COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.08.2024 Ne 17467
(NOCNENOBATENLHOCTE 0005)

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O ITPEITAPATA
I'muneuno Mer, 50 mr + 850 mr, TaOJIETKH, TOKPHITHIE MJICHOYHON 000I0YKOM

I'munBuiio Met, 50 mr + 1000 Mr, TaGIeTKH, MOKPHITHIE TUICHOYHON 000JI0YKO#

2. KAYECTBEHHbBI U KOJUYECTBEHHBIN COCTAB
JlelicTByIOIIKE BELeCTBAa: BIJAATIMITHH + MET(OPMHUH.

I'nmunsmino Mert, 50 mr + 850 mr, TabIE€TKH, HOKPBITHIE INIEHOYHOM 000JI0YKOH

Kaxxnast Tabnerka, NOKphITask INIEHOUYHOM 0005104KOH, coepxkuT 50 Mr BunaarnuntuHa u 8§50 mr
MeThOpMHUHA THAPOXIIOPUIA.

BcenomorarenpHble BelecTBa, HAIMYUE KOTOPBIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOT'O
npemnapara: HaTpuil (cM. pasznen 4.4.).

T'imunsmiio Met, 50 mr + 1000 Mr, TaOJIETKH, MOKPBITHIE INIECHOYHOU 000JI0UYKOUI

Kaxnas TabieTka, NMOKpHITas IUIEHOYHOW 000JI0YKOH, coiepkuT 50 Mr BHIIJArIMITHHA U
1000 Mr MeThopMHHA THIPOXIOPUA.
BcrnoMoraTenbHble BelleCTBa, HaJIM4YHE KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npenapara: HaTpuii (cM. pazzaen 4.4.).

ITonubIi MEPCUYCHb BCIIOMOI'aTCJIbHBIX BCIICCTB ITPUBECACH B pa3JiCJIc 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNIEHOYHON 000JIOUKOM.

I'nmuosmio Mert, 50 mr + 850 mr

OBasibHbIE, [IBOSIKOBBINYKJIbIE TaOJETKU, IOKPBITHIE IUIEHOYHOM 000JI0YKOM, KOpUYHEBAaTO-
KEJITOro 1[BETa, ¢ MapKUpOBKOH V1 Ha 0HOU CTOpOHE.

I'munsmiio Met, 50 mr + 1000 mr

OBaJ'IbHI)IC, JABOSAKOBBIITYKJIBIC Ta6J'ICTKI/I, MOKPBITHIC IJICHOYHOM O6OJ'IO‘IKOI71, KOPHUYHCBO-

JKENITOTO I[BETA, C MAPKUPOBKON V2 Ha OJIHON CTOPOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3anus K NPUMEHEHHUIO
[TpenapaT mokasaH K NPUMEHEHMIO y B3pOCIBIX MAIMEHTOB C caXapHbIM aunabeToMm 2 Tumna (B
COYETAHUU C JueToTepanuei U GU3NIEeCKUMH YIPaKHEHUIMN):

® IpU  HENOCTATOYHOW  A(PQPEKTHUBHOCTH  MOHOTEpalmMM  BWIJAMIMOTHHOM  WIH

METGOPMUHOM;
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® Yy MAalMEHTOB, paHee IMOIYyYaBIIMX KOMOMHHPOBAHHYIO TEPAINUI0 BWIAATIHIITUHOM H
MeT(GOPMHUHOM B BHJ/I€ MOHOIIPEIAPATOB;

e B KOMOWHAIIMM C TMPOU3BOJHBIMHU CYJIH(OHUIMOYEBUHBI (TpOiHAs KOMOWHUpPOBaHHAS
Tepanml) y IHannucHTOB, paHee MMoJry4JaBIInNX TCparunro MMPOU3BOAHBIM
CyTb(OHUIMOYEBHHBI U METHOPMHUHOM 0€3 JOCTIKEHHUS aJeKBATHOTO KOHTPOJIS
TJINKEMUU;

® B TPOWHOW KOMOMHUPOBAHHOW TEpAINMU C WHCYJIUHOM Yy MAlMEHTOB, paHee MOTyJaBIINX
WHCYIMHOTEpANHI0 B CTAOMIBHON nM03¢ U MeThopMuH 0Oe3 JOCTIDKEHHs aJeKBATHOTO
KOHTPOJISI TJIUKEMUHY;

e B KauyecTBE HAUYaIbHON Tepamuu y NAIMEHTOB C CaXxapHbBIM AWabdeToM 2 THMa MpH
HEIOCTaTOYHON A(P(EKTUBHOCTH TUETOTEpanuM, (U3NYCCKUX YIPAKHCHUH U TpPU
HEOOXOAMMOCTH yTy4IICHUS KOHTPOJIS TITUKEMHH.

4.2. PexxuM J103UPOBAHHSA U CIIOCO0 NMPHUMEHEHHUS

PexxuM mo3upoBanus

Pexxum nosupoBanus mnpenapara [nummBmio Mer ciegyer moaOuparth WHAMBHIYaIbHO B
3aBHCUMOCTHU OT 3()(PEeKTUBHOCTH U MEPEHOCUMOCTU Tepanuu. [Ipyn nmpumMeHeHnu npernapara He
ClIEyeT TPEBBIATh PEKOMEHJOBAHHYI0 MAaKCHUMaJbHYI0 CYTOYHYIO /03y BWIJATJIUITHHA
(100 mr).

Pexomennyemyto HavanpHyro 103y npemnapara [nmmnBuino Mer crieayer mon0upaTh, YUUTHIBAs
JUTUTEIHHOCTh TEUEHHsI CaXapHOTo AnadeTa, MoKa3aTely INIMKEMHH, COCTOSHUE MallMeHTa U yKe
MIPUMEHSBIIHUECS Y MAIIUEHTA CXEMBbI JICUEHUS BIIIJATTIUIITUHOM U (MITH) METHOPMUHOM.

B cinydae mpomycka mpuema mpemnapara cieayeT NPHHATh MPOMYIIEHHYI 103y KaK MOXKHO
ckopee. He pexoMenayeTcst mpueM JBONHOM J03bI Mpernapara B TEUEHUE OJTHUX CYTOK.
Hauanvnas 0oza npu neaghgpexmuenocmu mMoHomepanuu 8Un0AIUNMUHOM

Tepanuio (ukcHpOBaHHONW KOMOMHAIIMEH BHIAATIMITUH + MET(GOPMHUH MOKHO HAYMHATh C
1036l 50 Mr + 500 Mr 2 pasza B CyTKU (U1l TOCTM>KEHHS 3TOM TO3UPOBKHU CIIETyeT MNPUMEHSATH
Apyrue IpenapaTsl, COAEpKallue BWIAATIUNTAH W MET(OPMHH, TO3BOJISIOMINE IOCTHYD
YKa3aHHOTO pexxuMa 1o3upoBanusi). [locie oleHKH TepaneBTHYEeCKOTO IPQeKTa 103y MOKHO
MOCTETIEHHO yBEINYHBATH.

Hauanvnas 0osa npu neagpexmuenocmu monomepanuu mem@opmuHom

B 3aBucuMocTH OT 03Bl YK€ MpPHUHUMAaeMOro MeT(OpMHHA, Tepamnuilo (UKCUPOBAHHOM
KOMOHWHAIME MOKHO HadyuWHATh JMOO ¢ mpuema | TabJeTKu mpemnapara, COJAEpKallero
BUJIJArIMITHH U MeTgopMuH B go3e 50 mr + 500 mr, nmubo ¢ 1 rabnetku npenapara I unBuiio

Mert no3upoBkoit 50 mr+850 mr unu 50 mr + 1000 mr 2 paza B CyTKH.
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Hauanvnas o0osza 'y nayuewmos, panee NONYYABUWIUX — KOMOUHUPOBAHHYIO — MEPANUIO
BUNOAIUNTMUHOM U MEMPOPMUHOM 8 8UOe OMOENbHLIX MAOIemOoK

B 3aBucumoctu OT yXe NPUHMMAEeMbIX [03 BWIJArJIUNTHHA WIA MeT()OpMHUHA, TEparuio
npenaparoM [munBuno Mer 50 mr + 850 mr w50 mr + 1000 Mr 1100 TPUMEHATH APYTOM
npernapar, coaep)kamuil GUKCHpPOBaHHYI0O KOMOWHAIIMIO BWJIJATIUITHH + METGOPMUH B J103€
50 Mmr +500 Mr. B mocnenymomeM KOppeKTHpOBaTh J03y CJEAyeT B 3aBUCUMOCTH OT
3¢ (PEeKTUBHOCTH Tepanuu.

Cmapmosas 003a, npumensemas 6 Kaiecmee HAYANLHOU Mepanuu y NnayueHmos ¢ caxapHviM
ouabemom 2 muna npu HeOOCMAMOYHOU 3d¢hgexmusHocmu Ouemomepanuu U QOUIUYECKUX
YIPAHCHEHULL

B kauecTBe crapTroBOW Tepanuu CcleAyeT NpUMEHATh mnpenapar [nuneuwio Mer B 703e,
MaKCUMaJIbHO  ONMu3KOH K  cymiectBytomeMy JjedeHuto (50 mr + 850 mr) wmm, mpu
HEO0OXOIUMOCTH TIPUMEHEHHs HadaabHOU 10361 50 Mr + 500 MT (OZHOKPATHO B CYTKH), IPYroM
npenapar (UKCUPOBAHHON KOMOWHAIIMK BWJIIATJIUOTHH + MET(GOPMHUH, MO3BOJISIONUINA TOCTUYb
yKa3aHHOTO pexuMa Jo3upoBaHus. [locie oueHku TtepaneBTudeckoro 3¢d@dexkra MOKHO
MOCTENEHHO yBeanuuBaTh 403y A0 50 mr + 1000 mr 2 pa3a B CyTKH.

Kombunuposannas mepanus ¢ npouzgoonbiM CylbQOHUIMOUEBUNB] UTU UHCYIUHOM

Jlo3a ¢ukcupoBaHHONW KOMOMHAIIMK BWJIAATJIMITAH + MET(HOPMUH PAaCCUUTHIBACTCS UCXONS W3
no3el BunaaraunTiuaa 50 mr 2 paza B cytku (100 mMr B cyTtku) U MeTdopmMuHa B 103€, paBHOK
NPUHUMAEMON paHee B BHJI€ MOHOIpenapara.

Oco0ble rpynnbl NalueHTOB

Iayuenmul ¢ Hapyuienuem yHKYyuu novex

Ilepen HavamoMm Tepanmuu  MeTGOPMHUHCOAEpPXKAIIMMH  HpenaparamMu  (TaKMMH  Kak
[muanBwiio MeT) ciieyeT ompeneiuTh CKOpocTh KiyooukoBou ¢wibTpanun (CK®), namee
clIelyeT KOHTpPOJIMPOBaTh JaHHbBIN IOKa3aTelb He peke | paza B roja. Y MalUEHTOB C PUCKOM
YXyAUICHUS YK€ CYIIECTBYIOIIETO HapylleHuss (QYHKIUM TIOYEeK, a TaKKe Yy IalueHTOB
MOKUJIOTO BO3pacTa, (GyHKIMIO MOYEK CJIeAyeT KOHTPOJIMPOBATh Haile (Hampumep, Kaxkiapie 3—
6 MeCSIIeB).

VY manuMeHToB € TOYEYHOM HeIOCTaTOYHOCThIO cpenHedt creneHu Tsokectn (CKD 30—
44 mn/mun/1,73 M?) KOMOMHALMIO BUIAANIMOTHH + MeTQOPMUH CIedyeT NPUHUMATH B JI03€
50 mr + 500 mr 1pa3 B cytku; ¢ CK® 45-59 mn/mMun/1,73 M? HauanpHas 103a COCTABIAET
50 mr+ 500 Mr (st JOCTHKEHHS YKA3aHHOTO peXUMa JI03MPOBAHUS CIEAyeT NPUMEHSTH
Japyrue mpenaparbl  (DUKCUPOBAHHOM KOMOMHAIMM  BWIJArJIMNTUH + METQOPMHH B
COOTBETCTBYIOIIEH J103UpoBKe) min 1 Tabnerka npenapara ['nmunsuio Met 50 mr + 850 mr, mpu

3TOM CyTOYHas J03a He AokHA npesblmats S0 mr + 1000 Mr 1 pa3 B CyTku. Y NalnMeHTOB C
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CK® < 60 m1/mMun/1,73 M> nepesl Ha4aaoM Tepanud MeTGOPMHHCOAEPKANIUMU HpenapaTaMu
(Takumu kak ['munBuio Met) ciieayeT oeHuTh (PakTophl, CIIOCOOCTBYIONINE YBETUICHHUIO PHCKA
pasBuTHs JakToanugos3a. Y mamuentos ¢ CK® < 30 mn/mun/1,73 M? mpuMmeHeHue npemnapaTa
I'munBmwio MeT NpoTHMBONOKa3aHO, 4YTO OOYCIOBIEHO HAJIMYMEM B COCTaBe IIpernapara
MeThopMHHA.

B 3aBHCHMMOCTH OT TEKyIIEro COCTOSHUS (YHKIMH TOYEK CIIEAYyeT COOJIoAaTh CIEIyIOLIHe

PEKOMEHAALIMH T10 JO3UPOBKE NEHCTBYIOIIMX BELIECTB Npenapara:

CK®, mur/mMmun Metdopmun Bunparnuntun
60—-89 MakcumanbeHass ~ Cyro4yHas  Jgo3a | MakcumanbHas ~ CyTOYHas  J103a
COCTaBIIIET 3000 mr. IIpu | cocrasnsier 100 mr

YXyAIIeHHH (DYHKIUM TIOYeK Ha
done MPUMEHEHUS clenyeT
paccMoTpeTh BO3MOKHOCTb

YMCHBIICHUA JO3bI

45-59 Hauvanpnas nmo3a He  pmomkHa | MakcumanbHass ~— CyToOdHas — J103a
MPEBbBIIATH 1000 mr, | cocraBusieT 50 Mr
MaKCHUMaJlbHasi ~ CyTO4YHas  J03a

coctasigeT 2000 mr

3044 HavanrHags go3a He  JOJDKHA
npesbimate 500 Mr, MakcuMasbHas

cyrouHas jo3a cocrapisget 1000 mr

<30 [IprmeneHne TpOTUBONOKA3aHO

Ecnu nHeoOxomumas no3a A OJAHOTO M3 2-X JCUCTBYIOLIMX BEIIECTB HE JOCTYNHA MpU
npUMeHeHNH mnpenapata [numBmwio Mer, TO cleayeT HCIONb30BaTh J(BA OTICJIBHBIX
MOHOTpernapara BUIJArJIuITHHA © METHOpPMUHA.

