COOTBETCTEYET f-_' K.C __ EFTHOMY OTYETY

ot 11.08.2025 N= 13325

(NOCNEONCBATENBEHOCTL 0006)

OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMMEHOBAHHME JIEKAPCTBEHHOI'O ITPEITIAPATA

Curnetuk-AKpUXHH, 25 MT, TaOJIETKH, MOKPHITHIC TIJICHOYHON 000I0YKON
Curnetuk-Axkpuxut, 50 Mr, Ta0J1eTKH, TOKPHITHIE TNIEHOYHON 000JI0UYKON

Curneruk-Axpuxut, 100 Mr, TabIeTKH, MOKPHITHIE IIIICHOYHOU 000I0UKOM

2.  KAYECTBEHHBIN 1 KOJTUYECTBEHHBIN COCTAB

JelicTByroliee BEUIECTBO: CUTATJIUIITHH.

Curneruk-AKpuxus, 25 Mr, TabJIETKH, MOKPHITHIE INICHOYHON 000JI0YKON

Kaxnmas Tabierka comepkut curarmuntuHa ¢ocdara monoruapar 32,13 mr (B mepecuere Ha
curarnuntie 25,00 mr).

BcmoMorarenbHbIe BelIecTBa, HATMYHE KOTOPHIX HA/IO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpuit (cMm. paszaen 4.4.).

Curneruk-Axpuxug, 50 mMr, TaOJIETKH, MOKPLITHIE INIEHOYHO 000I0YKON

Kaxxmas Tabnerka comep:kuT cutarmuntiuHa (ocdara monoruapar 64,25 mr (B mepecuere Ha
cutarmntia 50,00 mr).

BcmoMoratenbHbIe BelIecTBa, HATUYHE KOTOPHIX HAIO YUYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npemnapara: HaTpui (cM. pasaen 4.4.).

Curneruk-Axpuxug, 100 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHOH 000I0YKON

Kaxnas Tabnerka comepxut curarmunTtuHa ¢ocpara monoruapar 128,50 mr (B nmepecuere Ha
cutaraunTid 100,00 mr).

BcnomorarensHble BEIIECTBa, HAIMYNME KOTOPHIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: HaTpui (cM. pasaen 4.4.).

[TonHbI epeveHb BCIIOMOTATENLHBIX BEIIECTB MPUBEEH B pasene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOM.

Curneruk-AKpuxuH, 25 Mr, TabJIETKH, MOKPHITHIE INICHOYHON 000JI0YKON

Kpyrnbie ABOSKOBBITYKIbIE TaOJIETKH, MOKPHITHIE MJICHOYHOW OOOJOYKOW OT CBETIIO-PO30BOTO
JI0 OpaHKEBO-PO30BOrO IBeTa. Ha momepeyHom paspese sapo TabJIeTKH OeIoro C JKEITOBATHIM
WJINA CEPOBATHIM OTTEHKOM IIBETA.

Curneruk-Axpuxus, 50 mMr, TabJIETKH, MOKPHITHIE INICHOYHON 000JI0YKON
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Kpyribie ABOSKOBBITYKJIbIE TaOJETKH, MOKPIThIE OO OO0 T | KETLOBATO-

PO30BOTO 110 OpaH)XEBO-pO30BOTO IBeTa. Ha momepeuHom paspese sapo TabJeTKH Oenoro c
JKCIITOBATBIM MJIM CEPOBATHIM OTTCHKOM IBCTA.

Curneruk-Axpuxug, 100 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHOH 000I0YKON

Kpyrible 1BOSKOBBIMYKIIbIE TaOJIETKH, MOKPHIThIE MJIEHOUYHON 000J0YKOIl OpaHXkEeBO-PO30BOIO
nBera. Ha momepeyHoM paspese siipo TaONETKU O€NOro ¢ JKEITOBAaThIM WM CEPOBATHIM

OTTCHKOM IIBETA.

4.  K/IMHHUYECKHUE JAHHBIE

4.1. Tloxka3aHusl K IPUMEHEHHUIO

MoHoTepanus

[Ipenmapatr CurieTuk-AKpUXWH TIOKa3aH KakK JIOTOJHEHHE K JueTe U (DU3HUYECKUM
Harpy3kaMm Ui YJIYYIIEHUS TIUKEMHUYECKOTO KOHTPOJS Yy TMAIMEHTOB C CaXapHBIM
nradeToM 2 THIIa.

KoMOuHMpOBaHHas Tepanus

Kombunuposanue c memgopmurom

[Ipenapatr Curinetuk-AKpUXUH B KOMOMHAIMU ¢ MET(HOPMHHOM IOKa3aH MAIIMEHTaM C
caxapHbIM 1uabeToM 2 Tuma s YIY4YIICHHUS TIMKEMHUYECKOTO KOHTPOJISI B Ka4eCTBE
CTapTOBOM Tepamuu WM KOorja jAuera W (u3nueckas Harpy3ka B COYETaHHH C
MOHOTEpanued OJHUM U3 TEePEUYHCIECHHBIX IPEnapaToB HE MPHUBOAAT K aJeKBATHOMY
TJIMKEMUYECKOMY KOHTPOJTIO.

Kombunuposanue ¢ npouzeoousvimu cyiv@oHUIMOUe8UHbL

[Ipenapatr CurineTuk-AKpUXWH B KOMOMHAIIMM C MPOU3BOJHBIMU CYIb(OHUIMOUYEBUHBI
MOKAa3aH MAalMeHTaM C CaXapHbIM IuabeToM 2 Tuma Ui yIy4YIIeHUS TIHKEMUYECKOTrO
KOHTpOJISI, KOTJla TueTa U pu3nyeckas Harpy3ka B COUYETaHHHM ¢ MOHOTEpamueil OHUM U3
MEPEYUCIICHHBIX MTPETapaToB HE MPUBOAT K a/IEKBATHOMY ITMKEMUYECKOMY KOHTPOJIIO.
Kombunuposanue ¢ aconucmamu PPAR-y

[Ipemapar  CurieTuk-AKpUxuH B KOoMOMHaumu ¢ aroHuctamu  PPAR-y
(TMa30MMAMHINOHAMHU) TIOKa3aH NAIlMeHTaM C CaxapHeIM jauabeToM 2 THOA s
VIIYYIIEHUS] TIUKEMUYECKOTO KOHTPOIS, KOrja nauera W (Qu3nyeckas Harpy3ka B
COUYETaHUM C MOHOTEpamnued OJHUM W3 MEPEYUCIICHHBIX MpEenaparoB HE MNPUBOMAT K
aJIeKBaTHOMY TJIMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue c memgopmurom u npousgooHbIMuU CYIb@BOHUIMOUEBUHb]

[Ipenapar CurineTuk-AKpUXWH B KOMOWMHANMW C MET(GOPMHUHOM | TPOU3BOTHBIMHU

Cy.Hb(bOHI/IJIMO‘-IGBI/IHBI IMMOKAa3aH MauCHTaM C CaXapHbIM I[I/IaGGTOM 2 TMIIa I yIIYUIICHUSA
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Tepanmuel MABYMS U3 TIEPEYUCIICHHBIX TpernaparoB HE TMPHUBOIAT K aJeKBAaTHOMY
TIMKEMHYECKOMY KOHTPOJTIO.

Kombunuposanue ¢ memgpopmunom u aconucmamu PPAR-y

[Ipenapar Curnetuk-AKpuxuH B KOMOMHAIMU ¢ MeThopMuHOM U aronucramu PPAR-y
(TMa30MMAMHAMOHAMH) TIOKa3aH TMAlMEHTaM C caXxapHbIM JuabeToM 2 THma It
YIIYYIIEHUS TTMKEMUYECKOTO KOHTPOJIS, KOT1a TueTa U pu3ndeckas Harpy3Kka B COYeTaHUH
C Tepamuie ABYMs W3 TEPEYUCIICHHBIX I[IPEMapaTOB HE MPUBOAIT K aJCKBATHOMY
[JIMKEMHYECKOMY KOHTPOIIIO.

Kombunuposanue ¢ uncynunom

[Ipenapar CurneTuk-AKpUXWH TOKa3aH IMAlMEHTaM C CaXapHbIM JIua0eToM 2 THIA B
KaueCTBE JIOMOJTHEHUS K MHCYJIMHY (C Wiu 0e3 MeThopMHUHA) B T€X CIydasx, Korja JueTa,
dusznueckne Harpy3kd M CTaOWIIbHAs [03a WHCYJIMHA HE MPUBOAAT K aJeKBAaTHOMY

MIMKEMUYECKOMY KOHTPOJIIO.

4.2. PexuMm A03UPOBAHUSA U CIIOCO0 MPUMEHEHUS

PexxuM 103upoBaHus

Pexomennyemas no3a npenapara Curietuk-Akpuxud coctabisieT 100 mr 1 pa3 B cyTku
BHYTpPb B KauecTBE MOHOTEpanuu, WJIM B KOMOMHAIUA C METQPOPMUHOM, WIH
MPOU3BOTHBIMU CYJb()OHIIMOYECBHHBI, WU aroHuctamMu PPAR vy (THa3omuanHIuoHaMN),
WIHM WHCYIUHOM (¢ i 0e3 MeTdopMuHa), TMOO B KOMOMHAIMH ¢ METHOPMUHOM H
MIPOU3BOIHBIM CYIH()OHUIMOUYEBUHBI, MK METGOPMUHOM U aroHuctamu PPAR v.

Pexum po3upoBaHus MeTQOpMHUHA, MPOU3BOAHBIX CYJIb(OHUIMOUYEBUHBI M aroHHCTOB
PPAR-y nmomkeH moaOuparbCcsi HCXOAs W3 PEKOMEHIOBAHHBIX JI03 IS JTUX
JIEKAPCTBEHHBIX CPEJICTB.

[Ipuy  xomOmHUpoBaHMM  mpernapata  CHUIIIETHK-AKPUXHUH  C  MPOU3BOJHBIMHU
CyTb()OHWIMOYECBHHBl WM C HHCYJIUHOM TPAIUIIMOHHO PEKOMEHAYEMYIO 03y
MIPOU3BOJHOTO CYJb(OHMIMOUYEBHHBI WM HMHCYJIMHA LeJIecoo0pa3HO YMEHBIIUTH IS
CHI)KEHMSI pUCKa Pa3BUTHUS CYJIb()OH- WHIYLHUPOBAHHON WIIM WHCYJIWH-UHIYyLUPOBAHHOU

TUIOrIuKeMun (cM. paznen 4.4, « UnormuKemMus»).

B cnywae ecnm manueHT mpomyctui npueM npenapara CHUINIeTUK-AKpPUXMH, Ipenapar
JIOJDKEH OBITh TNPHHAT KaK MOXKHO OBICTpee Mocje TOro, KakK MAIMeHT BCIIOMHHUT O
IIPOIYIIEHHOM IIPUEME NIpenapara.

