCOCYOUCHIO20
66edeHuUs

BHyTpuBeHHOE  BBEJCHHE  PEHTICHKOHTPACTHBIX  HOJCONIEPXKAIIMX  CPEACTB  MOXKET
MIPOBOIIMPOBATh PA3BUTHE KOHTPACT-WHAYIHUPOBAHHON HE(PPONATUH, MPUBOIS K aKKyMYJISIIUH
MeTQOpPMHHA B OpPraHM3ME M YBEJIMYCHUIO PUCKA pa3BHUTHUs JaKTaranuuosa. [Ipuem mpemapara
lanByc Mert crieqyer BpeMEHHO NPEKPATUTh TMEpe] MPOLEIYypOd WM Ha BpPEMs MPOBEICHUS
MIPOLIEYPBI; BO3OOHOBIISTH MPUEM CIIEAyeT He paHee 48 4acoB IMOCIE TPOBEACHHUSI MPOIIECTYPHI,
MocIie OMy4YeHus JIabopaTOPHOTO MOATBEPKACHUS CTaOUIN3auu QYHKITUH TOYEK.
Vnompebnenue anxkozons

Y CTaHOBIIEHO, YTO ATAHOJ YCHWJIMBAET BIUSHUE MeT(GOopMIHA Ha MeTabom3M Jiaktarta. [laruenTa
CIIeyeT MPEAYNPEAUTh O HEJOIMMYCTUMOCTH 3JI0YITOTPEOJICHUS alTKOToIeM Ha (hOHE TIPUMEHEHUS
MeT(hOPMHUHCOIEPKAIIUX MTPenapaToB (TakuxX Kak mpemapat ['anByc Mer).

AJIKOTONIbHAsE WHTOKCHKAIIMS acCOIIMMpPOBaHA C YBEJIMYEHHWEM pHUCKa JIaKTaTaluao3a, B
OCOOCHHOCTH TIPH JUIUTEIIFHOM TOJIOJAHHWU, HEJIOCTATOYHOM IUTAHUHU W HApPYIMIEeHUH (DyHKINU
TICYCHH.

Cooeporcanue sumamuna B2

YcTaHoBNeHO, 9TO MEeTHOPMUH TIPUMEPHO B 7% CiIydaeB BBI3BIBAET OECCHMIITOMHOE CHUXECHUE
KOHIIEHTpAllMi BUTaMUHa Bi2 B mazme kpoBu. [1o00HOE CHIDKEHUE B OYEHB PEIKHX CITyJasx
MIPUBOJIUT K Pa3BUTHIO aHeMuH. [lociie oTMeHBI MeT(hOPMHHA W/HIU 3aMECTUTEIIBHON Teparnu
BUTaMHUHOM Bj> CBIBOpOTOUYHAs KOHIIEHTpalus BUTaMuWHA B2 ObICTpO HOpManmmusyercs. Y
MAIMEHTOB, MOIYYarIIUX METHOPMUHCOIEpKAIINe Mpenaparsl (Takue Kak mpemnapar [amByc

Mer), He pexe 1 pasza B roj ciaenyeT KOHTPOJIUPOBATH MOKa3aTen OOIIEKIMHUYECKOTO aHaIn3a
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193

KpOBH. HpI/I BBIBJICHUHN OTKJIOHEHHI TeMaTOJOTHCCRIX TOKA3aTCIICI 0T HOPMBI - CIICAYCT

YTOUYHUTH 3THOJIOTHIO TAKUX HAPYIIEHUN U IIPOBECTH COOTBETCTBYIOLIEE JICUEHUE. Y HEKOTOPBIX
MAIMEeHTOB (HAampuMep, MAIlMeHTOB C HEJOCTAaTOYHBIM MOTPEOJICHWEM WM HapyIICHUSMH
BCachlBaHMUs BUTaMMHA Bi2 WM KanblMs) CYLIECTBYET MIPEIPACIIONIONKEHHOCTh K CHHMIKEHUIO
KOHLIEHTpalluu BUTaMuHa B12 B m1azMe KpoBH. Y TaKHX MALIUEHTOB OINPENEICHUE KOHLIEHTPALUN
BUTaMuHa B2 B miazme kpoBu He pexe 1 pasa B 2-3 roga MOXKET MMETh IUAarHOCTHYECKYIO
LIEHHOCTb.

T'unokcua

CeplieuHO-cOCyIUCTBIN KoJUTaIC (LI0K), OCTpasi cepledHasl HeJOCTaTOYHOCTb, OCTPbIM HH(papPKT
MHUOKap/la U JPYrHe COCTOSHHA, [UIsl KOTOPBIX XapaKTEpHAa TI'MIIOKCEMHs, aCCOLMMPOBAHBI C
JIAKTaTaI1/1030M, a TAKXKE MOT'YT CIIOCOOCTBOBATh IpepeHanbHON a3oreMuu. [Ipu BOSHUKHOBEHUH
BBIIICYKA3aHHBIX COCTOSIHHI TNPHUMEHEHHE MeT(HOPMUHCOACPIKAIIMX MPErnapaTroB (Takux Kak
I'anByc Mer) cienyer HEeMeUIEHHO IPEKPATUTh.

Xupypeuueckue emewiamenbcmea

Ha Bpemst Xxupypruyeckux BMEIIATENbCTB ¢ 00LIEH, CIMHAIBHON WM SIUAYPAIbHOM aHecTe3nen
(32 HCKIIIOUEHUEM MalbIX OIEpaliii, HE CBA3aHHBIX C OTPaHMUYEHUEM MOTPEOJICHUS MUIIU U
KHJIKOCTH) TPUMEHEHHE MEeT(HOPMHUHCOIEpIKAIUX IpenapaToB (TakuX Kak rnpemnapar ["anByc Mer)
CJIeyeT OTMEHHUTb.

Bo3o6HoBreHne mpuema mpenapara BO3MOXKHO HE paHee, 4yeMm dyepe3 48 uacoB 1ocie
BMELIATEIbCTBA WJIM TOCJE€ BOCCTAHOBJIEHUS IMEPOPAIBHOIO MpHEMa MUILU IOC]e MOJy4YeHUs
71a00paTOPHOTO MOATBEPKIACHUS CTAOMIN3ALUU (PYHKIIUH [TOYEK.

Iayuenmvi ¢ napywenuem hyHKkyuu neyeHu

[TockonbKy y HanMEHTOB C HapylleHWeM (QYHKIMM TEYeHH B psAle CclIydyaeB oOTMedalics
JaKTaTanuuao3, spidwomuiics ogHo u3 HP npu npumenenunm merdopmuHa, KOMOWHALUU
BWIIaTTUITUHTMETGOPMUH HE ClIeAyeT MPUMEHATh y MallMeHTOB ¢ 3a00JI€BaHUAMH MEUCHH UITH
HapyIEeHUSIMH OMOXUMUYECKUX MOoKa3aTenell (pyHKIUH MTeYeHH.

Vxyowenue cocmoanus nayuenmos ¢ C/[ 2 muna, panee omeeuaguiux Ha mepanuio

[Ipn BBISIBICHUH OTKJIOHEHHS JIaOOpPATOPHBIX IOKa3aTelled OT HOPMBbI MM TIPU MOSIBICHUU
KIMHUYECKUX CUMIITOMOB YXY/IIIEHUS O0IEro COCTOSHUS (0OCOOEHHO MPH HEUYETKO BBIPAKEHHOM
U CMa3aHHOM CUMITOMATHKE) y NAIMEHTOB C MPEAIIECTBYIOIIMM aJE€KBaTHBIM OTBETOM Ha

TEpaIuIo celyeT He3aMEeIJIMTENbHO MPOBECTH J1a0OPATOPHYI JUATHOCTHKY JJISl BBISIBICHUS
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KeToal103a W/Wuiy Jlaktatanuao3a. [Ipu BelsIBICHTammaosa ccAyCT HeMCATCHHO TTPCKPATN T
MIPUMEHEHUE TperapaTa U NPOBECTH HEOOXOAUMbIE MEPhI KOPPEKIINH COCTOSHUS MallMeHTa.
Tunoanuxemus

Kak mpaBuio, THIOTIMKEMHS HE OTMEYACTCs Yy MAIlMEHTOB, MOMYYaIOUIUX TEPAIHI0 TOJBKO
KOMOMHAIMM  BWJIJATTUOTUH+TMETQOPMUH, OJHAKO OHAa MOXXET BO3HHUKAaTh Ha (QoHe
HU3KOKJIOPUWHOM nueThl (KOorja MHTeHCHBHas (u3uyeckas Harpy3ka He KOMIIEHCHUPYETCs
KaJIOpUHHOCTBIO THIIHN), JTMO0 Ha (OHE YMOTpeOJIeHUs amKoroys. Pa3BuThe THIOTIIMKEMHH
HamOoJee BEPOSATHO Y TIOKHUIIBIX, OCITA0ICHHBIX WM UCTOIICHHBIX MMAIIMEHTOB, a TakXKe Ha QoHe
TUIONUTYUTApU3Ma, HAAMOYEYHUKOBOM HEIOCTATOYHOCTH WJIM aJKOTOJIbHOM MHTOKCHUKAIMH. Y
MOXKUJIBIX TAIUEHTOB M Yy JUI, [oJydarolux OeTa-aApeHo0I0KaTOpbl, AHArHOCTHKA
TUTIOTJIMKEMHIH MOYKET OBITh 3aTpyTHEHA.

CHuotcenue 3¢ghpexmusHoCmu 2UNO2IUKEMUYECKUX CPeOCME

IIpu cTpecce (nMuxopaake, TpaBMe, HH(EKIUH, XUPYPrHUECKOM BMeEIIATENbCTBE U T.1.),
pa3BHUBAIOIIEMCS Y MAMEHTOB, MOMYUYAOLUX THIIOTTHKEMUYECKUE Mpenaparthl Mo CTaHJapTHOM
CXeMe, BO3MOXHO Pe3K0e CHIKCHHE 3(PPEKTUBHOCTH TIOCTICTHUX Ha HEKOTOpOe BpeMsi. B naHHOM
CJIy4ae MOKET BO3HUKHYTh HEOOXOJIMMOCTh BPEMEHHOTO MPEKPAIICHUS Teparuu KOMOMHAIIUCH
BUJIATTMNITUH+METGOPMUH M TepeBoja MallMeHTa Ha WHCYJIMHOTepamnuio. Bo3oOHOBIeHUE

JICYCHUA IIPCIIapaToOM FaJ'IByc MeTt BO3MOKHO NOCJI€ OKOHYaHUS OCTpOro nepuoaa.

