COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 25.07.2023 N2 14071

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Hns)Kenc metpu, 2 Mr, TabJIeTKH

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTByroniee BEMECTBO: JUEHOTECT

Kaxxgast TabreTka cogepKuT 2 MI TUeHOrecTa.

BcrnomoraresnbpHbie BellecTBa, HaJU4YKME KOTOPHIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JakTo3bl MOHOTHApAT (cM. pasaensi 4.3, 4.4).

[TonHBIN IepedYeHb BCIIOMOTATENIbHBIX BEIIECTB MIPUBEACH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerku

Kpyrasie mockonunmHaprudecKkue TabieTKy 0e1oro Uik mouTH 0esoro 1nsera ¢ (hackom.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxa3anus K IpMMeHEHUI0
[Tpenapat nsXXKeHnc meTpu nokasaH K NPUMEHEHUIO Y B3pOCIbIX MAI[MEHTOB cTapiie 18 net ans

JICYCHUA SHAOMECTPUO3a.

4.2. Pe:xuM 103UPOBAHMS U CIIOCO0 NPUMeEHEHH s

PexxuM 103upoBanus

[Tpenapat npuHuMaloT Mo 1 TabieTke B CyTKH.

B ciyyae npomycka TabieTok, pBOTHI U/UIH TUapeu (€CIIU 3TO MPOUCXOIUT B TeueHue 3—4 yacoB
nocyie npuema Tabnetku) dddexTuBHOCTh mpernapata sDKenc MeTpu MoXeT cHMXathcs. B
Clly4ae MpOITyCKa OJHOH WIIM HECKOJBKHX TaOJETOK JKCHIIMHA JIOJDKHA TPHHSATH TOJBKO |
TabJIeTKy TpemapaTa cpa3y, Kak TOJBKO OHa 00 3TOM BCIIOMHHUT, 3aT€M MPOJOJKATh MPHEM
Ta0JIETOK Ha CIEAYIOUINI IeHb B 00bIYHOE BpeMs. Eciu BcackiBaHUE Mpernapara HapyIIeHO U3-3a
PBOTHI WJIN JIHApPEH, TAKXKE CIIeyeT MPUHATH 1 TabNeTKy.

Oco0BbIe TPVIIIBI TAIMEHTOK

Hauuenmku NnoJ2HCUNI020 8o3pacma

OO0o0CHOBaHHBIC IMOKA3aHUS K IMPpUMCHCHUIO IIpCTiapaTa ﬂH}I}KCHC MCTPU Yy HOKHUIIBIX IMAIITMCHTOK

OTCYTCTBYIOT.
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TENBHOCTE 0003)

Tayuenmxu ¢ Hapywenuem Qyukyuu nevenu (NOCNEOCQBA

[Ipenapar nsoKeHc MeTpu IpOTHUBOIIOKA3aH MAIMEHTKAM C TSKEIbIM 3a00JIeBaHUEM TICUYECHH, B
HACTOSIIIEE BPEMs WJIU B aHaMHe3e (cM. pas3zaen 4.3).
THayuenmxu ¢ HapyweHuem @yHKyuU nouex
OTCYTCTBYIOT JaHHBIE, CBUICTEILCTBYIONINE O HEOOXOAUMOCTH KOPPEKIUHU J103bl JUEHOTeCTa y
MAIUEHTOK ¢ HAapyIIeHHeM (QYHKIIUU TTOYEK.

eTH
Jlesouxu — noopocmxu 6 sozpacme 0o 18 niem
[IpumeneHue npenapara y A€BOYEK-TIOIPOCTKOB B BO3pacTe 10 18 et mpoTUBONOKAa3aHo, B CBSI3U
C HEJOCTATOYHOCTHIO HMMEIONIUXCS JaHHBIX MO A(P(PEKTUBHOCTH OE30MACHOCTH IUCHOTeCTa B

JTaHHOW BO3PacTHOM KaTeropuu.

Cnoco6 IIPUMCHCHUA

Jlns mpuema BHYTpb.

[Tpenapat npuHuMaroT 1o 1 TabieTke B CyTKH HENPEPHIBHO, IPEINOUYTUTEILHO B OJTHO U TO K€

BpeMs, IIpU HCO6XOIII/IMOCTI/I 3amnuBasi HEOOJILIIUM KOJIMYECTBOM KHUIOKOCTH.

Jo nHavana npuema npenapata Jns)KeHc mMeTpu HE0OXOIUMO MPEKPATUTh MPUMEHEHHE 000
TOPMOHAJILHOM KOHTpaleniuu. B ciaydae HEOOXOAMMOCTH KOHTpPALECHIUU HUCHOIB3YIOT
HETOPMOHAIBHBIC METOIBI (HapuMep, OapbepHbBIi).

Hayvano npuema npenapara J{yisXKeHnc meTpu BO3MOXKHO B JIF000H 1€Hb MEHCTPYaJIbHOTO ITHKJIA.
MoXHO NpUHMMaTh TAaOJETKy HATOLIAK WM BO Bpems eapl. CienyeT NpUHUMATh TaOJIETKU
pEryisipHO, BHE 3aBUCUMOCTH OT KPOBOTEUEHHUS U3 MOJIOBBIX IyTel. Ilocie 3aBepiienus npuema
Ta0JETOK M3 OJHOW YIMaKOBKM HA4YMHAIOT TpueM mpenapara [ns)Kenc merpu u3 ciemyromei

YIIaKOBKH, HE JieNasl IepepbiBa B IpUeMe Mpernapara.

4.3. IlpoTruBonokazanus

[Tpumenenue mnpenapara Jns)KeHc MeTpu NPOTMBONOKA3aHO MpPH HAJIUYUU JIIOOOr0o U3

MEePEYUCIICHHBIX HIKE COCTOSIHUM, YacTh U3 KOTOPBIX SBJIAETCS OOILEH NI BCeX MpernapaTos,

COJIepKalINX TOJIBKO TeCTareHHbIM KOMIOHEHT. Ecnm kakoe-nmubo W3 JaHHBIX COCTOSTHHIA

pa3oBbeTcs Ha (hoHe mpuMeHeHus npenapata s KeHc MeTpu, Ie4eHne MpenapaToM Clieayer

HEMEIJIEHHO MPEeKPATUTH:

e [unepuyyBCTBUTENBHOCTh K JIUEHOTECTY WM K JOOOMY W3 BCIOMOTAaTEIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pasjene 6.1.

e  Octpsliii TpoMOO(DIEdUT, BeHO3HBIE TpoMOOIMOOTNH (BTD) B HacTosIIee BpeMs.

e 3aboyieBaHHS cepana u apTepHﬁ, B OCHOBC KOTOPBIX JICKAT ATCPOCKIICPOTUYCCKUC ITOPAKCHUSA
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COCyZIOB (B TOM 4HCIIE HIIEeMHYECKas OOJe3Hb Cé&ﬁé,_]%BWTT%gﬁ];ﬁaT:1/IIAC§JTIII>T u

TPaH3UTOPHAS WIIEMUYECKas aTaka) B HACTOAIIEE BPeMs UM B aHAMHE3E.

e CaxapHblil IMa0ET C COCYAUCTHIMU TIOPAKCHHUSIMHU.

e Tskenple 3a00JieBaHUS TICUYCHH B HACTOSIIEE BpPEeMs WIM B aHaMHe3e (MPH OTCYTCTBHUU
HOpMaTH3aIUH (YHKIIMOHAIBHBIX MTPOO MEUCHU ).

e Onyxonu mneyeHu (MOOpPOKAaYeCTBEHHBIC M 3JI0KAYECTBEHHBIC) B HACTOSIICE BpEeMsl WM B
aHaMHe3e.

e BruiBiieHHBIC WK TO03pEBaEMbIe TOPMOHO3aBUCHMBIE 3JI0KAYECTBEHHBIC ONYXOJIH, B TOM
YUCJIE PAK MOJIOYHOM KEJIE3bI.

e KpoBoTeueHus u3 BiIarajuina HEsICHOTO reHe3a.

e XoJecTaTH4ecKas jKelITyxa OEpeMEHHBIX B aHAMHE3€.

e HenepeHOCUMOCTH rajiakTo3bl, ASHUIUT JTAKTa3bl, TITFOKO30-TaJaKTO3HAs MallbaOCoOpOIIHS.

e Jlerckuii Bo3pact a0 18 ser (B CBS3W C HEIOCTATOYHOCTHIO HMMEIOIIMXCS JAHHBIX I10

s dexTrBHOCTH U 0€30MACHOCTH MPUMEHEHUs JUEHOTeCTa B JAHHON BO3PACTHOM rpyIIe)..

