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1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPEITAPATA

Hamadopc, 10 mr, TaGneTku, TOKPBITHIEC TUICHOYHOH 000JI0UKON

2. KAUECTBEHHBINA 1 KOJIJMYECTBEHHBIN COCTAB
JlelicTByrOIIIEE BEIIECTBO: AAMarin(IO3HH.
Kaxxnast tabnetka cogepxut 10 mr nanarnmudio3uHa.
BcnomorarensHbie BemecTBa, HAIMYUE KOTOPBIX HAZ0 YYUTHIBATH B COCTaBE JIGKAPCTBEHHOTO
npenapara: JaKTo3bl MOHOTUIPAT, HATpUii (cM. paznen 4.4.).

[TonHbli IEpeyeHb BCIIOMOraTENbHBIX BEIIECTB IPUBEIEH B pazaeie 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTku, MOKPHITHIE MIIEHOYHON 000JI0YKOM.
OBasibHBIE  JIBOSKOBBIMYKJIbIE ~TAOJETKH, TOKPHITHIE IUIEHOYHOM 00O0J0YKOH  CBETJIOrO
KOPUYHEBATO-KEJITOTO 1[BETa, C PUCKOW Ha omHOM cTopoHe. C MapKupoBKOH «I1» ¢ omHOH
CTOPOHBI OT PUCKH U MAapKUPOBKOM «0» C Apyroil CTOPOHBI OT PUCKH.

TabneTky MOXHO pa3AeIuTh Ha PaBHbIE O3BI.

4. KIMHUYECKUE JAHHBIE
4.1. [Toka3aHusi K IPUMEHEHUIO
[Ipenapar nokazan kK IPUMEHEHUIO Y B3POCIbIX B BO3pacTe OT 18 JeT asis neyeHus:
e caxapHoro auabera 2-ro THNa B JOIOJHEHHE K JUeTe U (DU3UYCCKUM YIPKHCHHSIM
JUTSL YITYUIISHHSI TITUKEMAYECKOTO KOHTPOJIS:

- B Ka4eCTBE MOHOTEpANHH, KOTJa MPUMEHEHHE METPOPMHHA HEBO3MOXHO BBUIY
HEMePEHOCUMOCTH;

-B KOMOMHUPOBAaHHOW  Teparuu ¢ MeThOPMHUHOM, MIPOU3BOHBIMU
Cynb()OHWIMOYEBUHBI (B TOM 4YHCJIEe, B KOMOWHAIMH C METQOPMUHOM),
TUA30JIMIUHINOHAMH, UHTHOUTOpamMu aunentuauianentuaassi-4 (AI111-4) (B Tom
gucie, B KOMOWHANmMM C  METGOPMHUHOM); aroHHCTOM  DPEIETITOPOB
TJIFOKaroHomo100HOTO noyidnentuaa- 1 (I'TIII-1) 3KCEHaTUAOM
MIPOJIOHTUPOBAHHOTO JICUCTBUS B KOMOHMHAIMH C METHOPMHUHOM; MpernaparaMu
uHCYyIMHa (B TOM 4YWcle, B KOMOMHAallMM C OJHUM WJIH  JBYMs
TUTIOTJIMKEMUYSCKAMHA ~ TIpenaparaMi Uil TIEPOPAIbHOTO TMPUMEHEHHS) TIpU

OTCYTCTBUHU aACKBATHOT'O INTUKCMUYCCKOTI'O KOHTPOJIA HA ﬂaHHOﬁ TCpaIuu;
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- CTapTOBOM KOMOMHHUPOBAHHOW Tepamnuu ¢ MeT(HOPMUHOM, NPHU LIEIeCO00pPa3HOCTH
JTAHHOW Teparuu;

e caxapHoro nua0era 2-ro THNA y TMAIMEHTOB C YCTAHOBJICHHBIM JHArHO30M CEp/CYHO-
cocyaucToro 3a0oiieBaHUs WIH JOBYMsS W Oojee (akTopamMu CeplIedHO-COCYTUCTOTO
pHCcKa* Ui CHIDKEHHSI pUCKA TOCIIUTAIM3AINH 110 TTOBOAY CEpJeYHON HEJOCTATOUHOCTH.

* BO3pacT y My>X4MH > 55 jeT win > 60 J1eT y KeHIIUH ¥ HAJIN4YKhe He MeHee OJHOro (akTopa
pHCKa: AUCIHUITUIEMUS], apTepUalibHasi TUIIEPTEH3Ms, KypeHue.

4.2. PexxuM 103UPOBAHHUS U CIIOCO0 NPHUMEHEHUs!

[lepen Havamom Tepamuu CcieayeT OICHUTh COCTOSHME BOJHO-COJIEBOTO OOMEHa W TpH
HEOOXOAMMOCTH BOCTIOHHUTH 00beM mupKyaupytomien kposu (OLIK).

PexxuM no3upoBaHusa

Caxapnuiii ouabem 2-20 muna
Monomepanus
Pexomenayemas f103a mpenapara lamadopce cocraBisier 10 Mr ouH pas B CyTKH.

KOM5MHUD06(ZHHCZ}1 mepanu:

Pexomenmyemas no3a npenapara Jlamadopc cocrapiser 10 M ofuH pa3 B CyTKH B KOMOWHAITHH
¢ MeThOpPMHUHOM, MPOU3BOAHBIMH CYJIb(POHUIMOYEBHHBI (B TOM 4YHCIE, B KOMOHMHAlUU C
MeT(HOPMHUHOM), THA3OIUAUHIUOHaMK, uHrnouTopamu [I1I1-4 (B ToM uucie, B koMOWHAIINU C
MeTdopmuHOM); arorrcToM perentopoB ['TII-1 — sxceHaTHIOM TPOTOHTUPOBAHHOTO JICHCTBUS,
B KOMOHMHALIMU C MET(HOPMUHOM; MpenapaTaMi UHCYIHHA (B TOM YHUCIIE, B KOMOUHAIIMH C OJTHUM
WM JBYMS THIIOTJIMKEMUYECKUMU TperapaTaMu JIJsl IEpopaIbHOTO IPUMEHEHN ).

C 1enpl0 CHIDKEHUS pHUCKA THUIOIJMKEMUH TpPU OJHOBPEMEHHOM HAa3HAUYEHUHU IpernapaTa
Janadopc ¢ MHCYIMHOM WK IpernapaTaMi, MOBBIIAIOMUMHI CEKPELUIO HHCYIINHA (Hapumep, ¢
MPOU3BOAHBIM CYJIb(OHUIMOYEBUHBI), MOXKET MOTPEOOBATHCS CHIKEHHE J103bl MHCYJIUHA WU
MpenaparoB, MOBBIIAIOIIUX CEKPEIUI0 MHCYNINHA (CM. pa3iensl 4.5., 4.8.).

Cmapmoeaﬂ KOM6MHMD06aHHa}l mepanusi C Memd)ODMuHOM

Pexomennyemass nmo3a mpemnapara J[lamadopc cocraBmser 10 Mr oauH pa3 B CYTKH, 1032
metdopmuna — 500 Mr ouH pa3 B CyTKU. B ciydae HeaJeKBaTHOTO INIMKEMHYECKOTO KOHTPOJIS
03y MET(GOpPMHHA CIIETyET YBEINIUTh.

CaxapHuiti duabem 2-20 muna y 63poCivlX NAYUEHMO8 C YCMAHOBIEHHBIM OUACHO30M CEPOEYHO-
cocyoucmozo 3a60nesanus unu 08yms u boiee paxmopamu cepOeyHO-cocyOUcnmo20 pucka Ous
CHUDICEHUSL PUCKA 2OCRUMATU3AYUY NO NOBOOY CEPOUHOU He0OCMamo4HOCMU

Pexomenayemas no3a npenapata [lanmagopc cocrasisier 10 Mr ouH pa3 B CyTKH.

Oco0ble Ipymibl ManueHTOB

Iayuenmul ¢ Hapywenuem QyHKyuu novex
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MPUKA3OM OT 10.02.2026 Ne 112
KOpPPEKLIH /103bl B 3aBUCUMOCTH OT (DYHKLIMU MMOYEK HE TpeOyeTCs.
W3-3a orpaHMYEHHOTO ONBITa IPUMEHEHHS HE PEKOMEH/IyeTCsl HAYMHATH JICYCHUE MTPETapaToM y
NALMEHTOB C PACUETHOM CKOPOCTBIO KiTyboukoBoii puiasTpamun (pCKD) < 25 ma/mun/1,73 M2,
I'mnornukemMuyueckoe AeWCTBHE AanaraugIio3rHa y TalueHTOB ¢ CaxapHbIM AUadbeToM 2-ro THIa
3aBMCUT OT (DYHKIMH MOYEK U CHMKaeTcs y manuentoB ¢ pCK® menee 45 mn/mun/1,73 M* n,
BEPOSATHO, OTCYTCTBYET Y MAIUEHTOB C TSHKEION MOYSUHOW HETOCTATOYHOCTHIO.
B ToM ciydae, ecm HEOOXOAMM MaTbHEWITNI KOHTPOJIbh TIUKEMHUH y MAIMEHTOB C CaXapHBIM
nuaberom 2-ro tuna npu nagenun pCK® mimke 45 mn/mun/1,73 M%, HE0OXOIMMO HA3HAUMTH
JIOTIOJTHUTENIBHYIO TUTIOTJIMKEMUYECKYIO Teparuto (cM. paszaeinsl 4.4.,4.8., 5.1., 5.2.).
Tadonuna 1. PekoMenaanuu mo 103MpOBaHUIO MpenapaTta B 3aBHCHMOCTH OT MOKa3aTeJieil

pCK®

pCK® (mu1/mun/1,73 m?)

Pexomenayemas n03a

pCK® 45 wnu Beite

Koppekuunu 10361 HE TpeOyeTcs.

pCK® menee 45 no 25

Koppekuunu 10361 HE TpeOyeTcs.

[IpumeHneHune npenapara He pEKOMEHYETCs
JUIS yIy4dlLIeHUs IIINKEMUYECKOT0
KOHTPOJII Yy B3pOCIBIX HAIMEHTOB C

caxapHbIM 11abeToM 2-To THUMa.

pCK® menee 25 Haunnate Tepanuto He peKOMEHIYETCH.

TepMuHanpHass  cTagusd  XPOHUYECKOM IIpoTnBOMNOKa3aHo.

MOYEYHON HEIOCTATOYHOCTH, TpeOyromas

MMPOBCACHUA JUAIN3A.

THayuenmul ¢ napywienuem yHKyuu nevenu
[Ipu HapymeHUsIX YHKIHUM TEYEHH JIETKOM WM CPEAHEW CTENEHU TSHKECTU KOPPEKIMS I03bI
npenapara He TpeOyercsa. [lammentam ¢ HapynieHHeM (QYHKUMU TEYEHU TSKEIOW CTerneHU
pEeKOMEHyeTcsl HavajbHas Ao3a npemapara 5 mr (‘2 tabnetku npemnapata Jlanmagopc 10 mr).
[Tpu xoporieit mepeHOCUMOCTH 1032 MOXKET ObITh yBeauueHa 10 10 mr (cm. pa3aenst 4.4., 5.2.).
Tayuenmul noscunozo 6o3pacma
Koppexkuuu 10361 B 3aBUCUMOCTH OT BO3PacTa HE PEKOMEHYETCsl.

eTH
Nmeromumecss Ha CEroMHSANIHUN JIeHb KIMHUYECKHUE JaHHbIE MpHUBEAeHBI B pasuene S5.1., 5.2.,
OJIHAKO HEBO3MOKHO J1aTh PEKOMEHALMH 10 PEXKUMY JO3UPOBAHMS.

Cnoco0 npruMeHeHNs
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HyIpb, HC pa3KeBbIBas M HE M3MeEJbuasi, HE3aBUCHMO OT TNpHUEMa IMUIIH, 3aluBasi TOJOBHHOM
CTaKaHa BOJBI.
4.3. IlpoTuBONOKA3aAHUSA
'MnepyyBCTBUTENBHOCTh K JanariugIio3uHy MM K JI000MY M3 BCIIOMOTaTENbHBIX BELIECTB,
MepevnciieHHbIX B paszzene 6.1.
4.4. OcodOble ykazaHusi 1 Mepbl MPeJ0CTOPOKHOCTH MPU NPUMEHEHU U

OO01e yKka3zaHus

Janarnudno3uH He clieayeT NPUMEHATh NalueHTaM ¢ caxapHbIM auadberoM l-ro tuma (cM.
noapaznen «/uabeTnueckuii KeToarumao3»).

Hapywenue ¢ynkyuu novex

W3-3a orpaHMueHHOTrO OMBITA HE PEKOMEHIYETCsl HAYWHATh JICYCHUE Janariu(io3nHOM Y
MAIMEHTOB CO CKOPOCTHIO KiIy0oukoBoi (unbrparun (CKP) < 25 mi/muH.

Db dexTuBHOCTS mamarmugo3nHa B OTHONICHUHM CHIDKCHHSI YPOBHS TIIOKO3BI 3aBHUCHUT OT
(GyHKIMYU ModYek M yMeHbIaeTcs y nanuentos ¢ pCK® menee 45 mi/mun/1,73 M? 1, BeposTHO,
OTCYTCTBYET y MAI[EHTOB C TSDKEJIOW MOYEYHOH HEZOCTaTOYHOCTHIO (cM. paszmens! 4.2., 5.1.,
5.2).

B onHOM wuccrnenoBaHMM y TMAMEHTOB C CaxapHbIM IUAa0ETOM 2-TO TUIMA C HapylIeHHUEM
gyHkuuM nouek cpenHeil crenmenu TskectH (pCKD <60 mu/mun/1,73 M%) HexenaTenabHble
peakiun (HP) B Buae moBblmIeHUs KOHIEHTpalWd KpeaTHHHHA, (ocdopa, mapaTupeonuHoro
TOPMOHA U apTepUaIbHON THIIOTEH3UH B TPYIIE Janaraugio3nHa OTMEYAINCh y OOJbIIeH J0I1
MalKeHTOB, YeM B IpyIIe Tuiamne0o.

Hapywenue ¢ynkyuu neuenu

B xnuHHYecKHX MccaeNoBaHUIX MOTYy4YEeHbl OTpaHUYCHHbIC JaHHBIC MPUMEHEHHs IMperapara y
MAIMeHTOB C HapylleHueM (QYHKIUU TeYeHH. DKCIO3ULuUs Aanariudo3nHa yBEJIWYeHA Y
MAIMEHTOB C HapylIeHHeM (PYHKIIMU NIEUYEHH TsHKEION cTeneHu (cM. pasznensl 4.2., 5.2.).
Ipumenenue y nayuenmos c pucxom cuudicenus OLK u (unu) pazsumus apmepuaibHOU
2Unomen3uU

B coorBercTBMM ¢ MEXaHHW3MOM JEMCTBUS JNanariu(io3uH YCHUIMBAET IUYype3, YTO MOMKET
NPUBOJAUTh K HEOOJBILIOMY CHIKEHUIO aprepuaibHoro aasieHus (AJl), oTMeYeHHOMY B
KIIMHUYECKUX HcchefoBanusax (cM. pazaen 5.1.). Jmypernueckuii 3¢dexT mMoxkeT ObITh Oosee
BBIPQ)KEHHBIM Y AIIMEHTOB C OUYEHb BHICOKOW KOHILIEHTPALIUEH TIIFOKO3bI B KPOBH.

Cnenyer co0uoaTh OCTOPOKHOCTD Y MAIMEHTOB, ISl KOTOPHIX BBI3BAHHOE Janariu(Io3HHOM
camkenne AJl MOXeT TpenCTaBIsATh PUCK, HANpPUMEp, Yy TMAlUCHTOB, IOIyYaroIluX
THIIOTEH3UBHYIO TEpAIHIO, C AMH30/1aMH THIIOTCH3UH B aHAMHE3€ MM Y MAalUEHTOB TOXKUIOTO

BO3pacTa.
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B Cilydac HMHTEPKYPPEHTHBIX COCTOSIHUH, KOTOpble MOTYyT npuBecTH K cHkeHuto OLK
(Harpumep, 3a00J€BaHUs KETYJOYHO-KHMIIEYHOTO TpakTa), PEKOMEHIYeTCs TIIATelIbHbII
MoHuTopunr OLK (manpumep, ¢usukanbHoe obcnenoBaHue, namepenue AJl, maGopaTopHbie
HCCIIEZIOBAHNUS, BKJIIOYas ONpeAeIeHHE FeMaTOKPUTa U KOHLEHTPALUH JIEKTPOJIUTOB).
BpemenHoe mpekparieHnue JedeHns Aanarin@iIo3nHOM PEeKOMEHAYeTCs MalleHTaM, Y KOTOPBIX
Pa3BUBAETCS TUIIOBOJIEMHSI, BIUIOTH JI0 €€ KoppeKuuu (cM. pasnen 4.8.).

Jluabemuueckuil kemoayuoos

CooOmianock 0 peAKHX CiIydasx pa3BUTHA JWA0ETHYECKOro KEeTOaIu103a, BKIIOYAs
YTPOKAIOLINE )KU3HU M JIETAIbHBIE CIy4Yad Yy MAalUEHTOB, MOJyYaBIIMX MHTHOUTOPHI HATpPHii-
TIIIOKO3HOTO KoTpaHcmopTepa 2-ro tuna (SGLT2), Brirodas manariuduiosud. B psjge ciydaeB
KIIMHUYECKass KapTHHA COCTOSHUS Oblla HETUIUYHOM, C YMEpEHHBIM, HWXe 14 MMOIIB/I
(250 Mr/m1), TOBBIIIEHUEM KOHIIEHTPAITNH TIIFOKO3BI B KPOBH.

Puck pa3ButHs uabeTHYECKOTO KETOAluao3a CIEAyeT YYHTHIBATh TMPH  TOSBICHUH
HecTIenU(UIECKNX CHMIITOMOB, TaKMX KakK TOINHOTA, PBOTA, AHOPEKCHs, OOJb B JKUBOTE,
gpe3MepHas JKaXda, 3aTPyJHCHHOE [bIXaHHWe, CIYTaHHOCTh CO3HAHMS, TIOBBIIICHHAs
YTOMJISIEMOCTh WJIM COHJIMBOCTH. lIpW TOSIBIGHWW ATHX CHMIITOMOB TIallMEHTOB CJEIyeT
HEMEJIEHHO 00CIeIoBaTh Ha HATMYHME KETOAIN103a, HE3aBUCUMO OT KOHIICHTPAIIHH TIIOKO3bI B
KPOBH.

VY namMeHTOB C TMOAO3PEHMEM WM JUAarHO30M JUA0ETHYECKOro KEToalua03a JieueHue
Janariau@IIo3nHOM CIIeTyeT HEMEUIEHHO MPEKPATUTh.

Jledenue ciemyeT MPUOCTAHOBUTH Y MAIMEHTOB, TOCIIUTAIIM3UPOBAHHBIX B CBS3H C OOMIMPHBIMU
XUPYPrUYECKUMHU BMEUIATEILCTBAMH WM OCTPBIMH CEPbE3HBIMH 3a00JeBaHUSIMH. Y O3THUX
MAI[MEeHTOB PEKOMEHIYEeTCsl KOHTPOJIUPOBATh COJCpKAaHME KETOHOBBIX Ten. M3mepenue
COJIep’KaHUsI KETOHOBBIX TelI B KPOBU NPEANOYTUTENIbHEE, YeM OIpelleIeHHe MX B MOue.
Jleuenue nanariaugio3MHOM MOKHO BO30OHOBHUTDH MPH HOPMAIM3ALMU COJACPKAHHSI KETOHOBBIX
TN U CTaOMIM3aIMK COCTOSTHUS TTallMeHTa.

Ilepen Ha3zHaueHueMm pAamarinIo3MHA CJlEAyeT Y4YUTHIBaTh JaHHbIE aHaMHe3a MAalleHTa,
KOTOpBIE MOTYT MpeApacnoaraTh K pa3BUTHIO KETOAIM103a.

K rpymnme Bo3M0KHOT0 MOBBIIEHHOI'O PUCKA Pa3BUTHS 1UA0ETUYECKOT0 KETOALN03a OTHOCSATCS
MAIMEeHTbl C HU3KUM pe3epBOM (YHKLUMU OeTa-KJIeTOK (Hampumep, NAIlMEeHThl C CaXapHbIM
quabeTroM 2-ro Tuna ¢ HU3KUM ypoBHeM C-nentuja Wid JaTeHTHbIM ayTOMMMYHHBIM JHa0eToM
B3pocibix (LADA-nnaber) uinu mMandeHThl € MAaHKPEaTUTOM B aHaMHe3e); MaIMeHThl C
3a00JI€BaHUSIMM, KOTOpPbIE NPUBOAAT K OrPAHWYEHMIO NpHeMa MUIIM WM  TSKEIOMY
00€3BOXKMBAHMIO; MALIUEHTHI, Y KOTOPBIX CHUKEHBI J103bl MHCYIMHA; MAIUEHTHI C MOBBILIEHHON

HOTp@GHOCTI:IO B MHCYJIMHC HU3-3a OCTPOIro 3a60J’I6BaHI/IH, XUPYPIrudcCKOro BMCIaTeJbCTBa NI
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37oynHotpeosieHus ankoroneMm. Crenyer coOnroAaTe OCTOPOKHOCTH MPU  MPUMEHEHUH
uHru6utTopoB SGLT2 y Takux manueHToB.

VYV nmanueHToB ¢ 1uabeTH4eCKUM KEeTOalM1030M, BO3ZHUKIIUM BO BpEMs JICUEHUS MHTMOUTOPOM
SGLT2, He pexomenmyercsi Bo30OHOBiIeHHE Tepanuu wHrHOUTOpoM SGLT2, ecnu He ObLN
BBISIBJIEH U YCTPaHEH JPYroil sSIBHBIN IPOBOLMPYIOLIHH (pakTop.

B wuccnenoBannm nanarnm¢uo3dHa y TAMEHTOB C CaXapHbIM Aua0eToM 1-ro Thma 4acrto
OTMEYaJIOCh Pa3BUTHE auabeTHYecKoro keroamunosa. Jlamarnuduo3uH He cieayeT NMPUMEHSThH
JUIS JIGYCHUS TTAIeHTOB C CaXxapHBIM quadeToM 1-ro Tuma.