4.5. B3aumojgeiicTBMe ¢ JAPYrMMH JE€KAPCTBEHHbIMHU TMpenapaTaMd W JApPyrue BHJbI
B3aUMOdeHCTBUA

BungarnunTtuH u Mer)O[)MI/IH

IIpu omHOoBpeMeHHOM npuMmeHeHnu BuwinarauntuHa (100 mr 1 pa3 B cyTku) u mMeTrdopMuHa
(1000 mr 1 pa3 B CyTKHM) KIMHUYECKH 3HAUUMBIX (DApMaKOKHHETUYECKUX B3aUMOJICHCTBUN MEKTY
HUMH OTMEYEHO He Obl1o. JlekapCcTBEHHBIE B3aMMOJCHCTBHS JUISl KaXXIOro JEHCTBYIOIIETO
BELIECTBA XOPOILIO M3y4eHbl. HU B XOA€ KIMHUYECKUX MCCIENOBAaHUM, HU B XOJAE LIMPOKOIO
KJIIMHUYECKOr0 IMpUMeHeHus npenapara ['aiByc MeT y nanueHToB, OJTHOBPEMEHHO MOJIYyYaBIIMX
JpyTHe MmpenapaThl U BElIeCTBa, HEMPEABUACHHBIX B3aUMOICHCTBUI BBISABIEHO HE OBLIO.

Huxe mnpeacraBnena wumeromascss uHQOpManus 1O B3aUMOACHCTBHIO s KaXIOrO
JEMCTBYIOIErO BELIECTBA.

Bunnmarnuntun

BI/IJ'IJIaFJ'H/IHTI/IH o6na11aeT HH3KHUM INOTCHOHAJIOM JICKAPCTBECHHOI'O BSaHMOJIeﬁCTBHH.
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[TockonbKy BWJINATVIMITUH HE SBISETCS CyOCTPaToM(hCpMCHTOBCHCTCMBITIIMTOXpOMa—T450
(CYP), a takke He MHTUOUPYET U HE MHAYIHUPYET 3TU M30(PEPMEHTHI, €r0 B3aUMOJCHCTBHE C
JICKApCTBEHHBIMH  TIpeTapaTaMi, KOTOpbIE SBISIOTCA CyOCTpaTamMy, HWHTHOUTOpaAMHM WM
unaykropamu P450 (CYP), manosepositHo. [Ipu 01HOBpEMEHHOM IPUMEHEHUH BUJIIATJIUIITUH HE
BIIMSIET HA CKOPOCTh METa00JIM3Ma MpernapaToB, ABIomuXxcs cyocrpatamu pepmentoB: CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

KnuHuyeckn 3HAYMMOTO B3aWMOJICHCTBHSA BWINATIHUNTHHA C IEPOPATbHBIMH IperapaTamH,
HamOosee 9acto npuMeHsieMbiMu Tipu JieueHUH CJ] 2 Tuna (rmuOeHKIaMUIOM, TTHOTJIMTa30HOM,
MeTHOPMUHOM) WM OONAJAlOIIMMH Y3KHUM TEparneBTHUECKUM JIHANa30HOM (aMJIOIUIIUHOM,
JTUTOKCUHOM, PAMHUIIPUIIOM, CAMBAaCTaTUHOM, BaJICapTaHOM, Bap(apruHOM) HE YCTAaHOBIIEHO.
Metdopmun

@ypocemuo yBennunBaeT Cmax 1 AUC MeTdopMHHa, HO HE BIHSET HAa €r0 MOYSUHBIH KIMPEHC.
Metdopmun cHuxkaeT Cmax 1 AUC dypocemuia 1 Takxke He BIHSET Ha €ro MOYEUHbIN KIMpPEHC.
Hugeounun yBennuusaet BcacbiBaHUE, Cmax 1 AUC MeTdopMuHa; KpoMe TOro, OH yBEIUYHBAET
BBIBEJICHHE €ro IMoukaMu. MeT(hopMUH TpPaKTUYECKH HE BIHMAET Ha (apMaKOKUHETHYECKHE
napamMeTpsl HU(eIumuHa.

I'nubenxnamuo He BiIUAET Ha (apMakoKMHeTHUecKue/ (apMakoIMHAMUYECKUE TapaMeTphbl
MetgopmuHa. MetdopmuH, B 11e10M, CHIKAET Cmax 1 AUC raubeHKIaMua, OJHAKO BeTHYNHA
spdexra cupHO Bappupyer. [lo 3TOM mnpuYMHE KIMHWYECKOE 3HAa4YeHHE M0100HOTO
B3aMMOJICHCTBHSI OCTAETCS HESICHBIM.

Hoocooepacawyue penmeenkonmpacmuuie cpeocmea

ITpuem npenapata ['anByc Mer cieayeT BpeMEHHO OTMEHUTh /0 MPOLEAYpbl WM Ha BpeMs
MIPOBE/ICHUS TIPOLIEAYPHI; BO3OOHOBIIATH TIPUEM CJIEIyeT He paHee 48 4acoB MOCIie TPOBEICHHS
MIPOIIEe Ty PBI, TIOCIIE TIOTYYEHHUS JIAOOPATOPHOTO MOATBEPIKICHHSI CTAaOMIH3auy (PYHKIIUHU TTOYEK.
IIpenapamul, chudcarowjue Kiuperc memgopmuna

ComyTcTBylOIlee NPUMEHEHUE TMPErnapaToB, BIUSIOMIMX Ha OOIIME CHUCTEMbl KaHAJIbIEBOTO
TpPaHCIOPTa, TPUHUMAIONINE ydYacTHe B IIOYEYHOH OKCKpermu MerdopmuHa (Hampumep,
WHTUOUTOPOB  OPTaHUYECKOTO0 KaTHOHHOTO TpaHcmoprepa-2 [OCT2]/6enka 3KCTpy3umn
JIEKapCTBEHHBIX IpernaparoB M TokcMHOB [MATE], Takux kak paHoJia3uH, BaHAETaHHO,
JOJTYTErpaBUp W LUMETHIUH) MOXXET MPHUBOAMTH K MOBBIIIEHUIO CHUCTEMHOM HSKCIIO3UINH

MeThOpMHUHA.
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71 a yavValsahi PaValsala )

Cybcmpamul mpancnopmepa opeanuieckux kamuromnos 1w 2(OCFrOCETF)

Merdopmun siBisercst cyoctparom opranndeckux katnoHoB OCT1 u OCT2. Ilpu coBMecTHOM
MPUMEHEHUH C MET(HOPMHUHOM:

» uaru6uropsl OCT1 (Takue Kak Bepamamui) MOTYT CHIDKATh THIOIIMKEMHYECKOE JeHCTBUE
MeTdopMuHa.

» uaaykTopel OCTI (Takue kak pudamMmuIiH) MOTYT YBEIIMUYMBATh BCaChblBAaHUE METHOpPMHHA B
JKKT u ycunusath €ro rulioriidkeMU4ecKoe IeHCTBUE.

* uaruoutopel OCT2 (Takue Kak LUMETHIUH, IOJYTErpaBUp, PAHOJA3MH, TPUMETOIIPHUM,
BaH/1eTaHUO, U3aBYKOHA30J1) MOT'YT CHM)KaTh BbIBe/IeHHME MET(POpPMUHA [TOYKAMU U MPUBOJIUTH K
YBEJIMYEHUIO €r0 KOHIIEHTPALIUHU B IJIa3Me KPOBH.

* uaruoutoper OCTI m OCT2 (Takue Kak KpU3OTHHHO, ojamapu0) MOTYT CHHXKATh
THITOTIIMKEMHYECKOE ICHCTBHE METPOPMHUHA.

pyaue npenapamoi

Hexotopble npemnapaTrbl MOTYT OKa3blBaTh HEOJAronpusiTHOE BIMSHHE Ha (YHKIMIO IOYEK,
yBEJIUUYNBas TaKUM oOpazom pHUCK pa3BUTHUS JaKTaTalu103a, Harpumep
HEeCTepouAHbIE poTUBOBOCHAIUTENbHBIE Tpenaparsl (HIIBII), B Tom uucne cenekTuBHBIE
UHTUOUTOPBI LUKJIOOKCUT€HA3bI-2 (MHTHOUTOPBI 110I'-2), MHTUOUTOPBI
aHrMoTeH3uHNpeBpamamomero ¢gepmenra (uHruOutopsl AlID), nuypetuku, B OCOOEHHOCTH
«TIeTJIeBBIe». Y MalMEHTOB, MOJYYAIOUIMX TEepanmuio MeT(HOpMHHCOAEpKAIlMMU IpenaparaMu
(manpumep, mnpemapar ['anByc Mer) B Hauane Ji€4eHMs, a TakXe IPU OJHOBPEMEHHOM
NPUMEHEHUH TEPEUUCIIEHHBIX BBIIIE JICKAPCTBEHHBIX IpenapaToB CIEAyeT TIIATEIbHO
KOHTPOJHUPOBATh (DYHKIIMIO MTOYEK.

VY 310pOBBIX 100pOBOJIBIIEB IPU OAHOBPEMEHHOM IPUMEHEHNN METPOPMHUHA U MPONPAHOIIONA, a
TaKke TpU TpUMEHEHMH MeThopMHHA U HUOynpodeHa HE HaOIIOJATOCh H3MEHEHHS WX
(bapMaKOKMHETHYECKHX TTOKa3aTeei.

Hexotopble mpemapaTbl MOTYT BBI3BIBaTh THIEPIIUKEMHI0 M CHOCOOCTBYIOT CHHMKEHHIO
3¢ (HEeKTUBHOCTH THIOTTIMKEMUYECKUX cpeAcTB. K mogo0HbIM MTpenapaTaM OTHOCSTCS THA3UAbl U
IpyTrue TUypPeTUKHU, TIIOKOKOPTUKOCTEPOU IbI, (PEHOTHUA3HHBI, TIIOKAaroH, MpernapaTbl TOPMOHOB
LIIUTOBUIHOW JKEJIE€3bl, B TOM UHCJE JIEBOTUPOKCUH HATPHsl, 3CTPOrE€HBI, IEPOpAJIbHBIE
KOHTpALeNTUBbl, (EHUTOMH, HUKOTHHOBAas KHCJIOTA, CHMIIATOMUMETHKH, OJIOKATOPHI

MCIJICHHBIX)» KaJIbIIMCBBIX KaHAJIOB U U30HHUA3U/I. HpI/I OAHOBPEMCHHOM IIPUMCHCHUN HOJIO6HI)IX
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IpenaparoB WM, HAOPOTUB, B CIy4ae UX OTMCHBIPCKOMCHAYCTCT TIATCITBHO ONCHNBATE
3¢ (HEeKTUBHOCTH KOHTPOJIS TIIMKEMUHU, a TAK)KEe KOPPEKTUPOBATh 103y MEeT(HOpMHUHA.

