COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04.2025 N= 10182

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIFOPOTIPEITAPATA U001

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITIPEITAPATA
Yuornud, 5 Mr, TabNEeTKH, MOKPHITHIE INIEHOYHOW 000JI0UKOM.

Yuornud, 10 mr, TabeTKu, MOKPHITHIC IJICHOYHON 000JI0YKOH.

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JleficTBylOIIIE€E BEIIECTBO: JanarinQIio3uH.

Yuaormud, 5 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0OYKOH

Kaxnas Tabnerka, MOKpbITas IUICHOYHOW O0OO0JIOUKOHM, coaepkuT S5 Mr npanariaudao3uHa
amop(HOTO.

BcnoMorarenbHbie BElIeCTBa, HAJMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
npenapara: jlaktosa (cM. pasuen 4.4).

Yuaornud, 10 Mr, TabneTku, HOKPHITHIE IJIEHOYHOM 000J104YKON

Kaxxmgast TabnmeTka, MOKpBITas TUIGHOYHOH 000y0ukoid, comepxut 10 mr mamarimduo3uHa
aMmopdHoro.

BcnoMorarenbHbie BElIeCTBa, HAJMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
npenapara: jlaktosa (cM. pasuen 4.4).

[TonHBIN IEpedYeHb BCIIOMOTATENIBHBIX BEIIECTB MIPUBEICH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIC TNIEHOYHON 000I0YKOMA.

Yrormd, 5 Mr, TaOJIETKH, TOKPBITHIE INIEHOYHOM 000JI0YKOM

prrﬂble ABOAKOBBIITYKJIBIC Ta6HeTKI/I, IOKPBITBIC IJICHOYHOU 00OJIOYKOM OT CBETJIO-KEITOrO
A0 CBCTIIO-KCIITO-KOPHUYIHECBOT'O IIBCTA. Ha MOMEPCYHOM pa3pe3€ AP0 MOUTU Oemoro OBETA.

Yaormd, 10 Mr, TabJIeTKH, HOKPBITHIE IIJIEHOYHONW 000JI0UYKOH

Kpyriabie 1BOSIKOBBINYKIIbIE Ta0IETKH, TOKPBITHIE IJIEHOUYHON 000J0YKOMN OT KEJITOr0 10 TEMHO -

JKCIITO-KOPHUYHCBOT'O IIBCTA. Ha IonepeYHOM pa3pe3c AApO MMOUTU Oeoro OBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxa3anus K NpMMeHEHUI0

[Tpenapat YHornud nokasaH K IPUMEHEHHUIO Y B3POCIIBIX B Bo3pacTe oT 18 et 1i1s JeueHus:

— caxapHoro auabera 2 tuna (C/] 2 Tuna) B JoNoJHEHHE K AUeTe U GPU3NUYECKUM YIIPaKHEHHUSIM

AJI yITYUIICHUSA TNNIMKEMHUYCCKOT'0 KOHTPOJIA:
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RO BEAQRATEREHAGTS 400,

e B KauecTBE MOHOTEpAIllU{, KOrjJa IPUMEHEH
HEIIEPEHOCUMOCTH;

e B KOMOMHHMPOBAHHOM Tepanuu ¢ METPOPMHUHOM, IIPOU3BOJHBIMU CYIb(OHUIMOUYEBUHBI (B
TOM 4YHCJIe, B KOMOMHalMU C MET(GOPMUHOM), THA3O0IMIUHANOHAMH, MHTUOUTOpaAMU
munentuauinentuaazsl 4 (JAII1-4) (B Tom yuciie, B KOMOMHAIMK C MET(HOPMHHOM);
arOHUCTOM PEIENTOPOB TIoKaroHomnomooHoro mommmentuga-1 (ITI-1) sxceHatumom
IPOJIOHTUPOBAHHOTO JIeHCTBUS B KOMOMHAIIMK ¢ MET(HOPMUHOM; IIpenapaTaMi UHCYJIMHA
(B TOM 4Hcie, B KOMOMHALMYU C OJHUM WM JABYMS TMIOINIMKEMUYECKUMH IpernapaTaMu
JUIsL TIEpOpalbHOIO IPUMEHEHMs) IPU OTCYTCTBUM aJ€KBATHOIO TIJIMKEMHYECKOTO
KOHTpOJI HAa JaHHOM Teparny;

® B CTapTOBOW KOMOMHHMPOBAHHOW Tepamuu ¢ MET(HOPMUHOM, IpH IIeecO00pa3HOCTH
JTAHHOM TEpAINH;

— caxapHoro auabera 2 TUNa y NalUeHTOB ¢ YCTAaHOBJIEHHBIM JUArHO30M CEPIEYHO-COCYIUCTOrO
3a00j1eBaHUsl WM JBYMs U OoJiee (akTOpaMu CEpJeUHO-COCYAUCTOrO pHCKa™ aJis CHUXKEHMS
pHUCKa rOCHUTAIU3ALMH 10 TIOBOAY CEPAEUHOI HEIOCTATOUHOCTH;

* BO3pacT y My>K4HH > 55 et win > 60 JIeT y KeHIIWH U HaJIM4he He MEHee OJHOro (akTopa
pHUCKa: AMCIUIUAEMHUS, apTepUalIbHas TUIIEPTEH3Us, KypEHUE.

— CUMITOMAaTH4ECKON XPOHUYECKOH CEpAEUYHON HEJOCTaTOUHOCTH;

— XpOHHYECKOW OO0JIe3HH MOYEK C PHUCKOM €€ NPOrpecCUpOBaHUs [Jsi YMEHbBIIEHUS pHUCKA
YCTOWYHMBOTO CHHKECHUS paCYETHON CKOPOCTH KiTy0oukoBoii ¢puiisTparmu (pCK®), HacTyruieHus
TEPMHHAJIBHOM CTaAUM XPOHUYECKOW IIOYEYHOM HEIOCTATOYHOCTH, CMEPTH OT CEplAEYHO-

COCYyAUCTOTO 3a00JIeBaHUS U rocrTaaIn3anuu 1o rnmoBoagy cepz[equﬁ HEAOCTATOYHOCTH.

4.2. Pe:xuM 103UPOBAHMSA U CIIOCOO NPUMEHEeHHU
[lepen HayamoM Tepamnuu MpenaparoM YHOIIU(} cIelyeT OLEHUTh COCTOSHUE BOJIHO-COJIEBOTO
oOMeHa u, IpH He0OXOAUMOCTH, BOCIIOIHUTE 00beM HUpKyaupyroieit kposu (OLK).

PexxuM 103upoBaHus

Caxapmuwiii ouabem 2 muna

Monomepanus: pekoMeHayeMas 103a npemnapata YHornu@ cocrapnser 10 Mr oluH pa3 B CyTKH.

Kombunuposannas mepanus: pexkoMeHryemas o3a npenapata YHoriaug cocrasiseT 10 Mr onus

pa3 B CyTKH B KOMOHWHAIIUU ¢ METHOPMUHOM, IPOU3BOIHBIMU CYJIb(POHUIMOUYEBUHBI (B TOM YHCIIE,
B KOMOMHAIMHU ¢ METPOPMUHOM), THA30JIUAUHANOHaMH, uHruouropamu JI1I1-4 (B ToMm yucrne, B
KoMOuMHaImMu ¢ MeThopMHHOM);  aroHuctoM  peuentopoB  [TIII-1  skcenatumom

MMPOJIOHT'UPOBAHHOT' O ﬂeﬁCTBHH, B KOM6I/IHaI_[I/II/I C MCT(I)OpMI/IHOM; npenaparaM NUHCYJINHA (B TOM
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Ypciie, B KOMOMHAIMU C OJHUM HIA JABYMS m@&ﬁ@ﬁ%&@iﬁﬂ %%E&'rgﬁ:&i;}“mﬂ

NEPOPATILHOTO PUMEHEHMUS).

JUis CHWDKEHUSI pUCKa TUIIOTJIIMKEMUU NpPU MPUMEHEHHH Ipernapara YHOrNU( B COYETAaHUH C
WHCYJIMHOM WM TpernaparaMmy, CTUMYJIUPYIOIIUMHU CEKPEIHI0 HWHCYJIMHA, TaKUMH Kak
MPOU3BOJHBIE CYIb()OHIUIMOUYEBUHBI, MOKET MOTPEOOBATHCS CHIKEHUE J103bl MHCYJIMHA WU
npenapara, CTUMYJIMPYIOIIEro CEeKPeLio HHCYInHA (CM. pa3aensl 4.5 u 4.8).

Cmapmoeaﬂ KOM6MHMD0661HHCZ}1 mepanusi ¢ Mem(;bODMMHOM: PEKOMEHAYCMAad A03a Hpcrapara

Yuornud cocrabnser 10 Mr onuH pa3 B cyTKH, 103a MeTgopmuna — 500 Mr ouH pa3 B CyTKu. B
Clly4ae HeaJeKBaTHOrO MIMKEMUYECKOT0 KOHTPOJIS 103y MET(OPMUHA CIIETyET YBEIUYUTh.

C,ZZZ munay nayuermos C yCmaHO6J1€HHbIM OUACHO30M cepde!mo-cocyducmoeo 3a001e6aHUA UIU

06)/]1/!5[ u bonee d)akmopamu cepc)ewo-cocw)ucmoeo pUcKa O/ CHUICEHUS PUCKA cocnumanuzauuu

110 NH0BOOY CePOYHOU HeOOCMAMOYHOCIU

Pexomenayemas no3a npemnapata YHornug cocrabinseT 10 Mr oivH pa3 B CyTKHU.
Xponuueckas cepoeunas HeOOCMAamoyHOCHb

Pexomenayemast no3a npenapara YHoriaud coctasiseT 10 Mr ouH pa3 B CyTKH.
XpOHMH@CKaﬂ bonesnb nouex

Pexomenayemas no3a npemnapata YHornug cocrabinser 10 Mr oivH pa3 B CyTKHU.

Oco0ble IPVIIILI TAIUEHTOB

THayuenmol ¢ napywenuem @yHKYuu novex

Koppekiuu 103561 B 3aBUCUMOCTH OT (PYHKIIUH ITOYEK He TpeOyeTcs.

M3-3a OrpaHUYEHHOTO ONbITAa IPUMEHEHNS HE PEKOMEHLYETCSl HAUUHATD JICYEHUE MTPENapaToM y
nanuenToB ¢ pCK® < 25 mu/muH.

['unornukemMuyeckoe AeicTere ganarinuguio3nta y nanueHToB ¢ CJ1 2 Tuna 3aBUCUT OT QYHKIIUU
TIOYeK U cHIKaeTcs y nanuentos ¢ pCK® menee 45 Mn/mun/1,73 M? 1, BEPOATHO, OTCYTCTBYET y
NAIUEHTOB € TSHKEJION MOY€YHON HE0CTaTOYHOCTBIO.

B ToMm cnydae, ecniu He06X0AUM JaMbHENIINN KOHTPOJIb IIMKeMuu y nanueHTos ¢ CJ1 2 Tuna npu
nageaun pCK® wHmwke 45 wiI/MUH, HeOOXOIMMO  HAa3HAUYUTh  JIOMOJHHUTEIBHYIO
TUIIOTJIMKEMUYECKYIO Tepamnuio (cM. paszaensl 4.4, 4.8, 5.1 n 5.2).

Ta6auna 1. PexoMenaanuu 1mo A03MPOBAHUIO NPeNapaTa B 3aBHCHMOCTH OT NoOKa3areJiei

pCK®

pCK® Pexomenagyemas no3a

(ma/mun/1,73 m?)

pCK® 45 nnu Boliie Koppexkiuu 10361 He TpedyeTcs.

pCK® menee 45 no 25 Koppexknuu n0361 HE TpeOyeTcs.
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[Ipumenenue upenapata Y Horhnd e heKomennyetes Ans

yaIydli€Husd  TNIMKEMHYCCKOI'0  KOHTPOJIA Yy  B3POCIBIX

IMMaUMEHTOB C CaXxapHbIM ,Z[I/Ia6eTOM 2 THIa.

pCK® menee 25 Hauunate tepanuto He pekomeHayeTrcsi. OQHAKO MallUEHTHI
MOTyT MpOJOJKATh TEPANUI0 JJIsi YMEHBIIEHUS pHUCKa
camkeHuss pCK®, nHacrymieHus TEpMUHAIBHOM CTaauu
XPOHUYECKOW TIOYEYHOW HEIOCTATOYHOCTH, CMEPTH OT
CEpJICYHO-COCYAUCTOr0 3a00JIEBaHUSI U TOCHMUTAIN3ALMHU T10

IIOBOJY Cep/ICYHON HEOCTATOYHOCTH.

TepmunanbHas cragus | [IpotuBonokasaso.
XPOHUYECKOU MOYEYHOMN
HEJO0CTAaTOYHOCTH, TpeOyromias

IMPOBCACHUA IUain3a

THayuenmoi ¢ HapywieHuem yHKyuU neveHu
Koppekuust n03bl mpenapata y MalMEHTOB C IEYEHOYHON HEJOCTATOYHOCTHIO JIETKOW WU
cpenHel cTeneHu TsbkecTu He TpeOyercs. [lannenTam ¢ me4eHOYHON HeA0CTaTOYHOCTHIO TSKETION
CTEIIEHU PEKOMEHIyeTCs HadallbHas A03a npenaparta S mr. [Ipu xopomeit nepeHOCUMMOCTH 1032
MO>KeT ObITh yBenudeHa 10 10 mr (cm. pasaens 4.4 u 5.2).
Tayuenmoi nodcunozo eospacma
Koppekuus 10361 mpenaparta B 3aBUCUMOCTH OT BO3PAacTa HE PEKOMEHTyeTCsl.

eTH
Nmeromuecst Ha CerOAHSITHUN IEHb KJIIMHUYECKUE TaHHbIE IPUBEICHBI B pa3ene 5.1, 5.2, onHako
HEBO3MO’KHO JaTh PEKOMEH/IallUH 110 PEKUMY JO3UPOBAHMUS.

Crooco0 nmpuMeHeHus

BuyTpb, HEe3aBHCHMO OT IpreMa NuIIK. TabaeTKu clieyeT MporyiaThlBaTh LETUKOM.

4.3. IlpoTuBONOKA3aHUSA
e ['unepuyyBCTBUTENBHOCTh K JManariu(io3UHy W/WIM K JI0OOMY U3 BCIIOMOTaTelbHBIX

BCIICCTB, IICPCUUCIICHHBIX B pa3aciIc 6.1.

4.4. OcoOble ykazaHMsl U1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

OO01me ykazagus

Janarnudno3uH He cieayeT MPUMEHSTh MalMeHTaM C caxapHbiM auaberom 1 Tuma (cM.
nozpaszzen «/InabeTnueckuil KEeTOamuI03»).

Hapviuenne dyHKIINY ITOYEK
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N3-3a OrpaHUYEHHOTO ONBITA HE PEKOMEHIYETCS Ha%gé:['l-)l E&Q&k‘ﬁEEMBfn&;ﬂoénﬁzw \

HAIMEeHTOB CO CKOPOCThIO Kiy0oukoBo# ¢uuibTparuu (CKd) <25 mi/muH.

O¢ddexkTuBHOCT, Aanmarnugo3uHa B OTHOIICHUH CHUKEHUS YPOBHS TIIIOKO3bI 3aBHCUT OT
(yHKIMK TTOYeK U yMeHbInaercs y marmentoB ¢ pCK® menee 45 mu/mun/1,73 M? U, BEpOSITHO,
OTCYTCTBYET Yy MAIlUEHTOB C TsDKEJIOH TTOYEYHOW HEIOCTAaTOYHOCTRIO (CM. pazaensl 4.2, 5.1 u 5.2).
B omnom uccrnenoBannu y namueHtoB ¢ CJI 2 tumna ¢ HapymeHueM (QYHKIHUU MMOYEK CpemHei
crenenu Tsoxectd (pCK® < 60 mn/mun/1,73 M%) HexenaTenbHble PEaKMK B BHIE MOBBIIICHUS
KOHIIEHTpalui KpeaTuHuHa, hocdopa, mapaTUPEONHOr0 TOPMOHA U apTEePUATIbHON TMIOTEH3UN
B rpymne ganariudio3ruHa OTMEYalIuch y OOJbILIEeH 101U MAMEHTOB, YeM B IpyIie mianeoo.

HapymeHHe d)VHKI_[I/II/I IICUYCHU

B xmHMYECKHX MCCIeIOBAaHUAX MOJTYYCHBI OTPAaHUYCHHBIC JaHHBIE O IPUMEHEHUH Ipernapara y
MAIMEHTOB C HapylieHueM (QYHKIUU TMeYeHH. DKCHO3MUIMs nanarnudio3rHa yBelWYeHa Yy
NAlMEHTOB C HapylIeHHEeM (QYHKIIMU MIEYSHH TsHKEI0H cTerneHu (cM. paszaensl 4.2 u 5.2).

IIpuMenenue y nanueHToB ¢ puckoM camxenus OLK w/wim aprepualibHOM r'MIIOTEH3UHU

B cooTBeTCTBMM ¢ MEXaHH3MOM JCUCTBUS Nanariu(Io3WH yCHUIMBACT JHYPE3, YTO MOXKET
MPUBOJIUTH K HEOOJIBIIIOMY CHHXKEHUIO apTepUaibHOrO JIaBJICHHS, OTMEYEHHOMY B KIMHHYECKUX
uccienoBanusix (cm. pazaen 5.1). duypernueckuii 3¢ ekt MoxkeT ObITh 00Jiee BHIPAKEHHBIM Y
MAIUEHTOB C OYEHb BHICOKON KOHIICHTPAIIMEH TIFOKO3BI B KPOBH.

Crnemyer coO0aTh OCTOPOKHOCTH Y MAIMEHTOB, JJISI KOTOPHIX BBI3BAHHOE JANarin(IIo3nHOM
CHI)KCHHME apTepUaIbHOTO JaBICHUS MOXET MPEJCTaBIATh PUCK, HApUMeEp, y MAalUeHTOB,
MOJTYYaIOIUX TUITOTEH3UBHYIO TEPaIuIo, C SMU30aMH TUTIOTEH3UH B aHAMHE3€ WM Y MOXKHUITBIX
MAIUEHTOB.

B cinyyae HHTEpKYppEeHTHBIX COCTOSIHMM, KOTOpPBIE MOTYT MpuBecTH K cHmkeHuo OILK
(Hampumep, KeTyAOYHO-KHILIEYHbIe 3a00JIeBaHUs), PEKOMEHIYETCS TIATEIbHBI MOHHUTOPHUHT
OLK (manpumep, ¢usuKanpbHOE O00CIeqOBaHUE, HU3MEpPEHHE apTepUuaibHOro JaBJICHUS,
1a00paTOpHBIC HWCCIICOBAHMS, BKIIOYas TIeMAaTOKPUT W KOHIICHTPAIIMH JJIEKTPOJUTOB).
BpemenHnoe npekpaiieHue JIedeHHsl TanaraudI03HHOM PEKOMEHyeTCsl TaIllieHTaM, Y KOTOPBIX
pa3BUBAETCS TUIIOBOJIEMHS, JI0 €€ KOppEeKIUH (cM. pasnen 4.8).

JlnabeTHuecKnii KETOAIMA03

CooOmranock 0 pelKux Ciydasx JuabeTHdecKoro KeToanua03a, BKIIoYas yrpoxkKaroye >Ku3Hu 1
JeTalbHBIC  CIIy4al Yy  TAIUEHTOB, IOJYYaBIIMX  HMHTHOMTOPHl  HATPHU-TIIFOKO3HOTO
koTpaHcrioprepa 2 tumna (SGLT2), Bitouas manarnuduiosnH. B psije ciydaeB KIMHUYECKas
KapTUHA COCTOSHUSI Oblla HETUNWYHOW, C yMepeHHbIM, Hike 14 wmmons/n (250 wmr/mm),

IMOBBIIICHUEM KOHICHTPAIWH I'TFOKO3bI B KPOBH.
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CHUMIITOMOB, TaKMX KaK TOIIHOTA, PBOTA, AHOPEKCHs, OOJb B KHMBOTE, Ype3MEpHas Kaxnaa,
3aTpyJHEHHOE JIbIXaHUE, CIIyTAHHOCTb CO3HAHUs, IOBBILIEHHAS] YTOMIIIEMOCTb WM COHJIMBOCTb.
ITpy mosiBNEHUHU 3THX CUMITOMOB IALIMEHTOB CIIEAYET HEMEUIEHHO O0cCiefoBaTh Ha HaJM4Me
KETO0al1/103a, HE3aBUCUMO OT KOHLICHTPALMH [IFOKO3bI B KPOBHU.

Y mnauMeHToB C TOJO3pEHHEM WJIM JMAarHO30M JIUA0ETHYECKOro KeToalujao3a JieueHHe
nanarin@Io3MHOM CIIeyeT HEMEAJICHHO PEKPATUTh.

Jleuenue cinenyer NPUOCTAHOBUTH y MALIMEHTOB, TOCIUTAIU3UPOBAHHbBIX B CBSA3U C OOILIMPHBIMU
XUPYPrUYECKMMU BMELIATEIbCTBAMU MJIM OCTPBIMHM CEpPbE3HBIMU 3a00JIeBaHUAMM. Y 3TUX
NAIMEHTOB PEKOMEHAYETCS KOHTPOJIMpPOBATh COJEp)KaHWE KETOHOBBIX Tel. I3mepeHue
KOHLEHTPAallud KETOHOBBIX T€JI B KPOBH MpEANOYTUTENbHEE, uyeM B Moue. JleueHue
Janaryin$iao3MHOM MOKHO BO30OHOBUTH IPU HOpMalM3alMM KOHLEHTPAIMU KETOHOBBIX TENl U
CTaOMJIN3aLUU COCTOSHUS MAI[UEeHTA.

[lepen Ha3HaueHHEM Aanariu@IIo3uHa CilelyeT YUUTbIBaTh JaHHbIE aHAMHE3a [TallueHTa, KOTOpbIe
MOTYT IIpepacnoarath K KEToauua03y.

K rpyrmmne Bo3M0XHOTO MOBBILIEHHOT0 pUCKa pa3BUTHs JUa0ETHUECKOro KETOALN 032 OTHOCATCS
HAlMEeHThl C HU3KUM pe3epBOM (YyHKLUMHU OeTa-kjieTok (Hampumep, nmauueHTsl ¢ CJI 2 tuna c
HU3KUM ypoBHeM C-mentuja WiM JIATEHTHbIM ayTOMMMYHHbIM auabetom B3pocibix (LADA-
nuabeT) WM MalueHThl ¢ MaHKPeaTUTOM B aHaMHE3€); MAIlMeHThl ¢ 3a00JIeBaHUsIMH, KOTOpHIE
HPUBOJAT K OTPAHUYEHUIO ITPHEMa MUIIH UITH TSKETIOMY 00€3BOKMBAHUIO; MAI[UEHTHI, Y KOTOPBIX
CHIDKEHBI JI03bI ITPENapaToB MHCYJINHA; ¥ AIIUEHTHI C MOBBIIIEHHON MOTPEOHOCTHIO B penapaTax
MHCYJIMHA U3-3a OCTPOro 3a00sieBaHMsl, XUPYPTUUECKOTO BMELIATENbCTBA WU 3JI0YIIOTPeOIeHUS
ankoroiyieM. Crenyer coOI0AaTh OCTOPOXKHOCTh IPpU TpUMeHeHnH HHrnouTopoB SGLT2 y Takux
MAIEHTOB.

VY nanMeHToB ¢ Aua0eTHYeCKUM KeTOAIU1030M, BO3HUKIIMM BO BpPEMs JICUEHUS] MHTHOUTOPOM
SGLT2, He pexomeHnayeTcsi BO300OHOBIeHHE Tepanuu uHruouropom SGLT2, ecnu He Obul
BBISIBJICH U YCTPAHEH JIPYTOi sIBHBIN MPOBOIUPYIOIIHNI (haKTOp.

B nccnenoBanusx ganarnugo3nHa y MalldeHTOB ¢ caxapHbIM quadeToM 1 Tuma 4acTo oTMevancs
nuabeTnueckuil keroanuao3. Jlanarnuduo3ud He ciegyeT NPUMEHATh IS JISYeHUs! OONBHBIX C
caxapHbpIM auadetoMm 1 Tuma.

Hexporusupyronmii pacuuut npoMexkHocTH (raurpeHa OypHbe)

Coo01manoch 0 MOCTPEruCTPALMOHHBIX CIIydasiX HEKPOTH3HMPYIOUIEro (aciuuTa MpOMEKHOCTH
(Tarxoke Ha3pIBa@MOTO TaHTpeHOH DypHBE) y )KEHIIMH U MY)XYHH, TPUHUMAIOIIUX HHTUOUTOPEI

SGLT2 (cm. pazgen 4.8). D10 peakoe, HO CEPhE3HOE M MOTCHIIMAIBHO YTIPOXKAIOIIee >KU3HU
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AHTUOMOTHKOB.

[TarimenTam peKoMeHAyeTcst 0OpaTUTHCS K Bpady B TOM Cllydyae, €Clid y HEro MOSBHIIUCH 0OJIb,
YYBCTBUTEIHHOCTb IPU MPUKOCHOBEHHUH, SpUTEMA WK OTEK B 00JIACTU FeHUTAIUN WU 00JacTH
MIPOMEKHOCTH B COUETAHUHU C JIMXOpaAKod u HepomoranueMm. ClrieyeT MOMHUTH, 4YTO, JIMOO
yporeHuTanibHas HMH(eKnus, Jmbo adcuecc MPOMEKHOCTH MOTYT  IPEIIIeCTBOBATH
HEKPOTHU3HUPYIOMIEMY (QacIuuTy.

[Tpu nono3penuu Ha ranrpeny OypHbe npuMeHeHue qanariugo3uHa 10JKHO ObITh TPEKPALEHO
¥ HAa4aTo He3aMeJIUTEIIbHOE JIeueHre (BKIIFOYasi aHTUOMOTHUKH M XUPYPIHYECKYI0 00paboTKYy).

NudeKkun MOYEBBIBOIAIINX ITYTEN

OKCKpelysi TJIIOKO3bI ¢ MOYOH MOXXeT OBITh CBsi3aHa C TOBBIIICHHBIM PHCKOM HH(EKIun
MOYEBBIBOAALIMX MyTed. [loaToMy mnpu JiedeHuu mnuenoHeppuTa WIM Yypocercuca clieayer
paccMOTpeTh BO3MOXKHOCTh MPUOCTAHOBKU TepAMU AAnaraiugio3uHOM.

[TanmmeHTHl DOXKWIOrO Bo3pacta (= 65 ner)

VY noxunslx nanueHToB puck cHkeHus OLIK morkeT ObITh NOBBIIIEH, U UM Yallle Ha3HAYaroT
JTUYPETUKH.

[Toxxuiible ManUeHThl yalle MMEIOT HapylleHUue (QYHKIUU MOYEeK W/MIM IOJIYy4aroT JeYeHHE
AQHTUTUIIEPTCH3UBHBIMH TIpETIapaTaMu, KOTOPbIE MOTYT BBI3BIBATh M3MEHEHUS! (DYHKIIMH TTOYEK,
TaKUMHM KaK HWHTUOUTOpBI aHTrHOoTeH3uHIpeBpamiawomero ¢epmenta (AIID) u OmoxaTopsl
peuenTtopoB anruorenzuHa (bPA) Il tuna 1. [l nanunueHTOB MOXHUIOTO BO3pacTa IPUMEHUMBI T€
K€ PEeKOMEH/AllMU B OTHOIIEHUH (DYHKIIMM MOYEK, YTO U I APYIHX MALUEHTOB (CM. pa3aesbl
4.2,48u5.1).

XDOHI/ILIGCKaSI cepacyHasd HEAOCTATOYHOCTD

OnblIT mpUMEHEHMs — Janarauduio3uHa y — MalMeHTOB C  XPOHUYECKOW  cepaeyHoM
HeslocTaToyHoCThIo IV dyHKIMOHAIBHOTO Ki1acca 1o knaccudpukanun NYHA orpannyes.

NudbunprpaTuBHAs KapIHOMUOIATHS

[Ipumenenue nanarnu@iao3MHAa Yy MAUUEHTOB C WHQWIBTPATUBHOM KapIMOMHOIATHEH He
U3y4asochk.

XpoHHYECKas 00JIe3Hb MOYEK

OnbIT npuMeHeHus Janariu@io3nHa JUist JISYeHUs] XpPOHUUECKOH O0JIe3HH MOYEeK y MalUeHTOB 0e3
C/J1 2 Tuna u anbOyMUHYpHH OTCYTCTBYET. [[alieHThI ¢ anbOyMUHYpHEH MOTYT MOIYYHUTh OOJIbIIe
HOJIb3bI OT JICYSHUS AanariuIo3uHOM.

AMOvyranusa HIKHUX KOHEYHOCTEHN

VYBenuueHue ciydaeB aMIyTalliyd HUKHUX KOHEYHOCTEH (B MEPBYIO OYepelb, MalblEB CTOIbI)

HaOJFOJAJIOCH B IOJITOCPOYHBIX KIIMHHYECKUX UCCIIEIOBAHUSIX TPUMEHEHUsT HHTUONTOpoB SGLT2
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y naruenToB ¢ C/] 2 tuma. HensBecTHO, SIBASETES JIM 3T . d_)d;e . i'ie ' ':KJI c_'céFt S ! T2.
TN Tpehiaparostoractd SGL.

[Tarmentam ¢ CJI 2 Tuma BaXHO PEKOMEHIOBATh IMOCTOSHHBIA MPOQUIAKTHYCCKHA YXOJ 3a
CTOIaMH.

O1reHKa pe3yabTaTOB aHAJIM3a MOYH

BCJ'IC,I[CTBI/IG MEXaHHu3Ma I[efICTBI/ISI nmpemnapara pe3yjbTaTbl aHAlIM3a MOYHM Ha TJIOKO3Yy Y
ManucHTOB, IPUHUMAIOIINX l[aHaI‘JII/I(i)JIO?;I/IH, 6y,IIyT IIOJIOXKHUTCIBHBIMU.

BcnomMorarennHble BEIECTBA

[Ipenapar YHornud comepkut y1akTo3y. [lanimenTam ¢ peako BCTPEUArOIICHCS HACIEICTBEHHON
HENEPEHOCHUMOCTBIO TajlaKTO3bl, ACPHUIMTOM JAKTa3bl JIOMAapell WM TIIOKO30-TalaKTO3HOU

MalibabcopOIHe He ciaeyeT MPUHIUMATh 3TOT Ipernapar.

