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OBIIAS XAPAKTEPUCTHKA JEKAPCTBEHROPO TIPEAAPATA V002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Hanarmmduios3us, 5 Mr, TabJIETKH, TOKPBITHIE TUICHOYHON 000JI0YKOM

Hanarmmduosun, 10 Mr, TaGIeTKH, TOKPHITHIC TNIEHOYHOU 000JI0YKOM

2. KAYUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB
JleticTByto11I€€ BEIIECTBO: JanarinQIio3uH.

Janarmmduao3ud, 5 mr, TabJIETKH, HOKPBITHIE INIEHOYHOH 000JI0YKON

Kaxnas Tabnerka cogaepxut 5 Mr ganarmiio3uHa (B BUC MPOMAHIA0a MOHOTH/IPATA).
BcrnomorarenbHbie BEIIECTBA, HAJMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara; jJakto3a (cM. paszaen 4.4).

Janarmduaosud, 10 mr, TabJIETKHA, DOKPBITHIE IIICHOYHON 000JI0YKON

Kaxxnas Tabnerka cogepxut 10 mr nanariudiio3nna (B BU/IE MPOMAHIMO0JIa MOHOTH/IPATA).
BcrnomorarenbHbie BEIIECTBA, HATMYKUE KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO

npemnapara; Jakto3a (cM. paszaen 4.4).

[TonHbIi TepeueHb BCTIOMOTaTENbHBIX BEIIECTB MPHBEIeH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Jlanarnudo3uH, 5 Mr, TA0JETKHU, HOKPBITHIE IIJIEHOYHOU 000JI0UYKO¥H

TabneTku, NOKPHITHIE MIIEHOYHOM 000JI0UYKOM OT CBETIIO-KENITOrO /10 JKEITOro I[BETa, KPYIJIbIE,
JIBOSIKOBBINMYKJIbe. Ha monepeyHom paszpese sapo 6e1oro niM mouTH Oesioro 1BeTa.

Janarnudao3ud, 10 Mr, TaOJIETKH, IOKPLITHIE INIEHOYHON 000JI0YKOH

TabyeTku, MOKPHIThIE TUICHOYHOW 00OJIOYKOW OT Oeloro M0 MOYTH Oenoro IBeTa, KPyTIbIe,

JBOSKOBBINYKJbE. Ha monepeunom paspese sapo 6es10ro nin mouTH 0es1oro 1BeTa.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zaHusl K NPUMEHEHHIO
Janarnugio3us nmokaszaH K MPUMEHEHUIO Y B3pOCIBIX B Bo3pacte ot 18 er.

CaxapHblii nuader 2 Tuma

Caxapusiii quadet 2 tuna (CJ] 2) y B3pocibIX NallMEeHTOB B IOMOJHEHUE K TUETE U (PH3HMYECKUM
YOPAKXHEHUAM U1 YIYUIICHUS TNIMKEMHYECKOTO KOHTPOJIS B KA4ECTBE:
— MOHOTEpaIuy, Korjaa IpuMeHeHHe MeT(hopMrUHA HEBO3MOKHO BBU/Yy HEIIEPEHOCUMOCTH;

— KOMOWHUPOBAHHOM Tepanuu ¢ METPOPMHHOM, NMPOU3BOAHBIME CYIb()OHHUIMOUYEBHHBI (B TOM
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gyucnre B KOMOMHamMM ¢ MET(GOPMHHOM), M%@M%‘%ﬂ%ﬁﬂggﬁd@ﬁ{]?aMH

nunentuaninentuaaspi-4 (JI111-4) (B Tom uuciie B KOMOMHAIMU ¢ MET(HOPMUHOM); arOHUCTOM
peuenTopoB riokaroHonogooHoro nomunentuaa-1 (I'TII-1) skceHaTHI0M TPOIOHTUPOBAHHOTO
JecTBUS B KOMOMHAILMK ¢ MET(GOPMUHOM; IIpenapaTaMy UHCYJIUHA (B TOM 4HCiIe B KOMOMHALUU
C OJIHUM WX JIByMsI TMIIOTJIMKEMUUYECKUMHU IpenapaTaMu JUIsl NepopaibHOrO MPUMEHEHUs) NIPH
OTCYTCTBHUH aJIEKBaTHOI'O INIMKEMHUYECKOT0 KOHTPOJISl HAa JAHHOW TepaIuy;

— CTapTOBOM KOMOMHHPOBAHHOW Tepamuu ¢ MET(HOPMHUHOM, IpU IeNeco00pa3sHOCTH JTaHHOU
tepanuu. CaxapHblii nuaber 2 TUNa y B3pOCIBIX IMAIMEHTOB C YCTAaHOBJIEHHBIM JHArHO30M
CepAEYHO-COCYTUCTOr0 3a00JeBaHus WM IBYMs U Oosee (hakTopamu cepaedHO-COCYIHCTOro
pUCKa™* 1Sl CHIKEHHS PUCKA TOCTIMTAIIM3AIINH 110 TTOBOAY CEpJASYHON HETOCTaTOYHOCTH.

* BO3pacT y My»K4uH > 55 met unn > 60 jeT y *KeHIUH U HAIM4YKhe He MeHee 0IHOTro (hakTopa
pHCKa: TUCIUINEMUS, apTepuaibHas TMIEPTEH3Us, KypeHHUe.

XpoHudeckas cepAacuHas HEIOCTATOYHOCTh

CumMmnroMaTudeckas XpOHHYCCKas cepAacuHasd HEJOCTATOUYHOCTD Y B3POCJIbIX ITaAlUCHTOB.

Xponuueckas 00JIE3Hb [TOYEK

XpoHuueckasi 00JI€3Hb MOYEK y B3POCIBIX MAIMEHTOB C PUCKOM €€ MPOTPECCHPOBAHUS IS
YMEHBIIICHUS PHCKA YCTOWYUBOTO CHIDKEHUSI PACYETHON CKOPOCTH KITyOOUKOBOW (UIBTpallUU
(pCK®), nacTymaeHHs TEPMHHAIBHONH CTaJWHd XPOHUYECKOW MOYCUYHOW HEIO0CTATOYHOCTH,
CMEPTU OT CEpPACYHO-COCYIUCTOro 3a00JEeBaHUS M TOCHHUTAIU3ALMU IO IOBOAY CEpAECYHOU

HEOAOCTAaTOYHOCTH.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEHUSs
Ilepen Hauanom Tepanuu npenapaTtoM Jlamarnu@iao3uH claenyeT OLEHUTb COCTOSHHE BOJHO-
COJIEBOTO OOMEHa U, IPU HEOOXOIMMOCTH, BOCIIOIHUTh 00beM LupKyaupytoueil kposu (OLIK).

Pexxum go3upoBaHus

Caxapnviii ouabem 2 muna

Monomepanus: pekoMeHayeMas no3a mpemapata Jlamarmmdmosun cocramser 10 mr 1 pas B

CYTKHU.

KOM6MHMDOGCZHHG}1 mepanusi. PCKOMCHAYCMad [103a Ipcrapara I[anarnmbnomH COCTaBJIACT

10 mr 1 pa3 B cyTKH B KOMOMHAIIMH C MET(POPMHHOM, IPOU3BOIHBIMU CYJIb(OHUIMOYEBHUHBI (B
TOM 4YHCJie B KOMOMHALIUKU C METQPOPMUHOM), THA3OIUAMHANOHaMH, nHruOutopamu /I1I1-4 (B
TOM YHCIe B KOMOWHaImu ¢ MerdhopmMuHOM); aroHucTtoM perentopoB ['TIII-1 skcenatumom
IPOJIOHTUPOBAHHOTO JCWCTBUS, B KOMOMHAIMKM ¢ MET(OPMHUHOM; MpernapaTaMd HHCYJIWHA (B
TOM YHCJI€ B KOMOMHALMU C OJHUM HJIM JBYMS TUIOTIMKEMUYECKMMH IpernapaTaMu JUIs

MepopaIbHOTO MPUMECHEHHUS ).
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C 1enpl0 CHIWKEGHHS PHCKAa THUIOTIUKEMHUH TIpH (o Bme T HON s et 3%- aTta

Janarnu¢no3un ¢ mpemaparaMd HHCYJIMHA WM TpenapaTaMy, MOBBIIAIOIIUMHE CEKPEIHI0
UMHCY/IMHA (HampuMmep, C MPOU3BOAHBIM CYJIb(OHWIMOUEBUHBI), MOXKET IOTPEOOBATHCS
CHIKEHUE JI03bI IIpenapaToB MHCYJIMHA WIH MIPENapaToB, MOBBIIAKIINX CEKPELNUIO HHCYJIMHA.

Cmapmosasi KOM6MHMD06aHHaﬂ mepanu:i ¢ M@M@ODMUHOM: PEKOMEHAYEMAA a03a IIperiapara

Hanarnudnosun cocrasuser 10 mr 1 pa3 B cytku, no3a mergopmuna — 500 mr 1 pa3 B cytku. B
ClIy4ae HeaJeKBaTHOTO MITHKEMUYECKOT0 KOHTPOJISI 103y MeT(hOpMHUHA CIIEAYET YBEITHYUTb.

C 2 muna y 63pocivix NayueHmo8 ¢ YCMAHOBIEHHbLIM OUACHO30M CEPOEYHO-COCYOUCMO20
3abonesanusi unu 08yMs u Oonee akxmopamu cepoeyHo-cocyoucmoz20 pucka Oas CHUMCEHUS
PUCKA 20CRUMATU3AYUU NO NOBOOY CePOeUHOl HeOOCMamoyHOCmU

Pexomenyemas no3a npenapara Jlanarnudno3un cocrasisier 10 mr 1 pa3 B cyTKH.
Xponuueckas cepoeunas HedoCmamoyHOCb

Pexomenayemas no3a npemnapara Jlanarnudguosun cocrasiser 10 mr 1 pa3 B CyTKH.
Xponuueckas 6one3nsb novex

Pexomennyemas nosa npenapara Jlamarmmdnosun cocrasiser 10 mr 1 pa3 B CyTkH.

Oco0nIe T'pYIHIIBI NAalIMCHTOB

Tlayuenmur noocunozo o3pacma

VY nmanueHToB MOXKUIIOTO BO3pacTa KOPPEKLUMH J103bl Janariugo3nHa He Tpedyercs.
layuenmul ¢ napywenuem ynkyuu nevenu

ITpu neyeHOYHON HETOCTATOYHOCTH JIETKOM MM CpeHeH CTeNeH! TSHKECTH HET HE0OX0AMMOCTH
KOpPpEeKTHpOBaTh 103y mpenapara. IlanueHTam ¢ NE4eHOYHON HENOCTATOYHOCTBIO TSIKEIION
CTEIEHU PEKOMEHIYETCsl HauallbHas J03a mnpemnapara 5 mr. [Ipu xopomel nepeHoCuMOCTH 032
MoxeT ObITh yBenmuueHa 10 10 mr (cm. paznenst 4.4 u 5.2).

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

Koppek1uu 10361 B 3aBUCUMOCTH OT ()YHKIIMHU TIOYEK HE TpedyeTcs.

Crnenyer oueHUTh (YHKIHMIO TOYEK TMepes] HavajoM Tepamuu mpemnaparoMm [lanmarmuduiosud u
Janee Ipy HaJMYUU KIMHUYECKUX MOKa3aHuH.

He pexomenayercst mpuMmeneHue npemnapara Jlanarnudao3us i yaydmeHus TIMKEMUYeCKOTo
KOHTpOJA y B3pocibiX mamuentoB ¢ CJ] 2 tuma ¢ pCK® menee 45 mn/mun/1,73 M? BBUIY
BO3MOXXHOM HE3(P(EKTUBHOCTH TMpenapara B JaHHOW MOMYJSIUN BCJIEICTBUE MeXaHU3Ma
(hapMaKkoIOTHYECKOTO JEHCTBUS Nanaringao3uHa.

[Ipumenenue mnpenapata Jlanmarmudno3uH He peKOMEHAyeTcs MJs JICYCHUS XPOHUYECKOMH
00JIe3HM MTOYEK Y MAIIMEHTOB C IMOJIUKHCTO30M MOYEK MU Y AllMEHTOB, KOTOPHIM TPEOYeTCs UITH
KOTOpPbIE HENABHO NOJYYAJIM MMMYHOCYIPECCUBHYIO TEpalui0 MOYEYHOM HEJOCTATOYHOCTH.

Oxwupnaercs, uro ganarandao3uH He OyneT 3 PEKTUBEH Y STUX TPYIIT IMAIIMEHTOB.



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.08.2024 N= 16359

PeKoMeHIaunH o 103UpoBanmio npenapata s sashtumoci-o1 owashtendir pEKD

pCK® Pexomennyemas no3a
(ma/mun/1,73 m?)
pCK® 45 nn BhImIe Koppexkmuu 10361 He TpedyeTcs.
pCK® ot 45 no 25 Koppekuuu 10361 HE TpeOyeTCs.

[Ipumenenne mnpemapara [lamarnugiao3un — He
PEKOMEHAYETCS [UIsl YJIyYIIEHUS TJIMKEMUYECKOTO
KOHTPOJIs Y B3pocibIx nanueHToB ¢ C/1 2 tuma.

pCK® menee 25 [IpoTuBOMOKa3aHO [Ji1 Hayajga Tepanuu, OJHAKO
MAaUEHThl MOTYT IPOJOJDKATh TEpaluio  AJs
yMeHblueHus: pucka cHmxeHuss pCK®, nactymienus
TEPMUHAJIBHOM CTaJAUM XPOHUYECKOM IIOYEYHOHN
HEJIOCTAaTOYHOCTH, CMEpPTH oT CepJIeYHO-
COCYAMCTOTO 3a00JIeBaHUS M TOCHUTAIM3ALUU I10
MOBOAY CEPACUYHOM HEAOCTATOYHOCTH.

TepmunanbHas cragus XpoHHUYECKOH  [TpoTmBOIOKa3aHo.
[IOYEYHON HEIOCTATOYHOCTH,
TpeOyroliasi MPOBEICHUS AUATN3a

CTU
besonacHocth u s dexTuBHOCTS Aanarnudiiosnna y nered mutaame 18 jer He yCTaHOBIICHBHI.
JlaHHBIE OTCYTCTBYIOT.
[IpemapaT npoTUBOIIOKa3aH /uid pueMa y aereit (cm. pazzaen 4.3).

Criocob nnpuMeHeHus

BHyTpb, HE3aBUCHUMO OT ITpHUEMa IUIIH, HE pPa3KEeBbIBasl.

4.3. IlpoTuBONOKa3aHUSA
— I'unep4yBCTBUTENBHOCTh MM HaJMYUE B aHAMHE3€ AaHIMOHEBPOTMYECKOIO OTEKa K

z[anarnnq)nomﬂy NN K J'IIOGOMy 13 BCIIOMOT'aTCJIbHBIX BCHICCTB, ICPCUNUCIICHHBIX B PA3/1CJIC 6. 1,

Caxapubrii quadet 1 tuma (C/] 1);

JlnabeTuvecKuii KeToarumaos,

Hapymenue ¢ynkmun nodek npu pCK® < 25 mu/mun/1,73 M? (1714 Havasa Tepamum);

— TepMuHanbHas cTafusl XPOHMYECKON MOYEUHOH HEAOCTAaTOYHOCTH, TpeOyroliasi MpoBEACHUS
JManu3a,

— HacnencTBeHHas HENEpEeHOCUMOCTh JIAKTO3bl, AC(PUIHUT JIaKTa3bl MIM CHHIPOM TIIIOKO30-
raJlakTO3HOM MalibabcopOuuu;

— BepeMeHHOCTB H mepHoJ rpyIHOTO BCKapMIIUBaHus (cM. pasnen 4.6);

— Bospacrt 10 18 set (cMm. pasaen 4.4).
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4.4. Ocobble YKa3aHusi 1 MepbI IPe0CTopoAYiocTH pH-rpmmeterin— o UCTE 0003

Jamar JII/Id)JIO3I/IH CJICAYCT NPUMECHITH C OCTOPOKHOCTHIO.

— TIPU NEYEHOYHON HEAOCTATOYHOCTH TSAKEJION CTEICHU;
— Tpu UH(QEKIUSIX MOYEBBIICITUTEIIEHON CHCTEMBI,
— NP NOBBILIEHUH [TOKA3ATENs] TEMATOKPUTA.

OO01iee ykazaHue

Hanarmudunosun npotuBonokazad namuentam ¢ CJI 1 tuma (cM. moapazmen «/lumaberudeckuit
KETOoaIua03» paszeina 4.4).

Hapymenue d)VHKHI/II/I IIOYCK

W3-3a OrpaHMYeHHOrO OMbITa MPOTHUBOMOKA3aHO HAYMHATH JIEUCHHUE [anariuIo3MHOM Yy
nanuenToB ¢ CK® < 25 mur/muH.

OddextuBHOCTh nmanaraupIo3MHa B OTHOIICHWW CHUXCHHS YPOBHS TJIOKO3Bl 3aBHCHT OT
(yHKIME MoYek M yMeHbIIaeTcs y manuentos ¢ pCK® menee 45 mn/mun/1,73 M? 1, BepoATHO,
OTCYTCTBYET Y MAIMEHTOB C TSDKENOW MOYEYHOW HEJAOCTATOYHOCTHIO (cM. pazgensl 4.2, 5.1 u
5.2).

B ognom uccnenoBanuu y mamuenTtoB ¢ C/{ 2 tuna ¢ HapymieHueM (QyHKIHMHA TOYEK CpeaHei
crenenn TsokecTH (pCKD < 60 mn/mun/1,73 M2) HE)KEJIaTEJIbHBIE PEAKLIMU B BUJE IMOBBILICHUS
KOHIIEHTpalui KpeaTuHuHa, pocdopa, mapaTUPEeoNIHOTO TOPMOHA U apTEPUATHLHON TUIOTEH3UN
B rpynne ganariaugiao3uHa OTMEeYalnnuch y OoJbIIeH 1011 MallMeHTOB, YeM B IpyIIe mianeoo.

HaDVHICHI/IC d)VHKHI/II/I TICYCHU

B kIMHMYECKUX MCCIEeOBaHUIX MOTYYeHbl OTPAaHUYCHHBIE JaHHBIE O IPUMEHEHUH Mpenapara y
MAlMEeHTOB C HapylleHneM (QYHKIUU TeYeHU. ODKCIO3UIUs Aanariudio3uHa YBETUYEeHA Y
NAlMEeHTOB C HapylleHHeM (QYHKIMH T[EYEeHH THKEIOH creneHd (CM.  ToOJpaszien
«Jlanmarnmudo3uH ciaeayeT MPUMEHSITh C OCTOPOKHOCTBIO» paszena 4.4 u pasaenst 4.2 u 5.2).

[IpuMeHEHKE Y TAaMEHTOB ¢ puckoM cHmkeHus OLK W/WIIH apTepUATLHON THIOTEH3UU

B coorBercTBMM ¢ MEXaHHW3MOM JAEWUCTBUS Janariu(O3UH YCHIMBAET AUYpPE3, YTO MOXKET
MPUBOJUTH K HEOOJBIIOMY CHI)KEHUIO apTEPUaIbHOTO JIaBJICHUS, OTMEYEHHOMY B KIMHHUYECKHUX
uccnenoBanusx (cMm. pasgen 5.1). uyperndeckuii 3G GeKT MOKET ObITH 00JIee BBIPAKEHHBIM Y
NAIMEHTOB C OUYEHb BBICOKON KOHIIEHTPALMEN IIIOKO3bI B KPOBHU.

Crnenyer cobm0aTh OCTOPOKHOCTD Y MALMEHTOB, /U KOTOPHIX BBI3BAHHOE AAnariugio3uHOM
CHIDKEHUE apTEepUalIbHOIO JABJIEHHUS MOXET IPEACTAaBIATh PUCK, HAlpUMeEp, y IMalMEeHTOB,
MOJIy4YarOIMX THIOTEH3UBHYIO TEPAIUIO, C SIIU301aMU TMIIOTEH3UH B aHAMHE3€ WM Y MTOXKHIIBIX
MIallUECHTOB.

