COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.07.2025 N= 18363

OBIIASI XAPAKTEPUCTHKA JTEKAPCTREAHOTOTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Hanarmdno3un-C3, 5 Mr, TablIeTKH, TOKPHITHIE TUICHOYHON 000JI0YKO#
Hanarmugnozun-C3, 10 Mr, TabieTku, MOKPHITHIC TUICHOYHONH 000JI0UKON

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JleiicTByo11Iee BEIECTBO: AanarangIIo3uH.

Janarnmndao3ng-C3, 5 Mr, TabJIETKU, MOKPHITHIE INIEHOYHO 000I0YKON

Kaxxnass TabneTka, MOKpHITash TUICHOYHOW 00O0JIOUKOM, COMEPKUT 5 MT gamariaudao3uHa B BUJIC
nanarnugiaosuna 2,3-0yTaHauoaa MOHOTHpaTa.

BcnomorarensHble BEIIECTBa, HAIMYNME KOTOPHIX HAJ0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO
npernapara: JJakTo3a, Maciio KacTopoBoe (cM. pazzien 4.4).

Jamarnndao3nga-C3, 10 Mr, TaOJIETKH, OKPLITHIE INIEHOYHON 000I0YKON

Kaxnas TabneTka, HOKpbITas IUIEHOYHOU 0005104K0H, coaepxut 10 Mr ganarnudo3uHa B BUe
nanariuduio3uHa 2,3-0yTaHanosia MOHOTHIpaTa.

BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPBIX HAAO YUYUTBIBATH B COCTABC JICKAPCTBCHHOTO
npernapara: JJakTo3a, Maclio KacTopoBoe (cM. pazzien 4.4).

[TonHbIi mepeyeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBECH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0neTku, MOKPBITHIE TNICHOYHOH 000I0UKOM.

Janarnndao3nga-C3, 5 Mr, TabJIETKU, MOKPHITHIE INIEHOYHO 000I0YKON

Kpyrnble, IBOSKOBBIMYKJIbIE TAaOJETKH, MOKPBIThIE IUIEHOYHOW O00O0JIOUKOI CBETIO-KEITOrOo
nBera. Ha monepeunom paszpese saapo TabiaeTKu 0eIoro Wiv mouTH 0eoro mBeTa.

Janarnmudiio3ua-C3, 10 mr, TabJIeTKU, TOKPBITHIE INIEHOYHON 000JI0YKOM

Kpyriblie, 1BOSKOBBINYKIIbIE TaOJIETKU, TOKPHITHIE IJIEHOYHOW 000J0YKOM skenToro msera. Ha
HOTIEPEYHOM pazpese Aapo TabJIeTKH OeI0ro WM MouTH 0enoro 1Bera.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapar Jlanarnudno3ns-C3 moka3aH K TPUMEHEHUIO Y B3pPOCIBIX B Bo3pacte OT 18 jeT mis
JICUCHUSA:

— caxapHoro auabera 2 Tuna (CJ] 2 Tuna) B TOMOJHEHHE K AUETE U (PU3NUECKUM YIPAKHCHUSIM
AT YIIYYIICHU S TNIMKEMHUYCCKOT'O KOHTPOJIA:
e B KayecTBE MOHOTEPANWH, KOIJa TNPUMEHEHHE MET(HOpPMHHA HEBO3MOXKHO BBHIY
HETIEPEHOCHUMOCTH;
® B KOMOWHHPOBAHHOW TEpanmuu ¢ MET(HOPMHUHOM, MPOU3BOIHBIMU CYJIb()OHIMIMOUYCBIHBI
(B TOM uyHclie B KOMOWHAIMU ¢ MET(HOPMHUHOM), THA3OJIMIAUHIUNOHAMHU, WHTHOUTOpAMU
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arOHUCTOM PELENTOPOB rirokarononogoonoro nomumnentuaa-1 (ITII-1) skcenaTumom
MPOJOHTHUPOBAHHOTO JIEHCTBUS B KOMOMHAIIMK ¢ MET(GOPMHUHOM; NTpenapaTaMy UHCYJIUHA
(B TOM umuciie B KOMOMHAIIMU C OJHUM WIHM JIByMs THIOTJIMKEMHYECKUMH TpenapaTamu
JUIsL TIEpOpajbHOTO TPUMEHEHHUs])) NpU OTCYTCTBUU aJ€KBATHOTO INIMKEMHUYECKOTO
KOHTpOJIS HAa JaHHOM TepaIny;

® B CTapTOBOM KOMOWHUPOBAaHHON Tepamuu ¢ MeT(HOPMUHOM, INPH LEIeco0Opa3HOCTH
JTAHHOW Tepanuu;

—CJ] 2 Tuma y manueHToB ¢ yCTAaHOBJICHHBIM JJHarHO30M CEPCYHO-COCYHCTOTO 3a00JIeBaHUS
Wi AByMs u Oosiee (akTopaMH CEpACUHO-COCYAUCTOrO pHUCKa* Il CHUXKEHUS pHCKA

TOCTIMTAJIU3AIUH TI0 TIOBOJY CEPACYHON HEOCTATOYHOCTH;
* Bo3pacT y MyX4uH > 55 yier mwin > 60 jeT y KeHIIMH M HaJIMYME HE MEHee OJHOro (hakTopa pucKa:
JICIIMITIEMHUS], apTepualibHasi THIIEPTEH3Ms, KypeHue

— CUMIITOMaTUYECKON XPOHUYECKON CEpACYHON HEOCTATOYHOCTH;

— XpOHUYECKOM OO0JEe3HH MOYEK C PHCKOM €€ IpPOTPecCHpOBAHMS U YMEHBIICHUS PHUCKA
YCTOMYMBOTO CHHXXEHHUS pacyeTHOM CKOpocTH KiyOoukoBoir ¢unbTpanmuu (pCKD),
HACTYIUICHUS! TEPMUHAJIBHOM CTaJUU XPOHUYECKOM IMOYEUYHON HENOCTATOYHOCTH, CMEPTH OT
CEpACYHO-COCYJUCTOr0  3a00J€BaHUs W  TOCHUTAIM3ALUMM 10 MOBOJY  CEpIACHHOU
HEJ0CTaTOYHOCTH.

4.2. Pe:kum 103MPOBAHUA U CIOCO0 MPUMEHEHM I

[Mepen wauwamom tepamuu npenaparoM Jlanarmugno3ua-C3 crueayeT OICHHTH COCTOSIHHE
BOJ/IHO-COJIEBOIO0 OOMEHa U, MPpU HEOOXOAUMOCTH, BOCIIOJIHUTh 00bEM LHUPKYJIHUPYIOMIEH KPOBU

(OLIK).
PexxuM 103upoBaHus
C/[ 2 muna

Monomepanus: pexomeHayemas no3a npemnapata Jlamarmudao3zua-C3 — 10 mr 1 pa3 B cyTKwu.

Kombunuposannas mepanus: pekomenyemas no3a mnpenapara Jlanarnugno3un-C3 cocrasmuser
10 mr 1 pa3 B cyTkd B KOMOHWHALUU C MET(GOPMUHOM, MPOU3BOJIHBIMU CYJIb(POHUIMOUYEBUHBI
(B TOM umncie B KOMOWHAIMK ¢ METQOPMUHOM), THAZOIHIUHANOHAMU, uHTHOUTOpamu [I111-4
(B TOM uyncie B KOMOMHauu ¢ MeTGopMuHOM); aroHuctom perentopoB ['TIII-1 skceHaTuaom
MPOJOHTHPOBAHHOTO JCWCTBHUS, B KOMOWHAIMM C METQOPMHUHOM; TpernaparaMd HHCYJIHHA
(B TOM uucie B KOMOMHAIIMM C OJHUM WM ABYMS THUIIOTJIMKEMHUYECKUMU IpernapaTamu IJis
NEPOPATILHOTO PUMEHEHUS).

JInst cHWXKEHUs pUCKAa TUIOTVIMKEMUU TpU TpuMeHeHun mnpemnapata anarmuduosuna-C3 B
COUYETAHWH C MHCYJIMHOM WJIH MpenaparaMu, CTUMYIUPYIONIMME CEKPELUI0 HHCYIHHA, TAKUMU
KaK MPOU3BOAHbBIE CYTb()OHMIMOYEBHHBI, MOXKET MOTPEOOBATHCS CHIXKEHUE 03Bl MHCYJIMHA WIN
npernapara, CTUMYJIUPYIOLIETO CEKPELINIO NHCYJINHA (CM. pa3zaeinsl 4.5 u 4.8).

Cmapmosas_KoMOUHUposanHas _mepanus ¢ mem@popmunom: PeKOMEHAyeMas 103a Ipenapara
Hanarnugnozun-C3 — 10 mr 1 pa3 B cyTku, no3a meropmuna — 500 mr 1 pa3 B cytku. B ciyuae
HEaJIeKBaTHOI'O TTIMKEMHUYECKOTO KOHTPOJIS 103y MET(POPMHHA CIIEAYET YBEINYUTb.

C/l 2 muna y nayuenmos ¢ yCmMaHoG1eHHbIM OUACHO30M CEPOEYHO-COCYOUCMO20 3a001e8aHUs
unu o0syms u Oonee akmopamu cepoeuHO-COCYOUCO20 PUCKA OJisl CHUNCEHUSl PUCKA
20CNUMAIU3AYUU NO NOBOOY cepOeyHOU HedOCMAamoYHOCMU

Pexomennyemas moza nmpenapara Jlanarmugno3zusa-C3 — 10 mr 1 pa3 B cyTkw.

Xponuueckas cepOeunas He0OCmMamoyHoCmy
Pexomennyemas moza npenapara Jlanarmugno3una-C3 — 10 mr 1 pa3 B cyTkwu.
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Pexomennyemas no3a npenapara Jlanarnuguiozus-C3 — 10 mr 1 pa3 B cyTKu.

Oco0rIe I'pynIbl TanMEHTOB

Tayuenmoi ¢ HapyweHuem yHKyuu novex

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

N3-3a orpaHrue€HHOrO OMbITa IPUMEHEHUS HE PEKOMEHAYETCS HAaUMHATh JICUCHUE MPENapaToM y
nanueHToB ¢ pPCK® < 25 mu/muH.

lNunornukemuueckoe nerictBue gamarinuduiodnHa y nanueHTos ¢ CJ1 2 Tuma 3aBUCHUT OT PyHKIHUN
moYeKk M cHmkaercs y maruenToB ¢ pCK® <45 mu/mun/1,73 M*> U, BEpOATHO, OTCYTCTBYET y
MALMEHTOB C TKEIION MOYEYHOU HEJOCTATOUHOCTBIO.

B ToMm ciydae, ecnmu HeoOXOAUM JaNbHEHIIMK KOHTPOJIL TNIMKeMUW y manueHToB ¢ CJI 2 tuma
npu mnaaeHun pCKD wHmwxke 45 w™i/MuH, HEOOXOOMMO HA3HAYUTH JIOMOJHUTEIBHYIO
TUTIOTJIMKEMUYECKYO Tepanuio (cM. pazaensl 4.4, 4.8, 5.1 u 5.2).

Tabmuua 1. PekoMenaanuu mo 103MpoBaHMIO MIpenapara B 3aBUCUMOCTH OT nokazaresneid pCK®

pCK® (ma/mun/1,73 m?) Pexomenayemas no3a
pCK® > 45 Koppekuuu 10361 HE TpeOyeTcs.
pCK® <45 no 25 Koppekuuu 10361 He TpeOyeTcs.
[Ipumenenune mpenapara Hanarmudno3un-C3 HE

PEKOMEHTyeTCs ISl YIydIIeH!s] TITUKEeMUYECKOTO0 KOHTPOIIS Y
B3pocibix nanueHTos ¢ CJI 2 Tuma.

pCK® < 25 Haumnate Tepamuio He pexomeHmyercs. OTHAKO IMAaIMCHTHI
MOTYT TIPONOJDKATh TEpalMi0 IS yMEHBIICHHUS pHCKa
camkenns pCK®, HacTymieHus TEpMHUHAIBHOM CTaauu
XPOHMYECKOM TOYEYHOW HEAOCTATOYHOCTH, CMEPTH OT
CEPAEYHO-COCYIUCTOTO 3a00JIEBaHUSI M TOCHUTAIU3AIUHN 10
MIOBOJY CEepACUYHON HEJOCTATOUHOCTH.

TepmunanbHas cragus xpoHudeckoid | [IpoTuBonokaszano.

MMOYCIHOM HEJOCTAaTOYHOCTH,
TpeOyromIas MPOBEACHIS THATN3a

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu

Koppeknusa no3pl mpenapata y MHalMEHTOB C MEYEHOYHOW HEAOCTATOYHOCTHIO JIETKOW WU
cpenHel crenmeHW TshkecT He TpeOyercs. [lammMeHTaM ¢ MEYEHOYHOW HEAOCTATOYHOCTHIO
TSDKEJIOW CTENEeHM PEKOMEHAYeTCsl HadajdbHas 1o03a mnpenapata S5 wr. Ilpu  xopomei
NEPEHOCUMOCTH J103a MOKET OBbITh yBenuueHa 10 10 mr (cM. paznenst 4.4 u 5.2).

Tayuenmul noscunoeo eospacma (= 65 1em)
Koppekmus 103s1 npenapata B 3aBUCUMOCTH OT BO3pacTa HE PEKOMEH Ty ETCsI.

CTH

Nmeronmecss Ha CEroAHSIIHUN JAeHb KIMHUYECKHE JaHHbIE MPUBEIEHbI B paznuene 5.1 u 5.2,
OJIHAKO HEBO3MOJKHO JIaTh PEKOMEHIALINH 110 PEKUMY J103UPOBAHUS.

Cnooco0 nnpuMeHeHus

BHyTpB, HE3aBUCUMO OT TpueMa UK. Ta0JIeTKH clenyeT IpoTrIaThbiBaTh MEIUKOM.
4.3. llpoTuBONOKA3aHUS

['mnepdyBCTBUTEIBHOCTS K AANariu(IO3uHy W/HIH K JI0OOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.
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4.4. OcoOble yKa3aHUS U MepPbI PeT0CTOPOKHOCTH n%‘%ﬁﬂﬁg&sﬁﬁIEn bHOCTL 0005)

O01me yKka3saHus

Jamarmugno3nuH He ClieAyeT MNPHUMEHSATh MalMeHTaM ¢ caXapHbiM jawadetom 1 TwHma
(cM. mozpazaen «/lnabeTnueckuii KETOAIMI03» ).

Hapynienue d)VHKHI/II/I IIOYCK

N3-3a orpaHWYeHHOr0 OMNBITA HE PEKOMEHIYETCs HaYMHATh JIEYCHHE anariu(Io3HHOM Y
MAIMEHTOB CO CKOPOCTHIO KI1y00ukoBoi punbTpanun (CK®D) < 25 mi/MuH.

DddextuBHOCTh nanaraupIo3MHa B OTHOIICHWH CHW)KCHUS YPOBHS TJIFOKO3bI 3aBUCUT OT
GyHKIME TodYek M yMeHbIIaercs y mamueHToB ¢ pCK® < 45 mm/mun/1,73 M? u, BeposTHO,
OTCYTCTBYET Yy MAIIMEHTOB C TSKEJIOW MOYEHYHOM HEJO0CTaTOYHOCTHIO (cM. paszzaensl 4.2, 5.1 u
5.2).

B omHom mccnenoBanuu y manueHtoB ¢ CJl 2 tuma ¢ HapymieHneM (DyHKIHMM MOYEK CpeaHEH
crenenn Tskectd (pCK® < 60 mn/mun/1,73 M?) HexenaTeNbHbIe PEaKIUK B BHJE MOBBINICHHS
KOHIIEHTpaluil KpeaTuHuHa, hocdopa, mapaTHPEeonTHOTO TOPMOHA U apTEepUaTbLHONU TUIIOTEH3UN B
rpynmne panarindao3uHa OTMedaIuch y O0bIlel oI MalkueHTOB, YeM B TpyIIIe mianedo.

Hapyuienne dyHKIMHY TTIeYEeHU

B KIMHMYECKHMX MCCIENOBAHUSX IIOJIYYEHbl OrpPaHUYECHHBbICE JAaHHbIE O [PUMEHEHHUH
nanarinao3uHa y MalUeHTOB ¢ HapyIleHueM (QYHKIUHU NeueHH. DKCIO3ULUs Aanariugio3nHa
yBeJIMYEHA Y MallMEeHTOB C HapylleHueM (GyHKIUU MEYeHH TKEIOoN cTeneHu (CM. pa3zaensl 4.2 u
5.2).

[IpuMeHeHne y mareHToB ¢ puckoM cHmkenus OLK u/mnn aprepyuaibHON THIIOTEH3UHU

B coorBercTBMM ¢ MEXaHM3MOM JACWUCTBUS Aanariu@io3uH YCUIMBAET IHYpPE3, YTO MOXKET
IPUBOJIUTH K HEOOJIBIIOMY CHUXXEHHMIO apTepuaibHoro nasieHus (AJl), oTmeueHHOMY B
KIIMHUYECKUX HccienoBaHusax (cMm. pazmen S.1). Huypermueckui 3ddekr moxer ObITh Ooiee
BBIPQXCHHBIM Yy MAllMEHTOB C OUYE€Hb BHICOKON KOHIICHTpAIMEH ITI0KO3bI B KPOBH.

Crnenyer cobm0aTh OCTOPOKHOCTh Y MALMEHTOB, U KOTOPHIX BBI3BAHHOE Janarinio3uHOM
cHmkeHne AJl MOXeT TMpeAcTaBisTh PUCK, HaMpUMep, Y MNAIUEHTOB, MOJyYaoluX
THIOTEH3UBHYIO TEPAIMIO, C SMU30/laMH THIIOTEH3UH B aHAMHE3€ WM y MALUEHTOB MOXKHIIOTO
BO3pacTa.

B cnyuae MHTEpKYppEHTHBIX COCTOSIHMM, KOTOpbIE MOTYT MpHUBECTHM K CHIKeHuro OLK
(Harpumep, KeITyJOYHO-KHUILIEUHbIEe 3a00JIeBaHUsA), PEKOMEHIYETCS TIIATEIbHBIH MOHUTOPHHT
OLIK (manpumep, ¢usukanpHOe 0OcienoBanue, n3mepenue AJl, maboparopHble UCCIEAOBAHUS,
BKJIIOUAsi F€MATOKPUT W KOHLIEHTPALIMU S3JEKTPOIHUTOB). BpemeHHOe mpekpallieHue jeueHus
nanarian@iIo3MHOM PEKOMEHIyeTCsl MalueHTaM, Y KOTOPBIX Pa3BHBAETCS THIIOBOJIEMUS, IO €€
Koppekiuu (cM. pazaen 4.8).

JlnabeTnuecKnii KETOALMA03

Co00m1anoch 0 penkuX Cirydasx AnabeTHYecKoro KeToaIu103a, BKIIoYask yTpoXKaroIne KU3HA U
JeTanbHble CIOy4aul Yy  TAlMeHTOB, IMOJYYaBIIUX  HMHTHOUTOPHl  HATPHUI-TIIFOKO3HOTO
koTpancnoptepa 2 tuma (SGLT2), Bkmouas manarmuduiosnd. B psjge ciydaeB KImHUYECKas
KapTHHA COCTOSIHMSI Oblla HETHNHMYHOM, C yMEpeHHbIM, Hmke 14 mmonbs/n (250 mr/mm),
MOBBIIICHUEM KOHIIEHTPALUH TIIFOKO3BI B KPOBH.

Puck auabGeTnyeckoro KeToanuao3a clefyeT YYUTHIBAaTh MPH MOSBICHUH HECTeUU(UIECKUX
CHMIITOMOB, TaKMX KaK TOIIHOTA, PBOTA, AaHOPEKCHs, OOJIb B JKMBOTE, UpE3MEpHas >Kaxkna,
3aTpyAHEHHOE JIbIXaHHUE, CITyTAHHOCTb CO3HAHMSI, TOBBIIICHHAS! YTOMIIIEMOCTh MJIM COHJIMBOCTb.
[Ipn mosSBICHUM ATHX CHMITOMOB IAIIMEHTOB CIEAYEeT HEMEUIEHHO 00CienoBaTh HAa HaIN4ne
KETO0AaIM103a, HE3aBUCUMO OT KOHIICHTPALIUHU TITIOKO3bI B KPOBH.

VY manueHToB C MOJO3PEHHWEM WM JWarHo30M IHa0EeTHYECKOro KEeTOoaluao3a JICUYCHHE
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JnanariugIIO3MHOM CIIeyeT HEMEIJIEHHO TPEKPATHUTD. (MOCNEOOBATENEHOCTE 0003

Jleuenue cnenyeT MPUOCTAHOBUTH Y MAIIMEHTOB, TOCITUTATIU3UPOBAHHBIX B CBS3H C OOIIMPHBIMU
XUPYPrUYECKUMH BMEIIATENIbCTBAMU WJIM OCTPBIMU CEpPhE3HBIMHU 3a00JIEBaHUSIMH. Y OTHUX
NAIlMeHTOB PEKOMEHJYeTCsl KOHTPOJIMPOBATH COJEpKaHWE KETOHOBBIX Tel. M3mepeHue
KOHIIEHTPAllMd KETOHOBBIX TeJl B KPOBH MpeAnoyTUTeNlbHee, 4eM B Mode. JleueHue
nanarin@iIo3MHOM MOKHO BO30OHOBUTH NMPU HOPMAJIM3ALUU KOHLIEHTPAIIMH KETOHOBBIX TEN H
CTaOUIN3aluU COCTOSTHUS TTallEHTA.

Ilepen nHa3HaueHweM pamarnugiO3WHA CIEAYeT YYMUTHIBATH JaHHBIE aHAMHE3a IMAIMEHTa,
KOTOpBIE MOTYT MpeApacioarath K KeTOanuao3y.

K rpymnme Bo3MOXHOT0 HOBBIIIEHHOTO PUCKA PA3BUTHUS AUA0ETUYECKOTO KETOAIM103a OTHOCATCS
MAlMEHThl C HU3KUM pe3epBoM (QYHKIMH OeTa-kieTok (Hampumep, namuentsl ¢ CJ[ 2 tuna c
HU3KUM ypoBHeM C-menTuja WIM JIATEHTHBIM ayTOMMMYHHBIM JHAa0ETOM  B3pOCIBIX
(LADA-munaber) Wiy ManMeHThl ¢ MaHKPEaTUTOM B aHAMHE3€); MAaIlMEHThI C 3a00JICBaHUSIMU,
KOTOpbIE PUBOJAT K OTPAaHUYEHUIO MTPUEMa MUILU UM TSDKEJIOMY 00€3BOKMBAHUIO; MTALMEHTHI,
y KOTOPBIX CHM)KEHBI 1O3bl IIPENapaToB MHCYJINHA; U MAIMEHTHI ¢ TOBBIIIEHHON MOTPEOHOCTHIO
B IpernapaTax HMHCYJIMHA U3-32 OCTPOro 3a00JIEeBaHHUs, XUPYPrHUECKOTO BMEIIATENHCTBA WM
3noynotpebnienuss  ankoroieMm. CruemyeT coOm0gaTh OCTOPOKHOCTh MHpPU  MPUMEHEHUU
uHrnouTopoB SGLT2 y TakuX NaueHToB.

VY nmanueHToB ¢ AMa0eTUYECKUM KETOalM1030M, BO3HUKIIMM BO BpeMsl JICUEHUS] MHIHOUTOPOM
SGLT2, He pexoMmeHayeTcs BO300HOBJIEHHE Tepanuu uHruouropom SGLT2, ecnu He ObLI
BBISIBJICH W YCTPAHEH JPYTO# sIBHBIN IPOBOIUPYIONINI (aKTop.

B wuccnenoBanuax pamarnugro3vHa y TAaMEHTOB C caxapHbIM jauaberom 1 Tuma dyacrto
oTMevaiicsa nuabeTnyeckuil keroanuaos. Jlanmarnudiio3uH He cieqyeT NPUMEHSTh AJs JeueHus
NAIMEeHTOB ¢ caxapHbIM AuaderoMm 1 Turma.

Hexporusupyroommii dpacimur npoMexHocty (raurpea OypHee)

Co001manoch 0 MOCTPErHCTPALMOHHBIX CIyYasX HEKPOTHU3UPYIOMIEro (paciuuuTa MpOMEKHOCTH
(Takke Ha3bIBA€MOro raHrpeHoil @ypHbe) y KEHIIMH U MYX4YUH, IPUHUMAIOIIMX UHTUOUTOPHI
SGLT2 (cm. pazgen 4.8). D10 peakoe, HO CEPbE3HOE M MOTEHIHUAILHO YTPOXKAIOIIEE >KU3HU
ABJICHHE, KOTOpOE TpeOyeT HEOTIOXKHOI'0 XHUPYPrH4eCKOro BMEIIATENbCTBA M INPUMEHEHHS
AHTUOMOTHUKOB.

[TannenTam pekomMeHyeTcsi oOpaTUThCS K Bpady B TOM Cllydae, €ClM Yy HUX MOSBUIHCH 0OJb,
YyBCTBUTEIBHOCTh MIPU MPUKOCHOBEHUH, IPUTEMA MM OTEK B 00JaCTH F€HUTAIUN UM OOJIACTH
IPOMEKHOCTH B COUYETAHHUU C JIMXOpaakod M HegoMmoranueMm. CienyeT MOMHHUTB, 4TO JIHOO
yporeHuTaigbHas HMHQeKnus, aubo alcrecc MPOMEKHOCTH MOTYT  MPEAIIECTBOBATH
HEKPOTH3UPYIOIEMY (HacIUUTY.

[Ipu nmono3penun Ha ranrpeny @ypHbe npumeHeHue npemnapara lamarnmudao3un-C3 nomkHO
ObITb MPEKPalIeHO M HA4aTo HEe3aMEJIMTENbHOE JIedeHHe (BK/IIOYas aHTHUOMOTHUKU W
XHPYPIUYECKYI0 00paboTKY).

Nudexmyn MOYEBBIBOAAINNX ITyTEH

OKCKpelusi TJIOKO3bl ¢ MOYOH MOXET OBbITh CBSi3aHA C TOBBIIIEHHBIM PUCKOM HWHQEKIUH
MoueBbIBOAALIMX MyTei. IlosToMy mnpu sedeHum nuenoHeppuTa WIM YpOCEICcHca CIeaAyeT
paccMOTpETh BO3MOKHOCTh IPUOCTAHOBKH TEPANTUH Jararin(I03uHOM.

[NarueHTHl HOXKUIOro Bo3pacra (> 65 jer)

VY manueHToB MoXXuioro Bospacta puck cHmkeHus OLIK MoxxeT OBITh MOBBIIICH, © UM Yalie
Ha3HAYyaroT IUYPETUKH.

[TaneHThl MOXHUIOTO BO3pacTa yalle MMEIOT HapylleHHe (YHKIMH TOYEK H/HIU MOJy4YaroT
JieYeHUEe aHTUTUIIEPTEH3UBHBIMU TperapaTaMy, KOTOPble MOTYT BbI3bIBaTh U3MEHEHUS (PYHKIHH
MOYEK, TAKMMU KaK MHTMOUTOPBI aHTHOTeH3HHITpeBpatatomniero pepmenra (AIID) u 610kaTopsl
peuenrtopoB anruoreHsuHa (bBPA) II tuna 1. J[7s manueHTOB MOKUIOTO BO3pacTa MPUMEHUMBI
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TC IKC CKOMCHAAIUN B OTHOIICHUN HKIOHUHU l'IOI- E:.q%]‘%ﬁ-—-n};g HMFI/(I-XT %IQIEII;II;I-IITOB
p by

(cMm. pazmensr 4.2, 4.8 u 5.1).

XpoHUYecKas cepAeyuHas HeJ0CTaTOYHOCTh

OneiT  TpUMEHEHHs  Jamariu@io3uHa y  TAlUeHTOB €  XPOHUYECKOW  CepledHOn
HemocTatoyHoCThi0 IV pyHKIIMOHANBHOTO Kiacca 1o kiaccudukamuu  Hero-Mopkcekoit
acconuanuu kapauonoros (NYHA) orpanudes.

I/IHd)I/IJ'II)TDaTI/IBHaﬂ KapJHnOMHOIIaTHUA

[Ipumenenne nanarnudiao3uHa y TMAaUMEHTOB C WHQWIBTPATUBHONW KapIMOMUONATHEH He
U3y4anoch.

Xponunyeckas 00JIE3Hb IIOYEK

OmnpIT MpUMEHEHUs TanaraugIio3uHa A JICUCHUs XPOHUYECKON OOJIE3HH MOYEK y MAlMEeHTOB
6e3 CIl 2 tuna u anbOyMUHYpHH OTCYTCTBYeT. IlanieHTs! ¢ anbOyMuHypHeld MOTYT MOTYYHUTh
00JIbIIIE MTOJIB3BI OT JICUEHUS Janariu(ao3uHOM.

AMOvranusa HIKHUX KOHEYHOCTEH

VYBenuyeHue cilydyaeB aMIyTalMM HWKHUX KOHEYHOCTEH (B MEPBYIO Ouepe/lb, MAJIbIEB CTOIbI)
HaOJII0aJI0Ch B JOJATOCPOYHBIX KIMHUYECKUX MCCIEJOBAHUAX TNPUMEHEHUS HWHTHOUTOPOB
SGLT2 y manmenToB ¢ CJ] 2 Tuna. HeusBecTHo, siBisieTcst v 3T0 3(pPeKkToM mpenapaToB Kiacca
SGLT2. ITauuentam ¢ CJI 2 Tuna BaKHO PEKOMEH/I0BATh MMOCTOSIHHBIM MPOQUIAKTUIECKUN YXOT
3a CTOIaMH.

OueHka pe3yabTaTOB aHAIN3a MOYH

BcenenctBue MmexaHm3ma JEMCTBHS IIpenapara pe3yibTaTbl aHajau3a MOYM Ha TIIIOKO3Y Y
NaIMeHTOB, NpuHUMarImuX npenapat Janarmudno3un-C3, OyayT MOI0KUTEIbHBIMU.

BcnoMorarenbHEBIC BEIISCTBA

[Ipenapar Hanarnudno3usH-C3 comepKUT JIaKTO3y, NAMEHTaM C pPEeAKO BCTpedaroueics
HACJIC/ICTBEHHOM HENEPEeHOCUMOCThIO TallakTO3bl, JA€(PUIUTOM JIAKTa3bl WJIM IJIIOKO30-
raJlakTO3HOHM MalibabcopOImel He clieAyeT MPUHUMATh TaHHBIN Mpenapar.

[Ipenapar Janmarnudno3un-C3 comepXUT Macjao KacTOpOBOE, KOTOPOE MOXKET BBI3BIBATH
paccTpOUCTBO KeTyIKa U THAPEIO.

4.5. BzaumoaeiictBue ¢ JPYrdMHM JIeKAPCTBEHHBIMM TMpernapataMd M Jpyrue BHAbI
B3aUMOJAeHCTBUSA

dapmakoguHaMHUYECKOE B3aUMOJIEUCTBHE

Jluypemuxu
Janarnuguo3uH MOXET YCWIMBATh JIUYPEeTUUYECKHl S(QQPEeKT THA3UTHBIX M «(IIETIEBBIX»

JUYPETUKOB M TOBBIIIATH PHUCK pa3BUTHS OOE3BOXKHMBAHMA W aAPTEPUATBHOM THUIOTCH3UH
(cm. paznen 4.4).