He pexomenayercss oqHOBpEMEHHBIM IMpUEM AaHa3ola BO M30€KaHWE THIEPTIMKEeMHYECKOro
neiicTBus nmocieanero. [Ipun HeoOX0AMMOCTH JISYEHHUS 1aHA30JI0M U MTOCIIE MTPEKPAIIeHuUs IprueMa
MOCIIeAHET0 TpeOyeTcs KOPPEeKIus 103bl METGOPMHUHA O] KOHTPOJIEM KOHIIEHTPAIMH TJIFOKO3bI
KpPOBH.

Xnopnpomazun tipu npumMeHeHun B Oonpiux Ao3ax (100 Mr B JeHb) MOBBIMIACT TIUKEMHUIO,
CHIDKasE BBICBOOOXJeHHE WHCyNWHA. [Ipu nedeHnHn HEWpoNeNTHKAMU WM TOCIE MPEKpalleHus
npreMa MoCIeTHUX TpeOyeTcss KOPPEeKLUs 03bl KOMOMHAIIMHN BUIIIATTIUITHHMETHOPMUH MO
KOHTPOJIEM KOHILIEHTPALIUH TITFOKO3bI KPOBH.

NubeknnonHable [3-2-CHMIATOMUMETHKH: TOBBIIIAIOT TIMKEMHUIO BCIICJICTBUE CTUMYIISAINN [3-2-
aJipeHopenenTopoB. B sToM ciiydae HEOOXOAMM KOHTPONb TIHMKeMHHu. [Ipym HeoOXoamMmocTu
pEeKOMeHayeTCsl MpUMeHeHue HWHCyuHa. [Ipu oJHOBpeMEHHOM NPUMEHEHUH MeTQOpMHHA C
MIPOU3BOJIHBIMU CYJIb(OHUIMOUYEBUHBI, WHCYJIMHOM, akap0O30ii, CaauIIaTaMHd BO3MOXHO
YCHWJICHHE TUIOTJIMKEMUYECKOTO JEUCTBUS.

[TockonbKy TIpH TPUMEHEHUH METPOPMHUHA Y TTAIIMEHTOB C OCTPOU aTKOTOJIbHON HHTOKCHKAIIUCH
MIOBBIIIAETCS] PUCK Pa3BUTHs JaKTaTalu103a (B OCOOEHHOCTH, MPHU TOJIOAHUHN, UCTOIICHUN WU
HapylieHnu (QYHKIUU eYeHH), TPU MpreMe KOMOMHAIIUY BUIIIATJIUIITUH+METHOPMUH CIIEAyeT
BO3JIEPKUBATHCS OT YIOTPEOICHUS aJIKOTOJISI U JIGKAPCTBEHHBIX CPEJICTB, COJIEPIKAIINX ITHIIOBBII
CITUPT.

MeT(l)OpMI/IH MOKET CHHXKATh JCMCTBHE AHTHUKOAryJISIHTOB HECIIPAMOTI'O JIEHCTBUSL.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD M JAKTALMS

bepemeHHOCTH

JlocTaToYHBIX JAaHHBIX MO MPUMEHEHHIO Tpenapara ['anByc Met y OepeMEeHHBIX HET, B CBS3U C
4YeM Tpernapar IpOTUBOMOKa3aH BO BpeMsi OEpeMEeHHOCTH. B uccrneqoBaHusax BIUIAArIUNTHHA HA
KUBOTHBIX TP BBEACHUM BBICOKMX J03 OblIa BBIABICHA PEMPOIYKTUBHAS TOKCHYHOCTD.
Uccnenoanus meTdhopMuHa Ha )KUBOTHBIX IMTOKA3aIM OTCYTCTBUE PEMPOTYKTUBHOM TOKCHIHOCTH.
[ToTeHnmanpHBIN PUCK 71 4EJIOBEKA HEM3BECTEH.

JlakTanus

JIOKIIMHUYEeCKUE HCCIeIOBAaHUSl TOKAa3alMd, YTO BWIJATTUNTHH W MET(QOPMHUH TMPOHUKAET B

MOJIOKO JIAKTUPYIOIHX JXKUBOTHBIX. Her AAaHHBIX O IMMPOHWKHOBCHWH BUJIJAITIUIITUHA B T'PYAHOC
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MOJIOKO 4YC€JIOBCKA, MeT(bOpMI/IH IIPOHUKACT B~ HCOOTBMNX KOJIMYICCTBAX. D CBASH  ©
HEBO3MOKXHOCTBIO MCKIIOUYCHHUA PHUCKAa BO3HUKHOBCHU HP y pC6CHKa, IIPpUMEHCHUE TIpC€Tiapara
TanByc MeT B epHO/I TPYIHOTO BCKAPMIMBAHHS IIPOTHBOIIOKA3aHO.

DepTHabHOCTD

HccnenoBanuii BAMSHUS MpenapaTa KOMOMHALMK BUJIIATIUIITHH+MET(GOpMHUH Ha GepTUIIBHOCTD
y 4eJoBeKa He MPOBOAMIOCH. B MCClIenoBaHUAX y KMBOTHBIX NMPUMEHEHHE BWIIAATIUITHHA B
no3ax, B 200 pa3 npeBbIIAIONINX PEKOMEHIyeMble, HE BBI3bIBAIO HAPYLICHUN (PEPTHUIBHOCTH.

He Obuto OTMEYEHO OTPHUIATENBHOTO BIHMSHHUA Ha (PEPTHIBHOCTh y CaMIIOB U CaMOK IIpH
IpUMEHEHHH MeTPopMuHa B 103aX 600 MI/KT B CYyTKH, 4TO IPUOIM3UTEIBHO B 3 pa3a MpeBbILIaeT

PEKOMCHAOBAHHYIO 03y IS YCJIIOBCKA (HpI/I NepeCUYCTC Ha IJIOIIA/Jlb IIOBCPXHOCTHU Tena).

4.7. BausiHue Ha CIOCOOHOCTD YupaBJsiTb TPAHCHOPTHBIMHU CpEACTBaAMHU H paﬁoTaTb C
MEXaHU3MaMHU

Bnusaue npcriapara FaJIByc MeTt Ha cmOCOOHOCTD YHOpaBJIsATh TPAHCHIOPTHBIMU CPEACTBAMU U
MCXaHU3MaMH HE N3YYaJIOCh. HpI/I Pa3BUTHHU I'OJIOBOKPYIKCHUS HaA q)OHe IIpUMCHCHHA IIpCIIapara

CJICOAYCT BO3ACPKMBATHCA OT YIIPABJICHUA TPAHCIIOPTHBIMHU CPCACTBAMH U MEXAaHU3MAaMU.

4.8. HexenaTeJibHbIC peakKIMu

Pesrome npoduiist 0e300acHOCTH

Bunoaznunmun+memgpopmun

[IpencraBieHHble HUXKE JTaHHBIE OTHOCSTCS K NMPUMEHEHHMIO BWJIJATJIUNTHHA U METQOpMHUHA B
MOHOTEpANnuu U B KOMOMHAIINH.

OTMeueHbl peJIkue caydau pa3BUTHs aHTHOHEBPOTHUYECKOTI'O OTEKa Ha (pOHE Tepanuu npenapaToM
CO CXOJIHOM 4acToToil B KOHTpoJibHOU Tpymme. Hanbonee yacto ciyyan aHTMOHEBPOTUYECKOTO
OoTeKa OTMeuYaJuchb Ipd [PUMEHEHUM Ipenapata B KOMOMHAIMU C HHIHOUTOpaMu
AHI'MOTEH3UHIIPEBPAILIAOLIETO depmeHTa (MATID). B OOJIBIIMHCTBE CIIy4yacs
AQHTMOHEBPOTHYECKUN OTEK ObLT JIETKOM CTENEeHH M pa3pelayicss CaMOCTOSATENBHO B XOje
MIPOJOJDKEHHSI TEPANTUH BUIIATTUITHHOM.

Ha ¢one Tepanuu BUIIariunTHHOM pEAKO OTMEYAINCh HapyIIeHUs (PyHKINU MeYeHH (BKIItoYas
rernarut) 6eCCUMITOMHOTO TeueHus. B 60IbIIMHCTBE ClyyaeB JaHHbIE HAPYIIEHUS U OTKJIOHEHHUS
nokaszaresyei (yHKIMH IeYeHH OT HOPMBI pa3pelauch CAaMOCTOSATENBHO 03 OCI0KHEHUH moce
IpeKpalleHus Tepanuu npemnaparom. [Ipu npuMeHeHny BuaAaraunTiHa B 1o3e 50 mr 1 wu 2 pasza

B CYTKH qacToTa IIOBBIIIICHU L AKTHUBHOCTHU KIICYCHOYHBIX» CbepMeHTOB
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(amannramuHOTpaHchepassl (AJIT) unu acnaprarammroTpamcepassr(ACEH—Bs—3—pasa—ssmrc
BepxHel rpanuisl Hopmel (BI'H)) cocrasmnsina 0,2% unu 0,3% cooTBeTCTBEHHO (IO CPABHEHHUIO €
0,2% B xoHTpONbHOU rpynme). IloBbIlICHHE AKTHUBHOCTH «IEYCHOYHBIX» (EPMEHTOB B
OOJIBIIMHCTBE CIy4aeB ObUIO OECCUMITOMHBIM, HE MPOTPECCHPOBAIO M HE COMPOBOXKIAIOCH
XOJIECTa30M WJIH JKEITYXOH.

Bungarnuntus He oka3bIBall BAMSHUS Ha MaccCy Teja MpH 100aBIeHUU K METPOPMUHY.
JKenyoouno-kuweunvie napyuienus Ipu TpUMEHEHUU METGOPMHUHA PETHCTPUPYIOTCS OUYEHb YaCTO.
Yactora HP co croponsr KKT, Ha (QoHEe KOMOMHMPOBAHHOW TEpanmuyl BHIAATIUITHHOM H
MeThOopMHHA THAPOXJIOpUIOM cocTaBisiia 13,2% (npu npumenenuu 50 Mr oiuH pa3 B J€Hb WK
1Ba pasa B JeHb). [Ipu npumenennn monorepanuu merpopmuna - 18,1%.