Henonyctum npuém nBoiHOM 10361 npenapara CUTIeTUK-AKPUXHH B OJWH U TOT K€ JICHb.
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Oco0nIe I'pynIibl TanMEHTOB

Tayuenmoi ¢ HapyweHuem yHKyuu novex

BBuay HEoOXOIUMOCTH KOPPEKIMM A03bl NAallMEHTaM C HapylleHueM (yHKIMHM HOYeK
pEKOMEHAYEeTCS MPOBOJIUTH OIEHKY (DYHKLIMHU IOYEK J0 Hayajla JICYCHHs IpenapaToM
Curnetuk-AKpUXUH U IEPUOJUYECKH B IIPOLIECCE JICUEHUS.

[Manmentam ¢ HapyiieHueM (QYHKIMM TIOYEK JIETKOM CTENeHW TsKecTH (pacdeTHas

2

cKopocTh Ki1y0oukoBoit ¢punsTparun (EGFR) ot >60 mn/mun/1,73 m“ no <90 mn/mun/1,73

M2) KOppeKIHH 1036l ipenapaTta CUrieTuk-AKpUXuH He TpedyeTcs.

JIns manyeHToB ¢ HapylleHneM (QYHKIMK oYeK cpeaneit crenenu tsokect (EGFR ot >45

a/mun/1,73 M2

1o <60 mn/mun/1,73 M2) KOpPEKIUHU 1036l npenapaTta CUrineTuK- AKpUXUH
He TpeOyeTcsl.
Jl7is manMeHToB ¢ HapymeHueM (QyHKIUH 1odek cpeaHeii crenenu Tspkect (EGFR ot >30

mi1/muH/1,73 M2

no <45 wn/mun/1,73 M2) no3a mpemnapata CHTIIETHK-AKPUXUH
coctasiisieT 50 Mr 1 pa3 B CyTKH.
JIns mareHToB ¢ HapynieHueM (YHKIUH OYeK TsDKenoi crenenu Tsbkectu (EGFR ot >15

2

vir/mus/1,73 m“ go <30 mn/mun/1,73 M2) wiu ¢ repmuHanbroit ctaaueit XBIT (eGFR <15

wr/mus/ 1,73 M2), HYXKJAIOIKUXCS B FEMOJUAIA3E WIM MEPUTOHEATBHOM JHAIU3E 1032
npenapata Curinetuk-AkpuxuH coctasiger 25 mr 1 pa3 B cytku. IIpenapar Curieruk-
AKpUXUH MOXET IPUMEHSTHCS] BHE 3aBUCMOCTH OT PACIUCaHUs MPOLEAYPhl AUATU3A.

Ilayuenmul ¢ nHapywenuem ynKyuu neveHu

He Ttpebyercs xkoppexkuumu m03bl mnpenapata CHIIETUK-AKPUXMH Yy TAalUEHTOB C
HapylieHneM (YHKIMHM TI€YeHU JIETKOM W CpedHell cremeHW Tspkectu. llpemapar He

HCCICOOBAJICA Y MTAIUCHTOB C HAPYIICHUCM q)yHKI_II/II/I TICUCHHU TSKEIOM CTEIIEHH TSHKECTH.

Hauuenmbl NnOJ2HCUTIOC0 803pacma

He tpeOyercss koppekuuu 1036l mnpemnapara CUTTIETHK-AKPHUXUH Y MAIlMEHTOB MOKUIIOTO
BO3pacra.

Hemu u noopocmxku 6 so3pacme 0o 18 nem

[Ipenapar He ciienyeT NpUMEHSTh AETSIM U MOAPOCTKaM B Bo3pacte oT 10 mo 17 ner uz-3a
HejocTatouHOW 3 dexkTnBHOCTH mnpemnapata. CHTArJIUMITHH HE HU3Yy4alcs y JeTed B

Bo3pacte A0 10 ner.
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[IprHMMAIOT BHYTpb HE3aBUCUMO OT IIPUEMA ITHILH.

4.3. TlpoTuBOMOKAa3aHUS

- FI/IHGP‘IYBCTBI/ITGJIBHOCTI) K CHUTArJIMIITUHY HWIW K J'IIO6OMy U3 BCIIOMOI'aTCJIbHbIX BCIICCTB,

MIEPEYUCIICHHBIX B pa3zaene 6.1.;
- 0EpPEeMEHHOCTb, IEPHO/] TPYTHOTO BCKAPMITUBAHUS;
- caxapHbIid quadet 1 tuma,

- IMa0EeTUYECKUI KETOALUI03;

- gerckuii Bo3pacT 1o 18 mer (mockonbky 3(@ekTHuBHOCTH M 0€30MacHOCTh MPUMEHEHUS

mpernapara y AeTeid U moApOoCTKOB 10 18 neT He ObLIN MOATBEPIKIACHBI).

4.4, QOcoOble ykazaHusl 1 MepPbl NPEIOCTOPOKHOCTH NMPH NMPUMEHEHUH

C 0CTOPOKHOCTBIO

Hapywenue ¢pynxyuu novex

OCHOBHOM ITyTh BBIBEJICHHS CUTAIJIMIITHHA U3 OpraHU3Ma — ModedHas sKckpenus. s
JOCTH)KEHUS] TaKUX JK€ TUIa3MEHHBIX KOHIIGHTPALUi, KaK U Yy MAlMeHTOB C HOPMaJIbHOMN
¢ynkuueit nmoyek, maumeHram ¢ €GFR <45 mn/mun/1,73 M2, a Takke HalMEeHTaM C
tepmuHanbHO#M ctaaueil XbII (xpoHudeckoil 601€3HM MOYEK), TPEOYIOIEeH reMoaruann3a
WM TIEPUTOHEATLHOTO JUajin3a, TPeOyeTcs MPOBOAWTH KOPPEKIHIO (CHIKEHHE) 03B
cutarnunTiHa (cM. pasaen 4.2. «[laruenTsl ¢ HapymeHneM (QYHKIMU TIOYEK» ).
Hanxpeamum

bouin  mosydeHsl  COOOIIEHUS O Pa3BUTUM  OCTPOrO  IMAaHKpeaTuTa, BKIIOYast
reMOpparu4eckuii MM HEKPOTHYECKUH C JIeTalbHBIM M 0€3 JIETAIBHOTO HCX0Ja, Y
NAlMEeHTOB, NMPUHUMAIOIIUX CUTAMIMOTHH (cM. paszznen 4.8.). IlanumeHTsl AOMKHBI OBITH
NpOMH()OPMUPOBAHBl O XapaKTEPHBIX CHMIOTOMAax OCTPOro IAHKpeaTuTa: CTOUKHE,
cuIIbHBIe Ooym B JkuBoTe. KiMHMUYECKMe TpOSBICHUS IaHKpeaTuTa HCUYE3AIN IOCIe
IpeKpalleHus IpuemMa CUTarlIunTHHA. B ciaydae mogo3peHus Ha MaHKpPeaTUT HE0OXO0IMMO
IPEKPaTUTh IPUEM CHUTArJUNTHHA M JIPYTHX MOTEHLUUAIBHO OMACHBIX JIEKAPCTBEHHBIX
IpEenaparos.

T'unoenuxkemus

[lo naHHBIM KIMHUYECKUX MCCIEJOBAHUN CHUTAIJIMITHHA YacTOTa BO3HUKHOBEHUS
TUIOTTIMKEMUH NP MOHOTEpanuu M KOMOMHUPOBAaHHOM Tepamuu ¢ IpernapaTamu, He
BBI3BIBAIOIIMMU THUIOTTIUKEMHUIO (MeT(GOpPMUH, MHOTIUTAa30H), OblIa COMOCTaBUMAa C

YacTOTOM pa3BUTHUS TUIIOTJIMKEMHUU B rpymmne mianebo. Kak u B ciiydae mpuema Apyrux
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YaCTOTa BOBHUKHOBCHUS T'MITIOTJIMKCMHAU ITPU MPUMCHCHUN CUTArJIMIITUHA B KOM6I/IHaI_II/II/I C
HWHCYJIMHOM WJIM MPONU3BOAHBIMU CyJIB(bOHI/IJIMO‘-IeBI/IHBI GBIJIa BBIIIC, YCM IIpU HNPUCMC
marne6o (cM. pazaen 4.8.). C 1enblo CHUKEHUS pUCKa Pa3BUTHS WHCYJIMH— WM CYyJb(OH-
WHTYIIUPOBAHHOU THITOTITHKEMHHN 703y WHCYJIMHA WA MIPOU3BOTHOTO

CYJIb(OHUIIMOYEBUHBI CIICAYET YMEHBIIUTD (CM. paznen 4.2.).

Peaxyuu eunepuyscmsumenvnocmu

B Xxome mOCTpEerucTparlmOHHOrO MOHHTOPHHTAa TPHUMEHEHUS CUTATJIMITHHA ObUIH
BBISIBJICHBI CEPbE3HBIE PEAKIMU TUIEPUYyBCTBUTEIBLHOCTU. JlaHHBIE peaklHuH BKIIOYAIU
aHaUIIAKCUIO, AHTHOHEBPOTHUYECKHI OTeK, dSKc(]onmaTuBHBIE KOXHBIE 3a00JIeBaHUS,
BKitouasi cuHapoM CtuBeHca—JlxoHcoHa. [lockoybKy 3TH JNaHHBIE ObUIM TOJTYYEHBI
TOOpPOBOJIBHO OT TMOMYJISIIUM  HEONPEIEICHHOTO pa3Mepa, 4YacToTy M MPUYHUHHO-
CJIEZICTBEHHYIO CBS3b JAHHBIX PEAKLMI C TEparnued OINpEAeIuTbh HEBO3MOXKHO. J[aHHBIE
peakiMu BO3HUKAIM B TEYEHHE TMEPBbIX 3 MeECsAlEeB IIOClie Hadajla JieYeHUs
CUTArJuNTHHOM, HEKOTOphIe HabII0JaINuCh Tocye mprueMa nepBoi 103kl npemnapara. Eciu
M0JI03PEBACTCST PAa3BUTHE PEAKIMH THIIEPUYBCTBUTEIHHOCTH, HEOOXOIUMO MPEKPATUTh
MPUEM CUTATJIUITHHA, OIEHUTh JPYTHe BO3MOXKHBIC IPUUMHBI Pa3BUTHUSI HEKEIATEITHHOTO
SIBIICHUST W HA3HAYHUTH JPYTYI0 MEAMKAMEHTO3HYIO TEpanuio IS JICUYSHHUS CaXxapHOTO
nuabera (cm. pasgen 4.3. u paznen 4.8.).