Hncynun u npenapamul, nogvluiaroujue cekpeyuro UHCyIuHa

Ha ¢one mpumeHeHUs] WHCYNIMHA M MPENaparoB, MOBBIMAIONUX CEKPEIUI0 WHCYJIUHA, MOXET
BO3HUKATh THITIOTJIIMKEMUA. HOBTOMy C ICJIbIO CHMIKCHUS PHUCKA THMIIOTTIMKCMHAU TP COBMCCTHOM
npumeHenun mnpemnapata [lanarmuduosns-C3 ¢ mpenapatoM HWHCYJIWHA WM IperapaToM,
MOBBIIIAKOINHUM CCKPCIHUIO HWHCYJIMHA, MOXCT HOTpGGOBaTBCH CHMXXCHUC [OO3bI IIpcliapaTa
WHCYJIMHA WY TIpenapara, MOBBIIIA0IIEr0 CEKPEInI0 HHCYIUHA (cM. pa3aeinsl 4.2 u 4.8).
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DdapMaKOKHHETHYECKOE B3aUMOJICHCTBUE

buorpanchopmanmst  manmarnudio3uHa, B OCHOBHOM,  OCYIIECTBISETCS  MOCPEICTBOM
TTFOKYPOHHTHON KOHBIOT AN moJ NeHCTBUEM dbepmenTa ypuauHaudocdar-
rimokypoHozunTpancdepassl 1A9 (UGT1A9).

B xone wuccnemoBanuii in vitro nanaraudio3uMH HE WHTHOMPOBAT H30(EPMEHTHI CHUCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u ne unnymupoan uzopepmentsl CYP1A2, CYP2B6 unun CYP3A4. B cBsi3u ¢ atum
HE OXUJACTCs BIUSHUS Aanariudro3nHa Ha MeTa0OJMYECKHH KIMPEHC COMYTCTBYIONINX
npenaparoB, KOTOPbIe OMOTpaHC(HOPMUPYIOTCS IO IEHCTBUEM dTUX U30(DEPMEHTOB.

BimsgHaue apyrux 1eKapCcTBEHHBIX penapaToB Ha ;[anarnnd)nomH

HccnenoBanusi B3aMMOJCHCTBHM C ydacTHEM 3J0POBBIX JIOOPOBOJBIIEB, B OCHOBHOM
MPUHUMABIIUX OJHOKPATHYIO 103y Aanarivudio3uHa, moKa3aid, 4T0 MeT(HOPMHH, MHOTIUTA30H,
CUTArJUNTHH, TJIUMENUPHUI, BOTIMO03a, THAPOXJIOPOTHA3U], OyMeTaHH], BajcapTaH WU
CUMBACTATHH HE OKA3bIBAIOT BIMSHUS HAa (DapMaKOKWHETHKY Janariudio3nHa.

[Tocne coBmMecTHOrO mpuMeHEeHHs Aamnariudio3nHa U pudaMnuiuHa, UHIYKTOpa pa3iMuHbIX
AKTHUBHBIX TPAHCIOPTEPOB U (HepMEHTOB, OMOTPaHCHOPMUPYIOIIUX JTEKAPCTBEHHBIE MTPEMapaThl,
OoTMeueHO cHMkeHHe cucteMHoi skcno3unuu (AUC) nanarnudnosuna Ha 22 % npu OTCyTCTBUU
KIMHUYECKH 3HAYMMOTO BIHUSHUS HA CYTOYHOE BBIBEIEHHUE TIIOKO3Bl TMoukamu. He
pEKOMEHAyeTCsl KOPPEKTHUpOBaTh 03y mpenapara. KiMHUYECKHM 3HAYMMOTO BIMSHHS TPU
OPUMEHEHUH ¢ JPYTUMH HMHIyKTOpamMu (Hampumep, KapOamaszenmuHoM, (EHUTOMHOM,
(dhenobapOuTaIOM) HE 0XKHIACTCA.

[locne coBMECTHOr0 NMPUMEHEHUS AanarauduiosuHa U MepeHaMOBOW KHUCIOTHI (MHTHOMUTOpa
UGT1A9) ormeueno ysenuyeHue Ha 55 % CUCTEMHON 3KCMO3MIUU Aanariudiao3uHa, HO 0Oe3
KIMHUYECKH 3HAYMMOTO BIHUSHUS Ha CYTOYHOE BBIBEJIEHHUE TIIOKO3Bl TMoukamu. He
pEKOMEHIyeTCsl KOPPEKTUPOBATh 03y Mpernapara.

Bimsaue ;[anarnnd)nomHa Ha ApyTruc JCKApCTBCHHBIC ITPCIIapaThl

OpHoBpeMEeHHOE MpUMEHEHHUE Janariuduio3rnHa W MpenaparoB JUTHS MOMKET IMPUBECTH K
CHUYKEHUIO KOHILICHTPALIUU JIUTUSL B CHIBOPOTKE KPOBH M3-32 BOZMOXKHOTO YCUJICHHUS BBIBEJICHUS
JIUTHS ¢ MO4Oi. MoxkeT moTpeboBaThCsl KOPPEKLIUs JO3bI IIpernapaTa JUTHSL.

B wuccrenoBaHusaX B3aMMOJEHCTBHH C yYacTHEM 3IOPOBBIX JOOpPOBOJIBIEB, B OCHOBHOM,
OJIHOKpAaTHO MPUHUMABIIKX 03y Mpernapara, fanariudio3uH He BiIMsul Ha (apMaKOKHMHETHKY
MeThOpMHUHA, THOTJINTA30HA, CUTATJIMIITHHA, TIIMMENUPUIA, THIPOXIOPOTHA3UAa, OyMeTaHu A,
BajicapTaHa, TurokcuHa (cyocrtpar P-gp) wim Bapdapuna (S-Bapdapun, cyocTpar nzodepmenra
CYP2C9), unm Ha aHTUKOATYJSIMOHHBIA A(PQEKT, OIEHUBAEMbIi 1O MEXIyHapOTHOMY
Hopmann3oBanHOMy oTHomeHuto (MHO). IIpuMmenenne omHOKpaTHOM 036l Aamariudio3nHa
20 mr u cumBacraTuHa (cyocrpara uzopepmenta CYP3A4) npuBoanio k nosbimeHuo Ha 19 %
AUC cmMmBactatnaa u Ha 31 % AUC cuMmBacTaTHHOBOM KHCIOTHL. IlOBBIINIEHME 3KCIIO3UIINH
CUMBACTaTHHA U CUMBACTATHHOBOW KUCIOTHI HE CUUTACTCS KIMHIUYECKHA 3HAYUMBIM.

Bunustaue Ha onpenenenue 1.5-aHTMapOTIIONUTOIA

OueHKka TJIMKEMHAYECKOTO0 KOHTPOJs C TOMOLIBIO OmpeaeneHust 1,5-aHruaporionuTosia He
PEKOMEHIyeTCs, TMOCKOJbKY W3MepeHue 1,5-aHrHApOINIIONNUTONA SIBISETCS HEHAJCKHBIM
METOJIOM JIJIsl TIAIMEHTOB, MPUHUMAIONINX UHrUOUTOpbl SGLT2. JIyis OleHKH TITHKEMHUYEeCKOTrO
KOHTPOJIS CIIEAYET UCIIOIb30BaTh aIbTEPHATUBHBIE METO/IbI.

Jlpyrue B3auMOJIENCTBUSI

Bnusnue xKypeHus, IUeTHl, IpUeMa PacTUTEIBHBIX MPENapaToB W YHOTPEOIEHUS alKOrois Ha
napameTps! apMaKOKWHETHKH Janarinio3nHa He U3y4anoch.
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4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

OTCyTCTBYIOT JaHHbIE O TpPUMEHEHHH Janarim@io3nHa y OepeMeHHBIX >JKeHIIMH. B
JOKIIMHUYECKUX HCCIIEIOBAaHUSAX Ha KpbIcaX ObLIa BBISBICHA TOKCUYHOCTH JIJISl Pa3BUBAIOIICHCS
MIOYKH B MIEPHUOJI BPEMEHH, COOTBETCTBYIOIINN BTOPOMY M TPEThEMY TpUMeCTpaM OepeMEHHOCTH
yenoBeka (cMm. paszmen 5.3). [losromy npumeHeHue nanarnugiio3MHA HE PEKOMEHIYETCS BO
BTOPOM M TPEThEM TPUMECTpax OEpeMEHHOCTH.

[Ipu moaTBep)KACHNN OEPEMEHHOCTH JIeUeHUE Aanarin(Io3nHOM CIeayeT MPEKPATUTh.

JlakTamus

HewusBecTHO, BbIIenseTcs MU Hanarian(iIo3UH W/HMIU €ro HeaKTUBHBIE METAOONUTHI B TPYAHOE
MOJIOKO.

JoctynHble  (papMakoJUHAMUYECKHE/TOKCUKOJIOTHUECKUE  UCCIEAOBAHUS HA  KHUBOTHBIX
NOKa3alM, YTO JanariauQio3uH/ero MeTabONUTHl BBIACISIOTCS B MOJOKO, a TaKXe HMEIOT
(apMakosorH4ecKu onocpenoBaHHble d()(EKThl y BCKapMIMBAEMOro IMOTOMCTBA (CM. pasfen
5.3). B cBsi3u ¢ uem pHCK A1 HOBOPOXKICHHBIX/MIIAJICHIIEB HE MOKET OBITh MCKIIIOYCH.
[penapar Janarmudno3un-C3 He cieayeT NPUMEHATh B IIEPHOJ] IPYAHOTO BCKAPMIIMBAHHUSL.

DepTUILHOCTE

Bnusnue nanarnmgiaosuHa Ha (QepTUIBHOCTH Y YeJIOBEKa HE M3y4alloch. Y CAaMIOB M CaMOK
KpBIC Janariugo3uH He OKa3bIBaJl BIUSHUS Ha (QEePTHIBHOCTD.

4.7. Biusinue Ha CIOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh ¢
MeXaHM3MaMH

HccnenoBanuii Mo M3y4eHUIO BIUSHMUA JHanariu@io3rHa Ha CHOCOOHOCTh K YIPABICHHIO
TPaHCIOPTHBIMU CPEACTBAMU U MEXAHU3MAMHU HE IIPOBOAMIIOCE.

4.8. He:xkesnaTesibHbIE peaKIUU

Pesrome mpoduiist 6e30nacHOCTH

C/l 2 muna

B knuHnueckux uccnenoBanusx 6onee 15000 mamumentoB ¢ CJl 2 Tuna monydand Tepamuio
JmanariaugIIo3uHOM.

[lepBuuHasi oreHka O€30MACHOCTH W TMEPEHOCMMOCTH ObLTa TMPOBEJAEHA B MPEABAPUTEIHHO
3alaHHOM O0BeIMHEHHOM aHanmm3e 13  KkpaTkocpouHblX (mo 24 Hemenb) manebo-
KOHTPOJIMPYEMBIX HCCIICIOBaHUM ¢ ydyacTueM 2360 mamueHTOoB, MOJIyYaBIINX JanarinuQIio3nH B
no3e 10 mr, u 2295 nanueHToB, MOJIy4aBIIUX Mareoo.

B wuccnenoBaHMM  CepAEYHO-COCYIMCTHIX HUCX0n0B mamaraudiaosuna npu CJI 2 Tuma
(uccnenoBanue DECLARE, cm. pasnmen 5.1) 8574 manuenTa moiydanu nanariudiio3uH B 103€
10 Mr m 8569 mamueHTOB MOJydYaldW IIANEe00 MpHU CpeaHed MPOAOIKUTEIHPHOCTH TEPAIUH
48 mecsaues. B nenoMm, cpennss sxcno3unus ganariauduosnna cocrasmia 30623 manueHTo-rona.
Haunbosnee 49acThIMM  HEXENATEIbHBIMH  PEAKIUSMU, OTMEYCHHBIMH B  KJIMHHUYECKHUX
WCCJICIOBAHMSIX, OBUTH TeHUTALHBIC WH(EKITIH.

Xpornuueckasn cepoeuHass HeOOCMamouyHOCmb
B wuccnenmoBaHuu CepAeUHO-COCYIUCTBIX HMCXOJOB TIPH MPUMEHEHHMH JamariuQio3uHa Y
MAaIMeHTOB C XPOHUYECKON CEepIeUHON HEIOCTATOYHOCTBIO CO CHIDKEHHOW (pakiuen BIOpoca
(uccnenoBanue DAPA-HF) 2368 namuentoB mnomydanu ganariddiaosuH B goze 10 mr u
2368 manueHTOB MOoJIyJalid TU1ane0o Ipu CpeIHEH MPOJOKUTENHHOCTH Tepanun 18 Mecsies. B
UCCIIEyEeMYIO MOMYJIsAuio Bonuiy nanueHTsl ¢ CJ] 2 Tuma u manueHTsl 0e3 nuabera, a Takxke
nanuenTsl ¢ pCK® > 30 mn/mun/1,73 M. B uccnemoBanuu CEepPACYHO-COCYUCTBIX UCXOIOB MPHU
8
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NPUMEHEHUU Janarin@ao3uHa y MainueHTOB C xpOHHq%%%-&gﬁgéﬁo%gma%Iﬁigg%'m c

¢pakuueit BeiOpoca neBoro kemymouka (PBJDK) >40% (DELIVER) 3126 mnauueHToB
noydaym ganariauduosua B moze 10 mr u 3127 manuieHTOB MOJydasid Ianedo mpu CpemaHen
MPOJOHKUTELHOCTU Tepanuu 27 MecsieB. B nmomynsnuio narueHToB Bxoauiu nanueHTs! ¢ CJ1
2 tuna u 0e3 nuadera, a Takxke narueHTsl ¢ pCK® > 25 mn/mun/1,73 M2,

OO6umit npoduiap 0€30MacHOCTH Janariu@Iio3uHa y TMALUEHTOB C XPOHUYECKOH cepledHOiM
HEJI0OCTaTOYHOCTHIO COOTBETCTBOBAII M3BECTHOMY MpOoduiTto 0€30MacHOCTH Aanariudio3nna.

Xponuueckasn b6one3nb novex

B nccnenoBanuu no ouenke 3pPpexTuBHOCTH Janariu@io3uHa B OTHOIIEHUH MTOYEYHBIX HCXOI0B
y TAaIUeHTOB ¢ XpoHuueckoil Oone3Hpio modyek (DAPA-CKD) 2149 mnamnueHToB mnoirydanu
nanarmuduosuds B go3e 10 mMr w2149 manweHTOB ToNyYald IUIanebo TpH  CpeIHeH
MPOJOHKUTEILHOCTH Tepanuu 27 MecsleB. B ucciaenyemMyro MOMyNIsSIui0 BXOAWIN TAIUSHTHI C
CJl 2 Tuma, 6e3 CJI 2 Tuma, ¢ pCK® > 25 u < 75 ma/mun/1,73 M> u ansOyMunHypHei
(cootHomIeHue anpOymun/kKpeatTuauH (A/Kp) moun > 200 u < 5000 mr/r). Jleuenue mpogomxany,
ecmi pCK® cumxanace Menee 25 mi/mun/1,73 M2,

OO6muii mpodwminp Oe3omacHOCTH Aanariu(Io3uHa y TMAalMEeHTOB C XPOHUYECKOW OO0JEe3HBIO
MOYEK COOTBETCTBOBAII M3BECTHOMY MPO(UITI0 0€301aCHOCTH Aanarinudio3uHa.

TabauyHoe pe3rOMeE HEXKENATEIbHBINA PEAKIIAI

HexxenarensHbie pC€aknuy, OTMCUCHHELIC B HJ'IaI_[e60-KOHTp0J'II/IpyeMBIX I/ICC.]'IC,HOBaHI/ISIX1

nanariuIo3uHa U MPU MOCTPETUCTPAIIMOHHOM HAOJIOACHUHM, MPUBEICHBI Jaliee MO TEKCTY.
HesxenarenbHble peakiiny He ObLIH 10303aBHCUMBIMU. HekenaTenbHble peakiuy pacipe/IeIeHbl
10 CHCTEMHO-OPTaHHBIM KJaccaM C YKa3aHHEM 4YacTOThl MX BO3HUKHOBEHHS: OYCHb 4YacTO
(>1/10), gwacto (>1/100, vo <1/10), mewacto (>1/1000, HO <1/100), penko (>1/10000, HO
<1/1000), ouens peako (<1/10000), yacroTa Heu3BecTHA (Ha OCHOBAHWU MMECIOIIUXCS JAHHBIX
OIICHUTH HEBO3MOKHO).

Tabnuna 2. TabnuuHoe pe3toMe HeXKeNaTeNbHBIX PEaKIuid

CucreMHO-OpraHHbIH Yacrora u
HexenatenbHasi peakuus
KJiace BCTpPEeYaeMOCTh

BYJIbBOBarMHHUT, OaJaHUT W CBSI3aHHBIC C HUMH

gacTo” TCHUTATHHBIC unpexmuu >3, H(pEKIHS
MOYEBBIBOIAIIMX ITyTeh >4

WNudexunu u neBazumn = e
HEYaCTO rpUOKOBBIC HHPEKIIMOHHBIC 3a00/ICBaHHMSI

HEKPOTU3UPYIOIIMH  (ACIMUT  TIPOMEKHOCTH
(raurpena ®@ypube)>’
TUIOTIMKEMHs (TIPU TIPUMEHEHUH B KOMOUHAIMHM C

OYCHB PEIIKO

OYEeHb YacCTO MIPOU3BOIHBIM CYIb(QOHUIMOYECBUHBI 170131
Hapymenus wmerabonm3ma UHCYJIMHOM)?
U IUTaHUS HEYacTo camkenne OLIK? sxaxna™
. TUA0CTUYEeCKII KeToarumao3 (Ipu IPUMEHEHUH TIPU
P CJ1 2 Tuma)*>*!!
Hapymenns co cTopoHBI x
o 4acTo TOJIOBOKPYKEHHE
HEPBHOMW CHCTEMBI
Kenynouno-kue4Hsle . . -
HapyLIeHus HEYacTo 3arop , CyXOCTh BO PTY
Hapymenus co cTOpOHBI 4acTo” b
KOXH " MTOJTKOKHBIX N
A OYEHb PEIIKO AHTHOHEBPOTHUYECKUI OTEK
Hapymienust co cTOpOHBI
MBIIICYHOM, CKEICTHON H - x
4acTo 0016 B CIIMHE

COEIMHUTEILHON TKAaHU
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Hapymienuss co cTOpoHBI yacto” Hsypm,'-h%ﬁi/ryﬁﬁﬁi'ﬁ" DA TEHORAWVA-TD UV
HOYEK M MOYEBBIBOIALINX HEYacTo HUKTYpHS

nyTei OYEHb PEJIKO TyOyJIOUHTEPCTUIHAIBHBINA HEPPHUT

Hapyiuenust co CTOPOHBI

PETPOYKTUBHOM CUCTEMBI HEYacTo BYJIbBOBarMHAIBHBIN 3y, TEHUTAIBHBIN 3y .

1 MOJIOYHBIX KCJIC3

IOBBIICHUEC 3HA4YCHUA FeMaTOKpHTa7, CHMJ)KCHHC

gacTo” noyeyHoro kimpenca kpeatmHuHa (KK) Ha
JlaGopaTopHbie - HAYaJIHLHOM JTalle TEPANUH®, JUCTUIHIAEMUS®
MHCTPYMEHTAIbHBIE HOBBIIICHHE KOHUCHTPAIMH KPEATHHMHA B KPOBU
JAHHBIC . Ha HAYaIbHOM OTare TepanuH ‘2, TOBBIIICHHE
HE9acTo KOHIIEHTPALlM¥ MOYEBHMHBI B KDOBH , YMEHBIIECHHE
Macchl Tena’
IIpumeuanue:

! TIpescTaBieHbl JaHHbIE O PUMEHEHUH JanarindiosuHa 10 24 Henennb (KpaTKocpovHas TEpANus) HE3ABUCHMO
OT TpHeMa JOMOIHUTENEHOTO THITOTIIMKEMIYIECKOT0 TIpemnapara.

2 CM. COOTBETCTBYIONIMI MOAPA3AEN HUKE IS TONYUEHHUS IOTIOIHUTENBHON HH)OPMAHH.

3 By/lIbBOBATMHMT, OATAHUT U CBS32HHBIE C HUMHU TEHHTAIbHbIE HHPEKIMH BKIIOYAIOT, HAPUMED, CIENYIONNE
3apaHee ONpENENCHHBIC IPEANOYTHUTEIbHBIC TEPMUHBI: BYJIbBOBATHMHAIBHYIO TPHOKOBYIO HH(EKIHUIO,
BarMHAIBHYIO WHQEKIIo, OalaHWT, TPHOKOBYI0O WMH(EKIHIO TIIONOBBIX OPTaHOB, BYJIHBOBAaIMHAIBHBINA
KaH/IN/103, BYJIbBOBATMHNT, KaHAUIO3HBIH OalaHWT, TEHUTAIBHBIN KaHINI03, MHQEKIUIO TOJIOBBIX OPraHOB,
MH(EKIUIO MOJOBBIX OPTaHOB Y MY’KYMH, MH(EKIMIO MOJOBOTO WICHA, BYJIBBUT, OaKTepHaIbHBIA BarMHUT,
a0cIece BYJIBBEI.

4 Ungexuus MOUEBBIBOAAIIMX TTYTEH BKIIIOYAET CJIEAYIOIIUE TPEATIOUTHTENBHBIE TEDMHUHBI, EPEUUCIEHHBIE B
HOpsIIKE YOBIBAHUS YaCTOTHI: MH(EKIMS MOYEBBIBOISIINX MTyTeH, HIUCTUT, HHEKLMS MOYEBBIBOSIIUX MyTeH,
BbI3BaHHast Oaxrepusimu pona Escherichia, mHdexnus MouemnonoBoro Tpakra, NHENOHEPPHUT, TPUTOHUT,
YPETpHT, HHPEKIHUS TOYEK U IPOCTATHT.

5 Cumxenne OLIK BKmouaer, HaNpUMEp, CIENYIONINE 3aPAHEE ONPEIEIEHHBIE MPEANOYTUTENbHBIE TEPMHUHBL:
00€3BOXHBaHNE, THIIOBOJIEMHSI, apTepUaIbHas THIIOTEH3HSL.

S Tlonmypust BKIIOYAET IPEANIOUTHTENBHBIE TEPMUHBL: IOJUTAKUYPHSL, OJNYPUs U yCUIIEHUE TUyPE3a.

"Cpennne W3MEHEHHS 3HAYEHMS TEMATOKPHTA OT HMCXOMHBIX 3HadeHmit coctaBmmu 2,30 % B rpymme
nmanarmagiosnHa 10 mr mo cpaBHermoo ¢ —0,33 % B rpymnme mrame6o. 3HadueHHs TeMaTokpura > 55 %
orMedeHsl y 1,3 % manuentoB, mony4vaBminx namariuduiosud 10 mr, mo cpaBHenuto ¢ 0,4 % ManUeHTOB,
MOJTy4YaBIIUX TIane0o.

8Cpennee wW3MeHeHME CIEAYIONMX MOKa3aTeliell B MNPOLEHTAX OT HCXOJAHBIX 3HAYEHMI B TpyIIe
nanarmudiaosuna 10 Mr m rpynne miane6o, COOTBETCTBEHHO, COCTaBMIIO: OOmMH XosectepuH 2,5 % 1o
cpaBHenuto ¢ 0,0 %; xosecTepuH JIMIONPOTEnHOB BeICOKOH utotHocTH (JITIBIT) 6,0 % 1o cpaBHenuto ¢ 2,7 %;
XOJIECTEPUH JIMIONpoTenHoB Hu3Kkod ruotHoctu (JIITHIT) 2,9 % no cpaBrenuro ¢ —1,0 %; Tpuriuuepuast
—2,7 % 1o cpasaenuto ¢ —0,7 %.

9 Cwm. pazgen 4.4.

10 HexenarenbHast peakiyst OTMEYEHA MPU MOCTPETUCTPANMOHHOM HaGmoaenn. ChINlb BKIIOYAET CIEAYIOIIHE
MPEANIOYTUTEIbHBIE TEPMHUHBI, TIEPEUHUCIICHHBIE B MTOPSIIKE YaCTOTHI Pa3BUTUS B KIMHIUYECKUX HCCIICIOBAHMX:
CBITIb, TEHEPAIM30BaHHAS CHINb, 3yAAIIAsl ChIllb, MaKyJe3Hasl ChINb, MaKyJOMAIyJIe3Has ChIlb, ITyCTyJIe3Has
CBITIb, BE3UKYJIE3HAS CBIIb, IPUTEMATO3HAs ChINb. B m1ane60-KOHTPOINPYEMBIX KIMHHYECKHX HCCIIEA0BAHUIX
U WCCIIEIOBAaHHMAX C aKTUBHBIM KOHTpOJeM (rpymma, moiyd4aBmias nanariugiao3ud: n=5936, KoHTposbHas
rpymma: n=3403) yacToTa pa3BUTHS ChINK OblIa CXOXKEW Y MAallMeHTOB, MMoy4aBuX Aanariaudnosud (1,4 %), n
MAIMEeHTOB B KOHTPOibHOI rpynme (1,4 %).

"1 OrMedeH0 B MCCIIENOBAHUN CEPEYHO-COCYAUCTBIX UcX00B Y nauuenTos ¢ CJI 2 Tuna (DECLARE). Yacrota
OCHOBaHa Ha I'0/I0BOM I10Ka3aTelle.

“Otmeuensl y > 2 % nanueHToB U Ha > 1 % uare, U y OGOJBIIEro KOJMYECTBA MALMEHTOB (KaK MMHUMYM
Ha 3) B rpymme panariudiao3naa 10 Mr, o cpaBHEHHIO ¢ TPYIION Tane6o.

** OueHEHbI HCCIENOBATENEM KaK BO3MOJKHO CBS3aHHBIE, BEPOATHO CBS3AHHBIE MIIM CBSI3AHHBIE C MCCIIETYEMON
Tepamueil u otmedeHsl y > 0,2 % manuentoB 1 Ha > 0,1 % gamie u y GOJBIIET0 KONMWYECTBA MAMEHTOB (KaK
MUHUMYM Ha 3) B rpynmne ganaraudiosnaa 10 Mr, Mo cpaBHEHHUIO ¢ TPYTION iane6o.
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(MOCNEOCBATENEHOCTE 000%)

Omnmncanne OTASHBHBIX HEKEIATSIbHBIX PEaKIIH

Bynveosacunum, banranum u céa3anHble ¢ HUMU eHUMAlbHble UHGeKyUU

B o0beamHEeHHBIX MaHHBIX MO Oe3omacHOCTH 13 wmccinenoBaHWi BYJIBBOBAarMHUT, OQJIAHUT H
CBS3aHHBIE C HUMHU TeHUTaIbHble WHGpekuuu otMedeHsl y 5,5% u 0,6 % manueHTos,
npuHUMaBmKX Aanarauduosua 10 Mr u miuane6o COOTBETCTBEHHO. BONBIIMHCTBO MH(EKIHA
ObUTH c1a00 WM YMEPEHHO BBIPAKEHHBIMH, HAYANbHBIA Kypc CTaHAApTHOW Tepamuu ObLT
3 dexTuBeH, B CBA3M C YE€M MAlMCHTHl PEIKO MpEeKpamaid MpueM aanariaudiao3uHa. OTH
UHQEKINH Yalle pa3BUBAIUCH y xeHIuH (8,4 % u 1,2 % npu npuMeHeHnn nanariu@uo3nHa u
m1anedo COOTBETCTBEHHO), a Yy MAalMEHTOB C TaKMMH MHQPEKUMSIMU B aHaMHE3€ OHHU Yallle
peLUIMBUPOBAIIH.

B wuccnenoanun DECLARE konum4ecTBO NAlMEHTOB C CEPbE3HBIMU HEKEIATEIbHBIMU
peakuusMU B BHJC TEHUTAIBHBIX WHQPEKIUN ObUI0 HEOONBIIMM U COATAHCHPOBAHHBIM: IO
2 mauyeHTa B TpyIie Aanariu@Iio3nHa U rpyiie mianeoo.

B uccnenosanun DAPA-HF He ObII0 MAIIMEHTOB C CEPbE3HBIMH HEXENATeIbHBIMU PEAKIIUSIMH B
BUJE TEHUTAJIbHBIX HMHPEKUUH B rpymnmne ganarnu@io3rHa, B Trpynmne Iuianedo cepbe3Has
HEe)XXeNaTellbHas peakiusl 3apeructpupoBana y 1 mamueHta. B rpynme mamarnudnosuna y
7 (0,3 %) mnanueHTOB ObUIM OTMEYEHBI HEXKeNaTeNIbHbIE pPEaKIUd, MPUBOIUBIIME K
MPEKPALICHUIO JICUCHUS] BBUAY T€HUTATBHBIX MH(EKIUH, ¥ HU y OJHOTO MallMeHTa B TPYIIE
wiane6o. B uccnegosanuu DELIVER y 1 (< 0,1 %) mauuenta B KaxIoil rpymnme JedyeHus
OTMEUEHBI CEphE3HBIC HEXKENaTeIbHbIe PEaKIWu B BUAC TCHHUTAIbHBIX HMH(peknuii. B rpymme
nanariaudnosuna y 3 (0,1 %) manueHToB OTMEUYEHBI HEXXeaTelbHbIe Peakuy, MPUBOIUBIINE K
MPEKPALICHUIO JICYCHHs] BBHUIy T€HUTAIbHBIX HH(EKIUH, a B rpymmne Imianedo MainueHToB ¢
TaKMUMHU PEaKUsIMU He ObLIO.

B wuccnegoBanuu DAPA-CKD 6wuio 3 (0,1 %) mammenta ¢ cepbe3HBIMH HEKeIaTelbHBIMH
peakuusIMU B BUJIE€ TEHUTAIbHBIX WH(EKIMIA B rpymnme nanarin@ao3uHa U HA OJTHOTO MallMeHTa C
TaKUMHU peakuusMu B rpynmne miane6o. B rpynne mamarmudmnosuna y 3 (0,1 %) nanuenTtos
OTMEUEHBbl HEXKeNaTeNbHbIE pEeaklHUH, NIPUBOAMBIIME K MPEKPAIICHUI0 JICUCHUS U3-3a
TeHUTANBHBIX UHQEKIUH, a B TPYIIE IUIane00 MalueHTOB ¢ TaKUMHU peakuusmu He Obuto. O
Pa3BUTUU CEPBbE3HBIX HEXKENATeNbHBIX peakUMid B BUAE TEHUTAIbHBIX HHQEKIUH U
HEKENATEeNIbHBIX PEaKIUil B BUIC T€HUTAIBHBIX WH(OEKIH, MPUBOJUBIINX K MPEKPAIICHUIO
nedenwus, y nanueHtoB 6e3 CJl 2 Tuma He COOOIIaIOCh.

Hexpomusupyrowuii ¢hacyuum npomesxcnocmu (canepena @yprove)

CooOmranoch 0 MOCTPErHMCTPAMOHHBIX CIy4asX pa3BUTHsA raHrpeHbl OypHbE y MalUEHTOB,
npuHuMaromux uHruouropsl SGLT2, Brmouas nanarnuduo3us (cM. pasznen 4.4).

B wuccnegoBanun DECLARE y 17160 nanuentoB ¢ CJI 2 Tuna uw  MeauaHoM
IPOIOJDKUTEIBLHOCTH Tepanuu 48 MecsIeB BCEro ObLJIO 3apEerHCTPUPOBAHO 6 CIIyYaeB FaHTPEHBI
®dypHbe: 1 B rpy1me, moryvaBiiei nanarnudiao3uH, 1 S — B Tpynne 1miamedo.