Iayuenmul ¢ napywenuem @yHKyuu neveHu

[Tpumenenune npenapata ['nmunBuino MeT He PeKOMEHJOBAHO MAlMEHTaM C KIMHUYECKUMHU WU
7a0b0paTOpHBIMM ~ MpPU3HAKAMU HapylleHus (YHKUMM T[€YEHH, BKJIIOYas MAlMeHTOB C
MTOBBIIEHHBIMHU MOKa3aTesIMU aJTaHMHAMHHOTPaHC(epasbl (AJIT) W
acnapratramunorpancdepasbl (ACT), Oonee yeM B 3 pa3a MPEBBIIAIOIIMMU BEPXHIOI T'PAHUILY
HopMmebl (BI'H) no navasna neuenus.

Tayuenmul noscunoco 6o3pacma

MeTdopMuH BBIBOAUTCS TTOYKaMU. [IOCKONBKY Y MAIMEHTOB CTapIie 65 JIeT 4acTo OTMevaeTcs

HapylmeHue (QYHKIMU [OYeK, J03y KOMOMHAIMKM BHJIATVIMOTHH + METGOPMHH Y JIaHHBIX
4
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NAIMEeHTOB CJelyeT KOPPEKTUPOBaTh, OCHOBBIBASACH Ha MOKa3zarensx (yHkiuu mnouek. [Ipu
NPUMEHEHHUH Tperapara y MalueHTOB cTapiie 65 1eT HeoOX0AUMO PETYISIPHO KOHTPOJIUPOBATH
(GYHKITHIO TTOYEK.

€T’
besomacuocts u a3ddexTuBHOCTH Tpenapata [ umnBmio Mer y nereid B Bo3pacte ot 0 g0 18 net
HE U3y4eHa, IPUMEHEHHE Mpenapara NpoTUBOIIOKA3aHO y JaHHOW KaTeropyuy MalueHTOB.

Cnocob npuMeHeHns

[Ipumenstor BHYTpb. s yMEHBIIECHUS BBIPAXCHHOCTH HekenatenbHbIX peakmuid (HP) co
CTOpOHBI kenyaouHo-kumeyHoro Tpakta (JKKT), xapakrepHbix ans mMeTdopMHHA, TperapaT
I'munBuno Met npuHUMAKOT BO BpeMs €1bl.

4.3. IIpoTuBONOKa3aHuUs

e [ UnmepuyyBCTBUTENBHOCTh K BWIAAINUNTUHY, METGOPMHHY U (WIM) K JIOOOMY W3
BCIIOMOT'aTeNbHBIX BEIIECTB, IIEPEYUCICHHBIX B pa3nene 6.1.

e JloyeyHas HEIOCTATOYHOCTh WJIM HapyIIeHHE (DYHKIIMU TOYEK TSKEIOW CTENeHH MpHU
CK® < 30 mu/mun/1,73 M2

e OcTpble COCTOSHHUS C PUCKOM DPAa3BUTHS HapylIEeHUS (QYHKIUU IMOYEK: JErHapaTarus
(moBTOpHAas pBOTa, Juapes), JMXOpPaaKa, TsDKEJIble HH(PEKIHOHHBIE 3a00JIeBaHMS,
COCTOSIHMS TMIIOKCUU (IIIOK, CeNICHC, MHPEKIUH IT0YEK, OpOHXO0JIErouHbIe 3a00JIeBaHuUs).

e KiuHWYECKH BBIPAXCHHBIC TPOSBICHUS OCTPBIX WM XPOHHUYECKUX 3a00JieBaHUM,
KOTOpbI€ MOTYT NPUBOJAUTh K PA3BUTHUI0 TKAHEBOW T'MIIOKCHMM (B TOM 4HCIE, OCTpas
ceplledHas  HEIOCTaTOYHOCTb, XPOHUYECKass  CEepleYHasl  HEIOCTaTOYHOCTh ¢
HECTaOMJIbHBIMU  IIOKA3aTeIsIMM TIEMOAMHAMMKHM, JbIXaTelIbHas HEJ0CTaTOYHOCTb,
OCTpbIN MH(APKT MUOKAP/A).

e Hapymenus ¢yHKIMM TE€YEHH, BKIIOYas MAIMEHTOB C TOBBIIICHHONW AKTHBHOCTBHIO
«meueHoYHbIX» pepmenToB (AJIT umu ACT B 3 u Oonee pa3 Boimie BI'H). ITockonbky y
MAIMEHTOB ¢ HapyleHueM (YHKLIWU MEYEeHU B pAAE CIydaeB OTMEYAJICs JIAKTOAIHI03,
BO3MOXHO, sBJstomuiics onHoit u3 HP npu npumenenun metdopmuHa, mnpemnapar
I'munBuno Met He crneayeT NPUMEHSATh Yy HAIMEHTOB ¢ 3a00JIEBaHUSIMHU IE€YEHU WIIH
HapyleHneM OMOXMMHUYECKUX MoKa3aTenel pyHKIHUN MeYeHH.

e JluabGeruueckuii KeToaluTo3, JAuabeTHyeckas TMpekoma, Koma. JlmaGetnueckuit
KETOALU03 CIIEyeT KOPPEKTUPOBATH NHCYJIUHOTEPAIIUEH.

° HaKToaLII/I):[03, B TOM YHCJIC, B aHAMHEC3C.
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e Jlpuem mpemapata B TeyeHue 48 4yacoB /0 U HE MeHee 48 4acoB IOCIE MPOBEICHUS
PaAMON30TONHBIX MM PEHTICHOJIOTUYECKUX HCCIEAOBAaHUI C BHYTPUCOCYAMCTHIM
BBEJICHHEM HOJICO/IEPIKAIIET0 KOHTPACTHOTO BEIIECTRA.

e OOmwupHBIE XUPYPrHUECKUE BMEIIATEIILCTBA M TPAaBMBI, KOT/Ia TIOKAa3aHO IMPOBEICHHE
MHCYJIMHOTEpAHH.

e (Caxapublii quaber | Turma.

e  XPOHHMYECKHUI aJTKOTOJIU3M, OCTPAst ATKOTOJIbHAsI HHTOKCHKAIHSL.

e CobOnronenue Hu3KoKanopuitHou auetsl (Menee 1000 kkan/cyr).

e bepeMeHHOCTh U NepHOJ IPYAHOT0 BCKapMiIuBaHus (cM. paszzaen 4.6.).

e Bo3spacr 1o 18 ner (nanubie mo 3pPexTHBHOCTH U 0€30MaCHOCTH MPUMEHEHUS y IeTel
OTCYTCTBYIOT).

4.4. Oco0Oble ykazaHus U Mepbl NPEA0CTOPOKHOCTH NMPU MPUMEHEHUH

[Ipenapar cinemyer ¢ OCTOPOKHOCTBIO MPUMEHSTHh y MAlMEHTOB C HAJMYHMEM ITaHKPEaTHUTa B
aHaMHe3e; y MAaIMeHTOB B Bo3pacTe crapuie 60 jeT, BBIMOJHSIOMNX TKEIYI0 (HU3UYECKYIO
paboTy, B CBS3M C TOBBIIICHHBIM PUCKOM Pa3BUTUSl y HUX JIAKTOALMJ03a; y MAIMEHTOB C
noueyHoi HepoctatouHOCThI0 ¢ CK® 30-59 mu/mun/1,73 M.

Y manueHToB, NOJYYAIOIUX JIEYCHWE WHCYJAMHOM, mpemnapar [nunBuio Mer He MOXer
3aMCHUTb HWHCYJIMHOTCPAIIUIO. HpenapaT HC CJICAYCT MNPUMCHATH [JId JICHCHUSA CaxapHOIo
nurabera 1 THIa UM TMA0ETHYECKOr0 KETOAIMI03a.

Bunnarauntus

Hapywenue ¢ynxyuu neuenu

[MpumeHnenne GpUKCHPOBAHHON KOMOHMHAIIMU BUJIATJIMNTUHH + METQOPMHH HE PEKOMEHIOBAaHO
MaIeHTaM ¢ KIMHUYECKHMMHU WIH Ja00paTOPHBIMU MPU3HAKAMU HapyHIIeHHUs (YHKIUU TeUeHH,
BKJIIOYas TMalMEeHTOB ¢ moBblleHHbIMA TokazarenssMu  AJIT wm ACT (B 3 pasa
npessimatomumMu BI'H 1o Havana neuenus).

[Ipu nmpuMeHeHNH BWINATJIMOTHHA 3apPETUCTPUPOBAHBI PEAKHE CIIydaud HapyIICHHUS (YHKIIHH
nedeHn (BKJIIOYAsi TenaTUT). OTH Cllydad, Kak MpaBuio, ObUITM OECCUMITOMHBIMH, 0e3
KIIMHUYECKUX TIOCIENCTBUH, a TMOClIe OTMEHBl Tepamuud TOoKa3aTredn (QYHKIUKA TEeYCHH
BO3Bpalainch kK HopMme. Cremyer mpoBecTH oOcienoBaHue (YHKIUU TEUSHH Mepe]] HadaloM
Tepanuu (UKCHPOBAHHOW KOMOWHAITMEH BUJIATJIMIITAH + MET(HOPMUH, 3aTeM KOHTPOJIHUPOBATH
1 pa3 B 3 Mecsilla B TEUCHHE MEPBOrO Tojia MPUMEHEHUS Iperapara, a Jajiee — MePUOANICCKH.
[Ipu BBIABNCHUM TOBBIMICHHUS AKTUBHOCTH aMHHOTpaHC(epa3 cleayeT MPOBECTH MOBTOPHOE
oOclieIoBaHWE C MEJbI0 TMOATBEPXKICHHS pe3ylibTaTa, a 3aTeéM pEryspHO TMPOBOAMTH

orpeneieHne OMOXUMHUYECKUX TOKa3aTejell (yHKIMM TMe4YeHH A0 UX Hopmaim3anuu. Ecnm
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npesbimieHne aktuBHOCTH ACT mnmu AJIT B 3 mim Gosiee pa3 Beime BI'H monrBepkneno mpu
MOBTOPHOM 00CJIeIOBaHUH, IPUMEHEHHUE TIperapara JI0JKHO ObITh mpekpaiieHo. [Ipu pa3sutiu
KENTYXUd WIM JPYrMX [pPHU3HAKOB HapymieHus QYHKIUM Te4eHH Ha (QoHEe HpUMEHEHHs
npernapara TEpanuio CIeAyeT HEeMEIJEHHO mpekpatuTh. [locie HOpmanmu3anuu mnokasaresneit
(yHKIIMY TIEYEHU JIeYeHHE TPErapaToM BO3OOHOBIISTH HENb3.

MerdhopmunH

Jlaxmoayuoos

JlakToanuao3 mpeacTaBiIseT coOOH OYEHb PEAKOe, HO TSHKEI0e METaOOIMYECKOe OCIOKHEHUE,
HanOoJiee YacTo BO3HHUKAIOUIEE NPU PE3KOM YXYAUIEHHH (YHKIUU IOYeK, a TaKke IpH
KapJMOPECUPATOPHBIX CHUHIApPOMax, cercuce. llpu pe3koM yxyameHuH QYHKIUU TOYEK
IPOUCXO/UT HAaKOIUIEHHE MeT(OpMHUHA B OpraHU3Me, YTO CHOCOOCTBYET YBEIMYEHHMIO PHCKa
Pa3BUTHS JAKTOAIM103A.

B ciyuae nerunmparanuu (Harpumep, CBSI3aHHOM € TSDKEJIOW Juapeed WM PBOTOM, JTUXOPAIKON
WIM Tpd  YMCHBIICHUH  TMOTPEOJICHUS  KHUJAKOCTH)  TAIMEHTY,  MPUHUMAIOIIEMY
MeThopMHUHCOAEpKaIe TpernapaTel (Hampumep, [nunBmio Mert), ciemyer HeMeIJIeHHO
NPEKPATUTh MIPUEM BHIIICYKa3aHHBIX MIPETapaToB U 0OPATUTHCS 32 MEAUIIUHCKOMN MTOMOIIBIO.

VY naunueHTOB, NPUHUMAIOIIMX Ipernapartsl, cojepxamue merdopmuH (Hampumep, [nmunsuio
MerT), crneayer C OCTOPOKHOCTBIO HAYMHATH TEPAIUIO MpenapaTamMu, CIIOCOOHBIMH PE3KO
yXyAWHUTh  (QYHKIUIO [OYeK (HampuMep, THUIOTEH3UBHBIE IIpernaparbl, JAUYpPETHKH,
HecTepouHble TpoTuBoBOocHanuTensubie npenaparsl (HIIBIT)). K npyrum ¢akropam pucka
OTHOCSTCS: 3JI0yIOTpeOJIeHHe aJKOorojeM, HapylleHue (QyHKIUM Ie4YeHH, HealeKBaTHO
KOHTPOJIUPYEMBIH CaxapHbIi JAuadeT, KeTOoalu03, MPOAOIKUTEIIEHOE TOJI0IaHUE, COCTOSHUS,
ACCOIIMMPOBAHHBIE C THUIOKCHEH, a TaKKe OJHOBPEMEHHOE NPHUMEHEHHE JIEKApPCTBEHHBIX
CPEICTB, CITIOCOOHBIX BBI3BIBATH JIAKTOAIN/I03.

Huaenocmuka nakmoayuoosa

Crnenyet npornH(GOPMHPOBATH MAalMEHTa U (WJIN) JIHII, OCYIIECTBISIONIMX YXO/ 3a MalueHTOM, O
pHUCKEe pa3BUTHS JIAKTOANK03a. JIakToanumo3 xapakTepusyeTcsi aliuI03H0N OBIIIKOM, OOBI0 B
JKABOTE, MBIIICYHBIMHA CIIa3MaMH, aCTEHUEH U THUIIOTEPMHUEN C MOCHEAYoIEed KoMou. J[aHHbIE
7abopaTOpHOTO M HWHCTPYMEHTAJIbHOTO obcnenoBanusi: cHwkenue PH kposu (< 7,35),
YBEJIIMYCHUE KOHILEHTPAIUH JIAKTaTa B CHIBOPOTKE KPOBH > 5 MMOJIB/J, a TaK)KE YBEIMYCHHBIN
AQHUOHHBIA MHTEPBAJ U YBEMYCHUE COOTHOILIECHUS JIAKTaT/TUpyBaT.

[Ipu momo3peHnu Ha JAKTOALUUAO3 CIEAYeT MPEKPaTHUTh TEPanmuio MeT(HOPMUHCOICPKAIUMHU
JIEKapCTBEHHBIMH CPEACTBAMHU, MAIIMEHTA CJIeAYyeT HEMEIJIEHHO FOCTIUTaTU3UPOBATh.

Koumpons ¢pynxyuu nouex



COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

Ilepen nauamom Ttepanuu cuenyer onpeaenutr CK®, a Takxke KOHTPOIUPOBATH JAHHBIN
nokasaTeib MEPUOTUIECCKH Ha ¢done Tepanuu pernapaTom. [Mpumenenue
MeT(hHOPMHUHCOEPKAIINX MPenapaTroB (Takux Kak mpernapaT [ munBuio MeTr) mpoTHBONOKa3aHO
y namuentoB ¢ CK® <30 m/mMun/1,73 M?; npu HaauuMM COCTOSHHI, CHOCOOHBIX HApyIIaTh
(YHKIMIO  TI0YeK, TNPUMEHEHHE  BBINIEYKA3aHHBIX  IIPErapaToB  CleIyeT  BPEMEHHO
MPUOCTAHOBUTb.