Ilpumenenue y nuy nodcuno2o ospacma

B knmHuuyeckux wucciaenoBaHusAX 3(PGEKTUBHOCTh M 0O€30MacHOCTh CHUTArJIMITHHA Y
MalMeHTOB TOXXKWIIOTO Bo3pacTta (=65 mer, 409 manMeHTOB) OBLIM CPAaBHUMBI C ITHMH
MOKa3aTelisiIMM Y MalMeHTOB Mosioke 65 ier. Koppekuwu 10361 B 3aBUCHMOCTH OT
Bo3pacta He TpeOyercs. [lamWeHTHl MOXKWIOTO BO3pacTa Yalle CKIOHHBI K Pa3BUTHIO
HapymieHuss GyHKIuH noyek. COOTBETCTBEHHO, KaK W B JAPYTUX BO3PACTHBIX TpyIax,
Heo0X0uMa KOPPEKIUS 1036l Y MAIUEHTOB C BRIPAXKEHHBIM HapylleHneM (QyHKIUU MOYEeK
(cMm. pasgen 4.2.).

Bynneznvuii nemgpueouo

VY nanuenTos, npuauMaBmux JI1I1-4 uaruoutopsl (AHrHOUTOPHI AUITEITH IUITCITH/IA3bI-
4), cooOIIaanCh  IMOCTPETHCTPAIIMOHHBIC  CAy4aW  BO3HHKHOBEHHS  OyIIJIE3HOTO
nemurona, TPeOYIOMIET0 TOCHUTAIM3ANMHA. B COOOMIEHHBIX CloydyasX MalueHThI
BBI3/I0PABIMBAIN JTUOO OT MECTHOM, MO0 OT CUCTEMHON MMMYHOCYIPECCHUBHON Teparuu
u otmenbl JIIII1-4 warnburopa. IlanmweHTH MOJDKHBI OBITH MPOUMH(DOPMHUPOBAHBI O
HEOOXOJUMOCTH COOOIIATh O Pa3BUTHUHM BOJABIPENH WIM W3BA3BICHUNA B XOJAE JIEUCHUS

CHUTArJIMNTHHOM. B ciiyuae mojo3peHuss Ha OyJuie3Hbli neMdurons HEOOXOIUMO
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NEPTHOMY OTYETY

Ha3HA4YCHUSA COOTBCTCTBYIOLICTO JICUCHUS.

BcrmoMorarenbHBIE BEIIECTBA

[Tpenapat comepkut MeHee 1 Mmosb HaTpus (23 Mr) Ha 103y, TO €CTh, IO CYILIECTBY, Mpermapar

ABIIACTCA ((663H3TpI/IeBBIM».

4.5. B3aumopeiicTBHe ¢ APYrMMH JI€KAPCTBEHHBIMH MpenapaTaMH M /Jpyrue BHIbI

B3aHMOJeliCTBUSA

B wuccrnenoBaHusix MO B3aMMOJAEWCTBUIO C JPYTMMH JIEKaPCTBEHHBIMH CpEICTBaMU
CUTArJIMOTHH HE OKa3blBaJl KIMHUYECKH 3HAYMMOTO H(dexta Ha (PapMaKOKUHETUKY
CJICAYIOUINX MpernapaToB: MeT(HOpMUHA, POCUIIIMTA30HA, TIIMOCHKIaMUa, CHMBACTaTHHA,
BappapuHa, MEpOpaibHbIX KOHTpaulenTuBoB. (OCHOBBIBasCh Ha OJTUX JaHHBIX,
cutarmnTuH He UHruoupyer uzodpepmentol CYP3A4, 2C8 nnn 2C9. OcHOBBIBasICh Ha
JAHHBIX IN VItro, cHTarMnTHH Takke He nHruoupyet nzopepmentsl CYP2D6, 1A2, 2C19
u 2B6 u ne unayuupyet uzopepment CYP3A4.

MHOTOKpaTHbIi TpreM MeTGOopMUHA B KOMOWHAIIMU C CHUTATJIMIITUHOM HE OKAa3bIBAI
CYLIECTBEHHOTO0 BJIHUSHUS Ha (apMaKOKMHETHUYECKHE MapaMeTpbl CHUTAIJIMITHHA Y
OOJILHBIX CaxapHBIM TMA0ETOM 2 THIIA.

[Io naHHBIM MOMYJALMOHHOTO (PAPMAKOKMHETHYECKOIO aHaiu3a OOJbHBIX CaXapHbIM
nuaberoM 2 THUMa COMYTCTBYIOLIAs Tepanus HE OKas3blBajla KIMHUYECKH 3HAYMMOIO
BIUSHUS Ha (apMaKOKWHETHUKY CHUTArjJuNTHHA. B  uccleqoBaHUM OLEHUBAIH PNl
IpenapaToB, HauboJIee YacTO UCIOIb3yeMbIX OOJBHBIMHU CaxapHbIM JuabeToM 2 THIla, B
TOM 4YHCIE: THUIOJIUMHIAEMUYECKUE TpemapaTsl (CTaTwHbl, (UOpaTel, 33eTHMHO),
aHTHArperanThl (KJIOMUAOTPEN), aHTUTUIIEPTEH3UBHBIE mpenaparsl (MHruoutopsl AIID
(aarmoTeH3MHIpEBpaIaero (epMeHTa), aHTArOHUCTHI PEIENTOPOB aHruoreHsuHa I,
OeTa-aipeHOOIOKATOPhI,  OJOKATOpPhl  KaJdbIIMEBBIX  KaHAJIOB, THAPOXJIOPOTHA3ZHI),
HECTEpPOUHbIE  NPOTHBOBOCHAIUTENFHBIE  Ipernaparbl  (HAIpPOKCeH, JIUKIOo(deHak,
IEJIEKOKCHO), AQHTHUAETIPECCAHTHI (Oympomuon, ¢yokceTuH, cepTpaliuH),
QHTUTUCTAMUHHBIE TpenapaThl  (LETUPU3UH), MHTUOUTOPHI MPOTOHHOW  MOMIIBI
(omempazos, JaHCOMpPA30JI) W Tpenaparhl I JICUCHUS DPEKTUIBHON TUCHYHKITMH
(cunpenadmn).

beuto ormedeno Hebombmoe yBenmmuenue AUC (11%), a Ttaxke cpemneit Cmax
(MakcumanbHON KoHIeHTparueit) (18%) MUrokcMHa npu COBMECTHOM MPUMEHEHHH C

CHTariIMITHHOM. OTO YBCIUMYUCHHUEC HEC CYUHUTACTCA KIMHHUYCCKHW 3HaA4YUMbIM. He
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MMPUMCHCHUH.

beuto ormedeno ysenumuyenne AUC (mromans mox KpuBOH «KOHLEHTpaLUS-BpeMs») M
Cmax curarnuntina Ha 29% n 68%, COOTBETCTBEHHO, y MALMEHTOB IIPU COBMECTHOM
MIPUMEHEHUH Pa30BOM MepopalibHOM 10361 100 MI CUTArIuNTHHA U PA30BOM MEPOPATHHOMN
10361 600 MI IUKJIOCTIOpHHA, MOIIHOTO MHTHOUTOpa p-TimKomnporenHa. Habmiomaembie
U3MCHCHUA q)apMaKOKI/IHeTI/I‘IeCKI/IX XAapPaKTCPUCTUK CHUTAIJIUIITHHA HC CUHUTAKOTCA
KJIIMHUYECKH 3HAa4YMMBIMU. He PCKOMCHAYCTCA H3MCHCHHUC [J03bl CHUTAIJIUIITHHA IIpPU
COBMECTHOM TIPUMEHEHUU C LUKJIOCIOPUHOM U JAPYTMUMU HMHTUOUTOpamMH  p-
TJIMKONIPOTEHHA (HAarpuUMepP, KETOKOHA30JI0M).

[TommynsoHHbI (papMaKOKMHETUYECKUI aHAIU3 MAMEHTOB U 3/I0POBBIX J0OPOBOJIBLIEB
(N=858) na mmpokwmii crekTp comyrcTByrommx mnpemnapatoB (N=83, nmpuOIu3uTeNbHO
MOJIOBUHA W3 KOTOPBIX BBIBOAMTCS IMOYKAMM) HE BBIIBUJI KaKUX-THOO KIMHUYECKU

3HaYUMBIX 3((PEKTOB 3TUX BEIIECTB HAa (PapMAaKOKUHETHKY CUTATJIUIITHHA.

4.6. DepTHIBLHOCTH, 0EPEMEHHOCTDb U JAKTALMS

bepemeHHOCTD

He mnpoBoanioCk KOHTPOIUPYEMBIX HCCICIOBAHUN CHUTArJUNTHHA y OepeMEHHBIX
YKEHIIMH, CJIE0BATEeIbHO, HET IaHHBIX O OE30MaCHOCTH €ro MPUMEHEHUs! y OepeMeHHBIX.
CuTarnmunTUH Kak W Jpyrue IepOpalbHbIE THUIOTJIMKEMUYECKHE MpEnapaTrbl, He

PEKOMEHIOBaH K MPUMEHEHHIO BO BpeMsT OEpEeMEHHOCTH.
JlakTanus
OTCyTCTBYIOT JIlaHHbIE O TPOHHUKHOBEHUHM CHUTArJUNTHHA B TPYAHOE MOJIOKO.

CJIG,Z[OBaTeJIBHO , CHUTArJIMlITUH HC [JOJDKCH Ha3HA4YaTbCAd B NOCPUOJ T'PyAHOTIO

BCKapMJIMBaHHA.

4.7. BausiHMe HA CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C

MeXaHHU3MaMH

He npoBonuiochk uccinenoBaHuii MO W3YYEHUIO BIMSHMS CUTArJUNTHHA HA CIOCOOHOCTh
YIpaBIATh TPAHCIOPTHBIMU CPEACTBaMHU M paboTaTh ¢ MexaHW3MaMu. TeM He MeHee, He
OKU/IAETCsl OTPULATENIBHOIO BIMSHUSA CHUTArJIMOTHHA HAa CIOCOOHOCTh YINpPaBIATh

TPAHCTIOPTHBIMU CPEACTBAMH U pabOTaTh C MEXaHU3MaMH.

4.8. HexenaTejbHbIe peaKIuu



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 11.08.2025 N= 13325

(NOCNEONCBATENBEHOCTL 0006)

Pesrome mpoduiist 0e30nacHOCTH

COOGH.I&HOCB O CCPLC3HBIX HCKCIIATCIIbHBIX SBJIICHUAX, BKIIOYABIINX I[MAHKPCATUT U
peaKkUuu TUIEPYYyBCTBUTEIBHOCTU. [ 'HMIIOIVIMKEMUIO PErUCTPUPOBAIM IIpU  INPUEME
CUTArJUNTHHA B COYETaHUH C CyIb(poHMmIMOueBUHOM (4,7%—-13,8%) u uncynunom (9,6%)

(cm. pasaen 4.4.).

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

HexenarenbHbie siBICHUs nepednciieHbl Hke (Tabmuima 1) Mo cucTeMHO-OpraHHbIM KilaccaM |
yacrore. YacTOThI omnpeeeHbl Kak: oueHb yacTo (> 1/10); wacto (> 1/100 - <1/10); neyacro (>
1/1000 - <1/100); peaxo (> 1/10000 - <1/1000); ouenp peaxo (<1/10000) u wactora He
YCTaHOBJICHA (HGJIB?)}I YCTAaHOBUTHb Ha OCHOBAHWH NOCTYITHBIX I[aHHI:IX).