Hexpomuzupyrowuii ¢hacyuum npomesicnocmu (canepena @ypuve)

Coo0mu1anock 0 MOCTPETUCTPAIIMOHHBIX CIIy4YasiX HEKPOTH3HPYIOUIETo (aciuuTa MPOMEKHOCTH
(ranrpenst @DypHbE) y OKEHIIMH M MYXKYHH, NpUHUMAOmuX HHruoutoper SGLT2
(cm. pazmen 4.8.). DTo pemkoe, HO Cephe3HOE W YrpoJKaroliee >KH3HH 3a0oJieBaHHE, KOTOPOe
TpeOyeT HEOTIO)KHOTO XHPYPTHYECKOTO BMEMIATENhCTBA M MPHUMEHEHUS aHTHOWOTHKOB.
[TarmenTaM peKOMeHITyeTCsl OOpaTUTHCS K Bpady B TOM Ciydae, €CJIM Y HUX IMOSBUJINCH OO0JIb,
qYBCTBUTEILHOCTD TPU MPUKOCHOBEHHH, SPUTEMa MM OTEK B 00JIACTH TEHUTAIMN WM 00JIaCTH
MPOMEKHOCTH B COYETAHWHM C JHMXOpaaAKod u HexgoMmoranuem. ClieyeT MTOMHHTH, YTO
yporeHuTanbHas wuHGpekuus 0o  abcrecc  MPOMEKHOCTH  MOTYT — IPENIIeCTBOBATH
HEKPOTU3UPYIOLIEMY (aCIHHTY.

[Ipu monmo3penun Ha ranrpeHy DypHbe npumeneHue mnpenapata [lamadopc momkHO OBITH
MPEKpPalIeHO ¥ HA4aTO He3aMeUIMTENbHOE JIeUeHHe (BKIItoYasi aHTUOMOTUKU M XUPYPTHUECKYIO
00paboTKYy).

Hngpexyuu mouesvigoosuux nymei

OKCKpelusi TIIOKO3bI C MOYOW MOXKET OBITh CBSi3aHA C MOBBIIIEHHBIM PHUCKOM HWH(EKIUN
MOYEBBIBOJAIMX MyTed. [losToMy mpu JnedeHuM mnuenoHeppUuTa HIM YpOCEIcHuca CleayeT
paccMOTpPeTh BO3MOXKHOCTH IMPUOCTAHOBKH TE€PANUU Aanarin(Io3HHOM.

Tayuenumut nosicunoco eospacma (> 65 nem)

VY nmanumeHToB MOXWIOro Bo3dpacta puck cHikeHuss OLIK MoskeT ObITh MOBBIIIEH, U UM Yalle
HA3HAYaI0T JUYPETUKU.

[TaneHThl MOKUIIOrO BO3pacTa 4Yalle UMEIOT HapylleHHe (QYHKIMHM MoYyeK W (MJIM) MOJy4aroT
JICYEHUE TUIMOTEH3UBHBIMM IpenapaTaMH, KOTOpPblEé MOTYT BBI3bIBATH W3MEHEHHE (PYHKIUU
MOYeK, TAKUMHU KaK MHTUOUTOPBI aHTMOTeH3uHIpeBpatatoniero pepmenta (AIID) u 6mokaropsl
peuentopoB anruoreHsuHa (bPA) Il tuma 1. /{7 manueHTOB MOMXKHUIIOTO BO3pacTa MPUMEHUMBI
T€ € PEKOMEHJAlUU B OTHOLIEHWH (YHKIMU IOYEK, YTO MU JUId JPYTUX MalMEHTOB (CM.
paznensi 4.2.,4.8.,5.1.).

Xponuueckas cepoeunas HeOOCmMamo4HoCms
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OIbBIT  IpUMEHEHUs  jJanariugiao3rHa Yy — [MalMeHTOB € XPOHUYECKOM  cepledHoit
HeJoCcTaToYHOCThIO [V dhyHKIIMOHANIBHOTO Kiacca 1o kinaccudukamuu NYHA orpanudes.
Hngpunempamuenas kapouomuonamus

[Tpumenenue npanarnmuio3uHa y TNALUMEHTOB C HMHQWIBTPATHBHOM KapAMOMHOIATHEW He
H3y4ajoch.

Amnymayus HUMNCHUX KOHeYHOCmelu

VYBenuueHue cilydyaeB aMIyTallMM HUKHUX KOHEYHOCTEH (B MEpBYIO Odepenb, MajblEeB CTOIIBI)
HAOMI0JAIOCh B JOJITOCPOYHBIX KIMHWYECKUX HCCIIEJOBAHUAX HPUMEHEHUs] WHTHOMTOpPOB
SGLT2 y manueHTOB C caxapHbIM aua0eToM 2-ro THma. Hew3BecTHO, SBISETCS JI 3TO
sddexkrom mnpenapatoB kimacca SGLT2. IlammenTam ¢ caxapHbIM JHa0ETOM Ba)KHO
PEKOMEHIOBATH MTOCTOSHHBIN MPO(PHIAKTUIECKHUIA YXO/T 332 CTOMaMH.

Oyenxu pe3y1bmamos anaiusa Movu

BenenctBue MexaHmsma AEHCTBHS Tpermapara pe3ylbTaThl aHAIW3a MOYHM Ha TJIOKO3Y Y
MAIMEHTOB, MPUHUMAIMUX mpenapat lamadope, OyayT monoKuTeIbHBIME.

BcnomorarensHble BenecTna

Jlakxmoswi Mmonoz2uopam

[TarmenTaM € penko BCTpPEHAOMIEHCS HACIEACTBEHHOM HENEPEHOCHMOCTBIO TajlaKTO3bl,
JNeUIMTOM JIaKTa3bl WIH TIIOKO30-TAIAKTO3HOW MalibabcopOImeit He ciaenyeT MPUHUMATh 3TOT
npenapar.

Hampuii

Jannblil ipemapat conepxuT Mmenee 1 Mmmonb Hatpus (23 mr) Ha 1 Tabnerky, T. €., IO CyTH, HE
COJZIEP>KUT HaTpHsL.

4.5. BsaumopeiicTBHe ¢ JAPYIrHMH JICKAPCTBEHHbIMHM MNpenaparaMd W [pyrue BHABI
B3aHMOeiicTBHS

dapMakoIMHAMUYECKOE B3aUMOJIEHCTBUE

Jluypemuxu

Janarnudno3uH MOXKET YCWIMBaTh JUypeTHYeCKHd JPPEKT THA3HIHBIX U IETICBBIX)»
JMYPETHKOB W TOBBINIATh PUCK Pa3BUTUS O0C3BOKMBAHUS U apTEPHAIbHON THUIMOTCH3UU (CM.
pasnen 4.4.).

Hncynun u npenapamel, nogvluiaroujue ceKpeyuro UHCYIuna

Ha ¢oHe nmpumeHeHWs] WHCYJIMHA W TMPENapaToB, MOBHIMAKIIMX CEKPEIUI0 HHCYIHHA, MOXKET
pa3BUThCS TUHOMIHKeMHs. [109TOMY C I€JIbI0 CHM)KEHHS PHCKa Pa3BUTHUS TMIOTJIMKEMHH MPU
OJTHOBPEMEHHOM ITPUMEHEHHH Janarin(io3uHa ¢ HHCYJIMHOM WM MPEnapaToM, MOBBIIIAIONIAM
CEKpELMI0 HMHCYJIMHA, MOXET MNOTpeOOBaThCS CHIKEHHE [03bl WHCYJIMHA WM Ipernapara,

MOBBIIIAOIIETO €r0 ceKpenuto (cM. pazzaeinsl 4.2., 4.8.).
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DapMaAKOKNHETUICCKOE B3aUMOACUCTBHUE

Mertabonmu3m  ganarmudiao3uHa — MPEUMYIIECTBEHHO  OCYIICCTBIISICTCS  HOCPEICTBOM
TIIOKYpOHUIHON KoHbloranuu noj aeictsuem UGT1A9.

B xonme wuccrnemoBanmii in vitro manarnu@iIo3WH HE HMHTHOMPOBANT H30(EPMEHTHI CHCTEMBI
muroxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2De6,
CYP3A4 u ve unaynupoan uzopepmentsl CYP1A2, CYP2B6 wiu CYP3A4. B cBsi3u ¢ 3Tum
HE OXXUJAeTCs BIMSHUS Janariugio3sMHa Ha MeTaOONMYeCKUil KIUPEHC COIMyTCTBYIOIINX
IpenapaToB, KOTOPbIE METa0OIU3UPYIOTCS MO ACUCTBHEM 3TUX N30(EPMEHTOB.

Bausanue opyeux nexapcmeeHHbIX npenapamos Ha 0ana2iughio3un

HccnenoBannsi B3aMMOJACHCTBHH C yYacTHEM 3J0POBBIX JOOPOBOJIBLEB, MPEUMYIICCTBEHHO
MPUHAMABIINX OJHOKPATHYIO 03y Iperapara, IMOKa3ald, 4TO METGOPMHH, IHOTIMTA30H,
CUTATJIMIITHH, TIUMENHPHI, BOIIN003a, THIPOXJIOPOTHA3H[, OyMeTaHW[, BajcapTaH WIIH
CHUMBACTATHH HE OKa3bIBAIOT BIMSIHUSA HA PapMaKOKWHETHKY Janarinugio3uHa.

[Tocne coBMecTHOro MpUMEHEHHs nanariuduio3uHa ¥ pudaMIumHa, WHIYKTOpa pa3iIHdHBIX
aKTUBHBIX TPAHCIIOPTEPOB U (PEPMEHTOB, METAOOIU3UPYIOMINX JICKAPCTBEHHBIC MpEraparsl,
OTMEUYEHO CHIDKEHHE CHCTEeMHOM SKCIO3WUIMH (TUIOMIAIh TOJ KPUBOM «KOHIICHTPALUS-BPEMSDY
(AUC)) mamarmudno3mna Ha 22 % Tpu OTCYTCTBUM KIMHUYECKH 3HAYMMOTO BIUSHUS Ha
CyTOYHOE BBIBEJICHHUE TITIOKO3bI ToukaMu. He pekoMeHayeTcss KoppeKTHpOBaTh 03y Mpernapara.
KnuHuueckn 3HaYUMOTO BIUSHUS MPHU NMPUMEHEHUW C JPYTUMHU WHAYKTOpaMH (Hampumep, C
kapOamMasenuHoM, (EHUTOMHOM, (heHOOapOUTAIOM) HE 0XKHIACTCS.

[Tocne coBmecTHOro mMpUMEHEHUs Aanarindiao3nHa U MedeHaMOBOW KHCIOTH (MHrHOUTOpa
UGT1A9) ormeueHo yBenuueHue Ha 55 % CUCTEMHOW SKcmo3uimu ganariudio3uHa, HO Oe3
KIMHUYECKH 3HAYMMOTO BJIMSHHMS HA CYTOYHOE BBIBEJCHHE TJIOKO3bl Moukamu. He
PEKOMEHyeTCsl KOPPEKTUPOBATh 103y Mpenapara.

Bnusanue oanaznughnozuna na opyeue nekapcmeeHntvle npenapamul

OnHOBpeMEHHOE NpPUMEHEHHE Janariauduio3uHa W MpernapaTroB JHUTHS MOXKET IPHUBECTH K
CHIDKEHHUIO KOHIIEHTPALIMU JIUTHS B CBIBOPOTKE KPOBH H3-32 BO3MOXKHOTO YCUJICHHUS BBIBEICHHS
JUTHA ¢ MOYOU. MoxkeT moTpeOoBaThCsl KOPPEKLIMs A03bI IpenapaTa JUTHS.

B uccnenoBanusaX B3auMOJEHCTBUI € y4acTHEM 30POBBIX JOOPOBOJIBIEB, TPEUMYLIECTBEHHO
OJTHOKPATHO NMPHUHHUMABIIUX J103y Mpernapara, Janariu(o3uH He BIHI Ha (apMaKOKUHETHUKY
MeT(GOpMHUHa, MUOTIUTA30Ha, CUTATJIUITHHA, TIMMEITUPUAA, THAPOXIOPOTHA3HIA, OyMETaHU A,
BaJicapTaHa, AUrokcuna (cyocrpat P-gp) unm Bapdapuna (S-Bapdapun, cydcrpar nzodepmenra
CYP2C9), wim Ha aHTUKOATYyISITUOHHBIA 3¢ QeKT, olleHHBaeMbld TO0 MexayHapoaHOMY
HopManu3oBaHHOMY oTHomenuto (MHO). [Ipumenenne ogHOKpaTHOW m03bI Aanariaugio3uHa

20 mr u cumBactatuHa (cyoctpara nzopepmenta CYP3A4) npusoauno x nosbimenuto Ha 19 %
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AUC cumBacratuHa 1 Ha 31 % AUC cumBacTaTHHOBOH KUCIOTHL. [IOBBINICHHE SKCTIO3UIMN
CHUMBAacCTaTHHA U CHMBACTAaTUHOBOM KHUCIIOTHI HE CUUTACTCS KITMHUYCCKH 3HAYUMBIM.

Brusnue na onpedenenue 1,5-aneuopoenioyumona

OneHKa TIUKEMHYECKOTO KOHTPOJII C TOMOINBIO OINpeneneHus 1,5-aHruaporimonuTona He
PEKOMEHJyeTCs, TIOCKOJIbKY H3MepeHue |,5-aHTUApOTIIIONUTONa SBISETCS HEHaJSKHBIM
METO/IOM JUIS MAIEeHTOB, NpUHUMaoMKX HHrHOuTopsl SGLT2. [[ns oLeHKH TIMKeMUYeCKOTo
KOHTPOJIS CIIEyeT UCTIONIb30BaTh AJIbTePHATHBHBIE METO/IBL.

Jlpyeue 83aumodeticmeus

BnusiHue KypeHus, AWETHl, IpUeMa PAaCTHTENbHBIX MPEnapaToB M YIOTPEOJICHUs alKOrois Ha
napameTpsl (papMaKOKWHETHKHU Janarin(io3uHa He H3y4aiocCh.

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTB

OTCYTCTBYIOT JaHHBIE O TPUMEHEHWW namnarmudio3mHa y OCpeMEeHHBIX JKEHIIMH. B
TOKJIIMHUYECKUX HMCCIICTOBAaHMIX Ha KpbhICaX ObLIA BBISBICHA TOKCUYHOCTD JUIS PAa3BUBAIOIICHCS
MOYKH B TIEPUOJT BPEMEHH, COOTBETCTBYIOIIMIA BTOPOMY M TPEThEMY TPUMECTpaM OepeMEHHOCTH
genmoBeka (cM. pasgen 5.3.). [losromy mpumeHenue mamarinio3MHa HE PEKOMEHIYETCS BO
BTOPOM U TPETbeM TpuMecTpax OepeMeHHOCTH. [Ipu moaTBepkKIeHHH OCPEMEHHOCTH Tepamus
Janaryin@io3nHOM JIOJDKHA OBITH ITPEKpalieHa.

I'pynHoe BckapMiInBaHEe

HeusBecTHO, mpoHWKaeT iu ganariau@io3uH W (WIM) €ro HEAaKTUBHBIE METaOONUTHI B
IPyIHOE MOJIOKO.

JocTtynHbie  ¢apMakoIMHAMHUYECKHE/ TOKCUKOJIIOTHUECKHE HCCICOBAaHUS HA IKHUBOTHBIX
MOKa3aJy, YTO Janariau@Io3uH/ero MeTaO0OIHUThI BBIICNIAIOTCS B MOJIOKO, a TaKKe HMEIOT
(apMakoIOrHUECKu OnocpeioBaHHbIe AP (HEKTH Y BCKApMIIMBAEMOT0 IOTOMCTBA (CM. pas3jies
5.3.). B cBsi3u ¢ 4yeM pHUCK AJii HOBOPOXACHHBIX/MIIAJICHIIEB HE MOXKET OBITh HMCKIIIOUCH.
Janarnudno3ut He cieayeT NPUMEHSTh B IEPUOJ TPYAHOTO BCKapMIIMBAHMS.

PepTUIEHOCTD

Bnusaue nanarmuguioznHa Ha (QEepTHIBHOCTH y YENIOBEKa HE M3y4aloch. Y CaMIOB M CaMOK
KpBbIC Aanarinao3uH He OKa3bIBajl BIUSHUS Ha (ePTUIBLHOCTD.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSTH TPAHCNOPTHBIMHU CPEACTBAMH WU PadoTaTh C
MeXaHMu3MaMH

HccnenoBanuil 1mo M3y4yeHHIO BIMSHMS Aanarin@io3MHa Ha CIIOCOOHOCTh K YIPAaBICHHUIO
TPAHCIIOPTHBIMU CPEACTBAMU U pabOTE C MEXAaHU3MAMHU HE MPOBOMIIOCH.

4.8. HexkenarejibHbIE peakiun

Pesrome HDO(bI/IJ'ISI 0e30MacHOCTH
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Caxapnsin ouabem 2-2o0 muna

B knuandeckux wuccnemoBanusx 6Gosee 15 000 mamueHTOB ¢ caxapHbIM Jua0eTOM 2-TO THIIA
MOJIyYaJId TePaIHIO Aanarian(Io3HHOM.

[lepBuuHas oreHkKa OE30MACHOCTH W TEPEHOCHMOCTH ObLIa TNPOBEACHA B IPEIBAPUTEIHHO
3alaHHOM O00ObequHEeHHOM aHaimm3e 13  KpaTkocpouHbix (1o 24 Henmenb) tuianebo-
KOHTPOJHMPYEMBIX HCCIIeOBaHUH ¢ yyacTueM 2 360 manueHToB, MOTy4YaBIIUX Jarnariugio3uH B
no3e 10 mr, u 2 295 manueHToB, MOTYYaBIINX Maneoo.

B uccnenoBannu cepe4HO-COCYAUCTHIX UCXOIOB Hanarango3nHa Mpy caxapHoM auadere 2-To
tuna (uccnepoBanue DECLARE, cm. pazgen 5.1.) 8 574 manuenTa nomydanu ganariudio3ud B
no3e 10 mr, u 8 569 manMeHToB MOMyJaay TIanedo Mpu CpeTHei POIOIDKUTEIEHOCTH TePaIuu
48 mecsnes. B nenom, cpennss sxcno3unms qanariudiuo3uHa cocraBuia 30 623 manueHTo-JeT.
Haubonee wacteimu HP, oTMeueHHBIMH B KIIMHUYECKUX HCCIICNOBAHUIX, OBUIM TCHHUTAJIHHBIC
WHPEKINH.

Pe3roMe HeXeIaTeIbHbIX peaKIni

HP, oTMedeHHbIE B MIae60-KOHTPOIMPYEMBIX HCCIIEI0BAHUSX'

nanarnu@ao3uHa M IpH
MOCTPETUCTPANIMOHHOM HAOJIOICHUH, PACTIPECIICHBI [0 CHCTEMaM OPTaHOB COTJIACHO TIEPEUYHIO
cucremHo-opranHo knaccudukanuu (COK) u gacrore pasButus: odeHb yacto (> 1/10), vacto
(> 1/100, 1O < 1/10), Heuacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, Ho < 1/1 000), oueHBL
peaxo (< 1/10 000), yactoTa Heu3BecTHA (HEBO3MOXHO OINPEICTUTh HA OCHOBAHHWH JIOCTYITHBIX
nanubix). HP He ObutH 10303aBUCHMBIMHU.

Hugpexyuu u uneasuu:

4acTO* — By/JIbBOBATMHUT, GANAHHUT M CBS3aHHBIE C HUIMU T'eHUTAIbHBIE HHPEKIHH >, HHEKIHH
MOYEBBIBOAIIMX myTeit >*;

HeYacTo** — rpuOKOBbIe HHPEKIMOHHbIE 3a00/1eBaAHUS |

OYEHb PEJIKO — HEKPOTU3UPYIOLIUIA (haCIMHUT IIPOMEKHOCTH (ranrpeHa OypHbe)>’.

Hapywenus memabonuzma u numanus:

OYEeHb YacTO — THUIOTIWKeMHsl (IIPU TPUMEHEHWH B KOMOWHAIMU C TMPOU3BOIHBIM
Cynb()OHUIMOUYEBHHBI UM HHCYITHHOM);

He4yacTo** — CHIDKEHHE OLIKZ’S, Kaxaa

penKo — nabeTHuecKkuii KeToaru 103 (Mpy NPUMEHEHNH MIPU caxapHoM auabete 2-ro Tuna)>>!!,
Hapywenusi co cmoponul nepenoti cucmembwl:

4acTo* — roJIOBOKPYKCHHE.

JKenyoouno-xuuieunvie HapyueHus:

HewyacTo™* — 3amop™**, cyXocTh CIM3UCTOM 000JOUKH MOJOCTH pTa*™,

Hapywenus co cmopoHul Kodtcu u NOOKONICHBIX MKAHEU:

10
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YacTo® — KOXKHas ChITb ',

OYEHb PEIKO — AHTHOHEBPOTUYECKUI OTEK.

Hapywenus co cmoponl Mbluieunotl, ckeiemHoll U coeOUHUmMenbHO MKAHU:
gacTo® — 00Jb B criMHE™.

Hapywenus co cmoponwl nouek u mouesbl800auux nymeii:

4acTo* — nu3ypus, nonuypus °;

HEYACTO** — HUKTYpUS

OYEHb PEIKO — TYOYIOMHTEPCTHLIMAIBHBIN HEPPUT.

Hapywenus co cmopoHul penpooyKmueHOU cucmemvl U MOJIOYHBIX HCee3:
HevacTo** — BylIbBOBarMHAIBHBIN 3y 1**, reHUTANBHBIN 3y 1™ *.
Jlabopamopnuvie u uncmpymenmanvrvle OaHHble:

yacro* — I[I/ICJ'II/IHI/I,Z[CMI/Iﬂg, IOBBIIICHUC 3HA4YCHUA FCMaTOKpI/ITa7, CHMJKCHHUEC IIOYCYHOTI'O

KIHMpEHCa KPeaTHHMHA Ha HAYaJIbHOM dTarle Teparnuu’;

HE4acTo™* — MOBBILIEHHE KOHLEHTPALMUd MOYEBUHBI B KPOBU™*, MOBBIINIEHHWE KOHIEHTpaLUU
KpeaTHHUHA B KPOBH HAa HAYaJILHOM dTalle Tepaluy >, yMEHbIIEHHE MACcChl Tena**.

! IpencraBnensl naHHbIE NpPUMEHEHMs TNpenapata g0 24 Helelb (KPaTKOCPOYHAs TEpArusi)
HE3aBHCHUMO OT IpHeMa JIOTOJIHUTEIBHOTO TMITOTJIMKEMUYECKOT0 TIpernapara.

2 CM. COOTBETCTBYIOIMIA MOIpa3ien HUxkKe (111 HOTy4eHH s JONONTHUTEIbHOM HHPOPMAIIUH).

> By/nbBOBArMHHUT, OAlaHUT U CBA3aHHBIC C HHUMH TCHUTAJIbHbIE HMH(EKIMH BKIIOYAIOT,
HampuMmep,  CIEyIOIIMe  3apaHee  ONpENENICHHbIE  NPEANOYTUTENbHbIE  TEPMHUHBI:
BY/bBOBarMHalbHAss TPUOKOBas WMH(QEKIMs, BaruHaimbHas WHQEKIus, OamaHWT, TPUOKOBas
MHQEKIHs MOJOBBIX OPraHOB, BYJIbBOBATMHAJIBHBIN KaHHMI03, BYJbBOBATHMHUT, KaHHJIO3HBIH
0aaHWT, TCHUTAIBHBIN KaHINU03, NH(MEKINS MOJIOBBIX OPTraHOB, HH(MEKIINS TOJIOBBIX OPTaHOB Y
MYKYHH, HTHQEKIUS TOJIOBOTO YWICHA, BYJIBBHUT, OaKTepHAIbHBIA BaTHHUT, a0CIIECC BYIIBBHI.