[Tockonbky MeT(hOPMUH B 3HAUUTEIBHOMN CTENIEHU BBIBOAUTCS MMOYKAMHU, PUCK €I0 HAKOIUICHUS U
pa3BUTHUS JTAKTOAINI032 BO3PACTACT C YBEIMYCHHEM CTENCHH TSDHKECTH HapyIIeHUs (hYHKIHH
noyek. [TockoybKy MOXKUIION BO3pacT MOXKET COMPOBOXKIAATHCS yXYIIIEHHEM (DYHKIIMH MOYEK, Y
NAlleHTOB ~ JaHHOW  KAaTeropuM  CJIEeAyeT  TIIATENIbHO  KOPPEKTUPOBaTh  JIO3Yy
MeT(hOpPMHUHCOAEPKAIINX TpenapaToB (Takux Kak mpemnapar [nuneuio Mer) mis momdopa
MUHUMAaJIBHOU JI03bI, 00€CIIeUnBAIOIIEH aJCKBATHBIM TIIMKeMHYECKU d(PQeKT, ¢ peryaspHbIM
KOHTpOJIeM (DYHKITUHU TIOYEK.

B3zaumooeiicmeus

00H06U€M€HHO€ npumerHerHue MEOUKAMEHIMO3HbIX cpedcm@, GAUANOUMUX HA d)VHKquO novyexk uiu

pacnpeoenenue mempopmuna

Crnenyer coOmrofaTh OCTOPOXKHOCTh TIPH OJHOBPEMEHHOM TPHUMEHEHHH C IperapaTaMu,
CHIOCOOHBIMH BJIMATH Ha (YHKIUIO TOYEK, OKA3bIBAIOIIMMHU BBIPAKCHHOE BIUSHHE Ha
TeMOJMHAMUKY WJIM HHTHOMPYIOUIMMHU TIOYEYHBI TPAHCHIOPT U MOBBIMIAIOIIUMH CHCTEMHYIO
IKCHO3HIINI0 METHOPMUHA.

Ipumenenue tioocodeparcauux.  penHmeenKoOHmpacmubIlX __cpeocme 0Nl GHYMPUCOCYOUCINO20

66edenus

BuyrpuBeHHoe BBEICHUEC PEHTIEHKOHTPACTHBIX HojcoepxKamx CpEnCTB MOJKET
MPOBOIIMPOBATH PAa3BUTHE KOHTPACT-MHIYIIUPOBAHHOW HEPpOMAaTHUH, MPUBOIS K AKKYMYJISIIHH
MeThopMHHA B OpraHM3Me U YBEJIMYEHHUIO pPHCKAa pa3BUTHUA JakToanumosza. [Ipuem
MET(POPMHUHCOAEPIKALINX MpenapaToB (Takux Kak mpenapar [ nunBuino MeT) clieayeT BpeMEeHHO
IPEKPaTUTh Mepes MPOoLeaypOl WM Ha BpeMs MPOBEICHMS MPOLELYpbl; BO30OHOBIATH NPHEM
ClelyeT He paHee, yeM uepe3 48 yacoB MOCHE MPOBEACHHS MPOUEAYPhl M MOCIE MOTYYECHHS
71ab0paTOPHOTO MOATBEPKACHUS CTAOUIN3auK (PYHKIIMH MTOYEK.

Ynompebnenue anxocons

YcTaHOBIEHO, YTO ATAHOJ YCHJIMBAET BIMAHUE MeT(hopMIHa Ha MeTabon3M Jlakrarta. [larmenTa
ClIelyeT MPeIynpeIuTh O HeIOMYCTUMOCTH 3JI0YIOTPEOICHHSI aTKOToJIeM Ha (hOHE TIPUMCHECHHS

MeT(HOPMHUHCOAEPIKALINX IpenaparoB (Takux Kak npenapat [ nunsuio Mer).



ot 21.08.2024 Ne 17467
(NOCNENOBATENLHOCTE 0005)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

AJKOrojapHasi MHTOKCHKALMsl acCOLMMpOBaHA C YBEJIWYEHUEM pPHUCKA JIAKTOALMI03a, B
0COOEHHOCTH TMPH JJIMTEIBHOM TOJOAAHUH, HEJOCTATOYHOM MUTAHUM M HApYIIEHUH (YHKIHH
NIEYCHH.

Cooeporcanue eumamuna B>

VYcTaHoBIEHO, YTO METPOPMHUH MPUMEPHO B 7 % cirydaeB BbI3bIBACT OECCUMIITOMHOE CHI)KEHUE
KOHLIEHTpalluu BuUTaMuHa Bix B chiBopoTke kpoBH. [log00HOE CHMXKEHHE B OYEHb PEIKHX
ClIydasix IPUBOAMT K pa3BUTHIO aHeMuu. [locne ormensl MeTdopMuHa U (WIM) 3aMECTUTENILHOM
Tepanuu BUTAaMUHOM B2 CBIBOpOTOUYHAS KOHIIEHTpaIysi BUTaMuHa Bi2 OBICTpO HOpManm3yercs.
VY nauueHToB, NOMyYaOIMX METPOPMHUHCOAEpXKAIINE IMpernaparbl (Takue Kak IpenapaT
I'munBuno Mert), He pexe | paza B rog cieayeT KOHTPOJIMPOBATH IMOKA3aTENM KIMHHUYECKOTO
aHanu3a KpoBu. [Ipu BBISBIEHUMU OTKJIOHEHUH T'e€MaTOJIOTMYECKUX IIOKa3aTeled OT HOPMBI
clleyeT YTOYHHMTh JTHOJOIMIO TAaKMX HApYIIEHUH M IIPOBECTH COOTBETCTBYIOLIEE JICUCHHE. Y
HEKOTOPHIX MAlMEHTOB (HAampuUMep, MAalUeHThl C HEJAOCTaTOYHbIM THOTpEOJIeHneM WU
HapylIeHHUEeM BCAachlBAHMS BUTaMHUHA B2 WM Kaiblys) CYLIECTBYET MPEApacHoOKEHHOCTh K
CHW)KEHHUIO KOHLIEHTPALMKM BUTAMHHA B12 B CBIBOPOTKE KPOBH. Y TaKMX NALMEHTOB OIIPEIEICHUE
KOHLEHTpAaLMU BUTaMHHA B2 B ChIBOpOTKE KpoBH HE pexe | pa3a B 2—3 roga MOXKET UMETh
JUArHOCTUYECKYHO HEHHOCTD.

T'unokcus

CepaedHo-COCyIUCThIN KoJIIanc (II0K), OCTpast cepAeyHasi He0CTaTOYHOCTh, OCTPBIA MH(BAPKT
MUOKap/a M JApPYrue COCTOSHHSA, NS KOTOPBIX XapaKTepHAa TUIIOKCEMHUS, ACCOLUMUPOBAHBI C
JAKTOAUUAO030M, a TaKXke MOryT CHocoOCTBOBaTb HpepeHadbHOM azoremuu. llpum
BO3HMKHOBEHMH  BBILIICYKa3aHHBIX  COCTOSHMHM  IPUMEHEHHE  MeT(HOPMMHCOIEPIKAIINX
npenaparoB (TakUX Kak npenapat [ unsuio MeT) cieyer HeMeIEHHO NTPEKPATUTh.
Xupypauueckue emeuiamenbcmea

Ha Bpemst mpoBeneHus: Xupyprudeckoro BMeIaTeIbCTBa ¢ MPUMEHEHUEM OOIIeH, CTMHAIBHON
WIH SIUAYpaTbHOW aHEeCcTe3WH (32 HUCKIIOYEHHEM MallbIX OIepalyii, HEe CBS3aHHBIX C
OrpaHWYEHHEM MOTpeOJeHUs MUIIM W KUJIKOCTH) IpPUMEHEHHEe MeT(HOpMUHCOAepKAIUX
npenaparoB (Takux Kak npenapat [ nunBuno MeT) cieayer OTMEHHUTD.

Bo3o6HoBnenne mnpuema Impemnapara BO3MOXKHO HE paHee, 4eM uepe3 48 yacoB Iocie
BMEIIATENbCTBA WM 1OCJIE BOCCTAHOBIECHUS MEPOPATBHOIO IMpHUEMa IMHINU U M0CIIE NOIYUYCHHs
71a60paTOPHOTO MOATBEPKACHUS CTAOUIN3aUU (DYHKIIMH TTOYEK.

Tayuenmul ¢ napywienuem Qhynkyuu nevenu

[Tockonpky y ManUEeHTOB C HapylleHHeM (YHKIUM [E€YeHH B psfe CIIydaeB OTMedajcs
JAKTOAUUAO3, sBIstommics oaHod w3 HP mnpu npumenenunnm wmerdopmuHa, mpenapat

(GuKCUpOBaHHOW KOMOMHAIMM BWIAAMIMINTHH + MeTQOpPMUH HE cJlelyeT NpPUMEHSTh Y
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

NAIMEeHTOB C 3a00JIeBaHUSIMH [T€YSHH WM HapyIIeHneM OMOXUMUYECKUX MOoKazarene QyHKIuu
MEYCHH.

Vxyowenue cocmosnus nayuenmos c caxapueim ouabemom 2 muna, pamee 0meedasUiUx Hd
mepanuro

[Tpu BBIABICHUM OTKJIOHEHHS JIa0OpPaTOPHBIX IMOKa3zaTesleld OT HOPMBI WM TPH MOSBICHUU
KJIMHHYECKUX CUMITOMOB YXYIIEHUS 00IIEro COCTOSTHUS (0COOCHHO MPH HEYETKO BBIPAXKEHHOM
U CMa3aHHOW CHMITOMAaTHKE) Yy MAIMeHTOB C MNPEIIECTBYIOIIUM aJ€KBaTHHIM OTBETOM Ha
TEpaNuIo CIEAyeT He3aMEIJIUTEIFHO MPOBECTH JIAOOPATOPHYIO IMATHOCTUKY IJIsi BBISBICHUS
Keroanuao3a W (wiM) Jakroauuaosa. llpuw BbIABIEHMH anuao3a CJleIyeT HEMEUIEHHO
NPEeKpaTUTh NMPUMEHEHUE Tpenapara W MPOBECTH HEOOXOIUMBIE MEPBl KOPPEKIIMH COCTOSHHS
naryeHTa.

T'unoznuxemus

Kak mpaBmiio, rumoraukeMusi He OTMEYAaeTcs y MalUeHTOB, MOIYYAIOUIMX TEParuio TOJIBKO
npenaparoM (pUKCHPOBAHHON KOMOHWHAIIMU BHJIAATIMITAH + MET(GOPMHH, OJHAKO OHA MOXET
BO3HUKATh Ha (JOHE HUBKOKATOPUIHOW TUETHl (KOTJa MHTCHCHBHas (U3MUYecKas Harpy3ka He
KOMIICHCHPYETCSl KAJTOPUHHOCTBIO MHIH), J100 Ha (oHE ymoTpeOsieHust ankorois. Pa3sutue
TUIOTTIMKEMUN HauOojiee BEPOSTHO y MAI[MEHTOB IOXKHWJIOTO BO3pacTa, OCIAOJIEHHBIX WIH
UCTOIICHHBIX MAlMEHTOB, a Takke Ha (OHE TUIMOMHUTYHTApPHU3MA, HAIMOYECYHUKOBOU
HEJI0CTAaTOYHOCTH UJIM AJIKOTOJIbHOM MHTOKCUKALUU. Y MalMeHTOB M0XKUIIOTO BO3pacTa U 'y JIMIL,
MOJTyYaroIIUX -aIpeHOOIOKATOPHI, THAarHOCTHKA TUIIOTTTMKEMUU MOXKET OBITh 3aTPy/IHEHA.
CHuoicenue 2¢hghexmuernocmu 2uno2nuKeMu4eckux cpeocme

IIpu ctpecce (amxopaake, TpaBMe, WH(PEKLIUH, XUPYPTHUYECKOM BMEIIATENLCTBE U T. I.),
PasBUBArOIEMCA 'y MAIIUCHTOB, IMOJJYYAarOMIUX TUIIOTTIMKEMHUYCCKHUE CPEACTBA I10 CTaHJIapTHOﬁ
cXeMe, BO3MOXHO PE3KO€ CHIKEHUE MX dPPEKTUBHOCTH Ha HEKOTOpOe BpeMs. B nanHoM ciydae
MOJKET BO3HMKHYTb HEOOXOJUMOCTh BpPEMEHHOI'0 NpPEKpalleHUs Tepanuu (UKCUPOBAHHOM
KOMOWHAIMEH BWINArTUNTHH + METHOPMHUH M TIepeBOJia MAlMeHTa Ha WHCYIWHOTEPAIHIO.
BozoOnoBnenne snedenus mpemnapatoMm [nunBuiio Mer BO3MOXXHO TOCTIE OKOHYAHHS OCTPOTO
nepuoja.

BcrniomorarenpHbIE BENIECTBA

Hampuii

Janusiii npenapat conepxut Menee 1 MMmonb HaTpust (23 Mr) Ha 1 TaGneTky, TO ecTh, 10 CYTH,
HE COACP>KUT HATpHsl.

4.5. B3aumogeiicTBMe ¢ JIPYIrMMM JIEKAPCTBEHHbIMH IIpenapataMd W JApyrue BH/bI
B3aUMOJeiCTBUA

Buwiparmmotue 1 MmetdhoOpMUH
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

[Ipn ogHOBpemenHoM mnpuMmeHeHnn BuiagaraunTuHa (100 mMr 1 pa3 B cyTku) m merdopmuHa
(1000 Mr 1 pa3 B CyTKH) KIMHUYECKH 3HAYUMBIX (HapMaKOKMHETHUYECKUX B3aUMOJICHCTBHIA
MeXJly HUIMU OTMEYEeHO He OblI0. JIekapcTBeHHbIe B3aUMOJCHCTBHS JUIS KaKJOr0 KOMIIOHEHTa
npenapara XOpouio u3ydeHol. Hu B Xolle KIMHUYECKHX HCCIIEOBAaHUM, HU B XOJ€ IIUPOKOTO
KJIMHUYECKOTO TNPUMEHEHUs (UKCUPOBAHHONW KOMOMHAIMKM BWINATJIUOTHH + METQOPMHH Yy
MAlMEHTOB, OJHOBPEMEHHO MOJYy4YaBIIMX IPYrHe Mpenaparbl U BEUIECTBAa, HEMPEABUIACHHBIX
B3aUMO/IEUCTBUH BBISBICHO HE OBLIO.

Hwxe mpencraBineHa wumeromascs WHPOpMANMS IO  B3aUMOACWCTBUIO UL Ka)XJIOTO
JIEWCTBYIONIETO BEIIECTRA.