B cnyuae MHTEpKYppEeHTHBIX COCTOSHMH, KOTOpbIE MOTYT IpuBeCTHM K cHmkeHuto OILK

(Hampumep, KenyJAOYHO-KHUILIEYHbIE 3a00JIeBaHUsA), PEKOMEHIYETCS TIIATEIbHBI MOHUTOPHHT
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OLK (manpumep, ¢usukaibHOe 00CIEIOBAHUE, dﬂigt;e%;'ngﬁg%lﬂ%;a- 3%'1% usl,

7a00paTOpHbIE HUCCIEJOBaHMs, BKIIOYas TEMATOKPUT M KOHIEHTPALUU AJIEKTPOJIUTOB).
Bpemennoe npekpaiieHue JeueHus Janarin@iIo3uHOM PEeKOMEHIYeTCsl MalueHTaM, Y KOTOPBIX
pa3BUBAETCS TUIIOBOJIEMHS, 10 €€ KoppeKuuH (cM. paszen 4.8).

JlnabeTHuecKnii KETOALMI03

Co001manocs 0 peAKuX cirydasx JuabeTHUecKOro KeToaln03a, BKIYas yrposKalouIie KU3HH U
JeTanbHble CAy4ad Yy TalueHTOB, MOJYYaBIIUX  HMHTHOUTOPHI  HATPHUI-TJIFOKO3HOTO
KoTpaHcrnoprepa 2-ro tumna (SGLT2), Bkimouas gamarauduiosud. B psge ciydaeB KIMHHYECKas
KapTUHA COCTOSHHS Oblla HETHIIUYHOW, C YMEpeHHbIM, Hike 14 mmonw/n (250 wmr/mn),
MOBBIIIIEHUEM KOHIICHTPALIUH TIFOKO3BI B KPOBH.

Puck amabGeTnyeckoro KeToamumo3a cielyeT YYUTHIBAaTh NpPU TOSBICHUU HECTCHH(PHUECKUX
CUMITOMOB, TaKWX KaK TOIIHOTa, PBOTA, aHOPEKCHUs, OOJb B JKUBOTE, Upe3MepHas KaxIa,
3aTpyJHEHHOE bIXaHUE, CITyTAHHOCTh CO3HAHUS, MOBBILIICHHAS! YTOMIISEMOCTh WM COHJIMBOCTb.
[Ipy MOSBIEHUU STHX CHMITOMOB IAIMEHTOB CIIEAYEeT HEMEJIEHHO 00CenoBaTh Ha HalU4ne
KETOAaIM103a, HE3aBUCUMO OT KOHIICHTPALIUH TITFOKO3BI B KPOBH.

Y mnanueHToB C MOJO3PEHHMEM WM JMAarHo30M JTUAa0ETUYECKOTOo KEeToalu103a JeueHue
Janarin@iIo3uHOM CleyeT HEMEAJICHHO PEKPaTUTh.

JleueHne cnenyeT MPUOCTAHOBUTH Y MAIIMEHTOB, TOCTIUTAIIN3UPOBAHHBIX B CBS3H C OOUIMPHBIMU
XUPYPTUYECKIMH BMEIIATEILCTBAMUA WM OCTPBIMH CEPbE3HBIMH 3a00JIEBaHUSMHU. Y ITHX
NAallMeHTOB PEKOMEHJYeTCsl KOHTPOJIMPOBATh COJEpXKAaHHWE KETOHOBBIX Tel. V3mepeHue
KOHIIGHTPAaLlMM KETOHOBBIX TeJl B KPOBU NpEANOYTHUTENbHEe, 4YeM B Moue. JleueHue
nanarian@Io3MHOM MOXKHO BO30OHOBHUTH MPH HOPMAIM3ALUU KOHIICHTPALUU KETOHOBBIX TEN U
CTaOMIIM3AaLMU COCTOSHHUS MallMEeHTa.

[lepen HazHayeHueM panarauduo3uHa CcJelyeT Y4YWThIBaTh JaHHBIE aHaMHE3a IMAIHeHTa,
KOTOpbIE MOTYT IpeapacnoaraTb K KeToanua03y.

K rpyrmie B0O3MOXHOTO IMOBBIIIIEHHOTO PUCKA PAa3BUTHUS THA0ETUIECKOTO KETOAIMI03a OTHOCSITCS
MAIMEHThl C HU3KUM pe3epBoM (pyHKIMM Oera-kieTok (Hampumep, nauueHtsl ¢ C/] 2 Tuna c
HU3KUM ypoBHeM C-TenTHAa WM JIATCHTHBIM ayTOMMMYHHBIM nuabetom B3pocibix (LADA-
nualeT) WM MalMeHThl ¢ MaHKPeaTUTOM B aHaMHe3e); MAIlMEeHThl ¢ 3a00JIeBaHUSMH, KOTOpPbIE
NPUBOAAT K OTPAHWYCHUIO TpHEMa THIMM WM THKEIIOMY OOC3BOKMUBAHHIO; TAIMEHTHI, Y
KOTOPBIX CHIDKEHBI JIO3BI MPETapaToB HHCYJINHA; U MAIEHTHI C MOBBIIICHHOW TTOTPEOHOCTHIO B
npenaparax HHCYJIMHA H3-32 OCTPOro 3a0o0JieBaHMs, XUPYPrHYECKOrO BMEIIATENIbCTBA WU
3noynorpebnenuss  ankoroieMm. Cremayer coOMogaTh OCTOPOXHOCTh NPU  NPHUMEHEHHH

uHruouTOopoB SGLT?2 y Takux manueHToB.
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VY MalMeHToB ¢ AMa0eTHUECKHM KETOAIHI030M, BOSHH%ﬁﬁ-E%p%ﬂT%%CJ}RMOM

SGLT2, ne pexomenayercs BO300HOBIeHHE Tepanmuu uHruouropom SGLT2, ecam He Obul
BBISIBJICH U YCTPAHEH JPYTOi SIBHBIN MPOBOLUPYIOMUI (aKTop.

B uccnenoBanusix panarnudiosuna y nauuertoB ¢ CJ1 1 tuna yacrto otmevancs 1uadbeTudeckuit
Keroauuao3. Jlanarnugao3uH npoTUBOIIOKa3aH [yl jedeHus 6onbHbIX ¢ CJI 1 Tumna.

Hexporusupyromuii pacuuut npoMexxHocTty (raurpea OypHee)

Coo0maioch 0 MOCTPErHCTPAIIMOHHBIX CIydasX HEKPOTH3UPYIOMIETro (hacluuTa MpOMEKHOCTH
(Taroke Ha3pIBaEMOro raHrpeHoll OypHbe) y JKEHIIUH ¥ MYXUYUH, TPUHUMAIOIIAX HHTHOUTOPBI
SGLT2 (cm. pasgen 4.8). D10 peakoe, HO Cepbe3HOE M MOTEHIMAILHO YIPOXKAOIIEe KU3HU
SIBIICHUE, KOTOpOE TpeOyeT HEOTIOKHOTO XHUPYPTHUYECKOTO BMEIIATEIHCTBA M IPUMEHCHHS
AHTUOMOTHKOB.

[TaruenTam pexkoMeHAyeTcsl OOpaTUThCA K Bpadyy B TOM Ciy4ae, €CIM y HHUX MOSBUINUCH
YyBCTBUTEIHHOCTh MPU MPUKOCHOBEHUHU, IPUTEMA HIIK OTEK B 0OJACTH MeHUTAIUN WU 00JIacTH
MIPOMEKHOCTH B COYETAHHH C JIMXOPAAKOW M Hemomoranuem. Cieayer MOMHHTH, 4TO JHOO
yporeHuTaipbHas HWH(EKus, JmO0 abcmecc MPOMEKHOCTH  MOTYT  TPEIIIeCTBOBATH
HEKPOTHU3UPYIOIIeMY (QacIUuTy.

[Ipu mnomo3peHnn Ha ranrpeHy OypHbe NpuUMeHeHHe aanariudio3uHa JOKHO OBITh
NpeKpaleHo ¥ HA4aTo He3aMeUIMTEIbHOE JeueHue (BKIToYasi aHTHOMOTHKH U XHUPYPrHUECKYIO
00paboTKYy).

Nudexkny MOYEBBIBOAAIINX IyTER

DKCKpelus TJIIOKO3bl ¢ MOYOM MOKET OBITh CBSi3aHA C MOBBIIMICHHBIM PHUCKOM HH(EKINH
MOYEBBIBOAIIMX MMyTed. [losTomMy mpu nedeHuu nuenoHedpuTa WIM ypocercuca Claeayer
PACCMOTPETb BO3SMOKHOCTD IMPUOCTAHOBKHW TEpAITN }laHaFJ'II/I(l)J'[OSI/IHOM.

[TanMeHTHI OXKUJIOr0 BO3pacTa (Z 65 JIeT)

VY noxunsix nanueHToB puck cHmwkeHus OLK MoxkeT ObITh MOBBIIIEH, U UM Yallle Ha3HAYaloT
JINYPETUKHU.

[Toxmitble TAlMEHTHI Yalle WMEIT HapylieHHe (YHKIUU TOYEeK W/WIM TOJydYaroT JICUYEeHUE
AHTUTUIIEPTEH3UBHBIMU TpeEnapaTaMu, KOTOPbIE MOTYT BBI3BIBATh M3MEHEHHsI (YHKIIUU TOYEK,
TaKUMH KaK WHTUOMTOPBI aHTHOTeH3WHMpeBpamiaromero ¢epmenta (AIID) u OmokaTopsl
penentopoB anrnorensuna II (BPA) tuna 1. J{is marueHTOB MOXKHUIOTO BO3pAcTa MPHUMEHUMBI
T€ >K€ PEKOMEHJallMM B OTHONICHWH (YHKIIMH TIOYEK, YTO WU JJIs JIPYTUX MalHeHTOB (CM.
paznenst 4.2, 4.8 u 5.1).

XpoHHYECKas cepAcuHas HeJ0CTaTOUYHOCTh

OnpIT  mpuMeHeHUs  jganarm@uioswHa Yy MAalMeHTOB C  XPOHUYECKOW  CepIeYHOM

HenoctatouHocThio |V pyHKIIMOHANBHOTO Kiacca 1o kiaccupukanuu  Hero-Mopkckoit
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accorranuu kapauosiaoros (NYHA) orpannucH

NudmisTparuBHas KapIMOMHUOIIATHS

[IpuMeHeHne nanarmu@io3MHa y NAIMEeHTOB C HHQUIBTPATHBHON KapIMOMUONATHEH He
U3y4anoch.

XpoHHYecKas 00J1€3Hb MOYEK

OnbIT npuMeHeHUs1 Janaraugo3nHa A JISYSHUsT XPOHUYECKON OOJIe3HM MOYEK y MalUueHTOB
6e3 CIl 2 tuna u ansOyMHUHYpUU OTCYTCTBYeT. lIlanineHTsl ¢ ansO0yMUHypHel MOTYT HOJIYYHThb
O0JIBIIIE TIOJIB3BI OT JICYEHHS JanariandIo3uHOM.

AMOvyranusa HHKHUX KOHEYHOCTEH

YBenudeHre CIydacB aMIyTallud HMKHUX KOHEYHOCTEH (B MIEPBYIO OYepellb, MAIBIEB CTOIIBI)
HAOJIO/IAIOCh B JIOJITOCPOYHBIX KIMHUYCCKUX HCCICIOBAHUSAX TPUMEHEHUS WHTHOUTOPOB
SGLT2 y nauuentoB ¢ CJI 2 tuna. HeusBectHo, siBisieTcs 1 3T0 3G (HeKToM IpernapaToB Kiacca
SGLT2. ITaunentam ¢ CJI 2 Tuna Ba)KxHO peKOMEHA0BATh MOCTOSHHBIN MPO(QUIAKTUIECKUI YXOI
3a CTOIIAMH.

OHCHKa PE3YJIbTATOB aHajIn3a MOYH

BcnencrtBue mexaHuszma HeﬁCTBHH npemnapara pe3yJjbTaTbl aHajlin3a MOYHU Ha TIJIIOKO3Yy Y
ManueHTOB, IPUHUMAIOIIHUX I[al'[al"J'II/I(I)J'IOBI/IH, 6y,HYT ITOJIOXKUTCIBbHBIMUA.

BcrnoMmorarensHble BElIeCcTBA

IIpemapar coxpepxkut nakrto3y. IlammeHTam ¢ peaKo BCTpPEYAIOLICHCS HACIEACTBEHHOMN
HEMEPEHOCHUMOCTBIO TallaKTO3bl, ACPHUIIMTOM JAKTa3bl JIOMaped WM TIIOKO30-TalaKTO3HOU
ManbaOCcopOIMel He celyeT MPUHIUMATh 3TOT Mpermapar.

CTU

bezonacHocTh 1 3ppexkTuBHOCTD nanarnudao3uHa y aeted miaamie 18 JeT He yCTaHOBIIEHBI.

4.5. B3aumMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH NpenapaTamMm M JApyrue BHJbI
B3auUMOJAEHiCTBUA

dapmakoarHaAMHUYECKOE B3aUMOJAENCTBUE

Jluypemuxu

JNanarnmudio3uH MOXET YCHIMBATh JTUYPETUYCCKUU APPEKT THA3HIHBIX U «IIETICBBIX)
JUYPETUKOB M TOBBIIATH PHUCK pPa3BUTHS OOC3BOKUBAHHMS W apTEPUATBHON THUIOTEH3UH
(cMm. pasnen 4.4).

Hncynun u npenapamol, nogbluuaiowjue ceKkpeyuro UHCyIuHa

Ha ¢one npumeHeHus: MHCYJIMHA W TpPENapaToB, MOBBIIAIOIINX CEKPELHI0 WHCYIMHA, MOXET
BO3HUKATh THITIOTJIIMKEMUA. HOE)TOMy C ICJIbKO CHUXXCHUS PHUCKA THMIIOTTIMKEMHU TPpU COBMCCTHOM
NPUMEHEHUN Janariu(io3uHa ¢ TpPenaparoM HWHCYJIWHA WM TPEMapaTtoM, MMOBBIIIAIOIINM

CEKpelHI0 HMHCYJIMHA, MOXET NOTpeOOBaThCS CHMKEHHME J03bl IpernapaTa HHCYJIMHA WIH
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NpenapaTa, TOBBIIAIONIEro CeKpEIHo HHCYIHHA (cM. paster &2 48y EI1EHUCTE D003

DdapMaKOKMHETHYECKOE B3aUMOJENCTBHUE

Metabonu3m panariaugo3uHa, B OCHOBHOM, OCYIIECTBISICTCS MOCPEACTBOM TIIIIOKYPOHUHON
KOHBIOTAIIMK TI0JI JeHcTBUEM (epMeHTa ypuauHIu(ochaT-rIIoKypoHo3mITpancdepasbl 1A9
(UGT1A9).

B xoxe wuccnemoBanmii IN Vitro mamariudiao3uH HE WHTHOMPOBaT HM30()EPMEHTBHI CHCTEMbI
mutoxpoma P450: CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u ne uanynupoasn m3odpepmentsol CYP1A2, CYP2B6 mwmmu CYP3A4. B cBsa3u ¢
STHM HE OXKUIACTCS BJIMSHUS Janariugio3nHa Ha METa0OJIMUYECKUI KIMPEHC COIMYTCTBYIOIIUX
IperapaToB, KOTOPbIE META0OIU3UPYIOTCS IO IEHCTBHEM ITHX H30(EPMEHTOB.

Brnusaue APYTUX JICKAPpCTBCHHBIX ITPCIIapaToOB HA I[aHaFJII/Id)JIO3I/IH

HccnenoBanusi B3aMMOJICHCTBHI C y4acTHEM 3JI0OPOBBIX JTOOPOBOJIBIIEB, B OCHOBHOM,
NPUHUMABIIUX OJHOKPATHYIO 03y Npenapara, MOKa3ajid, 4TO MET(OPMHH, IHOTIMTA30H,
CUTArJIMNTHH, TIUMENUPHI, BOINIM003a, TUAPOXJIOPOTHA3HJI, OyMeTaHW], BaJiCapTaH WM
CHUMBACTaTHH HE OKa3bIBAIOT BIMSHUS HAa (PapMaKOKMHETUKY JanarinQIio3nHa.

[Tocne coBMecTHOro MpUMEHEHUs nanarinio3nHa U pudaMIUIMHA, HHIYKTOPA pa3iIndHbIX
aKTUBHBIX TPAHCHOPTEPOB U (PEPMEHTOB, METaOOIM3UPYIOUIMX JIEKAPCTBEHHBIE Ipenaparsl,
OTMEUEHO CHIKeHne cucreMHoil »oskcno3uuuu (AUC) nanarmudgnosuna Ha 22 %, npu
OTCYTCTBUH KJIMHUYECKH 3HAYMMOTO BIUSHHS Ha CyTOYHOE BBIBEJCHHE TIIOKO3bI MoukaMu. He
peKOMeHyeTcs KOPPEKTUPOBaTh 103y mNpenapara. KinMHUYecKH 3HAUYMMOIrO BIMSHUS TPH
OPUMEHEHUH ¢ JPYTMMH HHAyKTOpaMu (Hampumep, KapOaMaszenuHoM, (EHUTOUHOM,
(benoOapOUTaIOM) HE 0KHMIAETCsl.

[Tocne coBmecTHOTrO TpUMeHeHHUs gamaraudio3nHa u MedeHaMOBOW KHUCIOTHI (MHTHOUTOpA
UGTI1A9) otmedeno yBenudeHne Ha 55 % CUCTEMHOW IKCMO3WIUM nanarnudiao3uHa, HO 0e3
KJIMHUYECKH 3HAYUMOTO BIMSHUS Ha CyTOYHOE BbIBEJEHHE TIUIIOKO3bl moukamu. He
PEKOMEH/TyeTCs KOPPEKTHPOBATH 103y Iperapara.

Bansane ﬂanarnnd)noana Ha ApYTHUEC JECKAPCTBCHHBIC MIPECTIapaThl

OnHOBpeMEHHOE NpPUMEHEHHE Aanariudio3nHa U TNpenapaToB JHUTUS MOXET NPUBECTH K
CHM)KEHMIO KOHLIEHTPALUU JINTUSI B CBIBOPOTKE KPOBU M3-32 BO3MOKHOT'O YCWJICHHUS BBIBEICHUS
JUTHS ¢ MO4Oi. MokeT moTpeboBaThCsl KOPPEKLUs O3Bl IIpernapaTa JUTHSL.

B wuccienoBaHusix B3aMMOJEHCTBUN C Yy4YaCTHEM 3J0POBBIX JOOPOBOJBIIEB, B OCHOBHOM,
OJTHOKPATHO MPUHUMABIIKX /103y Mpernapara, Janariu@io3uH He BIUsUT Ha (hapMaKOKUHETHKY
MeT(OpMHUHA, MUOTINTA30HA, CUTATNIMIITHHA, TIUMENUPHIA, THAPOXJIOpOTHA3nIa, OyMeTaHuIa,
BajicapTaHa, qurokcuHa (cyoctpar P-gp) wim Bapdapuna (S-Bapdapun, cyocTpar nzodepmMeHTa

CYP2C9), wim Ha aHTHKOArYJSIHOHHBIN 3(PQEKT, OIECHUBAEMbIH 10 MEKIyHAPOIHOMY
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HopManm3oBanHOMy otHomenmio (MHO). TIphivenente OHORPATHON TO3E faAnAriHdHosmHa

20 mr u cumBacraTuHa (cyocTtpaTa m3opepmenta CYP3A4) npuBoanso k nosbimeHuo Ha 19 %
AUC cumBacratnaa 1 Ha 31 % AUC cumBacTaTHHOBON KHCHOTHL. [1OBBIIEHHE DKCIIO3ULIMU
CHUMBACTATUHA M CUMBACTATUHOBOM KHUCJIOTEI HE CUUTAETCS KIIMHUYECKU 3HAYMMBIM.

Bnusiaue Ha onpenenenue 1.5-aHrMapOrIONUTONIA

OrneHka TIMKEMHYECKOrO KOHTPOJS C TMOMOIIBIO OMNpEeNeNieHus 1,5-aHTUIPOTIIIONKUTONA HE
PEKOMEHIyeTCsI, TOCKOJIBKY W3MepeHue |,5-aHTUAPOTIIONUTONA SIBISCTCS HEHAJACKHBIM
METOJIOM JIJIsl MTAIIMEHTOB, MPUHUMAIOMUX UHTHOUTOpEl SGLT2. [ OleHKH TIIMKEMHUYECKOTO
KOHTPOJIS CIIEYET UCTIONB30BaTh AlIbTEPHATHBHBIC METO/IBI.