4 Mndexius MOYEBBIBOAAIIMX MyTeil BKIIOYAET CIEAYIONIME HPEANOYTUTEIbHBIE TEPMUHBI,
MepPEeYNCIICHHbIE B MOPSAIKE yObIBaHHMSA YacTOTHI: MH(EKLHS MOUYEBBIBOISIIIMX MYyTEH, IUCTUT,
nHQpEKIUs MOYEBBIBOJSAIIMX IyTed, BbI3BaHHAs OakrtepusMu poja Escherichia, ungpexuuns
MOUYEIOJIOBOM CHUCTEMBI, MUETOHE(DPUT, TPUTOHUT, YPETPUT, UH(EKIHS TOYEK U IPOCTATHT.

>  Cumxenne OIIK BKIIOYaeT, HampuMep, CJIEIyIONIME  3apaHee  OINpE/E/CHHbIE
NPEANOYTHTEIbHBIE TEPMHUHBL: 00€3BOKUBAHNE, THITOBOJIEMHUS, apTepUalIbHAsI THITOTEH3HUS.

® Monuypus BKIIOYAET MPEATNIOYTUTEIbHBIE TEPMHUHBL HOJUIAKUYPHS, MONHYPHS M yCHIICHUE
Iypesa.

7 CpenHue M3MeHeHHUs 3HAYEHUs TeMaTOKPUTa OT MCXOIHBIX 3HadeHui coctaBumu 2,30 % B

rpynmne panarmuduosuHa 10 Mr mo cpaBHenuto ¢ -0,33 % B rpynme ruiane6o. 3HaueHHA

11
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remarokpura > 55 % ormeuens! y 1,3 % manueHtoB, nmonydaBmMx jganaraugiosud 10 mr, no
cpaBHeHuto ¢ 0,4 % nanueHToB, MOTyYaBLIMX IU1aLeoo.

8 Cpennee u3MeHeHue creyrOIUX MoKasaTesiel B IIPOLEHTAaX OT MCXOHBIX 3HAYEHMH B IpyTIre
namarnuguiosuaa 10 Mr u rpynmne miuane60 COOTBETCTBEHHO COCTaBHIIO: OOLIUI XOJIeCTepHH
2,5 % no cpaBHenuto ¢ 0,0 %; xonecrepuH aMnonpoTeMHoB Bbicokoi motHoctu (JITIBII) 6,0 %
10 CpaBHEHUIO C 2,7 %; XOJeCTepuH JIMIONPOTenHOB HU3KOM muotHoctu (JIITHIIL) 2,9 % mo
cpaBHeHuUIO ¢ -1,0 %; Tpurnuuepunst -2,7 % no cpaBHenuto ¢ -0,7 %.

9 Cwm. pazzien 4.4.

1 HP ormeueHa npu MOCTperucTpanvoHHOM HaOmoaeHud. Chilb BKIIOYAET CIEAYIOIINE
IIPEINOYTUTEIbHBIE TEPMHUHBI, [IEPEUUCIICHHBIE B MOPSJIKE YaCTOTHI Pa3BUTUS B KIMHUYECKHUX
UCCIICIOBAHUAX: CBIIIb, TCHEPAJIM30BaHHAS ChIIIb, 3yAALIAas ChIIIb, MAaKyJe3Has CBHIIb,
MaKyJIonamyJie3Hasi ChIllb, MyCTYJI€3HAsl ChINb, BE3WKYJIE3HAs CHINlb, SPUTEMAaTO3Hasl ChIlb. B
TTane00-KOHTPOIUPYEMBIX KIMHUYECKMX HCCISIOBAHUSAX U HCCICIOBAHUSAX C AaKTHBHBIM
KOHTpoJIeM (Tpymia, moixydyaBmas ganariaugiaosns: n =5 936, konTponbHas rpynmna: n =3 403)
94acTOTa PAa3BUTHUS CHINM ObLIa CXOXEW y MAallMeHTOB, MoyydaBmux fanarauduosus (1,4 %), u
MAIMeHTOB B KOHTpoJbHOU Tpymme (1,4 %).

""" OTmedeHO B HCCIENIOBAaHMM CEPCYHO-COCYUCTHIX HCXOJA0B Y MAIMEHTOB C CaXapHBIM
muaberom 2-ro tuna (DECLARE). YactoTa ocHOBaHa Ha roJJOBOM IOKa3aTede.

* OTmeueHsl y > 2 % manuenToB U Ha > 1 % yare u y O0JbIIero KoJM4ecTBa MalMeHToB (Kak
MUHUMYM Ha 3) B rpymnme ganariidao3ura 10 Mr o cpaBHEHHIO ¢ TPYNION Tuianeoo.

** OueHeHbl UCCIIE0BATEIEM Kak BO3MOXKHO CBSI3aHHbIEC, BEPOSTHO CBSI3aHHBIEC MJIM CBSI3aHHBIC
¢ uccaenyeMon tepanuei u orMedeHsl y > 0,2 % nanuenToB U Ha > 0,1 % yamie u y 6onbiiero
KOJIMYECTBA MAlMEHTOB (KaKk MUHUMYM Ha 3) B rpynne ganarinudaosuda 10 Mr mo cpaBHEHHIO €
rpyImnoi miamedo.

Onucanne orTnenpHeix HP

Bynveosacunum, banranum u ceéazanHvle ¢ HUMU 2eHUMANbHble UHGeKyuU

B oObenuHeHHBIX NaHHBIX MO Oe3omacHOCTH 13 WccienoBaHUN BYJIBBOBAarMHMUT, OallaHUT U
CBSA3aHHbIE C HHUMHU TeHHUTaJbHble MH(pEKuun oTMmeueHel y 5,5% wu 0,6 % mnanueHros,
NpUHUMaBIIMX Jnanariau@uo3sud 10 Mr u mianebo COOTBETCTBEHHO. BONBIIMHCTBO MHGEKIUi
ObUTM €1a00 WM YMEPEHHO BBIPAKEHHBIMM; HAYallbHBI Kypc CTaHAAPTHOW Tepamnuu ObuI
3¢ ¢eKTuBeH, B CBSI3M C YeM NalMEHThl PEAKO MpeKpalalyd IMpHeM JanarauduosnHa. OTH
MH(pEKIUHU Yalle pa3BUBAIUCH Y KeHIIUH (8,4 % u 1,2 % npu npuMeHeHUH Janariandiao3uHa u
ianedo COOTBETCTBEHHO), a Yy TALMEHTOB C TaKUMHM WHQEKIHSIMUH B aHaMHE3€¢ OHM 4Yalle

peuuanBUPOBAJINA.
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B uccicnoBannn DECLARE konnuecTBO manueHToB ¢ cepbe3HbiMA HP B BHIe TeHUTAIBHBIX
nHpeKui ObUT0 HEOONBITNM 1 cOaTaHCUPOBAHHBIM: IO 2 MAlMeHTa B rpymIe aanarinduo3nHa
U Tpymnmne miane6o.

Hexpomuszupyrowuii pacyuum npomescnocmu (eaneperna @yphve)

Coo01manock 0 MOCTPErHCTPALMOHHBIX CIIy4asX pa3BUTHs TraHrpeHbl dypHbe y MalMEHTOB,
npuHuUMaronux uaruoutopsl SGLT2, Brnrovast nanarnudiosus (cMm. pazaen 4.4.).

B uccnenopannu DECLARE y 17 160 manueHToB ¢ caxapHbIM TUabeTOM 2-T0 THUTIAa U MEAHAHOMN
BO3/IeiicTBHS 48 MecsIeB BCero ObUIO 3aperucTpupoBaHo 6 ciaydaeB ranrpeHsl Oyprbe: 1 B
TpyIIe, MOdyYaBiIei nanaraudIio3rnH, H 5 B TPyIIe miamnedo.

T'unoznuxemus

Yacrora pa3BUTHS THIOTIMKEMHH 3aBUCENa OT THMa 0a30BOM Tepamuu, HCIOJIB3yeMOH B
KITMHIYECKUX UCCIICIOBAHUAX CaxapHOTO nuadera 2-To THIIA.

B wuccrnenoBaHmsax mamarnudguio3nHa B KadyeCcTBE MOHOTEpANMM, B KadyeCcTBE JJ00ABICHUS K
MeTGOopMUHY M B KadecTBe J00aBIeHHS K CHUTarIMNTHHY (¢ MeTgopMuHOM wiam 0e3
MeT(GOpMHUHA) MPOAOIKUTENBHOCTRI0 10 102 Hemenp wacToTa pa3BUTHSA SIU30J]I0B JIETKOM
THIOTTIMKEMUN OblTa cxoked (<5 %) B rTpymmax JedeHws, BKIodas Iuiane6o. Bo Bcex
WCCIICJIOBAHUAX SIU30AbI TSDKETIOW THITOTIMKEMHH OTMEUEHBI HEYacTO, W WX YacToTa Obuia
COIIOCTaBUMa MEXY IPYNIION Aanariaugao3uHa 1 mianeoo.

B nccnenoBanmsax manarinu@io3nHa B KadyecTBe 100aBICHHS K Ipenapary Cyib(OHUIMOYESBHHBI
WM TIpeTiapaTy MHCYJIMHA OTMeueHa 0oJiee BRICOKasi 4acTOTa THIOTIMKEMUH (cM. pasaen 4.5.).

B wuccnenoBanum noGaBnenust nanarmudiuo3uHa K rimMenupunay Ha 24 w48 Hemensx
HE3HAYHUTEIBHBIE SMU30/bI TUIIOTJIMKEMUN PErHCTPUPOBANIMCH Yallle B TPYMNIE Janarindo3nHa
10 mr u rmumenupuna (6,0 % u 7,9 % coOTBETCTBEHHO), YEM B IpyIIe Tuanedo u rIuMenupuaa
(2,1 % u 2,1 % COOTBETCTBEHHO).

B uccnenoBannu no6asieHus nanariauduio3nHa K mpernaparaM MHCYJIMHA 3MU30/bl BBIPAXKEHHOM
TUNOrauKeMun Obutn  3apeructpupoBanbl y 0,5% wu 1,0 % mnanueHToB, MOIy4aBIIUX
nmanarauguosud 10 Mr u npenapatel HHCYAMHA Ha 24 1 104 Hepensx cooTBeTcTBEHHO, Uy 0,5 %
MAIMEeHTOB, MOJIy4aBIIMX IUIanebo U mpenapatbl MHCynuHa Ha 24 u 104 Hemensx. Ha 24 u
104 Hegensx  HE3HAUUTENbHBIE  OMU30Abl  TUIOTJIMKEMHH  ObUIM  3aperucTPUPOBAHBI
cootBercTBeHHO Yy 40,3 % wu 53,1 % mnaumenToB, noiy4aBmiux jpanarauguosuH 10wmr u
npenaparbl UHCYAMHA, Uy 34,0 % u 41,6 % nauueHToB, MOJyYaBIIMX IUIaLe00 U IMpernaparbl
UHCYJIMHA.

B wuccnegoBanum  noGaBneHuss — panmarauguio3uHa K MeTQOPMUHY M IIpenapary
Cyab(OHUIMOYEBUHBI 710 24 Heseab He ObLJIO 3aperuCTPUPOBAHO HU OJHOTO 3MM307a TAKEIOH

runorinukeMun. HesHaunTeabHbBIE 3MHU30/1bl THIIOTIMKEMHH ObLTH 3apCruCTpUPOBAHBI Y 12,8 %
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TALNCHTOB, MOJIy4aBIIMX Aanarauguo3ud 10 Mr B coueTaHuH ¢ MET(GPOPMHUHOM U IpenapaTtaMu
Cyab(GOHUIMOUYEBUHBI, M Yy 3,7 % DalMeHTOB, NOJIYYaBIIMX IUIAlE00 B COYETAHUH C
MET(HOPMUHOM U MPOU3BOIHBIMHU CYIIb(POHUIMOUYEBHHBI.

B wuccnenoBanuu DECLARE He oTMeueHO TIOBBIIEHHOTO PHCKA PAa3BUTHS  TSHKETIOU
THITOTJIMKEMUH TPU Teparuy Aanariudio3uHoM 1o cpaBHeHHIO ¢ ruianeo. Ciyyan TsDKeNnoi
THITOTJIMKEMUH 3aperucTpupoBanbl y 58 manuentos (0,7 %), momydaBmmx nanarianio3ut, Uy
83 marmenTos (1,0 %), momyuyaBmux mianeoo.

Cuuorcenue OLIK

B 00benHEHHBIX JaHHBIX 10 Oe3omacHoCcTH 13 uccienoanuii HP, ykaspiBaromiyie Ha CHIDKEHUE
OLIK (Bxmrouass cooOmeHuss 00 00e3BOKMBAHHWM, THIIOBOJIEMHH WJIH apTepHATbHOMN
TUroTeH3un), ormedensl y 1,1 % u 0,7 % manueHToB, MpUHUMABIIUX Hanariudosud 10 mr u
mranedo COOTBETCTBEHHO; cephe3Hblie HP ormeuens y < 0,2 % mamueHToB, W OHH OBLIH
COIIOCTaBUMBI B rpymnnax aanarimudiaosuna 10 mr u mranebo (cm. pasznen 4.4.).

B wuccnenoanuu DECLARE konuuecTBO ManuMeHTOB C CHUMITOMaMH{, YKa3bIBAIOIIUMH Ha
camwkenne OLK, 6puto cOamancupoBano Mexay rpymmnamu jnedenus: 213 (2,5 %) u 207 (2,4 %)
B rpymmax gamarimuduodwHa © - 1wianebo  coorBerctBeHHO. Cepnesnsie  HP  Obumm
3apeructpupoBansl y 81 (0,9 %) u 70 (0,8 %) nammenToB B rpymre nanariaudio3uHa U mianedo
COOTBETCTBEHHO. B 1menoM oHM ObumM cOaaHCHPOBAaHBI MEXAY TpYINIaM{ JICYCHUS TII0
BO3PDACTHBIM KaTEropusM, NPUMEHEHHUIO IUYpeTUKOB, AJl ¥ TNPUMEHEHHI0O HWHTHOUTOPOB
ATI®/BPA Il Ttuna 1. V nanuentoB ¢ wucxoguoit pCK® < 60 mn/mun/1,73 M> B Tpynme
nanarimdrosnna orMeueHo 19 ciaydaeB cephesHbix HP, ykaspiBaronmux Ha cHmkenue OLIK, u
13 — B rpymme muane6o.

Jluabemuueckuii kemoayuoos npu caxapHom ouabeme 2 -20 muna

B uccnegosanun DECLARE ¢ Meaunanoii Bo3aeicTBug 48 MeCALIEB CUMITOMBI JUA0ETUUYECKOTO
KeToanuao3a ObUIM 3aperUCTpUpPOBaHbl y 27 MAMEHTOB B rpymmne panariauduoszuHa 10 mr u
12 manenToB B rpynme mane6o. laHHbIE CHMOTOMBI BO3HHMKAQJIM PAaBHOMEPHO B TEUYEHUE
nepuoaa ucciuenoBanus. B rpynmne pamarnudnosuHa w3 27 NAMEHTOB € JHA0ETUYECKUM
KETOoalua030M 22 yeloBeKa IMOJIydalld COMYTCTBYIOIIYI0 MHCYJMHOTEpAui0 Ha MOMEHT
pa3BuTus peakuuu. Ilpeapacnonararoniye K pa3BUTHIO AMA0ETUYECKOTO KeToalu103a GakTopbl
ObUIM OKUIAEMbBIMH JUISI MOMYJISILIMYU C caxapHbIM AuabeToM 2-ro Tuma (cM. paszaein 4.4.).
HUngpexyuu mouesvigoosuux nymeu

B o0beanHeHHBIX AaHHBIX MO Oe3omacHOCcTH 13 MccnenoBaHUil MH(EKIMH MOYEBBIBOISAIINX
nyTed dyaiie OTMEuYeHbl NpH NpUMEHeHuHM nanariaudosuHa 10 Mr, 4em npu NPUMEHEHUH
mwiane6o (4,7 % mno cpaBHeHuto ¢ 3,5 % COOTBETCTBEHHO; cM. paszen 4.4.). bonbmmHCTBO

uH}peKnui OpuIH cabo WM YMEPEHHO BBIPA)KEHHBIMH; HaYaJIbHBIN KypC CTaHAAPTHOM Teparuu
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ObUI D(D(PCKTUBEH, B CBSI3U C YEM IMALMEHTHI PEAKO MpeKpallaid IpuMeHeHHe Janaraugio3ruHa.
Ot MH(QEKUMH yalle pa3BUBAJIKMCh Yy KCHIIUH, a y MalUEHTOB C TaKUMHM HMH(EKUUSIMU B
aHaMHe3€ OHM Yallle peLUANBUPOBAIIH.

B wuccnenoanun DECLARE cepwe3nble cnyuan WHGEKIMA MOUYEBBIBOASIINX MyTel
PETUCTPHPOBATNCH MeHee dYacTo Juid JanariuduiosuHa 10 Mr mo cpaBHeHHIO C IUIaneo:
79 ciyuaes (0,9 %) no cpaBHenuto ¢ 109 (1,3 %) cOOTBETCTBEHHO.

Tlosviwenue konyenmpayuu KpeamuHuna

HP, cBs3aHHbIE C MOBBIIEHNEM KOHUEHTPALMM KPEaTHHNHA, ObUIM CTPYIIIUPOBaHBI (HAIPUMED,
CHIDKEHHE IIOYEYHOTO KIHMpPEHCAa KpeaTMHHWHA, HapylleHHe (YHKIMM TII0YeK, MOBBIIICHNE
KOHIIEHTpAlMu KpeaTnuHHWHa B KpoBu U cHIbkeHHe CK®). B 00benMHEHHBIX MaHHBIX 10
Oe3omacHocTd 13 mccienoBanuii naHHas Tpymma peaknuid Obuta otmeueHa y 3,2 % u 1,8 %
MAIMEHTOB, MOMy4aBIMX nanaringuo3ud 10 Mr u mrane6o COOTBETCTBEHHO. Y MAIEHTOB C
HOPMAJIBHOM (PYHKITMEH MOYeK WM HapylmieHHeM (YHKIMH TMOYEK JIETKOH CTereHU (MCXOIHO
pCK® > 60 mn/mMun/1,73 M%) sTa rpynna peakumii 6bi1a 3apeructpuposasa y 1,3 % u 0,8 %
MAIMEeHTOB, ModydaBmuX mamarmudao3ud 10 Mr u mianebo COOTBETCTBEHHO. DTH peakIuu
yame OTMeYaauch y TamueHToB ¢ ucxopHoit pCK® >30 u < 60 mu/mun/1,73 M* (18,5 % B
rpymre ganaravdiao3uaa 10 mr o cpaBaenuto ¢ 9,3 % B rpymme miane6o).

JomonHuTenbHas oneHka nmanueHToB ¢ HP, cBsa3anHbIMU ¢ (QyHKIHEH MOYeK, MoKas3aia, 4To y
OOJIBIIMHCTBA 3TUX MAIIMEHTOB OTMEUEHO M3MEHEHHE KOHIICHTpAIMH KPEaTHHUHA B CHIBOPOTKE
Ha <44 mxmonb/nm  (<0,5 MI/yT) OTHOCHTEIIBHO HMCXOJHOTO  3HadyeHWs. [loBbInIeHHe
KOHIICHTpAIlMH KPEaTHMHHWHA B IEJIOM OBLJIO BPEMEHHBIM Ha (JOHE MPOAOIDKEHHS TEparuu HiIu
00paTUMBIM TOCIIE TIPEKPAIEHUS TEPAITHH.

B uccnenosanuu DECLARE, BkiroyaBiiieM MaleHTOB MOXKUJIOTO BO3pacTa M MAIMEHTOB C
HapymenueM Qynkiuu nodek (pCK® < 60 mn/mun/1,73 M%), pCK® cHMXkanach ¢ TeUYeHHEM
BpeMeHU B o0eux rpymmax jedenus. Yepes 1 rox tepanuu cpeanee 3nauenne pCK® B rpynmne
Janariau@o3uHa OblJI0 HEMHOTO HUXKE, a uepe3 4 rojia Teparnuy HEMHOTO BbIIIE IO CPABHEHUIO C
rpyImmnoi miamedo.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCKCIATCIbHBIX PCAKIINAX

Baxwno COO6H18.TB 0 MOAO3PCBACMBIX HCKCIIATCIIbHBIX PCEaKIHAX II0CJIC PpPCrucrpauuu
JICKApCTBCHHOI'O Ipfrapara ¢ HCJbO obecreueHus HEMPEPBIBHOI'O MOHUTOPHUHI'A COOTHOILICHHA
«I10JIb3a — PHUCK» JICKApCTBCHHOI'O IIperiapara. Me):[I/ILII/IHCKI/IM pa60THI/IKaM PEKOMCHAYCTCA
COO6H_IaTB 0 II00BIX MoAO3pCBACMBbIX HCIKCIATCIBbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpcIiapara
4YCpe3 HAIMOHAJIbHBIC CHUCTCMbI COO6H_I€HI/I$I 0 HECIKCJIATCIIBbHBIX PCAKIUAX IOCYAApCTB — YJICHOB
EBpaSHﬁCKOFO 9KOHOMHYCCKOI'O COr03a.