Bunparnunrux

Bunparnuntun o61aaaetr HU3KUM NOTEHIIMAIIOM JIEKapCTBEHHOT'O B3aUMO/IEHCTBUSL.

[TockonbKy BHJINATIIMOTHH HE SIBISIETCS cyOCcTparoM (epMEeHTOB cUCTeMBbI IuToxpoma P450
(CYP), a Taxke He MHTHOUPYET U HE UHIAYIUPYET ATH M30(DepMEHTHI, €r0 B3aUMOJICHCTBHE C
JICKapCTBEHHBIMU MperapaTaMu, KOTOpbIE SIBISIOTCS CyOCTpaTaMH, WHTHOMTOpaMH WU
unaykropamu P450 (CYP), manoseposarro. [Ipu oqHOBpeMEHHOM NMPUMEHEHWH BUJIAATTIUNTHH
HE BJIMAET HAa CKOpPOCTh MeTaboJIM3Ma MpernaparoB, SBISIOMUXCA cyOcTpatamMu (EepMEHTOB:
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

Knuanueckn 3HaYMMOro B3aMMOJCHCTBUS BWINATJHUITHHA C TEPOPAIBHBIMU IperapaTaMu,
HamOoJiee YacTO MPUMEHSIEMBIMU TIPH JIEYCHUHM caxapHoro nuadera 2 tuma (MIMOeHKIaMuJ,
NUOTJINTA30H, MET(GOpPMHUH) WM OOJNAJAIOIIMMU  Y3KAM TEPANeBTHUYECKUM JHAIa30HOM
(amyoIMNIMH, TUTOKCUH, paMUIIPHII, CUMBACTaTHH, BajcapTaH, Bap(apuH), HE yCTaHOBIIECHO.
Metdopmun

Dypocemuod

VYBenuuuBaeT MoKa3aTeiad MaKCUMAJIbHOW KOHIEHTpanuu B 1azMe KpOBH (Cpax) W TUIOMIAIH
noJl (apMakOKMHETHYECKOM KpuBOW «koHIEeHTpauusa-Bpems» (AUC) merdopmuHa, HO He
BJIMSIET Ha €ro moyeuHslid kiaupeHc. Mergopmun cHmkaeT Cmax 1 AUC ¢ypocemuna u He
BJIMSIET HA €T0 MTOYEYHbIH KIIMPEHC.

Hugeounun

VBenuuuBaeT BcachiBaHuE Cmax 1 AUC MeThopMHUHA; KpOME TOTO, OH YBEIMYUBAET BbIBEICHUE
ero mouykamu. MeT(opMUH NpPAaKTHYECKH HE BIMSAET Ha (apMaKOKMHETHYECKHE MapaMeTphI
HU(eUNnHa.

I'nubenxnamuo

He Bmusger Ha (¢apmakokuHeTHueckue/(papmMakoInHAMUUECKUe MapaMeTpsl MeTQOpMHHA.

Metdopmun, B 1enoMm, cHukaeT Cmax U AUC rmbeHknamuja, OJHAaKO BeauMuuHa 3ddexra
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

CWIbHO Bapbupyer. Ilo 3Tol mpuUYMHE KIMHUYECKOE 3HAU€HHUE I10J00HOTO0 B3aUMOJCHCTBUA
OCTAEeTCs HESACHBIM.

Hoocodepacawyue penmeenkonmpacmuvle cpedcmsa

[Ipuem merdhopMuHCOAEpKAUX MpEenapaToB (TakuX Kak mpenapat [nmunBuino Mer) cremnyet
BPEMEHHO OTMEHHUTh 10 TNpOLEAYypbl WJIM Ha BpeMs €€ IMpOBEJCHHs; BO30OHOBIATH IMPHEM
cleyeT He paHee, 4eM uepe3 48 yacoB IOCIE NPOBEACHUS NMPOLEAYPHl U IOCIE NOJYy4YECHHUS
71a60paTOPHOTO MOATBEPKACHUS CTAOUIN3auK (PYHKIIMH TTOYEK.

IIpenapamsi, crudsxcarowue Kiupenc memg@opmuna

ConyrcTBylolliee NMPUMEHEHHE MPENapaTroB, BIUSAIOMIMX Ha OOIIME CHUCTEMbl KaHAJIbLIEBOTO
TPAHCIIOPTA, MPHUHUMAIONIMX YYacTHE B TMOYEYHOM OKCKpenuu MeTPOopMHUHA (HAMPUMED,
WHTHOUTOPOB  OPTraHUYECKOTO KaTHOHHOro TpaHcmoprepa-2 [OCT2]/6enka 3KCTpy3um
JICKapCTBEHHBIX TpernaparoB U TOKCMHOB [MATE], Takux Kak paHOJa3uH, BaHJETaHHO,
JOJIyTeTpaBUp MU LHUMETHIMH), MOXET IPHUBOJUTH K TOBBIIIEHUIO CHUCTEMHOH 3KCIIO3UIIUU
MET(POPMHHA.

Cybcmpamer mpancnopmepa opeanuyeckux kamuonog 1 u 2 (OCTI u OCT2)

Metdopmun sBisercst cyocTpatom opranmyeckux karuoHoB OCT1 u  OCT2. Ilpm
OJIHOBPEMEHHOM IPUMEHEHUH C MET(POPMHUHOM:

e wunruburoper OCT1 (Takme Kak BepamamMWi) MOTYT CHIDKATh THIIOTIMKEMHYECKOE
neiicTBue MeTPOpMHUHA;

e wuHayktopel OCT1 (Takme Kak pUPaMIUIMH) MOTYT YBEIWYUBATh BCACHIBAHHUE
metdopmuna B XKKT u ycunuBarh ero rurnorimkeMHUYecKoe AeHCTBHE;

e yHrHOUTOpHl OCT2 (TakWe Kak MUMETHUIUH, JOMyTEeTpaBUp, PaHOIA3UH, TPUMETOIPHM,
BaHJCTaHNO, W3aBYKOHA30J) MOTYT CHIXAaTh BBIBEJICHHE MeET(HOpPMUHA MOYKAMU H
MIPUBECTHU K YBEJIMUEHHUIO €r0 KOHLEHTPAIUH B IJIa3Me KPOBU;

e punrubutoper OCT1 um OCT2 (Takue Kak KpPU3OTHHUO, oylamapu0) MOTYT CHUXKATh
TUIIOTIIMKEMUYECKOe IeCTBUE MeT(hOpMUHA.

pyaue npenapamoi

Hekotopble mpenaparbl MOTYT OKa3bIBaTh HEOJAromnpusATHOE BIUSHHE HAa (YHKLIHUIO IOYEK,
YBEJIMYMBAsl TaKUM 00pa3oM PUCK pa3BUTHS JakToanuaosa, Hanpumep, HIIBIL, B Tom umcne
CEJICKTUBHBIE WHTHOUTOPBI UKIIOOKCUT€HA3bI-2 (Ior-2), UHTHOUTOPBI
aHruoTeH3uHIpeBpaniammero gepmenrta (AIID), nuypetuku (B 0COOEHHOCTH «IIETIEBHIE»). Y
NAIMEeHTOB, TMOJYYaloUMX TEepanuoo MeT(HOPMUHCOAEPKAIIUMU NpenaparaMu  (Harpumep,
['munBuno MeT) B Hauane Tepanud, a Takke Ha (OHE OJHOBPEMEHHOTO MPHUMEHEHUS

BBIILIEYKAa3aHHBIX CPEJICTB CIEAYeT TUIATEIbHO KOHTPOJIUPOBATh (PYHKIIUIO IIOYEK.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.08.2024 Ne 17467
(NOCNENOBATENLHOCTE 0005)

VY 3710pOBBIX JJOOPOBOJIBIEB MPU OJJHOBPEMEHHOM NPUMEHEHUH MET(GOPMHHA U MPONIPAHOI0Ia, a
TaKXKe NpU TNpUMEHEHUH MerdhopmuHa W uOynpodeHa HE HAONIONATOCh W3MEHEHHS HX
(hapMaKOKMHETHYECKUX IOKa3aTeseH.

HekoTtopsie mpenapaTel MOTYT BBI3BIBATH THIEPTIUKEMHIO M CIIOCOOCTBYIOT CHIIKCHHIO
3¢ (HeKTUBHOCTH TUIOTTIMKEMUYECKUX cpelcTB. K mo1o0HbIM mpenapaTaM OTHOCSTCS THA3HIBI U
JIpyrue AUYPEeTUKH, TIIIOKOKOPTHKOCTEPOH b, (PEHOTHA3HHBI, TIIOKAroH, MpenapaTsl TOPMOHOB
IIUTOBUJHOM JKeie3bl, B TOM YHCIE JICBOTUPOKCHH HATpUs, ACTPOTeHBI, MEepOpaIbHbIC
KOHTpAleNTUBBI, (EHUTOMH, HUKOTHHOBas KHUCJIOTa, CHUMIIATOMHUMETUKH, OJIOKATOPHI
«MEJUIEHHBIX» KaJbLIMEBBIX KaHAJOB M U30HMA3uA. [lpu OAHOBpEeMEHHOM NpPUMEHEHHH
NOJOOHBIX TpENnapaToB WM, HAMpPOTHB, B CIlydyae HMX OTMEHBI PEKOMEHIYETCS TIIATEIHEHO
OIIeHUBATh YPPEKTUBHOCTh KOHTPOJIS TIIMKEMHH, a TaK)Ke KOPPEKTUPOBATH 103y METPOPMHUHA.
He pexoMeHnyeTcst 0THOBPEMEHHBIH MTPHEM JaHa30j1a BO U30€KaHNE er0 THIePrIIMKEeMUYECKOTO
neiictBuda. Ilpy HEoOXOAMMOCTH JIeUEHHUs aHA30J0M M TOCJE MpeKpalleHus ero mnpuema
TpeOyeTcs: KOpPEeKIHs 1036l MET(HOPMHUHA MO KOHTPOJIEM KOHIIEHTPALUH TITFOKO3bI B KPOBH.
Xnopnpomasun

[Ipu npumenenun B Oonpmux go3ax (100 Mr B CyTKHM) TOBBIIIAET TIUKEMHUIO, CHIDKAs
BbICBOOOXKIeHHE UHCYAuHA. [Ipu neueHnn HeilposienTHKaMH U 1OCiIe IPEeKpalleHus: UX npuema
TpeOyeTcsi KOppeKIus A03bl (PUKCHUPOBAHHOW KOMOWHAIMHM BWINATJIUNTHH + METHOPMHUH MO
KOHTPOJIEM KOHLIEHTPALIUU TJTFOKO3bI B KPOBH.

NubekmonHbie [2-CHMIATOMUMETHKH TOBBIIIAIOT TJIIMKEMHIO BCIEACTBUE CTHUMYJSLUU [2-
aZipeHopenenTtopoB. B aTtom ciydyae HeoOXoauM KOHTpoib riaukemuu. Ilpu HeoOxoaumocTu
PEKOMEHyeTCsl MpUMEHeHHe WHCYnMuHA. [Ipu OIHOBpEeMEHHOM MpPHUMEHEHUH MeT(OopMHUHA C
IPOU3BOAHBIMHU  CYJb(OHUIMOYEBUHBI, WHCYJIMHOM, akapOO30d, caluuuIaTaMd BO3MOXKHO
YCUJIEHHE TUIOTIMKEMUYECKOTO IEUCTBHS.

[lockonbky mpu mnpuMeHEeHMH MeTGOpPMHHA Yy TMALUMEHTOB C OCTPOH  AJKOTrOJIbHOM
MHTOKCHKAIIMEH TOBBIIIACTCS PUCK PAa3BUTHUS JIAKTOANMI03a (B OCOOCHHOCTH, MPH TOJIOJAHUH,
UCTOUIEHMH  WIM  HapyumleHMM  (YHKIMM  [€4YEeHH), Mpu  [pueMe  KOMOWHaIH
BIWJIJAIJIUITHH + METGOPMHUH  CIIEAyeT BO3JCPXKHMBATHCS OT yHOTpeOJIeHHs] alKoroyis |
JIEKapCTBEHHBIX CPEJ/ICTB, COACPIKALIUX ITUIIOBBIN CIIUPT.

MeThopMIH MOXKET CHIDKATh IEHCTBUE aHTUKOATYJITHTOB HENPSMOTO JICHCTBHSL.

4.6. PepTUWIBHOCTb, 0€PEMEHHOCTb U JIAKTAIUSA

bepeMeHHOCTD

[Ipenapar ['munBuno Met npotuBonokasaH npu 6epeMeHHoCTH (cM. pazaen 4.3.).

JlocTaTOYHBIX JaHHBIX MO TPUMEHEHHIO (UKCUPOBAHHONM KOMOWHAIIMM BWIIATTUNTHH +

MeTGOpMUH Yy OepeMeHHBIX HET, B CBS3M C YeM IpenapaT MPOTHBOIOKA3aH BO BpeMsd
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ot 21.08.2024 Ne 17467
(NOCNENOBATENLHOCTE 0005)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

O6epeMeHHOCTH. B nccnenoBaHusx BUIArIMOTHHA HA KMBOTHBIX IPU BBEJICHUHU BBICOKHMX 103
ObUTa BBISIBJICHA PENpPOAYKTHBHAs TOKCUYHOCTh. McciemoBanus meT(opMHHA Ha JKUBOTHBIX
MIOKA3aJI1 OTCYTCTBUE PENPOLYKTUBHON TOKCHUYHOCTH. IloTeHLManpHBIM pHUCK U1 4eloBeKa
HEU3BECTEH.

Jlakranus

[Ipenapar ['munBuno Met npoTuBOIIOKa3aH MpU I'PyIHOM BCKapMJIMBaHUU (CM. pa3zaen 4.3.).
JIOKIIMHUYECKHE HCCIIeIOBaHUs TOKa3ajdd, YTO BUJIATVIUITHH U MET(QOPMHH INPOHUKAIOT B
MOJIOKO JIAKTUPYIOUIUX KUBOTHBIX. HeT MaHHBIX 0 MPOHMKHOBEHUHU BUJAATIUNTHHA B TPYAHOE
MOJIOKO YeJoBeKa; MeT()OpMHUH TIPOHMKAaEeT B HEOOJBIIMX KOJWYECTBaX. B cBI3M cC
HEBO3MOXKHOCTBIO UCKJIIOUEHUsI pHCcKa BO3HHKHOBeHUs1 HP y peOenka, mpuMeHeHue mpenapaTa
I'muBuno Mer B nepuoJ1 rpyITHOT0 BCKapMIIMBaHUS IPOTUBOIIOKA3AHO.

DepTUIABHOCTD

HccrnenoBanuss BAMSHMS TperniapaTa KOMOMHAIMM —BWIJArIUMOTHH + MeTQOpMUH Ha
(bepTUIBHOCTH Y YEIIOBEKA HE MPOBOIMIIUCH.