Pe3romMe HexenaTenbHBIX DEAKIINI

Huxe npusenenst HP, Bo3MOXHbIE Kak Ipu NPUMEHEHUHM KOMOMHUPOBAHHOM Tepanuu
BUJIIATIMIITUHOM U MET(GOPMUHOM, TaK ¥ MOHOIMpPENapaToB BUIAArIUNTUHA U MeThopmuna. HP
pacnpezesieHbl 0 CHCTEMHO-OPTraHHBIM KJ1accaM B COOTBETCTBUU CO CIIOBApEM JIJISl PETyIATOPHOM
nestenpbHocTH MedDRA, ¢ yka3zaHueM 4acTOThl MX BOSHHKHOBEHHS COTJIACHO PEKOMEHIAIHSIM
BO3: ouenp wacro (>1/10), wacto (=1/100, HO <1/10), HEewacto (=1/1 000, Ho <1/100), peako
(=1/10 000, no <1/1 000), ouens peako (<1/10 000).

HP, ¢03moii1cnble npu npumenenuu KOMOUHAUUU 6UIA0A2TUNMUH + Mem@OopMUH.

Hapywenus memabonuzma u numaHnus: 4acTo — TUTIOTJIUKEMUSI.

Hapywenus co cmoponul nepenoti cucmemsbl: 4acTo — TPEMOP, F0JIOBHAsS 00J1b, TOJIOBOKPYKEHUE;
HEYacTO — MOBBIIIEHHAS] yTOMJISIEMOCTb.

Kenyoouno-kuweunvie napyuieHus: 4acTo — TOIIHOTA.

Jlonrocpo4Hble KIMHUYECKUE UCCIIET0BAaHUS TPOIOJKUTEIIBHOCTBIO 10 2 JIET HE BBIIBUIIN KaKUX-
100 M3MEeHEeHUuM npoduis 0e30MacHOCTH WM HENpeIBUICHHBIX PHCKOB IPH NPUMEHEHUH
BWJIJIATJIUIITUHA B KOMOWHAITUN C MET(POPMHUHOM.

N3yuenne mpumeHeHHs KOMOWHAIMM BWIJATJIMIITUH + METGOPMHH B KadeCTBE CTApTOBOM
Tepanuy MpU caxapHOM JuadeTe 2 THMA He BBIABIIIO OTKJIOHEHUH Mpoduist 6€30MacHOCTH WM
HENPEBUICHHBIX PUCKOB.

B komounayuu c uncynrunom

B xoHTponMpyeMbIX KIMHUYECKUX HCCIEAOBAHUAX MPH MPUMEHEHUU BUJIATJIMIITHHA B J103€

50 mr 2 pa3a B ICHL B KOM6I/IH3.LII/II/I C MHCYJIMHOM B COYCTAaHUHU C MCT(I)OpMI/IHOM nim 6e3 HECTO,
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4acTOTa OTMEHBI T€PAlUU B CBSI3U C PA3BUTHEM ToOOTHBIX-peakimit-cocTasmra-0;3%5 - rpymme
BIWJIIATJIUITHHA, IIPU 3TOM B IPYIIIEe IU1a1edo ciyyaeB OTMEHbI TEpauy He ObLIO.

YacToTa runorinkeMun Ob1a coroctaBuMoi B ooenx rpynmnax (14,0% B rpymnme BUigaranunTuHa
u 16,4% B rpynne miane6o). B rpymnne BuwijariMnTiHa OTMEUEHBI ClIydau THUIOTIMKEMUU
TSKEJION CTENEHH Y JIByX NallMEeHTOB, B IPYyIIIe I1a1ed0 — y 6 NaueHToB.

Ha MoMeHT 3aBepiueHus ucciieIoBaHMsI BUIJATrIMIITHH HE OKa3bIBaJl BIMSIHUS HAa CPEJIHIOIO MACCY
Tena (Macca Tena yBennueHa Ha +0,6 Kr 1o CpaBHEHHIO C UCXOJIHOM B IpyIINe BUJIATIUNTHHA, B
rpymnre mianedo n3MEeHEHH HE OTMEUYEHO).

HP y nanuenros, nosyyaBmux BuaaarinnTHH 50 Mr 2 pa3a B IeHb B KOMOWHAIMK ¢ HHCYJIMHOM
(c MmeTopMHHOM HJTH O€3 HETO), IPEICTABIICHBI HUXKE.

Hapywenus co cmoponul HepéHoli cucmempl.: 4aCTO — roJIOBHAs 00Jb.

JKenyoouno-kuweunvie HapyuieHus.: 9acTo — TOIIHOTA, FacTPOd30QareabHbINA peQIIIOKC; HEYACTO
— uapesi, METEOpHU3M.

Jlabopamopnvie u uHcmpymenmanvHble OaHHble: YaCTO — CHUKEHUE KOHLIEHTPALMH TJIIOKO3bl B
KPOBH.

Obwue Hapywenus u peakyuu 8 mecme 68e0enusl; 9acTo — 03HO0.

B kombunayuu c npenapamamu cynv@oHuImouesunvl

CiydaeB oTMeHBI IIpemnapara, CBA3aHHBIX ¢ pa3BuTieM HP B rpymnmne KoMOMHUPOBAaHHOM Tepanuu
BWJINATTUNTAHOM, METGOPMHUHOM W TDIIMMENUPUAOM, OTMEYeHO He Obuto. B rpymme
KOMOMHHPOBAaHHOW Tepanuu mianedo, MerpopMuHOM U rnumenupuaom yacrota HP cocraBuna
0,6%.

['unornukeMus oTMeyanack 4acto B o0eux rpymnmnax (5,1% B rpynne koMOMHUPOBaHHOM Tepanuu
BUJIIATJIMIITUHOM, METQOPMHUHOM U riuMenupuaoM u 1,9% B rpynne KOMOMHMpPOBaHHOMN
Tepanuy 1iamnedo, MeThOPMIUHOM U TIMMENUPUIOM). B rpynme BuigaraunTiHa OTMEYEH OJIH
SMU30/] TUTIOTTIMKEMUH TSKEJION CTETIEHH.

Ha MoMeHT 3aBepIlieHus MCClIeIOBAaHMsI 3HAUMMOT'0 BIMSHUS Ha MaccCy Teja BBIABICHO HE OBLIO
(+0,6 xr B rpynne BuigarauntiHa u -0,1 xr B rpynmne mianeoo).

HP y mnanumenToB, monywaBmmx Buigarmuntud S50 mr 2 pa3a B JeHb B KOMOMHALUU C
MET(GOPMHUHOM U IpenapaTamu CyIb(OHUIMOUEBUHBI, IPE/ICTABICHBI HIDKE.

Hapywenus co cmoponul Hep6Holl cucmembl: 4aCTO — FOJIOBOKPYKEHHE, TPEMOP.

HapymeHu}z memabonuzmMa U nUMAaHUs. 9acTO — THITONTUKEMUS.
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Hapywenus co cmopoHbl Kodicu u n0OOKOHCHBIX ROt TacTo="TATICPTNAPOS:

Obwue napywenus u peakyuu 8 mecme 66e0eHus: 4acTo — ACTCHHUS.

Bunoaznunmun 6 monomepanuu

Hugpexyuu u uneasuu: 04eHb peaKo — MH(EKIUN BEPXHUX JbIXATEIbHBIX MyTeH, Ha30(papuHTHUT.
Hapywenus memabonuzma u numanus. He4acTO — FUIOTIIUKEMHUSL.

Hapywenus co cmoponsi nepgHOoU cucmempl: 4aCTO — FOJIOBOKPYKEHUE; HEYaCTO — I0JIOBHAs 00JIb.
JKenyoouno-kuweunvie Hapyuienus: HE4acTo — 3amop.

Hapywenus co cmopoHbl MbluedHOU, CKeIemHOU U COeOUHUMENbHOU MKAHU: HEYacTo —
apTparus.

Hapywenus co cmoponul cocyoos: HedacTo — nepupepudecKue OTeKH.

[Ipy npuMeHeHMM KOMOWHHPOBAHHOW TEpanmvy BHJIATIUNTHHOM W METGOPMUHOM He
OTMEYAIOCh KIIMHUYECKH 3HAYMMOTO MOBBIIICHUS YaCTOTHI BhIlIeyKa3aHHbIX HP, oTMewaBmmxcs
IIpU IpUeMe BUJAArIMITHHA.

Ha ¢one monorepanuu BwigarmuntuHoM 50 mr 1 pa3 B J€Hb 4acTOTa OTMEHBI TE€palnuu IO
npuunHe HP cocraBuia 0,2%, 50 mr 2 pa3za B aens 0,1%, a B rpynme mnane6o — 0,6%, B rpymnme
npenapara cpaBuenus — 0,5%.

B uccienoBaHnun MOHOTEpanuy BUIAATNIMOTHHOM YacTOTa PAa3BUTHS TUIOTIIMKEMHUH COCTABIIsIIA
0,5% cpenu manMeHToB, noxy4yaBmux Buigaranntud 50 mr 1 pa3 B gews u 0,3% - 50 mr 2 paza B
JIeHb, 110 cpaBHeHMIO ¢ 0,2% B rpynnax mianedo u npenaparta cpaBHeHUs. Cepbe3HbIX U TAKEIBIX
HP He 6110 BBISIBIIEHO.

MoHoTepanus BUIJArJIUITHHOM He OKa3blBajia BIUSHHS HA MacCy Tela.

JlonrocpouHble KIMHUYECKHE UCCIIeI0BAHUS TPOIOIHKUTEBHOCTBIO /10 2 JIET HE BBISIBUIIM KaKUX-
700 JOTIOHUTENbHBIX OTKJIOHEHUH Mpoduis 6€30MacHOCTH WU HENPEABUACHHBIX PUCKOB IIPU
MPUMEHEHUH BUIIJIATIIMIITHHA B MOHOTEPAITHH.

Ilocmpezucmpayuonnsie ucciedosanus

Kenyoouno-kuweunvie napyuienus: 4acToTa HEU3BECTHA — MAHKPEATHUT.