4.4. OcoOble ykazaHusl 1 MepPbl PeI0CTOPOKHOCTH NPH NPUMEHEeHUH

C 0CTOPOKHOCTBIO

Jemnpeccusi B aHaMHe3€, BHEMaTOYHasi OEpeMEHHOCTh B aHaMHe3€, apTepHabHasi TUIIEPTCH3HS,
XpOHUYECKasl cep/iedHasi HeJJOCTaTOYHOCTb, MUTPEHB C aypOH, caxapHbIi uadeT 0e3 COCYAUCThIX
OCJIOKHEHUH, TUMEPIUNUAEMUsi, TpoMOoQseOuT TIyOOKHX BEH B aHaMHE3€, BEHO3HBIC
TpoMO05MO0NMHU B aHaMHe3e (CM. pazzen 4.4 Huxe).

[lepen wawasiom mnpumenenus npenapara JsDKeHc MeTpu HEOOXOIUMO HCKIIIOYHTH
OepemenHocTh. Bo Bpems mpumenenus mnpemnapata JnsKeHc MeTpu npu HE0OXOTUMOCTH
KOHTpAIENIUK TaIlMeHTKaM PEKOMEHIYETCs] MPUMEHSTh HETOPMOHAIbHBIE KOHTPAIENITUBHBIC
MeTOo/bI (Hanpumep, OapbepHBbIil).

BeposTHOCTh HACTYTUICHHS YKTOMUYECKON OEPEMEHHOCTH BBIIIE Y MAIIMEHTOK, MPUHUMAIOIINX C
LEJIbI0 KOHTPALIETILINY IIPETIapaThl, COJEepKalllle TOJbKO reCTareHHbIM KOMIIOHEHT, TI0 CPAaBHEHUIO
C MalMeHTKaMH, TPUHUMAIONIUMA KOMOWHUPOBAHHBIE TMEpPOpaIbHbIE KOHTPALCTITUBBL TakuM
o0pa3oMm, sl )KEHIIUH C BHEMATOYHOW OEpeMEHHOCThIO B aHAMHE3€ WM MPH HEOOXOIMMOCTH
MaTOYHBIX TPYyO cleAyeT OLIEHWBAaTh COOTHOIIEHHWE TMOJb3bl U pPHUCKA Mepe]l MPUMEHEHUEM
npenapara Jns)Kenc metpu.

[Tockonpky nipenapat JmsyKeHc mMeTpu mpeacTaBisieT coOol mpemnapaT TOJBKO C TeCTareHHBIM
KOMIIOHEHTOM, MOXXHO TMPEANOIOKHUTh, UYTO OCOOBbIe YKa3aHHs U MEpPhI MPEIO0CTOPOKHOCTH,

YCTAHOBJICHHBIC UIA APYIrUX IIPCIApaTOB TAKOI'O0 THIIA, daKTYaJIbHbBI U B OTHOIICHHU IIPCIIapaTa
3
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JnsoKeHc meTpu, XOTs HE BCE U3 JIAHHBIX TpE]] ocmpe%&%ﬁ%@ﬁﬁ: ﬁfi{'[%%éﬁb-{% ';Jf;)'gﬁécce

KIIMHUYECKUX HccienoBanuid npenapara Jis/Kenc metpu.
[Tpu HamM4uyM Wi ycyryOJaeHuH JIF0O0TO M3 MEPEUYHCICHHBIX HUXKE COCTOSHUN Wi (aKkTOpOB
pHUCKa Iepesl Ha4YaJloM WJIM MpoAoKeHUueM npuMeHeHus npenapara [nsoKenc merpu cienyer

IMPOBECTU UHAWBUAYAJIIbHYIO OLICHKY COOTHOIICHUS ITOJB3bI U pHUCKaA.

Hapymenuns KDOBOO6DaI_HeHI/IH

B mpormecce snuaeMHONIOTHYECKUX HCCIEAOBAHUN OBLIO MOJYYEHO HEIOCTaTO4HO (DaKToB,
MOATBEP)KIAIOIUX HAJIMYKME CBSI3U MEXKIY MCIIOIb30BaHUEM IIPENAPATOB TOIBKO C FE€CTar€HHBIM
KOMIIOHEHTOM U TIOBBIIICHHBIM PHCKOM HMH(apKTa MHOKapAa WM TPOMOOIMOOIMHU COCYI0B
TOJIOBHOIO MO3ra. PHCK CepAaeuHO-COCYIUCTBIX SIU30A40B W HAPYHUIEHUWH MO3rOBOIO
KpOBOOOpAIIIEHHsI CBSI3aH CKOpEe C YBEJIMYEHHEM BO3pacTa, apTEepUaIbHOM TUIEpTEH3UEH U
KypeHHEM. PHCK pa3BUTHs MHCYJIBTA Y J)KEHILUH C apTEPUAIbHOM THIIEPTEH3UEN MOXKET HEMHOIO
MOBBIIIATHCS HA (POHE MPUMEHEHUS TIPENapaToB TOIBKO C T€CTareHHBIM KOMIIOHEHTOM.
HekoTopele uccnenoBaHus YKas3blBalOT Ha BO3MOXKHOCTb CTATMCTHYECKM HE3HAYMTEIBHOTO
MOBBIIICHUS PHUCKA BEHO3HOW TPOMOOAIMOOIMH (TpoMOo3a TIyOOKHMX BEH, TPoMO03IMOOoIMU
JIETOYHOMN apTepUn) B CBSA3U C IPUMEHEHHUEM IPENapaToB TOJIBKO C TeCTareHHbIM KOMIIOHEHTOM.
K obmienpusnanHbiM akTopaM pucka pa3BUTHS BEHO3HOUW TpomMOosmOomuu (BTD) oTHOCATCS
COOTBETCTBYIOLIMI ceMelHblii aHamHe3 (BTD y Opara, cecTpbl WM y OAHOIO U3 poJaUTENeH B
OTHOCUTEIIbHO PaHHEM BO3pAacTe), BO3pacT, OXUPEHHE, MPOJOJLKUTENIbHAS HMMOOMIN3ALNS,
o0IIMpHOE XHPYPrUYEeCKOe BMEIIATENbCTBO WM Cepbe3Has TpaBMa. B ciydae MTENbHOM
UMMOOWIIM3AIIMA PEKOMEHIYETCSl TPEKpaTUTh NpuMeHeHune npenapara Jims)Kenc merpu (mpu
IUTAHOBOM Omepalvy Mo KpaifHel Mepe 3a 4eTblpe HeJenu 0 Hee) U BO30OHOBUThH NMPUMEHEHHE
mpernapata TOJBKO 4Yepe3 JBE HEIENU I[0Ci€ IIOJHOTO BOCCTAHOBJIEHMS JBUTaTEIbHOU
CHOCOOHOCTH.

CrnenyeT y4uThIBaTh MOBBIIIEHHBIN PUCK Pa3BUTUS TPOMOOIMOOIUH B OCIEPOIOBOM MEPHO/IE.
[lpy pa3BUTHMM WM TOJO3PEHUHM HAa pa3BUTHE apTEPUATBHOTO WJIM BEHO3HOIO TpoMOo3a
IPUMEHEHUE Iperapara cielyeT HeMEeAJIEHHO NPEKPaTUTbh.

Onyxomaun

Merta-ananu3 54 SHUAEMHOJIOTMYECKHX HCCIEIOBAaHUN BBISIBUJI HEOONBIIOE YBETWYEHHE
otHocutenbHoro pucka (OP = 1,24) pa3BuTus paka MOJOYHOW Kene3bl Y IKEHIIHH,
MCIIOJIb30BABIINX HA MOMEHT HCCIIEIOBAaHUS MEePOPaAIbHBIE KOHTPALIETITUBbI, TPEUMYIIECTBEHHO
ACTPOrEH-IIPOreCTareHHbIE IpenapaTbl. OJTOT MOBBILIEHHBI PUCK IIOCTENIEHHO HCYE3acT B
tedyeHne 10 neT mocie NpeKpalleHHs] HCIOJIb30BaHUS KOMOMHHMPOBAHHBIX IE€POPaAIbHBIX
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koHTpanentuBoB (KOK). ITockonbky pak MoslouHO#M ﬁ@%‘e&ﬁ%&x@“ﬁé@éﬁ@r‘& %/':lﬁk'_é;iﬁmn