4.5. B3aumMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMHM MpenapartaMu H JApyrue BH/bI
B3aNMOJAeHCTBUSA

dapmMakoarHAMHUYECKOE B3aUMOAEHCTBUE

Jluypemuxu

Janarnugno3nuH MOXeT yCWIMBATh AMYPEeTUYECKUM d>(PQPEeKT THA3UAHBIX U <«IIETICBBIX»
JUYPETUKOB UM TOBBIIATh PUCK Pa3BUTUs 00€3BOKMBAHUS M apTepUAbHOW T'MIIOTEH3UU (CM.
pasnen 4.4).

Hncynun u npenapamul, nosviuiaroujue cekxpeyuro UHCYIuHa

Ha ¢one mpumeHeHMsI MHCY/IHMHA M MPENapaToB, MOBBIMIAIOUINX CEKPELHI0 WHCYIMHA, MOXET
BO3HUKATh rUnorukemust. [103ToMy ¢ 11€1bI0 CHUKEHHS pUCKA TUIIOTVIMKEMHUH IIPU COBMECTHOM
NPUMEHEHUN Janariauduio3rHa ¢ IpenapaToM HHCYJIMHA WM IpenapaToM, MOBBIIIAIOLIIM
CEKpElMI0 HMHCYJIMHA, MOXET NOTpeOOBaThCS CHMKEHUE J03bl IIpernapara WHCYJIWHA WU
npenapara, MOBBIIIAOLIETO CEKPELNI0 HHCYNINHA (CM. pa3zaensl 4.2 u 4.8).

DapMaKOKMHETHYECKOE B3aUMOJICHCTBHE

Merabonusm aanarnu@io3nHa, B OCHOBHOM, OCYLIECTBIISIETCS IMOCPEICTBOM TIIIIOKYPOHUIAHON
koHbrorauuu nox aeicreuem UGT1A9.

B xome wmccnemoBanmii In Vitro manarnm¢uo3sMH He WHTHOMpPOBan W30(EPMEHTHI CHCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u ve ungymmpoain nmzopepmentsl CYP1A2, CYP2B6 umu CYP3A4. B cBsizu ¢ aTuMm
HE OXHUAAeTCs BIUSHUS nanariudiao3suHa Ha MeTabOIMYeCKHH KIMPEHC COMYTCTBYIOMIMX
IpenapaToB, KOTOPble METaOOIU3UPYIOTCS MO AEUCTBUEM ITHX U30(DEPMEHTOB.

BausHue apyrux JeKapcTBEHHBIX IIpeHapaToB Ha ,uanarnnd)nomH

UccnenoBanusi B3aMMOJEWUCTBUI C y4acTHEM 370POBBIX JOOPOBOJIBIIEB, B OCHOBHOM,

NPUHUMABIINX OJHOKPAaTHYIO [03y Ipernapara, MOoKa3alid, 4TO MET(POpPMHUH, MUOTIUTA30H,
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CUTArJIUIITHH, TJIUMENUPHUA, BOTIN003a, rnﬂpoxnopoﬁdaz;dﬂE%;ﬁeTL%H&H I;S;I-EaDTaH WA

CHUMBACTaTHH HE OKa3bIBAIOT BIUSHUS HA (apMaKOKHHETUKY Janarinio3ruHa.

[Tocne coBMecTHOro MpUMEHEHHUs AanariuduiodnHa ¥ pudaMOuIMHA, UHIYKTOPA pa3IMYHbIX
AKTUBHBIX TPAHCIOPTEPOB U (HEPMEHTOB, META0OIM3HUPYIOIIUX JIEKAPCTBEHHBIC IIpEraparsl,
OTMEeUYeHO cHIKeHue cucteMHol skcno3unuu (AUC) ganarnudiosuna Ha 22% npu OTCYyTCTBUU
KJIMHUYECKH 3HAYMMOTO BIMSHHUS Ha CYTOYHOE BBIBEJACHHE TJIOKO3bl Mouykamu. He
pPEKOMEH/IyeTCsl KOPPEKTUPOBaTh 03y mpemnapara. KIIMHUYECKHM 3HAYUMOTO BIMSHUS MpU
OPUMEHEHUH C JpYTMMH HMHIyKTOpamH (Hampumep, KapOamazenuHoM, (DEHUTOMHOM,
(dhenobapOUTaIOM) HE 0KHIACTCA.

[Tocne coBmecTHOro mpuMeHEHHs nanariu@iao3nHa U Me(peHaMOBOH KHUCIOTHI (MHTHOMTOpA
UGT1A9) ormeueno yBenuueHue Ha 55% CHCTEMHOW ASKCHO3MIMHU Aamariudio3uHa, HO 0e3
KIMHUYECKH 3HAYMMOTO BJHMSHHUS Ha CYTOYHOE BBIBEJCHHE TIJIOKO3bI Toukamu. He
PEKOMEHIyeTCsl KOPPEKTHPOBATh /103y Mpernapara.

Bausaue aanarnnd)nomﬂa Ha ApYTruc JCKApCTBCHHBIC MMPCapaThl

OnHOBpeMEHHOE NpUMEHEHHE Aanariudio3nHa W TpEenapaToB JHUTUS MOXKET TPUBECTH K
CHIDKEHHUIO KOHIIEHTPALMU JIMTHUS B CBIBOPOTKE KPOBH M3-32 BO3MOXKHOT'O YCUJICHHUS BBIBEACHUS
JUTHA ¢ MOYOi. MoxeT noTpeGoBaThCsi KOPPEKLUS A03bI IIpenapara JIUTHsL.

B wuccremoBaHMsAX B3aUMOJEHCTBHH C y4acTHEM 3JI0OPOBBIX JOOpPOBOJIBIEB, B OCHOBHOM,
OJIHOKpPaTHO NMPUHHMMABILIKX 03y Ipernapara, Aanariu@io3nH He BIUAT Ha (apMaKOKHHETUKY
MeT(GOpMHHA, MUOTINTA30Ha, CUTATJIMIITHHA, TIUMENUPUIA, THAPOXJIOpOTHa3uaa, OyMeTaHuaa,
BajicapTaHa, AMrokcuHa (cyocrpar P-gp) unu Bapdapuna (S-BapdapuH, cyocTpaT nuzopepmeHTa
CYP2C9), unu Ha aHTUKOATYJIALMOHHBIA JPQEKT, OoleHHBaeMbli M0 MexayHapogHOMY
HopManu3oBaHHOMY oTHoueHuto (MHO). Ilpumenenue oqHoKpaTHOM 10361 AanarinuduiozuHa 20
MT ¥ cuMBacTaTHHa (cyOcTpaTa uzodpepmenta CYP3A4) npusoauio k nossimenuto Ha 19% AUC
cuMmBactatiHa W Ha 31% AUC cuMBacTaTHHOBOW KHUCHOTHL. IIOBBIIIEHHWE JKCHO3HUIIMHU
CUMBACTaTHMHA U CUMBAaCTaTUHOBOM KUCJIOThI HE CUUTAETCS KIMHUYECKU 3HAYHMBIM.

Baunsgaue "Ha onpenenenue 1.5-aHruaporiironuToaa

OleHKa TJIMKEMUYECKOTO KOHTPOJS C IMOMOINIbIO OmpeaeseHus 1,5-aHruaporiaonuToia He
PEKOMEHIyeTCsl, TOCKOJIbKY U3MepeHue 1,5-aHruIporiIonuToNAa IBISETCS HEHAIEKHBIM METO10M
JUTSL TIAIMEHTOB, MPUHUMAIOITUX UHTHOUTOpbl SGLT2. [y O1eHKH TITMKEMHUYECKOTO KOHTPOJIS
CJIEyET UCIOIb30BaTh aJbTEPHATUBHBIE METO/IbI.

Jpyrue B3auMoAeCTBUS

Brusgaue KypCHUs, JUCThI, IpUEMa PACTUTCIILHBIX MPCIIapaToB U ynOTpCGJ’ICHI/IH AJIKOroJIsi Ha

napaMeTpbl (apMaKOKMHETHKH Janarindio3nHa He U3y4aoch.
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(NOCNEOOBATENEHOCTE 0001)

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTAIMSA

bepemeHHOCTB

OTCYyTCTBYIOT JaHHBIE O TPUMEHEHHMH Jamaraugio3uHa y OepeMeHHBIX IKeHUIMH. B
JOKJIMHUYECKUX HCCIIEOBAaHUAX Ha KpbIcaX ObUIa BBISBICHA TOKCHYHOCTD Ui Pa3BUBAIOLIEHCS
MOYKH B IEPUOJ BPEMEHHU, COOTBETCTBYIOIIUN BTOPOMY U TPEThEMY TPUMECTpaM OEpeMEHHOCTH
gyenoBeka (cMm. pasgen 5.3). Ilostomy mpumeHeHue mamarmudIio3nHa HE PEKOMEHAYETCS BO
BTOPOM H TPEThEM TPUMECTPE OEPEMEHHOCTH.

[Tpu noaTBepxkAeHUN OEPEMEHHOCTH JIeUeHUE NanarindIo3uHOM CIIeyeT MPEKPATUTb.
JlakTanus

HCI/I3BGCTHO, BBIJACIACTCA JIN l[aHaI‘JII/I(bJIO3I/IH I/I/I/IJII/I €0 HCAKTHBHBbIC MeTa60JII/ITbI B I'PyJHOC
MOJIOKO.

HoctynHble  QapMakoIMHAMHYECKHE/TOKCUKOIOTHYECKHE  MCCIECIOBAaHUS Ha  KHUBOTHBIX
MOKa3aju, 4YTO JamariuQIIo3uH/ero MeTabONHUTHI BBIACNIAIOTCS B MOJIOKO, a TakKe HMEIOT
(dhapMaKoJIOTrHIecKH ormocpeioBaHHbIe 3()(PEKTH Y BCKapMIMBAEMOT0 IIOTOMCTBA (CM. pa3zern 5.3).
B cBs3u ¢ uem PHUCK OJId HOBOpO)KIIeHHI)IX/MJIaI[CHHGB HE MOKET OBITh UCKIFOUYEH.
Janarnudino3ul He clieyeT IPUMEHATh B IEPUO] TPYAHOTO BCKApMIHMBAHUSI.

DepTUabHOCTD

Bausanue nanarmudiaoszuna Ha GepTUIBHOCTD Y YETIOBEKa HE H3Y4aJloCh. Y CaMIIOB U CAMOK KPBIC

JanariaugIio3uH He OKa3bIBaJl BIMSIHUS Ha (QEPTHIIBHOCTD.

4.7. Bausinne HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH M padorarh ¢
MeXaHUu3MaMHu
HccnenoBanuii mo M3y4eHUIO BIMSHUA Janarin@io3sMHa Ha CHOCOOHOCTh K YNpPaBJICHHIO

TPAHCIIOPTHBIMU CPCACTBAMHU U MEXAHU3MAMU HE IIPOBOAUIIOCH.

4.8. HexenarejibHbIEe peakuuu
Pesrome npoduirst 0esonacHoCcTH

C/l 2 muna

B xnmuamuecknx wuccienoBanusix 6omnee 15000 mammentoB ¢ CJ/] 2 Tuma monyyanu Tepamnuio
JanarinQIO3HHOM.

[lepBuuHnasi oreHka O€30MACHOCTH W TEPEHOCHUMOCTH OblLIa TMPOBEJAEHA B MPEABAPHUTEIHHO
3aJlaHHOM 00BETUHEHHOM aHaau3e 13 KPAaTKOCPOYHBIX (mo 24 HEJIeJIb)
M1a1e00-KOHTPOJIUPYEMBIX ~ UCceoBaHUM ¢  ydactrem 2360 TanMeHTOB, TMOTYYaBIINX
nmanariaugo3uH B qo3e 10 mr, u 2295 manueHToB, MoJIy4aBIIuX miamneoo.

B wucciaenoBaHMM CcepAEYHO-COCYMUCTHIX HCX0n0B mamarnudnosuna npu CJI 2 Tuma
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Mr, © 8569 manmueHTOB MOJIydalad IUIanedo MpH CpelHed MPOAOKUTEIHHOCTH Tepanuu 48
MmecsueB. B nienom, cpeanss skcno3unus aanariaudiosuna cocrasmwia 30623 nanueHTo-rozaa.
HaubGonee 4acThiMM  HeXelaTENbHBIMU  pEAKLUUSAMU, OTMEUYEHHBIMH B  KIMHHYECKHX
UCCJIEIOBAHUSIX, ObUTH T€HUTANIbHBIE WH(EKIINH.

Xponuueckas cepoeunas HedOCMAamoyHOCmb

B wuccrenoBaHuu CepIAeYHO-COCYIUCTBIX HMCXOAOB TPH MPUMEHCHHH Jamnariudio3uHa y
MAIMEHTOB C XPOHUYECKOW CepAeYHOM HEIOCTAaTOYHOCTHIO CO CHIKEHHOM (pakiueil BrIOpoca
(uccnenmoanne DAPA-HF) 2368 maumnentoB monydanu nanariudio3ud B no3e 10 mr, u 2368
MAIMEHTOB MOJIyYaliu IUianedo mpu cpeiHel NpOoAODKUTENIbHOCTH Tepanuu 18 mecsmes. B
UCCIICyeMYIO MOMYJISAIU0 Bonuiy nanueHTsl ¢ CJ] 2 Tuma u manueHTsl 0e3 nuadera, a Takke
nanuenTsl ¢ pCK® > 30 mn/mun/1,73 M2, B uccrenoBanum CEPIEYHO-COCYAUCTHIX UCXO/I0B MPHU
NPUMEHEHUU Janariudio3uHa y MalMeHTOB C XPOHHMYECKON CepAeYHOM HEeIOCTATOYHOCTHIO C
dpakuueit BeiOpoca jeBoro xenygouka (OPBJIK) > 40% (DELIVER) 3126 nanueHToB nmojiyqanu
nmanarnuguosuH B go3e 10 mr, m 3127 manueHTOB moiydanu Ioianebo Mpu  cpeaHen
MPOJOHKUTEILHOCTH Tepanuu 27 MecsieB. B momymnsiuio manueHToB BXoawin nanueHtsl ¢ CJJ
2 tuna u 0e3 nuadera, a Takxke narueHTel ¢ pCK® > 25 mi/mun/1,73 M.

OO6muii mpodue Oe3omacHOCTH Janarau@Io3WHA Yy TAIMEHTOB C XPOHWYECKOH CepaedHOn
HEJI0OCTAaTOYHOCTHIO COOTBETCTBOBAJI U3BECTHOMY MPOoduIIt0 0€30MacHOCTH Aanarindio3una.
XpoHnuueckas bonesHb nouex

B uccnenoanuu no onenke 3¢ GekTuBHOCTH nanarauIo3uHa B OTHOIIEHUH MMOYEYHBIX HCXO0I0B
y TAalUeHTOB C XpoHuuyeckoit Oone3npto mouek (DAPA-CKD) 2149 nanmeHTOB mnoiydasin
nanarnuguosuH B go3ze 10 mr, m 2149 mnauueHTOoB mosydand mianedo Mpu  cpenHen
MPOJOHKUTENFHOCTH Tepanuu 27 MecsieB. B uccrneayeMyro MOMyIsiui0 BXOJAUIN MAalUEHTHI C
CJ1 2 tuma, 6e3 CJ1 2 tuma, ¢ pCK® > 25 u < 75 mn/mun/1,73 M? u ans6ymunypueii (COOTHOIIEHHE
anpoymun/kpeatunun (A/Kp) moun > 200 u < 5000 mr/r). Jledenue npomomxanu, eciu pCKD
CHIDKaJach MeHee 25 mi/mun/1,73 M2,

OO6muii npoduias 6€30MacCHOCTH JanariudIo3uHa Y MalMEHTOB ¢ XPOHHYECKOH 00JIe3HBIO TTOYEK
COOTBETCTBOBAJI U3BECTHOMY IPO(DUITI0 6€30MacHOCTH JanaraugIo3uHa.

Pe3roMe HexenaTteabHbBIX PeaKIni

HexxenarensHbIe p€akuuu, OTMCUCHHELIC B HHaHe60-KOHTpOJ'II/IpyeMBIX I/ICCJ'IG)IOB&HI/ISIXl

nanariniao3rHa U MPH MOCTPErHCTPAlMOHHOM HaOJIO/IEHUM, MPUBEACHBI Jajee MO TEKCTY.
HexxenarenbHble peakiiuu He ObLIH 10303aBUCUMBIMU. HesxenaTenbHble peakiiiy pacrpe/ieieHbl
10 CUCTEMHO-OPTraHHbIM KJlaccaM C yKa3aHUEM YacTOTh X BOSHUKHOBEHUS: 04eHb yacTo (=1/10),

gacto (>1/100, o <1/10), Heuacto (>1/1000, vHo <1/100), peaxo (=1/10000, vo <1/1000), oueHs
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penko (<1/10000), wacToTra Hem3BecTHa (HQ OCHOﬁ:mP}ﬁ"jﬁﬁ;léf:(ﬁjlfJ)ég I:'Elér:{'m-l:li "ldll:[gﬁmb

HEBO3MOKHO).

*
HHQZJEKH”U u uneasuu.: 4aCT0 — BYJIbBOBAIMHUT, OaJaHUT U CBA3aHHBIE C HUMU I'CHUTAJIbHbBIC

*2,3 %24 ok
UHpEeKIUH “°, MH(QEKIHUs MOUYEBBIBOAAIIMX ITyTel '“*; HeYacTo — I'pUOKOBbIE MH()EKIIMOHHBIE
*%x w
3a00J€BaHUs ; OYEHb PEIKO — HEKPOTH3UPYIOWUH (acuuuT NpPOMEXHOCTH (TaHrpeHa
®ypube)?®.

Hapywenua memabonusma u numanus: OYE€Hb 4YaCTO — THIIOTIUKEMHs (TP NMPUMEHEHHH B
*%
KOMOMHAINK C TIPOU3BOIHBIM CYIb(OHUIMOYEBHHE! WM MHCYITHHOM)?; HEYaCTO ~— CHIDKEHHE
*% w
OIIK?®, sxaxma  ; penko — quabeTHdeckuii keroaruo3 (mpy npuMenennn npu CJI 2 tuma)®o1L,
~ *
Hapywenus co cmopoHvl HepeHOll cucmeMbl. 4aCTO — FOJIOBOKPYKEHHUE.
*%x *% **
Kenyoouno-kuuieunvie napyuieHus: He4acTo — 3arop , CyXOCThb BO PTY .
o *
Hapywenus co cmoponsl Kovcu U NOOKOICHbIX MKaHell: YacTo — chImb’; O4eHb peako —
AHTMOHEBPOTUYECKHUI OTEK.
“ 2 « *
Hapywenus co cmoponbi MblleyHOU, CKelemHOl U COeOUHUMENbHOU MKAHU: 4acTo — OOJb B
*
CITUHE .
“ * *
Hapywenus co cmoponvl nouex u mMouesblgo0suux nymeii; 4acTo — AU3ypHs, TOIMypus °;
*%x ** o
HEYACTO — HUKTYPUS ; OUYEHBb PEIKO — TyOyTOMHTEPCTUIINATBHBIN HeQPUT.
“ *%
Hapywenuss co cmoponvl penpoOyKmueHou cucmembl U MOJNOYHBIX Jicene3. HEe4YacTo  —
v *%* o *%
BYJIbBOBAaruHAIBHBIN 3yJl , TEHUTAJIBHBIN 3y .

*
JlabopamopHvie u uncmpymenmanbHvlie OaHHble: 9acT0 — MOBBIIIEHHE 3HAYEHUs TeMaTOKpUTa’,

CHUIKXCHHUC IMOYCYHOI'0 KIIMPCHCA KPpCATHHWHA Ha HAYaJIbHOM 3Talrle TepaHI/II/IZ, I[I/ICJ'II/IHI/I)ICMI/ISIS;

HEYACTO ~— TOBHIIIEHHE KOHIIEHTPAIMH KPEaTHHHHA B KPOBU HA HAYATbHOM JTarie Teparmu 2,

TIOBBIIEHHE KOHIIEHTPAIMH MOYEBHHEI B KPOBU , YMEHBIIIEHHE MAcChl Tena .

! Mpencrapiensl naHHbIe 0 MPUMEHEHHH Hpenapata 10 24 Hejenb (KpaTKOCpOYHas Teparus)
HE3aBUCHMO OT MpHEMa JONOJHUTEIBHOTO THIIOTIIMKEMHUYECKOT0 Ipernapara.

2 CM. COOTBETCTBYIOIIMIT MOAPA3AeN HIDKE IS HOTydeHHs TOMONTHUTENFHOM HHPOPMAIIH.

% BynbBOBAarvHUT, GAAHUT 1 CBSA3AHHBIE C HUMH TeHUTAJIbHBIE MHPEKIMN BKIIOYAIOT, HATIPHMED,
CJIEAYIOIIME 3apaHee OIpe/leIeHHble MPEANOYTUTENIbHBIE TEPMUHBI: BYJIbBOBATMHAJIHHYIO
rpuOKOBYIO MH(EKIINIO, BATHHAIBHYIO HH(EKINIO, OalaHUT, TPUOKOBYIO HH(EKIIHIO MOJIOBBIX
OpraHOB, BYJbBOBArMHAJIBHBIA KAHIWA03, BYJIBBOBAarWHUT, KaHAHWIO3HBIH  OallaHUT,
TeHUTAIBHBIA KaHIUI03, WH(EKIHIO TMOJOBBIX OPraHOB, MH(MEKIWIO MOJOBBIX OPraHOB Yy
MYXY1H, MH(EKIINIO OJIOBOT0 WeHa, BYJIbBUT, OaKTEpUAIbHBIM BarMHUT, a0CLIECC BYIIbBHI.

* Uudexius MoYeBBIBOAAIIMX MyTel BKIIOYAET CJEYIOIIME MPEATOYTHTENLHbIE TEPMUHBI,
NIEPEYHCIICHHBIC B TTOPSIKE YOBIBAHUS YaCTOTHI: HH(EKIINS MOYEBBIBOSIINX MyTEH, IUCTHUT,

UH(EKIUs MOYEBBIBOAANIMX IyTeH, BhI3BaHHas OakTepusMu ponxa Escherichia, nudexums
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MOUYEIOJIOBOTO TPAKTa, MHEIOHEe(HPHUT, TPUTOHHT, ypeijaf;lr:m; 'HHTIJI?(J:LEII(_'II/;{IJ(;&TLI'HI/II}I

Cumwxenne OILK  Bximrouaer, Hampumep, CIEIYIOIIME 3apaHee  OINpeeJICHHbIC

NPEANOYTUTEIbHBIE TEPMHUHBI: 00€3BOKUBAHHUE, TUIIOBOJIEMUS], apTepHalibHAs TUIIOTCH3HS.

® Momuypus BKIIOYAET NPEANOYTUTENBHBIE TEPMUHBI MOIAKMYPHUS, MOTUYPHA M YCHICHHE
Iypesa.

" Cpennue m3MeHeHHs 3HAYeHHs I'eMAaTOKPMTA OT MCXOIHBIX 3HadeHuil cocraBumu 2,30% B
rpynne ganarnudnosuaa 10 mr mo cpaBHenunio ¢ —0,33% B rpymnme mnarne6o. 3HaueHUs
reMatokputa > 55% otmeuens! y 1,3% nanueHToB, nony4aBmux ganariudiaosus 10 mr, no
cpaBHenuio ¢ 0,4% nmanueHToB, MOMy4aBUINX I11a11e00.

8 Cpennee u3MeHenue caeayroOmuX oKa3aTesieil B MPOLEHTAX OT HCXOMHBIX 3HAYEHHH B IPyTIIIE
nanarnuduosuaa 10 mr u rpynme miamne6o, COOTBETCTBEHHO, COCTABUIIO: OOIIUN XOJIECTSPUH
2,5% mno cpaBHenuto ¢ 0,0%; xonectepun-JIIIBIT 6,0% 1o cpaBHenuto c 2,7%;
xonecrepuH-JIITHIT 2,9% no cpaBuenuto ¢ —1,0%; tpurimuuepuasl —2,7% 10 CpaBHEHHUIO € —
0,7%.

% Cwm. pasnen 4.4.

10 HexenarenpHas peakius OTMedeHa IPpH ITOCTPETHCTPALMOHHOM HaO Mo AeH! . ChIITb BKITIOYAET
CIIEYIOIINE MPEANOYTUTEIbHBIE TEPMUHBI, IEPEUNCICHHBIE B TIOPSAKE YaCTOTHI Pa3BUTHUS B
KJIMHUYECKUX MCCIIEI0BAaHUAX: Chlllb, F€HEPATM30BAHHAS CbIIlb, 3YASILIAsl ChIlb, MaKyJIe3HAs
CBIllb, MAaKyJIONaImyjie3Hasi Cblllb, MYCTYJE€3Hasl Cblllb, BE3UKYJI€3HAs CbIlb, SPUTEMATO3HAs
Chlllb. B m1ane60-KOHTPOIUPYEMBbIX KIMHUYECKMX HCCIEIOBAaHUAX M HCCIIECAOBAaHUAX C
AKTHUBHBIM KOHTpOJIEM (TpyIIa, Mody4aBIias Aanariu@uo3ud: n = 5936, KOHTpoJIbHas rpymna:
N = 3403) yacToTa pa3BUTHUS CHIIH ObUIA CXOKEU y MAIlMEHTOB, MOJyYaBLUINX Janariudao3uH
(1,4%), n mauneHToB B KOHTpoJIbHOU rpynne (1,4%).

11 OrmeueHo B uWccrenoOBaHMH CEpPIEYHO-COCYAUCTHIX MCXO0B y mamueHtoB ¢ CJ[ 2 Tuma
(DECLARE). YacTota ocHOBaHa Ha r0JIOBOM MOKa3arere.

“ OrMeuens! y > 2% ManueHToB U Ha > 1% wvamie, U y GONBIIEro KOIMYECTBA MAIMEHTOB (KaK
MUHUMYM, Ha 3) B rpymie aanariau@io3nHa 10 Mr no cpaBHEHHIO ¢ rpynnoi mniamedo.

™ OneHeHbI HCcCle0BaTeNeM KaK BO3MOKHO CBA3AHHbIE, BEPOSTHO CBA3AHHBIE UM CBA3AHHBIE C

uccienyeMoil tepanueit 1 ormedensl y > 0,2% nauuenTtoB u Ha > 0,1% yarie u y 6osbliero

KOJIMUECTBA MAlMEeHTOB (KaK MUHUMYM, Ha 3) B rpymnre aanariudao3usa 10 Mr o cpaBHEHUIO

C TpyImIoi mianeoo.

Onucanye OTACIbHEIX HeXKENaTSAbHBIX PeaKIIUN

Bynveosacunum, 6ananum u cés3aHHble ¢ HUMU 2eHUMANbHblE UHPeKYUU
B o0bennHEHHBIX JaHHBIX MO Oe30macHOCTH 13 wWcciaenoBaHWil BYJIBBOBAarMHUT, OallaHUT W

CBSI3aHHbIE C HUMHU F€HUTAJIbHbIE HHPEKIUU OTMeueHbI y 5,5% 1 0,6% nanneHToB, NpUHUMABLINX
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nmamariardiao3ud 10 Mr u manedo, COOTBETCTBEHHO. Bo%&ﬁnﬁ%%@%%gﬂmkbﬁa% :'mm
iy ,

YMEPEHHO BBIPa)KEHHBIMU; HAYaIbHBIN KypC CTaHIApTHOU Tepanuu ObuT 3(h(peKTrBEH, B CBS3H C
YeM MAIMEeHTHI PEAKO MPEKpaIlain MpueM aanariu@uo3nHa. DTH HHPEKIUH Yallle pa3sBUBAINCH
y xeHIMH (8,4% u 1,2% npu npuMeHeHuH nanariugiao3uHa U Iu1anedo COOTBETCTBEHHO), a Y
NAIMEHTOB C TAKUMU MHPEKIUSIMU B aHAMHE3€ OHU Yallle PeUINBUPOBAIIH.

B wuccnegoBanuu DECLARE koinM4ecTBO MalMEHTOB C CEPbE3HBIMU HEXKENaTeIbHBIMU
SIBIICHUSIMU B BUJC TCHUTATBHBIX MHPEKIUH ObLI0O HEOONBIIMM U COATAHCHPOBAHHBIM: IO 2
NalueHTa B rpymnme ganariugiao3uHa U rpymne miamnedo.

B nccnenoanuu DAPA-HF He Ob110 MaliMEHTOB ¢ CEpbEe3HBIMH HEXKEIIATCIbHBIMU SBJICHUSIMHU B
BUJIC TCHUTAIBHBIX HH(EKIUH B Tpymme nanarnudiao3wHa, B Tpymme Iuianedo cepbe3Hoe
HEeXeJaTeNIbHOE SIBICHHUE 3aperucTpupoBano y 1 nmanuenta. B rpynne nanarnmudnosunay 7 (0,3%)
MAIMEHTOB ObUIM OTMEYEHBI HeKeNaTellbHbIe SBJICHHUS, MPUBOAUBIINE K IPEKPALICHHUIO JICUCHUS
BBUJly TeHUTAIBHBIX HH(EKIUIl, U HU y OJIHOTO MallMeHTa B rpymmne iamnedo. B uccienopanuu
DELIVER y 1 (< 0,1%) mnamueHTa B KaXIOW TPYIIE JICYCHUS OTMEUEHO CEPbe3HOe
HE)KeNaTeIbHOE SIBIICHUE B BUJIC TCHUTANBHBIX HHpeKImiA. B rpynne nanarnmudnosuna y 3 (0,1%)
MAIMEHTOB OTMEUEHBI HeXellaTeIbHbIE SIBJICHUS, IPUBOIMBIINE K MPEKPAIICHUIO JICYCHUS BBUAY
TEeHUTAIBHBIX MHPEKIUH, a B TpyMIe Mane0o0 MaiueHToB C TAKUMHU SBJICHUSMU HE ObLIO.

B wuccnenosanuun DAPA-CKD Obuto 3 (0,1%) namueHTa ¢ cepbe3HBIMU HEXKENaTeIbHBIMU
SBJICHUSIMU B BUJIE T€HUTAJIbHBIX UH(EKINH B rpynne Janariaugiao3MHa U HU OJJHOTO MallMeHTa ¢
TaKUMHU SBJICHUSAMHU B rpymme miane6o. B rpynne nanarmudnosuna y 3 (0,1%) nanuenTtos
OTMEUEHBl HEXCENIATENIbHbIE SBJICHMS, IPUBOAMBIIME K MPEKPALIECHUIO JIEUYEHUS U3-3a
TEeHUTANBHBIX MH(EKIUH, a B TpyIIe Iuianedo NaueHTOB ¢ TAKUMH SIBIEHUSMU He Obuto. O
Pa3BUTUHU CEPBbE3HBIX HEXKEJAaTeNbHBIX SBJICHUM B BUAE TEHUTAIbHBIX MHQEKIUH U
HE)KEJIATeNbHBIX SBJICHUI B BMJE T€HUTAIbHBIX HH(EKIMH, NMPUBOIUBILIUX K IMPEKpaIIEHUIO
nedeHus, y nanueHToB 6e3 C/] 2 Tuna He coo0IIanoch.