T'unoenuxkemus

Yactora pa3BUTHs THUIOTJIIMKEMUW 3aBHCelIa OT TUMa 0a30BOM Tepalvu, HCIOJIb3YeMOH B
KJIIMHUYECKUX UCCleNoBaHMsX y nanueHTos ¢ C/1 2 tuna.

B wuccnenoBanusx nanarnugio3vHa B KauecTBE MOHOTEpaIlMd, B KadecTBEe JOOaBICHUS K
MeTGOopMHHY M B KadecTBe [00aBICHUS K CHTArNIMOTHHY (¢ MerdhopMuHOM win 6e3
MeT(hopMHUHA) MPOAOIIKUTENHHOCTRIO 10 102 Hemenp YacToTa CIy4aeB JICTKOW THIOTIMKEMHH
ObL1a cxoxeit (< 5 %) B rpynmnax JiedeHus, BKItouas mane6o. Bo Bcex ucciieoBaHmsIX cliydan
TSDKEJION TUIOTJIMKEMUU OBbUIM OTMEYEHbl HEYacTO, M MX 4acToTa ObLla COMOCTaBUMa MEXIY
rpynnamu aanarivdio3nHa u miamnedo.

B uccnenoBanusax ganarnuduio3nHa B KauecTBe 100aBIEHUS K Ipernapary cylb()OHUIMOYEBUHBI
WIY TipenapaTy MHCYJIMHA OTMEeUYeHa Oosiee BRICOKAs YacTOTa FHIIOTTIMKEMHH (CM. pasnen 4.5).

B wuccnenmoBanum poGaieHus namarmudio3MHa K TauMenupuay Ha 24 u 48 Henene
HE3HAYUTENbHBIC SMU30/bl TUIIOTIUKEMUN PEerUCTPUPOBATNCH Yallle B TPyNIe nanariudio3nHa
10 mr u rmumenupuza (6,0 % u 7,9 % cooTBeTCTBEHHO), YeM B TpyMIIe IIanedo u riuMenupuia
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(2,1 % 1 2,1 % COOTBETCTBEHHO). (MOCNEQOBATENEHOCTE 0005)

B nccnenoBanuu no6asneHus nanariu@ao3nHa K npenaparaM WHCYJIHMHA SMTU30/1bl BRIPAKEHHOM
rUnornukeMun Obutn  3apeructpupoBanbl y 0,5% wu 1,0 % mnauueHToB, mNOJydYaBIINX
nanarnugiosud 10 mr u npenapatsl uHCyMHA Ha 24 u 104 Hexensix cooTBeTcTBEHHO, Uy 0,5 %
MalMeHTOB, MOJYYaBIIUX IUIane0o W mpemnapaThl MHCyIuHA Ha 24 u 104 Hemensx. Ha 24 u
104 HemenstX HE3HAUMTENbHBIE OMU30AbI TUIOIIMKEMUH OBUTM  3apEerHCTPUPOBAHBI
cootBercTBeHHO Yy 40,3 % wu 53,1 % mnamuentoB, nonydaBmux panariaudiosud 10 mr u
npenapatsl uHCynuHa, 1y 34,0 % u 41,6 % nauueHToB, MOJyYaBIIMX IUIANE00 W IMperaparsl
UHCYJIMHA.

B wuccnenmoBanum  noGamienHuss — jmanariudiao3MHa K METGOPMHMHY W IIpenapary
CyJIb(OHUIMOYEBUHBI 10 24 HeJelb He ObLIO 3aperuCTPUPOBAHO HU OJHOTO SIHU30]1a TXKEJIOH
TUIOTJIMKEMHUH. OMH30AbI JIETKOM TUIOTIMKEMUH ObUIM  3apeructpupoBanbl  y 12,8 %
NalMEHTOB, NOTy4aBMX Janariu@ao3ud 10 Mr B codeTaHu ¢ MET(OPMUHOM M IpenapaTamu
CyJIb(OHMIMOYEBUHBL, W Yy 3,7 % NalMeHTOB, NOJIYYaBIIMX IJIanedbo0 B COYETAHUU C
MET(GOPMUHOM U IPOU3BOJHBIMU CYJIb(HOHUIMOYEBUHBI.

B wuccnepoBanun DECLARE He o0TMEU€HO TIOBBIIIEHHOIO PHCKAa pPAa3BUTUS TSKEION
TUIOTTIMKEMUH TIPU TEpanuu Janariu@iao3uHoM Mo cpaBHeHHIO ¢ manebo. Ciydan TsKesnon
TUIIOTTIMKEMHH 3aperucTpupoBanbl y 58 (0,7 %) manueHToB, MOMy4aBIINX Janariu@io3ud, U y
83 (1,0 %) mauueHToB, MOTy4aBIIKUX MIaneoo.

B uccnenoBannun DAPA-HF ciyuan Tsbxenoii runoriukemun 3apeructpuposansl y 4 (0,2 %)
NAllMEeHTOB Kak B Tpylmne jganariu@io3suHa, Tak M B rpynne miane6o. B uccrnepoBanuu
DELIVER cnyyan TsKenoi THIOTIMKEeMHUH 3aperucTpupoBanbl y 6 (0,2 %) manueHToB B Tpymme
nanariaudnosuna u'y 7 (0,2 %) nanueHToB B rpymnmne miane6o. Ciiydan TsSyKenod TUIOTIHKEMUH
HaOJI01aMCh TONBKO y nanuenToB ¢ C/] 2 tuma.

B uccnenoanuu DAPA-CKD cnyuau Tspkenoil runoriaukeMun 3apeructpupoBansl y 14 (0,7 %)
NalMeHToB B rpynne panariauduosuHa u y 28 (1,3 %) maumeHToB B rpynme mianedo, u
HaOroaIach TOIBKO y manueHToB ¢ CJI 2 Tuna.

Cruocenue OLIK
B o0beamHEeHHBIX MaHHBIX MO Oe30macHOCTH 13 wWccmeqoBaHUN HEXenaTelbHbIC PEaKINH,
ykasbiBatomue Ha cHmxkenne OLIK (Bkirouast cooOrieHust 00 00€3BOKMBAHUU, THIIOBOJICMHH
WIM apTepuaibHON TrumnoteHsuu), otmedenol y 1,1 % u 0,7 % mnmauueHToB, NMPUHUMABIINX
nanarnudnosua 10 Mr u 1uranebo COOTBETCTBEHHO; CEPhE3HbIE HEXKENaTeNbHbIE pPeaKInH
ormeueHsl y < 0,2 % manueHToB, U OHU OBLIM COMOCTaBUMBI B rpynnax aanariudaosuna 10 mr
u 1utane6o (cm. pazaen 4.4).
B wuccnenoBannu DECLARE konM4ecTBO MAIMEHTOB C pPEAKIUAMH, YKa3bIBAIOIIMMHU Ha
camkenne OLIK, Obuto cOamancupoBano Mexay rpynnamu nedenus: 213 (2,5 %) u 207 (2,4 %)
B Ipynnax ganariu@iio3nHa U mianedo cooTBeTCTBEHHO. Cepbhe3Hble HexkeNlaTellbHbIe peaklun
obu 3apeructpupoBansl y 81 (0,9 %) u 70 (0,8 %) namuenToB B rpynne aamariudio3nHa u
m1anedo COOTBETCTBEHHO. Peakuuu B 11e510M ObLIM cOaaHCHPOBaHBI MEXKIY TPYIaMu JeUeHuUs
M0 BO3PACTHBIM KATETOPUSM, MPUMEHEHHIO AUYPETUKOB, A/l M NpPUMEHEHUI0O HHTUOWTOPOB
ATII®/BPA 11 tunma 1. V manmentos ¢ mcxomHoir pCK® < 60 mm/mun/1,73 m?> B Tpymme
nanaraudo3nHa OTMeueHo 19 ciydaeB cepbhe3HBIX HEXKeNaTeNbHBIX PEaKINil, YKa3bIBAIOIINX HA
camwkenue OLK, u 13 — B rpymnme miare6o.
B uccnenoBannu DAPA-HF peakiuu, ykaspiBatomue Ha cHmxenue OLIK, Obutn oTMedeHsl y
170 (7,2 %) mauurentoB B rpynne ganariauduosuna u 153 (6,5 %) B rpynne mianebo. B rpymnme
nanarnuduosnHa Obuto  MeHbmie manueHToB (23 [1,0 %] manumeHToB) € CephEe3HBIMU
HE)KeNaTeIbHBIMU PEaklusMU B BHJIE CHMITOMOB, ykasbiBatoumimx Ha cHuxenue OLIK, mo
cpaBHeHHMIO ¢ Tpynmnoi tiamne6o (38 [1,6 %] mamueHToB). Pe3ynbraThl OBLIM OJUHAKOBBIMU
HE3aBUCHUMO OT McXxoaHoro Hamuuus nauadera u ucxomanon pCK®. B uccnenoannu DELIVER
KOJIMYECTBO MAIIMEHTOB C CEPbE3HBIMU HEXKENATEIbHBIMU PEAKIHUsIMH B BUIEC CHMIITOMOB,
ykasbiBatomux Ha cHiwkeHue OLIK, cocraBuno 35 (1,1 %) B rpynme nanarnudio3uHa H
31 (1,0 %) B rpynme miame6o.
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B uccnemosanuun DAPA-CKD xomuuecTtBo naunemé'ﬁ':'é:%ga%'ﬁﬁh%};ﬁ%ﬁ%ﬁiﬁﬁ%' Ha

camwkenne OLK, cocraBuno 120 (5,6 %) B rpynne nanarnuduosuna u 84 (3,9 %) B rpynme
mwiane6o. B rpynmne nanarnudnosuna y 16 (0,7 %) nanueHToB OTMEUYEHBI Cephe3HbIE PEAKIINH B
BUJIE CUMITOMOB, ykasbiBatomux Ha cHwkenne OLIK, u y 15 (0,7 %) manueHTOB B Tpyrie
rwiane0o.

Huabemuyeckuii kemoayuoos npu C/[ 2 muna

B uccnegosanun DECLARE ¢ Menuanoil mpoaomKUTEIbHOCTA Tepanuu 48 MecsleB Ciaydau
MUabeTUYeCKOro KEeTOoaluao3a OBbUTM 3aperUCTpUpPOBaHbl y 27 TAIMEHTOB B TPyMIe
nanarmuduosnHa 10 mr u 12 mamueHToB B rpymme ranebo. [[aHHbIE peakuu BO3HHKAIH
paBHOMEpHO B T€UCHHE TIEpUOA HccleaoBanus. B rpynne gamarmudio3nHa u3 27 MaueHToB C
TNA0ETUICCKUM KETOAIUA030M 22 TOJyYalyd COMYTCTBYIONIYI0 HHCYJIWHOTEPAITMI0 HA MOMEHT
pasButus peakuuu. [Ipenpacnonararonme K pa3BUTHIO JUA0ETHUECKOTO KeToanun103a (HakTopbl
ObUTH OkHumaeMbIMu Jutst moryssiiuu ¢ C/1 2 tuma (cm. pazaen 4.4).

B uccnenoanun DAPA-HF cinydyan nuaGeTnueckoro KeToanuao3a ObUIM 3aperHCTPUPOBAHBI Y
3 mammenToB ¢ CJ[ 2 Ttwuna B rpynme npamarnudgio3WHa, B TPYINe IUianedo Ciydacs
nuabernyeckoro keroarmuosa He Obut10. B mccnemoBanmu DELIVER crnydyan amaGerudeckoro
KeToaln103a ObUTH 3aperucTpupoBanbl y 2 nanuentoB ¢ CJ] 2 tuma B rpynne ganaraudiiosnna,
a B TpyIIIe T1amnedo cayyaeB TMa0eTHIeCKOro KeToalua03a He OTMEYalocCh.

B uccnenoBanun DAPA-CKD cinydan nuaGeTH4eckoro KeToaruao3a He 3aperucTpUupOBaHbl HA
y OJHOTO MAIMeHTa B TpyMIe Janariudio3nHa, Ho oTMedanuch y 2 nanueHtoB ¢ CJ[ 2 Tuna B
rpy1e mianedo.

Unghexyuu mouesvisoosujux nymetl

B 00bennHEHHBIX NaHHBIX MO Oe3omacHOCTH 13 wmccnegoBaHU WHOEKIIMH MOYEBBIBOISIINX
nyTel yaie ObUTM OTMEYEHBI MPU MpUMeHeHuH nanariaudno3uHa 10 Mr, yeM npu NpUMEHEHUU
wiane6o (4,7 % mno cpaBHeHuto ¢ 3,5 % cOOTBETCTBEHHO; cM. paznen 4.4). bompmHMHCTBO
uH(peKuii ObUTH c1ad0 WM YMEPEHHO BBIPAKEHHBIMH;, HAYaJbHBIA KypC CTaHIAPTHOHN Tepanuu
ObUT 3eKTUBEH, B CBS3M C Ye€M MAIlMEHTHI PEJKO MpPEeKpalaid MpUMEeHeHHE Janaringio3nHa.
Ot MHQEKIUN Yalle pa3BUBAIUCh y KCHIIWH, a y MAlMEHTOB C TaKUMU HH(EKIUSIMU B
aHaMHe3€ OHHU Yallle PeLUIUBUPOBAIIH.

B wuccnepoBannun DECLARE cepbesnble ciydan HMHQEKIMA MOYEBBIBOIALIMX ITyTeH
pEerucTpUpoBaINCh MEHee dYacTo ais AanarnuduosuHa 10 Mr mo cpaBHeHHIO ¢ MIanedo:
79 (0,9 %) peakuuit no cpaBuenuto ¢ 109 (1,3 %) peakusiMu COOTBETCTBEHHO.

B wuccnenoBanun DAPA-HF cepre3Hbie HexenaTeNnbHBIE pEAaKIMU B BHJAC HMHQEKIIHA
MOYEBBIBOAALINX MyTel OblTi oT™MedeHbl y 14 (0,6 %) manueHToB B rpynrne aanariu@io3uHa u
17 (0,7 %) mamuentoB B rpynne ruianebo. B rpynmne mamarnmudiosuna u mianedo ObLI0 MO
5 (0,2 %) namMeHTOB C HEXeNaTeIbHBIMH PEaKLUsIMH, NPUBOIUBIINMU K TPEKPALICHUIO
JICYCHUS BCIICJICTBUE pa3BUTHs MH(DEKIMH MOUYeBBIBOAAIMX myTel. B uccneqoanun DELIVER
Cepbe3HbIC HEXKeNaTelbHbIE peaklud B BUIAC HH(PEKIUH MOYEBBIBOASIIUX TyTeH ObuH
ormeueHsl y 41 (1,3 %) namuentoB B rpynmne ganarnuduosuna u 37 (1,2 %) nainueHToB B
rpynne miane6o. B rpynme gamarnugnosuna y 13 (0,4 %) DAlMEHTOB  OTMEYEHBI
HEe)KeNaTelIbHbIe PEaKIMK, MPUBOAMBIIKME K MPEKPALICHUIO JIEYCHUs BCIEJICTBUE pPa3BUTHUS
UHQEKIMI MOUEBBIBOAAIIMX MyTeH, a B rpynme mianedo y 9 (0,3 %) nanueHTos.

B wuccnenoanun DAPA-CKD cepnhe3Hble HeXenaTelbHBIE pPEAKIUU B BHAC HHQPEKIIUMA
MOYEBBIBOAALINX TyTel ormedeHbl y 29 (1,3 %) mauueHTOB B rpymnme ganarin@io3uHa Uy
18 (0,8 %) mamumentoB B rpymnmne Iutaue6o. B rpynne namarnuduoszuna Ovuto 8 (0,4 %)
MAIUEHTOB C HEXENATEIbHBIMU PEAKIHMSIMH, MPUBOJMUBIIUMU K MPEKPAIICHUIO JCUCHUS U3-3a
uHpexkunii MoueBbiBosAumMX nyted, u 3 (0,1 %) nmamuenta B rpynme muiane6o. KonnuectBo
narueHToB 6e3 CJ 2 Tuma, y KOTOPHIX BO3HHKIHM CEPhE3HBIE HEXKENATEbHBIE PEaKINH WIN
HEe)KeNaTelIbHbIe pEaKkluu, TMPUBOAMBIIME K TMPEKPAlICHUIO JIeUeHUs u3-3a UHQEKIun
MOYEBBIBOALINX ITyTeH, ObLTO CXOXKUM Mexay rpynmnamu Jiedenus (6 [0,9 %] mo cpaBHEHUIO C
410,6 %] nns ceppe3Hbix HexenarenbHbiXx peakuuil; 1 [0,1 %] mo cpaBHeHuro ¢ 0 nost
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HNBATENBEHOCTL 0003)

o inoc
HEXENATEIBbHBIX peaKIuy, IPUBOIUBIINX K IIpE (paH_[eHI/IB neqlﬁ

Tlosviuenue Konyenmpayuu KpeamuHuna

HexxenaTtenbHble peakiuu, CBSI3aHHBIE C MOBBIIICHUEM KOHILIEHTpAllMU KpEaTMHHWHA, ObUIN
CTPYIIIUpPOBaHbl (Hampumep, cHwkeHne mnouyeuHoro KK, Hapymenue QyHKIUM TOYEK,
MOBBIIICHHE KOHIIEHTPAIMU KpeaTuHUHA B KpoBU U cHIbKeHne CK®d). B o0beqHEHHBIX TaHHBIX
no Ge3onacHocTH 13 mccrnenoBaHuil naHHAs rpynna peakuuid O6buia otmeueHa y 3,2 % u 1,8 %
NalUMEeHTOB, Moidy4yaBmux Aanariudiao3ud 10 mMr u muanedo COOTBETCTBEHHO. Y IMAlMEHTOB C
HOpMaJIbHOW (YHKIMEH MOYeK WM HapylleHHeM (YHKIMM MOYEK JIETKOW CTereHH (MCXOJIHO
pCK® > 60 mn/mun/1,73 M?) oT1a rpynma peakuuii 6bu1a 3apeructpuposasa y 1,3 % u 0,8 %
NaIMEeHTOB, MOJXy4aBmMX nanariau@uo3ud 10 mMr u muanebo COOTBETCTBEHHO. DTH PEaKIUH
yamie OTMedYaauch y marueHToB ¢ ucxomnoir pCK® > 30 u < 60 mur/mun/1,73 M2 (18,5% B
rpynme ganariauduosuta 10 mr o cpaBHenuio ¢ 9,3 % B rpymnre mianeoo).

JlononHuTeNbHAS OLIEHKA MAlIUEHTOB C HEXKeNaTeIbHBIMU PEAKIUSIMU, CBI3aHHBIMU C (QYHKITUEH
MIOYEK, MMOKa3aua, 4To y OOJBIIMHCTBA ITHX MALMEHTOB OTMEYEHO M3MEHEHHE KOHILIEHTpPAIIUH
KpeaTHHHHA B CHIBOPOTKE Ha < 44 MKMOJB/1 (< 0,5 MI/m1) OTHOCUTEIBHO UCXOAHOTO 3HAUYCHHS.
[loBbllIeHNE KOHLEHTPAIIMM KpeaTMHUWHA B 1I€JIOM ObUIO BPEMEHHBIM Ha (DOHE MPOIOIKEHHS
Tepanuu Wik 0OpaTUMBIM MOCIIE MPEKPAICHUS TEPAIHH.

B uccnenoanun DECLARE, BkitouaBiieM NanueHTOB MOKUIIOTO BO3pacTa W MAIMEHTOB C
HapynieaneM ¢yHkimu mnouek (pCK® < 60 mn/mun/1,73 m?), pCK® cHmxkanach ¢ TeueHHEM
BpeMeHH B o0eux rpymmax jedeHus. Yepes 1 rox tepanuu cpeanee 3nauenue pCK® B rpymnme
nanariaudio3uHa ObUIO HEMHOrO HUXKe, a 4depe3 4 roma Tepanud — HEMHOIO BbILIE IO
CpaBHEHHIO C TPYMIIOi r1anedo.

B wuccnenoBanun DAPA-HF, a takxke B uccinemoBanuu DELIVER pCK® cHmxkanace ¢
TEYEHUEM BPEMEHH Kak B TpyIIie nanariudiao3nHa, Tak ¥ B Tpymme mianedo. B uccnepoBanuu
DAPA-HF navansHoe cHukeHue cpeanero 3nadenus pCK® cocrasuno —4,3 mn/mun/1,73 m?> B
rpynne panarmugiosusa u —1,1 mua/mun/1,73 m?> B rpynme nmane6o. Yepes 20 Mecsies
n3meHenne pCK® OTHOCUTENTHHO HCXOJHOTO 3HAYEHUs ObUIO CXOXKMM B TIpylmax JeueHUs:
—5,3 mn/mun/1,73 M* B rpynne ganariudiaosusa u —4,5 mi/mun/1,73 M?> B rpynne mnane6o. B
uccnenoBannu DELIVER cHuxkenne cpennero 3HaueHus pCK® wyepe3 1 mecs cocTaBuiio
-3,7 ma/mun/1,73 M B rpynne ganariudnosusa u —0,4 mn/mun/1,73 M? B rpynne mnane6o.
Yepez 24 mecsma usmeHeHue pCK® OTHOCHTENHHO HCXOIHOTO 3HAYCHHS OBLIO CXOXHUM B
rpynnax jnedenus: —4,2 mn/mun/1,73 m?> B rpynne panarmuduiosuHa u —3,2 mi/mun/1,73 M? B
rpy1ie mianedo.

B wuccnegosanun DAPA-CKD pCK® cHuxkanace ¢ TEUEHHMEM BPEMEHM Kak B TIpyMIe
nanariugo3nHa, Tak ¥ B rpymnmne 1miane6o. Hauansnoe (Ha 14 nenn) camkenue cpeaneit pCKd
cocrapuio —4,0 mn/mun/1,73 M?> B rpynne nanarmuduosuna u —0,8 mn/mun/1,73 M> B rpymnme
mnane6o. Yepes 28 mecsne n3menenne pCK® oTHOCUTENBHO MCXOTHOTO 3HAYEHHUS COCTABUIIO
— 7,4 mn/mMun/1,73 M? B rpynme ganarnudnosusa u —8,6 mi/mun/1,73 M? B rpynme nnane6o.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEaKIUAX TOCIEe PETUCTPAINH
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeH s] HeMPepbIBHOTO MOHUTOPHHTAa COOTHOLICHHUS
«TOJb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKAM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe O JIIOOBIX MOJ03pPEBAEMbIX HEXeNaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOIO IMpernapara
YCpe3 HAIMOHAJIBHYIO CUCTCMY COO6H_I€HI/I}I 0 HCKCJIATCIIbHBIX PCAKIUAX TOCYHApCTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccniickas @enepanvs

depnepanbHas cinyx0a 1Mo Haa30py B chepe 31paBooXpaHEHUS
Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaip, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru
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Cair B WH()OPMAITMOHHO-TETIEKOM VIVHI/IKaHI:Iﬂ)Iggo-HEJ'C E'“Jeglgl bHOC IHM%ET»:

https://www.roszdravnadzor.gov.ru/
4.9. [lepeno3upoBka

CHUMOTOMBI

Hanarmudguo3na 6e30mMaceH W XOpOIIO TMEPEHOCWICS 3I0pPOBBIMH  JTOOPOBOJIBIIAMU  TIPH
OJIHOKpaTHOM mipueme B ao3ax 10 500 mr (B 50 pa3 Beiie pexomMeHayemoi 103bl). ['nmoko3a
orpezensigach B Moue Mocie npuemMa jaanarindiao3uHa (kak MUHUMYM B TeUeHHUE 5 JHEl mociie
npuema 71036l 500 Mr), mpum 3TOM HE BBIABIEHBI Cly4ad OOE3BOKMBAHHUSA, apTEPUATBHOM
TUIOTEH3UH, 3JIEKTPOIUTHOrO ArcOananca, KIMHUYECKH 3HaYuMoro BiusiHUs Ha uHTepBai QTc.
YactoTa pa3BUTHS THUIOTIUKEMHUM ObLIa CXOXKEW ¢ dYacToToil mpu mpueme Iutanebo. B
KJIMHUYECKUX HCCIEeIOBAaHUSAX Y 3J0pOBbIX J00poBoibleB u mnamueHtoB ¢ CJ[ 2 Tumna,
NpUHUMABIIUX fanariudiuo3ud 1 pas B cytku B go3ax 10 100 mr (B 10 pa3 Bellle MaKCUMaJIbHOM
pEKOMEHIyeMOM J103bl) B Te€UeHUE 2 HEAeb, 4YacTOTa Pa3BUTHUS TMIIOTJIMKEMUU Oblla HEMHOTO
BBIIIIE, YeM IpH MpHeMe Iuianedo, U He 3aBHcena OT J103bl. YacToTa pa3BUTHS HEXelaTeIbHBIX
peakiuii, BKIo4Yasi 00€3BOKMBAHUE WM apTEPUATBHYIO TUITOTEH3HIO, OblJIa CXO0XKEH ¢ 4acTOTOM
B Tpymnrie mianedo, Mpu 3TOM He BBIABICHO KIMHUYECKH 3HAUUMBIX, 10303aBUCUMBIX U3MEHEHUM
7a00paTOpHBIX TOKa3aTelied, BKIIOYas CBHIBOPOTOUHYIO KOHIIEHTPAIMIO JJIEKTPOJIUTOB H
O6romapkepoB (QyHKIMH TOYEK.

JleueHue

B cnyuae mepeno3uMpoBKH HEOOXOAMMO MPOBOJIUTH MOMJICPKUBAIONIYIO TEPANUIO, YUUTHIBAS
COCTOSIHME MarueHTa. BeiBegeHue gmanarnudio3nHa ¢ TOMOIIBIO TeMOIMaIN3a He U3y4anoch.

5. DPAPMAKOJIOTUYECKHUE CBOVMCTBA
5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

dapMakoTepaneBTUYECKass  Tpymma: CpeAcTBa  Juis  JICUGHUsT — caxapHoro  jauabera;
TUINOTIMKEMUYECKHE  CPEJICTBA, KPOME HWHCYJIWHOB; HWHIMOUTOpPHI  HATPHUI3aBUCUMOTO
MEepPEHOCUMKA TTIOKO3bI 2 THUIIA.

Koxg ATX: A10BKO1

Mexannsm neiicTBus

HManarmuduo3na — MomHbl (koHcTaHTa wHrHOMpoBanus (Ki) 0,55 HM), cenekTUBHBIN H
oOparumslit uarnoutop SGLT2.

Nurun6upoBanrie SGLT2 mamarnudao3nHOM BBI3BIBAET CHIDKCHHE PeabCOpPOIMU TIIIOKO3BI U3
KITyOoukoBOro (UIbTpaTa B NPOKCUMAJBHBIX TOYEUHBIX KaHANBI[AX C COMYTCTBYIOIIUM
CHI)KEHHEM peaOcopOIu HaTpusl, MPUBOAS K BBIBEICHUIO IIIOKO3bI TOYKAMH U OCMOTUYECKOMY
nuypesy. Takum oOpa3oM panarnuguo3uH YBEIMYUBAECT JOCTaBKY HATpUS K TUCTAJIbHBIM
KaHajJbllaM, 4YTO YCWJIMBAET KaHAJIbIIEBO-KIyOOUKOBYI0 OOpaTHYIO CBSI3b M CHIDKAET
BHYTPHKIyOOUYKOBOE JaBJIeHHE. DTO B COYETAHMU C OCMOTHMYECKHM IHYPE30M NPUBOAUT K
YMEHBIIECHUIO TEperpy3ku oO0BbeMOM, CHIDKEHHIO AJ] M yMEHBIICHHIO TpeAHArpy3Kd H
MIOCTHArpy3KH, YTO MOXET OKa3bIBaTh OJIArONpPHUATHOE BIMSHUE HA PEMOJCITUPOBAHHUE CepAalla U
JUACTOIMYECKYIO (DYHKIHIO, @ TAK)XKE COXPAHATh (PYHKIIHIO MTOYEK.

B kmunnueckux wuccienoBanusx DAPA-HF, DELIVER u DAPA-CKD Obuto moka3aHoO, 4TO
OylaronpusATHOE BIUSHUE Aanariu@io3nHa Ha CepJille U MOYKH 3aBUCUT HE TOJIBKO OT CHIKEHUS
KOHIICHTPALMH TIIOKO3bI B KPOBH M HaOII01aeTcs He TONbKO y nanuentoB ¢ CJl 2 Tuma. pyrue
3¢ (eKThl BKIIIOYAIOT MOBBIIICHHE TEMATOKPUTA U CHUKEHHE MACChI Tela.

Janarnugino3nH CHUXAaeT KOHIIEHTPAIUIO TIII0KO3bI Tuia3Mbl kpoBu Hatomak (I'TIH) u mocne

15



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.07.2025 N= 18363

npueMa THUIM 332 CYeT YMEHBIICHUS pea6c0p6um}ﬂ'1:3'1:1:01%31'1:EE‘E%&EME&TR' HI—I:-IllaX,

CIOCOOCTBYSl BBIBEJICHHUIO TJIFOKO3BI TOYKaMH. BbIBeZ€HHE TIIOKO3bI (TJIIOKO3YPHUYECKHUIMA
a3 dexT) HabmIOMaeTCs YK€ IMOcje MpueMa TEPBOM J03bI Aanariudio3uHa, COXPaHSETCS B
TE€YEHHE TOCIENAYIOUINX 24 4yacoB M MPOJOJKAETCA Ha MPOTSHKEHUM Beell Tepanuu. KonnuecTBo
IJIFOKO3bI, BBIBOJAUMOM ITOYKAMU 32 CYET 3TOTO0 MEXAHMU3Ma, 3aBUCUT OT KOHLIEHTPALUHU TTIFOKO3bI
B KpoBU U 0T CK®. Takum 00pa3om, y MalMeHTOB ¢ HOPMaJIbHON KOHLIEHTpAIMEH TIIIOKO3bI B
KpOBHU Ha (pOHE MpPUMEHEHHUs Janariu@iIo3MHa OTMEYAETCS HU3Kas CKJIOHHOCTh K Pa3BUTHIO
runoriaukemMud. /lanarnngiao3uH He HapylIaeT HOPMAJIbHYIO MPOTYKIIMIO SHIOTEHHOM TIIIOKO3bI
B OTBET Ha runoriaukemuio. Jleiicteue namarnimgno3nHa He 3aBUCUT OT CEKpELUM MHCYJIMHA U
YYBCTBUTEILHOCTH K MHCYJIMHY. B KIMHUYECKUX MCCIEIOBAHMIX Janarin(io3uHa 0TMEeYanoch
ynyumenue ¢pyHkuun 6eta-kiaeTok (tect HOMA, homeostasis model assessment).