Poccuiickas @edepayus
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TO90TZ, T. MockBa, CnaBstHckas 1., 1. 4, cTp. 1

denepanpHas ciyx0a o HaA30py B chepe 3ApaBOOXPAHEHUS

Ten.: +7 (800) 550 99 03

Anpec a11. mouthl: pharm@roszdravnadzor.gov.ru

Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapumieckuit niep., 1. 2a

VII «IleHTp 3KCIepTU3 U UCOBITAHUIN B 3IPABOOXPAHEHUN»

Ten.: +375 (17) 242 00 29

®akc: +375 (17) 242 00 29

Anpec a1, moutsl: repl@rceth.by

Be6-caiiT: www.rceth.by

Pecnybonuxa Kazaxcman

010000, r. Acrana, paiion baiikonslp, yin. A. Imanosa, 1. 13, BI «Hypcayner 2»
PI'TI ma IIXB «HanmoHanpHBIN LEHTP DKCIEPTU3BI JICKAPCTBEHHBIX CPEACTB U MEIULIHHCKHAX
m3nenuiny  Komurtera MemuIMHCKOTO U (apMaleBTHYECKOTO KOHTPOJs MMHHCTEpCTBa
3npaBooxpanenus Pecyonukn Kazaxcran

Ten.: +7 7172 235 135

Anpec 511. moutsl: farm@dari.kz

Beb6-caiit: www.ndda.kz

Pecnybnuxa Apmenust

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

[lenTp sKCTIEPTU3HI JIEKAPCTB U MEAUIIMHCKUX TexHonorui» ['HKO

Tein.: +374 60 83 00 73

Anpec a1, moutsl: info@ampra.am, vigilance@pharm.am, letters@pharm.am
Be6-caiit: http://www.pharm.am

Kuvipevizcrxas Pecnybnuxa

720044, Yyiickas obnacts, T. bumkek, yi. 3-sa Jluaus, x. 25

JlemapTamMeHT JIeKapCTBEHHBIX CPEJICTB M METUIIMHCKUX U3AETUI

Ten.: +996 (312) 21 92 86

Anpec 311. outsl: dlsmi@pharm.kg

Be06-caiiT: www.pharm.kg

4.9. llepeno3npoBka

CHUMOTOMBI
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JlamarmuQIio3nH Oe30maceH M XOPOIIO TEPEHOCHTCS 3J0POBBIMU JOOPOBOJBLIAMH TpPHU
OoJHOKpaTHOM TipueMme B jio3ax 10 500 mr (B 50 pa3 Bblllle peKoMeHIyeMon 103b1). [roko3a
olpeJensiack B MOdYe IOCie TpueMa mpernapara (Kak MUHHUMYM, B TeUeHHE 5 JAHEH mocie
npuema 103bl 500 Mr), mpH 3TOM HE BBIABICHBI Cllydad OO0E3BOKHMBAaHUS, apTepUabHOMN
THITOTEH3UH, 3JEKTPOIIMTHOTO AucOaIanca, KIMHIYECKH 3HAaYUMOro BiusiHUS Ha nHTepBan QTc.
YacToTa pa3BUTHs THUIIOTJIMKEMHHM ObUIa CXOXeil ¢ wyacrtorod mnpu mnpueme ane6o. B
KJIMHUYECKUX MCCIIEOBAHUSAX Y 3/I0POBBIX JOOPOBOJIBIEB U MAIEHTOB C CaxXapHBIM IuabeToM
2-ro THIMA, TPUHUMABIIMX TMpenapar OJHOKpaTHO B jgo3ax g0 100wmr (B 10 pa3 Beime
MaKCHUMaJIbHOM PEKOMEHIYyeMOH /103bl) B T€UCHHE 2 HeNeNb, YaCTOTa Pa3BUTHS THUIIOTIMKEMUHN
ObLTa HEMHOTO BHIIIIE, YeM TIpH TiprueMe 11aneo, 1 He 3aBucesna ot 1036l Yacrora pazsutus HP,
BKJTIIOYasi 00€3BOKMUBAHKE WIIM apTEpUATbHYIO THIIOTEH3HUIO, OblJIa CX0KEW C 4acTOTOH B TpyIIe
mrane6o, MPU STOM HE BBISBICHO KIMHUYECKA 3HAYMMBIX, I0303aBUCHMBIX HW3MEHEHUI
7a00paTOpHBIX TOKAa3aTeNel, BKIOYas CHIBOPOTOYHYIO KOHICHTPALUIO 3JIEKTPOJIUTOB U
O6romapkepoB (PyHKINHU TTOYEK.

Jlegenne

B cnydae mepeno3mpoBKHM HEOOXOAMMO TPOBOIHTH IMOAICPKUBAIONIYIO TEPAIHIO, YIHTHIBAs

COCTOsSIHME MalueHTa. BeiBeeHue nanarnmbno:mHa C MOMOLIBIO IrEMOJHajin3a HE U3Y4aJIOCh.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoanHaAMHUYeCKHE CBOIICTBA
dapmakoTepaneBTUUYECKas  TIpylma:  CpeacTBa  JUisl  JIGYSHUS — caxapHoro  jawmabera;
TUTIOTJIMKEMUYECKAE  CPEACTBA, KPOME HWHCYJWHOB, WHTHOWTOPHI  HATPUI3aBHCHMOTO
MePEHOCYHKa TIIOKO3bI 2-T0 THUIIA.
Kon ATX: A10BKO1

MexaHu3M JeHCTBUSI

Hanarmudnosun — MowmHbd (koHcTanTa uHruOupoBanus (Ki) 0,55 HM) cenexTuBHBIN
oOpatumslif uarudutop SGLT2.

WNurubuposanne SGLT2 nanarnugio3nHOM BBI3BIBAET CHIXKEHUE peadcopOLMU TIIOKO3bI U3
KJIyOOUKOBOTO (UIbTpaTa B MPOKCHUMAJIbHBIX IMOYEYHBIX KaHANbLAX C COIMYTCTBYIOLIUM
CHIDKEHHEM peadcopOLuy HATPUsl, TPUBO/IS K BBIBEJACHUIO TITFOKO3bI TOYKAMH U OCMOTHYECKOMY
nuypesy. Takum oOpa3zom, nanariu¢uio3MH YBEIWYHBAET OCTaBKY HATpUS K IHCTAIBHBIM
KaHaJbl[aM, YTO YCWJIMBAeT KaHAIbLEBO-KIYyOOUYKOBYIO OOpaTHYIO CBS3b M CHHIKAET
BHYTPUKIYOOYKOBOE JaBJI€HHE. DTO B COYETAHHH C OCMOTHYECKHM JHYpE30M MPUBOIUT K

YMEHBILIEHUIO TMEperpy3ku 00beMOM, CHIDKEHUI0 AJ] M yMEHbIIEHUIO NpeJHArpy3Ku U
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TTOCTHAT PY3KH, YTO MOXET OKa3blBaTh OJAronpusTHOE BIMSHUE HA PEMOJEIMPOBAHUE CepAlla U
JUACTOIMYECKYIO (DYHKIUIO, a TAKKE COXPAHATh (PYHKIHUIO OYEK.

Hpyrue 3¢ppexTsl BKIOYAIOT MOBBILIEHHE T€MAaTOKPUTA U CHUKEHHUE MacChl Teja.
bnarompustHOe BiHMsHME JanarauQIO3MHA HA CEPACYHO-COCYAUCTYIO CHUCTEMY M TIOYKH
00yCIIOBJIEGHO HE TOJBKO CHMKEHHEM KOHILIEHTPALMU TJIIOKO3bl B KPOBU M HaOIIOJaeTcs He
TOJILKO Yy MAIIMEHTOB C caxapHbIM auabeToM. [IoMMMO OCMOTHYECKOTO AMype3a U CBS3aHHOTO C
HUM TeMOJAWHAMUYECKOTO JeHCTBUS, BO3HHMKAmomero mnpu uHruoupoBanumn SGLT2,
NOTEHIMATBHBIMA ~ MEXaHHW3MaMH,  OO0ECHEeUMBAIOIIMMH  ONArompusTHOE  BO3JCHCTBHUE
Janarauguio3suHa Ha CEplIeYHO-COCYIAHMCTYI0O CHUCTEMY W MOYKH, MOTYT OBITh BTOPHYHBIC
3¢ ¢deKThl B OTHOIICHWH METa0OoJM3Ma MHOKap/aa, MOHHBIX KaHalioB, (puOpo3a, aiuMOKHHOB U
MOYEBOW KHUCIOTBHI.

Janarmudmo3uH CHIKaeT KOHIICHTPAINIO TIFOKO3bI B KPOBH HATOIIAK | TTOCIIE TTPHEeMa TTHIIH, a
TaKKe KOHIICHTPAIMIO TIMKUPOBAHHOTO TeMOTJIOOMHA 3a CYeT YMEHbBIIEHHUs peadcopOumu
TIIFOKO3bl B TOYEYHBIX KaHAJbBIAX, CIIOCOOCTBYS BBIBEJICHUIO TIIFOKO3BI MOYKaMHU. BrIBeneHue
TIIIOKO3bI  (TIrOKO3yprueckuit 3ddexr) Habmromaercs ykKe IMOcie TpueMa IepBOW 036
mperapara, COXpaHsSeTCsl B TeUeHHUE MOCIEAYIONNX 24 9acoB M MPOJOJDKACTCS HA TMPOTSHKEHUN
Bcel Tepanuu. Konn4yecTBO rIOK03bI, BRIBOJUMON IMMOYKAMH 32 CYET 3TOTO MEXaHM3Ma, 3aBUCUT
OT KOHIEHTpAIMH TI0K03bl B KpoBH U 0T CK®. Takum 00pa3oM, y HalMEHTOB C HOPMaIbHOM
KOHIICHTpAIMel TIIIOKO03bI B KpoBU 1 (win) Hu3Koi CK® Ha done mpuMeHeHus nanariandgo3nHa
OTMEYaeTCs HHU3Kas CKIOHHOCTh K Pa3BUTHIO TUMoriukeMuu. [lamarmudno3mH He HapymiaeT
HOPMAJIbHYIO MPOJIYKLHIO HHAOIEHHOM TIJIOKO3bl B OTBET Ha TUIOMIMKeMuto. JlelictBue
Janariau@io3uHa HE 3aBHCUT OT CEKPELUMH HMHCYJIMHA M YyBCTBUTEIBHOCTH K HMHCYJIMHY. B
KIMHUYECKUX UCCIIEAOBAaHUAX Aanarindao3uHa OTMEYaioch yiaydluieHne GyHKIUu O6era-KIeTok
(rect HOMA, homeostasis model assessment).

SGLT?2 cenekTUBHO dKCIpeccupyeTcs B moukax. Jlanarnugiio3ns He 0Ka3bIBaeT BO3ICHCTBHS Ha
Jpyrue TMepeHOCUYHKH TIIIOKO3bl, OCYIIECTBISIONIME TPAHCHOPT TJIIOKO3bl K mNepudepruuecKum
TKaHAM, U nposiBisieT 6omee ueM B 1 400 pa3 6onburyro cenektuBHocTh K SGLT2, uem k SGLT1,
OCHOBHOMY TPaHCIOPTEPY B KUIICYHUKE, OTBEYAIOIIEMY 32 BCAChIBAHUE TIIFOKO3bI.

dapmakoanHamuyeckue 3pHEKTHI

[Tocne mpuema namarnudiao3uHa 370pOBBIMH JOOPOBOJIBLIAMU M NAIlMEHTAaMH C CaXapHbIM
quaberoM 2-ro THNa HaOJI0JANoCh YBEIMYEHUE KOJIMYECTBA BHIBOJUMON IMOYKAMM TIIHOKO3BI.
[Tpu npueme nanarnudao3una B go3e 10 Mr/cyT B Teuenue 12 Helenb NalMeHTaMH C CaXapHbIM
quaberoM 2-ro Thma npuMepHo 70T IUIIOKO3BI B CYTKM BBIIEISUIOCH IOYKaMH  (4TO

cootBeTcTBYET 280 KKaJl/CyTKH). Y MAIlMEHTOB C CaxapHbIM JUA0ETOM 2-TO THIMA, IPUHUMABIITNX
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Tananuio3uH B go3e 10 Mr/cyT anmuTenbHO (10 2 JeT), BEIBEJSHUE TIFOKO3bI MOICPKUBATIOCH
Ha MMPOTSDKEHUH BCETO Kypca TepaIuy.

BeiBeneHre TIIIOKO3bI TOYKAMU TPH TPUMEHEHHH Janariuguio3uHa TakKe NPUBOJUT K
OCMOTHYECKOMY JUYpEe3y U YBEIHUCHHIO 00beMa MOYH. Y BeJIHYeHHE 00beMa MOYH Y MAI[IeHTOB
C caxapHbIM JuabeToM 2-To THIA, NPUHUMABIIUX Janariaudiosud B jgo3e 10 mr/cyr,
COXPaHSIOCH B TeUeHHE 12 Heieb U COCTABIISIIO MPUMEPHO 375 Mil/cyTKU. Y BennyeHue oobema
MOYHM CONPOBOXKJIAIOCH HEOONBIIMM W TPAaH3UTOPHBIM IOBBIIICHHEM BBIBEICHHUS HATPHUS
MOYKaMH, YTO He MPUBOIMIIO K N3MEHEHHIO KOHIIEHTPAIIUN HATPUS B CBIBOPOTKE KPOBH.
DKCKpeIusi MOYeBOW KUCJIOThHI MOYKAMH TakyKe BPEMEHHO yBeln4YuBaiach (B TeueHue 3—7 JaHE)
U CONPOBOXKJANACh YCTOWYMBBIM CHIKCHHUEM KOHIIEHTPAIIMd MOYEBOW KHCIIOTHI B CBHIBOPOTKE
kpoBH. Yepe3 24 Hemenu CHW)KCHHWE KOHIICHTPAIIMM MOYEBOW KHCIOTHI B CBHIBOPOTKE KpPOBH
HaXOJIWJIOCh B uamnasone ot -48,3 o -18,3 mxMons/it (ot -0,87 1o -0,33 mr/mn).

Kinnanueckas 3@ eKkTUBHOCTD M 0€30I1aCHOCTh

Caxapuwiti ouabem 2-eo0 muna

Viydmenne KOHTPOJISA TIAMKEMUH W CHIDKEHHE 3a00JIEBA€MOCTH M CMEPTHOCTH TI0 TPUYHHE
CeplIEYHO-COCYIUCTOM MATOJIOTHU M OCJIOKHEHUI CO CTOPOHBI MOYEK SBJISIOTCS HEOTHEMIIEMOM
9acThIO JICUCHUS CaxapHOTo nuadera 2-ro THIIA.

Jna oneHku 3¢p(GEKTUBHOCTH KOHTPOJIS TIUKEMHUH W 0€30MacHOCTH Aanariugio3uHa ObLIO
mpoBeicHO 14 ABOMHBIX CJHENBIX PaHIOMHU3UPOBAHHBIX KOHTPOJMPYEMBIX KIMHUYECKHUX
nccienoBannii ¢ ygactueMm 7 056 B3pOCHBIX TAIlMEHTOB C CaXapHbBIM JUA0ETOM 2-TO THIIA, B
KOTOpBIX 4 737 manueHToB moyydanud aanarnuduio3uH. 12 wuccnenoBaHui mperycMaTpUBain
MEepUOJ] JICUEHUS TMPOAOIIKUTEILHOCTRIO 24 Helenu, &8 UCCIEeNOBaHUN — JOMOJHUTEILHBIN
nepuoa JoirocpouHoro JedeHuss ot 24 go 80 Henmenbp (oOmas MPOAOIDKUTENBHOCTH
uccienoBanud 10 104 memens), | uccienoBaHue TpPeayCMATpUBAlIO  TMEPHUOA  JICUCHUS
MPOJIOJDKUTENBHOCTBIO 28 HElleNnb, U emie | uccienoBaHue — IMEPUON  JIEUEHUS
MPOJIOJKUTENBHOCTBIO 52 HEJENU C JNONOJHUTENbHBIMU MEPUOJAMU JOJITOCPOYHOrO JIEUEHUS
NPOAOIKUTENBHOCTBIO 52 1 104 Henenu  (o0miasi MPOJOKUTENBHOCTh HCCIEIOBAHUSA —
208 nenens). CpenHsas MPONOJDKUTEIBHOCTh CaxapHOTo awabera 2-ro THMA Y MAIMEHTOB
BapbupoBaia oT 1,4 no 16,9 netr. ¥V 50 % nanueHToB Obl10 HapylieHHe GyHKLIHN MOYEK JETKoi
cTeneHu TsxkecTH, y 11 % nanueHToB — HapylieHrne (yHKIMU MTOYEK CpelHel CTENEHHU TSHKECTH.
51 % nanmeHToB ObUIM MYXKCKOTO mojia, 84 % mpuHamiexanu K eBponeouHon pace, 8 % — k
MOHT'OJIOUJTHOM pace, 4 % — Kk HerpouaHo# pace, a 4 % — k IpyruMm pacoBbiM rpynmnaM. Y 81 %
NalMEeHTOB 3HayeHHe uHiekca macchl Tena (MMT) coctaBuno > 27 kr/m2. Kpome Toro, 6b110
MIPOBEJICHO JIBa MJIale00-KOHTPOIUPYEMBIX HCCIIEIOBAHUS MPOJOJKUTEIBHOCTRIO 12 Heaenb y

MMalMCHTOB C CaxXapHbIM ,Z[I/Ia6€TOM 2-T0 THIma ¢ HCAJICKBATHBIM KOHTPOJIEM TIJIMKCMUU H
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aprepuaibioi runeprensun. Jns oneHku dddexra ganarnupnoswHa B go3e 10 Mr mo
CPaBHEHHUIO C IuIaleb0 B OTHOLIEHHHM CEPAEYHO-COCYIUCTBIX M IOYEUHBIX HCXOJOB ObLIO
MPOBEICHO HCClieoBaHue cepjedHo-cocyaucthix ncxonoB DECLARE, B kotopoMm mnpuHsin
yuactue 17 160 manueHToB ¢ caxapHbIM AUa0ETOM 2-TO THIA C JHATHOCTUPOBAHHBIM CEPISYHO-
COCYIHMCTBHIM 3a00JIeBaHIEM MK O3 HEero.

Konumponws enuxemuu

Monomepanus

Jns ouenkn Oe30macHOCTH W A(PPEKTHUBHOCTH Aanariudio3nHa B KayeCTBE MOHOTEpANHU Y
MAIMEHTOB C HEaJEKBAaTHBIM KOHTPOJEM caxapHoro aumadera 2-ro THma OBLIO HPOBEICHO
JIBOMHOE CIIeTIoe TUIare00- KOHTPOIHPYEMOE UCCIICIOBAHNE TIPOIOJDKUTEIEHOCTRIO 24 Hetemnu (¢
JIOTIOJTHUTENIBHBIM TIeproioM JieueHust). [Ipu mpueme mamarmuduiosuHa | pa3 B CyTKH OBLIO
OTMEYEHO cTatucThuueckn 3HauuMmoe (p <0,0001) ymeHblIeHHE YpOBHS TNIMKHMPOBAHHOTO
remornobuna (HbAlc) mo cpaBHeHMIO ¢ mpreMoM 1miare6o (Tabmurma 2).

B nmononmHuTENEHOM TEpHOAE JiedeHHsS CHIDKeHHE ypoBHsS HbAlc coxpaHsiiock BIUIOTH /10
102 Hepenu (CKOPPEKTUPOBAHHOE CpPeIHEE N3MEHEHHE OTHOCUTEIFHO UCXOAHOTO YPOBHS:

-0,61 % u -0,17 % nna nanarmudiao3uHa 10 Mr 1 1rae6o COOTBETCTBEHHO).

Ta6auna 2. PesyabTaThl, nosyuennbie uepes 24 uenean (LOCF') B miame6o-KoHTpompyeMoM

HCCJACTOBAHUU MPUMECHECHUSA IlaHaFJIH(l)JIOSI/lHa B Ka4e€CTBE€ MOHOTEpPaNnuun

MoHoTtepanus
Janaraudaozun 10 mr Il1aneoo

N’ 70 75

HbAlc (%)

Hcxonublii ypoBeHb (cpeHee) 8,01 7,79
3MeHeHre OTHOCUTETBHO HCXOHOTO YPOBHS' -0,89 -0,23
Pa3HOCTH OTHOCHTEIBHO IANe60° 0, 664
(95 % AN) (-0,96, -0,36)

% manueHToB, focTurmux yposas HbAlc <7 %

3HaueHue, CKOPPEKTHPOBAHHOE OTHOCHTEJIbH(

FICXOHOTO YPOBHS 50,85 31,6

Macca TeJia (Kr)
McxoaHblil ypoBeHb (cpeiHee) 94,13 88,77
3MeHeHne OTHOCHTEIBHO HCXOIHOTO YPOBHS -3,16 -2,19
Pa3HOCTb OTHOCHTENBHO TIae60’ -0,97

(95 % AN) (-2,20, 0,25)

N — konu4decTBo nanueHToB, A1 — ToBepUTEIbHBIN HHTEPBAI.

Ilpumeuanue.
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' LOCF: nepenoc naHHbBIX NOCIEAHEro (IO MPUMEHEHUS HEOTIOXKHOM Tepanmuu A
MAIMEHTOB, Y KOTOPHIX OHAa MPUMEHSIACh) HAOIIOICHNS BIIEPEI.

Bce paHnoMu3MpoBaHHBIE NMAUUEHTHI, MOJNYYMBIIME HE MEHee | H03bI HCCIEIyeMOro
Ipernapara B IBOMHOM CJIEIIOM PEXKHUME B KPATKOCPOYHOM JIBOIHOM CIIEIIOM IIEPUOJE.
Cpennee 3HAYEHHUE, paccyuTaHHOE METOJ0OM HaMMEHBLINX KBaJparos,
CKOPPEKTUPOBAHHOE OTHOCUTEIILHO UCXOAHOIO YPOBHS.

p <0,0001 mns paznuuus ¢ mwiamnedo.

BBuny BBINONHEHWS IIOCIENOBAaTENBHOIO CTAaTUCTHMYECKOIO aHAJIW3a BTOPHYHBIX
KOHEYHBIX TOYEK OLIEHKY CTaTUCTUYECKOM 3HAUMMOCTH HE IIPOBOAWIIN.