Hapywenus co cmoponvl neuenu u dHcenuesvigo0saux nymeti. 4acTOTa HEU3BECTHA — TEMaTUT
(pa3pemmBIIKUNCS CaMOCTOSITENILHO IOCJIE€ OTMEHBI JIEKAPCTBEHHOI'O IIperapara), MOBbIIIEHHE
aKTUBHOCTH «IE€YEHOUYHBIX» (PEPMEHTOB (pa3pelIuBIIEecss CaMOCTOATENIbHO IOCIE OTMEHBI

JICKAapCTBCHHOT'O npenapaTa), XOJCTOUCTHUT.
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Hapywenus co cmoponvl mvluieuroll, CKelemHoll treoeourmenTsHot MRt TacTOTa HCNSBCCTHA
— MUQJITHS, apTPAIITUs, B PEAKUX CIIy4asiX BbIPAXKEHHA.

Hapywenus co cmopoHbvl Kodcu u NOOKONMCHbIX MKAHel: 9acTOTa HEW3BECTHA — KPalUBHUIIA,
skconmatuBHOe M OYyIIE3HOE MOPAKEHUS KOXKH, BKIIIOUYas OYJUIe3HBIH TEeMQUTOU, KOKHBIHI
BACKYJIUT.

Memdghopmun 6 monomepanuu

Hapywenua memabonuzma u numauus: O4€Hb YaCTO — CHUIKCHHE allleTUTa; OYE€Hb PEIKO —
JIaKTaTalua03.

JKenyoouno-kuwieunvie HapyuieHus: 04€Hb YaCTO — METEOPU3M, TOIIHOTA, PBOTA, JUapes, 00Ib B
KUBOTE; 4YaCTO — IUCTEB3USI.

Hapywenus co cmoponul neuenu u srcenuesbigo0auux nymeti. O4eHb PEAKO — T€MaTUT.
Hapywenus co cmoponvl Kodxcu u noOKOMCHbIX MKaHeli. OY€Hb PEIKO — KOXHbIE peakuuu (B
YaCTHOCTH, SPUTEMA, 3y, KPATUBHUIIA).

Jlabopamopuvie u uHcmpymeHmaibHvle OaHHble: OYEeHb PEIKO — yMEHbBIIEHHWE BCACHIBAaHUS
BUTaMHHA B12, ©3MeHeHME MoKa3aTenel PyHKIUN TeYSHHU.

YMeHbIlIeHHE BCAaChIBaHHS BUTAMUHA B2 U CHUKEHHE €ro KOHIICHTPAILUU B CBIBOPOTKE KPOBH HA
(donHe mpuMeHeHUsT METPOPMUHA OTMEYANIOCh OYEHD PEKO Y MAIMEHTOB, MOMyUYaBIINX Mpenapar
B T€UEHHUE JJIUTEIHOIO BPEMEHH, U, KaK MPABWIJIO, HE MPEJICTABISIO KIMHUYECKOTO 3HAUCHHUS.
Crnenyer y4uThIBaTH BO3MOXKHOCTH YMEHBIIIEHUS BCAChIBAaHWSA BUTaMHHA B> y mamueHTOB ¢
MeranoOJacTHON aHEMHEH.

OTtnenpHBIE Cy4Yal OTKIOHEHUS JaOOpaTOPHBIX MOKazarene (pyHKIHUU MEYeHU OT HOPMBI MU
Clly4ad TemaTHTa, KOTOpble Habmonanuch Ha ¢GoHE MpUMEHEHHs MEeTHOpPMHUHA, pa3penanvch
MIOCJIE €r0 OTMEHBI.

Coo011eHne 0 HeXeIaTEIbHBIX PEAKIIMIX

Baxxno cooOmarh 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IOClie PEeTUCTpalluu
JIEKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHus! HeMpepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM PpEeKOMEHAYEeTCs
coo0maTe O JIIOOBIX MOJ03PEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUAX JEKapCTBEHHOTO Ipemnapara
4yepe3 HallMOHAIIbHBIE CHUCTEMBI COOOIICHHS O HEXKeNMaTeNbHBIX PEaKIUIX TOCYAapCTB — YJICHOB

EBpa3uiickoro 5KOHOMHUYECKOTO COH03a.
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Poccuiickasg @eneparys

OenepanbHas cityxk0a 1o Haa30py B cdepe 31paBoOXpaHeHuUs

Anpec: 109012, r. Mocksa, CiiaBsiHCKast IUIOIIA1b, 1. 4, cTp. 1

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

DnektpoHHas moura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
Caiit B “HGOPMAIIMOHHO-TEIICKOMMYHUKAIIMOHHOM ceTn « THTepHeT»:

www.roszdravnadzor.gov.ru

PecnyOnuka Kazaxcran

PI'TI na I1XB «HamuoHanbHbIA LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEIICTB U MEIMIIMHCKUX
m3nenuit» Komurera wMeaumuHCKOro #  (apMaleBTUYECKOro KOHTPOJs MMHHCTEpCTBa
3apaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A.MmanoBa, 13, 4 stax

Tenedon: +7 7172 235 135

OnexrponHas noura: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caiit: www.ndda.kz

PecniyOivka ApMeHus

I'HKO «IleHTp 2KcniepTU3bI JEKAPCTB U MEAULIUHCKUX TEXHOIOTHID)
Anpec: 0051, r. EpeBan, np. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DOnexTpoHHas noyTa: naira@pharm.am; vigilance@pharm.am

CaiiT: www.pharm.am

4.9. Ilepeno3npoBka

BuagaraunTun

CuMOTOMBI

B ximHM4eckux MccienoBaHus Mpu rnpueMe npemnapara B go3ze 400 mr/cyt Habmonanuck 6011 B
MBIIIAX, PEAKO - JIETKME TPaH3UTOPHBIE IAapECTE3UM, JMXOPAJKa, OTEKH M TPAH3UTOPHOE
MOBBIIIEHNE aKTUBHOCTH Jinmasbl (Bbiie BI'H B 2 pa3za). [Ipu npuMeHneHuu 10361 BUIIIATTUITHHA
10 600 Mr/cyT BO3MOXKHO pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOXKAAIOIINXCS MapecTe3uen u
MIOBBIIIEHUEM KOHIIEHTpAlMK KpeaTuHUH(OochoknHa3bl, C-peakTuBHOro OejKa W MUOTIIOOMHA,
aktuBHOCTH ACT. Bce cuMITOMBI Mepeo3UpOBKH U M3MEHEHUs JTaOOpaTOpHBIX IMOKas3arenen

MCYE3al0T TOCIIe TPEKPaIICHH TPUMEHEHHS TIpernapara.
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Jleuenue
BriBenenne npenapara U3 opraHu3ma ¢ MOMOIIBIO AMalu3a MajgoBeposiTHO. OAHAKO OCHOBHOM
ruaponu3HbIi MeTabonmut BunarauntuHa (LAY 151) Moxer ObITh yaiaeH U3 opraHu3Ma myTeM
reMoJuain3a.

Merdopmun

Jleuenue

Hau6onee 3¢ pexTuBHBIN METOT yIaICHHS JTaKTaTa ¥ MeT(HOPMHUHA — TEMOTUATTH3.

B cnydae mepemo3upoBKM HEOOXOIMMO MPOBOIUTH COOTBETCTBYIOIIEE CHUMIITOMATHYECKOE
JIeYeHHe, OCHOBBIBASICh Ha COCTOSTHUY MAIIMEHTa U KIIMHUYECKUX MPOSIBICHUSX.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHu4ecKHne CBOCTBA

dapmakoTepaneBTHUYEeCKass  IpyIma: CpeacTBa s JIGYSHUS — caxapHOro  jauadera;
TUMNOTVIMKEMUYECKUe  CPEICTBA,  KpOME€  HMHCYJIMHOB,  KOMOHMHAIIMM  [EPOPaIbHBIX
TUMOTIMKEMHUYECKUX CPECTB.

Koag ATX: A10BDO08

MexaHu3M aeicTBus

B cocraB mpemapara ['anByc Mer BXOZAT ABa THMIOIIMKEMUYECKMX CpPEICTBA C PAa3HBIMU
MEeXaHU3MaMH  JIeMCTBUA:  BWIJAIVIMITHH, OTHOCALIMHCA K  KJacCy  MHTHOUTOPOB
munentuaunnentunasei-4 (AII1-4), u merpopmun (B popme ruapoxiopuaa), IpeacTaBUTENb
Kkiacca OwuryanugoB. KoMmOuHammss STUX KOMIIOHEHTOB TMO3BOJIsIeT Oosiee 3P GhEeKTUBHO
KOHTPOJIMPOBATh KOHIIEHTPALIMIO TIIFOKO3bI KPOBHU Y MAIMEHTOB ¢ caxapHbIM quadetoM 2 tumna (C/I
2 Tuma) B TeueHue 24 4acos.

Bungarnuntus, npeacTaBUTelNb Kjlacca CTUMYJISTOPOB OCTPOBKOBOTO arllapara Mo KeryA0YHON
xKenesbl, celeKTUBHO uHruoupyer ¢epment [IIII-4, ymydmas riamkeMUYecKUd KOHTPOJIb.
WNurubuposanne axtuBHoctH JI1I1-4 BbI3BIBaeT yBenuueHHE Kak 0a3aabHOrO, TaK H
MOCTIPAHANAIBHOIO SHIOTEHHOIO YPOBHS WHKPETHHOBBIX TOPMOHOB: TJIIOKarOHOMOJOOHOTO
nentuaa 1 tuna (I'TII-1) u rroko303aBucuMOro HHCyIMHOTpornHoro nonunentuaa (I'UIT).
MeTtdopMuH CHHKAeT MPOAYKLHIO TIIIOKO3bI MEYEHbIO, YMEHBIIAET BCAChIBAHHE TIIOKO3bI B
KHMIIEYHUKE W CHUKAET MHCYJIMHOPE3UCTEHTHOCTh 3a CUET YCWJIEHHs 3axBaTa M yTHIM3ALUU
TJIFOKO3bI TepU(eprUUeCKUMH TKaHSIMH.

MetdopMuH  MHAYUUpYET  BHYTPUKIETOYHBIH  CHHTE3  IJIMKOT€Ha,  JeHCTBYsS  Ha
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TIIMKOICHCHUHTETA3y, U YCUJIUWBACT TPAHCIIOPT I'TFOROIBI HCKOTOPBIMIT MCMOPAHIIBIMIT OCITKAMIT
nepeHocunkamu rioko3bl (GLUT-1 u GLUT-4).

dapmakonuHamuyeckue 3O EKThI

Bunoaznunmun+memghopmun

bezonacHocTh 1 3 PeKTUBHOCTH OTAETBHBIX KOMIIOHEHTOB Mpernapara, a Tak)kKe 0JHOBpEMEHHOE
WX TpUMEHEHHE ObUTM H3Y4YeHBbl paHee B KIMHMYECKUX HCCIEIOBAHUIX, T€ YCTAaHOBJICH
JIOTIOTHUTEBHBIA  MOJIOKHUTENbHBIA  dPQPexT mo0aBlIeHUS BUIJATIHMITAHA K TEparuu
MeT(OPMUHOM Y TIAIIUCHTOB C HealeKBaTHO KOHTposmpyeMbiM CJ1 2 Turma.