SGLT2 cenekTuBHO 3KCIpeccupyeTcs B Movkax. JlanariaudgIio3ud He oKa3biBaeT BO3JICHCTBUS HA
JpyTue IMEepPEeHOCYUKHU IIIIOKO3bI, OCYILECTBIIAIOLIME TPAHCIOPT TJIIOKO3bl K NepUpepruuecKum
TKaHsM, U posiBiisieT 6onee ueM B 1400 pa3 6onbiryto cenektuBHOCcTh K SGLT2, yem k SGLTI,
OCHOBHOMY TPaHCIOPTEPY B KUIIEYHUKE, OTBEYAIOIIEMY 3a BCACHIBAHUE TTIIOKO3BI.

dapmakoauHamuyeckue d3PHeKTol

[Tocne mpuema namarimdgo3uHa 370pOBBIMU J00poBoJibllaMu | manueHTamMu ¢ CJ[ 2 tuma
HAOMIOIAIOCh  YBEIMUYEHHWE KOJMYECTBA BBIBOJAMMON TMMOYKaMH TIOKO3bl. [lpu  mpueme
nanariuduosuHa B 1o3e 10 mr/cytku B Teuenue 12 Hepenb mamuentamu ¢ CJ1 2 tuma npuMepHO
70T TIIOKO3bI B CYTKH BBIIEISUIOCH TOYKaMu (4ro coorBercTBYyeT 280 Kkaw/cyTku). Y
nanuentoB ¢ CJl 2 tuma, npuaMMaBIUX ganarauduiosud B go3e 10 Mr/cyTku mmTensHO (10
2 51eT), BBIBEICHUE TITIOKO3bI MOJAEPKUBATIOCH HA IPOTSXKEHUU BCETO Kypca Tepanuu.
BroiBegenue TIOKO3bl MOYKAMU NpU NPUMEHEHUHM Janarivn@io3suHa TakKe TMPUBOAUT K
OCMOTHYECKOMY AMYpe3y U yBEIMUEHUIO0 00beMa Moun y manueHToB ¢ CJ[ 2 Tuma. YBenuueHue
o6bema moum y marueHToB ¢ CJ/[ 2 tTuna, npuanMaBImux namnariaudiao3ud B go3e 10 mr/cyTkw,
COXPaHSIOCh B TeUeHue 12 HeJenb M COCTaBIUIO MpUMepHO 375 MiI/CyTKHU. Y BennueHue oobema
MOYM CONPOBOXKJAJIOCHh HEOONBIIUM U TPAH3UTOPHBIM TMOBBIIICHUEM BBIBEJACHUS HaTpUs
MOYKaMH, YTO HE IPUBOJAWIIO K U3MEHEHUIO KOHIICHTPALIUU HATPHUS B CHIBOPOTKE KPOBH.

Kpome TOro, ormMeuanoch KpaTkoBpeMeHHOe (B TeueHWe 3—7 NHEHW) yBEeTWYeHUE SKCKPCIHH
MOYEBOM KHUCJIOTBI C MOYOH, COIPOBOXKAABIICECS YCTOWYMBBIM CHHUYKEHHEM KOHIICHTPALUH
MOYEBOW KHUCJIOTHI B CHIBOPOTKE KpoBH. Uepe3 24 Henenu CHUKEHHE KOHUEHTPALMU MOYEBOM
KHCJIOTHI B CBIBOPOTKE BapbupoBaio oT —48,3 1o —18,3 mxmons/xn (ot —0,87 10 —0,33 mr/mn).

Kinnanueckas 2dbdekTUBHOCTE U 0€30IIaCHOCTE

CJ1 2 tuma

VYiyuiieHne KOHTPOJISA TJIMKEMHHM U CHIJKEHHE 3a00J€BaeMOCTH M CMEPTHOCTH IO MpPUYUHE
CEpJEYHO-COCYIUCTOM MAaTOJIOTUN U OCIOKHEHUM CO CTOPOHBI MOYEK SBISAIOTCS HEOThEMIIEMON
yacteio jgeuenus CJI 2 tumna.

Jns oueHku 3(p(EKTUBHOCTH KOHTPOJS TIIMKEMUH U 0e30macHOCTH Janariugo3nHa ObuIo
npoBefeHO 14 JABOWHBIX CIENBIX PAaHIOMH3UPOBAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKUX
uccienoBanuii ¢ yyactueMm 7056 B3pocinbix nanreHToB ¢ CJl 2 Tuna, B KOTOpbiX 4737 nanueHToB
noyday  ganariaudgiao3uH. 12 ucchueqoBaHWUW  MpEAyCMATPUBAIM — TEPUOJ  JICUCHUS
IPOJODKUTEIBHOCTBIO 24 Hellen!, § UCCIEA0BaHNN — TONOJHUTENBHBIN IEPUOJT JOITOCPOYHOIO
nederuss otT 24 no 80 Hemenb (00IIast MPOJODKUTENBHOCTh HccienoBanuii a0 104 Hemens),
1 nccnenoBaHue NperycMaTPUBAIO MEPUOJ JIEUECHUS MPOJOJIKUTEIBHOCThIO 28 HENleNb, U €Ile
1 uccnenoBaHue — IMEPUOJ JICYEHHS] MPOJOIKUTEIBHOCTbIO 52 HEAeNnu C JOMOJHUTEIbHBIMU
NEepUOJIaMH  TOJITOCPOYHOIO JIEYCHUS MPOAOIDKUTEIBHOCThIO 52 u 104 Henmenu (oOmias
MIPOJIOJDKUTENBHOCTE uccienoBanus — 208 Henenb). Cpensss mponopkuteasHocTs CJI 2 Thna y
naueHToB BapbupoBaia ot 1,4 mo 16,9 ner. ¥ 50 % mauueHToB OBLIO HapylleHHE (QYyHKIUH
MOYEK JIETKOM cTeneHu TsokecTH, y 11 % manueHToB — HapylieHue (yHKIUHM MOYeK cpenHein
cTernieHu TskecTd. 51 % manmeHToB OBUIM  MYKCKOro 1moina, 84 % mnpuHamiIexand K
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€BpONEOUIHOM pace, 8 % — K MOHTOJIOMIHOM pace, 4 % L@M‘;&OﬁT&UQ@QQA_ 2 IE:II&J:V-IFI/IM

pacoBbiM rpymnmnam. Y 81 % nmauueHToB 3HaueHune uHaekca maccel Tena (MMT) cocraBumno > 27.
Kpome  Toro, Obuto  mpoBeaeHO 2 1I1ane00-KOHTPOJIUPYEMBIX  HMCCIEIOBaHUS
IPOJODKUTENBHOCTBIO 12 Hepenb y nanueHToB ¢ C/l 2 Tuma ¢ HealeKBaTHBIM KOHTPOJIEM
MJIMKEMUH W apTepuaibHOi runepteHsuu. s onenku ¢ dexra namarnudiuo3uHa B 1o3e 10 mr
[0 CPAaBHEHUIO C IUIane00 B OTHOLICHUU CEPJEYHO-COCYIUCTHIX U IMOYEUHBIX HCXOJO0B OBLIO
MPOBEJICHO HcclieoBaHue cepaedHo-cocyauctoix ncxogoB DECLARE, B kotopoM mnpuHsim
yuactue 17160 mamuentoB c¢ CJ[ 2 Tuma ¢ OUAarHOCTUPOBAHHBIM CEPIAEYHO-COCYIUCTHIM
3a0oJyieBaHNEM WK O€3 HETO.

KOHmpOJZb SAUKemuu

Monomepanus
Jns onenku Oe3omacHocTd U 3¢ddexkTuBHOCTH Mamarir@iIo3uHa B KAaueCTBE MOHOTEpANUU y

MAIMEeHTOB ¢ HealekBaTHBIM KoHTposieM CJI 2 turma Obu1o MpOBEACHO IBOWHOE CIIEToe miiaedo-
KOHTPOJIMPYEMOE HCCIICIOBAaHUE TPOJODKUTEIBHOCTRI0 24 Hemenu (C JOMOTHUTEIHHBIM
nepuonoM JedeHus). Ilpum mpueme nanmarmmduosmHa | pa3 B CyTKM OBUIO OTMEYEHO
craructuuecku 3Haunmoe (p < 0,0001) ymeHblIeHHE YPOBHS TNIMKHPOBAHHOTO I'eMOTJIOOMHA
(HbA1c), mo cpaBHEHHUIO C mpueMOM Iiaredo (tadimma 3).

B pomonHuTenbHOM MepHoje JedeHus CcHibKeHue ypoBHs HbAlc coxpaHsmochk BIUIOTH [0
102 Henmenu (CKOPPEKTUPOBAHHOE CpEIHEE HW3MEHEHHE OTHOCHUTEIHHO HMCXOJHOTO YPOBHS:
—0,61 % u —0,17 % nns ganarmudnosuna 10 Mr u muanedo COOTBETCTBEHHO).

Ta6nuua 3. Pesynwrarsl, monyuennsie uepes 24 nenemu (LOCF!) B mnane6o-KoHTpoaupyeMoM
HCCIICAOBAHUU ITPUMCHCHU A ﬂanarnmbnomfma B KaUCCTBC MOHOTCPAIINU

IHoka3zareJb MonoTepanus
Janaraudgaosun 10 mr Ilnane6o
N? 70 75
HbA1lc (%)
Ucxonnslii ypoBeHs (cpenHee) 8,01 7,79
M3MeHEHHE OTHOCUTEIEHO HCXOJHOTO YPOBHS® -0,89 -0,23
Pa3HOCTh OTHOCHUTENIBHO TUIAIe60’ —0.66*
(95 % AN) (-0,96, —0,36)
% mnanueHToB, focTurmmux yposus HbAle <7 %
3HaveHHE, CKOPPEKTUPOBAHHOE OTHOCUTEIIHHO 50,8° 31,6
MCXOHOTO YPOBHS
Macca Tena (kr)
HcxonHelii ypoBeHS (cpeaHee) 94,13 88,77
M3MEHEHHE OTHOCUTEIEHO UCXOHOTO YPOBHS® -3,16 -2,19
Pa3HOCTb OTHOCHUTEIBHO IIIALE00’ -0,97
(95 % AN) (-2,20, 0,25)
IIpumeuanue:

N — konn4yecTBO ManueHToB, IV — 10BepUTENbHBIA HHTEPBAJL.
' LOCF: nepeHoc NaHHBIX HOCIEIHEro (10 NPHMEHEHMS HEOTJIOKHON Tepaluy I HAIUEHTOB, y KOTOPHIX OHA

NIPUMEHSIACH) HAOII0ICHHS BIIEpE/I.
2Bce paHJOMHU3MPOBAHHBIE MAIMEHTHI, TIONYYMBLIE

He MeHee 1 JAO03bI HUCCIICAYEMOI'0 mpeliapaTta B HBOﬁHOM

CJICTIOM PEKUME B KPATKOCPOUYHOM HBOﬁHOM CJICTIOM IIEpUOaC.
3Cpe,uHee 3HA4YCHUC, PACCYUTAHHOC MCTOJAOM HAWMMCHLIINX KBAaJApPATOB, CKOPPCKTUPOBAHHOC OTHOCUTCIILHO

HCXOJJHOTO YPOBHSI.
4 p <0,0001 mst paznuyust ¢ wianeoo.

5BBI/IZly BBITIOJIHCHHUS MOCJICAOBATCIBHOIO0 CTATUCTUYCCKOI'0 aHa/in3a BTOPUYHBIX KOHCYHBIX TOYCK OLECHKY

CTaTUCTUYECKOI 3HAYMMOCTH HE IpOBOAUIIHN.
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Kombunuposannas mepanus (NOCNEOOBATENEHOCTE 0005)

B uccnenoBanuu He MeHbIeH 3(H(HEKTUBHOCTH C aKTHBHBIM KOHTPOJIEM TPOAOKUTEILHOCTHIO
52 Henenu (C AOMOTHUTENHHBIMH TIEPUOIAMHU JICUYCHUS MPOAOHKUTENBHOCTRIO 52 u 104 Henenn)
MPOBOAMIIN OIEHKY anaraugio3rHa B KadecTBe MO0ABICHHUS K Tepanuu MEeT(GOPMHHOM IO
CpPaBHEHHUIO C TPOM3BOIAHBIM CYJIb()OHMIMOYEBUHBI (TJUNU3KUA) B KauyecTBE MOOABICHUS K
Tepanuy MeT(HOPMUHOM Yy MAIIMEHTOB C HeaJleKBaTHBIM KOHTposieM rnukemun (HbAlc > 6,5 % u
<10 %). Ilo pe3ynpTaTam ucciae10BaHus ObUIO IOKa3aHO CXOJHOE Cpe/IHEee YMEHbIICHUE YPOBHS
HbAlc OTHOCHTENHHO MCXOMHOTO YPOBHS BIUIOTH O 52 HEAEIH 1O CPABHEHHIO C TEparue
[JIMNIKA3HUIOM, YTO CBUJETEIHCTBYET O HE MeHbIEeH 3()(PEeKTUBHOCTH Tepanuu Aanarin(io3nHoM
(rabmuma 4). Yepes 104 Hemenu CKOPpPEKTUPOBAHHOE cpenHee u3MeHeHue ypoBHs HbAlc
OTHOCHUTEIIBHO HMCXOAHOTo ypoBHS coctaBwio —0,32 % mna mpanarmudmaosuna u —0,14 % s
rmunu3uaa. Yepes 208 Hemenb CKOPPEKTHpPOBAHHOE cpenHee u3MeHeHHe ypoBHsS HbAlc
OTHOCHUTEIIbHO HCX0aHOro ypoBHs coctaBuiio —0,10 % mna mamarmudnosuna u 0,20 % ms
rmunu3uga. Yepes 52, 104 u 208 Henenb CTaTUCTUUECKH 3HAYMMO MEHbIIAs 10JIsl MAllUeHTOB B
rpynne nanarnudiaosuna (3,5 %, 4,3 % u 5,0 % cooTBeTCTBEHHO) MepeHeca 1o KpaifHeil mepe
OJIMH 3MM30]] THIOTJIMKEeMHUH TI0 cpaBHEHUIo ¢ rpymmoi rmmnusuna (40,8 %, 47,0 % u 50,0 %
COOTBETCTBEHHO). Jl0oJsl MalMeHToB, OCTAaBIIMXCS B uccienaoBanuu depe3 104 u 208 Hemensp,
cocraBuia 56,2 % u 39,7 % B rpynne ganarnudnosuna u 50,0 % u 34,6 % B rpynne rivnu3uaa.

Ta6nuua 4. PesynpraTsl, monydeHHble depes 52 Hemenn (LOCF!') B cpaBHHTENbHOM
HCCJIICAJOBAHUU C AKTUBHBIM KOHTPOJICM I10 OLICHKC I[OGaBJIeHI/IH I[anarnn(bnomHa U riujmnu3nga K
Tepanuu ¢ MeTHOPMUHOM

TToka3zarenn Janaraudao3un B I'manmsug B

Jn00aBJIeHUE K Jn00aBJIeHUE K
MeT(hOPMHHY MeT(hOPMHHY

N? 400 401

HbAlc (%)

Hcxonnslii ypoBeHs (cpenHee) 7,69 7,74

M3MeHEHHE OTHOCUTEIFHO HCXOJHOTO YPOBHS® -0,52 —-0,52

Pa3HOCTh OTHOCHTENHHO TEpamuy TIUIHA3HIOM B -0,00*

codyeTaHuu ¢ MeTGOpPMHUHOM®

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

Macca Tena (kr)

Hcxonnslii ypoBeHs (cpenHee) 88,44 87,60

V3MeHeHre OTHOCUTENBHO UCXOIHOTO YPOBHS® -3,22 1,44

Pa3HOCTh OTHOCHTENHHO TEpanuu TIUIHA3HIOM B —4,65°

codeTanuu ¢ MeTGOopMUHOM®

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

IIpumeuanue:

N — konnyecTBO nanueHToB, A1 — noBepuTenbHBIM HHTEPBAIL.
' LOCF: nepeHOC JaHHBIX MOCIEIHEr0 HAOIOAEHUS BIIEPEI.

2 PaHIOMM3UPOBAHHBIC U TIOJyYaBINME JICYEHHE MALMEHTH ¢ MCXOAHOM ONEHKOW M KaKk MHHMMYM OJIHOM
OIIEHKOI1 3()(h)eKTUBHOCTH ITOCTIE NCXOIHOTO YPOBHS.

3Cpennee 3HAYEHHE, PACCYMTAHHOE METOIOM HAUMEHBINMX KBAAPATOB, CKOPPEKTUPOBAHHOE OTHOCHTEIBHO
HCXO/IHOTO YPOBHSL.

* He menpmas 5Q(pEKTUBHOCTD 10 CPABHEHUIO C TEPANMEH TNIMIN3HAOM B COYETAHNH ¢ MET(GOPMUHOM.
3<0,0001.

[Ipumenenune nmamarnudiao3uHa B KadecTBE J0OABJICHHS K Tepanmuu  METHOPMHHOM,
[IIUMENUPUIOM, METGOPMHUHOM M MPOU3BOIHBIM  CYJIb(OHUIMOYEBUHBI, CHTArTUITHHOM
(c merdpopmuHOM wuM O€3 HEro) WM TMpenapaToM HHCYJIWHA TPHUBEIO K CTAaTUCTUYECKH
3HaYMMOMY yMeHbIIeHHI0 YpoBHsI HbAlc uepe3 24 Hepenu Mo CpaBHEHUIO € MIPHEMOM ILIaIe0o
(p <0,0001; Tabmuner 5, 6 u 7).

Ywmenbmenne ypoBHs HbAlc, Habnromaemoe yepes 24 Henenu, HOCHIIO YCTOHYMBBIA XapakTep B
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ot 30.07.2025 N2 18963
ucciaenoBaHusaX Jo0aBieHus nanariuduo3nHa_(K rnd&gﬁﬁpﬁ'%ﬁTEMbﬁgJ :'I/ij—lblx}ﬁﬂma)

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

COIJIACHO JaHHBIM, TMOJYYEHHBIM BIUIOTH 110 48 Hexenb Tepanuu (rimMmenupua) u 104 venensb
Tepanuu (mpenapar uHCynuHA). Yepe3 48 Hemenb NMpuMEHEHHUs Aanariudio3nHa B KayeCTBE
n00aBJIeHUS] K TE€paruu CUTAIUITHHOM (C MeT(OopMUHOM MM O€3 HEero) CKOPPEeKTUPOBAHHOE
CpefHee M3MEHEHUE OTHOCUTEIBHO MCXOJHOIO YPOBHs A Aanariudiao3uHa B go3e 10 mr u
mwrane6o cocraBmwio —0,30 % u 0,38 % coorBercTBeHHO. B mccnenoBanuu nanarnudio3uHa B
KauecTBe M00aBJICHHS K Tepamuu MeTGOPMHHOM yMeHbIeHue ypoBHsS HbAlc coxpansuiock
BIJIOTh 10 102 Henmenu (CKOPPEKTUPOBAHHOE CPEIHEE W3MEHEHHME OTHOCUTEIBHO HCXOIHOIO
ypoBHs: —0,78 % u 0,02 % nns ganarnuduozuna 10 Mr u mmane6o cooTBeTCTBEHHO). Uepes
104 Henenu uccnenoBaHus Aanariugo3nHa B KadecTBE J00aBICHUS K Tepaluu IpenapaToM
MHCYJIMHA (B KOMOMHAIMKM C JONOJHHUTEIbHBIMHM THIOIIIMKEMUYECKUMHU IMpernapaTaMu Wi 0e3
HUX) CKOPPEKTHPOBAHHOE CpeiHee yMeHblleHue ypoBHsS HbAlc oTHocHTENnbHO HCXOAHOTO
ypoBHs coctaBuiio —0,71 % u —0,06 % nnsa nanmarnmudio3una 10 Mr u mramnedo COOTBETCTBEHHO.
UYepes 48 u 104 Hemenu y HalMeHTOB, MONyyaBIIMX nanariudio3un B go3e 10 wmr, nosza
npenapara MHCYJMHA OCTaBajlach CTAOMJIBHOW IO CPaBHEHHIO C HCXOJIHBIM YPOBHEM M B
cpeaneM cocraBisia 76 EJl/cytku. B rpymme, momydaBmiei rurane6o, HaOJIIOJAIOCh CpeaHee
yBenu4eHue 036l mpernapata uHCyauHa Ha 10,5 EJl/cytkum m 18,3 EJl/cyTku OTHOCHUTENTBHO
ucxonHoro ypoBHs (cpennsis noza: 84 EJl/cytku m 92 EJl/cytkm) uepe3 48 u 104 nenmenu
COOTBETCTBEHHO. J[0J1s1 MalMeHTOB, OCTABIIMXCS B HccienoBanun yepe3 104 Hegenu, coctaBuia
72,4 % B rpynne, nonydaBiied nanarmuduosun 10 mr, u 54,8 % B Tpymme, ModydaBIICH
iane0o.

Tabmuua 5. Pe3ynprarhl miaane60-KOHTPOIMPYEMBIX HCCIeIOBaHUN Aanaraugo3nHa B KauecTBe
N00aBJICHHS K Tepanmuu METGOPMHHOM WJIM CUTATJUNTUHOM (C MET(OPMHHOM WU O€3 HEro)
NpoAoIKUTeNsHOCTRIO 24 Henemn (LOCF?)

Iloka3aTtensn Kom0unupoBannas Tepanus (106aBjeHue)
N4 Merdopmun' Hurudurop AIII-4
(cuTaraunTun’)
+ merdopmun’
135 137 223 224
Hanarmudao3un | Ilnaneoo | Janarauduaosun | Iliaunedo
10 mr 10 mr
HbAIlc (%)
Hcxonnplii ypoBeHb (CpemHee) 7,92 8,11 7,90 7,97
M3MeHeHHe OTHOCHTEILHO HMCXOIHOIO -0,84 -0,30 -0,45 0,04
ypoBHs®
Pa3HOCTh OTHOCHTENBHO 1a1e6o’ —0,54¢ —0,48°¢
(95 % AN) (-0,74,-0,34) (-0,62,-0,34)

% NalUeHTOB, AOCTUTIIUX YPOBHS
HbAlce <7 %

3HaveHwHeE, CKOPPEKTHPOBAHHOE 40,67 25,9
OTHOCHTEIILHO UCXOJHOTO YPOBHS

Macca Tena (Kr)

Ucxonnslii ypoBeHb (cpenHee) 86,28 87,74 91,02 89,23

M3MeHeHne OTHOCHTEILHO HMCXOHOIO -2,86 -0,89 -2,14 -0,26

ypoBHS®

Pa3HOCTh OTHOCHTENBHO 1a1e6o’ -1,97¢ —1,89°¢

(95 % AN) (-2,63,-1,31) (-2,37,-1,40)
IIpumeuanue:

N — kosn4yecTBO ManueHToB, IV — 10BepUTENbHBIA HHTEPBAIL.

JIITI-4 — nunentuanianentuaasa 4.

" Metdopmun > 1500 Mr/cyTku

2 Curarnuntus 100 Mr/cyTkuy.

3 LOCF: nepeHoC JaHHBIX MOCIEIHEr0 HAOMIOACHUS (10 IPUMEHEHUS HEOTIONKHON Tepanuy s MalUueHTOB, Y
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
~ or30.07.2025 N= 18963
KOTOPBIX OHA IIPUMEHSJIACh) BIIEpE. (MOCNEQOBATENEHOCTE 0005)

4 Bce paHIOMHU3HMPOBAHHEIC ITALMEHTHI, HOIyYHMBIIAE HE MeHee | JO3bI MCCIEMYEMOro Hperapara B JABOMHOM
CJICTIOM PEKUME B KPATKOCPOUYHOM JBOHHOM CIICIIOM TEPHOJIC.

>CpenHee 3HaYEHHE, PACCUMTAHHOE METOJOM HAMMEHBIIMX KBAJPaTOB, CKOPPEKTUPOBAHHOE OTHOCUTEIBLHO
HCXOJ/IHOTO YPOBHSL.

®p < 0,0001 ms pasauuKMsa OTHOCHTENLHO TEPAIIMH MIIANE00 B COYETAHUHU C MEPOPATHHEIM THIOTIUKEMHYECKUM
[penaparom.

7< 0,05 mia pasnMuMs OTHOCHTENBHO TEPANMH INIANE00 B COYETAHWH C NMEPOPATBHBIM THIIOTIMKEMHIECKHM
[pernaparom.

Tabnuua 6. Pe3ynbpTrarhl maane60-KOHTPOIMPYEMBIX HCCIeIOBaHUN Aanaraugo3nHa B KauecTBe
00aBJICHHS K Tepanuu MPOU3BOIHBIM CYIb()OHWIMOUYEBUHBI (TIMMETTUPHT) I METHOPMHUHOM
U TIPOU3BOIHBIM CYJIb()OHUIMOYEBHHBI TPOJIOKUTENLHOCTBIO 24 Henenu

IMoka3zarensn Kom6unnpoBanHasi Tepanus (106aBJieHne)
IIpousBoaHoe IIpousBoaHoe
CyIb(OHUIMOYEBUHBI CyJIb(OHUIMOYEBUHBI B
(rmamenupun') COYETAHUH ¢ MeT(HOPMHHOM>
Janmarmaudaosun | Ilnaneoo | danmarauduiosun 10| Ilname6o
10 mr Mr

N3 151 145 108 108

HbAlc (%)*

HcxonHerii ypoBeHSB (cpemaHee) 8,07 8,15 8,08 8,24

HN3menenue OTHOCHUTEIHHO -0,82 -0,13 -0,86 -0,17

HCXOJIHOTO YPOBHS"

Pa3HOCTb OTHOCHUTEIHHO IUIALEe60’ —0,68% —0,69%

(95 % N) (-0,86,-0,51) (0,89, —0,49)

% MAHEHTOB, JOCTHTTIINX

ypoBusi HbAlc <7 % (LOCF)®

3HaueHue, CKOPPEKTHPOBAHHOE 31,78 13,0 31,88 11,1

OTHOCHUTEIILHO UCXOJHOTO YPOBHS

Macca tena (kr) (LOCF)®

HcxonHbrii ypoBeHB (cpemaHee) 80,56 80,94 88,57 90,07

H3menenue OTHOCHTEILHO -2,26 -0,72 -2,65 -0,58

HCXOJIHOTO YPOBHS"

Pa3HOCTh OTHOCHUTENIBHO TUIAIEe00” —1,54% -2.07%

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

IIpumeuanue:

N — konuyecTBO nanueHToB, A1 — noBepuTenbHBIM HHTEPBAIL.

' Tnumenupun 4 Mr/cyTku.

2Meropmun (JiekapCTBEHHBIE (POPMBI ¢ HEMEJIEHHBIM WJIM TIPOJIOHTMPOBAHHBIM BBICBOOOMKIEHUEM) B JI03€
1500 Mr/cyTku B COYETAaHHH C MAKCUMATbHON MEPEHOCUMOMN 10301 (IOJDKHA COCTABJIATH HE MEHEE MOJOBHHBI
MaKCHMaJIbHOI J103bI) TPOU3BOAHOTO CYJIb()OHWIMOYEBUHBI B TEYEHUE KaK MUHUMYM § HEJIEJb /10 BKIFOUCHHUS
B UCCIIE/IOBaHMUE.

3 PaHIOMU3MPOBAHHbBIE U TIOJIYYaBIIHE JIEYEHHE MALMEHTHI C MCXOJHON OIEHKOW M Kak MUHHMYM OJHOMN
OIIEHKOI1 3(h(heKTHUBHOCTH ITOCTIE NCXOTHOTO YPOBHS.

4Cronbupsl 1 u 2 - amanus yposas HbAlc ¢ mpumenenuem meroga LOCF (cm. mpumedanue 6); CTONGLEI
3 u 4 — ananmu3 ypoBHs HbAlc ¢ npumenennem merona LRM (cMm. mpumeuanne 7).

SCpenHee 3HAYECHHE, PACCUYMTAHHOE METOJOM HAWMEHBINHMX KBAAPATOB, CKOPPEKTHPOBAHHOE OTHOCHTEIBHO
HCXO/IHOTO YPOBHSL.

S LOCF: nepeHoC JJaHHbIX MOCEAHETO (MALUEHTHI JI0 TIPUMEHEHHS HEOTIOKHOMN TEPATIMHN) HAOIKOIEHHS BIIEPEL,

"LRM: nIpOI0JIbHBII aHAU3 TIOBTOPHBIX U3MEPEHHU.

8p<0,0001 ns pasaMuMs  OTHOCHMTENLHO TEPANUM  IUIAEb0 B COYETAHUH €  TEPOPAIHLHBIM(-H)
TUNOTIMKEMUYECKUM(-H) IpenapaToM(-aMu)
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COOTBETCTEYET 3IKCNEFPTHOMY OTYETY
ot 30.07.2025 N2 18963
05

Tabnuna 7. Pe3ynbratrel, mony4eHHble yepes3 24 Heﬂenlx'r-r(lgcliaﬁﬁ—‘lg %ﬁl&%l}i@&%& MpyeMoM

UCCIICIOBAaHUM Janarauduio3nHa B KadecTBE KOMOMHHMPOBAHHOW Tepamuu C HMHCYJIUHOM (B
KayecTBE MOHOTEpanuy WIM B KOMOMHALMM C MEpPOPAIbHBIMU T'MIIOTIMKEMHUYECKUMHU
npenapaTamu)

IToxa3zarean Hanaraudgao3un 10 mr B | Iliiane6o B koMmOuHanun
KOMOMHAIIMH € ¢ MHCYJIHHOM =+
HHCYJIUHOM £ nepopajbHbIe
nepopajbHbie THNOTJINKEMIYeCKHE
THIIOTINKEMHYECKHE npenaparsi’
npenaparbl’

N? 194 193

HbA1lc (%)

HcxonHbrii ypoBeHSB (cpemaHee) 8,58 8,46

H3menenue OTHOCHUTEILHO HCXOJHOI'0O -0,90 -0,30

ypOBHs®

Pa3HOCTH OTHOCHTENBHO ILIA1Ee00° —0.60*

(95 % [1N) (-0,74,-0,45)

Macca Tena (kr)

Ucxonuwbiit ypoBeHb (cpenHee) 94,63 94,21

H3menenue OTHOCHUTEILHO HCXOJHOI'0O -1,67 0,02

ypOBHS’

Pa3HOCTh OTHOCHUTENIBHO TUIAIe60’ —-1,68*

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

Cpennsisi cyrounasi 103a uncysuna (EJ)°

Hcxonnslit ypoBeHsb (cpenHee) 77,96 73,96

Hsmenenue OTHOCHTEIBLHO HCXOIHOTO -1,16 5,08

ypOBHS’

Pa3HOCTb OTHOCHUTEIBHO IUIALEe00’ —6,234 11,0

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

[TanMeHTHI CO CHUKEHUEM CpeaHEH CYTOTHON 19,7°

10361 HHCYJIMHA He MeHee yeM Ha 10 % (%)

IIpumeuanue:

N — konuyecTBO nanueHToB, A1 — noBepuTenbHBIM HHTEPBAIIL.

'LOCF: mnepeHOC NaHHBIX MOCIHEAHETO (IO WIM B JaTy MEPBOTO TOBBIEHUS J03bl WHCYJUHA, TPH
HE00XO0TMMOCTH) HAOJIOICHUS BIIEPE].

2Bce paHAOMHU3MPOBAHHBIE MALMEHTHI, TIOJYYMBIIME HE MEHEE | 03Bl MCCIENYEMOTO MPEMApara B JBOWHOM
CJIENIOM PEKUME B KPATKOCPOUHOM JBOMHOM CIIEIIOM MEPHOJIE.

3CpenHee 3HAYEHWE, PACCYUTAHHOE METOJOM HAMMEHBLLIMX KBAJPATOB, CKOPPEKTHPOBAHHOE OTHOCHUTEJLHO
HCXOJHOTO YPOBHS U HAJIIMYHS NIEPOPAILHOTO T'MIOTIIMKEMUYECKOT0 Ipernapara.

4p<0,0001 must pasnuuMs OTHOCHTENLHO TEPANUM IUIAEOO B COYETAHMM C HMHCYJIMHOM * MEPOPabHBIH
THIIOTJIMKEMUYECKH TIperapar.

Sp<0,05 mus pasnuyus OTHOCUTENBHO TEpanuu Imianebo B COUETAHUM C MHCYJIMHOM =+ MEpOPaTbHBIN
THIOTJINKEMUYECKHH TpeTapar.

TloBbleHne /03Bl MpEMapara MHCYJNMHA (BKJIIOYAs HHCYJIMH KOPOTKOTO JEHCTBHA, HMHCYJIMH CpERHEN
MPOJIOIDKUTENBHOCTH JeHCTBUS W 0a3aibHBIM HMHCYJIMH) AOMYCKAJIOCh TOJNBKO B CIydae COOTBETCTBHS
MMalMEeHTOB MPEIBAPUTEIHHO 33/JaHHBIM KpuTepusiM KoHueHTparmu ['TIH.