Mosoxe 40 5er, HEeKOTOpoe YBEIMUYEHHE KOJIMYECTBA IOJ0OHBIX JMAarHo30B Yy >KEHUIMH,
npunuMaromux KOK B Hactosmuii MomeHT win ucnonb3oBaBmux KOK panee, HeBenuko 1o
OTHOILEHHIO K OO0IIeMy IIOKa3aTeNl0 PUCKA BO3HUKHOBEHHS paka MOJIOUHOM »kene3bl. Puck
BBISIBJICHUS ~ paKa MOJIOYHOM JKele3bl y JKCHIIWH, MCIIOJIb3YIOIUX IIpernapaTbl TOJIBKO €
IIPOreCTareHHbIM KOMIIOHEHTOM, BO3MOJKHO, CXOX IIO BEJIMYMHE C COOTBETCTBYIOIIMM PUCKOM,
cBa3aHHbIM ¢ npuMmeHeHneM KOK. Opnako naHHbIE, OTHOCAILIMECS K IIperiapaTtaM TOJIBKO C
IIPOreCTareHHbIM KOMIIOHEHTOM, OCHOBaHbI Ha TOPA30 MEHBIINX 10 YACICHHOCTH MOITYJIALHAAX
NPUHUMAIOIIUX UX KEHILUH, ¥ TI03TOMY SIBIIIIOTCS MeHee yOoeauTenbHbIMHU, YeM anHble o KOK.
Y CTaHOBUTH IPUYUHHO-CIIEACTBEHHYIO CBA3b HA OCHOBE 3TUX MCCIIEA0BAaHNUN HE IPEACTABIIACTCS
BO3MOXXHBIM. BBIsIBJIEHHAsI KapTHHA BO3pAaCTaHUSI PUCKAa MOXKET 00yciaaBiIMBaThCs 00Jiee paHHEN
JUAarHOCTUKOM paka MOJIOYHOM JKele3bl Yy JKEHUIMH, NPUHHUMAIOUX IEpOpajbHbIC
KOHTPALIENITUBBI, OMOJIOIrMYECKUM JIEHCTBUEM IE€POPAIBHBIX KOHTPALENTHUBOB WJIM COYETAaHHUEM
000uX (hakTOpPOB. Y JKEHIINH, IPUMEHIBIINX TOPMOHAIbHBIE KOHTPALICTITUBBI, TUATHOCTUPYIOTCS
Oosee paHHUE KJIMHUYECKUE CTAJUU paKka MOJIOYHOMN JKeJe3bl, YeEM Y JKEHIIUH, HUKOTJa UX HE
IIPUMEHSBILHNX.

B peaxux cinyyasx Ha OHE UCIOJIB30BaHUS TOPMOHAIBHBIX BEIIECTB, OJJOOHBIX TOMY, KOTOPOE
conepxurcs B npenapare JmsyKeHc MeTpu, OTMeUYalluch 0OpPOKAYECTBEHHBIE, U €Ille pexe —
3JIOKAYECTBEHHBIE ONYXOJM INE4YeHH. B OTOenbHBIX Cilaydasx 3TH ONyXOJIW NPUBOIMIN K
NPECTaBIAIOIIEMY YIpo3y JUIsl )KM3HM BHYTPUOPIOIIHOMY KpOBOTeUeHUIo. Eciiu y 'KeHIIMHBI,
npuHuMaromei npenapar Jns)XKeHc MeTpu, MMEIOT MECTO CHJIbHbIE OO B BEpXHEW dYacTu
KMBOTA, YBEJINUECHA NI€UEHb, UM MPUCYTCTBYIOT NPU3HAKU BHYTPUOPIOIIHOIO KPOBOTEUEHHUSI, TO
npu 1uddepeHIMaTbHON JUAarHOCTHKE CIIEAYET YUECTh BEPOSITHOCTh HAJIMYMS OMYXOJIM EUYEHH.

H3MeHeHne XxapakTepa KpOBOTECUSHUI

VY OonpmMHCTBAa KEHIIMH NpuMeHeHue mpenapata [msDKenc Merpu BiMseT Ha XapakTep
MEHCTPYaJIbHBIX KPOBOTCUEHUN.

Ha ¢one npumenenus npenapara [is’Kenc MeTpu MOTyT yCUIMBATHCSI MAaTOUHbIE KPOBOTEUEHNH,
Harpumep, y )KeHIIUH C aIeHOMHUO30M HJIH JeiioMHUOMON MaTKi. OOMIIbHBIE U TPOJIOJIKUTENIbHbIE
[0 BPEMEHHM KPOBOTEUYEHHSI MOTYT MPHUBOJUTH K aHEMHUHU (B HEKOTOPBIX Clydyasx Tsxkenoi). B
TaKUX CIy4dasX cJelyeT pacCMOTpeTh BOMpoc 00 OTMEeHe mMpuMeHeHus npenapara [lisKenc
METpH.

H3MeHeHus MUHEPILHOM IWI0THOCTH KOcTHOU TKanu (MITK)

Bpau momkeH paccMOTpeTh MOJB3y Mpernapara Mo OTHOLIEHHWI0O K BO3MOXKHBIM PHCKaM ISt
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KKIOW MaIlMeHTKH, TaKKe NMPUHUMAas BO BHUMaHUE T e @):cig%(:ﬂpOB

pHCKa pa3BUTHUS OCTEOI0po3a (Hanpumep, AucMeTaboiIndeckas OCTeonaTus, CEeMEHHbIN aHaMHE3
0CTEOI0P03a, HU3KUI MHJIEKC MACChl TEJIa WM PACCTPOMCTBA MUIIEBOIO MOBEACHNUS, JUINTEIBHOE
IIPUMEHEHHUE JIEKapCTB, KOTOPbIE MOTYT YMEHBIIUTh KOCTHYIO MacCy, HaIpuMep,
IIPOTUBOCYAOPOKHBIEC JICKAPCTBEHHBIE CPEICTBA WM INIIOKOKOPTUKOWABI, IIPEAIIECTBYIOLINE
IIepeIoMbl BCIIEACTBUE HE3HAUYUTEIBHON TPaBMBbl, 3JI0YyIOTPEOJIEHUE aJIKOT0JIEM U/UIIH KYpEHUE).
XKenmunam 1r000T0 BO3pacTa BaKHO MPUHUMATh KaJdblMid U BUTaMuH D, BHe 3aBUCHMOCTH OT
COOJIIOIEHHSI ONPEAETICHHOM TUEThl UM PUMEHEHHs BUTAMUHHBIX 100aBOK.
V¥ B3pocnbix nanueHTok cHrkeHust MITK ormedeno He ObLIO.

eTH
[Tpu npuMeHeHuu aueHorecra y noapoctkoB (12—18 ner) B TeueHue 12 mecsdues JiedeHUs ObLIO
ormeueHo cHwkeHue MIIK nmoscHnuynoro oraena B cpeaneMm Ha 1,2%. Ilocie mpexpamenus
neyenuss MIIK y 1aHHBIX TAMEHTOK CHOBA YBEJIMYMIIACK.
CHumxenue MIIK BbI3bIBaeT 0OcCOObIE ONAaceHHss B TOJPOCTKOBOM BO3pacTeé M B CTaplieM
HOJPOCTKOBOM BO3pacTe, IOCKOJIBKY 3TO OCOOCHHO BaXKHBI IEPHOA JUIL POCTa KOCTEH.
HeussectHo, Bnmsier s cHmxkenue MIIK Ha MakcHMManbHYIO KOCTHYIO MacCy y JIaHHOHU
MONYJISILAY U ITOBBILIAET JIX PUCK IIEPEIIOMOB B JAIbHEHIIEM.

JIpyrue cocTossHHs

[TarueHTKH € Aenpeccueil B aHaMHe3€ HyK1aloTcs B TIIaTelbHOM HaOmoaenuu. Eciu nenpeccust
peLUIUBUPYET B cepbe3HO GopMe, penapaT ciaeyeT OTMEHHTb.

B nenowm, npenapar liss’KeHc MeTpu, 110 BCeil BUIMMOCTH, HE BIUSAET HA apTEPUAIBHOE JIaBIICHHUE
(Al) y xxenmuH ¢ HopManbHbIM AJl. OnHako eciau Ha ¢oHe npuMeHeHus npenapara JisKenc
METPHU BO3HHMKAET CTOWMKAs KIMHMYECKU 3HAYMMAas apTepHUAIbHASI TUIIEPTEH3Us, PEKOMEHIYETCS
OTMEHUTH IIPeNapar U Ha3HAYUTh TUIIOTEH3UBHOE JICUCHHUE.

[Tpu penuanBe X0JI€CTATUUECKOM KENTYXU U/UIH XOJIECTaTUUECKOTO 3y/1a, BIIEPBbIE BOSHUKIINX
Ha (poHe OEpeMEHHOCTH WJIM NPEALISCTBYIOIIEr0 MPUMEHEHHUs MOJOBBIX TOPMOHOB, IMpernapar
Jns)Kenc metpu HE0OXOIUMO OTMEHUT.

[Tpenapat {ns)KeHc MeTpu MOXKET OKa3bIBaTh HE3HAUMTEIBHOE BIMSHUE Ha MepUpepruecKyro
WHCYJIMHOPE3UCTEHTHOCTh M TOJIEPAHTHOCTh K INIIOKO3€. JKEHIMHBI, CTpajarline caxapHbIM
nrabeToM, B OCOOCHHOCTH IIPY HAJIMYMU CaxapHOro auadeTa OepeMEeHHbIX B aHaAMHE3€, BO BpeMs
npuMeHeHus npenapata JisoKenc MeTpu HyXJ1aloTcs B TIIATEILHOM HaOJIO/IEHUH.