Hexpomuzupyrowuii pacyuum npomesxcnocmu (canepera Pypnve)

CooOmaioch 0 MOCTPETHCTPALIMOHHBIX CIIydasx pa3BUTHS TaHrpeHbl DypHbE y MAlUEHTOB,
npuHEMaromux MHruouTopel SGLT2, Bkimtouas nanarnuguiosus (cM. pasnen 4.4).

B nccnenosanun DECLARE y 17160 nanuentos ¢ CJ1 2 Thna u Me1naHoi MpoJ0IKUTEIbHOCTH
Tepanuu 48 MecsleB BCEro ObUIO 3aperUCTpUPOBAHO 6 ciiydyaeB raHrpeHsl OypHbe: OUH B
rpymne, nojydasiiei ganarnu@ao3uy, U 5 B rpynime mianeoo.

T'unocnuxkemus

YacToTa pa3BUTUS THUIIOTIMKEMHUH 3aBHCENa OT TUMa 0a30BOH TepamuH, HCIOJIb3yeMOH B
KJIIMHAYECKUX HccaeaoBaHusax y nanueHToB ¢ C/] 2 tuma.

B wuccnenoBanusax mamarnudiosnHa B KayecTBE MOHOTEpANHMH, B KadeCTBE J00aBIICHUS K
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MeT(HOpPMUHY U B KaueCTBE J0OABIICHHS K charJ'I/InTHHy'@ 'ﬁa&%&nﬁb&%h %'E'ia"m}_e:fdjloﬁ\lﬂma)

IPOIOJDKUTENBHOCTBIO 710 102 Hexenp yacToTa ciydaeB JIETKOW TMITOTIIMKEMUHU Oblla CXOXKen
(< 5%) B rpymmax JnedeHus, BKIouas Tuiane0o. Bo Bcex HMCCIENOBaHMSX CIydad TSDKEIOM
TUIIOTTIMKEMHUH OBLIM OTMEYEHBl HEYacTo, U UX 4acToTa ObUIa CONOCTaBMMA MEXIY TpyIIamMu
nanariaudo3uHa u mianeoo.

B uccnenoBanusax nanariauQIo3sMHa B KauecTBe 100aBIeHUS K Mpenapary Cyab(pOHUIMOYEBUHBI
WY TIperiapaTy MHCYJIMHA OTMEeYeHa 0oJiee BRICOKAs YacTOTa FMIIOTIMKeMuH (cM. paszen 4.5).

B wuccnemoBanum moGaBieHus npanarnudio3MHa K TrauMenupuay Ha 24 u 48 Henene
HE3HAUUTEJIbHbIE 3IM30/1bl TMIIOTTIMKEMUH PErMCTPUPOBAIKMCH Yallle B Tpymie Janariudiao3nHa
10 mr u rmmmenupuaa (6,0% u 7,9%, COOTBETCTBEHHO), YeM B TPYIIE TUIAe00 U TIMMENUupUIa
(2,1% u 2,1%, COOTBETCTBEHHO).

B unccnenoBanun no6asnenus nanarin@iao3nHa K pernaparaM MHCYJINHA 3MHU30/bl BRIPaKEHHOM
rUnornukeMun Obuin  3apeructpupoBanbl  y  0,5% wu  1,0% mnanueHToB, NOTy4YaBIIMX
namarnvgiaosud 10 mr u npenapaTsl uHCYMHA Ha 24 1 104 Hepensx, cOOTBETCTBEHHO, 1 'y 0,5%
NAMEHTOB, MOJyYaBIIMX IUlaledo u npenaparsl nHcyauHa Ha 24 u 104 vepensax. Ha 24 u 104
HEJIeJSIX He3HAUUTENbHbIE 31TU30/1bl TUIIOTIIMKEMUH ObLIIN 3apEerUCTPUPOBAHbI, COOTBETCTBEHHO, Y
40,3% u 53,1% nanuenToB, noaydaBmux ganaraudiao3ud 10 Mr u mpenaparbl UHCYIUHA, U Y
34,0% u 41,6% manueHToB, MOJIYYaBIINX IUIANe00 U mpenapaThl HHCYJIUHA.

B wuccnemoBanum  nobGamneHuss — ganaraudiao3uHa K MeTGOPMHUHY U TIpemnapary
CyIb(OHUIMOUEBUHBI 10 24 Helenb He ObLIO 3aperUCTPUPOBAHO HHU OJIHOTO 3MH30/a TKEION
TUMOTTIMKEMHUH. DMU30/1bl JIETKON TUITOTIMKEMUN ObUIN 3aperucTpupoBanbl y 12,8% marueHnTos,
nony4yaBmux pganarmuduosud 10 mMr B coderaHmm ¢ MeTGOPMHHOM W TpenapaTamu
CyIb(OHIWIMOYEBHHBI, U 'y 3,7% MalueHToB, MOJIy4YaBIIMX MJ1a1[e00 B COYETaHUN C MET(POPMUHOM
U TIPOU3BOJIHBIMH CYJIb(OHUIMOYEBHUHBI.

B wnccnenoBanun DECLARE He OTMEUEHO MOBBIIIEHHOTO pUCKA Pa3BUTUSA  TSAKEION
TUIOTJIMKEMHUH TIPU TEpanuy AAnariu@io3nHOM IO cpaBHEHHIO C Iutanebo. Ciydan TspKeno
TUIOTJIMKEMUH 3aperucTpupoBansbl y 58 (0,7%) nanueHToB, HOMy4YaBIIMX Janarindao3ut, Uy 83
(1,0%) marueHTOB, MOMyYaBIINX I1a1Ie00.

B uccnenoBanun DAPA-HF cnywan Tspkenol rumnorimkeMus 3aperucrpuposanbl y 4 (0,2%)
MAIMEeHTOB KaK B rpyIIe Aanaraudio3nna, Tak u B rpymie miamnebo. B uccnenosannu DELIVER
CIy4al TSKEJION THUIOTIMKeMUuu 3apeructpupoBanbl y 6 (0,2%) manueHToB B rpyIme
nanarnugiosuna u 'y 7 (0,2%) nanuentoB B rpynne miane6o. Ciaydan TSKeNnoi TMIoriukeMun
HaOJr01aIKMCh TONBKO y nanuenToB ¢ C/1 2 tuma.

B nccnenoBannu DAPA-CKD ciyyan TspKenoi THITOTIIMKeMHH 3apeructpupoBansl y 14 (0,7%)

nanueHToB B rpymnmne ganarnuduosuHa u y 28 (1,3%) manmenToB B rpymme mianedbo u
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(NOCNEOOBATENEHOCTE 0001)

HaOIOJAIMCh TOJIBKO y manueHToB ¢ CJ[ 2 Tuna.,

Cuuorcenue OLIK

B oObenuHeHHBIX AaHHBIX MO Oe3omacHOCTH 13 wMccineqoBaHUM HEXeNaTeNbHbIE PEaKiuy,
ykasbiBatolue Ha cHmkenne OLK (Bkitouas cooOienust 06 06e3B0KMBaHUM, TUIIOBOJIEMUH WU
aprepualibHON runoteHsuu), ormedenol y 1,1% wu 0,7% mnanueHtoB, NPUHUMABIIMX
namarnagiosud 10 Mr u 1orane6o, COOTBETCTBEHHO; CEPbE3HbIE HEXKETAaTelIbHBIE PEaKIHH
orMeueHsl y < 0,2% manueHToB, 1 OHU ObUTM CONOCTaBUMBI B rpynnax aanariauduosusa 10 mr u
mwiane6o (cM. pasaen 4.4).

B wuccnenoBannu DECLARE koinyecTBO MNAalMEHTOB C SIBJICHUSIMH, YKa3bIBAIOIIMMHU Ha
camkenne OIIK, 6put0 cOaancupoBano Mexy rpymmamu nedenus: 213 (2,5%) u 207 (2,4%) B
rpynmnax gamarid@io3uHa U Iianedo, cooTBETCTBEHHO. Cephe3Hble HEXKENaTeIbHbIC SBICHHS
obu 3apeructpupoBanbl y 81 (0,9%) u 70 (0,8%) mamnueHToB B rpymnne ganariudo3vHa U
1ane0o, COOTBETCTBEHHO. SIBIIEHUS B 1IEJIOM ObUTH COATaHCUPOBAHBI MEXKAY TPYIIIAaMU JeUeHUs
[0 BO3PACTHBIM KAaTErOpUsM, MPUMEHEHHIO JUYPETHKOB, apTepUAILHOMY JaBICHHIO U
npumeHeHnto uHruoutopoB AIID/BPA 11 tuma 1. ¥V maunuentoB ¢ ucxomuoit pCK® < 60
mi/mun/1,73 M2 B rpynme ganarnuduo3nHa oTMeueHo 19 ciiydaeB cephe3HBIX HeKeIaTelbHBIX
sBIeHuH, yka3biBaromux Ha cumxenne OLK, u 13 — B rpynne mnane6o.

B uccnenosanuu DAPA-HF siBnenus, ykassiBaromue Ha cHmkenue OLIK, Obutn otmeuenst y 170
(7,2%) mammenTtoB B rpymme ganaraudaosuna u 153 (6,5%) B rpynne miane6o. B rpymme
nanarnuduo3uHa ObplIo  MeHblne mnanueHToB (23 [1,0%] manueHToB) € Cepbe3HBIMU
HE)XeNaTeNIbHBIMU SIBIICHUSMU B BHJI€ CHUMIITOMOB, yka3biBatoumux Ha cHmxenwe OLIK, mo
cpaBHeHut0 ¢ rpynmoi mane6o (38 [1,6%] maumentoB). Pe3ynbrarhl ObUIM OJMHAKOBBIMU
HE3aBUCUMO OT MCXOAHOro Hanmuus nuadera u ucxomnoit pCK®. B uccnenoBannu DELIVER
KOJIMYECTBO MAIIMEHTOB C CEPhE3HBIMH HEXKETIATeNbHBIMU SIBICHUSMU B BHJIE CHUMITOMOB,
ykaszpiBatonux Ha cHkeHnue OLIK, cocraBuio 35 (1,1%) B rpynne ganarnudnoszusa u 31 (1,0%)
B Ipymnre miamedo.

B wuccnenoBannn DAPA-CKD koJHYeCTBO IMAIMEHTOB C SIBIICHUSMH, YKa3bIBAIOIIMMH Ha
camkenne OLIK, cocraBmno 120 (5,6%) B rpynne gamarnuduoszuna u 84 (3,9%) B rpymme
wiane6o. B rpynmne nanarmudnosuna y 16 (0,7%) nanueHTOB OTMEUEHBI CEpbe3HbIE SIBJICHUS B
BHJIE CUMIITOMOB, yka3biBatomux Ha cHiwkenne OLK, u y 15 (0,7%) manmeHTOB B Tpymie
rwiare0o.

HHuabemuyeckuii kemoayuoos npu C/[ 2 muna

B nccnenoBanun DECLARE ¢ menmaHoi NMpOJOIKUTENBHOCTH Tepanuu 48 MECSLEB cllydan
IUabeTHYecKoro KeToanuuao3a OblIM 3aperucTpupoBaHbl y 27 MallMeHTOB B TpyIIe

nanarmuduosnHa 10 Mr m 12 manueHToB B rpymme 1wiane6o. J[aHHbIE SBICHUS BO3HHKAIH
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pPaBHOMEPHO B TCUYCHHE IEepHOJIa HccieaoBanus, B myﬁ@%a%‘éymtpﬁéb Eﬁdjm:é;'{]r'bla c

TMa0eTHYECKUM KETOAIUI030M 22 TOJIyYald COMYTCTBYIOUIYIO MHCYJIMHOTEpPANHIO HA MOMEHT
pasBuTHs aBineHus. [Ipeapacnonararomue K pa3BUTHIO JHAOETUYECKOTO KETOAU103a (haKTOPHI
ObuTH OkuIaeMbIMu JIst onysstuuu ¢ CJI 2 tuma (eMm. pasaen 4.4).

B nccnenopanuu DAPA-HF ciydan nuabetnueckoro KeToaruao3a ObUTH 3aperuCTPUPOBAHBI Y 3
narueHToB ¢ CJ1 2 tumna B rpymie ganarivndio3uHa, B TPYIIE Ianedo ciiydaeB T1adeTHIECKOTO
keroanuao3a He 0bu10. B nccnenoBanuu DELIVER cnyyan auabetudeckoro Ketoanuaosa Obuin
3apeructpupoBanbl y 2 nanuentoB ¢ CJ] 2 tumna B rpynmne ganaraudiao3nHa, a B Tpyme miamnedo
ClIy4aeB TMa0eTUYECKOTo KeTOaln103a HE OTMEYAIOCh.

B uccnenosanun DAPA-CKD ciyyan 1uabeTHnyecKkoro KeToanua03a He 3aperucTpupoBaHbl HU y
OJIHOTO TMAaIlMeHTa B TpYyIe Janariudo3nHa, HO oTMedanuch y 2 manuentoB ¢ ClI 2 Tuna B
rpynmne miamne6o.

Hnghexyuu mouesvigoosawux nymet

B oObeauHEHHBIX AaHHBIX MO Oe3omacHOCTH 13 uccienoBanwii WHGEKIIMH MOYEBBIBOISIITIX
nyTel yaie ObUIM OTMEYEHbl NpU NpUMeHEeHUH nanariaudio3uda 10 mr, yeM npu NpUMEHEHUU
wiare6o (4,7% mno cpaBHeHHIO ¢ 3,5%, COOTBETCTBEHHO;, CM. pasaen 4.4). BonbHIMHCTBO
uH(pekuuid ObUTH cabo WM YMEPEHHO BBIPAKEHHBIMH;, HAYaJIbHBIM KypC CTaHJApTHOM Tepanuu
06T 5 PeKTHBEH, B CBS3M C YeM MAIMEHTHI PEIKO MpPEeKpamaid MPUMEHEHUE Aanarinio3nHa.
OTH UHQEKIMY Yallle pa3BUBAINCH Y )KEHILUH, a Y MAIIUEHTOB ¢ TAKUMU HH(EKIUSIMHI B aHAMHE3€
OHM Yallle PELUIMBUPOBAIIH.

B wuccnenoBanun DECLARE cepbe3nble ciyyan HMH(EKIMH MOYEBBIBOJAMIMX IyTEH
perucTpupoBaIMCh MEHee yacTo A fanaraudiosuda 10 mr no cpaBHeHuto ¢ mianedo: 79 (0,9%)
aByieHu# no cpaBHeHuto ¢ 109 (1,3%) siBaeHUSIMH, COOTBETCTBEHHO.

B wuccnenoBanuu DAPA-HF cepbe3nble HexenaTenbHble SBIEHUS B BHIE HWHGEKIUN
MOYEBBIBOIALINX MyTel OblM oT™MeueHbl y 14 (0,6%) nmanueHToB B rpynme Aanaringiao3nHa u 17
(0,7%) nmanmenToB B rpymie mianebo. B rpymnme namarnudiao3una u mianebdo 6s110 1o 5 (0,2%)
NAlMEHTOB C HEXKENaTeJIbHBIMU SIBJICHUSMM, MPUBOJMBIIMMHU K MPEKPALICHUIO JIEYEHUS
BCJIEJICTBHE Da3BUTHA HHGpEKuuil MoueBbBoAmMX myTed. B wuccnemoBanmu DELIVER
Cepbe3HbIe HEXKENATENIbHbIC SBJICHUS B BUI€ MH(PEKIIMHA MOYEBBIBOIAIIMX ITyTel ObUIN OTMEUEHBI
y 41 (1,3%) nauuenrtos B rpymie aanarnudaosuna u 37 (1,2%) naunentos B rpymime mianebo. B
rpynne panarinuguosuHa y 13 (0,4%) nanueHToB OTMEYEHbl HEeXellaTelbHbIE SIBICHUS,
NPUBOJMBIINE K MPEKpAIEHUIO JICUEHUS BCIEACTBUE Pa3BUTHS WHQEKIUI MOUYEBBIBOISIINX
nyreil, a B rpynmne miane6o —y 9 (0,3%) narueHTos.

B wuccnenoannn DAPA-CKD cepre3Hble HexenarelbHBIC SBICHHS B BHJIC WHQEKINN

MOUEBBIBOIAIIMX IyTel orMedeHsl y 29 (1,3%) manuenToB B rpymme ganariaudguio3rHa u 'y 18
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(0,8%) manmenToB B rpyIre miane6o. B rpymme nanarﬁgdwﬁbz—lpﬁ{;%%ﬁg %J}bd%') -lr_IE_I'I_II;l/I:.EIPIIJfg)B C

HE)KEJIATeNIbHBIMU SIBICHUSMH, TPUBOJMBUIMMU K MPEKPAIICHUIO JICUCHUS H3-3a WHQEKIUHA
MoueBbIBOAAIIMX myTel, 1 3 (0,1%) nmanuenTa B rpymnme miane6o. KomnuecTBo nanueHTos 6e3
CJl 2 tuma, y KOTOPBIX BO3HHMKJIM CEPhE3HBIC HEXKEJIaTeIbHbIC SBJICHHUS WM HEXellaTeIbHbIe
SBJICHUS, TPUBOJUBIINE K MPEKPALICHUIO JICUEHUs H3-3a MH(PEKIUNH MOUEBBIBOJALINX ITYyTEH,
ObUTO0 cX0kUM Mexay rpynnamu jgedenus (6 [0,9%] no cpaBuenuto ¢ 4 [0,6%] mist cepbe3HBIX
HexxenatenbHbIX siBneHui; 1 [0,1%] mo cpaBHeHwio ¢ O 1ans HEXeENATENbHBIX SBJICHHIA,
MPUBOJUBILINX K MIPEKPALCHUIO JICUCHUS).

Tlosviwenue xonyenmpayuy KpeamuHuHa

HexxenarenbHble peakluu, CBA3aHHBIE C TOBBIIICHHEM KOHLEHTpAIMM KPEaTUHHHA, OBLIH
CrpyNIUpOBaHbl (HallpUMep, CHUKEHUE IT0YEYHOr0 KIIMPEHCa KpeaTUHUHA, HapylleHue (pyHKuuu
MOYEK, TIOBBIIICHHE KOHIICHTPAIMN KpeaTHHHHA B KpoBH U cHIkeHre CK®). B o0bennHeHHBIX
JTaHHBIX M0 Oe3omacHoCcTH 13 uccnenoBaHuil JaHHAs TPYMIA peakiuii Obuia otMedena y 3,2% u
1,8% manuenToB, nosydaBmux gamnariudiao3ud 10 mr u miamne6o, COOTBETCTBEHHO. Y TAIIMEHTOB
C HOpMaJbHOH (PYHKIMEH MOYEeK WIIM HApYIICHHEM (PYHKIUH IMOYEK JIETKOW CTENeHU (MCXOIHO
pCK® > 60 mn/mun/1,73 M?) sTa rpynma peakuuii 6bi1a 3apeructpuposasa y 1,3% u 0,8%
MAIUEHTOB, MOTy4YaBIKX qanariaudio3us 10 mMr u mnane6o, COOTBETCTBEHHO. JTH PEaKIUH Yallle
OTMEYaIUCh y ManueHToB ¢ ucxomuoi pCK® > 30 u < 60 mu/mun/1,73 m? (18,5% B rpymnme
nanarmuduiosuHa 10 mr mo cpaBuenuro ¢ 9,3% B rpynme 1iamne6o).

JlonoHUTENbHAS OLICHKA MAIMEHTOB C HEeXeNaTeIbHBIMU SBICHUSMH, CBSI3aHHBIMU € (QyHKIIHEH
MOYeK, MOKa3ana, yTo y OOJBIIMHCTBA 3THUX MAI[MEHTOB OTMEYEHO M3MEHEHHE KOHIIEHTpaluu
KpeaTHHHHA B ChIBOPOTKE Ha < 44 MxMoib/1 (< 0,5 MI/aJ1) OTHOCUTENBHO UCXOJHOTO 3HAYEHHUS.
[ToBbIlIeHNE KOHIIEHTpAIMM KPEaTHHUHA B LIEJIOM ObUIO BpEMEHHBIM Ha ()OHE MPOIOIKEHUS
Tepanuy Wik 00paTUMBIM MOCIIE MPEKpaILEeHHs TepaInu.

B uccnegoBanuun DECLARE, BkitouaBiieM MOKHIIBIX MAIIMEHTOB U MALMEHTOB C HapyILICHUEM
dynxmun moyex (pCK® menee 60 mn/mun/1,73 M%), pCK® cHmkanach ¢ TedeHHEM BPEMEHH B
o0eux rpynmnax usedeHus. Yepes 1 rom Ttepanum cpeanee 3HadeHue pCKD B rpymme
nanariniao3rHa OblJI0 HEMHOTO HUXKE, a uepe3 4 roja Teparuu — HEMHOTO BBIIIIE TI0 CPAaBHEHHIO
C rpynmoi mianedo.

B uccnenosanuu DAPA-HF, a taxoke B uccnenoBanuu DELIVER pCK® camkanack ¢ TedeHuEM
BpEMEHH Kak B rpymnre ganaraudio3nna, Tak u B rpymmne miamnedo. B uccnegopanuu DAPA-HF
HayalTbHOE CHIDKeHHe cpenHero sHauenus pCK® cocrasuno -4,3 mn/mun/1,73 m? B rpymme
nanarnudosuna u -1,1 ma/mun/1,73 M? B rpymme mnane6o. Yepes 20 mecseB nsmenenne pCKd
OTHOCHTENBHO HCXOJHOTO 3HAUEHHs OBIIO CXOXKHM B TPYITax Jedenus: -5,3 mn/mun/1,73 Mm% B

rpynme ganarauduosuna u -4,5 ma/mun/1,73 M2 B rpynmne nnane6o. B nccnenosarun DELIVER
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nanarmapnosusa u -0,4 mn/mMun/1,73 m? B rpynne miane6o. Yepes 24 mecsana msmenenne pCK®
OTHOCHUTENBHO HCXOJHOTO 3HAYEHHs OBUIO CXOXKHM B IPYINTax jdedenus: -4,2 mi/mun/1,73 M? B
rpynme nanariaudosuHa u -3,2 Min/mus/1,73 M2 B rpynme miane6o.

B wuccnenoBannn DAPA-CKD pCK® cHmwkamach ¢ TEYEHHEM BpPEMEHHM KaKk B TpYIIe
nanarnudio3nHa, Tak u B rpynne 1iane6o. Hauaneaoe (Ha 14 nens) camkenue cpenneit pCKdD
cocrapuio -4,0 mn/mun/1,73 m? B rpynne ganarnudmuosuna u -0,8 mu/mun/1,73 M? B rpynme
wiane6o. Yepes 28 mecsueB nzmeHenne pCK® oTHOCUTENBbHO MCXOJHOTO 3HAYCHHSI COCTABHIIO
-7,4 M/mun/1,73 M? B rpynme ganarmudnosuna u -8,6 miu/mun/1,73 M2 B Tpymme miane6o.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo co00IIaTh 0 10103pEBACMBIX HEXKEIIATEIBHBIX PEAKIUAX MTOCIIE PErUCTPAIUH Ipernapara ¢
IEIbI0  O0OCCIEYCHHS HENPEPHIBHOIO MOHUTOPHUHTAa COOTHOIICHHUS «IOJb3a — PHCK»
JIEKapCTBEHHOT'O TMpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIOOBIX
M0JI03PEBACMBIX HEKEIATEIBHBIX PEAKIHIX JICKAPCTBEHHOTO Iperapara depe3 HAMOHATbHBIE
CUCTEMBI COOOINCHUS O HEKEIATeNbHBIX PEAKIUsIX TOCYAapCTB — UICHOB EBpasmiickoro
SKOHOMHYECKOI'0 COI034a.

Poccuiickas @enepanus

®depnepanbHas cayx0a Mo Haa30py B chepe 3apaBoOOXpaHEHUs

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B muHGOpPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:

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

4.9. Ilepeno3npoBka

CumMnToMbI

Janarnugno3un Oe3omaceH M XOpOLIO MEPEHOCHJICS 30pOBBIMHM  JOOPOBOJBLIAMU IIPH
OJTHOKpaTHOM mpueMe B jo3ax 10 500 mr (B 50 pa3 Belme pexkoMeHayemoit 1103bl). ['moko3a
olnpezensaach B Moue Iocie MprueMa npenapara (Kak MUHUMYM, B TE€Y€HHE 5 JHEH Iociie nmpuema
1036l 500 Mr), mpu 3TOM HE BBISIBICHBI cllydyan 00€3BOKMBAHUS, apTEPHAbHOM THIOTEH3UH,
AJIEKTPOJIUTHOTO AucOaiaHca, KIMHWYECKH 3HauuMoro BiusHHS Ha uHTepBan QTc. Yacrora
pasBUTHs THIIOTJIMKEMHUH Oblla CXOXeW C 4acToToil mpu mpueme Iuianebo. B kamHMuYeckux
UCCIIEIOBAaHMSX Y 3/I0POBBIX JOOPOBOJbIEB U nanuenToB ¢ C/I 2 Tuna, MpUHUMABIIKX Mpernapar
OJIMH pa3 B CyTKHU B m03ax A0 100 mr (B 10 pa3 BeIlle MAaKCUMaJbHONW PEKOMEHIYEMOH /103b1) B

TeUeHHUE 2 HCACIb, 4aCTOTa Pa3BUTHA T'MIIOTIIMKEMHUN ObllIa HEMHOI'O BBIIIC, YEM IIPpU IIPpHUEMC
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00€3BOKMBaHUE UM apTePUAIbHYIO TUIIOTEH3HIO, ObUTa CXOXKEW ¢ 4acTOTOM B TpyIie miamneoo,
IIpu 3TOM HC BBIABJIICHO KIIMHHWYCCKHU 3HAYUMBIX, HO303aBHCHMBbIX N3MEHEHUHU HaGOpaTOprIX
MoKa3aTeeil, BKJIIoYasl ChIBOPOTOUHYIO KOHIICHTPAIUIO JIEKTPOJIMTOB U OMOMAapKEepPOB (PyHKIIHH
MOYEK.

Jleuenue

B ciywyae mepeno3upoBku HEOOXOAMMO MPOBOJAUTH MOIACPKUBAIOIIYIO TEPANMIO, YYUTHIBAs

COCTOsIHHC ITallMCHTA. BI)IBCI[GHI/IG z[anarnmbnomHa C IOMOMIBI0 IreMoJralIn3a HE N3y4ajloCh.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMuyecKe CBOiCTBA

®dapMakoTepaneBTUYeCKass  TpyMmma: CpeAcTBa  Juid  JieueHUs  caxapHoro  auabera;
TUINOTIMKEMHYECKUE  CPElICTBA, KpPOME HWHCYJIMHOB, HMHTUOUTOPBHl  HATPUKW3aBUCHMOIO
MepEeHOCUHKa TITIOKO3bI 2-TO THUIIA.

Kon ATX: A10BKO1.

MexaHu3M ASHCTBUS

Hanarmmdguo3ud — MomHbI (koHcTanTa wHrHOMpoBanus (Ki) 0,55 HM), cenekTUBHBIA M
oOparumblii uHrHOMTOpP SGLT2.

Wurubuposanne SGLT2 nanarnu¢iao3MHOM BBI3BIBAET CHUXKEHHE PeaOCOpOIMM TIIIOKO3bI U3
KIyOOUKOBOrO (uiIbTpaTa B TMPOKCUMAIBHBIX IMOYEYHBIX KaHAIbI[AX C COMYTCTBYIOUINM
CHI)KEHHEM peabcopOIu HATPHsl, MPUBOS K BBIBEICHUIO TIIFOKO3bI MOUYKAMHU U OCMOTHYECKOMY
muype3y. Takum oOpa3oM ganaraudIo3WH YBEIHMYMBACT JOCTAaBKY HATPUS K JUCTATHHBIM
KaHaJbllaM, 4YTO YCHJIMBAaeT KaHAIBIIEBO-KIyOOUYKOBYI0 OOpaTHYH CBSI3b H  CHIDKAET
BHYTPUKIyOOUKOBOE JaBJi€HHE. JDTO B COYETAHUU C OCMOTHYECKHUM AHYPE30M MPUBOAHUT K
YMEHBIIIEHUIO TEepPerpy3ku 00BEMOM, CHUKEHHIO apTepUANbHOTO JIABJICHHS U YMEHbBIIECHHUIO
NpeIHarpy3kKd ¥ TIOCTHArpy3KH, YTO MOXKET OKa3blBaTh OJArompusATHOE BIMSHHEC Ha
peMoJIeMpoBaHUe Cep/lla U AUACTOIMUYECKYIO QYHKIUIO, a TAK)KE COXPAHITh (PYHKIIHIO IOYEK.
B xmmanuecknx ucciaenoBanuax DAPA-HF, DELIVER u DAPA-CKD Obl10 moKa3aHo, 4TO
OJaronpusATHOE BIUSHUE Aanariu(io3nHa Ha Cep/Ille U MOYKH 3aBUCUT HE TOJIBKO OT CHIKEHUS
KOHIICHTpAIIMHU TJIFOKO3BI B KPOBU U HaOJ01aeTcs He ToNbKO y manueHToB ¢ C/] 2 tumna. Jlpyrue
3¢ (eKTHI BKITIOYAIOT TOBBIIICHHE TEMATOKPUTA U CHUYKCHHE MACCHI TelIa.

Janarnugno3uH CHIKaeT KOHIEHTPAILMIO TIIOKO3bI Ma3Mbl KPOBH HATOIIAK U TOCIE MpHeMa
UM 32 CYET YMEHBIICHUS peabcopOIMy TIIIOKO3bI B TIOYEYHBIX KaHAIbIIAaX, CIOCOOCTBYS
BBIBEJICHUIO TJIFOKO3bI TOYKaMU. BriBe1eHIE TITFOKO3HI (TIIFOKO3ypraeckuit 3 exT) HadmomaeTcs

YK€ TocJIe puemMa epBoi 03kl Mpernapara, COXpaHseTcs B TeUeHUE MOCIeAYoIuX 24 4acoB u
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CYET 3TOr0 MEXaHM3Ma, 3aBUCUT OT KOHIICHTPALIMH IIF0K03bI B KpoBU U 0T CK®. Takum obpazom,
y TAIUEeHTOB C HOPMaJbHOW KOHILIEHTpPAIMeH TJIIOKO3bI B KpPOBM Ha (hoHE mNpUMEHEHHS
nanariaugo3uHa OTMEYaeTCsl HU3Kasi CKIIOHHOCTh K Pa3BUTHIO Tunornukemuu. [lanarnudnozun
HE HapyllaeT HOPMAJIbHYIO NPOAYKLUUIO 3HAOIE€HHOM TJIIOKO3bl B OTBET HA TUIIOTJIMKEMMIO.
JeiicTBue nanarnugIio3nHa He 3aBUCUT OT CEKPEIIMY WHCYIMHA U YyBCTBUTEIILHOCTHU K UHCYJIHHY.
B xnmMHMYECKMX HCCleIOoBaHMAX Janarindiao3nHa OTMEYaJoch yiydiieHue (yHkium Oera-
kietok (tect HOMA, homeostasis model assessment).