B knuHMYecKHMX HCCIENOBAHMAX BWIJATIMOTUH HE OKa3blBaJl BIMAHMS HA Maccy Tella Ipu
n00aBJICHUH K MET()OPMHUHY.

Bunoaznunmun

[Ipumenenne BumarmnTrHa y mandeHToB ¢ CJ[ 2 Tuma mpuBOAMT K OBICTPOMY H IOJIHOMY
unrubuposanuto aktuBHocTH JI1I1-4, koTOpoe HabmM0AaeTCs HA MPOTSHKEHUU 24 4acoB.
[loBbimas konuentpauuto [TIHI-1 wu T'MII, BungarnunTUH  BBI3BIBAET  YBEIMYEHHE
YYBCTBUTEIHLHOCTHU [-KJIETOK IMOKETYIOYHOM JKeJIe3bl K TIFOK03€, YTO MPUBOIUT K YITYUIICHUIO
TJIFOKO303aBUCUMOM cekpennu uHcyluHa. [Ipumenenne Bungarauntuia B go3ax 50 mr u 100 mr
B cyTkd y manueHToB ¢ CJI 2 Tuma BbI3bIBATIO 3HAUUTENBHOE yIydIlleHHe ToKa3aTeneld pyHKuuu
B-Kki1eTok.

Crenens ynyunieHus: QyHKIUU B-KIETOK 3aBUCUT OT CTENIEHU X UCXOTHOTO MOBPEKICHUS, TAK Y
monen 6e3 CJI (c HopMaIbHOM KOHIIEHTpAIMed TIIIOKO3bI B TUIa3ME€ KPOBH) BUJAATTUIITUH HE
CTUMYJIUPYET CEKPELHUI0 HMHCYJIMHA W HE CHIKAET KOHLEHTpauui TIOKO3bl. [loBbimas
KOHIIeHTpauuto 3HaoredHoro I'TIII-1, BungarnunTud yBeIMYMBAET YyBCTBUTEIBHOCTD O-KJIETOK
K TJIFOKO3€, YTO MPUBOJUT K YIYUIICHUIO TIIOK0303aBUCHMON PETYJISIITUN CEKPEIMH TIIFOKaroHa.
CHIKeHHe TOBBIIIEHHON KOHIIEHTPAIlMU TJIFOKaroHa TOCHe €/Ibl, B CBOIO OY€pe/ib, BBHI3BIBACT
CHUKEHUE UHCYJIMHOPE3UCTEHTHOCTH.

VYBenuueHne COOTHOIICHUS WHCYJIWH/TTIOKaroH Ha (OHE TUIEPTIUKEeMUH, OOYCIOBICHHOE
TIOBBIIICHUEM KOHIIEHTPAIIMN WHKPETHHOBBIX TOPMOHOB, BBI3BIBAET YMEHBIIIEHUE MPOTYyKIIHH
TJIFOKO3bI TEUEHBI0 KaK BO BpPEMsi, TaK M TOCJIe MpUeMa THIIHM, YTO NMPUBOIUT K CHUKEHHUIO
KOHIIEHTPALIUHU TJIFOKO3bI B MJIa3M€ KPOBH.

Kpome Toro, Ha ¢QoHe mMpuUMEHEHHsS BWIJATIUNTHHA OTMEYAIOCh CHIKEHHE KOHIEHTpPAlUU

JUOUI0B B IUIa3M€ KPOBHU IOCIIE MpHeMa MHILM, AAHHBI 3(pQeKT He CBA3aH C YJIy4IIeHHEM
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COOTBETCTBYET QRCHEFTHOMY QTYETY

(GYHKIIMHM OCTPOBKOBBIX KIIETOK IOJIKEINy10UHOH—7KCICSBI 1 —OTTOCPCIOBANHBIM BV ITHITCV
BUJIIATJIMIITHHA HA AaKTUBHOCTh HHKPETHHOBBIX TOPMOHOB.

N3BectHo, 4yrto mnoBbimieHue KoHueHTpauuu [TIII-1 Moxer npuBOIUTH K 3aMEIJICHUIO
OTIOPOXKHEHHUS KEITyAKa, OIHAKO Ha ()OHE MPUMEHEHHUs BIWIIIATIIMIITHHA 1TO1I00HOTO 3 dekTa He
HaOJIroaeTcs.

Memdehopmun

MetdopMuH yIydmiaeT TOJEPAHTHOCTh K TMoko3e y mnamueHToB ¢ CJI 2 Tuma, cHmxkas
KOHLEHTPALMIO IIIOKO3bI B IUIa3ME KPOBHU KaK 10, TAK U IOCIIE €JIbI.

B oTnnune oT npou3BOIHBIX CYIb(OHUIMOUEBUHBI, MET(OPMUH HE BHI3BIBACT TUIIOTIMKEMHUH HU
y nanuenToB ¢ CJI 2 Tumna, HM y 3J0POBBIX JIOJEH (32 UCKIIIOUEHUEM OCOOBIX CIIy4aeB).

Tepanus npenapaToM HE NPUBOAUT K pPAa3BUTHIO THIEpHHCYyIuHemuu. [Ipum mpuMeHeHHH
MeTQOpPMHHA CEKpelUsl MHCYJIMHA HE MEHSETCs, B TO BpeMs KaK KOHIEHTpAIMs WHCYJIMHA B
J1a3Me KPOBH HATOIIAK U B TEUEHUE JHS MOKET CHUKATHCS.

[Ipn npumenenuu MmeTdoOpMUHA B TEPANEBTHUECKHUX 032X B KIMHHYECKUX HCCIEAOBAHUIX
CpeHel MPOJOIKHUTENbHOCTH, a TAKXKE B JIJIUTEIbHBIX KIMHUYECKUX HCCIIEIOBAHUSIX OTMEUYEHO
ONarompusATHOE BIMSHHE Ha METAa0O0JIM3M JIMTIONIPOTEHIOB BHE 3aBHCUMOCTH OT €T0 BJIHMSHUS Ha
IJIMKEMUIO: CHIDKEHHE KOHIIEHTpALUU OOILEro XOJIECTEpHHA, XOJIECTEpUHA JIMIOMPOTEHIOB
HU3KOM MJIOTHOCTU U TPUTIIULIEPHUIOB.

5.2. ®apmakoknHeTHYECKHE CBOIiCTBA

Bunmarnuntua+merdopMuH

B wucchenoBaHusx moKa3aHa OMOSKBMBAJIEHTHOCTh [0 MOKa3aTelsiM  IUIOMAAU  T0J]
¢dapmakokuHeTnyeckoil kpuBoi (AUC) u MakcuMasbHOM KOHIEHTpaluy B miaazmMe KpoBH (Cimax)
npenapata ['anByc Met B Tpex pa3Hbix no3upoBkax (50 mr+500 mr, 50 mr+850 mr u 50 mr+1000
MT') U BUWIJArJIUNTHHA U MET(HOPMUHA, IPUHSTHIX B COOTBETCTBYIOLIUX J103aX B BUJAE OTAEIbHBIX
TabJIETOK.

IIpyem numy He BIMSET Ha CTENEHb M CKOPOCTh BCACBhIBaHUs BWJIJATJIMIITUHA B COCTaBE
npenapara ['anByc Mert. 3nadeHust Cmax 1 AUC meTdopmuHa B coctaBe npemnapata [anByc Met
IIpY OJTHOBPEMEHHOM MpUeMe ¢ MUIIel cHIKanuch Ha 26% u 7% cooTBercTBeHHO. Kpome Toro,
Ha (oHEe MpHeMa MUK 3aMeJUISTIOCh BCachblBaHUE MET(POPMHUHA, YTO IMPUBOJUIO K YBEIUYECHUIO
BPEMEHH JIOCTIDKEHUS MaKCUMaIbHON KOHIEHTpauu (Tmax, OoT 2,0 mo 4,0 u). IlogoGHoe

m3MeHeHne Cmax 1 AUC Ha ¢oHe mpuema NHUIIKM OTMEYAlIOCh W B Clyyae MpPHUMEHEHUs
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MeTQOpMHHA B OTAEIBHOCTH, OJHAKO B IOCHCAHCM —CIyTac—MSMCHCHIIT —OBITI—MCHCT
3HAYUTENbHBIMU. BiusHue numm Ha (apMakOKMHETUKY BMIArJUNTHHA U MeT(opMuHa B
cocraBe npemnapara ['anByc MeT He oTiMyYanock OT TAaKOBOTO IIPH IIpHeMe 000X IpernaparoB B
OTIEIbHOCTH.

Bunparnuorug

Bcacvisanue

[Ipu npueme BHYTpPb HATOIIAK BUJIJATJIUIITUH OBICTPO BCACKIBAETCS, @ €70 Cmax JIOCTUTAETCS Yepe3
1,75 gaca nocne npuema.

[Ipn ogHOBpeMEHHOM TMpHEMe C MHIIEH CKOPOCTh abcopOIMU BUIAATIMIITHHA CHHXKAETCS
HE3HAYUTENIBHO: 0TMEYaeTCsd yMEHbIIEHUE Cmax Ha 19% 1 yBenuueHHe BPEMEHHU €€ JOCTHKCHHS
10 2,5 yacoB. OHAKO MpHUEM MMHIIK HE OKa3bIBACT BIMSHUS Ha cTeneHb BcackiBanus u AUC.
Bunparnuntun ObICTpO BcachiBaeTCs, a €ro adCOM0THAs OMOA0CTYTHOCTh MOCIIE TpUeMa BHYTPb
coctaBisieT 85%. Cnax 1 AUC B TepaneBTHYECKOM IUana3oHe 103 YBEIMYMUBAIOTCS MPUMEPHO
MIPOIMOPLIMOHAIILHO J103€.

Pacnpeoenenue

CremneHb CBSI3BIBAHUS BWINATIIMIITAHA C Oenkamu 1wia3Mbl kpoBu HuU3kas (9,3%). Ilpemapar
pacmpesensercs paBHOMEPHO MEXAY IIa3MOM U 3puTporuTamu. Pacnipenenenre BUIIarmiunTHHA
MPOUCXOJUT MPEANOIOKUTENIBHO KCTPABACKYISIPHO, 00BbEM pacrpeesieHuss B PaBHOBECHOM
COCTOSIHMM T10CJI€ BHYTPUBEHHOTO BBeAeHUs (Vss) cocTaBiser 71 1.