B HekoTOphIX ciydasx MOXKET HMMETh MECTO XJioa3Ma, OCOOEHHO Y JKEHIIMH C XJI0a3Mou

6epeMeHHLIX B aHAMHCEC3€. >KCHHH/IHaM, CKJIOHHBIM K Pa3BUTHIO XJI0a3Mbl, B ICPUOJ IPUMCHCHHUA
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CMEPTHOMY OTYETY

U3ITy4ECHHUS.
Bo Bpems npumenenus mnpenapara JUisoKeHC MeTpu MOryT BO3HHUKAaThb IEPCUCTUPYIOLIME
GoKynel B AMYHMKAaxX (YacTo Has3blBaeMble (YHKLIHMOHAJIBHBIMU KHUCTaMHU SIMYHUKOB). B
OOJIBIIMHCTBE CIIy4aeB HAMUME TaKUX (DOJUTMKYIOB HOCUT aCHMITOMAaTHUECKUH XapakTep, XOTs
HEKOTOPbIE MOTYT COIIPOBOKAATHCS O0JIBIO B 00J1aCTH Ta3a. .

Menununckoe o0cneoBaHue

[Tepen Havamom wiaM BO300OHOBJIICHMEM NpUMEHEHHs mpenapara Jms)KeHc merpu cremyer
MOJPOOHO O3HAKOMHUTBLCS C HMCTOpHEW OOJIE3HW WAIMeHTKH W MPOBECTH (DHU3MKAIBHOE U
THHEKOJIOTHYECKoe oOcienoBanne. YacTtora W XapakTep TaKUX OOCICIOBAaHUN JIOJKHBI
OCHOBBIBAThCSl HA CYIICCTBYIONIMX HOPMaX MEIUIIUHCKON MPAKTHKU MPU HEOOXOIUMOM yUeTe
WHAUBUAYAIbHBIX OCOOEHHOCTEH KaXK/10i ManueHTKu (HO He pexe 4eMm 1 pa3 B 3—6 MecsieB) u
JIOJDKHBI BKJTIOYATh U3MEPEHHE apTePUaILHOTO JIaBJICHHS, OIICHKY COCTOSIHUSI MOJIOYHBIX KeJe3,
OpraHOB OPIOIIHOW MOJIOCTH U Ta30BBIX OPTaHOB, BKJIFOYAs [TUTOJOTHUIO IIIEHKU MATKH.

I/IHd)ODMaIII/ISI O HCKOTOPBIX BCIIOMOTaTC/IbHBIX BEIICCTBAX, BXOJAINMX B COCTAB IIpfriapara

[TaupenTaM ¢ penko BCTpeyarolleicsi HacleACTBEHHOW HENEePEeHOCHMOCTBIO TalaKTO3bl,
NeGUIUTOM JIaKTa3bl JIOMAped WM TIIFOKO30-TAIAKTO3HOW ManpabcopOumeli He clemyer

MMPUHHUMATB 3TOT IIpCIiapar.

4.5. B3auMmojeilicTBMe C JAPYrHMH JIEKAPCTBEHHBIMH TpenapaTtamMM W JApyrue BH/bI
B3auUMOAeHCTBUSA

Bausaue npyrux JekapcTBEHHBIX CpeACTB Ha npenapaT Jias/KeHc MeTpu

['ecrarenbl, B TOM 4HCII€ JUEHOTECT, META0OJU3HPYIOTCS MPEUMYIIECTBEHHO C Y4acTHEM
u3odepmentoB cucremsl nuroxpoma P450 3A4 (CYP3A4), pacnonokeHHON Kak B CIM3HCTON
KUIIeYHNKa, Tak U B nedeHu. CrenoBaTenbHO, MHAYKTOpHl Wi uHruoutopsl CYP3A4 moryr
BJIMATH HAa METa0O0JIM3M I'ecTareHHbIX MPernaparoB.

[ToBBIIEHHBIN KIUPEHC TMOJIOBBIX TOPMOHOB, OOYCIIOBJICHHBIH MHIYKIUEH (epMEHTOB, MOKET
MPUBOJIUTH K CHIKEHHIO TepamneBTHueckoro s@dekra npenapara Jns)Kenc merpu, a Takxke
BBI3BIBATh HEXenatenbHble peakiuu (HP), Hanpumep, HW3MeHeHHME XapakTepa MaTOYHBIX
KPOBOTCYECHUM.

CHmXeHHe KIMpeHca MOJIOBBIX TOPMOHOB B CBSI3M C HMHTUOMpPOBaHHEM (DEPMEHTOB MOKET
YBEJIMYMUBATH SKCIO3ZUIUIO TUEHOrecTa U Bbi3biBaTh HP.

Bewecmea, nogviuwiaroujue KiupeHc noiosvblx 20pMOHO8 (CHudicenue 3¢ggexmusnocmu nymem

UHOYKYuU hepmenmos)
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denuTonH, OapOUTYpaTHl, NPUMHIOH, Kapb azermud, | pI:I/l:(.blgﬁ—ilrl i) =4 | e Bd5Modko,

OKCKapOazenuH, Tonupamart, gendamar, rpu3eoyIbBUH U Mpenaparsl, coaepxamue 3Bepoooi
MPOABIPABICHHBIN.

WNupykuust pepMeHTOB, KaK MPaBUIIO, OTMEYAETCsl Yepe3 HECKOJIBKO JIHEH Mocye Hayana TepamnuH,
MaKCHUMajbHas WHAYKIHUS OTMEYAeTCss B TEUEHHE HECKOIbKUX HEIelb U 3aTeM MOXET
COXpaHATHCS B TeUEHUE 4 HEeNb MOCIIe MPEKPALCHHUS TEPATTUH.

O dexr naaykropa CYP3A4 pudamnunmna nzydancs y 30pOBBIX KEHIIMH B TOCTMEHOIAY3E.
[Ipr 0THOBpEMEHHOM NPUMEHEHHH PU(PAMIIMIMHA C TaOJIeTKaMH, COJEpXKallUMH 3CTpaauoa
BaJIEpPaT/IUEHOTeCT OTMEYAIOCh CYIECTBEHHOE CHH)KEHHE PABHOBECHOW KOHIIEHTPALUU MU
CHUCTEMHOW 3KCNO3UIMK aueHorecta. CHcTeMHasi HKCHO3MILMS JUEHOTrecTa MPH PABHOBECHOM
KOHIIeHTpanuH, onpezesieMas mo Benuunae AUC (0-24 4), Obuta cHikeHa Ha 83%.

Bewecmea c sapuabenvHbim 61usHUEM HA KIUPEHC NOJIOBBIX 2OPMOHO8

[Tpu coBMECTHOM MPUMEHEHUU C MOJOBBIMM TOPMOHAMHU MHOTHE IpenapaTsl i Jeuenuss BUY
u renaruta C ¥ HEHYKIJICO3U/IHBIE MHTUOUTOPHI 0OPaTHOM TPAHCKPUNITA3bl MOTYT YBEITHYUTH UJIH
CHHU3UTH KOHICHTPAIIUY POTECTHHOB B TUIa3Me KPOBH. B HEKOTOPBIX CiTydasx TaKHE U3MEHEHHUS
MOTYT OBbITh KIMHUYECKH 3HAYMMbBIMH.

Bewecmea, chudicaroujue Kiupenc nouioevix 20pMOH08 (UHSUOUMOPbL (pepmeHmos)

JueHorect siBisiercsi cyoctparom ruroxpoma P450 (CYP) 3A4.

BricokoakTrBHBIE HHTHONTOPHI 1 HHTHOUTOPEI CYP3A4 ¢ yMepeHHOI akTHBHOCTBIO, HATIPHMED,
a30JIbHbIe (DYHTUIUABI (MTPaKOHA30JI, BOPUKOHA30J, ()IYKOHA301), BepamaMui, MaKpOJIUIbI
(KJIAapUTPOMUILIMH, SPUTPOMUIIMH), IUITHAa3eM U TIpeHndpyToBBIi COK MOTYT IpPHBECTH K
YBEIMYCHUIO KOHIIEHTPAIMH I'ecTareHa B IjIa3Me KPOBH.

B omHOM wmccnenmoBanuu, B mporiecce koroporo m3ydaics 3¢dekr maruoutopor CYP3A4
(KEeTOKOHA30J1a, H)PUTPOMULIMHA), KOHIIEHTPALlMK 3CTPaJHoia Bajepara U JUEHOrecTa B Ijia3Me
KPOBHU IIpHM PABHOBECHOW KOHIIEHTpAallMUM ObUIM TMOBBIIIEHB. B ciydyae o1HOBpEeMEHHOTO
NPUMEHEHHST C MOIIHBIM HMHTHOMTOPOM KeTokoHazoimoM BenmmunHa AUC (0-24 4) npum
PaBHOBECHOW KOHIIEHTpAIlUu Yy JueHorecra Bo3pocia B 2,86 pasa. Ilpu ogHOBpeMEHHOM
npuMeHeHnu ¢ ymepeHHbIM nHruouTopoM CYP3A4 spurpomurimaom BenmnanHa AUC (0-24 1) y
JIMEHOTecTa MPHU PaBHOBECHOM KOHILIEHTpAIMK yBenuuuiach B 1,62 paza. Kinuauyeckoe 3HaueHue
3THUX B3aMMOJIEHCTBUI HE BEIICHEHO.

