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COOTBETCTBYET 3KCMEPTHOMY OTYETY
(NOCNENOBA |

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

JATIATJIM®JIO3MH, 5 mr, TabieTKu, MOKPBITHIEC MJICHOYHOM 000JIOYKOM.

JATTATJIM®JIO3UH, 10 mr, TabieTKH, MOKPHITHIC MJICHOYHONH 000I0YKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHbBIN COCTAB

JlelicTBytoIIIee BEIIECTBO: Janaringio3nH

JATTATJIM®DIIO3UH, 5 mr, Ta0JIeTKH, IOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxknas TabieTka cogepKuT 5 Mr qanarindiiosnHa B BUje aanariaudao3nHa aMopgHOro.

BemecTBa, Hammune KOTOPHIX HA/IO YYUTHIBATH B COCTABE JICKAPCTBEHHOTO IMpernapara: JJakTo3a (CM.
pasnen 4.4).

JATTATJIMDIIO3MH, 10 mr, TaOIeTKH, IOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnas tabnerka cogepkut 10 Mr ganmarnudiao3uHa B Bujae aanaridio3nHa aMmop@HOro.

BemectBa, Hamu4re KOTOPBIX HAJIO YUYUTHIBATh B COCTABE JICKAPCTBEHHOTO Mperapara: Jakro3a (cm.

pasnen 4.4).

[TonHbIii IepeyeHs BCIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIIEHOYHON 000T0UKOMH.

Kpyrmbie 1BOSKOBBITYKIIbIE TAOIETKH, TOKPHITHIE TNIEHOYHOW 000JI0UKOI )KENTO-KOPUIHEBOTO IIBETA.
Ha monepeunom paszpese sapo TabaeTok 6eI0ro Uiy MouTH OeIoro 1BETA; AOMYCKAIOTCS BKPATUICHUS

CBCTJIO-KOPUYIHCBOTI'O IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. loka3zaHusi K NPUMeEHEHHIO

[Mpemapar JATIATJIM®JIO3VH mnoka3aH K MPUMEHEHHIO y B3pOCIBIX B Bo3pacTe oT 18 ser mms
JICYEHHUSL:

- caxapHoro mmabera 2 tumna (CJ1 2 tuma) B JOMOJHEHNE K AUETE U (DU3UYECKUM VIIPAKHEHUAM JUIS

YIIYUIIEHUS TTIMKEMHUYCCKOrO KOHTPOJIS .

B KAYCCTBC MOHOTCpAIIMM, KOrJa MNPHUMCHCHUC MCT(I)OpMI/IHa HCBO3MOXHO BBUAY
HEIICPCHOCUMOCTH,

B KOMOMHHMPOBAHHOM Tepanuu ¢ METPOPMUHOM, IPOU3BOAHBIMU CYJIb(POHUIMOYEBUHBI (B TOM
yucie B KOMOMHauM ¢  METQOPMHMHOM), THA30JIMAUHIMOHAMH, HHTHOMTOpPaMHU
munentuaunnentuaassl 4 (JI111-4) (B Tom driciie B KOMOMHAIMY ¢ METPOPMUHOM ); arOHUCTOM
perenTopoB TIIIOKaroHOMOA00HOTO nonunenTuaa- 1 (T'TIIT-1) (oxcenaTuOM
MPOJIOHTHPOBAHHOTO JICHCTBUS) B KOMOMHAIIMK ¢ MET(OPMUHOM; ITpernapaTaMyi HHCYJIHUHA (B
TOM 4YHCII€ B KOMOMHAIIMM C OJHMM MWJIHM JBYMsI TUIOTJIMKEMUYECKMMH IperaparaMu s
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MepOPaIbHOTO MPUMEHCHHUS) TPH OTCYTCTBUH an¢kBaTHOTAl Titmkémmttedkord -E(ﬁffﬂib‘bhﬂ ISt

JTAHHOW Tepanuu;

® B CTapTOBOM KOMOMHHMPOBAHHOW Tepanuu ¢ METHOPMHUHOM, MPHU IEIeCO00Pa3HOCTH JaHHON
Teparnuu,

- C/1 2 Tuna y manueHTOB ¢ YCTaHOBJIECHHBIM JUATHO30M CEPAEYHO-COCYIUCTOrO 3a00JI€BaHUS WU
IBYMs M OoJiee (haKTopamMu CepJIeUHO-COCYIUCTOrO pUCKa™® Il CHUKEHUS PUCKA TOCTIUTAIN3ALUH T10
IIOBOJY CEpAECYHON HEJOCTATOYHOCTH;

* Bospact y My>X4uHH > 55 sieT wiu > 60 JeT y KeHIIUH U HAIW4Yhe He MEHEee OHOTO (aKTopa pHrcKa:
TUCIUIUIEMHUS], apTepuanbHas TUIIepTeH3us, KypeHue.

- CUMIITOMAaTHYECKOM XpOHHUECKOoM cepaeunoi HegoctatouHocT (XCH);

- xpoHuueckoil Oone3nu mnouek (XBII) ¢ puckoM ee mporpeccupoBaHMs Ul YMEHbBIIEHHS PHCKA
YCTOMYMBOTO CHIDKEHHSI PacdeTHOM cKopocTH KiyOoukoBoi ¢uisTpanun (pCK®), nactyrieHus
TEePMUHAJIBHOM CTAJMH XPOHUUECKOH MOYEYHOM HET0CTaATOYHOCTH, CMEPTH OT CEPJEUHO-COCYAUCTOTO
3a00sIeBaHMS ¥ TOCIUTAIN3AIMH 110 TIOBOAY CEPJACYHON HEAOCTaTOYHOCTH.

4.2. PexxuM T103UPOBAHUS M CIIOCO0 NMPUMEHEHHU

[Tepen nauanom tepanuu npenaparoM [JAITATJIM®IIO3UH cnemxyer oneHUTh COCTOSIHHE BOJIHO-
COJIEBOTO OOMEHA U MPH HEOOXOIMMOCTH BOCIIOIHUTH 00beM HupKyiupyromei kposu (OLK).

PexxuM no3upoBaHus

Bspocnvie
C/[ 2 muna

Monomepanus: pexomenayemas nosa npenapara JAITATJIM®IJIO3UH cocrasnsier 10 mr 1 pas B
CYTKH.

Kombunuposannas mepanus: pexomenyemas no3a npenapata JAITATJIM®IIO3UH cocraister 10
Mr | pa3 B cyTku B KOMOMHAIUU ¢ MET(HOPMUHOM, TPOU3BOAHBIMU CYJIb(OHMIMOUYEBHHBI (B TOM YHCIIE
B KOMOMHaUUU ¢ METGOPMHUHOM), THA30JIUAWHAMOHaMH, nHruburopamu HIIII-4 (B TOoM umcie B
KOMOMHAIMH ¢ MeTHOPMUHOM); aroHucToM perentopoB ['TII-1 (3kceHaTHIOM POJIOHTUPOBAHHOTO
JEHCTBUSI) B KOMOMHAIIMU ¢ MET(OPMHHOM; MpernapaTaMi HHCYJIMHA (B TOM YUCIC B KOMOWHAIMH C
OJIHUM WJIM JBYMsI TUIIOTIMKEMUYECKUMHU NpenapaTaMu Jjsl IepopaIbHOrO MPUMEHEHHUS).

C 1nenp0 CHWXKEHHA pHUCKA TUIONNIMKEMHHM TIPM COBMECTHOM HA3HAYEHUM IIperapara
JATTATJIM®JIO3MH ¢ npenapataMM HMHCYJIMHA WM IperapaTaMmH, MOBBILIAIOIUMU CEKPEIHI0
MHCYJIMHA (HampuMmep, ¢ MPOU3BOJHBIM CYJIb(OHUIMOYEBUHBI), MOXKET MOTPEOOBATHCS CHUXKEHHE
J103bI MPENAapaTOB MHCYJIMHA WU IPENAapaToB, NOBBIIAIINX CEKPELUIO HHCYINHA.

Cmapmosas _KoMOUHUPOBAHHAA _mepanus ¢ _Mem@opMuHom: PEKOMEHAyeMas [03a Ipenapara
JATTATJIM®JIO3MH cocrasnsier 10 mr 1 pa3 B cyTku, no3a metrpopmuna — 500 mr 1 pa3 B cytku. B
Cllyyae HeaJeKBaTHOTO MNIMKEMUYECKOT0 KOHTPOJIA 03y MET(hOpPMUHA CIEYET YBEIUYHUTD.

C/l 2 muna y 63pOCHblX NAYUEHMOE C YCMAHOGNCHHbIM _OUACHO30M _CePOEYHO-COCYOUCIO20
3abonesanus uiu 08ymsa u_Oonee hakmopami_cepoeyHo-coCyOUcmo20 PUcKa Ol CHUNCCHUS. PUCKA
20CNUMANU3AYUYU 1O _NOBOOY CePOCYHOU HedOCmamo4yHocmuy: PEeKOMEHIyeMas J03a Tperapara
JATTATJIM®JIO3UH cocrasnsier 10 mr 1 pa3 B cyTku.

XCH

Pexomennyemas nosa npenapara JAITATJIM®IIO3MH cocrasnser 10 mr 1 pa3 B cyTku.

XbIT

Pexomennyemas nosa npenapara JAITATJIM®IIO3MH cocrasnser 10 mr 1 pa3 B cyTku.
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Oco6ble TPpyNITbl HALMEHTOB (MOCNEOOBATENEHOC 'I::. 0004

Jluya noowcunozo 6ospacma

VY manmeHToB MOXKHUIOTO BO3PACTa KOPPEKIIUH 1036 Aanarian@io3uHa He Tpedyercs.
layuenmol ¢ noueunoli HeOOCMAMOUHOCMbBIO

Koppekmuu 10361 B 3aBUCUMOCTH OT (PYHKLIMH ITOYEK HE TpeOyeTcs.

W3-3a orpaHMYEHHOTO OIbITA MPUMEHEHHSI HE PEKOMEHIYeTCsl HauyWHATh JICUECHHE TpernapaToMm y
nanueHToB ¢ pPCK® < 25 mur/muH.

['mnornukemudeckoe AeiicTBre mamariaudio3nHa y namueHToB ¢ CJ] 2 Tumna 3aBUCHT OT (YyHKIIMH
TnoueK, U cHIKaercss y manuento ¢ pCK® menee 45 mn/mun/1,73M?, 1, BEPOATHO, OTCYTCTBYET Y
MMALMEHTOB C THKEIIOW MOYESUYHON HEQOCTATOYHOCTEIO.

B tom ciiydae, eciin He0OX0aUM JadbHEHIINN KOHTPOsIb MIMKeMuu y nanuentoB ¢ CII 2 tuna npu
nageHuu pCK® nmxke 45 mi/MuH, HeOOXOAMMO HAa3HAYUTh JOMOIHUTENIBHYIO THUIIOTTTMKEMHUYECKYIO
Tepanuto (cM. pasnenst 4.4, 4.8, 5.1 u 5.2).

Tadauua 1. PekomMeHaanmnu 1o 103MpoOBaHHUIO NIPpeNapara B 3aBUCMMOCTH 0T nokasarteineid pCK®

pCK® (ma/mun/1,73 m?) Pexomenayemas 103a

pCK® 45 unu Bblle Koppexmuu 10361 He TpedyeTcsl.

pCK® menee 45 no 25 Koppekuuu 10361 HE TpedyeTcs.
[Tpumenenue npenapara HAITATJIM®JIO3NH
HE PEKOMEHTyeTCsI TUIS YIIyqIIEeHUS

TVIMKEMAYECKOTO  KOHTPOJISI Yy  B3POCIHBIX
nanuenToB ¢ CJ1 2 tuna.

pCK® menee 25 Hauyunate Tepanuio He pekomenayercs. OHaKko
MAalKUEeHTBl MOTYT MPOAOJKATh TEPaNu AJis
yMeHbllleHHs  pucka  cHmkeHus — pCKO,
HACTYIUICHUS TEPMUHAILHOMN CTaguu
XPOHUYECKOM  MOYEYHOM  HEIOCTaTOYHOCTH,
CMEpPTH OT CepJeUHO-COCYAUCTOrO 3a00JEeBaHUS
W TOCNHUTAIM3AIMU 1O TOBOAY CEPACYHOMN
HEJOCTAaTOYHOCTH.

TepmunanbHas cragus xpoHudeckod | [IpormBomnokasano.
[IOYEYHON HEJ0CTaTOYHOCTH,
TpeOyrolas NpoBEJCHNs AUaIn3a

Hauueﬁmbz C NeYeHOYHOU HedOCMAmo4YHOCHbIO

[Tpy meyeHOYHON HEIOCTATOYHOCTH JIETKOM WIIM CPEIHEH CTEeNeHH TSHKECTH HET HEOOXOIHMMOCTH
KOPPEKTUPOBATh 03y Mpenapara. [lanueHTam ¢ me4eHOYHOH HEeIOCTATOYHOCTBIO TSXKEJION CTeTeHH
pPEKOMEH/IyeTcsl HauaibHas Jo3a npenapata 5 mr. [Ipu xopoiei mepeHOCUMOCTH /1032 MOXKET OBITh
yBenuuena 10 10 mr (cm. pazaenst 5.2 u 4.4).

CTH

bezonacuocth u a3 pextuBrOCTh Ipenapara JJAITATJIMDJIO3UH y nereii B Bozpacte ot 0 10 18 jet
Ha I[aHHBIfI MOMCHT HC YCTAaHOBJICHBI. I[aHHI:IC OTCYTCTBYIOT.
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 21.01.2026 N= 336
Croco6 npuMeHeHus (MOCNEOOBATENEHOCTE 0004)

BuyTpb, HE3aBHCUMO OT IpUeMa MUIIH, HE pa3KeBbIBas.
4.3. IlpoTuBoONOKa3aHUS

e [umep4yBCTBUTEIHHOCTH K ManariuhI03WHY H/HIU K TI00OMY U3 BCIIOMOTATEIIbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pazjeine 6.1.

4.4. OcoOble yka3aHusl 1 Mepbl PeI0CTOPOKHOCTH IPH NPUMEHEHUH

OO01mue ykasaHus

Janarnudo3uH He cleayeT MPUMEHSTh MalleHTaM ¢ caxapHbIM AuabderoMm 1 Tuma (cM. moxapaszaen
«JInabeTnyecKkuii KETOAIMI03» ).

HCZI/;UQHWIZ)Z C NOYEYHOU HeOOCMAamoO4HOCHbIO

H3-3a orpaHUuEHHOTO OTIBITA HE PEKOMEHAYETCSl HAYMHATD JICYCHUE Janarian(Io3uHOM Yy MaIlHeHTOB
CO CKOpOCTHIO KiTy00ukoBoil punbrparmm (CK®D) < 25 mu/mMuH.

DddexTuBHOCTD Hanarnu@io3rHa B OTHOIIEHUU CHIDKEHUS YPOBHS TJIFOKO3bI 3aBUCUT OT (DYHKIIMH
10YeK, ¥ yMeHbInaercs y namuentoB ¢ pCK® menee 45 mn/mun/1,73 M?, 1, BEPOSTHO, OTCYTCTBYET y
MaIMEHTOB C TSHKEJIOM MOYEUHON HEJ0CTaTOYHOCThIO (CM. paszaensl 4.2, 5.1 u 5.2).

B oxgroM uccrienopannu y manueHToB ¢ CJl 2 Tuma ¢ HapynieHneM (GyHKIUU TOYeK CPEeIHEH CTeIeHN
txectn (pCK® < 60 mn/mun/1,73 M?) HexenaTenbHbIE PEAKIMK B BUJIE HOBBIIEHHS KOHIIEHTPAINHI
MapaTUPEOUTHOTO TOPMOHA U apTEPHATHLHOW THIIOTESH3UU B TPYIIE Janarivdio3nHa OTMEYaINCh y
0o0JIbIIel JOJIH MAlMEeHTOB, YeM B IpyIIe mianeoo.

Hauueﬁmbz C NeYeHOYHOU HeOoCMAamoOYHOCbIO

B knuHMUYECKMX HCCIEeIOBaHMAX IONy4YEeHbl OTpaHHYEHHBbIE JaHHblE NPUMEHEHHUs IMpenapaTra y
MAIMEeHTOB ¢ HApYIICHHEM (YHKIUH IMeYeHN. DKCIO3HUIUS Janarin(io3uHa yBeIndeHa y MaieHToB
¢ HapylIeHueM (YHKIIMH [IEUCHHU TSDKENOW crereHn (cM. paszaenst 4.2 u 5.2).

IIpumenenne v nanmmenToB ¢ pruckoMm cHmkenns QLK n/unn apreprualibHOU TUIIOTEH3UN

B cooTBeTcTBUM ¢ MEXaHU3MOM JIeHCTBUS Aanariugo3uH YCHUIMBAET AUYPE3, YTO MOXKET PUBOAUTh
K HEOOJIBIIOMY CHIKCHHUIO apTEePHAIBHOTO JaBICHHS, OTMEYEHHOMY B KIIMHUYECKHUX MCCIIEIOBAHUSX
(eMm. paznen 5.1). duypernueckuit 3¢pdexr MoxkeT ObITh Oosiee BBIpa)KEHHBIM Y MAIlMEHTOB C OYECHb
BBICOKOM KOHLIEHTpaLMeH TIIFOKO3bI B KPOBHU.

Cnez[yeT CO6J'IIOI[3.T]':> OCTOPOXXHOCTb y MAIMUCHTOB, IS KOTOPBIX BBI3BAHHOC ,[[aHaFJ'II/I(I)J'IOISI/IHOM
CHMXXCHHUEC apTCPUAIBHOTO JAaBJICHHUA MOXCET IMPEACTABIIATL PUCK, HAOpUMEpP, Yy MMAIUCHTOB,
MOoJIyJaromuX TUIOTCH3UBHYIO TCpAIllMIO, C JSMHU30JaMH THUIIOTCH3UHW B AHAMHE3C WJIM Y MOXKUIIBIX
ITaIMCHTOB.

B cinyuae MHTEpKYppPEHTHBIX COCTOSIHUM, KOTOpbIE MOTYT IpuBecTu K cHkeHnto OLK (nampumep,
KEITyTI0YHO-KUIIeuHble 3a00JIeBaHNs), peKOMeHAyeTcs TiarenbHblii MoHuTopuHr OLIK (Hampumep,
¢usukaabHOE 00CIIeIOBaHUE, U3MEPEHHUE apTEPHATIbHOIO JIABJIEHUS, J1JaOOpaTOpHbIE MCCIEI0BAHNUS,
BKJIIOYasi TeMaTOKPUT U KOHIEHTpPAlMH DJJIEKTPOJUTOB). BpemeHHOe mpekpalleHue JeyeHus
nanarauIo3MHOM PEKOMEHAYeTCs MalMeHTaM, Y KOTOPBIX pa3BHUBAeTCsl TUIIOBOJIEMHS, /10 €€
Koppekuuu (cM. pazzen 4.8).

JInabeTnyecKril KETOANUI03

Co00manoch 0 peaKuX CIydasx JAUa0CTUYECKOrO KETOalua03a, BKIOYAs YrpOXKAOUINE JKU3HU H
JIeTaJbHbIC CITyyaH Yy MalMeHTOB, MOIYy4YaBIINX WHIHOUTOPHI HATPUH-TIIFOKO3HOTO KOTpaHcIopTepa 2
tuma (SGLT?2), Bkmrouas nanarmudio3ud. B psaae ciydyaeB KIMHAYECKasl KapTHHA COCTOSIHUS ObLia
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COOTBETCTBYET 3KCINEPTHO
o1 21.01.2026 N= 836
HETUIUYHOM, C yMEPEHHBIM, HIKE 14 MMoutb/i (250 mr/mit)) mérEmicHireM kon et Tpalui TifoKko36 B

MY OTUETY

KpPOBH.

Puck nmabeTMdeckoro KeToaunuao3a CIeAyeT YYHUTHIBAaTh NpPU TOSBICHUM HECTIeUU(UIECKUX
CUMIITOMOB, TaKMX Kak TOIIHOTa, PBOTa, AaHOPEKCUs, OOJb B JKUBOTE, Upe3MEpHas Kax.a,
3aTPYyAHEHHOE JIbIXaHHE, CITyTAHHOCTb CO3HAHUs, ITOBBIIICHHAS] YTOMIIIEMOCTb WM COHIUBOCTS. 1Ipu
MOSIBJICHUH 3TUX CUMIITOMOB [TAIIUEHTOB CJIEAYEeT HEMEJIEHHO 00CIe10BaTh HAa HAJIMYKME KETOALN 033,
HE3aBUCHUMO OT KOHILICHTPALUH IVIFOKO3bI B KPOBH.

v MNanmyeHTOB C IMMOAO3PCHHUEM MM OHWAarHo30M ,Z[I/Ia6eTI/I‘ICCKOFO Keroanuao3a JICYCHHC
Jariar. JII/I(bJIO3I/IHOM CJICAYCT HEMCIJICHHO MMPCKPATUTD.

Jleyenne CICAYyCT NMPUOCTAHOBUTH Yy IMALIMCHTOB, I'OCIIMTAJIM3UPOBAHHBIX B CBS3H C O6HII/IprIMI/I
XUPYPIUICCKUMHU BMCIIATCIILCTBAMU WJIM OCTPBIMH CCPHLE3HBIMU 3a00J1eBaHUSIMH. Y ITHX naluCHTOB
PEKOMCHAYETCA KOHTPOJIHUPOBATH COACPKAHUEC KETOHOBBIX TECII. I/IBMepeHI/Ie KOHIOCHTpaluu
KCTOHOBBIX TC€JI B KPOBHU MPCANOYTUTCIBHECC, UCM B MOYC. JleyeHnme IIaHaFJII/I(l)JIOBI/IHOM MOXXKHO
BO300HOBUTH IIpyu HOPpMAJIM3allMM KOHHOCHTpPAIWKW KCTOHOBBLIX TCI H CTa6I/IJ'II/I3aI_II/II/I COCTOsAHUA
InanuyucHTa.

Ilepen HazHaueHueMm Aanariu@io3MHa cielyeT YUUThIBATh JaHHbIE aHaMHe3a IMAlMeHTa, KOTOpble
MOTYT IpeApacnoyiarartb K KEToauua03y.

K rpymnme BO3MOXHOTO MOBBIIIEHHOTO PUCKA Pa3BUTHs AUA0ETUYECKOTO0 KETOAalMI03a OTHOCSTCS
MAIUEHTHI ¢ HU3KUM pe3epBoM PyHKIHH OeTa-KiIeTok (Hampumep, nanueHTsl ¢ CJl 2 Tuma ¢ Hu3KuM
ypoBHeM C-MenTuia WM JaTeHTHBIM ayTOMMMYHHBIM auaberom B3pocibix (LADA-mauaGer) wnu
MAIMEeHThl C TMaHKPEaTUTOM B aHaMHe3e); MAalHMeHTHl C 3a00JCBaHHUAMHU, KOTOpBIE MPHUBOIAT K
OTPaHUYEHUIO TIpUeMa MUILIU WIH TSKEIOMY 00€3BOKUBAHUIO; MAIUEHTHI, Y KOTOPBIX CHUKEHBI J03bI
MpernapaToB MHCYJIUHA; W MAIEHTHI ¢ TOBBIIIEHHONH NOTPEOHOCTHIO B MpenapaTax MHCYJIMHA H3-32
0CTpOro 3a00JIeBaHUs, XMPYPIUYECKOI0 BMEIIATEeILCTBA UIIH 3JI0ynoTpedienus ankoroieM. Cienyer
co0JII0AaTh OCTOPOXKHOCTD MPH NMpUMEHEeHUH HHIHOuTOpoB SGLT2 y Takux MmanueHToB.

VY nanueHToB ¢ 1uabeTHUECKUM KeTOAI|1030M, BO3ZHUKIIIMM BO BpeMs JeueHust uuruouropom SGLT2,
HE pEKOMEH1yeTCsl BO30OHOBIIEHHE Tepanuu HHruoutopom SGLT2, ecnu He ObLT BBISBIIEH U YCTPAHEH
JpYyToi SIBHBIA NPOBOLUPYIOMIUN HaKTop.

B uccnenoBanusax nanariauguio3vHa y NAUEHTOB ¢ caXapHbIM quaberoMm | Tuma 4acTto oTMedascs
nuabeTnyeckuil keroanuno3. [lamarnugino3uH He cienyeT NPUMEHSATh Ul JIeYeHUs OOJIbHBIX C
caxapHbIM auaberoMm 1 Tuna.

HekpoTusupyroniuii d)aCHI/II/IT IIPOMEKHOCTH (raHrpeHa DypHbBE)

Co0001a10Ch 0 MOCTPETUCTPAIIMOHHBIX CIYYasX HEKPOTH3UPYIOIIETO (DacCIIHUTa TPOMEKHOCTH (TaKKe
Ha3bIBa€MOro raHrpeHol dypHbe) y KEHIIUH U MYKYMH, NMPUHUMAIOMMX HHruoutopsl SGLT2
(cm. paznen 4.8). D10 peakoe, HO Cepbe3HOE, MMOTCHITHATBHO YTPOXKAIOIIEE )KU3HU SIBJIEHUE, KOTOPOE
TpeOyeT HEOTIIOKHOT'O XUPYPTrUUeCKOr0 BMEIIaTeNbCTBA M IPUMEHEHHS] aHTUONOTHKOB.

[TaruenTam pexkomeHayeTcs oOpaTUThCA K Bpady B TOM CJy4yae, €ClIM Y HUX MOSBHIUCH OO0Jb,
YyBCTBUTEIBHOCTh MpPU NPHUKOCHOBEHUH, HpUTEMa WM OTEK B OOJACTH TeHUTAIUH WM 00jacTu
MPOMEXHOCTH B COYETAHMM C JIUXOpaAkod u Henomoranuem. ClieyeT NOMHHTH, 4YTO JIMOO
yporeHutaibHas  UHQpeKnus, aubo  abcuecc  MPOMEXHOCTH  MOTYT  MpPEAIEeCTBOBAThH
HEKpOTU3UpYIOIIeMy (acIUUTY.

ITpu nono3penun Ha ranrpeny @ypube npumeHenue npenapata JAITATJIMOIIO3UH nomkHO OBITH
MPEeKpalleH0 M HayaTo He3aMeJIUTENbHOE JeueHue (BKIoYas aHTUOMOTHUKH U XUPYPrHUECKYIO
00paboTKYy).



COOTBETCTEYET 3KCMNEPTHOMY OTYETY
oT 21.01.2026 Nz 896
Nudexumy MOYeBBIBOASIINX ITYTEN (MOCNEOOBATENEHOCTE 0004)

DKCKpelusi TJIIOKO3bl C MOYOW MOKET OBbITh CBSi3aHAa C TMOBBIIIEHHBIM PUCKOM HH(EKINH
MoOueBBIBOAAIMMX TyTed. I[losromy mnpu seueHuu mnueNoHEepPHUTa WU YpOCENCHCa CIeAyeT
paccMOTpeTh BO3MOXHOCTh TPUOCTAHOBKH TE€paUK Janariauio3uHOM.

IlarmmenTsl MOXKUIOr0 Bo3pacra (> 65 jer)

VY noxunbix nanueHToB puck cHikeHuss OLIK moxeT ObITh MOBBINIEH, U UM Yalle Ha3HAYaloT
TNYPETHKU.

[Toxkunple MANMEHTHI Yalle WMEIOT HapylmieHue (YHKIUU T[MOYEeK W/WIM TIONy4YaloT JIeYCHUE
AQHTUTUIIEPTEH3UBHBIMU IpenapaTaMi, KOTOpPbIE MOTYT BBI3bIBATH HM3MEHEHHs] (YHKIMH TOYEK,
TAaKUMHU KaK HHTHOUTOPHI aHTHOTeH3UHITpeBpamatoniero gpepmenta (AIID) u 610kaTOpsl peenTopoB
auruoren3uHa (bPA) II tuma 1. Jljsg manuMeHTOB MOXKUJIOTO BO3pacTa IPUMEHHUMBI T€ JKE

PEKOMEHJalluy B OTHOLICHUH (DYHKIIMU MOYEK, YTO U IS APYTUX MalueHToB (cM. pasaens 4.2, 4.8 u
5.1).

XCH

OnbIT npumeHenus apanariauduosuHa y nauumeHtoB ¢ XCH |V ¢dyHkinuonansHoro kiacca Imo
knaccupukanuu NYHA orpanuues.
HWubuibTpatuBHas KapIMOMUONATHS

[Tpumenenne ganarnudo3nHa y MalueHToB ¢ MHPMIBTPATUBHON KapIUOMHUOIIATHEH HE H3Y4allOCh.

XpoHUYecKas 00JIE3HB MMOYEK

OmnbIT MpUMEHEHHS JanariaugIIo3uHa s JeUeHUs XPOHUIECKO# 001e3HH movek y nanueHToB 6e3 CJI
2 TUTIA ¥ ATbOYMUHYPHH OTCYTCTBYET. [[allneHTHI ¢ albOYMUHYPHEH MOTYT TOJTYYHTh OOJIBINE TTOTB3BI
OT JICUCHHS Aanarin(Io3uHOM.

AMOyranus HIKHUX KOHEYHOCTEN

VYBenuueHue ciydyaeB aMOyTallMd HIDKHUX KOHEYHOCTEH (B MEpBYIO Odepenb MajlbleB CTOIBI)
Ha0J110/1a710Ch B JOJITOCPOYHBIX KIMHUYECKUX MCCIIEOBAHUIX MpUMeHeHus nHruoutopo SGLT2 y
nanenToB ¢ CJI 2 tunma. HeussectHo, siBnsierca au 310 3¢ddexrom mpenapartoB kiacca SGLT2.
[Tanmentam ¢ C/{ 2 tuna, npuauMaronuM nHruouropsl SGLT2, BakHO peKOMEH/10BaTh MOCTOSIHHBIH
npodUIAKTUIECKUN YXOJ 3a CTOTIaMHU.

O11¢HKH pe3yIbTATOB aHAIN3a MOYH

Bcenencreue Mexanusma JE€UCTBUS MperapaTta pe3yJbTaThl aHAJIM3a MOYU HA IVIFOKO3Y y NAllMEHTOB,
npuaumMaromux npenapat JAITATJIM®IIO3UH, 6yayT mosioXuTeabHbIMU.