"Ucxomuo 50 % ManmeHToB MoyYaid MOHOTEPAIHIO MPENapaTtoM HHCyIuHa; 50 % MallneHTOB B JOTOJIHEHHE K
TEpanuy MHCYJIWHOM INPUHUMaIU | WiIKM 2 NepopasibHBIX THUIOTIMKEMHYECKUX Npernapara: W3 3TOW TpyIIIbI
80 % mnpuHMManu Tonbko MeTrdopmuH, 12 % mnpuHMManu MeTOPMHUH B KOMOHMHAIIMM C HPOWU3BOJHBIM
CyIb(OHNIMOYEBHHBI, @ OCTAJbHBIE TIAIMEHTHl MPUHUMAIW JPyTHe MepopajbHble TUIOTIHKEMHYECKHE
npenaparsl.
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COOTBETCTEYET SKCMNEFTHOMY OTHETY
ot 30.07.2025 N= 18363

Koxwéunupoeaﬂﬂa,q mepanu: ¢ MéM(bODMuHOM ) nauueml;lo:e ﬁp]z%ge‘i}% HBE&I{EH”L&-I;V?QBQQ;FIO

B o6mieii cnoxknoctu 1236 nanueHToB ¢ HeaaekBaTHbIM KoHTposieM CJ] 2 tuma (HbAlc > 7,5 %
u < 12 %), paHee He MOITyYaBIIUX TEPANUIO, IPUHSAIN y4acTUE B 2 UCCIEAOBAHUAX C AKTUBHBIM
KOHTPOJIEM TPOJOJDKUTEIBHOCTBIO 24 Hemenu A OLEHKH Y(PQPEKTHBHOCTH M OE30MACHOCTH
KOMOWHUPOBaHHOM Tepanuu ganariudaoszuaoM (5 mr uiau 10 Mr) B coueTaHuu ¢ METHOPMUHOM
y MaIMEeHTOB, paHEe HE MOJTyYaBIIUX TEPAIHIO, 10 CPABHEHUIO C MOHOTEpaIueH.

Jleuenne nanarnudaozuaoM B 103e 10 Mr B komOuHaImu ¢ Metopmunom (B 1o3e 10 2000 mr B
CYTKH) 00ecneumio CTaTHCTUYEeCKH 3HaunMmoe yiydmeHue ypoBHs HbAlc mo cpaBHenuio c
MOHOTepanuei (Tabnuia 8) u mpuBesno K 060jee BIpaXKeHHOMY CHUXEHUI0 KoHueHTparuu ['TTH
(10 CpaBHEHUIO ¢ MOHOTEpAIMeil) 1 Macchl Tena (10 CPaBHEHUIO C Tepanueil MeTHOPMHUHOM).

Tabmuma 8. Pesynbrarsl,

nonydyenHsle depes 24 Hemenmu (LOCF!') B cpaBHHTENbHOM

UCCIICIOBAHNM C AaKTUBHBIM  KOHTPOJIEM IO OIEHKE KOMOWHHPOBAHHOW  Teparuu
JanariugIo3unHOM U METPOPMUHOM y TAIIUEHTOB, paHee HEe TMOJIYyYaBIINX TEPAIHIO
IToxa3zarennb Hanarmudao3un 10 mr | JJanaraudaosun | MerdopMuH
B COYCTAHUH C 10 mr
MeT(OPMHUHOM
N? 2112 219? 208
HbA1lc (%)
Hcxonnslit ypoBeHsb (cpenHee) 9,10 9,03 9,03
H3MmeHeHHEe OTHOCHTEIBLHO HMCXOIHOTO -1,98 1,45 —1,44
ypOBHS’
Paznocts OTHOCUTEIBHO Tepanuu -0,53*
nanarmudro3uHoM’
(95 % AN) (-0,74,-0,32)
PasnocTts OTHOCHUTEIBLHO Tepanuu —-0,54* -0,01
MeTHOPMUHOM®
(95 % AN) (-0,75,-0,33) (-0,22, 0,20)
IIpumeuanue:

N — konmyecTBO nanueHToB, A1 — noBepuTenbHbIM HHTEPBAIIL.

' LOCF: mepeHoc TaHHBIX MOCIEIHETO (10 MPHMEHEHHS! HEOTIIOKHON TEPAMY IS MAIHEHTOB, y KOTOpBIX OHa
MIPUMEHSIIACH) HAOTIOACHHS BIIEPE].

2Bce paHIOMU3HPOBAHHBIE ITAIMEHTHI, MOTyYHBIINE HE MEHEE 1 J03BI MCCIEMYEMOTO Mpenapara B ABOMHOM
CJIETIOM PEKMME B KPATKOCPOYHOM JBOHHOM CIIETIOM EPHOJIE.

3Cpennee 3HAYEHHE, PACCYMTAHHOE METOIOM HAUMEHBINMX KBAJIPATOB, CKOPPEKTUPOBAHHOE OTHOCHTEIBHO
HCXOJJHOTO YPOBHSI.
4p <0,0001.

Kombunuposannas mepanus ¢ sxcenamudom npoioH2upo8anHo20 oeticmeus

B n1BoifHOM clilenoM HCClIeZIOBaHUM C aKTHMBHBIM KOHTPOJIEM IMPOIOKUTEIBHOCTHIO 28 Henemnb
CpaBHMBAJIM  KOMOMHHMpPOBAaHHYIO  Tepamuio  Janariu@io3nHOM U SKCEHaTUIOM
IPOJOHIMpoBaHHOro  aeiictBus  (aronucrom  penentopos [TIII-1) ¢ monoTepanueit
nanariaugo3MHOM U MOHOTEpaIiel SKCeHaTUIOM MPOJIOHTHMPOBAHHOTO JEMCTBHS y MallUEHTOB
C HEaJIeKBaTHBIM KOHTPOJIEM TJUKEeMHUH Ipu MoHoTepanuu merdopmuHoMm (HbAlc > 8% u
<12 %). Bo Bcex rpymnmnax JiedeHust Obu10 OTMEeUeHO cHIKeHue ypoBHs HbAlc mo cpaBHeHuto ¢
UCXOJHBIM YpOBHEM. B rpymnmne koMOMHUpOBaHHOM Tepanuu nanariidiao3uHom B no3e 10 mr u
9KCEHATUIOM MPOJOHTMPOBAHHOIO AEMCTBUS OBLJIO MOKa3aHO OoJiee BBIPAKEHHOE CHUKEHHE
ypoBHst HbAIcC OTHOCHTENBHO HCXOAHOTO YPOBHS MO CpPaBHEHHIO C MOHOTEpaIue
JanarugIO3MHOM U MOHOTEPAIMEH SKCEHATHUIOM MPOJIOHTUPOBAHHOTO IeHcTBHS (TabauIa 9).
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Tabmuma 9. PesynbTaTh

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 30.07.2025 N= 18363

ncenenosanns  fepann | tarabuithiosihion” i S Giinom

IPOJIOHTUPOBAHHOTO JCUCTBUSL 1O CpPaBHEHHIO C MOHOTEpamueil nanarimu@io3suHoM |

MOHOTEpANnued HKCEHATHIOM MPOJOHTUPOBAHHOTO JIeUCTBUS  (TALIMEHTHI

nomyjadauuu €

HazHauyeHHbIM JiedeHueM (ITT)) B koMmOuHammu ¢ MeTGOPMHUHOM TMPOJOKUTEITHHOCTHIO

28 Henenb
IToxa3zarennb Janaraudio3un Janaraudao3un IKceHATUT
10 mr 1 pa3 B cyTkH 10 Mmr 1 pa3B | IPOJIOHTMPOBAHHOIO
B KOMOMHALIMH € CYTKH B neiicreus 2 mr 1 pa3
IKCEHATHIOM KOMOMHALMH C B HeJleJII0 B
NMPOJIOHTHPOBAaHHOTIO | TJanedo 1 pa3 B KOMOMHAIMH
aeiicreus 2 mr 1 pa3 HeJeJII0 miianedo 1 pas B
B HeJleJII0 CYTKH

N 228 230 227

HbA1lc (%)

Hcxonnslit ypoBeHs (cpenHee) 9,29 9,25 9,26

H3menenue OTHOCHTEILHO -1,98 -1,39 -1,60

UCXOIHOTO YPOBHs'

CpenHsis pasHOCTH B M3MEHEHHH -0,59? -0,38°

OTHOCUTENIFHO FHCXOJHOTO YPOBHS

MEX1y KOMOMHUPOBAHHOMN Teparue

Y Tepamueil OJTHUM IpernapaToM

(95 % AN)

Pa3HOCTH OTHOCHWTENBHO TeEpamuu

meTdopMuHOM?

(95 % AN) (-0,84, 0,34) (0,63, (-0,13)

% MALMEHTOB, JOCTUIIIUX YPOBHS 447 19,1 26,9

HbAlc <7%

Macca Tena (kr)

Hcxonnslit ypoBeHs (cpenHee) 92,13 90,87 89,12

H3menenue OTHOCHTEILHO -3,55 -2,22 -1,56

UCXOIHOTO YPOBHs'

CpenHsisi pasHOCTh B M3MEHEHUH -1,33? -2,00?

OTHOCUTEIBHO HCXOAHOTO YPOBHS

MEX1y KOMOMHHUPOBAHHOMN Teparue

Y Tepamueil OJTHUM TpernapaToM

(95 % AN) (-2,12,-0,55) (-2,79,-1,20)

IIpumeuanue:

N — konmuecTBo nanueHTos, A1 — noBeputeabHbI HHTEPBAIL.

! CkoppeKTHpOBaHHbIE CPEHME 3HAYEHHSA, PACCUMTAHHBIC METOAOM HAMMEHBIIMX KBAApaToOB, U Pa3sHOCTh B
M3MEHCHHU OTHOCUTEIILHO UCXOJHOTO YPOBHS uepe3 28 Heleldb CMOJICITMPOBAHbBI C UCIIOJIE30BAHHEM MOJICIH CO
cMemaHHbpMU ddextamu I MOBTOpHBIX m3MepeHnid (MMRM), kotopas BkiIOYaja BapuaHT TEPAITHH,
peruoH, crpary ucxomHoro ypoBHsS HbAlc (< 9,0 % wmmm > 9,0 %), Hemenro JIe4eHHUS W B3aMMOJEHCTBHE
«Teparus — HeJlelisD» B KadecTBE TIOCTOSHHBIX 3HAUCHUH W 3HAYeHHE UCXOTHOTO YPOBHS B KAUeCTBE KOBAPHUATHL.

2p <0,001.

3p<0,01.

Bce 3naueHus p CKOPPEKTHPOBAHEI ¢ TIOMPAaBKOH Ha MHOKECTBEHHOCTD.
B crarucTiueckuil aHaIM3 HE BKIIFOYAITN H3MEPEHHUS, IOy YeHHbBIE TTOCIIC PUMEHEHUS HEOTIOXKHOHN Tepamnuy, a
TaKXKe MMOCIIE MPEKACBPEMEHHOTO MTPEKPAICHHS TPUEMa HCCIIeyeMOro mpenapara.

Konuenmpayus I'lTH

[Mpumenenne nanarmudinosnHa B no3e 10 Mr B KayecTBE MOHOTEpAllMd WM B Ka4eCTBE
no0aBIIeHUSI K Tepanmud METPOPMHHOM, TIIUMEMHPUAOM, METHOPMHUHOM U TMPOU3BOIHBIM
CyNTb()OHUIMOYECBHHBI, CHTATMITHHOM (C METGOPMUHOM WU 0O€3 HEro) Wi MpermapaToM
WHCYJIMHA TIPUBENO K cTaTucThyecku 3HaunmMomy cHuxeHuto ['TIH (ot —1,90 mo —1,20 MMob/m)
[or =34,2 mo —21,7 mr/mn]) mo cpaBHeHuto ¢ miarnedo (ot —0,33 go 0,21 mmons/a [oT —6,0 10
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3,8 mr/mi]). Otor »>ddekr HaOmMoOmaICT UEPE3 1':Q&éﬂgagﬁggtﬁm&&ﬂe{yﬁ%ﬁ B

UCCJIEI0BAHUSX, TPOAOILKaBIIMXCA 10 104 Henenb.

KomOunupoBanHass Ttepanus jmamariaudgiao3uHoM B go3e 10 Mr u  9KCEHATHUAOM
MPOJOHTHPOBAHHOTO JCUCTBUS MPUBOAMIA K CTATUCTUYECKH 3HAYMMO OOJIBIIEMY CHIDKEHUIO
I'TIH uepe3 28 venens gedeHus: —3,66 MMob/n (—65,8 MI/mT) o cpaBHEHHIO ¢ —2,73 MMOJIb/IT
(—49,2 wmr/an) B rpymnme MoHoTepanuu aganariuduosuHom (p <0,001) m —2,54 mmonw/n
(—45,8 mr/nm) B rpynme MmoHoTepanuu dkceHatuaoM (p < 0,001).

B crnenuansHOM uccnenosanuy y naruentos ¢ CJ1 2 tunma ¢ pCK® > 45 u < 60 mn/mun/1,73 m?
Tepanus nanarmugo3uHoM npuBena K cHwkeHuto ['TIH uepes 24 megenmu: —1,19 Mmomnw/n
(21,46 mr/m) mo cpaBuenuto ¢ —0,27 mmons/n (—4,87 mr/mn) B rpynmne miarebo (p = 0,001).

Konyenmpayus enoxo3sel 8 niazme nocie npuema nuwu

[Tpumenenne nanarnudiao3una B 1o3e 10 Mr B kauecTBe 100aBICHUS K TePAUU TNIUMETHPUIOM
IPUBOAMIIO K CTAaTUCTMYECKH 3HAYMMOMY CHIKEHHIO KOHIIEHTpPALMM TJIIOKO3bl uepe3 2 vaca
nocJjie nprueMa Iy yepes 24 HeAenu JIEUeHHs], KOTOPOE COXPaHsIOCh BIUIOTh A0 48 Henenu.
[Tpumenenue ganarnudnosuHa B 103¢ 10 Mr B kauecTBe 100aBIEHUS K TEPAIIUU CUTATJIUIITHHOM
(c merhopMHuHOM WK O€3 HEr0) MPUBOIWIO K CHUKCHHUIO KOHIICHTPAIIMH TITFOKO3bI uepe3 2 yaca
MocJe mpueMa MUy yepe3 24 HeAeNu JICUSHUS, KOTOPOE COXPaHsIIOCh BIJIOTh A0 48 Henemnu.
KomOunupoBannas Tepanust ganariugiao3uHoM B go3e 10 Mr M 3KCEHATHUAOM
IIPOJIOHTUPOBAHHOTO ACHUCTBUS NPUBOJAMIA K CTATUCTMYECKH 3HAUYUMO OOJIBIIEMY CHHKCHMIO
KOHLIEHTPAllMU TJIOKO3bl Yepe3 2 yaca Mocie MpuemMa IMUIU 4Yepe3 28 HEeIeNb JIEUEHUs IO
CPaBHEHMIO C MOHOTEpaNnuel KaXIbIM IIpenapaToM B OTAEIbHOCTH.

Macca mena

[Ipumenenue nanarnudiao3uHa B 1o3e 10 Mr B kauecTBe 100aBIeHUS K Tepanuu MeTHOPMUHOM,
TIIUMETIUPUAOM, METQOPMHHOM W TPOU3BOTHBIM CYIb()OHUIMOYECBUHBI, CHUTATIHIITHHOM (C
MeThOpPMUHOM WM 0Oe3 Hero) WM MpernaparaMd WHCYJIMHA MPUBOJWIO K CTaTUCTHYECKU
3HaYMMOMY CHHKEHHIO Macchl Tena uepe3 24 nHenmenu (p <0,0001, Tabmuusr 5 u 6). OtH
3 eKTh HOCWIM YCTOWUYMBBIA XapakTep B JOJITOCPOUYHBIX HcchenoBaHusx. Yepes 48 Hemenb
Pa3HOCTh 3HAYEHWH, TONYYEHHBIX B Tpymme Ao0aBlieHUs nanaraudio3uHa K Tepanuu
CUTArJIMNITHHOM (¢ MeT(HOPMUHOM Wi 0€3 HEro) W B TPYMIIE, MOIyYaBIIeH mianedo, CocTaBuiIa
—2,22 xr. Yepe3z 102 Hemenu pa3HOCTh 3HAYEHUH, IOJyYEHHBIX B Tpymne g00aBICHUS
nanariaudio3uHa K Tepanuu MeTGOPMUHOM, W B TPYIIE, MoJydaBlueld Iuianebo, U pa3HOCTb
3HAUEHUH, MOJYUYEHHBIX B Tpymime no0aBieHus aanariudio3nHa K TEepanud WHCYJIWHOM, U B
rpyIine, moxy4asiinei miamnebo, cocrapmia —2,14 kr u —2,88 KT COOTBETCTBEHHO.

[Ipn mpuMeHEHHH B KadecTBE JOOABICHHS K Tepanmuud MeT(GOPMHHOM B HCCIEAOBAHUU HE
MeHbIIeH 3(pPEKTUBHOCTH ¢ AKTUBHBIM KOHTPOJIEM AAnariu(io3uH MPUBOIUI K CTATUCTUYECKU
3HAUMMOMY CHM)KEHHIO MAaccChl Te€lla MO0 CPaBHEHUIO C NpUMEHEHHeM Iumnusuaa (Ha —4,65 xr
yepe3 52 Hepenu (p <0,0001, tabnuma 4), kotopoe coxpansyoch uepe3 104 u 208 Hemenb
(=5,06 xr m —4,38 Kr COOTBETCTBCHHO).

[Ipumenenne pamarnudiao3uHa B go3e 10 mMr B KadecTBe KOMOWMHHUPOBAHHOM Tepamuu C
HKCEHATHUIOM IPOJIOHTUPOBAHHOTO JEHCTBUS MPHUBEIO K CTATUCTHYECKH 3HAYMMO OOJIbIIEMY
CHI)KEHMIO MacChl Tela M0 CPaBHEHHIO ¢ MOHOTEpanuen KakJIbIM MpPEernaparoM B OTAEIbHOCTU
(Tabmuma 9).

B wuccinegoBanum c¢ yuvactuemM 182 mnamumentoB ¢ CJI 2 TUma ¢ UCHOJIB30BaHUEM
JIBYX?HEPreTHUECKOW PEHTI€HOBCKOM aOCOPOIIMOMETPUH ISl OLIEHKH KOJIMYECTBEHHOT'O COCTaBa
Tella MPOJOJLDKUTEIBHOCTRIO 24 HeAenu 10 JaHHBIM HM3MEPEHUH ¢ HCIOJIb30BAaHUEM
JIBYX?HEPIreTHUECKOW PEHTIC€HOBCKOW aOCOPOIIMOMETPHH NP NMPUMEHEHUH .Janariudo3uHa B
no3ze 10 mr B couetaHun ¢ METGOPMHHOM II0 CPaBHEHHIO C Tutaneb0 B KOMOWHAIMH C
MeTHOPMUHOM OBLIO TMOKa3aHO, COOTBETCTBEHHO, CHIKCHHE MACCHl TElla M KHPOBOW MacChl
Tena, a He MOTepsl MBIIIEYHON MacChl WM >KUJIKOCTH. B monuccienoBaHuy ¢ MCIOIb30BaHUEM
MarHuTHO-pe3oHaHcHoi Tomorpadpuu (MPT) npumenenue panariaudguiosuHa B KOMOMHALMU C
MeT(HOPMUHOM MPOBOAMIO K KOJIMYECTBEHHOMY YMEHBIICHHUIO BHUCLEPAIbHON KUPOBOM TKaHU
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M0 CPaBHEHHIO C TPUMEHEHHEM I11aIe00 B KOM( I/IHaHI/II/II'glll\IIC:T(ﬂgﬂ;/II‘VIﬁgJ.En bHOCTL 0005)

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Al

Ha ocHoBanum aHanm3a 0ObeAMHEHHBIX MAaHHBIX 13 1m1ane0o-KOHTPOIMPYEMBIX HCCIICTOBAHUM
M0 3apaHee MPeAyCMOTPEHHBIM MEPEMEHHBIM 4epe3 24 Helenu Tepanuu nanariu@io3uHOM B
no3e 10 mr Obut0 moka3zaHo m3MeHeHue cuctosmueckoro AJl (CAJl) ma —3,7 MM pT. CT. U
nuacronmnueckoro AJl (IAJl) ma —1,8 MM pT. CT. OTHOCUTEIBHO HMCXOAHOTO YPOBHS IO
cpaBHeHuto ¢ uameHenuem CAJl Ha —0,5 mm pt. cr. u JAJ wHa —0,5 MM pT. cT. B rpymnme,
noiy4asiei miaamne6o. CxoaHble H3MEHEHHs HaOI0AaIICh BILIOTh 10 104 Hexenu Tepanuu.
Kom6unupoBanHas tepanus nanarindiao3uHoM B go3e 10 Mr B KOMOWHAIUU C 3KCEHATHUIOM
MPOJOHTHPOBAHHOTO JCUCTBUS MPUBOAMIA K CTATUCTUYECKH 3HAYMMO OOJIBIIEMY CHIDKEHUIO
CAJl gepe3 28 wenmenb (—4,3 MM PT. CT.) IO CPAaBHEHHUIO C MOHOTEpANHen manariugio3uHOM
(-1,8 mm pt1. cT., p < 0,05) ¥ MOHOTepamnuell SKCEHATHJIOM MPOJIOHTUPOBAHHOTO JEHCTBUSA
(-1,2 Mmm pt. cT., p <0,01).

B 2 nnane60-KOHTPOIMPYEMBIX MCCIEIOBAHUAX MPOJOKUTENIFHOCTIO IO 12 Heaenb B oOmiei
cioxxkHoctu 1062 manmeHTa ¢ HeaaekBaTHbIM KoHTpojiemM CJI 2 Tuma u apTepuaibHOM
THIEPTeH3UEH (HECMOTps Ha MPEIIECTBYIOUIYIO CTa0MIIbHYIO Tepanuio uHruouropom AIID
nnu BPA I B ogHoM uccnenoBanuu, u uHruOuTOopoM AIID mnu BPA B codueranuu ¢ eme oaHIM
AQHTUTUNEPTEH3UBHBIM  MpENapaToM B  JPYIOM  KCCIENOBAaHWU) TMOJydYadd Tepamuio
nanarmmduosuHoM B nmo3e 10 mMr wim miane6o. Yepes 12 Hemenb B 000MX HCCIEHOBAHHUSIX
npuMeHeHne  gamarimdrnosuHa B go3e  10Mr B coyeTaHMM  CO  CTaHAApPTHOU
MPOTUBOIMA0ETUYECKON Tepanueil npuBeno K yayuiieHuto ypoBHs HbAlc u camkenuto CA/,
CKOPPEKTUPOBAHHOMY C yueToM Iiarebo B cpeareM Ha 3,1 u 4,3 MM PT. CT. COOTBETCTBEHHO.

B cnenmansaom uccnenoBannu y namueHToB ¢ C/I 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 M>
yepe3 24 Hemenu Tepanus nanariudiao3uHoM mpuBena K cHkeHHi0 CAJl B TIOMOKEHUU CHUJIS:
—4,8 MM PT. CT. 11O CpaBHEHUIO ¢ —1,7 MM pT. cT. B rpynme miarebo (p < 0,05).

Konumponw enuxemuu y nayuenmog ¢ napyuienuem @yHKyuu novex cpeoHel cmeneny maxcecmu
(xponuueckas 6onesns noyex cmaouu 34, pCK® > 45 u < 60 ma/mun/1,73 m°)

OddexTuBHOCTH Nanarnudao3nHa ObUIa OI[EHEHA B CIISIIMATEHOM MCCIIEOBAHUN Y TIAITUEHTOB C
CJ1 2 tuna ¢ pCK® > 45 u < 60 mn/mMun/1,73 M? ¢ HeaneKBaTHEIM KOHTPOJIEM TIIHMKEMHU MPH
CTaHJapTHOM JiedeHun. Tepanus qanaraudIo3MHOM MpUBeIa K yMEHbIIeHno ypoBHS HbAlc u
MAacchl TeJla 1o CpaBHEHUIO ¢ Tane6o (tadmmima 10).

Tabmuua 10. Pesynbrarel, mosyueHHble dYepe3 24 Henmenu B I1ane00-KOHTPOIHPYEMOM
WCCreI0BaHNM mpuMeHeHus1 Aanariaudaosuna y marueHToB ¢ CI 2 tuma ¢ pCK® > 45 u
< 60 mi/mun/1,73 m?

Iloka3aTeb Hanarauduiosun’ 10 mr Ilnane6o’

N? 159 161
HbAlc (%)
Hcxonubiit ypoBeHb (cpenHee) 8,35 8,03
M3MeHEeHHE OTHOCUTEIEHO UCXOJHOTO YPOBHS -0,37 -0,03
Pa3HOCTh OTHOCHTENBHO TUTAne60’ -0.34*
(95 % AN) (0,53, -0,15)
Macca Tena (kr)
WcxonHerii ypoBeHSB (cpemaHee) 92,51 88,30
Usmenenue (%) OTHOCUTENIHLHO HCXOJHOTO YPOBHS® -3,42 -2,02
Pasnocth B u3mMenenuu (%) OTHOCHTENBHO IIaIe60’ —1,43*
(95 % AN) (-2,15,-0,69)

IIpumeuanue:

N — konmuecTBo nanueHTos, A1 — noBeputeabHbI HHTEPBAIL.

! MetdopMun umn MeTHOPMUHA THAPOXJIOPUI BXOAWIN B CTAHIAPTHYIO Tepanmio 69,4% u 64,0% MaruenTos B
rpymre, momydasireii nranariaugao3uH B go3e 10 Mr, 1 B rpymie, morydaBiieii miane6o, COOTBETCTBEHHO.

2Cpennee 3HaYeHME, PACCUYMTAHHOE METOAOM HAWMEHBIIUX KBaJpaToB, CKOPPEKTHPOBAHHOE OTHOCHTEIHHO

25



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.07.2025 N= 18363

HCXO/IHOTO YPOBHS. (MOCNEOCBATENEHOCTE 000%)

3 Onpeﬂeneﬂo Ha OCHOBAaHUHU CpCAHEro 3Ha4YCHUSA, PACCUUTAHHOIO METOJAOM HAWMMCHBIIUX KBaJApaToB,
CKOPPEKTUPOBAHHOI'O OTHOCUTEJIILHO UCXOJHOI'O YPOBH:.
4p < 0,001.

IHayuenmul ¢ ucxoonvim yposwem HbAlc > 9 %

Ha ocHoBanum aHanu3a JaHHBIX MALUEHTOB ¢ UCXOIHBIM ypoBHeM HbAlc > 9,0 % mo 3apanee
IPEIYyCMOTPEHHBIM IE€PEMEHHbIM Tepanus nanariddiao3uHoM B jpo3ze 10 mMr mpuBoamna K
CTaTUCTHYECKU 3HAYMMOMY yMeHbIeHHIo ypoBHs HbAlc yepe3 24 Henmenu nmpuUMEHEHHs B
Ka4yecTBE MOHOTEpANUU (CKOPPEKTHUPOBAHHOE CPEAHEE U3MEHEHHE OTHOCUTEIIBHO MCXOJIHOTO
ypoBHs: —2,04 % u 0,19 % s nanarnudno3una B go3e 10 Mr u mianedo COOTBETCTBEHHO) U
npu J00aBIEHWM K Tepanud MeT(GOPMUHOM (CKOPPEKTHPOBAHHOE CpEIHEE H3MCHCHHE
OTHOCUTENBHO HcXogHoro ypoBHs: —1,32% u —0,53 % nns manarmuduiosuHa U miarne0o
COOTBETCTBEHHO).

Cepoeuno-cocyoucmoie u noueunvie ucxoovl

UccnenoBanue BnmsiHus ganariaudiao3uHa Ha cepuaeuHo-cocyauctbie ucxonsl (DECLARE) —
MEXIyHapOJAHOE  MHOTOLIEHTPOBOE  pPaHIOMU3HPOBAHHOE JBOWHOE  clernoe  Iuianedo-
KOHTPOJIMPYEMOE KIMHUYECKOE UCCIIEIOBAHME ISl ONpe/ieeHHs BIUSAHUS Janariaudio3ruHa Ha
CEpJICYHO-COCYIUCThIE HUCXOABl TMPU €ro A00aBICHMH K TEKymed 0a30BOW Tepamuu 1O
cpaBHeHHIO ¢ Tanebo. Y Bcex mamweHToB Obur CJI 2 tuma wm nmbo aBa u  Oosee
JIOTIOJTHUTEBHBIX (PAaKTOPOB PUCKA PA3BUTHUSL CEPIEUHO-COCYAMCTOro 3a00jeBaHus (BO3pacT >
55 nmer y myxuuH win > 60 JIeT y KSHIIMH W OJWH WM Oojiee W3 CIEAyoNuX (HaKTOpOB:
TUCITATIAIEMUS, apTepUalibHas TUIIEPTCH3US WM TabaKOKypeHHe), TUO0 TUAarHOCTUPOBAHHOE
CEepJIEYHO-COCYIUCTOE 3a00JIeBaHHUE.

N3 17160 pangoMu3upoBaHHbIX MaeHToB y 6974 (40,6 %) ObLIO AMATHOCTHPOBAHO CEPACYHO-
cocyaucroe 3abonesanue, a y 10186 (59,4 %) takoBoe orcyrcTBOBajio. B oOmieil cioxHocTH
8582 marmenTa ObUIM PaHJOMU3UPOBAHBI B IPYMITy IpUMEHEeHUs Janariudio3nHa B 1o3e 10 wmr,
a 8578 mammeHTOB — B Tpymmy Iulanedo; MeauaHa IMUTEIbHOCTH HAOIIOJEHUS COCTaBHIIA
4,2 rona.

Cpennuii BO3pacT NalMeHTOB UcclieyeMon nonysiuu coctaBui 63,9 rona, 37,4 % nauueHToB
Obutn KeHckoro moja. B obmeit cnoxnoctu 22,4 % mnanuentoB crpaganu CJ] 2 tuna Ha
NPOTSKEHUH S JeT, cpeanss npoaoxurenbHocth CJI 2 tuna cocraBuna 11,9 ner. Cpennee
3Hagenue yposHs HbAlc cocrasnsno 8,3 %, cpemuuit UMT — 32,1 kr/m?.

Ucxogno y 10,0 % marnmeHTOB B aHaMHE3€ OTMeYaiach cepJeuHas HeAO0CTaTOYHOCTh. CpenHsis
pCK® cocrasuna 85,2 mn/mun/1,73 m2. V 7,4 % namuentos pCK® 6pima < 60 mun/mun/1,73 M2,
VY 30,3 % nanuenToB HabIIOAaTach MHUKPO- WIM MakpoalbOyMuHypHs (cootHomeHue A/Kp
Mour) > 30 u < 300 mr/r wir > 300 MI/T COOTBETCTBEHHO).

Ucxomqno Oompmass 4vacte manueHToB (98 %) monmyyanu OOWH WIM  HECKOJBKO
POTUBOANA0ETUUECKUX MpenaparoB, BKIro4as MeTdopMmuH (82 %), mpemaparbl HHCYJIHMHA
(41 %) u mpon3BoaHBIE CYTb(OHIUIMOUYEBUHEI (43 %).