Bausane JUCHOT'CCTAa Ha APYTHEC JICKAPCTBCHHBIC ITPECTIapaThl

Wcxons W3 JaHHBIX HCCIICOBAaHWUN WHTHOMpPOBaHUS N VItro, KIMHWYECKH 3HAYUMOC
B3aMMO/IEIICTBHE TUEHOTeCTa C APYTUMH JIEKAPCTBEHHBIMU IperapaTtaMu, METab0In3upyeMbIMU
ocpeicTBOM (pepMEHTOB cucTeMbl IuToXpoma P450, manoBeposiTHO.

B33HMOﬂeﬁCTBHe C IMUIICBBIMHU ITPOAYKTAMHU
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[Tpriem UL ¢ BHICOKUM COACPKAHUEM KUPOB HE pnsft Ha éﬂ&g&@ﬁ;@%ﬁ%ﬂgﬁégﬁ' 3)

I[pyrne BHJIbI B3aHMOI[eI>'ICTBI/ISI

[IpuMeHeHHE TecTareHOB MOXET BIHMATH Ha PE3ylbTaThl HEKOTOPHIX J1IAOOPaTOPHBIX
WCCJIEJOBAaHHUM, BKIIIOYAsi OMOXMMHUYECKHE TapaMeTphl PYHKIMU TTeYEeHH, IIUTOBUIHON JKeIe3Hl,
HAJIIOYEYHUKOB M II0YEK, IUIa3MEHHbIE KOHLEHTpauuu OeNKoB (-HOCHTElNeil), Hampumep,
(dpakuuy  JTUIUAOB/IMIIONPOTEUAOB, TAapaMeTpbl YIIIEBOJAHOTO OOMEHAa U  IapameTpbl

CBCPThIBAHMHA.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDH U JIAKTALMS

bepemeHHOCTH

OnbIT MpUMEHEHUS JUCHOTeCTa OEPeMEHHBIMY )KCHITUHAMY OYEHBb OTpaHudeH. B rccienoBanusx
Ha JKMBOTHBIX DPEMPOJYKTUBHOM TOKCHYHOCTH, T€HOTOKCHMYHOCTH W KaHUEPOTC€HHOCTH MpHU
NpUMEHEHUU Tpenapara He BbisiBIeHO. [Ipenmapar J[ns)KeHc mMeTpu He NOJDKEH Ha3HAYaThCs
OcpeMEHHBIM KCHINMHAM, B CBSI3M C OTCYTCTBHEM HEOOXOJIMMOCTH JICUCHUS DHIOMETPHO3a B
nepuoj 0epeMEeHHOCTH.

Jlakranus

[Tpuem npenapara J[ns0KeHc MeTpu B Iepuoa TPYIHOTO BCKAPMIIMBAHUS HE PEKOMEH]IOBaH, TaK
KaK HCCJICIOBAaHUS HA >KMBOTHBIX TOKA3aJIM, YTO JUCHOTECT MPOHUKAET B T'PYAHOE MOJIOKO.
Pemenue o mpekpamieHWd TPyJHOTO BCKapMIIMBaHWs WM 00 OTKa3e OT MpueMa mperapara
JnsXKeHnc wMeTpu mNpUHUMAeTCs MCXOAS U3 OLEHKH COOTHOILIEHHUS TOJB3bl TPYIHOTO
BCKapMIIMBAHMUS JIJIs1 peOCHKA U TOJIb3bI JICUCHUS AJIs KEHIIUHBI.

DdepTUabHOCTD

COFJ’IaCHO UMCIOIIUMCA JaHHBIM, BO BpeMF[ HpI/IMeHeHI/IH JOUCHOTIecTa y 6OHBIHI/IHCTBa IMAaIMUCHTOK
MPOUCXOIUT TmMojaBieHue oBymsauuu. OpHako mnpenapar Jns)KeHc wMeTpu He sBisercs
KOHTPALIETITUBOM.

KonTpanentusHas 3QGeKTHBHOCTh HE M3y4Jalach y JTUEHOTECTa, OJTHAKO, KaK OBLIO IMOKa3aHO B
uccienaoBanuu, y 20 KEHIIMH J03a JMEHOrecTa 2 MI TOJaBiisjia OBYJSIIUIO 4yepe3 1 mecsir
JIeUYECHU.

CornacHo UMEIONTUMCS JaHHBIM, (PU3NOJIOTHUECKUN MEHCTPYaIbHBIN ITUKI BOCCTAHABIUBACTCS B

npejenax 2 MecsIeB Mociie MpeKpaIieHus: MPUMEHEHUs TUEHOTeCTa.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMM CPeACTBAMM M PadoTaTh ¢
MeXaHUu3MaMH
He ormedeHo oTpunaTeabHOro BIMSHHUS JIUEHOTECTa Ha CHOCOOHOCTh K  YHPaBIEHHUIO

TPAHCIIOPTHBIMU CPCACTBAMH W MCXaHHM3MaMH, OJHAKO IMAIIMCHTKHU, Y KOTOPBIX B TCUCHHUEC

9
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nepuofa afantauuu (mepBele 3 Mecsua Ip CHCHHA%;MEL%EQ% Q&TEM&HHX

KOHICHTPAIMX BHUMAHUA, JOJIKHBI CO6JIIOI[3.TB OCTOPOXHOCTD.

4.8. HexxesaTesibHbIE peaKIIUU

Pesrome mpoduisg 0e300acHOCTH

HP Bo3HuKkatoT uaie B NEpBbIE MECSIbl MpUEMa JAUEHOTeCTa, M CO BPEMEHEM HUX YHUCIIO
ymenbinaercsi. K Hanbonee gacteiM HP oTHOcATCS: KpOBOTEYEHHS W3 Biaraiuiia (BKIIOYas
MaXXyIIIU€ BBIJCICHHS, METPOPpPAarud, MEHOPPAruM, HEPETyJSIpHbIE KPOBOTCUCHHMsI), TOJOBHAs
00J1b, TUCKOM(DOPT B MOJIOYHBIX JKeJIe3aX, CHUYKEHNE HACTPOCHHS M aKHE.

B Tabmuue npuBomsrcs HP, pacmpeneneHHbie mo kjaccam cucTteMbl opraHoB. HP B kaxmoii
YAaCTOTHOW TPYMIIE MPEACTaBICHBI B MOPAJIKE YOBIBAaHUS 4acTOThL. YacToTa ompeaesnsercs Kak

«aactoy» (ot >1/100 mo <1/10) u «aewacto» (ot >1/1000 mo <1/100).

TabanuHoe pE3IOME HEKENATEIbLHBIX PeaKIUH

Yacro (=1/100, no <1/10)

CucreMHO-OpraHHbIi Heuacto (>1/100, no <1/10)

KJacce

Hapywenus co cmoponwi Anemus
Kpo8u U 1umpamuyeckou

cucmemnl

Hapywenus

Memaboauzma u NUMaHus

YBenuueHne Macchl Tena

CHmKEHHE Macchl Tena

IIoBbImIcHNE anmeTuTa

Hcuxuueckue HapyuieHusl

CHIKEHHOE HaCTPOCHHUE
Hapymienne cua (Birovast
OECCOHHMUILY)
HepsosHocts

[Toteps mubua0

N3menenne HacTpOeHUs

TpeBOXKHOCTH
Henpeccus

Hepenam;l HAaCTPOCHUA

Hapywenusa co cmoponwvi

H€p8HOZZ cucmemul

T'onoBHas 0o

Murpens

Hucbananc  nepudepudeckoi
HEPBHOM CHUCTEMBI

Hapymenne BHuManus

Hapywenus co cmoponul

opeana 3peHus

O1wynieHrne cyxocTH IJia3

Hapywenus co cmoponul

3BOH B yIIax

10
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opeaHna cnyxa u

nabupunma

—
L

NEODBATENBHOCTE U003]