BcnomorarenbHbIE BEIECTBA

[Ipemapar JTAITATJIMDJIO3MH conepXuT 7nakTo3y, NalMEHTaM C pPEAKO BCTpedarouiencs
HACJIEICTBEHHOW HENEPEHOCUMOCTBIO TalaKTO3bl, JIAKTA3HOM HEIOCTaTOYHOCTHIO WM TJIFOKO30-
rajlakTO3HOHM ManibaOcopOLuelt He cieayeT NpUHUMAaTh 3TOT Npenapar.

4.5. BzaumoneiicTBHe ¢ JAPYIrMMH JIEKAPCTBEHHBIMH TMpenapaTtaMd M Jpyrue BH/bI
B3aUMOJIeHCTBUA

dapMakoaMHAMHUYIECKOE B3aUMOJACHCTBHE

Jluypemuxu
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Janarnudao3uH MOXKET YCHIMBATh AnypeTrdecKuii ¢ h ekt tud sinusix: iteniBhiX muypeiukos u

MOBBIIIATH PUCK PA3BUTHUSI 00E3BOXKUBAHUS U apTEpUaIbHON TUIIOTCH3UU (CM. pa3aeh 4.4).
Hncynun u npenapamul, nogvluiarowue cekpeyuro UHCYIuHa

Ha ¢one npumMeHeHuss MHCyJIMHA M TPENapaToB, MOBBIIIAIONIUX CEKPELUHI0 HHCYJIHHA, MOXKET
BO3HHUKATh TUMONIUKEMUs. [[03TOMYy C 1elbI0 CHUKEHUS PUCKA TUIOTIMKEMUU MPU COBMECTHOM
npumeHenun npenapara JHAITATJIMOJIO3MH ¢ npenapatoM UWHCYyJIMHA WM IPEMapaToM,
MOBBIIIAIOIINM CEKPELUI0 HHCYJIMHA, MOKET MOTPEOOBAThCS CHUKCHHE JI03bI Mpernapara WHCYJIWHA
WJTU TIperapara, MOBBIMIAIIIETO CEKPEIUI0 MHCYIHA (CM. pasnensl 4.2 u 4.8).

dapMaKkoOKHHETHYECKOE B3aUMOAEHCTBUE

Merabonu3m namaraugio3uHa B OCHOBHOM OCYIIECTBISIETCS IOCPEACTBOM  TIIFOKYPOHHTHOM
KOHBIOTAIIMM  TI0J] JICWCTBMEM T€Ha, KOTOpPBIH KomupyeT ¢epMeHT ypuauaaudocdar-
rimokyponosuinTpancdepasy 1A9 (UGTLA9).

B xoze uccienoBanumii in Vitro mamarnugiio3uH He MHTrHOUPOBa N30(DEPMEHThI CUCTEMbI IIUTOXPOMA
P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4 u ne
uaaynuposan uzopepmentsl CYP1A2, CYP2B6 mnmu CYP3A4. B cBsA3M C 3THM HE OKUAACTCS
BIMSHUS Aanariuio3uHa Ha MeTaOOJMYECKHH KIMPEHC COMYTCTBYIOUIMX MpenaparoB, KOTOPHIC
METa0OTU3UPYIOTCS MO ICHCTBHEM ITHX H30()EPMEHTOB.

BiusHue apyrux JeKapCcTBEHHBIX MPENapaToB Ha z[anarnnd)nomH

HccnenoBanus B3aMMOICHCTBHI € Y4acTHEM 3/I0POBBIX JTOOPOBOJIBIIEB, B OCHOBHOM TPUHUMABIINX
OJHOKpAaTHYIO 103y IpenapaTta, IOKa3ajld, 4YTO MET()OPMHUH, IHUOIJIUTA30H, CUTAIJMUIITHH,
[JIMMENUpPH, BOINIMOO03a, THUIAPOXJIOPOTHa3uja, OyMEeTaHM], BajcapTaH WM CHUMBAaCTaTUH He
OKa3bIBAIOT BIMAHUSA Ha (PapMAaKOKUHETHUKY Aanariaugiio3uHa.

[locne coBmecTHOro mHpuUMeHEHMs naanariudiao3suHa W pudaMIuLIuHA, HHAYKTOpa pa3iHYHBIX
aKTUBHBIX TPAHCTIOPTEPOB U (DEPMEHTOB, METAOOIN3UPYIOLINX JIEKAPCTBEHHbIE IpenapaThl, OTMEYEHO
camxkenue cucremuoi skcnosuiu (AUC) nanarnmuguosuna va 22 %, Ipu OTCYTCTBUU KIMHUYECKU
3HaYMMOTO BJMSHMA Ha CYTOYHOE BBbIBEJEHHE TJIIOKO3bl TmouykamMu. He pexomeHmyeTcs
KOPPEKTHPOBATh 103y mpernapara. KIIMHUYECKH 3HAYMMOTO BIUSHHS TPU NMPUMEHEHUH C JAPYTHMH
MHAYKTOpaMHt (Harpumep, kapdamazenuHoM, (peHUTOuHOM, peHoOapOuTaoM) He 05KUAAETCS.

[Tocne coBmecTHOrO mpUMEHEHUs nanarudo3nHa ¥ Me(EeHaMOBOW KHCJIOTHI (MHTHOUTOpa
UGT1A9) ormeueHo yBenuueHue Ha 55 % CHUCTEMHOW SKCMO3ULMU Aamariudos3nHa, HO 0e3
KIIMHUYECKH 3HAYMMOTO BIIMSHUS HAa CYyTOYHOE BBIBEJCHHE TIIIOKO3BI Moukamu. He pexomenmyeTcs
KOPPEKTUPOBATh /103y Mpernapara.

Bausaue I[aHaFJ'II/Id)J'IOSI/IHa Ha ApYTHUEC JCKAPCTBCHHBIC MTpETIapaThl

O,Z[HOBpCMCHHOC IMPUMCHCHUC I[aHaFJ'II/I(I)J'IO3I/IHa " pCIriapaToB JIUTUA MOKET IPUBECTU K CHUIKCHUTIO
KOHIOCHTpAUX JIUTUA B CBIBOPOTKEC KPOBU M3-34 BO3MOXXHOT'O YCUJICHHS BBIBECACHHA JIUTUS C MOYOI1.
MoxeTt HOTpC6OBaTBCH KOppCKIUA 403kl IpCriapaTta JUTHS.

B ucciienoBaHusIX B3aUMOJICHCTBUN ¢ yUACTHEM 3JI0POBBIX JTOOPOBOJIBIICB, B OCHOBHOM OJHOKPATHO
MPUHUMABIIKX JI03y Tpernapara, Aanariu@io3uH He BIUSI Ha (PapMaKOKHHETHKY MeT(hOpMHUHA,
MMAOTJINTa30Ha, CHUTATJIMNITAHA, TIUMENUPHA, THAPOXJIOPOTHA3HIa, OyMETaHWa, BaJiCapTaHa,
nurokcuHa (cyocrpar P-gp) unu Bapdapuna (S-Bapdapu, cyoctpat uzodpepmenra CYP2C9) unu Ha
AHTHKOATyJIAIUOHHBIA  3PQeKT, oleHuBaeMbli TI0 MeXIyHApPOJHOMY HOPMAJIU30BAHHOMY
otHomenuto (MHO). [Ipumenenne omHOKpaTHOW A03bl mamariaudiao3wHa 20 Mr U CHMBacTaTHHA
(cyoctpata m3odepmenta CYP3A4) mpuBoamio k noesimenuio Ha 19 % AUC cumBacTtatiHa W Ha
31 % AUC cumBacTaTHHOBOM KUCIOTHI. [TOBBIIIIEHUE YKCITO3UITUN CUMBACTAaTHHA | CHMBACTATHHOBOM
KHCJIOTBI HE CYMTACTCS KITMHIUYECKU 3HAUNMBIM.

Buausaue gHa onpenenenue 1.5-aHTHapOTTIONUTOIA

7
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OreHKa TJIMKEMHYECKOTO KOHTPOJII C TOMOIIbI0  ofipéaéiesntis B4 [3=atmiapormoiiikona He

MY OTUETY

PEKOMEHIyeTCsl, TOCKOJIbKY U3MepeHue 1,5-aHruAporiatonuToa ABIsIETCS HEHAACKHBIM METOJOM AJIs
MalKUeHTOB, MpUHUMAaOMKUX UHruOuTopsl SGLT2. J{ns O1EHKH IIIMKeMHYECKOro KOHTPOJIS CIIeTyeT
HCIOJIb30BaTh AIbTEPHATUBHBIC METO/IBI.

Jlpyrue B3auMOJIENCTBUS

BnusHue KypeHus, AUEThl, NpUEMa pPACTUTENbHBIX IPENapaToB W YHNOTPeOJEHUs alKoroyis Ha
napameTpsl (PapMaKOKWHETHKH Janarin(io3uHa He U3y4aioch.

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTh U JIAKTALUS

bepemeHHOCTD

OTCyTCTBYIOT JaHHBIC O MPUMEHEHHUH Janarinugio3uHa y OepeMeHHbBIX KEHIINH. B TOKIMHUYecKnX
HCCJICIOBAHMSIX Ha KpbIcax OblIa BBISABICHA TOKCHYHOCTH IS Pa3BHBAIOIICHCS TOYKH B IMEPHOT
BPEMEHH, COOTBETCTBYIOIINN BTOPOMY U TPEThEMY TPUMECTpaM OCPEMEHHOCTH YeJI0BEKa (CM. pa3ziel
5.3). IloaTroMy npuMeHeHue ganarin@io3uHa He PEeKOMEHAYETCs BO BTOPOM M TPETbEM TPUMECTPE
OCpPEMEHHOCTH.

[Ipu noaTBepkaAeHUN OEPEMEHHOCTH JIeYCHUE AanariudiIo3uHOM CIeAyeT IPEKPaTUTh.
JlakTanus
HewusBecTHO, BBIICTSCTCS U JANarin(IIO3HH H/WITH €r0 HEAKTUBHBIC META0O0IUTHI B TPYIHOE MOJIOKO.

JloctynHble hapMakoAMHAMUYECKHE/TOKCHKOIOTUYECKUE UCCIISIOBAHMSI Ha KUBOTHBIX ITOKa3ald, YTO
namaraugo3nd / ero MetaboJIMThI BBIACISIOTCS B MOJIOKO, a TakXe MMEIOT (hapMaKoJOrHUeCKu
orocpenoBaHHbIe 2P PEKTH y BCKaPMIMBAEMOT0 MOTOMCTBA (CM. pa3zieln 5.3), B CBA3M C YeM PHUCK s
HOBOPOXKJICHHBIX/MJIQJICHIIEB HE MOXKET OBITh NCKITIOUECH.

Z[aHaFJ'II/I(I)J'IO3I/IH HE CJIICAYCT IIPUMCHSATH B IICPUOJ T'PYAHOI'O BCKApMJIMBAHU.

DdepTHIbHOCTD

Bnusaue nanarnudio3uHa Ha (EpTHIIBHOCTh y YelOBEKa HE M3Y4ajoch. Y CaMIIOB U CaMOK KpbIC
JanariaugIIo3vH He OKa3bIBaJl BIMUSHUS Ha (DEPTUILHOCTD.

4.7. BausiHHe Ha CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHM CpeACTBAaMM M padoTaTh C
MeXaHUu3MaMH

HAITATJIM®JIO3MH He oka3plBacT BIMSHUE HA CHOCOOHOCTb YINPABIATH TPAHCIIOPTHBIMU
CpeAcTBaMU M pabOTaTh C MEXaHU3MaMH.

4.8. HexkesaTeibHbIEe peaKkuH

Pesrome mpoduirst 0e300acHOCTH
C/] 2 muna

B xmunnuecknx wuccnemoBanusx Oosiee 15000 manmmentoB ¢ CJ] 2 Tuma monydanu Tepamuio
nanariaugIIo3uHOM.

IlepBryHas oneHka 6€30MaCHOCTH M MEPEHOCUMOCTH OblIa IPOBEJEHA B IIPEABAPUTEIBHO 3alaHHOM
00beTUHEHHOM aHanu3e 13 KpaTKocpouHbIX (0 24 Henenb) IUI1aneb0-KOHTPOIUPYEMBIX
uccienoBaHuil ¢ yyacruem 2360 manuMeHTOB, MONy4aBIIMX ganariauduio3ud B aosze 10 mr, u 2295
NAIMEeHTOB, NOTYYaBIIUX I1aeoo.

B uccrnenoBanuu cepaedHoO-coCyIUCThIX ncxoa0B nanarmudnosuda npu CJl 2 tumna (uccienoBanue
DECLARE, cwm. pasgen 5.1) 8574 mnamuwenra mnonyyanu panarnuduio3uH B goze 10 mMr u
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8569 marueHToB MoJydYanu IUanebo mpu cpeaHei mpoabibKuiensidesi treariis 8 (Mébsiues. B

[I€JIOM CPEOHASA SKCIIO3UIUSA z[anarnndpnowma cocTaBuia 300625 malMeHTo-roaa.

Haubonee yacTeiMu HeXeNaTEIbHBIMU PEAKIUSAME, OTMEYCHHBIMHI B KJIMHHYECKUX HCCIIEIOBAHUSX,
OBLITM TeHUTAJIbHBIC WH(DEKITUH.

XpOHH‘{eCK‘CL‘Z cepdewaﬂ Heo0oCmamo4HoCmy

B uccrnenoBanun cepeqHO-COCYAUCTHIX UCXOI0B MIPU MIPUMEHEHUH JanariingIio3nHa y ManueHTOB C
XPOHUYECKON CEepACUYHON HEJOCTATOYHOCTHIO CO CHMKCHHOW (pakimeil BbIOpoca (HMccieaoBaHue
DAPA-HF) 2368 nmanuentoB nosnydanu ganaridduo3us B go3e 10 mr u 2368 marueHToB moaydain
mianebo mpu CpemHed MPOIOIDKUTEIBHOCTH Tepanuu 18 MecsieB. B uccnemyemyro MOMyISIUIO
Bonutk marnueHTel ¢ CJI 2 Tuma w mamueHThl 0e3 muabera, a Takxke manueHTel ¢ pCKd > 30
wn/mMun/1,73 M2, B HCCIEOBaHMH  CEpIEYHO-COCYNHMCTBIX ~HCXOJOB MHPU  NPUMEHEHHH
nanarinQIio3uHa y TarMeHTOB ¢ XPOHHUYECKOW Cep/IeYHON HE0CTaTOYHOCThIO ¢ (hpakiuel BrIOpoca
nesoro xkenyaouka (OBJDK) > 40 % (DELIVER) 3126 nanueHnToB nosydaiu Janariugiao3uH B 103€
10 mr 1 3127 nmanuueHToB MoJTy4aiy mianedo mpu cpeaHeit MpoIoKUTEIbHOCTH Tepanuu 27 MeCsIIeB.
B nonynsauuro nanuento Bxoauiau nauueHTtsl ¢ C1 2 tumna u 6e3 auadera, a Takxke narueHTs ¢ pCKD
> 25 mir/mun/1,73 M.

OO0muit mpodwie Oe3omacHocTH jganarivdio3uHa y TAIUMEHTOB C XPOHUYECKOH CcepaeuHOM
HEJ/IOCTaTOYHOCTHIO COOTBETCTBOBAJ U3BECTHOMY MPOdUII0 Oe30macHoCTH nanariudio3uHa.

XpOHMLlQCKCUl Oone3nb novex

B uccnenoBanuu no onexHke 3¢p¢GHeKTUBHOCTH Aanariudao3uHa B OTHOIICHUH MOYEYHBIX HUCXOJIOB Y
MalMeHTOB ¢ XpoHWdeckoi Oone3npio moudek (DAPA-CKD) 2149 mnamueHToB TOIyYaiid
nanarnuguosuH B npo3e 10 mr u 2149 nanueHtoB mnonyyanu Iuianebo TpH  cpenHei
MIPOJIOJKUTEIILHOCTH Tepanuu 27 MecsieB. B ucciemyemMyro monyJssiiuio BXoauin manueHTsl ¢ CJ1 2
tuna, 6e3 CJI 2 Tuma, ¢ pCK® > 25 u < 75 mn/mun/1,73 M? u ansO6ymMuHypHeii (COOTHOMIEHHE
ansOymun/kpeatuaua [A/Kp] moun > 200 u < 5000 wmr/r). Jleuenune mpomomxanu, ecan pCKD
cHIXajtach MeHee 25 mi/mus/1,73 M2,

O6mmit mpoduse 6e30macHOCTH AanariudiIo3uHa y MAIMEHTOB C XPOHUYECKOW OO0JIE3HBIO MOYEK
COOTBETCTBOBAJI U3BECTHOMY MPODUITI0 OE30MacCHOCTH Janariudio3uHa.

Pe3romMe HexenaTenbHBIX PEAKIINi

HexenarensHbie pc€aKkuuu, OTMCUYCHHBIC B nﬂaue60 ~KOHTPOJINPYCMBIX I/ICCJ'IGILOBaHI/I}IX]'

I[aHaFJ'[I/I(i)HOSI/IHa U IpU MIDOCTPETUCTPALITMOHHOM Ha6J'[IOI[eHI/II/I, MNPUBCACHBI JAJICC II0 TCKCTY.
HexenarensHbie pCaKknuu HE ObLIH JA0303aBUCHUMbBIMH.

HexenarenpHbie pCakuuu pacupeacjICHbI IO CUCTEMHO-OPTraHHBIM KJIaCCaM C YKa3aHHUEM 4aCTOThI UX
BO3HHUKHOBCHUS:

oueHb yacto (> 1/10);

gacro (> 1/100, o < 1/10);

HedgacTo (> 1/1 000, wo < 1/100);

penko (> 1/10 000, Ho < 1/1 000);

ouenb peako (< 1/10 000);

4acTOTa HEM3BECTHA (HA OCHOBAHWH MMEIOIINXCS TAaHHBIX OIIEHUTHh HEBO3MOXKHO).

Wudexnun v MHBa3UH: 4acTO* — BYJIBBOBarvHUT, OAallaHUT M CBSI3aHHBIE C HUMH TE€HUTAIHHBIE
uapexmn*? 3, padexma MoueBBIBOAAMMX MyTel*> 4, HewacTo** — rpuOKOBBIE MH(DEKIMOHHEIE

3260J1eBaHUT™**; OUEHb PEIKO — HEKPOTU3NUPYIONMH GAaCIHUT NPOMEXHOCTH (rarTpeHa dypube)> °.
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Hapymienuss Merabonu3ma © NUTaHUs: OYeHH dacto | lm_iﬁﬂfﬁ&eﬂpﬁlﬂlﬂrbﬂl ﬁpmmnbmn B

KOMOMHAIIMM C HPOU3BOAHBIM CYIb(OHMIMOUCBHHB WIN WHCYINHOM)>;, HEUACTO®* — CHIDKCHHC
OLIK? ®, sxaxaa**; penko — nuabernueckuil keroanu 03 (mpu npumenenuu npu CJ 2 TI/IHa)Z’ %11

Hapyienust co cTOpoHbI HEPBHOM CUCTEMBI: YaCTO™ — TOJIOBOKPY>KEHUE.

Hapyienust co cTOpOHBI JKenyJ0YHO-KUILIEYHOIO TPAKTa: HEYacTO™™ — 3amop™™, cyXoCTh BO pTy™™

HapymeHI/Iﬁ CO CTOPOHBI KOXH M IIOAKOXHBIX TKaHeH: dYacto* -— CBIHI)]'O; O4YCHb PCIAKO —

AHI'MOHEBPOTUYECKUN OTEK.
Hapy1enust co cTopoHbI MBIIIEYHON, KOCTHOM U COEIMHUTENBHON TKaHU: 4acTO™ — 00JIb B CIIMHE™

Hapynienus co CTOpOHbI TI0YEK M MOYEBBIBOSIINX ITyTEH: 4acTo™ — AU3ypHs, TOMMYpus*®; HedacTo™*
— HUKTYPHUSA™*; 0YEHB PEIIKO — TYOYJIOMHTEPCTUIIUATBHBIN HEPPHUT.

Hapymenust co CTOpOHBI pENpOAYKTUBHOW CHCTEMBl M MOJIOYHBIX JKE€JIE3: HeyacTo™™
BYJIbBOBArMHANbHBIN 3y1**, TeHUTATIbHBINA 3yA*™

JlaGopaTopHble W HMHCTpYMEHTANbHBIE IaHHBIE: YACTO* — IIOBHINIEHHE 3HAYEHMS TeMaTOKpHUTa',
CHIDKEHHE TOYEYHOTO0 KIMpEHCa KpeaTHHWHA HA HAYajlbHOM OdTare Tepamluu’, IUCIUMHIEMUSS
HEYacTO™™ — MOBBILIEHUE KOHLIEHTPAIUU eraTI/IHI/IHa B KpPOBH Ha HaanIbHOM Tane Tepanuu**?,

IMOBBIIICHUEC KOHLICHTPAINH MOYCBUHBI B KpOBI/I , YMCHBIICHHUEC MACChI Tena*

pencrapnensl jmauHBle TpUMeHeHHs mpemapata 10 24 Hedenb (KpaTKOCPOYHAs Teparms),
HE3aBUCHMO OT IpUeMa JONOIHUTEIBHOTO TUIIONTTMKEMHYECKOT0 Ipenapara.

2CM. COOTBETCTBYIONIUI MOAPA3/ies HIKe JJIsl TIOMydeH s JOTOMHUTETbHON HHOPMAIIHH.

BysibBOBaruHUT, GATAHUT U CBA3AaHHBIE C HUMH TeHHTAIbHblE MH(EKIHH BKIIOYAIOT, HATIPUMED,
CIIeAyIONINE, 3apaHee ONpeaesIeHHbIE MTPEIOYTHTENbHbIE TEPMUHBI: BYJIbBOBAarMHAIbHAS TPHOKOBas
uHEKIMs, BarvHajJbHas UWHQEKIus, OanaHuT, TpuOKOBas UHQEKIUS MOJOBBIX OpPraHoB,
BYJIbBOBarMHAJIbHBIA KaHAM/I03, BYJIbBOBAaIrMHUT, KaHIUIO3HBIA OaJaHWUT, T€HUTAIbHBIN KaHIUIO03,
MHQEKIUS MOJOBBIX OPTaHOB, MH(EKIIKS MOJIOBBIX OPraHOB y MY>KUMH, HH(EKLUs TTOJIOBOrO YJIeHa,
BYJIbBUT, OAKTEPUAIBHBIA BaTUHUT, a0CIIECC BYJIbBHI.

‘MHpekus MOYEBBIBOAAMMX MyTeil BKIIOYAeT CIEAYIONUME MPEeANOYTUTEIbHbIE TEPMHUHEL,
MIEPEYUCIICHHbIE B TOpSAAKE YOBbIBaHMS 4YacTOThl: MH(QEKIMS MOYEBBIBOASIIUX IyTeH, LUCTHT,
uH(EKIMsS MOUYCBBIBOIAIIMX IyTei, BbI3BaHHAs OakTepusiMu poaa Escherichia, wunpexmus
MOUYEIO0JIOBOTO TPaKTa, MUETOHEPPUT, TPUTOHUT, YPETPUT, NH(MEKIMS TOYEK U MPOCTATHUT.

5CHI/I)KCHI/IG OHK BKJIFOYACT, HAIIpUMEP, CICAYIOIHEC 3apaHEC OIPCACICHHBIC NPCANNOYTHUTCIBHBIC
TCPMUHBI: 06€3B0)KI/IBaHI/I€, TUIIOBOJIEMUS, apTCpHUaIbHASA THIIOTCH3UA.

6I_IOJ'II/IypI/HI BKJIFOYACT MPECANTOYTUTCIILHBIC TCPMHUHBI: MMOJIJIAKUYPUA, IOJIUYPHUA U YCUIICHUC JUYPC3a.

'CpeHre M3MEHEHNS 3HAUECHNS TeMaTOKPUTA 10 CPABHEHHIO C MCXOJIHBIMH 3HAYEHHSAMH COCTABHIIA
2,30 % B rpynne namarnudiosusa 10 mr no cpaBHenuto ¢ —0,33 % B rpymnmne ruiane6o. 3HaueHUs
rematokputa > 55 % otmeuensl y 1,3 % mnamueHToB, moiydaBmmx gamariaudiao3uH 10 mr, 1o
cpaBHeHu1o ¢ 0,4 % maueHToB, MOTy4YaBIINX M1a1e0o0.

8Cpennee M3MeHeHMe cieMylOIMX TOKa3aTenell B NMPONEHTaX OT MCXOJHBIX 3HAUECHMH B TpPyIIIe
nanariudozuna 10 Mr u rpyrre mianedo COOTBETCTBEHHO COCTABUIIO: 00mIuit XonectepuH 2,5 % 1o
cpaBuenuto ¢ 0,0 %; xonecrepun-JIIIBII 6,0 % o cpaBaenuto ¢ 2,7 %; xonecrepun-JIITHII 2,9 % no
cpaBaenuto ¢ —1,0 %; Tpurmuuepunst —2,7 % mno cpaBaenuto ¢ —0,7 %.

% Cwm. pasnien 4.4.

WHexenaTenpHas peakiys oTMEUEHA NPH MOCTPETUCTPAIMOHHOM HabmioaeHuu. ChINb BKIIOYAET
CIIEIyIOIINE TPEANOYTUTEIbHbIE TEPMHUHBI, IEPEYUCICHHBIE B TMOPAJIKE YacTOThl pPA3BUTHS B
KJIIMHUYECKUX HMCCIIEIOBAHUAX: CbIlb, FEHEPATN30BAHHAsI ChINb, 3YASIIAsl ChIIIb, MAaKyJ€3Has ChIIb,
MakyJIoMamnyJie3Has Chlllb, IIyCTYyJIe3Has Chlllb, BE3UKYJIE3HAas ChIllb, SpUTEMaTO3Has Chinb. B mae6o-
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COOTBETCTEYET ZKCINEP
oT 21 » N= 896
KOHTPOJIMPYEMBIX KIIMHHYECKUX UCCICIOBaHUSX U rcceabiatimbix/ ¢lakfBubitkofrpoied (ipymma,

noyyasiias ganaruduiosud: N = 5936, koHTposibHad rpymma: N = 3403) 4acToTa pa3BUTHS ChIIN
Obula CXOKEeH y MalMeHTOB, MOody4aBmMX aanariauduosud (1,4 %), ¥ manueHToB B KOHTPOJIBHOM
rpymre (1,4 %).

1Ormeyeno B ncceoBaHNN CepAEYHO-COCYAUCTHIX HCX010B Y narmenTtos ¢ CJ] 2 tuna (DECLARE).
YacTtora ocHOBaHa Ha rOJOBOM I1OKa3aTere.

*Otmedensl y > 2 % mnanueHToB, U Ha > 1 % damie, U y OOJBIIET0 KOJMYECTBA MAIMEHTOB (Kak
MUHHMYM Ha 3) B rpynmne ganariudio3nHa 10 Mr mo cpaBHEHUIO ¢ TPYMIIOi miameo.

**O1eHeHbl UCCIIeIOBaTeNIeM KaK BO3MOXKHO CBSI3aHHBIC, BEPOSTHO CBS3aHHBIC WM CBSI3aHHBIC C
uccaeayeMon tepanuei u otmedeHsl y > 0,2 % marnuenTtoB, u Ha > 0,1 % yame, u y Oosbiiero
KOJIMYECTBA MAIMEHTOB (KaKk MUHUMYM Ha 3) B rpymme jgamnariudao3usa 10 Mr mo cpaBHEHUIO C
rpyIou miameoo.

Omnucanue OTACIBHBIX HCXKCIATCIIbHBIX peammﬁ

ByﬂbeogaeuHum, OANAHUM U CEA3AHHBIE C HUMU 2eHUMANbHbIE MH¢€KL;MM

B 00beIMHEHHBIX TaHHBIX 110 Oe30macHOCTH 13 uccieqoBannii By IbBOBATMHAT, OATAHUT W CBS3aHHBIC
C HHMMH TeHHUTalbHbIe HWHGpeKuuu oTMmeueHsl y 5,5% u 0,6 % mnNauMeHToB, NPUHUMABIINX
nanmarnuduosnH 10 Mr u 1uranmebo cooTBETCTBEHHO. BoibImMHCTBO WH(EKIUN ObuM C1ab0 WU
YMEPEHHO BBIPA)KCHHBIMU; HadallbHbIM Kypc CTaHAApTHOM Tepanuu ObUT 3PPEKTUBEH, B CBSI3U C YEM
MAIMEHTHI PEIKO MPEKPAIIaIn IpueM aanarinudao3uHa. T HHPEKIUHU Yalle pa3BUBAINACH Y KEHIITUH
(8,4 % u 1,2 % npu npuMeHeHUH aanaringIIo3MHa U IJ1aned0 COOTBETCTBEHHO), a y MAIMCHTOB C
TaKUMH HHQ)EKIMSIMHI B aHAMHE3€ OHH YaIlle PeIHINBHPOBAIIH.

B uccnenosannn DECLARE konn4yecTBO MAlMEHTOB ¢ CEPbEe3HBIMHM HEXENATCIbHBIMU SBICHUSIMU B
BHJIC€ TEHUTAJBbHBIX WH(EKIUH ObUI0 HEOONMBIIMM U cOaTaHCUPOBAHHBIM: MO 2 TAIMEHTa B TPYIINE
nanariaugo3rHa U TpyIe mianeoo.