Jlpyrue BUAbI B3aUMOJIEUCTBUS

BinsiHMe KypeHus, THUEThI, TIpUeMa PAaCTUTEIBHBIX IPEapaToB U YHOTPEOJICHUS aJIKOTOJIs Ha
napaMeTpsl (papMaKOKWHETUKHU Janarindio3uHa He U3y4daioch.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTALUS

bepemeHHOCTD

B cBs3m ¢ Tem, 4TO mpHMEHEHHE nanariugIIo3WHAa B IMEpPHOJ] OCPEeMEHHOCTH HE H3y4YeHO,
nanarnuiao3uH MPOTHUBONOKAa3aH B Mepuoj OepeMeHHOCTH. B ciydyae amarHocTHpOBaHUS
OepeMeHHOCTH Tepanus JanariugIo3UuHOM JI0JDKHA ObITh MpeKpalieHa.

JlakTanus

HewusBecTHO, MpOHUKAET U ganariu(Io3WH W/UIKM €ro HEeaKTHBHBbIE METAOOIUTHI B TPYAHOE
MONIOKO. Hemnp3s HCKIIOUNTH PHUCK JAJisi  HOBOPOXKACHHBIX/MIaieHneB. Jlanarnudno3un

IMPOTHUBOIIOKA34aH B IICPHUOJ I'PYAHOT'O BCKAPpMJIMBAHUS.

4.7. BausiHue HAa CIHOCOOHOCTDH YIIpPaBJATH TPAHCHOPTHBIMH CpPEACTBAMHU H paﬁoTaTb C
MEXaHU3MaMHU
HccnenoBanuii 110 HU3YUCHUIO BJIMSAHUA I[al'[al“J'II/I(I)J'IO3I/IHa Ha CHOCOOHOCTH K YHIpaBJICHUIO

TPAHCIIOPTHBIMU CPCACTBAMHU U MEXaHHU3MaMU HE IIPOBOJAUIIOCH.

4.8. HexkesaTeibHble peakiuu
Pesrome mpoduist 0e300acHOCTH

C/[ 2 muna

B xnmuamuecknx uccnenoBanusix 6ornee 15000 mamumentoB ¢ CJI 2 Tuma moiydand Teparnuio
JanariuQIO3HHOM.

[lepBuuHas ormeHka 0e30MacCHOCTH U TMEPEHOCUMOCTH ObUla MpOBEAEHA B IPEABAPUTEIHHO
3alaHHOM O0BeIMHEHHOM aHanmm3e |3  kpaTkocpouHbix (mo 24 Henenb) 1oIanebo-
KOHTPOJIMPYEMBIX MCCIIEOBaHUHN ¢ ydacTueM 2360 manueHToB, MOMyYaBIIuX Aanariugio3ud B

no3e 10 mr, u 2295 manueHToB, MOJIyJaBIINX IJ1aneoo.

10
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B  HccIenoBaHUM  CEpEYHO-COCYIHCTBIX HMEXOAO0B Héﬁagﬁ%ﬁ@ﬁﬁgnﬁﬂk Cd‘-ﬂ 0503}y

(uccnenoanue DECLARE, cm. pasnmen 5.1) 8574 nmanuenTa nonydaiu ganariudio3uH B 103€
10 Mr, u 8569 manMeHTOB TONydYal W IUTAle00 MPU CpeIHEH MPOJOHKUTEILHOCTH TEparuu
48 mecsieB. B nienom, cpeansis skcno3uiys ganariaudiao3nna coctaBuiaa 30623 manueHTo-Jer.
Haubonee yacTbiMu MOOOYHBIMHM pPEaKLIUSIMH, OTMEYCHHBIMU B KIMHUYECKHX HCCIETOBaHUSIX,
OBLITM TeHUTANIbHBIC HH(DEKITUH.

Xponuueckas cepoeynas Hedocmamo4HoCmsb

B wuccnenoBaHuu CepAeYHO-COCYUCTBIX WCXOJOB TPH MPUMEHEHWH Aamariu@io3uHa Y
MAIUEHTOB ¢ XPOHUYECKOW CepACYHON HEIOCTATOYHOCTHIO CO CHIDKCHHOH (pakiueil BeIOpoca
(uccnenoBanne DAPA-HF) 2368 manuentoB monydvanu panariaugiao3ud B go3e 10 mr, u 2368
NAMEHTOB MOJIyYadu Ianedbo mpHu cpeiHel MpOoJOLKUTENbHOCTH Tepanuu 18 mecsies. B
UCCIIeyEeMYI0 MOMyJsAuio Bonuin nanueHTsl ¢ CJl 2 Tuna u manueHTtsl 0e3 nuabeTa, a Takxke
nanuenTsl ¢ pCK® > 30 mn/mun/1,73 M?. B ucciienoBanum CEPIEYHO-COCYAUCTHIX UCXO/I0B MPHU
MPUMEHEHUU Janarin@io3uHa y MalueHTOB ¢ XPOHUYECKOW CepJIeYHON HETOCTaTOUYHOCTHIO C
¢pakuueii BoIOpoca seBoro kenymouka > 40 % (DELIVER) 3126 mnaunueHTOB mMogydain
nanarmuduosud B noze 10 mr, u 3127 mnmanmueHTOB mModydanu Iuianedo Mpu  CpeaHer
MPOJODKUTEILHOCTA Tepanuu 27 MecsleB. B MOMyJSiuio NMarueHTOB BXOJUIN TMAIUSHTHI C
CJI 2 tuna u 6e3 quabera, a Takxke manueHTsl ¢ pCKd > 25 mn/mun/1,73 e

O6muii mpodune Ge3omacHOCTH ManarnuIo3MHA y TAIMEHTOB C XPOHUYECKOW CeplIedHOMN
HEJOCTAaTOYHOCTHIO COOTBETCTBOBAN M3BECTHOMY MPOQIIIIO 0€30MaCHOCTH Aanarinduo3uHa.

XpoHnuueckas 6one3nsb novex

B wuccnenoBanun mo oreHke 3(QQGEKTUBHOCTH JAanariaugiosuHa B OTHOIIEHUH MMOYEUHBIX
UCXOJIOB Yy TMAaIMEHTOB C XpoHudeckoi Oomesnpio mouek (DAPA-CKD) 2149 manueHToB
nosrydainu aanarnu@iuosud B no3e 10 mr, u 2149 nanueHTOB noiydanu Iuianedo npu cpenHen
IPOIOJDKUTEIBHOCTH Tepanuu 27 MecsleB. B uccneayemyio mOmyJsiuio BXOIMIN MAIUEHTHI ¢
CJ1 2 tuma, 6e3 CJI 2 tuna, ¢ pCK® > 25 u < 75 mn/mun/1,73 m? u ans6ymunypueii (A/Kp moun
>200 u < 5000 mr/r). Jledenne npomomkany, ecimin pCK® crmkanacs Meree 25 min/mur/1,73 M2,
OO6mmit mpoduns Oe3omacHOCTH Aanarau(iio3uHa y MAlMEHTOB C XPOHHYECKOW OO0JIe3HBIO
MOYEK COOTBETCTBOBAJ M3BECTHOMY NMPOoduiro 0€30MacHOCTH anariu@uo3nHa.

Pe3roMe HexxenaTeabHbIX PeaKIIii

HexxenarensHbIe p€akunu, OTMCYCHHBLIC B HHaHC60-KOHTp0J'II/IpyeMBIX I/ICCJ'ICILOBaHI/IHXl

nanariaugio3uHa U MpH MOCTPErHCTPAllMOHHOM HaOJIO/ICHUH, MPUBEACHBI Jajee MO TEKCTY.
HexenarenpHble peakiuu He ObUTH 10303aBUCUMBIMU. HexkenarenpHble peakiluy pacipeesieHbI

o CHUCTCMHO-OPraHHbIM KJIaCCaM C YKAa3aHUCM YaCTOTbl MX BO3HHUKHOBCHHA: OYCHb YaCTO
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(> 1/10), wacto (> 1/100, o < 1/10), mewactd (> 1/1000- 7o <AAB0Y, Hérkd- & 510000, Ho

< 1/1000), ouenp peaxo (< 1/10000), yacToTa Hem3BecTHA (HA OCHOBAHUU MMEIOILIMXCS TAHHBIX
OLICHUTHh HEBO3MOYKHO).
Hngpexyuu u uneazuu

— yacrto* — BYJIbBOBAaIrmnHUT, OajJaHUT U CBS3aHHBIE C HUMHM T'€HUTAILHEIE I/IH(l)eKI_II/II/I*’ 2'3,

MHEKINA MOYEBBIBOAAIIMX MyTeit " 2 4,

— HEYacTo** — rpuOKoOBbIe HH(EKIIMOHHBIE 3a00I€BaHUA ™.

— O4YeHb PeJKO — HEKPOTH3HPYIOIIHMIA (haciuuT mpomeskHocTH (ranrpena dypune)® °.
Hapywenusa memaboauzma u numanus

— OYeHb YACTO — THUNOMNIMKeMHUs (TpM TPUMEHEHHH B KOMOMHAIMM C IPOU3BOIHBIM
Cynb(OHUIMOYEBUHBI MITH HHCYIHHOM)?.

— HEYacTO™* — CHIKEHHE OI_[KZ' S xaxma**.

— penko — quabeTnyueckuii keToanuao3 (npu npumenenny npu CJI 2 tuma)® % 1,

Hapywenus co cmopoHul nep8Holl cucmembl

— YacTo™ — TOJIOBOKPY’KEHHE.

Kenyoouno-xkuweunvie napyuieHus

— HeJacTo™™ — 3amop™*, cyXocThb BO pTy*™.

Hapywenus co cmopoHbl Kodicu u NOOKONHCHBIX MKaAHel

— 4acto* — chimp 0.

— OYEHb PE/IKO — AaHTMOHEBPOTHUECKUH OTEK.

Hapywenus co cmopoHbl MbluileuHoll, CKel1emHol U COeOUHUMeNbHOU MKAHU

— 4acTo™ — O0JIb B CIIMHE™.

Hapywenus co cmoponbl nouex u Mo4esbleo0Awux nymei

— gacTo* — au3ypus, mommypus™ °.

— HEYacTo™™ — HUKTYypUs™**.

— OYEHb PE/IKO — TYOYJIOMHTEPCTULIUAIBHBIA HEPPUT.

Hapywenus co cmoponbl penpooyKmugeHot cucmembl U MOLOYHbIX Jicerle3

— HeyacTo™* — ByJIbBOBarMHAJIbHBIN 3y1**, reHUTaIbHbIHN 3y 1% *.

Jlabopamophule u uHcmpymeHmansHvle OaHHbLE

— 4acTo* — MOBBIICHUE 3HAYEHMS FeMaTOKPHTa', CHUKEHHE MOYEYHOro KIMpeHca KpeaTHHHHA
Ha HAYaJIbHOM dTalle Teparyuy’, TUCIUMTHAEMUS®.

— HeYacTo** — MOBBIINICHUE KOHOCHTpAallMKM Kp€aTHMHHMHA B KpPOBM Ha HAYaJlbHOM OTaIlc

TepanHH***z, MOBBIICHUE KOHIICHTPAIIMA MOYEBUHBI B KPOBU™*, yMEHBIIIEHUE MACChI Tema™**,

12
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TIpencraBneHsl naHHBIE TPUMEHEHHs MpenapaTa 710! 124 SGidréhe B rbEpo s repatins)

HE3aBUCHMO OT MpHEeMa JONOJHUTEIBHOTO TUIOTTTMKEMUYECKOTO Mperapara.
2 CM. COOTBETCTBYIONIHIA TIOPA3IEN HUKE IS IOTyUEHUs JOMOIHUTEIbHON HHOPMAIIHH.

3 BynpBOBarmHMT, OaqaHMT M CBS3aHHBIE C HHAMH TEHHTANbHbIE HMHQPEKIMH BKIIOYAIOT,
HampuMep,  CIEAYIOLIME  3apaHee  ONpeAeNieHHble  IPEINOYTUTENIbHbIE  TEPMHUHBL:
BYJIbBOBarMHAJIbHYIO I'PUOKOBYIO MH(EKIINIO, BarMHAIBGHYI0 MHQEKIHNI0, OaJaHUT, TPUOKOBYIO
WH(DEKIHMIO TOJIOBBIX OPTraHOB, BYJIHBOBATMHANBHBIA KAaHAWMI03, BYJIbBOBAIMHUT, KaHIUO3HBIN
OallaHUT, TEHUTAJbHBIA KaHAU103, MH(EKIHIO MOJIOBBIX OPraHOB, HH(PEKIUIO MOJOBBIX OPraHOB
y MYX4UH, HHQEKIIHIO MTOJIOBOTO YiIeHA, BYJIbBUT, OaKTEpUabHBII BATUHUT, a0CIIECC BYJIbBBI.

* ngexnyus MOUEBBIBOAAIMIMX MyTell BKIIOYACT CIEAYIOIIME MPEAIOYTUTEIbHBIE TEPMUHBI,
MIEPEYUCIICHHBIC B TIOPSIKE YOBIBAHUS YACTOTHI: MHPEKIUS MOYCBBIBOISIIUX IyTEH, IUCTHT,
uH(EKIHs MOYEBBIBOMANIMX IyTeH, BbI3BaHHas Oakrepusimu poaa Escherichia, undexmmsa
MOUYEMOJIOBOTO TPAKTa, MUETOHE(PPUT, TPUTOHUT, YPETPUT, UHMEKIIHS TOYEeK U MPOCTATHUT.
®Cumxenne OIIK  Bimouaer, HampuMep, CHEAYIOIIME  3apaHee  OINpe/elcHHEIE
MPEITOYTUTEIbHBIE TEPMUHBL: 00€3BOKUBAHUE, TUIIOBOJIEMUS, apTEpPHATbLHAS THITIOTCH3USI.

® [Tonmypus BKIIOYAET MpeANOUYTHTENbHBIE TEPMHUHBL: MOJIAKHYPHS, TIONMYPHS M YCHICHHE
Iuypesa.

" Cpennue M3MEHEHWs 3HAYECHMS T€MAaTOKPUTAa OT MCXOJHBIX 3HaueHmi cocrasmmu 2,30 % B
rpynne pamarmuduiosnda 10 mr mo cpaBuenuio ¢ -0,33 % B rpymnme 1orane6o. 3HaAYCHHS
rematokputa > 55 % otmeuensl y 1,3 % manumeHToB, nmonydaBmmx jganarinuguaosud 10 mr, mo
cpaBHeHuio ¢ 0,4 % manueHToB, MOMyUYaBIINX I1ae0o0.

8 Cpennee u3MeHenue ciaeayIomuX MoKa3aTeel B IPOIEHTAX OT UCXOJHBIX 3HAUYEHHMIA B TPyTITIE
nmanarnuduosnaa 10 mr u rpymme mianedo, COOTBETCTBEHHO, COCTABHIIO: OOIIHUN XOJIECTEPHH
25% mno cpasaennro ¢ 0,0 %; xomectepun-JIIIBII 6,0% mno cpaBuenuto c¢ 2,7 %;
xonectepuH-JIITHIT 2,9 % no cpaBuenuto ¢ -1,0 %; Tpurnmunepuast -2,7 % 1Mo CpaBHEHHIO C -
0,7 %.

® Cwm. pasnen 4.4.

10 HesxenmaTenpHas peakius OTMEYEHAa NPU TOCTPETHCTPAMOHHOM HaOmoneHud. ChIb
BKIIIOUAET CIEAYIONIUE MPEANOYTHTEIbHbIE TEPMHUHBI, MEPEYUCICHHbIE B TMOPSAIKE YacTOTHI
pa3BUTHS B KIMHUYECKHX HCCIICIOBAHMAX: CHIITb, TCHEPAIM30BAHHAS CHIMb, 3Y/SIIAs CHIIb,
MakyJie3Has ChbIllb, MAaKYJIOIAITyJIe3Hasl ChIllb, IyCTYJIC3HAs ChIlb, BE3WKYJIE3HAS CHIIlb,
SpUTEMaTO3Has ChIlb. B miane00-KOHTPOTUPYEMBIX KIMHUYECKUX MCCIIECOBAHUSIX C aKTHBHBIM
KOHTpoJieM (Tpymma, ToiyyaBinas namariuduo3un: N=5936, koHTponbHas rpymma: N=3403)
4acTOTa Pa3BUTHUS ChIMK ObUIa CXOXKEH y MalMeHTOB, nmoiydyaBmux nanaraudiaosud (1,4 %), u

MaIKMeHTOB B KOHTpoJbHOM rpymie (1,4 %).
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(DECLARE). Yacrora ocHOBaHa Ha r0JI0OBOM ITOKa3aTele.

* Otmeuensl y > 2 % nanueHToB u Ha > 1 % daie, U y OOJbIIEro KOJIMYecTBa MAIlMEHTOB (KaK
MUHHMYM, Ha 3) B rpymie ganariuduo3nHa 10 Mr 1o cpaBHEHUIO ¢ TPYMIIOH miamneoo.

** OLeHEeHBI UCCIICI0OBATENIEM KaK BO3MOYKHO CBSI3aHHbBIC, BEPOSITHO CBS3aHHBIC HIIU CBS3aHHBIC
¢ uccieayemMoi tepanueil u ormedensl y > 0,2 % namuentoB u Ha > 0,1% yvamie u y GomnbIiero
KOJIMYECTBA NMAlMEHTOB (KaK MUHHUMYM Ha 3) B rpyIine nanariudio3nna 10 Mr mo cpaBHEHHIO C
rpyIIou miameoo.

OnwncaHue OTACIBbHBIX HEXKEIATSIbHBIX peaKIui

Bynveosacunum, 6ananum u cé53aHHble ¢ HUMU 2eHUMATbHble UHDeKyuU

B o0benuHeHHBIX NaHHBIX MO Oe3omacHOCTH 13 uccrnegoBaHU BYJIbBOBArMHUT, OalaHUT U
CBS3aHHBIC C HUMHU TIeHUTaIbHbIC WHpekmumu otMedeHsl y 5,5 % u 0,6 % mnamueHTOB,
npuHUMAaBIUX ganarauduiosna 10 mr u 1urane6o, COOTBETCTBEHHO. BONBIIMHCTBO WH(EKIHN
ObUIM c1a00 WM YMEPEHHO BBIPAKEHHBIMM, HAYalNbHBIM KypC CTaHAApTHOW Tepamuu ObLl
3 dexTuBeH, B CBA3M C 4YE€M IMAlMCHTHl PEIKO MPEKpalladd IMpUeM aanariudiao3uHa. ITH
uH(EKIUH JaIie pa3BuBaanch y xeHiut (8,4 % u 1,2 % npu npuMeHEeHHH Janariudio3rHa u
m1anedo COOTBETCTBEHHO), a y MAIMEHTOB C TAaKMMH WHQPEKIUSIMH B aHAMHE3¢ OHHU Yalle
PEIUANBUPOBAITH.

B wuccaenoBannn DECLARE konnuecTBO MalMEHTOB € CEPbE3HBIMH HEXKENaTeIbHbIMU
SABIICHUSMU B BHUJE TCHUTANBHBIX HMHQEKIUN ObUIO HEOONbIINM U COATAaHCHUPOBAHHBIM:
1o 2 MAIMeHTa B TPYIIe JanariugIo3nHa U TPYIIe Tuianeoo.

B uccnenosanun DAPA-HF He Ob110 ManiMeHTOB C CEPhE3HBIMU HEXKENATEIIbHBIMU SIBJICHUSIMU B
BUJIE TEHUTATbHBIX HHQEKIMH B Tpynne panarnudiuo3wHa, B Tpymme miaanedo cepbe3Hoe
HEXKeNaTelIbHOE SIBJICHHE 3aperucTpupoBaHo y | manumeHta. B rpynme mamarmudosuHa y
7(0,3%) mnanMeHTOB OBUIM OTMEYCHBI HEKEJIAaTelIbHBIC SBJICHHS, MPHBOJMBIINE K
MIPEKPAMCHUIO JICUCHUSI BBUIY T'CHUTAIBHBIX MHPEKINUHA, ¥ HH Yy OJHOTO IMallMeHTa B TPYIIIE
wiane6o. B uccnenoBanun DELIVER y 1 (< 0,1 %) namnmeHTa B KaKAOH TpyIIie JCUCHHS
OTMEUEHO CEephE3HOE HEeXKeNaTeNbHOE SBIIEHHWE B BHUJE TEHUTANBHBIX HH(EKIui. B rpymme
nanarmmduosnHa y 3 (0,1 %) manueHToB OTMEYEHBI HEXENAaTeIIbHBIC SBJICHUS, TIPUBOIUBIIHNE K
MPEKPAICHUIO JICUYCHHS] BBHJY TeHUTAIBHBIX HH(EKIWH, a B rpymme IUianedo ManueHToB ¢
TaKUMH SIBIICHHSIMU HE OBLIO.