Hapywenus co cmopoHul

cepoya

Heyrounennoe HapyIIeHHE
KpoBOOOparieHme

Omrymienue cepaieOneHust

Hapywenus co cmoponul

€oCy008

ApTtepuanbHasi THIIOTEH3US

Hapywenus co cmoponui Onpiiika
ObIXAMENbHOU CUCTEMB,
0pP2aH08 2pyOHOU KNemKu U
cpedocmenist
Kenyoouno-kuueynvie TomHoTa Huapes
Hapyuenus bonu B oOmactu xuBOTa | 3amop
(Bkmrowass  G6omm BHM3Y | JluckomdopT B 0051aCTH KUBOTA
KHUBOTA u 6omu B | BocnanurensHbie
SIUTACTPUH) 3a00JIeBaHUS KEITYT0UHO-
Mereopusm KHUIIEYHOT'O TpaKTa
Omryienue pacniupanusi | [ MHTUBUT
KHUBOTA
PBota
Hapywenus co cmoponvr | AxHe CyXx0oCTh KOXH
KOJCU U NOOKOJCHbIX | Anornenus lMuneprunpos
mKawetl 3ya
AHOMaIIMK pocTa BOJIOC, B TOM
qucie TUPCYTH3M "
TUTICPTPHX 03
OHuxoxnazus
ITepxotb
Hepmatut
Peaknun

(1)OTO‘-IYB CTBUTCIIBHOCTHU

HapymeHHe INUIrMCHTAIIun

11




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 25.07.2023 N= 14071

IR RIERPHOCTS 0003)

Hapywenua co cmoponwvl | bonu B cinHe

MbIUEYHOU, CKeIemHoU U Cria3zM MBIIIII]

COCOUHUMENIbHOU MKAHU boau B KOHEUHOCTAX

OmynieHue TOKECTH B
KOHEYHOCTSIX
Hapywenus co cmoponul Nudexnuss  MOuUEBBIX MyTei

NOYeK U MOUEBbIBOOAUIUX (BKJIFOYAST LIUCTHT)

nymeii

Hapywenus co cmoponwt | JlnckoM(popT B MOJIOUHBIX Kannnnos Bnaranumia

Marounsie

KpOBOTeLIeHI/Iﬂ/ KPOBOTCUYCHHA

penpooyKmueHoU xKesezax (Brirouas | CyxoCTh CIU3MCTOM BYJIBBBI U
cucmemvl u YBEIUYCHUE MOJIOYHBIX | BIIarajuiia
MOJIOYHBIX dicene3 kKene3 W O00JM B MOJIOYHBIX | BbimeneHuss W3 MOJIOBBIX
xKeeszax) OpraHoB
Kucra swynmka (Bxirodas | bonmm B TazoBoil  oOmacTu
reMOPPAaruuecKyro KUCTY) ATpoduueckuit
[TpunuBsl sxapa BYJIbBOBaruHHT

®uOpo3HO-KHCTO3HAS

MacToIaTusa

n3 Biaravmia  (BKIO4Yas | YIUIOTHEHHE MOJIOUHBIX JKelle3
MaXKylue BBIJICTICHMS,
METpOpparuy, MEHOpparu,
HeperyJsipHbIe
KpOBOTEUYEHHUS])
AmeHopest
Obwue  uapywenuss u | ActeHndeckoe  cocrostHue | OTek (BKIIIOYast OTEK JIUIA)
peaxyuu 6 Mmecme | (BKIIOYass  YTOMIISIEMOCTb,
66e0eHUs aCTEHUIO M HEJIOMOTaHHE)

Pa3,[[pa)KI/ITCJ'ILHOCTB

COO6HIGHI/I6 0 ITOA03PEBACMBIX HCXKCIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MOA03pEBAEMBIX HEXKENIATENbHBIX PEAKIMAX IOCIEe PErucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ [elibl0 00ecTeyeHrs HePEephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOIO Mpemnapara. MeIuIUMHCKUM paOOTHHKAM PEKOMEH]yeTCs

COO6H13TL 0 JII00BIX MOoaO3pE€BACMBbIX HEXKCEIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIperiapara

12
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yepe3 HallMOHAIbHBIE CUCTEMbI COOOIIEHHS O eKenaTEHEm %ﬁﬁsﬁgﬂkﬁﬁ%&% U4 énos

EBpa3uiickoro 53KOHOMHUYECKOr0 COK3a:

Poccuiickas ®eoepayus

®denepanpHas ciayx0a 1mo Haa30py B cdepe 3npaBooxpanenus (PocsnpaBaanzop)
Anpec: 109012, r. MockBa, CriaBsiHCKas IUIOIIAAb, 1. 4, cTpoeHue 1

Ten.: +7 (499) 578-06-70, +7 (499) 578-02-20

DnexTponHas noyra: pharm@roszdravnadzor.gov.ru

WutepHeT-caiiT: WWW.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PI'TI na [IXB «HaunoHanbHBIA LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIMIMHCKUX
w3nenuiiy Komwurera MeauuumHCKOrOo W (apMareBTUYECKOro KOHTPOIs MUHHUCTEPCTBA
3npaBooxpaneHus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A. Imanosa, . 13

Ten.: 8 (7172) 78-98-28

DnekTponHas noyra: pdlc@dari.kz
WurepHer-caiit: Www.ndda.kz

4.9. llepeno3upoBka

CuMIITOMBI

O cepbe3HBIX HApYIIEHUSX MPU NEPeJO3UPOBKE TUEHOrecTa He cooO0manoch. CHUMMOTOMBI,
KOTOpBIE MOTYT OTMEUaThCs MPH MEPeO3UPOBKE: TOIIHOTA, PBOTA, «MAXKYIIHE» KPOBSHUCTHIC
BBIJICTICHUS FJTH METPOPParusl.

Jleuenue

CHCI_II/I(l)I/I‘-ICCKOl"O AHTHUO0TA HET, CJICAYCT ITPOBOAUTHL CUMIITOMATUYICCKOC JICUCHUC.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHUYeCKHe CBOMCTBA

®dapmakoTepaneBTUYeCKas TpyINa: MOJIOBbIE TOPMOHBI U MOAYJSTOPHI TMOJIOBOM CHUCTEMBI;
recTareHbl; IPOU3BOIHbIC NPErHaANeHA.

Kon ATX: GO3DB08

MexaHu3M IelCcTBUS

JlueHorect BO3IEHCTBYeT Ha DSHJOMETPUO3, MyTeM MOoAaBleHHs Tpoduueckux 3¢ eKToB
ACTPOT€HOB B OTHOLIEHUH 3YTONUYECKOIO U SKTOIMNYECKOTO SHIAOMETPHSL, BCIEICTBUE CHUKEHUS

MMPOAYKIMU 3CTPOIr€HOB B AMYHUKAX U YMCHBIICHUA UX KOHLICHTPAIUHN B IJIa3MC.

13


mailto:npr@roszdravnadzor.gov.ru
http://www.roszdravnadzor.gov.ru/
mailto:pdlc@dari.kz
http://www.ndda.kz/

COOTBETCTEYET 3K
oT 25.07.2023

[Ipy TPOMOIKUTETILHOM TPUMEHEHHH BBI3BIBACT 'Qgéﬁﬂ%: E'ﬁgmiijﬁ;lﬁa-{xﬁ}é E'%&aHH

CMEPTHOMY OTYETY
N2 14071

SHIOMETPHUS C TIOCTEAYIONIeH arpodueii SHAOMETPUOUIHBIX 04aroB.

dapmakoauaamuyeckue d3PHeKTol

JlueHorecT SBJISIETCSt MPOU3BOJHBIM HOPTECTOCTEPOHA, XapaKTEPU3YSICh AaHTHUAHAPOTCHHOM
AKTUBHOCTBIO, COCTABIIIONICH MPUMEPHO OJHY TPETh OT aKTHBHOCTH IMIIPOTEPOHA areraTa.
JlueHorect CBSI3BIBACTCS C pEIENTOPaMH MPOreCTepOHa B MaTKe deoBeka, oonanas mumb 10 %
OTHOCHUTEJIBHOTO CpOJICTBAa TporectepoHa. HecMoTpss Ha HHU3KOE CpOJCTBO K pELENTOpam
IPOreCTEPOHa, JAMEHOTeCT XapaKTEePU3YeTCsl MOIIHBIM TMporecTareHHbIM 3¢ ¢dexTom in Vivo.
Juenorect He oOnagaeT CYIIECTBEHHOH aHJPOTEHHOH, MHUHEPAIOKOPTHKOUIHON WM
[JIFOKOKOPTUKOMTHOW aKTHBHOCTBIO IN VIVO.