4.7. BausiHre Ha CIOCOOHOCTH YNPAaBJSATH TPAHCHOPTHBIMH CPeJACTBAMHM U pPadoTaTh C
MeXaHu3MaMu

Biusaue ¢ukcupoBaHHOM KOMOMHAIMM BWIJATJIUANTAH + METGOPMHH Ha CIOCOOHOCTh
yOPaBJISATh TPAHCIIOPTHBIMU CpEACTBaMHU M pPabOTaTh C MEXaHM3MaMU HE H3ydanochk. llpum
pa3BUTUHU TOJIOBOKPYXXEHHMsS Ha ()OHE NPUMEHEHHUs IpernapaTa CieayeT BO3IEpKHUBATbCS OT
YIPABJIEHUS TPAHCHIOPTHBIMU CPEACTBAMH U MEXaHU3MAMH.

4.8. HexkesraTelbHbIC peaKLUH

Pesrome npodmiist 6e3omacHocT

[IpencraBiieHHbIE HI)KE AAHHBIE OTHOCSTCS K MPUMEHEHUIO BWJIIATIMITHHA U METHOpMHUHA B
MOHOTEpAnu U B KOMOMHAIIWY.

OTMedeHbl penKue clydad pa3BUTHS AHTHOHEBPOTHMYECKOro OTeka Ha (¢OHEe Tepanuu
npernaparoM CcoO CXOJHOM YacTOTOW B KOHTpoJibHOW rpymme. Haumbomee wacto ciydan
AQHTHOHEBPOTHYECKOTO0 OTE€Ka OTMEYAJIMCh NpU NPUMEHEHMHM Tpernaparta B KOMOWHAIMU C
uaruouropamu All®. B OonpmMHCTBE ClIy4aeB AHTMOHEBPOTHYECKUH OTEK OBLT JIETKOM
CTEIEeHU U pa3pelalics CaMOCTOATENBHO B X0/1€ MPOJOJKEHUS TEPANUU BUILAATIUIITUHOM.

Ha ¢one Tepanuu BUIIATTUOTHHOM PEIKO OTMEYaINCh HapyIIeHUs (QYHKIMH MeYeHH (BKITIOYast
renaTuT) OECCUMITOMHOTO TeueHus. B OONBIIMHCTBE CllydaeB JaHHbIE HapyIICHUS U
OTKIIOHEHHsI TIOKa3aTeneil (PyHKIUH IMEeYeHH OT HOPMBI pa3peliajnch CaMOCTOSTETHHO 0e3
OCJIOKHEHMH Mociie MpeKpalieHus: Tepanuu npenaparoM. [Ipu npuMeHeHUn BWIJATIUIITHHA B
no3e 50 mr 1 wim 2 paza B CyTKH 4acTOTa MOBBIIICHUS aKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB

(AJIT wmu ACT B 3 pasza Beimie BI'H) cocraBmsuia 0,2 % wimu 0,3 % cooTBeTCTBEHHO (110
14



COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

cpaBHeHH0 ¢ 0,2% B KOHTponbHOI rpymme). I[loBbllIeHHE AKTUBHOCTH «HEYCHOYHBIX)»
(epMeHTOB B OOJIBIIMHCTBE CllydaeB ObLIO OECCUMNITOMHBIM, HE NPOTPECCHpPOBAJIO U HE
COIIPOBOXK/IAJIOCH XOJIECTA30M MM KEITYXOM.

BunnarauntiH He oKa3bIBajl BIMSHUS HAa Maccy Teja pu 100aBIeHUHN K METGOPMUHY.

HP co croponsl XXKT npu npumeneHnn MeThoOpMHHA PETUCTPUPOBAIHCH OYeHB YacTo. YacroTa
HP co croponst XXKT Ha (oHe koMOMHMPOBAHHON Tepanmuu BUWIJATIUOTHHOM U MeT(opMHUHA
ruzpoxyiopugoM coctasisiia 13,2 % (npu npumenenun 50 mr 1 wim 2 pasa B cytku). Ilpu
MpUMEHEHUN MOHOoTepanuu MeTgopmuaom — 18,1 %.

PesroMe HexxeTaTeIpbHBIX PEAKIIUNI

Hwxe mnpuBenenst HP, BO3MOXHBIE Kak TIpH TPUMECHEHHH KOMOWHUPOBAHHOW TEpaIuu
BUJJIANJIUNITAHOM M MET(POPMHUHOM, TaK M MpPHEME MOHOIPENapaToB BWIIATIUNTHHA H
MeTdopmuHa.

YacTtoTa BCTPEUaeMOCTH OIpENeNieHa CIEAYIomUM o0pa3oM: odeHb d4acto (= 1/10), gacrto
(ot >1/100 mo < 1/10), mewacto (ot = 1/1000 mo < 1/100), peako (ot > 1/10000 mo < 1/1000),
oueHb penko (< 1/10000), gacTora Hew3BecTHa (HMCXOIs W3 HMMEIOMIMXCS JAHHBIX, YaCTOTY
BO3HUKHOBEHHSI ONPEJICIIUTh HEBO3MOXKHO). HP crpynmupoBaHbl B COOTBETCTBUH C MOPSIKOM Ha
OCHOBAaHMHU CUCTEMHO-0pranHbixX KiaccoB (COK).

HP, 603mo0oicHble npU NPpUMEHEHUU KOMOUHAUUY 6UN0A2TURMUNHA U Mempopmuna
Hapywenus memabonuzma u numanus.:

9acTO — THITOTJINKEMHUSL.

Hapywenus co cmoponul nepgnotl cucmembi:

9acTO — TPEMOP, TOJIOBHAS OOJIb, TOJIOBOKPYKECHHE;

HEYaCTO — MOBBIIIEHHAS] YTOMIIIEMOCTb.

JKenyoouno-xkuweynvie HapyuieHus:

94acTo — TOIIHOTA.

JloArocpouHbie KJIMHHUYECKUE HCCIICOBAHUS MPOIOJIKUTEIBHOCTHIO IO JBYX JIET HE BBISBUIIH
KaKuX-THOO W3MEHEHWH mpoduis Oe30MacHOCTH WM HENPEABHICHHBIX PHCKOB IIPH
MPUMEHEHUH BIJIIATJIUIITHHA B KOMOMHAIIUU C MET(HOPMHUHOM.

W3yyenne mpuMeHEHUsT KOMOWHAIMY BWIIJATIMNTHHA U MeT(QOpMHHA B KadyecTBE CTapTOBOM
TEpaIuu Mpu caxapHoM nuadere 2 THIA He BBISBUIO OTKIOHEHUU MPOQuIss O€30MacCHOCTH WIIH
HCIIPCABUACHHBIX PUCKOB.

B kombunayuu ¢ uncynunom

B KOHTPOJIMPYCMBIX KIMHUYCCKUX HMCCICAOBAHUAX IMPU NPHUMCHCHHUHW BUJIJAIJIMIITUHA B O03€C

50 mr 2 pa3a B CyTKH B KOMOWHAIIMH C WHCYJIIMHOM B COYETaHUH ¢ MET(HOPMHUHOM MM Oe3 Hero
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

4acTOTa OTMEHBI Tepanuu B CBsA3M ¢ pazsutueM HP cocraBuna 0,3 % B rpynne BHIJArJIMITHHA,
IpHY 3TOM B TPYIIE MIanedo ciydaeB OTMEHBI TEpANuy He ObLIO.

Yacrora runornukeMun Obuia comoctaBuModM B oOeux rpynmax (14,0 % B rpynme
BunarnmunTiaa u 16,4 % B rpynme miamne6o). B rpynme BuigarmunTuHa OTMEUEHBI CIydad
TUIOTTIMKEMUH TSDKEJION CTENeHH Y JIByX MAIlMeHTOB, B IpyMIie miamnedo — y 6 marieHTos.

Ha moMeHT 3aBeplieHusi MCCIENOBAaHUS BUIIAINIMOTHH HE OKa3blBal BIMSHMS Ha CPEIHIONO
Maccy Tena (yBemuueHwe Mmacchl Terna Ha +0,6 KT 1O CpaBHEHHIO C MCXOJHOW B TpyIIIe
BWIIATJIMNITHHA; B TPYIITE Iane00 N3MEHEHUI HE OTMEUEHO).

HP y mnamumenTtoB, momy4aBmmx BwigarmuntuH 50 Mr 2 pa3a B CyTKM B KOMOWHAIMHM C
MHCYIUHOM (C MeT(OPMHUHOM WK 0€3 Hero), MPeICTaBICHbI HIKE.

Hapywenus co cmoponul HepeHou cucmembi.:

4acTo — roJoBHast 00JIb.

Kenyoouno-kuweunvie napyueHus.

4acTo — TOLIHOTA, racTpo330dareaabHbIi pedIIrokc;

HEYacTo — IUapesi, METEOPU3M.

Jlabopamopuvie u uncmpymenmanvrvle OaHHble:

Y4acTO — TUIIOTJINKEMMUSL.

Obwue HapywieHus: u peakyuu 6 mecme 66e0eHUs.:

4acTo — 03HOO.

B kombunayuu c npenapamamu cyiv@oHuIMOUEEUHD

CryuaeB OTMEHBI TIpenapara, CBI3aHHbIX ¢ pa3ButueM HP B rpynmne koMOMHUPOBaHHON Tepamnuu
BWINATJIMOTHHOM, METGOPMHUHOM H TIUMENHPUAOM, OTMEYeHO He Obuto. B rpynme
KOMOMHHPOBAaHHOW Tepanuu Iuianedo, MmeropMuHOM U riuMenupuaoM yacrora HP cocraBuia
0,6 %.

lNmnornukemus ormeuanach 4acto B oOeux rpymmax (5,1 % B rpymnmne KOMOMHUPOBAHHON
TEepanuu BWIJAATIMITAHOM, MeTrpopMuHOM U rimMenupuaom u 1,9% B rpynme
KOMOMHUPOBAaHHOW Tepanuu Mianebo, MeTGOopMHHOM M IIMMenupuaoMm). B rpynme
BWJIIATJIMOITHHA OBUT OTMEUYEH OJMH ATH30/]] TUIIOTIIMKEMHH TSHKETION CTETICHHU.

Ha momeHT 3aBepiieHus NCCIIeJOBAHNS 3HAUMMOTO BIMSHUS HAa Maccy Tella BBISBICHO HE ObLIO
(+0,6 xr B rpymnme Bugarauntuna u -0,1 xr B rpynmne miane6o).

HP y naumenTtoB, momyuaBmMX BuiaarauntaH S0 Mr 2 pa3a B CyTKM B KOMOMHAaLUU C
MeT(GOPMHUHOM U MpenapaTamMu Cyab(POHUIMOYCBUHBI, PEACTABICHBI HIDKE.

Hapywenus co cmoponvl nepsHou cucmemol:

4acTO — TOJIOBOKPYKEHUE, TPEMOD.

HapymeHu;z MemadoauzMa U NUMAaHUsL:
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.08.2024 N= 17467
(MOCNEOCBATENBHOCTL 0005)

4acTO — TMIIOTIIMKEMUSL.

Hapywenus co cmopoHul Kodicu u NOOKOICHbIX MKAHEU:

4acTo — TMIIEPTUAPO3.

Obwue HapywieHus: u peakyuu 6 mecme 66e0eHUs.:

4acTo — aCTEHUSI.

Bunoaznunmun ¢ monomepanuu

Hngpexyuu u unsasuu.:

OUYEeHb PeaKO — MH(EKIIMKU BEPXHUX JbIXaTEIbHBIX MyTeH, Ha30()apUHTHT.

Hapywenus memabonuzma u numanus:

HEYaCTO — FUIOTVINKEMHS.

Hapywenus co cmoponvl nepeHoU cucmembl:

4acTO — TOJIOBOKPY/KEHUE;

HEYacTo — rojIoBHast 00JIb.

Hapywenus co cmoponwt cocyoos:

HEYacTo — nepudepuiyeckre OTeKH.

Kenyoouno-kuwieunvle napyuienus.:

HEYacTo — 3arop.

Hapywenus co cmopoHsl Mbluieunou, ckeiemnou u CoeOUuHUMenbHOU MKaHU:

HEYacTo — apTpajrusl.

[Ipy mnpumeHeHMHM KOMOWHUPOBAHHON TepanmuM BWJJATIMOTHHOM M MET(HOPMHUHOM HE
O0TMEYaJIOCh KIIMHUYECKH 3HaYMMOT'0 TMOBBIIIEHHUS YaCTOTHI BbllieykazaHHbIX HP, otMeuaBmuxcs
IIpU pUeMe BUJAATTIUITHHA.

Ha ¢one monotepanuu BuiparaunTiHOM 50 Mr 1 pa3 B CyTKM 4acTOTa OTMEHBI TepamHH IO
npuanae HP cocraBuna 0,2 %, 50 mr 2 pasza B cytku — 0,1 %, B rpymme miane6o — 0,6 %, B
rpymne npemnapara cpasHenus — 0,5 %.

B uccnenoBanum MOHOTEpanuy BUIIJATIMIITUHOM YacTOTa Pa3BUTHSI TUIIOTJIMKEMHUH COCTaBIIsIa
0,5 % cpenu manuMeHTOB, MoyydaBmIUX BuigarauntuH S0 mr 1 pas B cytku, u 0,3 % cpeau
MAlMEHTOB, MOJIy4YaBIIMX BUIAArJIUNTUH B 103€ 50 Mr 2 pasa B cyTKH, 1o cpaBHeHuto ¢ 0,2 % B
rpymnmnax riamnebo u npenapara cpaBHeHUs. Cepbe3HbIX U Tskenbix HP BoisiBIeHO HE ObLIO.
MoHoTtepanusi BWIJArIMITUHOM HE OKa3bIBaJla BIUSHUSA HA MAcCy Tea.

JlonarocpouHble KIMHUYECKUE HUCCIIEIOBAHUS MPOJOJIKUTEIBLHOCTHIO 10 IBYX JIET HE BBIABUIM
KaKUX-TM00 JONOJTHUTENbHBIX OTKJIOHEHMH NHpoduiast O0e30MacHOCTH WM HeNpeIBUACHHBIX
PHUCKOB IPU NPUMEHEHNU BWIIJATIUNTHHA B MOHOTEPAIHH.

Ilocmpezucmpayuonnsie uccie008anus

Kenyoouno-kuweunvie napyuenus.
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
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4acTOTa HEM3BECTHA — MAHKPEATHT.

Hapywenus co cmoponul neuenu u dcenuesvbi8o0auux nymei.

yacToTa HEM3BECTHa — TemaTuT (paspelIMBIIMICS CaMOCTOSITEIBHO TIOCIIE  OTMEHBI
JEKapCTBEHHOTO  MpemapaTa), T[OBBIIIEHHE AaKTUBHOCTH  «IEYCHOUHBIX»  (EPMEHTOB
(paspemuBIIeecs CaMOCTOSITEILHO MOCIE OTMEHBI JIEKAPCTBEHHOTO MIperapara).

Hapywenus co cmoponvl mbluieunot, ckeiemHou u COeOUHUmMeNbHol MKaAHU.!