SGLT2 cenekTHBHO 3KCIIpeccUpyeTcs B mouykax. Jlamarnudio3uH He OKa3bIBaeT BO3JACHCTBUS HA
Jpyrue MEepEeHOCYMKH TIIFOKO3bI, OCYLIECTBISIONINE TPAHCIOPT IIIIOKO3bI K MepUpEpUIeCKUM
TKaHsAM, U nposiBisieT Oosiee ueM B 1400 pa3 Gosbiryio cenektuBHOCTh K SGLT2, uem k SGLTI,
OCHOBHOMY TPaHCIOPTEPY B KUIICYHHUKE, OTBEYAOIIEMY 32 BCAChIBAHUE TJIFOKO3bI.

dapmakognaamuyeckue 3P HeKTol

[Tocne mpuema mamarimdio3uHa 370pOBBIMU JT0OpOBOJbIIaMU U manueHTamMu ¢ CJI 2 Tuma
HaOJIOJAJIOCh  YBEJIMYEHHWE KOJMYECTBA BBIBOAMMON TMOYKaMu TJoko3bl. [lpum mnpueme
nanariudiozuna B 1o3e 10 mr/cytku B Teuenue 12 vepens nanuentamu ¢ CJ{ 2 Tuna npuMepHO
70 T TII0KO3BI B CYTKHU BBLIESUIOCH MMOYKAaMU (4TO COOTBETCTBYET 280 KKall/CyTKH). Y MalleHTOB
¢ CH 2 tunma, mpuHHUMaBIIMX Aanariau@ao3uH B go3ze 10 Mr/cyTku umrenbHO (10 2 IeT),
BBIBEJICHNUE TIIFOKO3bI TTO/IJIEPKUBATIOCH HA MPOTSHKEHUH BCErO Kypca Teparui.

BriBenenne TIOKO3bI TMOYKaMU TpPU MPUMEHEHUH Janariugio3uHa Takke MPUBOIUT K
OCMOTHYECKOMY ANYpe3y U yBEIUYeHHI0 00beMa Moun y manueHtoB ¢ CJ[ 2 Tuma. YBenuueHue
o0bema Moun y manueHToB ¢ CJ[ 2 Tuma, npuHUMaBIIHX Aanariauduo3uH B go3e 10 mr/cytkw,
COXPaHsJIOCh B TeUCHHUE 12 HEeNb U COCTaBIISIO MpUMepHO 375 Mi/cyTku. YBenudeHue oobeMa
MOYH CONPOBOXKIATOCH HEOONBIIUM W TPAH3UTOPHBIM TIOBBIIICHHEM BBIBEICHUS HATPUS
MOYKAMHM, YTO HE MMPUBOAUIIO K U3MEHEHHIO KOHIIEHTPAILIUU HATPHUS B CBIBOPOTKE KPOBH.

Kpome TOro, ormewanoch KpaTkoBpeMeHHO€ (B TeueHue 3—7 JHEH) yBEeTWYEHHE SKCKPEIHH
MOYEBOH KHUCJIOTBI C MOYOW, COMPOBOXKIABIICECS YCTONYHMBBIM CHIDKCHHEM KOHIICHTPAIIUU
MOYEBOH KHCIOTHI B CBIBOPOTKE KpoBH. Uepe3 24 Henenn CHUKEHHE KOHIICHTPAIIMM MOUYEBOM
KHCTIOTHI B CBIBOPOTKE BapbHpoBano oT —48,3 1o —18,3 mxmons/a (ot —0,87 mo —0,33 mr/mm).
Knunanueckas 3¢ heKTUBHOCTh M 6€30MacHOCTh

C 2 tuna

yﬂy‘-II_HeHI/IC KOHTPOJIA TJIMKEMHHU U CHUIKCHHC 3a00JIeBAEMOCTH U CMCPTHOCTH MO NPUYUHC

CCpI[C‘IHO-COCY,Z[HCTOfI IMaTOJIOTUH 1 OCIOKHEHUM CO CTOPOHBI IMMOYCK ABJIAIOTCA HEOThEMJIEMOM

gacThio aedeHus CJ] 2 Tuna.
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npoBeicHO 14 JBOMHBIX CIHENbIX PaHIOMHU3UPOBAHHBIX KOHTPOJUPYEMBIX KIMHUYECKUX
uccieaoBanuii ¢ yuactueMm 7056 B3pocibix nanueHToB ¢ CJI 2 tuna, B KOTOpbIX 4737 malueHToB
nonyyanu  fganaraudiao3uH. 12 uccienoBaHWM  MpeaycMaTpUBalld  IEPUOA  JICUEHUs
MPOJOKUTENBLHOCTBIO 24 Henenu, 8 uccae0BaHul — JOMOIHUTENbHBIN MepUO.T JOITOCPOYHOTO
aeueHust ot 24 1o 80 Hemenb (0O0IMas MPOIOKUTEIBHOCTD HccienoBanuii 1o 104 Hemens), 1
UCCJIeI0BAHKNE TIPEIYCMATPUBAIO MEPUO/] JICUCHUS POJOJDKUTEIBHOCTIO 28 Heenb, U emie |
UCCJIEIOBAaHUE — TMEPHOJ JICYCHUsS MPOJOJKUTEILHOCThIO 52 HeAeNnu C JOMOJHUTEIbHBIMU
MEPUOJIAMH  JIOJTOCPOYHOTO JICYCHHMS TPOJOJDKUTEIBHOCTRIO 52 wm 104 nHemenu (oOmias
IPOJOJDKUTENBHOCT HccaenoBanus — 208 Henens). Cpennssa nponospkutenbHocTs Cl1 2 Tuna y
nanueHToB BapbupoBaiia ot 1,4 10 16,9 ner. Y 50% narnueHToB ObUI0 HapyIIeHne GYHKIIUN TOYCK
JIETKOW cTeneHu TsbkecTd, y 11% mnainueHToB — HapylieHne (pyHKIHUU MMOYeK CpeHel CTerneHu
TsokecTH. 51% manueHToB ObUIH MYXCKOTO 1osa, 84% mpuHajiexanu K eBporneouiHoi pace, 8%
— K MOHT'OJIOUJTHOM pace, 4% — kK HerpouiHOM pace, a 4% — K Apyrum pacoBbiM rpynnam. Y 81%
MalreHToB 3HadeHue nnaekca maccel Tenna (MMT) cocraBuio > 27. Kpome Toro, 66110 IPOBEACHO
JIBa 11a11e00-KOHTPOIUPYEMBIX UCCIIEOBAHUS MPOIOJDKUTENBHOCTIO 12 HEleNb y MallieHToB ¢
CJI 2 Tuna c HeaJeKBaTHBIM KOHTPOJIEM IIMKEMUH U apTepUATbHON TUIIEPTEH3UH.

st onenku sddekra manarmuduo3naa B 1o3¢ 10 Mr 1mo cpaBHEHHUIO ¢ Ianedo B OTHOIICHUU
CEpJIEYHO-COCY/IUCTBIX W TOYEYHBIX MCXOJIOB OBUIO MPOBEAEHO HCCIIEIOBAaHUE CEpPAEUHO-
cocyauctbix ucxonos DECLARE, B kotopoM npussuin yyactue 17160 maunentos ¢ C/I 2 tuna ¢
JIMarHOCTUPOBAHHBIM CEPJEUHO-COCYIUCTHIM 3a00JIeBaHEM WM €3 HETO.

Koumpons enuxemuu

Monomepanus

Jns ouenku 6e3omacHOCTH M 3G (EKTUBHOCTH Aanariudio3nHa B KaueCTBE MOHOTEpANHH Yy
MAIMEeHTOB C HeaJeKkBaTHbIM KoHTposiem CJ[ 2 Tuma ObUIO MPOBENEHO IBOWHOE CIEmoe
Iare00-KOHTPOJIIMPYEMOE  HCCIEIOBAaHUE  TMPOJOJDKUTENBHOCTRIO 24 Hegenu  (c
JOTIONTHUTEIBHBIM TepuosioM jeueHusi). [Ipu npueme namarnudiosuHa 1 pa3 B CyTku ObLIO
OoTMeueHO cratuctuyecku 3Haunmoe (p < 0,0001) ymeHbleHHE YPOBHS TJIMKHMPOBAHHOTO
remorioouna (HbALC) mo cpaBHeHHIO ¢ ipueMoM ruare6o (Tabnuma 2).

B nomonHuTeIHOM TIepHOIe JieueHus cHKeHue ypoBHs HDALC coxpansuiock BILUOTh a0 102
HeJenn (CKOPPEKTUPOBAHHOE CPETHEE U3MEHEHUE OTHOCUTEIHHO UCXOIHOTO YpoBHS: —0,61% 1 —

0,17% nns nanarnudno3uda 10 Mr u muane6o, COOTBETCTBEHHO).

Ta6auma 2. Pesyabrarbl, noaydennoie 4vepes 24 mnegenn (LOCF!) B muamedo-

KOHTPOJJIMPYEMOM HCCJICA0BAHUU IPUMECHECHUSA nanarnm]mo:mna B Ka4e€CTBEC MOHOTEpanuuu
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Janaraudgaosun 10 mr Ilnanedo
N? 70 75
HbAlc (%)
Hcxonnblii ypoBeHb (cpeHee) 8,01 7,79
H3MeHeHe OTHOCUTEILHO UCXOIHOT'O yp0BH5[3 -0,89 -0,23
Pa3sHOCTH OTHOCHTENIHLHO IUIAIe00° -0,66*
(95% AN) (-0,96, -0,36)
% nauueHToB, 1ocTUrmmx yposust HbAle <7%
3HavYeHHE, CKOPPEKTUPOBAHHOE OTHOCHTEIHHO 50,8° 31,6
HCXOJ/IHOTO YPOBHSI
Macca reJa (Kr)
Hcxonubiii ypoBeHb (CpeiHee) 94,13 88,77
H3MeHeHe OTHOCUTEIBLHO UCXOIHOT'O YpOBHH3 -3,16 -2,19
Pa3sHOCTh OTHOCHTENBHO UIAIe00° -0,97
(95% AN) (2,20, 0,25)

Ilpumeuanue:

! LOCF: nepenoc nanHbIX mocneHero (10 mpuMeHeH s HEOTI0KHOM Tepaluu JUls MallieHTOB, y
KOTOPBIX OHa IPUMEHIACh) HAOJI0ACHUS BIEpE.

2 Bce paHIOMU3HPOBAHHBIE MTAIIMEHTHI, OTYYHBIINE He MeHee | 103l HCCIIeayeMOoro mpenapara
B JIBOMHOM CJIETIOM PEXXUME B KPATKOCPOYHOM JBOMHOM CJIEIIOM IIEPHOJIE.

% Cpenuee 3HaueHMe, PACCUMTAHHOE METOJOM HAMMEHBIIUX KBAIPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIBHO HCXOJHOTO YPOBHS.

4 <0,0001 s pazmuums ¢ miane6o.

° BBujy BBITIONHEHHMS TIOCIEN0BATEIBHOTO CTATHCTUYECKOTO AHANM3Aa BTOPUYHBIX KOHEUHBIX

TOYCK OLICHKY CTaTHUCTUYECKON 3HAYHMOCTH HE MMPpOBOAUIIN.

KOM5MHMD06’(IHHCZ}Z mepanus

B uccnenoBanuu He MeHbIIelH 3p(GEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM MPOJIOJIKUTEIILHOCTHIO
52 nenenu (C TOMOJTHUTENBHBIMU MIEPUOJIAMH JICUEHUS TPOAOIDKUTEIBHOCTHIO 52 1 104 Henenn)
IOPOBOJWIN OLEHKY Janariu@io3MHa B KauyecTBE J00aBICHUS K TEparuud METPOPMHHOM IO
CpPaBHEHHUIO C TPOU3BOJHBIM CYIH(OOHUIMOUEBHHBI (TJIMMHU3K) B KadecTBEe J00ABIEHUS K
Tepanuu MeTQPOPMUHOM y TIAIIMEHTOB C HEAJIEKBAaTHBIM KOHTposieM riukemun (HbAlc > 6,5% u
< 10%). ITo pe3ynbraTam Hccie0BaHus ObUIO MOKA3aHO CXOJHOE CPEHEE YMEHBIIEHUE YPOBHS

HbAlc orHOCHTENBEHO HCXOAHOI'O0 YPOBHS BIIJIOTH O 52 HCACIIN IO CPABHCHUIO C Tepalmeﬁ
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TJIMIU3UIOM, YTO CBHACTEIBCTBYET O HE MEHBIEH 3(1)¢émﬁﬂ—&‘pf/;'ﬁéﬁlmﬂﬁér£ﬁ'dfh&}dh0M

(rabmuma 3). Yepes 104 Henmenu CKOppPEKTUPOBAHHOE cpenHee u3MeHeHue ypoBHs HbALC
OTHOCHUTEIIEHO HMCXOAHOTO ypoBHS coctaBmwio —0,32% mnsa nmanarmudiosuwaa u —0,14% nns
rmunu3uga. Yepes 208 Hemenb CKOppEKTHPOBAHHOE cCpenHee u3MeHeHue ypoBHs HbALC
OTHOCHUTEIIBHO HCXOMHOro ypoBHs coctaBmwio —0,10% s mamarmudnosuna u 0,20% mis
runusuga. Yepes 52, 104 u 208 Hegenb cTaTUCTUYECKH 3HAYMMO MEHbINAs JIOJISI MMAlIMEeHTOB B
rpynne nanarmudnosuna (3,5%, 4,3% u 5,0%, COOTBETCTBEHHO), MEepeHeca Mo KpailHel mepe
OJIMH 3MH30]] TUIOTJIMKEMHH 10 cpaBHEeHHIO ¢ Tpynmnoi riaunusuaa (40,8%, 47,0% u 50,0%,
COOTBETCTBEHHO). Jl0oJIsl ManueHToB, OCTAaBIIMXCS B HccienoBaHnuu depe3 104 u 208 Hemensb,

cocraBuna 56,2% u 39,7% B rpynne nanarnudiosuna, u 50,0% u 34,6% B rpymme riaunu3uaa.

Ta6auna 3. Pesyabrarnl, moaydennnie 4epes 52 megean (LOCF!) B cpaBHHTeIbHOM
HCCJIEJOBAHMU C AKTHBHBIM KOHTPOJIEM IO OlleHKe [100aBJjieHHs Aanarjudo3dnHa u

iMNnu3njia K Tepanum ¢ MeT(bopMI/IHOM

IToka3arTeian Jamaraudio3un B I'manu3ua B
ao0aBJIeHHE K no0aBJIeHHE K
MeT(POPMHUHY MeT(hOpMHUHY
N? 400 401
HbA1c (%)
Wcxoauslii ypoBeHb (cpesiHee) 7,69 1,74
3MeHeHre OTHOCHTENEHO HCXOJHOTO YPOBHS® -0,52 -0,52
Pa3HOCTh OTHOCUTENBHO TE 0,00
panuuy IIIANU3UI0M B )

COYETaHHH ¢ METGOPMHHOM"

(95% JTN) (0,11, 0,11)

Macca Teaa (kr)

Ucxomublii ypoBeHb (CpeHee) 88,44 87,60
3MeHeHre OTHOCHTENEHO HCXOJHOTO YPOBHS ~3,22 1,44
Pa3HOCTH OTHOCUTENBHO TEPANIUU TIINITU3UAOM B —4,65°

COUYCTaHUuU C MCT(I)OpMI/IHOM3
(95% JIF) (-5,14, —4,17)

Ilpumeuanue:

1 LOCF: MIEPEHOC JIAHHBIX TTOCIICTHETO HAOFOICHUS BIICPE]I.
2 PaHIOMI3HPOBAHHBIE U TIONTYYaBIINE JTeUEHHE MAIMEHTHI C HCXOIHON OIIEHKOH M Kak MUHIMYM

OJTHOM OLIEHKOW A((EKTUBHOCTH MOCTIE UCXOAHOTO YPOBHS.
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3 CpemHee 3HAaUeHMe, PACCUMTAHHOE METOJIOM HaI/IMteIEHZ_III/D(-lEB%;[&T‘J]E%U{&)IBIIT_I/IHOEQHIHOC

OTHOCHUTEIILHO UCXOTHOTO YPOBHS.
4 He membmas >(p(eKTUBHOCTh 110 CPABHEHMIO C Tepanmuell TIMIN3UIOM B COYETAHHUM C
MeT(hOPMUHOM.

5 < 0,0001.

[Ipumenenne pamarnuduio3MHa B KadecTBE JO00ABJICHHS K Tepanmuud METOPMHUHOM,
[JIUMENIMPUAOM, METGOPMHUHOM U MPOU3BOJIHBIM CYJIb()OHUIMOYEBHHBI, CUTAIJIMIITUHOM (C
MeThOPMUHOM UK O€3 HEro) WK MpernapaToM UHCYJIMHA IPUBEIO K CTATUCTUYECKU 3HAYUMOMY
ymeHbineHuto ypoBHs HbAlc uepes 24 Henenu no cpaBHeHHIO ¢ pueMoM miane6o (p < 0,0001;
tabsuipl 4, 5 u 6).

VYmenbirenue yposus HbALc, Habmomgaemoe uepe3 24 Heaelu, HOCHIO YCTOHUYMBBIN XapakTep B
UCCIIeIOBaHMIX J00aBieHus aanaridduosuHa (K TIUMENUpUIy WM Tpenapary HHCYIHWHA)
COIVIACHO JaHHBIM, MOJIYYEHHBIM BIUIOTH 10 48 Henenb Tepanuu (rnmumenupun) u 104 nenens
Tepanuu (mpemapar uHCynuHA). Yepe3 48 Hemenb MpuUMEHEHHUs Hamariv(io3nHa B KayecTBE
n00aBIeHHS K Tepaluu CUTArTUNTHHOM (C MeT(HOpMHHOM MU O€3 HEro) CKOPPEKTHPOBAHHOE
cpenHee MU3MEHEHHE OTHOCUTENIBHO HCXOJHOTO YPOBHS Ui AamariuduosuHa B gosze 10 mr u
wrane6o cocraBmwio —0,30% u 0,38%, coorBercTBeHHO. B mccnenoBannu gamarnudiio3nHa B
KauecTBe N00aBiIeHUs K Tepanuu MeT(hopMHHOM yMmeHblieHue ypoBHs HbAlc coxpansiiock
BILIOTH A0 102 Henenu (CKOPPEKTHPOBAHHOE CpEHEE M3MEHEHHE OTHOCUTEIBHO HMCXOIHOIO
yposHst: —0,78% u 0,02% nns nanarnudnosunsa 10 Mr u miane6o, cootBeTcTBeHHO). Yepes 104
HEeJeNu HcciaeoBaHusl Janariugio3rHa B KadecTBe J00aBJIEHUS K TepanuM IpernapaToMm
MHCYJIMHA (B KOMOMHAIMK C JTOTOJHUTEIbHBIMUA TUIIOTJIMKEMUYECKUMH IpernapaTaMu Wik 0e3
HHUX) CKOPPEKTHPOBAHHOE cpe/lHee yMeHblleHue ypoBHSI HbAILc OTHOCHTENBHO HCXOIHOTO
ypoBHs coctaBuiio —0,71 % u —0,06 % nns nanarnudnosuna 10 mMr u mnane6o, COOTBETCTBEHHO.
Uepes 48 u 104 Henenu y marniieHTOB, MOJIy4aBIIUX aanariandao3ut B go3e 10 mr, 103a mpenapara
MHCYJIMHA 0CTaBajJach CTAOMIIbHOM IO CPAaBHEHHUIO C UCXOHBIM YPOBHEM U B CPEIHEM COCTABIISAIIA
76 Ell/cytku. B rpynme, momydaBmied miuane6o, HaONIOAaIoCh CpeAHEe YBEIHMYEHHE O3Bl
npenapata uacynuHa Ha 10,5 EJl/cytku u 18,3 EJI/CyTKH OTHOCHUTENBHO HMCXOIHOTO YPOBHS
(cpemusis no3a: 84 Ell/cytku u 92 EJl/cyTtku) uepe3 48 u 104 nenenu, coorBeTcTBEeHHO. Jl0Oms
MAIMEHTOB, OCTaBIIMXCS B uccienoBaHuu udepe3 104 Hemenmu, cocraBuna 72,4% B rpyme,

nony4vasueil nanarnudnaosun 10 mr, u 54,8% B rpynne, nonaydasiieii miameoo.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 16.04.2025 Nz 10122
Tadoauna 4. Pe3yabTarthl mjiane60-KOHTPOJ DVCMLI‘I' Iﬁwﬂ@:ﬂinﬁﬁﬂ%ﬂhh&rh;&iﬂn‘ﬁua B

Ka4vyeCcTBe }IOﬁaBHeHI/IH K Tepanuun MeT(l)OpMI/IHOM HJIH CHTAIJIMIITHHOM (C MeTq)OpMI/IHOM

Win 03 Hero) NpoaoJKATeAbHOCThIO 24 Hegean (LOCF?)

KomOunupoBanHas Tepanus (100aBjieHue)
Merdopmunt Nuruourop AIII-4
(curaraunTun®) £ mergopmun’
Janaraudgiao3un Iinanedo Janaraudgao3un Inanedo

10 mr 10 mr
N4 135 137 223 224
HbA1c (%)
Hcxoauslii  ypoBEHb 7,92 8,11 7,90 7,97
(cpennee)
Hsmenenue -0,84 -0,30 -0,45 0,04
OTHOCHTEJIBHO
HCXOJHOTO YPOBHS®
Pasnocts
OTHOCHTEJIBHO -0,545 -0,48°
mwiare6o°
(95% AN)

(-0,74,-0,34) (-0,62, -0,34)

% MalMEeHTOB,
JAOCTUTTIMX YPOBHS
HbAlc < 7%
3HaveHwe, 40,6" 25,9
CKOPPEKTUPOBAHHOE
OTHOCHUTEJIBHO
UCXOJIHOTO YPOBHS
Macca teaa (kr)
HcxonHelii  ypOBEHB 86,28 87,74 91,02 89,23
(cpennee)
HN3menenune —2,86 -0,89 2,14 -0,26
OTHOCHTEJIBHO
FICXOHOTO yPOBHS®

1,976 ~1,896
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(MOCHEQOEATENBHOC Te 0001

Pasznoctn

OTHOCHUTEIILHO (2,63, -1,31) (2,37, -1,40)
mwiane6o®

(95% JTN)

Ilpumeuanue:

AT 4 — qunentuauinentuaasa 4.

! Merdopmun > 1500 Mr/cyTkn.

2 Curarmuntud 100 Mr/cyTKw.

3 LOCF: nepeHoc JaHHBIX MOCIEIHEr0 HAOIOAEHNS (110 NPUMEHEHHS HEOTIOKHON Teparuy s
MAIMEHTOB, Y KOTOPHIX OHA PUMEHSIIACh) BIEPE/.

4 Bce paHI0MU3HPOBaHHBIE MAIMEHTHI, HOTYYHBIINE HE MeHee 1 03Bl HCCiIeyeMoro npenapara
B JIBOMTHOM CJIETIOM pEXHME B KPaTKOCPOYHOM JABOMHOM CJIETIOM MEPUO/IE.

® Cpennee 3HAaueHME, PACCUMTAHHOE METOAOM HAMMEHBIIMX KBAJPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIIEHO UCXOJHOTO YPOBHSL.

® p < 0,0001 mus pa3zIMuEs OTHOCUTENBHO TEPAaNMH IUIAE00 B COYCTAHMH C IIEPOPAIBLHBIM
TUIOTIMKEMUYECKUM MPETapaToM.

" p < 0,05 mnsg pasnuuuMs OTHOCHTENHHO TEpamuM Manedo B COYETAHHMH C IIEPOPATBHBIM

THIIOTTIMKEMHUYCCKUM IIPEIiapaToM.

Tabauua 5. Pe3yabTarhl Niianedo-KOHTPOJMPYEMbIX HcecaeI0BaHMI Aanariuduo3nHa B
KayecTBe 100aBJIeHUs K Tepanuy MPOU3BOIHBIM CYyJIb(OHWIMOYEBUHBI (FJTUMENMPUI) HIH

MeT(l)Ole/IHOM H NMPOU3BOAHBIM Cy.]]b(l)OHl/IJIMO‘{eBI/IHbI MNPOAOIZKUTEC/IbHOCTBIO 24 HeaeJau

Kom0unupoBanHas tepanus (1o006aBJieHue)

IIpousBoanoe IIpousBoanoe
CyJIb(OHHIMOYEBHHBI CyJb(OHMIMOYeBUHBI B
(rmumenupua?) COYEeTAHUH ¢ MeT(HPOPMHHOM?
Nanaraudaosun |[lnanedo| danarauduosun |Ilinanedo
10 mr 10 mr
3
N 151 145 108 108
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 16.04.2025 N= 10182
CHEQOBATENBHOC TR 00U

[ |

HbALc (%) LS

Ncxoaubiii ypoBeHB 8,07 8,15 8,08 8,24
(cpenuee)

N3menenue -0,82 -0,13 -0,86 -0,17
OTHOCHTEJIBHO

MICXOJIHOTO yPOBHS®

Pasnocth -0,688 -0,698
OTHOCHTEJIBHO TLIaIe60°
(95% 1) (-0,86, -0,51) (0,89, -0,49)

% NalMeHToB,

JOCTHTHINX YPOBHS
HbA1c < 7% (LOCF)®
3HaueHue, 31,78 13,0 31,88 11,1
CKOPPEKTHPOBAHHOE

OTHOCHTENIBHO MCXOIHOTO

YPOBHS

Macca Tesa (kr)

(LOCF)®

Hcxomabnii ypoBeHB 80,56 80,94 88,57 90,07
(cpenuee)

N3menenne 2,26 -0,72 -2,65 -0,58
OTHOCHUTEIEHO

FICXOJHOTO yPOBHS®

Pasnoctb —1,548 2,078

OTHOCHTENHHO MIane6o°

(95% JIN) (-2,17,-0,92) (2,79, -1,35)
llpumeuanue:

! Tmumenmpun 4 mr/cyTk.
2 MerhopMuH  (IeKapCTBEHHBIE (OPMBI C HEMENIEHHHIM MIM TPOIOHTHPOBAHHBIM
BBICBOOOXKIeHHEM) B 7103€ > 1500 MI/CyTKH B COYETaHUU C MAaKCUMAaJIbHON MEPEHOCUMOi 10301
(momkHA  COCTaBisATH HE MEHEe IIOJIOBMHBI MaKCHUMajbHOW  J03bI) MPOU3BOIHOIO
CyJIb(OHIIMOYEBUHBI B TEUEHUE KaK MUHUMYM 8 HEJIeNb /10 BKIIOYEHUSI B HCCIIEIOBaHHE.

8 PaHIlOMI/I3I/Ip0BaHHBIC 1 NMOJIYYaBIINEC JICUCHUC MMALIUCHTHI C HCXOJHOM OILICHKOHN U KaK MHUHUMYM

OJIHOH OlLIEHKOMH 3(1)(1)6KTI/IBHOCTI/I MMOCJIC HCXOJHOT'O YPOBHH.
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4 Cron6us! 1 u 2 — aHanu3 ypoBast HbAlc ¢ HpHMCHGHﬂII;II\I;I:I&B-II%%;EG(-EEr(‘&VH '?i&Iﬁ'ai}éﬁ'&é 6):

cronbupsl 3 u 4 — ananu3 ypoBus HbAlc ¢ npumenennem meroga LRM (cMm. nmpumeuanue 7).

° Cpennee 3HAauyeHME, PACCUMTAHHOE METOAOM HAMMEHBIIMX KBAIpPAaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIIHO UCXOJHOTO YPOBHSI.

® LOCF: mepeHoc HaHHBIX NOCIEIHEr0 (IIAIMEHTH A0 NPUMEHEHHsS HEOTIOXKHOH Teparumu)
HaOII0ICHUS BIIEPE/.

" LRM: mpoosibHbIii aHATN3 TOBTOPHBIX H3MEPEHHIA.

8 p < 0,0001 11 pa3saMuUMs OTHOCHTENHHO TEPANHH IUIANe00 B COYCTAHHH C IEPOPaTbHBIM(-H)

TUIIOTJIUKEMHYCCKUM(-H) TTpenapaToM(-aMu).

Ta6auua 6. Pesyabrarbl, noaydennoie uepes 24 mnenean (LOCF!) B maaunedo-
KOHTPOJIMPYEMOM HCCJIEI0OBAHNU JanarjudJio3uHa B KadecTBe KOMOWHMPOBAHHOW
Tepanuu ¢ WHCYJIUHOM (B KauecTBe MOHOTEPANHMU WJIM B KOMOWHAIMH C MEPOPATbHBIMHI

THIOIVIMKEMHUYCCKUMH npenapaTaMn)

IMoka3arennb Janarandgaosun 10 mr B | [li1ane6o B koMOMHAIMH
KOMOMHAIUH ¢ HHCYJINHOM C MHCYJIMHOM £
+ nepopajbHbIe nepopajibHbIe
THNOTJINKEMUYeCcKue TUNOTINKEMHYecKue
npenaparbi’ npenaparni’
N? 194 193
HbA1c (%)
WcxonHbiil ypoBEeHb (CpeHee) 8,58 8,46
H3MeHeHne OTHOCUTEIBHO —0,90 -0,30

HCXOAHOI'0 ypOBHH3

Pa3HOCTH OTHOCHTENBHO MIane6o° -0,60*

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

Macca Teaa (Kr)

Hcxonaubiil ypoBeHb (CpeiHee) 94,63 94,21
HN3MeHeHne OTHOCUTENLHO -1,67 0,02

HCXOAHOI'0 ypOBHSI3

Pa3sHOCTH OTHOCUTENBLHO TUIAIe60° -1,68*

(95% JIF) (-2,19, -1,18)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10182

Cpennsisi cyTo4Hasi 1032
uncyauna (EI)°

Hcxonuplii ypoBeHb (CpeaHee)
H3MeHeHrne OTHOCUTENEHO
FICXOJTHOTO YPOBHS®

Pa3HOCTB OTHOCHTENBHO MIane60’
(95% AN)

[TaneHThl CO CHUKEHHUEM CpEeIHEN

CYTOYHOM J103bl HHCYJIMHA HE MEHEE

gem Ha 10% (%)

A NTE

=
HU

-
1

BATENBHOC To o0t t]

77,96
-1,16

6,234
(-8,84, -3,63)
19,75

73,96
5,08

11,0

Ilpumeuanue:

! LOCEF: MNEPCHOC IaHHBIX ITOCICOAHCTO (,Z[O HJIU B JaTy IIEPBOT'0 MOBLIICHUA JO3bl HMHCYJIMHA, IIPU

HEO0OXOUMOCTH ) HaOJIIOICHHUS BIIEPE/I.

