COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 18.09.2025 N= 23530

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
JATTATJIM®JIO3UH I'N'TMKBUTABC, 5 mr, TaGJIeTKH, MOKPHITHIC INIEHOYHOW 000I0YKOM.
JATTATJIM®JIO3UH I'N'IMKBUTABC, 10 Mr, TabieTKu, MOKPHITHIEC INIEHOYHONW 000JI0UKOM.

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

JATTATJINDJIO3VH INNIMKBUTABC, 5 mr, TaOJIETKH, ITOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnas Tabnerka, MOKphITasi INICHOYHON 000JIOUKOM, COIEPKUT S MT Janariaugio3nHa.
BcmomorarenbHbIe BElIeCTBa, HAMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npemnapara: Jakto3a 6e3soanas (cM. pasaen 4.4.).

JATTATJINDJIO3VH INNIMKBUTABC, 10 mr, TabIeTKHU, HOKPLITHIE ILIEHOYHOH 00010YKON

Kaxxnas Tabierka, moKphITast INICHOYHOH 0007109K0H, comepxuT 10 mr manarimdio3una.
BcmomorarenbHbIE BEIIeCTBa, HAMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npemnapara: Jakro3a 6e3soaHas (cm. pasaen 4.4.).

ITomubIi MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPBIThIE TNIEHOYHOIH 000I0YKOM.

JATTATJINDJIO3VH I'NIMKBUTABC, 5 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKONU

Kpyrible nBOSKOBBINYKIIbIE TaOIETKH, MOKPBIThIE MICHOYHONW 000JI04KON kentoro nsera. Ha
MOTIEPEYHOM pa3pese Aapo OEI0ro Uik MOYTH OENoTo IBeTa.

JATTATJINDJIO3VH I'NNIMKBUTABC, 10 mr, TabIeTKHU, HOKPLITHIE ILIEHOYHON 000J10YKON

Kpyrible OBOSKOBBIMYKIIbIE TaOJETKH C PUCKOH C OAHOW CTOPOHBI, MOKPBITHIE IUICHOYHOMN
00010uKoii xkenToro mBeta. Ha momepeynom paspese siapo 0emoro win moyTH 0eoro 1BeTa.

TabieTKy MOXKHO pa3/ieTuTh Ha PaBHBIC JTO3HI.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

IIpenapar JTAITATJIM®JIO3NH T'JIMKBUTABC mnoka3aH K NOPUMEHEHUIO Yy B3pOCIBIX B
BO3pacte OT 18 et uist nedeHus:

- caxapHoro auabera 2 Tuma (CJl 2 Tuma) B JOMOJIHEHHWE K JUeTe M (U3HUECKUM

YIOPpaXXKHCHUAM JJIA YIYUYIICHUA INTIUKEMHUYCCKOTO KOHTPOJIA:
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HETePEeHOCUMOCTH;
. B KOMOMHHMPOBAHHOW Tepanuu ¢ MeTHOPMUHOM, IPOU3BOJIHBIMU CYJIb(HOHUIMOYECBHHEI
(B TOM uyucie, B KOMOMHAIMM C METGOPMHUHOM), THA30JIMAWHIMOHAMHU, HHTHOUTOpAMH
munentuauinentuaassl 4 (II111-4) (B Tom yucie, B KOMOMHAIIMU ¢ MET(HOPMHUHOM); arOHUCTOM
perenTopoB rirokarononogooHoro nomunentuaa-1 (I'TI-1) axceHaTHI0M TPOTOHTUPOBAHHOTO
JeicTBUS B KOMOWHAIMK C MET(hOPMUHOM; TIpenapaTaMy HHCYJIUHA (B TOM YKCIIe, B KOMOMHAINN
C OJIHMM WJIM JABYMS THUIOTJIMKEMUYECKUMH IMpernapaTamMu Ui IepopaJbHOro MPUMEHEHUS) IPU
OTCYTCTBHH aJIEKBATHOTO TJIMKEMUYECKOTO KOHTPOJIS Ha JAaHHOU Teparinu;
. B CTapTOBOW KOMOWHHUPOBAHHOHM Tepanmuu ¢ MET(HOPMHUHOM, IMPHU IeNecO00pa3HOCTH
JTAHHOM TEpAINH;
- CH 2 Tuna y mMalMEeHTOB C YCTAaHOBIEHHBIM JHArHO30M CEPACYHO-COCYTUCTOTO
3a0oneBaHusl WM JABYMs U Oojee (akTopaMu CEpAEYHO-COCYAMCTOTO PHUCKa™® ISl CHHKEHUS
pHUCKa TOCTTUTAIU3AIMH 10 TTOBOJY CEpPACYHON HEJOCTATOYHOCTH;
* BO3pacT y My>K4HH > 55 et win > 60 JIeT y KeHIIWH U HaJIM4he He MEHee OJHOro (akTopa
pHUCKa: AUCTUIUAECMHUS, apTepHalibHas TUIIEPTEH3Us, KypeHue.
- CUMITOMAaTUYECKOW XPOHMYECKON CepJIeUHON HEIOCTATOYHOCTH;
- XPOHUYECKOH OOJIE3HN MOYEK C PUCKOM €€ MPOTPECCUPOBAHUS ISl YMEHBIICHHS PUCKA
YCTOMYMBOTO CHUKEHHS pacueTHOM ckopocTu KiyooukoBoi ¢punbrpanuu (pCK®D), nHacrymnenus
TEPMUHAJIBHOW CTaJUM XPOHUYECKOW IMOYEYHOH HEJOCTaTOYHOCTH, CMEPTHU OT CEeplIevHO-

COCYyAUCTOTO 3a00JIeBaHUS U TrocrTaaIn3alnuu 1o 1nmoBoay cepnequﬁ HEAOCTAaTOYHOCTH.

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMeEHEHUSI
Pexum no3upoBanus

ITepen Hayanom tepanuu npenaparoM JAITATJIMOIJIO3UH I'NNIMKBUTABC ciaenyer oueHUTh

COCTOSIH€  BOJHO-COJIEBOTO OOMEHa ©, TIpH HEOOXOAMMOCTH, BOCIOJIHUTH OO0BEM
nupkynupytomei kposu (OLK).

CJ 2 tuna

Monomepanus: pexomenayemas po3a npenapara JAITATJIM®IIO3WH TIMKBUTABC
cocrapiusier 10 mr 1 pa3 B cyTKH.

Kombunuposannas mepanus. pexomenayemas go3a mpenapara JAITATJIMOJIO3MH
['TIMKBUTABC cocrasnsier 10 Mr 1 pa3 B cyTku B KOMOMHALIMU ¢ MET(GOPMUHOM, TPOU3BOIHBIMU
Cynb(OHIUIMOYEBHHBI (B TOM YHCIE, B KOMOMHAIUUA C MET(HOPMHHOM), THAZOIHINHANOHAMH,
uaruoutopamu JI1I1-4 (B Tom uucie, B KOMOMHAIMK C MET(HOPMHUHOM); arOHUCTOM PEIENTOPOB

[TIII-1 — »KkceHaTHIOM MPOJOHTUPOBAHHOTO MACHCTBHS, B KOMOMHAIMM C MET(HOPMUHOM;
2
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npenaparamMy HHCYJIHHA (B TOM YHCIie, B KOMOWHAIIMH C dﬂ%&%ﬁ%ﬂ&mﬁ%&ﬂﬂm@ﬁn&é&m

npernapaTamMu Jisl IepoPaTbHOTO IPUMEHEHUS ).

C 1[enpl0 CHUXKCHHS PHUCKA THUIOMIMKEMHHM TIPU COBMECTHOM HA3HAYCHHWH TIperapara
JATIATJIM®JIO3NH TJIMKBUTABC ¢ uHCyaIMHOM WM MpenaparamMy, MHOBBIIIAIOIIUMHA
CEKpEeIHI0 UHCYIIMHA (HallpUMep, ¢ MPOU3BOAHBIM CYJIb(POHUIMOYEBUHBI), MOKET OTPEOOBATHCS
CHW)KCHHE JI03bI MHCYJIMHA WITU TPENapaToB, MOBHIMIAIONINX CEKPEIIUI0 HHCYTHHA.

Cmapmosas KOMOUHUPOBAHHASI Mepanus ¢ Mem@popMuHoM . PEKOMEHAyeMas 703a Ipernapara
JATTATJIM®JIO3UH I'NTMKBUTABC cocrasnsier 10 mr 1 pa3 B cyTku, 103a metdopmuHa — 500
mr 1 pa3 B cyrku. B cimyyae HeajqeKkBaTHOTO INIMKEMHYECKOIO KOHTPOJS 103y MET(POpMHUHA
ClIeZlyeT YBEJINYHTb.

CH 2 muna y 63poCaviX NAyueHmo8 ¢ YCMAHOBIEHHbIM OUACHO30M CEPOEUHO-COCYOUCMO20
3a601e6anus unu 08yMs u bojee akmopamu cepOedHo-cocyOUCmo20 PUCKA OJisi CHUNCEHUSL DUCKA
20CNUMANU3ayuy no no8ody cepOeyHoll HedOCmamoYHoCcmu . peKOMEHayeMas 103a mpenapara
JATTATJIM®JIO3UH I'N'IMKBUTABC coctasisier 10 mr 1 pa3 B cyTkH.

XpOHHUYECKas Cep/IeYHAst HEJIOCTATOYHOCTh

Pexomennyemas noza npenapata JAITATJIMOIIO3UH I'NIMKBUTABC cocrasnsier 10 mr 1 pa3

B CYTKH.
XpoHnueckas 00JI€3Hb MOYEK

Pexomenayemas nosa npemnapata JATIATJIM®OJIO3WUH I'NIMKBUTABC cocrasnsier 10 mr 1 pa3

B CYTKH.

Oco0ble TPVIIILI TAIMEHTOB

THayuenmor nodcunozo 6o3pacma

VY manueHToB MOXHUIIOT0 BO3pacTa KOPPEKLUH 1036l Aanariaudiio3uHa He Tpedyercs.

Tayuenmoi ¢ napywenuem hyHkyuu novex

Koppekuuu 10361 B 3aBUCUMOCTH OT (PYHKIIMH ITOYEK HE TpeOyeTcs.

Crnenyet olleHUTHh (DYHKIMIO TTOYEK Tepea HavyasmoMm Tepanuu npenaparom JATIATJIMDIIO3NH
I'NIMKBUTABC u nanee npu HAJIMYUU KIMHAYECKUX MTOKAa3aHUM.

He pexomennyercs npumenenune npenapara JJAITATJIM®IIO3VH TJIMKBUTABC s
YIy4IICHUS TIIMKEMUYECKOTO KOHTPOIIS Y B3pocibiX manueHToB ¢ CJl 2 tuma ¢ pCK® menee 45

2 BBHIY BO3MOXHOM HeI()(PEKTHBHOCTH TIpemapaTta B IaHHOH MOMYJNSIUN

mi/mMun/1,73 ™
BCJIEJICTBHE MeXaHU3Ma (PapMaKoJIOrHUeCcKoro AeHCTBUS Tanarin@ro3nHa.

ITpumenenune npenapara JAITATJIM®JIO3NH I'NIMKBUTABC He pekomeHayeTcst Ui JIeUeHus
XPOHUYECKON O0JIE3HH MOYEK Yy MalMEeHTOB C MOJUKUCTO30M MOYEK WM Y MallMeHTOB, KOTOPbIM

TpeOyeTcss WM KOTOpble HENAaBHO MOJydald HMMYHOCYIPECCUBHYIO TEpanuio IMOYEeYHOU
3
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HenocTaToyHocTH. QKkHMpaeTcs, 4To Janariaugio3vH '}ll‘:'éyﬂgrlg&ﬁé_ﬁ%éﬁc{r Ta_'p'l:lx: I"r‘é)'ynn

HaluCHTOB.

Pexomenpanmu 1o J03MpOBAHUIO MIPpeNapaTa B 3aBUCUMOCTH OT noka3zareieil pCK®.

pCK® PexoMennyemas no3a

(ma/mun/1,73 M?)

pCK® 45 unu Bblle Koppeknuu 10361 HE TpeOyeTcs.

pCK® menee 45 no 25 Koppeknuu 10361 HE TpeOyeTcs.

IIpumenenne  npenapara  JAITATJIM®IJIO3UH
I''IMKBUTABC He pexkoMmeHayeTcs Ul YIyqlleHUs
TJIMKEMUYECKOT0 KOHTPOJIS Y B3POCIIbIX MAIUEHTOB C

C/I 2 tuma.

pCK® menee 25 [IpoTuBOMOKa3aHO M Hadaja TEPAlHUH, OJHAKO
MalUEeHTHl MOTYT MPOAOJKATh  TEpamuio A
ymeHbleHus pucka cHmxkenus pCK®, Hacrymienus
TEePMUHAIBHOM CTaJud XPOHUYECKOW IMOYECHHOM
HEJI0OCTAaTOYHOCTH, CMEPTH OT CEPJICYHO-COCYAUCTOTO
3a00€BaHUs U TOCHHUTAIM3AIMU TI0  TOBOIY

CEepAEYHON HEJOCTATOYHOCTH.

TepmunanbHas craaus XpoHudeckoil | [IpornBonokasaHo.
MMOYCIHOMN HEJIOCTaTOYHOCTH,

TpeOyrolasi MpoBeIeHUs JUalnu3a

THayuenmol ¢ napywenuem @yHkyuu neyenu
[Tpu neyeHOYHOM HEJOCTATOYHOCTH JIETKOW WIJIM CpeIHEN CTENEHU TSKECTH HET He0OXOJUMOCTH
KOpPpEKTHpOBaTh 103y Impemnapara. llamueHtaM ¢ NEYEHOYHOM HENOCTATOYHOCTBIO TSKEIOU
CTETIEHU pEKOMEHJyeTcsl HadaibHas Jo3a npemapara 5 wMr (2 TabieTku mpenapara
JATTATJIM®JIO3MH INTMKBUTABC 10 mr). [Tpu xoporiieit mepeHoOCUMOCTH 1032 MOXKET OBbITh
yBenudeHa 10 10 mr (cMm. pasnensi 4.4., 5.2.).

eTH
bezonacHocth U 3¢ (EeKTUBHOCTH Aanariau@io3MHa y MalueHToB Miajme 18 jneT Ha JaHHBIH
MOMEHT He YCTaHOBJIEHBI. JlaHHbIE OTCYTCTBYIOT.

Crrocob nmpruMeHeHus

BHYTpL, HE3aBUCUMO OT IMpHEMa IMUIIH, HC PA3KCBbIBAA.
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(NOCNEQCBATENEHOCTE 0003)

4.3. IlpoTUBONOKA3aAHHS

- ['mnep4yBCTBUTENBHOCTD WJIM HAJIMYKME B aHAMHE3€ aHTHMOHEBPOTHYECKOTO OTeKa K
nanarnugIo3uHy W/uid K JI000My M3 BCIOMOTaTEIbHBIX BEIIECTB, NEPEUYHCICHHBIX B
paznene 6.1.

- CaxapnbIiii quabet 1 Tumna.

- JnabeTndecKkuii KETOAMI03.

- Hapymenue ¢pynkiuu nodek npu pCK® < 25 mn/mun/1,73 mM? (1714 Havana Tepanun).
- TepMuHanbHas cTaausi XPOHUYECKOW ITOYEYHOM HEIOCTAaTOYHOCTH, Tpelyromas

IpOBCACHUA AUAIN3Aa.

4.4. OcoOble yKkazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

IleyeHouHass HEJOCTAaTOYHOCTH TSKEIION CTCIICHHU, HHCbCKHHH MO‘ICBLI,I[GJII/ITeJIBHOI‘/’I CHUCTCMBI,
IMMOBBIIICHHUEC MTOKA3AaTECJId ICMAaTOKpUTA.

Oco0ble yKa3aHus

Janarnu¢no3un He cieayeT NPUMEHATh NallMeHTaM ¢ caxapHbiM auaberom 1 Tuma (cm.
noapasen «/luadeTnueckuii KeToanua03»).

Hapywenue ¢ynkyuu novex

W3-3a OrpaHMYEeHHOIO OMNbITa HE PEKOMEHAYETCS HauWHATh JIeUYEeHUE Aanarin@io3suHOM Yy
HaIMEeHTOB CO CKOPOCThIO KITy0oukoBoi GuubTpanuu (CK®) <25 mi/muH.

O¢ddexkTnBHOCTH Aanarnugo3nHa B OTHOIIEHUM CHUXKEHUS YPOBHS TJIIOKO3bI 3aBHCUT OT
(ynKIME movek U yMeHbImaercs y manuentos ¢ pCK® menee 45 mun/mun/1,73 M? 1, BeposTHO,
OTCYTCTBYET Y MAaIlMEHTOB C TSDKEJIOW MOUYEYHOM HEJ0CTaTOYHOCTHIO (cM. pasnensl 4.2., 5.1. u
5.2).

B oxnom uccnenoBanuu y namuentoB ¢ C/] 2 Tuma ¢ HapyuieHueM (yHKIMU MOYEK CpeaHei
crenenn Tsoxectd (pCK® < 60 ma/mun/1,73 M?) HexenaTeqbHbIE PEAKIMH B BHJIE MOBBIIICHHUS
KOHIEHTpalui KpeaTuHuHa, pocdopa, mapaTUpeonIHOr0 TOPMOHA U apTepruaibHON THIIOTEH3UU
B Tpynine fanarii@ao3uHa OTMEYaIuCh y OONbIICH JOIH MAalMeHTOB, YeM B TpYIIIe Mmiamnedo.
Hapywenue ¢pynxyuu nevenu

B ki1MHMYECKUX UCCIIEJOBAHUSIX MOJY4YE€Hbl OTpaHUYEHHbBIE JaHHbIE O MPUMEHEHUH Ipernapara y
MAlMEHTOB C HapylleHueM (QYHKIMM MeYeHH. ODKCHO3MIMS Janariugo3nHa yBeIWdeHa Yy
NalMEeHTOB C HapyIIeHHEM (PYHKIIMU TTeYeHU TSHKEJIoH crerneHu (cM. pasaensl 4.2. u 5.2.).
IIpumenenue y nayuenmog c puckom cuudxcenusi OL[K u/unu apmepuanvroii cunomensuu

B cootBercTBUM C MEXaHH3MOM JI€HCTBUS Janariu¢uio3UH YCHJIMBAET IUYpPE3, UTO MOXKET

IMPUBOJUTH K HG6OJ’IBHIOMy CHMXXCHUIO apTCPHUAIBHOTO JABJIICHUA, OTMCUCHHOMY B KIIMHUYCCKUX
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MIALHEHTOB C OYE€Hb BBICOKOW KOHLIEHTpALMEH IVIFOKO3bI B KPOBHU.

CrnenyeT co0It01aTh OCTOPOKHOCTH Y MAIIMEHTOB, JUIsl KOTOPHIX BBI3BAHHOE Janarin(IO3HHOM
CHI)KCHHME apTepUaJbHOTO JABICHUS MOXET MPEICTaBIATh PHUCK, HAIpUMEp, y MHAaIMEHTOB,
MOJIYYAIOLIUX TUIIOTEH3UBHYIO TEPAIUIO, C SMU30/1aMU TUIIOTEH3UH B aHAMHE3€ WM Y TOKUJIBIX
MAIUEHTOB.

B ciyyae HMHTEpKYyppEeHTHBIX COCTOSIHMM, KOTOpbIE MOryT mpuBecTH K cHuxeHuto OLK
(HampuMmep, KeNyAOYHO-KHUILIEYHbIE 3a00JIeBaHNUs), PEKOMEHYETCs TIIATEIbHBI MOHUTOPHUHT
OLK (manpumep, ¢usukanbHOe 00CieJ0OBaHHE, HW3MEPEHHE apTEePUAIBbHOIO JaBIICHUS,
1ab0paToOpHBIE HWCCICIOBAHMS, BKIIOYAs TEeMATOKPUT W KOHIIGHTPAIMH JIIEKTPOJIUTOB).
BpemenHnoe npekpaiieHue JIedeHHs TanaraudI03HHOM PEKOMEHYyeTCsl TaIllUeHTaM, Y KOTOPBIX
pa3BHBAETCS TUIIOBOJIEMHS, 10 €€ KOppeKuuu (cM. paszaen 4.8.).

Jluabemuueckuii kemoayuoos

Co00manocs 0 peAKux cirydasx quabeTHUecKoro KeToanua03a, BKIIYas yrposKaronue )XU3HA 1
JeTalbHBIC  CIIy4ad Yy  TAIUEHTOB, IOJYYaBIIMX WHTHOUTOPHI  HATPUH-TIIFOKO3HOTO
koTpancroprepa 2 tuma (SGLT2), Bxmrouas pamarnudno3uH. B psange ciaydaeB kinHUYecKas
KapTHUHA COCTOSHUSI OblUla HETUNWYHOW, C yMepeHHbIM, Hike 14 Mmonb/n (250 wmr/mn),
MOBBIIIICHUEM KOHIICHTPAIIUHU TIIFOKO3BI B KPOBH.

Puck nmabeTmueckoro KeToanuao3a CleAyeT YYUTHIBATH TPH TOSBICHUHA HECHEU(UISCKUX
CUMITOMOB, TaKWX Kak TOIIHOTA, PBOTA, aHOPEKCHUs, OOJb B KUBOTE, Upe3MepHas Kaxk[a,
3aTpyJHEHHOE JIbIXaHUe, CIYTAaHHOCTh CO3HAHUS, TOBBILICHHAS] YTOMIIIEMOCTh WM COHJIHBOCTb.
[Tpu TOSIBIICHUM 3TUX CHMIITOMOB TIAIIMCHTOB CIIEAYeT HEMEJICHHO 00CIeI0BaTh HA HaJM4YHe
KETOoaIx103a, He3aBUCUMO OT KOHIICHTPAIIMH TJIFOKO3BI B KPOBH.

Y manmueHTOB ¢ TMOAO3PEHUEM WIM JTUArHO30M JAMa0eTHYEeCKOro KeToaluao3a JieueHue
nanariaugIo3MHOM ClieyeT HeMEAJIeHHO MPEKPATUTh.

Jledenue cnemxyeT MPUOCTAHOBHUTH y MAIIMEHTOB, TOCIIUTATM3UPOBAHHBIX B CBS3U C OOIIMPHBIMH
XUPYPrUYeCKUMH BMEIIATEIIbCTBAMU WM OCTPBIMH CEPhE3HBIMHU 3a00JIeBaHUSIMH. Y ITHX
MAIMEHTOB PEKOMEHAYETCS KOHTPOJIHMPOBATh COJEpKaHUE KETOHOBBIX Tell. W3mepeHue
KOHIIEHTPAllMd KETOHOBBIX TeJI B KPOBH MpEANOYTHTENbHee, uyeM B Moue. JleueHue
JanaraugI03HHOM MOYKHO BO30OHOBHTBH IPH HOPMATH3AIIUU KOHIICHTPAIIUU KETOHOBBIX TEN U
CTAaOMIIM3AaLMU COCTOSHHUS MMallMEHTAa.

[Tepen HazHaueHNeM aanariu@Io3ruHa CIeyeT YIUThIBATh JaHHbIC aHaMHe3a MMalueHTa, KOTOphIe
MOTYT TMpeApacnoiarath K KeToaumao3y.

K rpymme BO3MOXHOTO IMOBBIMIEHHOTO PUCKA Pa3BUTHS JUA0CTHICCKOTO KETOAIN103a OTHOCATCS

MAMEHTBl C HU3KUM pe3epBOM (pyHKIMH Oera-kiieTok (Hampumep, mauueHtsl ¢ CJI 2 tuma c
6
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HU3KUM ypoBHEeM C-menTuja WA JIATEHTHBIM aVTOI/IM]\R/HHB;II\%'%PI €

nraleT) WM MalMeHThl ¢ MaHKPeaTUTOM B aHaMHE3€); MAI[MeHTHI ¢ 3a00JEeBaHUSAMHU, KOTOpPbIC
NPUBOJAT K OTPAHUYCHUIO ITPHEMA MUIIH WITH TSHKEIOMY 00€3BOKUBAHHIO; TAIIMEHTHI, Y KOTOPBIX
CHU>KEHBI JI03bI IPEnapaToB HHCYJINHA; U MallMEHTHI C MOBBIIIEHHON NOTPEOHOCTHIO B IIpenaparax
MHCYJIMHA U3-3a OCTPOro 3a00JIeBaHUsI, XUPYPTUUECKOT0 BMEIIATENIbCTBA WU 3JI0YIIOTPeOIeHUs
ankorosieM. Crieyet co0Ir01aTh OCTOPOKHOCTD IPU MPUMEHEHUH HHTHOUTOpoB SGLT2 y Takux
HAIMEHTOB.

VY manueHToB ¢ IMa0eTHUYECKUM KEeTOAlUA030M, BO3HUKIIUM BO BpPEMS JICUEHUS UHTHOUTOPOM
SGLT2, He pekoMmeHmyeTcsi BO300OHOBIICHHME Tepanuu HHruoutopoM SGLT2, ecnum He ObLT
BBISIBJICH U YCTPAHEH JIPYTOi SIBHBIN MPOBOLUPYIOIMUH (aKTop.

B nccnenoBanusax gamarnugio3nHa y MadeHTOB ¢ caxapHbIM quadeToM | Tuma 4acTo oTMevancs
nuabernyeckuit keroanuao3. Jlanarnudiao3uH He ciienyeT MPUMEHSTh s JIeYeHUs] OOJIbHBIX C
caxapHbIM quaberom 1 Tuma.

Hexpomusupytowuii gpacyuum npomexcnocmu (canepena QypHove)

Co00manoch 0 MOCTPEruCTPAMOHHBIX CIIydasX HEKPOTH3HPYIOUIETO (aciHHUTa MPOMEKHOCTH
(Takke Ha3bpIBaeMOro ranrpeHoil dypHbe) y KEHIIMH U MYKYUH, IPUHUMAIOIINX WHTHOUTOPHI
SGLT2 (cm. pazgen 4.8.). D10 peakoe, HO CEPbE3HOE U MOTEHLUAIBHO YrpoXKarollee >KU3HU
ABJICHUE, KOTOpOE€ TpeOyeT HEOTJIONKHOIO0 XUPYPru4ecKoro BMELIATENIbCTBA W IPUMEHEHUs
AHTUOMOTHKOB.

[TanenTam pekoMeHyeTcsi OOpaTUThCS K Bpayy B TOM Cllydyae, €CIM Y HUX MOSBWINCH OO0Ib,
YyBCTBUTEIBHOCTh IPU MPUKOCHOBEHUH, S)PUTEMA UM OTEK B 00JIACTH T'€HUTAINH WK 00JacTu
IIPOMEXHOCTH B COYETAHMU C JIMXOpaaKod M Hexomoranuem. CreayeT MOMHUTh, YTO JHOO
yporeHuTtanbHas MH(eKknus, Jaubo abcuecc MPOMEKHOCTH MOTYT — HPEIIIeCTBOBAThH
HEKPOTH3UpYIOLEMY (acUUTY.

[Tpu monto3penun Ha ranrpeny @ypHbe npUMeHeHue Janarindia031Ha JOIKHO ObITh IPEKpaIeHO
Y HA4YaTo He3aMeJIUTENbHOE JieueHre (BKIIIOYast aHTHOMOTHUKH M XUPYPIHUECKYI0 00paboTKYy).
Hnghexyuu mouesvieoosiuux nymetl

OKCKpelysi TIIOKO3bI ¢ MOYOH MOXKET OBITh CBsi3aHa C TOBBIIIEHHBIM PHCKOM HH(EKIHUu
MOYEBBIBOAALIMX MyTel. [loaTomMy mpu nedeHuM mnuenoHeppUTa WIM YpOCENCUca CleayeT
paccMOTpPETh BO3MOKHOCTh IPUOCTAHOBKH TE€paNUU Janaringio3uHOM.

Iayuenmul noscunoeo eospacma (= 65 1em)

VY noXuielx nmanueHToB puck cHukeHuss OLIK MoxeT ObITh MOBBILIEH, U UM Yallle Ha3HAYaloT
JTUYPETHKU.

[Toxxumple ManueHThl yalle WMEIOT HapylleHHe (YHKIUHM MOYEeK W/WIM MOJIYy4aroT JIeYeHHE

AHTUTHIICPTCH3WUBHBIMH IIpCIIapaTaMi, KOTOPbIC MOI'YT BbI3bIBATb M3MCHCHUSA (1)YHKIII/II/I IIOYCK,
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TaKUMH KaK WHTHOUTOPHI aHTHOTEH3MHIIPEB amafom'é;l(l)'l:@l%&é}ﬁg'-r%i“ I'I'/IT %Sfrlo"llc'lﬁ\')pbl

peuentopoB anruorensuna (bPA) Il tuna 1. [Ins nanueHToB MOXKUIOT0 BO3pacTa MPUMEHUMBI T€
K€ PEKOMEHJAINH B OTHOIICHUH (DYHKIIUU TOYEK, YTO U JJIA APYTUX MAHUEHTOB (CM. pa3lieibl
42.,48.u5.1.).

XpoHuueckas cepoeyHas HeOOCMAamoyHOCMb

OnplIT  mpUMEHEHHWs — Janarauduio3uHa y — MAalMeHTOB C  XPOHUYECKOW  CepAeyHOMN
HeocTaToYHOCThIO IV dyHKIMOHaIBHOTO Kitacca no kinaccudukammuu NYHA orpanuues.
Hnpunempamuenas kapouomuonamus

[Ipumenenue nanarnudiao3vMHa Yy MAUUMEHTOB C HWHQWIBTPATUBHON KapAMOMHUONATHEH He
U3y4aJioCh.

Xponuueckas 6one3nb novex

OnbIT mpuMeHeHus Aanariu@Iio3uHa JUis JISYCHHs] XPOHUUECKOI 00JIe3HU MOYEeK y MalUueHTOB 0e3
C/I 2 Tuna u anbOyMUHYpHH OTCYTCTBYET. [[alieHThI ¢ abOyMUHYPHEH MOTYT MOJIYYUTh OO0JIbIIE
MOJIB3bI OT JICYCHHS Aanariii(I03uHOM.

Amnymayus HUMCHUX KOHeuHocmel

YBenuueHue ciydaeB aMIyTallid HUKHUX KOHEYHOCTEH (B MEPBYIO OYepelb, MallbLIEB CTOIBI)
HAOJI0/1AT0CH B IOJITOCPOYHBIX KIIMHUYECKUX UCCIEAOBAHUAX TPUMEHEHU HHTuOnTOpoB SGLT2
y manuenToB ¢ CJI 2 tuna. HeusBecTHo, siBiseTcst 1 310 ¢ dexkTom npenaparoB kiacca SGLT2.
[Matiuentam ¢ CJ 2 Tuma BakHO PEKOMEHIOBATH MOCTOSHHBIN MPOGUIAKTUYECKUH yXOJ 3a
CTOMaMH.