4acTOTa HEM3BECTHA — MUAJITHS, apTPalTrus (B peAKUX CIIydasx BbIpakeHHas).

Hapywenus co cmoponvl Kodicu u nOOKONCHBIX MKAHEl.

4acTOTa HEU3BECTHA — KPANMBHUIIA, SKC(OIMATUBHOE U OYIJIE3HOE MOPAKEHUST KOXKH, BKIIOYast
OyJ1e3HbIH neMpurons,.

Memdghopmun 6 monomepanuu

Hapywenus memabonuzma u numanus:

OUYE€Hb YaCTO — CHWKEHHE alIeTUTa;

OUYE€Hb PEAKO — JIAKTOALUI03.

Kenyoouno-kuweunvie napyueHus.

OYEHb YaCTO — METEOPHU3M, TOLIHOTA, PBOTA, TUapesi, 00JIb B )KUBOTE;

4acTo — AUCTEeB3US.

Hapywenus co cmoponul neuenu u jcenuegblg00auux nymeu:

OUYE€Hb PEKO — FenaTur.

Hapywenus co cmopoHul KodcU 1 ROOKOIHCHBIX MKAHE:

OUYE€Hb PEKO — KOXKHBIE PEaKLIUH (B YACTHOCTH, SpUTEMA, 3y, KPAllMBHUILIA).

Jlabopamopuvie u uncmpymenmanvrvle OaHHble:

OYEeHb PEAKO — YMEHbBIICHHE BCACHIBAaHUS BUTaMHHA Bi2 M M3MeHeHWe mokasarteneil (yHKIUH
HEYCHH.

YMeHblIIeHne BCACchIBaHUS BUTaMUHA Biz M CHM)KEHHE €ro KOHILEHTPAIUU B CHIBOPOTKE KPOBU
Ha (OHE MpPUMEHEHUs MeT(POpMUHA OTMEYAJIOCh OYEHb PEAKO Yy MAlUeHTOB, IOIy4YaBIIUX
npernapar B TE€YEHHE JUIMTEIbHOTO BPEMEHH, M, KaK MPaBUJIO, HE MPEICTABIIO KIMHHUYECKOTO
3HaueHus. CrenyeT y4YWuThIBAaTb BO3MOXXHOCTh YMEHBIICHHS BCAaChIBaHHMs BUTaMHHA By y
HAIMEeHTOB C MErajJo0IacTHONW aHEMHEH.

OTtnenbHBIE ClTyyan OTKJIOHEHHS JIAOOPATOPHBIX MOKa3arenei (PyHKIMH IMeYeHH OT HOPMBI WIIH
Cllyyau TrernaruTa, KOTOpble HaOMIonanuch Ha (QOoHE NpUMEHEHHs MeT(OopMHHA, pa3peliainch
HI0CJIE €0 OTMEHBI.

[Tarmenra crnegyeT mpenynpenauTb O HEOOXOAMMOCTH COOOIIEHHsS Bpayy O clydasx
BO3HUKHOBeHHs 00X HP (kak yka3aHHBIX, TaK ¥ HE yKa3aHHBIX BHIIIIE).

Co00111eH1E 0 OJI03PEBAEMBIX HEXKEIATEIBLHBIX PEAKIIAIX
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Baxxno coo0mare 0 TMOJ03pEBAaEMBIX HEXKENATeNbHBIX pEaKIUsIX IOCIe PErucTpaluu
JICKApCTBEHHOTO Tperapara C Leiblo 00ecnedeHus: HepPePbIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«TI0JIb3a — PUCK» JIEKApCTBEHHOro mpemnapara. MenuiuHCKUM pabOTHHKAM pPEKOMEHAyeTcs
coo0maTh 0 JOOBIX MOJ03PEBAEMBIX HEXKEJIATEIBHBIX PEaKIUIX JICKAPCTBEHHOTO TMpernapaTa
yepe3 HaIlMOHAIbHBIE CHCTEMbI COOOIIEHHS O HEXKENATeNbHbIX PEAKIUAX TOCYAAPCTB — YICHOB
EBpa3suiickoro 3KOHOMHUYECKOTO COK03A.

Poccuiickas @eoepayus

109012, r. MockBa, CnaBsHckas 1., a. 4, cTp. 1

®denepanpHas ciryx0a 1Mo Haa30py B chepe 31paBoOXpaHEeHUS

Ten.: +7 (800) 550 99 03

Anpec 371. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybonuxa benapyco

220037, r. Munck, ToBapuieckuit miep., 1. 2a

Pecnnybnukanckoe  ynutapHoe mnpeanpustue «lleHTp oKcmepTM3 W HCHIBITAaHUN B
3IpaBOOXPaHECHUI)

Tenedon otnena dpapmakonanzopa: + 375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec a1. moutsl: repl@rceth.by, rceth@rceth.by

Be06-caiiT: www.rceth.by

Pecnybnuxa Kasaxcman

010000, r. Acrana, paiion baiikonsip, ya. A. Umanosa, 1. 13, BLl «Hypcayner 2»

PI'TI na ITXB «HanuoHanbHBIN HEHTP 3KCHEPTU3blI JEKAPCTBEHHBIX CPEJACTB U MEAUIIMHCKUX
u3nenuiny Komurera MeaUIMHCKOrO ¥ (apMaleBTHUYECKOTO KOHTposiss MuUHHUCTEpPCTBa
3npaBooxpanenus Pecyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec 311. noutsl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybonuxa Apmenus

0051, r. EpeBan, np. Komuraca, 1. 49/5

«Hay4Hblif TIEHTp SKCHEPTU3bI JICKAPCTB W MEIUIIMHCKAX TEXHOJOTUH HMEHHM aKaJeMHKa
3. lNabpuensiHay

Ten.: +374 60 83 00 73

Anpec 511 moutsl: admin@pharm.am; vigilance@pharm.am; letters@pharm.am

Be0-caiiT: http://www.pharm.am
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Keipevizckaa Pecnybauka

720044, Yyiickast 061acTh, r. bumkek, yi. 3-s Jlunus, 1. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEJCTB U MEAULIMHCKUX U3JIEIUN

Ten.: + 996 (312) 21 92 86

Anpec 31. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg

4.9. llepeno3npoBka

Bungarnuntux

Cumnmomvl

B xnMHUYECKHX MCCleqoBaHMS MpU npueMe mnpenapara B go3e 400 Mr B CyTKH HaOIIOAATUCh:
601b B MBIIIIAX, PEIKO — JIETKask TPAH3UTOPHAS MapecTe3usl, IUXOPaaKa, OTEKU U TPAH3UTOPHOE
MOBBIIICHHE aKTUBHOCTH Juma3el (Beimie BI'H B 2 pasa). Ilpu npuMeHeHHH 103BI
BWIJarunTuHa Ao 600Mr B CyTKM BO3MOXHO pPa3BUTHE OTEKOB  KOHEYHOCTEM,
COTIPOBOX/IAIOIIUXCS MAPECTE3UEH U MOBBIIIEHUEM KOHIIEHTPALUU KpeaTuHuHpochokuHassl, C-
peaktuBHOro Oenka, muorjoOmHa u akTuBHOCTH ACT. Bce cumMnToMbl TEpeno3upOBKUA U
U3MEHEHHsI JIa0OpAaTOPHBIX IMOKAa3aTeleld HCYE3a0T TOCe MPEKpalleHUs NPUMEHEHHS
npernapara.

Jleuenue

BriBenenue npenapara u3 opraHuzMa ¢ MOMOINIbIO JAHANIN3a MaJIOBEPOSITHO. OJTHAKO OCHOBHOM
rupoiau3Hblid Metabomut BugarmuntuHa (LAY 151) Moxer ObITh ylaneH U3 OpraHu3Ma ImyTem
reMoA1aIu3a.

Metdopmun

Haubonee r¢ddhexTrBHBIN METO yAaICHUS JaKTaTa 1 METQOpMHUHA — FeMOIUAJIH3.

B ciydae mnepeno3upoBKH HEOOXOAMMO IPOBOAUTH COOTBETCTBYIOIIEE CHUMITOMATHUECKOE

JICYCHUEC, OCHOBBIBAACH HA COCTOAHUUN MMAlIUCHTA U KIIMHUYCCKHUX ITPOABJICHUAX.

5. ®APMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoaMHaMHYeCKUE CBOICTBA
dapmakoTepaneBTHUECKasi ~ Ipyldma: CpeiacTBa Ul  JIGYEHMs — caxapHoro  jauabera;
TUMOTTIUKEMUYECKHE  CPEICTBA,  KPOME  HMHCYJMHOB,  KOMOHWHALMM  TMEPOPabHBIX
THIIOTJIMKEMHUYCCKUX CPCACTB
Kon ATX: A10BDO08

MexaansM IencTBUg

B cocras npemnapara BXOOAT JABa THIIOITIMKEMHUYCCKUX CPEACTBA C pPasSHbIMHM MCXaHU3MaMH

NeMCTBUS: BUIIATTUITUH, OTHOCSIIMNCS K KilacCy MHIMOuTOpoB aunentuinentuaassl-4 (AI1I1-
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4), u merdopmuH (B hopMe THAPOXIIOPHUIA), TIPEICTABUTEh Kilacca OuryanuaoB. KomOuHarus
ATUX KOMIIOHEHTOB IO3BOJISIET OoJice I3((HEKTUBHO KOHTPOJIUPOBATH KOHIIEHTPAIIMIO TJIFOKO3HI B
KpOBH y TTAITUEHTOB C CaxapHBIM JuabeToM 2 TUMa B TeUeHHe 24 4acoB.

BunparnuntuH, — npeAcTaBUTeNh — Kjacca — CTUMYJSATOPOB — OCTPOBKOBOTO  ammapara
MO/KETYZIOUHOM JKene3bl, ceneKTuBHO MHruoupyet depment AI1I1-4, ymyumnias rmmkeMudecKuit
KOHTpoNb. WMuruOmpoBanue aktuBHOCTH JII1[1-4 BBI3BIBaE€T TOBBINIEHUE COACPIKAHUS Kak
0a3aJIbHOTO, Tak M  IOCTIPAHAUWAIBHOTO  SHJOTCHHOTO  MHKPETHHOBBIX  T'OPMOHOB:
rimokaroHonooOnoro nentuga 1 Tuma (I'TII-1) U TIIOK0303aBHCHUMOTO MHCYIUHOTPOITHOTO
nonmnentuaa (I'UIT). MetdopMuH CHUXAET TPOAYKIMIO TIIOKO3bI TEYEHBIO, YMEHBIIACT
BCACBIBAHUE TJIIOKO3bI B KHUIICYHUKE M CHUKACT MHCYJIWHOPE3UCTECHTHOCTh 33 CYET yCHJICHHS
3axBaTa M YTUIM3ALMH [TII0KO3bI TepUPEpUIECKUMH TKAHIMU.

MeTtpopMUH ~ MHAYIUpPYET  BHYTPUKJICTOYHBIA  CHHTE3  TJIMKOT€HA, JIGHCTBYsSd  Ha
[VINKOT'€HCUHTETa3y, U YCUJIMBACT TPAHCIOPT TIJIFOKO3bI HEKOTOPHIMH MEMOpaHHBIMU OelKaMu
nepeHocunkamu riroko3sel (GLUT-1 u GLUT-4).

dapmakoarHamMuueckue d3PPeKTs

Bunoaenunmun-+memgpopmun

be3zonacHocTh 1 3¢ (heKTUBHOCTH OT/AETBHBIX KOMIIOHEHTOB Ipenapara, a Tak’ke 0JHOBPEMEHHOE
UX TMPUMEHEHHE OBUTM HW3YyYeHBl paHee B KIMHHUYECKUX HCCIEAOBAHUSAX, TJ€ YCTaHOBJICH
JIOTIOJIHUTENIbHBIA  TOJNOXKUTENbHBIN  AQQexT mobaBiieHus BWIJATIMOTHHA K  TEpanuu
MET(POPMHUHOM Y MALUEHTOB C HEQIEKBATHO KOHTPOJIUPYEMBIM CaXapHbIM AHMA0ETOM 2 THUIIA.

B winmHMYeckux HcciaelnoBaHMSIX BWIJATIUITHH HE OKAa3blBaJ BIMSHUSA HA Maccy Tejla HpH
N00aBJICHUU K METQOPMHUHY.

Bunoaenunmun

[IpumeHeHne BWIJATTUNTHHA Yy TAMUEHTOB C CaxapHbBIM AMa0eToM 2 THMa TPUBOJUT K
ObicTpOMY W TOJHOMY HHrubupoBanuio axtuBHoctu JIIII1-4, koropoe HaOmonaercs Ha
NPOTSKEHUU 24 4acoB.

IloBbimas  koHuentpaumto [TIII-1 wu TUIl, BungaraunTUH  BBI3BIBAET  YBEJIUYEHUE
YYBCTBUTEIBHOCTH [-KJIETOK IMOJIKEITYIOUYHOM JKEJIe3bl K TITF0K03€, YTO MPUBOIUT K YIYUIICHHIO
TJII0KO303aBUCUMOM ceKkpeluu UHcyiauHa. [Ipumenenue Bungarnuntuda B go3ax 50 mr u 100 mr
B CYyTKH y MAalMEHTOB C CaXxapHbIM IMa0eTOM 2 THUIA BBI3BIBAJIO 3HAYMTEIBHOE YIIyYIICHHUE
nokaszatesiell GyHKIUHU B-KIETOK.

Crenensp ynyumieHus: QyHKIIUN B-KJIETOK 3aBUCUT OT CTETIEHU WX MCXOJIHOTO TIOBPEXKICHHS, TaK
y mojeil 06e3 caxapHoro auabera (Cc HOpPMajabHOM KOHIEHTpAaIMed TIJIOKO3bl B KPOBH)
BWIIATTIUNITHH HE CTUMYJIUPYET CEKPELUI0 MHCYJINHA U HE CHUKAET KOHIIEHTPALIUIO TIIFOKO3HI B

kpoBu. lloBeimas koHueHtpauuto sHgoreHHoro [ITIII-1, BuwiIgarmunTUH  yBEIUYMBAET
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YYBCTBHTEJIBHOCTh (-KJIETOK K TJIFOKO3€, YTO MPUBOJIUT K YIYYIICHHIO TIIOKO303aBUCUMOM
PETYISIUN CeKpeluu TiarokaroHa. CHIDKEHUE TOBBINICHHONW KOHIIGHTPAIMK TIIOKAroHa MOCie
€/Ibl, B CBOIO OY€pe/lb, BEI3BIBACT CHIKEHHE WHCYTMHOPE3UCTEHTHOCTH.

YBenuueHne COOTHOIICHHUS HWHCYJIUH/TIIOKaroH Ha ()OHE TUIMEPTIIMKEMHH, OOYCIIOBJICHHOE
NOBBIIIICHWEM KOHIIGHTPAIlMd HHKPETWHOBBIX TOPMOHOB, BBI3BIBAET YMEHBIICHHE TMPOMYKIIUH
TJIIOKO3BI TIEYEHBI0 KaK BO BpEMs, TaK M IOCIE MpHEeMa MUIIH, YTO MPUBOJUT K CHIDKCHHIO
KOHIIEHTPAIIUH TIFOKO3HI B KPOBH.