B uccnenosanuu DAPA-HF He Ob110 MAalIMEHTOB € CEPbEe3HBIMU HEXKETATEILHBIMU SBICHUSIMU B BUJIE
TeHUTAJIBHBIX MH(EKUUH B rpymnne Aanariudo3uHa, B TpyIe mianedo cepbe3Hoe HexenaTreabHoe
SIBJICHHE 3aperucTpupoBano y 1 manuenrta. B rpynmne nanarnmudnosuna 'y 7 (0,3 %) nmauueHToB ObLIH
OTMEUYEHBI HEXKENaTeNbHbIE SIBICHUS, TPUBOIUBIINE K MPEKPAIICHUIO JICYCHHSI BBUAY T€HUTAIbHBIX
nH(pEKIMA, 1 HU Y OJHOro nanuenTta B rpynne miamnedo. B nccnenosanuun DELIVER y 1 (< 0,1 %)
NalMeHTa B KaXJ0H Tpymnme JedeHHs OTMEUYEHO CEephe3HOE HEeXelaTelbHOe SBJICHHE B BHJE
TFeHUTAJIbHBIX HHpekuui. B rpynne pamarmudnosuna y 3 (0,1 %) mnmanveHTOB OTMEYEHBI
HeKellaTeNbHbIE SBJICHMUS, MPUBOSIINE K MPEKPAIICHHUIO JICUYSHHUS BBUY TeHUTAJIbHBIX HHPEKINH, a
B TpyIIIe Tiane0o MareHToB ¢ TAKUMH SBICHUSAMH HE OBLIO.

B uccnenosanuu DAPA-CKD 65110 3 (0,1 %) manuenTta ¢ cepbe3HbIMU HEXENAaTETbHBIMU SIBICHUSIMU
B BHJIC TCHHUTAJIBHBIX MH(DEKIMI B rpymme gamariidio3nHa ¥ HA OJHOTO TAIMeHTa C TaKUMHU
SBIIGHUSIMUA B rpymme twianebo. B rpynme gamarmudgunosuna y 3 (0,1 %) mamueHToB OTMEUYeHBI
HEeXeIlaTeJIbHBIC SBJICHHSI, IIPUBOIUBIINE K MMPEKPAIIECHUIO JICUCHHUS U3-3a TEHUTAIBHBIX HH(EKITH, a
B IpYIIIe I1are0o MaueHToB ¢ TAKUMU SBICHUSMU He 0b110. O pa3BUTHH CEPbE3HBIX HEXEIaTeIbHbBIX
SIBJICHUY B BUJIC T€HUTATBHBIX HH(DEKITHI 1 HeXKeNIaTSIbHBIX SIBIICHUN B BU/IC TeHUTATLHBIX HH(EKITHIA,
MPUBOJIMBIINX K MPEKPAIIEHUIO JeueHus, y nanuenToB 6e3 C/] 2 Tumna He coo01manocs.

Hexpomusupyrowuii pacyuum npomesxcrnocmu (canepena Pyphve)

Coo0mmanoch 0 MOCTPETUCTPAIMOHHBIX CIy4yasX pa3BUTHS raHrpeHbl DypHbEe y NAIHMEHTOB,
MPUHUMAOIHUX HHruouTopsl SGLT2, Brimovas manarandiao3ud (cM. paszuen 4.4).

B uccnenosanun DECLARE y 17160 nanuentos ¢ CII 2 Tuna u MeAMaHOW MPOJOJIKUTEIBHOCTH
Tepanuu 48 MecsIeB Bcero ObUIO 3aperucTpupoBaHo 6 cirydaeB raHrpeHsl OypHbE: OJIUH B TPYIIIIE,
noJyyaBIneil nanarnu@iao3us, 1 5 B rpymmne mianedo.

Tunocnuxemus
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COOTBETCTBYET 3KCINEF
oT 21 » N= 896
YacroTa pa3BUTHsI TUIIOTIMKEMUH 3aBUCENa OT THITa Oa30BUi Tepdimii,) nemonbiyeidi B xiHiueckux

uccnegoBanusax CJI 2 tuna.

B uccnenoBanusx nanariauguio3rHa B Ka4eCTBE MOHOTEPAIUH, B KaueCcTBE 100aBIEHUS K METPOPMUHY
M B KadecTBe [00OaBJICHHS K CHTANIMNTUHY (C MeTGopMHHOM WM 0e3 MeThopMHHA)
MIPOAOIDKUTEIBLHOCTHIO 10 102 HeeNnb 4acToTa ciydyaeB JeTKOM rUImoriIukeMun Obuta cxoxkeit (< 5 %)
B Ipynmax JieueHus, BKJIro4Yas ramne6o. Bo Bcex MCCIenoBaHHUIX CIy4YaW TSDKEIOH THITOTIMKEMUU
OTMEUYEHBI HEUaCTO M UX YacTOTa ObLIa COMMOCTaBUMa MEXy IpynIoil nanarimudao3nna u mianeoo.

B uccnenoBanusax ganarnuduo3uHa B KauecTBe J00aBICHH K MpernapaTy CyJlIb(OHUIMOUYEBUHBI TN
npenapary MHCYJMHA OTMEYeHa Oosiee BBICOKas 4YacToTa TUIoriMkemuu (cMm. pasgen 4.5). B
rccaea0BaHuH JoOaBIIeHUs Aanariaudio3uHa K ITMMenupuay Ha 24-i u 48-ii Hellee He3HAYUTEIbHbBIC
AMU30/1bl TUTIOTJIMKEMHUH PETUCTPUPOBAIMCH Yalle B Tpymie aanariuduosunal 0 Mr u rmuMenupuia
(6,0 % u 7,9 % cCOOTBETCTBEHHO), YyeM B rpymie Iane6o u rmmenupuaa (2,1 % u 2,1 %
COOTBETCTBEHHO).

B uccnenoBanuu noGaBneHus nanaraudio3nHa K IpernaparaM WHCYJIWHA SMU30bl BBIPAKEHHOMN
TUIONIMKeMHUH Obutn 3apeructpupoBansl y 0,5 % u 1,0 % nanueHToB, noay4yaBIIuX Janariugio3uH
10 Mr u npenaparsl MHCyJMHA Ha 24-ii u 104-ii Hexensax cooTBETCTBEHHO, U y 0,5 % manueHTos,
MOJTy4YaBIIUX TIae00 U npenaparsl HHCYJIMHA Ha 24-i u 104-i nenenax. Ha 24-it u 104-i1 Henensix
HE3HAYUTENIbHbIE JMHU30/(bl TUIIOTIUKEMUN OBLTU 3aperucTpupoBaHbl cooTBeTcTBeHHO y 40,3 % u
53,1 % nanuenToB, noiay4aBmux aanariauduo3ud 10 Mr u npenapartsl nHCYuHA, Uy 34,0 % u 41,6 %
MAaMEHTOB, MOMyYaBIINX I1ae00 U MpenapaThl MHCYJIUHA.

B uccnenoBanum no6asnenus nanarnudiao3nHa K MeTGOpMUHY U Mpernapary CylibHOHHIMOYESBHHEI
10 24-i1 Heenu He ObUIO 3apErMCTPUPOBAHO HU OJHOTO 3MU30/a TSKEIOW TUIOTTTUKEMUH. DIHU30/bI
JIETKOW FMIOMIMKEMHUH OBbLIIN 3aperucTpupoBanbl y 12,8 % naiueHToB, Noay4yaBUIMX Janariugio3uH
10 Mr B coyetaHuu ¢ MeTHOPMHHOM M IpenapataMu Cylb()OHUIMOUYEBUHBI, U Y 3,7 % MalueHToB,
MOJIy4aBIIUX IJ1a11e00 B COYETaHUU ¢ METQPOPMUHOM U IPOU3BOJHBIMU CYJIb(HOHUIMOUYEBHUHBI.

B uccnenoannun DECLARE He oTMeueHO MOBBIIIEHHOIO PUCKA PA3BUTHS TSKEIOW TUIOTIIMKEMUN
IpU Tepanuu Janarau@io3MHOM IO cpaBHeHHMIO ¢ mianeto. Ciydau TsDKENOW TMIOTTIMKEMUU
3apeructpupoBanbl y 58 (0,7 %) nanueHToB, nomydaBuux nanarnudiaosus, uy 83 (1,0 %) nanueHTos,
MOJIy4aBIIUX IJ1a1e0o.

B wuccnenoBanuun DAPA-HF crnyyan Tspkenoil rumorimkemun 3apeructpupoBanbl y 4 (0,2 %)
MalMEeHTOB KakK B rpyImre aamariudao3nHa, Tak U B rpymme mamnedo. B uccnenqoanun DELIVER
Cllyyau TsDKEJIOM THIOIIMKeMHH 3apeructpupoBanbl y 6 (0,2 %) nanMeHToB B TIpymime
nanarmuduosnda u 'y 7 (0,2%) nanuentoB B rpymmne Iwiane6o. Ciaydau TSOKENON THUMOTIUKEMHH
HaOII0AaINCh TOJBKO y nanueHToB ¢ C/I 2 tumna.

B wuccnenoBannu DAPA-CKD ciaydan TsOKemo THIOTIMKEMHH 3apeructpupoBanbl y 14 (0,7 %)
MarUeHToB B Tpymnie qanariuduosuna u'y 28 (1,3 %) manueHToB B rpymre miamnedo u HabIo anmuch
TosIbKO y manuenToB ¢ C/I 2 tuna.

Cruorcenue OLIK

B o00benuHEHHBIX JaHHBIX 10 Oe3omacHocTH 13 wuccneoBaHWN  HEXKeNaTeIbHbIE PEaKIIHH,
ykaspiBatonue Ha cHkeHue OLIK (Bkirowast cooOmieHus 00 00€3BOKUBAHUM, TUTIOBOJIEMHH WU
apTepHalibHOM TUnoTeH3uu), ormeueHsl y 1,1 % u 0,7 % nanueHToB, MPUHUMABIINX Aanarin(io3ud
10 Mr u mnanebo COOTBETCTBEHHO; CEPhE3HBbIC HEXKeNaTelbHble peakuuu oTMedeHol y < 0,2 %
MAIIEHTOB, M OHK OBUIH CONTOCTaBUMEI B TpyIax nanariuduiosnaa 10 mr u turane6o (cM. pasnen 4.4).

B uccnenoBanun DECLARE konn4ecTBO MalMeHTOB C SBICHUSIMH, YKa3bIBAIOIUMHU HA CHU)KCHUE
OLIK, 6pu10 cOanancupoBaHO Mexay Tpynmnamu jedenus: 213 (2,5 %) u 207 (2,4 %) B rpynmax
namarnuduo3nHa W Iuianedo cooTBeTCTBEHHO. (Cephe3Hble HEXKeNaTeNbHbIE SBJICHHUS ObUTH
3apeructpupoBanbl y 81 (0,9 %) u 70 (0,8 %) mamueHTOB B rpymme gamariudio3nHa U Iuianedo
COOTBETCTBEHHO. SIBIECHHS B I1eOM ObUTM COQJIAaHCHPOBAHBI MEXIY TpyHIamM JIEUYEHUS II0
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COOTBETCTE!

BO3PACTHBIM KaTETOPHSIM, MPUMEHEHHIO JUYPETUKOB, aplﬂepua]lsﬂmmuz[méﬁﬂm_ _-npmiMeHeHmo

uaruéuTopa AII® / BPA 11 tuna. V nanmenToB ¢ ncxoanon pCK® < 60 mi/Mun/1,73 M2 B Ipyiiiie
nanaraugIio3nHa OTMEYEeHO 19 ciydaeB Cepbe3HBIX HEXKENATCNIbHBIX SIBICHHM, YKA3bIBAIOIIMX Ha
camxkenue OLK, u 13 — B rpymme miane6o.

B uccnenosanun DAPA-HF sBnenus, ykaspiBaromue Ha cHmkenue OLIK, Obutn ormedensr y 170
(7,2 %) nammentoB B rpynme pamariuduosuHa u 153 (6,5 %) B rpymme mmiane6o. B rpymme
nanarnugo3nHa 0p110 MeHbIie nanueHToB (23 [1,0 %] nanueHToB) ¢ cepbe3HbIMU HEXKEJIATSIbHBIMU
SBJICHUSMU B BUJE CHUMIITOMOB, ykasbiBatouux Ha cHikeHue OLIK, mo cpaBHeHHUI0 ¢ Tpymnmoi
mwiane6o (38 [1,6 %] manuenTtoB). Pe3ynbTarhl ObUTH OAMHAKOBBIMH HE3aBUCHMO OT HCXOJIHOTO
Hamuuus auabera um ucxomgHot pCK®. B wuccnemoBanum DELIVER komuuecTBO mamueHTOB ¢
CEpbE3HBIMU HEXKETATeIbHBIMH SBIICHUSIMU B BUJEC CHUMIITOMOB, yKasbIBatonmx Ha cHrkeHue OLIK,
cocraBuio 35 (1,1 %) B rpynme panaraudiosuna u 31 (1,0 %) B rpymnme miame6o.

B uccnenopannu DAPA-CKD koim4ecTBO MaMEeHTOB C SIBICHUSMH, YKa3bIBAIOIIMMHU HA CHIDKEHHUE
OLIK, coctasuio 120 (5,6 %) B rpynne nanarnudnosuna u 84 (3,9 %) B rpynmne mnane6o. B rpymnmne
nanarmuduosnaa y 16 (0,7 %) manueHTOB OTMEYEHBI CEPhE3HBIC SIBJICHHS B BHJIE CHMIITOMOB,
ykasbiBarolux Ha cHkenue OLIK, n y 15 (0,7 %) nanueHToB B rpymmne miamnedo.

Jluabemuueckuii kemoayuoos npu C/[ 2 muna

B wuccnenoBanun DECLARE ¢ menuanoil Bo3zgeiicTBus 48 MmecsieB ciaydan AMa0ETHYECKOTO
KeToanua03a ObUIM 3aperucTPUPOBaHbl y 27 ManueHToB B rpymnmne gamariauduosnHa 10 mr u 12
ManueHToB B rpymmne miamnedo. JlaHHble sBIEHUS BO3HHKAIM PAaBHOMEPHO B TEUYEHHE IEpUOja
uccnenoBanus. B rpynne ganarnudiosnna w3 27 manuMeHTOB ¢ JUA0CTHUYECKUM KETOAIUuao30M 22
MOJIy4aJi COMYTCTBYIOIIYIO HHCYJIMHOTEPANUIO HA MOMEHT pa3BUTHS sBiieHus. [Ipeapacnonararomue
K Pa3BUTHIO [Ua0ETUYECKOr0 KeToaln, /1032 (pakTopsl ObLIN 0xku1aeMbIMU 1715 nonyJisinuu ¢ CJ1 2 tumna
(cM. paznen 4.4).

B uccnenoBanun DAPA-HF ciyuyan nuabGeTnueckoro Keroamuao3a ObLIM 3aperucTpUpoBaHbl y 3
narueHToB ¢ C/[ 2 tuna B rpynme nanarnuiao3nHa, B Tpynmne Iiamnedo ciiydaeB AHMa0eTHYECKOTO
ketoanuao3za He Obu10. B uccnenoBanuu DELIVER cnywan amabernueckoro keroanuo3a ObUTH
3apeructTpupoBansl y 2 manuentoB ¢ CJ] 2 Tuma B rpymnme nanariudiao3nHa, a B rpyIrme miamnedo
CIIy4aeB JUAOCTHYECKOTO KEeTOAIM103a HE OTMEUYAOCh.

B uccnenosanuu DAPA-CKD sBnenust 1nabeTH4eckoro KeToarui03a He 3aperucTpUpOBaHbl HU Y
OJTHOTO TIAITUEHTA B TpyMIe Janarimdio3nHa, HO oTMedanuch y 2 manuentos ¢ C/ 2 tuma B rpyrie
1ane6o.

Ungexyuu mouesvigoosuux nymetu

B o0beanHeHHBIX TaHHBIX MO0 OezomacHOcTU 13 mccnenoBaHMi MH(EKIUU MOYEBBIBOJAIINX ITyTeH
yalie OTMEYeHbl pU IpuMeHeHuu nanarivdiao3una 10 Mr, yem npu npumeHeHuH ranedo (4,7 % no
cpaBHeHHIO C 3,5 % COOTBETCTBEHHO; cM. pasnen 4.4). bonpumHcTBO MH(EKIMHA ObUTH €1ab0 WM
YMEPEHHO BbIpaXCHHBIMU; HAYAJIbHBIN KypC CTaHIapTHOM Tepanuu ObL1 3P(GEKTUBEH, B CBS3U C UEM
NAIMEeHTHl PEJKO MpeKpallaid IpUuMEHeHrne Aanariau@uo3uHa. T HHPEKIUH Yalle pa3BUBAIUCH Y
KCHIIMH, a Yy MAalUCHTOB C TAKNUMHA I/IH(beKI_[I/ISIMI/I B aHAMHE3€ OHU Yalllc pCIUIUBHUPOBAIIN.

B wuccnenoBanuun DECLARE cepbe3nble ciayyan HMH(EKIMH  MOYEBBIBOIAIIMX  IyTei
PETUCTPUPOBATUCH MEHEE YacTo i aanariauduosuda 10 mr mo cpaBHenuto ¢ miamne6o: 79 (0,9 %)
siBrieHui 1o cpaBHeHuo0 co 109 (1,3 %) ABJICHUSIMHU COOTBETCTBEHHO.

B uccnenosannu DAPA-HF cepbe3nbie HexxenaTeIbHbIC SIBICHUS B BU/IE MHPEKIIMI MOYEBBIBOISAIITAX
nyteit Obutn otMeueHs! y 14 (0,6 %) naumentoB B rpynne nanariaudnosuna u 17 (0,7 %) namueHToB
B rpymmne ruianebo. B rpynne manarmudosuna u ruane6o 6suio mo 5 (0,2 %) manueHToB ¢
HEXKENIATEIbHBIMU  SIBIICHHUSIMH, TPUBOAMBIIMMU K TPEKPAIICHUIO JICYCHHS BCIICICTBUE PA3BUTHUS
nHpexnui MmoueBbIBOINX yTel. B nccnenopannu DELIVER cephe3Hbie HexxenaTeIbHbIC SBICHU
B BUjC MHQEKIM MOYEBBIBOMAIIMX MmyTed Obun otmeudeHsl y 41 (1,3 %) mammenrta B rpymme
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COOTBETCTE!

nanarmadiaosuda u 37 (1,2 %) nanuentos B rpyiie mianeBolB :rﬁ,bmne- nandrmqmom/IHal}LB (0,4

%) TMalMEeHTOB OTMEYEHbl HEeXelaTeJbHblE SBJICHUS, NPUBOIUBIINE K IPEKPAIIECHUIO JICUCHUS
BCJICAICTBHE Pa3BUTHs WH(EKIUI MOYEBBIBOAALIMX IMyTeH, a B rpynme miamne6o —y 9 (0,3 %)
MaIEHTOB.

B wuccnegoBanuu DAPA-CKD cepbe3Hbie HEXKenarelabHbIC SBICHUS B BUIAC WHPEKIUN
MOYEBBIBOASALIMX MyTe# oTMeueHsl y 29 (1,3 %) nanuenToB B rpyme ganariaudiaosuda u'y 18 (0,8 %)
nanueHToB B Tpymmne mianebo. B rpynme nanarmudnosmna 6suio 8 (0,4 %) manumeHTOB C
HEXKENIaTEJIbHBIMU  SBJICHUSIMU, TPUBOJMBIIUMHU K [MPEKPAIlEHUIO JIeUeHHUs u3-3a UHEKIun
MoueBbIBoAsmuX nyTeit, u 3 (0,1 %) nauuenta B rpynmne miane6o. Konnuectso nauuentos 6e3 C/ 2
TUIA, Y KOTOPHIX BO3HUKIIM CEpPhE3HbIC HEKENaTeNIbHbIC SBJICHUS WM HEXeNaTeJIbHble SBJICHHUS,
MIPUBOJIMBIINE K MPEKPANICHUIO JICYCHUS M3-32 MHPEKIUH MOYEBBIBOISINUX MyTEH, OBUIO CXOXKUM
Mexay rpynnamu sedenus (6 [0,9 %] no cpaBuenuto ¢ 4 [0,6 %] st cepbe3HBIX HEXeTaTeNbHbIX
srenwnii; 1 [0,1 %] o cpaBHeHuto ¢ 0 17151 HeXKEIaTeIbHBIX SBJICHUHN, TPUBOAUBIINX K MPEKPALICHUIO
JICYCHUS ).

Tosviuenue KOHYeHnmpayuu KpeamuHuna

HexenatenbHble peakiuu, CBA3aHHBIE C TOBBIIIEHHEM KOHIIGHTpAlMM KPEaTHMHHHA, ObLIU
CTPYNITUPOBaHBI (HAIPUMEpP, CHIKCHHE TOYEYHOTO KIMPEHCA KPEaTHMHHWHA, HapylieHHE (yHKIUU
MOYEK, TOBBIIMICHUE KOHIICHTpAIMM KpEaTMHHMHA B KPOBU M CHI)KEHHE CKOpPOCTHU KIyOOUKOBOM
¢unprpanuu [CKD]). B 00beauHEHHBIX TaHHBIX 110 Oe30macHOCTH 13 McciaeqoBaHuil JaHHAsS TPyIIa
peakuuii Obuta otMedena y 3,2 % u 1,8 % naruentos, noayyasmumx aanarndduo3ud 10 mr u miane6o
COOTBETCTBEHHO. Y TAlMEHTOB C HOPMAJIbHOW (DYHKIMEH MOYEK WM HapylIIeHHeM (YHKIUHU MOYEK
nerkoii crenenn (ucxoano pCK® > 60 mn/mun/1,73 M?) 3Ta rpynma peakiuii OblIa 3aperucTpUpoBaHa
y 1,3 % u 0,8 % namnuenToB, noimydaBmux gamarmuduiosnH 10 Mr u mramnedo cOOTBETCTBEHHO. DTH
peaKiuu yaiie OTMe4anuch y nanueHToB ¢ ucxoanoit pCK® > 30 u < 60 mn/mun/1,73 M2 (18,5% B
rpymre ganaraudiosuna 10 mr o cpaBHeHuto ¢ 9,3 % B rpymnmne miane6o).

JlononHUTEeNbHAs OlLEHKa MAallMeHTOB C HEXeNaTeJIbHBIMHU SIBICHUSMH, CBA3aHHBIMU C (QYHKIMEH
[OYEK, IO0Ka3aja, YTO Yy OOJBIIMHCTBA 3TUX IMallMEHTOB OTMEYEHO H3MEHEHUE KOHIEHTpaluu
KpeaTHHHHA B CHIBOPOTKE KPOBH Ha < 44 MKkMOub/J1 (< 0,5 MI/I1T) OTHOCUTEBHO HCXOHOTO 3HAUCHUSI.
[ToBpIlIEHNE KOHIIEHTPALMK KPEaTUHUHA B 11€JI0M ObLIIO BpEMEHHBIM Ha (JOHE IPOJOKEHUS TEparuu
WA 00OpaTUMBIM MOCJIE PEKPALCHUS TePATTUH.

B uccrnenoBannn DECLARE, Bkio4aBmieM MOXWJIBIX MAIMEHTOB W TAIMEHTOB C HAPYIICHHUEM
dynxiuu nouek (pCK® menee 60 Mn/mun/1,73 m?), pCK® cHmkanach ¢ TedeHHEM BPEMEHH B 00eHX
rpynnax jgedenus. Yepes 1 roa tepanuu cpennee 3HaueHne pCK® B rpynne nanariauguo3nHa ObLIo
HEMHOI'0 HMKe, a uepe3 4 rojia Tepanuu — HEMHOT'O BBIIIE TIO CPaBHEHHIO ¢ TPYMION miane6o.

B uccnenoanuun DAPA-HF, a taxxe B uccienmoBanun DELIVER pCK® camxkanack ¢ TedueHueMm
BpPEMEHHU Kak B TpyIlIe jaanariudio3nHa, Tak ¥ B rpymmne ruiane6o. B uccnenosanuu DAPA-HF
HavyagbHOE CHIDKeHHe cpenHero 3madenms pCK® cocraBmmo —4,3 mm/mwmu/1,73 m? B rpymme
nanarmudnosuna u —1,1 Mn/mun/1,73 M2 B rpynmne miane6o. Yepes 20 mecsnes usmenenne pCKd
OTHOCHTENIHHO HCXOJHOTO 3HAYEHNS OBIIO CXOKUM B TPYTIaX jJedeHus: —5,3 Mn/mun/1,73 M2 B rpymme
nanarmudnosuna u —4,5 mn/mun/1,73 M? B rpynme nnane6o. B uccnenosanuun DELIVER crmkenue
cpennero 3nauenns pCK® uepes 1 mecsn coctaBmno —3,7 mia/mun/1,73 M2 B rpynne ganarmugio3uHa
u —0,4 mn/mun/1,73 mM? B rpymme miane6o. Uepes 24 mecsina usmenenne pCK® oTHOCHTETBHO
FICXOJHOTO 3HAYEHMS OBLIO CXOKHM B Tpynmax nedenns: —4,2 wi/mun/1,73 Mm% B rpymme

nanarnuduo3nna n —3,2 mia/mun/1,73 M? B rpynme mane6o.

B wucciegoBanun DAPA-CKD pCK® cHmkamach ¢ TEYEHHEM BpPEMEHH Kak B TPYIIe
nanarnugio3nHa, Tak U B rpymnmne riane6o. Havansnoe (Ha 14-it nenp) cHmwkenue cpenneit pCKd
cocraBmio —4,0 Mi/mun/1,73 M? B rpynme ganarmudnosusa u —0,8 Mi/Mun/1,73 M? B rpymie miare6o.
Uepes 28 wmecsueB uzmenenne pCK®D OTHOCUTENHbHO HCXOJHOTO 3HA4YeHUs coctaBuio —/,4
wr/mMuH/ 1,73 M2 B rpynme nanarnuduosuHa 1 —8,6 Mir/Mun/1,73 M? B rpymme miane6o.
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Coob1ieHre 0 NoA03peBaeMbIX HeskenarenbHblx peakuusaX [1OCNEOCEATENEHCOCTE 0004

Baxno COO6H_IaTI> 0 IOAO3PEBACMBIX HEXKECIIATCIBbHBIX PCAKIUAX ITOCIIE PErUCTpaAllU JIECKAPCTBECHHOI'O
npemnapara € HCJIbIO obecreueHHs HCIIPEPBIBHOI'O MOHUTOPUHIa COOTHOLICHUSA «II0JIb3a — PHUCK»
JICKaApCTBCHHOI'O IIpCIiaparta. Me,Z[I/IHI/IHCKI/IM pa6OTHI/IKaM PEKOMEHAYCTCA COO6H_IaTb 0 JIOOBIX
MoAO3pCBACMBIX HCIKCIIATCIBbHBIX PCAKIUAX Ha HeKapCTBCHHBIfI npemnapar 4Cpe3 HAIUMOHAJIBbHBIC
CHCTCMbI COO6H_ICHI/I$I (6] HEXCJIaTCIbHBIX peaKIugx rocyaapCTB-4JICHOB EBpaSHﬁCKOFO
O9KOHOMHYCCKOT'O COrO3a.

Poccuiickas @enepanust

DdenepanbHas Ciryxk0a 1o Haa30py B chepe 31paBoOXpaHEHUs

Anpec: 109012, r. MockBa, CnaBstHCKasi TUI011a/1b, 1. 4, cTp. 1

Tenedon: +7 (800) 550-99-03

DnektponHas mouta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
Caiir: https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBKa

CHUMIITOMBI

Janarnuguo3uH 6e301aceH U XOPOUIO MEePEHOCUTCS 3J0POBBIMU TOOPOBOJIBIIAMU IIPH OJJHOKPATHOM
npueme B go3ax 10 500 mr (B 50 pa3 Beile pekoMeHayeMOo# /103b1). ['JII0K03a onpeensiiach B Moue
nocje npruema npemnapara (Kak MUHUMYM B TeueHHe 5 1Hel mocie npuema 103bl 500 Mr), mpu 3ToM He
BBISIBJIEHBl Cllydad OOE€3BOKMBAHUS, apTEpPUAJbHOM T'MIIOTEH3UH, 3JEKTPOJIMTHOIrO aucOanaHca,
KJIMHUYECKHU 3HAYMMOTr0 BIMsAHUS Ha uHTepBasl QTC. YacToTa pa3BUTHSI FMIIOTTIMKEMHH OblIa CXOXKEH
C 4acTOTOH mpu mpueme mianedo. B KIMHMUECKUX HCCIEAOBAHUAX Y 3/I0POBBIX J10OPOBOJIBLIEB U
naruenTos ¢ CJ[ 2 tuma, mpMHUMAaBIIKX Mpenapar ogHOKpaTHO B go3ax a0 100 mr (B 10 pa3 Beime
MaKCHMaJIbHOW pEKOMEHAYEMOM 103bl) B T€UEHHE 2 HEJENb, YaCTOTa PAa3BUTHSI TMIIOTJIMKEMHUN Oblia
HEMHOT'0 BBILIE, YeM IpH NpHeMe I1anedo, U He 3aBucena ot Jo3bl. YacroTa pazsutus HS, Bkmtovas
00€e3BOKUBAaHUE WM apTEPUATIbHYIO TMIIOTEH3HUI0, OblJIa CX0XKEH ¢ 4acToToW B rpymre mianedo, npu
3TOM He BBISIBJIEHO KIIMHUYECKU 3HAUUMBIX, J10303aBUCUMBIX U3MEHEHHH J1aO0paTOPHBIX MOKa3aTeNeH,
BKJIIOYasi CBIBOPOTOUHYIO KOHIIEHTPAIUIO JIEKTPOJIUTOB U OMOMapKepOB (PYHKIIMU MOYEK.

Jleuenue

B ciywyae mnepeno3upoBKHM HEOOXOAMMO TMPOBOJAUTH MOJACPKHUBAIOUIYIO TEPaNuio, YUUTHIBas
COCTOsIHUE TalueHTa. BriBenenne panarauguio3nHa ¢ HOMOIIbI0 TeMOINalIn3a He U3Y4ajioch.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBa

®dapmakoTepaneBTHdeckas rpymnmna: CpencTsa Juisl ISYSHUsI CaXapHOTO JuadeTa; TUIOTIMKEMUYECKHE
CpeICTBa, KpOME MHCYJIHMHOB; MHTHOUTOPHI HATPUI3aBUCHMOTO MIEPEHOCYUKA TIIFOKO3BI 2-TO TUTIA.
Kon ATX: A10BKO01

MexaHn3M aeiicTBUSA

Janarnugno3un — MolHbli (koHctanta uHrnouposanus [Ki] 0,55 HM) cenekTHBHBINA U 00OPATHUMBIIA
uHruourop SGLT2.