Tadoauoma 1. Yacrora HeXKeJdaTeJIbHBIX SABJEHHI, BBLIABJCHHBIX B ILIane0o-
KOHTPOJIMPYEMbIX KJIMHHYECKUX HCCIEeJOBAHMSAX CUTAIJIMITHHA B MOHOTEPANMHMHM M NPHU

MOCTPErucTPANMOHHOM HAOJII0IeHUH.

HexenaTreabHoe siBJIEHHE YacroTa
HEeXKeJIaTeJLHOr0

ABJCHUSA

HapyumieHnust co CTOpoHbI KPOBH U JIMM(PaTHYECKON CHCTEMbI

TPOMOOIIUTOTICHHUS Penxo

Hapymiennsi co cTOpOHBI MMMYHHOM CHCTEMBI

PEaKIMHN THIIEPUyBCTBHTEIBHOCTH, B TOM uncle aHadumakeus ' [Uacrora He
YCTaHOBJIEHA

Hapymenusi MeTa00/iM3Ma 1 MATAHUS

THITOTIINKEMHS | Yacro

Hapyuienusi co cTOpOHBI HEPBHOM CHCTEMbI

roJIoBHasI 00JTb Yacrto

TOJIOBOKPYKEHUE Heuacro

HapyumieHust co CTOPOHBI [JbIXaTEJbHON CHCTEMBbI, OPraHOB TIPYIHOH KJIETKH U

CpeocTeHust

MHTEPCTUIHANLHOE 32001eBaHKe TeTKUX Yacrora He

yYCTaHOBJICHA

KeaynouHo-KHIIeYHbIe HAPYILLICHHUS
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ot 11.08.2025 N= 19925
(HOCREQORATENBHAOCTE 0UU6)
3arop €49aCcTO
*

pBOTa Yacrora He
YCTaHOBJIEHA

OCTDBII * 1t q

pblil MaHKpEaTUT acToTa He

YCTaHOBJIEHA

daranbHBIN 1 HedaTaabHBII reMopparndeckuii 1 Hekpotuyeckuii  [Yactora He

*
maHKpeaTut ' | YCTaHOBJIEHA
HapymieHnusi co CTOPOHBI KOKH U MOJAKOKHBIX TKaHel
*

3y Heuacrto

aHTHOHEBPOTUUYECKUH OTEK ' Yacrora He
YCTaHOBJIEHA

* 1

CBIIIb Yacrora He

YCTaHOBJIEHA
*1

KpanmuBHUIIA * YacToTra He

YCTaHOBJIEHA
o * +

KOYKHBII BaCKyJIuT ' Yacrora He
YCTaHOBJIEHA

sKkconraTuBHbIE 3a00€BaHUS KOXKHU, BKIItoyas cuHapoM CtuseHca-|{Yacrora He

*
Jlxomcona ™ YCTAHOBJIEHA
(v} *

OyJu1e3HbIN IeM(UTOM T Yacrora He

yCTaHOBJIEHA

Hapymenusi co cTOPOHBI MbIIIEYHOM, CKEJIETHOM M COeTUHUTENbHON TKAHU

*

apTpajirus YacroTa He

yCTaHOBJIEHA
*

MHUAJITUS YacroTa He
yCTaHOBJIEHA

6OIIb B CIIMHE YacroTa He
yCTaHOBJIEHA

*

apTponaTtus Yacrora He

yCTaHOBJIEHA

Hapymienust co cTOpoHbI MO4YeK U MOYEBBIBOASIIIUX My Tel
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* (HOCHEQOEATENBHOC TS 0006)
HapyueHne QyHKIIMHA OYeK ACTOTA HE
yCTaHOBJIEHA
ocTpas HoYe4Has HeJOCTATOUHOCTD | YacroTa He
yCTaHOBJIEHA

“HesxenatenbHble SBIEHNS OBUIM BBIABICHBI B X0JI€ TIOCTPErUCTPAIIMOHHOTO HAOTIOCHHS.
T Cm. pasmen «Ocobble yKazaHUs
* Cm. mHbOpManmio no Hccredosanuio cepoeurno-cocyoucmoti 6esonacnocmu TECOS nuoice.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX SIBJICHUH

[ToMuMO CBSI3aHHBIX C CHUTArJIMIITHHOM HEXKEJIATeNbHBIX SIBIICHUH, OINHMCAHHBIX BBIIIE,
HE)KeJaTeNIbHbIC SIBIICHUS PETUCTPUPOBAIM HE3aBUCHMO OT HAJMYMS CBSI3U C CHUTATrJIUIITHHOM,
€CJIM OHM pa3BUBAIMCh KaK MUHUMYM Yy 5% u OoJiee MallMeHTOB, NOJy4YaBUINX CUTATJIUNTHH, B
TOM YHuCie HWH(PEKIUN BEPXHUX IbIXaTeNbHBIX MyTed W HazohapuHruT. HexenarempHbIMU
SIBJICHUSIMU, TIOJUJICKABITUMHU PETHCTPAIIUN JIOTIOJHUTEIFHO, BHE 3aBHUCHMOCTH OT HAIIAYHS
CBS3M C CHUTArJUNTHHOM, OBUIM pEaKIMH, KOTOpble Yalle pa3BUBAJIUCh Yy MAIMEHTOB,
MOJTyYaBIIUX CUTArJUNTUH (YacToTa He Jocturana ypoBHs 5%, HO Obuia Gonee yem Ha 0,5%
BBHIIIIE B TPYIIaxX CHUTArJIMIITHHA MO CPAaBHEHUIO C KOHTPOJIBHOW TPYMNIO); OHH BKIIOYAIIN
0CTE0apTPO3 U 00JIb B KOHEUHOCTSIX.

HekoTtoprle HexenaTenbHble SBICHUS PETHCTPUPOBAINCH 4Yallle B HCCIEAOBAHUAX C
KOMOMHHPOBAaHHBIM MPUMEHEHUEM CUTArJUNTHHA U JIPYTUX TUIOTJIUKEMUYECKUX MpPernapaTosB,
HEXENM B MCCIEJOBAHUAX MOHOTEpAanuu CUTArIUNTUHOM. OHU BKJIIOYAIU TUIIOTIMKEMHUIO.
(wacToTa: OYeHb YAacTO B KOMOWHAIMU C TPOU3BOMHBIMH  CYJIb()OHUIMOYEBUHBI U
MeTGOopMHUHOM), Tpunn (4acTo Ha ¢oHEe MpHeMa HHCyJIuHA (C METPOPMHHOM U 0€3 HEro)),
TOITHOTa W PBOTa (YacTO B KOMOWHAIMKM C MET(GOPMHHOM), B3IYyTHE J>KMBOTAa (4acTo MPH
MPUMEHEHUH BMECTe C METQOPMUHOM WJIM MHOTJIMTA30HOM), 3amop (4acTo Mpu NPUMEHEHUU B
COUYETAHWH C MPOU3BOJHBIMU CYJIb()OHUIMOYCBUHBI U METHOPMUHOM), TIeprU(EepUIECKHE OTEKU
(4acTo TpHM MPUMEHEHHH B COYETAHWH C MUOTJIMTA30HOM WM KOMOWHAIMEH MUOTIUTAa30HA U
MeT(hOopMHUHA), COHJIMBOCTh U uapest (He4acTo Mpu KOMOWHAIMK ¢ MET(HOPMHHOM), U CyXOCTh
BO PTY (HEYaCcTO MPU KOMOMHAIIMU C MHCYJIMHOM (C MET(OPMHUHOM U O€3 HEero)).

Hccnedosanue no oyenke cepoeuno-cocyoucmoti 6ezonacnocmu cumaenunmuna (1ECOS)

B wuccnemoBaHue MO OICHKE CEpACYHO-COCYIUCTON Oe3omacHoctu cutarmntuaa (TECOS)
ObUT0 BKITIOYEHO 7332 marnuenTta, KoTopble npuHuManu cutarmunTud 100 mr B newp (wim 50 mr
B JIeHb, €CJIM MCXOJHBIN TOKa3aTellb PacueTHOW CKOpPOCTH KiyOoukoBoit ¢umsTparuu (CKD)
op1 >30 u <50 mu/mun/1,73 M2), u 7339 manweHTOB, MPUHUMABIIUX IUIaNe0o0, B oOImIeH
NOMYJIAIUK  TAIMeHTOB, KOTOPhIM  ObUIO  Ha3HaueHo Jieuenue (“intention-to-treat™).

Hccnenyemplii mpenapar (CUTAraMOTHH WM TUTane0o0) M00aBisuIcs K CTaHIAPTHOM Teparuu
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
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COTJIACHO CYIICCTBYIOIIUM HAIMOHAIBHBIM CTaHgapTaM 'EB:%%%%';&'eﬁEEA?B%&ER plb'Al'C il

KOHTPOJTIO CEPJICTHO-COCYAUCTHIX (pakTopoB pucka. OOIIas 4acToTa BOZHUKHOBEHUS CEPhE3HBIX
HEKENaTeNIbHBIX SBICHUH Yy MAlMeHTOB, IPUHUMABIINX CUTATJTUNTHH, OblIa TaKOW e, KaK y
MalMEeHTOB, TPUHUMABIINX TUTaIe0o0.

B monyssimuu marMeHToB, KOTOPhIM ObLTO HazHaueHo jeueHue (“intention-to-treat™), cpenn tex,
KTO MCXOJ/JHO TOJydal MHCYJIMHOTEPAINUIO U/ WU MPOU3BOAHBIE CYITh()OHIUIMOYEBHHBI, YaCTOTA
BO3HUKHOBEHUSI SMU30J0B TSKEJIOW THUIOTIIMKEMUU coctaBmwia 2,7% y MalKueHToB,
MPUHUMABIINX CUTAlJIMNITHH, U 2,5% y marueHToB, IpUHUMABIIUX T1ane6o. Cpenu maueHToB,
HUCXOJIHO HE TOJYYaBIIUX WHCYJIUH W/WIA TPOU3BOIHBIC CYJIb(OHHUIMOYEBHUHBI, YacTOTa
BO3HUKHOBEHUSI AMU30J0B TSOKEJNOW rumoriukeMud cocrasmwia 1,0% y manueHTos,
OpUHUMABIIKX cutarmuntud, u 0,7% vy mnanWeHToB, NpUHUMAaBIIUX 1Uanebo. Yacrora
BO3HUKHOBEHHUsI TOATBEPKICHHBIX SKCHEPTU30M ciaydaeB maHkpearutra cocrtaBuna 0,3% y
MalMeHTOB, TPUHUMABIIUX CUTAraunThH, U 0,2% y marueHToB, MpUHUMABIINX I1a11e00.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX TIOCIEe PETUCTPAIUH
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeHns] HeMPepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Impernapara. MeOuIMHCKUM pPaOOTHHKAM pPEKOMEHIYyeTcs
co00IaTh O JIFOOBIX TOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO IMpernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIIEHHS O HEXKENATEIbHBIX PEaKIUIX rOCYJapCTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.