Kpome Toro, Ha ¢oHe mpUMEHEHUS BWIJATIUNTHHA OTMEYAIOCh CHIDKEHHE KOHIICHTPAIIUU
JHNUAOB B TUIa3Me KPOBH IOCIE MpHeMa IHIIM; JaHHBIA 3(QQEKT He CBS3aH C yITy4IIeHHEM
(YHKIIMA OCTPOBKOBBIX KJIETOK IMMOJDKEIYIOYHOM JKEle3bl U OIMOCPEIOBAHHBIM BIUSHHEM
BIIIJATJIMIITHHA Ha aKTHBHOCTh MHKPETHHOBBIX TOPMOHOB.

W3BectHOo, uro moBblmeHue KoHmeHTpauuu [TIII-1 MoXeT NpUBOAUTH K 3aMEIJICHHIO
OTIOPOKHEHUS JKeIy/lKa, OJIHaKO Ha (poHEe MpUMEHEHHUs BWJIIArJIMIITUHA TT0I00HOTO 3 deKTa He
HaOJI0JaeTCA.

Memdehopmun

MeTdhopMUH yaydliaeT TOJIEPAHTHOCTD K TIIFOKO3€ Y MAIlMEHTOB C CaXxapHbIM JAMa0eTOM 2 THIIA,
CHIDKAsi KOHIIEHTPAIIHIO TJIFOKO3BI B IIa3Me KPOBHU KaK /10, TaK U TOCJIE €JIbI.

B ornnuue oT Mpou3BOAHBIX CYJIb()OHUIMOYEBHHBI, METPOPMHH HE BBHI3BIBAET THIOTIIUKEMUHN
HU y TALMEHTOB C CaxapHbIM JMabeToM 2 THIIA, HH Yy 3J0pPOBBIX JIIOAEH (32 MCKIIOYEHHUEM
0COOBIX CITydaes).

Tepamuss mpemaparoM HE NPUBOAMT K PAa3BUTUIO THIEPHHCYIHHEMHH. [Ipu mHpuMeHEHUH
MeT(hOpMHUHA CEKpelusi MHCYJIWHA HE MEHSETCS, B TO BpeMsl KaKk KOHIICHTpAlWs WHCYJIHHA B
TUIa3Me KPOBH HATOIIAK M B TECYCHUE JTHS MOKET CHUXKATHCSL.

[Ipn npumeHenun MeThOpPMHUHA B TEPANEBTHUYECKUX 032X B KIMHUYECKHX HCCIICOBAHUSIX
CpeIHEeH MPOJODKUTEIBHOCTH, & TAKXXKe B JUIMTEIBHBIX KIMHHYECKUX HCCIICOBAHUSAX OBLIO
OTMEYEHO OJarompusTHOE BIUSHHE Ha METa0OIU3M JUMOMPOTEUIOB BHE 3aBUCUMOCTH OT €r0
BIMSIHMST HAa TJIMKCMHIO: CHIDKEHHE KOHIIGHTPAlMU OOIIEero XOJIECTEpUHA, XOJIECTepUHA
JUIONPOTEHI0OB HU3KOW TUIOTHOCTH U TPUTIIULIEPUIOB.

5.2. ®apMakokMHeTHYECKHE CBOICTBA

Bunoaznunmun+memgpopmun

B wuccnenoBanusix Oblia mokazaHa OWO’KBUBAIEHTHOCTh 1O TmokazatelsiM AUC U Cpax
(UKCHPOBaHHOW KOMOWHAIIMKM BWJIJATTUNTHH + METQOPMHH B 3-X pasHBIX J03MPOBKaX
(50 mMr+500 mr, 50 Mr+850 mr u 50 Mr+1000 Mr) 1 BUIAAraMNnTAHA U METHOPMHUHA, IPUHATHIX B

COOTBETCTBYIOIIUX A03aX B BUAC OTACIIBbHBIX TaOJIETOK.
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[IpueM nuimM He BAMSAET HA CTENEHb M CKOPOCTh BCACBIBaHMS BHJIJATJIMITHHA B COCTaBe
KOMOMHUpPOBaHHOTO Tpenapara. 3HadyeHUs Cmax 1 AUC meTdopMmHA B cOocTaBe mpernapara
($uKCUpPOBaHHONW KOMOWHAIIMH IMPH OJHOBPEMEHHOM NpUEME C NUINEH CHIKAIUCH Ha 26 % u
7 % cootBercTBeHHO. Kpome Toro, Ha (¢oHe mnpueMa MHINA 3aMEIJISUIOCh BCAChIBAHHE
MeTPOPMHHA, YTO TPUBOAWIO K YBEIMYEHUIO BPEMEHHM JOCTI)KCHUS MaKCUMAaIIbHOU
KoHIEHTpAMH (TCmax) oT 2,0 mo 4,0 wacoB. [lomo6ubie m3MeHeHus Cmax U AUC Ha ¢one
npreMa NHIIM OTMEYAINCh M B CIydae MPUMEHEHUs MeT(pOopMHHA B OTICIBHOCTH, OJHAKO B
IIOCJICAHEM cJlydya€ HU3MCHCHHA ObUIM MEHEE 3HAYUTEIbHBIMH. Biusiaue M1 Ha
(dapMakOKMHETUKY BWJIJATJIUNTHHA W METPOPMHHA B COCTaBe INpemnapara (HUKCHPOBAHHOW
KOMOMHAIIMU HE OTJIMYAJIOCh OT TAKOBOTO MPH MpHUeMe 000UX MpenapaToB B OTACILHOCTH.
Bunoaenunmun

AOcopOrus

[Ipu mpueme BHYTph HATOILIAK BUJIIATIUOTHH OBICTPO BCAchiBaeTCs, a €ro Cmax JOCTHTaeTCs
yepes 1,75 gaca nocne npuema.

[Ipy oAHOBpEeMEHHOM MpHEME C MUIIeH CKOPOCTh a0COPOLMM BWINATIUNTHHA CHUXKAETCS
HE3HA4YMUTEIbHO: OTMedaeTcss yMeHbIIeHNEe Cmax Ha 19 % U yBenmueHne BpEMEHHU €€ TOCTUKEHUS
1o 2,5 yacoB. OgHAKO MTpUEM MHUIINY HE OKa3bIBAET BIUSHMS Ha cTeneHb BcachiBanus u AUC.
Bunparnmuntus ObICTpO BCachIBaeTCs, a €ro adCooTHas OMOIOCTYITHOCTD MOCIIE IpUeMa BHYTPb
coctaBisgeT 85 %. Cmax 1 AUC B TepaneBTHUECKOM JUana3oHe /103 YBEJIMUYUBAIOTCS IMPUMEPHO
MPOMOPLIMOHATBHO J03€.

Pacnpenenenue

CreneHb CBS3BIBAaHUS BHJIATVIMIITHHA C OelkaMu Iia3mbl kKpoBu Huskas (9,3 %). Ipemapar
pacmpenensiercss paBHOMEPHO MEXIy IUIa3MOM UM JpuTpouuramu. Pacrpenenenue
BIWJIIATJIMIITHHA TIPOUCXOJUT TMPEANONIOKUTEIBHO IKCTPABACKYISIPHO, 00BEM pacIpe/ieiCHUs] B
PaBHOBECHOM COCTOSTHUH TI0CIIe BHYTPUBEHHOTO BBeneHus (Vss) coctasmsiet 71 1.

Buorpanchopmanms

buotpancopmaryst sBIsieTcs OCHOBHBIM IIyTeM BbIBEICHHUS BWIAATIMITHHA. B opranusme
YeJioBeKa MojBepraercs npeppameHuto 69 % npunatoi mo3el. OcHOBHON MeTabonut, LAY 151
(57 % no3bl), (apmMakoIOTMYECKM HEAKTUBEH U  SBIAETCS MPOAYKTOM  THIPOJIH3a
nuaHokoMnoHeHnTta. Okono 4 % 1036l MOABEPraroTCa aMUTHOMY THIIPOJIU3Y .

B wuccrnenoBaHusx, MpOBEACHHBIX B YCIOBHUSAX in Vivo y XKUBOTHBIX ¢ nedunurom JIIII-4,
OTMEYAJIOCh YAaCTUYHOE TMIOJIOKUTEIBHOE BIUSHHE JAaHHOTO (epMeHTa Ha THIPOJIH3
BUJIIATTIUNTHHA. BUigarmunTtuH He MeTaOOIM3UPyeTCcss MPU y4acTUU M30(EPMEHTOB CHCTEMBI
mutoxpoma P450. [To naHHBIM HCCIeIOBaHUI, TPOBEJACHHBIX B YCIOBUSX in Vitro, BUIIATTUITHH

HE MHTUOUpYET U He UHAYyLUpYeT u3odepMeHThl cuctemsl Iuroxpoma CYP450.
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DauMUHaALIUSA

Ilociie mpueMa BHYTpPb MEYEHHOI'O PAaJUOAKTUBHON METKOM BWJIJArJIUMNTHHA OKOJIO 85 % 103bI
BBIBOJATCS MoukamMu M 15 % depe3 KUIIEYHHMK, IOYEYHAs DSKCKPELUs HEU3MEHEHHOTO
BUNAaraunTHa coctaBisieT 23 %. [lpu BHYTpMBEHHOM BBEIIEHWHU Yy 3JI0POBBIX J10OPOBOJIBIICB
cpenunii T2 nmocturaer 2-x yacoB, OOHIMI IJIa3MEHHBIA KIMPEHC M TOYEYHBIH KIHPEHC
BWIIAITIMOTHHA cocTaBisAloT 41 n1/u m 13 n/u coorBercTBeHHo. T)2 mocne mpuemMa BHYTpPb
COCTaBJISIET OKOJIO 3-X 4aCOB HE3aBUCHUMO OT JIO3BI.

JInHelHoCTh

BunparmuntuH OBICTPO BcachiBaeTcs, aOCOMIOTHA OMOAOCTYHMHOCTH IIOCIE TMpHEMa BHYTPb
cocraBiusieT 85%. Cmax u  AUC BuUIAAarIMNTHHA  YBEJIUYMBAIOTCA  NPUOIU3UTENBHO
MPOMOPLMOHAIBHO J03€ MPU NPUMEHEHHUH B IMAINIA30HE TEPANEBTUUECKUX J03.

Ilon

VYV nmanueHToOB KEHCKOTO M MYXCKOIrO Moja pa3IndyHOrO0 BO3pacTa U C Pa3IUYHBIM HHIEKCOM
maccel Tena (MMT) He oTMeueHO u3MeHeHMH (papMAaKOKMHETUKH BuiaaraunThHa. CTeneHb
uHrnbupoBanust aktuBHocTH JI111-4 BUngarmunTiHOM HE MEHSAETCS B 3aBUCHMOCTH OT T10JIA.
Oxupenue

He ormedeno Bmusaus UMT Ha dapmakokmHETHUECKHE MTapamMeTpbl BUigaraunTuHa. CTeneHb
uHrubupoBanusi axtuBHoctu JIIII-4 BUIZArTUOTHHOM HE MEHSIETCS B 3aBHCHUMOCTH OT
BenuunHsl UMT.

OTHUYECKas IPUHAIJICKHOCTD

OTHUYECKas IMPUHAAJICKHOCTL HE BJIMACT HA q)apMaKOKI/IHCTI/IKy BUJIAarJIMIIThuHa.

ITeueHOYHAS HEIOCTATOYHOCTh

VY manueHToB C HapylmieHHneM (QYHKIMMA TICYeHH JIETKOW M CpeIHed CTemnmeHu TshkectH (6—
10 6amnoB o mkane Yana-I1s10) mociae oqHOKPATHOTO MpHEMa BUIAATIIMIITUHA BHYTPh B J103€
100 Mr  oTMeHaeTcsi CHWXEHHE OMomoCTymHOCTH BwimarmuntuHa Ha 8% u 20 %
COOTBETCTBEHHO. Y MAlMEHTOB C HapYIICHHWEM (YHKIIUU TIeUeHU TsoKenoi crenenu (12 Gamnos
no mkaine Yaina-I1er0) OnotocTynHOCTh BUIIIArIMITHHA MOBbIMaeTcs Ha 22 %. MakcumanbHoe
U3MeHeHUe OMOJIOCTYMHOCTH BHJIATJIMNTHHA (YBEJIMUYEHUE WM YMEHBIICHUE), B CPEIHEM JI0
30 %, He sBAgETCS KIMHUYECKH 3HAuYMMbIM. Koppemsuuu MexXay CTENEeHbI TSKECTH
HapymeHUu PYHKIUHU TIeYeHU 1 OMOJOCTYITHOCTRIO IIperapara He BBISBIICHO.

TToyeuHass HEZOCTAaTOUYHOCTh

VY nmauueHToB ¢ HapymieHHeM (YHKIMHM MOYEK JITKOW, cpeaHel mnu Tspkenod cremeHn AUC
BUJIIATTIUNITHHA yBEJIMYMBAJIach MO CPABHEHHUIO CO 3I0POBBIMH AoOpoBoibiiamu B 1,4, 1,7 u
2 paza cootBerctBeHHO. AUC merabomuta LAY151 yBenmmuuBanace B 1,6, 3,2 u 7,3 pa3, a

metabomuta BQS867 — B 1,4, 2,7 u 7,3 pa3 y MalyeHTOB ¢ HapylieHneM (QyHKIHUU TMOYeK
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JIETKOM, CpEeIHEN U TSHKEJIOW CTENEHU COOTBETCTBEHHO. OTpaHUYECHHBIE JaHHBIE Yy MALUEHTOB C
TepMUHAIBHON cTaauei xpoHudeckoi 6ome3nun mouek (XbII) yka3piBaroT Ha TO, 4TO TTOKA3aTeIu
y JTaHHOH TpyMIbl CXOXH C TAaKOBBIMM y NMAIMEHTOB C HapylleHHeM (YHKIUH MOYEK TSHKEIoi
crenienu. Konuenrtpauus merabonuta LAY151 y nanmenToB ¢ tepMmuHanbHO# craguein XbBII
yBEJIMYMBAJIach B 2-3 pa3a IO CPABHEHUIO C KOHICHTpAalMEeHW y MalUEHTOB C HapylIEHHEM
(GYHKLIMN TIOYEK TsDKENOoM creneHH. BhiBeneHue BUIAATIUIITHHA [IPU TE€MOAMAIN3E OIPaHUYEHO
(39 % mnpu mpoBeAeHHH TMPOLEAYPHI JIUTENBLHOCThIO Oonee 3—4 yacoB uepe3 4 yaca mocie
OJIHOKPATHOTO IIpHeMa Ipernapara).