B wuccnenoanuu DAPA-CKD 6buto 3 (0,1 %) mamuieHTa ¢ Cepbe3HBIMH HEXeIaTelbHbIMU
SIBJICHUSIMU B BHJIC TCHUTAIBHBIX MH(MEKIIUN B TPYIINE Janaringio3uHa ¥ HA OJJHOTO MaI[MeHTa C
TaKUMH SIBJICHUSIMH B Tpymme rianebo. B rpymne mamarmuduosuna y 3 (0,1 %) marueHToB

OTMCYCHBI HCKCJIATCIILHBIC SBJICHUSA, MPHUBOJUBIIMC K MNPCKpAICHUIO JICUCHUA U3-34
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TeHUTATBHBIX HHDEKIHiL, a B Tpyme mnane6d marmuertUs ¢ Fartirt apermsmn | e obio. O

Pa3sBUTHHM CEPbE3HBIX HEKENATEIbHBIX SBJICHUH B BHJAE TEHUTAJIbHBIX HHGEKUUH WU
HE)KEJIATeNbHBIX SBICHUN B BHJIE TCHUTAIbHBIX MH(EKIHHA, MPUBOMUBIIMX K MPEKPALICHUIO
nedenwus, y nanueHtoB 6e3 CJI 2 Tuma He coo0IaIoch.

Hexpomuszupyrowui pacyuum npomescrnocmu (eanepena @yphve)

Co001manoch 0 MOCTPErHCTPALMOHHBIX CIydasX pa3BUTHS TraHrpeHsl OypHbE y MalUEHTOB,
npuHuMaromux uHruoutopel SGLT2, Britowas ganarimudiuos3us (cM. paszaen 4.4).

B wuccnenoBanun DECLARE y 17160 mnamuentoB ¢ CJI 2 Tuma uW  MeauaHO#
IPOIOJDKUTEIBHOCTH Tepanuu 48 MecsleB BCero ObUIO 3aperuCTpUPOBaHO 6 CilydyaeB raHIPEHBI
@ypHbe: OJIUH B IPyMIIe, MOTyYaBIIel qanarauio3nH, u 5 B rpymme mianeoo.

lT'unoznukemus

YacToTa pa3BUTUS TUIIOINIMKEMUM 3aBHCENa OT TuUla 0a30BOH TepamuM, HCHOJIb3YyeMOW B
KJIMHUYECKHUX HcceloBaHuAX y nauueHToB ¢ CJI 2 tumna.

B wuccrnepoBanmsx manarnuguio3pHa B KadecTBE MOHOTEPAINlMU, B KadecTBE J00ABICHHS K
MeTQOpMHHY W B KadecTBe [00aBJICHUS K CHTArMOTHHY (¢ MerhopMuHOM wim 0e3
MeT(pOpMHHA) MPOAOIKUTENBHOCTRIO 10 102 Henenp yacToTa ciay4aeB JErkoil TUIOITTMKEMHUH
Obu1a cxoxeit (<5 %) B rpymmax jedeHus, BKIrouas miane6o. Bo Bcex mccnenqoBaHusaX Ciaydau
TSKEJION TUITOTJIMKEMUN OBUIM OTMEYEHbl HEYacTO, M MX YacToTa Oblla CONOCTaBUMa MEXIY
rpynmnoi ganariauguo3nHa U mianeoo.

B nccnenoBanusax nanarnu@iuo3nHa B KauecTBe 100aBiIeHUS K Mpenapary cyjib()OHUIMOYEBHHBI
WITH TIpernapaTy WHCYJIMHA OTMeueHa Ooiee BHICOKAs 4acTOTa TUIIOTIIMKeMHH (CM. paszen 4.5).

B wuccnenoBanunm goGamieHmst jmanarnudiao3wHa K riauMmenupuny Ha 24 w48 Hemene
HE3HAYUTENIbHbIE AMU30/1bl TUIIOTIIMKEMUN PErMCTPUPOBAIKCH Yallle B TPYIIe Aanariu@io3nHa
10 mr u rmumenupua (6,0 % u 7,9 % cooTBETCTBEHHO), UeM B TpyIIIe Mmianedo 1 ruMenupuaa
(2,1 % u 2,1 % COOTBETCTBEHHO).

B uccnenoBanuu nobasienus aanarin@ao3suHa K mpenaparaM HHCYJIWHA SU30/1bl BEIPaKEHHON
runornukeMun Obimu  3apeructpupoBanbl y 0,5 % u 1,0 % mnanueHTOB, MNOJMy4YaBIIUX
nanarnugiaosud 10 Mr u npenapaTsl HHCyIMHA Ha 24 u 104 Hexensx cooTBeTcTBEHHO, 'y 0,5 %
NalMeHTOB, MOIyYaBIINX Manedo u npemnaparsl nHCyanHA Ha 24 u 104 nenensx. Ha 24 u 104
HeZeNsAX He3HAUUTENbHbIE 3IHU30/Ibl THUIIOTJIMKEMUN OBUIH 3aperucCTPpUPOBAaHbl, COOTBETCTBEHHO,
y 40,3 % u 53,1 % manueHTOB, MOTyYaBIINX Aanarauduio3nd 10 Mr u npemapaTsl HHCYJIUHA, U Y
34,0 % u 41,6 % nauueHToB, MOTYYaBIINX IUIANe00 U mpenapaThl HHCYJIMHA.

B wuccnemoBanum  noGamieHuss — manmarmudiao3mHa K METGOPMHHY M IIpemapary
CyJIb(OHUIMOYEBUHBI 10 24 Heaelb He ObIIO 3aperuCTPUPOBAHO HU OJIHOTO AMM30/a TXKEIOH

runoriukeMuu. HesHaunTenbHbIE SMU30/1bI THIOTIMKEMHH ObLTH 3apeructpupoBansl y 12,8 %
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MalMeHTOB, MoMy4aBmuX Aanarauduosua 10 Mr B COqéﬁgﬁﬂjg&%bBﬁM Eﬁeg;{;aq'l-‘aMH

cynbQOHWIMOYEBUHBI, W Yy 3,7 % MalMEeHTOB, MOJyYaBIIMX IUIanie00 B COYETAHWH C
MET(GOPMUHOM U TTPOU3BOIHBIMH CYJIb(HOHUIMOYCBHHBI.

B wuccnenoanuun DECLARE He o0TMe4eHO TMOBBIIEHHOTO PHUCKAa Pa3BUTUA  TSKEIOU
TUINOTIMKEMHUH TIPH TEpanuu Aanariu@io3nHOM IO cpaBHEHHUIO ¢ mianeto. Ciydand TsSKenoi
runorimkemMun 3apeructpupoBatsl y 58 (0,7 %) manueHToB, Nody4aBIInX Aanarinio3uH, U y
83 (1,0 %) manueHTOB, MOTYyYaBIIKX ILIAIC00.

B uccnenoBannu DAPA-HF ciayuyan Tspkesnoi runoriukemMuu 3apeructpupoBanbl y 4 (0,2 %)
MAIMEHTOB KaK B IpYyIIIe Aanarin@io3nHa, Tak U B Tpymie mianeoo.

B uccnenoBanun DELIVER ciydan Tspkenoii runoriaukeMun 3apeructpupoBansl y 6 (0,2 %)
nanueHToB B rpymnme nanariuduosuHa u'y 7 (0,2 %) nmamuenToB B rpymme miane6o. Cirydan
TSDKEJION TUIIOTIIMKEMUHU HaOII0JaIuch ToNbKO y nanueHTos ¢ C/I 2 tuna.

B uccnenosannu DAPA-CKD ciyyan TsOKeNo# rHIOTIMKeMun 3apeructpupoBanbl y 14 (0,7 %)
nanueHToB B rpymnme npanaraudnosumHa Uy 28 (1,3 %) mammeHTOoB B Tpynme uianedo u
HAOJI0TATKCH TOJIBKO y manuenToB ¢ CJ] 2 tuma.

Cruoicenue OLIK

B oObenuHeHHBIX AaHHBIX MO Oe3omacHOCTH 13 wMccnenoBaHUI HeXenaTelabHbIE pEeaKIuH,
ykaspiBaronue Ha cHmkenne OLK (Bkmodas cooOrienust 00 00€3BOKMBAHUHU, THITOBOJIEMUHN
WIH apTepuaibHOW THIOTeH3un), oTMedeHsl y 1,1 % wu 0,7 % mnanueHToB, MPUHUMABIINX
nanarnugiao3ud 10 Mr u miuanebo COOTBETCTBEHHO; CEphe3HbIe HEXKeIaTelbHbIC pPEaKLUu
ormeueHsl y < 0,2 % manueHToB, U OHU ObUIM COMOCTABUMEI B Tpymnmnax ganariauduoszuna 10 mr
u miare6o (cm. pasnen 4.4).

B wuccnenoBanun DECLARE konuuecTBO mMalMeHTOB C SIBIEHUSMH, YKa3bIBAIOIIMMHU Ha
camxkenne OLIK, Oput0 cOanancupoBano mMexay rpynmnamu jedenus: 213 (2,5 %) u 207 (2,4 %)
B Ipymnmax Janarjiugiao3nHa U Iianedo cooTBeTcTBEHHO. Cepbe3Hble HEKEeNaTeNbHbIEC SBICHUS
ob111 3apeructpupoBanbl y 81 (0,9 %) u 70 (0,8 %) mauueHToB B rpyImne ganariuduio3nHa u
1a1e0o COOTBETCTBEHHO. SIBIEHUS B L1€JIOM ObLTH cOalaHCUPOBAaHbI MEXKY TPYIIIaMu JeUeHUs
[0 BO3PACTHBIM KAaTEropusM, IPUMEHEHHIO JIMYPETUKOB, apTEpUATbHOMY JaBJICHUIO H
npumeHennto uHruoutopa AIID/BPA Tuma 1. YV  mnanmentoB ¢ ucxogHoit pCK®D
<60 m/mMun/1,73M? B rpynme jganmarmugIo3MHA OTMEdeHo 19  ciydaeB  Cephe3HBIX
HEeXeJNaTeNbHBIX SIBJICHUH, yKa3piBaromuXx Ha cHmxkeHue OLIK, u 13 — B rpymnme mnare6o.

B uccnenoannu DAPA-HF sBrenus, ykassiBatonie Ha cHbkeHue OLIK, Obliv oTMeUeHBI y
170 (7,2 %) nanmenToB B rpymnre ganariauduosusa u 153 (6,5 %) B rpynne miane6o. B rpymme
namarnadio3nHa  Ob10  MeHbine manueHToB (23 [1,0 %] mammeHTOB) € CEPhE3HBIMH

HCXKCIATCIbHBIMA SABJICHUAMH B BHJAC CHMIITOMOB, YKa3bIBAaIOMIUWX HaA CHMXXCHUC OHK, 1o
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cpaBHeHHIO ¢ rpymmoi mrane6o (38 [1,6 %] HaHHeH%gb:;‘ﬂ%glﬁ‘%Jbg%lﬁﬂi;[;)Eﬁlj;h%%%}ﬂMH

HE3aBUCHMO OT MCXOJHOro Hanmmuusa auabera u ucxonnoi pCK®. B uccnenosannn DELIVER
KOJIMYECTBO MAIIMEHTOB C CEPhE3HBIMU HEXKENATCIbHBIMH SIBJICHUSMH B BHJIC CHMIITOMOB,
ykasbiBatomux Ha cHmkenue OLK, cocraBuno 35 (1,1 %) B rpynne mamarnuduosuna u 31
(1,0 %) B rpymme miarne6o.

B uccnenoBanuun DAPA-CKD kojgnM4yecTBO MAalMEHTOB C SIBJICHUSIMH, YKa3bIBAIOUIUMU Ha
camwkenne OLIK, cocraBuio 120 (5,6 %) B rpynne namarmdiosuna u 84 (3,9 %) B rpymme
wiane6o. B rpynmne nanarnudnosuna 'y 16 (0,7 %) nauueHToB OTMEUEHBI CEpPbEe3HbIC SIBICHUS B
BUJIE CUMITOMOB, YyKa3biBaromux Ha cHmkenue OLIK, u y 15 (0,7 %) namueHtoB B rpymnme
mianebo.

HHuabemuyeckuii kemoayuoos npu C/[ 2 muna

B uccnenoBanuu DECLARE c¢ Menmanol mpoaoiiKUTENbHOCTH Tepanuu 48 MecsleB ciydau
IUabeTHYecKOoro KeToalujo3a ObUTM 3aperucTpUupoBaHbl y 27 TaIlMEHTOB B TpyIIe
nmanarnuduosuaa 10 mr m 12 manmentoB B rpymme 1wiane0o. J[aHHBIC SBICHHUS BO3HUKAIH
pPaBHOMEPHO B TEUCHHE NIEpHUOA UCCIeA0BaHus. B rpynmne gamarnudguiosnna u3 27 mainueHToB ¢
MUabeTUYECKUM KETOAlU030M 22 MOTyYald COMYTCTBYIOIIYI0 MHCYJIMHOTEPANUI0O HA MOMEHT
pa3Butus sBineHus. [Ipenpacnonararmomnme K pa3BUTHIO AHA0ETUYECKOTO KETOAUA03a (PaKkTOphI
ObLTH OxkuaaeMbiMu s omyJsituu ¢ CJ1 2 tuna (eM. pasznen 4.4).

B uccnenoanun DAPA-HF crnydan nuaberndeckoro kertoanugo3a ObUTH 3apeTUCTPUPOBAHBI y
3 manuentoB ¢ CJI 2 Tuma B rpymnmne Aamarmu@ruo3uWHa, B Tpymme Ioianedo ciydaes
nuabeTnyeckoro keroaruaosa He Obuio. B uccnenosannu DELIVER cnywyan amaGetmdeckoro
KETOoaIn103a ObLIH 3aperucTpupoBanbl y 2 manuenToB ¢ CJ1 2 tuma B rpymnmne ganarnuduio3nHa,
a B Tpynme mianebo ciydyaeB IUa0eTHYECKOro KeToaluo3a He OTMevanochk. B uccnenoBanun
DAPA-CKD sBrieHus nUa0ETHYECKOTO KETOAlUA03a HE 3aperuCTPUpPOBAaHBl HH y OJHOTO
MayeHTa B rpymmne ganaraudo3nHa, HO oTMeudanuch y 2 mamnuedtoB ¢ CJI 2 tuna B rpymme
wiane0o.

Hnghexyuu mouesvieoosuux nymetl

B o0benuHeHHBIX JaHHBIX MO Oe3omacHOCTH 13 wmccnenoBaHUil MH(EKIIUH MOYEBBIBOISIINX
nyTeil vaiie ObUIM OTMEYEHBI MpU MpuMeHeHuu nanarnudiao3ura 10 mr, yeM npu mpuMEeHEeHU!
miane6o (4,7 % mo cpaBHennio ¢ 3,5 % coorBeTrcTBeHHO; cM. pasnen 4.4). BoibIIMHCTBO
uH(pEKIHA ObUTH CJTa00 WM YMEPEHHO BBIPOKEHHBIMH, HA4aIbHBIA KypC CTaHIAPTHOMN Teparuu
061 3(pPeKTUBEH, B CBSA3U C UYeM MAIMEHTHI PEAKO MpEeKpalaii MpUMEHEHHE Aanariugo3nHa.
Ot uH(EKIUU dYaiie pa3BUBATUCH y KCHIIWH, a y TAIUEHTOB C TaKUMU HH(DEKIUSIMHU B

AHaAaMHE3€ OHU YalllC pCUUANBUPOBAJIN.
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B uccinenosannn DECLARE  cepbesusie |caydan %&r&%ﬂfﬁ E%EE%E;IE&Q“ ':'%ITeI?I

PETUCTPUPOBAIUCH MeHee vacTto i fganarmudiosuHa 10 Mr mo cpaBHeHHIO ¢ TUIane0o:
79 (0,9 %) sinenuii o cpasHenuto ¢ 109 (1,3 %) sBaCHUSIMU COOTBETCTBEHHO.

B wuccnemoBanun DAPA-HF cepbe3nble HekenaTenbHbIE SBICHUS B BHIEC HMHQPEKIIMA
MOYCBBIBOAAIINX IMyTel Obl1u oTMeueHsl y 14 (0,6 %) manueHToB B rpyiie ganariaudio3uHa u
17 (0,7 %) narrentoB B rpymme rmiamne6o. B rpynmne manarnuduosuHa u ianedo Obuio 1o 5
(0,2 %) manueHTOB ¢ HEXEIaTeIbHBIMK SBJICHUSIMH, MPUBOAMBIINMH K MTPEKPAIICHUIO JICUCHUS
BCIIEACTBUE pa3BUTUsA HHPEKIUd ModeBbiBoAsmuXx myreid. B wuccnegoBanmum DELIVER
CEpbE3HBIC HEKENIATENbHBIC SBJICHUS B BUJAC HH(PCKIMA MOYEBBIBOAALIMX TMYTEH OBLIH
ormeuersl y 41 (1,3 %) manumentoB B rpynne panariaudiaosuna u 37 (1,2 %) mauueHToB B
rpynmne 1wtane6o. B rpymnme gamarmudumosuna y 13 (0,4 %) manmueHTOB OTMEYEHBI
HEXKEJIATeNIbHbIC SIBJICHUS, TPUBOJMBIIME K MPEKPAICHUIO JICYCHUS BCICACTBUE Pa3BUTHS
uH(pEKIHU MOUEBBIBOIAIIUX MyTeH, a B rpyme mianedo —y 9 (0,3 %) manueHTos.

B wuccnenoBanuu DAPA-CKD cepbe3Hbie HeXelaTelNbHBIC SBJICHHS B BHAC HWHQEKIHN
MO4YEBBIBOAANIMX myTed oTmedeHbl y 29 (1,3 %) manueHnToB B rpynne aanaringuio3MHa U y
18 (0,8 %) mnanumenroB B rpymme Iwiane6o. B rpymme manarmuduiosuna obuio 8 (0,4 %)
MAIMEHTOB C HEXENaTeNbHBIMU SBJICHHUSIMH, MPUBOJUBIIUMHU K MPEKPAIICHUIO JICUCHUS U3-3a
uHdekuuit MoueBbiBosAUX myTed, u 3 (0,1 %) mamuenrta B rpynme ruiane6o. KomudecTBo
nareHToB 0e3 CJI 2 Tuma, y KOTOPBIX BO3HHKIIM CEphE3HBIC HEXKENaTeIbHBIC SBICHUS WIIH
HEe)KeNaTeNbHbIC SIBJICHUS, NPUBOJMBIINNE K TMPEKPAIIEHUI0 JieYeHUs u3-3a WHQEKIui
MOYEBBIBOSIIMX MyTeH, ObLTO CXO0KUM MEX Iy Tpymmamu jeuenus (6 [0,9 %] mo cpaBHenuio ¢ 4
[0,6 %] mns cepwre3nbix HexenarenbHbiX sBieHui; 1 [0,1 %] mo cpaBHenuo c¢ 0 mis
HEKeJIaTEeIIbHBIX SBJICHUH, MPUBOIUBIINX K MPEKPAIICHUIO JICUCHUS).