Nuru6upoanne SGLT2 npamarnudiao3uHOM BBI3BIBACT CHUXXEHHUE peadCOpOIMU TIIOKO3bI U3
KITyOOUYKOBOTO (pHIIbTpaTa B MPOKCUMAIBHBIX MMOYEYHBIX KaHAJBIAX C COMYTCTBYIOIIUM CHH)KEHUEM
peabcopOIuu HaTpHsL, IPUBOJIS K BBIBEICHHUIO TIFOKO3bI IIOYKAMH U OCMOTHYECKOMY aAuype3y. Takum
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KaHAJIbIEBO-KIIyOOUKOBYIO OOpaTHYIO CBSI3b M CHIDKAET BHYTPHKIYOOUKOBOC JaBJCHHE. JTO B
COYETaHUHM C OCMOTHYECKUM JHYPE30M MPUBOJUT K YMEHBUICHHUIO MEPETPy3KH 00BEMOM, CHUKECHHUIO
apTepHalIbHOTO JIaBJICHUS U YMEHbBILIECHUIO MpPEeIHArpy3Kd U MOCTHArpy3KH, YTO MOMKET OKa3bIBaTh
ONarompusATHOS BIMSHHE HAa PEMOJCIMPOBAHHE CEpJlla M IUCTATNYECKy0 (YHKIHIO, a Takke
COXPAHATH (PYHKIIHIO MTOYEK.

B xmmnnueckux wucciaemosanusx DAPA-HF, DELIVER u DAPA-CKD Opulo moka3aHoO, YTO
OJIaronpUsITHOE BIIMSIHUE Janariudao3uHa Ha CepAlle M MOYKH 3aBUCHUT HE TOJBKO OT CHHIKEHUS
KOHIIEHTPAIIUU TJIIOKO3bl B KPOBU M HabOmIomaercs He Toybko y marueHTtoB ¢ CJ] 2 tuma. [pyrue
3¢ PeKTHI BKIIOYAIOT IMOBBIIIICHUE TEMATOKPUTA U CHIYKEHUE MACChI Tela.

JamarnugIio3uH CHIKAET KOHIICHTPAIUIO TITFOKO3bI TIa3Mbl KPOBH HATOINAK U MOCIIE TIPHEMa TTHINN
3a CYET yMEHBIIEHUs peadCoOpOIMU TIIOKO3bl B MOYCUYHBIX KaHAJbIIAX, CIIOCOOCTBYS BBHIBEIACHHUIO
TJIFOKO3BI TIOYKaMU. BhIBe/eHUE TIFOKO3bI (TITFOKO3yprueckuid 3P deKT) HadomaeTcs ye mocie
IpyueMa MepBoM /1035l MpernapaTa, COXpaHsAeTCs B TEUCHHE MOCIEYOIUX 24 4acoB U MPOJ0IKAETCS
Ha MPOTSKEHUM Bced Tepanuu. KolIMdecTBO TIIOKO3bI, BBIBOJAMMOM IMOYKAMH 3a CYET 3TOr0
MEXaHHM3Ma, 3aBUCHUT OT KOHLIEHTPALIUU TTIt0K03bI B KpoBU U 0T CK®. Takum 006pa3oM, y HariueHToB ¢
HOPMaJIHHOW KOHIICHTPAIMEH TITFOKO3bI B KPOBHU Ha (hOHE MPUMEHEHUs JanariugIo3nHa OTMEYaeTCs
HU3Kas CKJIOHHOCTh K Pa3BUTHUIO TUIMOTIUKeMuu. Jlamarnuduo3uH He HapyliaeT HOPMAaJIbHYIO
MPOAYKIMIO SHJIOTEHHOW TJIIOKO3bl B OTBET Ha TUMOMIHMKEeMHUIO. JleiicTBue nmamariugiio3uHa HE
3aBUCUT OT CEKPELIMN UHCYJIMHA U YYBCTBUTEIBHOCTU K UHCYJIUHY.

B KIMHWYECKUX WCCIICTOBAHMSIX Aanariu(Iio3nHa OTMEYAIoch yiydiieHue (GyHKIHHA OeTa-KIeTOK
(rect HOMA, homeostasis model assessment).

SGLT2 cenekTuBHO 3KCHpeccupyeTcs B modukax. Jlamarmuduio3uH He OKa3bIBaeT BO3ICHCTBHS Ha
JpyTrHe MEePeHOCUUKH TIFOKO3bI, OCYIECTBIISIONINE TPAHCIIOPT TIIFOKO3BI K MEPUPEPUUECKUM TKAHSM,
u nposieisier 6osee yem B 1400 pa3 Gosbmyro cenekTuBHOCTh K SGLT2, wem k SGLT1, ocHOBHOMY
TPaHCIOPTEPY B KUIIEYHHKE, OTBEYAIOIIEMY 32 BCACBIBAHHE TJIFOKO3BI.

dapmakonuaamMmueckre YO EKTh

Ilocne mpuema namarnudao3uHa 340pOBBIMH J0oOpoBosiblaMu M mauueHtamMu c¢ CJI 2 Ttuna
HaOJII0/1a7loCh  yBEJIMYEHUE KOJMYECTBA BBIBOOAUMOM MOYKkaMu TIioko3bl. [lpu  mpueme
nanarnugnoszuHa B go3e 10 mr/cyT B Teuenue 12 nepens nanuentamu ¢ CJI 2 tuna npumepHo 70 ©
TJIIOKO3bl B CYTKH BBIJENIANIOCH MOYKaMu (4To cooTBeTcTBYeT 280 Kkan/cyT). ¥ manueHtoB ¢ CJ[ 2
TUIA, MPUHUMABLINX Janarindiao3uH B go3e 10 Mr/cyT AnuTensHo (10 2 J1eT), BhIBEACHUE IIIFOKO3bI
MO/JIEP’KUBAJIOCh HA MPOTSHKEHNUH BCEro Kypca Teparuu.

BoiBeneHue TIIOKO3bI TMOYKaMM IpPU  MPUMEHEHMM Janariugo3nHa TakkKe MPUBOIUT K
OCMOTHYECKOMY IUYype3y M yBeIW4deHUto oObema mMoun y manueHToB ¢ CJ 2 tuma. YBenudenwue
oobema Moun y maunueHToB ¢ CJ[ 2 Tuma, nmpuHuMaBmuX panariudiao3uH B goze 10 mr/cyr,
COXPAaHSJIOCh B TeUeHUE 12 Helenb U COCTaBIISAIO MpUMepHO 375 mi/cyT. YBenuueHue oobeMa MO4H
COITPOBOKAATIOCH HEOOJBIIUM M TPAH3UTOPHBIM MOBBIIIEHUEM BBIBE/ICHUS HATPUs MOYKAMHM, YTO He
MIPUBOJINIIO K M3MEHEHHUIO KOHIIEHTPALUU HATPUs B CBIBOPOTKE KPOBHU.

Kpome TOro, orMevanoch KpaTkoBpeMeHHOE (B TeueHue 3—7 JHEW) yBEIMYCHHE SKCKPEIUU MOYEBOM
KHCJIOTBI C MOYOM, COIPOBOX/IABIICECS YCTOWYMBBIM CHIDKCHHEM KOHIICHTPAIMW MOYCBOW KHCJIOTHI B
ChIBOPOTKE KpoBU. UYepe3 24 Henenu CHWKEHHE KOHIICHTPAIMM MOYEBOW KHCIIOTHI B CBIBOPOTKE
BapsupoBaio ot —48,3 no —18,3 Mmxmos/i (ot —0,87 mo —0,33 mr/mm).

Knuanueckas 3¢ dheKTHBHOCTS M O€30IIaCHOCTD

CJ 2 tuna

VYydienue KOHTPOIIS TIIMKEMUH U CHIDKEHHE 3a00JIeBAEMOCTH M CMEPTHOCTH 110 TIPUUKHE CEPICUHO-
COCYJIMCTOM MaTOJIOTUU U OCIIOKHEHUN CO CTOPOHBI ITOYEK SIBISIOTCS HEOTHEMIIEMOU YacThIO JICUCHUS
C/1 2 tuma.
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ObUIO0 TpoBeAeHO 14 [BOMHBIX CIENBIX PaHIOMU3HPOBAHHBIX KOHTPOIUPYEMBIX KIMHUUCCKUX
uccnenaoBanuil ¢ yuactueM 7056 B3pocnbix nauueHToB ¢ CJI 2 tuma, B KOTOpbIX 4737 ManueHToB
noiydyanu  ganarnu@uosuH. 12 uccienoBaHM  OpeaycMaTpUBAIM  MIEPUOJ  JICUEHUS
MPOJIOJKUTENIBHOCTRI0 24 HeAelu, 8 UCCIeIOBAHMM — JIOMOJHUTENbHBIN MEepUo JOJTOCPOYHOIrO
nedeHuss ot 24 no 80 Hemenb (0OmmIas MPOAOHKUTEIBHOCTh HccienoBaHuii no 104 memens), 1
HCCIE0OBAaHUE TPEIyCMaTPUBAIO TEPHOJ JICUCHUS MPOJODKUTEIBHOCTRI0O 28 Hemenb U eme |
UCCIIeIOBaHKE — IIEPUO/I JICUECHUS TPOJOJIKUTEILHOCTBIO 52 HEJIEeH C JOTIOHUTEIbHBIMU MIEPUOIaMU
JOJITOCPOYHOTO JICUCHUsSI MPOJOJKUTENLHOCTEIO 52 u 104 Hemenu (oOmas MpoAOKUTEIHHOCTh
uccnenoanus — 208 Henens). Cpenuss npoaopkuteabHocTh CJl 2 THIa y manyueHToB BapbupoBalia
ot 1,4 10 16,9 roga. ¥ 50 % nauuenToB O6bU10 HapyIIeHUE (PYHKIIUH [TOYEK JISTKOW CTETICHH TSKECTH,
y 11 % nanueHToB — HapyleHUe (QYHKIMH [TOYEK CPEAHEN cTeneHH TshkecTH. 51 % nanueHToB ObuH
MY3KCKOTO 1ona, 84 % npuHaaiexaiu K eBponeonHon pace, 8 % — Kk MOHTOIOUMIHOU pace, 4 % — K
HEerpouaHoil pace, a 4 % — x 1pyrum pacoBbiM rpymnmnam. Y 81 % nanueHToB 3HaYCHHE UHIEKCa MaCChl
tena (MUMT) cocraBunmo > 27. Kpome Toro, ObUIO MPOBENEHO JBa IUIae00-KOHTPOJIUPYEMBIX
UCCIIEIOBaHM MPOJODKUTENbHOCTRIO 12 Hemens y mamueHToB ¢ CJI 2 Tuma ¢ HealeKBaTHBIM
KOHTPOJIEM TJIIMKEMHU U apTepuanbHOi runeprensun. s onenkn s dekra ganarnudio3nHa B 103€
10 Mr mo cpaBHEHHIO C MIaNEeb0 B OTHOUICHUH CEPACYHO-COCYIUCTBIX M MOYEUHBIX MCXOJ0B ObLIO
IIPOBEJICHO HCCIeI0BaHUE cepAeuHO-cocyIucThiX ucxon0B DECLARE, B koTopoM npuHsM y4acTtue
17160 mauuentoB ¢ CJI 2 Tuma, ¢ AMArHOCTUPOBAHHBIM CEPICUYHO-COCYIUCTHIM 3a00I€BaHUEM WITH
6e3 Hero.

KOHmpOJZb 2auKemuu

Monomepanus

Hna ouenku OeszonmacHoctd U 3pdextuBHOCTH mnpenapara [JAITATJIMDJIO3MH B kaudecTBe
MOHOTEpPAINNHU Y MAlMEHTOB C HealeKBaTHBIM KoHTposeM C/] 2 Tuna 66110 poBeieHo ABOMHOE CIIEeToe
I1a1e00-KOHTPOIMPYEMOE HCCIIEI0BaHUE MPOJOJIKUTEIBHOCTIO 24 Henenu (C JOMOJHUTEIbHBIM
nepuogoM jeudenus). [Ipu npueme ganarnuduosrnna 1 pa3 B CyTKH ObLJIO OTMEYEHO CTATUCTHUYECKU
3HaunmMoe (p < 0,0001) ymeHblieHre ypoBHS IIUKUpoBaHHOTo remoryioouHa (HbA1c) no cpaBHeHMIO
¢ mpuemMoM 1uianedo (tadnuma 2).

B nononnutensHOM mnepuoje JieueHus cHukeHue ypoHsS HbAlc coxpansuiocs Bmiote g0 102-i
Heenmn (CKOPPEKTUPOBAHHOE CpellHee M3MEHEHUE OTHOCHTEIBHO ncxoaHoro ypoBHs: — 0,61 % u —
0,17 % nna nanarnudnozuna 10 Mr u miane6o cOOTBETCTBEHHO).

Ta6auua 2. Pesyabrarsl, noay4yennbie yepes 24 negeau (LOCF!) B m1ane60-KOHTPOJIHPYEMOM
HCCJIeOBAHNY MPUMeHeHus Janariango3uHa B KauecTBe MOHOTEPANNH

MoHoTepanus

Janaraudo3un 10 mr ITnanedo
N? 70 75
HbA1c (%)
HcxoaHblii ypoBeHb (cpeaHee) 8,01 7,79
3MeHeHre OTHOCUTETBHO HCXOAHOTO YPOBHS® -0,89 -0,23
Pa3HOCTh OTHOCHTENBHO MTae60° -0,66*
(95 % AN) (-0,96, —0,36)
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MOCNELOBATENBHOCTE 0004)

% nanueHToB, JOCTUTIMX YPOBHS

HbAlc <7 %

3HaueHUE, CKOPPEKTUPOBAHHOE OTHOCUTEIHHO 50,8° 31,6
HCXOJIHOTO YPOBHS

Macca Tesia (Kr)

WcxonHblii ypoBeHb (CpeaHee) 94,13 88,77
HM3MeHenne OTHOCUTENLHO UCXOIHOIO ypOBHﬁS -3,16 -2,19
Pa3sHOCTH OTHOCHTENIBHO IUIAIe00° -0,97

(95 % A1) (-2,20, 0,25)

Tpumeuanue:

! LOCF: nepeHoc JaHHBIX MOCTIEIHETO (10 TPUMEHEHNS HEOTI0KHOM TepaIuy 11 MAI[MEHTOB,
y KOTOPBIX OHA MPUMEHSIIACH) HAOIIOICHUS BIIEPE/T.

Bce panpoMu3upoBaHHbIE MAlMEHTHI, MOJTy4MBIIME He MeHee 1 1103bl HCCIEeIyeMoro
Ipernapara B JBOITHOM CJIETIOM PEXUME B KPATKOCPOYHOM JIBOITHOM CIJIETIOM MEPUO/IE.

CpeL[Hee 3HAYCHHUC, PACCUUTAHHOC MCTOAOM HAMMCHBIIIUX KBAAPATOB, CKOPPECKTUPOBAHHOC
OTHOCHUTCJIbHO UCXOAHOT'O YPOBHA.

p <0,0001 nys paznuuus ¢ mianeoo.

BBI/IILy BBITOJHCHUSA IMMOCIICA0OBATCIBHOI'O0 CTATUCTUYCCKOTO aHAJIM3a BTOPUYHBIX KOHCYHBIX
TOYCK OLICHKY CTaTHUCTUYECKON 3HAUYHNMOCTH HE IMPpOBOAUIIN.

KOM6UHMD0661HHClﬂ mepanus

B uccnenoBanuu He MeHblei 3P PEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM MPOJA0KUTEIHHOCTBIO 52
Henenu (C JTOMOJIHUTENbHBIMU TIEPUOJaMHU JIEUEHUS TPOJIOJDKUTETRHOCTRI0O 52 u 104 Henmenn)
npoBonuin oueHky npenapara JAITATJIM®JIO3MH B kadectBe n00aBieHHs K Tepanuu
MeTGOPMUHOM [0 CPaBHEHUIO C IMPOU3BOJIHBIM CYJIb()OHUIMOYEBUHBI (TIMIM3KA) B KauecTBE
no0aBJIeHHs] K Tepanud MeT(HOPMHUHOM Yy TMAlMEHTOB C HEAJEKBATHBIM KOHTPOJIEM TIIMKEMHH
(HbAlc > 6,5 % u < 10 %). Ilo pe3ysnpraTtam HcciaeaI0oBaHUs OBLIO MOKA3aHO CXOMAHOE CpeIHee
yMeHbllleHne ypoBHS HbAlc OTHOCHMTENBHO HCXOAHOTO YPOBHS BIUIOTH A0 S52- HeAeNnu IO
CPaBHCHHIO C TEpalMel TIIUIHA3UIO0M, YTO CBHJIETSIBCTBYET O HE MEHbIIEH 3(pQexkTuBHOCTH
Tepanuu AanariauduosuHoMm (tabnuma 3). Yepes 104 Hemenu CKOPPEKTHPOBAHHOE CpEAHEE
n3MeHeHne ypoBHs HbAlc orHocutensHO wHcxomHOro ypoBHS coctaBmwio —0,32 % s
nanarnuduosuna u —0,14 % s rnunusuga. Yepes 208 Hemenb CKOPPEKTHPOBAHHOE CpelHee
n3MeHenne ypoBHs HbAlc ortHocutensHO wmcxomHoro ypoBHs coctaBmwio —0,10 % s
nanarnudinoszuna u 0,20 % s rmunuzuaa. Yepes 52, 104 u 208 Henenb CTaTUCTUYECKH 3HAUUMO
MEHBIIIasl JIOJIsl TAMeHToB B rpyiie ganariauduiosuna (3,5 %, 4,3 % u 5,0 % cooTBETCTBEHHO)
MepeHecya 1o KpaHei Mepe OJUH AMHU30/1 THIOTIUKEMUU IO CPABHEHHUIO C TPYIION TIMIMU3H/IA
(40,8 %, 47,0 % u 50,0 % cooTBeTCTBEHHO). JI0JIs MAIMEHTOB, OCTABIIIUXCS B UCCIICIOBAHUN Yepe3
104 u 208 nenenb, cocraBuna 56,2 % u 39,7 % B rpynne ganarnuduoszuna u 50,0 % u 34,6 % B
TpyTIe TIAITA3HUIA.

Ta6auua 3. Pesyabrarnl, moaydennbie depes 52 megean (LOCF!) B cpaBHHTENILHOM
HCCJIEIOBAHMM € AKTUBHBIM KOHTPOJIEM II0 OlleHKe j00aBjieHUs aanaraudJiosuHa u
rJIMNU3WAA K Tepanum ¢ MeT(h)OpMHHOM
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COOTBETCTEYET SKCNEPTHOMY OTYETY
ot 21.0

2026 N= 896

IMokasaTesnb _,Z[anall“gludiﬁmi;h BATENBHOC TH 0004)

no0aBJIeHHE K aodaBJIeHHE K
MeT(POPMHUHY MeT(opMUHY

N2 400 401

HbA1c (%)

WcxomHblii ypoBeHb (cpeHee) 7,69 1,74

H3MeHeHne OTHOCUTEIEHO HCXOHOTO ypOBHsI3 -0,52 -0,52

Pa3HOCTh OTHOCHTENIBHO T€paNuy TIUIU3HIOM 0,00*

B COUETAHMH C MET(OPMHUHOM®

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

Macca Tesia (Kr)

VicxonHblii ypoBEHb (CpeaHee) 88,44 87,60

3MeHeHne OTHOCUTEIBHO UCXOIHOTIO ypOBH;I3 3,22 1,44

Pa3HOCTH OTHOCHUTENIBHO TEPANIUU TJIMIU3UAOM —4,65°

B COUYETAHNH C MET(HOPMHUHOM®

(95 % J11) (-5,14,-4,17)

Ipumeuanue:

! LOCF: nepenoc n1aHHBIX HOCTEAHETO HAOTIOAEHHS BIEPE].

2 PaH,I[OMI/ISI/IpOBaHHLIC U MOJydYaBIIHC JICUCHUC IMALIUCHTBI C HCXOJHOM OIIEHKOH M Kak

MUHUMYM OJHOM OLIEHKOH 3((PEKTUBHOCTH MOCIIE€ UCXOJAHOIO YPOBHSI.
Cpennee 3HaYeHHE, PACCUUTAHHOE METOAOM HAMMEHBIINX KBaJpaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIBHO UCXOJHOTO YPOBHSL.

He menbmas 3¢peKTHBHOCT MO CpaBHEHHIO C Tepamuei TINIMIU3UIOM B COYETAaHHM C
METGOPMHUHOM.

®> P <0,0001.

[Ipumenenue nanarnugao3rHa B KauecTBe J0OABICHUS K TEpalui MET(HOPMUHOM, TIMMENTUPUIIOM,
METGOPMUHOM M MPOU3BOJHBIM CYJIb(OHUIMOYEBUHBI, CHUTAIIMOTHHOM (C MET(HOPMUHOM HIIH
0e3 Hero) WiK IpenapaToM HHCYJIMHA TIPUBENIO K CTATUCTUYSCKH 3HAUNMOMY YMEHBIICHUIO YPOBHS
HbAlc uepes 24 nepenu no cpaBHEHHIO ¢ puemMoM Tutatebo (p < 0,0001; rabnuisl 4, 5 u 6).

VYmensiienue ypoBHs HbAlc, nHabmomaemoe uepe3 24 Henenu, HOCHIJIO yCTONYMBBIA XapakTep B
HCCIIEIOBAaHMIX 100aBIeHHs qanarin@iao3uHa (K ITMMENUpUIy WK IpenapaTy HHCYJIMHA) COTIacHO
JTAHHBIM, TIOJTYY€HHBIM BIUIOTH /10 48 Heenb Tepanuu (rmumenupun) u 104 Hexenb Tepanuu (mpenapar
uHCcynuHa). Yepe3 48 Henenb mpUMeHEHMs Aanariu@io3MHa B KauecTBE J00aBlIEHHs K Teparnuu
CUTArJIMNTUHOM (C MeTHOPMHUHOM WWIH O€3 HEro) CKOPPEKTHPOBAHHOE CpPEIHEE W3MEHEHUE
OTHOCHUTEIJIBHO UCXOJHOTO YPOBHS A Aanariaudiuo3una B 1o3e 10 mr u mianedo cocrasuiio —0,30 %
u 0,38 % cootBercTBeHHO. B mccnenoBannm manarnvdiiosnHa B KayecTBe J00ABICHUS K Teparuu
MeTGopMHHOM yMmeHblleHHe ypoBHS HbAlc coxpansiocs Bmiote g0 102-if  Henmenu
(CKOpPEKTHUPOBAHHOE CpeIHEE U3MEHEHHE OTHOCUTENbHO ucxoaHoro ypoBHs: —0,78 % u 0,02 % ans
nanarmaduiosnaa 10 mr um  mmame6o coorBercTBeHHO). Yeped 104 Hemenu wucciaenOBaHUS
nanarnugio3nHa B KadyecTBe M0OABJICHHS K TEpaluy IpernaparoM HHCYJIWHA (B KOMOMHAIUHM C
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 21.01.2026 N= 336

JIOTIOTHUTEIBHBIMU THIIOTJTHKEMUYECKUMH TTpenapaTaMu ikl 0e3 X FekbppixmiipoBantioe €petee

yMmeHbleHue ypoBHs HbAlc oTHOCHTENBHO HCXOIHOTO YypoBHs cocTaBmiio —U,71 % u —0,06 % uis
nanarmugiosnHa 10 mr m turane6o coorBerctBeHHO. Yepes 48 m 104 Henmenu y manueHTOB,
noJty4aBIIuX fanariauguio3us B go3e 10 mr, no3a npenapata MHCYJIMHA OCTaBajach CTaOMIBHON MO
CPaBHEHHIO C UCXOJHBIM YPOBHEM U B cpefHeM coctaBisiia 76 EJl/cyTku. B rpymre, momydaBiieit
miane6o, HabOII0IaI0Ch CpPelIHEE YBEIMYCHHE A03bl mpemapara wHCyiauHa Ha 10,5 Ell/cyTku wm
18,3 EJI/cyTKu OTHOCHTEIHHO UCXOAHOTO YpOBHS (cpenuss no3a: 84 EJl/cytku u 92 EJl/cyTkn) uepe3
48 u 104 Henenu cOOTBETCTBEHHO. J{0J1s1 MAIMEHTOB, OCTABIIMXCS B UCCaeq0BaHuM yepe3 104 negenu,
coctaBuia 72,4 % B rpymnme, noiay4asmei ganarnuduosud 10 mr, u 54,8 % B rpymnme, noxy4aBuiei
mwiare0bo.

Tadauuna 4. Pe3yabTarhl 1aned0-KOHTPOJMPYEMbIX HCCIeAOBAHUH nanaraundgJio3nHa B
KayecTBe 100aBJIeHUS K Tepanuu MeT(POPMUHOM UM CUTATJIUNTHHOM (¢ MeT(hOPMUHOM HJIH
0€3 Hero) NpoAoKHTEILHOCTHIO 24 Hexean (LOCF?)

KomOunnunpoBannasi tepanus (100aBjieHue)
Metdopmun’ Hurnourop JIII-4 (cutaraunTun?) +
merdopmun’
Hanmaraudaozun | [lnanedo | Janaraudguaosun 10 mr Ilnaneoo
10 mr
N4 135 137 223 224
HbA1c (%)
Ucxongusii 7,92 8,11 7,90 7,97
YPOBEHb
(cpennee)
HsMmenenue —0,84 -0,30 -0,45 0,04
OTHOCHUTENEHO
HCXO/IHOTO
YpPOBHsT®
PasHoCTh —0,548 -0,48°%
OTHOCHUTEIEHO
mane6o°
(95 % 1) (-0,74,-0,34) (-0,62,-0,34)
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
o1 21.01.2026 N= 836

(NOCNEOQCBATENBHOCTEL 0004)

% NalHEeHTOB,

AOCTUTIINX
yposHsa HbAlc
<7%

3HayeHue, 40,6’ 25,9

CKOPPEKTHUPOBA
HHOE
OTHOCHUTEIIEHO
HCXOJIHOTO
YpOBHS

Macca TeJA

(ker) 86,28 87,74 | 91,02 89,23
Wcxonuprit
YpOBEHb
—2,86 -0,89 2,14 -0,26
(cpennee)
N3menenue
OTHOCHUTEIBHO

MCXOJHOTO
YPOBHS® -1,976 -1,896

Paznocth

OTHOCHUTEIBHO
wiamne6o® (-2,63,-1,31) (2,37, -1,40)

(95 % JTN)

Ilpumeuanue:

JIIIT 4 — nunentuavnenTuaasa 4.

1 Merpopmun > 1500 Mr/cyTku.

2 Curarmuntug 100 Mr/cyTku.

8 LOCF: nepeHoc qaHHBIX TIOCIIEIHET0 HAOMIOAEHNS (10 MPUMEHEHNS HEOTIOKHON TepaTTHi
JUISl TALINEHTOB, Y KOTOPBIX OHA MPUMEHSIACh) BIIEPEL.

Bce panmomu3supoBaHHBIE NAIlMEHTHI, MOJyYMBIIME HE MeHee 1 03Bl HCCIeayeMoro
Ipenapara B JBOWHOM CJIEIIOM PEXUME B KPATKOCPOYHOM JIBOMHOM CIJIETIOM IIEPUOJE.

Cpennee 3HaueHHE, pAaCCUUTAHHOE METOJIOM HAUMEHBIINX KBaIpaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIBHO UCXOIHOTO YPOBHS.

P <0,0001 nnsa paznuuusi OTHOCUTEIBHO TEPANUH IUI1aled0 B COYETAHUU C MEPOPATBLHBIM
THITOTIIMKEMHYECKUM TTPETIapaToOM.

P < 0,05 nmns pa3nuuust OTHOCHUTENBHO TEepamuM IJianedo B COYETAHUU C HEepOpPATbHBIM
TMITOTJIMKEMUYECKUM MTPENapaToM.

Tabanpa S. Pe3yabTarhl miane00-KOHTPOJHPYEMbIX HCCJIeJOBAHMN Aanariu@o3nHa B
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 21.01.2026 N= 336

KavyecTBe 100aBJIeHUs] K Tepanuu MPOU3BOAHBIM Cy.aB{ioHniMoudBiabl (FriaMempiii) nian

MeT(hOPMHUHOM M MPOU3BOAHBIM CYJIb()POHNIMOUEBUHBI HPOI0KUTEILHOCTHIO 24 Hele/In
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
o1 21.01.2026 N= 836

(NOCNEONCBATENBEHOCTL 0004

KomOunupoBannas tepanus (100aBJjieHue)
IIpousBoanoe IIpousBoaHoe CyJIb(POHUIMOYECBHHBI
CyJIb(POHUIMOYEBUHBI B COYETAHNM ¢ MeTPOPMHHOM?
(raumenupun’)
Janaramndguiozun IMnanedo | Janaraudguosun 10 mr | Iliane6o

10 mr
N3 151 145 108 108
HbA1c (%)*
Hcxonuslii 8,07 8,15 8,08 8,24
YPOBEHB (CpeaHee)
13MmeHeHne -0,82 -0,13 —0,86 -0,17
OTHOCUTEIILHO
HCXOIHOTO YPOBHS
Pasuocts -0,688 -0,698
OTHOCHTEJIBHO
nnane6o®
(95 % 1) (-0,86, -0,51) (-0,89, -0,49)
%
NAlMEeHTOB,
NOCTUTTIINX
YPOBHS
HbAlc <7 %
(LOCF)®
3HaueHue,

31,78 13,0 31,88 11,1
CKOPPEKTUPOBAHHOE
OTHOCHTEJIBHO
HCXOJHOTO YPOBHS
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY

o1 21.01.2026 N= 836

NOCNEOOBATENEHOCTS 0004)

Macca Teqa (kr)

(LOCF)®
HcxonHslit 80,56 80,94 88,57 90,07

YPOBEHb (CpeaHee)

M3meHeHne —2,26 0,72 —2,65 —0,58

OTHOCHUTCIIBHO

HCXOIHOTO YPOBHS

IPazHOCTD —1,548 -2,078
OTHOCHUTEJIHLHO

mare6o®

(95 % JIV1) (-2,17,-0,92) (-2,79, -1,35)

Ipumeuanue:

! I'mumenupun 4 mMr/cyTku.