Memabonusm

buotpanchopmanusi SBIASETCS OCHOBHBIM TyTE€M BBIBEJIEHUS BHJIJArTUNTHHA. B opranumsme
YenoBeKa MmojiBepraercs mpespamiennio 69% no3bl npenapara. OcHoBHO metabonut, LAY 151
(57% no3bl), (apMakoJOTUYECKH HEAKTUBEH U SBISIETCS MPOJYKTOM THIAPOJIU3a IHaHO-
komroHeHTa. Okoso 4% 0361 MpernapaTta MoABEPraloTCsl AMUIHOMY THIPOJIU3Y.

B wuccnenoBanusix in vivo y xuBOTHbIX ¢ naedunurom JIIII-4 oTmeuaeTcss dYacTUyHOE
MOJIOKUTETFHOE BIUSHUE NaHHOTO (pepMEHTa Ha THUAPOJIN3 BIWIJATTUNTHHA. BUngarnuntuH He
METabOM3UPYETCS TPHU yYaCTHU HU30(PEPMEHTOB CHCTEMBI ITUTOXpoMma Piso. I[lo maHHBIM
WCCIICJIOBAHWM i1 Vitro BUWIAATIMIITHH HE HHTHOUPYET U HE HHIYIHPYET H30(hepMEHTHI CHCTEMBI
utoxpoma CYP450.

Buiseoenue

[Tocne nmpuema BHYTpb MEUEHHOI'O PaJHMOAKTHUBHONW METKOW BWIIIATJIMITHHA OKOJIO 85% 103l
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BBIBOJMTCS TOYKamMu U 15% depe3 KUIICUHTK;—TTOTCTHaT —IKCKPCHT —HCHSMCHCHHOTO
BUaraunTrHa coctabiseT 23%. [Ipy BHYTpHBEHHOM BBEJEHMH y 370POBBIX JA0OpPOBOJIBLIEB
CpeIHU IMepUO/T TOTYBBIBEACHHS JOCTUTACT 2 YacOB, OOIIHIA MIa3MEHHBIA KJIMPEHC U MTOYCTHBIN
KIMPEHC BIJAAIMOTHHA cocTaBisitoT 41 51/9 u 13 11/9 cootBeTcTBeHHO. [lepuos momyBeIBeqeHUS
(T) nocne npuema BHYTpb COCTaBIIIE€T OKOJIO 3 4aCOB HE3aBUCHMO OT JIO3Bl.

Jlunetinocmo

Bunparnmuntun ObIcTpO BcachiBaeTCs, aOCOMIOTHAas OMOAOCTYHNHOCTh MOCJIE MpUeMa BHYTPb
coctaBmsieT 85%. Cmax u  AUC BHAJarIuNTHHA  YBEIUYHBAIOTCA — HPUOIU3UTEIHHO
IIPONOPLIMOHATILHO 03¢ MPU NPUMEHEHUH B JIMaNa30He TePAeBTHUECKUX J03.
Dapmaxkokunemuka 6 0CoOObIX CLYYAaAsX

Ilon

VY nanueHToB JKEHCKOI'0 U MY>KCKOT0 110J1a pa3JIMYHOI0 BO3pacTa U C Pa3INYHbIM UHJIEKCOM MacChl
tena (MMT) He oTMeueHO U3MEHEHMH (apMaKOKMHETHKM BuwigarauntuHa. CreneHb
uHruouposanus aktuBHocTH JAI111-4 BUIIarmiunTHHOM HE MEHSAETCS B 3aBUCHMOCTH OT I10J1a.
Oorcupenue

He ormeueno Bnusiauss UMT Ha (apMakoKnHETHUYECKHE MapaMeTphl BHAarmunTHHA. CTeneHb
uHru6uposanus aktuBHocTH JAI1I1-4 BUIAArIUITHHOM HE MEHSETCS B 3aBUCHUMOCTH OT BEJTMYHHBI
NMT.

Omuuueckas npuHaoIeHcHOCmb

OTHUYecKas MPUHAIJIEKHOCTh HE BIMSIET HAa (JapMaKOKHMHETUKY BUJIATJIMIITHHA.

Iayuenmvi ¢ napywenuem QhyHKyuu neyeHu

VY nanueHToB ¢ HapyleHHeM (pyHKIUY [IeUYeHH JIeTKOM 1 cpeaHel ctenenu Tsxectu (6-10 Oanos
no mkane Yaina-IIpt0) mocne ogHOKpAaTHOrO MpHEMa BUJIATIMITHHA BHYTpPh B go3e 100 mr
OTMEYaeTCcsl CHUXKEeHHE OnogocTynHocTu BuijgaraunTuHa Ha 8% u 20% cooTBETCTBEHHO. Y
NAIMEeHTOB C HapylIeHHeM (DyHKIMH eYeHH! Tskenoi crenen (12 6anos no mikane Yaina-I1s10)
OMOMOCTYHOCTh ~ BWIJIJAIJIMIITUHA TOBbImIaercs Ha 22%. MakcumanbHOe U3MEHEHHe
OMOJOCTYMHOCTH BWJIAINIUNTHHA (YBEIMYEHHE WM yMeHblleHue), B cpeaem a0 30%, He
SIBJIIETCS KIIMHUYECKU 3HAaUUMbIM. Koppersiiuu Mex 1y CTeNeHbIO TSXKECTH HapyLIeHUH QyHKIIUN
ME€YEHU U OMOAOCTYIHOCTBIO Mpenapara He BBISBICHO.

Iayuenmui ¢ napyuieHuem GyHKYuY nouex

VY nmanuMeHToB ¢ HapylleHHeM (DyHKIMM MOYeK JEerKoH, cpeaned mnu Tsxenoil cremenu AUC
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BWJIJIATJIUIITUHA YBEJIMYMBAJIACH 10 CPABHEHUIO CO-3AOPOBBIMIT 0O POBOTBIaMIr 81545157 2 pasa

cootBercTBeHHO. AUC Mmetabonmura LAY 151 yBenuuuanace B 1,6, 3,2 u 7,3 pa3, a Merabosura
BQS867 — B 1,4, 2,7 u 7,3 pa3 y naiueHTOB ¢ HapylIeHHeM (PyHKIIMH MOYEK JETKON, CPeIHEH U
TSKEJION CTENEHH COOTBETCTBEHHO. OrpaHMYEHHbIE JAaHHbIE Yy IALUEHTOB C TEPMHUHAIbHOMN
craaueil xponunuyeckoi OosiesHu modek (XBII) yka3piBaroT Ha TO, YTO TMOKAa3aTeM y JaHHOW
IPYNIbl CXOKU C TAaKOBBIMM y MAI[MEHTOB C HapylIeHHEeM (YHKIUHU MOYEK TSHKENOM CTEeTeHH.
Konnenrpauuss merabommra LAY151 y mnammentoB ¢ TepmuHanbHOW cragmerd XBII
yBEJIMUUBANAcCh B 2-3 pa3a IO CPaBHEHUIO C KOHIIEHTpALMEW y NAIUEHTOB C HapylIEHHUEM
(GyHKIUHU MOYeK TsDKeJIOW CTeleHU. BriBeneHrne BUIIATIIMIITHHA [IPU TeMOINAIN3e OrPaHUuYCHO
(3% mnpu mpoBeaeHUU TMPOLEAYPHl AIUTEIBHOCThIO Oosee 3—4 uacoB dyepe3 4 yaca moclie
OJIHOKPATHOTO TIpUeMa Ipernapara).

Y nayuenmoe 6 6o3pacme >635 nem

MaxkcuMmanbHOe yBenuueHue 6uonoctynHoctu Ha 32% (yBenuueHue Cmax Ha 18%), oTMeueHHOe
y manueHToB crapiie 70 net 6e3 coMaTuuecKoi MaToJOTUH MpH MpHeMe BUIIATIIUIITHHA B J103€
100 Mr B CyTKH, HE SIBJISIETCS KIIMHUYECKU 3HAaYMMbIM U HE BiuseT Ha uuruouposanue JI111-4.
Dapmaxokunemuxa memgopmuna y demeiti 6 sozpacme ne menee 10 1em He uzyuanaco
dapMakOKMHETHYECKHE OCOOCHHOCTH BUJIATTIMITHHA y IeTel U MOAPOCTKOB Miiaame 18 net He
YCTaHOBJICHBI.

Merdopmun

Bcacvisanue

AbcomtoTHas OMOAOCTYHNHOCTh MET(OpMHUHA TpH NpueMe BHYTph B go03e 500 Mr Haromak
cocraBisa 50-60%. Cmax JocTHraercss uepe3 2,5 waca nocine npuema. [Ipu yBenmueHun
OJIHOKpaTHOM 1103bI nipenapara ot 500 mr 10 1500 mr u ot 850 Mr 10 2250 Mr BHYTph, OTMEYAJIOCh
OTCYTCTBHE 3aBUCUMOCTH (PapMAKOKMHETUYECKUX ITapaMeTPOB OT /103bI.

Otor >(dexT o00ycnoBIEH HE CTOJBKO M3MEHEHHEM BBbIBEJCHHMs IIpernapara, CKOJbKO
3aMeIJIeHHeM ero BcackiBaHus. Ha ¢oHe mpueMa MUIIM CTENeHb M CKOPOCTh BCACHIBAHMS
MeT(hOpMHHA TaKkKe HECKOJIbKO CHIXKANUCh. Tak, Mpu OJHOKpAaTHOM IpHEMe IpernapaTta B J103€
850 Mr BMecrte ¢ muiel, orMedanoch CHMKEHHE Cmax mpumepHo Ha 40%, AUC nHa 25% u
yBeNUYEHUE Tmax HA 35 MUHYT.