KOM6MHUD06GHHCL‘[ mepanus

B uccnenoBanum He MeHbIed 3QPEKTUBHOCTH ¢ AKTUBHBIM KOHTPOJIEM MPOAOIKUTENEHOCTHIO
52 Henenw (C AOTOTHUTEIBHBIMU TIEPUOJIAMU JICUSHUS TIPOJAOIKUTEIBHOCTRIO 52 1 104 Hemenn)
MIPOBOJMJIM OLIEHKY Janariudio3suHa B KadyecTBe N00aBIEHUS K Tepanuu MeT(HOpPMHUHOM MO
CPaBHEHHUIO C NPOM3BOJIHBIM CYJIb(OHUIMOYEBUHB! (TIMMM3HMI) B KadecTBE J00aBIEHUS K
Tepanuy MeT(hOPMUHOM y MAIIMEHTOB C HealeKBaTHBIM KoHTpojeM rinukemun (HbAlc > 6,5 % u
<10 %). [1o pe3ynpTaTaM Ucciea0BaHUS OBLIO MMOKA3aHO CXOHOE CPEIHEE YMEHBIIICHHE YPOBHS
HbAlc oTHOCHTEIHHO HMCXOIHOTO YPOBHS BIUIOTH A0 52 HEAETH O CPaBHEHHIO C Tepamuein
TIIMIU3UAO0M, YTO CBUAETEIBCTBYET O HE MeHbIel 3(hpekTUBHOCTH Tepanuu Janariaugro3nHOM
(trabmuua 3). Yepes 104 Hemenu CKOppeKTUpOBaHHOE cpenHee H3MeHeHue ypoBHsS HbAlc
OTHOCHUTENIBHO HCXOMHOr0 YpoBHS coctaBuio -0,32 % st mamarmuduosuna u -0,14 % st
rmmmm3uaa. Yepes 208 Hemenb CKOpPpEKTHpOBaHHOE cpefHee u3MeHeHWe ypoBHs HbAIc
OTHOCHUTEIIBHO HMCXOAHOTO YpoBHS coctaBwio -0,10 % nnsa manarmudaosuna u 0,20 % s
rmumzuaa. Yepes 52, 104 u 208 Henenb CTaTUCTUYECKH 3HAYMMO MEHBIIAs I0JIsI MalMeHTOB B
rpymme panarmuduosuna (3,5 %, 4,3 % u 5,0 % cCOOTBETCTBEHHO) TEpeHeca 1Mo KpaitHei mepe
OJIMH 3MH30]] TUIIOTJIMKEMHH TI0 CpaBHeHMIO ¢ rpymmoi runmsuaa (40,8 %, 47,0 % u 50,0 %
COOTBETCTBEHHO). Jloysl marueHToB, ocTaBIIMXcs B uccienoBanuu uepe3 104 m 208 Henensb,
cocraBuia 56,2 % u 39,7 % B rpynne ganarnudaosuna u 50,0 % u 34,6 % B rpymnmne riaunusnaa.
Ta6auna 3. PesyabraThl, nmosydenHbie uyepes 52 memeanm (LOCF!) B cpaBHHMTe/lbHOM
HCCIEI0OBAHNM € AKTHUBHBIM KOHTPOJIEM 10 OLEHKe J00aBjeHHsl Janarau@o3nHa u

TJIMIM3HAA K Tepanuu ¢ MeT(OpMHHOM

IloxazaTtenn HJanaraudguiosus B I'imnusnn B
no0aBjeHue K n00aBJIeHUE K
MeT(hOPMHUHY MeT(OPMHHY
N’ 400 401
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HDATIC (o)
VIcXomHbI ypOBEHB (CpeHee) 7,69 7,74
lI3MeHeHHE OTHOCHMTENBHO MCXOJHOTO  YPOBHS -0,52 -0,52
Pa3HOCTP OTHOCHUTENBHO TEpanuu TIUMU3UAOM B 0,00*

COYETaHUM C METPOPMUHOM’

(95 % JTIN) (-0,11,0,11)

Macca Teja (Kr)

VcxoaHbli ypoBeHb (cpenHee) 88,44 87,60
lI3MeHeHHe OTHOCHTENBHO HCXOHOTO — YPOBHS’ -3,22 1,44
Pa3sHOCTP OTHOCHTENBHO TEpaNuyd TIUMU3UIAOM B —4,655

COUYCTAaHHUU C MeT(l)OpMI/IHOM3

(95 % JIN) (-5,14, -4,17)

Ilpumeuanue.
! LOCF: nepenoc 1aHHBIX OCTEIHEr0 HAOIIOACHUS BIIEpE.

PangoMusupoBaHHbIE W TOJy4aBIINE JIEYCHHWE TMAIMEHTHI C MCXOIHOW OLEHKOM M Kak
MUHUMYM OJTHOU OLIEHKOH 3(pPEKTHBHOCTH MOCIIE UCXOIHOTO YPOBHS.

Cpennee 3Ha4eHue, paccunTaHHOE METOJIOM HAaUMEHBILINX KBaJIpaToB,
CKOPPEKTUPOBAHHOE OTHOCUTEIBHO UCXOTHOTO YPOBHS.

He menbmas 3¢ppekTUBHOCTh MO CPaBHEHMIO C Tepamnuel TIUIHU3HIOM B COYETAHUU C
MET(HOPMHUHOM.

> p <0,0001.

[Ipumenenue panmarnuduo3nHa B KadyecTBE J100aBlIeHHs K Tepanmuu MeT(HOPMHUHOM,
TIIUMENUPUAOM, METGOPMHHOM M MPOU3BOAHBIM CYJIb(OHUIMOYEBHHBI, CHUTATJIUNTUHOM (C
MeT(HOPMHUHOM WK 0€3 HEr0) UM MpenapaToM MHCYJIMHA MPUBEIO0 K CTATUCTUYECKH 3HAUUMOMY
yMeHbIeHuto ypoBHS HbAlc depes 24 Henenu no cpaBHeHHIO ¢ mpueMoM arebo (p < 0,0001;
Tabnuip 4, 5, 6).

VYwmenbmenue ypoas HbAlc, Habmromaemoe yepe3 24 Heleu, HOCHIIO YCTOWYMBBINA XapakTep B
uccnenoBaHusAX jaobaieHus Aanariaudiao3uHa (K TIUMENUPUIY WIHA TIpernapary HHCYIHHA)
COrJIaCHO JIaHHBIM, TMOJIYY€HHBIM BIUIOTH 70 48 Hepenb Tepanuu (rimMenupua) u 104 Henenb
Tepamuu (mpemapar WHCynuHA). Yepe3 48 Hemenb mpUMEHEHHUS nanariu(io3MHa B KavyecTBE
N00aBJICHUS K TEpalui CUTATIUITHHOM (C MET(OPMHUHOM WM 0€3 HEro) CKOPPEKTHPOBAHHOE
CpelHee M3MEHEHUE OTHOCHUTEIBHO MCXOTHOTO YpPOBHS Uil manariudiosuHa B mo3e 10 Mr u
mrane6o cocraBmwio -0,30 % u 0,38 % coorBeTcTBeHHO. B mccienoBannu namarnudo3nHa B
KadecTBe J00aBIeHMA K Tepanuu MeT(hopMHHOM yMmeHblleHue ypoBHsS HbAlc coxpansiocsh

BIUIOTh A0 102 Hemenn (CKOpPPEKTUPOBAHHOE CpeaHee W3MEHEHHE OTHOCHTEIBHO HCXOIHOTO
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ypoBHS: -0,/8 % u 0,02 % nns nanarmudguiozuHa 10 Mr u miuane®o cooTBeTcTBEHHO). Yepes

104 Henenu uccnenoBaHus jAanaraugo3rHa B KadecTBE JOOABIECHUS K TEpaluu MpernapaTrom
MHCYJIMHA (B KOMOMHALMU C JIOTIOJIHUTEIbHBIMHU THIOTIMKEMUUYECKUMU TIpernapaTaMyu uiu 6e3
HHUX) CKOPPEKTUPOBAHHOE cpelHee yMeHblleHHe ypoBHS HbAlc OTHOCHTENBHO HMCXOIHOTO
ypoBHs coctaBuiio -0,71 % u -0,06 % nns nanarmuduosunna 10 Mr u miane60 COOTBETCTBEHHO.
UYepez 48 u 104 Henenu y TAlMEHTOB, MOJy4aBIIUX gamariudiao3ud B mo3e 10 mr, mosa
Ipernapara MHCYJIMHA OCTaBalach CTAaOMIBHOM MO CPaBHEHUIO C HMCXOJHBIM YPOBHEM U B
cpemHem coctaBisuia 76 EJl/cytkn. B rpynme, momyuaBmied mutane6o, HaOMrOmaIoCh cpenHee
yBeJNIM4YeHHE 1036l Tpenapata wHcyauHa Ha 10,5 Ell/cyrkm m 18,3 EJl/cyTkn OoTHOCHTENBHO
ucxomgHoro ypoBHs (cpemnss mosa: 84 Ell/cyrkm m 92 EJl/cytkm) uepe3 48 u 104 mHenenw,
COOTBETCTBEHHO. J[0JI1s MalMeHToB, OCTaBIIMXCs B UccienoBanuu yepe3 104 Hemenu, cocraBuiia
72,4 % B rpynme, momy4aBmieid mamarmaduosma 10 mr, m 54,8 % B Tpymme, modydaBmiei
iane6o.

Ta6auua 4. Pesyabrarhl Mm1aned0-KOHTPOJIUPYEMbIX HCCIeI0BaHU aanaraudJio3uHa B
KayecTBe JA00aBJIeHHs K Tepanuu MeT(GOPMUHOM WM CUTATJIMOTHHOM (¢ MeT(hopMUHOM

niu 0e3 Hero) NpoaoJKUTEILHOCTLIO 24 Henean (LOCKF?)

KomOuHupoBanHast Tepanus
(n100aBJieHUE)
Metdopmun' Huruéurop JIII-4
(curaraunTun?) = MeTdpopmun’
Janaraudguioznn Inane6o Janaraudgio3nn Inanedo
10 mr 10 mr
N 135 137 223 224
HbAlc (%)
VcxoaHbli ypoOBEHb 7,92 8,11 7,90 7,97
(cpenHee)
3MeHeHne -0,84 -0,30 -0,45 0,04
OTHOCHUTENIBHO
MCXOJIHOTO YPOBHS
Pa3HOCTB -0,54° -0,48°
OTHOCHUTEIBHO
nane6o’
(95 % 1) (-0,74, -0,34) (-0,62, -0,34)
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70 INalMEeHTOB,

JIOCTUIIIMX YPOBHS
HbAlc <7%
3HaUYcHHE,
CKOPPEKTHPOBaHHOE 40,6 25,9

OTHOCHUTCIIBPHO HMCXOJHOI'Q

YPOBHS
Macca TeJaa (xr)

cxonHbIi YPOBEHb

(cpennee) 86,28 87,74 91,02 89,23
3MeHeHne OTHOCHUTEIIBHO -2,86 -0,89 -2,14 -0,26
HCXOTHOTO YpOBHS

Pa3HOCTE  OTHOCHTCIBHO -1,97¢ -1,89¢

nnane6o’

(95 % W) (-2,63, -1,31) (-2,37, -1,40)

Ilpumeuanue.

! Metdpopmun > 1500 Mr/CyTKn.

CurarmunTud 100 Mr/cyTkw.

LOCF: mnepeHoc maHHBIX TOCJHEIHEr0 HAOMIOAEHUS (10 TPUMEHEHHUS HEOTJIOKHOM
Tepamnuu JJs MalUeHTOB, Y KOTOPBIX OHA MPUMEHSIAaCh) BIIEPEI.

Bce pannomMu3upoBaHHble TAMEHTHL, IOJIYYUBIINE HE MeHee 1 J03bI UCCIeTyeMOro
npenapara B JBOMHOM CJIENIOM PEXHUME B KPATKOCPOUYHOM JABOMHOM CJIEIIOM NEPUOJE.
Cpennee 3HA4YEHHUE, paccyuTaHHOE METOA0M HauMEHBIINX KBaJIpaToB,
CKOPPEKTUPOBAHHOE OTHOCUTEJIEHO UCXOAHOI'O YPOBHS.

p <0,0001 ans paznuausi OTHOCUTENHLHO TEPAUH MI1ale0o0 B COYETAaHUH C MTePOpaTbHBIM
TUIOTTIMKEMUYECKUM MIPEenapaToM.

p <0,05 ans paznuuus OTHOCUTEIBHO Tepamnuu Ijanedo B cOYETaHUM C MEpOpaIbHbIM
TUINOITIMKEMUYECKUM MIPEenapaToM.

Tabauna 5. Pe3yabTarhl miane00-KOHTPOJIUPYEMbIX HCCJIe0BAHUI Janarjudao3uHa B
KaYyecTBe 100aBJIeHHS K Tepaliu NPOU3BOAHBIM CYJIb(OHNIMOYECBHHBI (IJTUMENUPHU]L) UIH

MeT(hOPMHHOM U NPOU3BOAHBIM CYJIb(OHNIMOYECBUHBI POAOCJKHTEIbHOCTHIO 24 He/leJIn

Kom0unupoBannasi tepanus (106aBJjieHue)

IIpousBoaHoe IIpou3BogHOE CyJbL()POHUIMOYEBHHBI B
CyJIb(POHNIMOYEBUHBI coueTaHuu ¢ MeThopMuHOM’
(erMennpm{l)
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o1 26.06.2025 N= 1

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

T
RE28

(MOCNEOCBATENEHOCTE 0013)

Janaraudgiosun

10 mr

ITnanedo

HJanarauduiozud 10 mr

Ilnane6o

N3

151

145

108

108

HbAlc (%)
lcxonubIit YpOBEHB
(cpennee)

I3meneHnne
OTHOCHUTEIIBHO
HCXOIHOTO YPOBHS
PasHocth
OTHOCHTEIIBEHO

miane6o’

(95 % JIN)

8,07

-0,82

-0,68"

(-0,86, -0,51)

8,15

-0,13

8,08

-0,86

-0,69°

(-0,89, -0,49)

8,24

-0,17

%  NalUeHTOB,
OCTUTIIHX
yposHs HbAlc
<7 % (LOCF)°
3HauCHUE,
CKOPPEKTHPOBAHHOE
OTHOCHUTEITEHO

HCXOAHOTO YPOBHS

31,78

13,0

31,8

Macca Teaa (Kr)

(LOCF)*

M cxonHbli YPOBEHBD|
(cpennee)

I3meneHnne
OTHOCHTEIIEHO
HCXO/THOTO YPOBHS’
PazHocTh
OTHOCHUTEIILHO
n1ane6o’

(95 % JIN)

80,56

-2,26

-1,54%

(-2,17, -0,92)

80,94

-0,72

88,57

-2,65

2,078

(-2,79, -1,35)

90,07

-0,58

Ilpumeuanue.
1

2

Metdopmun  (JiekapCTBEHHbBIE

I'mumenupun 4 mr/cyr.

dbopMBI  C

HEMCUVICHHBIM  WJIM IIPOJIOHTMPOBAHHBIM

BBICBOOOKIeHHEM) B 103¢ > 1 500 Mr/cyT B COYETaHHMU ¢ MAaKCHMAaJbHON NMEPEHOCHMOU 1030
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U:[OJ'IT(HB. COCTaBJIATH HC

MCHEC

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 26.06.2025 N= 15828

(MOCNEOCBATENEHOCTE 0013)

IIOJIOBHHBI

MaKCUMaJILHOH

J03bI)  TIPOU3BOJHOTO

CyHB(I)OHI/IJ'IMO‘ICBI/IHLI B TCUCHHUC KaK MUHUMYM 8 HCACIb JO BKIIIOYCHHA B HCCJIICJOBAaHUC.

3 PaHI[OMI/BI/IpOBaHHBIC U [OJy4YaBHIME JICYCHHUE IIAlIMCHTBI C HCXOJHOM OLIEHKOM M Kak

MHUHHMYM OJTHOH OIIEHKOH 3()()EeKTHBHOCTH TOCJIE HCXOAHOTO YPOBHSI.

* Cron6ust 1 u 2 — ananus yposus HbAlc ¢ npumenennem metona LOCF (cum. npumedanue 6);

ctonb1p! 3 u 4 — ananu3 ypoBHs HbA 1c ¢ npumenennem merona LRM (cMm. npumeuanue 7).

5 CpeILHee 3HA4YCHHUEC, paCCUUTAaHHOC METOJOM HAMMCHBIINX KBaJApPaTOB, CKOPPEKTUPOBAHHOC

OTHOCUTECJIBHO UCXOJHOI'O0 YPOBH:I.

® LOCF: nepeHoc AaHHBIX MOCTEAHEro (MAMEHTHl 10 NpPMMEHEHHs HEOTIOXKHOH Tepamuu)

HaOJIOICHHS BIIEpPE/.

"LRM: npoJonbHbIi aHAIN3 TOBTOPHBIX M3MEPEHMIA.

$p < 0,0001 mnst pasnuyMs OTHOCHTENHLHO Tepaluu Manebo B COYETAHHH C TepopanbHLIM(-H)

TUTIOTJIIMKEMUYECKUM(-1) TIpenapaToM(-amu).

Ta6anna 6. Pe3yabraThl, noayueHnsie yepes 24 wexean (LOCF') B miuane6o- KOHTPOIHpyeMOM

HCCJEeJOBAHUM Janarju¢Jio3uHa B KayecTBe KOMOMHHUPOBAHHOH TepamuM ¢ MHCYJMHOM (B

KayeCTBe MOHOTepanuu WId B KOMﬁ](IHaIIl/II/I C IepopajibHBIMH T'HIIOTJIUKEMHUYECKUMHU

npenapaTaMmm)
IToxa3arean Janarauguaozun 10 mr B|I[lnane6o B koMOuHAIUM C
KOMOMHALMM C HHCYJMHOM |MHCYJMHOM =+ mepopajbHble

+ nepopaJibHble TUINOTJIMKEeMUYeCKHe
THIOTJIMKEeMUYecKne npenaparb’
npenaparb!’

N’ 194 193

HbAlc (%)

VcxonHblil ypoBeHb (cpeaHee) 8,58 8,46

3menenue OTHOCHUTEJIBHO -0,90 -0,30

FICXOTHOTO YPOBHS

Pa3sHOCTH OTHOCHTENBHO TUIaIe60° -0,60*

(95 % AN) (-0,74, -0,45)

Macca TeJia (Kr)

VicxonHbIi ypOBEHb (cpeaHee) 94,63 94,21

M3menenne OTHOCHTEIHHO -1,67 0,02

MICXO/IHOTO YPOBHS

Pa3sHOCTh OTHOCHUTENBHO IIANE60’ —1,684

(95 % 1) (-2,19, -1,18)

Cpennsisi cyTo4yHasi J03a
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wHCyauna (K)1)°

Mcxonublil YPOBEHb 77,96 73,96
(cpennee)
3Mmenenne OTHOCHUTEIIFHO -1,16 5,08

HCXOIHOTO YPOBHS"

Pa3HOCTh OTHOCHTEIBHO IIae6o’ -6,23* 11,0
(95 % AN) (-8,84, -3,63)
[TaneHTsl CO CHUXEHHEM CpeIHEH 19,75

CYTO‘IHOI\/'I J03bl MHCYJIMHA HE MCHEC

uem Ha 10 % (%)

Ipumeuanue.

1 LOCF: mepeHoC HaHHBIX MOCIEAHETO (IO WM B JaTy MEPBOTO IOBBIIICHHUS 03B
WHCYJIMHA, TIPYU HEOOXOAUMOCTH) HAOIIOIEHUS BIIEPE/.

2 Bce paHgoMu3sMpoBaHHBIE MAlMEHTHI, MOJYYMBIIME HE MEHee 1 J03bl HCCIIEAYyeMOro
npernapara B ABOWHOM CJIETIOM peXHME B KPATKOCPOYHOM JIBOMHOM CJIETIOM MEPHOJE.

3 CpenHee 3Hau€HHE, PACCUMTAHHOE METOJOM HAWMEHBIINX KBaJpaToB, CKOPPEKTUPOBAHHOE
OTHOCHUTEJIBHO MCXOJHOTO YPOBHS W HAJM4YUs IMEPOPAIBHOTO T'HIIOITIMKEMUYECKOIO
mpemnapara.

4 p <0,0001 gms pa3auuusi OTHOCHTEIBHO Tepamuu IUianebo B COYCTAHWH C MHCYJIUHOM
+ nepopanbHbIi TMIOTITMKEMUYECKUN IIperapar.

5 p < 0,05 mng pa3nuyusi OTHOCHUTENBHO TEpanmuy IUTaned0 B COYETAaHWU C HWHCYJIUHOM =+
NepOpaIbHBIN TUIOTIIMKEMUYECKUH Ipenapar.

6  IloBbllieHne A03bI MpenapaTa HHCYAUHA (BKJIIOYAs HHCYIHH KOPOTKOTO AEWCTBUS, HHCYIIUH
CpeIHel MPOIOIKUTEIHLHOCTH ACUCTBUS W 0a3aJbHBI MHCYIUH) JOIMYCKaJOCh TOJBKO B
Cllydyae COOTBETCTBHSI MALIMEHTOB IMPEABAPUTENHHO 3aJlaHHBIM KPUTEPUSM KOHIICHTpALUU
TJIFOKO3bI B IJ1a3Me KPOBU HATOILAK.

7 Hcxomno 50 % mnanMeHTOB MOdydYaldd MOHOTEpanuio mnpenapatoM uHcynuHa; 50 %
MAIMEHTOB B JOIOJHEHHE K TEpalud WHCYIMHOM MNpUHUMAIM | wim 2 nepopajbHBIX
THIOTIIMKEMUYECKUX Tpernaparta: u3 3Toi rpynnsl 80 % NpHHUMATU TOJIBKO MET(OPMHH,
12 % npunumanu MeTGOpMHH B KOMOMHAIIMM C MPOU3BOIHBIM CYIb()OHUIMOYEBUHBI, a
OCTaJIbHBIE MAI[EHTH IPHHUMAIN IPYr'He NepopabHbIE TUITOTIIMKEMUYECKUE ITPenapaThl.

KOM6UHMD0661HHCZ}1 mepanu: ¢ Men’leODMMHOM Y nayuermoes, paree He noaydasuux mepanuro

B o06meii cnoxknoctn 1 236 manueHToB ¢ HEaIeKBATHBIM KOHTPOJIEM CaxapHOro jauadera 2-ro
tuna (HbAlc >7,5% u <12%), panee He MOIy4aBIIMX TEPANUIO, MPUHLIN ydacTue B 2
UCCIICZIOBAaHUSIX C AaKTUBHBIM KOHTPOJEM MPOJODKUTENBHOCThIO 24 Hemenu i OLIEHKH

3¢ PeKTUBHOCTH M 0€30MaCHOCTH KOMOMHHPOBAHHOW Tepamuu Aanarauduo3nHoM (5 Mr wiu
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TUMI) B COYCTaHMU C MET(GOPMHHOM Yy MAIMEHTOB, paHEe HE TMOJYYaBIIUX TEPAIHIo, IO
CPaBHEHHUIO C MOHOTEPAITHEH.

Jleuenne nanarnudnosznnom B goze 10 mr B komOnHanuu ¢ metdhopmuroM (B go3e 10 2 000 mr B
CYTKH) 00ECIIeYWIO CTATHCTUYCCKH 3HAaYuMoe yiydiieHue ypoBHs HbAlc mo cpaBHeHHIO C
MOHOTepanuei (tadimia 7) W MpUBEN0 K OoJjiee BBIPAKCHHOMY CHW)KCHHIO KOHIICHTPAITUH
TIIIOKO3bI B m1a3Me kpoBu Hatomak (I'TIH) (mo cpaBHEeHMIO ¢ MOHOTEpanuei) U Macchl Tena (1o
CPaBHEHHIO C Tepanueil METGOPMUHOM).

Tabauna 7. Pesyabrarbl, mosyudennbie depes 24 menenu (LOCF') B cpaBHuTeabHOM
HCCJIeI0OBAHNM € AKTHBHBIM KOHTPOJIEM 10 OlleHKe KOMOWHMPOBAHHOW Tepamuu

Aanarjau@Io3nHOM U MeTGOPMHHOM Yy NALMEHTOB, paHee He MOJIy4YaBIIUX TEPANHI0

Janarandnaosun
IHoka3artesb 10 Mr B coueTaHum c Aanaragaosn Metpopmun
MeT(OPMHHOM 10w
N? 2112 219° 2082
HbAlc (%)
VcxonaHbIi ypoBeHbB (CpeaHee) 9,10 9,03 9,03
3meHeHne OTHOCHTEILHO -1,98 -1,45 -1,44
MCXOHOTO YPOBHS’
Pa3zHOCTE OTHOCHUTENBHO TEpamuy -0,53*
;[anarnn(pno3nH0M3
(95 % JN) (-0,74,-0,32)
Pa3sHOCTb OTHOCUTENBHO TEpanuy -0,54* -0,01
MeTdopMuHOM®
(95 % AN) (-0,75,-0,33) (-0,22, 0,20)
Ilpumeuanue.