2 MeTpopMHH  (JIeKapCTBEHHbIE (hopMbI c HEMEIJICHHBIM UJTU

MIPOJIOHTUPOBAHHBIM BBICBOOOXKAEHHEM) B J1o03¢ > 1500 Mr/cyTku B cOY€TaHUU C
MaKCHUMaJbHOW TEpPEeHOCHMOM /1030 (JOJKHA COCTaBIATH HE MeEHee IOJOBUHBI
MaKCHMaJbHOW J103bl) MPOM3BOAHOIO CYJIb()OHUIMOUYEBHUHBI B TE€UEHHE KaK MUHUMYM 8
HEZEIb 0 BKIIIOUEHUS B CCIIEI0BAaHNUE.

PannomMu3upoBaHHbIE M TOJy4yaBIIME JIEYEHHE NAI[MEHThl C HMCXOJHOM OLIEHKOW M Kak
MHUHUMYM OAHOH o1leHKOH 3()(heKTHBHOCTHU MOCIIE UCXOTHOTO YPOBHS.

Cron6ipt 1 1 2 —ananu3 yposus HbALc ¢ npumenennem merona LOCF (cm. mpumedanue 6);
cTon61b 3 U 4 — ananu3 ypoHs HbA lc ¢ npumenennem Metona LRM? (cM. mpumedanue
7).

Cpez[Hee 3HAYCHHUC, paCCUUTAHHOC MCTOJOM HAUMCHBIINX KBAJAPATOB, CKOPPECKTUPOBAHHOC
OTHOCHUTCIIBHO UCXOAHOT'O YPOBHH.

LOCF: mepeHOC NaHHBIX MOCIETHETO (MAlMEHTHl 10 MPUMEHEHHS] HEOTIIOKHON Teparu)
HaOJII0JICHUS BIIEPE].

LRM: npoonbHbIi aHaIN3 MOBTOPHBIX U3MEPEHHH.

P < 0,0001 mutst pa3nmuyust OTHOCUTENHHO TEpPAITHX TUTAaed0 B COUYSTAHUH C TIEPOPATBHBIM(-H)
THITOTJIMKEMUYECKUM(-1) TIperapaToM(-amMH).

Taéauua 6. Pesyabrarnl, mnoaydennbie 4epes 24 mwnegesm (LOCFY) B miaamedo-
KOHTPOJIMPYEMOM HCCJIeI0BAHNM JanariaudyJio3snHa B KauecTBe KOMOMHMPOBAHHOM Tepanuun
C HHCYJHUHOM (B KayeCcTB€ MOHOTEpaAnud WJIA B KOMﬁI/IHaHHI/I C mepopajbHBLIMH
THINOTJIMKEeMUYeCKMMHU NMpenapaTaMmu)
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COOTEBETCTE

o1 21.01.2026 N= &

YET SKCINEPT H':_i' MY OTYETY

——
bH 0004)

CpeaHEN CYTOYHOM A03bI
WHCYNTHA He MeHee ueM Ha 10 %

(%)

Iloka3zarenn I[anarnndmuzuu_{ﬂ_IMEJF Al 11717 0
KOMOMHAIINH ¢ HHCYJIMHOM | HHCYJIMHOM = NepopaJibHbIe
+ DepopaLHbIe rnnornnReane7c1me
TUNOTJIHKeMUYeCKne fipenapatel
npenaparbi’

N2 194 193

HbA1c (%)
VcxonHblil ypoBeHb (CpeaHee) 8,58 8,46
H3MeHeHre OTHOCUTEILHO -0,90 -0,30
FICXOJTHOTO YPOBHS

Pa3sHOCTh OTHOCHTEIBHO TUIaIe00° -0,60*

(95 % 1) (-0,74,-0,45)
Macca TeJia (Kr)
VcxonHblil ypoBeHb (CpeaHee) 94,63 94,21
H3MeHeHne OTHOCUTEIBHO -1,67 0,02
FICXOIHOTO YPOBHS®
Pa3sHOCTH OTHOCHTENIBHO TUIane60° -1,68*

(95 % J1I1) (2,19, -1,18)

Cpennssi cyTouHasi 103a

uncyauna (E)°

VcxomHbIi ypOBEHB (CpeaHee) 77,96 73,96
HM3MeHeHne OTHOCUTENHLHO -1,16 5,08
FICXOJTHOTO YPOBHS

Pa3HOCTh OTHOCHTEIBHO MIane6o° -6,23* 11,0

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

[TarueHTHI CO CHIKEHUEM 19,7°

lpumeuanue:
1

IOCJIC HECTO, ITpH HGO6XOI[I/IMOCTI/I) Ha6J'IIO,I[eHI/IH BIICPCH.

LOCEF: nepeHoc JaHHBIX MMOCIEIHETO (10 AaThl IEPBOTO MOBBIMIEHUS 1036l MHCYJIWHA UITH

Bce panomMu3npoBaHHbIe MALUEHTHI, TOMYyYHBIINE HE MeHee 1 1036l UCClleyeMOoro npernapara

B JIBOMHOM CJIETIOM PEXHME B KPAaTKOCPOYHOM JABOMHOM CIIEIIOM IEPHO/IE.
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COOTBETCTBYET 3KCINEPTHO
o1 21.01.2026 N= 836
OTHOCHUTEJIBHO MCXOIHOTO YPOBHS M HAHUMS TepopaibHora FiibEhkeNnriicékdroiipehiapara.

MY OTUETY

P <0,0001 mnst pa3nuausi OTHOCUTENBHO TEpANuy I1ared0 B COYETaHUH C MHCYJIMHOM +
[IEpOPAaJIbHBIN TUIIONIMKEMUYECKUH IIpenapar.

P < 0,05 m1st paznuuust OTHOCUTENBHO TE€PAIUU IJ1a1le00 B COYETAaHUH C MHCYJIMHOM +
[I€pOPAaJIbHBIN THIIONIMKEMUYECKUH ITpenapar.

IToBblieHue 03B IIpenapaTa MHCYJIMHA (BKJIIOYasi MHCYJIMH KOPOTKOTO NEHCTBUSA, MHCYJIUH
CpeaHel MPOIOJKUTEIBHOCTH ACUCTBUS U Oa3aIbHBIA HHCYJIMH) JOMYCKaJIOCh TOJIBKO B
CJIy4ae COOTBETCTBUS NAL[UEHTOB IIPEIBAPUTEIBLHO 3alaHHBIM KPUTEPHSIM KOHLICHTPALUH
IUIIOKO3BI B IIJIa3M€ HATOIIAK.

Hcxonno 50 % manueHToB Moayyaad MOHOTEpAIUIO penapaToM HHCyauHa; 50 % naiueHToB B
JOTIOJTHEHUE K Teparuy WHCYJIMHOM MPUHUMANHU | Uin 2 nepopaibHbIX TUIIOTJIMKEMUYECKUX
npemnaparta: u3 3Toi rpymisl 80 % npuHUMAaIK TOJIbKO MeTQopMuH, 12 % npuHUManu
MeT(OPMUH B KOMOMHAIIMN C TIPOU3BOIHBIM CYIh()OHIUIMOYCBHHBI, 3 OCTAILHBIC MMAIlUCHTHI
MIPUHUMAIY APYTHE TepopaibHble TUIIOTTMKEMUYECKUE Tperaparhl.

KOM6MHUD06CZHHCIFI mepanu: CM@mquDMuHOM Y nayuernmaoe, paree He nojydasuiux mepanuro

B o6mieit cnoxknoctr 1236 namuenToB ¢ HeagekBaTHbIM KoHTposieM CJI 2 tuna (HbALc > 7.5 % u <
12 %), paHee HE MOJyYaBIIMX TEPAIUIO, MPHHLIM yYacTHE B 2 HCCICAOBAHHIX C AKTUBHBIM
KOHTPOJIEM TIPOJOJDKUTEIBHOCThIO 24 Hemenu i OneHKH 3(PGEeKTUBHOCTH M OE30IaCHOCTH
KOMOWHUPOBaHHOH Tepanuu Aanariuiuo3nHoM (5 mr wiau 10 Mr) B couetaHuu ¢ METPOPMHUHOM Y
MAIMEHTOB, paHee He TOTYYaBIINX TePaInio, 0 CPABHEHUIO C MOHOTEPAIHEH.

Jleuenne nanarnuduo3nHoM B go3e 10 Mr B komOuHamu ¢ MmetrgopmuaoM (B go3e g0 2000 mr B
CYTKH) OOecreymsio CTaTUCTUYECKH 3HauuMmoe yiyduieHue ypoBHs HbAlc mo cpaBHeHHio ¢
MOHOTepanuei (Tabmauna 7) u npuBeso kK 60s1ee BHIPAXKEHHOMY CHIDKEHHUIO KOHIIEHTPAIIUU TITFOKO3BI
B iasme Hatomak (I'TIH) (mo cpaBHeHHMIO ¢ MOHOTepamueil) W Macchl Tena (10 CPaBHEHUIO
¢ Tepanueil MeTGOpMHUHOM).

Tabauua 7. Pesyabrarbl, nmosydennbie 4vepes 24 megeanm (LOCFY) B cpaBHHTENBbHOM
HCCJIEJOBAHMU C AaKTHBHBIM KOHTpPOJEM IO OleHKe KOMOMHHUPOBAHHOW Tepanmuu
AanaraugaI03uHOM U MeT()OPMHUHOM Y NANMEHTOB, PaHee He MOJIYy4YaBIINX Tepanuio

Iloxka3arenn Janaraudiosun Hanaraudguosun | MerpopMuH
10 mr B coueTaHuum ¢ 10 mr
MeT(hOPMUHOM
N2 2112 2197 208
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COOTBETCTBYET 2KC ]

HbALc (%) o
HcxonHbIi ypoBeHB (CpeHee) 9,10 9,03 9,03
HM3MeHneHne OTHOCUTEILHO -1,98 -1,45 -1,44
FICXOIHOTO yPOBHS®
Pa3HOCTH OTHOCUTEIIBHO TEpaIun -0,53*
nanarmugIo3nHOM®
(95 % 1) (-0,74,-0,32) 0,01
Pa3HOCTh OTHOCHUTEIHLHO TEPATHH -0,54% (-0,22, 0,20)
MeThopMuHOM®
(95 % J111) (-0,75, -0,33)
Ipumeuanue:

! LOCF: nepeHoc JaHHBIX MOCTIEIHETO (/10 TPUMEHEHNS HEOTI0KHOM Teparuy AjIs MAI[HEHTOB,
y KOTOPBIX OHA MPUMEHSIIACH) HAOIIOICHUS BIIEPE/T.

Bce pannoMu3upoBaHHbIE MAllMEHTHI, MOJTy4MBIIME He MeHee 1 1103bl HCCIEeIyeMOoro
Ipernapara B JBOITHOM CJIETIOM PEXUME B KPATKOCPOYHOM JIBOITHOM CIJIETIOM MEPUOJIE.

CpeL[Hee 3HAYCHHUC, PACCUUTAHHOC MCTOAOM HANMMCHBIIUX KBAAPATOB, CKOPPCKTUPOBAHHOC
OTHOCHUTCIIBHO UCXOAHOT'O YPOBHHI.

4 P<0,0001.

KOM6UHMD0661HHClﬂ mepanus ¢ IKCEHAMUOOM NPOJIOHCUPOBAHHO20 oelicmeust

B nBOIHOM clenom Hcciae0OBaHUU C aKTHBHBIM KOHTPOJIEM MPOJOJIKUTENBHOCTBIO 28 Helemb
CpaBHMBaJIM KOMOMHUPOBAHHYIO TEPAIUIO Tanariu(Io3MHOM U SKCEHATUIOM ITPOJIOHTUPOBAHHOTO
JEeNUCTBHs (arOHHUCTOM PEIENTOPOB TiroKaronomnooouoro nenruaa-1 [[TII-1]) ¢ MoHoTepanueit
nanariaugo3MHOM U MOHOTEpanue IKCeHaTHI0M IPOJIOHTMPOBAHHOTO JAEUCTBUS Y MAllUEHTOB C
HEaJIeKBaTHBIM KOHTPOJIEM TIIMKeMHH Tpu MoHoTepanuu meTdopmunom (HbALC> 8 % u < 12 %).
Bo Bcex rpynnax nedeHus ObU10 0TMEUEHO CHIbKeHHe ypoBHs HbAlc no cpaBHEHHIO ¢ HCXOAHBIM
ypoBHEM. B rpymnne koMOMHUpOBaHHOHN Tepanuu Janariu@iao3uHoM B go3e 10 Mr 1 sKceHaTHI0M
MIPOJIOHTMPOBAHHOTO JIEUCTBUA OBbLIO TOKa3aHO OoJiee BbIpakeHHOE CHUKeHue ypoBHsS HbAlc
OTHOCUTEJIBHO MCXOJHOIO YpPOBHS IO CPaBHEHUIO C MOHOTEpamuei nanariau@io3suHOM U
MOHOTEpanuen SKCeHaTHI0M IPOJIOHTMPOBAHHOTO AeicTBUs (Tabauna §).

Tabampa 8. Pesynbrarhl HMccle10BaHUSI Tepanuu Janariau@uio3HHOM M IKCEHaTHAOM
NMPOJIOHTHPOBAHHOIO [eliCTBUSl 1O CPABHEHHIO ¢ MOHOTepamueil AanarJau@ao3MHOM M
MOHOTepanuel JKCEHATHIOM IPOJOHTHPOBAHHOIO AeHCTBHSA (MALMEHTHI MOMYJISIIHMH C
Ha3HAYeHHBIM JiedeHueM [ITT]) B komOuHauuu ¢ MerOPMHUHOM NPOAOKUTEIbHOCTHIO 28
HeJeJIb

HanaraundgJio3un IKCEeHATH
10 mr 1 pa3 B cyTKH MPOJIOHTHPOBAHHOT
pasBcy Janaraudguio3un p? 0 po oro
B KOMOMHALIMH C aeiicreuda 2 mr 1 pas
n 10 mr 1 pa3 cyTku
OKa3aTe/Ib IKCEHATHIOM B HEJeJII0 B
B KOMOMHAIINH C
NMPOJIOHTMPOBAH- KOMOMHAIIUH C

miamnebo 1 pas B

HOI'0 JeHCTBUA 2 MI
o HeaeII0

1 pa3 B HeneJs10

miamne6o 1 pas B

CYTKH
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

__ ma o mmes ke 060
oT 2 26 Mz 8985
H U LEV LD -0

N 228 (NOCHEHOBATEMEHOCT5,0004)
HbA1c (%)

W cxomHbIN yPOBEHB 9,29 9,25 9,26
(cpennee)

3MeHeHne OTHOCUTENBHO -1,98 -1,39 -1,60

HCXOIHOTO ypoBHs'

CpenHsisi pa3HOCTD B -0,59? -0,38°
W3MEHEHUU OTHOCUTEJILHO (-0,84, -0,34) (0,63, -0,13)
HCXOIHOTO YPOBHS MEXILY
KOMOMHMPOBaHHOU
Teparnuei u Tepanuen

oxuuM rnpernaparom (95 %

J1)

% manMeHToB, JOCTHIIIINX 447 19,1 26,9
ypoBHsi HbAlc <7 %

Macca Tesa (Kr)

VcxonaHblii ypoBEeHb 92,13 90,87 89,12
(cpennee)
HN3MeHeHe OTHOCUTENBLHO -3,55 2,22 -1,56

HICXOHOTO ypOoBHs'

CpenHsis pa3HOCTh B -1,332 -2,00?
W3MEHEHUN OTHOCUTEIIHLHO (2,12, -0,55) (2,79, -1,20)
HCXOJITHOTO YPOBHS MEXTY
KOMOMHMPOBaHHOU
Tepanuen U Tepanuen

oaHUM mpenapatom (95 %

izy

Ilpumeuanue:

N — KoIIM4UecTBO nalucHTOB, I[I/I - IIOBCpI/ITCJ'IBHLII\/'I HUHTCPBAJ.

! CKOppeKTI/IpOBaHHI)Ie CpEAHUC 3HAUCHUA, PACCHUTAHHBIC MCTOAOM HAUMMCHBIIUX KBAaJpPaTOB,

U pPa3’HOCTh B HW3MCHEHHHM OTHOCHUTEIBHO HCXOIHOTO YpOBHS uepe3 28 Hemelb
CMOJIEIMPOBAHbI C UCIIOJIb30BAaHUEM MOJEIH CO CMEIIAHHBIMU d()(EKTaMu IS TOBTOPHBIX
usmepenniit (MMRM), koTopasi BKIIFOYaia BapHaHT TEeparud, PErHOH, CTPAaTy HCXOTHOTO
ypoBast HbAlc (< 9,0 % wimm > 9,0 %), Hemenro jaeUeHUsS] U B3aMMOICHCTBUE «TEpaIusi—
HEJEeNs» B KayeCcTBE TMOCTOSHHBIX 3HAYEHWH W 3HAYCHHE HCXOJHOTO YPOBHS B KauecTBE
KOBapHUaThL.

2 P<0,001.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
o1 21.01.2026 N= 836
5 P<0,01L (MOCNEOOBATENEHOCTE 0004)

Bce 3nauenus P CKOPPEKTUPOBAHEI C HOHpaBKOﬁ Ha MHO>KCCTBCHHOCTbD.

B cratumctuueckmii aHaIW3 HE BKIIOYAIH HU3MCPCHUS, IMOJTYYCHHBIC IIOCJIC IIPHUMCHCHUSA
HEOTJIOKHOI Tepanuu, a TakKe MOCIe MPEKASBPEMEHHOTO MPEKPAIeH!s IpUeMa UCCIETyeMOro
npernapara.

Konyenmpayus aniokoswl 6 niasme Hamouax

[Mpumenenue nanarnudao3uHa B 1o3¢ 10 Mr B kKauecTBe MOHOTEPAITUU WIIA B KQUECTBE OOABICHUS
K Teparii MeT(HOPMHHOM, TIIMMEITUPHIOM, MET(POPMUHOM U ITPOU3BOTHBIM CYJIb(OHUIMOYCBHHBI,
CUTArTUNTHHOM (C MeT(hopMHHOM wiu 0Oe3 Hero) WIM TpernaparoM HWHCYJIWHA TPUBEIO K
cratuctudeckn 3Hauumomy cHmxkeHuto ['TIH (ot —1,90 mo —1,20 mmonw/m) [oT —34,2 mo —
21,7 wr/mi]) mo cpaBHeHuto ¢ wiane6o (ot —0,33 mo 0,21 mmomns/i [oT —6,0 1o 3,8 Mr/min]). DToT
a¢dekt HabronaIcs yepe3 1 Heelto JICUCHU U COXPaHSIICS B UCCIICIOBAHMSIX, MPOI0JDKABIITHXCS
1o 104 nenens.

Komb6unupoBanHnas tepanus nanarauio3uHoM B 103¢ 10 Mr ¥ 9KCeHaTHUI0M IPOJIOHTHPOBAHHOTO
NENCTBUS TIPUBOJIIIA K CTaTUCTUUYECKH 3HauuMMo OonbineMy cHrbkenuto ['TIH gepe3 28 nenmens
nedeHus: —3,66 mmons/a (—65,8 Mr/nn) no cpaBHeHuto ¢ —2,73 mmonw/n (—49,2 mr/mn) B rpymme
MoHoTepamuu Aamarmuduosuaom (p < 0,001) m —2,54 mmone/n (45,8 wmr/mn) B rTpymme
MoHoOTepanuu 3kceHaTuaoM (p < 0,001).

B cnenmanbHoM nccienosanuu y nanuentos ¢ CJl 2 tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 M2
Tepanus Aanaraudo3nHoM mpuBeiaa K cHwkeHuio I'TIH uepes 24 memenu: —1,19 mmons/nm (—
21,46 mr/mn) o cpaBHeHuto ¢ —0,27 mmounb/it (—4,87 mr/mr) B rpymme miarebo (p = 0,001).

KOHueHmpauuﬂ SJAIOKO3bl 6 njiasme nocie npuema nuuiu

[Ipumenenue nanarnudguosrHa B go3e 10 Mr B kauecTBe J00aBICHUS K Tepanuy IIIMMENUPUIOM
MIPUBOJNIIO K CTATUCTUYECKU 3HAYMMOMY CHMYKEHUIO KOHIIEHTPALMH TJIF0KO3bI Yepe3 2 yaca 1ocie
npreMa MUy yepes 24 Heaenu jgeueHus, KOTOpoe COXPaHsIOCh BILUIOTH 10 48-i Helemu.

[Tpumenenue nanaraudiosuna B 1o3e 10 Mr B kauecTBe 100aBICHUS K TEpAUy CUTATITUITHHOM (C
MeT(OPMUHOM MU 0€3 HEero) MpPUBOAWIO K CHMIKEHMIO KOHLIEHTPALlMK TJIIOKO3bl Yepe3 2 yaca
II0CJIE TIPUEMa IUILIK Yepe3 24 HeJeNn JIeUeHus, KOTOPOe COXPaHsIOCh BILUIOTH 10 48-i1 HEAeu.

KomMOunupoBanHas tepanus nanaraugiao3uHoM B 103€ 10 Mr ¥ 3KCeHaTHI0M IPOJIOHTMPOBAHHOTO
JeUCTBUS MPUBOJMIA K CTATUCTHYECKH 3HAYUMO OOJIbIIEMY CHM)KEHHIO KOHIIEHTPALUHU TIIIOKO3bI
yepe3 2 yaca IMocjie npremMa Muiy yepe3 28 Heelnb JSYSHHS 110 CPAaBHEHHIO C Teparen KaxbiM
IIPENapaToM IO OTAEIBHOCTH.

Macca mena

[Tpumenenue nanarnuduiosuHa B go3e 10 Mr B kauecTBe J00aBIEHUS K Tepanuu MET(HOPMUHOM,
TIIUMETIHPUIOM, METQOPMHHOM | TPOWU3BOJHBIM CyJTb()OHHIMOYEBHHBI, CHUTATIHMIITHHOM (C
MeTGOpMUHOM WM O€3 Hero) WM MpernaparaMd HHCYJIMHA MPUBOIMIO K CTaTHCTHYECKU
3HAYUMOMY CHIDKSHHUIO Macchl Tena uepe3 24 venenu (p < 0,0001, tabmuipt 4 u 5). DTr 3G heKThI
HOCWJIM YCTOWYMBBIA XapakTep B JOJITOCPOYHBIX HCcienoBaHMAX. Uepe3 48 Henmenb pa3HOCTb
3HA4YCHUH, MOJyYEHHBIX B TpymIe A00aBieHMs namarin@iIo3nHa K Teparuy CHTATJIUITHHOM (C
MeTGOPMHUHOM MK O€3 Hero) u B rpyIie, rnoyyyasiie mianedo, cocraBuia —2,22 kr. Yepes 102
HE/IeJW Pa3HOCTh 3HAUEHHH, MOJYYEeHHBIX B Trpymie no0aBieHUs nanariu(io3nHa K Tepamuu
MET(GOPMHUHOM U B TpyIIIe, MOTyyaBIlel miaanedo, U pa3HOCTh 3HAYCHHM, MOJTyYEHHBIX B TPYyIIe
noOaBieHusl Aanarauduio3nHa K TEparndyd WHCYJIMHOM W B TpyINIe, IOJydaBlied ramne6o,
coctaBuia —2,14 xr u —2,88 KI COOTBETCTBEHHO.

[Ipu npuMeHeHnH B KauecTBe A00ABIECHUS K TEpallui MET(GPOPMHUHOM B HCCIIEIOBAHUU HE MEHBIIIEH
3¢ (HEKTHBHOCTHU C AKTHBHBIM KOHTPOJIEM Janariu(IO3uH TPUBOIWI K CTATUCTHYECKHA 3HAYUMOMY

CHWIKEHHUIO MACChI TeJla 110 CPAaBHEHMIO C MPUMEHEHHEM Tiunu3uaa (Ha —4,65 xr yepe3 52 Henenu
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[p < 0,0001, Tabmuma 3]), koropoe coxpansutocy depe3 104 v 208 Henens—(-5,06 xkr-u-24138 kr

COOTBETCTB eHHO) .

[Mpumenenne nanarnuduiosmHa B o3¢ 10 Mr B KauecTBE KOMOMHHMPOBAHHOW TEparuu C
AKCEHATUIOM IPOJIOHTUPOBAHHOTO JCHCTBUSI MPHUBEIO K CTATUCTHYECKU 3HAYMMO OOJBIIEMY
CHIDKCHHUIO MAacChl Tela MO0 CPAaBHEHUIO ¢ MOHOTEpAaIueld KaxIbIM MpernapaTtoM B OTACIHHOCTH
(Tabmuma 8).

B uccnenosanuu ¢ yuactuem 182 nanuentos ¢ C/] 2 Tuna ¢ nCIojib30BaHUEM JIBYX3HEPreTUUECKON
PEHTIeHOBCKOM  abcopOuMoMeTpuM A OLEHKM  KOJIMYECTBEHHOIO  cocTaBa  Teja
MIPOAOIDKUTETLHOCTHIO 24 HeJleNu 1Mo TaHHBIM U3MEPEHUH C HCII0JIb30BAaHUEM JIBY X9HEPT €THUECKOM
PEHTIeHOBCKOM abcopOuuoMeTpuun npy npuMeHeHuu nanarinudiao3usa B 1o3e 10 Mr B couetaHuu
¢ METGOPMHUHOM TIO CPABHEHHUIO C IIAne00 B KOMOMHAIMM C METPOPMHUHOM OBUIO IMOKA3aHO
COOTBETCTBEHHO CHM)KEHHE MAacCChl Teja U KUPOBOW MacChl Tella, a HE MOTepsl MBIIIEYHON Macchl
WIM KUJIKOCTH. B mojuccinenoBaHuy ¢ HMCMONb30BAaHUEM MarHUTHO-PE30HAHCHOW ToMorpaduu
npuMeHeHue npenapara @opcura B KOMOMHALUU ¢ MET(HOPMHUHOM ITPOBOANIO K KOJIMYECTBEHHOMY
YMEHBIICHUIO BUCIIEPAIILHOW JKMPOBOM TKAaHM IO CPABHEHHIO C NPUMEHEHHEM Iu1anedo B
KOMOWHAIMK ¢ MET(POPMUHOM.

Apmepuanvroe dasnerue

Ha ocHoBanuu ananmn3a oObeMHEHHBIX JaHHBIX 13 muane60-KOHTPOIMPYEMBIX UCCIIEI0OBAaHU 1O
3apaHee MpeayCMOTPEHHBIM MEePEeMEHHBIM uepe3 24 Helenu Tepanuu Janariu(io3uHOM B 103
10 mMr ObUIO MOKA3aHO U3MEHEHHE CUCTONMYecKoro aprepuansHoro aasnenus (CAJl) va —3,7 MM pr.
CT. ¥ IMACTOJIMYECKOro aprepuaibHoro nasienus (J1AJl) na —1,8 MM pT. CT. OTHOCHUTENHEHO UCXOIHOTO
ypoBHs 0 cpaBHeHuto ¢ m3meHenueM CAJ] na —0,5 mwm prt. c1. u IA/] Ha —0,5 MM pr. cT. B rpymre,
noyyasiei miane6o. CXomaHple M3MEHEHHs HaOIOAaINCh BILIOTH 10 104-i Hepenu Tepanum.

KomOunupoBanHas Tepanus ganariugio3uHoM B o3¢ 10 Mr B KOMOMHAMU C HKCEHATUAOM
MIPOJIOHTUPOBAHHOTO JCWCTBUS NMPUBOAMIA K CTATUCTUYECKH 3HAUMMO OoibiieMy cHmkeHnto CAJ|
yepes 28 Hemenb (—4,3 MM PT. CT.) TI0 CpaBHEHHIO ¢ MOHOTepamuei qanariaudiaosnHom (— 1,8
MM pT. cT., p < 0,05) u MoHOTepanueil SKCeHATHIOM MPOJIOHTUPOBAHHOTO AeicTBUs (—1,2 MM PT. CT.,
p <0,01).

B 2 miane0o-KOHTpOIUPYEMbIX HCCIEIOBAHUAX MPOJODKUTEIBHOCTRIO 1o 12 Henenb B 00mmIei
cioxxHocTd 1062 manmeHTta ¢ HeagekBaTHbIM KoHTposieM CJI 2 Tuna u apTepuallbHON TUIIEPTEH3UH
(HECMOTpsI HA MPEIIIECTBYIONIYIO CTa0mIbHYIO Tepanuio uHruoutropom AIID wiu BPA II B onHom
uccnenoBanu M uHruouropom AIID mnu BPA B coderaHuu c emie OJHUM aHTUTUIEPTEH3UBHBIM
rpenapaTtoM B JPYTOM HCCIEIOBaHUM) TOJNyYald Tepanuio nanariudiao3uHoM B go3e 10 Mr wim
wiane6o. Yepes 12 Henens B 000MX MCCIENOBAaHUIX NMpUMEHEHUe nanarinuduo3usHa B goze 10 mr B
COYETAaHUM CO CTaHIAPTHOM NPOTHUBOIMAOETUYECKOM Tepanuel MpHUBENO K YIYYIICHUIO YPOBHS
HbA1c u camxenuto CAJl, CKOppeKTUPOBAHHOMY C y4eTOM Iutane6o, B cpenHeM Ha 3,1 u 4,3 MM pr.
CT. COOTBETCTBEHHO.

B crenumansHOM uccenoBanuy y nanuentos ¢ CJI 2 tumna ¢ pCK® > 45 u < 60 min/mMun/1,73 M2 uepes
24 nenenu Tepanus Aanarin@ao3uHoM npuBena Kk cHukeHuo CAJl B MONI0XKEHUH CUTIS:

—4,8 MM PT. CT. IO CpaBHEHUIO ¢ —1,7 MM PT. CT. B rpymie miaebo (p < 0,05).

Koumponv enuxemuu y nayuenmos ¢ napywenuem QyHKyuu nouyex cpeoHeu cmenenu msijicecmu
(xponuuecxas 6onesuv nouex cmaouu 34, pCK® > 45 u < 60 ma/mun/1,73 m?)