2 Bce paHIOMU3HPOBAHHBIE MAIIMEHTHI, OTyYHBIINE HE MeHee | 103bI HCCIIeayeMOro mpenapara

B JIBOMHOM CJIETIOM PEXHUME B KPaTKOCPOYHOM JABOMHOM CJIEIIOM NEPHO/IE.

8 Cpez[Hee 3HAYCHHUC, pACCHUTAHHOC MCTOAOM HAUMMCHBIIHNX KBAaApPaTOB, CKOPPCKTHUPOBAHHOC

OTHOCHUTCIIBHO UCXOAHOTI'0 YPOBHA U HAJIMYUSA ICPOPAJIbHOI'O TMITOTIIMKEMHUYCCKOI'O IIperiapara.

4 p < 0,0001 s pasmuYMs OTHOCHTENBHO TEPANMH IIANe00 B COYETAHMM C WHCYJIMHOM +

IIEPOPAJIbHBIN THITONIMKEMUYECKNH ITpenapar.

® p < 0,05 mns pasauuMs OTHOCHTENBHO Teparmuy MIaneb0 B COYETAHWM C MHCYJIMHOM =+

HepOpaJ'ILHHﬁ TUIOTIMKEMHAYECKUN npenapar.

6 IloBbrmeHme AO3bI Ipc€rapara MHCYJIMHA (BKHIO‘-IaSI HUHCYJIMH KOPOTKOI'O }leﬁCTBHﬂ, HUHCYJINH

CpeIHel MPOIOIKUTEIBHOCTH JEHCTBHS U Oa3abHbBIN UHCYIIMH) IOMYCKAJIOCh TOJIBKO B Cllydae

COOTBCTCTBUS MALIUCHTOB IMPEABAPUTCIIBHO 3aIaHHBIM KPUTCPUAM KOHLCHTpAUWU TI'JIFOKO3bI B

IJ1a3M€ HaTOIlak.

" Uexomno 50% ManuenToB Moaydaad MOHOTEPAIHIO TIPErnapaToM HHCYmHHA; 50% MaIieHToB B

AOMOJHCHHUE K TCpallui MHCYJIMHOM NPUHUMAIN 1 umn 2 NEPOPAIBHBIX THIIOTTITMKEMHUYCCKUX

npenapara: u3 3Tod rpynmsl 80% mnpuHMManM ToibKO MeTdopmuH, 12% mnpuHHManu

MCT(I)OpMI/IH B KOM6I/IH3.I_II/II/I C MMPOU3BOJHBIM CYJIB(I)OHI/IJ'IMO‘-IGBI/IHBI, a OCTaJIbHBIC ITAITMCHTBI

MIPUHUMAJIH APYTHE NTEPOPATBHBIE THUIIOTNIMKEMUYECKHE MTPENapaThl.

KOM6MHUD08GHHCZ}1 mepanusi ¢ Mel’}’Zd)ODMUHOM Y nayuermaos, panee He nojydasiux mepanuro

B o0meit cnoxkHocT 1236 nanueHToB ¢ HeaekBaTHbIM KoHTposeM CJI 2 tuna (HbAlc > 7,5% u

< 12%), panee He MOJYYaBIIUX TEPAIHUIO, MPUHSIN y4acTHE B 2 UCCIEIOBAHHIX C aKTUBHBIM

KOHTPOJIEM MPOAOKUTEIBHOCTRIO 24 Henenu A OueHKU >PQPEeKTUBHOCTH U 0€30IacHOCTU
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04.2025 N2 10182
KOMOWHUPOBAHHOM Tepanuu ganarandro3nHoM (5 mMr Hﬁ'i@ﬂgﬁ:&ﬁg@hﬁl b{wgfmébﬁ}/lhOM

y MAIMeHTOB, paHee He MOYYaBIINX TEPAIHIO, 10 CPABHEHUIO C MOHOTEPAITHEH.

Jleuenne nanarnugiao3uHoM B 1o3e 10 Mr B komOuHanuu ¢ meropmuHoM (B 1o3e 10 2000 mr B
CYTKHM) OOeCHneumsio CTaTUCTHYECKU 3HauMMoe yinyudmieHue ypoBHs HbAlc mo cpaBHenuio c
MOHOTepanuei (tabiauna 7) W mpuUBENO K 0o0Jiee BBIPAKEHHOMY CHWIKEHUIO KOHIICHTpAIUU
roko3bel B miiazme Hatomak (I'TIH) (mo cpaBHeHuio ¢ MoHoOTepamueil) U macchl Tena (1o

CpaBHEHHIO C Tepanuei MeT(HopMUHOM).

Ta6auuna 7. Pesyabrarbl, moaydennnie uepes 24 memenn (LOCF!) B cpaBHHTEILHOM
HCCJIEIOBAHNM ¢ AKTHUBHBIM KOHTPOJEM M0 OlleHKe KOMOMHMPOBAHHOH Tepanuu

)IaHaFJII/I(l)JIOEBI/IHOM Hu MeT(l)OpM]/IHOM Y NaiMeHTOB, paHEE HE MOJIyYaBIIUX TEPpaAIUuIo

IToxkazaresnb Janmarinuduiozun Janmarnuduiozun Metdopmun
10 Mr B coueraHuu 10 mr

¢ MeT(popMHHOM

N? 2112 2192 2082
HbA1c (%)

HcxonHblii ypoBeHb (cpenHee) 9,10 9,03 9,03
H3meHeHrne OTHOCUTENLHO -1,98 -1,45 -1,44

FICXO/IHOTO YPOBHS

Pa3HOCTH OTHOCUTENLHO TEpAITHH -0,53*

nanarmuIo3nHOM®

(95% AN) (-0,74,-0,32)

Pa3HoCTh OTHOCUTENBHO TEpATUU -0,544 -0,01
MeThopMuHOM®

(95% AN) (-0,75, -0,33) (-0,22, 0,20)
Ipumeuanue:

! LOCF: nepenoc naHHbIX MOCIeMHEro (10 TPUMEHEHHS HEOTI0KHOM Tepanuu s MalUeHTOB, y
KOTOPBIX OHA MIPUMEHSIACh) HAOIIOACHUSI BIIEPE.

2 Bce paHIOMU3HPOBAHHBIE MTAIIMEHTHI, MOTyYHBIINE He MeHee | 10361 HCCIIeayeMOoro mpenapara
B JIBOMHOM CJIETIOM PEXHUME B KPATKOCPOYHOM JABOMHOM CIIENIOM NEPHOJIE.

8 Cpenuee 3HaueHMe, PACCUMTAHHOE METOJOM HAMMEHBIIMX KBAAPATOB, CKOPPEKTHPOBAHHOE

OTHOCHUTCJIBHO UCXOAHOI'O YPOBHA.

4 p < 0,0001.
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04 2025 N= 10182
jilale OB A HOCTE 00077
Kombunuposannas mepanus ¢ 3kceHamuoom ny OﬂOquﬂ%aHﬁg%BcnIétgt HOCTL 0001)

B 1BoifHOM cllenoM HCCIIeIOBAaHUM C aKTUBHBIM KOHTPOJIEM MPOJOJDKUTEIBHOCTBIO 28 HEIelb
CpaBHMBAIM  KOMOMHHMPOBAHHYIO  Tepamuio  Janarid@iIOo3MHOM M JKCEHATHUJOM
NPOJIOHTUPOBAHHOTO JICUCTBUSI (arOHMCTOM PEIENTOPOB TIIIOKAaroHOomoao0Horo menrtuaa-1
(I'TITI-1)) ¢ ™moHoTepanmued  ganarauQIIO3MHOM HW  MOHOTEpamued  AKCEHATHJIOM
IPOJIOHTUPOBAHHOTO JCHCTBHSI Yy TMAllMEHTOB C HEaJeKBATHBIM KOHTPOJEM TIJIMKEMUHU IpU
moroTepanuu MmetopmuaoM (HbA1c > 8% u < 12%). Bo Bcex rpymnmnax JiedeHus: ObLI0O OTMEYCHO
cHkeHre ypoBHs HbAlc mo cpaBHEHHIO ¢ MCXOIHBIM YpOBHEM. B rpyrire KoMOMHUPOBaHHON
Tepanuu Janariv@io3uHoM B o3e 10 M M 9KCEHATHIOM TPOJIOHTUPOBAHHOTO JIEHCTBHS OBLIO
noka3aHo OoJsiee BeIpakeHHOE CHIDKeHHE ypoBHS HbAlc OTHOCHTENBHO MCXOAHOTO YPOBHS IO
CpPaBHEHHIO C MOHOTEepamued  manarmu(iIo3sMHOM ©  MOHOTEpamueld  HKCEHATHUIOM

IIPOJIOHTUPOBAHHOTO JeiicTBHs (Tabnuia 8).

Tadoauna 8. Pe3yabTaThl WCC/IEI0BAHHS Tepanuu Aanarau(io3MHOM W IKCEHATHIOM
NPOJIOHTHPOBAHHOIO JIECTBHS 10 CPAaBHEHHIO ¢ MOHOTepanueil aanarjudo3MHOM H
MOHOTepanueii IKCEHATHAOM TPOJTOHTMPOBAHHOIO JelCTBHA (MANMEHThI MOMYJSIAU C

Ha3HaYeHHbIM JiedyeHueM (ITT)) B komOuHaumu ¢ meTOPpMHHOM NMPOJOKUATETbHOCTHIO 28

HeJleJIb
Nanaraudgaosun 10 mr| lanarandgao3un IKceHATH
1 pa3 B cyTKHu B 10 Mmr 1 pa3 B |NPOJIOHTMPOBAHHOTIO
KOMOHWHAIINH C CYTKH B aeiicteus 2 mr 1 pa3
IMoka3zarennb JIKCEHATHUIOM KOMOMHAIINH C B HeJleJIl0 B
NMPOJIOHTHPOBAHHOTO | Mianedo 1 pa3 B KOMOMHAIIUM C
pericreus 2 mr 1 pa3 B HeeJII0 miianedo 1 pas B
HeeJII0 CYTKH
N 228 230 227
HbAlc (%)
Hcxonnblii ypoBEHb 9,29 9,25 9,26
(cpenuee)
H3MeHeHEe OTHOCUTEIBHO -1,98 -1,39 -1,60
MICXOJJHOTO YPOBHS
Cpennsis pa3HOCTb B -0,592 -0,383
M3MEHCHHH OTHOCHUTEIILHO (-0,84, -0,34) (-0,63,-0,13)
HCXOJIHOTO YPOBHS MEXTY
KOMOMHHPOBAHHOM
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(MOCHEQOEATENBHOC Te 0001

Teparnuen U Tepanuen

OOHHUM IIpCrIapaToM

(95% AN)
% ManHeHTOB, TOCTHTTIHX

447 19,1 26,9
ypoBHas HbAlc < 7%
Macca Tena (kr)
Hcxonnplii ypoBEHb 92,13 90,87 89,12
(cpenuee)
H3MeHeHnEe OTHOCUTEIHHO -3,55 2,22 -1,56
FICXOJJHOTO YPOBHS
CpenHsist pa3HOCTH B 1,332 —2,002
W3MEHEHUU OTHOCUTEIBHO (2,12, -0,55) (2,79, -1,20)

HCXOJHOTO YPOBHS MEX]Y
KOMOWHUPOBAaHHON
Tepanuen u Tepanueit
OJIHUM TIperapaTomM

(95% JIN)

Ilpumeuanue:

N — konuyecTBO nanueHToB, {11 — noBepuTenbHbIN HHTEPBA.

! CxoppektupoBanHble cpeiHIE 3HAYEHHS, PACCUMTAHHBIE METOJOM HAUMEHBIINX KBaJPaToB, U
Pa3HOCTb B U3MEHEHUN OTHOCUTEJIBHO UCXOJHOTO YPOBHS yepe3 28 Hellelb CMOJIEIUPOBAHBI C
UCII0JIb30BAHUEM MOJICITH CO CMeIIaHHbIMU 3 dexTamu 1t moBTOpHBIX n3Mepenuit (MMRM),
KOTOpasi BKJIF0Yajia BapUaHT TEPAlHH, PETHOH, cTpaTy ucxoaHoro yposHs HbALC (< 9,0% wau
> 9,0%), Hedemo JEYeHHs] M B3aUMOJCHCTBHE «Tepamus—HeNeNs» B KadeCTBE MOCTOSHHBIX
3HAYEHUH U 3HaUYE€HUE UCXOIHOTO YPOBHS B Kau€CTBE KOBAapHUATHI.

2p<0,001.

$p<0,01.

Bce 3HaueHus p CKOppeKTUpPOBaHbI C MOIPABKOI HA MHOKECTBEHHOCTb.

B cratucruuecknii aHanu3 HE BKIKOYAIM HU3MEPEHUS, IOIYYEHHBIE IOCIE IPUMEHEHHUS

HEOTJIOKHOM TepanuH, a TaKXkKe MOcIIe MPeKIEBPEMEHHOT0 TPEKPALEHHS pUeMa UCCIeayeMOro

npernapara.

Konyenumpauyus 2110K03v1 8 niasme Hamouiax

[Ipumenenue nanarnuguosnHa B o3¢ 10 Mr B KadyecTBe MOHOTEpanMM WM B KayecTBe

noOaBlIeHUs] K Tepanuu MeTGOPMHHOM, TIUMENUPUIOM, MET(GOPMHHOM U MPOU3BOJHBIM
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CyJIb(OHUIMOYCBUHBI, CHUTATJIUNITHHOM (C Mer)ODMI/I]qglI\;II :rﬂl%ﬂgé“ggg#lﬁiﬁr Trff)élr:;éll:lr)uTOM

MHCYJIMHA TIPUBENIO K cTaTuCcTHYecKu 3HaunMomy cHikenuto I'TIH (ot —1,90 mo —1,20 Mmmouib/m)
[oT —34,2 o —21,7 mr/mn]) mo cpaBHeHuto ¢ mwianedo (ot —0,33 mo 0,21 mmouns/n [oT —6,0 10 3,8
Mr/mi]). 3toT 3¢ dekt Habmomancs yepe3 1 Heaento JCUCHUs] B COXPAHSIICS B MCCIICIOBAHUSX,
npoaoJkaBiuxcs 10 104 vexenb.

KomOunupoBanHass Ttepanus jganariauduosuHoM B go3e 10 Mr W IKCeHATHIOM
IPOJIOHTUPOBAHHOTO ACUCTBHUS MPUBOJIMIA K CTaTUCTUYECKH 3HAYUMO OOJBIIEMY CHIKEHHUIO
I'TIH w4yepe3 28 wHeaenp seueHus: —3,66 mmoub/nm (—65,8 MI/mI) MO CpaBHEHHIO C
—2,73 mMmonb/n (—49,2 mr/mn) B rpynme moHorepanuu manariuduosuaoMm (p < 0,001) wu
—2,54 mMoub/n (45,8 Mr/mi) B rpyrime MoHOTepanuu d3kceHatuaoM (p < 0,001).

B cnenmansaoM uccnenopanun y mamuentos ¢ CJI 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 m?
Tepanus fanariuguo3uHoM npubena Kk cHuwxkeHuto [TIH uepes 24 nmemenu: —1,19 Mmonw/n
(21,46 mr/mn) mo cpaBuenuto ¢ —0,27 mmonb/a (—4,87 mr/mn) B rpymre miane6o (p = 0,001).

Konyenmpayus anroxo3sst 6 niazme nocie npuema nuuju

[Tpumenenue nanarauguio3una B 1o3e 10 Mr B kauecTBe 100aBJIEHUS K TEpallUU MNIMMENUPUIOM
IPUBOAMIIO K CTaTUCTUYECKM 3HAYMMOMY CHIKCHMIO KOHLIEHTpPAILMM IJIIOKO3bl yepe3 2 yaca
nocJje nmpueMa Uiy yepe3 24 HeJelu JISUeHUs, KOTOPOE COXPaHSIIOCh BILIOTh /10 48 HEEH.
[Tpumenenne panarnuduiozuHa B 1o3e 10 Mr B KauecTBe JOOABICHUS K TEPATHH CUTATTTAIITHHOM
(c MerhopMHUHOM WK G€3 HEr0) MPUBOAMIIO K CHI)KEHUIO KOHILIEHTPALIUHU TJIIOKO3BI Uepes 2 yaca
nocJie prueMa MUK 4epe3 24 Hefenu JIeUeHHs], KOTOPOE COXPaHsIoCh BILIOTh A0 48 Henemnu.
KomOunupoBanHass  tepanus jpanmariauduo3sMHoM B go3e 10 Mr M SKCEHATUAOM
IPOJOHTMPOBAHHOTO JEUCTBUSA NMPUBOAMIA K CTaTUCTHYECKH 3HAYMMO OOJIBIIEMY CHUKEHHIO
KOHIIGHTPallMM IJIIOKO3bl 4epe3 2 yaca Mocje IpueMa MUK depe3 28 Helenb JEYSHHs IO
CPAaBHEHHUIO C TEPANUEN KaXAbIM IPENapaToM IO OTAEIbHOCTH.

Macca mena

[Tpumenenue namarnudao3una B go3e 10 Mr B kauecTBe J00aBIEHUS K Tepaniud METPOPMHUHOM,
[JIMMENUPUAOM, METGOPMHUHOM U MIPOU3BOJHBIM CYJIb()OHUIMOYEBHHBI, CUTATJIMIITUHOM (C
MeTGopMHUHOM WM 0e3 HEero) MM IpernaparaMd HMHCYJIMHA MPUBOAMIO K CTaTUCTHUECKU
3HaYMMOMY CHHKEHMIO Macchl Tena uepes 24 Henenu (p < 0,0001, rabuuist 4 u 5). Otu 3¢ hexTh
HOCWJIM YCTOMYMBBIM XapakTep B JOJITOCPOYHBIX HCCIIeNOBaHUAX. Uepe3 48 Henenp pa3HOCTh
3HA4YEeHUH, MMOJYyYEHHBIX B Irpynme jo0aBieHus qanarinudo3uHa K Tepanuy CUTArJIMITHHOM (C
MeT(GopMHUHOM WK O6€3 Hero) U B rpyIIe, NoidydaBiiel mianedo, cocrasuia —2,22 kr. Yepes 102
HEJIeNM Pa3HOCTh 3HAYEHUH, MOJYYEHHBIX B Tpymme JoOaBieHus nanariu@io3uHa K Teparnuu

MeT(HOPMUHOM U B TPYIITIE, MOTyJaBIIei mianedo, ¥ pa3HOCTh 3HAYEHUH, TTOJIYYCHHBIX B TPYIITIS
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n06aBIeHHs anarmu(Io3MHa K Tepalud HMHEYIHHOM rIIlFIBj%I%éHT@H%BIIH i '1'1'3'1'5'131&60,

coctaBmiia —2,14 xr u —2,88 Kr, COOTBETCTBEHHO.

[Ipn mpuMeHeHWH B KadyecTBE M00ABJIICHUS K Tepanmuu METGOPMUHOM B HCCIICIOBAHUU HE
MeHbIel 3pPEeKTUBHOCTH C aKTUBHBIM KOHTPOJIEM JAanarin(io3uH IPUBOIUI K CTATUCTHYCCKU
3HAYUMOMY CHIKEHHIO MACChI TEJIa TI0 CPaBHEHUIO ¢ MPUMEHEHHEM Innu3uaa (Ha —4,65 Kr uepes
52 nwenenu (p < 0,0001, tabauma 3)), koTropoe coxpansiocsk yepe3 104 u 208 nenens (5,06 kr u
—4,38 KI, COOTBETCTBEHHO).

[Ipumenenue pamarnudiao3uHa B mo3e 10 Mr B KayecTBe KOMOMHUPOBAHHOM TEpamuu ¢
SKCEHATHJIOM IPOJOHTHUPOBAHHOTO JEUCTBHS TMPUBEIO K CTAaTUCTHYECKH 3HAYMMO OOJIBIIEMY
CHIIKEHHUIO MAcCChl TeJla M0 CPABHEHHUIO C MOHOTEpanueil KaKIbIM MpenapaToM B OTACIbHOCTU
(Tabmuia 8).

B wuccnenoBanum ¢ ywactueM 182 mamumentoB ¢ CJI 2 Tuma ¢ MCHOJIb30BaHUEM
JBYXOHEPTreTHUECKONH PEHTTEHOBCKOM a0COPOIIMOMETPUH ISl OLIEHKU KOJIMYECTBEHHOTO COCTaBa
Tela TPOJOJDKUTEIBHOCThIO 24 Hemenu 1O JaHHBIM HM3MEPEHUH C  HCIOJb30BAaHUEM
JBYXIHEPTeTHYECKONH PEHTTEHOBCKON aOCOpPOIMOMETPUH MPU MPUMEHEHUN JIanariudio3uHa B
no3e 10 mr B couetaHun ¢ MeT(OPMHUHOM IO CpPAaBHEHHIO C IIAne00 B KOMOHWHAIUU C
MeT(HOpMUHOM OBLITO TTOKa3aHO, COOTBETCTBEHHO, CHIDKCHHE MACChI TeJla ¥ )KUPOBOM MacChl Tella,
a HE TOoTepsi MBIIMIEYHOM MAaCChl WM XHUIAKOCTH. B monauccineoBaHuu C HCIOJIb30BaHUEM
MarHMUTHO-PE30HAHCHOW ToMorpaduu MpUMEHEHHE Janariuguo3uHa B KOMOMHAIMM C
MeT(HOPMUHOM MTPOBOAMIIO K KOJTMYECTBEHHOMY YMEHBIICHUIO BUCIIEPATIEHOM KUPOBOM TKAHU 110
CPaBHEHUIO C IPUMEHEHHUEM I1a1e00 B KOMOMHAIIUU C MET(HOPMHUHOM.

Apmepuanvroe odasnenue

Ha ocHoBanuu anann3a o0beAMHEHHBIX TaHHBIX 13 m1ane00-KOHTPOIUPYEMBIX UCCIIEI0BAHUM IO
3apaHee MpeayCMOTPEHHBIM IEPEMEHHBIM uepe3 24 Helesn Tepanuu Janariu@ao3uHoM B 103€
10 mMr ObUIO TMOKa3aHO M3MEHEHHE CHCTOJMYecKOro aprepuanbHoro aasieHus (CAJl) Ha
—3,7 MM PT. CT. U JaUacToMuecKoro aprepuanbHoro nasinenus (JAJl) ma —1,8 MM prt. cT.
OTHOCHUTEJIEHO UCXOTHOTO YPOBHS 10 cpaBHEeHUIO ¢ u3MeHeHueM CAJl na —0,5 mm pr. ct. u JTA]]
Ha —0,5 MM pT. CT. B rpynne, noxyyasiuei miane6o. CxoHble U3MEHEHHs HaOII0JaTUCh BIUIOTh
1o 104 Henenu Tepanu.

Komb6unupoBanHas tepanus nanariudiao3uHoM B ao3e 10 Mr B KOMOMHAIIMHM C SKCEHATHAOM
MPOJOHTUPOBAHHOTO JEUCTBUSA MPUBOAMIA K CTaTUCTHYECKH 3HAYMMO OOJBIIEMY CHUKEHHIO
CAJl uepe3 28 nenenb (—4,3 MM pT. CT.) IO CPaBHEHUIO C MOHOTepanuei manariudio3nHOM
(-1,8 MM pt. cr., p < 0,05) m MOHOTepamuell IKCEHATHIOM IPOJOHTHPOBAHHOTO JEHCTBHSI

(1,2 mm pr. cT., p < 0,01).
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B 2 miane60-KOHTPONHPYEMBIX HCCIECIOBAHMUSY npoto i e RO bt ol 12 He e, & O6teit

cinoxHoctd, 1062 maumeHta c HeagekBaTHbIM KoHTposieM CJI 2 Tuna u aprepuanbHOU
TUIEPTEH3UH (HECMOTPS Ha TPEIICCTBYIONIYIO CTA0OMIbHYIO Tepanuto HHruouTopoM AlID wm
BPA II B ogHom uccnenoBanun U uHruoOuropoMm AIID mam BPA B coueranum c emie ogHUM
AQHTUTUIIEPTEH3UBHBIM  IpENapaToM B  JPYrOM  HCCIEAOBAHWU) TMOJIy4aldd  TEpamuio
nanarnuduosuaoM B o3¢ 10 mr wmmm mmane6o. Yepes 12 Hemenb B 000MX HUCCIICOBAHHSIX
npuMeHeHne JanarnuduiosmHa B go3e 10 Mr B codYeTaHMHM €O  CTaHIAPTHOMH
IPOTHBOAMA0CTUYECKOM Tepanueil mpuBeso K yiydinenuto ypoBas HbALC u cumkenuo CAJL,
CKOPpPEKTHPOBAHHOMY C y4eTOM I1anedo, B cpenneM Ha 3,1 u 4,3 MM pT. CT., COOTBETCTBEHHO.

B cnenuansHOM uccnenosanun y nanuentos ¢ CJ 2 tuna ¢ pCK® > 45 u < 60 min/mun/1,73 M2
yepe3 24 Hemenu Tepanus nanariudiao3uHoM npuBenia K cHIKeHHIO CAJl B MONTOXEHUH CHIIS:
—4,8 MM PT. CT. IO cpaBHEHHIO ¢ —1,7 MM PT. cT. B rpymre 1mianebo (p < 0,05).

KOHmDOJZb SAUKeMUU y ndyuenmoes ¢ Hapyuenuem d)VHKI/ﬂ/ll/l no4ex cpe()Heﬁ cmeneru mAsdcecnmu

(xponuueckas 6onesub nouex cmaduu 34, pCKD >45 u < 60 mn/mun/1,73 m?)

OddextuBHOCTD nanaraudao3rHa OblUIa OIICHEHA B CIICIIHAILHOM HCCIICAOBAHNHN Y MAIIUEHTOB C
CJ1 2 tuma ¢ pCK® > 45 u < 60 mn/mMun/1,73 M? ¢ HeaJeKBaTHBIM KOHTPOJIEM TIIHMKEMHHU TIPH
CTaHAapTHOM JiedeHuu. Tepanus nanaraudio3MHOM MpuBena K yMeHbleHuo ypoBHs HbAlc u

Macchl TeJa 10 CPaBHEHHIO ¢ TuTaredo (Tadmuia 9).

Tabauua 9. Pe3yabTaThl, moJiyuyeHHble 4epe3 24 HelelH B IJ1ane00-KOHTPOJIMPYEeMOM
HCCJICJOBAHNU NpUMeHeHHs aanariaudguosuHa y nanueHToB ¢ C/I 2 tunma ¢ pCK® > 45 n

< 60 ma/mun/1,73 m?

Nanarauduiosun® 10 mr|  Tlaaue6o?
N2 159 161
HbA1c (%)
VcxoaHbIi yPOBEHB (CpeIHee) 8,35 8,03
13MeHeHne OTHOCUTENIFHO UCXOIHOTO ypOBHsi2 -0,37 -0,03
Pa3HOCTH OTHOCHTEJBHO IUIAEe60? -0,34%
(95% AN) (-0,53, -0,15)
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| | | o

Macca Teaa (k) (HOCHEQUEATENFHOCTE 000
VIcxoaHbIi ypoBEHB (cpenHee) 92,51 88,30
3menenue (%) OTHOCUTETLHO UCXOHOTO -3,42 -2,02
ypOBHS®

Pasnocts B uamenenunu (%) OTHOCUTEIIBHO —1,434

n1ane6o’

(95% AN) (2,15, -0,69)

Ilpumeuanue:

! Merdopmun unu MeThopMUHa THAPOXIOPH BXOAMWIN B CTAHAAPTHYIO Tepanuio 69,4% u 64,0%
MAIMEeHTOB B TPyINeE, MoxydaBiei nanarnuduo3ud B goze 10 Mr, u B rpyrie, MOITy4aBIIeH
1are0o, COOTBETCTBEHHO.

2 CpenHee 3HAYEHHE, PACCUMTAHHOE METOJOM HAMMEHBIIMX KBAAPATOB, CKOPPEKTUPOBAHHOE
OTHOCHUTEIIEHO UCXOJHOTO YPOBHSL.

% OmnpeneneHo Ha OCHOBAHHM CPEJHETO 3HAYEHHMS, PACCUMTAHHOTO METOAOM HAHMEHBIIHX

KBaaApaToOB, CKOPPECKTUPOBAHHOTI'O OTHOCHUTECIIBHO NCXOJHOI'O YPOBHSI.

4p < 0,001.

Havuuenmui ¢ ucxoouvim yposwem HbA1C > 9%

Ha ocHoBaHuM aHanM3a JaHHBIX MAIMEHTOB ¢ MCXOAHBIM ypoBHeM HbAI1C > 9,0% mo 3apanee
IpPEIyCMOTPEHHBIM TEpEMEHHBIM Tepanus aanariugiao3uHoM B jo3e 10 mMr mpuBogwia K
CTaTHUCTUYECKU 3HAaYUMOMY yMeHblieHuto ypoBHs HbAlc uepe3 24 Henenum mpuMeHEHUs B
KayecTBe MOHOTEpanuu (CKOPPEKTUPOBAHHOE CpEIHEE M3MEHEHUE OTHOCUTENBHO HCXOIHOTO
ypoBHs: —2,04% u 0,19% nns nanarnudguiosuna B go3e 10 Mr u maredo, COOTBETCTBEHHO) U IPH
N00aBJIEHUH K Tepanuu MeT(HOpMUHOM (CKOPPEKTUPOBAHHOE CPEHEE U3MEHEHUE OTHOCUTEIIBHO
ucxonaHoro yposHs: —1,32% u —0,53% 1t nanarnuiao3uHa U mianedo, COOTBETCTBEHHO).
Cepoeuno-cocyoucmule u noueuHwvle UCXoobl

UccnenoBanue BausHUS nanariaugio3nHa Ha cepaeyHo-cocyauctsie ucxoasl (DECLARE) —
MEXYyHApOJHOE  MHOTOLEHTPOBOE  PaHIOMU3MPOBAHHOE JIBOMfHOE  cieroe  ruaredo-
KOHTPOJIMPYEMOE KIMHHUUECKOE MCCIIC0BAaHHE Ul ONpEAEICHUs BIMSHUS Aanariudo3nHa Ha
CEepJIEYHO-COCYAUCThIE UCXO/IbI MPU €T0 J00ABICHUHU K TeKYIIel 6a30B0Oi Tepanuu 1o CpaBHEHUIO
¢ iane6o. Y Bcex nmanueHToB O0but CJl 2 Tuna u aubo Ba U 0oJiee JOMONIHUTEIbHBIX (PaKTOPOB
pHCKa pa3BUTHS CEPCUHO-COCYIUCTOrO 3a00eBaHus (BO3pacT > 55 jeT y My»KYiH Win > 60 et
y KEHIIMH U OJUH WiIM Oonee M3 clenyromux (akTopoB: TUCTUIHIEMHS, apTepuanbHas
TUIEepTeH3Us WIK TabakoKypeHue), Ju00 JUarHOCTMPOBAaHHOE  CEpEeUHO-COCYIIUCTOE

3a00JIeBaHueE.
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13 17160 panmoMU3MPOBAHHBIX MAIMEHTOB y 6974 (40,%%ﬁlﬁ@h&ﬁé‘fﬁ@?ﬁ%ﬁﬁoﬁéépﬂééno-

cocyaucroe 3aboneBanue, a'y 10186 (59,4%) rakoBoe oTcyTcTBOBaNo. B obmielt cnoxxknoctu 8582
nanueHTa ObUIM paHIOMHU3HPOBAHBI B TPYIITY IpUMeHeHHs nanariauduio3una B 1o3e 10 mr, a 8578
NAMEHTOB — B IPYIIy Ij1ae00; MeanaHa JIMTENbHOCTH HaOMoAeHus coctapuia 4,2 roja.
CpenHuii BO3pacT MalMEHTOB UCCIEAyEMON onysaiuu coctaBui 63,9 roaa, 37,4% mnamueHToB
Obutn JKkeHCcKoro mosia. B obmeit crnoxknoctu 22,4% manumentoB crpagaiu CJ] 2 Tuma Ha
OpOTSKEHUM < 5 JeT, cpeansist npoaospkutenbHocTs C/I 2 tuna cocrasuna 11,9 ner. Cpennee
sHauenne ypoHs HbAlc cocrasmsano 8,3%, cpenaniit UMT — 32,1 xr/m2.