' LOCF: nepeHoc JaHHBIX HOCIEIHETO (110 IIPUMEHEHHUS HEOTIIOKHOM Teparuy JUls alUeHTOB,

y KOTOPBIX OHa MMPUMEHSIIACh) HAOII0ICHHS BIIEPEI.

Bce paHmoMu3upoBaHHbIE MAIMEHTHI, MIOTYYUBIINE HE MEHEe | T03BI HCCIIEeTyeMOTO
mpernapara B IBOWHOM CJIETIOM PEXHME B KPATKOCPOYHOM JIBOMHOM CJIETIOM TTEPHOJIE.
3 CpenHee 3HaYeHHE, PACCYUTAHHOE METOJOM HAUMEHBIIMX KBaApPaTOB, CKOPPEKTUPOBAHHOE
OTHOCHTEJIHHO UCXOTHOTO YPOBHSI.

4 p<0,0001.

KOM5MHMD0661HHCI}Z mepanus ¢ IKCEHAMUOOM NPOJIOH2UPOBAHHO20 oeticmeus

B ,I[BOP'IHOM CJICIIOM HCCJICAOBAHHNU C aKTUBHBIM KOHTPOJIEM IPOAOJDKUTCIIBHOCTHIO 28 HCACIb

CpaBHHUBAJIA KOM6I/IHI/IpOBaHHYIO TCpaIunro Jariar. J'II/I(l)JIOf%I/IHOM )41 OKCCHATHUJI0M
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TPOJIOHTNPOBAHHOTO JE€MCTBUA (arOHUCTOM PELENTOPOB TIIOKAaroHOMOJ00HOro mnenTuaa-1
(I'TII-1)) ¢  MoHoTepanueid  mamarnudIO3MHOM W MOHOTEpamuell  3KCEHATHIOM
MIPOJIOHTUPOBAHHOIO JEUCTBUS y NALMEHTOB C HEaJEeKBAaTHBIM KOHTPOJEM TIJIMKEMHM IpH
monotepanun MeTpopmuHom (HbAlc>8 % wu <12 %). Bo Bcex rpynmax JeueHHs ObUIO
oTMeueHO cHmkeHune ypoBHS HbAlc mo cpaBHEHHIO ¢ HCXOIHBIM ypoBHeM. B rpymme
KOMOMHHMPOBAaHHOM  Tepanmuu  jganarmuuio3uHoM B jgo3e  10Mr W 3KceHaTHaOM
MPOJIOHTMPOBAHHOTO JIEWCTBHS OBLIO MOKa3aHO OoJiee BBIpaXKEHHOE CHIDKeHHE ypoBHsS HbAlc
OTHOCHUTENIFHO HCXOJHOTO YpPOBHS IO CPaBHEHHMIO C MOHOTEpamued namaringuo3uHOM U
MOHOTEpaNUeH SKCEHATHIOM MTPOJIOHTHPOBAHHOTO JIeHCTBUS (Tabmuia 8).

Tab6auna 8. Pe3yabTaTbl HcC/IeJOBAaHHS Tepanuu Aanarjau@o3HHOM M JKCEHATHAOM
NPOJOHTHPOBAHHOIO JEHCTBHSA 10 CPABHEHHIO ¢ MOHOTepamueidl aanarju@Jo3nHOM H
MOHOTepanueil IKCEHATHAOM MPOJOHTHPOBAHHOIO JeicTBHS (MAIMEHTHI MOMYJSAIUH C

HazHayeHHbIM JedyeHueM (ITT)) B komOuHamuu ¢ MeTGOPMHHOM MPOAOKHUTEIHLHOCTHIO

28 HeneJb
Janaraudiosun
JKCEeHATH]T
10 mr 1pa3 cyrkm B|Jdanmaramndaosun
MPOJIOHTMPOBAHHOTO
KOMOMHAIUHT ¢|10 mr 1 pa3 cyTku
neiicrBusa 2 mr 1 pa3s B
[loka3aTenb IKCEHATUAOM Npo-/B KOMOMHAUMH C
He/1eJ10 B
JIOHTHMPOBAaHHOIO miane6o 1pa3 B
KOMOMHAIIHH C
aeiictBusi 2 mr 1 pa3 B|Hexeio
mianedo 1 pa3 B cyTku
HeJ/1eJII0
N 228 230 227
HbAlc (%)
VcXOMHBIT ~ YPOBEHb 9,29 9,25 9,26
(cpennee)
3menenne OTHOCHTEIIBHO -1,98 -1,39 -1,60
HCXOHOTO YPOBHS'
Cpennsist Pa3HOCTh B -0,59° -0,38°
H3MEHEHU U OTHOCHUTEIBHO (-0,84, -0,34) (-0,63, -0,13)
MCXOHOTO YPOBHS  MEXAY
KOMOWHHMPOBAHHOW Teparnueit
" Tepanuen OJTHUM
npenaparom (95 % 1)
% ManHeHTOB, JOCTUTIINX 447 19,1 26,9
ypoBHs HbAlc <7 %
Macca TeJia (Kr)
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TICXONHbBIN  YPOBEHb 92,13 90,87 89,12
(cpennee)
I3menenne OTHOCHUTEJIBHO -3,55 -2,22 -1,56

MICXOJHOTO YPOBHs'

Cpennss Pa3HOCTH B -1,33? 2,007

M3MEHEHNH OTHOCHTEIHEHO (-2,12, -0,55) (-2,79, -1,20)
WCXO/MHOTO YPOBHS ~ MEXIY
KOMOMHHMPOBAaHHOW Tepanuei
)58 Tepanuen OJTHAM

rnpenaparom (95 % JIN)

Ilpumeuanue.
! CKOppeKTUpOBaHHbIE CPEJHHE 3HAYEHHs, PACCUUTAHHbIE METOJOM HAUMEHbIIUX
KBaJIpaToB, U PAa3HOCTb B M3MEHEHUHM OTHOCUTEIILHO HCXOJHOTO YPOBHS uepe3 28 Helelb
CMO/JICJIMPOBAHBI C UCMOJIb30BAHUEM MOJEIM CO CMEIIaHHBIMU 3(deKTaMu JUIsi MOBTOPHBIX
n3mepennii (MMRM), koTopas BkiIroYana BapuaHT Tepalud, PETHOH, CTPaTy HUCXOHOTO

ypoBHs HbAlc (<9,0% wumm >9,0 %), Henemto JedeHHS U B3aUMOJEHUCTBUE «Tepamusi—

HeAess» B KaueCTBE MOCTOSHHBIX 3HAUEHMH M 3HAYCHHE HCXOJHOTO YPOBHA B KadCCTBC

KOBapHarThbl.
2 p <0,001.
3 p<0,01.

Bce 3HaueHus p CKOPPEKTUPOBAHBI C TIOMPABKOM HA MHOKECTBEHHOCTb.

B craructuueckuil aHanM3 HE BKIIOYATM W3MEPEHHs, TOJIYYEHHBIE MOCIE MPUMEHEHUS
HEOTJIOKHOU Tepanuu, a TaAKKe MOCIe MPEXKIEBPEMEHHOTO MPEKPAILEHHS TPUEeMa UCCIIETyeMOTO
npernapara.

KOHMeHmpaL{LUl 2JIIOKO3bl 6 naasme Kpoeu Hamouiaxk

[Ipumenenue nanarnmudiao3nHa B go3e 10 Mr B KayecTBe MOHOTEpalUUd WM B KadyecTBe
no0aBjieHUs K Tepanud MeT(GOPMHUHOM, TIUMENHUPUAOM, MET(HOPMUHOM U IMPOU3BOIAHBIM
Cynb()OHMIMOYEBUHBI, CUTATIUNTHHOM (¢ MeTGOpMHHOM WM 0Oe3 Hero) WM Hpenaparom
WHCYJIMHA TIPUBEJO K cTaThcTudecku 3HaunmMomy cHmxkenuto I'TIH (ot -1,90 no -1,20 MMons/n
[oT -34,2 mo -21,7 mr/mn]) mo cpaBHenuto ¢ miane6o (ot -0,33 mo 0,21 mmonw/n [oT -6,0 10
3,8 mr/mn]). Otor oaddext nabmogancs uyepe3 1| Hemenmro JIeUEHUST M COXpaHANCS B
HCCIeI0BaHUAX, poAobKaBmmxcs 10 104 Heaens.

KomOunupoBanHas  Tepanust  gamarauduiosmHoM B go3e  lOMr u  9KCeHaTHaoM
MPOJIOHTMPOBAHHOTO AEWUCTBHS NMPHUBOAWIA K CTATHCTHYECKH 3HAYUMO OOJIBIIEMY CHIDKEHHIO
I'TIH gepe3 28 Henenb nedeHus: -3,66 MMOJIb/I (-65,8 MI/T) IO CpaBHEHUIO C -2,73 MMOJIB/JT

(-49,2 mr/an) B rpynne Mmonotepanuu ganariaudiaosuaoM (p < 0,001) u -2,54 mmoins/n
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(=45,8 MI/1J1) B Tpymre MoHOTepanuu skceHatugom (p < 0,001).

B crnenmanbHOM HCCIIEIOBaHUY Y TAIIMEHTOB C caxapHbIM quabdetoM 2-ro tumna ¢ pCK® >45 u
< 60 mn/mun/1,73 M? Tepanus aanaraudIo3MHOM npuBena K cHmkenuio I'TIH uepes 24 nenenu:
-1,19 mmomnb/n (-21,46 mr/min) o cpaBaenuto ¢ -0,27 mmons/n (-4,87 Mr/mn) B rpymnne miarne0o
(p=0,001).

Konuenmpayus 2nioko3wl 8 niazme Kposu nocie npuema nuuu

[Tpumenenune nanarmudiao3una B go3e 10 Mr B kauecTBe 100aBIEHUS K TEPAMH TITMMEITUPUIOM
IPUBOAWIO K CTAaTHCTUYECKH 3HAYMMOMY CHIKEHHMIO IUIa3MEHHON KOHIIEHTPALUU TJIFOKO3bI
yepes 2 yaca mociie mpueMa UM 4epe3 24 HeJlenu JeueHus, KOTOPOE COXPaHsIOCh BIUIOTH 10
48 nenenu.

[Tpumenenune nanarnugiaosnHa B 1o3e 10 Mr B kayecTBe 100aBICHUS K TEPANIUU CUTATITMIITHHOM
(c MeropmMuHOM MK 6€3 HEr0) MPUBOIIIIO K CHIDKEHHIO TNIA3MEHHOW KOHIIEHTPAITUH TITFOKO3BI
yepe3 2 yaca mociie mpueMa MUy 4epes 24 HeJenu JIeUeHus, KOTOPOE COXPaHsIOCh BIUIOTH 10
48 nenenu.

KomOunupoBanHass  Ttepanust  jgamarim¢uiosyHoM B o3¢ l0Mr  u  3KceHaTuaom
MPOJIOHTUPOBAHHOTO JCWCTBUS MPHUBOJMIIA K CTATUCTHUECKH 3HAYUMO OOJIBIIEMY CHIKEHHUIO
KOHIICHTpAIIMX TIIOKO3bI B IIa3Me KPOBH 4epe3 2 Jaca IMOcje MprueMa IMUIM depe3 28 Henenb
JICYEHUS TI0 CPAaBHEHUIO C Tepanuel KaXIbIM MPermapaToM 10 OTAEIbHOCTH.

Macca mena

[Tpumenenue nanarimdgiiosnna B o3¢ 10 Mr B kadecTBe T0OABJICHUS K Tepanuu MeT(HOPMHUHOM,
TIIUMENUPUAOM, METQOPMHHOM M MPOU3BOAHBIM CYJIH(OHUIMOYEBHHBI, CHUTATJIUNTUHOM (C
MeThOPMUHOM WM 0e3 Hero) Wi mpernaparaMd HWHCYJIMHA NPUBOAMIO K CTaTUCTHYECKH
3HaYMMOMY CHIDKEHHIO Macchl Tena yepes 24 neaenu (p < 0,0001, tabmunst 4, 5). O1tu 3¢ ekt
HOCWIHM YCTOMYMBBIA XapakTep B AOJITOCPOYHBIX HCCienoBaHUAX. Uepe3 48 Henenb pa3HOCTb
3HAYeHM, MOJYYCHHBIX B IpyIIe n00aBiIeHUs JanariuQio3nHa K Tepanuy CUTArJUNTHHOM (C
MeThopMUHOM WK 0€3 Hero) W B rpymie, Mody4aBlled ranedo, cocraBuia -2,22 kr. Yepes
102 Hegenu pa3HOCTb 3HAYEHUH, MOJYYEHHBIX B TIpymnne Jo00aBieHus Aanariudo3rHa K
Tepanuu METPOPMHUHOM U B IpYIIIe, MOIydaBLIel mianedo, U pa3sHOCTh 3HAYEHUH, OTYYEHHBIX
B Ipynne ao0aBieHus nanariuduio3uHa K Tepanud HHCYJIMHOM M B TpYIIe, MOJXydaBlIeil
marne6o, coctaBuna -2,14 kr u -2,88 K COOTBETCTBEHHO.

[Ipy npumeHeHMHM B KayecTBe J00aBIEHHS K Tepanud MET(GOPMUHOM B HCCIIEOBAaHUU HE
MeHbIIeH 3 (HEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM Janariugio3uH IPUBOIMI K CTATUCTUYECKU
3HaYUMOMY CHMIKEHMIO Macchl Tejla MO CPABHEHUIO C MPUMEHEHUeM riaunusuiaa (Ha -4,65 kr
yepes 52 neaenu (p < 0,0001, rabnuna 3)), kotopoe coxpansuiock uepes 104 u 208 Henensb

(-5,06 xr 1 -4,38 KT COOTBETCTBEHHO).
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TIpuMcHenne pAamariauduiosnHa B jgo3e 10 Mr B KadecTBe KOMOWHWUPOBAHHOW Tepamuud ¢
OKCEHATHJIOM TPOJOHTUPOBAHHOTO JECHCTBUS MPUBENO K CTATHCTHYECKH 3HAYUMO OOJBLIEMY
CHIDKEHHMIO MAacChl Tejla 10 CPAaBHEHUIO C MOHOTEpanueil KaKIbIM MpernapaToM B OTAEIbHOCTH
(Tabmuma 8).

B wuccnemoBanmm ¢ yuyactuem 182 mamueHToB ¢ caxapHbIM = JauabeToM 2-ro  THMa ¢
UCTIOJIb30BAaHUEM  JIBYXOHEPreTHUECKONW PEHTTeHOBCKOW a0COpOIMOMETpUH Ul OLCHKH
KOJINYECTBEHHOT'O COCTaBa TeJla IMPOAOJIKUTEIBHOCTRIO 24 HEAETH MO JaHHBIM HM3MEPEHUH C
UCTIOJIb30BaHUEM JIBYXHEPreTHUECKOW PEHTI€HOBCKOW aOCOpOIMOMETpUN IPpU MPUMEHEHUH
nmanarnudosuHa B jo3e 10 Mr B codeTtaHwH ¢ MET(HOPMHUHOM IO CPAaBHEHHWIO C IUIane0do B
KOMOMHAaNUU ¢ MeTGOPMHHOM OBLJIO TOKa3aHO, COOTBETCTBEHHO, CHIIKEHHE MAacChl Tela U
KHPOBOW MAacCChI TeJla, a HE MOTEePsl MBIIICYHON MACChl WM XHUAKOCTH. B momucciienoBannu ¢
WCTIOJB30BAaHNEM MAarHUTHO-PE30HAHCHOW ToMorpadgum mpuMeHeHne namarmudio3nHa B
KOMOHWHAIIMU ¢ MET(GOPMHUHOM IMPOBOJAMIO K KOJIMYECTBEHHOMY YMEHBIIICHHIO BHUCIICPATBHOM
’KMPOBOM TKaHH MO CPAaBHEHHUIO C TPUMEHEHHEM I11a1e00 B KOMOMHAINY ¢ MET(GOPMUHOM.

Apmepuanvroe odasnenue

Ha ocHoBanum anHanmm3a oObEIMHEHHBIX HAHHBIX 13 miane0o-KOHTPOIUPYEMbIX HCCIIEI0BaHUI
Mo 3apaHee MPEeTyCMOTPEHHBIM MEPEMEHHBIM 4epe3 24 Helenu Tepanud Aanarin(Io3HHOM B
no3e 10 Mr ObLTO MOKa3aHO M3MEHEHUE CUCTOINYECKOTo apTepuanbHoro nasieans (CAJl) Ha
-3,7MM pT. CT. W JMACTOJIMYECKOTO aprepuanbHoro naeieHus (JAJl) Ha -1,8 MM pT. cT.
OTHOCUTEIBHO MCXOJHOT0 ypOBHS 1O cpaBHeHMIO ¢ m3MeHeHueM CAJl Ha -0,5 MM pT. CT. 1
A wa -0,5MMpT.CcT. B Tpymme, IMody4aBiied ruiane6o. CXOaHbIE HW3MEHCHHUS
HaOI0JaNCh BILIOTH 10 104 Henenu Tepanum.

Komb6unupoBanHas tepanus nanariaugio3nHoM B 10o3e 10 Mr B KOMOMHALUU ¢ 9KCEHATHIOM
MPOJIOHTMPOBAHHOTO ICUCTBUS IPUBOAMIIA K CTATUCTUYECKH 3HAUUMO OOJIBIIIEMY CHUKEHHIO
CAJ uepe3 28 nenenb (-4,3 MM pT. CT.) IO CPABHEHUIO C MOHOTEpanuen ganarindio3uHOM
(-1,8 MM pT. cT., p < 0,05) 1 MOHOTEpanuel IKCEHATUIOM TPOJIOHTUPOBAHHOTO JEHCTBUS

(-1,2 mm pt. cT., p <0,01).

B 2 nnane0o-KOHTPONHUPYEMBIX HCCIAEI0BAaHUAX MPOJOIKUTEIBHOCTEIO 10 12 Henenb, B
oOuieit crnoxkHoctu, 1062 manueHTa ¢ HeaJeKBAaTHBIM KOHTPOJIEM caxapHOro auwabera 2-ro
TUIA U apTepUabHOIN rHuNepTeH3Un (HECMOTPS Ha MPEAIIECTBYIOIIYIO CTA0OMIbHYIO TEPAIHIO
naruoutopom AIID unu BPA 11 B onHoMm uccrnenoBanuu u uaruouropom AII® unu BPA B
COYETAaHMU C €IIe OJHUM AHTUTUIEPTEH3UBHBIM MpErnaparoM B JPYIOM HCCIEIOBaHHUM)
MoJTyJaliy Tepanuio aanaraudiao3uHoM B go3e 10 mr wum miane6o. Yepes 12 Henens B 00oux
UCCJIEZIOBAHUAX NpPUMEHEeHHe aanariugriao3nHa B o3¢ 10 Mr B coueTaHMM CO CTaHAAPTHOMN

NPOTUBOINA0ETHUECKON Tepamueil NpuBeno K yimydmieHuto ypoBHs HbAlc um cHmxeHuio
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CAJl, CKOPpEKTUpPOBAaHHOMY C YydeTroMm Iuianebo, B cpeaHeM Ha 3,1 u 4,3 MM pr. cT.
COOTBETCTBEHHO.

B crienanbHOM HMcCIeJOBaHUH Y MTALMEHTOB € caxapHbIM anaderoM 2-ro tuma ¢ pCKd > 45
u < 60 mn/mun/1,73 M? uepes 24 Hezlenu Tepanus AANArTH(BIO3UHOM NPHBENA K CHIKEHHIO
CA/l B onoxeHuu cus: -4,8 MM pT. CT. IO CpaBHEHUIO C -1,7 MM pT. CT. B rpyIIe miarnedo
(p <0,05).

Koumponv enukemuu y nauuenmos ¢ napyuwenuem (bVHKul/lu nouexk cpeouell cmenenu

mavicecmu (xponuyeckas 6one3ns noex cmaouu 34, pCK® > 45 u < 60 mn/mun/1,73 m*)

O¢¢dextuBHOCTh manarmudiIo3uHa OblIa OLEHEHA B CHEIHUAIbHOM HCCIEIOBAHUH Y
HallMeHTOB C caxapHbiM guaberom 2-ro Tuma ¢ pCK® >45 u < 60 mn/mun/1,73 m?
HEaJeKBaTHbIM  KOHTpPOJIEM TJUMKEMHUM [pU  CTaHJAPTHOM  JiedeHHH. Tepamnus
nanariau@io3uHOM MpuBeia K yMeHblIeHuto ypoBHA HbAlc 1 Maccel Tena 1o cpaBHEHHIO C
miane6o (Tabauua 9).

Tabauua 9. Pe3yjabTaThl, MoJy4eHHbIe Yepe3 24 HeleJH B IUIane00-KOHTPOJIMPYEeMOM
HCCJIeJOBAHUM TPUMEHEeHHs Janaringo3uHa y NauMeHToB ¢ caXapHbIM Ana0eToM 2-1o

thna ¢ pCK® > 45 u < 60 mu/mun/1,73 m>

I[arlamnqmo:mn‘ 10 mr ILane6o!
N? 159 161
HbAlc (%)
VcxoaHblil ypoBeHb (cpeiHee) 8,35 8,03
I3MeHeHIe OTHOCHTEIBHO HCXOIHOTO YPOBHS -0,37 -0,03
Pa3sHOCTE OTHOCUTEILHO HJIaue6o2 —0,344
(95 % N) (-0,53, -0,15)
Macca TeJia (Kr)
VcxoaHbI ypoBeHb (cpeiHee) 92,51 88,30
N3menenue (%) OTHOCHUTEIBHO HCXOAHOTO -3,42 -2,02
YpOBHS®
Pasznocte B w3MmeHennu (%) OTHOCHUTEIIEHO -1,43%
nane6o’
(95 % 1) (-2,15, -0,69)
ITlpumeuanue.

' Merdopmun miu MeThopMHUHA THAPOXJIOPU]] BXOIMUIIM B CTAHAAPTHYIO Tepanuio 69,4 %

u 64,0 % manueHToB B TpYyMIe, MOMy4aBmiel nanarmudiao3ud B n1o3e 10 Mr, u B rpymnre,

MOJTy4aBIIel 1iane0o COOTBETCTBEHHO.
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Cpeanee 3HaueHne, pacCUNTaHHOE METOJIOM HAWMEHBIINX KBaJIpaTOB, CKOPPEKTUPOBAHHOE
OTHOCHUTEIILHO HCXOAHOTO YPOBHSI.
3 OnpeneneHo Ha OCHOBAHMM CPEIHETO 3HAYEHHS, PACCUYMTAHHOTO METOJOM HAMMEHBIINX
KBaJ[paTOB, CKOPPEKTUPOBAHHOTO OTHOCUTEIBLHO UCXOAHOTO YPOBHS.
4 p<0,001.