Knuanyeckoe 3HaueHue JaHHBIX (I)aKTOB HC YCTaHOBJICHO.
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Pacnpeoenenue
[Ipu omHOKpaTHOM TmpueMe BHYTPh B jJ03¢ 850 Mr Kaxymuiicss o0BeM pacrpeaciieHHs
MeTgopmuHa coctaBisger 654+358 1. MeThOopMHH NpakTHUECKH HE CBSI3BIBACTCS C Oenkamu
IUTa3MbI KPOBH, B TO BpeMs Kak IPOM3BOIHBIE CYJIb(OHMIMOUYEBUHBI CBSI3BIBAIOTCS] C HUMH OoJiee
yeMm Ha 90%. MeTpopMUH MPOHUKAET B 3PUTPOLUTH (BEPOATHO YCUJICHHE 3TOTO Ipolecca co
BpemeneM). [Ipu mpumenHenuu meTopMHHA IO CTaHIAPTHON cxeMme (CTaHAAapTHBIE 11032 U
yacToTa IIPUEMa) pPaBHOBECHAsI KOHIEHTpALUs B IUIa3ME€ KPOBM JOCTUIaeTcs B TeueHue 2448
YacoB M, Kak MpaBHJIO, HE MpeBbIIaeT | MKr/mi. B Xome KOHTpOIMpPYEMBIX KIMHHUYECKUX
uccnenoBaHui Crax MET(OpMHUHA B IJ1a3Me KPOBH HE MpeBbILIana 5 MKI/MII (Jlake IpU IpueMe B
MaKCHUMaJbHBIX J103aX).

Memabonusm

[Ipy OnHOKpAaTHOM BHYTPUBEHHOM BBEICHMH MET(POPMHHA 370POBHIM JIOOPOBOJIBIIAM OH
BBIBOJIUTCS IOYKAaMU B HeM3MEHEHHOM Buie. [Ipu aTOM npenapat He MeTaboIu3upyeTcs B IEYSHU
(y uenmoBeKa He BBISIBIIEHO HUKAKUX META0OJIUTOB) M HE BHIBOJUTCS C JKETYbIO.

Buvigeoenue

[TockonbKy TOYEUHBIH KIMPEHC METPOpPMHHA TPUMEpPHO B 3,5 pasa MPEBBIIIACT KIUPEHC
kpearnHuHa (KK), oCHOBHBIM IyTeM BBIBEICHMs IpenapaTa SBISETCS KaHaJbleBas CEKpeLHsl.
IIpu npueme BHyTpb npuMepHO 90% BcocaBuIelcst 1035l BBIBOJUTCS IIOYKAMU B TEUEHHUE NTEPBBIX
24 g; pu >ToM T% U3 KPOBU cOCTaBIsAeT OKOJIO 6,2 dyacoB. Ty MeTopMuHa U3 LETEHON KPOBH
COCTaBJISIET OKOJIO 17,6 4acoB, UTO yKa3blBaeT Ha HAKOIUJICHHE 3HAUYMUTEIbHON YacTHu MpenapaTa B
OPUTPOLIUTAX.

DapmakoKunemuKa 6 0CoObIX CAyUaax

Ilon

VY manMeHToB MYKCKOro W keHckoro mona ¢ CII 2 thuma He OTMEUEHO 3HAUYUMBIX DPa3IHduid
(apMaKOKMHETUYECKHX IMapaMeTpoB MeT(HOpMHHA. AHAJIOTMYHBIM 00pa3oM B KIMHHYECKUX
HCCIIEIOBAaHMSIX HE OTMEUEHO U3MEHEHUS TUIIOTJIMKEMUYecKoro 3 dexra meThopMuHa y My>KUHH
u xenmuH ¢ CJ1 2 Turma.

Ilayuenmul ¢ Hapywenuem Qyukyuu nevenu

VY manmeHToB ¢ HapyIIeHueM (PyHKIIUH MTe4eHU U3yyeHne GapMakOKHHETUIECKUX 0COOCHHOCTEN
MeT(GOpPMHHA HE TPOBOIMIOCH.

Ilayuenmul ¢ Hapywenuem ynkyuu novex
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VY narnueHToB ¢ HapymeHueM QYHKIHH MoYeK (ortermacyormo- KO-+t wmerdopmmrams-mraswsr———

n HCHBHOﬁ KpOBH YBCIMYHMBACTCA, a €Iro IMOYCYHBIN KIIMPECHC CHUXKACTCA IPOIOPLHHUOHAIBHO

camxenuto KK.

Y nayuenmos 6 6ozpacme >65 nem

ITo orpaHu4eHHBIM JaHHBIM (PAPMAKOKMHETUYECKUX UCCIIEI0BAaHUN Y 3/J0POBBIX 10OPOBOJILIIEB B
BO3pacTe >65 JeT 0TMEYaJOCh CHUKEHHE CYMMAapHOIo IUIa3MEHHOI'0 KJIHMpeHca MeT(hopMuHa U
yBenuueHue Ty, U Cmax IO CPaBHEHUIO ¢ 0oJiee MOJIOJIBIMU JOOPOBOJIBLIIAMHU. DTH 0COOECHHOCTH
(apMakOKMHETUKH MET(GOpPMHUHA y JIUI] cTapiie 65 JieT, BEepOsATHO, MPEKIEC BCEro, CBA3AaHBI C
M3MEHEHHEM (DyHKIUH II0YEK, B CBSA3M C UEM y MAIMEeHTOB cTapiue 80 JeT IpuMeHEeHHe Npenapara
I'anByc Met BO3MOXHO TOsIbKO ITpu HopMaiabHOM KK.

Dapmakoxkunemurxa memgopmuna y demeil 8 6o3pacme ne menee 10 nem ne uzyuanacs
dapmMakOKHMHETHYECKHE 0COOEHHOCTH MeT(HOpMHUHA Yy AETel M MOAPOCTKOB Miamme 18 ner He
YCTAQHOBJICHBI.

IIpumenenue y nayuenmoe paziuyHol SMHUYECKOU NPUHAOTIEHCHOCTU

Her  nmokasaTenbCTB ~ BIMSAHUS ~ OTHUYECKOW  NPUHAMICKHOCTH  MAIMEHTOB  HA
(apMakOKHHETHYECKHE 0COOEHHOCTH MET(HOPMHHA.

B KOHTpoimpyembIX KIMHUYECKUX MCCIEOBAaHUSAX MET(HOPMHHA y TMALUEHTOB C CaXapHbIM
auabeToM 2 Tumla Pa3IU4yHOM 3THUYECKOM NPHHAUIEKHOCTH THUIOIVIMKEMHYECKOe JeHCTBHE

rpenapara MnposiBisjaoCh B OJMHAKOBOU CTEIICHH.

6. PAPMALLEBTUYECKUE CBOWCTBA
6.1. Ilepeuenb BcmoMoOraTe/ibHbIX BeLIECTB

T'anByc Mert, 50 mr + 500 mr, TaOJIETKH, ITOKPLITHIE INIEHOYHON 000JI0YKOH

Aopo mabnemku
I'mnponosa

Marnus creapar
Ob6onouka mabremku
I'mnpomennosa

Turana quokeun (E171)
Maxporoa 4000

Tanpk

XKenesa okcun xentoiii (E172)
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Kenesa okcun kpacubiii (E172)

T'anByc Mert, 50 mr + 850 mr, TaOJIETKH, OKPHITHIE INIEHOYHON 000I0YKON

Aopo mabremxu

I'mnponosa

Maruus creapat

Obonouxa mabnremxku
I'mnpomeriosa

Turana auoxcuz (E171)
Maxkporoa 4000

Tanpk

XKenesa okcun xentsolii (E172)

Tansyc Mert, 50 mr + 1000 Mr TabJIeTKH, HOKPHITHIE IIJIEHOYHOW 000JI0UYKOH

Aopo mabnemku
I'unpoinoza

Maruus creapat
Obonouka mabremku
I'mnpomeriosa

Turana guokcuna (E171)
Maxporoin 4000

Tanpk

Kenesa okcun xentoiid (E172)

6.2. HecoBMecTHUMOCTD

He nmpumennmo.

6.3. Cpok rogHocTH (CpOK XpaHeHus1)

2 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUH

Xpanuth 1pu Temneparype He Boimre 30°C.

6.5. Xapaxkrep u coaepxkaHue NEPBUYHON YIIAKOBKH
ITo 6 unu 10 Tabnerox B 6Gnucrep I[TA/AJI/TIBX u anromuHneBoit (osbru.

Ilo 1, 3, 5, 6, 12, 18 unu 36 GaricTepoB BMeCTe C JIMCTKOM-BKJIQBINIEM B Tauky. Jlomyckaercs
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HAJIN4YHUEC KOHTPOJIA IIEPBOI0 BCKPBITHS.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHYTOKEHHMH HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpemapara WIH OTXOI0B, IMOJYYEHHBIX TMOcCjde TPUMEHEHUs
JIEKAPCTBEHHOI'0 Mpenapara, u Apyrue MaHUIMyJIALHUHU ¢ PenapaToM

Oco0Oble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHU S
[Beiinapus / Switzerland

Hosaptuc ®@apma AI' / Novartis Pharma AG

Jluxtmrpacce 35, 4056 bazens / Lichtstrasse 35, 4056 Basel

7.1. IlpencraBureib iepKaTesiss PpericTPALMOHHOIO YI0CTOBepeHus Ha Tepputopun Coro3a
IIperen3un norpeduTeIel HANPABJATH MO aJpecy:

Poccuiickag @enepanusa

00O «Hoaptuc ®apmar»

Anpec: 125315, r. MockBa, JIeHuHrpaackuii mpocmekr, a. 70
Tenedon: +7 495 967 12 70

®axc: +7 495 967 12 68

OnektpoHHas noura: drug.safety russia@novartis.com

PGCHV6HI/IK3 Kazaxcran

Ounnan Komnanun «HoBaptuc @apma Cepsucaz Al B PecniyOnnke Kazaxcran
Anpec: 050022, r. Anmartsl, yi. Kypmanrasser, 95
Tenedon: +7 727 258 24 47

OnextpoHHas noyra: drugsafety.cis@novartis.com

Pecnybauka ApMeHus

000 «ACTEPUA»

Anpec: 0051, r. EpeBan, yn. Haupu 3apsin, 72/3
Tenedon: +374 115 190 70

OnektponHas moura: drugsafety.cis@novartis.com

8. HOMEP PETUCTPAIIMOHHOT'O YIOCTOBEPEHHUS
JITT-Ne(001986)-(PT-RU)
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9. JIATA TIEPBUYHOM PEIMCTPALIMA
IHEPEPET'HCTPAIIN)
17.03.2023

10. JATA IEPECMOTPA TEKCTA

OOmiasi  xapakTepucTHKa JIEKapCTBEHHOro Ipemapata [anmByc Mer pmoctymHa Ha
nHPOPMAIIMOHHOM TopTaie EBpa3uiickoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHHKAITMOHHOU cetu «HTepHeT»: https:/eec.eacunion.org.
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