Poccuiickas @enepanus

®denepanbHas ciryk0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, MockBa, CnaBsiHCKas M1011a/ib, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEJIEKOMMYHHUKAITTOHHON ceru «nTepHeT:

https://www.roszdravnadzor.gov.ru/

4.9. Tlepeno3upoBka

CuMOTOMBI

Bo BpeMsi KIMHMYECKMX HCCIEIOBAaHMNA Ha 370POBBIX 100poBoiblax pa3oBas go3za 800 mr
npenapara CHUTarjJuNTHHA B LEJIOM XOPOLIO IEePeHOCHSIach. MUHUMalbHbIE W3MEHEHMS
untepBasia QT, He cuMTarouyecs KIMHUYECKH 3HAYMMBIMM, OTMEYAJINCh B OJHOM U3
uccnenoBanuii curtarnuntuia B o3¢ 800 mr B cyTku. Jloza cBeime 800 Mr B CyTKH y JIOACH HE

U3y4aach.
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ot 11.08.2025 Nz 15
o T0OC OBA HOC TR 006!
B | ¢daze xmuHUYECKMX WCCIETOBaHUI MHOIOKDaTHdF(l)"HDMaT ﬁka{%ﬂﬁ%o '(J;B'ﬁS'élHHIBIIX c

JICYCHUEM CHUTATTUNTHHA HEXKEJIATeNbHBIX PEaKIuil Py MprueMe MpernapaTa B CyTOYHON 103€ 10
400 Mr Ha NPOTSKEHUU 28 THEN HE OTMEYalu.

JleueHue

B cnydae mepeno3upoBky HEOOXOAMMO HAaYaTh CTAHAAPTHBIE MOJACPKUBAIOIIIE MEPOIIPUSATHS:
yaaneHue HeabcopOMPOBAHHOTO Tpernapara u3 >KeIyJOYHO-KHIIIEYHOTO TPAKTa, OCYIIECTBICHUE
MOHHTOPHPOBAHHS IOKazareie xusHenesTenbHocTH, BKIoyas ODKI, a Takke Ha3HaueHUe
MO/JICPKUBAIOIIIECH TepaIiu, €CIIH TpeOyeTcs.

CutarnunTdH cnabo JAuau3upyercsa. B KIMHWYECKUX WCCIeNoBaHUIXTOIbKO 13,5% m03bI
yAANSIOCh W3 OpraHu3Ma B TeueHHe 3—4-4acoBOTo ceaHca auanm3a. [IpoJOHrupOBaHHBIM
IUaIi3 MOXKET Ha3HA4aThCs B ClIydyae KIMHAYECKOW HeoOxoaumoctu. JlaHHBIX 00

3¢ (PeKTUBHOCTH NEPUTOHEATLHOTO TUAIN3a CUTATTIUIITHHA HET.

5. ®APMAKOJIOTMYECKUE CBOMCTBA

5.1. ®dapmakoaMHAMH4YeCKHe CBOICTBA

QdapMakoTepaneBTUYeCKass  Tpynma:  CcpeAcTBa  Juid  JIeUeHUs — caxapHoro  juabera;
TUIOTIMKEMUYECKHE CpEACTBA, KPOME HWHCYJIMHOB; WHTHOWUTOPHI AMIMENTUIMINEITHAA3HI-4
(AI1I1-4).

Kon ATX: A10BHO1

CuTarmunTuH  SBJISIETCS aKTHBHBIM IIPU  [EPOPAIILHOM  TPHUEME, BBICOKOCEIEKTHUBHBIM
uHruouTOpoM (pepmenta munentuauwianentuaasbl-4 (JAI111-4), mpeaHazHaueHHBIM 17151 JICUCHUS
caxapHoro nuabera 2 tumna. CHUTArIUNOTHH OTJIMYAETCS 1O XHMHYECKOHW CTPYKType H
(hapMaKoJIOTHYECKOMY JEHCTBHIO OT aHAJOroB IiroKaroHomogo0Horo mnentuma-1 (I'TITT-1),
WHCYJIMHA, TPOU3BOJHBIX CYJIb()OHUIMOYEBUHBI, OMTYaHUJI0B, arOHUCTOB raMMa-pelenTopoB,
akTHBUpYeMbIX Tpoiudeparopom nepokcucoM (PPAR-y), nHruOuTopoB anbda-riroko3ugasbl,
aHajoroB amunuHa. Wurubupys [III1-4, cuTarmunTUH TOBBIMIAET KOHIICHTPAIMIO IBYX
ropmMoHOB cemelictBa MHKpeTHHOB: [TIII-1 u rIH0K0303aBUCHMMOrO MHCYJIMHOTPOIIHOIO
nonunentuaa (I'UIT).

['opMOHBI ceMeNCTBa HMHKPETHHOB CEKPETUPYIOTCS B KHUIIEYHMKE B TEUYEHUE CYTOK, HX
KOHIIGHTpallMs IIOBBIIIAETCS B OTBET Ha NpUeM NOUIIM. VIHKpPETHHBI SBIAIOTCA YaCTbIO
BHYTpPEHHEH (U3UOJOTMYECKON CHCTEMBl PErYJISIIMU ToMeocTas3a Ioko3bl. [Ipu HopMalibHOM
WM TOBBIIIEHHON KOHIEHTPAIMM TJIOKO3bl B KPOBH TOPMOHBI CEMEHCTBA HWHKPETUHOB
CHOCOOCTBYIOT YBEIMYEHUIO CHHTE3a HWHCYJIMHA, a TaKXKe €ro CeKkperuuu OeTa-KieTKaMu
MO/DKEITyIOYHOM  JKele3bl 3@  CYEeT  CHTHAJIbHBIX  BHYTPHUKIIETOYHBIX  MEXaHU3MOB,

ACCOLIMMPOBAHHBIX C IIUKINYECKUM ajieHo3nHMOHOocharom (AMD).
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
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['TITI-1 Takxe crmocoOCTBYET TO1aBIICHUIO HOBHmeHHof/‘iQ&Bemqﬁ%}z%ﬁy%iagi%%th

NO/UKETY0YHOM kene3pl. CHIKEHME KOHIEHTpAallMM TJIIOKaroHa Ha (oHe TOBBIIICHUS
KOHIIGHTPALMU MHCYJIUHA CHOCOOCTBYET YMEHBIIECHHUIO NMPOIYKIIMU TIIOKO3bI MEYEHBIO, UYTO B
UTOTE NPUBOJUT K YMEHBIICHHIO TIUKEMUU. OJTOT MEXAaHU3M JEUCTBUSA OTJIMYACTCS OT
MeXaHU3Ma JEHUCTBUS  IPOM3BOJHBIX  Cy/Ib()OHWIMOUEBUHBI, KOTOpPbIE  CTUMYJIMPYIOT
BBICBOOOXK/ICHHE WHCYJIMHA W MpPU HU3KOH KOHLEHTPAILMM TJIIOKO3bI B KPOBH, YTO YpPEBATO
pa3BuUTHEM CYJIb()OH-UHAYIUPOBAHHON TUMOTIIMKEMUH HE TOJBKO Yy OOJNBHBIX CaXapHBIM
n1abeToM 2 THUIA, HO Uy 310POBBIX JIMII.

[Ipy HM3KOH KOHLEHTpPALMM TJIIOKO3bl B KPOBU IEepeuuciieHHble 3((eKTbl MHKPETHHOB Ha
BBIOPOC MHCYJIMHA U YMEHBILICHHE CEeKpeluuu riokarona He Habmomatorcs. ['TIII-1 u TUII e
BJIMSIOT Ha BBIOPOC TJIIOKaroHa B OTBET Ha TUIOIVIMKEMHUIO. B (U3MOIOTrHUECKUX YCIOBUSX
AKTUBHOCTh MHKPETHHOB orpaHudmBaetrcs ¢pepmeHTom JIIII1-4, KOTOPHI OBICTPO THAPOIU3YET
MHKPETUHBI C 00pa30BaHNEM HEAKTUBHBIX MPOTYKTOB.

CuTarnunTuH TpeAOoTBpallaeT THUAPONNU3 HHKpeTHHOB ¢epmentom [III1-4, Tem cambim
yBENMYMBasl IUIa3MEHHbIE KOHIEHTpauuu akTuBHBIX (opm ITII-1 w TUIL IloBeimas
KOHIIEHTPALMI0 NHKPETUHOB, CUTATJIMITHH YBEIMYUBACT INIIOKO303aBUCUMBIN BBIOPOC NHCYJIMHA
U CIIOCOOCTBYET YMEHBIIEHUIO CEKPELMH IJIIOKaroHa. Y MalMeHTOB C CaXapHbIM JuabeToM 2
TUNIA C TUINEPIIMKEMHUEH 3T M3MEHEHHUS CEKpPELMM HMHCYJIMHA M TJIIOKaroHa HpUBOIAT K
CHIDKCHUIO KOHICHTPAIlMM TJHMKO3WIMPOBAaHHOrO TemorinoomHa HDA|. W yMeHbIICHUIO
MJIa3MEHHOW KOHIICHTPAIIUK TIIFOKO3BI, OTIPEIeIIeMON HATOIIAK U TTOCJIe Harpy304HON PoOkI. Y
NAllMEHTOB C CaxapHbIM JauMabeToM 2 TUMA HpPHUEM OJHOM 03Bl Npernapara CHUTArJIMINTHHA
NPUBOJIUT K MHTUOMpOBaHUIO akTuBHOCTH pepmenta JI1I1-4 B Teuenue 24 yacoB, 4TO NPUBOIUT
K YBEJIMYEHUIO KOHLEHTpauMHu Lupkyaupyrommx uHkpetnHoB [TIII-1 u TUII B 2-3 paza,
HApacTaHUIO IJIa3MEHHOW KOHLEHTpAanMu MHCyauHa ¥ C-menTuaa, CHWKEHUIO KOHLEHTPALUU
[JIIOKaroHa B IUIa3M€ KPOBH, YMEHBIICHHIO IJIMKEMMM HATOLIAK, a TAaKKE YMEHBIICHUIO
IJIMKEMHUH T10CJIE HArPy3KH ITIIOKO30M MIIM NTUIIEBON HArpy3KH.