Oyenxa pe3y1bmamos aHaiu3a moyu

BceneactBue MexaHusma JEHCTBUSI Mpenapara pe3yibTaThl aHajiu3a MOYM Ha TJIIOKO3Y Y
MalMEeHTOB, TPUHUMAIOIINX Aanaraudio3uH, OyayT MOJI0KUTETbHBIMHU.

BcnoMorarenbHEIE BEIIECTBA

JlanHbIil Tpenapar coAepkKUT JakTo3y. lIpu HaciencTBEHHOW HENEPEeHOCMMOCTU TIajlaKTO3bI,
nepuuuTe JaKTa3bl WIK TIIOKO30-TaaKTO3HOW ManbaOCcopOIMK MPUMEHSTh 3TOT IpernapaT He

CIemyerT.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH NpenapaTamMM © JApyrue BHJbI
B3aNMO/1eCTBUA

dapmakoarHAMHYECKOE B3aUMOAEUCTBUE

Jluypemuxu

Janarnu¢no3nH MOXKeT yCWIMBATh JAMYPETHYECKUH dS(PQPEeKT THA3UAHBIX U «IIETIEBBIX»
JUYPETUKOB U TOBBIIIATh PUCK PA3BUTHUSI 00€3BOKMBAHMS M apTEPUATbHOM TMIIOTEH3UHU (CM.

paznen 4.4.).
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Hncynun u npenapamsei, nosvluiarowue cekpeyulo UHCYIuHa -

Ha ¢done nmpumeHeHHs] MHCYJIWHA M MPENapaToB, MOBBIMAIONUX CEKPEIUI0 WHCYIHHA, MOXKET
BO3HUKATh THIIOTJIMKEMUA. HOC—)TOMy C ICJIbKO CHUXKCHUA PUCKA T'HIIOTTIMKEMUHU ITPU COBMCCTHOM
NPUMEHEHUU Janariu@rao3rHa ¢ MpenaparoM HWHCYJIWHA WIM TMPEnaparoM, MOBBIIIAIOIINM
CEKpElMI0 HMHCYJIMHA, MOXET NOTpPeOOBaThCS CHIDKEHUE J03bl Ipernapara WHCYJIWHA WU
npernapara, MOBBIIIAIOIIETO CEKPELNI0 HHCYIMHA (CM. pa3aensl 4.2. u 4.8.).

DdapMaKOKMHETUYECKOE B3aUMOJAEHCTBUE

Metabonu3m panarnu@ao3uHa, B OCHOBHOM, OCYHIECTBIISETCS IMOCPEICTBOM TIIIOKYPOHUIHON
koubroranuu noxa nercresueM UGT1A9.

B xonme wuccnemoBanuii In Vitro panarim¢uio3sMH HE WHHOMPOBan W30(EPMEHTHI CHCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u ne unaynuponan uzopepmentsl CYPIA2, CYP2B6 unu CYP3A4. B cBs3u ¢ aTum
HE OXHUJAeTCs BIUSHUS Janariudio3uHa Ha MeTabONIMYeCKUW KIUPEHC COIMYTCTBYIOIIUX
npenapaToB, KOTOPbIe METaOOIM3UPYIOTCS MO ACUCTBUEM ITHX M30()ePMEHTOB.

Bimmsaue APYTrUuX JCKAPCTBCHHBIX ITPCIIapaToOB HA I[aHaFJII/Id)JIO3I/IH

HccnenoBanust B3aUMOJEHCTBUN € y4yaCTHEM 3JI0pPOBBIX JOOpPOBOJIBIEB, B OCHOBHOM,
NPUHUMABIINX OJHOKPATHYIO 03y IIperapaTa, IOoKa3aih, 4TO MET(OpPMHUH, MUOTIUTA30H,
CUTArJUNTHH, IJIMMENUPU, BOIIMO03a, THAPOXJIOPOTHA3W], OyMeTaHu], BajcapTaH WU
CUMBACTaTHH HE OKa3bIBAIOT BIMSHUS HAa (papMaKOKWHETHKY Janariaugiao3nHa.

[Tocne coBMecTHOTO MpuUMeHEeHHs Aamarmudio3nHa U pudaMOUIHA, UHIYKTOpa Pa3IUYHBIX
aKTUBHBIX TPAHCHOPTEPOB U (PEPMEHTOB, METAOOIU3UPYIOIIUX JIEKAPCTBEHHbIE MpPENaparhl,
OTMEUCHO CHIKeHHe cucTeMHou 3kcno3unuu (AUC) nanarnmudnosuna Ha 22%, Mpu OTCYTCTBUH
KJIMHUYECKH 3HAYMMOIO BJMSHHUS Ha CYTOYHOE BBIBEJCHHE TIJIOKO3bl Tmoukamu. He
PEKOMEHIYETCsSl KOPPEKTHpPOBaTh 103y npenapara. KIMHUYECKM 3HAUYMMOrO BIIMSHUSA IIpU
OPUMEHEHUH C JIpYTMMH HUHAYKTOpaMu (Hampumep, KapOama3zenmuHoM, (EHUTOMHOM,
(benoOapOUTaIoM) HE 0KHIaeTCsl.

[Tocne coBmecTHOrO TpUMEHEHHUs nanariudiao3uHa U MepeHaMOBOW KHUCIOTHI (MHTHOUTOpA
UGTI1A9) ormeueHo yBenuueHue Ha 55% CHCTEMHOU JKCHO3UIMH Aanarivudio3uHa, HO 0e3
KIMHUYECKM 3HAYMMOIO BJIMSHUS Ha CYTOYHOE BBIBEJEHME TUIIOKO3bl Moukamu. He
PEKOMEHIyeTCsl KOPPEKTUPOBATh /103y Mpernapara.

Bausane ﬂanarm/ld)noana Ha ApYTruc JCKApCTBECHHBIC MPEIapaThl

OnHOBpeMEHHOE NpUMEHEHHE Aanariugio3nHa M TNpenapaToB JHUTHUS MOXET NPUBECTH K
CHIDKEHUIO KOHILICHTPALUU JIUTHUS B CBIBOPOTKE KPOBM M3-3a BO3MOXKHOI'O YCUJICHUS BBIBEICHUS
JUTHS ¢ MO4Oi. MokeT moTpeboBaThCsl KOPPEKLIUS 03Bl Ipenapara JUTHSL.

B wuccrnemoBaHusX B3aUMOACHCTBUU € yYacTHEM 37I0POBBIX JOOPOBOJBIEB, B OCHOBHOM,
9
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OJIHOKPATHO MPUHUMABIIHNX /103y Ipernapara, ,ZIaHaFJII/I(ﬁ,Elé'_?;II:/;H-l EQQS%EE;BE I]—DII\HJK_(Bl{lI/III{IE,’ITII/IKV

MeT(hOpPMHUHA, TTHOTJIUTA30HA, CUTATJIUIITHHA, TIMMEIHPUIA, THAPOXIOPOTHA3H A, OYMETaHH]IA,
BajicapTaHa, AUrokcuHa (cyocrpar P-gp) umm Bapdapuna (S-sapdapun, cydcTpar nzopepmenra
CYP2C9), unu Ha aHTUKOATYJISAIHMOHHBIH 3(¢eKT, OIeHUBaeMbIi Mo MeXayHapoIHOMY
HopManin3oBaHHOMY oTHomieHuto (MHO). IIpumenenne oIMHOKpaTHON 03Bl Jamariaudao3uHa
20 mr u cumBactatuHa (cyocrpara mzopepmenta CYP3A4) npuBoauino k moBsimenuto Ha 19%
AUC cumBacratuga 1 Ha 31% AUC cuMBacTaTHHOBOII KHUCIOTHI. IIOBBIIIEHHE DKCIIO3UIIUU
CUMBACTaTHHA U CUMBACTaTHHOBOM KUCJIOTHI HE CUUTACTCS KIMHUYECKHA 3HAYUMBIM.

Bnusigue Ha onpenenenue 1.5-aHTHMapOrIIONUTOIA

OueHKa TJIMKEMUYECKOTO KOHTPOJS C IMOMOIIbIO OmpeaesieHus 1,5-aHruapoTronuTOoNIa He
PEKOMEHIyeTCsl, TOCKOIBKY U3MEPEHHE 1|,5-aHTUAPOTITIONMTOIA ABIAECTCS HEHAIC)KHBIM METOZIOM
JUISL TIAIMEHTOB, MPUHUMAONMX HHrHOUTOpbl SGLT2. [ OLIEHKH TIMKEMUYECKOTO KOHTPOJIS
clenyeT UCIOJIb30BaTh AlbTEPHATUBHBIE METOIBI.

Jlpyrue B3auMoOaeCTBUSL

BnusiHue xypeHus, 1ueThl, IpueMa pacTUTENbHBIX MPENapaToB U yNOTPeOJIEHUs ajaKoroJis Ha

mapaMeTphbIl (bapMaKOKI/IHeTI/IKI/I ,I[aHarJII/I(bHOSI/IHa HC U3Y4aJIOCh.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTDH U JAKTALUSA

bepemeHHOCTD

B cBs3u ¢ TeM, uTO mpuMeHeHHe Aanarin@ao3uHa B epruo] 0epeMeHHOCTH He H3y4YeHO, penapar
MIPOTUBOINOKA3aH B MEepHOJ OepeMeHHOCTH. B ciiydae AuarHocTHpoBaHus OEpeMEHHOCTH Tepanus
Janarin(Io3uHOM JIOJDKHA OBITh MPEKpaleHa.

JlakTanus

HeusBectHo, mpoHHUKaeT M Manariu(Io3UH W/WIM €r0 HeaKTHUBHbIE METa0OJIUTHl B TPYIAHOE
MOJIOKO. Hemnb3st HCKIIOUNUTHL PHUCK Ui  HOBOPOXKIEHHBIX/MiajaeHleB. Jlamarnmudno3un

IIPOTUBOIIOKA3aH B IIEPUOJI IPYJHOTO BCKAPMIIMBAHMS.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpPeACTBAMH M padoTarh ¢
MeXaHUu3MaMH
HccnenoBanuii mo HM3y4yeHUIO BIMSHUA Janarin@io3uHa Ha CHOCOOHOCTh K YIPaBJICHHIO

TPAHCIIOPTHBIMU CPCACTBAMH U MEXaHU3MaMU HE MPOBOJAUIIOCE.

4.8. HexkesnaTre/ibHbIE peakKINU
Pesrome mpoduist 0e300acHOCTH

C/[ 2 muna
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JanariaugII0O3uHOM.

[lepBuuHas omeHka 0€30MACHOCTH W TIEPEHOCHMMOCTH ObLIa TPOBEACHA B MPEIBAPUTEILHO
3aJaHHOM OO0BEAMHEHHOM aHanmm3e 13  KpaTkocpouHbIX (mo 24 Henmenp) I1uianebo-
KOHTPOJIMPYEMBIX UCCIIeIOBaHMM ¢ yyactueM 2360 manueHToB, MOJy4yaBIIuX Aanariugio3uH B
no3e 10 mr, u 2295 nanueHToB, MOJIy4aBIIuX miamneoo.

B wuccrnenoBanmm CepaeYHO-COCYAUCTBIX HCX0M0B namariauduiosmna mnpu CJI 2 Tuma
(uccnemoanne DECLARE, cm. paznen 5.1.) 8574 nanuenTta nojiydainy ganariu(io3uH B 103e
10 mr, 1 8569 manueHToB MoJydaau IUianedo Mpu CPeaHEH MPOJODKUTEILHOCTH Tepanuu 48
MmecsueB. B nienom, cpeanss sxcno3unus aanariaudiosuna cocrasmia 30623 nanueHTo-roza.
Haunbonee wyacTeiMM  HEXENATEIbHBIMH  PEAKIUSMU, OTMEUCHHBIMH B  KIMHHUYECKUX
WCCJICIOBAHMSIX, ObUTH T€HUTANbHBIC WH(EKIINH.

XpoHnuueckas cepOeynas HeOOCMamoyHOCMb

B wuccnenoBaHuu CepAcUHO-COCYIUCTBIX KCXOJOB TIPH MPUMEHEHHM Jamariu@iio3uHa y
MAIUEHTOB ¢ XPOHUYECKOW CEepJACYHOM HEIOCTATOYHOCTHIO CO CHIDKEHHOM (pakIueil BeIOpoca
(uccnenoBanue DAPA-HF) 2368 mauuentoB nmonmydyanu nanarnudiao3ud B go3e 10 mr, u 2368
MAIMEHTOB MOJIydaiu Ianebo mpu cpenHed NpoAoKUTENbHOCTH Tepamuu 18 mecsueB. B
UCCIICyeMYIO MOMYJISAIUi0 Bonuty nanuedTsl ¢ C/I 2 tuma u manueHTsl 0e3 quadera, a Takxke
narments ¢ pCK® > 30 mn/mun/1,73 M. B HccenoBaHHH CepaAeUHO-COCYIUCTHIX HCXO0B TIPH
NPUMEHEHUU Janariudio3uHa y MalMeHTOB C XPOHHUYECKON CepAeYHOM HEeIOCTATOYHOCTHIO C
dpakuueit BiOpoca seBoro xenynouka (PBJDK) > 40% (DELIVER) 3126 nanueHToB nosyyanu
nanarmuduiosuds B goze 10 mr, u 3127 mnamueHTOB mMojydYanw IUianebo Mpu  CpenHen
MPOJIOJDKUTENIEHOCTH Tepanuu 27 MecsieB. B momynsiuio narueHToB BXoauiau nmaueHTsl ¢ CJ]
2 tumna u 6e3 quabera, a Taxke naueHTs ¢ pCK® > 25 mn/mun/1,73 M.

O6muii mpodune Ge3omacHOCTH Hanarau(iIO3MHA Yy TAIMEHTOB C XPOHUYECKOW cepledHOn
HEJI0OCTAaTOYHOCTHIO COOTBETCTBOBAJI U3BECTHOMY MPOduiIt0 0€30MacHOCTH Aanariudio3uxa.
XpoHuueckas 6one3Hb nouex

B uccnenoanuu mo ornenke 3pPpexTuBHOCTH Aanarin(io3nHa B OTHOIIEHUH TTOYEYHBIX UCXO/I0B
y TalMeHTOB ¢ XpoHudeckoi OonesHpto mouek (DAPA-CKD) 2149 nanueHTOB MHOMyYaau
nanarnuguosuH B goze 10 mr, m 2149 mnaunueHToB mosydanu 1ianedo Mpu  cpenHen
MIPOJIOJDKUTEIIHHOCTH Tepanuu 27 MecsneB. B uccieayeMyro monysIsiuio BXOIUIN TAIlUEHTHI ¢
CJ1 2 tuma, 6e3 CJ1 2 tuma, ¢ pCK® > 25 u < 75 m/mun/1,73 M? 1 ans6ymuHypHeii (COOTHONIEHHE
anpOymun/kpeatuuH (A/Kp) moun > 200 u < 5000 mr/r). Jleuenune npogomxkanu, ecnmu pCKD

CHIDKaTach MeHee 25 mi/mun/1,73 M2,
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COOTBETCTBOBAJI U3BECTHOMY IIPODUITI0 OE30MACHOCTH Janarinugio3uHa.

PesioMe HexxenaTeabHbIX PEAKIIUN

HesxenarennHbie p€akunyd, OTMCUYCHHBLIC B HHaHe60-KOHTpOJ'II/IpyeMBIX I/ICCJ'ICI[OBaHI/IHX]'

nanarnudo3nHa U MPH MOCTPETHCTPAIIMOHHOM HAOIIO/ICHUH, MPUBEACHBI Jlaee O TEKCTY.
HexenarenbHble peakiuy He ObUTH 10303aBUCUMBIMU. HexenaTenbHbIe PeakIuu pacipeIecHbl
10 CUCTEMHO-OPTaHHBIM KJIaccaM ¢ yKa3aHHEM 4acTOThI MX BOSHUKHOBEHHS: OYeHb YacTo (>1/10),
gacto (>1/100, o <1/10), Heuacto (>1/1000, vHo <1/100), peaxo (>1/10000, Ho <1/1000), oueHn
penko (<1/10000), wacroTa HeuW3BecTHa (HA OCHOBAaHUHM WMCIOIIUXCS JAHHBIX OIICHHUTH
HEBO3MOKHO).

Hngpexyuu u uneazuu:

2,

* *
Yacto — BYJIbBOBAI'MHUT, 0aJIaHUT U CBSI3aHHBIE C HUMH T'€HUTAIbHEIE I/IH(I)CKI_II/II/I ' 3, I/IH(beKI_[I/IH

o*
MOYCBBIBOAANIUX ITYTCH ' 2, 4.

*%k *x
Heuvacto ~ — rpubkoBble HH(PEKIMOHHBIE 3a00JICBAaHUS .

OueHb PeKo — HeKPOTU3UPYIOHii (PaCIMUT IpoMekHOCTH (ranrpena dypube)? °.
Hapywenua memabonuzma u numanu’
OdeHp dYacTo — rUNONIMKeMHS (IPH TIPUMEHEHWHM B KOMOHWHAIMM C TIPOU3BOIHBIM

Cynb(hOHUIMOYEBHHEI UM HHCYIHHOM)?.

Hewacto™" — cHMKEHHE OLIKZ’ S skaxma .

Penxo — muabernueckuii keToanuao3 (mpu npumenernu npu CJ1 2 tuma)? & 1,
Hapywenus co cmoponsl HepeHOIl CUCEMBL.

YacTo" — rooBOKpYKEHHE.

Kenyoouno-kuueunvie napyuienus:

Heuacto ™~ — 3amop”, CyXoCTb BO PTy .

Hapywienus co cmoponsl Koxcu U HOOKOHCHBIX MKAHE .

Yacto” — cpimb .

OdeHb peIKO — AHTUOHEBPOTHUECKUN OTEK.

Hapywenusa co cmoponsl MbluieuHoll, CKeJ1emHOol U COCOUHUMETbHOU MKAHU:
Yacto” — 6OJIb B CIIMHE .

Hapywienus co cmopoHnst nouek u Mouesvleo0Auux nymei:

YacTo" — mu3ypus, omuypus .
Hewacto™ — HUKTYpHS .

OUYEHb PEIKO — TYOyTOMHTEPCTUIINAIbHBIN HeQPUT.

Hapywenus co cmoponst penpo0yKmugeHoii cucmemol U MOJIOYHBIX Hcelle3:
12
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Jlabopamopubsie u unHcmpymenmanvHole OaHHbLE:

YacTo* — mOBBIIICHHE 3HAYCHUS FeMaTOKpI/ITa7, CHHIXCHHUC MOUCYHOI'0 KIIMPCHCA KPpCATHUHUHA Ha

Ha4daJIbHOM JTalIc TepaHI/II/IZ, ,Z[I/ICJ'II/IHI/I,I[GMI/Iﬂs;

*% *%
HeyacTto — moBeIIeHHE KOHLOCHTpPAIMKU KpCaTHHHHA B KPOBU HAa HAYAJIbHOM J3TaIl€ TCpariiy °

2

*% *x
IMOBBIIICHHUEC KOHICHTpPAINH MOYCBUHLBI B KPOBU , YMCHBIUICHUC MACCEHI TCJIa .

! MIpencrapnensl naHHBIE O IPUMEHEHHHU TIpemapata 10 24 Henenb (KpaTKOCpPOYHAs TEpartus)

HE3aBHCHUMO OT ITpUEMA JOIMOJIHUTCIBHOI'O THIIOITIMKEMHUYCCKOI'O IIperiapara.

2 CM. COOTBETCTBYIOIIMIT MOpa3 e HIKE IS MOTy4eHH s JOHOTHUTENBHON HH(pOPMAIIH.

3 By.HI)BOBaFI/IHI/IT, OaJIaHUT U CBsI3aHHBIE C HUMHU T€HUTAJILHBIE I/IH(l)eKIII/II/I BKJIFOYArOT, HAITPUMCED,

CJICAyromue 3apaHee OHNPCACICHHBIC MPCANNOUYTUTCIBHBIC TCPMUHDI:

BYJIbBOBAIrMHAJIbHYIO

rpuOKOBYI0 MH(EKIUIO, BAarMHAIbHYI0 MH(EKINI0, OalaHUT, TPUOKOBYI0 MH(EKIHIO MOJIOBBIX

OpraHoB, BYJII)BOBaFI/IHaJII)HI)If/'I KaHaAnu 103, BYyJIbBOBAaruHuT, KB,HI{I/II{O?;HI)II\/JI 6aJ'IaHI/IT, TeHUTATLHBIN

KaHIua03, I/IH(l)eKIII/IIO IIOJIOBBIX OPraHoB, I/IH(l)CKIII/IIO ITOJIOBBIX OpPraHOB y MYJXYMH, I/IHq)eKIII/IIO

IMOJIOBOTI'O YJICHA, BYJIbBUT, 6aKTepHaJ'IBHBIﬁ BaruHurT,

a6cuecc BYJIbBBI.

4 I/IH(bCKI_II/IH MOYCBBIBOAAIINX HYTeﬁ BKJIFOYACT CJICAYHOIIUC NPCAIIOYTHTCIBHBIC TCPMHUHBI,

MEPCUUCIICHHBIC B IOPAAKE y6I)IBaHI/IH qaCTOTHI: I/IH(l)eKIII/Iﬂ MOYCBBIBOIAIINX HYTCﬁ, HUCTHUT,

UH(EKIUs MOYEBBIBOIAIIMX IyTeil, BbI3BaHHas Oaktepusimu poxaa Escherichia, wndexnms

MOYCIIOJIOBOT'O TpaKTa, HI/IeJ'IOHe(I)pI/IT, TPUTOHHUT, YPCTPUT, I/IH(I)GKLII/ISI IMOYCK U IMMPOCTATHUT.

5

Cumwxenne OLIK  Bkirouaer, Hampumep,

CJICAYIOIIHNC

3apaHee

OIIPECACIICHHBIC

MpEaAIIOYTUTCIIbHBIC TCPMHUHBI: 0663BO)KI/IBaHI/I€, THIIOBOJIEMUS, apTCpUaIbHAA THIIOTCH3U .

6 HOJ'II/IypI/Ifl BKJIIOYACT MPEANOYTUTCIIBHBIC TCPMUHBI! IMOJUIAKUYPUA, MMOJINYPUS U YCHUIICHUC

Jypesa.

! Cpennue uM3MeHEHUsl 3Ha4eHHUs] TeMaTOKpHUTa OT MCXOAHBIX 3HaueHuu coctaBunu 2,30 % B

rpynme ganarnuduosuHa 10 mr mo cpaBHenuro ¢ — 0,33 % B rpynmne rtutane6o. 3HaueHUS

rematokputa > 55 % ormeuensl y 1,3 % nanueHToB, nosnydaBmux jAanaringiaosud 10 mr, no

cpaBHeHuIO ¢ 0,4 % MaMeHToB, MOTYYaBIIUX UTae0o0.

8 CpCI[HCC HU3MCHCHHUC CIICAYIOINX MoKa3aTesieil B MIpOHCHTAaxX OT UCXOAHBIX 3HAUCHUH B rpymme

nanarmmduosnHa 10 Mr u rpynmne miane6o, COOTBETCTBEHHO, COCTABWIIO: OOIIUN XOJIECTEPUH

2,5 % no cpaBaenmio ¢ 0,0 %; XonecTepuH JUNONPOTENHOB BeIcOKOH muoTHOoCcTH (JITIBIT) 6,0 %

10 CpaBHEHHIO ¢ 2,7 %; XOJIECTepHH JMIIONPOTEeNHOB HU3KOM muoTHoctu (JIITHIT) 2,9 % mo

cpaBHenuio ¢ — 1,0 %; tpurmuuepuast — 2,7 % no cpaBaenuto ¢ — 0,7 %.

% Cwm. pasnen 4.4.
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CJICAYIOIINE TPEANOYTUTEIbHBIC TEPMUHBI, MEPEUUCICHHBIE B TOPSIKE YaCTOTHl Pa3BUTHS B
KJIMHUYECKHX HCCIIEIOBAaHMSX: ChIllb, T€HEPAIN30BAaHHAS ChINb, 3YAALIAs ChINb, MaKyJe3Has
ChlIIIb, MaKyJIONAIYyJI€3Hasl Chlllb, IyCTYJIE3HAs ChIllb, BE3UKYJIE€3HAS ChIllb, SPUTEMATO3HAs ChIIIb.
B miane60o-KOHTpOIMpYEeMBIX KIMHMYECKHX HCCIEAOBAaHMSIX M HCCIENOBAHUSAX C AKTUBHBIM
KOHTpoJIeM (rpymia, nojiy4asiias ganariudio3ud: n = 5936, kouTpoibHas rpynma: n =3403)
Y4acTOTa PAa3BUTUA CHINK ObUIA CXOXKEW y ManueHTOB, moiy4aBmux ganarnudiaosus (1,4 %), u
MAIMEHTOB B KOHTpOsIbHOU Tpymie (1,4 %).

11 Otmedeno B HcCIeNOBAaHMH CEpPAEYHO-COCYAUCTBIX HCXOA0B y manuentoB ¢ CJI 2 Ttuma
(DECLARE). YacroTra ocHOBaHa Ha r0I0BOM ITOKa3aTelie.

* OrMeueHs! y > 2% MalUeHTOB ¥ Ha > 1% yaiie, ¥ y GONBIIEro KOIMYECTBA MAIMEHTOB (KaK
MHUHHMMYM, Ha 3) B rpymnie aanariauduiozuta 10 Mr no cpaBHEHHIO ¢ IpyInoi mianeoo.

" OneHeHb! MCcTIe0BaTENEM KaK BO3MOKHO CBA3aHHbIE, BEPOSTHO CBA3aHHBIE MIIM CBA3AHHBIE C
uccieyeMoi tepamueid u ormedeHsl y > 0,2% manuentoB u Ha > 0,1% wamnie u y Oombiiero
KOJIMYECTBA NAI[UEHTOB (KaKk MUHUMYM, Ha 3) B rpynme ganariuguio3uda 10 Mr no cpaBHEHUIO ¢

rpynnoi miamedo.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKIII/If/'I

Bynveosacunum, bananum u céa3annble ¢ HUMU 2eHUMAalbHble UHGeKyuu

B oObenuHeHHBIX AaHHBIX MO Oe3zomacHocTH 13 wMccnenoBaHUI BYIbBOBAarMHUT, OaJaHUT U
CBSI3aHHBIE C HMMHU TeHHUTaJbHble HHpEeKIuu oTMmeueHsl y 5,5 % u 0,6 % mnauueHTos,
NpUHUMABIIKX JAanarauduio3ud 10 mr u miane6o, COOTBETCTBEHHO. BOJNBIIMHCTBO MH(pEKIUH
OblIM c1a00 WM YMEPEHHO BBIPAKEHHBIMM; HAYaJbHBIM KypC CTaHIApPTHOW Tepamuu ObLI
3(ppEeKTHUBEH, B CBSI3M C Ye€M MAIMEHThl PEAKO IMpeKpallagd MNpueM aanariaudiosuHa. OTu
UHQEKIMY Yallle pa3BUBAIKNCh Yy skeHIuH (8,4 % u 1,2 % npu npumeHeHuu aanaraudio3uHa u
m1anebo, COOTBETCTBEHHO), a Y MAllMEHTOB C TAKUMHU HHQEKIUSMU B aHAMHE3€ OHHU Yalle
peLUANBUPOBAIIH.

B wuccnegoBanun DECLARE konnMuecTBO MAallMEHTOB C CEPbE3HBIMU HEXKEIATEIbHBIMU
SBJICHUSAMHU B BHJI€ TEHUTAJIbHBIX MH(EKIMHA ObUIO HEOONBIIMM M cOaJaHCUPOBAHHBIM: IO 2
MalyeHTa B TPYyIe qanaringio3nHa U rpyIie mianedo.

B uccnenoanuu DAPA-HF He O6bU10 MalueHTOB ¢ cepbe3HBIMU HEXKENaTeIbHBIMU SBJICHUSMU B
BUJC TCHUTAIbHBIX HMH(EKIMHA B Tpymmne aanariaudio3nHa, B Tpymme Iuianedo cepbe3Hoe
HE)KEeJIaTeNIbHOE SIBJICHUE 3aperucTpupoBaHo y 1 mamuenrta. B rpynme manmarmuduosuna y 7
(0,3 %) nanueHTOB OBUTM OTMEYEHBI HEXeJaTe/IbHbIC SBJICHMUS, IPUBOIUBIINE K MPEKPAIICHHIO

JICYCHUS BBUAY I'CHUTAJIBHBIX I/IH(i)GKHI/IfI, W HU Y OJHOI'O MallMCHTA B I'PYIIIC rmaue6o.
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Cepbe3HOE HEXKENATEIbHOE SBJICHNUE B BUJIE TeHUTAIBHBIX HH(pekuuii. B rpymnmne nanarnmuduo3nna
y 3 (0,1%) manueHTOB OTMEUEHBI HEXKENATEIbHbIC SBJICHUS, IIPUBOJMBIIME K IMPEKPAILEHUIO
JIeYeHUsl BBUAY F€HUTAIbHBIX UH(EKIHil, a B rpyIe mianedo maueHToB ¢ TAKUMU SIBJICHUSMU
He ObLIO.

B uccnenoannn DAPA-CKD Obuto 3 (0,1 %) mamueHTa € CEpPhEe3HBIMH HEXKEIaTCIbHBIMU
SIBJICHUSIMHU B BUJI€ TEHUTAJIBHBIX WH(OEKIUI B IpyIIe Aanaraugio3nHa U HE OJHOTO MAIeHTa C
TaKUMHU SBJICHUSAMH B Tpymme miamne6o. B rpymnme mamarnmudiosuna y 3 (0,1 %) naruenTtos
OTMEUEHBbl HEXKeNlaTeNbHbIE SBJICHMS, TPUBOJAUBIIME K MPEKPAIICHUIO JIEUYEHUS U3-3a
TeHUTANBbHBIX MH(EKUUH, a B Tpynme mianedo MalieHTOB ¢ TaKUMHU SBJIEHUSMH He Obuio. O
Pa3BUTHH CEPHE3HBIX HEXKENATENbHBIX SBJICHWH B BUAC TCHUTAIBHBIX WH(EKIUHA U
HE)KeNaTeNIbHbIX SBIICHUN B BUAEC T€HUTAIBHBIX WH(PEKUUN, MPUBOAMBIIUX K MPEKPAIICHHUIO
nedeHus, y nanueHToB 6e3 C/] 2 Tuna He coo01anocs.