Hayueumul ¢ ucxoonwvim ypossem HbAIc > 9 %

Ha ocHOBaHMM aHanmu3a JaHHBIX MAIMEHTOB C MCXOAHBIM ypoBHeM HbAlc >9,0% mo 3apanee
MPEeIyCMOTPEHHBIM TEPEeMEHHBIM Tepanus nanariuduo3uHoM B mo3e 10 Mr mpuBogmia K
CTaTUCTUYECKH 3HAYMMOMY YMEHbIIeHHI0 ypoBHA HbAlc uepe3 24 Henmenn mnpuMeHEHUS B
KayecTBe MOHOTepanuu (CKOPPEKTHPOBAHHOE CpeIHEe M3MEHEHHE OTHOCHTEIBHO HMCXOTHOTO
ypoBHs: -2,04 % u 0,19 % nnsa nanarnudaosuna B no3e 10 Mr u 1raie00 COOTBETCTBEHHO) U
npu J00aBlI€HUU K Tepanuu MeT(HOPMUHOM (CKOPPEKTUPOBAHHOE CpelHee H3MEHEHHE
OTHOCHUTEJIBHO HcXogHOro ypoBHs: -1,32% wu -0,53 % nna panarugiao3uHa Mo 1wianebo
COOTBETCTBEHHO).

Cepoeuro-cocyoucmuole u noueurvle Ucxoobl

HccnenoBanne BrimsHUS manariugiosuHa Ha cepaedHo-cocyaucteie ucxoasl (DECLARE) —
MEXIYHapOJHOE  MHOTOILEHTPOBOE  pPaHAOMHU3MPOBAHHOE JIBOMHOE  criemoe  riarebo-
KOHTPOJIUPYEMOE KIMHHUYECKOE MCCIIEeIOBAaHME Ul ONpEACTICHHs BIUSHUS Aanariudio3nHa Ha
CepAEeYHO-COCYIUCThIE HCXO/IbI P €T0 A00aBIEHUH K TeKyllel 0a30B0il Teparuu 1Mo CpaBHEHUIO
¢ marne6o. Y Bcex TAaIMEHTOB OBIT caxapHbli auabeT 2-ro Thma W JMbo aBa W OoJjee
JIOTIOJIHUTENBHBIX (DAaKTOPOB pHUCKa PA3BUTHS CEPAECYHO-COCYAUCTOro 3abojeBaHMs (BO3pacT
> 55 ner y Myx4uH Wid > 60 5eT y jKeHIIMH M OAMH Win Oojiee U3 CIeaylomuxX (hakToOpoB:
TUCITUTINIEMUS], apTepHaabHasi THIIEPTCH3HUA WM TaO0aKOKypeHHe), MO0 ITHarHOCTUPOBAHHOE
CepAeYHO-COCYIUCTOE 3a00JIeBaHHE.

N3 17 160 pan1oMu3UpOBaHHBIX MalUEHTOB y 6 974 (40,6 %) ObUIO JUArHOCTHPOBAHO
cepleuHo- cocyauctoe 3aboneanue, a y 10 186 (59,4 %) TakoBoe orcyrcTBoBasio. B oOmieit
CIIO)KHOCTH § 582 manuenTa OblTM paHAOMU3UPOBAHBI B IPYITY MPUMEHEHUs Aanarindio3uHa B
no3e 10 mr, a 8 578 manuenToB — B Tpynmy Imianebo; MeauaHa JIIUTEILHOCTH HAOIIOACHWUS
coctaBuia 4,2 roaa.

CpenHuil Bo3pacT MallMEHTOB UCCIIEeTyeMOM nomysauuu coctaBuia 63,9 rona, 37,4 % nauneHToB
Obutn JkeHckoro mosa. B oOmeit cnoxsHOocTH 22,4 % TAanMEHTOB CTPajaid CaXapHbIM
nuabeToM 2-T0 THMA Ha TPOTHKEHUH < 5 JeT, CpedHsisi MPOJODKUTEIBHOCTh CaxapHOTO
muabera 2-ro tuna cocrapwia 11,9 ner. Cpennee 3nauenue ypoBHs HbAlc cocrasisio 8,3 %,

cpeanuit UMT — 32,1 Kr/M2.
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TIcxoano y 10,0 % manueHToB B aHaAMHE3e OTMEYallach CepjeyHasi HeJoCTaTOYHOCTh. CpeaHsist
pCK® cocraBuna 852 mn/mun/1,73m?. V  7,4% mnamuentoB pCK® Onima Menee
60 mn/mMun/1,73 M>. YV 30,3 % manmeHTOB HAONIOAANACh MHUKPO- WM MAKpPOAIbOYMHHYpPHs
(cootnomenue A/Kp moun) > 30 u < 300 mr/r uiu > 300 MI/T COOTBETCTBEHHO.

Hcxogro Oonpmasi dwacte mamuweHToB (98 %) momydamm  ONMH WM HECKOJIBKO
NpOTHBOIMA0ETUYECKUX MpenapaToB, Bkiaodas wmerdopmuH (82 %), mpemapaTbl HHCYIHWHA
(41 %) n mpousBoOIHBIE CYTb(POHMIMOUYECBHHEI (43 %).

[lepBuuHble KOHEYHBIE TOYKH BKIIOYAJIM BpEeMsl 10 Pa3BUTHS TEPBOTO  SIBICHUS
KOMOWHHPOBAaHHOW KOHEYHOW TOYKH, BKIIFOUABIICH CMEPTh IO NMPHYUHE CEPJICUHO-COCYTUCTOM
MATOJIOTHH, UHPAPKT MUOKAP/AA WIH UIIEMHUYECKH WHCYNBT (OCHOBHBIE CEPIIEYHO-COCYTUCTHIE
COOBITHS), a TAKIKE BPEMS JIO Pa3BUTHS TIEPBOTO SBJICHUS KOMOWHUPOBAHHONW KOHEYHOW TOYKH,
BKJTFOYABIICH TOCTIUTAIM3AIIMIO TI0 TIOBOJTY CEPACYHOM HEIOCTATOYHOCTH UIIH CMEPTh O MPUYKHE
CepIEYHO-COCYANCTOr0  3aboneBaHusa.  BTopuuHble  KOHEUHBIE  TOYKM  BKJIIOYAIH
KOMOMHHUPOBAHHYIO KOHEYHYIO TOUKY MTOYEUYHBIX UCXOJ0B U CMEPTH I10 JIF000 MpUIHHE.

Ocnosnwvie cepoeutio-cocyoucmuble coObimus

Janarmdnosun B 1o3e 10 MT IpoJEMOHCTPUPOBAIT HE MEHBITYIO 3()(DEKTUBHOCTH 110 CPABHEHUIO
¢ r1anedo B OTHOIIEHUH KOMOMHUPOBAHHON KOHEUHOM TOUYKH, BKIIOYAIOIIEH CMEPTh 1O PUYKHE
CepICYHO-COCYANCTON  MATOJOTMHM, MH(PApKT MHOKapAa WM HMIIEMHUYECKUH HHCYIBT
(ogHocToponHee 3HaueHue p < 0,001).

Xponuueckasa cepoeunas HeooCmAamouHoCmb Wil CMepmb NO NPUdUne cepoedno-cocyoucmou

namonozuu
Janarmudao3un B n1o3e 10 Mr mpoaeMOHCTPUPOBAN MPEBOCXO/ACTBO 110 CPABHEHHUIO C IJ1a1e0o B
NPEeJOTBPAIIEHUH  MEPBUYHOM  KOMOMHMPOBAHHOW  KOHEYHOM  TOYKH,  BKJIIOYAOLICH
TOCHUTAIU3ALUIO TI0 TOBOJY CEPACYHON HEIOCTaTOYHOCTU WJIM CMEPTh IO NMPUUYUHE CEPAECYHO-
cocyauctoil maronoruu (pucyHok 1). Pasnuume s¢pdekra Tepanuu ObUIO JOCTUTHYTO 3a CUET
TOCHUTAIM3ALUU 110 TIOBOAY CEpIEYHON HEIOCTATOUHOCTU O€3 pa3iuyus B OTHOLIEHUU CMEPTH
10 IPUYUHE CEP/IEYHO-COCYAUCTON NaTONOIUU (PUCYHOK 2).

[TpenmymiecTBO Tepanuu Aanariu(IOo3MHOM IO CpaBHEHHIO ¢ Iuianebo HaOIoAaIoch y
NAIEHTOB C JMAarHOCTUPOBAHHBIM CEPJECYHO-COCYIUCTHIM 3a00J€eBaHUEM U 0€3 TaKOBOIO, C
HCXOJTHOU Cep/IeYHON HEJOCTATOUHOCTHIO MK 0€3 TaKOBOH, M OBLIIO COTIOCTABUMBIM B KITFOUEBBIX

MOJITPYIINax, BKII0Yask BO3PacT, o1, pyHkuuto mouek (pCKD) u peruoH.
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NCYyHOK I. Bpemsi 10 mepBoMl roCHUTAIM3ANUMA MO MOBOAY CEepAEYHOH HEAOCTATOYHOCTH

WIM CMePTH 110 NPUYHHE CePAeYHO-COCYAUCTON MATOJOTHH
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MaymeHTsl rpynnsl pucka

HAanarnudnoaunn: B582 B517 B415 8322 B224 8110 7970 7497 5445 1626
Mnauebo: B578 8485 B387 8259 B127 8003 7880 7367 5362 1573

Ilpumeuanue.

«[TanmeHTHl TPYNIBI pPHUCKa» O3HAYaeT KOJWYECTBO TAIMEHTOB TPYMIBI pPHCKa B Hadaie
nepuojia. OP — OTHOLIIEHUE PHUCKOB.

Pe3ynbraThl, TONy4eHHBIE IJIs TIEPBUYHBIX W BTOPUYHBIX KOHEUHBIX TOYEK, IMOKa3aHBl Ha
pucynke 2. IlpemmymecTBo Tepamuu Aamarii@IO3MHOM TIO0 CpaBHEHUIO ¢ Tuianebo B
OTHOIICHUN OCHOBHBIX CEPJICUHO-COCYAMCTHIX COOBITUH MmoKazaHo He Obuto (p = 0,172), B cBsi3n
C dYeM COIVIACHO METOJUKE TPOBEICHHUS TOATBEP)KIAIONINX WCIBITAHUNA HCCIET0BAaHUS
KOMOMHUPOBAHHOW KOHEYHOM TOYKHM MOYEYHBIX HMCXOJOB W CMEpPTH IO JI0OOW NpUYHHE HE

BBITIOJIHSJIN.
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UCYHOK 2. J(eKT jedeHUs] B OTHOIICHUH NMEePBUYHBIX KOMOMHMPOBAHHBIX KOHEYHBIX

TOYE€K H UX KOMIIOHEHTOB, a TaAKKe BTOpI/I‘{HLIﬁ KOHECYHBIX TOYCK U UX KOMIIOHCHTOB

Nanarnudnosud  Mnauebo OTHOLWeHHe 3HaueHue p
n (%) n (%) pHcKoB (95% [W)
(N = 8582) (N = 8578)
MepeHuHble KOHEUHBIE TOUKHK
locnuTanKiauKA no nosony cepAeyHod HeqOCTATOYHOCTH/ & —8— 417 (4,9) 496 (5,8) 0.83 (0,73. 0.95) 0,005
CMepTb NO NPHYUHE CepAeYHO=COCYAHCTOH NAaTONOTHH
HKomBHHHpOBaHHAA KOHEYHAR TOYKA, BKNKOYAIOLAA CMEPTh — 756 (8,8) 803 (9,4) 0,93 (0,84, 1,03) 0,172
No NpHYHHE CepAeUHO=COCYAHETOro 3a6oneBaHMA/MHGAPKT
MHOKapaa/MILIEeMHYECKHH HHCYNbLT
KomMnoHeHTsl KoMENHMDOBAHHBIX
HOHBYHBIX TOHEK
Focnuranusauma No Nosody CEPAEYHON HeAOCTATONHOCTY —8— 212 (2,5) 286 (3,3) 0,73 (0,61, 0,88) <0,001
CMepTs No NPUYWHE CEPASYHO-COCYANCTOrD 3abonesanuA —a— 245(2,9) 249(2,9) 0,98 (0,82, 1,17) 0,830
WHpapKT muokapaa —a— 393 (4.6) 441 (5,1) 0,89 (0,77, 1,01) 0.080
Hwemmnyeckun nHeynet —— 235(2,7) 231(2,7) 1,01 (0,84, 1,21) 0,916
BTOpPHYHBIE KOHEYHBIE TOYKK
KoMBHHHPOBaHHaA KOHEYHAR TOYKA NOYEYHBIX HCXOAO0B —-— 370(4,3) 480 (5,6) 0,76 (0,67, 0,87) <0,001
KOMNOHEHTEI KOMBWHUDOBAHHOW KOHEYHOR TOYKM NOYEUHEIX UCXOACB:
YeToHuuBOE CHIKeHHe pCKD —— 120(1,4) 221(2,6) 0,54 (0,43, 0,67) <0,001
TepmuHansHan cTaaqa = 6 (<0,1) 19(0.2) 0,31 (0,13, 0,79) 0,013
NOYEYHOM HEJOCTATONHOCTH
CMepTs BCNe/ACTEME OCNOMHEHNH - 6 (<0,1) 10(0,1) 0,80 (0,22, 1,85) 0,324
CO CTOPOHBLI NOYEK
CmepTh no nto6on npuuMHe —B 529(86,2) 570 (6,8) 0,93 (0,82, 1,04) 0,198
B nonbay aanarnu@nosuHa B nonkay nnaueto
T T T T 1T
0.2 04 06 08 112 18
Ilpumeuanue.

KomOuHMpOBaHHAsT KOHEYHas TOYKA TIOYCYHBIX WCXOJOB BKIIOYACT: YCTOHYHMBOE
noareepxkaeHHoe cHikenne pCK® nma > 40 % no pCK® < 60 mn/mun/1,73 M* u (umm)
TEPMUHAIBHYIO CTAJMI0 [OYEYHOW HexocTaToyHocTH (auamu3 >90 gHedl wim
TpPaHCIUTAHTALIMS MIOYKH, YCTOWYUBBIN MIOATBEP>KICHHBIN roKasarelb
pCK® < 15 mu/mMun/1,73 M%), u (M1IM) cMepTh BCIEACTBUE OCIOKHEHHH CO CTOPOHBI IOYEK
WA CMEPTH IO IPUYMHE CEPJICYHO-COCYTUCTOTO 3a00IeBaHNS.

3HaYEHUS «P» SBISIFOTCS IBYCTOPOHHUMHU. 3HAUEHUS «P» AJI1 BTOPUYHBIX KOHEUHBIX TOYEK U
OTJENBHBIX KOMIIOHEHTOB SIBJISIFOTCS. HOMUHAJIbHBIMU. Bpemst 10 pa3BUTHS NEPBOTO ABJICHUS
KOMOMHUPOBAHHOW  KOHEYHOM  TOYKM  aHAIM3HPOBAM C  TOMOIIBIO  MOJENH
nponopuuoHanbHbIX puckoB Koxkca. KonmuecTBo mepBbIX SBICHUM 1O OTAEIbHBIM
KOMIIOHEHTaM KOMOWHHPOBAHHOW KOHEYHOW TOYKH SIBISETCS (DAaKTUYECKHM KOJIUYECTBOM
MEPBBIX SBICHUM Ka)KIOro KOMIIOHEHTa M HE CYMMHpPYETCA C KOJMYECTBOM SIBJICHHUHI B
KOMOMHHPOBAHHOW KOHEYHOU TOUKE.

Hegponamus

Tepanus nanarnugiao3uHOM MPUBOAMIA K CHIKEHHIO YacCTOTHI SIBJICHUH KOMOMHUPOBAHHOMN
KOHEYHOM TOYKH, BKIIOUAIONIEH TMOATBEpPXKIEHHOE ycToiunBoe cHMkeHne pCKO,
TEPMUHAIBHYIO CTAJUI0 MOYEYHOM HEIOCTaTOYHOCTH, CMEPTh BCIIECACTBUE OCIOKHEHUU CO

CTOPOHBI IMOYCK WM CMEPTh IO MNPUYHUHE CEPACHHO-COCYAUCTOIrO 3a00JIeBaHUA. Pasﬂnua
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MCXKAy Ipynmamu Obula OOycIOBII€HAa CHIJKEHHEM YHCIa  SIBJIEHUH KOMIIOHEHTOB
KOMOMHHUPOBAHHOM KOHEYHOM TOYKM IOYEYHBIX HCXOJAOB, BKIIIOYAIOIIEH YCTOHYHMBOE
cHmwkenne pCK®, TepMuHanbHYIO CTagul0 [OYEYHOW HEJOCTAaTOYHOCTH U CMEpPTh
BCJIEJICTBUE OCJIOKHEHUH CO CTOpOHBI Mouek (pucyHOK 2). OP mo BpeMeHH 10 pa3BUTHS
Hepponatuu  (ycroiumBoe cHwkeHue pCK®D, TepMuHanbHas cTaaus  I[OYEHYHOH
HEJI0CTaTOYHOCTH WJIM CMEPTh BCIIEACTBUE OCIOKHEHUI CO CTOPOHBI 1oYek) coctasuiio 0,53
(95 % U: 0,43, 0,66) ans manaraudio3uHa M0 CpaBHEHUIO C Iare0o.
Taxoke Tepanus nanaraugIIO3MHOM CHM)Kala PHCK HOBBIX CIy4aeB pPa3BUTHS CTOMKON
ansOymunypuu (OP: 0,79 [95 % AU: 0,72, 0,87]) n npuBoguna k OoJyiee BBIPAKEHHOU
perpeccun MakpoansOymunypun (OP: 1,82 [95% AW: 1,51, 2,20]) mo cpaBHEHHIO ¢
iane6o.

eTH
Caxapuwiti ouabem 2-20 muna
B knuHMYecKoM wHcclenoBaHHMM Y JIeTel W TOJIPOCTKOB B Bo3pacte oT 10 mo 24 ner ¢
caxapHelM juabetoM 2-ro Tuna 39 manuMeHToB ObUIM PAHIOMH3HPOBAHBI B TPYMILY
nmanarmuduosuHa B go3e 10 mr, a 33 mammeHta — B Tpymmy Iuianebo B KadyecTBe
KOMOMHHPOBAaHHOW TEpaIruu ¢ MET(HOPMUHOM, HHCYJIMHOM WJIM ¢ KOMOMHaIuei MeThopMruHa
u uHcynuHa. Ha wMomeHT panmommsaumn 74 % mnaunueHtoB Obutn Mianamie 18 sier.
CxoppekTHpoBaHHOE cpenHee w3MeHeHHe ypoBHS HbAlc or wmcxomHoro ypoBHs 0 24
HEJIeNH MpU MPUMEHEHUH Aanariudio3nHa Mo cpaBHEHHUIO ¢ mianedo cocrtasuio -0,75 %
(95 % JAU: -1,65, 0,15). B Bo3pacTHo# rpynme miaame 18 neT CKOppeKTUPOBAaHHOE CpeHEe
n3Menenue yposHs HbAlc mpu mpumeHenun mamarin@io3vHa MO CPaBHEHMIO € TUIanebo
coctasuio -0,59 % (95 % JAU: -1,66, 0,48). B Bo3pacTHO¥ Tpymme oT 18 et m crapie
cpenHee n3MeHeHne ypoBHs HbAlc oTHOCUTENEHO HCXOHOTO YPOBHS cocTaBuio -1,52 % B
rpymre, noiaydasmeil panarnuduiosud (n = 9), u 0,17 % B rpynne, nonydaBiiel 1uiane6o
(n=6). DOddexTUBHOCT, U 0E30MACHOCTb OBIM AHAIOTUYHBI  COOTBETCTBYIOLIMM
MoKa3aTessiM, HaOJI0JaeMbIM Y B3pPOCJBIX MAllMEHTOB, IMOJYYAIOUMX Janariugio3uH.
JanbHeiiiiee mnoOATBEp)KIACHUE O€30MaCHOCTH M IEPEHOCHUMOCTH ObLIO MOJy4eHO B
JIOTIOJIHUTENIBHOM TEPHUOJI€ MCCIEA0BaHUs, MPEeIHA3HAYEHHOM JJIsi OLEHKH O€30MacHOCTH,
MPOIOJKUTENBHOCTRIO 28 Henenb (cM. pazaen 4.2.).
5.2. ®apmakoKHHeTHYECKHE CBOICTBA
AOGcopOrnus
[Tocne mpuema BHYTph Aanaryiniao3uH OBICTPO U IOJHOCTBIO BCACHIBACTCS B KEIYAOYHO-
KHUIIEYHOM TpPaKTe; OH MOXXET NPUHUMATbCS KaKk BO BpeMs IIpHeMa MHIIU, TaK U BHE €ro.

MakcumaibHast KOHLIEHTpanus B miasmMe KpoBH (Cmax) Janarnn@iao3uHa OObIYHO JIOCTUTAETCS B
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TeUcHIE Z 4acoB mociie nmpruema Hatomak. Cpennne reoMmerpudeckre 3Ha4eHUS Cmax 1 AUC st
nmanarnu@Iio3uHa B paBHOBECHOM COCTOSTHHH TIOCJIE TpueMa ero npuema B no3e 10 mr oguH pas
B CYTKH cOCTaBsuiM 158 Hr/mut u 628 Hr-4/mMa cooTBeTcTBEHHO. AOComoTHAs OMOIOCTYITHOCTh
nmanarnu@o3uHa npu npueme BHyTpb B 103e 10 mr cocrasinsieT 78 %. Ilpuem numm ¢ BBICOKUM
coliepskaHueM >KUpPOB CHIKAN Cmax Manmarmuduosuna Ha 50 %, yaauHAT Bpemsl AOCTHIKEHUS
MaKCHUMAaJIbHOM KOHLIEHTpaluu B mi1a3Me KpoBH (Tmax) mpumepHo Ha 1 yac, Ho He Biusu1 Ha AUC
10 CPAaBHEHHUIO C IPUEMOM HATOLIaK. DTH U3MEHEHHUS HE SBIIIOTCS KIMHUYECKH 3HAYHUMBIMU.

Pacnpenenenue

Hanarmudnosun npumepHo Ha 91 % cBs3piBaeTcs ¢ OenkaMu KpOBHU. Y MALMEHTOB C
pa3iaMyYHBIMU 3a00JI€BaHUAMHU, HApUMEp, C HApyIIEHUSMHU (DYHKIUHU MOYEK WINM TEYEHH,
9TOT MOKa3arenb He u3MeHsuics. CpenHuil oObeM pacrpeneneHus aanariugio3rHa B
PaBHOBECHOM COCTOSIHUM cocTaBuil 118 1.

buotpanchopmanms

Janarnudno3un Metabonusupyercss ¢ 00pa3oBaHUEM, TJaBHBIM 0O0pa3oM, HEAKTUBHOTO
MeTabonuTa nanarnniuo3nH-3-O-TIoKypoHUIa.