DddexTruBHOCT Hamaraudao3nHa OblIa OIICHEHA B CIEIMAIbHOM HCCIICIOBAHUH Y TIAIIUEHTOB C
CJI 2 tuma ¢ pCK® > 45 u < 60 mn/Mun/1,73 M2, ¢ HealleKBaTHBIM KOHTPONEM IJIHKEMHH TIPH
CTaHIApTHOM JieueHUHU. Tepanus nanarinudao3MHOM TpUBeia K yMEeHbIIeHHI0 ypoBHs HbAlc u
MAacChI TeJa MO CpaBHEHUIO ¢ Tuiaiedo (Tabdnuma 9).

Taoauna 9. Pe3yabTarbl, NmoJiydyeHHble 4epe3 24 Hexeau B IIALE00-KOHTPOJIUPYEMOM
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
ot 21.01.2026 N= 336

HCCJIeOBAHHM NMPUMeHeHHus AanariaudJio3nna y nanunénaos ¢ CE fmmacl pCK@=2456) u <

60 ma/mun/1,73 m?

Hanmarauduaosun’ 10 mr IMnanedo?!
N2 159 161
HbAlc (%)
VcxonHblii ypoBEHb (CpeaHee) 8,35 8,03
3MeHeHne OTHOCUTEIBHO UCXOIHOTIO ypOBH;I2 -0,37 -0,03
Pa3HOCTb OTHOCHTEJIBHO IUIAe60? -0,34*
(95 % 1) (0,53, -0,15)
Macca TeJia (Kr)
VcxonaHblil ypoBeHb (CpeniHee) 92,51 88,30
W3menenue (%) OTHOCHTEIILHO HCXOTHOTO -3,42 -2,02
ypOBH;I3
PazHocTh B u3aMeHeHn# (%) OTHOCHTEIIEHO ~1,43%
wiane6o’
(95 % J11) (2,15, -0,69)
Ipumeuanue:

1 Metdpopmun mmm MeThopMHHA THAPOXIOPU] BXOMMIN B CTAHIAPTHYIO Tepamuio 69,4 % u 64,0

% TMaIMeHToB B TpyMIe, moiy4daBiieil nanarnudao3ud B go3e 10 Mr, u B TpyIe, HodyJyaBIiei
1ared0 COOTBETCTBEHHO.

Cpez[Hee 3HAYCHHUEC, paCCYUTAHHOC MECTOJJOM HAUMCHBIIINX KBAAPAaTOB, CKOPPCKTUPOBAHHOC
OTHOCHUTCIIBHO UCXOAHOT'O YPOBHH.

OnpeﬂeneHo Ha OCHOBAHUH CPEAHCTO 3HAYCHUS, paCCUUTAHHOTO MECTOAOM HAUMCHbBIINX
KBaaApaToB, CKOPPEKTUPOBAHHOI'O OTHOCHUTCIIBHO UCXOJHOI'O0 YPOBHA.

4 P<0,001.

Hayuenmoi ¢ ucxoouvim ypoguem HbALlc > 9 %

Ha ocHoBaHuu aHaln3a JaHHBIX MAIMEHTOB C MCXOAHBIM ypoBHeM HbAlc > 9,0 % mo 3apanee
MPEIYCMOTPEHHBIM TIEPEMEHHBIM Tepanus aanariu@io3uHoM B go3e 10 Mr mpuBogmima K
CTaTUCTHYECKH 3HAYMMOMY yMeHbIIeHUI0 ypoBHsS HbAlc uepe3 24 Henmenu npuMeHeHHs B
KayecTBe MOHOTEPANMU (CKOPPEKTHPOBAHHOE CpEeIHEe HM3MEHEHHE OTHOCHTEIHHO HMCXOIHOTO
ypoBHs: —2,04 % u 0,19 % st nanarnudno3una B go3e 10 mMr u mane6o COOTBETCTBEHHO) U TIPU
n00aBIIeHNH K Tepanmuu MeT(GPOPMUHOM (CKOPPEKTHPOBAHHOE CpeHEe M3MEHEHHUE OTHOCHUTEIHHO
ucxonanoro yposHs: —1,32 % u —0,53 % s ganarnuduiozuHa u mianedo cOOTBETCTBEHHO).

Cepoeuno-cocyoucmule u noyeuHwvle UCX00bl

HccnenoBanne BiIMsHUS Jamariudio3nHa Ha cepaedHo-cocynucteie ucxonsl (DECLARE) —
MEXJIYHapOJAHOE  MHOIOLIEHTPOBOE  PAHJOMU3MPOBAHHOE  JBOHHOE  cienoe  manedo-
KOHTPOJMpPYyEeMOe KIMHUYECKOE HCCIICAOBAaHUE JUI ONpEAeTCHUs BIMSHUA Aanariugio3nHa Ha
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COOTBETCTBYET 3KCINEF
oT 21 » N= 896
CEepICYHO-COCYAUCTHIC UCXOBI IPH €ro J00aBICHUH K TeKy el 0 a0 rdit‘repaium [0 ¢paBHekuro ¢

wiare6o. Y Bcex namuentos 6pu1 CJI 2 Tuma u 1100 Ba 1 00J16€ JOIOTHATEIBHBIX (DAKTOPOB PHUCKa
pa3BHUTUS CEPACYHO-COCYAUCTOrO 3aboneBanus (Bo3pact > 55 mer y MyxuuH win > 60 ner y
KEHIIMH ¥ OJIMH WK OoJjiee U3 CIIeAYIOIUX (aKTOPOB: TUCIUITUAEMHESI, apTeprUalibHast TUIIEPTECHIHSI
WK TaDaKOKypeHue), IM0O JTMarHOCTUPOBAHHOE CEPICUHO-COCYAUCTOE 3a00JICBaHUE.

N3 17160 pangoMu3upoOBaHHBIX MareHToB y 6974 (40,6 %) ObLJIO THArHOCTHPOBAHO CEPIACYHO-
cocyaucroe 3aboneBanue, a y 10186 (59,4 %) TakoBoe OoTCyTCTBOBaNO. B 00ImIel cioHOCTH
8582 manmenTa ObUTH paHIOMU3UPOBAHBI B TPYIITY MPUMEHEHHUS aanariudio3uHa B noze 10 mr, a
8578 manueHToB — B rpynmy Miamnebo; MeIuaHa JIUTEIBHOCTH HaONIOJEHUS COCTaBMIIA
4.2 rona.

Cpennuii BO3pacT MalMeHTOB UCCIEAYyeMOM momysiuu coctasmi 63,9 rona, 37,4 % nanueHToB
ObLTM JKEHCKOTO moja. B ob6mieit cinoxnoctu 22,4 % manmentoB crpananu CJI 2 tuna Ha
NpOTsHKEHUHU < 5 JjieT, cpenHsaa npoaospkutenbHocTs CJ[ 2 tuna cocraBuna 11,9 roma. Cpennee
3Hauenue ypoHs HbAlc cocrapnsino 8,3 %, cpeauuit UMT — 32,1 Kr/M2.

Ucxonno y 10,0 % manueHTOB B aHAMHE3€ OTMEYallach CepleyHas HeA0CTaTOYHOCThb. CpemHsis
pCK® cocraBmia 85,2 mur/mun/1,73 M2, V 7.4 % manueHToB pCK® Obuta MeHee
60 mi/mun/1,73 M2 YV 30,3 % mnanueHTOoB HAONIONANACH MHKPO- HIH MAaKpOalbOyMUHYpHUS
(cootnomenne A/Kp moun > 30 u < 300 Mr/t v > 300 MI/T COOTBETCTBEHHO).

Ucxonno Oombmias yacth manueHtoB (98 %) moaydama OAMH WM HECKOJIBKO
POTUBOIMA0CTHIECKUX MIpenaparoB, Bkiovas Mmethopmun (82 %), npenapatsl uHCyIrHA (41 %)
Y MPOU3BOJIHBIC CYIIb(poHMIMOUCBHHBI (43 %).

IlepBrYHbBIEC KOHEYHBIE TOYKU BKJIIOYAIN BpeMs 0 PAa3BUTHUS IIEPBOTO SBJICHUS KOMOMHUPOBAHHON
KOHEYHOW TOYKH, BKIFOYABIIEH CMEPTH MO MPUUMHE CEPACUYHO-COCYAUCTON MATONOTHUH, HH(PAPKT
MHOKap/a WIN HMIIEMHYECKUH HHCYJIbT (OCHOBHBIE CEPAEYHO-COCYIUCTBIE COOBITHS), a TaKxkKe
BpeMsl /10 pa3BUTHS IIEPBOTrO SIBJICHUS KOMOWHHPOBAHHONM KOHEYHOM TOYKH, BKJIOYABIIEH
TOCIUTAIA3ALUIO 10 MTOBOAY CEpACYHOM HENOCTATOYHOCTH UM CMEPTH IO IMPUYMHE CEPACUHO-
COCYyIUCTOTO 3a0ojieBaHUs. BTopuuyHBIE KOHEYHbIE TOYKM BKJIIOYAIM KOMOWHHUPOBAHHYIO
KOHEUHYIO TOYKY ITOYEYHBIX UCXOJI0B U CMEPTh I10 JH0O0H NMpHUUNHE.

OcHosnble cepoeurno-cocyoucmole cooblmus

Hamarnmuduosus B 1o3e 10 Mr npoaeMoHCTpUpOBall HE MEHBIIYIO 3PPEKTUBHOCTH IO CPABHEHHUIO C
1anedo B OTHOIIEHWH KOMOMHMPOBAaHHOW KOHEYHOM TOUYKH, BKJIIOYAIOLIEH CMEPTh MO MPUYUHE
CepJICYHO-COCYIUCTOM  TMAaTONOTHUH, HMH(PAPKT MHUOKapjAa WIA HUIIEMHYECKUH  UHCYIBT
(omnocToponHee 3Hauenue p < 0,001).

XDOHHU@CKCZ}I cepdetmaﬂ HeQOCmamo4HoOCmyb UaU cmepnib no npudure cepdetmo-cocvducmoﬁ
namoJjiocuu

Hanarnuduo3ud B 1o3e 10 Mr npoaeMoHCTpUPOBa MPEBOCXOICTBO MO CPABHEHUIO C IIanedo B
MPEeOTBPALEHUN  NEPBUYHOM  KOMOMHHMPOBAHHON  KOHEYHON  TOYKH,  BKJIIOYAIOLIEH
TOCHUTAIN3ALMIO 110 MTOBOJY CEPIECYHON HEIOCTATOYHOCTH WM CMEPTH IO MPUYUHE CEPIEHHO-
cocyaucToil maronoruu (pucyHok 1). Pazmuume sddexra Tepanuu ObUIO TOCTUTHYTO 3a CUET
TOCHUTAIM3AIMY IO TOBOAY CepACYHON HEOCTaTOYHOCTH 0€3 pa3iuyus B OTHOILIEHUH CMEPTH 110
MPUYINHE CEPJICTYHO-COCYTUCTON MATOJIOTHH (PUCYHOK 2).

[IpenmytecTBO Tepanuu qanaraugI03MHOM 10 CPAaBHEHUIO C T1ane0o HaOk01a10Ch Y MallMeHTOB
C IMarHOCTUPOBAHHBIM CEPIIEYHO-COCYAMCTHIM 3a00J€BaHWEM H 0€3 TaKOBOTO, C HCXOIHOM
CepJCYHON HETOCTATOYHOCTHIO UITH O€3 TAKOBOM, U OBLJIO COMTOCTABUMBIM B KITFOUEBBIX OJATPYIIaX,
BKJTFOYAst BO3pacT, o, pyHkuuto nouek (pCKD) u peruon.

Pucynok 1. Bpems 10 nepBoii rocnuTajJu3anuy mo NOBOy cepAeYHOIl HeJOCTATOYHOCTH WIHN
CMEPTH 110 NPUYHHE CePIAeYHO-COCYAUCTOM MaTOJI0rHH
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Hdanarnudnozuy: 8582 B517 815 8322 B224 8110 7970 7497 5445 1626
Mnauebo: B5TE 8485 8387 8259 B127 8003 T880 Faey 5362 1573

Ipumeuanue:

«ITanMeHTHI rpyNIbl PACKa» 03HAYAET KOJUYECTBO MALIMEHTOB IPYIIIBI PUCKa B HayaJle IIEpUuo/a.
OP — otHOIEHNE pUCKOB, I — noBepuTENbHBIN HHTEPBAI.

Pe3ynbrarhl, nojtydeHHbIE 17151 IEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOUEK, TOKA3aHbl HA PUCYHKE
2. [IpenmytiecTBO Tepanuu Aanarin(iIo3nHOM IO CPABHEHHIO C TUTAe00 B OTHOIIICHHH OCHOBHBIX
CEepJICYHO-COCYIUCTHIX COOBITUH MOKa3aHo He Ob110 (p = 0,172), B CBsI3U € YeM COTIIACHO METOINKE
MPOBEACHUS TOTBEPIKIAIOIINX UCIBITAHUN MCCIeI0BaHUSI KOMOMHUPOBAHHONW KOHEYHOW TOYKU
MTOYEYHBIX UCXOJIOB 1 CMEPTH 10 JIF000i MPUYMHE HE BBITOIHSIIH.

PI/IC)’HOK 2. 3(])(l)eKT JICHCHHUA B OTHOILICHUU NMEPBUYHBIX KOMﬁHHHpOBaHHbIX KOHCYHBIX
TOYEK M1 HX KOMIIOHCHTOB, 4 TAKK¢ BTOPUYIHLIX KOHCYHBIX TOY€K H UX KOMIIOHECHTOB

Danarnugnozun 1 Or 3 -]
n (%) n (%, pHcHoB (95% M)
(N = 8582) (N = 8578)
MNepBHYHEIE KOHEYHBIE TOUKH
Focnu no Y CEpieUHOi HelOCTATOUHOCTH/ — —B— 417 ( 4.9) 496 ( 5,8) 0,83 (0,73, 0.95) 0,005
CMepTh MO NPHYKHE cepAeYHO=COCYAHCTON NaTONOrHK
K TO4YKA, BRNHOYAKLWAA CMERTE —— 756 ( 8,8) 803 (9.4} 0,93 (0,84, 1,03) 0,172
No NPHYHHE CepAEUYHO=C TOro papKT
na W ynbLT
KomMNoHeHTE KOMBMHUDOBAHHBIX
KOHBUHBIX TOHEK
FocnuTanuzaywa No Nosody cepasdHol HefOCTATOMHOCTH —8— 212 (2.5) 286 (3,3) 0,73 (0,61, 0.88) <0,001
CMepTs No NPpHYMHE CepASYHO-COCYAMCTOro satoneBaqnA — 245(2,9) 249 (2,9) 0,98 (0,82, 1,17) 0,830
HMudapkr muokapaa —— 393 (4.8) 441 (5,1) 0,89 (0,77, 1.01) 0,080
HMwenmmueckni MHCYNLT — 235027 231 (2.7) 1.01 (0,84, 1.21) 0,818
BTOp"HHhIe HOHEYHbIE TOUKK
K TouKa —-— 370 (4,3) 480 ( 5,6) 0,76 (0,67, 0,87) <0,001
KoMNOHEHTEI KOMOMHMDOBAHHOR KOHEYHOR TOYKM NOYBYHLIX MCXO/A0R]
YeToRuvBoe cHueHe pCKd —a— 120(1.4) 221(2.6) 0,54 (0,43, 0,67) =<0,001
TepmMuHansHanA cTaJuA 6 (<0,1) 19(0,2) 0,31 (0,13, 0,79) 0,013
NOYBYHOH HEAOCTATOMHOCTH
CMepTs BCNBACTEHE OCINO! W 8 (=0,1) 10{0,1) 0,80 (0,22, 1,85) 0,324
CO CTOPOHE! NOYEeK
CmepTe No NHOBOR NpUYHHE —— 529 (6,2) 570 (6.,6) 0,93 (0,82, 1,04) 0,198
B nonesy aanarnugnosuHa B nonesy nnausto
T T T T T T
0,2 0.4 06 08 112 16

Hpumeltaﬂue: KOM6I/IHI/IpOBaHHaSI KOHC€YHas TO4YKa IIOYCYHBIX HCXOAOB BKIIIOYACT!: yCTOfI‘IPIBOG
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COOTBETCTBYET 3KCTNEPT
T 21 » W2 896
noxreepcaennoe cuenne  pCK® na > 40 % no (PORDEIGE i CT T? ) ) i)

TEPMUHAIBHYIO CTaJHI0 IOYEYHOHW HENO0CTATOYHOCTH (AMaiu3 = 90 THEH WIM TpaHCILIaHTaLVsl
TI0YKHM, yCTOHUMBBIH MOATBEpKAeHHbIH ypoBens pCK® < 15 mn/mun/1,73 M?), u (umm) cMmepTh
BCJIEJCTBHE OCJIOXKHEHUH CO CTOPOHBI IOYEK MM CMEPTh M0 INPUYMHE CEpIeHHO-COCYAUCTOrO
3a00JIeBaHMUS.

3HaueHUs p ABJIAIOTCS JBYCTOPOHHUMU. 3HAYCHMS P IUIs1 BTOPUYHBIX KOHEUHBIX TOUYEK U OTJEJIBHBIX
KOMIIOHEHTOB  SIBJIIOTCSI HOMHHAJIBHBIMUA. Bpems 10 pa3sBUTHS  IEPBOrO  SIBICHUSA
KOMOHMHUPOBAaHHON KOHEYHOM TOYKM aHAJIM3UPOBAIU C IMOMOIIBIO MOJEIHM HPONOPLHUOHATIBHBIX
puckoB Koxkca. KonnuecTBo mepBbIX SIBIEHUI MO OTAEIHHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOM
KOHEYHO! TOUKH SBJIAETCS (PaKTUUECKUM KOJIMYECTBOM NEPBBIX SIBICHUN Ka)KAOr0 KOMIIOHEHTa U
HE CYMMHPYETCS ¢ KOJMYECTBOM SIBJICHUN B KOMOMHHMPOBAHHOM TOUKE.

JA — noBepuTeIbHBIA HHTEPBAI.

Hegponamus

Tepanust gamarnu@o3nHOM NPUBOAWUIA K CHIDKEHUIO YacTOThI SBIEHUN KOMOWHHUPOBAHHOMN
KOHEUYHOUM TOYKH, BKJIIOYAIOUIEH MOATBEPKACHHOE ycToiunBoe cHmxenue pCK®, tepmMuHaibHyo
CTaJUI0 TIOYEYHOM HEJOCTATOYHOCTH, CMEPTh BCIIEICTBUE OCJIOKHEHUN CO CTOPOHBI MOYEK WIIU
CMEpPTh MO NPUYHMHE CEPIEYHO-COCYAHMCTOro 3abosieBaHus. PasHuia Mexmy rpynmamu Obuia
00yCIIOBJIEHa CHUKCHHEM 4YHCJIa SBICHUH KOMIIOHEHTOB KOMOMHHUPOBAHHON KOHEUHOH TOYKHU
MOYEUHBIX HCXOJIOB, BKIIOYaroliei ycroiunBoe cHikeHne pCK®D, TepMUHANBHYIO CTaIuio
MOYEYHOM HETOCTATOYHOCTH U CMEPTh BCIICACTBHE OCIOXKHEHHUH CO CTOPOHBI MOYEK (PUCYHOK 2).
OtHowenue puckos (OP) no Bpemenu a0 pazButus Hedponatuu (ycroiunboe cHuxkenue pCKd,
TepMUHAJIbHASA CTaJUs MOYEYHOW HEIOCTATOUYHOCTH WJIM CMEPTh BCJIEACTBUE OCIOXHEHUH CO
CTOpOHHI TIo4ek) cocraBuio 0,53 (95 % HAU: 0,43, 0,66) s nanaraudao3uHa O CPABHEHHIO C
uiareoo.

Taxoke Tepanus ganaraugIO3NHOM CHHYKAJIa PUCK HOBBIX CITYYaeB Pa3BUTHS CTOHKOW albOyMHUHYpPUHT
(OP: 0,79 [95% IU: 0,72, 0,87]) u mpuBoMIa K O0Jee BEIPaKEHHOM perpecchu Makpoalib0yMUHYPHH
(OP: 1,82 [95 % JI1: 1,51, 2,20]) mo cpaBHEHHUIO € MIaredo.

XpoHHYECKAs cepAeUHas HeIOCTaTOYHOCTh

Uccneoosanue DAPA-HF: xponuueckas cepoeunas HedoCmMamo4HOCMb CO CHUMNCEHHOU (hparkyueti
gvlOpoca nesoeo sncenyoouxa (PBIDK < 40 %)

UccnenoBanmne ganarnu@iio3rHa U NpeJOoTBpAIIEHNs] HEOJAaronpHUsITHBIX UCXO/I0B MPU CEPACUHOM
HenocratouHocTd (DAPA-HF) — MmexyHapo1HO€ MHOTOLICHTPOBOE PaHI0MU3UPOBAHHOE ABOMHOE
cienoe Mianedo-KOHTPOJIUPYEMOE HCCIIEIOBAaHUE Y MAallMeHTOB C XPOHUYECKOW CepJeqHOMN
nenocratounocteio  (II-IV  dyHKUMOHANBHBIH Kmacc mo Kiaccudukarmuu  Hero-Hopkckoit
accormaruu kapauosioroB [NYHA]) co camkennorn ®BJDK < 40 % — mpoBoamiu ¢ TENbIO
YCTaHOBUTH APPEKTUBHOCTD Janarindao3uHa Mo CpaBHEHUIO C II1ane00 B OTHOIIEHUU CHUKEHHUS
pHUCKa CMEPTH MO IPUYUHE CEPJICUHO-COCYIUCTOr0 3a00JIeBaHUS U yXYALICHHS TEUEHUS CepACUHOM
HEI0CTaTOYHOCTH MPH J0OaBIIeHUH Janariniao3uHa K CTaHAapTHOM Tepanuu.

N3 4744 nanumenTtoB 2373 manueHTa ObLINM paHIOMU3MPOBAHBI B TPYINTY Aanariudio3nHa B 03¢
10 wmr, a 2371 nmanueHT — B rpynmy Iulane®o; MeauaHa HaONIOJEHHMsS cocTaBuiIa 18 Mecsies.
CpenHuii BO3pACT MAMEHTOB UCCIICyeMOH MOMYJISIIUN cocTaBmi 66 sret, 77 % manueHToB ObUH
MY>KCKOI'O T10JIa.

Ncxonno 67,5 % namuentoB 6sutu oTHeceHsI Ko |1 xmaccy mo NYHA, 31,6 % — x 1l kimaccy u 0,9
% — x IV knaccy. Menuana ®BJIXK cocraBuna 32 %; B 56 % cinyuyaeB cepjiedHas HEIOCTATOYHOCTh
MeJia UIIIEMHUYECKYI0 ATHOJIOTHIO, B 36 % — HEMIIIEMHYECKYIO ATHOJIOTHIO U B 8 % — HEM3BECTHYIO
sTHONOTHIO. B Kaxoit rpynme neuenus 42 % mnanueHToB uMenu B anamuese CJ1 2 tuma, eme 3 %
MAIMEHTOB B KAXIO0W TpymIe JiedeHUs1 ObutH OTHeCeHBI K marmentaM ¢ CJ[ 2 Tuma Ha OCHOBaHUH
ypoBHst HbAlc > 6,5 %, 3aperucTpupoBaHHOTO KaK IMpH BKIIOUYECHUH B UCCIICJIOBAHHE, TaK U MIPH
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pangomuzanuu. [lanyeHTsl moiayyanu cTaHAgaptT
noinydanu Tepanuro uHruoutopamu AllD,

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.01.2026 N2 896

o TepdHiaiG! B4 OB ATERRCT 61004una

PA  WINM aHT'MOTCH3UWHOBBIX PEUEHTOPOB U

Henpuir3rHa nHruouTopom (11 %), 96 % momyyanu Oera-anpeHodokaropsl, 71 % — GrokaTopbl

MUHEPATIOKOPTUKOUAHBIX PelenTopos, 93

% — nuyperuku; y 26

% MalmueHToB ObLI

UMIUTAHTUPOBAHHBIN KapIuoBepTep-n1ehuoOpuiusITop.

B uccnenoBanme 0b1u BKIt0UeHbI aniieHThl ¢ pCK® > 30 mur/mun/1,73 M? Ha MOMEHT BKJIFOUCHUSI.
Cpennsis pCK® cocrapuna 66 mn/mun/1,73 Mm% YV 41 % mnamuentoB pCK® 6pina MeHee
60 m/mun/1,73 M?, y 15 % nanuenToB — MeHee 45 mi/mun/1,73 M2,

Cumepmob no npudune cepoeyHo-cocyoucmozo 3a001e8anus U yxyouleHue meyeHus XpoHu4ecKou
CcepoOeyHol He0OCMamoyYHOCmU

Jlanarnudao3uH  MPOJSMOHCTPHPOBAT  MPEBOCXOACTBO MO CPaBHEHHIO ¢ IUianebo B
NPEIOTBPAIICHAN EPBUYHON KOMOWHMPOBAHHOM KOHEYHOM TOYKH, BKJIIOYAIOMIEH CMEPTh II0
OPUYUHE  CEPIACYHO-COCYAMUCTOW  MATOJMOTUH, TOCIUTAIM3AINI0 [0 TOBOAY  CEpACYHON
HEJOCTATOYHOCTH WJIM 3KCTPEHHOE OOpallleHHe 3a MOMOINBIO B CBS3HM C YXYALIEHHEM TEUCHHUS
cepaeunoi Hepocrarounoct (OP: 0,74 [95 % J1U: 0,65, 0,85]; p < 0,0001). DddekT Habr01aICS B
CaMOM HayaJle ¥ COXPAHSJICSA Ha MPOTHKEHUH BCETO UCCIIEI0BaHMs (PUCYHOK 3).

Pucynoxk 3. Bpemss 10 mnepBOro A0CTH:KeHMS KOMOUHUPOBAHHOW KOHEYHOH TOYKH,
BKJIIOUYAIOLIEli CMEepPTh MO NMPUYMHE CePAedHO-COCYAUCTOH MATOJOTMU, TOCHUTAINZANMIO 110
NMOBO/Y Cep/AeYHOI HeJI0CTATOYHOCTH MJIHM IKCTPEHHOe oOpallleHue 32 MOMOIIbI0 B CBSI3H C
yXy/AlLlIeHHEeM TeYeHUsl cepAedHO HeJ0CTATOYHOCTH
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0 K} 6 9 12 15 18 21 24
Mecausl nocne paHLoOMHMIAUMH
NaumenTsl rpynne pucKka
Danarnu@noanw. 2373 2305 2221 2147 2002 1560 1148 612 210
Mnauebo: 2371 2258 2163 2075 1917 1478 1096 593 210

Ipumeyanue: 3KCTpeHHOE OOpaIIeHNE 32 TOMOIIBIO B CBSI3U C YXYAIIEHUEM TEUEHHS CEepACYHOI
HE/I0CTaTOYHOCTH OBLIO OIPEENIEHO KaK CPOUHOE, BHEIUIAHOBOE 00CIIeJOBaHUE BPAauOM, HAIIpUMeEpP
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COOTBETCTBYET SKCNEFTHOMY OTHETY

ot 21.01.2026 N= 336
B OTHCICHUHM HEOTJIIOKHOW momomy, Bbr3BaHHOE |[1yXymimekuewm [ Eréhetins | -cephetmoii

HEJIOCTAaTOYHOCTH, KOTOPOE TpeOyeT jiedeHus! (IOMUMO TOJIBKO HOBBILICHUS 035l MEPOPAIBHBIX
JUYPETUKOB).

«HaHI/IeHTBI I'pYyIIIbl pPUCKA» O3HAYACT YK CJIO IMMAIIMEHTOB I'PYIIIBI PHUCKAa B Ha4YaJI€ IIEPUOaA.

Bce Tpu koMnoHeHTa nepBUYHON KOMOMHMPOBAHHON KOHEYHOH TOUKH IO OTJEIBHOCTH BHOCUIIM
BKJ1aJ B 3G (DeKT sieueHus (pUcyHok 4). 3aperucTpupoBaHO HECKOJIBKO 3KCTPEHHBIX 0OpaIleHui 3a
MIOMOIIIBIO B CBSI3U C YXYAUICHUEM TEUCHHUS CEPACUYHON HETOCTaTOYHOCTH.

Pucynok 4. DddeKT JieyeHUS] B OTHOIIEHUH NEPBUYHOHM KOMOMHHUPOBAHHONW KOHEYHOM
TOYKH, €€ KOMIIOHEHTOB, a4 TAK:Ke CMEPTH MO0 J1000H NpuYnHe

OP (95% OW) MaumeHTbl, ¥y KOTOpLIX Gbinu OTHOwWweEHWE 3HayeHue p
FAPErMCTPUMPOBaHE! ABNEHWA PUCKOB
Mokazarenw KOMMOOHEHTOB KOMBWUHHMDOBAHHOR (959% M)

KOHEYHOW TOYKK (HACTOTa ABNGHMIA)
KomBMHMpOBaHHAA KOHEYHAR TOYKA, BRNDYAKLanA JanarnuehnoauH Mnayebo
CMEPTE NO NPUYKMHE CEpASYHO-COCYAMCTOrD (N=2373) (N=2371)
3afoneBaHua, rocnUTanMaanne No NoBoay
ccp,ﬂcuu{;ﬁ HENOCTATOYHOCTH MNK 3KCTREHHDS
ofipaljeHre 3a NOMOLLLID B CBR3KW C YXyAWeHwen —i— 385 (11,8) 502 (15,6) 0,74 (0,65, 0,85) <0,0001
TEUEHWMA CEPAEYHON HEAOCTATOMHOCTH

MNocnuTannaauyms No NoBOAY CepaSYHOM
HEA0CTATOMHOCTH —a— 231 (6,9) 318 (9.8) 0.70 (0,58. 0,83) <0,0001

JKCTpeHHoe ofpalleHWMe 3a NOMOLLI B

CBA3W C yxyOLeHUeM TeUueHA cepaedHoi I — 10[0.3) 23 (0,7) 0,43 (0,20, 0,90) 0,0213
HEADCTATOMHOCTH
CMePTE NO NPUYUHE CEPASYHO-COCYOMCTOrD —— 227 (8,5) 273(7.9) 0,82 (0,69, 0,98) 0,0294
zafionesaHuA
CHMeRTe NO NHDGBOA NPpHYKMHEE —a— 276 (7,9) 329 (9,5) 0,83 (0,71, 0,97) 0,0217
I T T T )
0.5 08 1 125 2
B nonezy ganarnuipnosuHza | B nonezy nnaueto

prweltaHue: 9KCTPEHHOC o6pameHHe 3a IIOMOLIBI0 B CBA3U C YXYAUICHUEM TCUCHUS Cepﬂe‘lHOﬁ
HEAOCTATOYHOCTH OBLIO OIMPEACIICHO KaK CPOUHOC, BHCIIJIAHOBOC 06CJ'IGI[0BaHI/I€ BpaduoM, HAITPUMEP

B OTJACIEHUH HEOTJIOXKHOM TOMOIIM, BBI3BAHHOE YXYIIICHHEM TEUCHHS CepJCYHOM
HEJIOCTATOYHOCTH, KOTOPOE TPeOyeT JiedeHUs] (IOMUMO TOJBKO MOBBIIICHUS J03bI MEPOPATBHBIX
TNy PETUKOB).