Hexpomusupytowui gpacyuum npomexcnocmu (canepena QypHove)

Co001manoch 0 MOCTPETHCTPAMOHHBIX CIy4asx pa3BUTUsI TaHTpeHbl DypHBE Yy MAlKMEHTOB,
npuHuMarImux uHruoutropsl SGLT2, rirovas nanarnudiao3ud (cM. pasaen 4.4.).

B uccnenosannu DECLARE y 17160 nauuentoB ¢ CJl 2 Tumna 1 MequaHoi MpoJoKUTETbHOCTH
Tepanuu 48 MecsIeB BCero ObUIO 3aperUCTPUPOBAHO 6 ciryyaeB raHTpeHbl OypHbE: OAMH B TPYIIIIE
B IpyIIie, nojyyaBiieil nanarnudiao3ut, U 5 B rpynme mianeoo.

T'unocnuxemus

YactoTa pa3BUTUS TUIIOMIMKEMHUH 3aBHCENa OT TUNa 0a30BOH TepamuM, HCIOJIb3yeMOH B
KIMHAYECKHX HccieoBanusxX y nmauerTtoB CJl 2 tuna.

B wuccnenoBanusx namarim@uio3Ha B KauyeCTBE MOHOTEpANHH, B KayecTBE I00aBIICHUS K
MeT(GOPMHUHY U B KaueCTBE 100aBICHUS K CUTATIMIITUHY (C METPOPMHUHOM WK 0e3 MeT(hOpMHUHA)
IPOJIOJDKUTENBHOCTBIO 70 102 Hexenb yacToTa ciydaeB JIETKOW THIOTJIMKEMHUH Oblia CXOXKel
(< 5%) B rpynmax nedeHus, BKIodas rianeb6o. Bo Bcex wuccrmeqoBaHUSX CIydaW TSHKENTOM
THITOTIIMKEMHUH OBLTH OTMEUEHBI HEYaCTO, U UX YacTOTa ObLIa COMOCTaBHMa MEXIY TpyIIIaMu
nanaraniao3uHa 1 mianeoo.

B uccnenoBanusx nanarnu@uo3nHa B KauecTBe 100ABJICHUS K Mpenapary Cyiab(OHUIMOUEBHUHBI
WM [IpernapaTy HHCYJIUHA OTMeUeHa OoJjiee BhICOKAs YacTOTa TMIOMIMKeMHH (CM. pasaen 4.5.).

B wuccnemoBanum noGamieHus nanarmmduio3MHa K TAUMEnupuay Ha 24 u 48 Hexdene
HE3HAUUTENIbHBIE 3IU30/1bl THUIOTIMKEMUH PErMCTPUPOBAIMCH Yallle B TpyIe Janarindio3nHa
10 mr u rmumenupuza (6,0% u 7,9%, COOTBETCTBEHHO), YeM B TPYIIE Ianedo U rIuMenupuia

(2,1% 1 2,1% COOTBETCTBEHHO).
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B uccnenoBanun nobasieHus nanaringio3nHaK npena;ﬁraM—Lﬁtgwl%r

TUMOTINKeMuH Obutn  3apeructpupoBanbl  y  0,5% wu  1,0% nDanmMeHToB, MOIYy4aBIIUX
namarnugiosud 10 Mr u npenapatsl HHCyIuHA Ha 24 U 104 Henensax, cooTBeTCTBeHHO, Uy 0,5%
MalMEeHTOB, MOJIYYaBIIMX IJIane00 W mpenaparsl HHCyauHa Ha 24 u 104 nenensx. Ha 24 u 104
HEJIeNsIX He3HAYUTENbHbIE S1TU30/1bl THITOTIIMKEMUH OBLIIN 3apPErMCTPUPOBAHBI, COOTBETCTBEHHO, Y
40,3% u 53,1% mnanueHToB, nmoxydaBmux Aanarauduosud 10 Mr u mpenapaThl HHCYJIHHA, U Y
34,0% u 41,6% narueHToB, NOJYYaBIINX U100 U MpenapaThl HHCYJINHA.

B uccnenoBanum  poGaBieHus  ganariuguio3nHa K MeTGOpMHUHY M Ipemnapary
CyIb(OHUIMOUYEBUHBI 10 24 Helenb He ObLIO 3aperMCTPUPOBAHO HHU OJIHOTO 3MM30/a TXKEIOH
TUTOTJIMKEMHH. DTH30/1bI JISTKOW TUITOTIIMKEMUU OBUTH 3aperucTpupoBanbl y 12,8% manueHTos,
nojgy4yaBmux pganarauguiosud 10 Mr B coueTaHMH C METQOPMHHOM U IpernaparaMmu
CyIb(OHUIMOUYEBUHBL, U Y 3,7% MalueHToB, NOIyYaBIIUX IJ1alie00 B COYETAHUU ¢ METPOPMHUHOM
U IPOU3BOHBIMH CYJIb(OHUIMOYEBHUHBI.

B wuccnenoBanun DECLARE He o0TMeu€HO TMOBBIIIEHHOTO pHUCKA Ppa3BUTHUS TSHKEIOU
TUIOTIIMKEMHUH TIPU TEPaNuu Janarii(Io3uHOM Mo CpaBHEHHIO ¢ ruane6o. Ciydan TsHKeIou
TUIOTIMKEMHH 3apeructpupoBansl y 58 (0,7%) nanueHToB, HOoMy4YaBIIMX Aanariudao3nt, Uy 83
(1,0%) marueHTOB, MOMy4YaBIIMX I1a11e00.

B uccnenoBanun DAPA-HF cnywaun Tspkenol runorivkemMuu 3apeructpuponanbl y 4 (0,2%)
MAaIMEeHTOB KaK B IrpyIIe ganaraudio3rHa, Tak v B rpynie mianeto. B uccnenqoanuun DELIVER
Cllydyau TsDKEJIOM THIOIIMKeMHUH 3apeructpupoBanbl y 6 (0,2%) mnanueHToB B rpymme
nanarnugiosusa u'y 7 (0,2%) nanuentoB B rpynne riane6o. Ciaydan TsKenoi rMInoriukeMun
HaOIIOJAIMCh TOJIBKO y manueHToB ¢ CJI 2 Tuna.

B uccnenosannu DAPA-CKD cnyuyau Tskenoi runorimkeMun 3apeructpupoBansl y 14 (0,7%)
nalnyveHToB B rpymmne ganarnudunosuHa u y 28 (1,3%) mamueHtoB B rpynme mianebo u
HaOr01aIKCh TONBKO y nanuenToB ¢ C/1 2 tuma.

Cruorcenue OLIK

B oObeamHeHHBIX NaHHBIX MO Oe30macHOCTH 13 wWccrnegoBaHUN HEXKeIaTeNbHbIC PEaKIIHH,
ykaszpiBatone Ha cHmkenrne OLIK (Bkiodas coobiienus 00 00e3B0KUBAaHUH, TUTIOBOJIEMUH HUITH
apTepuallbHON runoreHsuu), ormeuenel y 1,1 % wu 0,7 % mnaunueHToB, NpUHUMAaBIIUX
nanarauguosun 10 Mr u mianebo COOTBETCTBEHHO; CEpPhE3HbIE HEKeIaTeNbHbIE peakluu
orMeueHsbl y < 0,2 % manueHToB, 1 OHU ObLIM COMOCTaBUMBI B rpymmnax ganariaudiao3uda 10 mr u
rianebo (cM. paznen 4.4.).

B wuccnenoBanun DECLARE konMuecTBO MalMEHTOB C SIBICHUSAMHM, YKa3bIBAIOIIMMU Ha
camkenne OLIK, 6bu10 cOanancupoBaHo Mexy rpymnmnamu jedenus: 213 (2,5 %) u 207 (2,4 %) B

rpynnax ganariuguio3rHa U miane6o, cooTBETCTBEHHO. Cepbe3Hble HeXeNlaTellbHbIE SBIICHUS
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onutn 3apeructpupoBanbl y 81 (0,9 %) u 70 (0,8 %) n'ﬂge;{;lgﬁlgﬁb‘vﬁag Iﬁlﬁlr':;f'a[l:gpr&mbs%'{a u

1ane0o0, COOTBETCTBEHHO. SIBJICHUS B 11EIOM ObUTH COAJIaHCUPOBAHBI MEXKy TPYIIIIAMHU JICUCHUS
MO BO3PACTHBIM KaTErOpUsIM, NPUMEHEHUIO IUYPETUKOB, apTepUAIbHOMY JaBJICHUIO W
npumeHeHuto uHrHOUTOpoB AIID/BPA II Tnma 1. YV mamumentoB ¢ umcxomaHoi pCKD < 60
mi/Mun/1,73 M? B rpynne ganariugIo3HHa OTMEYEHO 19 ClydaeB Cephe3HBIX HEKENaTelbHBIX
sBIIeHUH, yka3piBatomux Ha camxkenne OLK, u 13 — B rpynme miane6o.

B uccnenoanuun DAPA-HF sBnenus, ykassiBaromue Ha cHikeHue OIK, 6pimu otmeuenst y 170
(7,2%) manuentoB B rpynne ganarinudiosuHa u 153 (6,5%) B rpynne mnane6o. B rpymme
nanarnudio3uHa ObuIo  MeHblie mnanueHToB (23 [1,0%] manuMeHToB) € CepbEe3HBIMU
HEXeJaTeJIbHBIMU SIBJICHUSIMU B BHJIE CHUMIITOMOB, YKa3blBaromux Ha cHmwkenue OLK, mo
cpaBHeHHMIO ¢ Tpymmoi 1urane6o (38 [1,6%)] maruentoB). Pe3ymbraThl ObUIM OAMHAKOBBIMHU
HE3aBUCHUMO OT MCXOAHOro Hamuuus auadera U ucxognoit pCK®. B uccnenoBannn DELIVER
KOJIMYECTBO MAIIMEHTOB C CEPhE3HBIMU HEXKETATeNbHBIMH SIBICHUSMU B BHJIE CHUMITOMOB,
ykaspiBatonux Ha cHrmkenue OLK, cocrasmio 35 (1,1%) B rpynme nanarnudaosuna u 31 (1,0%)
B Ipymnre mianedo.

B wuccnenoBanun DAPA-CKD konudecTBO MAIMEHTOB C SIBJICHHUSIMH, YKa3bIBAIOIIMMHU Ha
camkenne OLIK, cocraBuino 120 (5,6 %) B rpynne nanarnudiosuna u 84 (3,9 %) B rpymmne
wiaie6o. B rpynne nanariauduosuna y 16 (0,7 %) maiueHTOB OTMEUYCHBI CEPbE3HBIC SIBICHUS B
BHJIE CHMITOMOB, yKasbiBaromux Ha cHmwkenue OIK, u y 15 (0,7 %) nanueHnToB B TpyIme
iane6o.

HHuabemuyeckuii kemoayuoos npu C/[ 2 muna

B uccnenosanun DECLARE ¢ menuaHol mpoaoiKUTENbHOCTH Tepanuu 48 MecsIeB cilydyau
MMAa0ETUYECKOTO KeToalua03a ObUIM  3apeTUCTPUPOBAHBl  y 27 TAIMEHTOB B TPYIIE
nanarnudnosuna 10 Mr u 12 manueHToB B rpynne Iuiane6o. JlaHHbIE SBICHHUS BO3HHMKAIIU
paBHOMEPHO B TE€UECHHE Mepuojia uccienoBanus. B rpynmne nanarnudiao3nHa u3 27 NalMeHToB ¢
IMabEeTUYECKUM KETOaIu1030M 22 TMOIy4ajay COMYTCTBYIOIIYI0 MHCYJIMHOTEPANUI0O HA MOMEHT
pa3BuTus sBieHus. [Ipenpacnonararoinye K pa3BUTHIO AHA0ETUUECKOTO KeToanua03a (pakTopbl
ObuTH OxxuaaeMbiMu 1 omyisitan ¢ C/1 2 tuna (cM. paznpen 4.4.).

B uccnenoanuu DAPA-HF crnydan auaGeTudeckoro KeToaruao3a OblIi 3aperucTpUPOBaHbI y 3
nanuenToB ¢ C/] 2 tuna B rpynmne namarnudiao3uHa, B TPYIIE mianedo caydaeB TuadeTHIECKOTO
keroanuao3a He 0buto0. B uiccnenoannu DELIVER ciyyan aquaberndeckoro keroaruao3a Obuin
3aperucTpupoBansl y 2 nanueHTos ¢ CJ] 2 tumna B rpynmne nanarnudio3uHa, a B Tpymie mianedo

CJIy4acB ,Z[I/Ia6CTI/I‘-ICCKOTO KEToannuao3a HE OTMCYAJI0Ch.
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OJIHOTO TAaIlMeHTa B TpyIe Janaraudio3nHa, HO oTMedanuch y 2 manueHtoB ¢ CJ[ 2 tuma B
rpymnre 1miane6o.

Hnghpexyuu mouesvieooswux nymetl

B oObenuHeHHBIX AaHHBIX N0 Oe3omacHOoCcTH 13 HccnenoBaHUN HMHPEKIUU MOYEBBIBOISIINX
nmyTel vaiie ObUTH OTMEUYEHBI MPU MpUMEHEHUH nanariaudiosuna 10 mr, ueM npu npuMeHEeHUU
miane6o (4,7% mno cpaBHenuto ¢ 3,5%, cooTBeTcTBEeHHO; cM. pazgen 4.4.). BoiblMHCTBO
uH(pekuuii ObuIH c1ab0 WM YMEPEHHO BBIPAKEHHBIMU; HauaJdbHBIA KypC CTaHAAPTHOM Tepanuu
0611 3¢ (heKTHBEH, B CBSI3U C YeM HAI[MEHTHI PEAKO MpeKpalaid IpUuMeHeHue Janariaugio3uHa.
OTr MHQEKIUY Yalle pa3BUBAIKCH y )KCHIIUH, a Y MMAIIMEHTOB ¢ TAKUMU WH()EKINSIMHI B aHAMHE3e
OHM Yallle PEIUANBUPOBAIIU.

B wuccnenoBanun DECLARE cepbe3nble ciiydan UWHQEKIHA MOYEBBIBOASIIUX IMYTei
PErUCTPUPOBAIUCH MEHEE YacTo I Aanariuduozuna 10 mr nmo cpaBHeHuto ¢ manedo: 79 (0,9%)
aBiieHu# 1o cpaBHeHuto ¢ 109 (1,3%) siBaeHUsIMH, COOTBETCTBEHHO.

B wuccnenoBanun DAPA-HF cepbe3Hble HeKeNaTeNbHBIC SBJICHUS B BHIE WHQEKIUN
MOUEBBIBOIALIUX ITyTel Oblin oTMeueHb! y 14 (0,6%) narueHToB B rpymme qanariauduao3una u 17
(0,7%) mauuenToB B rpymime 1iane6o. B rpynne nanarnudnosuna u mianedo 010 mo 5 (0,2%)
MAlMeHTOB C HEXENATeIbHBIMHU SIBIICHUSMH, TPUBOJMBIIMMHU K TMPEKPAIICHUIO JICUCHUS
BCIIEACTBUE pa3BuTus HHPEKIU MoueBbBOAAmUX TmyTel. B wuccnemoBanmm DELIVER
Cepbe3HbIC HEXKEeNaTeNbHbIC SBICHUS B BUJE MH(DEKINI MOYEBBIBOISAIINX MyTeH ObLTH OTMEUYEHBI
y 41 (1,3%) mauuenTtoB B rpymie ganarnudaosuna u 37 (1,2%) mauuentos B rpymime miaiebo. B
rpynne panarinuguosuHa 'y 13 (0,4%) nanueHTOB OTMEYEHbl HEXKeNaTeldbHbIEe SIBJICHMUS,
MPUBOAMBIINE K TMPEKPAIICHUIO JICUCHHs] BCIICACTBUE Pa3BUTHUA HH(PEKIMA MOYEBBIBOJISIINX
nyreil, a B rpynne miane6o —y 9 (0,3%) nanueHTos.

B wuccnenoBannn DAPA-CKD cepbe3Hble HexenarenbHbIE SBICHHS B BHAE WHEKIUN
MOUEBBIBOIAIIMX IyTel oTMedeHsl y 29 (1,3%) manuenToB B rpymnmne ganariauguio3uHa u 'y 18
(0,8%) mammenToB B rpymre 1ane6o. B rpynne nanarnudgiaosuna osuto 8 (0,4%) marueHToB ¢
HEKENaTeIbHBIMU  SIBIICHUSMU, TPUBOJMBIIMMHU K TPEKPAIICHUIO JeUeHUs H3-3a WHGEKIUn
MoueBbIBOAAIIMX myTel, u 3 (0,1%) nmanuenTa B rpymnme miamne6o. KonmnuecTBo nanueHTos 6e3
CJl 2 Tuma, y KOTOpPHIX BO3HUKIIM CEPbE3HBIC HEKENATEIbHBIC SIBJICHUS WM HEXeIaTelIbHbIC
SIBJICHHS, TIPUBOJIMBIME K TMPEKPANIEHUIO JICUCHUS M3-3a MH(OEKIN MOUYEBBIBOIANINX IYTEH,
OBLIIO CXO0XHUM MeXAy rpynmnamu jeueHus (6 [0,9%] mo cpaBuenuto ¢ 4 [0,6%] a5 cepbe3HBIX
HexenarenbHblx sBiaeHud; 1 [0,1%] mo cpaBHeHuro ¢ 0 ayid HeXenaTeNbHBIX SIBJICHUU,

MPUBOJUBILINX K MIPEKPALLECHHUIO JICUEHUS).
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Tosviuenue KOHYyenmpayuu KpeamuHuHa

HexxenarenbHble peakluu, CBA3aHHBIE C TOBBIIICHHEM KOHIEHTpPAlMM KpEeaTHHHWHA, ObUIN
CTPYIIIHPOBAHbI (HapuUMep, CHIDKEHHE TOYEYHOT0 KIIMPEeHCa KpeaTHHUHA, HapyleHne PyHKIUU
[IOYEK, MOBBIIIEHUE KOHIIEHTPALUU KpeaTuHuHa B KpoBU U cHkeHne CK®). B o0benHeHHbIX
JaHHBIX M0 Oe3omacHOCTH 13 MccnenoBaHuil JaHHAs TPyINa peakuuid Obuia otMedeHa y 3,2% u
1,8% manueHnToB, mosyyaBmux ganarmuduo3ud 10 mr u miane6o, COOTBETCTBEHHO. Y MAIIMEHTOB
C HOPMaJbHOH (PYHKIMEH MOYeK WIIM HApYIIeHHEM (PYHKIUH MOYEK JIETKOW CTeneHU (MCXOIHO
pCK® > 60 mn/mun/1,73 M?) sTa rpynma peakumii 6bu1a 3apeructpuposasa y 1,3% u 0,8%
HalMEHTOB, MOoJIyYaBIIKX Aanarauduio3ud 10 Mr u miane6o, COOTBETCTBEHHO. DTH PEAaKLIUHU Yalle
OTMEYaIUCh y MalueHToB ¢ ucxoauoit pCK® > 30 u < 60 mu/mun/1,73 M2 (18,5% B rpymnme
nmanarnudnosuaa 10 mr mo cpaBHeHuto ¢ 9,3% B rpymrie mwiamne6o).

JlonosHUTENbHAS OLICHKA MAIMEHTOB C HEeXeNaTeJIbHbIMU SIBICHUSMH, CBSI3aHHBIMU C (yHKIIHMEH
IIOYEK, MOKa3aua, yTo y OOJBIIMHCTBA 3TUX MAIlMEHTOB OTMEYEHO M3MEHEHHE KOHIIEHTPAaLUU
KpeaTHHUHA B CHIBOPOTKE HA < 44 MKMOJb/1 (< 0,5 MI/1T) OTHOCHTEIBHO UCXOJHOTO 3HAUCHHUSL.
[ToBbIIeHNEe KOHIEHTPAIIMA KPEaTWHUHA B LEJIOM OBLIO BPEMEHHBIM Ha (OHE MPOIOJIKECHHUS
Tepanuyu Uik 00paTUMBIM IIOCJIE MPEKPAILEHUS Teparuu.

B uccnegoBanuun DECLARE, BkitouaBlieM MOXKHWIBIX MMAIIMEHTOB U MALUEHTOB C HApyLIEHUEM
dynxmun moyex (pCK® menee 60 mn/mun/1,73 m?), pCK® cHmkanach ¢ TedeHHEM BPEMEHH B
o0eux rpynmax usedeHus. Yepes 1 rom Ttepanum cpeanee 3Hadenne pCK®D B rpymnme
nanaryiniao3rHa OblJI0O HEMHOTO HUXKeE, a uepe3 4 rojja Teparuy — HEMHOTO BBIIIIE TI0 CPAaBHEHHIO
¢ rpynmoi mianeoo.

B uccnenosanuu DAPA-HF, a takxe B uccnenoBannu DELIVER pCK® cuuxanach ¢ TeueHneM
BpEMEHH Kak B rpyrre ganariudio3nHa, Tak u B rpymre mianedo. B uccnenosanun DAPA-HF
HayanbHOE CHMKeHMe cpenHero sHaueHns pCK® cocraBumo — 4,3 mu/mun/1,73 M2 B rpynme
nanarnugmosuna u — 1,1 mn/mun/1,73 M2 B rpynne mane6o. Yepes 20 mecanes usmenenune pCKd
OTHOCHTENBHO HCXOJHOTO 3HAYEHHUs OBIIO CXOKUM B TPYMIAX HedeHus: — 5,3 mn/mun/1,73 M2 B
rpynme ganarmuaosuHa u — 4,5 Min/mun/1,73 M? B rpynme nnane6o. B nccnenosanun DELIVER
cHIKeHHe cpeaHero 3Hadenus pCK® uepes 1 mecsn cocrasuno — 3,7 Mn/mun/1,73 M? B Tpymnme
nanarnudmosuna u — 0,4 ma/mun/1,73 M2 B rpymme mnane6o. Yepes 24 mecsna usmenenne pCKd
OTHOCHTENBHO HCXOJHOTO 3HAYEHHUs OBIIO CXOXKUM B TpyMIax nedenus: — 4,2 mn/mun/1,73 M? B
rpynme ganaraudnosuHa 1 — 3,2 Mi/mun/1,73 Mm% B rpynme miane6o.

B wuccnenoBanun DAPA-CKD pCK® cHuxamace ¢ TEYEHHMEM BPEMEHHM Kak B TpyIIe
nanarnniao3ruHa, Tak U B rpynne ianedo. Havansnoe (Ha 14 nens) cHmxenue cpegneit pCKd

coctaBuio — 4,0 mn/mun/1,73 M? B rpynne manarnudmnosuna u — 0,8 ma/mun/1,73 M? B Tpymnme
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mane6o. Yepes 28 mecsue nsmenenne pCKO OTHOCH{“I;I.TII_ILEC;I E&%Eﬁ‘o]l:ggh@;}'rp&:'cgc{%gnno

— 7,4 mn/mun/1,73 m? B rpynne ganarnudosusa U — 8,6 mia/Mun/1,73 M? B rpymme miane6o.

COO6H_IGHI/I5I 0 ITOA03PEBACMBIX HCXKCJIATCIbHBIX PCAKIINAX

BaxxHo cooOmate O TOIO3pEBAaEMbBIX HEXKENATEIbHBIX pEaKIMsIX IO0CIe pPEerucTpaluu
JICKapCTBEHHOTO TIperapara ¢ meibio 00eCreYeHrss HeMPEePhIBHOIO MOHUTOPHHTA COOTHOIICHHUS
«oNMb3a — PHUCK» JICKAPCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHIYETCS
coo0IaTh O JIOOBIX I0JI03PEBAEMBIX HEKEJIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Iperapara
yepe3 HallMOHAJIbHBIE CHCTEMBI COOOIIEHUS O HEXENIATEeIbHBIX PEaKIUAX TOCyIapCTB — YWICHOB
EBpa3uiickoro 3k0HOMHYECKOTr0 COI03a.

Poccniickas ®@enepanus.

OenepanibHas ciryx0a 1Mo Ha30py B cepe 3ApaBOOXPAHEHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKas miiomazis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B UHGOPMAITMOHHO-TEIEKOMMyHHUKAITIOHHOM CeTH «HTEpHETY:

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

4.9. llepeno3npoBka

CuMOTOMBI

Janarnudno3un 0Oe3omaceH M XOPOIIO TEPEHOCUTCS 3J0POBBIMU JOOPOBONBLIAMU  TIPU
OJIHOKpaTHOM Tipueme B no3ax 10 500 mr (B 50 pa3 Bbllie peKoMeHayeMo# 103b1). [Troko03a
oTpeneNsyiach B MOY€ IOCiIe TprueMa npemnapara (Kak MUHUMYM, B TeUeHHE 5 JHEH 1mociie nprueMa
o361 500 Mr), MpU ATOM HE BBISIBICHBI cllydyan 00€3BOYKUBAHUS, apTEePHATbHOM TUMOTEH3HH,
AIIEKTPOJIUTHOTO aucOanmaHca, KIMHUYECKH 3HauuMmoro BiusiHus Ha uHTepBan QTc. Yacrora
Pa3BUTHS THUIOTJIMKEMHH OblIa CXOXKEH ¢ 9acToTOW mpH Tpueme Iuiamne6o. B kimHUYeckmx
WCCJICIOBAHMSIX Y 370POBBIX JIOOPOBOJIBIEB U NarnueHToB ¢ CJ/] 2 TrIa, mpuHUMABIINX Mpenapar
OJIHOKpaTHO B J03ax j0 100 mr (B 10 pa3 Bbllle MaKkCUMaIbHON pEKOMEHIYEMOM 103b1) B TEUCHUE
2 Henemnb, 4acTOTa Pa3BUTHS THIIOTJIMKEMHUU ObllIa HEMHOTO BHIIIE, YeM TIpH MpueMe 1iamnebo, u
HE 3aBHUCelIa OT JI03bl. YacToTa pa3BUTHS HEKETIATSIbHBIX SBJICHUN BKITIOYas 00€3BOKUBAHUE WITH
apTepHaIbHYIO THIIOTEH3HIO, ObLTa CX0Kel ¢ 9aCTOTOM B rpyIIIe IUTare0o, Py 3TOM HE BBISIBIICHO
KIIMHUYECKH 3HAYMMBIX, 0303aBUCUMBIX W3MEHEHUH I1a0OpaTOPHBIX IMOKa3aTesei, BKIrYas

CBIBOPOTOYHYIO KOHIICHTPAI IO 3JICKTPOJIUTOB U 6I/IOMapKepOB (I)YHKI_II/II/I ITOYCK.
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JleueHne

B ciydae mepeno3upoBKH HEOOXOIMMO MPOBOIUTH IMOJICPKUBAIOLIYI0 TEPANUIO, YUUTHIBAS

COCTOsIHUE TaryeHTa. BeiBeneHue IIaHaFJII/I(i)JIOSI/IHa C IOMOMIBIO IreMoJruaJIn3a HEC U3Y4aJlIOCh.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOMCTBA

@dapmakoTepaneBTUdecKas ~ IpyIla: CpeacTBa  Juld  JIGUGHHS — caxapHOro  jauabera;
TUIIOTTIMKEMUUYECKUE  CPEICTBA, KPOME HHCYIMHOB; MHIHMOUTOPBI  HATPUH3aBHCHUMOTO
[EPEeHOCYMKa IIIFOKO3bI 2 TUIIA.

Koxg ATX: A10BKO1

Mexanusm ageiicTBus

Hanarmmduosuds — MomHbIM (koHcTaHTa uHrHOMpoBanus (Ki) 0,55 HM), celekTUBHBII
oOpatumblit uHrHONTOP SGLT2.

WNurnbupoanne SGLT2 namarnm¢io3nHOM BBI3BIBAET CHHIKEHHE pPeaOCOpOLMU TIIOKO3bI U3
KITyOOYKOBOTO (UIIbTpaTa B TPOKCUMAIBHBIX IMOYEYHBIX KaHAIBIAX C COMYTCTBYIOIIUM
CHI)KEHHEM peadcopOIK HaTPHsl, MPUBO/AS K BBIBECHUIO TIIFOKO3bI TOUKAMU U OCMOTUYECKOMY
muype3y. Takum oOpa3om, Aamariu@Iio3WH YBETUYMBAET AOCTaBKY HATpUS K AUCTaIbHBIM
KaHaJbllaM, 4YTO YCHJIMBAaCT KAHAIBIIEBO-KIyOOUKOBYIO OOpaTHYH CBsSI3b H  CHIJKAET
BHYTPUKITyOOYKOBOE JaBJICHHE. DTO B COYETAHUHM C OCMOTHYCCKUM IWYPE30M TPUBOAMT K
YMEHBIIIEHUIO TEepPerpy3ku 00bEMOM, CHUKCHHIO apTePUAIbHOTO JAaBICHHUS U YMEHBIIECHUIO
NpeIHarpy3kd © TIOCTHarpy3ku, YTO MOKET OKa3blBaTh OJarompusTHOE BIMSHHE Ha
pEMOAETMPOBAHNE CEPALIA U TUACTOINYECKYIO (DYHKIIHIO, @ TAK)KE COXPAHATH (DYHKIIUIO MOYEK.
B xmuaunueckux uccnegosanusax DAPA-HF, DELIVER u DAPA-CKD Obuto moka3zaHoO, 4YTO
ONaronpusATHOE BIUSHUE Aanariu(io3nHa Ha CEp/Ile U MOYKH 3aBUCUT HE TOJIBKO OT CHIKEHUS
KOHIIEHTPAIIMU TIIIOKO3bI B KPOBU U HAOIOAAETCs HE TONbKO y naruentoB ¢ CJ] 2 tuna. pyrue
3¢ (eKTHl BKIIOYAIOT MOBHIIICHUE TeMAaTOKPUTA U CHUYKCHHE MACCHhI TelIa.