[lepBuuHble KOHEYHBIE TOYKM BKJIIOYAJIM BpeMs O pPa3BUTUS MEPBOrO  SBIICHUS
KOMOMHHPOBAHHOW KOHEYHOW TOYKH, BKIIFOUABIIEH CMEpTh IO MPUYUHE CEPACUHO-COCYTUCTON
MaTOJIOTUH, UH(APKT MUOKapJa WU UIIEMUYECKHI HHCYNIBT (OCHOBHBIE CEpAEUHO-COCYIUCThIE
COOBITHSI), @ TaK)KE BPEMsI 10 Pa3BUTHUS MEPBOTO SBICHUS KOMOMHUPOBAHHONW KOHEYHOU TOYKH,
BKJIIOUABIICH TOCHMUTAIM3ALMI0 1O TMOBOAY CEpACYHON HEJOCTaTOYHOCTH WM CMEpPTh IO
NPUYMHE CEPJCYHO-COCYAUCTOTO 3a00NieBaHUs. BTOpUYHBIE KOHEYHBIE TOUYKH BKIIOYAIIN
KOMOMHHPOBAaHHYIO KOHEUHYIO TOUKY [TOYEYHBIX UCXOJIOB U CMEPTH 110 JII000H NpUuYHHe.

OcnosHble cepoeqno-cocyoucmole codbimus

Hanarmudumosna B nmoze 10 Mr mnpoaeMOHCTpUpOBal HE MEHbBIIYI0 3S()(PEKTUBHOCTH 10
CPaBHCHHMIO C TUIANEe00 B OTHOIICHHWH KOMOWHHUPOBAHHON KOHEYHOW TOYKH, BKIIIOYAIOIICH
CMEPTh O MPUUYUHE CEPJICUHO-COCYAUCTON MATOJIOTHH, HHPAPKT MUOKApAA WA WIIEMUYECKUMA
MHCYJBT (ogHOCTOpOoHHEE 3HaueHue p < 0,001).
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namoao2uu

Hanarmmdguo3ud B 1o3e¢ 10 Mr npoaeMOHCTpHUPOBAI IIPEBOCXOICTBO IO CPaBHEHUIO C TIaIedo B
OPEJOTBPALICHUH  TEPBUYHOM  KOMOWHUPOBAaHHOM  KOHEYHOW  TOYKH,  BKJIIOYAIOLICH
TOCHUTATIM3ALMIO 110 MTOBOAY CEpPAECYHON HEJOCTATOYHOCTU WJIM CMEPTh IO IMPUYHMHE CEpPAECYHO-
cocynuctoi maronoruu (pucyHok 1). Pasnuume s¢ddexra Tepanuu ObLIO TOCTUTHYTO 32 CUET
TFOCHUTAIM3ALMU IO IOBOAY CEPAECYHOM HEAOCTATOYHOCTU 0€3 pa3inyus B OTHOLICHUU CMEPTH
10 IPUYHMHE CePACYHO-COCYTUCTOM MaTOIOTHH (PUCYHOK 2).

[IpeumymiecTBo Tepanuu Aanarad(IO3MHOM TO CpaBHEHHWIO C Iulanebo HaOmo0manoch y
NAIMEeHTOB C JMAarHOCTHPOBAHHBIM CEPACYHO-COCYIUCTBIM 3a00JeBaHHEM U 0e3 TaKOBOTrO, C
HUCXOJIHOM CEepJCYHONW HEAOCTAaTOYHOCThIO WJM 0€3 TaKoBOW, M OBLJIO COMOCTaBHUMBIM B
KJIFOUEBBIX MOATPYINax, BKI0Yas Bo3pact, 1o, pyHkiuio nouek (pCKD) u peruon.

Pucynoxk 1. Bpems 1o nepBoil rocnuTaiv3alyyd MO MOBOAY CEPACYHOM HENOCTATOYHOCTU WIIU
CMEPTH M0 MPUYHUHE CEPAECUYHO-COCYAUCTOM MAaTOIOTHU

?_

(%)

NayueHTsl, Y KoTopbixX Gbinm
JaperncTpupoBsaHbl ABNEeHWA
KOHEUYHOW TOUKM

KOMNOHEHTOB KOMOMHHMPOBAHHON

1 Danarnndnoany 8
cpaBsHeHuu ¢ nnayebo
OP (95% OM): 0,83 (0,73, 0,95)

| T T T | | | |
0 6 12 18 24 30 36 42 48 54 60

Mecsinbl mocsie paHIOMHU3ANHH
I[ManueHTHI TPYNNBI PHCKA
Janarnugmnosun: 8582 8517 8415 8322 8224 8110 7970 7497 5445 1626
IInane6o: 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573

IIpumeuanue:
«TanMeHThI TPYIIIBI PUCKA» O3HAYAET KOJIMUYECTBO MALIMEHTOB IPYIIIbI PUCKA B HAYajle epruoa
OP — oTHOmEeHWE pUCKOB, JIV — moBepUTENBHBIN HHTEPBAIT

PesynbTatel, onyuennsie AJIsI IEPBUYHBIX U BTOPUYHBIX KOHEUYHBIX TOUEK, TOKA3aHbl HA PUCYHKE 2.
[TpeumyriecTBoO Tepanuu JanarauIo3MHOM 10 CPaBHEHHUIO C TUI1ale00 B OTHOIIEHUH OCHOBHBIX
CEpJICYHO-COCYIUCTHIX COOBITHI Moka3aHo He Obuto (p = 0,172), B CBSI3M ¢ YeM COTJIACHO
METOJMKE TIPOBEACHMSI MOJATBEPXKIAIONINX MCIBITAHUN HCCIeOBaHUsI KOMOMHHPOBAaHHOU
KOHEYHOUN TOYKHU MTOYEUHBIX UCXOJIOB U CMEPTH MO JIFO0O0M MPUYHUHE HE BBHITOIHSIH.
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Pucynok 2. Dddekr neueHuss B OTHOIICHUH T1€ BHYHBIX Q%ﬁ%@é}ﬁ&%@&&ﬁlg H‘Tlg'f;i'eK u

HUX KOMIIOHCHTOB, @ TAKKC BTOPUYHBIX KOHCUHBIX TOYCK U X KOMIIOHCHTOB

Danarnu¢nosud  Mnauebo OTHOWeHHe 3HaueHue p
n (%) n (%) pHcKoe (95% OH)
(N = 8582) (N = 8578)
MepeH4HBIE KOHEYHBIE TOYKH
locnWTanK3IauWA NO NOBOAY CepAeYHOH HEOCTATOYHOCTH/ & —=— 417 (4,9) 496 ( 5,8) 0,83 (0,73, 0,95) 0,005
CMEpPTL NO NPHYHMHE CEpPAEYHO=COCYAHCTOR NaTONOTHH
HoMBHHHPOBaHHAR KOHEYHAR TOYKA, BRNHOYAOWAR CMEPTL —= 756 (8,8) 803 (9,4) 0,93 (0,84, 1,03) 0,172
No NPHYMHE CepaeyHo=coCyaHcToro sabonesaHuA/ MHGaprT
MHOKapAaa KHH HHCYNBT
KomnoHeHTE KOMBUHWPOBAHHBIX
HOHBYHEX TONEK
FocnUTaNK3aUMA NO NOBOLY CEPASHHOR HEAOCTATOMHOCTY —8— 212(2,5) 286(3,3) 0,73 (0,61, 0,88) <0,001
CMEpPTE NO NPpHYWHE CepaeYHO-COCYANCTOro 3aboneearuA . 245(29) 249 (2,9 0,98 (0,82, 1,17) 0,830
MHbapkT muokapaa —— 393 (4.6) 441 (5,1) 0,89 (0,77, 1,01) 0,080
MiueMHUUECHMA MHCYNBT —— 235(2.7) 231(2,7) 1,01 (0,84, 1,21) 0916
BTOPHUHBIE HOHEYHBIE TOYKM
KoM6HHHPOBAHHAA KOHEYHAR TOUKA NOYEUHBIX HCXOA0B —- 370(4,3) 480 (5,6) 0,76 (0,67, 0,87) <0,001
KomnoHeHTL KoMOGHHUDOBAHHOR KOHEYHOR TOYKKM NOYEYHLIX MCXDA0B
Yeroiumeoe cHumeHne pCKO B 120(1,4) 221(2,6) 0,54 (0,43, 0,67) <0,001
TepMUHANLHARA CTaLMA - 6 (<0,1) 19(0.2) 0,31 (0,13, 0,79) 0,013
NOYeYHON HeAOCTATOMHOCTH
CMepTs BCNecTBue OCNOMHEeHUR - 8 (<0,1) 10(0,1) 0,60 (0,22, 1,65) 0,324
€O CTOPOHS! NOYEK
CmepTe no nroboi npuuHHe —a 529(6,2) 570 ( 6,6) 0,93 (0,82, 1,04) 0,198
B nonsy aanarnkdnosuHa B nonbay nnaueto
T T T T T 1 1
0,2 0,4 06 08 112 16

[Ipumeuanne: KOMOMHNPOBAaHHAsE KOHEYHAs TOYKA MOYEYHBIX HCXO/I0B BKIIIOYAET: YCTOWYMBOE HOATBEPIKICHHOE
cumxenne pCK® na > 40 % o pCK® < 60 mn/mun/1,73 ™%, u (Win) TEPMHUHAILHYK CTAIUI0 MOYEYHON
HelocTaToyHocTH (uanu3 > 90 qHel WM TpaHCIUIAaHTAlMs MOYKH, YCTOWYMBBIA MOATBEPIKICHHBINH YPOBEHb
pCK® < 15 ma/mun/1,73 M%), U (MIM) cMepTh BCIEACTBUE OCIOXKHEHHH CO CTOPOHBI MOYEK WJIH CMEPTH II0
MIPUYHHE CEPACTHO-COCYANCTOTO 3a00IEBaHUSI.

3HaueHHs p SBISIOTCS JBYCTOPOHHHMH. 3HA4€HWA P I BTOPUYHBIX KOHEYHBIX TOYEK M OTAEIBHBIX
KOMITOHEHTOB SIBJISIOTCSI HOMHHAJIBHBIMH. Bpemst 10 pa3BUTHA IEPBOTO SBICHUSI KOMOMHUPOBAHHON KOHEYHON
TOYKH aHAIN3MPOBAIH C OMOIIBI0 MOJENH MPONOPIMOHANBHBIX pUCcKOB Kokca. KonndecTBo nepBbIX siBIEeHUN
10 OTACNBHBIM KOMIIOHEHTaM KOMOWHHMPOBAaHHOW KOHEYHOH TOYKH SBIAETCA (aKTUIECKUM KOJIHMYECTBOM
MEPBBIX SBICHUH KaXIOr0 KOMIIOHEHTa M HE CYMMHpPYETCSl C KOJMYECTBOM SIBICHWIT B KOMOMHHPOBaHHOMN
KOHEYHOH TOUKe.

JW — noBeputenbHbIil UHTEPBAJ.

Hedgponamus

Tepanus ganmaraugO3MHOM TPUBOAMIA K CHIXKCHHIO YACTOTHI SIBJICHUUW KOMOWHHPOBAHHOU
KOHEYHOM  TOYKHM, BKJIIOYAIOIIEW TMOJATBEP)KICHHOE ycToMuuBoe  cHikeHue pCKO,
TEPMHHAIBHYIO CTAJUI0 TMOYEYHOW HEJOCTATOYHOCTH, CMEpPTh BCJEACTBHUE OCIOXKHEHUU CO
CTOPOHBI TTOYEK WJIM CMEPTh MO MPUYMHE CEPACUHO-COCYIUCTOTO 3a00aeBanus. PasHuia Mexy
rpynnamMu Obiia OOYCIIOBJICHA CHM)KCHHEM YHCIIa SBJICHHH KOMIIOHEHTOB KOMOWHUPOBAaHHOM
KOHEYHOM TOYKHM T[OYEYHBIX HCXOJO0B, BKIIOHarome ycronunBoe cHkeHue pCKO,
TEPMHHAIBHYIO CTAIUI0 TOYEYHON HEJOCTATOYHOCTH W CMEPTh BCIEICTBUE OCIOXKHEHHHA CO
CTOpOHBI mouek (pucyHok 2). OtHomenue puckoB (OP) mo BpemeHu 10 pa3BuTHs HeQpOMaTHH
(ycroitunBoe cHmkenue pCK®, repmuHanbHas cTaaus MOYEYHON HEJOCTATOYHOCTH UM CMEPTh
BCJIE/ICTBUE OCJIO)KHEHHMH cO CcTOpoHbI mouek) cocraswio 0,53 (95 % JU: 0,43, 0,660) nns
nanariaugIo3uHa Mo CPaBHEHUIO C TIaneoo.

Taxke Tepanus namaraudIO3WHOM CHIDKajda PHUCK HOBBIX CIIy4aeB Pa3BUTHSA YCTONYHBOU
anpOymunypuu (OP: 0,79 [95 % AU: 0,72, 0,87]) u npuBouiia Kk 0oJiee BRIPAKEHHON perpeccuu
makpoansoymunypuu (OP: 1,82 [95 % JAU: 1,51, 2,20]) no cpaBHEeHHUIO ¢ mianedo.
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XpoHUYecKas cepAeyuHas HeJ0CTaTOYHOCTh

Uccneoosanue DAPA-HF: xponuueckas cepoeuHas HeOOCMAMOYHOCMb CO  CHUNCEHHOU
DBIDK <40 %

UccnenoBanme nmamarnudiuo3uHa ¥ TOPEJOTBpAIICHUS HEOIArONPUSTHBIX HCXOJOB MPH
cepaneunoit  HemocrarouHoctn  (DAPA-HF) —  MEXIYHapOJHOE€  MHOTOIIEHTPOBOE
PaHIOMHU3HPOBAHHOE JIBOMHOE ClIENoe MIane00-KOHTPOIMPYEMOE HCCIeIOBAaHUE Y MAIIEHTOB C
XpOHHUYECKOW  cepaeuHor  HemoctaTtouHocThio  (II-IV  dyHkmmoHanmbHBIH — Kiacc 1O
knaccupukanun NYHA) co camxennoit ®BJIK < 40 % — mpoBoauIu C LENb0 YCTaHOBUTH
s dexTuBHOCTh manaraudao3WHa MO CPABHEHHIO C IUIale00 B OTHOIICHWH CHWIKEHUS pHCKa
CMEpPTU IO TPUYUHE CEPJCUHO-COCYTUCTOrO 3a00JICBaHUS U yXYALICHHUS TEUCHUS CepIeUHON
HEJ0CTAaTOYHOCTHU IpU J00aBiIeHUH Janariudio3nHa K CTaHAApTHON TEpaInu.

U3 4744 naumenTtoB 2373 nanuenTa ObLTH paHIOMHU3HPOBAHBI B TPYIITY AanariudIio3nHa B 103e
10 mr, a 2371 manueHT — B Tpynmny Iwianebdo; Menuana HaOMIOJeHUs COCTaBmia 18 mecsies.
Cpennuii BO3pacT MAlMEHTOB HCCIEAyEeMOM MNOMyJsiiuud cocTaBui 66 ner, 77 % mnauueHToB
OBLTH MY>KCKOTO T10JIa.

Ucxonno 67,5 % maunentoB 6butn otHeceHsl Ko Il kmaccy mo NYHA, 31,6 % — x III knaccy u
0,9% — k IV xmaccy. Memumana ®BJDK cocraBuna 32 %; B 56 % ciydaeB cepiaedHas
HEJ0OCTAaTOYHOCTh UMeEJIa UIIEMUYECKYIO 3TUOJIOTHIO, B 36 % — HEUILIEMUYECKYIO ATHOJIOTHUIO U B
8 % — HeusBecTHyw sTuosioruto. B kaxpon rpynmne sedeHuss 42 % nDanueHTOB UMEIU B
anamueze CJl 2 tuna, eme 3 % ManueHTOB B KaXAOH rpynne JeyeHHs ObUIM OTHECEHBI K
naruenTam ¢ CJ1 2 tuna Ha ocHoBanuu ypoBHs HbAlc > 6,5 %, 3apeructpupoBaHHOr0 Kak npu
BKIJIIOUEHUHU B WCCIICIOBaHHE, TaK U MPHU paHaoMu3anud. [lalmeHTsl moiydand CTaHJapTHYIO
tepanuio: 94 % mauuentoB ¢ CJ[ 2 Tuna nomyvanu tepanuto uHruOutopamu AIlD, BPA unu
AQHTMOTEH3WHOBBIX PEIENnTOpoB M HenpuianzuHa uHruoutopoM (11 %), 96 % momywanu Oera-
aapeHoOnokartopsl, 71 % — OIOKaTOpbl MHUHEPATOKOPTUKOUIHBIX pernentopos, 93 % —
TUYPETUKH; y 26 % ManueHTOB ObLT MMILUIAHTUPOBAHHBIN KapIuOBepTEP-AePUOPUILIATOP.

B wuccnenoBanme Obumm BrimrodeHbl manueHThl ¢ pCK® > 30 mun/mun/1,73 M? Ha MOMEHT
prmouenns. Cpexusis pCK® coctaBuna 66 mu/mun/1,73 M%. YV 41 % nanuentos pCK® 6bina
< 60 mn/mMun/1,73 M2,y 15 % nanmenTtos — < 45 ma/mun/1,73 M2,

Cmepmb no npuuune cepoeyHo-cocyoucmozo 3a001e8aHus U yxXyoueHue meyeHus XpoHu4eckou
CcepoeyHol HedOCMAamoOyYHOCHuU

Jamarnuguo3uH TPOAEMOHCTPUPOBAI  MPEBOCXOJCTBO MO CpPaBHEHWIO C mianebo B
MPEIOTBPAIIEHUN TIEPBUYHON KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKJIIOYAIONMICH CMEPTh 10
NPUYMHE CEePACYHO-COCYAWCTON MATOJIOTUH, TOCIHUTAIM3AIUI0 10 T[OBOAY CEpACYHOM
HEJOCTAaTOYHOCTU WJIM SKCTPEHHOE OOpallleHHe 3a MOMOIIbIO B CBSI3U C YXYJIIEHHUEM TEUCHHUS
cepaeunoit HemocratouHoctu (OP: 0,74 [95% JAW: 0,65, 0,85]; p < 0,0001). Dddekr
HaOJIOIAJICS] B CAMOM Hadajle M COXPAHSUICS Ha MPOTSHKEHUN BCETO MCCIIeIOBaHUs (PUCYHOK 3).
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Pucynox 3. Bpemsi 10 nepBoro n10CTHxXeHus KO 6HHHDGQQEU}"1%§ hgﬁ%ﬁg%ﬁﬂﬁ%meﬁ

CMEpPTH M0 NMPUUYUHE CEPACUHO-COCYAUCTON MATOJOTUH, TOCIIUTAIU3ALIMIO 110 TTOBOAY CEpACYHOU
HEJOCTAaTOYHOCTU WJIM HKCTPEHHOE OOpallleHHe 3a MOMOUIbIO B CBSI3U C YXYJALICHHUEM TeUeHUs
CEepAEYHON HEOCTATOYHOCTH

30 1
28
26 MNnaueto
24 P

22 - ool LNanarnudnosus
20 -

(%)

W HOHEBUHOMW TOMKM
—i
]
|

NaunexTsl, y KOTopbiX Bbink
32perMcTPHPOBaHbl ABNEHHA KOMNOHEHTOB

KoMEMHHUPOBAHHO
—_—
=)
I

4 o Nanarnugnoauu 8 cpasHeHmu ¢ nnauebo
2 - OP (95% QM): 0.74 (0,65, 0,85) 3Iunauenme p <0.0001
0 -

T T T T T T T T T
0 3 6 9 12 15 18 21 24

Mecsinbl nocjie paHIOMHU3AIUH
I[ManueHTHI TPYNNBI PHCKA
Janarnugnosun: 2373 2305 2221 2147 2002 1560 1146 612 210
Inane6o: 2371 2258 2163 2075 1917 1478 1096 593 210

[Ipumeuanne: SKCTpeHHOE OOpalIeHHE 3a IIOMOLIBIO B CBA3M C YXYAUICHHEM TEUYCHUS CEpPACYHON
HEIOCTATOYHOCTH OBIJIO OIpEAENIeHO Kak CpPOYHOE, BHEIUIAHOBOE OOCIEOBaHME BpAdoOM, HANpPUMEp, B
OTAEJIEHNH HEOTJIOKHOW IOMOINM, BBI3BAHHOE YXYAIICHHEM TEUYEHHS CEpPACYHONH HEIOCTATOYHOCTH, KOTOPOE
TpeOyeT JieueHns (IOMUMO TOJIBKO TTOBBIIICHHS 1036l IEPOPATBHBIX TUYPETHKOB).

«[laneHTsI TPYNIBI PUCKa» O3HAYAET YUCIIO MAIMEHTOB IPYTIIIBI PUCKA B HaYaJe MEpHOa.

Bce Tpu KoMIIOHEHTa TEPBUYHON KOMOMHUPOBAHHON KOHEYHOM TOYKHU MO OTAECTHLHOCTH BHOCHIIH
BKIa1 B 3ddeKT eueHus (pucyHok 4). 3aperucTpupoBaHO HECKOIBKO SKCTPEHHBIX 0OpaIIeHUA
3a MIOMOILBIO B CBA3M C YXYALLIEHUEM TEUEHUS CEPAEUYHON HEIOCTATOUHOCTH.

30



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 30.07.2025 N= 18363

Pucynok 4. DddexT nedennst B OTHOIMICHUN TTE[JBUYHON '&%éﬂﬁﬂ%ﬂ%@&{gﬁ "I!(;";K:p'l ee

KOMITOHEHTOB, a TaK)Ke CMEPTH 10 JIF000H npuunHe

OP (95% OW) MauveHTsl, ¥ KoTOpbIX GbinK OrtHoweHne Jrayenue p
3aperucTpUpoBaHs! ABNEHUA pUCKOB
Mokazarenu KOMMNOHEHTOB KOMBUHUPOBAHHOW (95% OW)
KOHEYHOW TOMKM (4acToTa ABNeHnA)
KomOMHMpOBaHHAR KOHEYHAR TOMKA, BKNIOYAOWAR Lanarnvdnoavt Mnauebo

CMEpTe NO NpUYKHE CepaevHO-COCYANCTOro (N=2373) (N=2371)
aabonesakmnA, roOCNUTANM3ALKUIO N0 NOBOAY
COp.ﬂDHHOl;I HENOCTATONHOCTH MK IKCTPEHHOEe

ofpalleHne 3a NOMOILLILIO B CBR3WU C yXyaAlleHnem —i— 386 (11,6) 502 (15,6) 0,74 (0,65, 0,85) <0,0001
TEMEHWA cepﬂeqnoﬁ HEeAOCTATOMHOCTH
Mocnuranuaayws No NOBOAY CEPAEHHOR
HOZOCTATONHOCTH —— 231(6.9) 318(9.8)  070(0,58,0,83)  <0,0001
3KcTpeHHoe obpalleHne 3a NOMOLLIO B
CBA3Y C YXyOLEHUEM TEYEHWA CepaeyHoil  + 10(0.3) 23 (0.7) 0,43 (0,20, 0.90) 0,0213
HEAOCTATOYHOCTH
CMeEDTS N0 NPUYKUHE CEPABYHO-COCYANMCTOND —— 227 (8,5) 273(7.9) 0,82 (0,69, 0,98) 0,0294
sabonesanuna
CmepTs No noboi npu-n=e —— 276 (7.9) 329 (9.5) 0,83 (0,71, 0,97) 0.,0217
I | ] |
05 08 1 125 2
B noneay aanarnugpnosuHa | B nonkay nnaueto

[IpuMedanne: SKCTpeHHOE oOOpameHne 3a TIOMONIBI0 B CBS3M C YXYAINIGHHEM TEYCHHS CEpACIHOMN
HEJIOCTaTOYHOCTH OBLIO OIpeAeNieH0 KakK CpOYHOe, BHEIUIAHOBOE OOCJIeJIOBaHWE BpadoM, HampuMep B
OTIIEJICHUH HEOTJIO)KHOM MOMOIIM, BBI3BAHHOE YXYAIIEHHUEM TEUEHHUS! CEPIIEYHOM HEAOCTATOYHOCTH, KOTOPOE
TpeOyeT JieueHus! (MOMUMO TOJBKO MOBBIMICHUS JJO3BI IEPOPATHHBIX JHYPETHKOB).

KonudecTBO mepBBIX SBICHHIA MO OTICIBHBIM KOMIIOHCHTAM KOMOMHHMPOBAHHOW KOHCYHOW TOYKH SIBIISCTCS
(haKTUYECKUM KOJMYECTBOM TEPBBIX SBICHHU KaXKOTO KOMIIOHCHTA M HE CYMMHPYETCS C KOJUYECTBOM
SIBIICHUY B KOMOMHHPOBAaHHOW KOHEYHOI TOUKE.

YacToTa BOSHUKHOBCHHS SBJICHUN MPEACTABICHA KaK YHCIO YYACTHUKOB, Y KOTOPBIX OBLIO 3apETUCTPHPOBAHO
SABIICHHE KOMIIOHEHTOB KOMOWHHPOBAaHHOW KOHEYHOW Toukw, Ha 100 mamueHTo-1eT MOoCIeIyromero
HaOJIONEHUS.

3Ha4YeHUs p U1 OTACIBHBIX KOMIIOHEHTOB KOMOWHHUPOBAaHHON KOHEYHOW TOYKH M CMEPTH IO Jr000# mpuynHe
SIBJISTFOTCSI HOMUHAJIbHBIMU.

[Mpumenenne manarnugo3nHa Tak)Ke MPUBOIMIO K CHIDKCHHIO OOIIEro KOJIMYECTBA CIydacB
TOCMUTAIU3AIMH IO TTOBOJY CepJeYHON HEJOCTaTOYHOCTHU (MIEPBUYHON U TTOBTOPHOMN) U CMEPTH
M0 TMPHYMHE CEePACYHO-COCYIAUCTON maronoruu: 567 ciaydaeB B Tpynne ganaraudo3uHa 1o
CpaBHEHMIO C 742 cmydasMu B rpymnmne mianedo (otHocutenbHas dvactota: 0,75 [95 %
JAU: 0,65-0,88]; p = 0,0002).

[IpeumymiectBo Tepanuu Aanariau@iIo3WHOM HaONIOAAIOCh Yy TMAlMEHTOB C  CepleyHOU
HenoctatoyHocThio ¢ CJ1 2 tuna u 6e3 takoBoro. [IpuMenenue ganarnuguo3nHa MPUBOIUIO K
CHWDKEHHUIO YaCTOTHI MEPBUYHON KOMOMHUPOBAHHONW KOHEYHOW TOUYKH, BKIIFOYAIOIICH CMEPTh I10
IPUYUHE CEPAECYHO-COCYJUCTONM TAaTOJOIMM, TOCHUTAIM3ALNI0 [0 IOBOJLY CEpAEeYHOU
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMONIbIO B CBSI3U C yXYyJAUICHHEM TeUeHUs
cepaevHoi HegoctaTouHocTy y naruerToB ¢ CJI 2 tuma (OP: 0,75 [95 % AU: 0,63, 0,90]) u 6e3
takoBoro (OP: 0,73 [95 % JU: 0,60, 0,88]).

[IpeumymiecTBo Tepanuu Aamariu(IO3MHOM IO CpPaBHEHHIO C IUTae0o0 B OTHOIICHHUH
MEPBUYHOI KOHEYHOW TOYKU OBLIO COMOCTABHMBIM B JIPYTHX KIIOUEBBIX MOATPYIINAX, BKIIOYAs
COITYTCTBYIOIIYIO TEPAINUIO0 CEPACYHON HemocTaToyHocTH, QyHkuio nodek (pCKD), Bo3pacr,
IOJI U PETHOH.
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HCXO(), COO6WCZ€MblIZ nayuermamu. CUmMnniombsl XDOHuqé%ﬁﬁ'g&g%an%%Mﬁlggg;&

O dexr neuenns nanarnuIO3MHOM B OTHOIICHHHM CHUMIITOMOB CEpICYHOW HEIOCTaTOYHOCTH
OLICHMBAJIM C TMOMOUIbIO OOIIEro mokasarensi cUMNTOMOB o KaH3acckomMy OMpOCHUKY Jis
oonpHBIX Kapauomuomnatueil (KCCQ-TSS), koTophlil MO3BOISET MPOBOJUTH KOJIUYECTBEHHYIO
OILICHKY YacCTOThI M TSHDKECTU CUMIITOMOB CEp/I€YHON HETOCTaTOUHOCTH, BKJIIOYAs YTOMIISIEMOCTb,
nepugepruyeckre 0TeKH, OJBIIIKY U OPTOMHO3. 3HAaYeHHUs Mokaszaress BappupytoT oT 0 o 100,
npuyueM 0osiee BHICOKH 0asl COOTBETCTBYET JIyUIlIEMY COCTOSIHUIO 3J0POBbSI.

Tepanus nanarmu@IO3WHOM MPUBOAMIA K CTATUCTUYECKH 3HAYUMOMY W KIMHHYECKU
3HAYUMOMY MPEUMYIIECTBY IO CPAaBHEHHUIO C IUIAled0 B OTHOIIEHWU CUMIOTOMOB CEplIeYHON
HEJI0OCTAaTOYHOCTH, olleHHuBaeMbIX Mo u3MeHeHuto KCCQ-TSS uepe3 8 mecsieB oT MCXOIHOTO
ypoBHs (BeposATHOCTHh mpeumyiuectsa: 1,18 [95 % AW: 1,11, 1,26]; p < 0,0001). Yactora u
TSOKECTh CUMIITOMOB BHECIIM BKJAJ B PE3YJbTAT, MOJIYYEHHBIH MO 3(PPEKTUBHOCTH TEpaIvu.
[TpeumyriecTBO HaOMIOAATIOCH KaK B YIy4IIEHUU CUMIITOMOB CEpACUHON HEAOCTATOYHOCTH, TaK
U B NIPEIOTBPAILEHUH YXYALUICHNUS CUMIITOMOB CepACYHON HETOCTATOYHOCTH.

[Tpu ananuze NaHHBIX PECIIOHACHTOB JOJS MAIMEHTOB C KIMHUYECKU 3HAYUMBIM YIIydIlIEHHEM
KCCQ-TSS uepe3 8 mecs1ieB M0 CpaBHEHHUIO C UCXOAHBIM YPOBHEM (KOTOPOE OTIPENENsIOCh Kak
5 u 6osee O6anIoB) ObLIa BBINIE B TPYMIE JICUCHHS Aanariu(II03WHOM 0 CPABHEHHUIO C TPYIIION,
nonyyasmeil rrane6o. Jlonsg mManuMeHTOB ¢ KIMHUYECKHM 3HAYUMBIM YXyJIUIEHHEM (KOTOopoe
OTIpeNIeTIsIOCh Kak 5 u Oosiee 0ayuioB) OblIa HIDKE B TPYMIE JICUCHUS MAnarivugIo3UHOM IO
CpaBHEHHMIO C TpYMIOH, mosydaBiied rrane6o. IlpemmymiectBa Tepanuu ganarin@io3MHOM
COXPAHSUTUCh TMpPU TMpPUMEHEHUH Ooyiee MKECTKUX TIOPOrOBBIX 3HAUYEHUH JUIs OOJBLIMX
KIIMHUYECKH 3HAYMMBIX U3MEeHeHuH (Tabnwuma 11).