Kinunanueckas 3¢ deKTUBHOCTL U 0€3011aCHOCTh

[IpeumymiecTBO AueHOrecTa IO CPaBHEHHIO C IUIalle00 B OTHOIIEHMHM Ta30BOM 0o0H,
ACCOLIMMPOBAHHON C  DHJIOMETPUO30M, OBLJIO MPOJEMOHCTPUPOBAHO B  KIMHHYECKOM
HCCIJIEJOBAaHUM, B KOTOpPOE OBLIM BKJIIOUYEHB! 198 manueHToK, MpoJoIKUTEIbHOCThIO 3 Mecsla.
Ta3oByro 601b, aCCOIMMPOBAHHYIO C SHAOMETPHO30M, OLEHHBAIM 10 BU3YaJbHON aHAJIOTOBOM
mkane (BAII, 0-100 mm). Yepes 3 Mecsiia JedeHHs TUEHOTeCTOM ObLTa ITOKa3aHa CTaTUCTUYCCKU
JIOCTOBEpHAs pa3HHUIla B CpaBHEHUU ¢ Tutanebo (A = 12,3 mm; 95% JIN: 6,4-18,1; p <0,0001), a
TaKXKe KIMHUYECKH 3HAYMMOE YMEHbBIICHHE OOJHM 1O CPaBHEHHIO C MCXOTHBIMH TOKa3aTeIsIMU
(cpemuee = 27,4 mm + 22.9).

UYepes 3 mecsna aeuenus y 37,3% manueHTOK OTMEYEHO YMEHbIIEHUE HHTEHCUBHOCTH Ta30BOM
0011, accoMHUpPOBAaHHOW C HHIOMeTpHo3oM, Ha 50% wu Oonee Oe3 MOBBILIEHUS O3B
JIOTIOJTHUTEILHOTO 00€300JIMBAIOIIEro CPEICTBa, KOTOpOoe OHM MpuHUMaH (ruane6o: 19,8%); y
18,6% marnueHTOK OTMEYEHO YMEHBIICHHEe HHTEHCUBHOCTH Ta30BOM 00JIM, aCCOIMUPOBAHHOM C
HHJIOMETPHUO30M, Ha 75% u Oonee Ge3 MOBBILIEHUS J03bI JIOMOJHUTEIHLHOIO 00€300IMBAOIIETO
Cpe/ICTBa, KOTOPOE OHM MpUHUManH (Ttarebo: 7,3%).

B nmpoanmenHod  OTKpBITOM (aze AaHHOTO IJIANE00-KOHTPOIMPYEMOTO  HMCCIIEIOBAHUS
Ha0JII0/1aI0Ch YCTOMYMBOE YMEHBIIEHHE Ta30BOM 0OJM, aCCOIMHUPOBAHHOW C 3HIOMETPHO30M,
MIPH IPOJOJKUTENILHOCTH JieueHus 10 15 mecsies.

PesynpTarel 1U1a11€00-KOHTPOIMPYEMOTO HCCIIEIOBaHUS OBUIM TOATBEPKICHBI JTaHHBIMH,
MOJTyYCHHBIMH B XO/Ie 6-MECSYHOTO WCCIICIOBAaHUS B CPABHEHWHU C arOHWCTOM TOHAJIOTPOITHH-
prn3uHr ropmoHa (I'uPl'), BktouaBmiem 252 maneHTKH ¢ SHAOMETPHO30M.

B Tpex uccrenoBaHUSX, B KOTOPHIX B OOIIEH CIOXKHOCTH MPUHSIO ydacTue 252 MalueHTKH,
MOJTyYaBIINX CYTOYHYIO /103y JUEHOTecTa 2 M, OBLJIO MPOJEMOHCTPHPOBAHO CYIIECTBEHHOE

YMCHBIICHUC DOHAOMETPUOUAHBIX OYaroB 4€pe3 6 MCECAILICB JICUCHMUA.
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B HebGonbioM uccnenoBanuu (N=8 Ha KaXmaylo uo3%yr<5@5§§rﬂ§)%%ﬁ%-£€%%ﬂ:!¥ﬁ ';]:;@(%'&Haﬂ

032 B BUJE | MI' JueHOTecTa BbI3BIBACT MOJABIICHHE OBYJSIUHU IMocie 1 mecsua JieuyeHus.
KonTpanentuBHas 3>¢p¢QEeKTUBHOCTh JMEHOTECTA HE OblIa HW3ydyeHa B 0Oojiee MacIITaOHBIX
HCCIIENOBAHUAX.

YpoBeHb IHAOTEHHBIX ACTPOTEHOB YMEPEHHO TO/IaBIISIETCS BO BpEeMsI JICUECHUS IUSHOTECTOM.
MunepanpHas i0THOCTh KocTHOU TKaHu (MIIK) onenuBanack y 21 B3pociol marueHTKu 110
Hayayia JieueHus: U yepe3 6 MecsIeB MPUMEHEHUs Ipenapara, CHUKEHUsI CPETHEro MoKa3aTess
MIIK oTMeueHO He OBLIO.

VY 29 manueHToB, MoJydaBIIKX Jieinpopenun ameraT (JIA), uepes TOT ke Imepro] BpeMEHH ObLIO
OTMEUYEHO CHIKeHHue B cpenHeM Ha 4,04% + 4,84 (A mexnay rpynnamu = 4,29%; 95% JI: 1,93
6,66; p <0,0003).

Hannvie no b6ezonacnocmu y noopocmkos

bezonacHocts nueHorecta B orHomeHuu MIIK Oblna uccienoBaHa B HEKOHTPOJIUPYEMOM
KIIMHUYECKOM HCCleIoBaHUM B TeueHue 12 wmecsneB y 111 mamumenTtok (12-18 ner, mocie
MEHapXe) ¢ KIMHUYECKH IMOJ03PEBACMbIM HIIM TOJATBEPKIACHHBIM 3HI0MEeTpuo3oM. CpenHee
OTHOCHTENIbHOE u3MeHeHne nokasareiss MIIK nosicHu4Horo otena rnmo3BOHOYHUKA (T103BOHKH L2
— L4) y 103 nanueHToK Mo CpaBHEHHIO C MCXOHBIM MOKa3ateneM coctaBuio -1,2%. ¥V rpymisl
MAalMEeHTOK, Yy KOTOphIX Habmomanock cHmkenne MIIK, gyepe3 6 mecsieB mocie OKOHYAHUS
JICYCHUS B paMKax IMepHojJia MPOJODKEHHOTO HAOMIO/ICHUs] JaHHBIA TapamMeTp CHOBa ObLI
U3MEpEH, U aHAIK3 Mokasal nossienue yposHs MIIK go -0,6%.

Bo Bpemsi mpuMeHEHHs HEHOTrecTa MPOJOJIKUTEIBHOCTBIO 10 15 MecsleB 3HAUYUTEIbHOIO
BIMSHUS TIperapara Ha CTaHJapTHBIC JIA0OpAaTOpPHBIE MapaMeTphbl, BKIIOYAs Te€MaTOJIOTHIO,
XUMHUYECKUM COCTaB KPOBH, MOKa3aTean (EPMEHTOB MEUYCHH, JTUTTHUIOB U TIUKOJIU3UPOBAHHOTO
reMoryioOnHa, He HaOII01aI0Ch.

Hannvie no 6ezonacHocmu OnumenbHO20 NpUMeHeHUs

Jlns u3yyeHus: 4acTOThl BOZHUKHOBEHUS WJIM YXYIIICHUS KIMHUYECKU 3HAYMMOW JNENpPEeCcCUu U
BO3HUKHOBEHHUS aHEMHUU ObUIO MPOBEJIEHO JIMTENbHOE HAOIIOAATeNhHOE MOCTMApKETUHIOBOE
MCCJIeIOBaHNE C aKTHBHBIM KOHTposieM. Beero B uccienoBanne 0b110 BKItOUEHO 27 840 >KeHITUH
C BIIEpBBIE Ha3HAYEHHOW TOPMOHAJIBLHON TEpamueil Mo MOBOIY SHIOMETPHO3a C MOCIEIYIOITUM
HAOJII0ICHUEM B TE€UCHHUE 7 JIET.

B o6meit cniosknoct 3023 skeHITMHBI HA4alu MpUeM JAUeHoTecTa B 103¢ 2 Mr, a 3371 manueHTka
HayaJla TpHEeM JPYruX OJOOPEHHBIX TMpernapaToB Ui JedeHus HHaoMmeTrpuosa. Oomiee
CKOPPEKTUPOBAaHHOE OTHOIIIEHNE PUCKOB HOBBIX CITy4aeB aHEMHH 110 CPABHEHUIO C MAIIIEHTKAMH,
MOJTy4aBUIUMH JUEHOTECT, U MallMeHTKaMH, OMy4YaBIINMHE JAPyrue 0J00peHHbIe Mpenapathl s

JedeHus: 3HIoMeTpuo3a, cocrasmwio 1,1 (95% JU: 0,4-2,6). CkoppeKTUpPOBaHHOE OTHOIICHHE
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JedeHus: dHaoMeTpro3a cocraBuio 1,8 (95% IAU: 0,3-9,4). Henb3s HCKIIOYNTH MMOBBIICHHBIN
pI/ICK I[ereCCI/II/I y NannucHTOK, HpI/IHI/IMaBH_II/IX JUCHOI'CCT, IIO CpaBHeHI/IIO C IIallMCHTKaMH,

IIPUHHUMABIIUMU JPYTUe OI[O6peHHBIC npenapartsl AJI JICUCHUA SO HAOMETPHO3a.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOGcopouus

[Tocne mepopanbHOrO MpHUeMa JAUEHOTeCT ObICTPO U MPAKTUYECKU MOJHOCTHIO BCACHIBAETCA.
MaxkcuManbHasi KOHILIGHTpalMsl B IUIa3M€ KpPOBHU, COCTaBIsitomias 47 HI/MI, JOCTUTaeTcs
IpUMepHO uepe3 1,5 9 mocie pa3oBoro nepopajbHOrO npueMa. buo1oCTyIIHOCTh COCTaBIISIET
okoo 91%. dapmMakOKMHETHKA JIUEHOTeCTa B JIO30BOM Juana3oHe oT 1 go 8 wmr
XapaKTepU3yeTcs 10303aBUCUMOCTBIO.