JlanmarnugIio3uH CHIKAeT KOHIEHTPAIMIO TIFOKO3bI TIa3Mbl KPOBH HATOIIAK W IOCIE MpreMa
UMM 32 CYET YMEHbBIIECHUs peabcopOIMu TIIOKO3bl B TOYEYHBIX KaHAIbIAX, CIIOCOOCTBYS
BBIBE/ICHUIO TIIIOKO3bI MOYKaMHu. BriBeieHre ITI0K03bI (TII0K03yprudeckuii 2 ekT) Hadmroaaercs
y)Ke TIocyIe TpreMa MepBOH 036l Tpernapara, COXpaHsIeTcs B TeUCHNE MOCIeTyomuX 24 4acoB U
MIPOJIOJDKAETCS Ha TMPOTSDKEHUU Beel Tepanuu. KonuuecTBO TIFOKO3bI, BRIBOJIUMOM IMOYKaMH 3a
CYET 3TOT0 MEXaHU3Ma, 3aBUCUT OT KOHIIEHTPAIIUU IITFOK03bI B KpoBH U 0T CK®. TakuMm o06pazom,
y TMalHMeHTOB C HOPMAJIbHOM KOHIIGHTpalMel TIIIOKO3bl B KPOBUM Ha (oHE NpHUMEHEHUs
JanariaugIo3MHa OTMEYAETCS HU3Kasi CKIIOHHOCTD K Pa3BHTHIO THITOTIIMKeMUH. Jlamarnudiio3nH

HE HApyIIae€T HOPMAJbHYIO TPOAYKIMIO SHJAOT€HHOW TITIOKO3bl B OTBET HA TUITOTIMKEMHUIO.
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(0 B & OC TR 0003
HeticTBue namarinudao3uHa He 3aBUCUT OT CEKPELIHI HHC%%{H@%&%&%@E@C&TWP'IC%&HV

B xnmMHMYECKMX HCCleOoBaHMAX Janarindiao3nHa OTMEYaJoch yiydiieHue (yHkium Oera-
kietok (tect HOMA, homeostasis model assessment).

SGLT2 cenekTuBHO 3KCIIpeccupyeTcs B moukax. Jlanarnndiio3snH He OKa3bIBaeT BO3ICHCTBHS Ha
JIpyrue MEPEeHOCUMKH TIIFOKO3bl, OCYIIECTBIISIIOIIME TPAHCIOPT TIOKO3bI K MepUpepUyecKuM
TKaHsM, 1 nposiBisieT 6onee yem B 1400 pa3 Gonbinyto cenektuBHOCTh K SGLT2, uem k SGLT],
OCHOBHOMY TPaHCIIOPTEPY B KUILIEYHUKE, OTBEYAIOIIEMY 3@ BCACHIBAHUE TJIIOKO3BI.

dapmakogngamuyeckue 3P HeKTel

[Tocne mpuema npanarnudiao3uHa 3A0pOBBIMU J00poBoibIaMU U manueHTamu ¢ CJ] 2 Tuna
HaOJIOJAJIOCh  YBEJIMYEHHWE KOJIMYECTBA BBIBOAMMOM TMMOYKaMu TJoko3bl. [lpum mnpueme
nanariauduosnna B 1o3e 10 mr/cyrku B Teuenue 12 neaens nanuentamu ¢ CJ[ 2 Tuna nmpuMepHo
70 T TII0KO3BI B CYTKHU BBIIEISIOCH MOYKaMH (UTO COOTBETCTBYET 280 KKal/CyTKH). Y MalueHTOB
¢ CA 2 Ttuma, nmpuHUMaBmuX ganarauduosuH B goze 10 Mr/cytku mmrtenbHoO (10 2 Jer),
BBIBEJICHUE TJIFOKO3bI TTOJIEP)KUBATIOCH HA MPOTSHKEHUHU BCETO Kypca Teparuu.

BriBeneHne TUIFOKO3bI TOYKAMH TIPH TPUMEHEHUW Janariu@io3MHa TakkKe MPUBOJUT K
OCMOTHYECKOMY ANYpe3y U YBEIUYEHUIO0 00beMa Moun y nanueHToB ¢ CJ 2 tuna. YBenuueHue
o0vema mMoum y nanueHToB ¢ C/[ 2 tumna, npuHuMaBmnx ganariaudio3ul B go3e 10 mr/cyTku,
COXPAHSUIOCHh B TeUeHUE 12 Helenb M COCTABIISLIO MPUMEPHO 375 MiT/CyTKH. Y Benu4eHne oobema
MOYHM COTPOBOXKIAIOCH HEOOJBITUM M TPAH3UTOPHBIM TOBBIIMICHUEM BBIBEJICHUS HATPHS
MOYKAMHM, YTO HE MMPUBOAUIIO K U3MEHEHHIO KOHIIEHTPAILIUU HATPUS B CBIBOPOTKE KPOBH.

Kpome Toro, ormeuanoch KpaTKoBpeMeHHOe (B TeueHue 3 — 7 IHel) yBeluueHHe SKCKPeluu
MOYEBOM KHCJIOTHI C MOYOH, COMPOBOXKIABIIECECS YCTOWYMBHIM CHHXEHHUEM KOHIICHTpAIUU
MOYEBOM KHCIJIOTHI B CHIBOPOTKE KpoBHU. YUepe3 24 Hemenu CHIKEHHE KOHIIEHTPAIMd MOYEBOMN
KHCJIOTHI B CBIBOPOTKE BapbupoBaio oT — 48,3 1o — 18,3 mxmons/a (ot — 0,87 1o — 0,33 mr/mn).
Knunuueckas 53 QexkTUBHOCTE U 6€30MaCHOCTD

C/[ 2 muna

VaydiieHue KOHTPOJS TJIMKEMUU U CHIDKCHHE 3a00JI€Ba€MOCTH M CMEPTHOCTH IO MPUUYUHE
CEP/IEYHO-COCYAUCTON MATOJOTUU U OCIOKHEHHUI CO CTOPOHBI MOYEK SIBJIAIOTCS HEOTHEMIIEMOU
yacTeto jeueHus CJl 2 tumna.

Jns ouenku 3QpPEeKTUBHOCTH KOHTPOJIS TIUKEMUU U O€30MacHOCTH Aanariu@io3uHa ObLIO
mpoBeeHO 14 JBOWHBIX CIEMBIX PaHJOMHU3WPOBAHHBIX KOHTPOJIHUPYEMBIX KIMHUYECKHX
uccienoBanuii ¢ yaactuem 7056 B3pocnbix nanueHtoB ¢ CJ[ 2 Tuna, B KOTOpbix 4737 MalueHToB
nonydanu —fganarnudiao3wH. 12 uccienoBaHWA  MpelycMaTpUBaIM  MEPUOJ  JICUCHUS
MPOAOJKUATEIIBHOCTBIO 24 Hellenu, 8 UCCIeI0BAHUN — TOMOJHUTEIbHBINA MEPUO] JOJITOCPOYHOTO

nedenus ot 24 no 80 Heaenpb (001as MPoIOKUTEIBHOCTD UccenoBanmii 10 104 Henens),
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1 WccnenoBaHue MPeIycMaTPUBAIO MIEPHOT JICUSHUS néGﬁiQ%;ﬁkoIﬁ%%Hemm T eme

| uccnenoBaHue — MEpPUOJ JEUEHUS MPOJOJDKUTENBHOCTbIO 52 HENENH C JIONOJHUTEIbHBIMU
NEepUOJIaMH  JTOJATOCPOYHOTO JICYCHHUSI TMPOJNOJDKUTENbHOCTRI0O 52 m 104 memenn (oOmas
MIPOJIOJDKUTENLHOCTD ucciienoBanus — 208 Hexenb). Cpenuss mpoaoipkuteabHocTh CJI 2 tuma y
nanueHToB BapbupoBaia oT 1,4 10 16,9 ner. Y 50% nanueHTOB ObUI0 HApyIIEHHE PYHKIIMH TOYEK
JIETKOM creneHu TsokecTH, y 11% mnanmuenToB — HapymieHHe (QyHKIUHM TMOYEK CpelHEH CTeneHH
TshkecTH. 51% manueHToB ObUIH MYXCKOTO ToJia, 84% mpuHaaiexald K eBpOIeONIHON pace,
8% — x MoHrONOUAHOMN pace, 4% — K HErpouaAHOH pace, a 4% — K APYrUM pacoBbIM rpynmnam. Y
81% manuentoB 3HaueHue uHAekca Maccel Tena (MMT) cocraBuno > 27. Kpome toro, Obu10
IPOBE/ICHO JIBa IUIALE00-KOHTPOIMPYEMBIX HCCIEIOBAHUS MPOJOKUTENBHOCTRIO 12 Henenb y
nanueHToB ¢ C/1 2 Tuna ¢ HeaJleKBaTHBIM KOHTPOJIEM INIMKEMUU U apTepUaIbHON TMIIEPTEH3UHU.
Jns onenku >ddekra nanarnudiao3nna B 1o3e 10 Mr mo cpaBHeHHUIO ¢ mianedo B OTHOIICHUU
CEpJICYHO-COCYIUCTHIX W TOYEYHBIX HCXOJOB OBLIO MPOBEICHO HCCIIEIOBAaHUE CEPACYHO-
cocynuctbix ucxonoB DECLARE, B kotopom npunsuiu yuactue 17160 manuentos ¢ CJ 2 tuna ¢
JUArHOCTUPOBAHHBIM CEPJICYHO-COCYAUCTHIM 3a001€BaHUEM WU O€3 HETO.

Koumponw enuxemuu

Monomepanusi

Jns onenkun Oe3omacHOCTH U A((HEKTUBHOCTH Aamariu(o3nHa B KaueCTBE MOHOTEPANUU y
MAaIMEeHTOB ¢ HeaJleKBaTHBIM KOHTpojeM CJ[ 2 Tumna ObUT0 IPOBENCHO JBOITHOE cliernoe Tanedo-
KOHTPOJMPYEMOE HCCIIEJIOBAaHUE TPOJODKUTENBHOCTIO 24 Henenu (C  JTOTMOJIHUTENBHBIM
nepuojioM JeueHus). Ilpu mnpueme nanarmudnaosumHa 1 pa3 B CyTKH ObUIO OTMEUEHO
cratuctuyecku 3Haunmoe (p < 0,0001) ymeHblIeHHE YpOBHS TNIMKHMPOBAaHHOIO TeMOTJIO0MHA
(HbAIc) no cpaBHeHHIO ¢ mpueMoM Maredo (Tadnuua 2).

B nononmHuTensHOM mepHoje jeueHus cHuxkeHue ypoHa HbAlc coxpansiocs Bmiiots g0 102
Hezenu (CKOPPEKTUPOBAHHOE CPEAHEE U3MEHEHHE OTHOCUTENBHO NCXOAHOrO ypoBHs: — 0,61% n

—0,17% nnst nanarnudno3una 10 Mr u mwane6o, COOTBETCTBEHHO).

Ta6auna 2. PesyabTarel, nogydenusie yepes 24 neaean (LOCFY) B niane6o-KoHTpoIMpyeMoM

HUCCJICA0BAHUU MTPUMEHECHUSA 2]3]'[81”.]1]/[(1).]103HH3 B Ka4€CTBC MOHOTEpAaINuu

MonoTepanus
Janaraudaozun 10 mr Inanedo
N2 70 75
HbA1c (%)
HcxoaHblii ypoBeHb (cpeHee) 8,01 7,79
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M3MeHeHne OTHOCHTEIBHO HCXOIHOIO YPOBHS _ HJULTTEAUBATEN G gl b5 UU3)
Pa3HOCTh OTHOCHTEIBHO I1ane60° -0,66*
(95% 1) (—0,96, - 0,36)

% MauMeHToB, JOCTUIIMX YPOBHSA
HbAlc < 7%
3HavYeHHe, CKOPPEKTUPOBAHHOE OTHOCUTEIBHO 50,8° 31,6

HCXOJHOI'O YPOBHA

Macca tena (kr)

Hcxoaublii ypoBeHb (cpeHee) 94,13 88,77
M3MeHenne OTHOCHUTEILHO UCXOJHOTO ypOBHSI3 —3.16 -2,19
Pa3HOCTh OTHOCHTENBHO Miane6o’ -0,97
(95% AN) (2,20, 0,25)

Ilpumeuanue:

! LOCF: mnepeHoc maHHBIX IOCICAHEr0 (10 NMPUMEHCHHsS HEOTIIOKHOW Teparuu s

NAIMEHTOB, Y KOTOPhIX OHA MPUMEHSIIACh) HAOJIIOICHUS BIIEPEI.

Bce paHmoMu3MpoOBaHHBIC MAIMEHTHI, MONYYHBIIME HE MEHee | J03Bl HCCIeTyeMOro
mperapara B JBOHOM CJICTIOM PEXUME B KPATKOCPOYHOM JTBOMHOM CJICTIOM TIEPHOJIC.
Cpennee 3Ha4YeHHEe, pACCYUTAHHOE METOIOM HAMMEHBIIIUX KBAAPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTENIHO UCXOIHOTO YPOBHSL.

p <0,0001 mst paznuuus ¢ mameoo.

BBI/II[y BBIITOJTHCHHSA IMMOCJICA0BATCIBHOI'O CTATUCTUYCCKOTO aHaIn3a BTOPUYHBIX KOHCYHBIX

TOYCK OLICHKY CTaTUCTUYECKOM 3HAUYNMOCTH HE IIPOBOAUIIN.

KOM6MHMDO€LZHHCZE mepanus

B uccnenoBanun He MeHbIei 3()()EKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM MPOJIOJIKUTEIBHOCTBIO
52 "enenu (C TOMOJHUTENBHBIMU MEPUOJIAMH JIEYEHUS TPOAOIDKUTENBHOCTBIO 52 1 104 Henenn)
MPOBOAMIIN OLEHKY Janariugio3MHa B KadecTBe J00aBIEHMSI K Teparnud MeTQOPMUHOM IO
CpPaBHEHHIO C TPOM3BOJHBIM CYIH()OHUIMOUYEBUHBI (TJIMMHU3KI) B KadyecTBe T00aBIICHHS K
Tepanuu MeT(HOPMUHOM Y MALMEHTOB ¢ HeaJeKBaTHbIM KoHTpoJeM riukemun (HbAlc > 6,5% u
< 10%). ITo pe3ynbraTam Hccie0BaHUs ObUIO MOKA3aHO CXOJHOE CPEHEE YMEHBIIEHNUE YPOBHS
HbAIc oTHOCHTETHFHO MCXOTHOTO YPOBHS BIUIOTH JO 52 HEAENW MO CPAaBHEHHIO C Tepamueu
[JIMNKA3HUIOM, YTO CBUIETEIBCTBYET O HEe MeHbIIEeH 3(()EeKTUBHOCTH TEpANuu Janariudio3uHOM
(rabmmna 3). Yepes 104 Henmenn CKOpPpEKTHpPOBAaHHOE cpenHee u3MeHeHHe ypoBHs HDALC

OTHOCHUTEJIBHO HCXOJHOro YypoBHs coctaBuio —0,32% nna panarmuduiosuna u —0,14% s
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rmunu3uga. Yepez 208 Hemenb CKOPPEKTHP
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ot 18.09.2025 N2 23530
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A
LD

mannoe | dptee Waviehehi ! Yhokra "HbA1c

OTHOCUTCJIIbHO HCXOIHOI'0 YPOBHA COCTAaBUJIO

—0,10% nns manarmudnoswaa u 0,20% s

rmmnusuaa. Yepes 52, 104 u 208 Henenb cTaTUCTUYECKH 3HAYMMO MEHBIAS JIOJSI ITAllUEHTOB B

rpymre ganarauduosuna (3,5%, 4,3% u 5,0%,

COOTBETCTBEHHO), IIEpEHeca 1Mo KpaiiHeil mepe

OJIMH SIU30]] TMIIOTJIMKEMUN 10 CpaBHEHHIO ¢ rpymmoi raunmsuaa (40,8%, 47,0% u 50,0%,

COOTBETCTBEHHO). [lonsi mammeHToB, octaBmuXcs B uccienoBanuu depe3 104 u 208 Hemenb,

cocraBuna 56,2% u 39,7% B rpynne nanarnudiaosuna, u 50,0% u 34,6% B rpynmne riaumnu3uaa.

Ta6auua 3. PesyabTaTel, mosydennble 4depes 52 megean (LOCF!) B cpaBHETeIbLHOM

HCCICA0OBAHUMA ¢ AKTUBHBIM KOHTPOJIEM IO OLICHKE [mﬁalmemm zlanamnqmo:mna U IJIMIIU3NIa

K Tepamnuu ¢ MeT(l)OpMI/IHOM

IToka3zarenn Janaraundso3un B I'nunuszua B
J00aBJIeHHue K Jxo0aBJIeHHE K
MeT(hOpPMHHY MeT(hOPMHUHY

NZ 400 401
HbAlc (%)

. 7,69 7,714
Ucxonnslii ypoBeHb (CpeaHee)

3 -0,52 —0,52
N3menenne 0THOCUTENEHO UCXOHOTO YPOBHS
4
Pa3HOCTh OTHOCHUTENBHO TEPANUU TIIMIU3UIOM B 0,00
COYETaHHUH C M@T(I)opMI/IHOM3
(95% JTH) (-0,11,0,11)
Macca TeJa (Kr)
Hcxonusiii ypoBeHb (CcpeHee) 88,44 87,60
HM3MeHeHe OTHOCUTENBLHO UCXOIHOTO yp0BH$I3 -3,22 1,44
Pa3HOCTh OTHOCHUTENBHO TEPANUU TIIMIU3UIOM B —4 65°
COUETaHNH ¢ MeTGOPMHUHOM®
(95% I1N) (-5,14, -4,17)
Ilpumeuanue:

1

LOCEF: nepeHoc JaHHBIX MOCIETHETO HAOIIOICHHSI BIIEPE]I.

PaH,Z[OMI/I3I/IpOBaHHBIC U TOJIy4YaBIIHUC JICYHCHHUC IMAIUCHTHI C HCXOJHOM OLIECHKOM MU KakK

MHUHHMYM OJIHOM OIIeHKOH 3()(heKTHBHOCTHU MOCIIE€ UCXOTHOTO YPOBHSI.

3

Cpennee 3HaUEeHHE,

paccunTaHHOE

METOAOM HanMMCHBIINX KBaapaToBs,

CKOPPEKTUPOBAHHOE OTHOCUTEIBHO UCXOIHOTO YPOBHSI.
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COOTBETCTEBYET 3KCINEP T_H OMY OTUYETY

ot 18.09.2025 Ne 23530

L LS

4 He MeHbpIast 3¢(GEKTHBHOCTD MO CPaBHEHHIO o el s RN S GucT Akin ¢

MET(GOPMUHOM.

5 p <0,0001.

[Ipumenenue pamarnuduo3nHa B KadecTBE J00aBI€HHUS K Tepanuud MeThOPMHUHOM,
MIAMETIUPUIOM, MET(GOPMHUHOM W TPOU3BOJIHBIM CYJIb()OHUIMOYCBUHBI, CHTATIMIITUHOM (C
MeT(HOPMUHOM MU 0€3 HEr0) WK MpernapaToM WHCYIMHA MMPUBEIO K CTATUCTHYECKU 3HAYUMOMY
ymeHbleHnto ypoBHs: HbA 1c yepes 24 Henenu no cpaBHEHHIO ¢ mpueMoM Iuiare6o (p < 0,0001;
TabnuIe 4, 5 U 6).

Ywmenbmenne ypoas HbAlc, nabnronaemoe yepe3 24 Heienn, HOCUIO YCTOMYUBBINA XapakTep B
UCCIICIOBAHMSIX J00aBiieHUs panarmmdiuo3uHa (K TIUMENUpPUIY WIA Tpernapary WHCYIWHA)
COTJIACHO JaHHBIM, MOJYYEHHBIM BIUIOTH 10 48 Hemenb Tepanuu (rmumenupun) u 104 nHemens
Tepanuu (mpenapat uHCyiauHa). YUepes 48 Hemenb mpuUMeHeHMs Aanarid(io3uHa B KadyecTBe
no0aBIIeHUS] K TE€paNuy CUTATIANTHHOM (C MeT(HOpMUHOM MM 0€3 HEero) CKOPPEKTHPOBAHHOE
CpenHee M3MEHEHHE OTHOCHUTEIIBHO WCXOJHOTO YPOBHS Ui Jamariuduio3nHa B jgo3ze 10 mr u
wrane6o cocraBuio — 0,30% u 0,38%, coorBercTBeHHO. B mccnenoBanuu nanaraudio3nHa B
KauecTBe N00aBlIeHUS K Tepanuu MeThopMHHOM yMeHblnenue ypoBHsS HbAlc coxpansiocsk
BIJIOTh 10 102 Hemenu (CKOPPEKTHPOBAHHOE CpelHEee M3MEHEHHWE OTHOCUTEIBHO HCXOIHOTO
ypoBHs: — 0,78% u 0,02% s nanarmmdao3una 10 Mr u rane6o, coorBeTcTBeHHO). Uepes 104
HEJIENM HWCCAeAoBaHus nanariudao3uHa B KadyecTBE OOABJICHHS K Tepanuud IpernapaTroMm
WHCYJIMHA (B KOMOWHAIMHU C JTOTIOJHUTEIbHBIMUA TUIIOTTMKEMUYECKUMH TpernapaTaMu win 6e3
HUX) CKOPPEKTHUPOBAHHOE CpeaHee yMeHbIneHue ypoBHsS HbAlc oTHOCHTENBHO HCXOAHOTO
ypoBHst coctaBuiio — 0,71 % u — 0,06 % nnsa nanarnuduiozuna 10 Mr u manedo, COOTBETCTBEHHO.
Uepes 48 u 104 Henenu y mariieHTOB, MOJIy4aBIINX aanariandiao3ut B go3e 10 mr, 103a mpenapara
WHCYJIMHA 0CTaBajIach CTAOMIBHOM MO CPAaBHEHHUIO C UCXOAHBIM YPOBHEM U B CPEJIHEM COCTABIISAIA
76 Ell/cytku. B rpynme, momydaBmied miane6o, HaONI0AaIoCh CpeAHEe YBEIHMYEHHE O3Bl
npenapara uHcynauHa Ha 10,5 E[/cytku u 18,3 EJl/cyTKM OTHOCHTEIBHO HMCXOJHOTO YPOBHS
(cpemusis noza: 84 Ell/cytku u 92 E/l/cytkn) uepe3 48 u 104 memenu, coorBeTcTBEHHO. Jl0oms
MAalMEeHTOB, OCTaBLIMXCS B HccienoBaHuu uepe3 104 wepenu, cocraBuna 72,4% B rpymie,

nony4vasueil nanarnugnao3un 10 mr, u 54,8% B rpynne, nonaydasiieii niameoo.
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Taboauua 4. Pe3yabtathl mnjaned0-KOHTPOJ

COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 18.09.2025 N= 23530

upyemuiX | Hecderbuiini ARt oA B

KavyecTBe 100aBJIeHUs] K Tepanud MeT(GOPMHUHOM WJIH CHTATIHNTHHOM (C MeT(GOPMHUHOM HJIH

6e3 Hero) NpooKATEILHOCTHIO 24 Heaean (LOCF?)

KomOunupoBanHas Tepanus (100aBjieHue)

Merdopmunt HUurunéurop JAIII-4
(cuTaraunTun®) £
merdopmun’
Hanmarnudgaosun | [lnanedo | danmarnuduaosun | [linanedo
10 mr 10 mr
N4 135 137 223 224
HbA1c (%)
Hcxonuslii ypoBeHb 7,92 8,11 7,90 7,97
(cpenuee)
Hsmenenue otHocurensao | —0,84 -0,30 -0,45 0,04
MICXOJJHOTO YPOBHS"
PasHocTh OTHOCHUTEIIEHO -0,548 -0,48°
mane6o°
(95% AN) (-0,74,-0,34) (-0,62, -0,34)
% NaNHeHTOoB,
AOCTUTIINX YPOBHA
HbAlc < 7%
3HaveHre, 40,6" 25,9
CKOPPEKTUPOBAHHOE
OTHOCHUTEIFHO UCXOTHOTO
YPOBHS
Macca TeJa (Kr)
Hcxonnblii ypoBEHb 86,28 87,74 91,02 89,23
(cpenuee)
H3MmeneHnue otHOCUTENBHO | —2,86 -0,89 2,14 —0,26
FICXOJTHOTO YPOBHS
Pa3HOCTE OTHOCHUTEIILHO -1,97% —1,896
miane6o°
(95% 1) (-2,63,-1,31) (-2,37,-1,40)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.09.2025 N= 23530

L

(NOCNEQCBATENEHOCTE 0003)

llpumeuanue:

AT 4 — qunentuauinentuaasa 4.

! Metdopmun > 1500 mr/cyTku.

Curarmuntun 100 mr/cyTKu.

3 LOCF: mepeHOC HMaHHBIX TIOCIETHEr0 HaOMIOACHUS (40 TPUMEHEHHUS HEOTIOKHOMN

TCpaIru Uil IalUCHTOB, Y KOTOPBIX OHA HpHMeHHHaCB) BIICPCH.
4 Bce panmomMu3upoBaHHBIC MAlMEHTHI, MOJMYYUBIIUE HE MeHee | J03bl UCCIIeTyeMOTO
npernapara B JBOWHOM CJICTIOM PEKUME B KPATKOCPOYHOM JIBOMHOM CJIETIOM IEPHOIC.

5 Cpemnee  3HauYeHHE,  PACCUMTAHHOEC METOJIOM  HAaWMEHBIIUX  KBaJPaToB,
CKOPPEKTUPOBAHHOE OTHOCUTEIBHO UCXOAHOI'O YPOBHS.

6 p <0,0001 nnst paznuyusi OTHOCUTENIBHO TE€PAIUU IIANe00 B COYCTAHUU C MEPOPATLHBIM
THITOTJIMKEMHYECKUM MTPETIapaToM.

! p < 0,05 mis pa3iauuusi OTHOCHUTEILHO TEPAINUU TUIANe00 B COYSTAHUU C TEPOPATHLHBIM

THUIIOTTIMKCMHUYCCKUM ITpCIiapaToM.

Tadoauna S. Pe3yabTarhl mnJiane00-KOHTPOJUPYEMbIX HCCAeA0BAHUN ganarauduio3uHa B
KavyecTBe 100aBJeHMS K Tepanuy NPOM3BOIAHBIM CYJb()POHMIMOYEBHHBI (IJIMMENUPHI) HIH

MeT(l)OpMI/IHOM U MMPOU3BOAHBIM CyJ'lbq)OHI/IJIMO‘[eBHHLI MPOAOJIKUTEJIBbHOCTHIO 24 HeaeJIun

KomOunupoBannasi tepanus (1o00aBjieHue)
IIpousBoaHoe IIpousBoanoe
CyJ1b(OHUIMOYEBUHBI cy1b(OHUIMOYEBUHBI B
(rmamenupun’) coueTaHuu ¢ MeTGpopMuHOM?
Hanaraudgaosun | [lnanedo | Janarauduaosun | [lnane6o
10 mr 10 mr
N3 151 145 108 108
HbAlc (%) 4
Hcxomabpnii ypoBeHB 8,07 8,15 8,08 8,24
(cpennee)
N3menenue -0,82 -0,13 -0,86 -0,17
OTHOCHUTEIEHO
FICXOJTHOTO YPOBHS
Pasuocts otHOCHTENBbHO | —0,688 0,698
mane6o°
(95% AN) (-0,86, -0,51) (-0,89, -0,49)
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 18.09.2025 N= 23530

(NOCNEQCBATENEHOCTE 0003)

% NanUeHTOoB,
AOCTUTIIMX YPOBHS
HbAlc < 7% (LOCF)®
3Hauenue, 31,78 13,0 31,88 11,1
CKOPPEKTUPOBAHHOE
OTHOCUTEIIEHO

HCXOJHOTO YPOBHS

Macca Tena (kr)

(LOCF)®

Ucxoansiit ypoBeHsb | 80,56 80,94 88,57 90,07
(cpenuee)

3meneHnue —2,26 -0,72 -2,65 -0,58
OTHOCHTEIJIBHO

FICXOJIHOTO yPOBHS®

PasHocts oTHOCHTEIBHO | —1,548 2,078
miare6o°

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

! ['mumenupup 4 Mr/CyTku.

2 Metrdopmun (JiekapcTBeHHBIE (OPMBI ¢ HEMEUICHHBIM WM  MPOJOHTUPOBAHHBIM

BBICBOOOKIEHHEM) B J103€ > 1500 MI/CyTKM B COYETaHMM C MaKCUMAJIbHON MEPEHOCUMON 10301
(ToKHAa  COCTaBIATH HE  MEHee IOJIOBMHBI  MAaKCUMaJIbHOM  /103bI)  MPOU3BOJHOIO

CYJ'IL(I)OHI/IJ'IMO“ICBI/IHLI B TCYCHUC KaK MUHUMYM 8 HCACJIb 10 BKIIOYCHUSA B UCCIICAOBAHUC.

3 PaHI[OMI/IBI/IpOBaHHble " MOoJIydyaBIIMEC JICHCHWEC MAHUCHTHI C HCXOI[HOﬁ OHCHKOI\/JI n KakK

MUHUMYM OJIHOM OLIEHKOHM 3((eKTUBHOCTH I10CII€ UCXOAHOTO YPOBHSI.

4 Cron6bust 1 u 2 — ananu3 yposHs HbA lc ¢ npumenenuem metona LOCF (cMm. mpumeyanue

6);

cTon6usl 3 u 4 — ananu3 ypoHs HbAlc ¢ mpumenennem metona LRM (cMm. npumeuanue 7).

5 C €IHEC 3HAYCHHUEC, paCCUUTAHHOC MCTOAOM HAMMCHBIINUX KBAJpaTOB, CKOPPEKTUPOBAHHOC
>

OTHOCHUTCIIBHO UCXOOHOTO YPOBHH.

6 LOCF: nepeHoc AaHHBIX MOCIETHETO (MAIUEHTHI 10 MPUMEHEHUSI HEOTIONKHOU Teparuu)

HaOJIOZICHUS BIIEpe].

! LRM: npononbHbIN aHaIU3 TOBTOPHBIX U3MEPEHUI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 18.09.2025 N2 23530

8 p <0,0001 nnst paznu4usi OTHOCUTEIIBHO Tepannm:a;ﬁl%gg %&J&M%%@ﬁﬁ%ﬂéﬁbm

(-1) rumoOTIIMKEeMUYSCKUM(-H) TIperapaToM(-amMu).