Ucxonno y 10,0% mnammeHToB B aHaMHE3€ OTMEYAIach cepieuHas HEJOCTATOYHOCTh. CpeaHsis
pCK® cocrasuna 85,2 mn/mMun/1,73 M2, V 7,4% nauuento pCK® 6b1a Menee 60 mn/mun/1,73
M2 Y 30,3% nanmenToB HabIIOAATACh MHKPO- WM MAakpoans0yMuHypHs (cootHomenue A/Kp
Mour > 30 u < 300 mr/r uiam > 300 MI/T, COOTBETCTBEHHO).

Hcxogno Oompmias yacth mnanueHtoB  (98%) monywyanmu  OOMH WM HECKOJIBKO
IPOTHBOAMA0ETUYECKHX TpenapaToB, BKIo4as MmeTgopmuH (82%), npenapaTtsl uHCynuHa (41%)
Y TIPOU3BOJIHBIE CYJIb(HOHUIMOYEBHHBI (43%).

[lepBuuHblE KOHEYHBIE TOYKH BKJIIOYAIM BpeMs [0 pPa3BUTUS TEPBOrO  SBICHUS
KOMOMHHMPOBAaHHOW KOHEYHON TOYKH, BKJIIOUABIIEH CMEPTh MO MPUYMHE CEPACYHO-COCYTUCTON
MATOJIOTUH, HH(APKT MUOKAp/a WU HINEMUYCCKHA WHCYILT (OCHOBHBIE CEPICYHO-COCYTUCTHIC
COOBITHSI), a TAaK)KE BPEMsI IO Pa3BUTHS NIEPBOTO SBJICHHS KOMOMHUPOBAHHOW KOHEYHOH TOYKH,
BKITIOUABIIIEH TOCITUTAIN3AIIMIO TTO TIOBOY CEPACYHOM HETOCTATOYHOCTH WUJIM CMEPTH 0 MIPHUKHE
CEpJICYHO-COCYAUCTOTO  3a0ojieBaHUS.  BTOpUYHBIE  KOHEUHBIE  TOYKM  BKJIIOYAIU
KOMOMHHPOBAHHYIO KOHEYHYIO TOUKY TIOUYSHYHBIX UCXOJIOB M CMEPTH I10 JIFOOOW MPUIHHE.

OcHostbie cepoeuno-cocyoucmole coobimus

Janarnudnosus B 1o3e 10 Mr mpoeMOHCTpUPOBAT HE MEHBITYIO 3 (DEKTHBHOCTH O CPABHEHUIO
¢ myane0o B OTHOIIEHWH KOMOMHUPOBAHHOM KOHEUHOM TOYKH, BKIFOYAIOIIEH CMEPTh 0 IPHUKHE
CEpJIEeYHO-COCY/IUCTON  MAaToJOTMH, WH(APKT MHOKapJa WM HIIEMHUYECKMH HHCYJIBT
(omnocToponHee 3Hauenue p < 0,001).

XpoHuueckas cepdelmaﬂ He00Cmamo4HOCmb Ul cmepnib no npuvdurne cep()elmo-cocvducmoit

namono2uu
Hanarmmduos3ud B 103e¢ 10 Mr mpoieMOHCTPUPOBAJT MPEBOCXOJICTBO 1O CPABHEHHIO C MIare0o B
NPEeIOTBPALICHUH  MEePBUYHOM  KOMOMHHUPOBAaHHOM  KOHEYHOM  TOYKHM,  BKIIIOYAIOLIEH
TOCIUTAIU3AIMIO 110 TIOBOJY CEpASYHOM HEIOCTATOYHOCTH WJIM CMEPTH IO IPUYUHE CEPAECUHO-
cocynuctoit maronoruu (pucyHok 1). Paznuuume sddexra Tepanuu ObLIO JOCTUTHYTO 3a CUET
TOCMUTAIU3AIMH 110 TIOBOAY CEpJCYHON HEIOCTAaTOYHOCTH 0€3 pa3iuuus B OTHOIIEHUU CMEPTU

0 TIPUYNHE CEPICUHO-COCYAUCTON MATONOTUHU (PUCYHOK 2).
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
T 16.04.2025 N2 10182 _
[IpeumymecTBo Tepanuu Aanariu@I03WHOM | I10 de{ll{'e'}lm-}l(l;%_i %TJL%@BHI'{QSLSM Ly

NAIMEeHTOB C JAMAarHOCTHPOBAHHBIM CEPIIEYHO-COCYAMCTHIM 3a0osieBaHMEM M 0€3 TaKOBOTO, C
WCXOJHOMU CepJICYHOI HeJOCTATOYHOCTHIO MU 0€3 TAaKOBOM, M OBLIO COMTOCTABUMBIM B KITFOUEBBIX

NOJArpyMnax, BKIOYas Bo3pacT, noi, pynkuuto nouek (pCKD) u peruosn.

Pucynoxk 1. BpeMmsi 10 nepBoii rociuTaJIM3a1MH 110 NOBOXY CePAeYHOM HEIOCTATOYHOCTH WU

CMEPTH 10 IPUIUHE cepneqno-cocynnnoﬁ nmaToJorum

?'_n
[Mnanebo
El_'
x E g
-
228z 71
w o Q_E
Iz
s3Iz x: 4 Jlanar mudnoznn
= u'ﬂ =]
2 g 2 F
x a Q=
4 4
iafF 39
EF = a
T B xx
T
85% o
E5E
"2
1 Aanarnwdgnoznm B
cpaBHeHni ¢ nnayefo
OP (95% OW): 0,83 (0,73, 0,95)
01 T T T T T i i T T T
0 6 12 18 24 30 36 42 48 54 60

MacAusl Nocne PaHgoMUIALHA
MayMeHTel FPYNNB PRCKa
HAanarnndnozug: B582 8517 B415 B322 B224 8110 Tar0 7447 5445 16286

Mnayebo: 8578 8485 B387 B259 B127 BO0O3 7880 7367 5362 1573
Ilpumeuanue:
«[TarmeHThI TPYIIBI PUCKa» 03HAYAET KOJMYECTBO MAI[MEHTOB I'PYIIIbI pUCKa B Ha4aJle IEpHoIa.

OP — oTHOWIEHNE PUCKOB, IV — OBEpUTENBHBIN UHTEPBAIL.

Pe3ynbrathl, momy4ueHHbIE TS IEPBUYHBIX M BTOPUYHBIX KOHEUYHBIX TOUEK, TOKa3aHbl HA PUCYHKE
2. TlpeumymiecTBO Tepanuu AanariuIO3MHOM [0 CpPaBHEHHIO ¢ Ianedo B OTHOIICHUU
OCHOBHBIX CEpJICYHO-COCYTUCTBIX COOBITUH MOKa3aHo He Obuio (p = 0,172), B CBsA3M ¢ ueM
COTJIACHO  METOJWKE  TPOBEACHHS  TMOATBEPKIAIOIMIMX  HUCIBITAHUN  HCCIEHOBaHUS
KOMOWHHUPOBAHHON KOHEYHOW TOYKH TOYEYHBIX HCXOJIOB W CMEPTH MO 000N TpUYMHE HE

BBITIOJIHSIH.

Pucynok 2. J¢dexT JjieyeHuss B OTHOIIEHUH TEPBUYHBIX KOMOMHMPOBAHHBIX KOHEYHBIX

TOYEK U UX KOMIIOHEHTOB, 4 TAKKE¢ BTOPHYHBIX KOHCYHBIX TOYEK U UX KOMIIOHCHTOB
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10182
I'IIFI"IE,;I.F' SATENBHOCTE 0001)

nlrnuﬁ:nmn DTHOLIEHHE dHAYEHHE [
n (%) n %) phcxon [95% JH)
(N = 8562) (N = 8578)
MepEHYHER HOHEYHBIE TOYRH
FOCTMTARHIAUMA NO NOBOOY CEPOSYHOA HBNOCTATONHOCTH! —8— 417 (4.9) o | 5.8) 0,83 [0.73, 0,85 0,005
CMERTE MO MEHYHAHE CEpOSUHO=CHE Y IHETOH NATONSMHH
HoubMHAPOBEAHHAR HOHEWHAR TOMWKA, BHNHABHIWAR CMERTE —- TG (6,8) B3 { 9.4) 0,93 (0,84, 1,03 oar2
0 ApHuMHE CepREYHO=COEYARETOM sabanesandn WishapsT
EHOHAPAA HILEMHYITEHH MHCY LT
Kosamoronms mosalinrepomasissx
WOHENHEE TOYEH
FOCNETRNMIAYMA NO NOBOLY CERIEYHON HEJOCTATOMHOCTY —8— 212 (2,5 288 (3.3 0,73 (0,81, 0,B8) 0,001
CAsBpTs Mo NP MHE CEPOe-HI-COCYINRCTON 2aH0NaBaHWA Com 245(29) 249(2.9) 0,88 (0,82, 1,17) 0.B30
MHDADHT MWDHAPAR —i— 263 { 4.6) 441 { 5,1) 0,88 077, 1,01) D.080
LIS CHIAR HHCY T —— 2354 2,7) 23 { 2.7} 1.01 (0,84, 1.21) D.as
BropH-mme noHEUHEE TONKM
H.nuﬁnnup-uuuuﬂ HOHEYHIR TOUHA NOYEYHLIX HCI0000 —— IT0(4.3) 4R0 | 5,8) 0,76 (0,67, 0,87 <0001
K osAmgHeHTI KOs HEDORAMHON KOHEUHOR TOUSE NSRS ION0 00
YeToimeos chnmedne pCKD —a— 1201 1,4) 221 (2.8 0,54 (0,43, 0,67) i), 001
TepraHHANEHAR CTRLHA & B {=0,1) 19{0.2) 0,31 (0,13, 0,78 0,03
MCAEHH0N HED00 TATOMN ST
CArBpTh BCRaICTEHRE DCNOMHEHIR - G (=0,1) 10(0.1) 0,80 (0,22, 1,85) 0,324
O CTOROHE NOYEH
CuepTe No RGO NpHYsHIE - 529 | 5,2) 570 6,6) 0,93 (0,82, 1,04) 0,198
B nonkzy panarndgnoamsa B nonkzy nnauedo
T T T T T
02 04 08 OB 112 16

Ilpumeyanue: KOMOMHHMpPOBAHHAs KOHEYHAs TOYKAa IIOYEUHBIX HCXOJOB BKIIOYACT:
ycroitunBoe noareepxkaeHHoe cHmkenne pCK® na > 40% mo pCK® < 60 mn/mun/1,73
M2, 1 (Unn) TepMUHATBHYIO CTA[MIO MOYEYHON HEJOCTATOYHOCTH (Iuanus > 90 nHei umm
TpaHCIUIAaHTaUUsl [OYKH, YCTOMYMBBIM NOATBEPKIAEHHBbI ypoBeHb pPCKD < 15
w/MuH/ 1,73 M), 1 (MIIM) CMEpPTh BCIEACTBUE OCIIOKHEHHIT CO CTOPOHBI TI0UEK HIIU CMEPTh
10 IPUYHMHE CEPJIEYHO-COCYAUCTOT0 3a00IeBaHUSI.
3HaYeHUS P SBISIOTCA ABYCTOPOHHUMU. 3HAUCHUS P JIJI BTOPUYHBIX KOHEYHBIX TOUYEK U
OTJIETIbHBIX KOMIIOHEHTOB SBIJISIIOTCS HOMHUHAJIbHBIMU. Bpems 10 pa3BUTHS TNEpBOro
SBIICHUST KOMOMHHPOBAaHHOW KOHEYHOM TOYKM aHAIM3UPOBAIM C TOMOIIBIO MOJEIH
npornopuroHanbHbIX puckoB Kokca. KonuuecTBo mnepBbIX SBIEHUH IO OTAEIbHBIM
KOMITOHEHTaM KOMOWHUPOBAHHON KOHEUHOW TOYKHU SBIIAETCS (PAKTUYECKUM KOJTUIECTBOM
MEPBBIX SIBJIEHUN Ka)KJOTO KOMIIOHEHTA U HE CYMMHPYETCS C KOJMYECTBOM SIBICHUI B
KOMOWHUPOBaHHOIN KOHEUHOM TOUKE.
JAWN — noBepuTeNbHBIA HHTEPBAI.
Hegponamus
Tepanus ganmaraugo3MHOM MPUBOAMIA K CHIKEHHIO YacCTOTHI SIBICHUH KOMOWHHUPOBAHHOMN
KOHEYHOU TOUKH, BKJIFOYAIOIIEH NOoATBEpKAeHHOE yeTounBoe cHkeHne pCK®, rTepMuHanbHayto
CTa/IUI0 MOYEYHOW HEJTOCTATOYHOCTH, CMEPTh BCIEACTBHE OCIOKHEHUN CO CTOPOHBI MOYEK WU
CMEpPTh MO MPHUYMHE CepeUHO-coCynucToro 3aboseBaHus. PazHula Mexay rpynnamu Oblia
00yCIIOBJICHa CHUKCHHEM YHUCIIa SBICHUN KOMIIOHEHTOB KOMOWHHUPOBAHHON KOHEYHOW TOYKHU
MOYEUYHBIX HKCXOJIOB, BKIIOUawomiel yctoiunBoe cHukeHue pCKD, TepMuHanIbHYIO CTaauIO

MOYEYHON HEJTOCTATOYHOCTH U CMEPTH BCJIEICTBHE OCIOKHEHUM CO CTOPOHBI TTOYEK (PUCYHOK 2).
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04.2025 N2 10182
Otnomenue puckos (OP) mo BpemeHu 10 pa3BUTHS Hed)fagﬁﬁTp;LE@gl%ﬁ'IﬁgbléﬁﬁxgéﬁH%b@K@

TePMHUHAIIbHASL CTAHUS TMOYCYHOW HEIOCTATOYHOCTH HIIM CMEPTHh BCIEACTBHE OCIOXKHEHHH CO
cTopoHnsl mo4ek) coctasmio 0,53 (95% AU: 0,43, 0,66) mist manarnudIo3uHa M0 CPAaBHEHUIO C
iane0o.

Take Tepanus nanariau@IO3MHOM CHIDKAJIa PUCK HOBBIX CIYy4aeB pa3BUTHS CTOMKOM
anpOymunrypun (OP: 0,79 [95% JIU: 0,72, 0,87]) u npuBoamia k 60yiee BRIPAKEHHOW perpeccuu
makpoansoymunypuu (OP: 1,82 [95% IU: 1,51, 2,20]) mo cpaBHeHUIO C ruianebo.

XpoHnYecKas cepAacUHas HeIOCTaATOYHOCTh

HUccneoosanue DAPA-HF: xponuueckas cepoeunass HeOOCMAMOYHOCHb CO  CHUICEHHOU
@paryueil svlopoca nesoeo sicenyoouxa (PBJDK < 40%)

Hccnenoanue ganarnu@io3nHa v NpeoTBpaIleHNs HeOIaronpHusITHIX UCXOI0B MPU CepIeUHON
HenoctarouHoct (DAPA-HF) — MexayHapogHOe MHOTOIICHTPOBOE PaHIOMH3HPOBAHHOE
JBOIIHOE cienoe I1ane00-KOHTPOJIUPYEMOE HCCIIEI0BAaHUE Yy MAlMEHTOB C XPOHUYECKOMH
cepaeunoit HemoctatouHocThio (II-IV dynkumonaneueii kimacc mo kiaccupuxanuu Heto-
Mopxckoit accormanuu kapauonoros [NYHA]) co cumkennoit ®BJDK < 40% — npoBoauu ¢
LENbI0 YCTAaHOBUTH d(PPEKTUBHOCTH Janarinao3rHa Mo CPaBHEHUIO C MIANed0 B OTHOLICHUH
CHI)KEHUSI PUCKAa CMEpPTH M0 MPUYMHE CEPJIEYHO-COCYAMCTOrO 3a00JeBaHUS M YXYALICHUS
TE€YEHUsI CEpJEYHOM HEIOCTATOYHOCTH MpH J00aBIEHUM JAanariu@io3nHa K CTaHAAPTHOU
TEPAINH.

N3 4744 naunenToB 2373 nanueHTa ObUIM PaHJOMU3UPOBAHbI B TPYIIY Aanaringio3nHa B 103€
10 mr, a 2371 nanueHT — B rpynmny Iuianebo; MeauaHa HaOoJleHusl coctaBuia 18 mecsies.
Cpenuuii BO3pacT MalueHTOB UCCIEyeMON MOMYJISIIIUN COCTaBII 66 ieT, 77% mnanueHToB ObLITH
MY’KCKOT'O TI0J1a.

Hcxomano 67,5% nanuenTtoB Obutu oTHeceHHI K 11 kmaccy mo NYHA, 31,6% — x Il kmacey u 0,9%
—x IV xmaccy. Menunana ®BJIXK cocraBuna 32%; B 56% ciayuyaeB cepaeyHas HEJOCTaTOYHOCTh
MMesia HIIEeMHYECKYI0 3THOJIOTHIO, B 36% — HEUIIIEMUYECKYIO ATHOJIOTHIO U B 8% — HEU3BECTHYIO
sTHOJOrUI0. B Kaxaol rpynne nedenns 42% nauuentoB umenu B anamuese C/1 2 tuna, eme 3%
NAIMEeHTOB B KAX/10H rpyrre jedeHus ObuId oTHECeHbI K nanuentam ¢ CJ1 2 Tuna Ha OCHOBaHUU
ypoBast HbAlc > 6,5%, 3aperucTpupoBaHHOTO KaK MPU BKIIOUYEHUU B UCCIICIOBAHNE, TaK U MPU
pangomu3anuu. [laiMeHTH ToNydanu cTaHAapTHYI Tepanuio: 94% mamuentoB ¢ CJI 2 Tuma
noiay4yanu Ttepanuto uHruouropamu AIID, BPA wuiaM aHIMOTEH3MHOBBIX pPELENTOPOB U
HenpuinznHa uHruouropoMm (11%), 96% nomyqanu 6era-anpenodaokaropsl, 71% — 610kaTopsl
MHUHEPAJIOKOPTUKOUIHBIX peunentopos, 93% — nuyperuku; y 26% manueHTOB Obul

MMILTAHTUPOBAHHBIN KapauoBepTep-aepudpuuisTop.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10182

B wuccnenoBanue ObUIM BKIIIOYEHBI MALIMEHTHL C pCKBl:Ig:'MﬁﬁEEH%@Q\I/;IZTﬁ'a':l %MeHT

prmodenns. Cpenasas pCK® cocrauna 66 mn/mun/1,73 M2 Y 41% nanuentos pCK® 6bina
menee 60 mn/Mun/1,73 M2, y 15% nanmento — menee 45 min/mun/1,73 M2,

Cmepmov no npuuune cep()eqno-cocv()ucmoeo 3abonesanus u nydmeHue MmeYeHuUs. XPOHUYECKOl

cepoeyroll HedoCMamoyYHOCmu

Janarnu¢ino3uH  NpoJeMOHCTPUPOBANl  MPEBOCXOJCTBO 0 CpPaBHEHHIO ¢ IUianebo B
NPEJOTBPALICHUN NMEPBUYHONH KOMOMHMPOBAHHOW KOHEYHOW TOYKH, BKJIIOYAIOMIEH CMEpTh IO
IIPUYMHE CEPACYHO-COCYAUCTOM MAaTOJOIMM, TOCHUTAIU3ALMI0 IO IOBOLY CEpICYHOMN
HEI0CTaTOYHOCTH WJIM KCTPEHHOE OOpalleHHE 3a MOMOLIbI0 B CBA3M C YXYAIIECHHUEM TE€YECHUs
cepaeunoit Henocrarounoctu (OP: 0,74 [95% IU: 0,65, 0,85]; p < 0,0001). Dddext nHabnrogancs

B CaMOM HayaJie ¥ COXPAHSJICA Ha MPOTSHKEHUH BCETO UCCIIEI0BAHMS (PUCYHOK 3).

Pucynoxk 3. Bpemss g0 mnepBOro AocTukeHHMsi KOMOMHMPOBAHHON KOHEYHOH TOYKH,
BKJIOYAIONIEll CMepPTh M0 MPUYUHE CePAeYHO-COCYANCTON NATOJOTMH, FOCIUTAIN3AIHUIO 110
NOBO/JY CepAeYHON HEeJO0CTATOYHOCTH WJIM IKCTPEeHHOe o0palleHHe 3a MOMOIIbIO B CBSI3H C

yXy/llleHHeM Te4yeHUsl cepAedHOl HeJOCTATOYHOCTH

30 -
28 1
26 Mnayebo

—_——

24 1 P

(%)

22 9 . HanarnugnosuH
20+
18 1
16
14 -
12 1
10 7
8-
6
47 '
5
0 -

H HOHEYHOH TOWHH

NaynexTel, ¥ HOTopRX Bbinw
JAPErHCTPHPODAHLI ADNEHHA HOMNOHEHTOD

HOMEBHHHPOBAHHO

Danarnwgnoixy B cpagHeHHH ¢ nnayebo
OP (95% OM): 0.74 (0,65, 0,85) 3Ivayexwe p <0, 0001

I | | | | 1 I | |
0 3 G 9 12 15 18 21 24
Mecausl nocne parHjoMHIALAK
MayMeHTH FPYNNk pHcKa
Hdanarnwgnoawd; 2373 2305 2221 2147 2002 1560 1146 612 210
Mnayebo: 2371 2258 2162 2075 197 1478 1096 <83 210
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10182

Ilpumeuanue: >KCTpeHHOE OOpalieHHe 3

a_nomonlbi 8! s ¢ Sk Vit idiulen T dnna

CEep/ICYHON HEJJOCTATOYHOCTH OBLIO OIPET

CJICHO KaK CPOYHOC, BHCIIJIAHOBOC OGCHGI[OBaHI/Ie

BpadoM, HAIIpUMEpP, B OTACICHUU HEOTJI0XKHOM IIOMOIIIH, BBI3BAHHOC YXYAIICHUCM TCUCHUS

CCp,I[G‘IHOfI HEAOCTAaTOYHOCTHU, KOTOPOEC Tpe6yeT JICUCHUA (HOMI/IMO TOJIBKO ITOBBIIIICHUS

JI03BI IEPOPATIbHBIX JUYPETUKOB).

«ITanMeHThl rpynIbl PUCKay» 03HAYAET YMCIIO MMALMEHTOB IPYIIILI PUCKA B Hayajle Nepuoa.

Bcee TPHU KOMIIOHCHTA HCpBPI‘IHOfI KOM6HHHpOBaHHOﬁ KOHEYHOM TOYKH II0 OTACJIBPHOCTHU BHOCHUJIN

BKIaJ B 3G (deKT eueHus: (pucyHoK 4). 3aperucTpupoBaHO HECKOJIBKO SKCTPEHHBIX 0OpalieHui

3a [IOMOUIBIO B CBA3U C YXYAIICHUCM TCUCHUA CCpI[C‘IHOﬁ HEAO0CTATOYHOCTH.

Pucynoxk 4. D¢ dexr eyeHUs1 B OTHOLICHHMH NEPBUYHOH KOMOMHHPOBAHHOH KOHEYHOM

TOYKH, €¢ KOMIIOHEHTOB, a TAKKe CMEPTH 110 JII000H NpuYnHe

OP (95% Q1)

NauveHTH, ¥ KOTOPLX GRNW COTHOWSBHWE Jnavonme p

JAPEMACTRHURDOBAHRN ABNEHMR PHCEOB
Morazarena KOMIOHEHTON KOMBUHYPOBAHHOR (95% 1)
KOHBYHOW TONKM [HACTOTE RANEHAKR)
KoMOWHHDOBAHHAR KOHEYHAR TOYKA, BLADYAKILWAR Nanar NACNG3MH Mnayeto
CMEBQTE MO NEWYHHE CRDASYHO=COCYARCTOMND [N=2373) (N=2371)
aafoneBanmMa, NMOCNWTANKIALMIO NO NoBOAY
CL‘Du"I'EH-lDI.‘* HERDCTATOYHDCTA WM IECTRaHHDS
oOpALEHHE 38 NOMOWIGIY B CBRIW C YXYIWEHAEN —E— 386 (11.6) 502 (15.68) 0,74 (0,65, 0.B5) <0,0001
TEYEHHAA CEPOeUHON HEAOCTATOMHOCTIA
MocnMTANKIALMA NO NOBONY CePIeYHOR ) ) _ ) :
HEAOCTATONHOCTI —— 231 |{B.5) 318 (2.8) 0,70 (0,58, 0.B3) <0,000
AxcTpeHHDe 08paLleHHe 38 NOMOUWLID B . 1
CEASH © YXYOLIGHWEM TEYEHWA COpOeNMOR 100.3) 23[0.7) 0.43 (0.20. 0.80) 0,0213
HEAOCTATONHOCTH
Camepts NO NEPUYHHE CEQAEBNHO=COCYQMCTOND —— 227 (6.5) 23T 0,82 (0,68, 0,08) 0,084
aafioneaadWn
CrMepTe No NOGOA NpEYWHE —— 276 (7.9) 329 (9.5) 0,83 0,71, 0,97 0,0217
I T T T 1
0.5 08 1 125 2

B nonsay ganarmddn oaMHa

B nonsay nnaysto

HpuMellaHue: OKCTPCHHOC o6pa1ueHI/Ie 3a IIOMOHIBIO B CBA3U C YXYAIICHHUCM TCUCHUA

cepj:[equﬁ HEOOCTATOYHOCTHU OBLIO OMpCACIICHO KaK CPOUHOC, BHCIIJIAHOBOC O6CJ'ICI[OB3.HI/IC

BpadyoM, HAlIpuMEpP, B OTACIICHUU HEOTI0KHOU IIOMOIIIH, BBI3BBAHHOC YXYAIMICHUEM TCUCHUSA

CepJIeYHON HEJAO0CTAaTOYHOCTH, KOTOpOe TpedyeT jeueHus: (IOMHUMO TOJBKO MOBBIIICHUS

JI03bI IEPOPATIBHBIX TUYPETUKOB).

KoauuecTtBo MEPBLIX SIBIICHUH 110 OTAEIbHBIM KOMIIOHEHTaM KOM6I/IHI/IpOBaHHOI71 KOHEYHOM

TOYKHU ABJIACTCS (baKTI/I‘IeCKI/IM KOJIMYCCTBOM IICPBBIX SIBICHUH KaXX10ro KOMIIOHEHTA U HE

CYMMUPYETCS ¢ KOJTUYECTBOM SIBIEHUH B KOMOMHHPOBAHHOW KOHEYHOM TOYKE.
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COOTBETCTBYET 2K MY OTUETY
ot 16.04.2025 N= 10182

YacToTa BOSHUKHOBEHHS SIBJICHUH MPEICTABICHA ﬁﬂ(‘%ﬁ&%&ﬁgﬁ%w;korrﬁp{&' g’mno

3apErUCTPUPOBAHO SIBJICHUE KOMIIOHCHTOB KOMOMHHUPOBAHHOW KOHEUHOW TOoukH, Ha 100
HALUEHTO-JIET NOCIEAYIOLEro HabI0CHUS.
3HaueHus p Vs OTAEIbHBIX KOMIIOHEHTOB KOMOMHUPOBAHHON KOHEYHON TOYKH U CMEPTH

10 JIF000H IIPUYUHEC ABJIAOTCA HOMHHAJIbHBIMU.

[Ipumenenue nanaraugo3uHa TaKKe MPUBOAMIIO K CHIDKCHHIO OOIIETr0 KOJIWYEeCTBA CIydacB
TOCMHUTATU3AIMH IO TIOBOAY CEpACUHON HEAOCTATOYHOCTHU (IIEPBUYHOM U MOBTOPHOI) U CMEPTH
[0 MPUYMHE CEepACYHO-COCYAMCTON marosiornu: 567 ciydyaeB B Tpymie Aanariu@io3uHa 1o
CpaBHEHHIO ¢ 742 ciaydasimMu B Tpyrrie mianedo (otHocutenbHas yactora: 0,75 [95% JAU: 0,65—
0,88]; p = 0,0002).

[IpeumymiectBo Tepanuu Aanarid(io3sMHOM HAOMIOJANOCh Yy TAIMeHTOB C  CEepACUHOM
HepoctaTouHocThio ¢ CJI2 Tumna u 6e3 TakoBoro. [Ipumenenue nanarnuao3uHa TPUBOAUIO K
CHIDKEHHIO YaCTOTHI TIEPBUYHON KOMOMHHPOBAHHOW KOHEYHOH TOYKH, BKIIFOYAIOLICH CMEPTh 110
IPUYMHE CEPAECYHO-COCYAUCTOM MAaTOJOIMM, TOCHUTAIM3ALMI0 MO0 IMOBOJLY CEepJAeYHOMN
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE oOpallleHre 3a TMOMOIIbIO B CBSI3U C YXYIIICHUEM TEUCHUS
cepaeyHoi HegocrtaTouyHocTy y nanuenTos ¢ C/1 2 tuna (OP: 0,75 [95% AU: 0,63, 0,90]) u 6e3
takoBoro (OP: 0,73 [95% JAU: 0,60, 0,88]).