KonuyecTBO nepBbIX SIBJICHUHN 1O OTACIBHBIM KOMIIOHEHTAM KOMOMHUPOBAHHONW KOHEUHOW TOYKH
SABIIAETCS (PAKTUIECKUM KOJTUYECTBOM MEPBBIX SIBICHHUM Ka)KIOT0 KOMIIOHEHTA U HE CYMMHPYETCS C
KOJIMYECTBOM SIBJIEHUN B KOMOMHUPOBAHHON KOHEYHON TOUKE.

YacTtoTa BO3HMKHOBEHHS SIBICHUI MpEACTaBlIeHA KaK YHCIO YYaCTHUKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBJICHME KOMIIOHEHTOB KOMOWHHPOBAHHOW KOHEYHOW Touku, Ha 100
MAaIUEHTO-JIeT MOCIEAYIONIEro HabIoIeHUSI.

3HaueHus P 715 OTAEIbHBIX KOMIIOHEHTOB KOMOMHUPOBAHHOM KOHEYHOU TOUKH M CMEPTH 110 JIF000M
MIPUYMHE SBJISAIOTCS HOMUHAIBHBIMU.

[Mpumenenne nmanarmudiao3nHa TakXKe TNPUBOIMIO K CHI)KEHHIO OOIIEro KOJHYECTBAa CIydyacB
TOCHHUTAJIM3AIMY TI0 TIOBOY CEPAEYHON HEJOCTAaTOYHOCTU (IEPBUYHOM M MOBTOPHOW) M CMEPTH I10
MPUYUHE CEPJIEYHO-COCYAMCTON TMAaToJOTHUU: 567 ciydaeB B Tpylne ganarmidio3uHa 1o
cpaBHEHUIO ¢ 742 ciryyasiMu B rpymme rianebo (otHocutensHas yacrora: 0,75 [95 % JU: 0,65-0,88];
p = 0,0002).

[IpenmymecTBo Tepanuu  Aanariad(io3uHOM HAOMIONANOCh Yy TAIMEHTOB C  CepleYHOU

HenoctatouHocThio ¢ CJI 2 Tuma m 6e3 takoBoro. [Ipumenenue mamarnudiao3uHa MPUBOIUIO K

CHIDKEHHMIO YacTOTHI MEPBHUYHOW KOMOWHUPOBAHHON KOHEYHOW TOYKH, BKIIOYAIOIIEH CMEPTH IO

MPUYMHE  CEPACYHO-COCYJIUCTOM  TMATOJOTUM, TOCHUTAIM3alMi0 IO TMOBOAY  CEPACYHOMU
36
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HEJJOCTATOYHOCTH KM IKCTpeHHOe oOpamieHue| 3a nomolne:o | Bllessizul e yxymindmem feucHns

CepﬂeqHOﬁ HEJOCTAaTOYHOCTH y IAIMEHTOB C CJI 2 Tuna (OF: U,70 |95 Y0 AN: U,os, U,9U]) 1 oe3
takosoro (OP: 0,73 [95 % JIU: 0,60, 0,88]).

[IpenmymiecTBo Tepanuu ganariugIo3MHOM MO CPaBHEHUIO C IUIanie00 B OTHOLIECHUHM MEPBUYHON
KOHEYHOW TOYKHU OBLIO COMOCTABUMBIM B APYTUX KITFOUEBBIX MOATPYIINAX, BKIIIOYAsl COMYTCTBYOIIYIO
Teparnuio cepAeuHoi HeqoctaTouHocTd, pyHkuio nouek (pCK®), Bo3pact, 1o U permoH.

Hcxo0, coobwaembvili nayueHmamu: CUMRIMOMbL _XPOHUYECKOU cepOeyHOol HedoCmamo4Hocmu
D¢ dexr sedeHuss nanariau@IO3MHOM B OTHONICHHHM CHMIITOMOB CEPACYHON HEIOCTaTOYHOCTH
OLIEHUBAJIM C IIOMOINBIO OOILIEro TMOKa3arenas CUMOTOMOB 1o KaH3acckoMy ONpPOCHUKY st
oonpubix  Kapauomuonaruein (KCCQ-TSS), KoTophlii MMO3BOJISET MPOBOAHWTH KOJHMUYECTBEHHYIO
OIICHKY YaCTOThl M TSDKECTH CHMIITOMOB CEPJACYHOW HEIOCTATOYHOCTH, BKIIFOYAS YTOMIISIEMOCTD,
nepudepuIecKre OTEKH, OBIIIKY U OPTOITHOA. 3HAa4YeHUs Tokazaresst BapbupytoT ot 0 1o 100, mpudem
0oJiee BBICOKHIA OaJlI COOTBETCTBYET JIyUIIEMY COCTOSHHUIO 3710POBBSI.

Tepanus nanaraugIo3MHOM MPUBOAMIIA K CTATUCTUYSCKH 3HAYMMOMY U KIIMHHUYECKU 3HAYUMOMY
MIPEUMYIICCTBY 110 CPAaBHEHUIO C I1arie00 B OTHOIIICHUH CHMIITOMOB CEPJICYHON HEJIOCTATOYHOCTH,
onieHuBaeMbix 1o uzMeHeHuto KCCQ-TSS yepes 8 mecsIieB OT UCXOIHOTO YPOBHS (BEPOSITHOCTh
npeumytectna: 1,18 [95 % AU: 1,11, 1,26]; p < 0,0001). YacToTa u TSXKECTh CUMITOMOB BHECIH
BKJIQJI B pe3yJIbTaT, OJYYCHHBIH 10 3 dekTuBHOCTH Tepanuu. [IpenmyiiecTBo HaOI0IAT0Ch KaK
B YJIYUYIICHHHA CHMIITOMOB CEpPJICYHON HEJOCTATOYHOCTH, TaK M B MPEAOTBPAIICHUN YXYIIICHUS
CUMIITOMOB CEePJICUHON HEIOCTATOYHOCTH.

[Ipu aHanmu3e AaHHBIX PECIIOHIEHTOB JOJS MAIMEHTOB C KJIMHWYECKH 3HAYMMBIM YIIyYIICHUEM
KCCQ-TSS gepes 8 mecsieB Mo CpaBHEHHUIO C HCXOIHBIM YPOBHEM (KOTOPOE OMPEAesaoch Kak 5
u Oozee 6ayuioB) ObUIA BBINIE B TPYMIE JICYCHUS Aanarin(Io3MHOM 10 CPaBHEHHUIO C TPYIIIIONH,
nojyyaBiued ruiane6o. Jlons MAnMEeHTOB C KIMHUYECKM 3HAYUMBIM YXYJIIIEHHEM (KOTopoe
onpeaensiochk Kak 5 u Oosiee OamioB) OblIa HUXKE B TPYMIE JICUEHUS Janariugiio3MHOM I10
CpaBHEHMIO C TIpymmoi, momyuaBmied maneto. [IpenmymiecTBa Tepamnuu aanariaugo3uHOM
COXPaHSUIUCH TIPH MIPUMEHEHHU 00Jiee KECTKUX MOPOTOBBIX 3HAYEHUH JUIsl OOJBIINX KIMHHYECKA
3HAYMMBIX U3MeHeHui (Tabnura 10).

Taéauna 10. KoinuecTBO M 10/l MAUMEHTOB ¢ KJIMHUYECKH 3HAYMMBIM YJIy4YllleHHEM WJIH
yXyjauleHueMm o0mero nmokasaressi cuMntomoB no KanzacckoMy onpocHuKy st 00J1bHBIX
kapauomuonartueii (KCCQ-TSS) uepe3 8 mecsineB

N3menenne JanarandgJio3un Inaue6o

OTHOCHUTEJIbHO HCXOAHOIO 10 M nl = 2062

YPOBHS 4yepe3 8 mecsineB nl = 2086

Yayuwenue n (%) c n (%) c OtHomenue mancos®| 3Hauenune

yJaydlleHueM? | yJy4iieHHeM? (95 % JAN) 0

> 5 OaysioB 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06, 1,22)

> 10 6annoB 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05, 1,22)

> 15 Gamios 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01, 1,19)
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E— PV PP A
yxyauenuem* | yxyaumenuem* (95 % ON) 0
> 5 Gawion 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78, 0,89)
> 10 Gamos 395 (18,9) 506 (24,5) 0,85 <0,0001
(0,79, 0,92)

lpumeuanue:

! Yucno nanmentos ¢ 3apeructpuposaHubiM 3HauenneM KCCQ-TSS uiu HalMeHTOB CO

CMCPTECJIIbHBIM UCXOA0OM 0 OKOHYAaHUA 8 MCCALICB JICUCHU .

Yucno marnMeHToB, y KOTOPBIX HAONIONANOCH YiydileHHe He MeHee dyeM Ha 5, 10 wim
15 6aoB Mo CpaBHEHUIO C HCXOAHBIM YPOBHEM. 3HAUCHHUS JIJIsl TAIUEHTOB CO CMEPTEIbHBIM
UCXOJIOM JI0 OKOHYAHMS YKa3aHHOIO TMEpUOJia BPEMEHH COOTBETCTBYIOT OTCYTCTBHUIO
VITyYIICHUS.

[Ipu ynydmieHMM OTHOIIGHWE WIAHCOB > 1 03HAYaeT NPEUMYIIECTBO TEpPalHH
nanariaugo3uHoM B 1o3e 10 mr.

Yucno MMalUCHTOB, Y KOTOPBIX Ha6n}0z[anocr, yXyAlIeHHUe HE MCHEC Y€M Ha 5 unu 10 6amioB
0 CPaBHCHHIO C UCXOAHBIM YPOBHCM. 3HaueHUS AJI1 MallMCHTOB CO CMCPTCIIbHBIM UCXOO0M
A0 OKOHYAaHUA YKAa3aHHOI'O I€proJia BpEMCHU COOTBETCTBYIOT YXYAIICHUIO.

[Ipu yxynamieHun OTHOIIEHWE IMAaHCOB < | O3Ha4aeT NPEUMYIIECTBO TEparuu
nmanariaudiao3uHoM B 1o3e 10 mr.

3HaueHus P ABJIAIOTCA HOMUHAJIbBHBIMH.

Hedponamus

bbu10 3aperucTpupoBaHo HECKOIBKO SBJIEHUI KOMIIOHEHTOB KOMOWHUPOBAHHON KOHEYHON TOUKHU
MOYEUHBIX HUCXO/0B (MOJATBEpXkaAeHHOe ycToiunBoe cHmkeHue pCK® > 50 %, tepmuHambHas
CTa/is MOYEYHON HEIOCTATOYHOCTH WM CMEPTh BCIIEACTBUE OCIIOKHEHUH CO CTOPOHBI MOYEK);
qacToTa sBJIeHUH coctaBuia 1,2 % B rpymnne, noiaydasmei ganarnudnosul, u 1,6 % B rpymre,
noJryyaBiiei mianeoo.

Uccneoosanue DELIVER: xponuueckas cepoeunas neoocmamounocms ¢ PBIDK > 40 %

Onenka nmanarau@o3WHA JUIS YIYYIICHHS KadecTBa JKU3HHM IAallMCHTOB C XPOHUYECKOMH
CepIIeYHOI HEI0CTATOYHOCTBIO C cOXpaHeHHOH (paximeii Beiopoca (DELIVER) — mexnynapoanoe
MHOTOIIEHTPOBOE PaHIOMU3UPOBAHHOE JIBOMHOE CIIETIOE TTAIe00-KOHTPOIMPYEMOE UCCIIEIOBAaHUE
y MaIKueHToB B Bo3pacte > 40 jer, ¢ XpoHUYeCcKo# cepaeuHoil HempocTatouHocThio (kiace -1V
mo NYHA) ¢ ®BJIK > 40 % u npusHakaMd CTPYKTYpHOTO 3a00JIeBaHHS Cep/ia, KOTOpoe
IPOBENIU Il ONpENAETeHUs BIUSHUS Janariu@io3uHa Mo CpaBHEHUIO C IJjanedo Ha 4acToTy
ClydaeB CMEpPTH 10 TPUYHHE CEepPACYHO-COCYTUCTON MATOJIOTHH W YXY/IICHUE TEUCHUS
CEepAEYHON HEAOCTATOYHOCTH.

N3 6263 nauuenTtoB 3131 mauueHT ObUT paHAOMU3HMPOBAH B rpymmy aanariudiaosuna 10 mr, a
3132 maruenTa — B rpyImmy Mianedo; MeauaHa MPOJOJDKUTENBHOCTH HAOIIOCHHS COCTaBUIIa
28 wmecsaneB. B uccnenosanue Bimoumnn 654 (10 %) mamueHTta ¢ MOJOCTPOM CepaCUHOM
HEJI0OCTATOYHOCTHIO (T. €. PAaHJAOMU3UPOBAHHBIX BO BPEMs TOCIIUTAIU3ALMH IO TIOBOY CEPACUHOM
HEJI0OCTaTOYHOCTH WK B TedeHue 30 JHeH mociie BBIMUCKU W3 cTarmoHapa). CpeaHuid Bo3pacT
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HAIUECHTOB UCCIICAYEMON MOMyJISIuK cocTaBm (72 roxa, 56 % aiiiehroBOink MiskexoDd fioma.

Hcxonuo 75 % manuenToB O6butu oTHeceHb! ko ITkmaccy mo NYHA, 24 % — x [T knaccy u 0,3 %
—k IV kmaccy. Meanana @BJIK cocrasuna 54 %. Y 34 % namuentoB @BJIK cocrapmia < 49 %,
y 36 % —50-59 % u 'y 30 % — > 60 %. B kaxxno# rpynmne gedeHus y 45 % manueHToB B aHAMHE3e
obu1 CII 2 Ttuna. basoBas tepamus Brmouyana HHrHOUTOpHl AIID/BPA/aHrMOTEH3MHOBBIX
PELenTopOB U HENPUIIM3WHA UHTUOUTOP, OeTa-anpenodnokaropsl (83 %), nuyperuku (98 %) u
0JI0KaTOPBI MUHEPAJIOKOPTUKOUIHBIX perenTopoB (43 %).

Cpenusis pCK® cocrasuna 61 m/mun/1,73 M2 Y 49 % nanmentoB pCK  coctaBuma < 60
mi/mun/1,73 M2,y 23 % — < 45 ma/mur/1,73 M ny 3 % — < 30 ma/mun/1,73 M2,

Janarnugno3uH npoJeMOHCTPUPOBAI MIPEBOCXOACTBO IO CPABHEHMIO C ILIALEO0 B CHHKEHUU
YacTOThI TOCTH)KEHUSI KOMOMHHPOBAHHOW KOHEYHOW TOYKH, BKIIIOYAIOIIEH CMEPThH IO MPHYUHE
CepAEYHO-COCYTUCTOr0 3a00JIeBaHMsI, TOCIIMTAIM3ALIUIO 10 TIOBOY CEpACUYHON HEI0CTaTOYHOCTH
WIM DKCTPEHHOE OOpallleHue 3a IOMOLIbI0 B CBA3M C YXYIIIEHUEM TEUYEHHS CeplIeYHON
HepocratouHoctu (OP: 0,82 [95 % [AU: 0,73, 0,92]; p = 0,0008) (pucyHok 5).

Pucynoxk 5. Bpemsi 10 mnepBoro J0CTH:KEHHSI KOMOMHHUPOBAHHOW KOHEYHOH TOYKM,
BKJIKOYAOLIEH CMEPTh 110 NPUYMHE CepAeYHO-COCYAUCTOI NATOJTOTHH, TOCITUTATU3ANMIO 110
MOBO/JY CepAeYHON HeJOCTATOYHOCTH WJIM IKCTPEeHHOoe o0palleHye 32 NOMOIIBIO B CBA3M C
YXyALLIEHHEM TeYeHHsl CepAeYHON HeJ0CTATOYHOCTH

254 Mnauobo

Danarnwgnoanu

104

NaymexTsl, ¥y KOTOPLIX GbinK

3aperucCTpHpoBaHbl ABNEHHA KOMNOHEHTOR

Danarnu$nosnu B cpagHermu ¢ nnauebo
OP (95% OM): 0,82 (0,73,092) 3nauenne p 0,0008

KOMOMHMPOBAHHON KOHEUHOMH TOUKM (%)

0«

0 3 6 9 12 15 18 21 24 27 30 33 36

MecAubl nocne paHaoMHIaUHN
MaunexTs! rpyNN. pUcKa . P >

Aanarnuproaun: 3131 3040 2049 2885 2807 2716 2401 2147 1982 1603 1181 801 389
MnaueGo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Ipumeuanue: >KCTPEHHOE OOpAIllEHUE 3a MOMOUIBIO B CBSA3M C YXYJIIEHUEM TEUYEHUs CepACUHOU
HEI0CTaTOYHOCTH OBIJIO OTIPEIeNIeHO KaK CPOYHOE, BHEIUIAHOBOE 00CIIeI0BaHNE BPayoM, HaIpHUMeEp B
OTJICJICHUH HEOTJIOKHOM MOMOIIM, BBI3BAHHOE YXY/IICHUEM TEUEHHUs CepAeuHON HEeJ0OCTaTOUYHOCTH,
KOTOpOe TpeOyeT jeueHus! (TOMUMO TOJIBKO HOBBIIIEHHS JO3bI EPOPATBHBIX JTUYPETUKOB).

((HaHI/IeHTI)I IpYyIIIbI pPUCKA» O3HAYACT KOJIUYCCTBO MalMCHTOB I'PYIIILI pUCKA B HAYAJIC IIEPpHUO/JIA.

Ha pucynke 6 mpejacrtaBiieH BKJIaJ TpeX KOMIOHEHTOB MEPBHUYHON KOMOMHMPOBAHHOM KOHEUHOU
TOUYKHU B 3(PPEKT jeueHus.
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(NOCTNELOBATENLHOCTS 0004)

Pucynok 6. ¢ dekT JieyeHUs] B OTHOIIEHUH MEPBUYHON KOMOMHHUPOBAHHOI KOHEYHOM
TOYKH U ee KOMIIOHEHTOB

OTHOWEHWS MayneHTsl, ¥ KoOTOpLIX BunK OTHOWEHWS
pUcKoB 3aperMcTpUpoBaHel ABNEHKWA pyCcKOB
Mokazarenn (95% AOK) KOMMNOHEHTOB KOMOMHWDOBaAHHOM (95% OM)
KOHEYHOW TOYKK (MacToTa ABNeHWA)
KomMBWHMpOBAHHAA KOHEYHAR ToUKA,
BK/IIOMANLLAA CMEPThL NO NPUHKHE Danarnmdpnozuy  Mnayeto
Cep/eYHO=CocyAMCTOro 3abonesaHus, (N=3131) (N=3132)

roCNUTANM3aUMio No NoBoay cepae-Hor

HENOCTATOYHOCTA WK IKCTpeHHoe obpalujeHve
33 MOMOLUSI0 B CBA3N C YXYAWEHWEM TEYEHNA — —a 512 (7,8) 610 (9,6) 0,82 (0,73, 0,82)
CepASYHOM HEAOCTATOYHOCTH

MocnuTanuaauna No NoBoay cepaeyHon —_— 329 (5,0) 418 (6,5) 0,77 (0,67, 0,89)
HEAOCTATONMHOCTH

SKcTpeHHoe obpaleHre 3a noMmowey ——————+— 60 (0,9) 78 (1,1) 0,76 (0,55, 1,07)
B CBA3W C yXyJleHWem Te4eHHA
CBD.EI.BLIHOIFI HeAoCTaATOYHOCTH

GMEDTb no NnpuyYyUHe ceple4vYHo-coCYaucTOono —_— 231 (3.3) 281 (3,8) 0,88 (0,74, 1,08)
zabonesaHunA
I T T 1
0.5 0.8 1 1,25 2
B nonsay ganarnvdhnoamya | B nonsay nnausbo

Ilpumeuanue: SKCTPEHHOE OOpAILCHHUE 3a IOMOIIBIO B CBA3U C YyXYALICHUEM TEUCHUS CEpACUHOM
HEJIOCTAaTOYHOCTH OBLIO OIPEEICHO KaK CPOYHOE, BHEIIAHOBOE 00CIICIOBAHNE BPA4OM, HAIIPHMEP
B OTIECJICHUM HEOTJIOKHOW TIOMOIIM, BBI3BAHHOE YXYAIICHHEM TEYCHHUS CEpIEHYHOM
HEJIOCTAaTOYHOCTH, KOTOPOE TPeOyeT JiedeHus! (IOMUMO TOJIBKO MOBBIIIEHUS 03Bl MEPOPATBHBIX
JNYPETUKOB).

Komuuecto MEPBLIX SIBJICGHUH 10 OTACJIBbHBIM KOMIIOHCHTAaM KOM6I/IHI/Ip0BaHHOI71 KOHEYHOM TOYKHU
SABJIACTCA (1)aKTI/I‘-IeCKI/IM KOJIMYECTBOM IICPBBIX SIBJICHUH KaXXZ10ro KOMIIOHCHTAa 1 HE CYMMUPYCTCA C
KOJIUYECTBOM SIBIICHUH B KOM6I/IHI/IpOBaHHOI>'I KOHEYHOM TOYKE.

YacrtoTa BO3HMKHOBEHHMS SIBJIEHUI MpEACTaBI€HA KaK YHMCIO YYaCTHUKOB, Y KOTOPBIX OBLIO
3apEeTUCTPUPOBAHO SIBJICHHWE KOMIIOHEHTOB KOMOMHHMPOBAHHOW KOHeYyHOHW Touku, Ha 100
HaIMEeHTO-JIET MOCIEAYIOEr0 HaOI0JCHHUS.

AHanu3 cMepTH MO TPUYUHE CEePJECUYHO-COCYAUCTOTO 3a00JIieBaHUs, MPEICTABICHHON 37eCh B
KauyeCcTBe KOMIIOHEHTA MEPBUYHON KOHEUHON TOYKU, TaK)Ke MPOBEIU MpH (HOpMaTHLHOM KOHTPOJIE
OIMOOK MEePBOTO POJIa, TJIE OHA BHICTYTIaja B KAUECTBE BTOPUYHON KOHEYHON TOUYKH.

Janarnudio3snH mpoaeMOHCTPUPOBAT MPEBOCXOJCTBO IO CPAaBHEHHMIO C IUIANe00 B CHIDKEHUU
o011ero nciaa COOBITUN Cep/IeYHON HEJJOCTATOYHOCTHU (OMPEeNsieMOro Kak MepBUYHAs U TOBTOPHAS
TOCTIMTAJIU3AITHUS TI0 TIOBOTY CEPACYHON HEIOCTATOYHOCTH HJIA SKCTPEHHBIE OOpaIeHHsI 33 TTOMOIIIBIO
B CBSI3M C YXYIIICHHEM TEUEHUS CEpACYHON HEJOCTATOYHOCTH) M CMEPTU MO MPUYUHE CeplIeYHO-
cocyaucToro 3aboneBanus: 815 cimydaeB B TpyImiie, MoJIydaBIiineil ganaraudIio3uH, M0 CPaBHEHHUIO C
1057 cygasimu B TpyTmre, moxy4vasinei rmiaaredo (otHocurenbHas yactora: 0,77 [95 % JAU: 0,67, 0,89];
p = 0,0003).

[IpeumyiiecTBo Tepanuu Janarin@Io3MHOM IO CPAaBHEHUIO C IJIae00 B OTHOIIEHUH TEPBUYHOM
KOHEYHOW TOYKH HaOIromanock B moarpymnmnax nanueHToB ¢ @BJIK < 49 %, 50-59 % u > 60 %.
O¢dexkr Tepanuu Takke ObUI  CONMOCTaBUM B JPYTUX  KIIOYEBBIX  HOATPYyIax,
KJIacCU(UIMPOBAaHHBIX, HAllpUMeEp, MO Bo3pacty, noay, kiaccy NYHA, yposaio NT-proBNP,
MOJIOCTPOro CTaTyca cepAeYHO HeJocTaTouHOoCT! U Hamnuuto CJ1 2 tuna.

Hcxo0, coodbwaemvlii nayuenmamu. cumMnmombl XPOHUYECKOU CepOeyHOU Hed0CmamoyHoCmu
TepaHI/I}I ,Z[aHaI‘JII/I(bHO3I/IHOM npuBoaniia K CTAaTUCTUYCCKU 3HAYUMOMY IMPCUMYHICCTBY 11O
CPaBHEHHMIO C IJ1a1e00 B OTHOIIEHUU CUMIITOMOB CEpAEYHON HEOCTaTOUHOCTH, OLICHUBAEMBIX 110
U3MEHEHHI0 uepe3 8§ MmecsaueB oT ucxogHoro ypoHs KCCQ-TSS (BeposTHOCTh IpenMyIlecTBa:
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MOJIy4YEHHBIH 110 3(PEKTUBHOCTH TEPAITHH.

[Tpu ananm3e peCoHICHTOB JI0JIS MAIIMEHTOB CO CPEAHKUM (> 5 OaJIJIOB) MITU CHUTBHBIM (> 14 6aIioB)
yxyamenueM 3HadeHus: KCCQ-TSS uepe3 8 mMecsiieB 1o cpaBHEHHIO ¢ HCXOAHBIM YPOBHEM ObLTa
HIDKE B TpyIIE JICYCHUs Aanariu(iio3nHOM: CpelHee yxynauieHue HaOmiomanocs y 24,1 %
MAlMEeHTOB, MPUHUMABUINX JAanarin@ao3ut, o cpaBHeHUIo ¢ 29,1 % nanueHToB, MPUHUMABLINX
iane6o (oTHomenue mancos: 0,78 [95 % AU: 0,64, 0,95]); cunpHOE yXyAmieHUEe HAOTIOAAIOCH Y
13,5 % mnamueHToB, NMPUHUMABIIMUX Janarau@io3uH, 1o cpaBHeHHWIO ¢ 18,4 % manueHToB,
MpUHUMABIIKX Iarne6o (oraomenune mancon: 0,70 [95 % AU: 0,55, 0,88]). Jons manueHToOB cO
c1aObIM WM CPEHUM yJydiieHueM (> 13 0allyioB) Wiu CHIBHBIM yiyuiieHueM (> 17 6amioB) He
OTIUYANIACh MKy IPyIIaMH JICYCHHUS.

Xponuueckasn cepoeunas Heoocmamournocms 6 ucciedosanusx DAPA-HF u DELIVER

B ananuze oobenunennsix nanubix uccaeaoBanuiit DAPA-HF u DELIVER oTHomienune puckoB s
nanarimQIiosuHa Mo CPaBHEHHUIO C IUIale00 B OTHOIICHHMM KOMOWHHPOBAaHHOW KOHEYHOW TOYKH,
BKJTFOYAIOIIEH CMEPTh MO MPUYHHE CEPACYHO-COCYIUCTON MATOJOTHH, TOCTIMTAIU3AIINIO 110 TIOBOIY
CepJICYHON HEAOCTATOYHOCTU WJIM KCTPEHHOE OOpalleHHe 3a MOMOIIbIO B CBS3U C yXYyALICHHEM
TEYEHHUs CepACYHON HemocraTouHocTH, coctasmio 0,78 (95 % JIU: 0,72, 0,85), p <0,0001. Dddexr
JedeHus: ObUI COIMOCTaBHMM IS Bcero auarnasona 3HadeHuid PBJDK 6e3 ocmabnenus sddekra B
3aBHCHUMOCTH OT 3HaueHus OBJIK.

Ha ocHoBanuu ananm3a o0beTMHeHHBIX JaHHBIX nccaenoBanuiit DAPA-HF u DELIVER mo 3apanee
MIPelyCMOTPCHHBIM [TIEPEMEHHBIM Ha YPOBHE MAIMEHTOB IPUMEHEHHUE Aanmarin(IIo3nHa MPHUBOIUIO0
K CHIJKEHHMIO pUCKAa CMEPTHU IO MNPUYMHE CEPJIEYHO-COCYAMCTOW MAaTOJIOTMU IO CPaBHEHUIO C
wiae6o (OP: 0,85 [95 % AU: 0,75, 0,96], p = 0,0115). IomoxxurenbHbIi 3PPEKT JIeueHus ObLT
MIPOJIEMOHCTPHUPOBAH B 00OUX HCCIEAOBAHUSX.

XpoHunueckas 00JIE€3Hb IIOYEK

HccnenoBanue 1o oleHKe BIMAHUA Janariugrao3nHa Ha MOYEYHbIE MCXOIbl U CMEPTHOCTb OT
CepJIeYHO-COCYMCTHIX 3a00JICBaHU y TAIIMEHTOB C XpOHUUECKOH OoJie3Hbio mouek (DAPA-CKD)
—  MEXIYHapoJHOE MHOIOLEHTPOBOE paHAOMHU3MPOBAHHOE JBOHHOE cienoe raredo-
KOHTPOJIUPYEMOE HCCJIEIOBAHNE Y MAIIMEHTOB C XpOHUYECKON Ooiie3HbIo nouek ¢ pCKD > 25 u <
75 mo/mun/1,73 M2 u ans6ymunypueii ([A/Kp moun] > 200 u < 5000 Mr/r) — npoBOAMIN NS
OlpeseNieHUs] BIUSHUSA, KOTOPOE OKAa3bIBACT AAMariu@IO3uH IO CPaBHEHHUIO € IUIanedo Mpu
N00aBleHNH K CTaHIApTHOW 0a30BOM Tepanuu Ha 4YacTOTy JOCTH)KEHUS KOMOMHMPOBAHHOU
KOHEUYHOU TOYKH, BKIIIOUaroIIen ycroitunoe camxenne pCK® na > 50 %, TepMUHAIBHYIO CTAIUIO
MIOYEUHOW HENOCTaTOYHOCTH (ompenenseMylo Kak ctoiikoe 3HaueHue pCKD < 15 mn/mun/1,73
M%, JIONTOCPOYHOE JIedeHWe JWATM30M MIM TPAHCIUIAHTAIMS TMOYKH), CMEPTh 110 MPUUYMHE

CCPACYHO-COCYAUCTOT'O 3a00JIeBaHUS UIIH CMCPTh BCJICACTBHUC OCJIOKHEHHUM CO CTOPOHBI ITOYCK.