Tabauna 6. PesyabTartnl, nosydennsie yepes 24 negean (LOCFY) B niane6o-KoHTpoIMpyeMoM
HCCJICAOBAHNH NAaNArau(Jio3HHa B KayecTBe KOMOMHMPOBAHHOW Tepanmuu ¢ WHCYJIHHOM (B

KayeCcTBe MOHOTEpanvm HJIA B KOMOMHAIIMM C NEePpopaIbHBIMM THIOITTUKEMUIECCKUMU

npenapaTammu)

IToka3aTteinb Janarandgaosun 10 mr B Ili1ane00 B KOMOMHAIINH C
KOMOMHAIIMM ¢ HHCYJIHHOM | HHCYJIMHOM * mepopaJibHble
+ nepopaJjbHble TUNOTJINKEeMUYeCcKue
TUNOTJINKEeMUYeCcKue npenaparbi’
npenaparbi’

N? 194 193

HbA1c (%)

Ncxoaabiii ypoBeHB 8,58 8,46

(cpenuee)

H3MeHeHe OTHOCUTEIBLHO -0,90 -0,30

FICXOHOTO yPOBHSA®

Pa3sHOCTh OTHOCHTEIILHO -0,60*

mane6o’

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

Macca Tena (Kr)

Hcxonnpiii ypoBEeHb 94,63 94,21

(cpenuee)

N3MeHeHne OTHOCUTEILHO -1,67 0,02

FICXOJHOTO yPOBHSA®

Pa3sHOCTH OTHOCHTEBLHO -1,68*

mane6o’

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

Cpennsst cyTo4YHas 1032

nncyanna (EI)°

Hcxonubiii ypoBEHB

(cpenuee) 77,96 73,96

H3meHeHrne OTHOCUTENBHO

HUCXOIHOTO ypOBH;{3 -1,16 5,08
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.09.2025 N= 23530

Pa3HOCTb OTHOCHUTENBEHO -6,23* 'ﬂl:l':'_iE"%E@';'TEJ IGHOC T5 0003)
mane6o’

(95% AN) (-8,84, -3,63)

ITanmeHTHl CO CHHKEHUEM 19,7°

CpeaHel CyTOUHOM J103bI
HWHCYJIMHA HC MCHEC YCM Ha

10% (%)

Ilpumeuanue:
! LOCF: mnepeHoc naHHBIX MOCIEIHEro (A0 WMIM B JaTy IEPBOIO IOBBIILIEHUS 03Bl
UHCYJIMHA, TPY HE0OXOAUMOCTH ) HaOJIIOICHUS BIIEpE/.

2 Bce panmomMu3upoBaHHbIE MAalMEHTHI, MOJYyYMBIIME HE MeHee | J03bl UCCIIETyEeMOIo
Ipernapara B JBOITHOM CJIETIOM PEXUME B KPATKOCPOUYHOM JIBOITHOM CJIETIOM MEPUOJIE.

3 Cpennee 3Ha4yeHue, paccuuTaHHOE METO/10M HaUMEHBUINX KBaJIpaToB,
CKOPPEKTHUPOBAHHOE  OTHOCHUTEJIBHO  HCXOAHOTO YPOBHS M  HaJM4Yus  IEpOPaIbHOTO
TUIOTJIMKEMHYECKOT 0 TIperapara.

4 p <0,0001 mns pa3nuuus OTHOCUTEIBHO TE€paNuH IJIale00 B COUYETAHUU C UHCYJIMHOM +
HEepOpaJIbHBINA TMITOTIMKEMUYECKHI Ipernapar.

> p < 0,05 nng paznuuus OTHOCUTENBHO Tepaluy Ianedo B COYETaHUM C MHCYJIUMHOM =+
MIEPOPaIbHBIN TMITOTTIMKEMUYECKUI ITpenapar.

6 [loBpiieHME A03bI NpenapaTa WHCYJIWHA (BKJIIOYash WMHCYJIWH KOPOTKOIO JIEWCTBUSA,
UHCYJIUH CpeIHEeH MpOoJoIKUTEIbHOCTH IeHCTBUS M 0a3abHBI MHCYIHH) JOMYCKaJIOCh TOJBKO
B Cllyda€ COOTBETCTBMs ITallUEHTOB IPEIBAPUTEIBHO 3aJaHHBIM KPUTEPHUSIM KOHLEHTpaLuu
[JIIOKO3BI B IJIa3M€ HATOIIAK.

! Ucxonno 50% manueHToB TOJy4add MOHOTEpamnuio mpenapatoM uHcyiuHa, 50%
NAlUEHTOB B [OMOJHEHHWE K Tepanud HHCYJIMHOM MpUHMUManu | win 2 nepopaibHbIX
TUIOTTIMKEMUUYECKUX Tpenapara: u3 3Toi rpymnmnsl 80% mpuHUMau ToJabKko MeThopMuH, 12%
OpUHUMATU METGOPMHUH B KOMOMHALIMU C TMPOHM3BOJIHBIM CYJIb()OHUIMOYEBHHBI, @ OCTaJbHbBIE

NMAanUCHTBI IPUHUMAIIN APYTUEC MIEPOPATBbHBIC TUITOTTIMKEMHUYCCKHEC IPLCIIapaThI.

KOM6MHUD08GHHCZ}1 mepanusi ¢ Mel’}’Zd)ODMUHOM Y nayuermaoses, panee He noaydasuiux mepanuro

B o0meit cnoxxnoctu 1236 nanueHToB ¢ HeagekBaTHbIM KoHTposieMm CJI 2 tuna (HbAlc >7,5% u
< 12%), paHee He TOJYYaBIIUX TEPAINHIO, MIPHHSIN y4acTHE B 2 UCCIEIOBAHMIX C aKTHBHBIM

KOHTPOJIEM IMPOAOJIZKUTCIIBHOCTBIO 24 HECACIN OJId OLCHKH B(IJ(I)CKTI/IBHOCTI/I u 0C30IMacHOCTH
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COOTBETCTEBYET 3KCINEP T_H OMY OTUYETY

ot 18.09.2025 N2 23530

L LS

KOMOWHHPOBAHHOM Tepanuu ganarindro3nHoMm (5 mr HHDI':ié;\lajl:'% ﬁgﬁagﬁll/fl G IM(I”I:IbCLt){VIII/IIIHOM

y MaLIUEHTOB, paHEE HE MOJIyYaBIIUX TE€PAIHIO, 10 CPABHEHUIO C MOHOTEpAIIUEH.

Jleuenne nanarnugiao3uHoM B 1o3e 10 Mr B komOuHanuu ¢ meropmuHoM (B 1o3e 10 2000 mr B
CYTKHM) OOECHeunsio CTaTUCTUYECKU 3HauMMoe YyiydineHue ypoBHs HbAlc mo cpaBHeHuio c
MoOHOTepanuen (Tabmuua 7) U OpuBeno K OoJjiee BBIPAKEHHOMY CHUKEHHMIO KOHIECHTpPAIUU
roko3bel B miiazme Hatomak (I'TIH) (mo cpaBHeHuio ¢ MoHoOTepamueil) U macchl Tena (1o

CpaBHEHHIO C Tepanuei MeT(HopMUHOM).

Ta6auua 7. PesyabTaTel, mosydennbie 4depes 24 negean (LOCF!) B cpaBHuTeIbLHOM
HCCJICAOBAHNHM C AKTHUBHBIM KOHTpPOJIeM II0 OIeHKe KOMOMHMPOBAHHOH Tepamnuu

I[aHaFJII/I(l)JIO3I/IHOM Hu MeT(l)OpMI/IHOM Y NalMUEHTOB, PaHEE HE MOJTYYaBIIUX TEPaAIuIo

Moka3aTennb Hanaraudaoszun 10 mr | Janarangaozun Metdopmun
B COYCeTAHUM ¢ | 10 mr
MeT(hOPMHHOM

N? 2112 2192 2082

HbA1c (%)

Hcxoaubiii ypoBeHB 9,10 9,03 9,03

(cpennee)

N3menenue orHocutensHo | —1,98 -1,45 -1,44

FICXOJHOTO yPOBHS®

Pasnocts orHocHTepHO | —0,53%

Tepanuu

nanarnuduo3uaoM’

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

Pa3sHOCTE OTHOCUTEIBHO -0,544 -0,01

Tepanuu MeTGOPMUHOM®

(95% JIV) (-0,75, -0,33) (-0,22, 0,20)

Ipumeuanue:

! LOCF: nepeHoc JaHHBIX MOCHENHEro (10 NMPUMEHEHHUS HEOTJIOKHOM Tepamuu s

MAIMEHTOB, Y KOTOPBIX OHA MPUMEHsIACh) HAOIIOACHUS BIIEPE.

2 Bce paHnomu3npoBaHHBIE NAIMEHTHI, MMOJIYYMBIIME HE MEHee | J03bl HCCIEqyeMOro

Ipemnapara B JIBOMHOM CJICIIOM PEKUME B KPATKOCPOUYHOM JBOMHOM CJIEIIOM nepuoac.
8 Cpeleee 3HaA4YCHHUC, pacCunuTaHHOC MCTOAO0M HaMMCHBIINUX KBaaApaTos,

CKOPPEKTUPOBAHHOE OTHOCUTEIHFHO HUCXOIHOTO YPOBHSI.

4 p <0,0001.
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(NOCNEOOBATED
Kombunuposannas mepanus ¢ sxcenamudom np 0J10H2up(ﬂ;afmgzd% ucmevist

B n1BOliHOM ciierioM HCCIIEJOBaHUM C aKTUBHBIM KOHTPOJIEM IPOJOJIKUTEIBLHOCTHIO 28 HEelb
CpaBHMBAIM  KOMOMHHMPOBAHHYIO  Tepamuio  Janarid@iIOo3MHOM M JKCEHATHUJOM
MIPOJIOHTHUPOBAHHOTO  niedicTtBus  (aronuctom  penentopoB ITII-1) ¢ MoHoTepanmeit
nanariaugI03MHOM U MOHOTeparueil 9KCeHaTUI0M MPOJIOHTUPOBAHHOTO JIEHCTBUS Y MAlIUEHTOB C
HeaJIeKBaTHBIM KOHTPOJIEM INIMKEMHUU pH MoHOTepanuu MethopmuHoM (HbAlc > 8% u < 12%)).
Bo Bcex rpynmnax jgeueHus Obl1o oTMeueHo cHukeHue ypoBHs HbA ¢ o cpaBHEHHIO ¢ MCXOIHBIM
ypoBHeM. B rpynne koMOMHUPOBaHHOW Tepanuu fanarindio3uHoM B 1o3e 10 Mr u skceHaTHaOM
MPOJOHTHUPOBAHHOTO JEUCTBUA ObLIO MOKa3zaHO Oosiee BhIpaXKEHHOE CHIDKeHHE ypoBHsA HbAlc
OTHOCHUTEJIBHO HCXOJHOTO YPOBHS II0 CpPaBHEHHIO C MOHOTEpanueil aanaraugio3uHOM U

MOHOTEpANUEH IKCEHATHIOM IPOJIOHTHPOBAHHOTO JielicTBU (Tabmuia §).

Tadiuna 8. Pe3yabrarbl HCCIeIOBAHUS Tepanuv AAnarjvu(uo3MHOM M IKCEHATHAOM
MPOJIOHTHPOBAHHOIO [eliCTBHSI MO CPABHEHMIO C MOHOTepanuvell xanarjugJo3uHOM U
MOHOTepanueil 3KCEHATHAOM NPOJOHTMPOBAHHOIO [eicTBHS (MAMEHTHI NMOMYJIAUHUH C

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

Helellb
IToxa3zarenn Janaraugaosun Janaraudgaosun JKCeHaTH]
10 mr 1 pa3z cyrku B | 10 mr 1 pa3 cyTku B | IPOJIOHTMPOBAHHOT0
KOMOMHAIIUH C KOMOMHaLNH ¢ aeicreus 2 mr 1 pas
IKCEHATHIOM mianedo 1 pas B B HeJeJI0 B
MPOJIOHTUPOBAHHOTO He/1es10 KOMOMHALNHU C
aeiicreus 2 mr 1 pa3 manedo 1 pa3s cyrku
B He/leJI10
N 228 230 227
HbA1c (%)
Hcxonnslii ypoBens | 9,29 9,25 9,26
(cpenuee)
U3MeHeHwue -1,98 -1,39 -1.60
OTHOCHUTEIEHO
MCXOJIHOTO ypoBHs'
Cpennsis pa3HOCTh B -0,592 -0,38°
N3MEHEHUH (-0,84, -0,34) (-0.63,-0.13)
OTHOCHUTEIEHO
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HCXOJHOTO YPOBHS

MEXIY
KOMOMHHPOBAaHHOM
Tepanue u
Teparueil OTHUM
npenapaTom

(95% AN)

% namueHToB, | 44,7 19,1 26,9

AOCTUTIINX YPOBHS

HbAlc < 7%

Macca TeJa (kr)
Wcxomuenii ypoBens | 92,13 90,87 89,12
(cpenuee)
N3menenue -3,55 2,22 -1,56
OTHOCHTEIJIBHO
FICXOIHOTO ypOBHs'
CpenHsisi pa3HOCTh B -1,332 —2,002
W3MEHCHUU (2,12, -0,55) (2,79, -1,20)
OTHOCHTEIJIBHO
WCXO/JHOTO  yPOBHS
MEXITY
KOMOMHHPOBAHHOM
Tepamnuen 51
Tepanuen OJHUM
npenaparom  (95%

A)

Ilpumeuanue:

N — konu4ecTBO NaueHToB, J\ — noBeputenbHbI HHTEPBAI.
1 CkoppekTupoBaHHBIE CpEIHHE 3HAYEHHS, PACCUMTAHHBIE METOJIOM HAMMEHBIINX KBAPaToB, U
pa3HOCTb B U3MEHEHUHU OTHOCHUTEJIBHO MCXOJHOTO YpPOBHS 4epe3 28 Hellelnb CMOJECIUPOBAHBI C
HCIIOJIb30BaHUEM MOJIENIM CO CMEUIaHHBIMU 3P deKTaMu Al NOBTOPHBIX n3MepeHuit (MMRM),
KOTOpas BKJI0Uajia BapuaHT Tepanuu, peruoH, cTpaTy ucxoaHoro yposus HbAlc (<9,0% unu >

9,0%), HEJENI0 JIEYECHUS M B3aUMOICHCTBHE «TepaluA—HCACIISD» B KA4YCCTBC ITOCTOSHHBIX

3HAYCHUN M 3HAYEHHUE HUCXOTHOIO YPOBHA B KaUCCTBC KOBApPUATEI.
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2 p<0,001. (MOCNEOQOBATENEHOCTE 0003)

$p<0,01.

Bce 3HaueHus p CKOPPEKTUPOBAHBI C MOMPABKON Ha MHOKECTBEHHOCTb.

B CTaTI/ICTI/I‘IeCKI/Iﬁ dHaJIM3 HEC BKIHOYaAJIU HSMCpCHI/IH, HOJ'IyLICHHI)Ie I10CJIC HpI/IMeHeHI/IH
HeOTJ’IO)KHOfI TepaHI/II/I, a TAKXE II0CJIC npemﬂeBpeMeHHoro HperaHleHI/Iﬂ Ipucma I/ICCJ'ICI[yeMOFO

npernapara.

Konuenmpauus anoxossl 6 niazme Hamoujax

[Ipumenenue nanarnuduosuHa B go3e 10 Mr B KadecTBe MOHOTEpanMHM WM B KayecTBe
no0aBlieHUs] K Tepanmuu METPOPMHHOM, TIMMENMHUPUAOM, METPOPMHHOM H IPOU3BOIHBIM
CyIb(OHUIMOYEBUHBI, CUTATTUNTHHOM (¢ MeropMuHOM WM 0€3 HEro) WM TpenapaTom
MHCYJIMHA TPUBENIO K cTaTUcTHYecKu 3HaunMomy cHrkeHuto ['TIH (ot —1,90 mo —1,20 mmoms/mn)
[oT —34,2 mo —21,7 mr/mn]) o cpaBHeHuto ¢ miamnedo (ot —0,33 g0 0,21 mmoaw/a [oT —6,0 10 3,8
mr/mi]). Orot 3 dexT Habmroancs yepe3 | HEAeNo JICUCHUS U COXPAHSIICS B MCCICIOBAHUSX,
npojospkaBiuxcs 10 104 Henens.

KomOunupoBanHas tepanus jnanarnugiao3uHoM B go3e 10 Mr u dKCEHATHAOM
MPOJOHTHPOBAHHOTO JEUCTBUS MPUBOAWUIA K CTAaTUCTHUYECKH 3HAYUMO OOJbIIEMY CHU)KCHUIO
['TIH gepe3 28 Henenb jgedeHus: —3,66 MMOIIb/T (—65,8 MI/1iT) M0 CpaBHEHUIO ¢

—2,73 Mmmounb/1 (—49,2 mr/mn) B rpymnie MoHoTepanuu ganarinuduoznHom (p < 0,001) u

—2,54 mmonb/n (—45,8 Mr/an) B rpymnie MoHoTepanuu 3kceHaTuiom (p < 0,001).

B crenuansHOM uccnenoBanuu y nanuentos ¢ CJI 2 tuna ¢ pCK® > 45 u < 60 Mn/mun/1,73 m?
Tepanus nanarnudiao3uHoM npusena K cHuwkeHuto I'TIH uwepes 24 nenmenu: —1,19 mmons/n

(21,46 mr/mn) nio cpaBuenwuio ¢ —0,27 mmois/i (—4,87 mr/m) B rpymie miamne6o (p = 0,001).

R'OHueHmpauuﬂ 2JAIOKO3bl 68 nNiasme nocie npuema nuuiu

[Tpumenenue nanarnaudio3una B 1o3e 10 Mr B kauecTBe 100aBJI€HUS K TE€PANUU TITUMENUPUAOM
NPUBOJIMIO K CTaTUCTUYECKH 3HAUMMOMY CHIKEHUIO KOHIIEHTpAllMM TJIIOKO3bI 4yepe3 2 yaca
nocJie mprueMa Iy 4epe3 24 Helenu JIeUeHHs], KOTOPOE COXPaHsIOCh BIJIOTh 10 48 Hexenu.

[Tpumenenue ganarnuduosuHa B 103¢ 10 Mr B kauecTBe 100aBIEHUS K TEPAIMH CUTATTIUITHHOM
(c MerhopmMHuHOM WK G€3 HEro) MPUBOAMIIO K CHIDKEHUIO KOHIIEHTPALIUHU TJIIOKO3BI yepes 2 yaca
IIOCJIE MTpUeMa MUK Yepe3 24 Helenun JeUYeHHs], KOTOPOE COXPAaHSUIOCh BILIOTH /10 48 HEJENH.

KomOunupoBanHass tepanus jganariau@iuosuHoM B jgo3e 10 Mr W IKCEHATHUIOM
IPOJIOHTUPOBAHHOTO JECUCTBHUS MPUBOJIMIA K CTaTUCTUYECKH 3HAYUMO OOJbIIEMY CHUXKEHHUIO
KOHIIGHTpAllM TJIFOKO3bl 4epe3 2 4aca IOcCie NMpUeMa IHUIMM 4epe3 28 Henenb JIEUYECHHs 110

CPaBHEHHUIO C Tepanuen KaxabIM IpernapaToM Mo OTAEIbHOCTH.
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Macca mena

[Tpumenenue nanarnudiao3nHa B go3e 10 Mr B KauecTBe JOOABICHHS K Tepaii METQOPMUHOM,
CIAMETIUPUIOM, MET(GOPMHUHOM W TPOU3BOJIHBIM CYJIb()OHWIMOYCBUHBI, CHTATIMIITUHOM (C
MeThOPMUHOM WM 0O€3 Hero) WM MpenaparaMd WHCYJIMHA MPUBOAMIO K CTaTUCTUYECKU
3HAYUMOMY CHIDKCHHIO Macchl Tena uyepes 24 nenenu (p < 0,0001, Tabmuibt 4 u S). ITH 3dDHEKThI
HOCHUJIM YCTOMUMBBIM XapakTep B JOJITOCPOYHBIX HccienoBaHUsIX. Yepes 48 Henenb pa3HOCTb
3HAYCHUH, TMOYYEHHBIX B IpyMIe A00aBieHHs Hanarin@iao3uHa K Tepanuy CUTATIAITHHOM (C
MeT(HOpMUHOM WK 0€3 HEer0) U B TPYIIIe, MoJIydaBIien mianebdo, coctaBmia —2,22 kr. Yepes 102
HEJeNU Pa3HOCTh 3HAUYEHUH, MOIYYCHHBIX B Tpymie A00aBiIeHUs Aanariuduio3rHa K Tepanuu
MET(GOPMUHOM U B TPYIIIE, MOJTy4yaBIel miane0o, 1 pa3HOCTb 3HAYEHUH, TOJIyYCHHBIX B IPYIIe
nobaBieHus nanarau@iao3Ha K Tepanmud WHCYJIMHOM W B TPYIIE, IMOJyYaBIIeH Iuiamnedo,
coctaBuiia —2,14 xr u —2,88 Kr, COOTBETCTBEHHO.

[Ipy nmpuMeHeHMH B KadyecTBE A00aBJIICHHA K Tepanud METQOPMUHOM B HCCIECIOBAaHUH HE
MeHbIIeH 3(pPEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM Janarin(Io3uH MPUBOAMI K CTATHCTHYECKU
3HAYMMOMY CHUKEHHIO MacChl T€Jia 110 CPAaBHEHUIO C IPUMEHEHUEM riunu3uia (Ha —4,65 xr uepes
52 menenu (p < 0,0001, Tabnuia 3)), koTopoe coxpansioch uepe3 104 u 208 nenens (— 5,06 kr u
—4,38 KT, COOTBETCTBEHHO).

[Ipumenenne namarnuguosnHa B go3e 10 Mr B KadecTBe KOMOWMHHMPOBAHHOW Tepamuu C
HKCEHATHIOM IPOJIOHTUPOBAHHOIO JEMCTBHSI MPUBENIO K CTATUCTUYECKH 3HAYUMO OOJbIIEMY
CHIKEHUIO MAcCChl TeJla M0 CPAaBHEHHUIO C MOHOTEpaNMed KaXkIbIM IMpenapaTtoM B OTAEIbHOCTU
(Tabmnuua 8).

B unccnenoBanuu ¢ yuyactuem 182 nanuenros ¢ CJl 2 Tumna ¢ UCIOJIBb30BaHUEM JBYXIHEPreTUUECKOM
PEHTICHOBCKOM  abCcopOLMOMETpHHM Ui OLCHKM  KOINMYSCTBEHHOTO  COCTaBa  Teja
IPOAOKUTENBHOCTBIO 24 HENENN 10 JaHHBIM U3MEPEHUH C UCIIOJIB30BAHUEM JIBYXIHEPreTHUECKOM
PEHTI€HOBCKON a0COpOIMOMETPUH TIPU IPUMEHEHNHU aanaringio3nHa B 1o3e 10 Mr B coueTaHuu ¢
MeT(GOPMHHOM MO CpPaBHEHUIO C IUIane00 B KOMOWMHAIMH ¢ MeT(GOpPMHHOM OBUIO IOKa3aHo,
COOTBCTCTBCHHO, CHM)KCHHUEC MACCHI TCJIa U )KHpOBOﬁ MacCChbI T€Jid, 4 HE IOTCPA MBIIIEYHONH MAacChl WA
KHUIKOCTH. B moauccrnenoBaHuM C  MCMOAL30BAaHMEM MAarHUTHO-PE30OHAHCHOW TOMOrpaduu
NpUMEHEHUE Aanariugio3nHa B KOMOWHAIMU ¢ MET(HOPMHHOM NPOBOJMIO K KOJIUYECTBEHHOMY
YMEHBIIIEHUIO BUCIIEPATLHOM JKHPOBOI TKAHU IO CPAaBHEHUIO C TPUMEHEHHEM TUTare00 B KOMOMHAITUT

C METPOPMHUHOM.

Apmepuanvroe odasnenue

Ha ocHoBanuu ananm3a 00beTMHEHHBIX JJAHHBIX 13 M1a11e00-KOHTPOIMPYEMBIX UCCIICIOBAHUMN TI0

3apaHce NMPECAYCMOTPCHHBIM IEPECMCHHBIM YCPC3 24 HCACIIN TCpaIlluu ,[[aHaFJII/I(I)J'I03I/IHOM B 103€
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10 mMr OBUIO IMOKA3aHO U3MEHEHHE CUCTOINUYECKOTO apm‘;ﬂ%%ﬂ&%‘%ﬁﬁ@ﬁ%ﬁﬂ'@kﬂg '?{é;l —L_Ja :7‘ MM

PT. CT. U AMACTOJIUYECKOTO apTepuanbHoro aasieHus (JA/) na —1,8 MM pT. CT. OTHOCUTEIHHO
MCXOJIHOTO YPOBHS 110 cpaBHeHUIO ¢ u3meHeHueM CAJl na —0,5 mm pr. ct. u JA ] na —0,5 MM pT.
CT. B TpyIIIIe, mosry4aBiiei miane6o. CxoaHapie n3MeHEeHUs HabJro1amuch BIUIOTh 10 104 Henenu
TEparnuu.

KomOunupoBannas Tepanus fanariugio3nHoM B o3¢ 10 Mr B KOMOMHAIIMHM C 3KCEHATHIOM
IPOJIOHTUPOBAHHOTO JCUCTBHUS MPUBOJIMIA K CTaTUCTUYECKH 3HAYUMO OOJbIIEMY CHIKEHUIO
CAJl gepe3 28 nenensb (—4,3 MM PT. CT.) 10 CPAaBHEHHUIO ¢ MOHOTepamnuen aanariudio3uHOM
(— 1,8 MM pt. cr., p < 0,05) ¥ MOHOTEpamueil dKCEHATHIOM IMPOJOHTHPOBAHHOTO JAEHCTBUS
(1,2 mm pT. cT., p < 0,01).

B 2 nnane0o-KOHTpOIUpPYEMBIX UCCIEI0BAHUSAX MPOAOHKUTEIBLHOCTRIO 10 12 Henenb, B 00mei
cioxHoctd, 1062 mnaumeHTa ¢ HeanekBaTHbIM KoHTposieM CJI 2 Tuma u aprepuallbHOU
TUIEPTEeH3UU (HECMOTPS Ha MPEAIIESCTBYIOIIYIO CTa0MIbHYIO Tepanuto HHruoutopom AllD unu
BPA 1II B ogaom uccnenoBanuu u uHruouropom AIID mnu BPA B coueranuu c eme ogHuUM
AQHTUTUIIEPTEH3UBHBIM  IpeNapaToM B  JPYyroOM  MHCCIEAO0BAaHUHU) TOJIy4YaJd  TEPaIuio
nanarnudiosunoM B go3e 10 mr wmm mnane6o. Yepes 12 Henmenb B 000MX HCCIIEIOBAHMSIX
npuMeHeHue famarnudiosmHa B go3e 10 Mr B coyeTaHMM €O CTaHAApPTHOM
NPOTHBOAMA0ETUYECKON Tepanueil mpuBeno K ymydniennto ypoBHs HbAlc u cHmkenunio CAJl,
CKOPPEKTUPOBAHHOMY C y4eTOM Iutare6o, B cpenrem Ha 3,1 u 4,3 MM pT. CT., COOTBETCTBEHHO.

B crenuansHOM uccnenoBanuu y nanuentos ¢ CJI 2 Tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 m?
yepes 24 Hefenu Tepanus Aanariu@io3nHoM npuBena K cHkeHno CAJl B MOT0XKeHUH CUTIs:

—4,8 MM PT. CT. 110 CpaBHEHUIO ¢ —1,7 MM PT. cT. B rpynme mwianedo (p < 0,05).

KOHmDO/Zb SAUKeEMUU YV nAUUECHIMOE6 C HapYyueHuem d)VHKuuu no4ex cpe()Heﬁ cmenernu mAsdcecmu

(xponuueckas 6onesib nouex cmaduu 34, pCKD > 45 u < 60 ma/mun/1,73 M%)

D¢ dexkTuBHOCTH Aanarivdio3nHa ObuTa OlIEHEHA B CIIEIUATLHOM HCCIEAOBAHUH Y MAIIUEHTOB C
CJ1 2 tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 M? ¢ HeaIeKBaTHBIM KOHTPOJIEM TIIMKEMHH TIPH
CTaHJapTHOM JieueHuH. Tepanus nanarnudao3uHOM NpuBeNa K yMeHblIeHuto ypoBHs HbAlc u

MAaccChl TeJia o0 CpaBHEHUIO ¢ manebo (Tadnuma 9).

Tab6mmoa 9. Pe3yabTarbl, moay4deHHble 4epe3 24 Hedeld B IJIaned0-KOHTPOJIMPYEMOM
HCCJIeI0OBAHMM NPpUMeHeHus aanarjauduioznna y nauuedToB ¢ CJI 2 tuna ¢ pCK® > 45 u < 60

w/mun/1,73 M2

JManarauguosun® 10 mr Inanedo!
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N2 159 (HoOCH E@é:‘lEu.-L.TEﬂi:-HC CTE 0003)
HbA1c (%)
Ucxonusiii ypoBeHb | 8,35 8,03
(cpenuee)
Usmenenune  or”HocurenbHo | —0,37 -0,03
FICXOJHOTO yPOBHS?
PasnocTh otHOcuTeNbHO | —0,344
miane6o?
(95% AN) (-0,53, -0,15)
Macca Tesa (Kr)
Ucxonusiii ypoBeHb | 92,51 88,30
(cpenuee)
Hsmenenue (%) | -3,42 -2,02
OTHOCHTEIJIBHO UCXOJIHOTO
YpOBHS®
Pasnocts B msmenenun (%) | —1,43*
OTHOCHUTENBHO IIane60°
(95% AN) (2,15, -0,69)

Ilpumeuanue:
1

MetdopmuH ninu MeThopMUHA THIPOXIIOPH BXOAUIIM B CTaHIapTHYIO Tepanuio 69,4% u

64,0% nanueHToB B IpyIie, Noay4aBiiei nanariauduo3ud B go3e 10 Mr, ¥ B rpyne, HoayJaBiei

m1aedo0, COOTBETCTBEHHO.

2

Cpennee 3HaYeHHe,

paccuuTaHHOE

METOIOM

HaAaMMCHBIINX KBaaparTos,

CKOPPEKTUPOBAHHOC OTHOCUTCIIBHO UCXOJJHOT'O YPOBHH.

3

Onpez[eneHo Ha OCHOBAHUU CPCAHCTO 3HAYCHUA, paCCUUTAHHOTO METOJJOM HAUMCHBIINX

KBaaApaToB, CKOPPEKTUPOBAHHOI'O OTHOCHUTECIBHO HCXOJHOT'O YPOBHA.

4 p < 0,001.