Pacupenenenue

JlueHorect CBs3BIBAaeTCA C albOYMHHOM IUIa3Mbl M HE CBS3BIBACTCS C TIIOOYIHHOM,
cBs3biBaroliuM 1onoBble ropmonbl (I'CII), a Takke ¢ KOPTUKOCTEPOM/I-CBSI3bIBAIOIINM
rooymuaoM (KCI'). 10 % ot o61el KOHIIEHTpaIuy BelleCTBa B IJIa3Me KPOBU HAXOJUTCS B
BUie CBOOOJIHOTO CTEpOUa, TOr/1a Kak okojo 90 % Hecnennduyecku CBA3aHO € allbOYMUHOM.
Kaxymmuiicst 00beM pacnpeaeneHus JueHorecta cocraniser 40 1.

buorpancdopmarms

JlueHorecT  MOYTM  TOJHOCTBIO  METabONM3MpYeTCs  IPEUMYLIECTBEHHO  IyTeM
THJIPOKCUIIMPOBAHUS ¢ 00pa30BaHUEM HECKOJIbKUX MPAKTUYECKH HEAKTUBHBIX METa0OIUTOB.
Hcxonst w3 pe3ynbTaToB HUCCIENOBaHWA IN VIO w in VIVO, OCHOBHBIM (pepMeHTOM,
y4acTBYIOIIMM B MeTabonusme gueHorecrta, spisiercss CYP3A4. MetaGonuTel BBIBOASITCS
O4YeHb OBICTPO, TaK YTO Mpeodianaromielt ppakuen B Ia3Me KPOBH SIBIISETCS HEN3MEHEHHBIH
JUEHOTECT.

CxopocTh METab0JIMYECKOT0 KIIMPEHCA U3 TUIa3Mbl KPOBH COCTaBIAET 64 MJI/MUH.
OJIUMUHAINS

KonuenTpamus aueHorecta B Iia3Me KpoBH CHIKaeTcs A1Byx(pasHo. [lepros moayBeIBeIeHHS
B TepPMHMHaIbHOH (haze cocrapisier npubausutensHo 9—10 u. Ilocne nmpuema BHYTph B J103€
0,1 Mr/Kr TUEHOTECT BBIBOIUTCS B BHJE META0OJNUTOB, KOTOPHIE BBIICISIOTCS Yepe3 MOYKHA U
KHUILIEYHUK B cooTHomeHuu mnpumepHo 3:1. [lepuon momyBbIBeeHUS METaOOIMTOB IMPH HX
HKCKpelnu mouykamu coctabiseT 14 4. Ilocie mepopaibHOro mpueMa npudin3utesnsHo 86%
MIOJIyYUEHHOU J103bl BBIBOJUTCS B T€UeHUE 6 JHEH, NIPUUYEM OCHOBHAs YacTh BBIBOJUTCS 3a
nepBble 24 yaca, IPEMMYIIECTBEHHO TOYKAMH.

q)aDMaKOKHHeTquCKaﬂ — (baDMaKOJII/IHaMI/I‘IeCKaSI 3aBUCHUMOCTH
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dapMaKOKMHETHKA JUEHOTECTa HE 3aBHCHUT OT|ypOBHS 'ﬁéﬁﬂ%%ﬁﬁﬁ%%'f:ﬁﬂgﬁb'ﬁé&é' B

I1a3Me KpOBHU IIOCIE €XKEIHEBHOIO IpUEMa BO3pacTaeT HpuMepHo B 1,24 paza, nocrturas
paBHOBECHOM KOHIEHTpauuu uepe3 4 nHsa npueMa. dapMakOKMHETHKA JUEHOTECTa I10CIIe
MHOI'OKpaTHOTro npuema npemnapara /[nsKenc merpu MoxeT ObITh CIIPOrHO3UPOBAaHA HA OCHOBE

(bapMaKOKMHETHKH I1OCJIE Pa30BOro MpHeMa.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorare/ibHbIX BellleCTB
JlakT03B1 MOHOTHIpAT

['unposno3a HU3KO3aMeEIIEHHAs

[ToBumon K30

[enmrosio3a Mukpokpucramindeckas 200
Tanpk

Kpemuus 1MoKCuI KOJITIOUAHBIN
Kpocnosunon

Marnus cteapar

6.2. HecoBMecTUMOCTD

He npumennmo.

6.3. Cpok romHocTH (CPOK XpaHEHHs)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU

XpaHHUTh B 3aIIUIIEHHOM OT CBETa MeCTe MpH TeMiieparype He Boime 25 °C.

6.5. XapakrTep u cofep:kaHue NePBUYHOH YIAKOBKH

[To 14 TabneToK B KOHTYPHYIO STYEHKOBYIO YIAKOBKY U3 IJICHKHU MOTUBUHIIXIOPUIHON U (HOIBTU
AJTIOMUHHUEBOM NI€YaTHOM JTAKUPOBAHHOM.

[To 30 Tabmerok B OaHKy MOJMMEPHYIO W3 TOJUATUJICHA HHU3KOTO JaBJICHHUSI C KPBIIIKON
HATATUBAEMOW C KOHTPOJIEM MEPBOTO BCKPHITHS. CBOOOTHOE MPOCTPAHCTBO 3AMOJIHSIOT BATON
MeaunrHCKoW. Ha GaHKM HAKIeWBAaIOT 3TUKETKH M3 OyMaru STUKETOYHON WM MHUCYEH, WU U3

MMOJIMMEPHBIX MAaTCPHUAIIOB, CAMOKIICAITUCCA.
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Ilo 2, 6 nmn 12 KOHTYPHBIX STUYEHKOBBIX YITAaKOHOK BMecﬁQ'é:gfﬂgAGﬁ%Eﬁﬂgﬁf&; -ll:IaMleﬂl‘ila;IbT B
yp yn

[ayKy M3 KapToHa JJsl MOTPEeOUTENbCKOW Tapbl MOATPYII XPOMOBBIN WIM XpOM - 3p3al WIn
JPYroro aHaJIOrM4HOro Kadecrna. [lauky nomMemaroT B IpylnoByl0 yIIAKOBKY.

ITo 1 6aHke BMecTe C JIMCTKOM-BKJIa/IbIILIEM IIOMEILAIOT B [IAUYKY U3 KapTOHA AJIs HOTPEOUTENbCKON
Tapbl MOATPYII XPOMOBBIM MM XPOM-3p3al], WM APYroro aHajOrM4HOro kadecrsa. Ilaukm

IIOMEIAIOT B IPYIIIOBYIO YIIAKOBKY.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TNPH YHHYTOKEHHMH HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJIYYeHHBbIX IIOcjle NPHMEHEeHUus
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIMYJIAUUHU C PenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanys

000 «PapmacunTe3-TrOMEHB»

HOpuanueckuii agpec: 625059, r. Tromens, 7-oif kM BenmxaHnckoro Tpakra, 1. 2
Ten.: +7 (3452) 69-45-10

Anpec snekTpoHHO# mouThl: info-pst@pharmasyntez.com

7.1. IlpeacraBuTe/Ib AepKATEN PETHCTPALMOHHOIO YA0CTOBEPEHUA

[IpereH3un HOTDe6I/ITeJIeI>'I CICAYET HAIIPAaBJIATH IO aApCCy:

Poccuiickas ®enepanus

000 «DapmacunTe3-TrOMEHBY»

625059, r. Tromensb, 7-o¥ kM Bemmkanckoro Tpakra, 1. 2
Ten.: 8-800-100-1550

Anipec anekTpoHHO# mouThl: info-pst@pharmasyntez.com

8. HOMEP PETUCTPALIMOHHOI'O YJJOCTOBEPEHUS
9. JATA MEPBUYHOI PETMCTPALIMM (ITOJTBEPKIEHUSI PETMCTPALINH,
MEPEPETACTPAILINN)

Jlata nmepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
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OOmass xapakTepUCTUKA JICKAPCTBEHHOTO npenapa@aﬁﬂ}g)ig}ﬁzﬂrﬁ%ﬁc%g@r%gé ! Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKAIIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org.
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