BimsgHaue Ha apTepuanbHOe JABICHHUS

B panpoMu3supoBaHHOM IUIAIe00-KOHTPOIHUPYEMOM IEPEKPECTHOM HCCIEIOBAHUU C Y9aCTHEM
NAalMeHTOB C apTepHaIbHOM THUIEPTEH3UWEH COYETaHHBIH NMPHUEM THUIOTCH3WBHBIX IMpPENapaToB
(omHOTO MM OOJIee U3 CHUCKA: MHTUOUTOPBI aHTHOTEH3UHIpeBpamatomero gepmenta (AIlD),
AQHTArOHUCTBI PELENTOpPOB aHruoTeH3uHa |l, OmokaTopbl KaJbIMEBBIX KaHAJOB, OeTa-
aipeHOOJIOKATOPHI, TUYPETUKH) C MPENapaToM CUTATJIMOTHHA B IEJIOM XOPOULIO TEPEHOCHIICS
nanMeHTaMu. Y STOH KaTeropuH IAlMEeHTOB IpernapaT CUTArJIUITHHA MPOJEMOHCTPUPOBAI
HE3HAYUTENIbHOE TUIIOTEH3WBHOE JAEUCTBHE: B CyTOYHOW 03¢ 100 MI CHUTAarJMNTHH CHIKAI

CpeIHECYTOYHOE aMOyIaTOpHOE 3HAYCHHE CUCTOIMYECKOTO apTepuanbHoro nasieHus (AJl) Ha 2

14



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
. 325

o1 11.08.2025 N= 15

MM PTYTHOTO CTOJI0a [0 CPaBHEHHUIO C TPYIIIO nnaued&'%}:zl;%&ﬁgg %%%Iﬁt'ﬂw IAZ'[ HE

HaOJII01aJIM TUIIOTEH3UBHOTO 3¢ dekra.

BimsgHaue Ha BHGKTDOd)I/BI/IOJIOFI/IIO cepaua

B pangomusupoBaHHOM I1a1[e00-KOHTPOJIMPYEMOM MEPEKPECTHOM HCCIEAOBAHUU Y 310POBBIX
JTOOpPOBOJIBIIEB TIpENapaT CUTArJIUIITHHA PUHUMAJICS OAHOKpaTHO B 03¢ 100 mr mm 800 mr (8-
KpaTHOE IMPEBBIIIEHNE PEKOMEHyeMon 1103bl), 1100 1ianedo. Ilocne nmpuema pekomMeHyeMon
TepaneBTHUecKoi 11036l 100 Mr, Kakoro-nubo BIMSHUA TIpernapara Ha MPOAOIDKHUTEIHHOCTD
uHTepBana QT Kak B MOMEHT €ro MakCUMalbHOW IUIa3MEHHOW KOHIEHTpAIUH, TaK U B JPYTHX
TOYKaxX MPOBEPKH HA MPOTHKEHUHU BCETro MccienaoBanus He HaOmomanu. [Tocie mpuema 800 mr
MaKCHUMaJbHOE YBEIMUYEHHE CKOPPEKTHPOBAHHOTO IO TMJanedo CpeJHEero W3MEHEHHS
JUUTeTbHOCTH HHTEepBaia QT Mo cpaBHEHHIO ¢ MCXOAHBIM 3HAUCHUEM 4Yepe3 3 4 Mocie mpueMa
npenapara coctaBmwio 8,0 Mcek. [lomoOHOEe HE3HAYMTENHHOE YBEJIWYEHHUE OBLIO OIICHEHO Kak
KIMHUYeCKH He3Haunmoe. Ilocne npuema no3bl 800 Mr 3HaYeHHE MaKCHUMalIbHOM TIa3MEHHOM
KOHLIGHTpAllUM CUTArJIUIITUHA MpUMEpHO B 11 pa3 mpeBbIIaio COOTBETCTBYIOIIEE 3HAUECHUE
MocJie MpueMa TepaneBTudeckon 10361 100 mr.

HccnenoBanue 0o OLEHKE cepieuHo-cocyaucTon 6ezonacHoctu curaruntuia (TECOS)

B wmccienoBaHnu MO OIEHKE CEPACYHO-COCYaUcTON Oe3omacHocth cutarmunTuaa (TECOS)
NalMeHThl NpUHUManu npenapar curtariauntuHa 100 mr B genp (wmum 50 Mr B jeHb, eciu
WCXOJIHBI TIO0Ka3arelib PacdyeTHOH ckopocTh KiIyOoukoBod ¢uibTpammu (CK®) 6pum1 >30
wir/mun/1,73 M% 1 <50 mor/mun/1,73 M? win iane6o, KOTOpBbI€ JOOABISIUCh K CTaHAApTHOM
TEpanuu COTJACHO CYIIECTBYIOIIMM HAI[MOHAJIBHBIM CTaHAApPTaM [0 OINPEAETICHUIO IEJIEBBIX
ypoBHelr HDAic ¥ KOHTPOJIIO CEpAEYHO-COCYAMCTHIX (hakTOpoB pucka. [lo 3aBepiieHHH
CpeIHEero neprojaa HaOIIOIeHUs, COCTABUBIIETO 3 TOJa, y MAIMEHTOB C CaXxapHbIM TuadeToMm 2
TUIA MIPUEM Ipenapara CUTArJUITHHA B JOMOJIHEHUE K CTaHIAPTHOMY JICUCHHUIO HE YBEIUYMUI
PUCK CEpbE3HBIX HEKENATENbHbIX SBJICHUN CO CTOPOHBI CEPAEYHO-COCYIUCTONH CHCTEMBI
(cootHomenue puckoB 0,98; 95% nmoepurenwvHbiii uHTEpBan, 0,89-1,08; p<0,001 nmns
JOKA3aTeNbCTBA OTCYTCTBUS IIPEBOCXOICTBA) UM PUCK TOCIIATATH3AINH 110 TIPUYNHE CePACUHOM
HeocTaTouyHOCTH (cooTHomenne puckoB 1,00; 95% moBepurenpHbId wHTEpBan 0,83-1,20;
p=0,98 nns paznuumsi 9acTOTHI PHUCKOB), MO CPAaBHEHUIO CO CTAHJAPTHBIM JICUCHHEM Oe3

JOMMOJIHUTCIIBHOT'O ITprUeMa Iperapara CUTarJImIiTuHa.

5.2. dapmakoknHeTHYeCKHEe CBOHCTBA
dapMakOKMHETUKA CUTAIJIMIITUHA BCECTOPOHHE OIMCAHA Y 3/0POBBIX JIMI[ MU IALUEHTOB C
caxapHblM JuabeToM 2 Tuma. Y 370pOBBIX JHUI] IOcie mepopainbHoro mpuema 100 wmr

CUTArJIMIITHHA OTMe4aeTcss ObIcTpas abcopOius mpemapara ¢ JOCTHXKEHHEM MaKCHMaJIbHOM
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koHIeHTpanuu (Cmax) B mHTEpBasie oT 1 710 4 4acoB ¢ Mgkfnle:ﬁ';laErpdﬁ maT%'ﬂ'fHﬁ‘Jrfbﬁ"ﬁﬁl'Boﬁ

«koHUeHTpanus-Bpems» (AUC) yBenuumBaeTcsi MPOMOPLUOHATIBHO J03€ U COCTAaBISACT Y
3I0pOBBIX CYOBEKTOB 8,52 MKMomnb/nxuyac mpu npueme 100 mr BHYTpb, Cmax cocTaBisuia 950
HMonb/1. [Tnazmennas AUC cutarmunTuHa yBenuyuBaiach npubnusutensHo Ha 14% mocre
caenytomero mpuema 036l 100 Mr mpenaparta no JOCTUKEHUIO PABHOBECHOTO COCTOSIHUS TTOCIIE
npuemMa TepBod J03bl. BHyTpu- u MexcyObekTHble Kod(pduuuentsl Bapuanuun AUC
CUTarJIMNTHHA ObUIM HE3HAYUTEIHHBIMHU.

AbGcopbuus

AGcomoTHass OMOMOCTYITHOCTh CUTAIJIMITHUHA COCTaBisieT npubnusutensHo 87%. Ilockonbky
COBMECTHBII INpHEM NpenapaTa CHUTAJIMIITUHA W JKUPHOM MUINKM HE OKa3biBaeT 3¢¢exra Ha
(apMaKOKMHETHUKY, TO Ipernapar CUTAIJIMITHHA MOXET HAa3HAa4yaThCs BHE 3aBHCHUMOCTH OT
npueMa MUIIx.

Pacnopenenenue

Cpennnii 00beM pacrpesiefieHus: B pABHOBECHOM COCTOSHUM TIOCJE OAHOKpaTHOM 10361 100 mr
CUTArJUNTHHA Y 3I0POBBIX JOOPOBOIBIEB cOCTaBisieT npuOmmsutensHo 198 1. dpakius
CUTArJUNTHHA, CBA3BIBAIOIIASACS C TUIA3MEHHBIMU O€JIKaMH, OTHOCUTEJIBHO HU3KAa U COCTABIISET

38%.

Buorpancdopmarnus

[MpubnuzurensHo 79% cUTArTUNTHHA BRIBOAUTCS B HEU3MEHEHHOM BHJIC TTIOUYKAMHU.
Metabonu3upyeTcs JIMiib He3HAaUUTEIbHAs YacTh MOCTYMUBIIETO B opraHu3M npemnapara. [locie
BReNeHNs *C-MEUEHHOTO CHTATMNTHHA BHYTPh NPHOMM3UTENBHO 16% pPaaMOAKTHBHOTO
CUTArJUNTHHA BBIBOJUIIOCH B BHJIE €r0 METab0IUTOB. bblin 00HApYKEHBI Cenbl 6 METabOIUTOB
CUTarJIMNTHHA, BeposTHO He obmagaromue JIIII-4-unrubupyromeii akTHUBHOCTHIO. B
UCCIe0BaHMsX IN Vitro ObUTO BBISBICHO, YTO MEPBUYHBIMHE U30(DEPMEHTAMH, YIACTBYIOIIUMH B
OTpaHUYEHHOM MeTaboau3Me cutaraunTtuHa, seistorcs CYP3A4 u CYP2CS.

DJIMMUHAIMS

[Mocne BBeneHus ‘4C-MEUEHHOTO CHTArIMITHHA BHYTPh  3JOPOBBIM  JOOPOBONIBLAM
npuom3uTenbHo 100% BBEIEHHOTO CHUTArIMITHHA BBIBOIUIOCH: 13% depes kumedyHuk. 87%
MOYKaMu - B TEUYEHHE OJHOW HeJenu Imnociae npuema npenapara. CpenHuil mnepuop
MOJTYBBIBEJICHUSI CUTATJIUIITHHA TIpH TiepopainbHoM TipueMe 100 Mr cocTaBisieT mpuOIM3HTETHEHO
12,4 gaca; Mo4e4HbII KIMPEHC COCTABISACT MPUOIU3UTENBHO 350 MII/MUH.