Tabmuma 11. KomuyecTBO W 0JIsI MAIMEHTOB C KIMHUYECKH 3HAYMMBIM YIIyYIIEHUEM WIIH
yXyAIIEHHEM OOMIero IMoKa3aTeliss CUMINTOMOB o KaH3acckoMy ONpOCHUKY st OOJIBHBIX
kapauomuonatueit (KCCQ-TSS) yepes 8 mecsien

HN3menenue oTHOcuTeNbHO | Janarangaosun Inauedo
HMCXOJHOI'0 YPOBHS 4Yepe3 10 mr
8 MecsineB n' =2086 n' =2062
Yayuwmenue n (%) n (%) OtHowenne mancos’ | 3Hayenne
¢ yayumenuem’ | ¢ yJayqinenuem> (95 % AN) pt
1,14
> 5 GamnoB 933 (44,7) 794 (38,5) (106, 122) 0,0002
1,13
> 10 6annos 689 (33,0) 579 (28,1) (1,05, 122) 0,0018
1,10
> 15 Gamnos 474 (22,7) 406 (19,7) (101, 1.19) 0,0300
Yxyowmenue n (%) n (%) OTHoueHne mancos’ | 3HaYEHHE
¢ yxymmenuem* | ¢ yxymmenuem* (95% W) p®
0,84
> 5 GamnoB 537 (25,7) 693 (33,6) (0,78, 0.89) <0,0001
0,85
> 10 6annos 395 (18.,9) 506 (24,5) (0,79, 0,92) <0,0001
IIpumeuanue:

"' Yucno nanuentos ¢ 3apeructpuposansbiM 3HauenneM KCCQ-TSS wiin NanueHToB co CMEPTENBHBIM HCXOI0M
JI0 OKOHYAHUs 8 Mecs1eB JIEUECHUS!.

2 Yucno NalMenTOoB, y KOTOPBIX HAOJI0IAI0Ch YIIyUlIeHHE He MeHee yeM Ha 5, 10 uin 15 6ajioB 110 CpaBHEHUIO
C HCXOJHBIM YPOBHEM. 3HAaueHHUs A MAlUEHTOB CO CMEPTENbHBIM HCXOAOM JO OKOHYAHUS YyKa3aHHOIO
MepHoJia BPEMEHH COOTBETCTBYIOT OTCYTCTBUIO YIIyUIICHHUS.

3 Tlpu ysydIIeHMH OTHOIIEHHE MAHCOB > | 03HAYAET NPEMMYIECTBO TEPANMH JANarandiIo3uHoM B go3e 10 mr.

4 Yueno manueHToB, y KOTOPBIX HAGIIONANIOCH YXyJUIEHHE HE MEHEe YeM Ha 5 win 10 Gaios mo cpaBHEHHIO ¢
HCXOJHBIM YPOBHEM. 3HAYEHUS [UIS MAI[EHTOB CO CMEPTENBHBIM HCXOJI0M JI0 OKOHYaHMS YKa3aHHOTO MepHoa
BPEMEHH COOTBETCTBYIOT yXYALICHUIO.

5 Tlpu yXy/IIEHUMH OTHOIIEHHE MAHCOB < | 03HAYAET MPEMMYNIECTBO TEPANUH AAarTu(Io3uHOM B 103¢ 10 mr.

6 3HaueHus p ABIAKOTCS HOMUHAIBHBIMA.
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Hedvonams (NOCNEAOBATENEHOCTb 0005)

Bbuto 3aperucTpupoBaHO HECKOJBKO SIBIEHHUH KOMIIOHEHTOB KOMOMHHMPOBAHHOW KOHEUHOM
TOYKH TIOYEYHBIX MCXOJ0OB (MOATBEepXkAeHHOEe ycToWunBoe cHuxkeHne pCKD > 50 %,
TEPMHUHAJIBHAS CTaJMsl MOYEUHOM HEIOCTATOYHOCTH WJIM CMEPTh BCIIEJICTBUE OCIOKHEHUH CO
CTOPOHBI MOYEK); YacTOTa sIBIEHUN cocTaBmia 1,2 % B rpymime, nojgydyaBiieil ganarnuduio3uH, u
1,6 % B rpymre, nmoxyyasiiei mianeoo.

Hccneoosanue DELIVER: xponuueckas cepOeunas neoocmamounocms ¢ PBIDK > 40 %
Onenka nanarnudao3WHA M7 YIYYIICHUS KauecTBAa JKU3HU MAIMEHTOB C XPOHUYECKOH
CEepIICYHON HEIOCTATOYHOCTHIO C coxpaHeHHoW ¢pakumeir BbiOpoca (DELIVER) —
MEXIYHApOJHOE  MHOTOLEHTPOBOE  paHIOMM3MPOBAHHOE JBOHHOE  cjermoe  Iuianedo-
KOHTPOJUPYEMOE UCCIEIOBAHUE Y TAIMEHTOB B Bo3pacte > 40 jieT ¢ XpOHUYECKON cepAeHHON
HepocTaToyHOCThIO (Kiace II-IV mo NYHA) ¢ ®BJDK > 40 % u npusHakamMu CTPYKTYpPHOIO
3a0oyieBaHusl cepilla, KOTOPOE MPOBEIM [UIsl OMNpEeNesieHUs BIMSHHS Janariudo3nHa To
CpaBHEHHMIO ¢ TIUIane00 Ha YacTOTy CIy4aeB CMEpPTH MO NPUYMHE CEPIEeYHO-COCYAMCTOM
MATOJIOTUU U YXYIIEHHE TeUECHUS CepJICUHOIN HEIOCTATOUHOCTH.

N3 6263 mauuenToB 3131 mamueHT ObUT paHIOMU3UPOBAH B rpymnny aanariauduosuna 10 mr, a
3132 manmeHta — B Tpymnmy ruianedo; MeauaHa MPOJ0JDKATEILHOCTH HAOMIOICHUs] COCTAaBHIIA
28 wmecsaneB. B wuccnemoBanue Brmouwnn 654 (10 %) mammeHta ¢ TOOOCTPON CeplIeYHOMN
HEJOCTAaTOYHOCThIO (T.€. PaHIOMU3HPOBAHHBIX BO BpeMsl TOCHUTAIU3ALMUA 10 TOBOIY
CEpJICYHON HENOCTATOYHOCTH WK B TeueHue 30 qHel mocie BBIIUMCKU U3 cTanoHapa). CpenHuii
BO3pACT TMAIMEHTOB HMCCIECIyEeMOM TOIMYJSIUA CcOCTaBui 72 roma, 56 % manueHToB ObUIH
myxckoro nona. Mcxomno 75 % mnanuentoB Obutn oTtHeceHbl K Il xmaccy mo NYHA, 24 % —
k III kmaccy u 0,3 % — x IV xmaccy. Menunana ®BJIK cocraBuna 54 %. ¥V 34 % nauueHTOB
OBJIXK cocraBuiia <49 %, y 36 % — 50-59 % u 'y 30 % — > 60 %. B xaxnoii rpynmne gedeHus y
45 % mnamuentoB B anamue3e Ob1 CJI 2 Tuna. basoBas Tepamusi BKitouaga HMHTHOUTOPSI
AII®/BPA/aHrHOTEH3MHOBBIX PEIEITOPOB U HEMPUIU3NHA HHTUOUTOpP, OeTa-aipeHoOI0KaTOPHI
(83 %), nuypetuxu (98 %) u 010KaTOPHI MUHEPATOKOPTUKOUIHBIX PELEITOPOB (43 %).

Cpemusis pCK® cocrasuma 61 mn/mun/1,73 M% Y 49 % naumentoB pCK® cocrasuma
<60 mn/mMun/1,73 M2,y 23 % — < 45 ma/mun/1,73 M* n'y 3 % — < 30 ma/mun/1,73 M2,
Janarnugno3uH npoAeMOHCTPUPOBAI MPEBOCXOACTBO MO CPABHEHHIO C IUIALe00 B CHIKEHUH
YacTOThI JJOCTHKEHUSI KOMOMHUPOBAHHON KOHEUHOM TOYKH, BKJIIOYAIOIIEH CMEPTh M0 MpPUUYMHE
CepACYHO-COCYTUCTOr0  3a00JieBaHUs,  TOCHUTANU3ALMIO O  TOBOJLY  CEpJACUHOU
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMONIbIO B CBSI3U C YXYJALICHHUEM TeUeHUs
cepaeunoit Henoctarounoctu (OP: 0,82 [95 % U: 0,73, 0,92]; p = 0,0008) (pucyHox 5).
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Pucynox 5. Bpemst 10 nepBoro n10CTrxXeHus Ko 6HHHD()I:]L_2L.|;[|}:;O%%§ hgﬁgmg%ﬁﬂé%meﬁ

CMEPTH 10 MPUUYUHE CEPACUHO-COCYAUCTON MATOJOTUH, TOCIIUTAIN3ALINIO 110 TIOBOAY CEpACUHOU
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMOUIbIO B CBSI3U C YXYJAUICHHUEM TeUeHUs
CEepAEYHON HEOCTATOYHOCTH

254

(%)

Mnauebo

204 il

Hanarnupnosun
154

H HKOHEYHOH TOYKH

Danarnudnosun B cpaBHeHuu ¢ nnayebo
OP (95% AM): 0,82 (0,73, 0,92) 3Hauenwe p 0,0008

NauueHTsl, ¥ KOTOPLIX BbINK
3apericTpUpoBaHbl ABNEHHA KOMNOHEHTOB
KOMOBUHUPOBAHHO

D # L L L] L] L] L] L] L] L] L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36
Mecsinbl nocjie paHIOMHU3AIUH
IMauueHTHI TPYNIIBI PHCKA
Hanarmucnosun: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
IMnane6o: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

HpI/IMeanI/IGZ OKCTPEHHOC 06paHICHI/I€ 3a 0NOMOLIbKO B CBA3M C YXYAUICHUECM TCUCHUSA Cepﬂe‘lHOﬁ
HCI0CTAaTOYHOCTHU OBLIO OIPEACIICHO KaK CpOYHOC, BHCIUIAHOBOC 06CJIC,HOB3.HI/IC BpadyoM, HaIpUMEp, B
OTACIICHUN HEOTJIOKHOM NOMOIIH, BBI3BAHHOC YXYAUICHUEM TCYCHUA cepuequi/'I HEAOCTATOYHOCTH, KOTOPOEC
Tpe6yeT JICUCHUA (HOMI/IMO TOJIBKO MOBBINICHUA JO3bI ITEPOPATIbHBIX ,HI/IypeTI/IKOB).

«ITarmeHTHI TPyHIbl pUCKa» O3HAYACT KOJIMYCCTBO IMMAIITMEHTOB I'PYIIIBI PUCKA B HAYaJIE IIEPpHUOAA

Ha pucyHnke 6 npezacraBieH BKJIaJ TPeX KOMIIOHEHTOB NEPBUYHON KOMOMHUPOBAHHON KOHEUHOM
TOYKH B d(DPEKT JeueHuUs.
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Pucynok 6. Dddext neueHuss B OTHOMIEHUH TTEPBUYHOMN %Qénlﬁﬂé%@ﬁ%%ﬁ%%ﬁ %' u

€€ KOMIIOHCHTOB

OTtHoweHwne MaumenTsl, y KOTOPbIX Bbinu OTtHoweHwne
pUCKoB 3aperucTpupoBaHsl ABNEHUA pUCKOB
Mokasarenn (95% W) KOMMNOHEHTOB KOMOMHUpoBaHHoKk  (95% W)

KOHEYHOW TOYKM (YacToTa ABNEHUN)
KoMBMHMpOBaHHARA KOHEYHAR TOUKa,
BR/OMAIOLLAA CMEPTh NO NPUYMHE Hanarnucpnosuny  Mnauebo
CepAeyYHO-COCYAUCTOro 3abonesaHus, (N=3131) (N =23132)
FOCNUTANM3ALMIO NO NOBOAY CEPAGYHON
HEI0CTATOYHOCTH UK IKCTPEHHOE obpalljeHne
33 NOMOLLBIO B CBA3W C YXYAWEHNEM TEHYEHUA —a 512 (7.8) 610 (9,6) 0,82 (0,73, 0,92)
CepaeyHON HeAOCTaTOMHOCTH

lFocnuTanusauma No NoBOAY CEepAEYHOM —_— 329 (5,0) 418 (6,5) 0,77 (0,67, 0,89)
HEeAOoCTaTO4HOCTH
3KcTpeHHoe ofpawerme 3a NOMOoLLI0 — 60 (0,9) 78 (1,1) 0,76 (0,55, 1,07)
B CBA3M C YXYALEHUEM TEHEHUA
cepaeyHoN HeOCTaTOYHOCTH
CmepTb NO NpUyYUHE CepaeYHO-COCYAUCTOro  ——e—r 231(3.3) 261 (3,8) 0,88 (0,74, 1,05)
aabonesaKuA
I I 1 1
0,5 08 1 125 2
B none3y ganarnudnosunHa | B nonekay nnayebo

[lpuMeuanue: SKCTpeHHOEe OOpalleHWEe 3a IOMOMIBI0O B CBA3M C YXYALICHHEM TEYEHHS CepleYHOH
HEJOCTaTOYHOCTH OBIJIO OIPENENeHO KaK CPOYHOe, BHEILIAHOBOE OOCIeIOoBaHHE BpadoM, HalpHMep, B
OT/ICNICHUH HEOTJIONKHOW ITOMOIIM, BBI3BAaHHOE yXYALICHHEM TEUEHHS CEPACYHON HEeJOCTATOYHOCTH, KOTOpOe
TpeOyeT JiedeHns (IIOMUMO TOJIBKO ITOBBIIIEHHS 1035l IIEPOPAIbHBIX ITYPETHKOB).

KonmuecTBO mepBBIX SIBICHUH 1O OTAEIBHBIM KOMIOHEHTaM KOMOWHHMPOBAaHHOW KOHEYHOW TOYKH SIBIISETCS
(haKTHYECKUM KOJIMYECTBOM IIEPBBIX SIBJICHUI Ka)KJOro KOMIIOHEHTa M HE CYMMHpPYETCS C KOJIHYECTBOM
SIBJICHUH B KOMOWHHPOBaHHOW KOHEYHOH TOYKe.

YacTtoTa BOBHUKHOBEHHS SIBICHUH NpEJCTaBlIeHa KaK YUCIO yYacTHHKOB, Y KOTOPBIX OBUIO 3aperHCTPHPOBAHO
SBJICHHE KOMIIOHEHTOB KOMOWHHMPOBAaHHOW KOHEYHOW Touku, Ha 100 NanMeHTo-IeT NOCIenyoLIero
HaOIIOJeHUS.

AHanu3 CcMepTH N0 MPUYMHE CEepIeYHO-COCYAUCTOro 3a00JIeBaHUs, INPEACTABICHHOW 31eCh B KayecTBE
KOMIIOHEHTA NepPBUYHOI KOHEYHON TOYKH, TaK)Ke NMPOBENH NpH (GOpMaIbHOM KOHTPOJIE OLIMOOK IIEPBOTO Poja,
Il OHA BBICTYIIalla B KAYECTBE BTOPUYHOH KOHEYHOU TOUYKH.

Janarnuguo3uH mpoAeMOHCTPUPOBATT MPEBOCXOACTBO MO CPABHEHHUIO C IUIANe00 B CHUKCHHUH
o0miero 4mcia COOBITHM CEpIEYHOM HEJOCTAaTOYHOCTH (OINpEACNIIeMOro KakK TepBUYHAS H
MOBTOPHAs] TOCIUTANU3ALMSA [0 TMOBOAY CEpJACYHOM HEAOCTATOYHOCTH WM JKCTPEHHBIC
oOpailleHus1 3a TOMOIIBI0 B CBSI3U C YXYALICHHEM TEUEHUs CEpACYHOM HEeAOCTAaTOYHOCTH) U
CMEPTH TIO MPUINHE CEPICTHO-COCYIUCTOrO 3a0oneBanus: 815 ciydaeB B rpyie, MmoxydaBiien
nanarmugio3nH, Mo cpaBHeHWO ¢ 1057 ciygasmMu B TpyIme, TOJyYaBIned muiame0o
(otHocurenwHas yacrora: 0,77 [95 % [AU: 0,67, 0,89]; p = 0,0003).

[TpeumyriecTBO Tepanuu Aanariu@Io3UHOM 110 CPABHEHUIO C IJIANe00 B OTHOIICHUU MTEPBUYHON
KOHEYHO! TOUKM Habmofanoch B noarpymnmnax nauueHToB ¢ ®BJDK < 49 %, 50-59 % u > 60 %.
OddekTr Tepanmuu TakKe OBLI  CONMOCTAaBUM B  JPYTUX  KIIOYEBBIX  MOATPYIINAX,
KJaccu(UIIMPOBaHHbIX, HANPUMEp, 1O BO3pacTy, noiy, kiaaccy NYHA, ypoBHio NT-proBNP,
MOJOCTPOro CTaTyca CepACYHON HEOCTATOYHOCTH U Hamnuuio CJI 2 Ttumna.

Hcxo0, coobwaemvlii nayuenmamu. CUMnmMoMbl XPOHULECKOU cepOedHOl Hed0CMAamo4HoCmu

Tepanus panarnu@ao3uHOM NPHUBOJAMIA K CTAaTUCTUYECKH 3HAYMMOMY MPEUMYLIECTBY IIO
CPaBHEHHIO C TIANE00 B OTHOIIEHUH CHMIITOMOB CEpPACYHON HEIOCTATOYHOCTH, OLIEHUBAEMBIX
mo wu3MeHeHuto depe3 8§ wMecsaneB or wucxoaHoro ypoBHs KCCQ-TSS (BeposSTHOCTH
npeumymectsa: 1,11 [95 % AU: 1,03, 1,21]; p = 0,0086). Yactora u TsHKeCTb CUMITOMOB
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BHECJIM BKJIAJl B PE3YJIbTAT, TOJyYEHHBIH 110 3] eKTI/IBH'OIJ{‘II/I:'TgES;II'H'&':'TEn bHOCTE 0003)

[Ipn aHamm3e pECHOHACHTOB JOJS MAlMEHTOB CO CpPeNHUM (> 5 OaioB) WIH CHIBHBIM
(> 14 6amno) yxyamenuem 3HadeHust KCCQ-TSS uepes 8 MecsiieB mo CpaBHEHUIO ¢ HCXOTHBIM
ypOBHEM ObLlIa HUXKE B TPYIINE JICUCHHS Janarin(IO3MHOM: CpelHee YXYIIIeHHe HaOI0aanoch
y 24,1 % manueHToB, MPUHUMABIIMX Aanarandio3uH, mo cpaBHeHHIO ¢ 29,1 % mamueHToB,
NpUHUMABIIKX [Uianebo (otHomenwe maHcoB: 0,78 [95% JU: 0,64, 0,95]); cunbHOE
yxyaueHue Habmonanocek y 13,5 % nanneHToB, NpUHUMABIINX Janaraudio3nH, Mo CPaBHEHUIO
¢ 18,4 % mnamueHTOB, MpUHUMABIIUX Manebo (oTHomenue mancos: 0,70 [95 % JU: 0,55,
0,88]). [losst manueHToB CO CJIa0bIM WU CpeAHUM yiydineHueM (> 13 0amioB) WM CHUIBHBIM
ylydiieHueM (> 17 GaysioB) He OTIMYAIACH MEXKAY TPYIIIIAMH JICUCHHUS.

Xponuueckasn cepoeunas Heoocmamounocms 8 ucciedoganusix DAPA-HF u DELIVER

B ananmsze oObenuHeHHBIX MaHHBIX uccnenoBanuii DAPA-HF u DELIVER otHomenue puckos
U1l ganarau@io3uHa 1Mo CpaBHEHHUIO C TUIae00 B OTHOIICHUH KOMOWHMPOBAHHOW KOHEYHOM
TOYKH, BKJIIOYAIOUIEH CMEPTh MO MPUYMHE CEPJECYHO-COCYAUCTON MaTOJOTUH, TOCIUTATU3ALNIO
M0 TIOBOJY CEPACYHON HEIOCTATOYHOCTH WJIM SKCTPEHHOE OOpallleHHe 3a MOMOIIBIO B CBS3H C
YXYAIIEHUEM TEUEHUsl CEpJEeYHON HemocTatodHocTH, coctaBmwio 0,78 (95 % HAU: 0,72, 0,85),
p < 0,0001. Dddext neuenus ObUT cOMOCTaBUM i Bcero auamnazoHa 3HaueHuit ®BJDK 6e3
ocnabnenus ap¢exra B 3aBucuMOCTH OT 3HaueHus OBJIK.

Ha ocHoBauum aHammsa oObemmHeHHBIX HaHHBIX ucciemoBanunii DAPA-HF u DELIVER 1o
3apaHee MPeayCMOTPEHHBIM IMEPEMEHHBIM Ha YPOBHE MAIMEHTOB MPUMEHEHUE nanariudio3nHa
MPUBOAWIO K CHHKEHHUIO PHUCKAa CMEPTH IO MPUYMHE CEPACUYHO-COCYIUCTON MATOJIOTHH IO
cpaBaenuio ¢ marebdo (OP: 0,85 [95 % AU: 0,75, 0,96], p = 0,0115). Ilonoxkutenbublii 3¢ dext
JIe4eHHs OB MPOJEMOHCTPUPOBAH B 000OUX MCCIICIOBAHUSIX.

Xponunyeckas 00JE3Hb IIOYEK

HccnenoBanue mo oleHKe BIUSHUS nanariugiio3rHa Ha MOYE€YHbIE MCXOJbl U CMEPTHOCTH OT
CEpJICYHO-COCYIUCTHIX 3a00eBaHMI Yy TMAIMEHTOB C XPOHUYECKOH OOJIE3HBIO TMOYEK
(DAPA-CKD) — MexayHapoJaHOE€ MHOTOILICHTPOBOE PaHIOMH3UPOBAHHOE JIBOWHOE CIIETOE
1a1e00-KOHTPOJIMPYEMOE HCCICIOBaHUE y TAIMEHTOB C XPOHHUYECKOH OOJE3HBIO TIOYEK C
pCK® > 25 u < 75 mn/mun/1,73 M? u ansbymunypueii (A/Kp moun) > 200 u < 5000 mr/r) —
MPOBOAMIIN ISl OTIPEACTICHUS] BIUSHUSA, KOTOPOE OKa3bIBaeT Janariu(Io3uH MO CPaBHEHHIO C
mianebo mpu A00aBIEHWHM K CTaHAApTHOM 0a30BOM Tepamuyd Ha YacTOTy JIOCTHIKEHUS
KOMOWHUPOBAaHHON KOHEYHOM TOYKH, BKIIOYamomed ycronunBoe cHmkeHue pCKD na 50 %,
TEPMHUHAJIBHYIO CTaJIMI0 MOYEUHOH HEJIOCTAaTOYHOCTH (OINpeaensieMyl0 KaK CTOMKOe 3HauyeHHe
pCK® < 15 ma/mun/ 1,73 M2, 10ArocpouHOE JIeYeHHE AUATH30M MM TPAHCILUIAHTAIUS MOYKH),
CMEPTH MO MPUYUHE CEPAEUHO-COCYTUCTOrO 3a00JIeBaHUS WU CMEPTH BCIECICTBUE OCIOKHEHUN
CO CTOPOHBI MTOYEK.

N3 4304 manmenToB 2152 nmanuenTa ObUTH paHIOMU3UPOBAHEI B rpyIiny Aanariaudiaosuna 10 mr,
a 2152 nanuenTa — B Tpymny 1ianedo; MenuaHa neproja HaOmoneHus cocTaBuia 28,5 mMecsa.
Jleuenue nmpomomxanu, eciu BO Bpems uccienoBanus 3HaueHue pCK® cHmkanoch 10 ypOBHS
HiKe 25 mia/mur/1,73 M2, ¥ MOTTIM IPOJOJIKATE B CIIYYasx, KOT1a ObUT HEOOXOUM JUAIIH3.
Cpennuii BO3pacT MalMeHTOB UCCIEAYyEMON MOMmysauu coctabui 61,8 roga, 66,9 % manueHToB
6bUTH MysKCcKoro Tona. Mexomuo cpennee 3navenne pCK® cocrasumo 43,1 mn/mun/1,73 M2, a
meauana A/Kp moun — 949,3 mr/r. V 44,1 % namuenTtoB 3HaueHne pCK® cocrasiusno ot 30 10
< 45 m/mun/1,73 M2, y 14,5 % namuentoB — < 30 mu/mun/1,73 M2, V 67,5 % marueHToB ObuT
CJ 2 tuna. I[lanmeHThl NOdy4Yanu CTaHAApPTHYHO Tepanuio; 97,0 % MmanueHToB MOIyYalu
unruouropsl AII® nmmu BPA.

Ha ocHOBaHuM peKkOMEHIAlMu HE3aBUCHMOTO KOMHUTETa IO MOHHUTOPHHIY JIaHHBIX
WCCJICIOBAaHNE 3aBEPIIUIN JOCPOYHO TO TPUYMHE BBIABICHUS S()(PEKTUBHOCTU IICUCHUS,
YCTAaHOBJIEHHOW 10  NPOBEACHUS  3alJIaHUPOBAHHOTO aHam3a. Janarnuduo3ux
MPOJEMOHCTPHPOBAI TIPEBOCXOACTBO 10 CPABHEHUIO C TIAe00 B MPEAOTBPAIICHUN TIEPBUYHON
KOMOMHHMPOBAaHHOW KOHEYHOW TOYKH, BKJIIOHaromen yctoiunBoe cHikeHue pCK® nHa > 50 %,
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TEPMUHAJIBHYIO CTAIUIO TIOYEYHOH HEIOCTY TO‘IHOC"[I:II/;!I:I El\jllgp‘?’g BHJ EHBH{QEJ :'c%;sﬂér-'mo-

COCYIIUCTOTO 3a00JIeBaHUSI WJIM CMEpPTh BCIEACTBHE OCIOXHEHHH CO CTOpPOHBI mouek. Ha
OCHOBaHWU TrpaduKka, TOCTPOCHHOTO ¢ MOoMoIIbi0 MeTtona Karmmana-Meiiepa nist BpeMeHH 0
IEpBOTO0  JOCTIKCHHSI KOMOMHHMPOBAHHOW KOHEYHOM TOoukH, 3pdekr Ttepanuum ObLa
NIPOJIGMOHCTPUPOBAH HAuWHAs C 4 MECSIIEB JICUCHUS M COXPAHSUICS JO KOHIIA WCCIICTOBAHHMS
(pucyHok 7).

Pucynoxk 7. BpeMs 10 mepBoro A10CTHXKEHNST KOMOMHUPOBAHHONW KOHEUYHON TOUYKH, BKITFOYAOIICH
ycroiiunBoe cHmkeHne pCK® Ha > 50%, TepMuHaNbHYIO CTalNIO0 IOYEYHON HEIOCTATOYHOCTH,
CMEPTh MO MPUYHHE CEPAEUHO-COCYTUCTOrO 3a00IeBaHUS WU CMEPTH BCIEICTBUE OCIOKHEHUN
CO CTOPOHBI IIOYEK

_— = [nauebo
77 - I

(%)

16 - [ Hanarnucnoauu

N KOHE4YHOW TOYKH

MayuenTsl, y KOTOPLIX Bbinn
3aperncTpMpoBaHel ABN@HWA KOMNOHEHTOB

KOMGHHHPOBaHHO
=
1

OP (95% QM): 0,61 (0,51, 0,72) 3uauenwe p < 0,0001
1 I I 1 1 1 1 1 1 I
0 4 8 12 16 20 24 28 32 36

MecsinpI mocJie paHIoMHU3aAUN

IMauueHTHI TPYNNBI PUCKA
Hanarnudumo3un: 2152 2001 1955 1898 1841 1701 1288 831 309 31
[Tnane6o:2152 1993 1936 1858 1791 1664 1232 774 270 24

HpI/IMe‘{aHI/IeZ (IMAITACHTBI IPYTIIBI PUCKa» O3HAYACT KOJIMYICCTBO MAUEHTOB I'PYIIIIBI PUCKa B HaA4aJIC II€puoaa.

Bce derpipe KOMIOHEHTa MEPBUYHONW KOMOWHHPOBAHHOM KOHEUHOW TOYKM MO OTACIBHOCTH
BHOCWJIM BKJIaJ B 3P dekT neuenus. Tepanus ganarau@io3nHOM TakKe MPUBOAMIIA K CHUKCHHIO
YacTOThI SIBJICHUH KOMOMHHPOBAHHOW KOHEYHOM TOYKH, BKIIIOYAIOIIEH YCTOHYMBOE CHIKEHHE
pCK® Ha > 50 %, TepMUHAIBHYIO CTAJUIO0 MOYEHYHOW HEJOCTATOYHOCTH, CMEPTH BCIIEICTBUE
OCJIOKHEHHUH CO CTOPOHBI MOYEK, a TAKXKE YacCTOThl SBJICHUH KOMOWHHPOBAHHON KOHEUHOM
TOYKH, BKIIOYAIOMEH CMEpTh MO TMPUYMHE CEPAEYHO-COCYIUCTOro 3a00JeBaHMUS MU
TOCHUTAJIHM3AIMIO IO TOBOJAY CEpACYHOM HemocTarouHocTu. Jledenue namarnudao3uHOM
IPUBEJIO K YJIyYIIEHUIO 0011l BBDKMBAEMOCTH Y NAIIMEHTOB C XPOHUUYECKON 00JI€3HBIO TOYEK U
CTAaTHCTUYECKU 3HAYMMOMY CHIDKEHHUIO CMEPTH IO JIF000i MpUYnHe (PUCYHOK §).
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Pucynok 8. Dddexr neueHus B OTHOIICHHH nepBHqﬁ_(Lg ﬁ‘n“%‘?o%ﬁ&ﬂ%%“ﬁ%lﬁ%ﬁﬁmx

KOHCYHBIX TOYCK, X OTACIIbHBIX KOMIIOHCHTOB, a TAKXKC CMCPTH 110 000 MMPpUYUHC

Moxazatenw OP (95% On) MaynerTsl, ¥ KOTOPbLIX Gbinn OP (95% OW) 3Hauenwe p

3apervcTpUpoBansl ABNEHUA
KOMMNOHKEHTOS KOMBWHMPOBAHHON
KOHEYHOWN TOHKM (YacToTa ABNEGHWNA)

Danarnucbnoawu  MNnayebo

Mepeu4yHaA KOHEeYHAA TOYKA (N = 2152) (N = 2152)
KomMBMHMpPOBAHHAR KOHEYHARA TOUKA,
BXnlOYAlOLWan ycToruueoe cHmenne pCK® na
250%, TepMHHANLHYIO CTAAMIO NOYeYHOR
HeAOCTATOUYHOCTH, CMEPTL BCRegcTeme —a— 197 (4,6) 312(7.,5) 0,61 (0,51,0,72) <0,0001
OCNOMHEHHH CO CTOPOHBI NOYEK MNK CMEPTL No
NPHYMHE COPAeHHO-COCYAMCTOM NaTONOTMK

BTDpH‘lH bleé KOHEeYHble TOYKH

KomGrHupoBanHan KOHeYHanA TOYKa,
BKMIOYAIOLLAA YCTOWYMBOE CHMKeHne pCKD
Ha 250%, TepMHHANBHYHO CTAAMIO NOYEYHOH
HeJoCTATOYHOCTH UK CMEePTL BCNeAcTBHE
OCNOMHEHHH CO CTOPOHBI NOYSK

142(33)  243(58) 0,56 (0,45,0,68)  <0,0001

KomMGrHMpoBaHHaA KoHeYHanA TONMKa, BKNOYaroWan
CMEpPTh NO NPUYMHE CePAeUYHO-COCYAUCTON

NaTonorMM M rocnuTanM3ayno no nosoay 100 (2.2) 138(3.0) 0,71 (0,55, 0,92)
CepaeYHOM HEAOCTATOYHOCTH
Cmepts no nio6oi npuumHe —a— 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
Ke 1eMThl Komb P 1HBIX
KOHEUHLIX TOYeK
Ycrohumsoe cHwsarne pCKD = 50% . 112 (2,6) 201 (4,8) 0,53 (0,42, 0,67)
TepMyuHaNsHaR CTAAMA NOYSYHOM
HeAI0CTATONHOCTH —_— 109 (2,5) 161 (3,8) 0,64 (0,50, 0,82)
Yeronumesin yposens pCKO
< 15 Mn/MHH/1,73 M2 —a— 84 (1,9) 120 (2,8) 0,67 (0,51, 0,88)
[onrocpoyroe nevyexsne anannuaom . 68 (1.,5) 99 (2,2) 0,66 (0,48, 0,90)
TpancnnanTayua nosKm 3(0,1) 8(0,2)
CMepTE NO NPUYHHE CePASYHO=COCYANCTON - 65 (1,4) 80(1,7) 0,81 (0,58, 1,12)
naronorim ! ! ' T
CMepTh BCNeCTENE OCNOMHEHUA CO CTOPOHE NOYeK 2(0,0) 6(0,1)
I'ocnuranu_:;auuq no nosody . B 37 (0,8) 71(1,6) 0,51 (0,34, 0,76)
CEepASYHON HEAOCTATOYHOCTH
I I |}
0,34 0,7 112
B nonsay ganarnudnoanHa | B nonbay nnayebo

[IpuMeyanue: KOIMYECTBO NEPBBIX SBJICHUMN IO OTACIHHBIM KOMIIOHCHTAM KOMOWHUPOBAHHOW KOHECYHOM TOYKH
ABNSETCA (AKTHUECKMM KOJHMYECTBOM IIEPBBIX SIBJICHUH KaXJOTO KOMIIOHEHTAa W HE CyMMHpPYeTCs C
KOJIMYECTBOM SBJICHHH B KOMOMHHPOBAaHHON KOHEYHO TOUKE.