THayuenmoi ¢ ucxoonvim yposuem HbAlc > 9%

Ha ocHoBanuu aHanmm3a MaHHBIX MAIMEHTOB ¢ UCXOMHBIM ypoBHeM HbAlc > 9,0% mo 3apanee

MPEAYCMOTPEHHBIM TEPEMEHHBIM Tepamus mamaraudio3uHoM B go3e 10 Mr mpuBoguia K

CTaTUCTHYECKH 3HAUMMOMY YyMeHblIeHHI0 ypoBHs HbAlc uepe3 24 Henenu mnpumeHeHUs B

KaueCTBC MOHOTCpaAln (CKOppeKTI/IpOBaHHOC Cp€AHCC HU3MCHCHUC OTHOCUTCIIBHO HCXOOIHOI'O
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ypoBHs: —2,04% u 0,19% nns nanarnudio3una B 103¢€ IM;I%%GT@JJEQ%TJ%&&'& :'npn

n00aBIIeHUH K Tepanuu MeT(HOpMUHOM (CKOPPEKTUPOBAHHOE CPEIHEE N3MEHEHUE OTHOCUTEIHHO

ucxoanoro ypoBHs: —1,32% u —0,53% nns manarnudno3una u miamne6o, COOTBETCTBEHHO).

Cepoeurno-cocyoucmole u noueuHwvle UCXoobl

HccnenoBanue BiusHUs ganarivdio3nHa Ha cepraedno-cocyaucteie ucxonsl (DECLARE) —
MEXIYyHApOJAHOE  MHOTOLEHTPOBOE  PAaHJOMHU3MPOBAHHOE JIBOMHOE  cienoe  ranedo-
KOHTPOJHMPYEMOE KIMHUUECKOE UCCIIE0BAaHKUE Ul ONpENEIeHUs BIMAHUA Aanarauduio3nHa Ha
CEepAEYHO-COCYUCThIE UCXO/IbI IPU €ro 100aBIeHNH K TeKylIed 6a30BOM Tepanuu 1o CpaBHEHUIO
¢ iane6o. Y Bcex mauueHtoB O0bu1 CJ] 2 Tuna u 1ubo 1Ba u 6osee JOMOTHUTEIBHBIX (PaKTOPOB
pHCKa pa3BUTHS CEPIIEYHO-COCYAUCTOTO 3a00IeBaHus (BO3pacT > 55 neT y My»KUiH Wwin > 60 et
y KEHIIMH U OJUH WIM Oosee M3 cleayromux (akTopoB: TUCIUIMIEMHUs, apTepuanbHas
TUIEPTEH3Us MM TabakOKypeHue), JuO0 JUAarHOCTUPOBAHHOE  CEPAEYHO-COCYIUCTOE
3a00JeBaHue.

N3 17160 pannoMu3upoBaHHBIX MaUMeHTOB y 6974 (40,6%) ObUTIO TUArHOCTUPOBAHO CEPACUHO-
cocynucroe 3aboneBanue, ay 10186 (59,4%) TakoBoe orcyrcTBOBaio. B 00mieit ciokHoctu 8582
nanueHTa ObUIM paHI0MHM3UPOBAHBI B IPYIIy IpUMeHeHus fanarinudio3una B go3e 10 mr, a 8578
NAIMEHTOB — B IPYIIy I1J1ae00; Me1naHa JJIMTENbHOCTH HaOI0AeHHs cocTaBuia 4,2 roja.
Cpenuuii BO3pacT MaIMEeHTOB UCCIEAyeMON omymsiiuu coctaBui 63,9 roxa, 37,4% nanueHToB
Obuln JkeHckoro mosa. B obmeit cnoxknoctu 22,4% mnaumentoB crpaganu CJ[ 2 Tuma Ha
IPOTSKEHUM < 5 JeT, cpeassst npoaospkutenbHocTs C/I 2 tuna cocrasuia 11,9 ner. Cpennee
3Hauenne ypoHs HbA lc cocrasnsno 8,3%, cpeaunit UMT — 32,1 kr/m?.

Ucxonno y 10,0% marueHTOB B aHaMHE3€ OTMEUaach CepAcdHasl HEeA0CTaTOYHOCTh. CpemaHsis
pCK® cocraBuna 85,2 wmn/mun/1,73 Mm%,V  7.4% TalMeHTOB pCK® Opima MeHee
60 ma/mun/1,73 Mm% Y 30,3% namueHToB HaGMIOAANAach MHKPO- MM MaKpoalbOyMHHYpHUS
(cootnomenue A/Kp moun) > 30 u < 300 mr/t unu > 300 MI/T, COOTBETCTBEHHO).

Ucxonno  OGonprmmass dacte manueHToB  (98%) monydanu  OAMH WM HECKOJBKO
IPOTUBOAMA0ETUYECKHX MpenapaToB, BKIo4as MeTgopmuH (82%), npenapaTtsl uHCYnuHa (41%)
U TIPOU3BOJIHBIE CYNIb(HOHUIMOYEBHHBI (43%).

[lepBuyHble KOHEYHBIE TOYKM BKJIIOYAIA BPEeMs JIO Ppa3BUTUS TEPBOTO  SIBJICHUS
KOMOWHHUPOBAHHON KOHEYHOM TOYKH, BKJIIOUYABIIEH CMEPTh MO MPHUYUHE CEPIACYHO-COCYAUCTON
[aToJIOTUH, HH(PAPKT MUOKAp/ia UM UIIEMUYECKUNA MHCYIBT (OCHOBHBIE CEPICUHO-COCYAUCTHIE
COOBITHS), a TaKXKe BPeMsl JI0 pa3BUTHUS MEPBOTO SBICHUS KOMOMHUPOBAHHOW KOHEYHOM TOUKH,

BKITIOYABIICH TrOCIIUTAJIU3AaIUIO 110 [TIOBOAY cepﬂequﬁ HEAOCTAaTOYHOCTH UJIU CMEPTH 11O MPHUYNHE

39



530

ot 18.09.2025 N= 2

CePICUYHO-COCYAUCTOTO 3a00JIeBaHUsL. B1 opI/IqHH'el_I L :'Rgllf[giﬁ ié'TE%EIﬁI"' T :'B"I|<ﬂ|rld:q'ann

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KOMOWHUPOBAHHYIO KOHEYHYIO TOUKY MIOYEYHBIX UCXO/I0B H CMEPTH 10 JIF0OOH MpUYKHE.

OcHosnvie cepoeuno-cocyoucmule cooblmus

Janarnugnosun B go3e 10 Mr npoeMOHCTpUPOBa HE MEHBLIYIO 3()PEKTUBHOCTD IO CPABHEHUIO
¢ ru1ane6o0 B OTHOUIEHUH KOMOMHUPOBAHHON KOHEYHOU TOUKH, BKIIFOYAIOIIEH CMEPTh 10 IPUIHHE
CepACYHO-COCYTUCTON MATONOTWM, WHGPAPKT MHUOKapJa WIA HIIEMUYECKHH HHCYIBT

(omaocToponHee 3HaueHue p < 0,001).

XpoHuueckas cepdetmaﬂ HEe0OCMAamo4HOCHb UU cmepnib no npuvduHe cep()ewo-cocyducmoﬁ

namono2uu
Hanarnudiosus B 1o3e 10 Mr mpoaeMOHCTpUPOBaI MPEBOCXOJICTBO MO CPABHEHUIO C III1anedo B
OPEJOTBPALICHUN  TEPBUYHOW  KOMOWHMPOBAHHOW  KOHEYHOH  TOYKH,  BKIIIOYAROIICH
TOCIIUTATH3AINIO 110 TIOBOJY CEpJCYHON HEIOCTATOYHOCTH HMJIM CMEPTh 10 MPHYHUHE CEpACUHO-
cocyauctoi maronoruu (pucyHok 1). Pazmmume sddexra Tepanuu ObLIO JOCTUTHYTO 32 CYET
TOCHUTATM3AIMA TI0 TIOBOJY CEPJICYHON HEAOCTATOUYHOCTU O€3 pa3linyus B OTHOIICHUU CMEPTHU
10 IPUYHMHE CEPACYHO-COCYTUCTOM MaTOJOTHH (PUCYHOK 2).

[IpeumymiectBo Tepanmuu ganarid@IO3MHOM IO CPaBHEHHIO C IuTanebo HaOIomanoch y
NAIMEeHTOB C JAMAarHOCTHPOBAHHBIM CEPIIEYHO-COCYAMCTHIM 3a00JieBaHMEM M 0e3 TaKoBOTO, C
MCXOJHON CepIeuHOI HeJJOCTATOYHOCThIO UITU 0€3 TAKOBOM, M OBLIIO COTIOCTABUMBIM B KITFOYEBBIX

HNOArpymnmnax, BKIto4as Bo3pact, noi, pyHkiuro nouek (pCKD) u peruosn.
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 18.09.2025 N= 23530
Pucynok 1. Bpemsi 10 mepBoii rociuTaIH3a1M} 10 OB PV%%Q%T@HE@Q%I&H&H HIn

CMEPTH 10 MPUYUHE CePAEYHO-COCYAUCTON MATOJIOTHH
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NayueHTsl, ¥ KOToOpLIX GbinmK
3APErMCTPHPOBAHLI ABNEHHA

KOMNOHEeHTOR KﬂHﬁHHHpDIH HHOH

1 Hanarnndno3vH B
e cpaeHeHHM ¢ nnayebo
OF (95% AK): 0,83 (0,73, 0,95)
T 1 T T T T T T T T T

] 6 12 18 24 30 a6 42 4B 54 60
MacAys! NocNe PaHaOMUIALHM

MNayweHTsl rPYNNsI pUCKa

Danarnudinozuy: B582 B517 8415 gaz2 8224 8110 7970 T497 5445 1628
Mnauyebo: 8578 8485  8aa7 8259 8127 8003 7880 7367 5362 1573

Ilpumeuanue:
«[TarmenTsl rpyMNIbl PUCKa» O3HAYAET KOJIUYECTBO NAMEHTOB I'PYIIIBI pUCKA B Ha4aJle IEPUOJIA.

OP — oTHOMIEHNE PUCKOB, IV — OBEpUTENBHBIN UHTEPBAII.

PesynbTathl, noydeHHbIE A1 IEPBUYHBIX U BTOPUUHBIX KOHEUHBIX TOUEK, TOKa3aHbl HA PUCYHKE
2. IlpeumymiecTBO Tepamuu Aanaraugo3WHOM [0 CPAaBHEHHMIO C IUianedo B OTHOLICHUU
OCHOBHBIX CEpAEYHO-COCYIHUCThIX COOBITHH MokazaHo He Obuto (p = 0,172), B cBsA3u Cc yeM
COIIACHO  METOJMKE  MPOBEACHUS  MOATBEPNKAAIOIIMX  HCHBITAHUM  HCCIETOBaHUS
KOMOMHHMPOBAaHHOW KOHEYHOM TOYKHM IOYEYHBIX HCXOJOB M CMEPTH MO JII000H NpuUYMHE HE

BBITIOJIHSIH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.09.2025 N= 23530

(NMOCNEOOBATENEHOCTE 0003)

PI/IcyHOK 2. 3q)q)eKT JICYEHHUSI B OTHOIIECHHUU NMEPBUYHBIX KOMﬁI/IHI/IPOBaHHBIX KOHECYHBbIX

TOYECK U UX KOMIIOHCHTOB, 2 TAKKEC BTOPHYHBLIX KOHCYHBIX TOYECK U UX KOMIIOHCHTOB

Danarnugpneins  Mnauebo CTHOLIGHHE JHaueHHE p
n (%) n (%) PHEHOB (35% M)
(M = 8582) (N = 8578)
"EFHKHHBE HOHEWHEIE TOWKH
locnMTanHIAUHA MO NOBOOY CEROSYHOH HEAOCTATOHHOCTH  —=— 417 (49 496 (6,8 0.83 (0,73, 0,95) 0,008
CMEHTH NG NPHYHHE CEPREYHO=COCYAHCTOH NATONOTHH
HomMBHHHPOEEHHER KOHEYHEA TONHE, BRNKIYE AR CMERTE . 7hiE (8.8 803 (9.4 093 (0,84, 1,03) 0172
No NpHYHHE cepaeYHo=cocyareToro sabanesanunnHpaprT
MHOHAPAR MILEMHYECHNE HHCYNET
K omMnoreHTE HoMSHHHPOBAHHED
HOHBYHEX TOMEK
FOCHMTANRIALMA N NOS0MY CERABUHON HEQOUTATONHOCTH —8— 2225 285033 073 (0,67, 0,88) <0,001
CMepTE MO NPHYHHE COPASHHE-COYaAMCTOrD 23a6ansBaHHA s 245(29| 248 (2,9 098 (0,82,1,17) 0,830
Hudapsr maokapaa —i— 393 [4.8] 441{5.1) 0,89 (0,77, 1,01) 0,080
HIUERIMMEC KR MHCYNRT —— 3527 z/1{2n 1,01 (0,84 1.21) 0916
BTOpHHHBIE KOHEYHBIE TOHHK
HoMBHHHPOEBEHHAA KOHEYHAA TOYHA NOYEYHEE HCX0A08 . 70 ([4,3] 480 (5,8 0,76 (0,67, 0,87) <0001
K amnoReHTH KoMEHHHPOREHHOR KOHSYHOR TOMKM NHEsHhE HoXQIoa
YeToliuneoe cHumeHee pCHd —— 120(1,4] 221(2,8 054 (0,43, 0,67) «0,001
TepMUHINEHER CTALHA B (=01} 19 (0.2) 031 (0,13, 0,79) o3
MAYESHOR HEDOCTATOHHOCTH
CHMBNTE BCNEJCTRSE DL} ] 6 (0,1} 10{0,1) 0,60 (0,22 1,65) 0,324
©0 CTOROHE! NOYEK
CmepTe no NoGaR NpHYHHE —B- 529 (6,2) 570 (6.8 0,93 (0,82, 1,04) 0,198
B nankdy nanarmgnoibsa B nanbsy nnauedo
T T T T 1T
0,2 04 08 08 112 18

Ilpumeuanue: KOMOMHUPOBAaHHAsI KOHEYHAS TOYKA IMOYEYHBIX MCXOIOB BKIIIOYACT: YCTOWYHBOE
noaTeepkaenHoe cHmkenne pCK® na > 40% no pCK® < 60 mm/muu/1,73 M2, u (umm)
TEPMHUHAIBHYIO CTAUIO MMOYEYHOU HeAOoCTaTOYHOCTU (Auanmu3 > 90 mHel uiu TpaHCIUIaHTalus
TIOYKHM, YCTOMUMBBIHA MOATBEPKAeHHEIH ypoBerb pCK® < 15 mun/mun/1,73 M?), u (uam) cMepTh
BCJICJICTBHE OCJIOKHEHHH CO CTOPOHBI IMOYEK MM CMEPTh MO MPUYHMHE CEPIEUHO-COCYAUCTOTO
3a00J1eBaHMUA.

3HaueHusi p SBJISIOTCS JABYCTOPOHHMMHM. 3HAYEHHUS P AN BTOPUYHBIX KOHEYHBIX TOYEK U
OTJENFHBIX KOMIIOHEHTOB SIBIISIFOTCS HOMHHAJIBHBIMH. Bpemsi 10 pa3BUTHS TEPBOTO SIBICHUS
KOMOWHUPOBAHHON KOHEYHOW TOYKH aHATM3HPOBAIH C TIOMOIIBI0 MOIEIH MPOMOPIHOHATBHBIX
puckoB Kokca. KonanuecTBo nepBbIX SIBIEHUH MO OTAEIBHBIM KOMIOHEHTaM KOMOMHHUPOBAHHOU
KOHEYHOH TOYKU SBIIACTCS (aKTUIECKUM KOJTUYECTBOM MEPBBIX SBICHUI KaXJI0T0 KOMIIOHEHTA U
HE CYMMHPYETCS ¢ KOJTUIECTBOM SIBJIEHU B KOMOMHHPOBAHHON KOHEYHOM TOYKE.

AW — noBepuTenbHbIA HHTEPBAI.

Hegponamus

Tepanus ganarmu@io3MHOM MPUBOAMIA K CHIKCHHIO YaCTOTHI SBJICHUM KOMOWHHPOBAHHOW

KOHEYHOM TOYKH, BKIIFOYAIOIIECH OATBEpKAeHHOE ycTounBoe cHkeHne pCK®, repmMuHaibHyO
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COOTBETCTEBYET 3KCINEP T_H OMY OTUYETY

ot 18.09.2025 N= 23530

L LS

o e B4 HOCTS 0003
CTAJMI0 TTOYEYHON HEAOCTATOYHOCTH, CMEPTh BCJ'IeI[CTBI/lIg ocngl;éa 'I/IT%U@HE:I-hAqu ‘W

CMEpTh IO MPHUYUHE CEepICYHO-COCYIUCTOro 3abosieBaHus. PazHuma mMexnay rpynnamu Obuia
00yCJIOBJIEHa CHUXEHHEM YHUCIIa SBJICHUN KOMIIOHEHTOB KOMOWHHPOBAHHON KOHEUHOM TOYKHU
MOYEYHBIX HCXOJO0B, BKIIOHaromiel ycrohunBoe cHuxeHue pCKD, TepMHHAIBHYIO CTaIHIO
MOYEYHON HETOCTATOYHOCTH U CMEPTh BCIIEACTBHE OCIIOKHEHUN CO CTOPOHBI TOYEK (PUCYHOK 2).
Otnomenue puckos (OP) mo Bpemenu 1o pa3sutus Hedponatuu (ycroiunBoe cHnmxenne pCK®,
TEPMHUHAJIbHAS CTaJMsl MOYEYHOM HEIOCTAaTOYHOCTH WJIM CMEPTH BCIEACTBUE OCIOXHEHHH CO
cTopoHnbl noyek) coctasuio 0,53 (95% AU: 0,43, 0,66) mist nanarnugiao3uHa M0 CPaBHEHUIO C
iane0o.

Taioke Tepanust nanariau(IO3MHOM CHMXKAJIA PUCK HOBBIX CJIY4aeB pa3BUTHS CTOWKOMN
anpOymunrypun (OP: 0,79 [95% JIU: 0,72, 0,87]) u npuBoamiia k 60yiee BRIPAKEHHOW pPEerpeccuu
makpoansoymunypuu (OP: 1,82 [95% [AU: 1,51, 2,20]) no cpaBHeHHIO ¢ manebo.

XDOHI/ILIGCKEUI cepacuyHasd HEAOCTATOYHOCTD

Uccneoosanue DAPA-HF: Xxponuueckas cepoeyHas HeOOCMAMOYHOCMb CO  CHUMCEHHOU
@pakyueti svlopoca negoeo dncenyoouxa (DBIDK < 40%)

Hccnenopanue ganarnuduo3nHa v MpeAoTBpalleHus HeOIaronpusaTHRIX HCXO/I0B MPHU CEPIeYHON
HenoctarouHoctn (DAPA-HF) — MexayHapoJHOe MHOTOICHTPOBOE PaHIOMH3MPOBAHHOE
JIBOIIHOE cienoe I1aneb0-KOHTPOJIUPYEMOE HCCIEI0BaHUE Yy MAllMeHTOB C XPOHUYECKOMN
cepaeuHoit HemoctaroyHocThio (II-IV  ¢yHKIMOHaNBHBIA Kiace mo kinaccudukanuu Hero-
Mopkckoii acconmamuu kapauosnoros [NYHA]) co camxennoit ®BJIK < 40 % — npoBoauim ¢
1EJTbI0 YCTAaHOBUTH d(PPEKTUBHOCTH Aanariudio3uHa 1Mo CPaBHEHUIO C T1arieb0 B OTHOIICHUU
CHI)KEHMSI PUCKAa CMEpPTH M0 MNPUYMHE CEpIeYHO-COCYAMCTOro 3a00JeBaHUS M YXYALIECHUS
TEYCHUS] CEPJCYHONM HENOCTATOYHOCTH MpH A00aBIeHUU Aanariudio3uHa K CTaHAapTHOU
Tepanuu.

N3 4744 nauuentoB 2373 nanuenTa ObUIA paHIOMH3UPOBAHBI B TPYIITY Aanariugio3uHa B 03¢
10 mr, a 2371 nanueHT — B rpynmny Iuianebo; MeauaHa HaOoJleHusl coctaBuia 18 mecsies.
Cpennuii Bo3pacT NalieHTOB UCCIIEyeMON MOMYJIISAIUN cocTaBuia 66 jet, 77% mauueHToB ObuIn
MY’KCKOT'O T10J1a.

Ucxonno 67,5% namuentoB O0b11u oTHEceHH! K 11 kitaccy mo NYHA, 31,6% — x III kiracecy u 0,9%
— x IV xmaccy. Mennana ®BJIXK cocraBuna 32%; B 56% ciayuaeB cepaedHas HEJOCTATOYHOCTh
MMeJia UIIEMUYECKYIO 3THOJIOTHIO, B 36 % — HEMIIIEMUYECKYIO 3TUOJIOTHIO U B 8 % — HEM3BECTHYIO
aTHOJOrUI0. B Kaxaol rpynmne nedenns 42% nauuentoB umenu B anamuese C/1 2 tuna, eme 3%
MAIMEeHTOB B KaXIOW TPyIIIe JIeUeHHs ObUIM OTHECEHHI K manueHTam ¢ CJI 2 Tura Ha OCHOBaHUU

ypoBast HbAlc > 6,5%, 3aperucTpupoBaHHOTO KaK MPHU BKIIOYEHUHU B UCCIIEIOBAHNE, TaK U TIPU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.09.2025 N= 23530

pangomu3anuu. [laiMeHTH TOJy4aiy CTaHIAPTHYIO Té@R&QEQQQﬁgEP@E‘#&;E T-eﬁﬁé" Eﬂnna

nony4yanu Ttepanuio uHruouropamu AIlD, BPA wuiam aHrMOTEH3MHOBBIX pPELENTOPOB U
HenpuiusnHa uaruoutropom (11%), 96% nonydanu Gera-agpenodmokatopsl, 71% — G1okaTopsl
MUHEPATOKOPTUKOMAHBIX penentopoB, 93% — auyperuku; y 26% mnanueHTOB ObLI
UMIUIAHTUPOBAHHBIN KapIuoBepTep-AePUOpHILIATOP.

B wuccnemopanye Obuii BKIodeHbl manuenTsl ¢ pCK® > 30 mu/mun/1,73 M? Ha MOMeEHT
prmodenns. Cpenasas pCK® cocraBuna 66 mn/mun/1,73 M2 Y 41% nanuentos pCK® 6bina

menee 60 m/mMun/1,73 M?, y 15% nanuenTtoB — Menee 45 miu/mun/1,73 M2,

CMepmb no npuvdure cep()eqyo-cocyaucmoeo 3abonesanus u nyc)menue me4eHuA XDOHulleCKOﬁ

cepoeynoll HedoCmamoyHOCmu

Janarnmudo3uH  MpOJEMOHCTPUPOBAI  IPEBOCXOJCTBO IO CpPaBHEHHIO ¢ Iuianebo B
NPEJOTBPALICHUN TEPBUYHON KOMOWHHPOBAHHOW KOHEUHOW TOYKH, BKJIFOYAIOIICH CMEPTh I10
OPUYMHE CEPJICYHO-COCYAMCTONW TATOJIOTHUH, TOCIUTAIM3AIUI0 10 TIOBOAY CEepACYHOU
HEJOCTATOYHOCTH HJIM AKCTPEHHOE OOpallleHHe 32 TIOMOIIBIO B CBS3HM C yXYANICHHEM TCUCHUS
cepaeunoit Henocrarounoctu (OP: 0,74 [95% [U: 0,65, 0,85]; p < 0,0001). Dddext nHabmrogancs

B CaMOM Ha4aJIC U COXPAHAJICA Ha ITPOTAKCHHUU BCEI'O UCCIICAOBAHUS (pI/IcyHOK 3)
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ot 18.09.2025 N= 23530

Pucynoxk 3. Bpemsi 10 mnepBOro JXOCTHKEHHS Kéﬁ%ﬁﬁ'{;a%liﬁ”k 'F:IQEEV;l:{:I(;!‘:iKn,

COOTBETCTBYET ZKCNEPTHOMY OTUETY

BKJIIOYAIOIIEH CMEPTDH IO IPUYHUHE cepneqno-cocyzchoﬁ naToJIOIrum, roCriuTaJau3anmio 1mo

moBoay cepueqﬂoifl HEAOCTATOYHOCTH HJIM IKCTPEHHOE oﬁpame}me 3a IOMOIIBIO B CBSA3M C

YXyaAlI€eHuEM TCUYCHUHA cepueqﬂoﬁ HEA0CTATOYHOCTH
30
28
26 Mnauebo
8- 2a- R
EE 2 -
& "
L EF 227 s Danarnionosms
232 20
o 2o I
= =0
3 EE 187
a
2z
EE2ZE 164
28=
=35 14
Bs=
Eo B 12
-]
= 0o
é’ a ? 10
G5
-5
2 e
4 .JJ Oanarnugnoaus B cpassesdM © nnayebo
5 OP (95% OM): 0,74 (0,65, 0,83) Inavenue p <0,0001
O -

| T T T T T T T T
0 3 G 8 12 15 18 21 24

MecAusl nocne PaHOOMHIAUHH
NayWeHTs rPYNNLI pHCKa
Lanarnv@noauH: 2373 2305 2221 2147 2002 1560 1146 812 210
Mnauyeto: 2371 2258 2163 2075 1917 1478 1096 583 210

IIpumeuanue: 3KCTpeHHOE OOpaIeHNE 3a TOMOIIBIO B CBA3U C YXY/IIIEHHEM TEUCHUS CEeplICUHON
HEJIOCTAaTOYHOCTH OBUIO OINpPEJENIeHO KaK CpPOYHOE, BHEIUIAHOBOE OOCIEIOBaHHE BpadoM,
HalpuMep B OT/AEJICHUU HEOTJIOKHOW MOMOIIM, BBI3BAaHHOE YXYJIICHUEM TEUYEHHUs CepAeYHON
HEI0CTaTOYHOCTH, KOTOpOe TpeOyeT jeueHus! (TIOMUMO TOJIBKO MOBBIMIEHHS 1035l IEPOPATBHBIX
JUYPETUKOB).

((HaIII/IeHTBI rpyIIbl pUCKa» 03HAYACT YHCJIO MAIMCHTOB I'PYIIILI PUCKA B HAYAJIC ICpUOJa.
Bce TPU KOMIIOHCHTA HCpBH‘-IHOfI KOM6I/IHI/IpOBaHHOI>'I KOHEYHOM TOYKH II0 OTACIBbHOCTHU BHOCHUIIN

BKJIaZ B 3G (DeKT eueHust (pucyHoK 4). 3aperucTpupoBaHO HECKOJIBKO dKCTPEHHBIX 0OpaleHui

34 IOMOMIBIO B CBA3H C YXYIAUICHUEM TCUCHUA Cep)IeLIHOf/'I HEAOCTATOYHOCTH.
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 18.05.2025 Nz 23530

Pucynox 4. I¢pdexT NevyeHusi B OTHOIIEHUM TI€ pBﬂHHOM%MEﬁ%@EM%LH%gd;zhm,

ee KOMIIOHEHTOB, 2 TAK:Ke CMEPTH 110 JII000ii MpUIHHE

OF (95% Ov) [MaUMEHTLI, ¥ KOTOPLEX BHNH OTtHowWweHWe 3raveHve p
SApErVCTDHDOBAHL FBNEHIA PHCKOB
MNokazarenw KOMDOHEHTOR KOMBWHIMDOBAHHO (959% W)

KOHBUYHORM TOUKY (UACTOTE ARNEHMM)
KomMEMHMPOBAHHAA KOHEYHER TOMKA, BRIMMBHOWAR LanarmwehnosiH Nnaueto
CMEpTh no I'IPH‘IHHE CEFI,E.EHHU-CDCYH.PETDTD (N=23?3| (N=23?1J
2afionesadnA, rCNWTANM3ALND No NOBoIY
CERARYHORA HEADCTATOMHOETA MMM BKCTREHHDE
ofipanjeHre 3a NOMOLI L0 B CEAIW C yXyaluesvesn —il— 385 (11,6) 502 (15,6) 0,74 (0,65, 0,85) «0,0001
TOUSHMUA CAPASHHOR HAOCTATOHHOCTIA

rnCnMTZJ‘IHSaI[MQ no NoBoLY CEpﬂEUHOﬁ &
HomOeTATO 00T —— 231(6.9 318/98)  0.70(0.59.0.83)  <0,0001

SkcTpaHHoe 06pPALLEHWE 23 NOMOULKD B

CEAZW € YHYOIWEHNEM TEHEHAA COpaauHorA 1003 23(0.9) 0,43 D20, 0,90} 0,0e13
HELOETATOMHOCTH
CrmepTE NO NPUYKHE CEPASYHO=COCYOMCTOro —.— 227 (6,9 273(79) 0,82 (0,69, 0,98) 0,0294
Zadonesanun
CropTe No NieBol NpHUYMHe —a— 276 (7.9 329 {9.5) 0,83 (0,71, 0,97) 0,0217
I 1 1 )
03 08 1 125 2
B nonesy panarndcnosnia | B nonbay nnausto

Ipumeuanue: SkcTpeHHOE OOpaIlleHNe 32 TOMOIIBIO B CBS3H C YXYIIICHUEM TCYCHHSI CePACUHOM
HEJIOCTAaTOYHOCTH OBLJIO OINPENCICHO KaK CpOYHOE, BHEIUIAHOBOE OOCIICIOBAaHHE BpayvoM,
HalpuMep B OTJEJICHUU HEOTJIONKHOM MOMOIIM, BbI3BAHHOE YXYALIEHUEM TEUEHHUS CEepACUHOU
HEJI0OCTAaTOYHOCTH, KOTOPOE TPeOyeT JiedeHus (IIOMUMO TOJIBKO MOBBIIICHHS JO3bI IEPOPATHHBIX
JUYPETUKOB).

KonuuecTBo nepBbIX SBICHUI MO OT/ACIBHBIM KOMIIOHEHTaM KOMOMHUPOBAHHON KOHEUHON TOUKU
ABISETCS (PAKTUIECKUM KOJMYECTBOM IMEPBBIX SIBICHUN KaXI0T0 KOMIIOHEHTa U HE CyMMHUPYETCs
C KOJIMYECTBOM SIBIICHUI B KOMOWHHUPOBAHHON KOHEYHOM TOUKE.

YacToTa BO3HHUKHOBEHHS SIBJICHUU MpEACTaBICHA KaK YHCIIO yYaCTHHUKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBJICHUE KOMIIOHEHTOB KOMOWHHUPOBAHHON KOHEYHOW Touku, Ha 100
MAIUEHTO-JIET MOCIEAYIOEro HaOII0eHUSI.