Tlosviuienue KonyeHmpayuu Kpeamunura

HexenatenbHple peaklud, CBS3aHHBIE C TOBBINICHUEM KOHIIGHTPAIIMU KpEaTHHHHA, ObLIN
CTPYNIUPOBaHbl (HAPUMEp, CHIDKCHHE TMMOYSYHOTO KIUpPEHCAa KpeaTWHUHA, HapylIeHue
(YHKIIUM TIOYEK, TIOBBIIICHHE KOHIICHTpAIIMM KpEaTHHWHA B KPOBU M CHIDKCHHE CKOPOCTH
kiyooukoBor  ¢puibTpaiuu  (CK®)). B o00benIuHEHHBIX MJaHHBIX 10 Oe3omacHoctd 13
WCCIICIOBAaHWI JaHHas Tpylna peakinuid Obia ormeueHa y 3,2 % u 1,8 % mnanueHTOB,
nosydaBmux jnanariugiao3ud 10 mr u mnanedo COOTBETCTBEHHO. Y MAIlMEHTOB ¢ HOPMajbHOM
GyHKIMEH ToYeK WM HapymeHueM (DYHKIUHM Tmodvek Jierkoi crermeHu (ucxomao pCK®D > 60
mi/mun/1,73 M%) sTa rpynna peakuuii 6bina 3apeructpupoBana y 1,3 % u 0,8 % marueHTos,
noiay4yaBmux pganarnuguiosud 10 Mr u miaanedo COOTBETCTBEHHO. OJTH pEaKIMU Yalle
OTMeYaTuch y ManueHTos ¢ ucxognoi pCKd >30 u < 60 m/mun/1,73 mM? (18,5 % B rpymnme

nanariaudiosuna 10 mr no cpaBuenuto ¢ 9,3 % B rpymre miane6o).
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MOYEK, MMOKa3aua, 4To y OOJBIIMHCTBA ATHX MALMEHTOB OTMEYEHO M3MEHEHHE KOHILIEHTPAIUH
KpeaTHHUHA B CHIBOPOTKE Ha < 44 MKMOJb/1 (< 0,5 MI/IUT) OTHOCHTEIBHO UCXOIHOTO 3HAYCHHSI.
[ToBbilIeHNE KOHIIEHTpAIMK KPEaTHHUWHA B LEJIOM OBLIIO BpeMEHHBIM Ha (hOHE MPOAOKEHUs
Tepanuu Wik 0OpaTUMBIM MOCIIE MPEKPAICHUS TEPAIHH.

B uccnenoannn DECLARE, BriIrouaBIieM MOXHIIBIX IMAMEHTOB M MAIIMEHTOB C HAPYIICHUEM
dyskmun nouex (pCK® menee 60 mn/mun/1,73 M%), pCK® cHmxanach ¢ TeueHHEM BPEMEHH B
obenx rpynmax JedeHus. Yepes 1 rom Tepanum cpemHee 3HaueHue pCKD B rpymme
nanariauduo3uHa ObUIO HEMHOTO HUXKe, a 4Yepe3 4 rojma Tepanud — HEMHOTO BBIIIE IO
CpPaBHEHUIO C TPYIION T1areoo.

B wuccnenoanun DAPA-HF, a taxxke B wuccnemoBanuu DELIVER pCK® chHmxkanace c
TEYEHHEM BPEMEHHM Kak B rpymne ganaraudio3nHa, Tak U B rpyine 1ianebo. B uccnenoBanuu
DAPA-HF nauanbHOe cHmkeHue cpenero 3Hauenns pCK® cocrasuno -4,3 min/mun/1,73 m? B
rpynne fanarmudnosusa u -1,1 mu/mun/1,73 m? B rpymme mmane6o. Uepes 20 mecsies
n3MeHenne pCK® OTHOCHTENBHO HCXOJHOTO 3HAYCHHS OBUIO CXOXHM B TPYIIAX JICYCHUS:
-5,3 mia/mMun/1,73 M? B rpynme nanarnuduosusa u -4,5 Mn/mun/1,73 M2 B rpynme miane6o.

B uccnenosannu DELIVER cuuxenune cpennero 3nauenust pCK® gepes 1 mecsir cocTaBuiio
-3,7 m/mun/1,73 M2 B Tpynme namarmudmosuHa u -0,4 Min/mun/1,73 M2 B Tpymme miane6o.
Uepe3 24 mecsmna usmeHenne pCK® OTHOCUTENHHO HCXOMHOTO 3HAYEHUs OBUIO CXOXKHUM B
rpynnax nedenus: -4,2 mi/mun/1,73 M2 B rpynne panarnudnosuHa u -3,2 mia/mun/l,73 M2 B
rpyme 1ianeoo.

B wuccnenosanun DAPA-CKD pCK® cHuxanach ¢ TEYEHHEM BpPEMEHHM Kak B TpyMIe
nanariaudao3uHa, Tak U B rpynne mianedo. HadansHoe (Ha 14 nens) cHmkeHue cpeaneit pCKD
coctaBuno -4,0 mn/mun/1,73 M? B rpynne nanarnudnosusa u -0,8 mu/mun/1,73 M2 B rpynme
iane6o. Yepes 28 mecsieB n3menenne pCK® 0THOCUTENBHO HCXOAHOTO 3HAYEHUSI COCTABUIIO

-7,4 Mn/mMun/1,73 M? B Tpynme nanarmudnosuna u -8,6 mu/mur/1,73 M? B rpymme mane6o.

COO6HI€HI/I6 O TOA03PEBACMBIX HEXKCIIATCIBbHBIX PECAKIINAX

BaxxHo cool6maTh 0 mo103peBaeMbIX HEKENATENbHBIX PEakIUsIX MMOC/e PEerUCTpalMy penapara
C Lenblo o0ecredeHus HEMpEephbIBHOIO MOHHMTOPHUHIA COOTHOILICHMS — «I10JIb3a — PUCK»
JIEKapCTBEHHOI'0 Mpemnapara. MeIuIuHCKUM pabOTHUKaM PEKOMEH]yeTCs COO0IaTh O JIIOObIX
M0JI03PEBAEMBIX HEXKEIATEIbHBIX PEaKIMIX JIEKapCTBEHHOTO IMpernapara 4yepe3 HalMOHAaJbHbIE
CHCTEMBI COOOIICHHSI O HEXeNaTeNbHBIX pPEaKIHUIX TOCyIapcTB — WieHOB EBpa3zuiickoro

9KOHOMHUYCCKOIo COro3a.
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Poccuiickas @enepanust

DenepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, r. MockBa, CnaBsHCKas TuIomas, a. 4, crp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALIMOHHO-TEJIEKOMMYHHUKAIIMOHHOM ceru «HTepHeT»:

www.roszdravnadzor.gov.ru

PecnyOnuka Kazaxcran

PecnyOnmkanckoe TOCYAapCTBEHHOE TMPEANPHATHE HA TIPaBe XO3SIMCTBEHHOTO BEICHHSA
«HanuoHaNbHBIA TICHTP SKCHEPTU3BI JIGKAPCTBEHHBIX CPEACTB M MEIUITUHCKUX W3S
Komurera MeauuuHCKOro u (hapManeBTHYECKOTO KOHTPOJIT MUHUCTEPCTBA 31paBOOXPAaHCHHS
Pecny6nuku Kazaxcran

Anpec: 010000, . Acrana, yin. A. manosa, 13, BL] «Hypcayner»

Tenedon: +7 7172 23 51 35

Onekrponnas nmodra: farm@dari.kz

Caiit B nH()OpPMAIIOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «HTepHeT»: Www.ndda.kz

Pecniy6nuka benapych

PecniyOnukanckoe  yHuTapHoe npeamnpusthe «LleHTp 9KcmepTH3 W HCHBITaHUH B
3JIPaBOOXPAHEHUI

Anpec: 220037, r. Munck, ToBapumieckwii mep., 2a

Tenedon: +375 17 231 85 14

dakc: +375 17 252 53 58

DnexkTponHas nourta: recpl@rceth.by

Caiit B nH)OpPMALIMOHHO-TEIEKOMMYHHUKAITMOHHO# cetn «HTepHeT: Www.rceth.by

PecnyGniuka Apmenus

Hayunbiii Llentp Oxcneptusel JlekapetB 1 Menuuuackux TexHonmoruii MM. akaieMuKa
3. TABPUEJISIHA

Anpec: 0051, r. EpeBan, ip. Komuraca 49/5

Tenedon: +374 60 83 00 73

CaiiT B uH(pOpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceT « HTepHEeT: WWW.pharm.am
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Ksiprezckas Pecry6nmka

JlenapraMeHT JI€KAPCTBEHHBIX CPEACTB M MEIUUMHCKUX M3JIeIuMd Ipu  MuHHCTEpCTBE
3npaBooxpaneHus Koipreisckoil Pecriyonnku

Anpec: 720044, r. bumikek, yiu. 3-1 Jlunus, 25

Tenedon: 0800 800 26 26

Onekrponnas moura: dlomt@pharm.kg

Caiit B nH()OpPMALIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «HTepHeT»: Www.pharm.kg

4.9. Ilepeno3upoBka

CumMnTOMBI

Hanarnmugno3un 0Ge3omaceH W XOpOILIO TEPEHOCUTCS 3J0POBBIMH  JOOPOBOJIBLIAMHU  IIPH
OJTHOKpaTHOM mpueMe B jo3ax a0 500 mr (B 50 pa3 Bble pekoMeHIyeMol 103bl). [mroko3a
onpenensjiach B Moue IOClie MpHeMa Ipenapara (Kak MUHMMYM, B Te€4eHUE 5 AHEH mocie
npuema 10361 500 Mr), mpum 3TOM HE BBISBICHBI ClIy4au OOE3BOXKHBAHUSA, apTEPUATBHOM
TUIIOTEH3UH, AIEKTPOIUTHOrO ArcOananca, KIMHUYECKH 3HaYMMOro BIUSAHUS Ha uHTEepBai QTC.
YactoTa pa3BUTUs TUIOIIMKEMHUH ObUla CXOXKeH C uacToTod mnpu mnpueme mianedo. B
KJIMHUYECKMX UCCIIEIOBaHMSIX Yy 3/I0POBBIX JOOPOBOJbIEB U naiueHtoB ¢ C/12, npuHUMaBIINX
npenapar ogHokpaTHO B go3ax o 100 mr (B 10 pa3 Bblllle MaKCUMaJIbHOW PEKOMEHyEMOM
J103bl) B TE€UEHHUE 2 HEJElNb, YAaCTOTa Pa3BUTHS TMIIOTIMKEMUU Obljla HEMHOTO BBIIIE, YEM IPH
npueme miuanebo, ¥ He 3aBHceNa OT J03bl. YacToTa pa3BUTHs HEXeNaTeIbHBIX SBICHUM,
BKJII0Yas 00€3BOKMBAHUE WM apTePHATIbHYIO THIIOTEH3HIO, OblIa CXOXeH ¢ 4acToToil B rpymme
mwianebo, MpU 3TOM HE BBIABIEHO KIMHUYECKH 3HAYUMBIX, J0303aBUCHUMBIX HW3MEHEHUN
7a00paTOpHBIX TOKa3aTesiel, BKIIOYas CBhIBOPOTOUHYIO KOHIIEHTPALMIO 3JIEKTPOJIUTOB H
O6uomapkepoB (YHKIIMU TOYEK.

Jleuenue

B cnyuyae mepeno3upoBKH HEOOXOIMMO MPOBOAUTH MOJACPKUBAIOLIYIO TEpauio, YUUTbIBas

COCTOsIHHEC ITIallMCHTA. BBIBC}IGHI/IG nanarm/l(bnomHa C IMMIOMOIIIbIO I'éMOJiajin3a HE N3Yy4aJIOCh.

5. PAPMAKOJIOT'MYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOICTBA

®apMakoTepaneBTUYeCKass  TpyMmma: CcpeacTtBa  JJig  JIEUEHUs  caXxapHoro jauaderta;
TUIOTTIMKEMUUECKUE  CPEICTBA, KPOME MHCYJIUMHOB; HWHTHOMTOPHI  HATPHI3aBUCHMOTO
MEepPEeHOCUMKA TITI0KO3bI 2-TO THUIIA.

Kon ATX: A10BKO01

MexaHu3M IeHCTBUS
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oOparumbiii uHrHOUTOp SGLT2.

WNurubupoanne SGLT2 nmanarnudao3MHOM BBI3BIBACT CHIKEHHE peabCcopOLMU TIIOKO3BI U3
KIyOOUKOBOrO (MJIbTpaTa B IPOKCUMAIBHBIX IMOYEYHBIX KaHAJIbL@AX C COIYTCTBYIOLIUM
CHIDKEHHEM peadcopOLuK HaTpusl, IPUBOJIS K BBIBEJCHHUIO IIFOKO3bl IOYKAMHU U OCMOTHYECKOMY
muypesy. Takum oOpa3om, nanariu@io3vH yBETUYMBACT IOCTaBKY HATPUS K JIHCTAIbHBIM
KaHaIbllaM, YTO YCWJIMBAaeT KaHAJIbLEBO-KIyOOUYKOBYIO OOpaTHYIO CB3b M CHIDKAaeT
BHYTPHKJIyOOUKOBOE JaBj€HUE. DTO B COYETAHUU C OCMOTHMYECKHUM JHYpPE30M HPUBOAUT K
YMEHBUICHUIO TEPEerpy3ku OOBEMOM, CHIKEHHIO apTepUalbHOIO JaBICHHUS U YMEHbLICHHIO
OpeHAarpy3Kd M TOCTHAarpy3Kd, 4YTO MOXKET OKa3blBaTh OJAaronpwusTHOE BIMSHUE Ha
pPEMOAETMPOBAHNE CEPAIA U TUACTOINYECKYIO (DYHKIIHIO, & TAK)KE COXPAHATH (DYHKIIHIO ITOYEK.
B kmumanueckux uccienosanusax DAPA-HF, DELIVER u DAPA-CKD 06wu10 moka3aHo, YTO
OyaronpusATHOE BIMSHUE Aanaraugo3nHa Ha ceplle U MOYKH 3aBUCUT HE TOJIbKO OT CHHXKEHHS
KOHIICHTPALIMH TITFOKO3bI B KPOBU M HAOMIOAeTCS HE TONBKO y nanuentoB ¢ CJI 2 tuna. [pyrue
3¢ PEeKTH BKIIOYAIOT MOBHIIIEHNE TeMaTOKPUTA U CHIYKEHHE MACChI TEla.

Janarnu¢no3uH CHU)KaeT KOHLEHTPALMIO IUIFOKO3bl IUIa3Mbl KPOBU HATOIIAK M IOCJIE MpHeMa
OUINM 332 CYET YMEHBUICHHs peadCcopOLUM TIIOKO3bl B IMOYEYHBIX KaHANbLAX, CHOCOOCTBYS
BBIBEICHUIO TJIIOKO3bl IOYKamMH. BbIBejeHHEe TIIOKO3bl  (TIIOKO3ypHUuecKkuil 3¢ dexT)
HaOromaeTcst yke Ioclie TpHeMa IepBOM JI03BI Tperapara, COXpaHseTCs B TeueHHe
nocienymux 24 4YacoB M NPOAOIDKAETCS Ha MNPOTSDKEHUM Bced Tepanuu. KosmdecTBo
[JIFOKO3bI, BBIBOAMMOM MOYKaMHM 3a CYET JTOr0 MeEXaHW3Ma, 3aBUCUT OT KOHLEHTpAIMH
0K03bl B KpoBU U 0T CK®. Takum 00pa3oM, y MalMeHTOB C HOPMaJbHOW KOHIIEHTpalueu
TJIIOKO3BI B KPOBHM Ha (poHE MpHMEHEHHs AanariudIio3nHa OTMEYAeTCsl HHU3Kas CKIOHHOCTh K
Pa3BUTHIO TUNOTTUKeMHH. Jlanaraugo3uH He HapyllaeT HOPMaJIbHYIO IPOAYKIIUIO 3HJOT€HHOM
[JIIOKO3bl B OTBET Ha THUNOrIUKeMuio. JlelcTBue mamariaudguio3nHa HE 3aBUCUT OT CEKpPELUH
WHCYJIMHA W YyBCTBUTEIBHOCTH K MHCYJIHHY. B KIMHUYECKHX HCCIIEOBAHUSIX JanariangIo3nHa
oTMeuaoch yiyuiienue GyHkuun oera-kinetok (tect HOMA, homeostasis model assessment).
SGLT2 cenekTUBHO 3KcIpeccupyercs B moukax. Jlanariaudguio3ud He oka3biBaeT BO3JIEHCTBUS Ha
JpyTue MEepPEeHOCUYHKH TIIIOKO3bI, OCYIIECTBISIOUINE TPAHCIOPT TIIIOKO3bl K HepupepuyecKium
TKaHSM, U posiBisieT Oostee yeMm B 1400 pa3 Oonpmryro cenekTuBHOCTE K SGLT2, vem k SGLT1,
OCHOBHOMY TPAHCIIOPTEPY B KHIIECYHUKE, OTBEUAIOIIEMY 33 BCACHIBAHHE TITIOKO3HI.

dapmakoauaamuyeckue d3PpHeKTol

ITocne mpuema nanarnu@ao3uHa 370pOBBIMH A00poBoibIaMu M mamueHtamu ¢ CI 2 tuma
HaONIOANIOCh  YBEJNMYEHHE KOJMYECTBa BBIBOAMMON TOYKaMH TioKko3bl. [lpm mpueme

nanarmuduosnHa B 1o3e 10 mr/cytku B Teuenue 12 Hepenb manueHTamu ¢ CJ1 2 Tuma npuMepHO
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narueHToB ¢ CJI 2 tumna, npuHuMaBmux ganariu@io3uH B go3e 10 Mr/cyTku AIUTENbHO (10 2
JIET), BBIBEICHUE TIIFOKO3BI TIOIIEPIKUBATIOCH HA MPOTSHKEHUN BCETO Kypca TEPaIvu.

BriBeneHne TUIIOKO3bI TOYKAMH TPH NPUMEHEHWM Janarindio3uHa TakkKe TMPUBOAUT K
OCMOTHYECKOMY JMYpE3y U yBEIMUEHUIO 00beMa Moun y manueHToB ¢ CJl 2 tuma. YBenuueHue
o0bema Moun y nanueHToB ¢ CJl 2 tumna, npuHUMaBIMX nanariauduo3ud B go3e 10 mr/cyTkw,
COXPAHSIOCHh B TeueHUE 12 Helenb U COCTaBISUIO MpUMEpHO 375 Mil/cyTKuU. Y BelndeHne o0beMa
MOYM CONPOBOXKJIAJIOCHh HEOONBIIUM U TPAH3UTOPHBIM TMOBBIIICHHEM BBIBEJACHUS HATpUs
MOYKAMHM, YTO HE MPUBOAMUIIO K U3MEHEHHUIO KOHIIEHTPAIMH HATPHs B CHIBOPOTKE KPOBH.

Kpome TOro, ormewanoch KpaTkoBpeMeHHOE (B TeueHUEe 3—7 NIHEH) yBEIMYECHHE SKCKPEIUu
MOYEBOH KHCJIOTBI C MOYOW, COMPOBOXKIABIICECS YCTOWYMBBIM CHUKCHHEM KOHIICHTPAIUN
MOYEBOI KHCIIOTHI B CBIBOPOTKE KpoBH. Uepe3 24 Henenu CHUKEHHE KOHICHTPAllMd MOYEBOMN
KHCJIOTHI B CBIBOPOTKE BapbHpoBajo ot -48,3 no -18,3 mxmons/a (ot -0,87 mo -0,33 mr/m).
Kinnanyeckas 3¢ heKTUBHOCTh U 6€30acHOCTh

C/[ 2 muna

VYiydmieHne KOHTPOJIS TIMKEMHM M CHIDKEHHE 3a00J€BaeMOCTH M CMEPTHOCTH IO HpPUYMHE
CEpJECYHO-COCYIUCTOM MATOJIOTUH U OCJIOXKHEHHUI CO CTOPOHBI NIOYEK SBIIAIOTCS HEOTHEMIIEMON
gacteio aedeHus CJ] 2 tuna.