Janarnudio3us-3-O-TIoKypoHUA U Ipyriue METa0OIUTHl HE OKa3bIBAIOT THIOTJIMKEMHYECKOTO
neiictBus.  JlanarmuduiosuH-3-O-rimokypoHua  popMupyercss 1moj  AeicTBHEM  (epMmeHTa
ypuansangocat-rimokyponosunrpancdepassl 1A9 (UGT1A9), npucyrcTByromero B Ne4eH:
noukax, n3opepmentsl nutoxpoma CYP BoBiedeHbI B METa00JIM3M B MEHBIIICH CTETICHH.
OIMMUHALAS

Cpennuii mepro/ moryBbeIBEACHHUS U3 T1a3Mbl KpoBH (TY2) y 3M0pOBBIX JOOPOBOIBIIEB COCTABIISIT
12,9 gyacoB mocie OAHOKPATHOTO MpreMa anarianduio3nHa BHyTpb B 1o3e 10 mr. Cpennuit oOmmii
CHUCTEMHBIM KIUPEHC nanariuQo3uHa Mpu BHYTPUBEHHOM BBeIEHUH cocTaBisul 207 mi/MuUH.
Janarnudimo3ud u ero MeTaboIUThl BBIBOJSTCS MPEUMYIIECTBEHHO MOYKaMH, U TOJIBKO MEHEee
2 % BHIBOAUTCA B HemsMeHeHHoM Buje. Ilocne mpuema 50 mr *C-panmarnmudmnosuna 6b10
obOHapyxeHo 96 % pannoakTuBHOCTH — 75 % B Moue u 21 % — B ¢exanusx. [Ipumepno 15 %
paZvOaKTUBHOCTH, OOHApyXEHHOW B  (eKanusix, TMPUXOAUIOCH Ha  HEU3MEHCHHBIN
Janaryin@Io3uH.

JIuHenHoCTh

OKcno3uuus  Janariau@io3uHa  yBEIHMYMBaIach MNPOMOPIHMOHAIBHO YBEIHMUYEHHUIO JI03bl B
nmuanazone ot 0,1 mo 500 mr, a ¢apmakokMHeTHUYECKHe CBOMCTBa namariudro3nHa He
U3MEHSJIMCh C TEYEHUEM BPEMEHU MPU MHOTOKPATHOM €KEIHEBHOM IPHUEME B TEUEHHE 10

24 genenb.

dapmakokuHeTHYCCKAA-PapMaKOIMHAMUYECKAS 3aBUCHMOCTD

Tloueunasn nedocmamounocmo
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B~ paBHOBECHOM cocTOosiHUW (TipueM nanarnvdio3uHa B go3e 20 Mr B TeueHue 7 JHEH)
CUCTEMHasl KCIO3ULMs Janarin@iao3uHa y NaleHTOB ¢ caxapHbIM JuabeToM 2-To THIA U
HapylleHueM (QyHKIUHU MOYEK JIETKOM, CpeaHel MM TSKeJOoW cTemneHu (ompeaensieMol Mo
KJIMpeHcy Horekcona) Obuta Ha 32 %, 60 % u 87 % Bbllle, 4YeM y MAalMEHTOB C CaXapHBIM
nuabeToM 2-ro TMIa W HOPMajibHOM (yHKIMEH ™OoYeK COOTBEeTCTBEHHO. KommdecTBo
TJIIOKO3BI, BBIBOAMMONM IOYKaMH B TEYEHHWE CYTOK NpU IpueMe jganariudiao3uHa B
PaBHOBECHOM COCTOSIHUHM, 3aBHUCEII0 OT COCTOSHHUS (YHKIMM TOdYeK. Y MalHMeHTOB C
caxapHBIM I1a0eTOM 2-TO THIA U HOPMaJIbHOW (PyHKIMEH MoYeK, U ¢ HapyleHHeM (QpyHKIUN
MOYEK JIETKOM, CpeJHed WM TSKEJIOW CTENeHW B CYTKH BBIBOAWIOCH 85, 52, 18 m 11T
TJIFOKO3bI COOTBETCTBEHHO. Hen3BecTHO, OKa3bIBAET JIM FEMOANAIN3 BIMSHUE Ha 3KCIIO3ULIUIO
nmanarnudo3uHa. BrusHMEe CHWKEHHS QYHKIMA TIOYEK HAa CHUCTEMHYIO OSKCIIO3UITUIO
mperapara  ONCHWBAJM  HA  TOMYISIMOHHON  (apMaKOKHMHETHYECKOH  MOJICINH.
Cnporno3upoBanHas mMozenbio AUC Oblia BbIIIE y HMAIlMEHTOB C XPOHHUYECKOW 0O0JIE3HBIO
MOYEK MO CPABHEHUIO C IMAIMCHTaMH C HOPMAaJIbHON (YHKIMEH MOYEK W CYIIECTBEHHO HE
pa3nuyanach y TMalMeHTOB C XPOHHYECKOW OOJIE3HBIO TMOYEK C CaxapHbIM JHa0eToM 2-TO
TUTa WK 0e3 Hero, 4TO COTIacyeTcs C paHee MOTYYCHHBIMH JaHHBIMH.

Ileuenounas nedocmamounocme

Y DanueHToB € TMEYEHOYHOM HENOCTATOYHOCTBIO JIETKOM WM CpeJHEHW CTENEHU TSKECTH
(xmaccer A n B no mikane Yaina-I1e10) cpenune 3nauennst Cmax 1 AUC manarmudiuosuna Oblim
cooTBeTcTBeHHO Ha 12 % u 36 % BbIlIe 110 CPAaBHEHHIO CO 3A0POBBIMH 100pOoBOIbLIaMU. [aHHbBIE
pa3nuuusl He SBJSIOTCS KIMHUYECKH 3HAYMMBIMH, ITO3TOMY KOPPEKLHMHU J03bl Aanarin@io3uHa
IpU TMEYEHOYHOM HEAOCTATOYHOCTH JIETKOW M CpelHEeH CTeNeHU TKECTH He TpeOyercss (cMm.
pasznen 4.2.). Y manueHToB ¢ MEYSHOYHOW HEJAOCTATOYHOCTHIO TsoKenou creneHu (kiacc C 1o
mkane Yaiina-Ileto) cpennne 3HaueHUs] Crnax 1 AUC mamarnudunosuna owimu Ha 40 % u 67 %
BBIILIE COOTBETCTBEHHO 10 CPABHEHUIO CO 3/10POBBIMU JOOPOBOJIBLIAMH.

Tayuenmut nosicunozo eospacma (> 65 nem)

He orMeuanoch KIMHUYECKH 3HAUMMOTO YBEJIIMYEHMsI SKCIO3ULMHU Y NAIllMEHTOB B BO3pacTe A0
70 et (ecnu HE y4MTBHIBaTh Jpyrue (hakTopbl, MOMUMO Bo3pacta). TeM He MeHee, MOKHO
OKUJaTh YBEIMYEHUs OHKCHO3MLIMU 32 CUET CHIWKEHHMA (QYHKIMM IOYEeK, CBSI3aHHOIO C
Bo3pacToM. [laHHbIe 00 SKCIIO3UIMH Y TALMEHTOB B Bo3pacte ctapiie 70 JIeT He10CTaTOYHBI.
Ilon

VYV xenmuH cpenHee 3HaueHue AUC B paBHOBECHOM COCTOSIHUM Ha 22 % mpeBblIIIaET
aHAJIOTUYHBIN MM0Ka3aTeb Y MY)KUHUH.

Pacosas I’lpuH(laﬂe.?fCHOCl’l’Zb
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RIIMHUYCECKHU 3HAYHUMBIX pasnntmﬁ CUCTEMHOM OKCIIO3UIIUHA Y HpeHCTaBHTeHeﬁ eBpOHeOHHHOﬁ,

HerpOHﬂHOﬁ n MOHFOHOI/II{HOﬁ pac HE BBIABJICHO.

Macca mena

OtmMmeueHBl 0OJiee HHM3KWE 3HAUCHUS 9KCIIO3MIIUU TIpH MOBBLIIICHHOM Macce Tea. HOSTOMY y

MMAIlMEHTOB ¢ HU3KOM Maccoil Tella MOXKEeT OTMeUaThCs HCKOTOPOC MOBBIINICHUC DKCIIO3ULIUHA, a Y

IHalMCHTOB C MOBBLIIICHHOM Maccoil Tela — CHHUXKEHHE DKCIIO3UILIUU nanarnndmomHa. O,I[HaKO

JIaHHBIE PA3ITUYMS HE SIBISIFOTCS KIIMHUYECKH 3HAYUMBIMH.
eTH
dapmakokuHeTHKa ¥ (papMakoJWHAMHUKA (TIIOKO3YpHs) MPH TPUMEHEHHH Yy JeTed ¢
caxapHpIM nuaberom 2-ro THma B Bo3pacte oT 10 go 17 yer ObUTM aHAJIOTHYHBI
COOTBETCTBYIONIMM TOKA3aTeNIsIM, HAOIOJaeMbIM Y B3pOCIBIX IAIMEHTOB C CaXapHBIM
nrabeToM 2-ro THUIIA.
5.3. /lanHbIe TOKJIUHHYECKOH 0e30macHOCTH
Ha ocHoBanuu JaHHBIX, IMOJYYCHHBIX B TPAAUIHUOHHBIX ITOKIMHHUYCCKUX HCCICIAOBAHUAX
(TakMX Kak WccleIoBaHus (papMaKOIOTHYECKOW Oe30MMacHOCTH, UCCIETOBAHNUS TOKCHYHOCTH
npu MHOTI'OKpPaTHOM BBCACHUU, HCCIICAOBAHUA T€HOTOKCHYHOCTH, KaHIECPOr€HHOI'O
IIOTCHIIMAJIa U UCCIICAOBAHUA pGHpOHYKTHBHOﬁ TOKCI/I‘-IHOCTI/I), OCO6BIX PHUCKOB AJId Y€JIOBECKA
BBISIBJICHO He ObLI0. B MccienoBaHnN KaHIIEPOreHHOCTH MPOJIOJDKUTEIBHOCTRIO 2 Toa OBLIO
MOKa3aHo, YTO Aanarivu(Io3WH HE BHI3BIBACT PA3BUTHS OIMYXOJeH HU y MBIIIEH, HU Y KPBIC
MIPU IPUMEHEHUN HU B OJTHOH M3 UCCIIETYeMBIX JI03.

PCHDOZ[VKTI/IBHaH W OHTOI'CHECTHYCCKAasA TOKCHYHOCTDb

[Ipsimoe mnpumeHeHune npanaraugo3uHa y MOJOIBIX KPBIC-OTHEMBIIIEH W HENmpsIMoe
BO3/ICIICTBHE Ha TMO3JHUX CPOKaX OEpeMEeHHOCTH (MEepHOAbl BPEMEHHU, COOTBETCTBYIOIIUE
BTOPOMY M TpETbeMy TpHUMECTpaM OEpeMEHHOCTH Yy 4eJOBeKa C TOYKH 3PEHUS
BHYTPHYTPOOHOTO pa3BUTHA MTOYEK) U B IEPHOJ JJAKTAI[MH CBSI3aHbI C MOBBIIIEHHON 4aCTOTOM
U (WIM) TSKEIOM CTENEHBI0 PACHIMPEHHsI MOYEUHBIX JIOXAaHOK M MOYEYHBIX KaHAJBIEB Y
[IOTOMCTBA.

B wuccnenoBaHnr TOKCHMYHOCTH Ha HENOJOBO3PENBIX JKUBOTHBIX IPU HENOCPEICTBEHHOM
NPUMEHEHUHU Janarauduio3nHa y MOJOAbIX Kpbic B Bo3pacte oT 21 mo 90 nueit o
pacIIMpeHUH TMOYEYHbIX JIOXAaHOK M IMOYEYHBIX KaHAJbIEB COOOIIATIOCh NMPHU MPUMEHEHUU
BCEX YPOBHEW J103; OSKCIO3ULMS y TMOTOMCTBAa INpPH CaMOW HM3KOW MCIBITYeMOH J103€
MpeBbIIIaIa MAKCUMAIbHYIO PEKOMEHAYEMYIO 103y Ul denoBeka B > 15 pa3. Takxke npu
NPUMEHEHUHN BCEX YPOBHEW 1103 HaOIIOAaIM 10303aBUCHMMOE YBEIMYEHUE MacChl MOYEK U

MaKpOCKOIIMYCCKUEC IPU3HAKU l"I/Il'ICprO(l)I/II/I ITOYCK. PacmnpeHHe IIOYCYHBIX JIOXaHOK H
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TOUYCUHbIX KaHAJbLIEB, HAOMIOJaeMO€ Yy MOJOJBIX >KMBOTHBIX, HE OBUIO TOJIHOCTBIO
00paTUMbIM B T€UEHHE NIEPUOJIa BOCCTAHOBJICHHSI, COCTABIISBIIETO MPUOIU3UTENBHO | Mecs.
B otnenbHOM wMcciaenoBaHMM NPEHAaTAJBHOTO W IOCTHATAJIbHOIO Ppa3BUTHS Hpenapar
NPUMEHSIM Yy OEpeMEeHHBIX CaMOK KpbIC B Tepuoa ¢ 6 aHa recraumu po 21 gHs
MOCTHATAIBHOTO MEPUOJIA, TAKUM 00pa3oM, IIOTOMCTBO ITO/IBEPTalIi BIMSHUIO IPerapara Kak
BHYTPUYTPOOHO, TaK ¥ BO BpeMs Jaktaiuy. OIEeHKY SKCIIO3UINHU Aanarindio3nHa B MOJIOKE
U y NOTOMCTBa HIPOBOJWIM B PAMKAX JOMOJHUTENBHOIO HccaenoBaHus. OTMmedanoch
YBEJIMYEHHUE YACTOTHI U TSXKECTH PACIIMPEHUs MMOYEUHBIX JIOXAHOK Yy B3pOCIOr0 IMOTOMCTBA
CaMOK, TIOJIy4aBIIMX IIpenmapaT, HO TOJBKO B CAaMOW BBICOKOM HCHBITYEMOW NI03€
(COOTBETCTBYIOLIME OSKCIO3UIMM Aanariudiao3nHa y caMOK M MOTOMCTBA IPEBBILIAIN
9KCITO3UIINIO0, HAOII0JaeMyI0 y YeJIOBEeKa MPH MPUMEHEHUH MAaKCHUMAaJIbHOU PEKOMEHIyeMOM
JI03bl NIl 4ENIOBEKa, COOTBETCTBEHHO B 1415 m 137 pa3). JlomosHuUTENnbHBIE NPU3HAKU
OHTOTE€HETUYECKOM TOKCUYHOCTH OTPAHUYMBAIIMCH CHUKEHHUEM MacChl Tela MOTOMCTBA U
HaOTIOAATUCh TOJNIBKO TP TMPUMEHEHWH 1103 > 15 MI/Kr/cyTkn (4TO COOTBETCTBOBAJIO
9KCIIO3UIIMHM Yy TIOTOMCTBa, B > 29 pa3 MpeBBIIAIOIIEH 3KCIIO3UINI0, HAOII0IAeMyI0 Y
YyeJIoBeKa NP MPUMEHEHUH Mpenapara B MaKCUMaJIbHON pekoMeHyeMol n1o3e). Tlossienue
MPU3HAKOB TOKCHUYHOCTH JJiIi MAaT€pUHCKOTO OpPraHM3Ma OTMEYajoch TOJbKO NpHU CcaMou
BBICOKOM HCHBITYEMOM /03¢ M OTpaHUYMBAJIOCH BPEMEHHBIM CHI)KEHMEM Macchl Tella U
notrpebneHust numy. MakcumanpHas 703a, HE NPUBOIAANIAS K Pa3BUTHUIO HAOIOIAEMBIX
HexenarenbHbIX 3(dexktor (NOAEL), B OTHOIIEHHMM OHTOTGHETHYECKOH TOKCUYHOCTH
(HaMMeHbIIIasg UCTIBITYeMas 103a), COOTBETCTBYET KPATHON CHCTEMHOM SKCIO3UIMH Y CaMOK,
npuOIM3UTENsHO B 19 pa3 mpeBblIaomeil SKCIO3UIHI0, HAOMI0NaeMyI0 y YeloBeKa MpHU
MPUMEHEHUH MaKCUMaJIbHOU PEKOMEHIYEMOM 103bI IJIsl YEeJIOBEKA.

B 10mOMHUTENBHBIX HUCCIIEOBAHUSAX SMOPHO(ETANbHOTO Pa3BUTHS HA KpPbICaX U KPOJIHMKax
Janarmu@io3uH MPUMEHSUIM C WHTEpBajlaMM, COBMAJAIONIMMU C OCHOBHBIMU MEPHUOJAMU
opraHoreHesa y Kaxnaoro Bujga. Hu npu omHOM M3 HCHBITYEMBIX 03 Y KPOJUKOB HE
HaOII0aN0Ch MPU3HAKOB TOKCHYHOCTH JUIsI MATEPUHCKOTO OpraHu3Ma WM MPU3HAKOB
OHTOTE€HETHYECKON TOKCHMYHOCTH; HauOOJIbIIasi MCIBITyeMas /1032 COOTBETCTBYET KpaTHOM
CUCTEMHOI 3Kcmo3uiuu, npubnusureabHo B 1 191 pa3 mpesblmaromield MakCHMalbHYIO
PEKOMEHIyeMyl0 703y A 4enoBeka. [Ipm mpuMeHeHMM Ha Kpbicax Janariuduio3uH He
BBI3bIBAJI AIMOPHOJIETATBHOIO M TEPATOr€HHOro JEHCTBUS INpH dKcro3uiuu, 10 1 441 pasza

HpCBBIH_IaIOH_ICﬁ MAaKCUMAJIbHYIO PEKOMCHAYCMYIO N03Y JIA 4YCJIOBCKA.

6. P APMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeyens BcioMoraTeibHBIX BellleCTB
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Tleintroiio3a MUKpokpucTammndeckas (tun 101)
Hemnrono3za Mukpokpuctammndeckas (tumn 102)
JlakTO3Bl MOHOTHAPAT
I'uapokcunponmiLenitoao3a

Kpocnosunon

Harpus creapungymapar

[Inenoynas 000J04Ka

[TnenkooOpa3yromas cMech:

- TIOJINBUHUJIOBBIM CIIUPT

- makporoin 3350

- tutana quokcun (E171)

- TaJbK

Kpacurens xxenesa oxeny sxentsiii (E172)

6.2. HecoBMecTUMOCTDH

Henpumenumo.

6.3. Cpok rogHocTu (CpoK XpaHeHHs)

3 roga.

6.4. OcoObie MepbI MPETOCTOPOKHOCTH NMPU XPAHEHUH

JlexapcTBeHHBII Tpenapar He TpeOyeT CHelHaTbHBIX YCIOBUI XpaHEeHUS.

6.5. Xapakrep u conep:xaHue NepBUYHONH YIIAKOBKH

ITo 10, 14 nmm 15 Tabnerok B Omucrepe u3 komOuHupoBanHoro matepuana OITA/An/TIBX u
IIFOMUHUEBOM (honbru.

IIo 3, 6, 9 wim 10 6mucrepoB (mo 10 rabnerox), wim no 1, 2, 4 wnu 7 6mucrepoB (1o
14 Tabnerox) wmu no 2, 4 unu 6 Giaucrepos (rmo 15 TabneTok) BMECTe € JIMCTKOM-BKJIAIBIIIEM
MOMEIIAIOT B MaYKy KAPTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIHBI JJIs1 peau3aliH.

6.6. OcoOble Mepbl TPETOCTOPOKHOCTH TPH  YHUUYTOKEHHM  HMCHOJb30BAHHOTO
JIEKApCTBEHHOI'0  MNpenaparta MWJIM  OTX0A0B, TMOJYYEeHHbIX IOcJe TNpHMeHEeHus
JIEKAapCTBEHHOTI'0 Npenapara, u Apyrue MaHUNMyJIsIMHU ¢ IpenapaToM

Het oco0bix TpeOoBaHUH K yTUITU3AIINH.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Crnosenus

AO «KPKA, n.1., HoBo mectoy», llImapsemika mecta 6, 8501 HoBo mecto
Ten.: +386 7331 21 11
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@axc: +330 7332 1537
Anpec an. moursl: info@krka.biz
7.1. IlpencraBuTe/Ib Aep:KaTe/isi PperHCTPALMOHHOIO YA0CTOBEPEHHUS

[IpeTeH3uu moTpeduTeNeH HAIPABIATH IO aJPECy:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckas 00u1., . Mcrpa, yn. MockoBekas, 1. 50

Ten.: +7 (495) 994 70 70

®akc: +7 (495) 994 70 78

Anpec a11. moutsr: krka-rus@krka.biz

Pecnybnuxa benapyco

[MpencraBurenscTBo AkmmoHepHoro obmiectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecyonmka CroBenusi) B Pecniy6nmuke benmapych

220114, r. Munck, yi. dunmnmonosa, 1. 2517, oduc 315

Ten.: 8 740 740 9230

dakc: 8 740 740 9230

Anpec a1, moutsl: info.by@krka.biz

Pecnybauxa Kazaxcman

TOO «KPKA Kazaxcran»

050040, r. Ammatel, Mukpopaiion KOKTEM-1, nom 15A, oduc 601

Ten.: +7 (727) 311 08 09

Anpec s11. noutsl: info.kz@krka.biz

Pecnybnuxa Apmenus

[IpencraBurensctBo «Kpka, 1.1., HoBo Mmecto» B PecryOinke Apmenust

0001, r. EpeBan, yn. Hanbangss, 1. 106/1 («CAAT-HOBA» BU3HEC-LUEHTP), oduc 103
Ten.: +374 11 560011

Anpec a1 moutsl: info.am@krka.biz

Kuvipevizcrkas Pecnybnuxa

[IpencraBurensctBo AO «KPKA, ToBapHna 3apaBui, 1.1., HoBo mecto» B Kbipreizcrane
720040, Yyiickas obnacts, r. buiikek, OynbBap IpKuHAMK, 1. 71, 610K A

Ten.: +996 (312) 66 22 50

Anpec a1. mouTtsl: info.kg@krka.biz

8. HOMEP PETMCTPALIMOHHOT' O YJOCTOBEPEHHSI
JITT-Ne(001492)-(PT-RU)
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Y. TATA 1IEPBUYHON PETMCTPALIMU (IOATBEPKJIEHHS PETUCTPAILIAMH,
HEPEPETUCTPAIIN)

JlaTa mepBoii peructpanuu: 2 aexadps 2022 r.
10. JATA IEPECMOTPA TEKCTA
OO0mas xapakTepuCTHKa JIeKapCTBEHHOTO npenapara Jlamadopc noctynaa Ha HHYOPMATMOHHOM

nopralje EBpaSHﬁCKOFO OKOHOMHYCCKOI'O COro3a B PIH(i)OpMaHI/IOHHO-KOMMYHI/IKaHHOHHOﬁ CCTU

«MHuTepHeT» https://eec.eacunion.org.
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