3HaueHusl p A7 OTACNbHBIX KOMIIOHEHTOB KOMOMHHPOBAHHOW KOHEUHOH TOUKH U CMEPTH IO

JTF000H IMPUYIUHE ABJIAKOTCA HOMHHAJIbHBIMHU.

HpI/IMCHeHI/Ie Jariar. J'II/I(I)J'IOZ%I/IHa TAaKXC IPUBOAUIO K CHHXCHUIO O6H_ICF 0 KOJHMYCCTBa CJIIy4acB
TrocCliMTaIu3aluy 1Mo 1mmoBoay CCpI[C‘IHOﬁ HEA0CTaTOYHOCTHU (HepBI/I‘{HOﬁ u HOBTOpHOfI) u CMCPTH 110
MPUYHHE CEePIACYHO-COCYMCTON TaTojioruu: 567 ciaydaeB B rpymme aanariugio3uHa Io
CpaBHEHHUIO ¢ 742 ciydasiMu B rpytie 1uianedo (otHocutenbHas vactorta: 0,75 [95% AU: 0,65—
0,88]; p = 0,0002).
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[IpeumymecTBo Tepanuu ganarin(Io3nHOM Ha6nﬁfﬂR&EE‘9'::%§Jpﬁegk' '::"t:T:é'erlt;z'Pe:t!fHoﬁ

HenoctatouyHocThio ¢ CJ1 2 tuna u 6e3 TakoBoro. [Ipumenenne panarauguio3nHa MPUBOAMIO K
CHIDKEHHIO YaCTOThI IEPBUYHON KOMOMHUPOBAHHOW KOHEYHOH TOYKH, BKJIIOYAIOLICH CMEPTh 110
IPUYMHE CEpJIeYHO-COCYAUCTOW MATOJOTUHM, TOCIHUTAIN3ALUI0 10 IIOBOAY CEepACYHOU
HEI0CTaTOYHOCTH WJIM HKCTPEHHOE OOpalleHHe 3a MOMOIIbIO B CBA3M C YXYALIEHHEM TEUEHUs
cepaeuHoi HemocraTouHocty y nanueHToB ¢ C/1 2 Tuma (OP: 0,75 [95% AU: 0,63, 0,90]) u 6e3
takosoro (OP: 0,73 [95% AU: 0,60, 0,88]).

[TpeumyniecTBo Tepanuu Janarin@iao3MHOM IO CPAaBHEHUIO C I1J1a1e00 B OTHOIIEHUH NTEPBUYHON
KOHEYHOH TOYKHM OBLJIO CONOCTaBUMBIM B JAPYIMX KIIIOYEBBIX IOATPYMIAX, BKIHOYAs
COITYTCTBYIOIIYIO TEPAIUIO CEpIeYHON HemocTaTtodHocTH, GyHkmuio mouek (pCKD), Bospacr,

TIOJI U PETHOH.

HCXO@, C0061MCI€Mbll/7 nayuenmamu. Cumnimombsl XDOHHQ@CKOZZ cepdeltHozZ HeooCmamo4yHocmu

Oddexr neuenns manarnuIO3MHOM B OTHOUICHWH CHMIITOMOB CEPACYHON HEIOCTaTOYHOCTH
OLICHMBAJIM C IOMOIIbIO OOIIEro MokaszaTesis CUMITOMOB 1o KaH3accKOMy ONpPOCHUKY JUIs
6onpHbIX Kapauomuonatueit (KCCQ-TSS), koTopslil M03BOISET MPOBOJUTH KOJUYECTBEHHYIO
OILICHKY YaCTOTHI U TSDKECTH CUMITOMOB CEpJIEYHON HEAOCTAaTOYHOCTH, BKIFOUYAsT yTOMIISIEMOCTD,
nepuepuyecKre OTEeKH, OBIIIKY H OPTOIHOY. 3HA4YEHUs TMoKa3zarens BapbupyioT ot 0 mo 100,
npuyeM 0oiee BHICOKHI 0alyl COOTBETCTBYET JIYUIIEMY COCTOSIHUIO 370POBbSL.

Tepanus ganaraugio3nHOM NPUBOIWIIA K CTATUCTUYECKU 3HAYUMOMY M KITMHUUYECKH 3HAYUMOMY
OPEUMYIIECTBY 10 CpaBHEHMIO C IUianedo B OTHOIIEHWH CHMIITOMOB CepAECYHOM
HEJ0CTaTOYHOCTH, olleHuBaeMbIx 1o u3MeHeHUt0o KCCQ-TSS uepe3 8 mecdiieB 0T UCXOAHOTO
ypoBHsI (BepoATHOCTB npeumytectsa: 1,18 [95% AU: 1,11, 1,26]; p<0,0001). YacTroTa u TsKECTD
CUMIITOMOB BHECIM BKJaJ B pE3YyJbTaT, MOJXY4YEHHBIH 1O 3(PGEKTUBHOCTH TEpaIHH.
[TpeumymiecTBo Ha0I0AA7I0Ch KaK B YAYUYIIEHUH CUMIITOMOB CEpJCUYHON HEJJOCTATOYHOCTH, TaK
U B IIPEJOTBPAILCHUH YXYILIEHUS] CUMIITOMOB CEpACUYHON HEJOCTaTOUHOCTH.

[Tpu aHanuze NaHHBIX PECMOHAECHTOB JOJS MAIMEHTOB C KIMHUYECKU 3HAYMMbBIM YIIy4IIEHUEM
KCCQ-TSS uepe3 8 MecsIieB 10 CPaBHEHHIO C UCXOAHBIM YPOBHEM (KOTOPOE OMPEEIsIOCh KakK
5 u 6onee 6ayu10B) OblIa BBIIIE B IPYIIIE JIEUSHUS Janarin@I03MHOM [0 CPABHEHUIO ¢ TPYIIIOH,
nosyJaBmiei miane6o. Jlons ManmueHTOB ¢ KIMHUYECKH 3HAYMMBIM YyXYAIICHHEM (KOTOpoe
onpeAensaoch Kak 5 u Oojee OamioB) Oblla HUXKE B TpYIIE JICYECHHUS Aanarin(io3uHOM IO
CpaBHEHMIO C Tpymmoi, monyyaBmied muiane6o. [IpermymiecTBa Tepanuu AanariugiIo3uHOM
COXPaHSUIUCH NPU IPUMEHEHHH 00JIee )KECTKUX MOPOTOBbIX 3HAUEHHUH 15t OOJIBIINX KIMHUYECKU

3HAYUMBIX H3MeHeHu (Tabmmia 10).

47



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 18.09.2025 N= 23530

Taoauna 10. KoauyecTBo M 10J1 MAIUEHTOR C KHHH'M&H;EWJEH%;%MM }Mn

YXyaAmieHuemM 0611161"0 nmoxkasartejid CMMIITOMOB 110 KaH3acc1c0My ONIPOCHHUKRY IJIA 00JILHBIX

kapauomuonarueii (KCCQ-TSS) uepe3 8 mecsiuen

HN3menenue Hanaraudaosun | [liaanedo
OTHOCUTEJIbHO 10 mr n' = 2062
n! =2086
HCXO/THOTO0
YPOBHSI 4epe3 8
MecsiieB
Ynyuwmenue n (%) c|n (%) ¢ | OTHOIIEeHHE 3nauenne p°
yJayqIIeHnem? yJayqieHnem? IIaHcoB:
(95% JAN)
> 5 GayioB 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06, 1,22)
> 10 6amioB 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05, 1,22)
> 15 Gamos 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01, 1,19)
Yxyowenue n (%) c|n (%) ¢ | OTHOIICHHE 3nauenue p°
4 4 | mancos®
yJydIeHuemM yJaydleHnemMm (95% JIH)
> 5 OaioB 537 (25,7) 693 (33,6) 0,84 < 0,0001
(0,78, 0,89)
> 10 GaioB 395 (18,9) 506 (24,5) 0,85 < 0,0001
(0,79, 0,92)
Ipumeuanue:

. Yucno nmanueHToB ¢ 3apeructpupoBaHHbM 3HaueHneM KCCQ-TSS wnam manueHToB co

CMCPTEJIBbHBIM UCXOA0M 10 OKOHYAHUA 8 MCECAILICB JICUCHU .

2 Yucno manueHToB, y KOTOPBIX HaOII0AaI0Ch yaydlleHue He MeHee yeM Ha 5, 10 umu 15

0ayuIoB TIO CpaBHCHHIO C HCXOAHLIM YPOBHCM. 3HaueHUS AJI MMAlUEHTOB CO CMCPTCJIIbHBIM

HCXOJ0M OO0 OKOHYAHMS YKAa3aHHOI'O nNepruoaa BpEMCHHU COOTBETCTBYIOT OTCYTCTBUIO YIIYUIICHUA.

3 [Ipn ynydiieHMW OTHOIIEHHME IIAHCOB > 1 oO3Ha4aeT MPEUMYIIECTBO Tepanuu

nmanariaugio3uHoM B 1o3e 10 mr.

4 Yucno manuMeHToB, Y KOTOPHIX HAOMIONANIOCh yXyIlLIeHHe He MeHee 4eM Ha S5 uimu 10

0aJUIOB M0 CPaBHEHUIO C UCXOJHBIM ypPOBHEM. 3HAUEHUsS I TAIUEHTOB CO CMEPTEIIbHBIM
HCXOJIOM JIO OKOHYAHUS YKa3aHHOTO ITePHOJIa BPEMEHH COOTBETCTBYIOT YXY/IIICHUIO.

5 [Ipn yxyamieHWu OTHOIIEHHE MIaHCOB < 1 oO3Ha4aeT MPEUMYIIECTBO TEparuu
nmanariaudio3uHoM B 1o3e 10 mr.

6 3HaueHus P ABJIAOTCA HOMHUHAJIIbHBIMHU.
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L

Hegponamus (NOCNEAQCBATENEHOCTE 0003)

Bbu10 3aperucTprupoBaHo HECKOIBKO SBICHUN KOMIIOHEHTOB KOMOMHUPOBAHHON KOHEUYHOU TOUKH
IIOYEYHBIX MCXOA0B (IOATBEpKIeHHOE ycToWuuBoe cHikeHue pCKd > 50%, tepmuHanbHas
CTaJusl MOYEYHOM HEJOCTaTOYHOCTH WM CMEPTh BCIIEJICTBUE OCIOKHEHUI CO CTOPOHBI MOYEK);
yacTtoTa siBIeHuil cocraBuna 1,2% B rpymme, nonydasiieil ganarnudiosut, u 1,6% B rpymre,

noJy4aBiieii miame6o.

HUccneoosanue DELIVER: xponuueckas cepoeunasn Hedocmamoyrnocms ¢ PBIDK > 40%
Onenka nanarnu@ao3vHa Ui YJIydIIEHUs KadecTBa MKM3HM IALIMEHTOB C XPOHUYECKOH
CepACYHONM HEAOCTaTOUYHOCTBIO C coxpaHeHHOW (¢pakmuerr BoiOpoca (DELIVER) —
MEXJYHapOJHOE MHOIOLIEHTPOBOE  paHJAOMHU3MPOBAHHOE JBOWHOE cjemnoe  Iuianedo-
KOHTPOJIMPYEMOE HCCIIEZIOBAaHUE Y MALMEHTOB B Bo3pacTe > 40 JieT ¢ XpOHUYECKOH cepAeyHOM
HepoctaToyHocThio (Knacce II-IV mo NYHA) ¢ ®BJIXK > 40% u npu3HakamMu CTPYKTYPHOTO
3a00NeBaHMs CepAlla, KOTOpPOE IPOBENH /ISl ONPEACICHUs BIWSHUS Aanariuduio3nHa Mo
CpaBHEHHMIO ¢ IUIanedo0 Ha YacTOTy CIIyd4aeB CMEPTH IO TNPHYMUHE CEepIeUYHO-COCYAUCTOU
[aTOJIOTUHU U YXY/IIEHUE TEUCHUs CEepACUYHON HEJOCTATOYHOCTH.
N3 6263 nmanuentoB 3131 manueHT ObUT paHAOMU3UPOBAH B rpynny ganariudiosuna 10 mr, a
3132 nanuenTa — B rpymniy Iuianebo; MearaHa MpoJoJKUTEIbHOCTH HAOII0AEHNs coCcTaBuIa 28
MmecsiieB. B uccnenoBanue Brmoumnn 654 (10%) mnaunmeHta ¢ MOAOCTPOR  cepledHOM
HEI0CTaTOYHOCTBIO (T. €. paHJIOMHU3UPOBAHHBIX BO BpeMs TOCTIUTAIN3ALIMH IO TIOBOLY CEpAECYHOM
HEI0CTaTOYHOCTH MM B TeueHue 30 qHel mocie BBIMUCKU M3 cTanuoHapa). CpeaHuil Bo3pact
MAIMEHTOB UCCIIEyeMOM MOMyIIALUU cocTaBuil 72 roaa, 56% nanueHToB ObLIN MYKCKOTO I10JIa.
Ucxonno 75% manuentoB Obutn oTHECeHH K 1 kimaccy mo NYHA, 24% — x 11 knaccy u 0,3% — k
IV xnaccy. Menunana ®BJIK coctaBuna 54%. ¥V 34% nauuento ®BJLK cocraBuna < 49%, y
36% — 50-59% u y 30% — > 60%. B xaxxoii rpymiie nedeHus y 45% naieHToB B aHaMHe3€e OblT
C/I 2 tuna. ba3zoBas Tepanus Bitovana HHTruOUTopsl AIID/bBPA/aHrnoTeH3MHOBBIX PELENTOPOB
U HENpWJIM3UHAa UHruourop, Oerta-anpeHobOsokaropsl (83%), nuyperuku (98%) u OmokaTopsl
MHUHEPaIOKOPTUKOUIHBIX peenTopoB (43%).
Cpenusis pCK® cocrabuna 61 mm/mun/1,73 M% Y 49% namuentos pCK® cocrasuma < 60
mi/Mun/ 1,73 M2, y 23% — < 45 mon/mun/1,73 M2 1 y 3% — < 30 m/mun/1,73 M2,
Janarnuguo3us npoaeMOHCTPUPOBAll MPEBOCXOACTBO MO CPABHEHUIO C IU1ane00 B CHMXKEHUU
YaCTOTHI JOCTH)KEHUS] KOMOMHUPOBAHHON KOHEYHOM TOYKHM, BKIIFOYAIOLIEH CMEPTh MO MPUYHMHE
CepAEeYHO-COCYTUCTOr0 3a00I€BaHMsI, TOCTIUTAIN3ALIMIO 110 TIOBOJY CEpACYHON HEJJOCTATOYHOCTH
WIM JKCTPEHHOEe oOpallleHHe 3a IOMOIIbI0 B CBSI3M C YXYALICHHUEM TEYEHHUS CepAeHHOI
Henocrarounoctu (OP: 0,82 [95% JIU: 0,73, 0,92]; p = 0,0008) (pucyHoxK 5).
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Pucynoxk 5. BpeMmsi 10 mepBOro JXOCTHKE

nllr_l.

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.09.2025 N= 23530

s oMBhHpoiHiba’ | Rolicanoir

ull sl
TOYKH,

BKJIIOYAIOIIEH CMEPTDH IO IPUYHUHE cepz[eqno-cocyzchoﬁ naToJIOIrum, roCriuTaJau3anmio 1mo

moBoay cepueqﬂoifl HEAOCTATOYHOCTH HJIM IKCTPEHHOE oﬁpame}me 3a IOMOIIBIO B CBSA3M C

yXyAllIeHHEeM TedeHHsl cepAevYHOoil HeI0CTaATOYHOCTH

@
[ = B
'-E s\“_g, 254 Mnaueto
= % i o [
=2
3350 20 —
o
g_ £ Hanarnugnosu
°F ¥ 154
=
FE
>33
251 10
T m m
v o8
&2
2EB% s
22 DanarnudnoivnH B cpaBHeHkH © nnaueto
=
& E OP (95% OM): 0,82 (0,73,0,92)  3HaueHwe p 0,0008
ﬁ U-H L] LI L] L) L] Ll L L) L] L L} L]
0 3 6 9 12 15 18 21 24 27 30 33 36
[T pp———— MecAukl nocne paHaoMH3aLMH
Hanarnugnoswi: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Mnauefo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

IIpumeuanue: 3KCTpeHHOE O0OpaICHNE 3a TOMOIIBIO B CBA3U C YXY/IIEHUEM TEUCHUS CePACUHON

HEOOCTAaTOYHOCTH OBLIO OIIPpCACIICHO KaK CpO4YHOC, BHCILJIAHOBOC 06CJ'I€,Z[OBaHI/Ie BpadoM,

HalmpuMep B OTACIICHHUU HEOTJI0KHOM MMOMOIIH, BbI3BAHHOC YXYAUICHUCM TCUCHUS CGp,[[C‘IHOfI

HEAOCTAaTOYHOCTH, KOTOPOC Tpe6yeT JICUYCHUA (HOMI/IMO TOJIBKO MOBBIICHUA OO3bI NIECPOPATBbHBIX

JUYPETUKOB).

«[TarmueHTHI T'PpYIIIBI PUCKA» O3HAYACT KOJIUYCCTBO MMATMCHTOB I'PYIIIILI pUCKA B HaYaJIC IICpHUOAA.

Ha pucynke 6 mpeactaBieH BKJIaJ TPeX KOMIIOHEHTOB MEPBUYHON KOMOMHUPOBAHHOW KOHEUHOU

TOUYKH B 3D PEKT IeueHus.

50




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

i R
A
R

ot 18.05.2025 Nz 23530
3

Pucynox 6. D¢ dekr 1euyeHus: B OTHOUIEHUH Te BHUHO Q%ﬂﬁ%@éﬁrﬂﬂ%;& l_)'rdl:lTo'ﬁ'm "

€€ KOMIIOHCHTOB

OTHOWeHWe NaywerTsl, ¥ KOTOpLX BbinK OTHOWEHWE
PHUCKOB 33PErMCTPMPOBaHE! ABNEHWA pUCKOB
Mokasarenn (95% OW) KOMNOHEHTOB KOMBWHVYpOBaHHOW  (95% [K)

KOHEYHOW TOMKM (4acToTa ABNEHWA)
KomBUHMpoRaHHAA KOHEUHAR TOUKA,
BKIIO4A0LIAA CMEPTE NO NPUYMHE Aanarnadpnoany  Mnaueto
CEP/IEYHO=COCYIMCTOrO 3360NEBaHWA, (N=3131) (N=3132)
rocnuTaniaaunio No Nosoay cepae4yHon
HEIOCTATOUHOCTM UK IKCTPEHHOE obpalleHne
33 NOMOUYEI0 B CBAIU C YXYAEHABM TEUEHUA o 512 (7,8) 510 (9,6 0,82 (0,73, 0,92)
CepaeHHON HEAOCTATOMHOCTH

FocnMTanMzauwna No NOBEOL4Y CepABeH-HOM —_— 328 (5,0 418 (B,5) 0,77 (0,67, 0,89)
HELOCTATONHOCTH
SKCTpeHHOE 0OpAaLLEHME 38 NOMOLLSLH — 60 (0,9) 78(1,1) 0,76 (0,55, 1,07)
B CBR3W C YXYJLIEHWEM TEHEHMA
CEDHBHHOF‘ HEAOCTATOMHOCTH
CMEPTL MO NPUYUHE CEPASYHO-COCYAMETOrE — ——=— 231 (3,3) 261 (3,8) 0,88 (0,74, 1,05)
aabonesaHnA

1 1 1 1

0.5 08 1 1,25 2

B noneay ganarnudinoavHa | B nonsay nnayebo

Ilpumeuanue: SKCTpeHHOE OOpallleHUE 3a IOMOLIbIO B CBSI3U C YXYALIEHUEM TEUSHHsI CeplIeuHOM
HEJIOCTaTOYHOCTH OBUIO ONPEAEICHO Kak CPOYHOE, BHEIUIAHOBOE OOCIECIOBAaHHME BpauOM,
HalpuMep B OTJEJICHUM HEOTJIOKHOW IOMOIIM, BBI3BAHHOE YXYALICHHEM TEUEHUs CEpACHHOU
HEJ0CTAaTOYHOCTH, KOTOPOE TpeOyeT JeueHUs (IIOMUMO TOJIbKO MOBBIIIEHMS 103bI IEPOPATIBHBIX
JTNYPETUKOB).

KonnyecTBo nepBbIX SBICHUI 11O OT/I€IbHBIM KOMITOHEHTaM KOMOMHHPOBAHHOM KOHEYHOH TOUKH
ABIIETCS PAKTUYECKUM KOJIMYECTBOM IMEPBBIX SIBICHUN KaX/10I0 KOMIIOHEHTa U HE CyMMHUpPYETCs
C KOJINYECTBOM SIBJIEHUI B KOMOMHHUPOBAHHON KOHEYHOM TOUKE.

YacToTa BO3HMKHOBEHMs SIBICHMH NpEACTaBICHAa KaK YHMCIO YYacCTHUKOB, Y KOTOPBIX OBLIO
3apErUCTPUPOBAHO SIBIEHHME KOMIIOHEHTOB KOMOWHUpPOBaHHON KOHeuHOW Touku, Ha 100
HalMEHTO-JIET MOCJIEAYIOUIEr0 HaOI0ACHNUS.

AHanu3 cMepTH MO NMPHUYUHE CEepAEYHO-COCYIUCTOro 3a00JI€BaHUsA, NMPEACTABICHHON 3/1€Ch B
Ka4yecTBE KOMIIOHEHTA MEPBUYHON KOHEYHOI TOUKH, TAaKXKe IMPOBEIH IpU POPMaTIbLHOM KOHTpPOJIE

OIINOOK MepBOro poaa, rac OHa BLICTYIIAJIa B KAYCCTBC BTOpPI‘-IHOfI KOHEYHOH TOYKH.

Janarnuguo3us npoaeMOHCTPUPOBAJl MPEBOCXOACTBO M0 CPABHEHUIO C IUIane00 B CHMXKEHUU
o0miero 4ymcna COOBITUN CEpPACYHOM HEIOCTATOUYHOCTH (OMpPENeNsieMOro Kak TepBHYHAS U
MOBTOPHAsI TOCHUTANIU3ALMSA [0 TMOBOAY CEpPACYHOW HEAOCTATOYHOCTH WM SKCTPEHHbIE

oOpareHusi 3a TOMOIIBI0O B CBS3U C YXYAIICHHEM TEUEHUS CEPJIeYHON HEIOCTATOYHOCTH) U
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CMEpTH TIO TIPUYHHE CEPICUYHO-COCYIUCTOTO 32

JmanariaugIo3uH,

i

L

OTBETCTBYET 3KCMEPTHOMY OTUETY
oT 18 25 M 2]

T 14
8.09

2025
)oneBaHng :Q:Igl %ﬂ;y:{@ ). TE%I‘;G: Eon‘yqasmen

no cpaBHeHutro c¢ 1057 cioyyasmMu B TpyIIe,

IoJiy4aBllIed IIanedo

(otHOcuTenbHas yacrora: 0,77 [95% JAW: 0,67, 0,89]; p = 0,0003).

HpCI/IMYH_ICCTBO TEpannun ,Z[aHaFJ'II/I(bJ'IOSI/IHOM 10 CPaBHCHHIO C rmaue60 B OTHOLLICHHUH HCpBI/I‘lHOﬁ

KOHEYHOHM TOYKHM Halmtomanoch B noarpymnmnax nanueHtoB ¢ @BJDK < 49%, 50-59% u > 60%.

TaKxe  ObLI

Opdexr

Tepanuu

COIIOCTaBUM

B KIIIOYECBBIX

IPYrux HOATpYIIIAX,

KJaccu(pUIMPOBaHHBIX, HAIpUMeEp, O Bo3pacTy, moiy, kiaccy NYHA, yposaio NT-proBNP,

MOJOCTPOro CTaTyca CepACYHON HEOCTATOYHOCTH U Hamuuuto C/I 2 tuna.

Hcxo0, coobwaemvlii nauuenmamuy: CUMRIMOMbBL XPOHUYECKOU CepOeyHou He00CMAmoOYHOCIU

Tepam/m ZIaHaFJII/I(l)JIO3I/IHOM npuBoJuiia K CTAaTUCTUYCCKH 3HAYMMOMY IIPECHUMYHIICCTBY II0

CPaBHCHUIO C nnaue60 B OTHOILICHHWHU CUMIITOMOB cepz[equﬁ HEJO0CTAaTOYHOCTH, OLICHUBACMBIX I10

u3MeHeHuto uepe3 8 mecsieB oT ucxogHoro ypoBHsi KCCQ-TSS (BeposTHOCTh MpenMyIIecTBa:

1,11 [95% AW: 1,03, 1,21]; p = 0,0086). YacTtoTa U TSAMKECTh CUMITOMOB BHECIU BKJIAJ B

pe3yabTat, MOITy49eHHBIN 110 2P PEKTUBHOCTH TEPAITHH.

HpI/I aHaJIn3€ PCCIIOHACHTOB JOJIA ITallMCHTOB

6amuioB) yxynumenuem 3HaueHuss KCCQ-TSS

co cpeaHuM (> 5 6a/uioB) WK CUIbHBIM (> 14

qcpe3 8 MCCALICB IO CPABHCHHUIO C HCXOIHBIM

ypOBHEM Obljla HUYKE B TPYIIIIE JICUEHUsI Aanariu@Io3uHOM: CpelHee yXyALLIeHne Ha0It01a10Ch

y 24,1% mnanueHToB, NPUHUMABIIMX Janariuguio3uH, Mo cpaBHeHHIO ¢ 29,1% nanueHTos,

MpUHUMABIIKX 11ane6o (otHomeHue mancos: 0,78 [95% JIU: 0,64, 0,95]); cunpHOe yXyAllleHUuE

HaOmonanoce y 13,5% manueHToB, NPUHUMABIIUX Jdanariudiao3uH, Mo cpaBHeHHIO ¢ 18,4%

MalMeHTOB, MPUHUMABIIUX Tanebo (oTHomeHnue mancoB: 0,70 [95 % IU: 0,55, 0,88]). Homns

NAUEHTOB CO CJIa0bIM MU CPEIHUM yhaydlieHueM (= 13 0ayuioB) WM CUIBHBIM YIIyYIIEHUEM

(= 17 6annoB) He OTIMYATIACh MEXY I'PYIIIaMH JICUEHUS.

Xponuueckas cepoeunas neoocmamounocms 8 ucciredosanusx DAPA-HF u DELIVER

B ananuze oobenuHenHbIx qaHHbIX uccnenoBannii DAPA-HF u DELIVER otHomenne pruckos

JJIsA ;[anarﬂmbnomﬂa 0 CpaBHCHHUIO C l'IJ'IaI_[e6O B OTHOIICHHH KOM6I/IHI/Ip0BaHHOI>'I KOHEYHOM

TOYKH, BKITIOYAIOIIEH CMCPTh IO MPUYNHC CCpI[C‘-IHO-COCY)IPICTOfI IaToJIOruM, roCruuTalan3aluro

o MmoBOAYy Cep)Ie‘IHOfI HEAOCTATOYHOCTHU HJIM SKCTPEHHOC 06pan1eHHe 3a IIOMOIIIBKO B CBA3U C

YXyALIEHUEM TEUeHHUsl CepAeYHOM HexocTtarodyHocTH, coctaBmwio 0,78 (95% AU: 0,72, 0,85),

p < 0,0001. Dddexr neyenus OblT comocTaBUM Jjsl Beero auanasoHa 3HadeHuit ®BJDK 6e3

ocnabnenus apdexra B 3aBucuMOcTH OT 3HaueHus OBIDK.

Ha ocnoBannu anannsa oObenuHeHHBIX maHHBIX ucciaemoBanuii DAPA-HF u DELIVER no

3apaHec MPEAYCMOTPCHHBIM IICPEMEHHBIM Ha YPOBHC IMAIIMCHTOB ITPUMCHCHUC )IaHaFJ'II/I(l)J'IO?)I/IHa
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L

MPUBOAWIO K CHUKEHHUIO pHUCKAa CMEPTH IO HDH‘IHHCfrE;I]:J-Z:ZIg%:: E&Eﬂlfgﬁ:h;ﬁn&'m"' 110

cpasaenuro ¢ miamnedo (OP: 0,85 [95% AU: 0,75, 0,96], p = 0,0115). [TonoxurensHbii 3P PexT

JICUCHHUS ObLI MpoACMOHCTPHUPOBAH B obonx HUCCICOIOBAaHUAX.

XpoHHYecKas 00JI€3Hb MOYEK

HccnenoBanue Mo OIEHKE BIUSHUS JManariugio3rHa HA MOYCYHBIE WCXOJbI U CMEPTHOCTH OT
CEpJICYHO-COCYIUCTHIX 3a00JICBaHUN Yy TAIIMEHTOB ¢ XpOoHWYeckoil Oone3npio mouek (DAPA-
CKD) — MexayHapoaHOE MHOTOICHTPOBOE PaHIOMH3MPOBAHHOE IBOMHOE Cleroe Iuanedo-
KOHTPOJINPYEMOE UCCIICIOBAHKE Y MAITUEHTOB C XPOHUUYECKOU 00Jie3HbI0 TTouek ¢ pCKD > 25 u <
75 m/mun/1,73 M? u ans6ymunypueii (A/Kp moun) > 200 u < 5000 Mr/r) — mpoBOAMIH s
OTIpE/ICIICHUS] BIIMSHUS, KOTOPOE OKa3bIBACT MAmariu(IIO3WH MO CPaBHEHUIO C IUianedo mpu
no0aBIeHUM K CTaHAApTHOW 0a30BOW Tepamuu Ha YacTOTy NOCTHXKEHUS KOMOMHHPOBAHHOU
KOHEYHOU TOUKH, BKIIIOUaromie ycroinunBoe cHuxkenune pCK® na > 50%, TepMUHAIIBHYIO CTaIUIO
TI0YEYHOH HEIOCTATOYHOCTH (OTpe/IeNIeMYIo KaK cTolikoe 3Hadenne pCK® < 15 mn/mun/1,73 m?,
JIOJITOCPOYHOE JICYCHUE JUATM30M WJIM TPAHCIUIAHTALIUSI TIOYKH ), CMEPTh 10 IPUYMHE CePICIHO-
COCYAMCTOTO 3a00JICBAaHUS WJIK CMEPTH BCIIEACTBHE OCIIOKHEHUN CO CTOPOHBI TIOYEK.