[IpeumymiecTBo Tepanuu aanarindIo3uHOM 110 CPABHEHUIO C TUTaie00 B OTHOIIEHUU TIEPBUYHOM
KOHEYHONM TOUYKH OBUIO COMOCTaBUMBIM B JPYTUX KIIOYEBBIX MOATPYINAaX, BKIHOYAs
COITYTCTBYIOIIYIO TEPAIUIO CEpACYHON HenocTaTodyHocTH, QpyHKIuio nodek (pCKd), Bozpacr,
MIOJ1 ¥ PETHOH.

HCXOO, COO6ZMLZ€MIJZL7 nAyueHmamu. CUMRMOMbL XPOHUYECKOU cep()etmod He00Cmamo4HoCmu

O¢ddexr neuennus ganarnuIo3MHOM B OTHOUIEHWH CHMIITOMOB CEpIE€YHON HEJOCTaTOYHOCTH
OLIEHUBAJIM C TIOMOIIbIO OOILEro mokaszarenass CUMOTOMOB 1o KaH3acCKOMYy ONpPOCHMKY MJst
6ompHBIX Kapauomuonatueit (KCCQ-TSS), koTopslil M03BOISET MPOBOJUTH KOJUYECTBEHHYIO
OLICHKY YaCTOThI U TSDKECTU CUMITOMOB CEp/I€YHON HEJOCTaTOYHOCTH, BKIIIOUYAsi YTOMIISIEMOCTD,
nepugepuyeckre 0TeKH, OBIIIKY U OpTOMHO3. 3HAaYeHus Mokaszarens BapbupyroT oT 0 go 100,
npuyeM 0osiee BBICOKUI 0allil COOTBETCTBYET JyUILIEMY COCTOSIHUIO 3/JOPOBBSI.

Tepanus nanarnndao3uHOM IPUBOMIIA K CTATUCTUYECKH 3HAUMMOMY U KIIMHUYECKH 3HAUUMOMY
NpPEUMYIIECTBY IO CpPaBHEHHIO C Iulallebo B  OTHOIIEHWHM CHMIITOMOB — CEpACUHOM
HEJ0OCTATOYHOCTH, olleHHBaeMbIX 1o m3meHeHuto KCCQ-TSS uyepe3 8 mecsueB oT UCXOIHOTO
ypOoBHS (BeposTHOCTH mpeumymectsa: 1,18 [95% [AU: 1,11, 1,26]; p <0,0001). YactoTa u Ts:K€CThH

CHUMIITOMOB BHECJIM BKJIaaA B PE3yJbTar, HOqueHHBIﬁ 10 3(1)(1)GKTI/IBHOCTH TCparmnu.
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[IpeumyiecTBo HAOIIOAATIOCH KaK B YITy4IICH CHMIIT '_'Q-E'gnﬂé;ﬁ%%% %&&%‘r&&héc{‘ﬂ' TaK

U B IPEJOTBPAIICHUH YXYIIICHUS CHMIITOMOB CEpACYHON HEIOCTATOUHOCTH.

[Tpu ananu3e MaHHBIX PECIOHACHTOB JOJS MAIMCHTOB C KIMHUYECKU 3HAYMMBIM YIIYYIICHUEM
KCCQ-TSS ugepe3 8 mecsiieB 1o CpaBHEHHIO ¢ HCXOIHBIM YPOBHEM (KOTOPOE OMPEEIsIOCh KakK
5 u 6osee O6anIoB) ObLIA BBIIIE B TPYIIIIE JICUSHUS AAaringI03UMHOM IO CPAaBHEHHIO C TPYIIIOH,
nonydaBiieil ramne6o. Jlons ManueHTOB ¢ KIMHUYECKH 3HAYUMBIM YXYIIICHHEM (KOTOpOe
OTIpeNeNsIoch Kak 5 u Oonee OamioB) ObUIa HU)KE B TPYIIE JICUCHUS Nanariv(Io3HHOM I10
CPaBHEHMIO C TpYIIOH, monydasiied ramnebo. [IpeumyinecTBa Tepanuu ganariugio3MHOM
COXPAaHSUIUCh IPU IPUMEHEHUH 00Jiee KECTKUX MOPOTOBBIX 3HAYCHUM /ISl OOJIBIINX KIMHUYECKU

3HAYMMBIX U3MeHeHu (Tadmmma 10).

Tab6auua 10. Kou4yecTBo U 10151 NALMEHTOB ¢ KJIMHUYECKH 3HAYMMBbIM yJIy4YllleHMeM HJIH
YXyALIeHHeM 0011ero nokasaressi cuMnromoB no KanszacckoMy onpocHuKy 1Jisi 00JIbHBIX

kapauomuonarueil (KCCQ-TSS) uepe3 8 mecsinieB

HN3menenne
Jamaraudio3un
OTHOCHUTEJILHO Ilnaneoo
10 mr 1_
HCXO/JHOT0 YPOBHS 1_ n' = 2062
n! =2086
yepe3 8 mecsineB
v n (%) ¢ n (%) ¢ OtHoweHnue mancop’ |3HaYeHHE
Ayusmenue yaydlieHuem? | yiaydmeHuem? (95% AN) p®

1,14

> 5 Gamios 933 (44,7) 794 (38,5) a 06, 1,22) 0,0002
1,13

> 10 6amos 689 (33,0) 579 (28,1) (1,05, 1,22) 0,0018
1,10

> 15 Gaos 474 (22,7) 406 (19,7) (1011.18) 0,0300

Vv n (%) c n (%) c OtHomenne mancos® |3navenue

youtenue yxyaumenuem* | yxyamenuem* (95% AN) p®

0,84

> 5 Gawion 537 (25,7) 693 (33,6) 078, 0.89) <0,0001
0,85

> 10 GasioB 395 (18,9) 506 (24,5) (0,79, 0,92) <0,0001

Ipumeuanue:

! Yucno mamuentoB ¢ 3apeructpupoBanHbM 3HadeHueM KCCQ-TSS wid MalueHToB co
CMEpTEIbHBIM UCXOA0M J0 OKOHYAHUS 8 MECSIIEB JICUCHHUSI.

2 Upici0 MaIlMeHToB, Y KOTOPHIX HAOMI0anoch yIydIlenne He MeHee ueM Ha 5, 10 wiu 15 6annos
110 CPABHEHUIO C UCXOJHBIM YPOBHEM. 3HAUEHUS JJIS ALMEHTOB CO CMEPTENBHBIM UCXOJOM 10

OKOHYaHHA YKA3aHHOT'O Nepruoaa BpEMCHHU COOTBCTCTBYIOT OTCYTCTBUIO YIIYUIIICHUA.
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8 [Ipu ynydiieHuy OTHOIICHUE IIaHCOB > | 03HaHAET npéym{rmggr;g%éﬁgmﬂnﬁ;ﬁ'dﬁ&thM

B 03¢ 10 mr.

* Ypcno narnumeHToB, y KOTOPBIX HAOMIOAAI0Ch YXy/IIIeHHE He MeHee 4eM Ha 5 umu 10 6amios o
CPaBHEHUIO C UCXOJHBIM YPOBHEM. 3HAu€HHS JUIS MAIIEHTOB CO CMEPTEJIBHBIM HCXOJOM 0
OKOHYaHHMS YKa3aHHOTO IEpH0/1a BPEMEHH COOTBETCTBYIOT YXYALICHUIO.

® [Ipu yXy/IlIeHuH OTHOIIEHHE MAHCOB < | 03HAYAET IIPEUMYILECTBO TEPAITHH AANariupI03HHOM
B 03¢ 10 mr.

6 3HaueHUs P ABJIAOTCA HOMUHAJIbHBIMU.

Hegponamus

bbu10 3aperucTpupoBaHo HECKOJIBKO SIBIEHUN KOMIIOHEHTOB KOMOMHUPOBAHHON KOHEYHOU TOUKU
MOYCYHBIX MCXOA0B (MOATBepkIeHHOe ycToWuuBoe cHibkeHue pCKd > 50%, tepmunanpHas
CTaJusl IOYEYHOM HEJ0CTaTOYHOCTH WM CMEPTh BCIEJICTBHE OCIOKHEHUI CO CTOPOHBI MOYEK);
yacToTa siBeHHi coctaBwia 1,2% B rpymme, nomy4aBmieil ganarnuduosus, u 1,6% B rpymme,

noJiyyaBuIei mianeoo.

HUccneoosanue DELIVER: xponuueckas cepoeunas Hedocmamoyrnocms ¢ PBIDK > 40%
Onenka nanarnuduo3wHa Ui YIY4YIICHHS KadecTBa >KM3HM TAMEHTOB C XPOHUYECKOH
CepJIeYHOM HEJOCTAaTOYHOCTbIO C coxpaHeHHOW ¢pakmueit BbiOpoca (DELIVER) —
MEXYHApOJHOE MHOIOLEHTPOBOE  PaHJOMU3MPOBAHHOE JIBOMHOE  ciemoe  Iuanedo-
KOHTPOJIMPYEMOE UCCIIEZIOBAaHUE Y MALMEHTOB B Bo3pacTe > 40 jeT ¢ XpOHUYECKOH cepledHoi
HenoctatrouHocThio (kiace [I-IV mo NYHA) ¢ ®BJIXK > 40% u mpu3zHakamMu CTPYKTYPHOTO
3a00yIeBaHUs Cepala, KOTOPOE MPOBEIH [JIsl ONpENeNeHUs BIUSHUS Janariuguo3uHa Io
CpaBHEHHMIO ¢ Ianedo Ha YacTOTy CIIydaeB CMEpPTH MO MPHYUHE CEepJeYyHO-COCYAUCTON
NIATOJIOTUU U YXYALIEHUE TEUEHUS CEPACUHON HEJOCTaATOYHOCTH.

N3 6263 nanuenTtoB 3131 manueHT ObUT paHIOMU3MPOBAH B rpynmny Aanariauduosusa 10 mr, a
3132 nanuenTa — B rpymnmy Iuianebo; MearaHa MpoJoJKUTEIbHOCTH HAOII0AEHNs cOCTaBmIa 28
mecsueB. B uccnemoBanue Brimoumnum 654 (10%) mamueHta C MOAOCTPOH  cepeyHOU
HEI0CTaTOYHOCTBIO (T.€. PaHAOMHU3UPOBAHHBIX BO BPeMsI TOCIIMTAIM3AIMHU 110 TIOBOJY CepeUHON
HEJ0CTAaTOYHOCTU WK B TeueHue 30 nHell mocie BBIMMCKU U3 cTanuoHapa). CpeaHuil Bo3pact
MAIMEHTOB UCCIeyeMON MOMYISIINK cocTaBui 72 roaa, 56% mnanueHToB ObUTH MYKCKOTO IOJIa.
Hcxonno 75% mnanuenToB O6butn otHeceHH! K 11 knaccy mo NYHA, 24% — x I kinaccy u 0,3% —
IV xnaccy. Menunana ®BJIK coctaBuna 54%. ¥V 34% nanuentoB ®BJDK cocraBuna < 49%, y
36% — 50-59% u y 30% — > 60%. B xax o rpyriie iedeHus y 45% NaieHToB B aHaMHEe3¢e ObLT

C/I 2 tuna. ba3zoBas Tepanus Briodana UHTHOUTOpb! AIID/BPA/aHrMOTEH3MHOBBIX PELIEITOPOB

46



COOTBETCTBYET 3KI
ot 16.04.2025 N= 10182

Y HEMPUJIM3WMHA WHTHOUTOpP, OeTa-aIpeHOOIOKATOPHI (@%;W&ﬂ%%&'qﬁﬁ%%pm

CMEPTHOMY OTYETY

MUHEPATOKOPTUKOUIHBIX perentopoB (43%).

Cpemusis pCK® coctaBuna 61 mn/mun/1,73 M2

< 60 mn/Mun/1,73 M?, y 23% — < 45 ma/mun/1,73 M? n y 3% — < 30 mi/mun/1,73 M2,

.Y 49% mnauuentoB pCK®D cocraBuna

Janarnu¢no3uH npoaeMOHCTPUPOBAIl MIPEBOCXOACTBO IO CPAaBHEHMIO C IUIALe00 B CHHKEHHU
YacTOThI TOCTH)KEHUSI KOMOMHUPOBAHHOW KOHEYHON TOYKH, BKIIFOYAIOIIEH CMEPTh MO MPUYHHE
CEep/ICYHO-COCYUCTOr0 3a00I€BaHMsI, TOCIUTAIN3ALUIO 10 TIOBOY CEPJEYHON HE0CTaTOUHOCTH
WIA S3KCTPEHHOE OoOpallleHHe 3a IOMOIIBI0 B CBS3UM C YXY/IIIEHUEM TEUCHHs CepAeYHOMN

nepocratouHoctu (OP: 0,82 [95% JAU: 0,73, 0,92]; p = 0,0008) (pucyHox 5).

Pucynox 5. Bpemsi 10 mnepBOro aocTuKeHUsi KOMOMHHPOBAHHOW KOHEYHON TOYKH,
BKJIKOYAONIel CMEpPTh 10 MPUYHHE CePACYHO-COCYAMCTON MATOJOTMH, TOCTIMTAIU3AIUIO 110
MOBOJAY CEePACYHON HEAOCTATOYHOCTH MJIM 3KCTPeHHOe o0palleHue 3a MOMOIIbI0 B CBSA3H C

YXYAIICHUEM TCICHUSA cep)leqﬂoizi HEeA0CTATOYHOCTH

na
g

Mnauebo

\

Hanarnudnoams

HOMOHHH POBAHHOH HOHEYHOH TOMKH (%)

JaperHcTpHpoBaHbl ABNEHHA KOMNOHEHTOB

=
=
3
L]
»
2
oL
e 154
o
¥
=
E 10+
-
T
-
=
e 5+
DanarnidnoaxH B cpasHexki ¢ nnauebo
OP (95% OM): 0,82 (0,73,092) 3Iwavenwe p 0,0008
U -I' L] LI L] L) L L) L] L] L] L] LI LI
0 3 6 9 12 15 18 21 24 27 30 33 36

NaUMBHTH rpYNNBI PHCKa MecAuw nocne PaHOOMHIZLHH

lanarnagnossn: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Mnavefo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Ilpumeuanue: >KCTpEeHHOE OOpaIlEHUE 3a IOMOILIBI0 B CBSA3U C YXYALICHHEM TEYEHHUs
CepAeYHON HEJOCTATOYHOCTH OBLIO OINPENEIEHO KaK CPOYHOE, BHEIUIAHOBOE 00CIIEeJ0BAHNE
BpauoM, HallpUMep, B OTJEIEHUH HEOTIOKHOW MOMOIIH, BbI3BAHHOE YXY/IIEHUEM TEUEHUS
CepAeyHON HEJJOCTAaTOYHOCTH, KOTOPOE TpeOyeT JeueHHs! (TOMUMO TOJIBKO MOBBIIIEHUS JJ03bI
NEePOPaATBHBIX JUYPETUKOB).

«[TaniMeHThl TPyNmbl PUCKa» O3HAYaeT KOJIMYECTBO MAlMEHTOB TPYIMIbl pUCKAa B Hayaie

nepuoja.
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Ha pucyske 6 npencraBieH BKjIaJ TPEX KOMIIOHEHTOB n%&ﬁ%%gmggﬁ%gﬁ’ 1'('.'(;}'rle "Hoﬁ

TOYKHU B 3P PeKT neyeHus.

Pucynok 6. J¢pdexr jeyennsi B OTHOUIEHHMH TNMEPBUYHON KOMOMHMPOBAHHON KOHEYHOM

TOYKH U €€ KOMIIOHCEHTOB

OTHOWEHWE MNaumeHTsl, ¥ KOTOPBIX Guinm OTHowWweHWe
pUCKOB FAPErMCTPWPOBEHE! ABNEHWA PUCKOB
MNokazarenw (95%: Ou) KOMNOHEHTOB koMBWHWpoBaHHOR  (95% OW)

KOHEYHOW TOMKH (4acTOoTa ABNEHHA)
KoMOBUHWDOBAHHAA KOHEYHAR TOUKA,
BKAKOYANOLLEA CMEPTH N0 NPUYUHE Danarnucpnoanms  Mnayeto
CEPABYHOCOCYAMCTOrD 3afoneBaHun, (N=3131) (N =3132)
rOCNMTANMIALWIO N0 NOBOAY CEDABYHON
HEOOCTATOYHOCTW MNK IKCTPEHHDE obpaleHwe
3a l'IDMDLLl,?H:I B CBA3W C yXyJweHAeMm TEYEHMA [ 512 (7.8) 610 (9,8) 0,82 (0.73, 0,82)
CEpASYHON HEAOCTATOMHOCTH

FOCNMTANKIAUWA NO NOBOAY CERABYHOM e 329 (5.0) 418 (6,5) 0,77 (0,67, 0,89)
HELDCTATOYHOCTH

FECTPEHHOE ODPALEHHE 38 NOMOLYEH) —=—— 60 (0.9} 78 (1.1) 0,76 (0.55, 1,07}
B CBAIW C YXVAWEHWEM TEYEHMA
cepaevyHoN Hea0CTaTOYHOCTH

CmepTs: NO NPUYUHE CEPASYHO-COCYAMOTOND — ————— 231 (3.3) 261 (3,8) 0,28 (0,74, 1,05)
aabonesaHuA
[ | T 1
05 08 1 125 2
B noneay panarnucnoznea | B noneay nnayeto

Ipumeuanue: >KCTpeHHOE OOpallleHHE 32 MOMOIIBIO B CBSI3U C YXYAIICHUEM TEeUeHUs
CepJIEYHON HETOCTATOYHOCTH OBIJIO OMpeAeNIeHO KaK CPOYHOE, BHETNIAHOBOE 00CIIeIOBaHHE
BpayoOM, HaIllpUMep, B OTJEICHUH HEOTIIOKHON MTOMOIIIH, BEI3BAHHOE YXYJALIEHUEM T€UCHUS
Cep/IeYHON HEIOCTAaTOYHOCTH, KOTOpOoe TpeOyeT jedeHHs (MOMHUMO TOJBKO TOBBIIICHUS
JI03BI TIEPOPATLHBIX JUYPETUKOB).

KonundecTBo nepBbIX SABIEHUH MO OTAETHHBIM KOMIIOHEHTaM KOMOMHUPOBAHHONW KOHEYHOMN
TOYKH SIBJSIETCS (PAKTUUECKUM KOJIMYECTBOM IEPBBIX SBJICHUM KaKJIOTO KOMIIOHEHTA U HE
CYMMUPYETCS C KOJIMYECTBOM SIBJIEHUN B KOMOMHUPOBAHHOW KOHEYHOM TOYKE.

YactoTa BOHUKHOBEHUS SIBJICHHUM MPEACTAaBIeHA KaK YHCIIO YYACTHUKOB, Y KOTOPBIX OBLIO
3apEruCTPUPOBAHO SIBICHHE KOMIOHEHTOB KOMOMHHUPOBAHHOW KOHEUHOW Touku, Ha 100
NAUEHTO-JIET NOCIEAYIOEro HabI0eHUS.

AHanu3 cMepTHU MO NPUYHHE CEPAECYHO-COCYUCTOro 3a00IeBaHUsl, IPEICTABICHHON 3/1€Ch
B KauecTBE KOMIIOHEHTA MEPBUYHON KOHEYHOW TOYKH, TAKKe MPOBENU MpU (PopMaTbHOM
KOHTpOJIE OLIMOOK MEepPBOTO POJia, TZIe OHA BHICTyNala B KaueCTBE BTOPHYHON KOHEUHOM

TOYKH.

48



COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04.2025 N2 10182
Jlanarmu¢Io3MH MPOIEMOHCTPHPOBAT MPEBOCXOICTBO HIQalmEhis £ olRitet Roch bt

o0miero ymciaa COOBITUH CEpJeYHONW HEAOCTaTOYHOCTH (OMpEAesieMOro Kak MNEepBUYHAS U
NOBTOpHAS TOCIHTAIM3ALMUS TIO0 TOBOAY CEpPACYHONH HENOCTAaTOYHOCTH WJIM SKCTPEHHBIC
oOpaleHns 3a INOMOIIBIO B CBSI3U C YXYALUIEHMEM TEYEHHUs CEepleYHOM HEeI0CTaTOYHOCTH) U
CMEpTH IO MPUUUHE CePAEUHO-COCYIUCTOro 3a0oeBanusd: 815 ciaydaes B rpymnie, nojgydyaBIiei
manarnuduo3nH, 1O cpaBHeHHO ¢ 1057 ciaydasmMu B Tpynme, moJydaBmied riane6o
(otHOCcHUTenbHaAs yactora: 0,77 [95% JAU: 0,67, 0,89]; p = 0,0003).

[TpeumyniecTBo Tepanuu ganarian@ao3MHOM O CPAaBHEHMIO € MJ1a1e00 B OTHOLICHUH NTEPBUYHON
KOHEUYHOU TOUKH Ha0Iroan0ch B moarpynnax mamnueHToB ¢ ®BJDK < 49%, 50-59% u > 60%.
Oddexkr Tepamum Takxke OB CONOCTAaBMM B JPYTUX  KIIOYEBBIX  IMOATPYIIAX,
KJaccu(pUIMPOBaHHbIX, HAIIpUMEp, N0 Bo3pacty, moixy, kiaaccy NYHA, yposaio NT-proBNP,

moaoCTpoOro craryca cepﬂequﬁ HEJOCTAaTOYHOCTH N HAJIHUYHIO CII 2 THIA.

Hcxo0, coobwaemviit nauuenmamuy: CUMRMOMbBL XPOHUYECKOU CepOeyHoU He00CMaAmoOYHOCIU

Tepanust manaraugIO3UHOM MPHUBOJMIA K CTaTUCTHYECKH 3HAYMMOMY TPEUMYIIECTBY II0
CPaBHEHHIO C 11100 B OTHOLLIEHUM CUMIITOMOB CEPI€YHON HETOCTATOUHOCTH, OLIEHUBAEMBIX 110
u3MeHeHuto uepe3 8 mecsieB oT ucxogHoro ypoBHs KCCQ-TSS (BeposTHOCTh MpenMyIIecTBa:
1,11 [95% AW: 1,03, 1,21]; p = 0,0086). YacTtoTa U TSAXKECTh CUMIOTOMOB BHECIM BKJIAJ B
pe3ynbTart, Noay4eHHbIN 110 3 (HEKTUBHOCTH TEpANUU.

[Tpu aHanu3e pPecroHACHTOB JO0JS MAIlMEHTOB CO CPeAHHM (> 5 6ayuioB) uimu CUIbHBIM (> 14
6amioB) yxymmenuem 3HaueHuss KCCQ-TSS uepe3 8 mecdleB MO CPaBHEHUIO C HCXOJHBIM
ypOBHEM ObljIa HUXKE B TPYIIIE JICUCHUsI Aanariu@io3nHOM: CpeHee yXyAllleHue Hablt01a10Ch
y 24,1% mnanueHToB, NMPUHUMABIIHNX Aanariugiao3uH, 1mo cpaBHeHuio ¢ 29,1% mnanueHTos,
MpUHUMABIIKX 11ane6o (otHomeHue mancos: 0,78 [95% JIU: 0,64, 0,95]); cunpHOe yXyAlleHUue
HaOmonanoce y 13,5% manueHToB, NPUHUMABIIMX Janariudiao3uH, mo cpaBHeHUto ¢ 18,4%
MalMeHTOB, MPUHUMABIIKNX Tutaniebo (oTHomenue mancos: 0,70 [95% JAU: 0,55, 0,88]). Homns
NAIMEHTOB CO CJIa0bIM MM CPEIHUM yiaydlleHHeM (= 13 0ayioB) WM CHIBHBIM YIy4IlI€HUEM

(> 17 6annoB) He OTIIMYANTACH MEXY TPYIIIAMH JICUCHUSI.

Xponuueckas cepoeunas neoocmamournocms 8 ucciedosanusx DAPA-HF u DELIVER

B ananmuze o6venuuennbix nanubix uccnenoBanniit DAPA-HF u DELIVER oTtHomenue puckos
JUTsE nanarnuIo3uHa M0 CPABHEHHUIO ¢ IUIane0o B OTHOLIEHHMH KOMOWHUPOBAHHOW KOHEYHOU
TOYKH, BKJIFOYAIOIIEH CMEPTh MO MPUUYMHE CEPJCYHO-COCYIUCTON MATOJIOIMH, TOCIUTAIN3ALIMIO
M0 TIOBOJIY CEPACYHON HEIOCTATOYHOCTH WJIM SKCTPEHHOE OOpalleHHe 3a MOMOIIBI0 B CBS3H C

YXyALIEHUEM TEeUeHHUsl CepAeYHOW HexocTtarodyHocTH, coctaBmwio 0,78 (95% AU: 0,72, 0,85),
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ot 16.04.2025 Nz 10122
p < 0,0001. Dddexr meyeHuss ObLT COMOCTABUM _JIJIS ﬁ&%'%&%ﬁg g%ﬁﬁlﬂ@ﬂﬂﬁl' 6e3

ocnabnenus apdexra B 3aBucuMocTH oT 3HaueHus OBJDK.

Ha ocnoBanuu ananusa o0beauMHEHHBIX AaHHBIX HcciaenoBanui DAPA-HF u DELIVER mo
3apaHee MPeIyCMOTPEHHBIM MIEPEMEHHBIM Ha YPOBHE MAIIMEHTOB NMPUMEHEHHE Aanariudio3nHa
MPUBOAWIO K CHHKEHHUIO PUCKAa CMEPTH 10 MPUYHMHE CEPICYHO-COCYAUCTOM MATOJOTHH TIO
cpasaenuro ¢ miarnedo (OP: 0,85 [95% U: 0,75, 0,96], p = 0,0115). [TonoxurensHbIi 3P PeKT

JICUCHHUS ObLI MpoACMOHCTPHUPOBAH B obomx HUCCICIOBAHUAX.

XpoHHYecKas 00J1€3Hb MOYEK

HccnenoBanue 1Mo OICHKE BIMAHUS Janarii(iIo3uHa HA MOYEYHBIE HMCXOJbl U CMEPTHOCTH OT
CEpJICYHO-COCYIUCTHIX 3a00JICBaHUN Yy TAIIMCHTOB ¢ XpOHWYEcKoi Ooiye3npio mouek (DAPA-
CKD) — MexayHapoJHOE MHOTOIICHTPOBOE PaHIOMH3MPOBAHHOE IBOMHOE Cleroe Iuiaiebo-
KOHTPOJIMPYEMOE UCCIIEeIOBAaHUE y MAIIHEHTOB C XpOHUUYECKOi 6omne3npto noyek ¢ pCK® > 25 u
< 75 mn/mun/1,73 M? u ans6ymunypueii (A/Kp moun) > 200 u < 5000 Mr/r) — mpoBOAMIH IS
OTIpeNIeJICHUs] BIUSHHS, KOTOPOE OKa3bIBaeT Aamarivu(Io3WH 1O CPaBHEHUIO ¢ Tuianebo mpu
n00aBICHUHM K CTaHAApTHOW 0a30BOW Tepamuu Ha YacTOTy OCTHXKEHUS KOMOMHHPOBAHHOU
KOHEUYHOU TOUKH, BKJIIOUaromie ycronunBoe cauxkenne pCK® na > 50%, TepMUHaIbHYIO CTAIUIO
TI0YEYHOH HEJIOCTATOYHOCTH (OTpe/IeNIeMyIo Kak cToiikoe 3Hadenne pCK® < 15 mn/mun/1,73 M2,
JOJITOCPOYHOE JIEUEHUE AUATM30M WM TPaHCIUIAaHTAIMS MIOYKHU ), CMEPTh 10 MPUYMHE CEPACYHO-
COCYJIUCTOr0 3a00JIeBaHUS UJIM CMEPTh BCIIEACTBHE OCIOKHEHUH CO CTOPOHBI MOYEK.

N3 4304 nmauuenToB 2152 nanueHTa 6bUIM paHIOMU3UPOBAHBI B Ipymniy nanariudao3una 10 mr,
a 2152 mauueHTa — B rpymny Iuianebo; MeanaHa rnepuojia HaboieHus coctaBuia 28,5 Mecsua.
Jledenue mpojoikanu, eciiv Bo BpeMs uccienoBaHus 3HaueHue pCK® cHukanoch 10 ypoBHS
HIDke 25 Mi/mur/1,73 M2, 1 MOTTIM IPOIOIIKATE B CITydasX, KOT/ia 6T HEOOXO0IMM AHAIH3.
Cpennuii Bo3pacT MalMEHTOB HCCIeNyeMOn MOMyIsuu coctaBun 61,8 ner, 66,9% namuenTos
Ot Myxckoro moja. Mcxonno cpeanee 3nauenue pCK® cocraBuno 43,1 mu/mun/1,73 M2, a
meanana A/Kp moun — 949,3 mr/r. V 44,1% nauuentos 3HaueHue pCK® cocrapnsno ot 30 1o
<45 mr/mun/1,73 M2, y 14,5% namuentoB — < 30 mn/mun/1,73 M2. Y 67,5% narmentos 6601 CJJ
2 tuna. [TanreHTh moxyYanu cTaHAapTHYIO Tepanuio; 97,0% manueHToB Moryqaad HHTHOUTOPBI
ATID unmu BPA.

Ha ocHOBaHuM pekoMeHJaIlii HE3aBUCUMOT'0 KOMHUTETA 10 MOHUTOPUHTY JIaHHBIX HCCIIE0BaHNE
3aBEpUIMIIA TOCPOYHO MO MPHUYMHE BBISBICHUS d()(PEKTUBHOCTH JIE€UEHUS, YCTAHOBJICHHOW IO
MPOBEJICHUS 3alUIAHUPOBAHHOTO aHanMu3a. Jlanarnuduo3uH npoaeMOHCTPUPOBAT IPEBOCXOICTBO
M0 CPaBHEHHUIO C TUIane00 B MPEIOTBPAICHUHU MEPBUUYHON KOMOMHHUPOBAHHON KOHEUYHOW TOYKH,

BKItoyaroneil ycronunBoe cHuxkenne pCK® na > 50%, TepMUHaAIBbHYIO CTaIUI0 MOYEYHOU
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HEJOCTAaTOYHOCTH, CMEPTh MO MPUYHHE Cepflequ-cdgkl/zllﬁ'c-'l'gt%‘: @%Eﬁ&%ﬁfm" -EIJ_'I'I/IIJ “(I:IIJIépT},

BCJIE/ICTBHE OCIIOXKHEHHH cO CTOpoHBI nouek. Ha ocHoBanuu rpaduka, IOCTPOSHHOTO € TOMOIIBIO
merona Kamnmana—Meiiepa a1t BpeMeHHU 710 MIEPBOTO TOCTHKEHUSI KOMOMHUPOBAHHON KOHEUHOU
TOYKH, 3P PEKT Tepanuu ObUT IPOAEMOHCTPUPOBAH HAUMHAS C 4 MECALEB JICUCHUS] U COXPAHSIICS

JI0 KOHITA MCCIIeIOBAaHUS (PUCYHOK 7).