JIniia mo’KUJIoro Bo3pacra

MaxkcumanbHoe yBenuueHue OuonoctymHoctd Ha 32 % (yBenmmueHne Cmax Ha 18 %),
OTMEYEHHOE Yy TmanueHToB crapmie 70 et 0e3 COMAaTHYeCKOW MAaTOJIOTUH TIpU TpUEME
BWJIAAIJIMIITHUHA B 103€ 100 mr B CYTKH, HC SABJIACTCA KIMHHUYCCKHU 3HAYMMbIM M HC BJIMSACT HaA
narunouposanue J(I111-4.

eTH
dapMaKOKHHETHYECKHE OCOOCHHOCTH BUJIIATJIMIITHHA Y JIETeH U OAPOCTKOB Mutazie 18 et He
YCTAQHOBJICHBI.
Memdghopmun
AbGcopbuus
AOcomoTHass OMOMIOCTYITHOCTh MeT(GOpMHUHA TPU TpueMe BHYTPh B mo3e 500 Mr Haromiak
cocraBimsia 50—60 %. Cmax JdocTHraercs uepes 2,5 yaca mocie npuema. llpu yBenuueHuu
oaHokpaTHOM 703kl mpemapara oT 500 Mr go 1500 Mmr u ot 850 Mr mo 2250 Mr BHYTpB,
0TMEYaNoCh OTCYTCTBHE 3aBUCUMOCTH (papMaKOKMHETHYECKUX apaMeTPOB OT JI03HI.
O1oT 3ddeKkT o00yCIOBIEH HE CTOJbKO HW3MEHEHHMEM BBIBEIICHUS IIpernapara, CKOJIBKO
3aMeaJieHHeM ero BcackiBaHus. Ha ¢oHe mpuema mMIM CTENEHb W CKOPOCTh BCACHIBAHUS
MeT(POpPMHUHA TAKXKE HECKOJIBKO CHIDKAIHMCh. Tak, IpU OJHOKPATHOM IIpHEME Ipenapara B J103€
850 Mr BmecTe ¢ mumie oTMedanoch CHUXKEHUE Crax mpumepHo Ha 40 %, AUC nHa 25 % u
yBenuueHUe TCmax HA 35 MUHYT.
Knuandeckoe 3HaueHue TaHHBIX (PAKTOB HE YCTAHOBIICHO.

Pacnpenenenue

IIpu opHOKpaTHOM mpueMe BHYTpb B jg03¢ 850 Mr kaxymwuiicas o0beM pachpeaeneHus
MeThopmuHa cocTaBisieT 654+358 1. MeropmMuH mpakTUYECKH HE CBS3BIBACTCS C OEIKaMH
IUIa3Mbl KPOBH, B TO BpeMs KakK NPOU3BOJHBIE CYIb(OHUIMOYEBHHBI CBSI3BIBAIOTCS C HUMH
6onee uyem Ha 90 %. MerdopMUH NPOHHUKAET B SPUTPOLUTH (BEPOATHO YCHIIEHHE 3TOTO
npouecca co BpemeHeMm). Ilpu npumenenun MeTopMHHa MO CTaHAAPTHON cXeMe (CTaHJapTHbIE

J03a U 4aCToTa HpI/IeMa) PaBHOBECHAA KOHUCHTpalud B IJIa3ME€ KPOBHU NOCTUTIACTCA B TCUCHUC
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2448 yacoB H, KaK MPaBWJIO, HE MPEBHIIIAeT 1 MKr/mMil. B X0/1€ KOHTPOIHUPYEMBIX KIMHUYECKUX
uccieoBaHui Cmax METGOPMHHA B IJIa3Me€ KPOBU HE MpEBBIIIANa 5 MKI/MII (laxke IpU Ipueme
MaKCHUMAJIbHBIX J103).

Buorpanchopmarus

[Ipy oAgHOKpPaTHOM BHYTPUBEHHOM BBEACHHM MeET(OpPMHHA 3M0POBBIM JOOPOBOJIBIIAM OH
BBIBOJIMJICSL TTOYKAaMU B HEW3MEHEHHOM Buje. [Ipu »ToM mpemapar He MeTabOIM3UPOBAJICS B
nedeHu (y 4esoBeKa He BBISIBJICHO HUKaKUX METa0O0JIMTOB) U HE BHIBOJIMIICA C JKETUBIO.
DJIMMUHALUS

[TockonbKy MOYEYHBIH KIMPEHC METPOPMHHA MPUMEPHO B 3,5 pa3a MPEBBIIIACT KIHPEHC
kpearuHuHa (KK), ocHOBHBIM IyTeM BbIBEIEHUS IperapaTa SBISETCS KaHAJIbLIEBas CEKpeLUsl.
[Ipu nmpueme BHyTpp npumepHo 90 % BcocaBuIelcs 103bI BBIBOAMTCS MOYKAMH B TEUEHUE
nepBbIX 24 dacos; mpu 3ToM T2 U3 KpoBH cocTaBisieT okoio 6,2 yaco. T2 merdopmuHa U3
KPOBH COCTaBIIIET OKOJO 17,6 4yacoB, YTO yKa3blBaeT HAa HAKOIJICHHE 3HAYMTEILHOW YacTH
npernapara B 3pUTPOLIUTAX.

Ilon

VY DanMeHTOB MYKCKOI'O M JKEHCKOTO II0Ja € CaxapHbIM JAMAa0eTOM 2 THIa HE OTMEYEHO
3HAYUMBIX pa3inuuii  (PapMaKOKMHETUYECKHX IapaMeTpoB METPOPMHUHA. AHAIOTUYHBIM
00pa3oM B KJIMHUYECKHX HCCIECOBAaHUSIX HE OTMEYEHO M3MEHEHHS TUIOITIHKEeMHUYECKOTO
s dexra MmeThopMHUHA y MY>KUMH U )KCHIIUH C CAaXapHBIM THa0eTOM 2 THIIA.

ITeueHOYHAS HEIOCTATOYHOCTh

VY nmanueHToB ¢ HapyImeHHeM (GyHKIMH IeYeH! n3ydeHne (hapMakOKHHETHIECKUX 0COOCHHOCTEN
MeT(hopMUHA HE TPOBOIUIOCE.

IToueyHast HETOCTATOYHOCTD

VYV mnamuentoB ¢ HapymeHueM ¢yHkiuu nodek (oumeHuBaemoir mo KK) TY2 merdopmuna
YBEJIMYMBAETCS, & €r0 MOYEUHbIN KIIMPEHC CHIXKAETCS IPonopimoHansHo cHkeHuto KK.

JInia mo’KHJI0ro BO3pacTa

HmeroTcst orpaHuYeHHBbIE JaHHblE (PApMAKOKMHETHYECKMX HCCIEAOBAaHUN Yy 370pPOBBIX
JO0OpOBOJBLIEB B BO3pacTe > 65 JIeT, COrJIacHO KOTOPbIM OTMEYalOCh CHIKEHHE CYMMAapHOTO
IUIa3MEHHOTO KiHupeHca MeTgopmuHa U yBenndeHHe T2 M Cmax IO CpaBHEHHIO C Oojee
MoJoAbIMH  JoOpoBonbiiaMu. [Ipenmonaraercs, 4YTOo 3TH OCOOEHHOCTH (hapMaKOKMHETHKH
MeT(GOpPMHHA Y JIHIl cTapiie 65 JeT Mpexae BCEro CBA3aHbl C U3MEHEHHEM (QYHKLUU IOYEK, B
CB3U C ITMM Yy mnauueHTtoB ctapiie 80 JeT npuMeHeHHe KOMOWHAIMM BHIIJATIMITHH +
MET(POPMHUH BO3MOKHO TOJIbKO Mpu HOpMaibHOM KK.

OTHUYEeCKas NPUHAJICKHOCTDb
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Her  nokasarensCTB ~ BAMSHMS ~ OTHHYECKOM  NPHUHAUIEKHOCTH  NAIMEHTOB  Ha
(bapMaKOKMHETHYECKHE OCOOCHHOCTH MET(HOPMHUHA.
B KOHTpOJMpYyeMBIX KIMHUYECKHX MCCIEAOBAaHMAX MET(OpPMHHA y MAIMEHTOB C CaxapHbIM
quabeToM 2 TUNA Pa3IMYHOM STHUYECKOW HPUHAJICKHOCTH THUIOINIMKEMUYECKOe JeHCTBUE
npernapara nposiBIsIOCh B OIMHAKOBOW CTETICHU.

eTH
dapmakoknHeTHKa MeT(hOpMHHA Yy JIeTel B Bo3pacTe > 10 jieT He u3ydanacs.
dapMaKOKMHETUYECKHE OCOOCHHOCTH MeT(OpMHUHA y JeTel U MoApocTKOB Mianuie 18 ner He

YCTaHOBJICHEI.

6. ®PAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. Ilepevyenn BcnoMoraTeJibHbIX BelIeCTB

I'munsrino Mert, 50 mr + 850 Mr, TaOJIETKN, HOKPHITHIE INIEHOYHONW 000I0YKON

IM'uapoxcunponuienioao3a
MannuToNn

Hatpus creapundymapar
Marunus cteapat

0O00J104YKa TUIEHOYHAS

CMmech 1S TUIGHOYHOTO TTOKPBITHS:
- runpomenno3a-2910 (6¢P)
- turana nuokcun (E171)
- TajJbK
- TIPONUJICHTIIUKOIb
Kenesa oxcun xentoiid (E172)
[munBuiio Mert, 50 mr + 1000 mr, TabJIeTKH, TOKPBITHIC INIEHOYHON 000JI0YKOM
T'uapoxcunponuineioioa
MaHHUTOI
Hatpus creapundymapar
Marnus creapar

0O00J104YKa IUIEHOYHAS

CwMmech 1715 TNIEHOYHOT'O MOKPBITHS:
- runpomenno3a-2910 (6¢P)
- turana nuokcun (E171)
- TalbK

- HPOIUJICHITIUKOJIb

27



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.08.2024 Ne 17467
(NOCNENOBATENLHOCTE 0005)

Keneza oxcup sxentsriii (E172)

6.2. HecoBmecTuMOCTB

Henpumenumo.

6.3. Cpok rogHocTu (CpoOK XpaHeHHUs1)

2 roja.

6.4. OcoObie Mepbl NPEAOCTOPOKHOCTH MPHU XPAHEHUHU

XpaHUTh B OPUTUHAIBHOM OJMCTEpE JUIS 3aLIUTHI OT BJIATrH.

JlexapcTBEeHHBIN Tpemnapat He TpeOyeT CrennaIbHbBIX TEMIIEPATYPHBIX YCIOBUI XpaHEHUS.

6.5. XapakTep u coepkaHne MEPBUYHON YIIAKOBKH

ITo 10 Tabneroxk B Omuctepe u3 xomOmHHpoBanHOTO Matepuana OITA/An/TIBX u dombru
AIFOMUHUEBOM.

ITo 1, 3, 6 6arCTEpOB BMECTE C JIMCTKOM-BKJIA/IBIIIIEM ITIOMEIIAIOT B TAYKY KAPTOHHYIO.
MynetuynakoBka: 1o 10 TtabGmerok B Onmcrepe U3 KOMOMHHPOBAHHOTO —MaTepuaia
OITA/An/TIBX u ¢doaeru amromMuuaueBoit. [lo 6 OIMCTEpOB BMECTE C JTMCTKOM-BKJIAIBIIIIEM
IOMEIIAIOT B MayKy KapTOHHYIO. [0 2 mauku KapTOHHBIX MOMEIIAIOT B MAYKy KapTOHHYIO WM
10 3 MaYKy KaPTOHHBIC CKPEIUISIOT MPU MOMOIIH JICHTHI U3 MOJIMATHIICHA U TOMEUIAI0T B MAaYKy
KapTOHHYIO.

He Bce PasMCpPhbI YITAKOBOK MOI'yT OBITE JOCTYIIHBI AJIA pCain3aluu.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPU  YHUYTOKEHUMH  HCHOJH30BAHHOIO
JICKAPCTBEHHOI'O nmpemnapara HJIN 0TX010B, MOJTYYC€HHBIX mocJjie NMPUMECHCHUSA
JIEKAPCTBEHHOI0 Npenapara, 1 Apyrue MaHUNYJIA UM ¢ IpenapaTroM

Het ocoObix TpeboBaHuil K yTUiInu3auu.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
CrnoBenus
AO «KPKA, n.1., HoBo mectoy, [lImapsemika necra 6, 8501 HoBo mecTo
Ten.: +386 7331 21 11
®axc: +386 7332 15 37
Anpec 31. moutsl: info@krka.biz
7.1. IlpeacraBuTelIb AEPKATENA PErHCTPALMOHHOIO YI0CTOBEPEHUS

IIperen3un noTpeduTeneil HAMPaBIATh OO aIPeECY:

Poccuiickas @eoepayus
000 «KPKA-PYC»

143500, MockoBckas o61., T. Uctpa, yin. MockoBckas, 1. 50
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Ten.: +7 (495) 994 70 70

®axc: +7 (495) 994 70 78

Anpec a1. moutsl: krka-rus@krka.biz

Pecnybauxa benapyco

[IpencraBurensctBo AknmonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka Cnosenusi) B Pecriy6nuke benapycs

220114, r. MuHCck, yn. @unumoHnoBa, 1. 2517, oduc 315

Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec ai1. noutsl: info.by@krka.biz

Pecnybonuxa Kasaxcman

TOO «KPKA Kazaxcrtan»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, oduc 601

Ten.: +7 (727) 311 08 09

Anpec a1. noutsl: info.kz@krka.biz

Pecnybnuxa Apmenus

[IpencraBurensctBo «Kpka, n.1., HoBo mecto» B PecniyOiinke ApMenus

0001, r. EpeBan, yn. Hanb6angss, 1. 106/1 («CAAT-HOBA» BUBHEC-LIEHTP), opuc 103
Ten.: +374 11 56 00 11

Anpec a11. moutsl: info.am@krka.biz

Kuipevizckaa Pecnyoauka

[IpeacrasurensctBo AO «KPKA, ToBapHa 3apasui, 1.1., HoBo mecto» B Keipreiscrane
720040, Yyiickas obnacts, r. bumkek, OynbBap IpKuHAMK, 1. 71, 6510k A

Ten.: +996 (312) 66 22 50

Anpec 311. noutsl: info.kg@krka.biz

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA
JITI-Ne(002456)-(PT-RU)

9. TATA NEPBUYHOM PETUCTPAIIUU (HOATBEPKJIEHUS PETUCTPAIIUH,
HNEPEPEI'UCTPALIMN)

Jata nepBoii peructpauuu: 2 utons 2023 r.

10. IATA HEPECMOTPA TEKCTA
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OOmiass  xapakTepucTHKa JIEKapCTBEHHOro mpenapata InumBuino Mer pgoctynmHa Ha
nHpOpPMAIMOHHOM TnopTane EBpa3uiickoro SKOHOMMYECKOTO COI03a B HMH(OPMALMOHHO-

KOMMYHHKaImoHHOU ceTu «MHTepHeT» https://eec.eaecunion.org.
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