BeiBeieHHE CHTAarIMOTHHA OCYLIECTBISETCS MEPBUYHO IYTEM SKCKPEIUU TOYKaMu IO
MEXaHU3MY AaKTHUBHOHM KaHaiubleBOW cekpenuu. CHUTArIunTUH ABISETCS cyOcTpaToM st
TpaHCIIOpPTEepa OPraHMYECKUX aHHOHOB deioBeka Tperbero tuma (NOAT-3), KOTOphIii U MOXKET

OLITH BOBJIEYEH B mponecc BBIBCACHUS CUTAIJIMIITUHA ITOYKAMHU. Kinnnndeckyn BOBIEUEHHOCTD
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hOAT-3 B TpaHCIIOPT CHTArTUITHHA HE U3ydallach. CH&%I&MQE@I@J&E%}&T&&%TOM

P-TJIMKONIPOTCHUHA, KOTOpBIfI TAKIKC MOXKCT YU4aCTBOBATH B MPOLCCCC BBIBCACHUA CUTAIJIUIITHHA
IIOYKaMH. OI[HaKO [UKJIOCIIOPHUH, }IBJ'DIIOH_II/II\/'IC}I I/IHFI/IGI/ITOpOM P-TIIMKONPOTEHHA, HEC YMCHbBIIAI
MMOYCYHBIN KIIMPCHC CUTArJIMIITUHA.

IToueunast He1OCTATOYHOCTD

OTKpbITOE UCCIENOBaHME Ipernapara CUTarIunTUHa B 103¢ 50 Mr B CyTKH OBbUIO MPOBEACHO C
[EeNbI0 M3Y4YeHHS ero (apMaKOKMHETHKH Y TMAlMEHTOB C Pa3IUYHON CTENEHBI0 TSHKECTH
XPOHUYECKOr0 HapylleHUs (QYHKUUU MOYEK B CPABHEHUHU C KOHTPOJIBHOM TPYMIION 3A0POBBIX
no0poBosblieB. B nccnenoBanue ObUIM BKIIIOUEHBI MALMEHTHI ¢ HAPYIICHUAMU (DYHKIHMU MOYEK
JIETKOW, CPEAHEN M TSKEJIOW CTENEHU TSKECTH, a TAK)KE IMALMEHTHl C TEPMUHAIBHON CTaauEN
xponuueckorr Oonesnu mouek (XBII), Hyx)marommecs B amanusze. Kpome TOro, BIHSHHE
HapylIeHUsT QYHKIMHM MOYeK Ha (apMaKOKUHETHKY CHTArJIMIITHHA Yy TMAllMeHTOB C CaXxapHbIM
nuabeToM 2 TWMa W HapylieHHeM (YHKIHUHA TOYEK JIETKOH, CpeaHEH WM TSKEIOW CTEICHH
TSKECTU (BKIIIOYAsl MAI[MEHTOB ¢ TepMUHaIbHOU cTragueit XbII) oueHnBanu ¢ UCTOIb30BaHUEM
MOMYJISIIMOHHBIX ()apMAKOKUHETHUECKUX aHAITU30B.

VYeenuuenue miazmenHord AUC curtarnuntuaa npubnu3utenasHo B 1,2 u 1,6 pa3 mo cpaBHEHHUIO C
KOHTPOJIbHOM TPYIION OTMEYaJOCh y MAllMEHTOB C HapylleHHeM (QYHKIUH IOYeK JEeTKOon
crenenu TsokectH (CK® ot >60 mu/mun/1,73 m? mo <90 mn/mun/1,73 M%) u y THamueHTOB C
HapyleHreM QYHKIMH TIoueK cpenHeii crenenu Tsoxectd (CK® ot >45 mu/mun/1,73 M2 1o <60
mi/mMun/1,73 M%), cooTBeTcTBeHHO. ITOCKONBKY YBEIMUYEGHHE STOi BEIMUMHBI HE SBIACTCS
KJIMHUYECKH 3HAYMMbIM, KOPPEKTHpPOBKAa [JO3bl Yy OTHUX MAalUEHTOB He Tpelyercs.
[IpubnusurenbHO OBYyKpaTHOEe yBennueHwe miasmeHHod AUC curarmuntuHa OTMEYalloch Y
NAalMeHTOB ¢ HapymeHueM (QyHKUuu mnodek cpeanedt cremnenu Ttsokectn (CK® or >30
mi/mMun/1,73 M? 1o <60 m/mur/1,73 M?) ¥ IPUOIN3UTENHFHO YETHIPEXKPATHOE Y MAIMEHTOB C
HapyIIeHneM (GYHKIUH TT0UeK Tsokenoi crenenn Tskectd (CK® <30 mun/mun/1,73 m?), Bimodast
nanueHToB ¢ TepmuHanbHOM cragueil XbBII, nyxnatonuxcs B auanuse. CUTaraunTuH B
HE3HAUYUTEJIbHOM KOJIMYECTBE YAAJISUICA BO BpeMsl MPOLEAYphl remMoauanu3a: Tojlbko 13,5% ot
BBEJICHHOW 103bI OBUIO BBIBEJICHO M3 OpraHW3Ma B TE€UeHHE 3—4-4acOBOTO ceaHca Iuajn3a,
HA4YaToro uepe3 4 wyaca IMocie BBEICHHs IMpernapaTa. TakuM oOpa3oM, Al TOCTHXKEHUS
TEPaNeBTHUECKOW KOHIEHTPAIlMM CUTAIJIMIITUHA B IUIa3M€ KPOBH (CXOAHOH C TakoBOH Yy
MAalMEHTOB ¢ HOPMaIbHOM (yHKIMeH mouek) y mauuentoB ¢ CK® <45 wmi/mun/1,73 m?
PEKOMEHI0BaHbI OoJiee HU3KUE 10361 (CM. pasaen 4.2.).

IIeueHOYHAS HEAOCTATOYHOCTD

VY mamueHToB ¢ HapylmieHHEeM (YHKIUHM TeYeHH cpeiHeid cremneHu Tsokectd (7-9 GamioB mo

mkane Yainna-ITeto) cpequsis AUC U Cmax cHTarnunTuHa mpu ogHOKpaTtHoOM mpueme 100 mr
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

KOHTPOJILHOM I'PYyMIIOi 37J0pOBBIX 10OpOBOJbIEB. TakuM 00pazoM, KOPPEKIMHU J103bI Mpernapara
py HapymEHUsIX (YHKUUU TEYCHU JIETKOW M CpelHEeH CTeneHH TshKecTH He Tpedyerca. Her
KJIMHUYECKMX JaHHBIX O NPUMEHEHHWU CUTAIJIMITHHA Yy MAIHEHTOB C HapylIeHHEM (yHKIUH
MEYCHU TSDKEIOW cTerneHn Tspkectn (Oomee 9 OamtoB mo mkane Yaiina-ITsro). Omgnako
BCJIEICTBUE TOTO, YTO CHUTAIVIMIITUH MEPBUYHO BBIBOAUTCS INMOUYKAMM, HE CIEAYET OXHUAATh
3HAYMMOTO U3MEHEHUS (PapMaKOKMHETUKH CUTATJIMITHHA y MAIMEHTOB C HapyIleHHeM (QyHKITHH
IICYCHHU TSKEIION CTEIEHU TSHKECTH.

JINIta MoKMUJIOro Bo3pacTa

B03paCT IIalTUCHTOB HE OKa3hbIBaJl KIIMHUYCCKHN 3HA4YNUMOT'O BOB,Z[GI\/'ICTBI/IH Ha
(apMaKOKMHETUYECKHE MTapaMeTphl cuTaraunTuHa. [1o cpaBHEHHIO C MOJIOBIMU MAIIUCHTAMH, Y
MNOXUJIBIX TanueHToB (65-80 yieT) KOHUEHTpalus CHUTArJIMITHHA Npuobau3utenbHo Ha 19%
Bhime. Koppekiuu 1036l mpernapara B 3aBUCUMOCTH OT BO3pacTta He TpeOyeTcsl.

Jletn 1 TOAPOCTKH 10 18 mer

dapMakoKMHETHKA cuTarnunTuHa (omHokpartHas go3a 50 mr, 100 mMr wmmu 200 mr) Obuta
uccienaoBana y aetreit (B Bozpacte ot 10 mo 17 ser) ¢ caxapHbiM aumaberoMm 2 Tuma. B aToii
NOMYJISIIUK cKoppekTrpoBaHHas 1o go3e AUC curarnuntiHa B mia3Me Obiia npumepHo Ha 18%
HUKE TI0 CPAaBHEHHUIO CO B3POCIBIMU MAIIMEHTAMHU C CaXapHBIM quabeToM 2 TUma MpH IMpueMe
10361 100 Mr. T0 He cUMTAETCs KIMHUYECKH 3HAUUMbBIM PAa3IM4YMeM, OCHOBAHHBIM Ha IJIOCKOM
cootHomeHun OK/DJ] mexay mozamu 50 mr u 100 MT y B3pOCIBIX.

Uccnenoanuii ¢ NpUMEHEHUEM CUTANIMNITUHA y AeTed miaame 10 et He mpoBOAMIIOCH.

5.3. /laHHbIEe TOKJIHHUYECKOH 0€30MaCHOCTH

[ToueyHas W meuyeHOYHAss TOKCUYHOCTh HAONIOAANACh y TPHI3YHOB TPU 3HAYCHUSIX
CHCTEMHOM SKCIO3UIMH, B 58 pa3 MpEeBhIIAIONINX YPOBEHb IKCIIO3UIMHU Y YEJI0OBEKa, IPU
9TOM MaKCHMallbHasi JKCIIO3WIMS, HE TMPUBOASIIAS K PA3BUTHUIO HEXKENaTeIbHbIX
s dekToB, Obi1a B 19 pa3 BeIlle ypOBHS 3KCIO3HUINH Y YenoBeka. [Ipu sxcno3unum, B 67
pa3 TpPEBBIMIAIONICH YpPOBEHb KIMHUYECKON OKCIO3UIMU, Y KpbIC HAOIIOJAINCh
AHOMAJIMKM PE3IOBBIX 3yOOB; MO JaHHBIM 14-HENEeTbHOTO HCCIEAOBAHHS Ha KpbIcax
MaKCHUMaJbHas HKCIO3UIUS, HE MPHUBOIALIAS K Pa3BUTHIO HEXeNaTelbHbIX 3(PQEKTOB,
ObUTa B 58 pa3 BBIIIE YPOBHS AKCIO3UIUHU y YeTOBEKa. 3HAYMMOCTh dTUX HAOIIOICHHIA
JUIs 4elloBeKa Heu3BecTHA. lIpu SKCno3uuuy, IPEBBIIANOMIEN YPOBEHb KIMHUYECKOU
AKCTIO3UIMU TPUOJIU3UTENBHO B 23 pa3a, y co0aK HaOMIOJAINCh CBSI3aHHBIC C JICUCHUEM
npexondmme (U3MUecCKWe TMPU3HAKU, HEKOTOphle M3 KOTOPBIX YKa3bIBalOT Ha

TOKCUYECKOE JIEHCTBUE HA HEPBHYIO CUCTEMY, HAIIPUMEpP JbIXaHUE YEPE3 OTKPBITHIN POT,
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aKTUBHOCTH M (wnum) cropOneHHas mosa. Kpome Toro, mpu m03ax, MPHUBOMSAIIUX K
CHCTEMHOW OHKCHO3MILIMU, KOTOpas TMPEBBIIIAET YPOBEHb OHKCIO3MLUU Y YeJIOBEKa
NpUOJIM3UTENBHO B 23 pasa, THUCTOJIOTHYECKH TAaKXKe HaOMI0Jaach OYeHb cliabas Wiv
cnabasi MbIlIeuHass JAereHepanus. MaKkCUMallbHOW SKCHO3WIIMEH, HE TPHUBOISIICH K
Pa3BUTHIO 3TOTO HEXelaTenbHOro 3¢ ¢eKra, Oblla SKCIO3UIHs, B 6 pa3 MpeBbIIIaonas
YPOBEHb KITMHUYECKON HKCIIO3UITUH.