N3 4304 nauuenTtoB 2152 nanuenTta ObUIM paHIOMU3HPOBaHbI B rpyniy ganariauduosuna 10 mr, a
2152 nmanumeHTta — B rpynmy mianebo; MenuaHa nepuoja HaONoJeHus cocTaBuia 28,5 mecsua.
JleueHue npo10JKau, €CIM BO BpeMs uccienoBanus 3HaueHne pCK® cHMKanoch 10 YpOBHS HHMKE
25 mn/mun/1,73 M2, 1 MOTJIH TIPOJIOIKATE B CTy4asX, KOrIa ObLT HEOOXOIUM JHAIIH3.

CpenHuii BO3pacT MAIMEHTOB MCCIIEAYEeMOU MOMyJsAIuu coctaBui 61,8 rona, 66,9 % mnanueHToB
Ot Mykckoro mona. Mcxomno cpeanee 3naueHue pCK® cocrasmio 43,1 mu/mun/1,73 M?, a
Menuana A/Kp moum — 949,3 mr/r. V 44,1 % namuenTo 3nauenue pCK® cocramsno ot 30 mo <
45 ma/mun/1,73 M2, y 14,5 % nanuentoB — < 30 mu/mun/1,73 M2 Y 67,5 % narmentos 6611 CJI 2
tumna. [lanueHTsl nmonyvanu ctanaapTHyro Tepanuio; 97,0 % manueHToB MoJydaad MHTHOUTOPHI
AII®D unu BPA.

Ha ocHOBaHMM peKOMEHIalMK¥ HE3aBUCHMOTO KOMUTETA IO MOHUTOPHHTY JIaHHBIX MCCIIEIOBAaHUE
3aBEPILIMWIIA JOCPOYHO IO MPHYUHE BBIABICHUS >(PPEKTHUBHOCTU JIEYCHMS, YCTAHOBJICHHOM 0
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NPOBEICHUS 3alUIaHMPOBAHHOTO aHanu3a. Jamarpiuduosutl mpoieMoHeEpipokai_HperoGXOACTBO

[0 CPAaBHEHHUIO C MJIanedo B MpeAOTBpAIllEHUU MEPBUUHON KOMOMHUPOBAHHON KOHEUYHON TOYKH,
BKIIOYaromeil ycroitunoe cHmwkenue pCK® na > 50 %, TepMHHAIBHYIO CTaJHMI0 MOYEHHOU
HEJOCTaTOYHOCTH, CMEpPTh MO NPUYUHE CEePACYHO-COCYIUCTOro 3a00JieBaHUs WIH CMEPTh
BCJIEJICTBHE OCIIOKHEHHUI CO CTOPOHBI oyek. Ha ocHoBaHMM rpaduka, MOCTPOSHHOTO ¢ TIOMOIIBIO
Meroaa Kamrana — Metiepa 111 BpeMEHH JI0 TIEPBOTO JTOCTHIKEHUSI KOMOMHUPOBAHHOW KOHEYHOM
TOYKH, 3PPEKT Tepanuu ObUT MPOJEMOHCTPUPOBAH HAUMHAS C 4 MECSILIEB JICUCHUS U COXPAHSIICS 110
KOHIIa UCCIICIOBAHUS (PUCYHOK 7).

Pucynoxk 7. Bpemss 10 mnepBOro J0CTH:KEHHS KOMOMHUPOBAHHON KOHEYHOW TOYKH,
BKIIOYaomeil ycroitunoe cankenue pCK® na > 50 %, repMUHAIBHYI0 CTAAMIO TOYECYHOMH
HEJ0CTATOYHOCTH, CMEPTh MO NMPUYUHE CEePAEYHO-COCYAHCTOro 3a00J1eBaHMS WJIH CMEpPTh
BCJIEICTBHE OCJI0KHEHHUI CO CTOPOHBI MOYEK

— = [nauebo

(%)

f Hanarnudnoanr

A KOHEYHOW TOUKM
>
1
.

MauymeHTsl, y KOTOPbIX Obinu
3aperucTpMpoBaHbl ABNEHUA KOMNOHEHTOB

KOMBGMHUPOBaAHHO
]

OP (95% OWN): 0,61 (0,51, 0,72) 3wnauenue p < 0,0001
T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36

Mecsaubi nocne paHgoMU3aymm
MauneHTsl rpynnbl pucka

Hanarancpnoamu: 2152 2001 1955 1898 1841 1701 1288 831 309 31
Mnauyebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24

Ilpumeuanue: «malMeHThl TPYNIBl PUCKa» O3HAYAET KOJIMYECTBO MAI[MEHTOB TPYIIbI pPUCKA B
Hayajie Iepuoja.

Bce deTpipe KOMITIOHEHTA IEPBUYHON KOMOMHUPOBAHHOW KOHEUHOW TOYKHU MO OT/AEIBHOCTH BHOCHUIIH
BKiIaJ B 3 dexT neyenus. Tepanus manarnu@io3nHOM TakKe NMPUBOAWIA K CHUKEHHIO YaCTOTHI
SIBJICHMH KOMOWMHUPOBAHHOW KOHEYHOW TOYKH, BKIIOUaOIIeH ycroitunmBoe cHikenne pCK® nHa >
50 %, TepMHHAIBHYIO CTAJIHI0 MOYCYHOW HEIOCTATOYHOCTH, CMEPTh BCJICICTBHE OCIOXHEHHH CO
CTOPOHBI TMOYEK, a TaKXK€ YacTOThl SBJICHUH KOMOMHHPOBAHHOW KOHEUHOM TOYKH, BKJIOYAOIIEH
CMEpTh MO MPUYMHE CEPJCUHO-COCYIUCTOrO 3a00J€BaHMsI M TOCHUTAIM3AINIO TI0 TOBOAY CEpACYHOM
HelocTaToyHOCTH. JleueHne namarin@iao3MHOM MPUBENO K YIYUIIEHUIO OOIIel BBDKUBAEMOCTH Y
MAIMEHTOB C XPOHUYECKOH OOJEe3HBbIO MOYEK U CTAaTUCTUYECKH 3HAUUMOMY CHIKEHHIO CMEpPTH IO
0601 npuunHe (PUCYHOK 8).
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Pucynok 8. Dpdexr jieueHusi B OTHOIIEHUH NEPBUYHON U BTOPMYHBIX KOMONHHPOBAHHBIX
KOHEYHBIX TOYeK, UX OTeJIbHbIX KOMIIOHEHTOB, a TAK:Ke CMEPTH 110 JI1000i NpuYnHe

Mokasatenw OP (95% W) MagmesTol, y KOTOP=X Guian OP (95% AwW) 3Hakenme p
JapernCTpuposans RENSHNA
KOMNOHEHTOS KOMOUHMPOBAKHON
KOHEYHOW TOUKM (YACTOTA RBNEHWA)

Hanarnudbnoaunu MNnayeto
I'lepamman KOHe4YHan Touka (N = 2152) (N = 2152)
Komb P TouKa,
BKMONAIOWAR yeToWYMEOE cHumenne pCKD ua
Z50%, TEPMHHANLHYIO CTAAKIO NOYEeUHOW
HEQOCTATOMHOCTH, CMEPTL BCnencTEne —a— 197 (4.6) 312(7.5) 0.61 (0.51, 0,72} <0,0001
oc W co cTop MM CMEPTE NO
P cepa YAMCTOR Naronormm
BTOPHHHNB KOHE4YHbIE TOYKHK
KomGuumponannan xoMeuHan Touka,
GKMOYMOLLAR YCTORYMBOS CHMMenne pCKD ‘
Ha 250%, TEPMUHANBHYIO CTRAWIO NOYEUHON —— 142 (3,3) 243 (5.8) 0,56 (0,45, 0,68) <0,0001
HeIOCTATOMHOCTH WAK CMEePTe BCNeacTene
i CO CTOP:
Kowmb P x TONKA, BXMOYMOWan
cMepTh No P Al M
bamcin ek S e . 100 (2,2) 138 (3,0) 0,71 (0,55, 0,92)
CePAEUHON HEJOCTATOMHOCTH
CwmepTts no moBoi npusmne —— 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
K o 6 P x
KOHEeYHLIX TOHeK
Yeronumpoe cHwserme pCKO = 50% —. 112 (2,6) 201 (4.8) 0,563 (0,42, 0,67)
'OpMM-lMﬁhNilﬂ CTAAMA NOYaINMOn
HEAOCTATONHOCTH —_— 109 (2,5) 161 (3,8) 0,64 (0,50, 0,82)
VOIS YD oaens prian —- 84 (1,9) 120 (2.8) 0,67 (0,51, 0,88)
AonrocpoNHoe neyeHne nanuaom — 68 (1.,5) 99 (2,2) 0,66 (0,48, 0,90)
TpancnnanTayms noskm 3(0,1) 8(0.,2)
CM2pTE NO NDUSHHE CepPaeYHO-COCYAUCTON ——— 65 (1,4) 80(1,7) 0,81 (0,58, 1,12)
NATONOIMN
CMepTh BCNOACTBUE OCNOMHEHWA CO CTOPOHE NOYEK 2(0.0) 6(0.1)
locﬂu?a.nu;auuﬂ no nosoay s 37(0,8) 71(1,6) 0,51 (0,34, 0,76)
CEPALMHON HENOCTATONHOCTI
T T 1
0,34 0,7 1 1.2
B nonsay ganarnudnoanHa | B nonuay nnayebo

Ilpumeuanue: KOTUYECTBO TEPBBIX SBJICHUM MO OTIAEIHHBIM KOMIIOHEHTaM KOMOWHUPOBAHHOMN
KOHEYHOU TOYKHU SIBIISIETCS (PaKTUYECKUM KOJIMYECTBOM MEPBBIX SBICHUH Ka)KOT0 KOMIIOHEHTa U
HE CYMMUPYETCS ¢ KOJTMYECTBOM SIBIEHUN B KOMOMHUPOBAHHON KOHEYHOM TOYKE.

YacTtoTa BO3HUKHOBEHHsI SIBJICHHI MPEACTaBICHA KaK YHUCIO YYaCTHHKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBJICHHME KOMIIOHEHTOB KOMOWHHPOBAHHOW KOHEYHOW Touku, Ha 100
MaIUEHTO-JIeT MOCIEAYIONIEro HabIoIeHUS.

OHGHKI/I OTHOIICHHA PHCKOB HE MNPCACTABJICHBI JIA IMOATrPYIII C O6HII/IM YHUCIIOM SIBHeHI/Iﬁ,
COCTaBJIAIOIIINM MCHEC 15 B 00eux rpymniax uccCJIc10BaHUA.

[IpenmymiecTBO Tepanuu Janariu@I03HHOM OBLIO COMTOCTABHMBIM y TIAIIMCHTOB ¢ XPOHUYECKON
6one3npto mouek ¢ CJ 2 tuna u 6e3 takoBoro. [IpuMeHnenue nanmarnudiao3rMHa TPUBOIWIO K
CHIDKCHHIO YacTOThl  JIOCTIDKEHHUS TICPBHYHOM KOMOWHHPOBAHHOW KOHEYHOW  TOYKH,
BKItOUatomeit ycroitunoe cHmkenne pCK® na > 50 %, TepMUHAIBHYIO CTAIUIO MOYEUHOM
HEJ0CTATOYHOCTH, CMEPTh 10 TIPUYMHE CEPICYHO-COCYAMCTON TATOJIOTHMH WM CMEPTh
BCJICJICTBHE OCJIO)KHEHHUI CO CTOPOHBI Moyek: oTHorieHue pruckos — 0,64 (95 % 1AU: 0,52, 0,79)
st marmeHToB ¢ ClI 2 tuma u 0,50 (95 % JAU: 0,35, 0,72) mns 6onpubix 6e3 CJ| 2 Tuna.
[IpenmytecTBO Tepanuu Aanariau(iIo3nHOM MO CPABHEHHIO C M1aie00 B OTHOIICHUH TTEPBUYHOM
KOHEYHON TOYKH OBUIO COIMOCTAaBHMBIM B JIPYTUX KIFOUEBBIX mojarpynmnax, Bkiodas pCKO,
BO3pAacT, MOJ U PErHOH.
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B ki1mHHUYeCKOM HcClieIoBaHUM Y IeTel U moAPOCTKOB B Bo3pacTe oT 10 no 24 ner ¢ C/I 2 tuna
39 manueHToB OBUIM PaHAOMHU3MPOBAHBl B rpymmy pfamariugiaosuHa B goze 10 mr, a 33
nanueHTa — B Ipynmy Imianedo B KayecTBe KOMOMHHMPOBAHHOW Tepamuu ¢ MET(HOPMHUHOM,
WHCYJIMHOM WJIH C KOMOMHammeld mergopmuHa W uHCynnHa. Ha MoMeHT panmomusanuu 74 %
nanueHToB Obutd Miaxamie 18 jger. CkoppekTupoBaHHOE cpeaHee u3MeHeHune ypoBHs HbAlc ot
HCXOJHOTO YPOBHS 110 24-11 He[eu Py MPUMEHEHHUH Janarin@IIo3nHa 110 CPaBHEHUIO ¢ TUIare0o
cocrasmwio —0,75 % (95 % JU: —1,65, 0,15). B BospactHoii rpymme miamme 18 et
CKOPPEKTUPOBAHHOE CpeHee n3MeHeHnue yposHs HbAlc nmpu npumenennu nanarivdio3uHa 1o
cpaBHeHMIO ¢ mianebo cocraBuio —0,59 % (95 % JIM: —1,66, 0,48). B Bo3pacTHO#l rpymie oT
18 nmer m crapmie cpenHee u3MeHeHue ypoBHS HbAIcC OTHOCHTENBHO HMCXOMHOTO YPOBHS
cocraBuio —1,52 % B rpymnne, nomydasmed aanarnudiaosud (n = 9), u 0,17 % B rpymnme,
nmosiydaBmed mianebo (n = 6). DdGdeKTHBHOCT, M OC30MACHOCTh OBUTM  aHAJOTUYHBI
COOTBETCTBYIOIIMUM IIOKa3aTesiM, HaOMI0JaeMbIM Y B3pPOCIBIX MAalMEHTOB, MOIYYarOIINX
nanarinuduio3uH. JlanpHeinee moaTBepkaeHne 0€30MaCHOCTH M IEPEHOCUMOCTH OBLIO MOJIYYCHO
B JIONOJHUTEIFHOM NEPUOJE HCCICAOBAaHUS, IMPEeIHA3HAYCHHOM JJIsl OIEHKH Oe30MacHOCTH,
MIPOJIOJKUTENIBHOCTRIO 28 Henenb (cM. paszaen 4.2).

5.2. @apMaKkoOKHHeTHYeCKHeE CBOiicTBA

AOGcopOrus

ITocne npuema BHyTpb Janaryin@iao3uH ObICTPO U MOJTHOCTBIO BCACHIBAETCS B ey I0YHO-KUIIIEUHOM
TpakTte. MakcumanbHas KoOHIeHTpanus aanariudiosuHa B 1mia3mMe KpoBH (Cmax) OOBIYHO
JOCTUraeTcs B TeYeHUe 2 4acoB mocie npueMa Haromak. Cpeanue reomerpuyeckue 3HaueHUst Cmax
n AUC nmns manarnudguio3nHa B paBHOBECHOM COCTOSIHHHM TTOCTIe TpHeMa Janaringio3nHa B J103€
10 Mr ouH pa3 B CyTKM COCTaB/UIM 158 HI/Ma M 628 HI 4/MII COOTBETCTBEHHO. AOCONIOTHAS
OMOIOCTYIMHOCTD Janariaudio3uHa Mpu rnpuemMe BHyTpsb B Ao3e 10 mr coctasisiet 78 %. [Ipuem numm
C BBICOKHM COJIep)KaHUEM KHPOB CHIKaN Cmax Aanarimguosuna Ha 50 %, yamussn Tmax (Bpems
JTOCTHKEHUSI MAKCUMAJIbHOW KOHIICHTPAIIMHU B TU1a3Me) nmpuMepHo Ha 1 gac, Ho He Biusu1 Ha AUC o
CPaBHEHHMIO C TPUEMOM HATOIIAK. DTU U3MEHEHUS He SBJISIIOTCA KIMHUYECKH 3HauuMbIMu. [Ipenapar
JATTATJIM®JIO3MH MoxeT npuHUMAaThCs Kak BO BpeMs IpUeMa IUIIH, TaK U BHE €TO0.

Pacnpenenenue

Hanarnmuduosun npumepno Ha 91 % cBs3biBaeTcs ¢ Oenkamu. Y TAIMEHTOB C Pa3IuYHBIMU
3a00/IeBaHUSAMHU, HAMpUMEp C HapylieHHeM (YHKIMH MMOYEeK WU TMEYEHH, TOT IOoKa3aTeslb He

n3Mensuics. CpeqHuil 00beM pacipeeneHus qanariigo3uHa B paBHOBECHOM COCTOSTHUM COCTAaBHII
118 .

Bbuorpauncdopmaris

Hanarnudio3us MeTaboau3upyercs ¢ 00pa3oBaHUEM TNIaBHBIM 00pa30M HEAKTHBHOTO METAa0OIUTa
nanariaudao3nH-3-O-TIoKypOHUA.

Hanarnugno3us-3-O-TIOKypoOHU U JIpyrHue MeTaOoJIMThl HE OKa3bIBAIOT T'HMIOIIMKEMUYECKOTO
neiictusi.  Jlamarmmnosun-3-O-rmokypoHua  GopMupyercss TOJ  JIeicTBHeM  (epMeHTa
ypunuaudochar-rirokyponosuntpanchepazsr 1A9 (UGTLA9), npucyTCcTBYIONIETO B IMEYEHH H
noykax, n3opepmentsl CYP BoBieUeHBI B META0OIM3M B MEHBIIICH CTETICHH.

ONUMUHALIMA

Cpennuii nepuoJ| NoayBbIBeACHUs U3 M1a3Mbl KpoBU (T1/2) y 340pOBBIX TOOPOBOJIBIIEB COCTABIISLII
12,9 vaca mociie 0JJHOKpaTHOTo npuema ganariugio3nHa BHyTpb B go3e 10 mr. Cpeanuii oOmuit
CUCTEMHBIN KJIHMpEHC nanariugio3uHa MPH BHYTPUBEHHOM BBEACHUU cocTaBisil 207 MI/MUH.
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Janarnuguo3us u ero MeTaboIUThl BEIBOIATCS MPEU wymeCTﬁQ{I;{g'Hgﬂgcgl@fli;]_p?%fggﬂé&gé 5'1%

BBIBOJIUTCS B HeM3MeHeHHoM Buje. ITocne npuema 50 mr *4C-nanarnmdnosusa 6110 00HAPYKEHO
96 % pamuoakTuBHOCTU — 75 % B Moue u 21 % B dekanusax. [Ipumepno 15 % panmoakTUBHOCTH,
oOHapyXeHHOU B (heKausX, MPUXOAUIOCHh HA HEM3MEHEHHBIN JanariugIio3uH.

JIMHEHHOCTD

Dkcno3unus Aanariu@io3nHa yBeIHUMBaIach MPOMOPIUOHAILHO YBEIMUSHHUIO 1036l B IHANa30HE
ot 0,1 1o 500 mr, a (hapMakKOKMHETHYECKHUE CBOMCTBA Janarinu(aI0o3uHa He U3MEHSIUCH C TCUCHUEM
BPEMEHHU MPU MHOTOKPATHOM €KEJTHEBHOM MPHUEME B T€UECHUE 110 24 He/elb.

(DaDMaKOKI/IHCTI/I‘ICCKaH/d)aDMaKOHI/IHaMI/I‘IGCKaH 3aBUCHUMOCTD

Tloueunas neoocmamounocmo

B paBHOBecHOM cocrosinuu (mpuem ganariuduiosuna B go3e 20 Mr B TeUeHHE 7 ITHEH) CHCTeMHas
9KCHO3uLMs aanariauduo3nHa y nanuenTos ¢ CJ[ 2 tuma u HapymeHueM (QyHKIMU TMOYEK JIETKOM,
CpeIHel WM TSXKeNol cTeneHu (ompeaenseMoi mo KIupeHcy iorekcona) Obuia Ha 32 %, 60 % u
87 % Bpime, yem y namuentoB ¢ CJI 2 tuna m HOpManbHOH (DyHKIMEH MOYEK COOTBETCTBEHHO.
KonnuecTBo rioK03bI, BBIBOAMMON MMOYKAMH B TEUYEHHE CYTOK MPHU MNpueMe Aamariudio3vHa B
PaBHOBECHOM COCTOSIHWH, 3aBHCEJIO OT COCTOSIHHMA (PyHKIMH rmouek. Y manueHtoB ¢ CIl 2 tuma u
HOpMaJbHOW (PyHKIMEH IMOYeK, a TaKKe C HapylleHHeM (YHKIMHM MOYeK JeTrKOW, CpeaHell wiu
TSDKEIION CTETEHH B CyTKU BBIBOAMIIOCH 85, 52, 18 u 11 r rmoko3bl cooTBeTCTBeHHO. HensBecTHo,
OKa3bIBaeT JIM TEMOJAMANU3 BIMSHHUE HAa OJKCHO3MIMIO nanariuduosuHa. BrusHue CHUXKEHUS
GYHKIMM TIOYEK Ha CHCTEMHYIO OKCIO3MIHMIO TMperapara OLEHHBAJIM Ha TOMYJSIIHOHHOMN
bapmakokuHeTHUecKoi Moaenu. Ciiporuno3upoBanHas mojenbio AUC oHa Obliia BbIIlIe Y TAllMEHTOB
C XpOHHUYECKOH OOJIE3HBIO MOYEK 110 CPABHEHUIO C MAIMEHTAMH C HOPMAJIbHOW (PYHKIMEH MOYEeK U
CYIIECTBEHHO HE pa3jinyajach y MalleHTOB C XpOHUYECKOH Oome3nbto nmouek ¢ CJI 2 Tuna wim 6e3
HETO0, YTO COTJIAaCyeTCs C paHee MOTyYSCHHBIMH JaHHBIMH.

Tleyenounas neoocmamounocms

VY nanueHToB ¢ MeYeHOYHON HE0CTAaTOYHOCTBIO JIETKOW WUJIM CpeHEN CTeneHu TshKecTH (KJ1acchl A
u B no Yaitngy — [1eto) cpennue 3HaueHnst Cmax 1 AUC nanarnudio3nna 6bUM COOTBETCTBEHHO HA
12 % w 36 % BbIIIIE IO CPABHEHHUIO CO 3J0POBBIMHU TOOPOBOJBIIAMH. JJaHHBIE pa3Indus HE SBISIOTCS
KJIMHUYECKH 3HAUYMMBIMHU, MOATOMY KOPPEKTHUPOBKM J03bl Janariv@io3vuHa IMpH IMEeYEHOUYHOU
HE/I0CTaTOYHOCTH JIETKOH U CPEeTHEH CTETIeH! TSHKECTH He TpeOyercs (cM. paznen 4.2). Y manueHToB
C IEUEHOYHOM HEI0CTaTOYHOCTBhIO TsKesoH cTenenu (kinacce C no Yainay — [1s10) cpeanue 3HaueHus
Cmax 1 AUC nmanmarmuduosuna 6sum Ha 40 % 1 67 % COOTBETCTBEHHO BBINIE TIO CPABHEHHIO CO
3JI0pPOBBIMH JOOPOBOJIBIIAMH.

Jluya noocunoco 6o3pacma (> 65 nem)

He oTmeyanioch KIIMHUYECKH 3HAYMMOTO YBEJIMUYEHHUS SKCIO3ULMHU y MalMEeHTOB B Bo3pacte A0 70
neT (eclu He yYHMTHIBAaTh Jpyrue (hakTopbl, MIOMHUMO BO3pacTta). TeM He MEHEe MOXHO OXHUIATh
YBEJIIMYEHUS IKCIIO3UIINH 32 CUET CHIDKCHUS (DYHKIIUU MOYEK, CBSI3aHHOTO ¢ Bo3pacToM. J[aHHbIE 00
SKCIO3UIIMYU y TAIMEHTOB B Bo3pacTte crapiie 70 JeT HeJOCTaTOYHBI.

Ilon

VY xenmuH cpenHee 3HadeHrne AUC B paBHOBECHOM COCTOSTHUH Ha 22 % TIpEeBHIIIaeT aHATOTHYHBIH
MOKAa3aTeNb Y MYK4HH.

Pacosas I’lpuHanle.DfCHOCmb

KinHnueckn 3HaUMMBIX pa3auyuil CHUCTEMHOW SKCHO3WLMU Y MPEICTABUTENIEH €BPONEOUIHOM,
HETPOUHON U MOHTOJIOWTHOM Pac HE BBISIBJICHO.

Macca mena
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INalMECHTOB C HHU3KOI Maccoil Tella MOXET OTMEdaThCs HCKOTOPOC IOBBLINICHUC DKCIIO3UIINH, a4 Y
IHannMcHTOB C MOBBIIIEHHONW MAacCOM Tejaa — CHMKEHUE OKCIIO3UIINH ,I[aHaFJII/I(bJ'IOSI/IHa. O,I[HaKO
AAHHBIC PAa3JInius HC ABJIAIOTCA KIMHUYCCKU 3HAYNMbBIMU.

€TH

dapMakokrHETHKA U (hapMakoIuHAMUKa (TIIOKO3ypHsi) Ipu npuMeHennu y neteit ¢ CJ] 2 tuna B
Bo3pacte oT 10 mo 17 et ObLIM aHAJIOTUYHBI COOTBETCTBYIOIIMM MOKAa3aTeNIIM, Ha0II01aeMbIM Y
B3pocibIX nanuentos ¢ CJ1 2 tuna.

6. PAPMAIIEBTUUECKHUE CBOVICTBA
6.1. [lepeueHb BcnoMoOraTeIbHbIX BelIeCTB

Henmrono3a Mukpokpuctammuieckas, tum 101
JlakT03BI MOHOTHPAT

Kpocnosunon

Kpemuus quokcua KoJJIOUIHBIN (a3pOCHT)
Marnus creapar

T'oToBasg cMech JUIA INIEHOYHOU 000JI0YKH KEITad:

CroupT NOJIMBUHUIIOBBIA YACTUYHO THAPOJIU30BAHHBIN
Maxporoin 4000

Turana quokcuma

Tanbk

Kpacurens xene3a OKCHJI KEJIThINA

6.2. HecoBMecTHMOCTDH

He nmpumenumo.

6.3. Cpok roaHocTH (CPpOK XpaHeHusl)

2 ropa.

6.4. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUH
XpaHuTh IpU TeMnepaType He Boie 25 °C.

6.5. XapakTep u cojep:KaHHe YIAKOBKH

ITo 10 TaGyieTok B KOHTYPHYIO SUEHKOBYIO YIAKOBKY M3 MaTepHajga KOMOMHHUPOBAHHOTO XOJIOTHOM
bopmoBku «OpUEHTHPOBAHHBIH MoHamMu - AnromMuHui-IlomuBuHIIXT0pUD) («OITA/AN/TIBX))
1 GOJIBIU ATIOMUHHEBOH MeYaTHOM JTaKMPOBAHHOM.

ITo 3 KOHTYPHBEIC STYeITKOBEIE YIOAaKOBKHM BMECTC C JIMCTKOM-BKJIQJBIINICM IMOMCIIAKOT B IMAa4YKy H3
KapTOHa.
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6.6. Ocodble Mepbl MPETOCTOPOKHOCTH MPH YTHIH3ALMU H@Hbﬁl?&&ﬁﬁoﬂ%ﬂﬁﬂ&ﬁéﬁ'enm 0

npenapara WM OTXO0J0B, MOJYYEHHBIX MOC/e NMPUMEHEHNs JIEKAPCTBEHHOI0 Mpenapara, u
Apyrue MaAHMIYJISILMU € penapaTomM

Het 0co0bIx TpeOOBaHUi K yTHIIN3AINH.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

Poccuiickas @enepanus

AO «AJINYM»

Anpec: 142279, MockoBckas o0, T. Cepmyxos, 1. O6onenck, Tep. Kpapran A, a. 2.
Tenedon: +7 (495) 646-28-68

Anpec snexkrponHoii mouTsl: info@binnopharmgroup.ru
7.1. IlpencTaBuTEIb Jep:KATEIS PErHCTPANIMOHHOIO YA0CTOBEPEHHS

[Iperen3uu noTpeduTeneii HAPABIATH 110 APECY:

Poccuiickas @enepanus

AO «AJINYM»

Anpec: 142279, MockoBckas o61., r. Cepmyxos, 1. O6onenck, Tep. Kpapran A, a. 2.
Tenedon: +7 (495) 646-28-68

Anpec anekTpoHHo# mouTsl: info@binnopharmgroup.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapCTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPHUH OTITYCKa 10 PELENTY.
O6mras xapaktepuctuka jekapctBeHHoro mpemapata JAITATJIM®OIIO3MH goctynHa B eQuHOM
peecTpe 3aperucTpuPOBaHHBIX JIEKAPCTBEHHBIX Cpe/icTB EBpazniickoro a3KOHOMHUYECKOT0 COK03a U Ha

opUIHMATEHOM caire YIIOJITHOMOYEHHOTO opraHa (axcnepTHOM OpraHu3aIim)
(https://lk.regmed.ru/Register/EAEU_SmPC).
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