YacroTa BOSHUKHOBEHHS SBICHHH MPEACTaBICHA KAaK YHCIO YYACTHUKOB, Y KOTOPHIX OBLIO 3aperHCTPHPOBAHO
SABJICHHE KOMIIOHEHTOB KOMOWHHPOBAaHHOW KOHEYHOW Toukw, Ha 100 mamueHTo-1eT MOoCIeIyromero
HaOJIONECHUS.

Onenkn OP He mpencTaBieHBl U MOATPYIIT ¢ OOMIMM YUCIIOM SIBIICHHH, COCTaBIITIOIIAM MeHee 15 B obenx
TpyTNax UCCIICIOBAHMUS.

[TpenmytiecTBO Tepanuy JanaraugIo3uHOM OBUIO COTIOCTAaBUMBIM y TAIMEHTOB ¢ XPOHUYECKON
6one3npto mouek ¢ CI 2 tuna u 6e3 TakoBoro. Ilpumenenue manarnudo3nHa TPUBOIUIO K
CHIDKCHUIO YaCTOTHl JIOCTIDKCHHS TIE€PBUYHOM KOMOWHHPOBAHHONH KOHEYHOM TOYKH,
BKJItouaroneil ycroiunsoe cHuwkeHue pCK® na > 50 %, TepMHHAIbHYIO CTaJHI0 MOYEYHOMH
HEJOCTaTOYHOCTH, CMEPTh 10 NPUYMHE CEpICYHO-COCYANCTON NAaTOJOTHMH WIH CMEpTh
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BCJIEJICTBUE OCJIOKHEHUM CO CTOPOHBI Moyek: OP — 0,64':@'5' %-lﬁﬂ:%T%HbﬁEhg{ -I;[ﬁia/;qubla C

CJ1 2 Tuma u 0,50 (95 % AU: 0,35, 0,72) mist manuenToB 6e3 C/1 2 tuma.

[TpermMyIiecTBO Tepanmuy Janariv(Io3WHOM TI0 CpPaBHEHUIO C IUIANe00 B OTHOIICHHUU
MEPBUYHON KOHEYHOW TOYKU OBLIO COMOCTABHMBIM B JIPYTHX KITFOUYEBBIX MOATPYIINAX, BKIIOYAs
pCK®, Bo3pacrt, 1o U PEruoH.

CTH

C/] 2 muna

B kimHMYecKOM HCClIeIOBaHUU Y IeTel U oApOCTKOB B Bo3pacte oT 10 go 24 ner ¢ C/l 2 tTuna
39 nmanueHToB OB paHAOMHU3UPOBAHBI B rpymimy Aanaraudiosura B no3e 10 mr, a 33 manuenrta
— B Tpymiy miane6o B KauecTBe KOMOMHUPOBAHHOUN Teparnuu ¢ METHOPMUHOM, HHCYJTHHOM HUITU
¢ kKoMOuHanme meThopMuHa U UHCYyIuHA. Ha MoMeHT panpomusanuu 74 % ManueHToB ObLIH
mianme 18 ner. CkoppekTupoBaHHOe cpenHee u3MeHeHue ypoBHs HbAlc or umcxomnoro
YpOBHS 10 24 HeAenu NMpU NPUMEHEHUH Aanariu@Iio3nHa 1Mo CpaBHEHUIO C I1anedo COCTaBUIIO
-0,75 % (95 % AU: —1,65, 0,15). B Bo3pactHol rpynne miaimie 18 jgeT cKOppeKTUPOBAHHOE
cpennee u3MeHeHue ypoBHs HbAIc mpu npumeHeHun nanariuQuio3WHa MO CPaBHEHUIO C
tane6o coctasmio —0,59 % (95 % AU: —1,66, 0,48). B Bo3pacTHoii rpymnme ot 18 neT u crapiie
cpenHee usMeHenne ypoBHs HbAlc oTHocuTenbHO MCXoAHOro ypoBHs coctaBuwio —1,52 % B
rpymmne, noiydasmei mamarmugiaosun (n = 9), u 0,17 % B rpynme, noiyyaBmieil miare0o
(n = 6). DdbdexTrBHOCTh U 0E30MTACHOCTH OB AHAJIOTHYHBI COOTBETCTBYIOIIUM IOKA3aTEIIsIM,
HAOMIOIaeMBIM Yy  B3pPOCIBIX TAIMEHTOB, MOJyYalIux ganarnuduosuH. JlanpHeiiniee
MOJATBEPXKJIeHUE 0€30MacHOCTH U MEPEHOCUMOCTH ObLIO MOIYYEHO B JOMOJIHUTEIHLHOM MEpUOJIe
WCCIICIOBAHMI, TMPEIHA3HAUYEHHOM [UIsi OICHKHM O€30MacHOCTH, MPOJOKUTEIHHOCTHIO
28 nenenb (cM. pasnen 4.2).

5.2. apmakokuHeTHYECKHE CBOHCTBA

AOGcopOnus

[locne mpuema BHYTpbh Hanariu(iao3uH OBICTPO M TOJHOCTBIO BCACBIBACTCS B KETYJOYHO-
KHUILIEYHOM TpakTe. MakcumalnbHash KOHIEHTpaius nanariudio3nHa B 1uiazMe KpoBU (Cmax)
OOBIYHO JIOCTHUTaeTCsi B TEUEHHE 2 4YacoB Mocje mpueMa Haromak. CpeaHue reoMeTpHyYecKue
3HaueHUSI Cmax W AUC g pganarnmduiosnHa B PaBHOBECHOM COCTOSIHHM TIOCHIE TpHUEeMa
namarnuagiosuHa B go3e 10 mr 1 pa3 B cyTku cocraBmsmu 158 Hr/mnm m 628 Hr-u/mn
COOTBETCTBEHHO. AOCOIIIOTHAs OMOAOCTYIMHOCTh JAanariugo3uHa Mpu MpUeMe BHYTPb B J103€
10 mr cocraBusier 78 %. IlpueM nuUIIM € BBICOKUM COJEpKaHUEM >KUPOB CHIDKAT Cmax
nanarmuduosnHa Ha 50 %, ymmHSIT BpeMs JOCTIDKEHHMST MaKCHUMaJIbHOW KOHIICHTPAllMM B
wiasMe (Tmax) mpuMepHo Ha 1 yac, HO He BiausT HA AUC 1mo cpaBHEHHUIO C IPHEMOM HATOIIIAK.
OTH W3MEHEHHUS HE SBISAIOTCA KIMHUYECKU 3HAaYMMbIMU. Jlamarnuduo3uH MoKeT MpUHUMAThCS
KaK BO BpeMs IIprema MUIIH, TaK U BHE €ro.

Pacnopenenenue

Hanarnudnosun npumepHo Ha 91 % cBsa3biBaeTcst ¢ Oenkamu. Y MAlUEHTOB C Pa3IMYHBIMH
3a00JIeBaHUSIMH, HAIIPUMEp, ¢ HApYIICHUAMU (QYHKIUU MMOYEK WM MEYeHH, STOT M0Ka3aTesb He
u3meHsuicsi. CpenHuil 0o0beM pacmpeieneHus Aamariugio3nHa B PaBHOBECHOM COCTOSIHUU
cocraBui 118 1.

Buorpancdopmarnus

Hanarmduo3un OuotpanchopMupyeTcsi ¢ 00pa3oBaHWEM, TJIaBHBIM 00pa3oM, HEAKTHBHOTO
MeTabonuTa ganarnugo3nn-3-O-TIoKypOHHIA.

Janarnugno3un-3-O-TaoKypoHU U Jpyrue MeTaboIUThl He OKa3bIBAIOT TMIOTIMKEMHUYECKOTO
neiictBus.  Jlanarmudguosun-3-O-rmokypoHun  ¢popmupyercs mox  JeiictBueM  (epMmeHTa
UGT1A9, npucyTCTBYIOIIETO B MEUYCHH U TTOUKaX, n3odepmeHThl ruToxpoma CYP BoBeUeHBI B
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(MOCNEOCBATENEHOCTE 000%)

OouotpanchopMaIio B MCHBIIICH CTETICHH.

DIMMUHALIUA

Cpennuii mepuon mosyBeIBeleHUsT W3 Mia3Mbl KpoBH (Ti2) y 310pOBBIX J00pPOBOJIBLIEB
coctaBisi 12,9 yacoB mocie OJHOKPATHOrO Mpuema Janariu@io3uHa BHYTph B o3¢ 10 mr.
Cpennuii OOIMI CHCTEMHBIH KJIMPEHC Aamaraudio3WHa Npu BHYTPUBCHHOM BBEICHHUH
cocraBnsin 207 mi/muH. Jlanarnudno3uH U ero MeTaboNUTHI BBIBOISTCS, MPEUMYIIECTBEHHO,
MOYKaMHu, U TOJbKO MeHee 2 % BBIBOAUTCS B Heu3sMeHeHHoM Buze. Ilocne mpuema 50 mr
1C-nanmarmudnosuna 6510 06HApYKeHO 96 % pamuoakTHBHOCTH — 75 % B Moue u 21 % — B
dexamuax. [lpumepHo 15 % paanoakTUBHOCTH, OOHAPYKEHHOW B (eKanusiX, MPUXOAUIOCH Ha
HEU3MEHEHHBIN JanaringIIo3uH.

JINHEWHOCTE

Okcno3unus  ganarini@iao3uHa  YBEIMYMBAJIACh IPOIMOPIUOHANBHO YBEJIWYECHUIO 03Bl B
nuarnazone ot 0,1 mo 500 wmr, a QapmakoKMHETHYECKHE CBOMCTBa namariudo3nHa HE
U3MCHAJIUCh C TCUCHHEM BpeMeHI/I HpI/I MHOFOKpaTHOM CIKCIHCBHOM HpI/IeMe B TCUCHHUC 10
24 Henens.

q)aDMaKOKI/IHeTI/I‘-IGCKaﬂ-d)aDMaKO AJUHaAMHWYCCKas 3aBUCUMOCTD

lloueunas nedocmamounocms

B paBHOBecHOM cocTtossHuu (mpueM nanarinuduiosuHa B go3e 20 Mr B TeueHue 7 JHEH)
CUCTEeMHasl 3Kcro3uius nanariudaosuna y nauueHTo ¢ CJl 2 tuna u HapyumeHueM (QyHKIUU
MIOYEK JIETKOH, CpelHEel MIIH TSOKENoN CTerneHu (OmpeaessieMoil Mo KIMpeHcy Horekcoia) Obuia
Ha 32 %, 60 % u 87 % Bblmie, yueM y nanueHToB ¢ C/] 2 Tuna u HopMaJIbHON (YHKIMEH Mmouyek
COOTBETCTBEHHO. KOoJIMUecTBO TIIIOKO3bI, BHIBOJAMMOW MOYKAMHU B TEUEHHUE CYTOK IpPHU MpPUEME
nanariaugio3uHa B PaBHOBECHOM COCTOSHHH, 3aBHCENO OT COCTOSHUS (YHKIMHM MOYeK. Y
narenToB ¢ CJl 2 tuma u HOpManbHOM (yHKUMEH MOYeK, U ¢ HapylIeHueM (YHKIMU TOYEK
JIETKOW, CpeIHEH WJIM TSIXKEIOM CTENEeHW B CYTKM BBIBOAMIOCH 85, 52, 18 m 11 1 rimoko3bl
COOTBETCTBEHHO. Hewns3BecTHO, OKa3blBa€T 1M TEMOJUAIN3 BIMSHUE HA OKCIO3ULUIO
nanarnudio3uHa. BnusHue CcHMKEeHHA (DYHKUMM TIOYEeK Ha CHUCTEMHYIO OSKCIIO3MIIHIO
nanarnudo3MHa  OLICHWBAM  HA  TONMYJISIIMOHHOW  ()apMAaKOKMHETHYECKOH  MOJEIH.
Cnporao3upoBadHas Mojenbio AUC Oblia BEIIIE y MAIMEHTOB ¢ XPOHUYECKON 0O0JIE3HBIO TIOUEK
10 CPABHEHHUIO C MAllMEHTaMU ¢ HOPMaJbHOHM (DyHKIMEH MMOYeK M CYIIECTBEHHO HE pa3inyaiach
y TIAIMEHTOB ¢ XPOHHYECKOU Oone3Hbto mouek ¢ CJ[ 2 tuma mmam 6e3 Hero, 4yTo COTrIacyercs C
paHee MOJy4YEeHHBIMU JTaHHBIMH.

Ileuenounas nedoocmamoynocmo

Y nauMeHTOB C IMEYEHOYHOM HEAOCTATOYHOCTBIO JIETKOM WM CPEIHEW CTEIEHU TSHKECTH
(kmaccel A m B mo Yaitnn-Ileto) cpegnme 3nadeHuss Cmax u AUC panarmudiosuna ObuTH
cooTBeTcTBEHHO Ha 12 % u 36 % BbIIIe 0 CPaBHEHHIO CO 3A0POBBIMU JOOpOBONIbLIaMu. [laHHbIE
pa3uuus  HE  SBISIIOTCA  KJIMHUYECKHM 3HAYMMBIMH, IIOTOMY KOPPEKTUPOBKH  JTO3bI
nanariniao3uHa MpH NEeYSeHOYHOM HETO0CTaTOYHOCTH JIETKOM M CpeHEW CTENEHH TSDKECTH He
Tpedyercs (cM. pasznen 4.2). YV MalMeHTOB ¢ MEYCHOYHOW HEOCTATOYHOCTBIO TSKEIOW CTETICHU
(xmacc C mo Yaitng-ITet0) cpennue 3nadennss Cmax u AUC panarnudno3una Osutn Ha 40 % u
67 % BBIIIIE COOTBETCTBEHHO, 110 CPABHEHUIO CO 37I0POBBIMU JOOPOBOJIBIIAMH.

Toowcunoii sozpacm (> 65 1em)

He oTmeuanoch KIMHUYECKHA 3HAYMMOIO YBEIMUYCHHS SKCITO3UIMK y MAIMECHTOB B BO3PACTE JI0
70 ner (ecnu HE Y4YHTHIBaTH apyrue (akTopsl, TOMUMO Bo3pacta). TeM He MEHEe MOXKHO
OKU/IaTh YBEIMUCHHS SKCIIO3HMIIMU 33 CUCT CHIYKEHHUS (YHKIIUHU ITOYEK, CBA3aHHOTO C BO3PACTOM.
JlaHHbIe 00 3KCIO3UIIMH Y MAIMEHTOB B Bo3pacte ctapiie 70 JIeT HeI0CTaTOYHBI.
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Ton (MOCNEOCBATENEHOCTE 000%)

Y xenmuH cpeaHee 3HaueHue AUC B paBHOBECHOM COCTOSHMM Ha 22 % mpeBbILIAcT
aQHAJIOTUYHBINA NIOKA3aTeNb Y MY>KUHH.

Pacosas npunaonesxcrnocmo
KnuHnyeckn 3HaYMMBIX pa3Iuyuil CUCTEMHOM SKCIO3UIMU y MPEICTaBUTEIEH €BPONEOUTHOM,
HErPOMJHOM YU MOHT'OJIOUZHOU pac He BBISABIICHO.

Macca mena

OtmedeHbl 0ojiee HU3KHE 3HAYCHHS DKCIO3MIMH TPU TMOBBIIIEHHOW Macce Tena. [loaromy y
MAaIlMeHTOB C HU3KOW MAacCOM Tejla MOYKET OTMEUaThCsi HEKOTOPOE TOBBIIICHUE YKCIIO3UIUH, & Y
MAIMEHTOB C TOBBIIICHHON MAaccoil Tena — CHIDKEHHE 3KCHOo3umuu fanariudosnHa. OmHako
JAHHBIC PA3JIMYUS HE SBJISIOTCS KIMHUYECKH 3HAYUMBIMH.

CTH

dapmakoKMHETHKA U (papMakoIUHAMKKa (TIIOKO3ypHus) ipu puMeHeHun y aereit ¢ CJ1 2 tuma
B Bo3pacte oT 10 10 17 et ObUTH aHAIOTUYHBI COOTBETCTBYIOMIMM ITOKA3aTelNsiM, HabII0JaeMbIM
y B3pocibix nanueHToB ¢ CJ1 2 tuma.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH

Ha ocHOBaHMU NaHHBIX, MOJYYEHHBIX B TPAJUIMOHHBIX JOKIMHUYECKUX UCCIEIOBAaHUAX (TaKUX
KaKk HccieqoBaHus (papMakoJoruueckoi Oe30MacHOCTH, HUCCIEIOBAaHMS TOKCHYHOCTU IIPH
MHOTOKPAaTHOM BBEJCHUH, HMCCIIEIOBAHMS T€HOTOKCUYHOCTH, KAaHUEPOIr€HHOTO MOTEHIHaNa U
UCCIICIOBAaHHS PEMPOAYKTUBHOW TOKCHYHOCTH), OCOOBIX PHUCKOB JUIS YEIOBEKA BBIIBICHO HE
ObU10. B mccnenoBanuy KaHIEPOT€HHOCTH MPOAOIKUTENBHOCTHIO 2 rojia ObLIO MOKa3aHo, YTO
nanariniIo3uH He BBI3BIBAET PA3BUTHUS OITyXOJICH HU Y MBIIIEH, HU y KPbIC IPU IPUMEHEHUN HU
B OJIHOW M3 UCCIIEYEMBIX J03.

Penpooykxmuenas u onmozenemuyeckas mokCuyHOCmy

[Ipsimoe mpumeHeHue nanarauIo3uHa Y MOJIOJBIX KPBIC-OThEMBIIIEH U HETIPSMOE BO3/IEHCTBHE
Ha MO3JHUX CPOKax OepeMEeHHOCTH (IIEPHUO/Ibl BPEMEHH, COOTBETCTBYIOIINE BTOPOMY M TPEThEMY
TpUMecTpaM OEpEeMEHHOCTH Y YeJIOBEeKa C TOYKU 3PEHHs] BHYTPUYTPOOHOTO Pa3BUTHUS MOYEK Yy
YEJIOBEKA) U B MEPUOJI JAKTALMHU CBSA3aHbI C MOBBILIEHHONW YAaCTOTOM M (MJIN) TSDKEIIOW CTENEHBIO
pacuIMpeHus OYEYHBIX JOXAHOK U TOYEUHBIX KaHAJIBIEB Yy IOTOMCTBA.

B wuccienoBaHuM TOKCMYHOCTM Ha HEMOJIOBO3PEJBIX MXUBOTHBIX IIPU HEMOCPEICTBEHHOM
MpUMEHEHUHU Janariugo3uHa y MOJOABIX KpbIC B Bo3pacTe oT 21 mo 90 nHei o pacmmpeHun
MOYEUYHBIX JIOXAaHOK U MOYEYHBIX KaHAJIBIEB COOOIIATIOCH MPU MPUMEHEHUH BCEX YPOBHEW 103;
SKCHO3UIMUS y MOTOMCTBA IPU CaMOM HU3KOM HCHBITYEMOHM J03€ NpPEBbINIAIa MAaKCUMAaIbHYIO
peKOMEHAYyEMYIO 103y JJs 4esoBeka B > 15 pa3. Takke npu npuMeHEHMM BCeX YPOBHEM 103
HAOMIOIaTM  10303aBUCUMOE yBEJIIMYEHHE MAacChl IMOYEK M MaKpOCKOMHYECKHE MpHU3HAKU
runeptpoduu noyek. Pacmmpenne moyeuHsIX IOXaHOK U TOYEUHBIX KaHAJIbIIEB, HAOII0gaeMoe y
MOJIOJIBIX KMBOTHBIX, HE OBUIO MOJHOCTHIO OOpaTHMMBIM B T€YEHHE MEPHUOAA BOCCTAHOBJICHMS,
COCTABJISIBLIETO NMPUOIM3UTEIBHO 1 MecsII.

B oTnenbHOM Hcciie[0BaHUM IPEHATAIIBHOTO U TIOCTHATAIBHOTO Pa3BUTHS ITpenapar NpUMEHSUIN
y OepeMEeHHBIX CaMOK KpPBIC B TIepHoj ¢ 6 qHS rectanuu 10 21 THS MOCTHATAIBHOTO MEpHoJa,
TakUM 00pa3oM, MOTOMCTBO MOABEPralid BIUSHUIO Aanariu@io3nHa Kak BHYTPUYTPOOHO, Tak U
BO Bpems Jjakrtauuu. (OLIEHKY 5KCIO3UIMM Janariuduio3uHa B MOJOKE M Yy IOTOMCTBA
POBOAMIIM B paMKax JOMOJHUTENIBHOIO HccienoBaHus.) OTMeuanoch YBETUUYEHHUE YacTOThI U
TSOKECTH paCIIMPEHMs] TOYEUYHBIX JIOXAaHOK Yy B3POCIOr0 IOTOMCTBA CAaMOK, IOJy4YaBIIUX
nanarmugio3nH, HO TOJNBKO B CaMOW BBICOKOM HCIBITYeMOW 03¢ (COOTBETCTBYIOIIME
HKCMO3ULIMY JaNarauQIio3nHa y CaMOK U TTOTOMCTBA MPEBBILIAIHN 3KCIIO3UINI0, HAOIIOJaeMYI0 Y
YeJlIoBeKa IPU NPUMEHEHUM MAaKCUMaJbHOM PpPEKOMEHIYyeMOM J03bl JUIsl  4YeJOBEKa,
cooTBeTcTBEHHO, B 1415 wm 137 pa3). JlonosHuTenbHBIE TPU3HAKM OHTOI€HETUYECKOU
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TOKCHUYHOCTH OIrpaHUYUBaJIMCh CHMXCHUEM MACChI Tena'%¥&wﬁﬁ%ﬁﬁlﬁ%@-?&igé :II'IDI/I

MPUMEHEHUU 7103 > 15 MI/KT/CyTKH (UTO COOTBETCTBOBAJIO IKCIO3UIIUHU y TIOTOMCTBa, B > 29 pa3
MPEBBIIIAIONIECH IKCIIO3ULINIO, HAOMI0IaeMyI0 Y YelloOBeKa pU MPUMEHeHUH Janariugio3rHa B
MaKCHUMaJbHOW pekoMeHayeMoi 1o3e). ITosiBinenne npu3HakoB TOKCUYHOCTHU ISl MATEPUHCKOIO
OpraHnu3Ma OTMEYaJOCh TOJIKO MPU CAMOW BBICOKOW HMCIBITYEMON J03€ M OTrpaHUYHUBAIOCH
BPEMCHHBIM CHIDKEHHEM MacChl Tela W ToTpebneHus mumu. MakcuManbHas [103a, He
MPUBOAAIIAS K pa3BUTHIO HaOmomaeMbix HexenaredbHbIX dhdextoB (NOAEL), B oTHOmEHNH
OHTOTCHETUYECKOM TOKCHYHOCTH (HAWMEHBIAs HCIBITyeMasl 703a), COOTBETCTBYET KpaTHOU
CHCTEMHOHN JKCIO3UIMU y CaMOK, MPUOJM3UTENhHO B 19 pa3 mpeBwlmaromeld 3KCIO3UIUIO,
HAOMIOTaEMYI0 Yy YeJOBeKa MPU TNPUMEHEHUH MAaKCHUMAIbHOM PEKOMEHIYEeMOW 03Bl st
YeJIoBeKa.

B 10moNHUTENBHBIX HUCCIEIOBAHUSIX SMOPHO(METATBHOTO Pa3BUTHS Ha KPBICAX W KPOJIHKAX
nanaraugio3uH MPUMEHSIM C WHTepBajaMH, COBMAJAIOUIMMH C OCHOBHBIMH MEPHOIaMHU
OpraHoreHe3a y Kaxaoro Bujaa. Hu npu oJHON U3 HCHBITYEMBIX J103 Y KpPOJUKOB HE
HAO0JII0/IaI0Ch TPU3HAKOB TOKCHUYHOCTH JJII MAT€PUHCKOTO OpraHu3Ma WM TPU3HAKOB
OHTOTCHETUYECKOM TOKCUYHOCTH; HAWOOIBINAsl HCIBITYyeMasi /1032 COOTBETCTBYET KpaTHOU
CHUCTEMHOHN JKCmo3uiuu, npubausutensHo B 1191 pa3 mpebmaronieli  MakCHMallbHYIO
pPEKOMEHIYEMYIO 103y s YenoBeka. [Ipu mpuMeHeHnn Ha Kpbicax Janarin(io3uH He BBI3BIBAT
AMOPHOJIETATFHOTO M TEPATOTEHHOTO JCUCTBUS MPU IKCIO3UIHH, 10 1441 pa3za mpeBbIIIAIONICH
MaKCUMaJIbHYI0 PEKOMEHAYEMYIO 103y JJIsS YeIOBeKa.

6. PAPMALIEBTHYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

Snpo TabieTkn

LIEJUTI0J103a MUKpOKpHUcTainueckast 102
JIaKkTO3a Oe3BOIHAs

KPOCIIOBHJIOH

KPEMHHSI TUOKCH]T KOJUIOUTHBIHN (a3pOCHIT)
MarHus cTeapar

KacTOPOBOE Macjo I'MIPOreHU3UPOBAHHOE

000J104Ka Ta0JIETKH

TUITPOMEII03a (THIPOKCUTTPOITMIIMETHIIIIEIITION032)
nonucop6at-80 (TBUH-80)

TaJbK

tutaHa aguokeua E 171

KpAaCHUTENb Xkeje3a OKCU xKeaToid E 172

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

2 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh 1ipu Temneparype Huke 25 °C.
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(MOCNEOCBATENEHOCTE 000%)

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

ITo 10 umu 30 TabneTok B KOHTYPHBIE SYEHKOBbIE YIIAKOBKU U3 TUICHKHU IOJIMBUHUIXJIOPUIHOM
Mapku OII-73 u ¢osbru agrOMUHHEBOM C TEPMOCBAPHBAEMBIM TOKPBITHEM WIH (DOJIBIH
IIOMUHHMEBOU C TEPMOCBAPUBAEMBIM IIOKPBITHEM UMIIOPTHOM.

[To 30 Tabmerok B Oanku mojguMepHble THNa bIl W3 monmmdTUIEHA HU3KOTO MABJICHUS C
HATSDKHBIMU KPBIIIKaMHM U3 MOJMATHIIEHA BBICOKOTO JABJIEHUS C YIUIOTHSIOUIMM 3JIEMEHTOM U
KOHTPOJIEM IIE€PBOTO BCKPBITHS WJIM BO (DJIAKOHBI IMOJMMEpPHBIE W3 MOJUATHIEHA HU3KOIO
JABJICHUS C HATSDKHBIMUA KPBIIIKAMU M3 TOJUATHUIIEHA BBICOKOTO JABJICHUS C YIUIOTHSIOIIMM
3JIEMEHTOM M KOHTPOJIEM MEPBOTO BCKPBITHS.

CBoOomHOE TPOCTPAaHCTBO B ©OaHKaXx W (UakoHAX 3amoONHSAIOT BaTOM MEIMIIMHCKOU
TUTPOCKOMTAYECKOA.

Ha Oanku, ¢QrnakoHbl HaKJIEMBAIOT ATUKETKM M3 OyMmard STHUKETOYHOM WM NHUCUEH WM
CaMOKJIESALIMECS NN UMITOPTHBIE.

Kaxnyio ©Oanky, ¢nakoH, 3 KOHTypHble s4elKoBble ymakoBku 1o 10 Talnerox,
1, 2, 3 KOHTypHBIC SYCHKOBBIC YyMakoBKH 1O 30 TaOJETOK BMECTE C JIMCTKOM-BKJIAJBIIIEM
MIOMEIIAIOT B MAYKy KapTOHHYIO M3 KapTOHA W3 MOTPEOMTEIHCKOW Tapbl MOJATrPYII XPOMOBBIH
WJIA XPOM-3p3all, UM UMIIOPTHOTO, Pa3peIEeHHOT0 ¢ MpUMeHEeHNI0 B M3 PO.

He Bce pa3meps! yiakoBOK MOTYT OBITh JOCTYIHBI JUISl peaTu3aIii.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  NPH  YHUYTOKEHHMH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WINH OTXOA0B, TMOJYYEHHBIX [0CJe MPUMEeHEHUs
JIEKApPCTBEHHOI'0 Mpenapara, M Apyrue MaHuMyJsiiiU ¢ NpenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Poccniickas @enepanvs

HAO «Cesepnas 3Be31a»

Opugnueckuit agpec: 111524, r. MockBa, BH.Tep.I MyHULIMINAIbHBIA OKpyr Ileposo,
yi1. DNeKTpoaHas, a. 2, ctp. 34, momert. 47/2

Ten/axc: +7 (495) 137-80-22

DnekTpoHHas rnoyrta: electro@ns03.ru

7.1. IlpeacTaBuTeNb AEPsKATES] PETHCTPALMOHHOIO YI0CTOBEPEeHHA

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

HAO «Cesepnas 3Be31a»

Jlenunrpazackas o0d., MyHUIMNAIbHBIN paiioH BceBomoxkckmii, r.ai. Ky3bpMonoBsckoe,
ri. Ky3pMonoBckuid, yi. 3aBoackad, 1. 4, k. 1

Ten/dpakc: +7 (812) 309-21-77

DnekTpoHHas nmoyrta: safety@ns03.ru

8. HOMEP PETHCTPAIIMOHHOI'O YOCTOBEPEHMUSA
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9. TIATA TEPBUYHOIl PETMCTPALIMU (MOATBEPAAEHUS PEFHCTPALIMM,

HEPEPEI'MCTPALIUN)

JlaTa nepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmass xapakTepucTuka JiekapcTBeHHoro mpenapata JanarmudnaosnH-C3 moctynmHa Ha
nH(OpMaMOHHOM mopTane EBpasuiickoro 3KOHOMHYECKOTO cOr3a B HH()OPMAIMOHHO-
KOMMYHUKaIIMOHHOH cetu «lHTepHeT»: https://eec.eacunion.org/
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