B 1OKIMHMYECKMX ~ HCCIEIOBaHMSX  CUTANIMOTHMH  HE  MPOJEMOHCTPUpPOBAI
TFeHOTOKCUYHOCTH. CHUTArIMITUH HE NMPOJEMOHCTPHPOBAT KAHIIEPOT€HHOI0 MOTEHIIMAaIa
y MblIIeH. Y KpbIC MOBBIIIAJIACh YAaCTOTa CIy4aeB aJC€HOM U KapLUHOM IE€YEHHU IpH
YPOBHSIX CHUCTEMHOM AKCIO3UIUH, 58-KpaTHO MPEBBILAIONIMNX YPOBEHb JKCIIO3UIUH Y
yenoBeka. [lOCKOJBKY TIemaTOTOKCHUYHOCTh KOPpPEIMpoBaja C  BO3HHUKHOBEHUEM
HEOIUIa3MM MEYEHU Y KpPbIC, ITO YBEIMYCHHE YaCTOThl OIyXOJeld IEYeHH Yy KpBbIC,
BEPOSITHO, ObUIO BTOPHYHBIM K XPOHMYECKOH IenaTOTOKCHUYHOCTH NPHU 3TOH BBICOKOH
no3e. B cBs3u ¢ BeICOKMM pe3epBoM Oe3omacHOCTH (19- kpaTHO mpHu 3TOM ypOBHE, HE
NPUBOJAIIEM K Pa3BUTHIO HEXeNIaTeIbHBIX 3((HEKTOB) 3TH HEOIUIACTHUECKUE N3MEHEHUS
HE PaCLIEHUBAIOTCS KaK UMEIOLINE OTHOILIEHHE K YETIOBEKY .

HexxenarenbHoe BO3aeiicTBHE HA PENPOIYKTUBHYIO (PYHKIIMIO HE HAOII0JaIOCh Y CaMIIOB
¥ CAMOK KPBIC, KOTOPBIM JIaBAJIM CUTATJIMIITHH 10 U B TE€UCHUE TEPHOa CIIapHBAHUS.

B wuccnenoBaHnum Mo M3y4YEHMIO MPEHATAIbHOIO/MOCTHATAJIBHOIO PAa3BUTHUS Yy KpBbIC

CUTarJIMIITUH HE OKa3bIBAJl HEXKECIATCIIbHOI'O BOBI[GIZCTBPIH.

B wuccrenoBaHMsIX 1O W3YyYEHHWIO BO3JICHCTBHS HA PENPOAYKTHUBHYIO (DYHKIHIO OBLIO
BBISIBIICHO HE3HAYMTEIBHOE CBS3aHHOE C JICYCHHEM YBEIMYCHHE YacTOTHl ITOPOKOB
yTpoOHOrO pa3BUTUs pedep (OTCYTCTBUE, THIOIUIA3UsS U BOJHUCTOCTH pedep) y
IOTOMCTBA KpBIC TPU YPOBHIX CHUCTEMHOM OHKCIO3MLUH, NPEBBIIIAIOINIUX YPOBHU
AKCTIO3UIMH y YelloBeKa Oosee ueM B 29 pa3. Tokcuueckoe BO3ICHCTBUE HA MATEPUHCKUM
OpraHu3M OBUIO BBIABICHO Yy KpOJUKOB TIPH YPOBHAX CHUCTEMHOW OSKCIIO3UIIHUH,
MPEBBIIAOIINX YPOBHU KCIIO3UIINH Y UeloBeKa Ooiee ueM B 29 pa3. B CBs3H ¢ BHICOKHM
pe3epBoM 0Ee30MacCHOCTH 3TU Pe3yJIbTAaThl HE PACLIEHUBAIOTCS KaK MPECTABIISAIONINE PUCK
Ui 4enoBeka. CHTArfWNTAH B 3HAYUTEIIEHOM KOJIHYECTBE MPOHHKAET B MOJIOKO

KOPMSIIIHMX KPBIC (COOTHOIIEHHE MOJIOKO/TITa3ma: 4:1).
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6. (I)APMAHEBTI/IqECKI/IE CBOﬁCTBA (MOCNEOQBATENEHOCTE 000&)

6.1. IlepeyeHb BcOMOraTe/IbHBIX BeLECTB

Curneruk-AKpuxus, 25 Mr, TabJIETKH, MOKPHITHIE INICHOYHOI 000JI10YKON

[enmron03a MUKPOKpUCTAILITMYECKAS
Kanbuwms rugpodocdar HeM3MeTbUESHHBIN
Kpockapmennosa HaTpust

Marnus creapat

Hatpus creapmidymapar

[1nenouHast 000JI0YKa:

ITonMBUHUIIOBBINM CIUPT

Maxkporo:n-3350

Tanpk

Turana quokcuy (E171)

Kpacurens xene3a okcup sxentoiid (E172)

Kpacurens xenesa okcup kpacusiii (E172)

Nnn

['oToBas mieHo4YHass 000JI0YKa PO30BOTO 1[BETA [[TOTMBUHUIIOBBIN CIUPT, Makporoi-3350, Tabk,
tutana auokcun (E171), kpacurens xene3a okcun xentbiii (E172), kpacutenpb xene3a OKCH
kpacHbiil (E172)]

Curneruk-Axpuxug, 50 mMr, TaOJIETKH, MOKPLITHIE INIEHOYHO 000I0YKON

Lenmrono3za MUKPOKPUCTAILITHYECKAS
Kanbius runpodocdar HensmenbueHHbINH
Kpockapmenno3a Hatpust

Maruus creapat

Hatpus creapundymapar

IInenounas 060g04Ka:

[ToMBUHUIOBBIN CIUPT

Makporon-3350

Tanpk

Turtana quokcun (E171)

Kpacurens xene3a oxcu sxentoiil (E172)
Kpacurens xene3a okcuy kpacHsbiil (E172)

Nnn
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ot 11.08.2025 M= 19925
OBATENEHOCTE 000&)

(O] )
['oToBast mieHOYHast 000JI0UKA JKEJITOBATO-PO30BOLO IIBECTA Tnomi%nnvmonsm CITUPT, MaKPOTOJI-

3350, Tanpk, Tutana guokcun (E171), xpacutens xene3a okcun xenteid (E172), kpacurens
xene3a okcu kpacHbii (E172)]

Curneruk-Axpuxus, 100 Mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Hennrono3za MEKPOKPUCTAILITHYECKAS
Kanbius runpodocdar HensmenbueHHbINH
Kpockapmenno3a Hatpust

Maruus creapat

Hatpus creapundymapar

IInenounas 060g04Ka:

[ToMBUHUIOBBIN CIUPT

Makporon-3350

Tanpk

Turana quokcun (E171)

Kpacurens xene3a oxcu sxentoiil (E172)

Kpacurens xene3a okcuy kpacHsbiil (E172)

4007t

l'oToBas ruieHOuHast 000I0YKa OPAHKEBO-PO30BOT0 I[BETA [OJMBHHUIIOBBIM CIIUPT, MaKpOToOJI-
3350, tanbk, Tutana nuokcun (E171), xpacurens xeneza oxcun xentoii (E172), xpacurens

kene3a okcu kpacHbIi (E172)]

6.2. HecoBMecTHMOCTDH

He npumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

2 roja.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh npHu Temnepatype He Boiie 25 °C.

6.5. Xapaxkrep u coJep:KaHue NEPBUYHOI YNIAKOBKH

ITo 10, 12 nnu 14 TaGnerok B Gnuctep u3 Gpoabru amomuHueBoi u wienku [IBX/TID/TIBIX.
g no3upoBok 25 mr, 50 mr:

2 Omuctepa mo 14 tabnetok wim 3 OGmuctepa mo 10 mimm 12 TabmeTok BMeECTE C JIMCTKOM-

BKJIQABIIIEM IMOMEMIAIOT B ITAYKYy M3 KapTOHA.
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(NOCNEONCBATENBEHOCTL 0006)

Hnst no3upoBku 100 mr:

2, 4 wimm 6 6mucrepoB mo 14 tabnerok wim 3 Onmcrepa mo 10 mmm 12 Tabneroxk BMecTe ¢

JIMCTKOM-BKJIAJIBIIICM IMTOMCIHIAIOT B MMAYKY U3 KAPTOHA.

6.6. OcoOble Mepbl TNPEJOCTOPOKHOCTH TPH  YHUYTOKEHHM  HCIOJbH30BAHHOIO
JICKapCTBEHHOI0 MNpenapara WJIHM OTX0A0B, TMOJYYEHHBIX IOCjde TNPHMEHEeHHus:
JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUMYJISIMHU ¢ PenapaToMm.

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccus

Ax1mmoHepHoe 001ecTBo «XumMuko-hapmanepruaeckuii komounat «AKPUXIH» (AO
«AKPUXHWH»)

142450, MockoBckast 061acts, r.0. boropoackuii, r. Crapas Kynasna, yn. Kuposa, 1. 29
Tenedon/dakc: +7 (495) 702-95-03

Anpec anekTponHo# ouTkl: info@akrikhin.ru

7.1. IlpencraBuTe b AepKaTesisi peTHCTPAIMOHHOTO YA0CTOBEPEHUs!

IIperen3uun norpedbuTesIel HANPABIATS 10 AJIPECY:

Poccus

Ak1moHepHoe 00mecTBo «XumMuko-hapmanepruaeckuii komounat «AKPUXIH» (AO
«AKPUXHWH»)

142450, MockoBckast 061acts, r.0. boropoackuii, r. Crapas Kynasna, yn. Kuposa, 1. 29
Tenedon/dakc: +7 (495) 702-95-03

Anpec anekTponHo# ouTkl: info@akrikhin.ru

8.  HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHUSA

9. JIATA IIEPBOM PETHMCTPAIIVM / TIPOJIJIEHUSI PETUCTPAIIAN

10. JATA INIEPECMOTPA TEKCTA
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OO0mas xapakTEepHCTHKA JIEKAPCTBEHHOTO rpenapaT'A-l%}E&(&E&EWC%E&QEQ@ Ha

UHPOPMALIMOHHOM TiopTajie EBpa3suiickoro SKOHOMHUYECKOrO coo3a B HH(POPMAIMOHHO-

KOMMYHUKaIIMOHHOH cetu «THTepHeT» http://eec.eaeunion.org/
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