U3 4304 nmauuenTtoB 2152 naruenTa ObLIN paHJOMHU3UPOBAHBI B rpynny nanarnudiaosuna 10 wmr,
a 2152 nanmenTa — B Tpymy miamnedo; Meauana nepuoaa HabtoJeHus cocTaBuia 28,5 mecsa.
Jleyenune mpooimkanu, eciau Bo BpeMs uccienoBanus 3HaueHne pCK® cHmkamoch 10 ypoBHs
HIDke 25 Mi/mur/1,73 M2, 1 MOTTIM IPOIOIKATE B CITydasX, KOT/1a 6T HEOOXO0IMM AHAIH3.
CpenHuii Bo3pacT NalMeHToOB MCCIeAyeMOM MOMyJsaiuu coctaBua 61,8 ner, 66,9% nanueHToB
O Myxckoro moja. Mcxonno cpeanee 3nauenue pCK® cocraBuno 43,1 mu/mun/1,73 M2, a
meauana A/Kp moun — 949,3 mr/r. V 44,1% nanuentos 3HaueHue pCK® cocrapmusio ot 30 1o <
45 min/mun/1,73 M2, y 14,5% nauuentoB — < 30 mn/mun/1,73 M2. Y 67,5% narmentos 6bu1 CJ1 2
tuna. [lanMenTsl mony4yanu cTaHmapTHyIo Tepanuto; 97,0% manueHToB Moydaad HHTHOUTOPHI
ATI® umu BPA.

Ha ocHoBanuu pekoMeH1alin He3aBUCUMOT'0 KOMUTETA II0 MOHUTOPUHTY JaHHBIX UCCIIEIOBAHUE
3aBEpPIUIMIIA JTOCPOUYHO MO MPHUYMHE BBISBICHHS 3(PPEKTUBHOCTH JIEUCHHUS, YCTAHOBJICHHOW 0
MPOBEJICHUS 3alUIAHUPOBAHHOTO aHanMu3a. Jlanarnuduo3uH npoaeMOHCTPUPOBAT IPEBOCXOICTBO
M0 CPaBHEHHUIO C TUIane00 B MPEIOTBPAICHUHU MEPBUYHON KOMOMHHPOBAHHON KOHEUYHOW TOYKH,
BKIItoyaroneil ycroiunBoe cHumxkenne pCK® nHa > 50%, TepMHHAIBbHYIO CTaIUI0 MOYEYHOU
HEJOCTAaTOYHOCTH, CMEPTh MO NPUYUHE CEPIeYHO-COCYIUCTOrO 3a0O0JIeBaHUSI WA CMEPTh
BCJIEJICTBHE OCIIOKHEHHI CO CTOPOHBI ovek. Ha ocHoBaHuu rpaduka, HOCTPOSHHOTO C TOMOIIIBIO

metona Kamnana—Meliepa 11 BpeMEHHU /10 NIEPBOTO AOCTHKEHHSI KOMOMHUPOBAaHHONW KOHEUHOU
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JI0 KOHIIa MCClieIOBaHus (PUCYHOK 7).

Pucynoxk 7. Bpemsi 10 mnepBOro a0CTHKeHUS KOMOMHUPOBAHHOW KOHEYHOHM TOYKH,
BKIKOYawuieil ycroiiuusoe cHu:keHue pCK® na > 50%, TepMHHAIBHYIO CTAIUIO TOYEYHOM
HEJ0CTATOYHOCTH, CMEPTh M0 NMPUYUHE CePAEYHO-COCYAUCTOr0 3a001eBaHUs WJIH CMEpPTh

BCJIEACTBHE OCJI0KHEHHH €O CTOPOHBI IMOYEK

24 4
— = [Mnauebo

= 224 = N
< J

20 - 2

J

18 - A

! I Hanarnndnoant

A KOHEYHOIN TOYUKH
=
1

MauneHTsl, ¥ KOTOPbLIX ObinK
3aperncTpUMpPOBaHbl ABNEHWA KOMIMOHEHTOB

KOMBWHUPOBAaHHO
Lo
1

OP (95% OM): 0,61 (0,51, 0,72) 3Havenme p < 0,0001
T T T T T T T T T T
0 4 8 12 16 20 24 28 iz 36

MecAusl nocne paHgoMH3aLWUK

MauweHTel rpynnel pucKa

Hanarnwcpnoany: 2152 2001 1955 1898 1841 1701 1288 831 309 31
Mnauebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24
HpuMettaHue: (MAUCHTBI I'PYIIBLI PUCKAa» O3HAYACT KOJHUYCCTBO MALMCHTOB I'PYIIIILI PHCKa B

Havase nepuo/a.

Bce dyerplpe KOMIOHEHTa MEPBUYHON KOMOMHMPOBAHHOW KOHEYHOW TOYKH IO OTAEIbHOCTU
BHOCHJIM BKJIaJ B 3¢ ekt nedenusd. Tepanus qanariaugo3MHOM TakkKe MPUBOAMIIA K CHUKEHHUIO
YacTOThI SIBJICHUI KOMOMHUPOBAHHOM KOHEYHOM TOYKH, BKIIIOUYAIOLIEH YCTOWYMBOE CHM)KEHHE
pCK® Ha > 50 %, TepMHHAIBHYIO CTaJAMIO IMOYEUYHOM HEJOCTATOYHOCTH, CMEPThH BCIIEJICTBUE
OCJIOXHEHHUH CO CTOPOHBI ITOYEK, a TAK)KE YaCTOTHI SIBJICHUI KOMOMHUPOBAHHON KOHEUHON TOUKH,
BKJIIOYAOLIEH CMEPTh M0 MPUUYUHE CEPAECUYHO-COCYIUCTOr0 3a00I€BaHNs U FOCIUTAIU3ALMIO IO
IOBOJY CEpPACYHOM HEAOCTaTOYHOCTH. JledeHne nanariau@ao3sMHOM MPUBENIO K YIYUIIEHUIO
oOmiell BBDKMBAEMOCTH Yy MAIlMEHTOB C XPOHUYECKOW OOJE3HBIO MOYEK M CTATUCTHYECKH

3HAUMMOMY CHIDKEHUIO CMEPTH 10 JIt000# mpudnHe (PUCYHOK §).
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Pucynox 8. Dddekr JjieyeHuss B OTHOLIEHUM eanqﬁuQ %W%IMEJ@QEQE#HX

KOHCYHBIX TOYEK, UX O0TACJIbHBIX KOMIIOHCHTOB, 4 TAKIKE CMEPTH 110 J1000M NpUYIUHE

Mokasatenw OP (95% W) MaymenTol, Y KOTOpsX Gbinn OP (95% W) 3Havenme p
3APErucCTPUPOBANE! HBNEHKA
KOMNOKEHTOB KOMBMHMPOBAKHON
KOHEYHOWN TOYKM (YacToTa ABNEHWN)

Nanarnwdnoaws  Mnayebo
nepauqnan KOHeYHan Touka (N = 2152) (N = 2152)
KomOMHMPOBAHHAR KOHEYHAR TONKA,
BRIIOMAIOLLAR yeTonYMBoe cHmenmne pCKD Ha
250%, TEPMUHANLHYIO CTAAMIO NOYEYHON
HEeNOCTATOYHOCTH, CMEpPTs BCneacTene —a— 197 (4,6) 312(7,5) 0,61 (0,51,0,72) <0,0001
OCNOMHOMMIA CO CTOPOMBI NOYEK MNK CMEPTL NO
NPUYUHE COPAOHHO-COCYAMCTOR NATONOIMK

BTopu4Hbie KOHEYHbIE TOUKKU

Kombumumuponannan KoHeuHan Touka,
BRIOMAIOLLAN YCTORYMBO® CHMReHne pCKD
Ha 250%, TePMUHANBHYIO CTAAWIO NOYEYHON
HEAOCTAaTOYHOCTH UMK CMEePTL BCNeACTENe
OCNOXHEHWN CO CTOPOHbI NOYeK

142(3,3)  243(58) 0,56 (0,45,0,68)  <0,0001

KO“MHHWIMM! KOHeYHAR TOYKa, BXNoYarouwans
CMEepPTh NO NPpUYMHE CePAeYHO-COCYANCTON

NaToNoruK ¥ roCNMTANKIAUMIO NO NOBOAY e 100 (2.2) 138 (3.0) 0.71 (055, 0,92)
CepAEUHON HEJJOCTATOMHOCTH
Cueprs no nioboi npuunHe — 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
KomnoneHTsl KoMGMHWPOBaHHbIX
KOHeUHBIX TOYeK
Yeroinumsoe chwxenne pCK® 2 50% - 112 (2,6) 201 (4,8) 0,53 (0,42, 0,67)
TopMuHaNLHAR CTAAMA NOYEYHON
HEOCTATONHOCTH —— 109 (2,5) 161 (3,8) 0,64 (0,50, 0,82)
Yeroinumpui yposers pCK®
<15 MR/MUH/1,73 M2 —— 84 (1,9) 120 (2,8) 0,67 (0,51, 0,88)
[onrocposHoe neyeHne Nuanu3om —— 68 (1,5) 99 (2,2) 0,66 (0,48, 0,90)
TpancnnanTayma nosKun 3(0,1) 8(0,2)
CMepTE No NPULHHE CePaeHHO-COCYANCTON —_— 65 (1,4) 80(1,7) 0,81 (0,58,1,12)
naronorum
CMepTE BCNEACTBUE CCNOMHEHNA CO CTOPOHE NOYEK 2(0,0) 6(0.1)
locnuranksauua no nosoay —_— 37 (0,8) 71(1,6) 0,51 (0,34, 0,76)
CEPABYHON HEAOCTATOMHOCTI
[ T 1
0,34 0,7  Jth £
B nonsay ganarnudnoanta | B nonsay nnayebo

Ilpumeuanue: KOMMYECTBO TIEPBBIX SBJIICHUH MO OTACIHHBIM KOMIIOHEHTAM KOMOWHWPOBAHHOM
KOHEYHOW TOYKH SBISIETCS (PAKTHYECKIM KOJIMIECTBOM TIEPBBIX SIBICHHH KaKI0OTO KOMITOHEHTA 1
HE CYMMHUPYETCS C KOTUYECTBOM SIBJICHHI B KOMOMHUPOBAHHOW KOHEYHOU TOUKE.

UacTtoTa BO3HUKHOBEHHSI SIBICHUN MPEICTaBICHA KaK YHCIO YYaCTHUKOB, y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBIICHUE KOMIIOHEHTOB KOMOWHHPOBAaHHOW KOHEYHOW TOouku, Ha 100
MAIMEHTO-JIET TOCIEAYIONIET0 HAOIIOICHNS.

OneHKH OTHOIICHHS] PUCKOB HE MPEJCTaBJICHBI JiA MOATPYNI C OOIIMM YHCIOM SIBIICHUH,

COCTaBJIIOLIMM MeHee 15 B 00enx rpynmnax uccie10BaHus.
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[IpeumymecTBo Tepanuu nanariaudIo3uHOM OBLIO cono@%ﬁﬂﬁi&@ i%&%@:@;ﬂ%g&%@mﬁ

6one3npto mouek ¢ CIl 2 Tuma u 6e3 takoBoro. [IpuMenenue mamarnuguo3nHa TPUBOAUIO K
CHIDKEHHIO YacTOTHl JOCTMD)KEHUS TEPBHYHOW KOMOMHHMPOBAHHOW KOHEYHOM  TOYKH,
BKItOYarouien ycronunBoe cHuxkeHue pCK® Ha > 50%, TepMUHAIbHYIO CTaIUI0 MOYEYHOU
HEJOCTAaTOYHOCTH, CMEPTh [0 MPUYMHE CEePJCYHO-COCYAUCTOM MaTOJOTUHU WIM CMEpTh
BCIIEJICTBUE OCJIOKHEHUH CO CTOPOHBI MoYeK: oTHomeHue puckos — 0,64 (95% JAU: 0,52, 0,79)
quis marenToB ¢ CJ1 2 tuma u 0,50 (95% JU: 0,35, 0,72) nisg 6onbHbIx 03 CJ] 2 Tuna.

[Tpeumy1iecTBO Tepanuu qanariauI03MHOM 0 CPaBHEHUIO C IJ1aned0 B OTHOLIEHUH TEPBUYHON
KOHEYHON TOYKM OBbUIO COMOCTAaBUMBIM B JPYIMX KIIHOYEBBIX moArpymnmnax, Bkiouas pCKO,

BO3pPacT, MoJ 1 pEruoH.

eTH
C/[ 2 muna

B xnmHMuYecKkoM uccieioBaHuM y JIeTell U moapocTkoB B Bo3pacte oT 10 no 24 ner ¢ C/] 2 Tuna
39 manueHToB ObUTH PaHIOMU3UPOBAHbI B TPYIIY Aanarivdiao3uHa B 1o3e 10 mr, a 33 manuenTa
— B rpyImimy 1uiane6o B KauecTBe KOMOMHUPOBAHHOM Tepanuu ¢ MeT(HOPMHUHOM, UHCYJIMHOM UJIH C
KoMOuHanue merpopmuHa M WHCYnMMHA. Ha MoMeHT panjommsanmu 74% MalUeHTOB ObUIH
mianamie 18 mer. CkoppeKTHpOBaHHOE cpeiHee n3MeHeHne ypoBHsI HbA 1¢ oT uCX0AHOTO ypOBHS
110 24 Henenu Ipy IPUMEHEHUH Janarin@Iio3uHa mo cpaBHEHHIO ¢ mianebo cocrabmiio —0,75 %
(95% AU: —1,65, 0,15). B Bo3pacTHOU Tpymnme miaamie 18 JIeT cKOPPEeKTUPOBAHHOE CpelHee
u3MeHenne ypoBHs HbAlc mpu mpumeHeHWM namariuduio3WHa 1O CPaBHEHUIO C Iwianedo
coctaBuio —0,59% (95% JAU: —1,66, 0,48). B Bo3pacTHoi1 rpyrime ot 18 et u crapiine cpeaHee
u3MeHeHue ypoBHs HbAIlc oTHOcCHUTENbHO MCXOJHOTO YpoBHsS coctaBwio —1,52% B rpymme,
nonyvasmeil nanarmudaosun (n = 9), u 0,17% B rpynne, nomy4asmeidl miaane6o (n = 6).
O(PbhekTUBHOCT, U 0€30MacHOCTh OBUTM AHAJOTMYHBI COOTBETCTBYIONIMM TOKAa3aTeJsiM,
HaOJIOaeMbIM Y  B3pOCIBIX MAIMEHTOB, TMOJydaromux pganarauduiodud. JlanpHeliee
MOJATBEPXKJIeHNE OE30MaCHOCTH U MEPEHOCUMOCTH OBLIO MOIYYEHO B JOMOJIHUTEIHLHOM MEPUOJIe
WCCJICIOBAHMSI, IPETHA3HAYEHHOM JJIsI OLIEHKHU 0€30TacHOCTH, MPOIOJDKUTENILHOCTRIO 28 Helehb

(cm. paznen 4.2).

5.2. apmMaKoKHNHeTHYeCKHe CBOMCTBA

Abcopbrus

[Tocne mpuemMa BHYTph AanmariaugIio3uH OBICTPO W TOJIHOCTHIO BCACHIBACTCS B JKEIYIOYHO-
KHIIIEYHOM TpakTe. MakcuMalbHas KOHIEHTpalus aanariaudosuHa B miasMe KpoBH (Cmax)

0OBIYHO JOCTUIa€TCsd B TCUCHUC 2 4acoB mocie ImpueMa HaTOIIaK. CpC,Z[HI/IC TCOMECTPHUICCKUC
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sHayenns Cmax M AUC s nmamarnmduosuHa B paﬁgbﬁe&ﬁ)‘&"'gb&c—ll:%ﬁ"'ﬁo];ﬁé" “Ipidema

nmanarnuduosnHa B go3e 10 Mr oguH pa3 B CyTKu cocTaBimsuid 158 Hr/mMm m 628 Hr-u/mu,
COOTBETCTBEHHO. AOCOIIOTHASI OMOIOCTYITHOCTD Aamariu@Iio3nHa Mpy mpruemMe BHYTph B 103¢e 10
Mr cocraeisier 78%. IlpueM mnummM ¢ BBICOKMM CoOAEpXKaHUEM KHUPOB CHUKAT Cmax
nanarmuduiosnHa Ha 50%, yamuHaT Tmax (BpeMsi TOCTH)KEHHS MaKCUMaJIbHOW KOHIIGHTpAIlUW B
1asme) npumepHo Ha 1 yac, Ho He Biausul Ha AUC no cpaBHEHMIO C IPUEMOM HATOIIAK. JTU
W3MEHEHUS HE SBIIIOTCS KIIMHUYECKH 3HAUMMBIMHE. JlamarmndIio3nH MOKET MPUHUMATHCS KaK BO
BpeMsl pueMa MHUILHU, TaK U BHE €ro.

Pacopenenenue

Hanarnudunosun npumepno Ha 91 % cBs3piBaeTcs ¢ Oenkamu. Y MAlMEHTOB C Pa3IMIHBIMU
3200JICBaHUSIMH, HAIPUMED, C HAPYIICHUSIMEA (DYHKITUU IMOYEK WM MEYCHH, ITOT MTOKa3aTeh HEe
u3meHsicsi. CpenHuil oO0beM pacrpeneneHus Aanariu@iio3uHa B PaBHOBECHOM COCTOSIHUU
coctaBwi 118 1.

Buorpancdhopmarms

Hanmarmudnosun  Merabonm3upyercss ¢ 00pa3oBaHHMEM, TJIaBHBIM 00pa3oM, HEAKTUBHOTO
MeTabonurta ganarnuguo3nn-3-O-TIoKypOHUIA.

Hanarnugnozun-3-O-TIoKypoHUI U Apyrue MeTaboIUThl HEe OKAa3bIBAIOT TUIOTITMKEMHUYECKOTO
neiictBus.  Jlamarmudnosun-3-O-TarokypoHus  GopMupyeTcss T1MOjA  JAeWcTBHEM (epMeHTa
ypunusandocdar-rmokyponosuiarpancdepassl 1A9 (UGT1A9), npucyTcTBYIOIIEro B IEUYEHU U
noukax, n3opepmenTsl nutToxpomMa CYP BoBnedeHbI B METa0OIU3M B MEHBIIIEH CTENEHHU.
DJIMMUHALNS

Cpennuii nepuo moyiyBbsIBeIeHUs U3 11a3Mbl KpoBU (T1/2) y 310pOBBIX 100pOBOJIBIEB COCTABIISLI
12,9 gacoB mocJie 0JIHOKpaTHOTO MpreMa aanariaudao3uHa BHYTps B 103¢€ 10 mr. Cpennauii o0t
CUCTEMHBIN KJIHMpEHC nanariudio3uHa IpU BHYTPUBEHHOM BBEIEHUU cOCTaBisa 207 MII/MUH.
Janarnuguo3uH u ero MeTaboIUThl BHIBOAATCS, MPEUMYIIECTBEHHO, TOYKAMHU, M TOJILKO MEHEe
2% BBIBOANTCA B Hem3MeHeHHoM Buze. Ilocme mpuema 50 mr “C-mamarmu¢nosmna 6bu10
obHapyxeHo 96% pamuoaktuBHocTH — 75% B Moue u 21% — B dexamusx. [Ipumepno 15%
pPaIMOaKTUBHOCTH, OOHApYKEHHOH B  (QeKanusX, MNPUXOAUIOCh Ha  HEU3MEHEHHBIN
JanariaugIIo3uH.

JInHEeNHOCTh

OKkcrmo3unys  Janariu@io3nHa  YBEJIMYHMBAJIAch MPOMOPIMOHAIBFHO YBEIHUYEHHWIO 03Bl B
nmuana3one ot 0,1 1o 500 mr, a hapMakOKUHETHYECKHE CBOMCTBA Janariugio3nHa He U3MEHSUINCh

C TCUCHUCM BPCMCHU IIPU MHOI'OKPATHOM CKCIAHCBHOM MIPUCME B TCUCHUC OO 24 HEOCIIb.
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 capncntlQBENNELOBATENEHOCTE 0003)

CTE

(DaDMaKOKI/IHeTI/I‘IeCKaH-d)aDMaKO JUHAMWYCCKAas

Iloueunasn nedocmamoynocmuy

B paBHOBecHOM cocTostHUM (TTprieM Janariuduio3nHa B go3e 20 Mr B TeueHue 7 JHEH ) CUCTeMHas
sKcno3unus aanarnuduosuna y nauuentos ¢ CJ1 2 tuna u HapyuieHrneM QyHKIUU OYEK JIETKOM,
CpeIHel WM TSKeNol cTerneHu (ompenensieMoi 1Mo KIUpeHcy horekcoia) osi1a Ha 32%, 60% u
87% BbIe, yem y nanuenToB ¢ CJl 2 Tuma u HopManbHOM (QyHKIMEH MOYeK, COOTBETCTBEHHO.
KosmgecTBO TIIOKO3bI, BEIBOAUMOM MOYKaMHU B TEUEHHE CYTOK MU MpHeMe Janarinduo3uHa B
PaBHOBECHOM COCTOSTHUH, 3aBUCENIO OT COCTOAHUA (pyHKIMHU nouek. Y manueHToB ¢ CJ 2 tuna u
HOpPMAaJIbHOW (DYHKIIMEH MMOYEK, U C HApYIICHHEM (YHKITUU MTOYEK JIETKOU, CPETHEH UITH TSKEION
CTENEHU B CYTKHM BbIBOJMIOCH 85, 52, 18 m 11 r mioko3sl, cooTBeTCTBeHHO. HeusBecTHo,
OKa3bIBaeT JM T'eMOJAMAIHN3 BIUSHHE HAa SKCHO3MIMUIO Janariudio3nHa. BiusHue cHIKEHUS
(GYHKIIMM TOYEeK Ha CHCTEMHYIO SKCIIO3MIIMIO TMperapara OICHHBAIM HAa MOMYJSIIMOHHON
dapmakokuHeTnueckoit moaenu. Crnpornozupoannas Mojenbio AUC Oblia BbIlIe Y MalueHTOB
C XPOHUYECKOI 00JIE3HBIO MOYEK IO CPABHEHUIO C MAMEHTaMU ¢ HOPMAJIbHON (DyHKIHEH TOYeK
U CYIIECTBEHHO HE Pa3inyaiach y MAleHTOB ¢ XpOHUYECKOH Ooie3Hbto movek ¢ C/1 2 tuna nim
0e3 Hero, YTo COracyeTcs ¢ paHee MOJYYCHHBIMU TaHHBIMH.

Ileyenounas nedocmamounocmo

VY nanueHToB ¢ NeYeHOYHON HEJOCTaTOYHOCTbIO JIETKOW MM CPEIHEN CTENEHU TSKECTH (KJIacChl
A u B o Yaitnn-ITet0) cpeqaue 3naueHust Cmax 1 AUC nanarmudgiio3nHa ObUIH, COOTBETCTBEHHO,
Ha 12% u 36% BbIlIe O CPaBHEHHUIO CO 3/I0POBBIMH TOOPOBOJbIAMHU. J[aHHBIE pa3nuyus He
SBJISIIOTCSL  KJIIMHUYECKH 3HAUYMMBIMHU, IO3TOMY KOPPEKTHPOBKM J103bl JAamariaudguio3uHa MpH
MEYEHOYHON HEJI0CTAaTOYHOCTH JIETKOM M CpeJHEN CTeNeHH TsKeCTH He Tpedyercs (cM. paszen
4.2.). Y nauueHToB ¢ NMEYEHOYHON HEJ0CTAaTOYHOCThIO Tshkenol crenenu (kinacc C mo Yaina-
[Ter0) cpeanue 3HaueHHsI Cmax U AUC npanarmudnosuna Obtn Ha 40% u 67% Bbile,
COOTBETCTBEHHO, 110 CPABHEHHUIO CO 3/J0POBBIMH JJOOPOBOJIBIIAMHU.

Jluya noowcunoeo eospacma (= 65 1em)

He orMeuanoch KIMHUYECKU 3HAUUMOI'O YBEITMUEHHUS SKCITO3UIIUH Y MTAllMEHTOB B Bo3pacTe 10 70
JeT (eciy He YUUTHIBAaTh Apyrue (pakTopbl, HOMUMO Bo3pacta). TeM He MeHee, MOKHO OXHIATh
YBEJIUYEHUS HKCTIIO3UIIUH 32 CUET CHIKEHUS (DYHKIIMH MOYEK, CBA3aHHOTO ¢ Bo3pacToM. [laHHbIe
00 HKCMO3UIIMH Y TAIIUEHTOB B Bo3pacTte cTapuie 70 JIeT HeI0CTaTOUHBI.

Ilon

VYV xeHmmH cpenHee 3HaueHue AUC B paBHOBECHOM COCTOSHMM Ha 22% TpeBbIIaeT

aHAJIOTUYHEIA IOKa3aTelb Y MYXXYHH.
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Pacosas I’lpuHCldJl@.?fCHOCWlb

KiimHMYecKM 3HaUMMBIX pa3iIMYUuil CUCTEMHOM DKCIIO3MIMM y IIPEACTABUTEIECH €BPOICOUIHOM,
HErpOMJIHOM U MOHT'OJIOUZHOU pac HE BBISABIICHO.
Macca mena
OtmeueHbl Oosiee HU3KME 3HAYEHMs SKCIIO3UIMU IIPH MOBBIIEHHOM Macce Tena. Ilostomy y
NAIMEHTOB C HU3KOM Maccoi Tejaa MOKET OTMEUaThCsl HEKOTOPOE MOBBILIEHUE IKCIIO3ULUH, A Y
NAIMEeHTOB C TOBBIIICHHONH MAaccoW Tella - CHM)KEHHE SKCIO3UIMH JanariudiuoznHa. OgHako
JAaHHBIC PA3JIAYUS HE SABIIOTCS KIMHUYECKU 3HAYMMbIMHU.

eTu
dapmMakoKHHETHKA U (hapMaKkoAMHAMUKa (TJIIOKO3ypusl) IpHu npuMeHeHuu y neteit ¢ C/l 2 tuna B
Bo3pacte oT 10 10 17 et ObUIM aHAJIOTMYHbBI COOTBETCTBYIOLIUM [10KA3aTeNsIM, HAOII0JaeMbIM Y

B3pocCiIbIX nanueHToB ¢ CJI 2 Tumna.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellIeCTB

JATTATJINDJIO3VH INIMKBUTABC, 5 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000J10YKOMN

Lemnrono3a MUKPOKPUCTATIINYECKAS

JlakTo3a Oe3BoIHAs

KpocnoBunon

Kpemuus 1uokcu KomIouHbIA Oe3BOIHBII

Marnus creapar

lInenounas obonouxa:

[TonMMBUHUIIOBBINA CIUPT YACTUYHO TUAPOIU30BaHHBIN, TUTaHA nuokcua (E171), makporon 3350,
TaJlbK, KpacuTeshb jkeje3a okcu xentoiid (E172).

JATTATJINDJIO3VH I'NNIMKBUTABC, 10 mr, TabIeTKHU, HOKPLITHIE ILIEHOYHON 000I0YKON

[{emr0103a MUKPOKPUCTAIUINYECKAS

JlakTo3a 6e3BogHAs

Kpocnosuon

KpemHus1 AMOKCUT KOJIJIOUAHBIN G€3BOTHBIN

Maruus creapat

IInenounas obonouxa:

[ToTMBUHUIIOBBIM CIUPT YACTUYHO TUAPOIU30BaHHbIN, TuTaHa quokcua (E171), makporon 3350,

TalbK, KpacUTeNb jkeje3a okcu xkentoiid (E172).
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6.2. HecoBmecTHMOCTH

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

2 rona.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuUTh NIpu Temmeparype He Bbire 25 C.

6.5. XapakTep u coep:kaHie NEPBUYHON YIAKOBKHU

[To 10 TabseToKk B ymakoOBKY STYEHMKOBYIO KOHTYPHYIO, COCTOSIIIYIO U3 MaTepHalia KOMIIO3UTHOTO
olIA/An/TIBX (OpHEHTHPOBAHHBIH IOJTHAMUI/ATFOMUHUAN/TIOJTUBUHUIXIIOPHA) ©  (OJIBIU
AJTIOMUHUEBOM MEYaTHOM JJaKMPOBaHHOM.

[To 3, 6 nnm 9 yrmakoBOK STYEHKOBBIX KOHTYPHBIX TI0 10 TaOJIETOK BMECTE C JTUCTKOM-BKJIA IBIIIIEM

MOMEIIAIOT B MMAYKY KAPTOHHYIO.

6.6. Oco0Oble Mepbl MNPeIOCTOPOKHOCTH TMPHM YHUYTOKEHHUH  HCIOJb30BAHHOIO
JIEKApPCTBEHHOI'0 Npenapara Uil 0TXO0A0B, NOJy4YeHHBIX 10cJe PUMEeHeHHs npenapara u
Apyrue MAHMIYJISIMH € IPenapaTom

Het oco6bIx TpeGoBaHUil K yTUIN3AIMH.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanus

OTtkpbiToe akiuoHepHoe obmectBo "dapmcrangapt-Jlekcpeacrsa" (OAO "dapmcranaapt-
Jlexcpencrsa")

Anpec: 305022, Kypckas 061., r. Kypck, yi. 2-a Arperatnas, 1. 1a/18

Ten.: +7 (4712) 34-03-13

dakc: +7 (4712) 34-03-13

OnekrponHas moura: leksredstva@pharmstd.ru

7.1. IlpencraBuTe b AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHUs

[Iperen3un HOTDC6HTCHCﬁ HalnpasJIATH 110 aApPECy.

Poccniickas @enepanvs
OtkpeiToe akmnuonepHoe oodOmectBo "®dapmcrannmapt-Jlekcpencrsa" (OAO "®dapmcrangapt-

Jlexcpencrta")
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Anpec: 305022, Kypckas 06i1., r. Kypck, yi. 2-4 Arpera&ﬂ%?;}.ﬁ%ﬁ@iTEnI:'H': CTE 0003)

Ten.: +7 (4712) 34-03-13
dakc: +7 (4712) 34-03-13

Dnexrponnas nmoura: leksredstva@pharmstd.ru

8. HOMEP PEIT'UCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIMA (IIOJATBEPXJIEHHSI PETHCTPAILIMU,
INEPEPETNCTPALIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO6mas xapakrepuctuka JnekapcrBeHHoro mnpemnapata JAITATJIM®OIIO3VH TJIMKBUTABC
JOCTyITHA Ha HH(OpMAIMOHHOM TmopTane EBpa3suicKoro 3IKOHOMHYECKOTO COK3a B

uH(pOpMAIIMOHHO-KOMMYHHUKAIIMOHHOU ceTH «HTepHEeT https://eec.eaeunion.org/
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