Jns oueHku 3QPEeKTUBHOCTH KOHTPOJS TIMKEMHUHM U 0€30IacHOCTH Aanariu@iio3nHa ObLIo
npoBeaeHO 14 JBOWHBIX CIENBIX PaHJOMHU3UPOBAHHBIX KOHTPOJUPYEMBIX KIMHUYECKHX
uccienoBanuii ¢ yyactueMm 7056 B3pocnsix nanueHToB ¢ CJl 2 Tuna, B KOTopbIx 4737 naneHToB
nogydainu  jganaraugiao3uH. 12 uccienoBaHMM  MpeaycMaTpUBaId  MEpUOJ  JICUEHUs
MIPOJIOJDKUTEILHOCTRIO 24 Henenu, 8 HCCeI0BaHuN — TOTIOTHUTEIBHBIN MTePUO/T JOITOCPOTHOTO
neueHust oT 24 no 80 Hemenb (0OIMas MPOAOIDKUTEIBHOCTh uccienoBanuii — 104 wHenmenn),
1 uccnenoBanue mpeaycMaTpUBAIIO TEPUO/T JIEUEHUS MTPOJOKUTENILHOCTBIO 28 Hesenb, U emle 1
UCCJIEIOBAaHUE — TMEPHOJ JIEYEHHs] MPOJOJKUTEIBHOCThIO 52 He[eNnu C JIOMOJIHUTEIbHBIMU
MEePUOIaMH  JTIOJTOCPOYHOTO JICUCHHS TPOJOJDKUTEIBHOCTRI0O 52 u 104 Hemenu (oOmias
IPOJOJDKUTENBHOCTD HccaenoBanus — 208 nenens). Cpennss npogomkurensHocts Cl1 2 tuna y
nanueHToB BapbupoBana oT 1,4 no 16,9 ner. ¥ 50 % mauueHToB OblI0 HapylieHue (yHKIUU
MOYEK JIETKOM cTeneHu TskecTH, y 11 % manuentoB — HapylieHue QyHKIUHM MOYEK CpenHen
creneHn Tspkectd. 51 % mamueHToB ObUTM  MyKCKOro mona, 84 % npuHauIeXkanu K
eBponeouIHoi pace, 8 % — K MOHTOJI0MAHOI pace, 4 % — K HerpouaHoii pace, a 4 % — k Apyrum
pacoBbM rpynmnam. Y 81 % manueHToB 3HaueHue uHekca macchl Tena (MMT) cocraBuio > 27.

Kpome Ttoro, Obuio  mpoBeneHO — JBa  IUIANE00-KOHTPOJIUPYEMBIX  HCCIEIOBAHUS
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TJIMKEMUH U apTePUATBHON TUTIEPTCH3HH.

st onenku >¢dekra manarnudiosuna B o3¢ 10 Mr mo CpaBHEHHIO C IIIanedo B OTHONICHUH
CEpJICYHO-COCYIUCThIX W TIOYEYHBIX HCXOJOB OBUIO MPOBEACHO HCCIIEOBAHUE CEPIIEYHO-
cocynucthix ucxoqoB DECLARE, B kotopom npunsiiu ydyactue 17160 naruentos ¢ C/I 2 tuma
C IMarHOCTUPOBAHHBIM CEP/ICYHO-COCYIUCTHIM 3a00JI€BaHUEM HITH 0€3 HETO.

Koumpone enuxemuu

Monomepanus

Jns ouenku 6e3omacHOCTd M 3(G(GEKTUBHOCTH Aamnariudo3rHa B KaueCTBE MOHOTEpANHUH Y
NAIMEeHTOB ¢ HealekBaTHBIM KoHTpoJieM CJ] 2 Tuna Obl10 MPOBEACHO JIBOMHOE cliernoe Iianedo-
KOHTPOJIUPYEMOE HCCIICIOBAHUE TPOJOJKUTEIBHOCThIO 24 Hexenu (C  JIOMOTHUTEIbHBIM
nepuogoM Jeudenus). llpu mnpueme npamarnupnosuHa 1 pa3 B CyTKH ObUIO OTMEYEHO
cratuctuyecku 3Haunmoe (p < 0,0001) ymMmeHbllieHHE ypOBHSI TIMKUPOBAHHOTO TeéMOrT0OHWHA
(HbA1c) o cpaBHenwuto ¢ mpueMom ruraredo (tadiuria 1).

B nonosnHuTENHEHOM IEpUO/IC JeUeHus: cHmKeHnue ypoBHs HDALC coxpansuiochk BILIOTh 70 102
Helenu (CKOPPEKTUPOBAHHOE Cpe/iHee U3MEHEHHE OTHOCUTEIHHO UCXOAHOTO ypoBHs: -0,61 % u
-0,17 % nns manarnudno3una 10 mMr u mianedo COOTBETCTBEHHO).

Ta6auma 1. Pesyabrarbl, noaydenubie uepes 24 mnegenn (LOCF') B muame6o-

KOHTPOJIMPYEMOM HCCJICI0BAHUH NMPUMECHECHUSA )lanar.nmb.ﬂmuﬂa B Ka4vyeCTBe

MOHOTepanuu
Monorepanus
HJanaraundaosun Inauedo

10 mr
N2 70 75
HbA1c (%)
Hcxoaublii ypoBeHb (cpeaHee) 8,01 7,79
M3MeHeHIe OTHOCHTEIBHO HCXOJHOTO YPOBHS® -0,89 -0,23
Pa3HOCTb OTHOCHTEJBHO MIAe60° -0,66*
(95 % A1) (-0,96, -0,36)
% mauueHTOB, AocTHrmmMx ypoBHs HbALC
<7%
3Ha4yeHne, CKOPPEKTUPOBAHHOE OTHOCHTEIHHO 08 3L
HCXOJJHOTO YPOBHS
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TTToCT EM-;,}EQEH&-L TE0003)
JManaraundgiosun IInane6o

10 mr
Macca Tena (Kr)
Hcxonnblii ypoBeHb (CpeiHee) 94,13 88,77
HM3MeHeHne OTHOCUTEILHO UCXOIHOI'O ypOBHSI3 -3,16 -2,19
Pa3sHOCTh OTHOCHTENIBHO UIAe6o0° -0,97
(95 % IN) (2,20, 0,25)

! LOCF: mepeHoC maHHBIX TOCIEAHErO (0 TPUMEHEHHS HEOTIOKHOW TEpamuu s NAlUEHTOB, Y
KOTOPBIX OHA MPUMEHSIIACH) HAOIIOICHHS BIIEPEI.

2 Bce paHJOMU3MPOBAHHBIE MALMEHTHI, TOJYYMBIIME HE MeHee | 03Bl MCCIELyeMOro Mpenapara B
JIBOMHOM CIICTIOM PEKUME B KPATKOCPOYHOM JIBOWHOM CJICIIOM IMEPHOJIE.

8 Cpenmee 3HaueHMe, pACCUMTAHHOE METOJOM HAWMEHBIIMX KBAJPaToB, CKOPPEKTHPOBAHHOE
OTHOCHTEIIBHO HCXOJHOTO YPOBHSI.

4p <0,0001 gus pasnuuus ¢ wianeoo.

5 BBI/I,Z[y BBIINNOJIHEHUA ITOCJIIEAOBATCIIBHOI'O CTATUCTHYCCKOTO aHaln3a BTOPUYHBIX KOHCYHBIX TOYCK

OLICHKY CTaTUCTUYECCKOM 3HAYMMOCTH HE MIpOBOJUNIIN.

KOM6MHMDO€CZHHLZ}Z mepanus

B uccnenoBanuu He MeHbIlel 3()(hEKTUBHOCTH C aKTUBHBIM KOHTPOJIEM MPOOIKUTENEHOCTHIO
52 "enenu (C IOMOJHUTENBHBIMU TIEPUOJIAMH JICYEHUS TPOAOIDKUTENBHOCTBIO 52 1 104 Henenn)
MPOBOAMIIM OLEHKY Janariau¢ro3rHa B KadyecTBE J00aBIEHUS K Tepaluu METGOPMHUHOM IO
CPAaBHEHHUIO C MPOHM3BOAHBIM CYJIb()OHUIMOUYCBHHBI (TJIIMIU3UI) B KavyeCTBE HO0aBICHUS K
Tepanuu MeT(OPMUHOM Y TAI[EHTOB C HeaJleKBaTHBIM KoHTpoJeM riukemuu (HDALC > 6,5 % u
<10 %). Ilo pe3ynpTaraM HCCIIEAOBAaHUS ObUIO TOKAa3aHO CXOJHOE CpelHee YMEHbILIECHHUE
ypoBHst HDALC OTHOCHTENBHO HCXOMHOTO YPOBHS BIUIOTH 10 52 HEACHH 10 CPAaBHEHHIO C
Tepanmued TIWIMHU3HIOM, YTO CBHUACTENBCTBYET O HE MeEHbIIEH A(PPEKTHBHOCTH Tepaniu
nanarnudiaosuHom (tabnuma 2). Yepez 104 Henmenn CKOPpPEKTUPOBAHHOE CpEIHEE M3MEHEHHE
ypoBHsi HDALC oTHOcHTENnbHO mMcxomHOTO YpoBHS coctaBmio —0,32 % ans nanarnuduio3uHa u
-0,14 % nmns roumusuga. Yepes 208 Hemenb CKOPPEKTHPOBAHHOE CPEIHEE M3MEHEHUE YPOBHS
HbAlc otHOocHuTenbHO HMcXoaHOTro ypoBHs coctaBmiio -0,10 % mis manarmudiosuna u 0,20 %
st rnunusuga. Yepes 52, 104 u 208 Hemenb CTaTHCTUYECKHM 3HAYUMO MEHBINAs OIS
nanuMeHToB B rpynne aanarnuduosuna (3,5 %, 4,3 % u 5,0 % coOTBETCTBEHHO), MEPEHECIA T10
KpallHe Mepe OJHMH AIHU30]] TUIOTIMKEMHH IO CpaBHEHMIO ¢ rpynmnoi rmummsuga (40,8 %,

47,0 % u 50,0 % cooTBeTcTBEHHO). J[0JIs1 MAIIMEHTOB, OCTABINUXCS B UCCIea0BaHuK yepe3 104 u
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208 nenens, cocraBuna 56,2 % u 39,7 % B 1jpynme ﬁﬂ{a'fnﬂ%ﬁ;éﬂﬁiﬁ'atwg@@%Tﬁ'%‘-4—,'@-% B

rpynne rvnu3uaa.
Tabnuua 2. Pesyabrarel, nmosydennbie 4epes 52 megeanm (LOCF!) B cpaBHHTeabHOM
HCCICI0BAHMN € AKTHBHBIM KOHTPOJIeM IO OLIeHKe A00aB/eHHsl AanariudJiosuHa u

IJIMIU3K/IA K Tepanum ¢ MeTGopMHHOM

IToxa3aTein Janaraudgio3un B I'nunun3ug B

no0aBJIeHHE K no0aBJIeHHE K
MeTGOPMHUHY MeTGOPMHUHY

N2 400 401

HbA1c (%)

Wcxonubiit ypoBeHb (CcpeaHee) 7,69 7,74

HM3MeHeHrne OTHOCUTEIBLHO UCXOIHOIO yp0BH}I3 -0,52 -0,52

Pa3HOCTh OTHOCHTENIBHO TEPAIMK TIIMITH3UI0M 0,00*

B COUETAHHH C MET(OPMHUHOM®

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

Macca reaa (Kr)

Wcxomublii ypoBeHb (cpenHee) 88,44 87,60
3MeHeHNe OTHOCHTENEHO HCXOHOTO YPOBHS —3,22 1,44
Pa3HOCTE OTHOCUTEIIBEHO TEpaIlu riIMnru3naomM _4’655

B COYETaHHH ¢ METHOPMUHOM®

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

1LOCF: MIEPEHOC JTAHHBIX MTOCIIEAHET0 HAOIOCHHS BIIEPE]I.
2 PanJOMU3UPOBAHHBIE M TOJTy4aBLINE JIEYEHHE NALUEHTHI ¢ HCXOMHOM OLIEHKON M KaK MHHMMYM OJHOM

OLIEHKOM 3(PEKTUBHOCTH MOCIE UCXOIHOTO YPOBHSI.

3 CpenHee 3HAYCHUC, PaACCYUTAHHOC MCTOJOM HAUMMCHBIINX KBaJApPaTOB, CKOPPCKTUPOBAHHOC

OTHOCHUTCJIbHO UCXOJHOT'O YPOBH:.

* He menbmas >GGeKTUBHOCTB M0 CPABHEHUIO C TEPANTMEN IIMIU3KIOM B COYETAHUH C METGOPMHUHOM.

5p < 0,0001.,

[lpumenenue panarnudao3suHa B KayecTBE JOOABIEHUS K Tepanmuu MET(GOPMUHOM,
[JIUMENUPUAOM, METQOPMHUHOM U MPOU3BOJIHBIM CYyJIb()OHUIMOYEBUHBI, CUTATIMIITUHOM (C
MeThOpPMUHOM WM 0€3 Hero) WM MpenaparoM HHCYJIMHA TPHUBEIO K CTaTUCTHUYECKU
3HaYMMOMY yMeHbleHHI0 ypoBHS HDALC uepe3 24 Henenu Mo CpaBHEHHUIO C IPUEMOM ILI1anedo
(p <0,0001; TabGmawuipl 3, 4 u 5).

Ymenbmenne yposas HbALc, nabaromaemoe uepes 24 Heleau, HOCHIO YCTONYNBBIA XapakTep B

HCCIIeIOBaHUAX 100aBieHus nanariaudio3uHa (K TIUMENUPUAY WM TpernapaTy WHCYJIHHA)
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COTJIACHO JAHHBIM, MOJYYEHHBIM BIUIOTH 10 48 HenenﬁW;&)—éﬂE};@%ﬁﬁ%ﬁiﬁq T@ 'I;'Ié}[enb

Tepanuu (mpemnapar uHcyiauHa). Yepes 48 Henenb nmpuMeHeHHs Manariudio3uHa B KayecTBe
no0aBJIeHUS] K TE€paluy CUTATIMIITUHOM (C METGOPMHUHOM MM 0€3 HEro) CKOPPEKTUPOBAHHOE
cpelHee M3MEHEHUE OTHOCUTEIbHO MCXOJHOIO YpOBHsS s Janaringio3uHa B jgo3e 10 mr u
miane6o coctaBuio -0,30 % u 0,38 % coorBeTcTBeHHO. B mccnenoBanuu mamariaudao3uHa B
KavecTBe J0OaBIICHHS K Tepanmud METPOPMUHOM yMmeHblneHue ypoBHs HDALC coxpaHsiioch
BIJIOTh 10 102 Henenu (CKOPPEKTUPOBAHHOE CPEIHEE M3MEHEHHE OTHOCHUTEIBHO HCXOIHOIO
ypoBHs: -0,78 % u 0,02 % nnst ganarnmudguoszuna 10 mr u mianedo coorBeTcTBeHHO). Yepes 104
HeJleNM MCCIeoBaHus Janariu@iao3uHa B KauecTBE J00aBlIeHUS K Tepaluu IpernapaTrom
MHCYJIMHA (B KOMOWHAIIMK C JOTOJHUTEIBHBIMH TUIOTJIMKEMUYECKUMH TpernaparaMu win 0e3
HHMX) CKOPPEKTHPOBAHHOE cpeiHee yMmeHblneHue ypoBHs HDALC oTHOCHTENBHO HCXOTHOTO
ypoBHs coctaBuio -0,71 % u -0,06 % nns nanarnudnosuna 10 mr u maanedo cOOTBETCTBEHHO.
UYepez 48 u 104 Henmenu y ManueHTOB, MONYyYaBIIMX Aamariuduo3nH B no3e 10 mr, moza
Ipernapara HMHCYJIMHAa OCTaBajach CTaOWJIBHOW IO CPaBHEHHIO C MCXOJIHBIM YPOBHEM U B
cpennem cocraBimsuia 76 EJll/cytku. B rpymme, momydaBmied roiame0o, HaOJIOAI0Ch CpeIHEe
yBenuueHue no3bl mpemnapara uHcyiauHa Ha 10,5 EJl/cytku u 18,3 EJl/cyTku OTHOCHTEIBHO
ucxonHoro ypoBHs (cpennss noza: 84 EJl/cytku u 92 EJl/cytkm) uepe3 48 u 104 Henenu
COOTBETCTBEHHO. J{0JI MalMeHToB, OCTaBIIMXCS B MccaenaoBanuu yepe3 104 nexenu, cocraBuia
72,4 % B rpymnme, nonydaBmed mamarnuduosuH 10 mr, m 54,8 % B rpynme, moirydaBoien

ianedo.

Tadoauuna 3. Pe3yabTarhl miane6o-KOHTPOJIMPYEMBIX HCCIeI0BaHMIT AanariaudJio3snHa B
KayvecTBe J00aBJIeHUs] K Tepanuu MeT(OPMHHOM WM CHTATJIUNTHHOM (¢ MeT(opMHUHOM

nin 0€3 Hero) NpoaoJKuTeAbHOCThIO 24 Hegean (LOCF?)

KomOununpoBannas repanus (100aBJjieHue)
Mergopmunt Huruéurop JIII-4
(cuTarunTHR?) £
merdopmun’
HanaraudJiozun Inanedo HanariaudJiozun Inanedo
10 mr 10 mr
N4 135 137 223 224
HbA1c (%)
Hcxonuplii  ypOBEHB 7,92 8,11 7,90 7,97
(cpennee)
H3menenue 0,84 0,30 —-0,45 0,04
OTHOCHUTEJIBHO
HCXOJHOTO  yPOBHS
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KomouHuposanhast reparnmsr (10oaknenire) J00-)
Merdopmun' Nurudurop AIII-4
(curarmnTun’?) +
merdopmun’
Janaraudgiio3un Iinanedo JanaraudJiozun ILinane6o
10 mr 10 mr
Pasuocth —0,548 -0,48°
OTHOCHTEIIHO
mane6o°
(95 % JAN) (-0,74, -0,34) (-0,62, -0,34)
0% mauMeHToB,
AOCTHTIIHX
YPOBHS
HbAlc <7 %
3Hauenue, 40,6 25,9
CKOPPEKTHPOBAHHOE
OTHOCHUTEIIbHO
HCXOHOTO YPOBHS
Macca teaa (Kr)
HcxonHblil ypoBEHb 86,28 87,74 91,02 89,23
(cpennee)
3smenenne —2,86 -0,89 2,14 —0,26
OTHOCHTEIILHO
MCXOJIHOTO YPOBHS"
PasHocTth -1,97% -1,898
OTHOCHTEIILHO
wamne6o®
(95 % 1) (2,63, -1,31) (2,37, -1,40)

JIIIT 4 — mumenTuaunenTuaasa 4.

1 Merdopmun > 1500 mr/cyTkn.

2 Curarymntud 100 mr/cyTku.

% LOCF: mnepeHOC MaHHBIX MOCIENIHETO HAONIONEHHS (10 NPUMEHEHHs HEOTIOKHOM TEpamuu JJist
NalMEHTOB, Y KOTOPBIX OHA MPUMEHSIIACH) BIEPEI.

Bce pangomMu3snpoBaHHBIC MALMEHTHI, MOTYYHMBIIME HE MEHee | J03bI MCCIEAyeMOTO Iperapara B
JBOWHOM CIIETIOM PEXUME B KPATKOCPOYHOM JIBOMHOM CJICIIOM TIEPHOJIE.

CpenHee 3Ha4YeHHWE, pACCYNTAHHOE METOJOM HAMMEHBIINX KBAApaToB, CKOPPEKTHPOBAHHOE

OTHOCHUTECJIIBHO UCXOJHOT'O YPOBH:.
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6

p < 0,0001 gns pa3auuus OTHOCUTEIBHO

TUINOTIIMKEMHUYCCKUM IIpEriapaToM.

7

TUINOTIIMKEMHUYCCKUM IIpEriapaToM.

COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.08.2024 N= 16359

repanun - i ixd66 L6 e oderaiin - EE‘;)%E)E%'HHM

p < 0,05 nmmg pa3muuus OTHOCHUTENBHO Tepaluyd IUTaled0 B COYETAHWH C IEepOpaIbHBIM

Ta6nuna 4. Pe3yabTarhl miaane00-KOHTPOJHMPYEMBIX HMcCIeI0BaHUi nanaranguosuHa B

KavyeCcTBe )IOGaB.]'IeHI/Iﬂ K Tepanum NPOU3BOJIHLIM ch'Ib(l)OHI/IJ'[MO‘leBI/IHLI (l".]'II/IMel'II/IpI/II[)

WIH MeT(OPMHUHOM M NPOU3BOAHBIM CYJb()OHUIMOYEBUHBI NMPOAOLKUTEIbHOCTbIO 24

He/eH
KomOunupoBannas repanus (100aBJjieHue)
IIpousBoaHoe ITpousBoaHoe
CyJIb()OHUIMOYEBUHBI CyJIb()OHUIMOYEBUHBI
(rmumenupu?) B COYETAHHH C MeT(hOPMHUHOM?
Janmaraudiiozun naunedo HanariaudJiozun Inaunedo
10 mr 10 mr
N3 151 145 108 108
HbAlc (%0)*
Hcxonuslii  ypOBEHb 8,07 8,15 8,08 8,24
(cpenuee)
H3menenue -0,82 -0,13 —0,86 -0,17
OTHOCHUTEJIBHO
MCXOJHOTO  yPOBHS®
PasuocTh -0,688 -0,698
OTHOCHTEJIBHO
nane6o°
(95 % IN) (-0,86, -0,51) (-0,89, -0,49)
% MalNMEeHTOB,
AOCTUTIINX
YPOBHS
HbAlc <7 %
3HaueHue, 31,78 13,0 31,88 111
CKOPPEKTHPOBAHHOE
OTHOCHUTEJIBHO
HCXOJIHOTO YPOBHS
Macca Tena (kr)
(LOCF)®
HcxonHbiil ypoBEHB 80,56 80,94 88,57 90,07
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Kom6uHupoBanias reparnis (Mo6asicnie)” 2o -]
IIpousBoaunoe IIpousBoanoe
CyJab(POHUIMOYEBUHBI CYJIb()POHUIMOYEBUHBI
(rmumenupun’) B COYETAHHH C MEeTPOPMHHOM?
Janaraudgiio3un Iinanedo JanaraudJio3zun Ilinane6o
10 mr 10 mr
(cpennee)
H3menenue —2,26 -0,72 -2,65 -0,58
OTHOCHUTEJIBHO
HUCXOIHOTO ypOBH;I5
Pasnocts —1,548 2,078
OTHOCHUTEIIBHO
mwiare6o°
(95 % JAN) (-2,17,-0,92) (2,79, -1,35)

! Tnumenupun 4 Mr/cyTkm.

2 MeTdopMuH (JIeKapCTBEHHBIE (POPMBI C HEMEJICHHBIM UM MPOJOHIHPOBAHHBIM BBICBOOOKICHHEM) B
no3e > 1500 Mr/cyTku B COYETaHHH ¢ MAKCUMAIIbHOM MEPEHOCHUMOH /103011 (JI0JKHA COCTaBIISTh HE MEHEe
MOJIOBUHBI MAaKCHUMaJbHOM [103b1) HPOM3BOAHOIO CYJIb()OHWIMOYEBUHBI B TEUYEHHE KaK MHHHMYM &
HeJZeNb A0 BKIIOYCHHUS B HCCIIEOBAHME.

8 PangomusnpoBaHHble U NOMy4aBUIME JICUCHHUE MAIIMEHThl C UCXOJJHOM OLIEHKON U KaK MUHHUMYM OJIHOM
OIIEHKOM 3()PEKTUBHOCTH OCIIE UCXOTHOTO YPOBHSI.

# Cron6upt 1 u 2 — anamu3 yposrs HbALc ¢ npumenenunem metona LOCF (cm. npuMedanue 6); cTon6mb!
3 u 4 — ananu3 yposus HbALC ¢ npumenennem merona LRM (cm. npumedanwue 7).

*CpenHee 3HAYEHWE, PACCUMTAHHOE METOJOM HAMMEHBLIMX  KBAJPaToB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIFHO UCXOJHOTO YPOBHSI.

6 LOCF: MEePEeHOC JaHHBIX MOCIeAHEro (TAIMEHTHI 0 IPUMEHEHISI HEOTJIOKHOW TEpaITHy) HaOIII0 ICHISI
BIIEpE/I.

" LRM: npoiosibHBIii aHAIIM3 TOBTOPHBIX M3MEPEHHMIA.

8p < 0,0001 mns pasnuuMs OTHOCHTENBHO TEPANMM IUIAE00 B COYETAHMM C MNEPOPATLHBIM(-H)

THITOTJTUKEMUYECKUM(-1) TIperapaToM(-amu).

Tabnumua 5. Pesyabrarbl, nosydenubie uepes 24 wemesm (LOCF!) B muaune6o-
KOHTPOJIMPYEMOM HCCJIEI0BAHUU Janarju@uio3uHa B KadecTBe KOMOMHUPOBAHHOM
Tepanuu ¢ UHCYJMHOM (B KayecTBe MOHOTEPANMHM WM B KOMOMHALMHM C MepPOPAJIbLHbBIMH

TUNOTJIMKeMUYeCKHMHU NpenapaTaMu)
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IokasaTenn TManarandinosun 10 M5 — '~ FHARTEG0 B KoMOHHAMHM ¢
KOMOWHAIIUM ¢ HUHCYJIHHOM | HMHCYJHHOM * NepopaJibHble
+ nmepopaJibHbIe THIOTJIMKEMUYeCKue
THIOIIHKEMHYECKHE npenaparbl’

npenaparbl’

N?2 194 193

HbAlc (%)

Hcxonnblii ypoBeHb (CpeiHee) 8,58 8,46

H3menenue OTHOCHUTEIBHO -0,90 -0,30

FICXOJTHOTO YPOBHS

PasHoCTh OTHOCHTEJBHO -0,60*

mwiare6o°

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

Macca teaa (kr)

Wcxonubiit ypoBeHb (CpeaHee) 94,63 94,21

H3MeHeHne OTHOCUTEIBEHO -1,67 0,02

FICXOJTHOTO YPOBHS

PasHoCTh OTHOCUTEIBHO -1,68*

mrane6o’

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

Cpennsisi cyTouHasi 1032

uncyauna (EI)°

Hcxonublii ypoBeHb (CpeiHee) 77,96 73,96

H3MeHeHne OTHOCUTEIHHO -1,16 5,08

FICXOJTHOTO YPOBHS

Pa3nocTb OTHOCHUTENLHO -6,23* 11,0

miane6o°

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

ITarueHTHI CO CHIDKEHUEM 19,7°

CpeaHen CyTOYHOM A03bI

WHCYJIMHA HE MEHEe YeM Ha

10 %

! LOCF: nepeHoC NaHHBIX MOCIEIHEr0 (0 WIM B JaTy HEPBOTO INOBBINICHHS 03l MHCYIMHA, HPH
HEOOXOMMOCTH ) HAOIOACHUS BIIEPE/T.

2 Bce paHIOMHU3MPOBAaHHBIE TAIUEHTHI, MOIyYMBLIIME HE MeHee | 103bl HCCIIELyeMOro IIpernapara B
JIBOMTHOM CJICTIOM PEKUME B KPATKOCPOYHOM JIBOMHOM CJICIIOM IIEPUOIE.

8 Cpemnee 3HaueHHWE, pPACCYMTAHHOE METOJOM HAMMEHBIIMX KBaJpaToB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJILHO MCXOJHOI0 YPOBHS M HAJTUUHUS NIEPOPATHHOIO THITOTJIMKEMHUYECKOT0 Mpernapara.

4p <0,0001 gust pa3nuuKs OTHOCHTENLHO TEPAIUK IIale00 B COUYETAHNU C HHCYJIMHOM £ II€pOpaIbHBIH
THITOTJIMKEMUYECKUH Mpernapar.

® p < 0,05 w1 pasmMuMs OTHOCHTENLHO TEPANUM TUIANE00 B COYETAHMH C MHCYJIMHOM + MEPOpPAIbHBIA

TUTOTJINKEMUYECKHH Ipermapar.
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® TloBblEeHne 10361 TIpenapaTa MHCY/IMHA (BKIKOU4s HHcyntﬂ'%gpg%gEﬂégglgﬂj %}Jﬂdg%ﬁﬂeﬁ

MPOJIOJDKUTENILHOCTH JICHCTBUSI M 0a3allbHBIA MHCYJIMH) JIOMYCKAIOCh TOJBKO B CIydae COOTBETCTBUS
MAIMEHTOB MPEIBAPHUTENLHO 33JaHHBIM KPUTEPHUSIM KOHIICHTPAIIMHU TIFOKO3bI B TJIa3Me HATOIAK.

" Ucxonno 50 % mNanmMeHTOB IOJTyYald MOHOTEPANMIO MpEemnapaTtoM HHCyuHa; 50 % IanueHToB B
JIOTIOJTHEHUE K TEPAIMK WHCYJIVMHOM MPHHUMAIN | WK 2 mepopabHBIX TUIOTITHKEMHYCCKUX Tpernapara;
u3 aroit rpynmsl 80 % mpuHUMaTH TONEKO MeTdopmuH, 12 % npuHUMan MeThOPMHH B KOMOHHAIIUH C
MPOU3BOJHBIM CYJIb(QOHHIMOYCBUHBI, a OCTAbHBIC NAIMEHTH TPUHUMANIN JpPyrue TepopabHbIC

THUIOTIIMKEMHUYCCKHUEC ITPEIiapaThl.

KOM6HHMDOSCIHHCZ}Z mepanusi ¢ Memd)ODMMHOM Y nayuermoe, panee He noayvasuiux mepanuro

B o6mieit cnoxuocTr 1236 manuentoB ¢ HeagekBaTHbIM KoHTposieM CJI 2 tuna (HbAlc > 7,5 %
u < 12 %), paHee HE MOJYYaBIINX TEPAITHIO, IPUHSIIN YYacTHE B 2 UCCICIOBAHUSIX C aKTUBHBIM
KOHTpPOJIEM HPOAOKUTEIBHOCTBIO 24 Helnenu AJid OUEeHKH 3(P(EeKTHUBHOCTH U 0€30MacCHOCTU
KOMOWHHUPOBAaHHOM Tepanuu Aanariaudao3uaoM (5 mr wim 10 Mr) B coueTaHun ¢ METPOPMHHOM
y NMalMeHTOB, paHee He MOJIyYaBIIUX TEPAIUIO, 10 CPABHEHUIO C MOHOTEpAIUEH.

Jleuenne namarnugiao3uHoM B 1o3e 10 Mr B komOuHamu ¢ mergopmunoM (B go3e 10 2000 mr B
CYTKH) 00ECIEeUYMJIO CTATHCTHYCCKH 3HaYynMMoe yiyuiieHue ypoBHs HDALC mo cpaBHeHHIO C
MoHOTepanuei (tabimua 6) u mpuBerao K Oosiee BBIPAXKEHHOMY CHUKEHHIO KOHIEHTpaluu
rimoko3bl B miasme Hatomak (I'TIH) (mo cpaBHeHuio ¢ MoHoTepamuei) M macchl Tena (Io

CPaBHEHHUIO C Te€panuend METPOPMUHOM).

Tabnuua 6. Pesyabrarel, nosydennbie 4epes 24 ueneam (LOCF!) B cpaBHuTeabHOM
HCCIeI0BAHMU € AKTHBHBIM KOHTPOJIEeM 10 OLeHKe KOMOMHHUPOBAHHOW Tepanuu

)IaHaFJII/I(l)JIO3I/IHOM H MeT(l)OpMI/IHOM Y NanueHTOB, paHEE HE MoJyHYaBIIUX TEPpanunuio

IHoka3zareanb Hanaraudgaosun | Janaraudgiosun | Merpopmun
10 mr B 10 mr
COYETAHUH C
MeT¢hOopMHHOM

N?2 2112 2192 208?
HbA1c (%)
Hcxonnblii ypoBeHB (CpeiHee) 9,10 9,03 9,03
Hsmenenue OTHOCHUTEIBLHO -1,98 -1,45 -1,44
FICXOJTHOTO YPOBHS®
Pasnocts OTHOCHUTEILHO -0,534
Tepanuy 1anarauduo3suHoOMS
(95 % 1) (-0,74,-0,32)
PasHOCTh OTHOCHTEJILHO -0,544 -0,01

Tepanuu MeThOPMHUHOM®

(95 % JI1) (-0,75, -0,33) (-0,22, 0,20)
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LLOCF: mepeHoc maHHBIX IOCIEAHEro (IO NPUMEHEHUS HEOTIOKHOM Tepanuu s IAlUeHTOB, Y
KOTOPBIX OHA IIPUMEHSIACH) HAOIFOIEHNS BIIEpe.

2 Bce paHIOMHU3HPOBAHHBIE MALMEHTHI, MOMYYMBIIME HE MeHee | J03bI MCCIELYEMOTro IIperapara B
JIBOWHOM CIIETIOM PEKUME B KPATKOCPOYHOM JIBOMHOM CIICTIOM TTEPHOJIC.

3

CpenHee 3HadeHHWE, pACCUNTAHHOE METOJOM HAaWMEHBIINX KBagpaTOB, CKOPPEKTHPOBAHHOE

OTHOCHUTEJIBHO UCXOOHOT'O YPOBHSI.

4p < 0,0001.

KOM6UHMD06aHHCl}Z mepanusi ¢ OKCEHAMUOOM NPOJIOHCUPOBAHHO20 6b1C60002icOeHUs

B 1BOMiHOM ciienoM MCCIIEOBAHUU C AKTUBHBIM KOHTPOJIEM IPOJOLKUTEIBHOCTBIO 28 HENEIb
CpaBHUBAIIN KOMOMHHMPOBAHHYI0  TEparuio nanariuIo3nHOM u JKCEHATHIOM
HPOJIOHTUPOBAHHOTO BbICBOOOXKIeHHs (aronuctom penentopoB [TIII-1) ¢ MoHOTepamueit
nanarin@iIo3MHOM W MOHOTEpanueil SKCeHAaTHIOM IPOJIOHTHPOBAHHOIO BBICBOOOKICHUS Y
HALUCHTOB C HEaJCKBaTHBIM KOHTPOJIEM IIIMKEMHHU Ipu MoHoTepanuu Merdopmunom (HbALc
>8% u < 12 %). Bo Bcex rpymmax jedeHHs ObLIO OTMEYEHO cHMkeHue ypoBHs HDALC mo
CpaBHEHHIO C MCXOJHBIM YpOBHEM. B rpymme KoMOMHUPOBAaHHOW Tepanuu nanarin(io3HHOM B
no3e 10 Mr m sKceHaTHIOM MPOJOHTUPOBAHHOTO BBICBOOOXKIAECHMS OBUIO IMOKa3aHO OoJjee
BBIp@KEHHOE CHIKeHHe ypoBHsS HDALC OTHOCHTENBHO MCXOAHOTO YPOBHS IO CPAaBHEHHIO C
MOHOTEpanuenl Janariu@o3uHOM M MOHOTEpanmueil SKCeHaTHJIOM IPOJIOHTHPOBAHHOIO

BBICBOOOK IeHMsI (Tabuma 7).

Tabauua 7. Pe3yabTaThl HCCIeI0BAHMSA TEPANUH JANATIME(IO3MHOM H 3KCEHATHIO0M
NPOJIOHTHPOBAHHOIO BHICBOOOK/IEHUS 110 CPABHEHHMIO C MOHOTepanueil fanaran@aosuaom
U MOHOTepamMeidl 3KCEHATHJAOM INPOJOHIMPOBAHHOIO BbICBOOOXKIEHHS] (MALMEHTHI
NOMyJIAMA ¢ Ha3HayeHHbIM JiedeHueM (ITT)) B komOmHamum ¢ MeT(HOPMHUHOM

NMPOA0JIKMTEIbHOCTHIO 28 Heeslb

Ioka3zarennb Janmaraudio3un JanaraudJio3zun JKCeHATH
10 mr 1 pa3 B cyTKH 10 Mr 1 pa3 B | MpOJIOHTHPOBAHHOTO
B KOMOMHAIIMH C CYTKH B BLICBOOOKICHUSA
IKCEHATHIOM KoMOuHamum ¢ | 2 mr 1 pa3 B Hee/110
NPOJIOHTMPOBAHHOIO | miaanedo 1 paz B B KOMOMHaLMH ¢
BbICBOOOKICHUS HeeJ10 miane6o 1 pas B
2 mr 1 pa3 B HeieJ110 CYTKH
N 228 230 227
HbA1c (%)
HUcxonusrii YPOBEHB 9,29 9,25 9,26
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IMoka3aTesb JManaraugaosdu | Janarmidpaosda [= B 5kcémarn’
10 mr 1 pa3 B cyTkH 10 mMr 1 pa3 B | MPOJIOHTHPOBAHHOIO
B KOMOMHALIMH € CYTKH B BBLICBO0OKIEHUA
IKCEHATHIOM koMOuHamuu ¢ | 2 mr 1 pa3 B Helles110
NMPOJIOHTHPOBAHHOIO | TWianedo 1 pa3 B B KOMOMHAIIUU C
BBICBO0OKICHUS Hea eI mianeoo 1 pa3 B
2 mr 1 pa3 B HeJ1eJI0 CYTKH
(cpennee)
H3MeHeHne OTHOCHUTEIBLHO -1,98 -1,39 -1,60
HCXOIHOTO ypoBHs!
Cpennsis ~ pa3HOCTb B 0,592 -0,388

W3MEHEHUU OTHOCHUTEIHHO
UCXOJHOIO YPOBHS MEXKIY
KOMOMHHPOBAaHHOM

Tepanvedl W  Tepanuei

OJIHUM IIpCIiapaToOM

(-0,84, -0,34) (-0,63,-0,13)
(95 % JAN)
% NAIIUEHTOB,
JOCTHTIIHX YPOBHSA 447 19,1 26,9
HbAlc <7 %
Macca Tesa (kr)
HcxonHblil ypoOBEHb 92,13 90,87 89,12
(cpemnee)
HN3MeHeHne OTHOCHUTEIBLHO -3,55 2,22 —1,56
HCXOIHOTO yposHs!
CpenHsis  pa3HOCTh B -1,332 —2,00?

U3MEHEHUN OTHOCUTEJIBHO
HCXOJTHOTO YPOBHSI MEXKIY
KOMOWHUPOBaHHOM

Tepanued U Tepanuein

OIHHUM IIp€rapaToMm

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

N — kommaecTBo marueHToB, [V — moBepUTENBHbIN HHTEPBAI.

! CkoppeKTHpOBAHHBIE CPEHHUE 3HAUECHHS, PACCIUTAHHBIE METOIOM HAMMEHBIINX KBAPATOB, U Pa3HOCTh
B M3MEHEHHH OTHOCHTEIILHO MCXOJHOTO YPOBHS uepe3 28 Helelb CMOJIEIIMPOBAHBI C UCIIOJIb30BAaHHEM
MOJENN CO CMemaHHeIMH d(hdektamu s TOBTOPHBIX u3Mmepenwmii (MMRM), koropas BKiIrouana
BapUaHT TEpPaIH, PETHOH, cTpaty ucxoanoro ypous HbALc (< 9,0 % umu > 9,0 %), Henento eueHus U

BBHHMOHCﬁCTBHe «Tepanurdg-HCACISD» B KAYCCTBC MOCTOSAHHBIX 3HAUCHUN M 3HAUCHHC HUCXOOHOI'0 YPOBHS B
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Ka4CCTBC KOBApPHUATHI.

2, < 0,001,

$p <0,01.

Bce 3HaYeHHS P CKOPPEKTHPOBAHBI C OMPABKOil HA MHOXKECTBEHHOCTb.

B cratucTHyecKkmii aHAIM3 HE BKIIOYAIM H3MEPEHHs, TONydeHHBIE TOCIe TPHMEHEHHS HEOTIOKHOM

TEpaIum, a TAaKXKe TOCIIe MPEKICBPEMEHHOTO TIPEKpaIlIeHus] TPHEMa HCCIIEAyeMOTo Iperapara.

Konyenmpayus enoxo3svl 6 niazme namowjax

[Ipumenenue nanarnuduosuHa B no3e 10 Mr B KadecTBe MOHOTEpAanuu MWJIM B KauecTBe
no0aBlIieHUS] K Tepanmuu METPOPMHHOM, TIUMENHPUIOM, METQOPMHHOM W MPOU3BOIHBIM
CyJIb(OHUIMOYEBUHBI, CUTATTUNTUHOM (C MeTGOpMHHOM WM 0€3 HEero) Wi IpenapaToMm
WHCYJIMHA MIPUBENO K cTaTucTHuecku 3HaunMoMmy cHuxkenuto ['TIH (ot —1,90 no —1,20 MmMounb/n
[oT —34,2 mo —21,7 mr/nn]) mo cpaBHeHuto ¢ miamnebo (ot —0,33 mo 0,21 Mmons/n [oT —6,0 10
3,8 mr/mn]). Drtor »ddext HaOmomancs uepes | HEACTIO JICYCHHUS M COXpaHsUICS B
UCCIIEIOBaHMSIX, IpoAosbKaBIuxcs 10 104 Henenb.