Pucynox 7. Bpemss 10 mnepBOro AOCTHKeHHSI KOMOMHMPOBAHHOW KOHEYHON TOYKH,
BKIKOYawuieil ycroiiuupoe cHu:keHue pCK® Ha > 50%, TepMHHAIBHYIO CTA/IUIO TOYEYHOM
He0CTATOYHOCTH, CMEPTh M0 NMPUYUHE CePAeYHO-COCYAUCTOro 3a001eBAHUA WM CMEpPTh

BCJIEACTBHE OCJI0KHEHHH €O CTOPOHBI IMOYEK
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Mecaubl Nocne pasooMMIALMH

MaunexTs rpynnl pUcKa

DNanaravdbnoadd: 2152 2001 1955 | B8 1841 1701 1288 831 309 k)|
Mnayedo: 2152 1993 1936 |858 1791 1 63t 1232 774 270 24

HpuMeltaHue: «(MMAIUCHTBI I'PYIIIIBLI PUCKa» O3HAYACT KOJHUYCCTBO IMAIIUCHTOB T'PYIIIIBI pPHUCKa B

HayvaJie mepuoaa.

Bce uerblpe KOMIOHEHTa NMEPBUYHOW KOMOMHMPOBAHHOW KOHEYHOW TOYKU IO OTAEIbHOCTU
BHOCWJIM BKJIaJ B 3 ekt neuenus. Tepanust nanarnu@ao3MHOM TakKe MPUBOIUIA K CHIDKEHUIO
YaCcTOTHl SIBJIEHUH KOMOMHHPOBAHHON KOHEYHOM TOYKH, BKIIOYAIOLIEH yCTOWYMBOE CHUKEHUE
pCK® na > 50%, TepMUHAIBHYIO CTAJUI0 MOYEUYHOW HEIOCTATOYHOCTH, CMEPTh BCIICICTBHUE
OCJIO’)KHEHUH CO CTOPOHBI NOYEK, a TAK)KE YACTOTHI SIBICHUI KOMOMHUPOBAHHON KOHEYHOW TOUKH,

BKJTIOYAIOIIEH CMCPTH IO NPUYHUHE CCPACHHO-COCYAUCTOTIO 3a00JIeBaHUs U ToCIIMTAJIM3alHuIO 110
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MOBOJIy CEpJCYHOM HEAOCTaTOYHOCTH. JleueHye aana{g%agﬂglgﬁ J&Q%CQTV?I%%}'IH}O

O6H.[€I\/'I BBDKMBACMOCTH Yy MAIMCHTOB C XpOHPI‘-IGCKOﬁ 0O0JIE3HBI0 TOYEK M CTATHCTHYCCKH

3HAYMMOMY CHM)KEHUIO CMEPTH 10 JIF000# nmpuinHe (PUCYHOK 8).

PucyHnok 8. ¢ dekr jieyeHuss B OTHOLICHNH NEPBUYHONH M BTOPUYHBIX KOMOMHHMPOBAHHBIX

KOHCYHBIX TOY€CK, UX OTACJIbHBIX KOMIIOHCHTOB, a4 TAK)KE¢ CMEPTH IO J1I000i npu4inHe

Mokazatens OP (95% OW) MALMEHTS, ¥ KOTOPBIX GsinW OP (95% OK) JHAYEHHE |
SAPATMCTRMDOBANS ABMSHKA
EOMNOHEHTOS KOMOHHHPOBAHHOR
HOMEYHON TONKE (MACTOTA RBASHMA)
Danarnudincans  Mnayabo

MNepeWyHan KOHEYHAA TOYKA (N=2152) (N =2152)
KomGrHApOBAHHAR KOHEYHAR TOWKA,
BXAMNAMILAR YCTOWYMBDE CHUMenwe pCHOD na
250%, TEPMHHANEHYID CTAAMK NOYSYHOR
HEAOCTATOMHOCTH, CHEPTL BENEACTEWE —n 197 (4.8) 312 (7,5) 0,61 (0,51, 0,72) <0,0001
GEROMHEHHA €0 ETOPOHL NOUYSK MNKW CMEPTE No
NPHYMHE COPASYHO-COCYAWCTON NATONOTHHA

BTopHuyHbie KOHEYHLIE TOYKH

KomGuHHPpoBaHHAR KOHEUHAR TOYKA,
BEMOUMIOLAN YETORYMBOD CHUMEHWS pCHOD
Ha 250%, TEpPMHHANBHYIO CTAOWH NoYeUHON
HEAOCTATOUMHOCTH MW CMERTE BCAaQCTEHE
CCNOMHBHMA CO CTOPpOHB NOY3K

142 (3,3) 243 (5,8) 0,56 (0,45, 0,68) <0,0001

KombuHMpoBaHHAA KOHEUHAA TOYKA, BKMHUYAHLLAA
CMEPTE NO NPHYMHE CEPOEYHO-COCYAMCTOR

NATONOMHA M NOCTIHTANMIALMI Mo NoOBogY — 100(2.2) 138 (3.0) 0.71(0.55, 0.82)
CepABYHON HEADCTATOUHOETH
CmepTs no moboR nprunHe —— 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
KoMnoHe T KoMBHHWDOEaHH X
KOHOUHBIX TOWOK
Yecrofumpoa chwwaline pCKO = 50% . 112 (2,6) 201 (4,8) 0,53 (0,42, 0,67)
TepMAHANBHAR CTAOMA NO4E4H 0N
HELOCTATOUROCTH —_—l— 109 (2,5) 161 (3,8) 0,64 (0,50, 0,82)
Yeromumesn yposaqe pCHD
< 15 Mn/sun/ 1,73 W — 84 (1,9} 120 (2,8) 0,67 (0,51, 0,88)
LonrocpouHoe NeYsHne JHanMIom —— 68 (1,5) 99 (2,2) 0,66 (0,48, 0,90)
TpaHCNRAHTALWA MOYKIA 3(0,1) 8(0,2)
CMmapTs No NpPWYHHE COPAAYHO=COCY AWCTON - L B85 (1,4) BO (1,7) 0,81 (0,58, 1,12)
MATOASTHIA
CMepTs BCNEACTBHE OCNOMHEHMA CO CTOROHS NOYEK 2 (0,0) 6(0,1)
oenHTANMIALWMA No NOBOTY = a7(0,8) 710(1,8) 0,51 (0,34, 0,76)
CepaavYHOM H2QOCTATOUWHDCTH
T T 1
0,34 0.7 11,2
B nonsay ganarnddnoanHa I B nonsay nnaysto

Ilpumeuanue:  KOTUYECTBO  TMEPBBIX  SBJIEHUH 1O  OTAEIBHBIM  KOMIIOHEHTaM
KOMOMHMPOBAaHHOW KOHEYHOW TOYKHM SBIAETCA (PAKTUYECKHUM KOJIMYECTBOM TIEPBBIX
SIBJICHUM KaXJOr0 KOMIIOHEHTa W HE CYMMHPYETCS C KOJUYECTBOM SIBJICHUU B

KOMOMHUPOBAHHOIN KOHEUHOW TOUKE.
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YacToTa BOSHUKHOBEHHS SIBJICHUH MPEICTABICHA ﬁﬂ(‘%ﬁ&%&ﬁgﬁ%w;korrﬁp{&' g’mno

3apErUCTPUPOBAHO SIBJICHUE KOMIIOHCHTOB KOMOMHHUPOBAHHOW KOHEUHOW TOoukH, Ha 100
HALUEHTO-JIET NOCIEAYIOLEro HabI0CHUS.
O1eHKH OTHOILIGHUSI PUCKOB HE MPECTABIICHBI JIs MOJATPYIII C OOIIUM YUCIIOM SBIICHUH,

COCTaBJIAIOIIUM MCHEC 15 B 00enx rpymimax ucCjaCca0oBaHuA.

[TpenmytiecTBO Tepanuu JanarauIo3HHOM OBLJIO COMOCTABUMBIM Yy MAIIMEHTOB C XPOHHUYECKON
6one3upto mouek ¢ CJ[ 2 tuna u 6e3 takoBoro. [Ipumenenue nanariaudiao3MHa TPUBOIUIO K
CHI)KCHMIO YacTOThl JTOCTHKEHHUS TEePBUYHOM KOMOMHHPOBAHHOW KOHEYHON  TOYKH,
BKJtouaronieil ycroiunBoe cHuxkeHne pCK® na > 50%, TepMUHAJIBbHYIO CTaIUI0 MOYEYHOU
HEJOCTAaTOYHOCTH, CMEPTh [0 TPUYMHE CEPJCYHO-COCYAUCTON TMAaTOJOTUHM WJIA CMEPTh
BCJIE/ICTBHE OCJIOKHEHHUI CO CTOPOHBI Mouek: oTHoueHue puckoB — 0,64 (95% JAU: 0,52, 0,79)
qu1st maruenToB ¢ CJ1 2 tuma u 0,50 (95% AU: 0,35, 0,72) nis 6osbHbIX 6€3 C/] 2 Tuma.

[TpenmytiecTBO Tepanuu JanariuI03MHOM 110 CPaBHEHUIO C IUIANe00 B OTHOMICHUH ITEPBUIHON
KOHEYHOH TOYKH OBUIO COMOCTAaBUMBIM B JPYIHX KIIOYEBBIX Toarpymmax, Briarodas pCKd,

BO3pacT, I10J 1 PCTUOH.

eTH
C/[ 2 muna
B xnuHHMYecKOM HcclieoBaHuM Yy JeTel U moapocTKoB B Bo3pacTe oT 10 1o 24 ner ¢ C/] 2 tuna
39 manueHToB ObLTH paHIOMHU3UPOBAHBI B Ipymily Janarnudiao3una B no3e 10 mr, a 33 naruenra
— B rpynmy 1uianebo B KauecTBE KOMOMHUPOBAHHOM Tepanuu ¢ METGOPMHUHOM, UHCYJIMHOM UJIH C
KoMOuHanue merdopmuHa U wHCyauHa. Ha momeHnT pangommsanuu 74% manueHTOB ObLIN
mitaze 18 ner. CKoppeKkTUpoBaHHOE cpeiHee n3MeHeHne ypoBHs HbAlc oT ucxoqHOro ypoBHs
70 24 Henenu NMpyu NPUMEHEHUH Janaringrio3rHa o cpaBHeHHUIo ¢ manedo coctasuiio —0,75%
(95% OU: —1,65, 0,15). B Bo3pacTHOU rpymme miaiie 18 jeT CKOPpEeKTUPOBAHHOE CpeHee
u3MeHenne ypoBHd HbAlc npu npumeneHum nanariaugio3vHa NO CPaBHEHHIO C IUIAanedo
cocraBuio —0,59% (95% [AU: —1,66, 0,48). B Bo3pacTHoit rpynne oT 18 ner u crapiie cpenHee
u3MeHeHne ypoBHs HbAlc oTHOocHUTENbHO MCXOTHOTO YpoBHS cocraBmwio —1,52% B rpymme,
noaydasmieil manmarmudaosua (N = 9), u 0,17% B rpymme, moaydasineld turanedo (N = 6).
D¢dekTuBHOCT, M 0€30MacHOCTh OBUTM AHAJOTHMYHBI COOTBETCTBYIOIIMM TTOKA3aTelsIM,
HaOJr0aeMbIM Y B3pOCIBIX MAIMEHTOB, TMOJydyaromux pganarauduosud. JlanbHeliiee
HOATBEpXK/IeHNe 0€30MaCHOCTH U MEPEHOCUMOCTH OBIJIO MOJIYY€HO B JOMOJHUTEIHHOM MEpUoJIe
MCCJIEIOBaHMSI, TPETHA3HAYEHHOM JIsl OLIEHKH 0€30MacHOCTH, MPOJIOJKUTENLHOCTHIO 28 HeeNb

(cm. paznen 4.2).
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5.2. @apMakoOKHHeTHYeCKHE CBOiicTBA

AOGcopbuust

[Tocne mpuemMa BHYTPh Aanariauguio3uH OBICTPO M TOJHOCTHIO BCACHIBACTCS B IKEIyIOYHO-
KUIIEYHOM TpakTe. MakcumalibHas KOHIeHTpaius aanarinduiosuHa B 1uiazMe KpoBH (Cmax)
OOBIYHO JTOCTUTAeTCsl B T€YEHHE 2 4YacoB IOcie Mpuema HaTomak. CpeaHue reoMeTpuyecKue
3HaueHus Cmax m AUC s nanmarmudio3MHa B PaBHOBECHOM COCTOSHUHM TIOCTE TIpHeMa
nmanarnuduosnHa B go3e 10 Mr oguH pa3 B CyTKH cocTaBisuid 158 Hr/mi u 628 Hrew/mu,
COOTBETCTBEHHO. AOCONIIOTHAsE OMOJOCTYIMHOCTh Janariudio3uHa MpU MpueMe BHYTPb B J103€
10 mr cocraBisger 78%. Ilpuem nummy ¢ BBICOKUM cojepkKaHUEM XKHUPOB CHUKAT Cmax
nanarnudnosuna Ha 50%, yumHSIT Tmax (BpeMsi JOCTHKCHHUSI MaKCHMAJTbHOW KOHIIEHTPALIUU B
1asme) npumepHo Ha 1 yac, Ho He Biausul Ha AUC 1no cpaBHEHMIO C IIPUEMOM HaToLIaK. JTU
M3MEHEHUS HE ABIIAIOTCS KIMHUYECKH 3HAaUMMBbIMH. Jlanmarnu§io3nH MOXKeT MIPUHUMAThCS KaK BO
BpeMsl pueMa MHILHU, TaK U BHE €ro.

Pacnpenenenne

Hanarmuduosun npumepHo Ha 91% cBs3piBaeTcst ¢ Oenkamu. Y MAlMEHTOB C Pa3IMYHBIMU
3a00JICBaHUSIMU, HAIPUMED, C HAPYIICHUSIMHU (DYHKIIMH TIOYEK WIN MEYCHHU, ITOT MMOKa3aTellb He
u3meHssics. CpenHuil 0oO0beM pacrpeneneHuss Aanariu@iio3uHa B PaBHOBECHOM COCTOSHUU
coctaBui 118 7.

buorpaucdopmarms

Hanarnudno3un Merabonusupyercss ¢ 00pa3oBaHMEM, TIJIaBHBIM 00pa3oM, HEAKTUBHOTO
MeTabomuTa ganaraugno3nH-3-O-TioKypoHHIA.

Hanarmudnozna-3-O-TIOKYpOHH]T B APYTrHe METa0OIUTH HE OKa3hIBAIOT TUIIOTIIMKEMHUYECKOTO
neiicteus.  Jlamarmudno3un-3-O-TarokypoHu  GopMHpyeTcss TMOjA  JACWCTBHEM (epMeHTa
ypuauaaudocat-rimokyporHosuntpancdepassl 1A9 (UGT1A9), npucyTcTBYIOIIETO B EYEHH U
noukax, n3odpepmentsl nuToxpomMa CYP BoBieueHBI B METa00IM3M B MEHbBIIIEH CTEIICHH.
OJIUMUHAINS

Cpennuii nepuo moyiyBbeIBeIeHUs U3 11a3Mbl KpoBU (T1/2) y 310pOBBIX 100pOBOJIBIEB COCTABIISLI
12,9 yacoB nmocie o JHOKpaTHOTO IprueMa aanariaudo3uHa BHyTpb B go3e 10 mr. Cpennuit oOmmii
CHUCTEMHBIH KJIMpEHC nanariu@iao3uHa Mpu BHYTPUBEHHOM BBEICHHUHU cocTaBistl 207 MIiI/MHH.
Janarnugno3us u ero MeTaboJIUThl BHIBOAATCS, MPEUMYILIECTBEHHO, TOYKaMHU, U TOJIBKO MEHEe
2% BBHIBOJANTCS B HeM3MeHeHHoM Buze. Ilocme mpuema 50 mr “C-mamarmugnosmna 6bu10
oOHapyxxeHo 96% panumoaktuBHOCTH — 75% B Moue u 21% — B ¢exanusax. [Ipumepno 15%
pPalMOaKTUBHOCTH, OOHApPYXEHHOM B  (eKaiusx, MPUXOJWIOCh Ha  HEU3MEHEHHBIN
nanariugIo3uH.

JInHelHOCTh
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DKCMO3MIMA JanaraugiIo3fHa YBeINUMBANACh npoﬁgﬁﬁmﬁ"' ":'T@gﬁﬁf'e'}'rpﬁc? "lz:('3'315'1 B

muana3one ot 0,1 1o 500 mr, a hapMaKOKUHETHYECKHE CBOMCTBA Janariu(Io3nHa He U3MEHSUINCh
C TCUCHUCM BPCMCHU IIPU MHOI'OKPATHOM CKCAHCBHOM IMPUCME B TCUCHUC 10 24 HEACIIb.

IloyeyHas HEIOCTATOYHOCTh

B paBHOBeCHOM cocTostHuH (preM AanariudiiosrnHa B 703e 20 MI B TCUEHHUE 7 JHEH) CHCTEMHast
sKcno3unus nanarnudaosuna y nauentoB ¢ Cl 2 Tuna u HapymeHrueM GyHKINUN TOYEK JIETKOMH,
CpeIHEN MM TSOKEIION CTeneHH (onpenesieMoi 1Mo KIMpeHcy horekcona) obuta Ha 32%, 60% u
87% Bbiie, yeMm y nauueHtoB ¢ CJ[ 2 Tuna u HOpManbHOU (pyHKIKENH MOYeK, COOTBETCTBEHHO.
KonuuecTBo 1110K03bI, BEIBOJUMON MMOYKAMH B T€UEHUE CYTOK MpHU IpueMe aanarindio3uHa B
PABHOBECHOM COCTOSIHUH, 3aBHCEJI0 OT COCTOSIHUSA (pyHKIMHU noyek. Y nanuentoB ¢ CJI 2 tuna u
HOpMaJIbHOU (PYHKIIMEH MMOYeK, U ¢ HapyIIeHneM (DYHKIIUH MTOYEK JISTKOU, CpeTHEl UK TSHKEII0H
CTENEHU B CYTKHM BbIBOAMIOCH 85, 52, 18 m 11 r rimroko3sl, cooTBeTcTBEHHO. HeussecTHO,
OKa3bIBACT JIM TeMOJIMAN3 BIMSIHHE HA SKCHO3HMIMIO JManarnudio3nHa. BiusHue CHUXEHUS
(GYHKIMM TOYEK Ha CHCTEMHYIO SKCHO3WIMIO TMperapaTa OLECHMBAIM Ha TOMYJSIIUOHHON
dapmakokuHeTHYecKoi Moaenu. Crporno3upoBanHas Mojenbio AUC Obuta BbIlIE y MAIUEHTOB
C XpOHHYECKOH 00JIE3HBIO MTOYEK 0 CPABHEHHIO C MAI[MEHTAMU C HOPMAaJIbHOW (PYHKIIMEH MoYeK
U CYIIECTBEHHO HE pa3iuyaiach y HAlMEHTOB ¢ XpOHUUECKOH Oone3Hbto noyek ¢ CJl 2 Tuna unu
0€e3 Hero, YTo COracyeTcs C paHee MMOJy4YeHHBIMU 1aHHBIMH.

IIeueHoUHAS HEAOCTATOYHOCTD

VY MaIueHToB ¢ MEYCHOYHON HEAOCTATOYHOCTRIO JICTKOM WITH CPeHel CTEMEeHH TKeCTH (KIacChl
A u B no Yaitna-I1s10) cpenune 3HaueHnst Cmax 1 AUC nanaringio3uHa ObLTH, COOTBETCTBEHHO,
Ha 12% u 36% BBIIIE TI0 CPAaBHEHUIO CO 3J0POBBIMHU JOOpOBOJIbIIAMH. [laHHBIE paznuuus He
SBJISIFOTCS KJIMHUYECKU 3HAUYUMBIMHU, TOATOMY KOPPEKTUPOBKU J103bI Jamariudio3nHa Mpu
MEYCHOYHON HETOCTATOYHOCTH JIETKOM M CpeHel CTENeHH TsHKeCTH He Tpedyercs (CM. paszzien
4.2). Y nanueHToB ¢ e4eHOYHON HeJJOCTaTOUYHOCThIO Tskenoit crenenu (kinace C no Yaitna-I1sto)
cpennue 3HaueHUS Cmax 1 AUC nanarnuduiosnna 6si1u Ha 40% u 67% BbIIIE, COOTBETCTBEHHO,
10 CPaBHEHUIO CO 3/I0POBBIMU JJOOPOBOJIBIIAMH.

JInna noxxuioro Bospacra (= 65 jer)

He oTmeuanocs KTMHUYECKH 3HAUUMOTO YBEIMYECHHS 3KCIO3ULIMU Y MMAIIUEHTOB B Bo3pacte 10 70
neT (ecau He yYUTHIBATh Apyrue (akTopbl, MOMUMO BO3pacTa). TeM He MeHee, MOKHO OXKHJIaTh
YBEJTUYCHUS SKCIIO3UITUH 32 CUET CHIDKCHUs ()YHKIIMH TIOYEK, CBI3aHHOTO C BO3pacToM. J(aHHbBIe
00 DKCIMO3UIUY Y TTAIIIEHTOB B Bo3pacTte cTapiie 70 IeT HeI0CTaTOYHBI.

Iloxn

Y xenmmH cpeaHee 3HadeHne AUC B paBHOBECHOM COCTOSHMM Ha 22% TpeBbIIIaCT

AHAJIOTUYHEIH ITOKa3aTeNb Y MY)XYHH.
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PacoBas npuHaIeKHOCTD

KiimHAYecKM 3HaUMMBIX pa3iIMYUil CUCTEMHOW JKCIIO3HMLMH y IIPEACTABUTEIIECH E€BPOICOUIHOM,
HErPOUHOM U MOHT'OJIOUZHOM pac HE BBISABIICHO.
Macca Tena
OTmeueHbl Oosiee HU3KME 3HAYEHMs SKCIO3MIMU IIPU MOBBILIEHHOM Macce Tena. Ilostomy y
NAIMEHTOB C HU3KOM Maccoi Tejaa MOKET OTMEYaThCsl HEKOTOPOE MOBBILLIEHUE IKCIIO3ULUH, A Y
NAIMEHTOB C TMOBBIIICHHOW MacCoil Tella — CHIDKEHHE AKCHO3MLMHU aanariudiao3una. OgHako
JaHHBIE PA3JINYUS HE ABIIOTCSA KIMHUYECKU 3HAYMMBIMHU.

eTH
dapmakoKHHETHKA U (hapMaKkoArHAMUKA (TIIOKO3ypusl) Ipu ipuMeHenuu y neteii ¢ CJ1 2 tuma B
Bo3pacte oT 10 10 17 et ObUIM aHAJIOTMYHbBI COOTBETCTBYIOLIUM [10KA3aTeNsIM, HAOII0JaeMbIM Y

B3pocibIX nanueHToB ¢ CJ1 2 tuma.

6. PAPMAIIEBTUUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTe/ibHbIX BelIECTB

S npo TabieTkn

[emnron03a MUKPOKpUCTAIIIINYECKAS
JlakTo3a O6e3BOHAA

KpocnoBunon

KpemHus nuokcny KoJIouHbINn
Marnus creapar

[Inenounas 000J09YKa

[TonuBuHMUNOBEI crupT, TuTaHa auokcua (E171), makporon 4000, Tanpk, KpacHTeb jKeesa

okcu xentoiit (E172).

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

Xpanuts npu temrneparype He Boime 30 °C.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU
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(NOCNEOOBATENEHOCTE 0001)

Jlo3upoBKa 5 Mr

ITo 7, 10, 15 nnm 30 TabreToK MOMEMIAIOT B KOHTYPHYIO SUEHKOBYIO YHAKOBKY W3 U3 IJICHKH
MO BUHUIXJIOPUIHOMN (IIBX) I MTOJIMBUHUJIXJIOPUTHOM/TIOTU BUHUIIICHXJIOPU THOU
(IIBX/TIBAX) u ¢oyibru aIIOMUHHEBOM ITEYaTHOMN JIAKUPOBAHHOM.

ITo 30, 60 nu 90 TabGaeTOK MoMeNarT B 0aHKY MOJUMEPHYIO U3 MOTMATHIICHA HU3KOTO JaBICHUS
C KPBIIIKOW HATATHBAEMOW C KOHTPOJIEM IMEPBOTO BCKPBITUS M3 CMECH IMOJUITHICHA HU3KOTO
JABJICHUS M TOJHMATWIEHA BBICOKOTO JIAaBJICHUSA. BO3MOXHO 3amoiHeHHe CBOOOIHOTO
MPOCTPAHCTBA BAaTOM MEIUIIMHCKOM TUrpocKkonuueckod. Ha OGaHKM HakJIEMBAIOT 3TUKETKH M3
OyMaru 3TUKETOYHOM WM MUCYEeH, UM U3 TOJTUMEPHBIX MAaTEPUAJIOB, CAMOKIIESIIIUECS.
Ilo1,2,3,4,5,6,7, 8 unu 10 KOHTYPHBIX SYEHKOBBIX YITAKOBOK BMECTE C JINCTKOM-BKJIA IbIIIIEM
MOMEIIAIOT B MayKy U3 KapToHa. Ha mauky moskeT ObITh HaKJIeeHa CaMOKJICSIIAsCs TUKETKA U3
Oymaru. JJonoJHUTENbHO Ha TAYKy MOT'YT HaKJIEUBaTh OJIMH HIIK JIBA IPO3PAYHBIX (DUKCUPYIOIINUX
CTHKEpa U3 MOJIMMEPHBIX MaTeprasioB. [lauku momemaroT B TPyNIoOBYIO YIaKOBKY.

[To 1 Ganke BMeCTe C JIMCTKOM-BKJIABIIIEM MOMENIAIOT B MAayKy M3 KapToHa. Ha mauky mosxer
OBITh HAKJICCHA CaMOKJICAIAsACS OSTUKETKAa U3 Oymaru. J[OMONHHUTENbHO HA MadyKy MOTYT
HAKJIEUBaTh OJUH HJIM JBa MPO3PAUHbIX (PUKCUPYIOIIUX CTHKEPA U3 MOJIUMEPHBIX MAaTepUANIOB.
[Tauky mOMeNIaOT B IPYIIOBYIO YIAKOBKY.

JlosupoBka 10 mMr

ITo 7, 10, 14, 15 unu 30 TabneTok NOMENIAIOT B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 U3 IJICHKU
MOJIUBUHUIXJIOPUIHON (IIBX) 583078 MOJIMBUHUJIXJIOPUAHOMN/TTONTUBUHUIIICHXJIOPUTHOU
(IIBX/TIB/IX) 1 ¢oabru amoMUHUEBOM MEYaTHOM JTaKMPOBAHHOM.

ITo 30, 60 nnu 90 TabGieTok moMenaT B 0aHKY MOJUMEPHYIO U3 MOTUAITHIIEHA HU3KOTO JIaBJICHUS
C KpBIIIKOM HATATMBAaEMOW C KOHTPOJIEM INEPBOTO BCKPBITUS U3 CMECH IMOJMITUIEHA HU3KOTO
JIABJIEHUS] M TOJMATWIEHA BBICOKOTO JIaBJIEHUsA. BO3MOXHO 3amosHeHHe CBOOOIHOTO
MPOCTPAHCTBA BaTOM MEIUIIMHCKOM TUTpocKomuueckoil. Ha GaHKM HaKIEMBAIOT STUKETKH W3
OyMaru 3TUKETOYHOH WJIM MUCYEH, WM U3 TOJUMEPHBIX MAaTEPUAJIOB, CAMOKIIESIIIHUECS.
[Mo1,2,3,4,5,6,7,8,9 unu 10 KOHTYpHBIX TYEHKOBBIX YITAKOBOK BMECTE C JINCTKOM-BKJIA IBIIIIEM
MOMEIIAIOT B MAYKy M3 KapToHa. Ha mauky MoKeT OBbITh HaKJIeeHa CAMOKJIESIIAsACS dTUKETKA U3
OyMmaru. JIonoJTHUTENFHO Ha TAYKy MOT'YT HaKJIEUBaTh OJWH HIIU JIBA PO3PAYHBIX (PUKCHUPYIOIIHNX
CTHKEpa U3 MOJIMMEPHBIX MaTeprasioB. [lauku momearoT B rpynrnoByIO YIaKOBKY.

[To 1 Ganke BMecTe C JIMCTKOM-BKJIAABIIIEM MTOMEIIAIOT B MA4Ky W3 KapToHa. Ha mauky moxer
OBITh HAKJIECHAa CaMOKJIesIIasicsl STUKeTKa W3 Oymaru. J(OMOTHUTENbHO Ha MayKy MOTYT
HAKJIEMBaTh OJUH WJIM JBa MPO3PAUHBIX (PUKCHPYIOIIUX CTHKEPA U3 MOJTUMEPHBIX MATepUANIOB.

[Tauku moMeIarT B rPyNNOBYIO YIIAKOBKY.
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6.6. OcoOble Mepbl NPeIOCTOPOKHOCT vﬂMﬂteﬂnn— I:ncno:n1;30'1;"211{ oro

JIEKAPCTBCHHOI'0 nmpemnapara HJIHA 0TX0/10B, MOJIYYC€HHBIX mocJjie NMPUMECHECHUA
JIEKAPCTBCHHOI'0 IIpenmapara, 1 Apyrue MaHMnyJassuu € nmpemnaparom

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIHIMOHHOI'O YJOCTOBEPEHUSA
Poccniickas @enepanys

000 «DapmacunTe3-TIOMEHb»

625059, Tromenckast 00:1., T. TromeHb, TpakT Bennxanckuit 7 km, 1. 2
Ten.: 8 (345) 239-38-56

Anpec anekTponHo# mouThl: iINfo-pst@pharmasyntez.com

7.1. IlpeacTaBUTEb J€pPKATE/IsI PETHCTPALMOHHOTO Y10CTOBEPEHUS

IIpereH3un HOTDG6HTCJI€I>1 HAaImpaBJIATH 110 aAPECy.

Poccniickas @enepanys

000 «PapmacunTe3-TrOMEHB»

625059, Tromenckast 00:1., T. TromeHb, TpakT Benmxanckuit 7 kwm, 1. 2
Ten.: 8-800-100-15-50

Anpec anekTponHo# mouThl: INfo-pst@pharmasyntez.com

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBEPEHUA

9. TATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXJIEHHNS PETHUCTPAIIVH,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO61mas xapakTepuCcTHKa JEKapCTBEHHOTO Npenapara YHOruugd AocTynHa Ha WHGOPMalOHHOM

noprane EBpa3uiickoro 3KOHOMHYECKOT0 COI03a B MH(POPMAIMOHHO-KOMMYHUKALIMOHHON CETH

«MutepueT» https://eec.eaeunion.org/.
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