KomOunupoBannas tepanus jgamariddiaosuHoM B go3e 10 Mr u  dKCEHATHAOM
MPOJOHTHPOBAHHOTO BBICBOOOXKICHUSA TMPHUBOJAWIA K CTATUCTUYECKH 3HAYMMO OOIbIIEMY
camwkennto ['TIH gepes 28 wemens nedenus: —3,66 Mmoiw/n (—65,8 Mr/mi) mo cpaBHEHHUIO C
—2,73 mmonb/n (49,2 wmr/mpn) B rpymie MoHoTepanuu ganarimudiaosuaom (p < 0,001) wu
—2,54 mmonb/n (45,8 Mr/amn) B rpymnie MoHoTepanuu skceHatiaoM (p < 0,001).

B crenuanbsHOM HccienoBanuy y namuentos ¢ CJ[ 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 m?
Tepanus ganariauduo3uHoM npuBena kK cHwkenuto ['TIH yepes 24 nemenu: —1,19 mmons/a (—
21,46 mr/mn) nio cpaBuenwuio ¢ —0,27 mmons/n (—4,87 mr/m) B rpyme miamne6o (p = 0,001).
Konyenmpayus 2nioko3vl 6 niazme nocie npuema nuwju

[Tpumenenue nanarnudiao3nHa B o3e 10 Mr B kadecTBe 100ABICHUS K TEPANUU TITHMETTUPUIOM
MPUBOJMIO K CTATHCTUYECKH 3HAUMMOMY CHIDKEHHUIO KOHIIGHTpAIMH TIIOKO3bI yepe3 2 daca
IIOCJIE MTpUeMa MUK Yepe3 24 HeAeln JeYeHMs], KOTOPOE COXPAHSIIOCh BILUIOTh A0 48 Henenu.
[Tpumenenue nanarnudguo3nHa B 1o3e 10 Mr B kauecTBe J00aBICHUS K TEPANlUU CUTATTUITHHOM
(c MmeTpopMHHOM MK O€3 HEr0) MPUBOAMIIO K CHIDKEHHUIO KOHIIEHTPAIIMH TIIIOKO3bI Uepe3 2 Jaca
nocJje mpueMa MuIy yepes 24 HeJelu JISYSHUs, KOTOPOe COXPAHSIIOCh BILIOTH 10 48 HeAemH.
KomOunupoBanHass Ttepanus jganariudiao3sMHoM B go3e 10 Mr u  IKCeHaTHAOM
NIPOJIOHTUPOBAHHOTO BBICBOOOKACHUSI TPUBOAMIA K CTAaTUCTHYECKH 3HAYUMO OOJbIIEMY
CHIIKEHUIO KOHLIEHTpAlMu TJIIOKO3bl uepe3 2 yaca Iocje MpueMa NUIM 4depe3 28 Henelnb
JICYCHHMS TT0 CPABHEHUIO C MOHOTEPAHEN KaX/IbIM MIPErapaToM B OTJEIbHOCTH.

Macca mena
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[Ipumenenue namarnudiao3una B goze 10 mr B cagecTBS E%@%ﬁ¥%ﬁ%é—r&)%§ﬁom

TIIAMETIAPUIOM, METGOPMHUHOM W TPOU3BOIHBIM CYIb()OHWIMOYECBHHBI, CHTATJIUIITUHOM (C
MeTpopMUHOM WM 0e3 Hero) WM IpenapaTaMd HWHCYJIWHA TNPUBOIMIO K CTATHCTUYECKH
3HAYMMOMY CHIDKCHHMIO MacChl Tejia depe3 24 memenu (p < 0,0001, tabmuusr 3 u 4). Dt
3 ¢eKThl HOCHIIM YCTOMYUBBIA XapaKTep B JOJITOCPOUYHBIX HccieaoBaHusaX. Yepes 48 Hemenb
pPasHOCTh 3HAYEHUH, TIOJyYEHHBIX B Tpymne A00aBleHUs Aanarauduio3uHa K Tepanmuu
CUTArJTUNTHHOM (C MeT(HOPMHUHOM WJIM O€3 HEro) W B TPyMIIe, MOTyYaBIlIel mianedo, CoCTaBuiia
—2,22 kr. UYepe3z 102 Hemenum pa3HOCTh 3HAYCHHWH, MOJYYCHHBIX B Tpymme g00aBIICHHS
nmanariaudio3uHa K Tepanud MeTQOPMUHOM WM B TpyIIe, MoiydaBiieil ruiane6o, U pa3HOCTh
3HAYeHHUH, TOJYYCHHBIX B TpymIe Jo0aBieHus Aanariugio3nHa K TEpanud WHCYJIMHOM H B
rpyIiIe, moxy4aBiiei mianedo, cocraBmina —2,14 kr u —2,88 K COOTBETCTBEHHO.

[Ipy mpuMeHeHHWH B KadecTBe A00aBICHUA K Tepanmuu MeTHOPMUHOM B HCCIEAOBAHUU HE
MeHbIIeH 3)PEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM Janarin(io3uH MPUBOIUI K CTATUCTUYECKU
3HAUMMOMY CHM)KEHMIO MAacChl Te€Jla IO CPaBHEHUIO C NMPUMEHEHHEM Iiunu3uja (Ha —4,65 kxr
yepe3 52 memenmu [p < 0,0001, tabmmma 2], koropoe coxpansuioch depe3 104 u 208 Hemens
(5,06 kr u —4,38 KI COOTBETCTBEHHO)).

[Ipumenenue nanarnudno3uHa B no3e 10 Mr B KauecTBE KOMOWHUPOBAHHOW Tepamuu ¢
HKCEHATHJIOM NPOJOHTMPOBAHHOIO BBICBOOOXK/IEHUSI MPHUBEIIO K CTaTUCTUYECKHM 3HAYMMO
0oJbIIEMY CHMKEHHMIO MacChl T€la MO CPaBHEHHUIO C MOHOTEpanuedl KaXAbIM IpenapaToM B
oTAeabHOCTH (Tabnuia 7).

B wuccnenopanuu c¢ yvactuem 182 mamumentoB ¢ CJI 2 Tuma c HUCHOJIB30BaHHUEM
JIBYX3HEPreTH4eCKON PEHTTEHOBCKOM a0CcOpOIIMOMETpUH ISl OLIEHKH KOJMYECTBEHHOT'O COCTaBa
Tela MPOJOJKUTENBHOCThIO 24 HeAenu 1O JIaHHBIM H3MEPEHHUH C HCIOJIb30BAaHUEM
JBYXOHEPTreTUYECKONH PEHTTEHOBCKON aOCOpOLMOMETpUH MPU MPUMEHEHUH Aanarivudio3uHa B
noze 10 mMr B codyeraHuu ¢ METGOPMHUHOM IO CPAaBHEHHUIO C Ianedo B KOMOMHAIIMU C
MeTGOPMUHOM OBLIO MOKa3aHO, COOTBETCTBEHHO, CHID)KEHHE MAacChl Tella M KMPOBOM Macchl
TeNa, a He MOTepsl MBIIIEYHON MacChl WM JKUJKOCTH. B moauccienoBaHuy ¢ UCIOJIb30BAaHUEM
MarHUTHO-PE30HAHCHOW ToMorpaduu TpPHUMEHEHHE Janariudo3uHa B KOMOWHAIMH C
MeTHOPMHUHOM MPOBOAMIO K KOJTHMYECTBEHHOMY YMEHBIIICHHIO BHCIIEPAILHON KUPOBOM TKaHU
110 CPaBHEHUIO C MPUMEHEHUEM II1ale00 B KOMOMHALIUN C MET(GPOPMUHOM.

Apmepuanvroe dagnenue

Ha ocHoBanuu ananusa oObeIWHEHHBIX JAHHBIX 13 M1ae00-KOHTPOIUPYEMBIX HCCIIEIOBAHMIA
M0 3apaHee MPEAyCMOTPEHHBIM MEPEMEHHBIM uepe3 24 Heaenu Tepanuu Janariu(io3uHoM B
no3e 10 Mr OBUTO MOKa3aHO M3MEHEHHME CHUCTOJIMYecKoro aprepuanbHoro nasieHus (CAJl) na

-3,7MMm pT. cT. 1 amacronmveckoro aptepuanbHoro naenenus ([JAJl) ma —1,8 mm pr. cT.
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OTHOCHTENBHO HCXOIHOTO YPOBHS 10 cpabHeHmio ¢ msMetfetren-CAN a2 0.5 v Pid-dr. u

JAJT va —0,5 MM prt. cT. B rpymnme, noiay4asmeil miane6o. CxonHbie M3MEHEHUsT HAOIIOAAINCh
BILTOTH 10 104 Hexenu Tepanumu.

Kom6unupoBanHnas tepanus nanarindiao3uHoM B go3e 10 Mr B KOMOMHAIIMU C SKCEHATUIOM
MPOJOHTUPOBAHHOTO BBICBOOOXKIEHUS MPHUBOJAMIA K CTaTHUCTUYECKH 3HAYUMO OOJbIIeMYy
camxkennto CAJl uepe3s 28 wHemens (4,3 MM pT. CT.) [0 CpPaBHEHUIO C MOHOTepanuei
namarmagiaosuaom  (-1,8 mm pr. cr.,, p<0,05 u MoHOTepamueld IKCEHATHIOM
MIPOJIOHTUPOBAHHOTO BBICBOOOXAeHU (—1,2 MM pT. cT., p < 0,01).

B 2 nnane60-KOHTpOIHPyEeMbIX UCCIETOBAHUIX MPOAOIKUTEIBHOCTRIO TI0 12 Hefenb, B o0mei
cinoxHocTd, 1062 maumeHta ¢ HeagekBaTHbIM KoHTposieM CJI 2 Tuma u aprepuaibHOU
THIEPTEH3UN (HECMOTPS Ha MPEIIECTBYIONIYI0 CTa0MIbHYO Tepanuio HHruoutopom AIID nmm
BPA B onmHoM uccnemnoBanuu u MHruoutopom AII® wmm BPA B coderanwu ¢ emie OJHUM
AHTUTUIIEPTCH3UBHBIM  IpEMapaToM B JAPYrOM  HCCIEAOBAHWU) TMOJNydYaldd  TEpamHio
nmanarnuduosuaoM B o3¢ 10 mr mmm mmane6o. Yepes 12 Hemens B 000MX HCCIICIOBAHHIX
npuMeHeHne gamarauduiosyHa B go3e 10 Mr B COYETaHMHM CO  CTaHIAPTHOMU
POTHBOIMA0CTUUECKON Teparuel mpuBeno K yay4uiienuio ypoBas HbALC u cumwkenuo CA/I,
CKOPPEKTUPOBAHHOMY € y4eToM Iianedo, B cpeaneM Ha 3,1 u 4,3 MM pT. CT. COOTBETCTBEHHO.

B crenmaneHOM HccnenoBanny y namuentos ¢ CJI 2 tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 M2
yepe3 24 Henmenu Tepamnus aanaraudio3uHoM mpuBena K cHkeHnio CAJl B MONMOKEHUN CUIA:
—4,8 MM PT. CT. IO cpaBHEHUIO ¢ —1,7 MM pT. cT. B rpymie miarebo (p < 0,05).

Koumponw enuxemuu y nayuenmog ¢ HapyuieHuem OYHKYuu nodex cpeoHell cmenenu majcecmu
(xponuueckas 6onezns novex cmaouu 34, pCK® > 45 u < 60 ma/mun/1,73 m?)

D¢ dexkTuBHOCTH Aanariudio3nHa Oblia OlIEHeHA B CIIEUATbHOM HUCCIEA0OBAaHUH Y TIAIMEHTOB C
CJI 2 tuma ¢ pCK® > 45 u < 60 ma/mun/1,73 M? ¢ HealeKBaTHEIM KOHTPOIEM TTIMKEMHH TIPH
cTaHAapTHOM JiedyeHuH. Tepanus ganariniIo3uHOM TpUBeNa K yMeHblneHuto ypoBHs HbALC u
Macchl Tejla o CpaBHEHHIO ¢ uTaredo (Tadiuiia 8).

Ta6auua 8. Pe3yabTaThl, MoJiydeHHBbIe 4yepe3 24 Heldeld B NJIale00-KOHTPOJIHPYEMOM
Hce/IeI0BAHMN NIpUMeHeHus Aanariaudgao3suna y nanueHToB ¢ C/I 2 tuna ¢ pCK® > 45 u

< 60 ma/mun/1,73 m?

Nanaraudguiosunt 10 mr Iiaue6o?
N? 159 161
HbA1c (%)
WcxonHblii ypoBeHb (CpeaHee) 8,35 8,03
HN3MeHeHne OTHOCUTEIBHO HCXOIHOTO -0,37 -0,03
YpPOBHs
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Pa3HOCTh OTHOCHTEIBHO ILIae60? —U,gtiﬂ”' IELUBATENBAUL TE UUUS)

(95 % AN) (-0,53, -0,15)

Macca tena (kr)

HcxonHbiit ypoBeHb (CpeaHee) 92,51 88,30
W3menenue (%) OTHOCHUTEIILHO -3,42 -2,02

HCXOIHOTO yPOBHS®

Paznocth B W3MEHEHUH (%) —1,434
OTHOCHTENBHO T11a1e60°

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

! Merpopmun umu MeThOpMUHA THAPOXJIOPHA BXOAWIM B CTaHAAPTHYH Tepamuio 69,4 % u 64,0 %
MAIMEHTOB B TPYIIE, MOMyYaBmield manariauguo3ud B go3e 10 Mr, U B rpymme, moxy4aBiiei mameoo,

COOTBCTCTBCHHO.

2 CpeI[HCC 3HAUYCHHUEC, pPACCUUTAHHOC MCTOJAOM HaWMMCHBIINX KBaJApaTOB, CKOPPEKTUPOBAHHOC

OTHOCHUTCJIbHO UCXOJHOT'O YPOBH:.

3 OnpeneneHo Ha OCHOBAaHUM CPCAHETO 3HAYCHUA, PACCUUTAHHOI'O MCTOAOM HAMMCHBUIIUX KBAaApaToB,

CKOPPCKTUPOBAHHOT'O OTHOCUTCIIBHO UCXOAHOI'O YPOBHA.

4 p<0,001.

Tayuenmoi ¢ ucxoonvim yposnem HbALlc >9 %

Ha ocHoOBaHuu aHanM3a JaHHBIX MAlMEHTOB ¢ UcXoaHbiM ypoBHeM HDALC > 9,0 % mo 3apanee
IPEIyCMOTPEHHBIM TEpEMEHHBbIM Tepanus Janaringiao3uHoM B jno3e 10 mMr mpuBoauia K
CTATHCTUYECKH 3HAYMMOMY yMeHbIeHHt ypoBHs HDALC uepe3 24 Hemenu MpUMEHEHHUS B
Ka4ecTBE MOHOTEpanuM (CKOPPEKTHPOBAHHOE CpelHEee W3MEHEHHE OTHOCHUTEILHO HCXOJHOTO
ypoBHs: —2,04 % u 0,19 % s nanarmudiao3uHa B g03e¢ 10 Mr u mianedo COOTBETCTBEHHO) U
npu 100aBJIEHUM K Tepanmud MeTPOPMHHOM (CKOPPEKTUPOBAHHOE CpeaHee HW3MEHEHHe
OTHOCUTENBHO HcxogHoro ypoBHs: —1,32% u —0,53 % s nanarmuduosuHa u miane6o
COOTBETCTBEHHO).

Cepoeuno-cocyoucmule u noueuHwvle UCX00bl

HccnenoBanue BIUsHUS Janaraudio3nHa Ha cepraedHo-cocyaucteie ucxoasl (DECLARE) —
MEXIYHApOJHOE  MHOTOLEHTPOBOE  PAaHIOMHU3MPOBAHHOE JIBOMHOEe  ciiemoe  ruiarebo-
KOHTPOJIMPYEMOe KIIMHUYECKOE MCCIIEOBAaHNE IS OTPEICTICHNS BIMSHUS Aanariudio3nHa Ha
CEep/ICYHO-COCYIUCTBIC HCXOJBl NpU €ro ao0aBI€HMHM K TeKymled O0a30BOM Tepamuu 110
cpaBHeHHMIO ¢ Tmane6o. Y Bcex mnamueHtoB Obut CJI 2 tuma m gmbo aBa u Oonee
JIOTIOJTHUTENBHBIX (PAKTOPOB pHCKAa Pa3BUTUSL CEPIACUYHO-COCYAUCTOro 3abosieBaHUs (BO3pact

>55 et y MyX4uH Wik > 60 JieT y JKeHIIWH W OJWH WK 0oJiee W3 CIEAyroNuX (PaKkTopoB:
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CepAeYHO-COCYIUCTOE 3a00IeBaHHE.

N3 17160 pangomMu3upoBaHHBIX HanueHToB y 6974 (40,6 %) ObLTO THArHOCTUPOBAHO CEPACUHO-
cocyaucroe 3abonesanue, a y 10186 (59,4 %) takoBoe orcyrcTBoBajo. B oOmieil cioxxHocTu
8582 manmenTa ObITM PaHJIOMU3UPOBAHBI B TPYMIy MPUMEHEHHS Aanariudiao3uHa B q1o3e 10 mr,
a 8578 mamueHToB — B Tpynmy Iuianedo; MeauaHa JUIMTeIbHOCTH HaOMIoAeHus cocTtaBuna 4,2
roja.

Cpennuii BO3pacT NalyMeHToB UccleyeMon nonysinuu coctaBui 63,9 rona, 37,4 % nauueHToB
ObLTH JKeHCKoro mosia. B obOmieit cioxHoctn 22,4 % mamueHnToB crtpananu CJI 2 Tuna Ha
IpOTsKEHUH < 5 JeT, cpeansis nponospkutenbHoctb CJl 2 tuna cocrasuia 11,9 rona. Cpennee
3Hauenue yposHs HbALC cocrasnsano 8,3 %, cpenaniit UMT — 32,1 xr/m?.

Hcxoano y 10,0 % narueHToB B aHaMHE3€ OTMEUalach cepliedHasl HeIOCTaTOYHOCTh. CpemHsis
pCK® cocraBuna 852 wn/mun/1,73 M2 Y 7,4% mnaumentoB pCK® Obuia MeHee
60 m/mun/1,73 M2 Y 30,3 % namueHToB Habmioganach MHKPO- HJIM MaKpoanbOyMHHYpHUs
(cootHomienue anbOymun/kpeatnau B Moue (A/Kp moun) > 30 u < 300 mr/r wim > 300 mr/t
COOTBETCTBEHHO).

Wcxoano Oombiias dYacth manudeHTtoB (98 %) mosdydand  OAMH WM HECKOJIBKO
MPOTUBOIMA0CTUYCCKUX MpenaparoB, Bkiodas MmeTdopmuH (82 %), mpenaparbl HWHCYJIMHA
(41 %) u npousBoaHbIC CyIbHOHMIMOUCBHHBI (43 %).

[lepBuuHble KOHEYHBIE TOUYKH BKJIIOYATW BpeMs IO Ppa3BUTHS TEPBOTO  SBICHUS
KOMOMHHPOBAHHOW KOHEYHOW TOUYKH, BKJIIOYABIIEH CMEpPTh MO MPUUYUHE CEPACYHO-COCYTUCTON
MATOJIOTUH, HH(DAPKT MUOKAp/Ia WU HINEMUYCCKUI HHCYJIBT (OCHOBHBIC CEpPACUHO-COCYTUCTHIC
COOBITHSI), a TAaK)KE BPEMsI IO Pa3BUTHUS NIEPBOTO SBICHUS KOMOWHUPOBAHHOW KOHEYHOW TOYKH,
BKJIIOUABIIECH TOCMUTAIM3AIMIO0 IO TMOBOAY CEpPACYHON HEJOCTAaTOYHOCTH WM CMEpPTh IO
MPUYMHE CEPJICYHO-COCYAUCTOTO 3a0o0NieBaHUs. BTOpUYHBIE KOHEYHBIE TOUYKH BKIIOYAIN
KOMOMHHPOBAHHYIO KOHEYHYIO TOUKY MTOYCUHBIX HCXOJIOB M CMEPTh I10 JIFOO0H TpUUHHE.
OcHosHble cepOeyHo-cocyoucmole coObLMus

Hanarmugnosun B no3e 10 Mr mnpoaeMOHCTPUpPOBAT HE MEHbBIIYI 3()PEeKTUBHOCTH TIO
CpPaBHEHHMIO C TIUIanebo0 B OTHOIIEHHMH KOMOWHUPOBAHHOW KOHEYHOM TOYKH, BKJIIOYAIOIIEH
CMEpTh 10 MPUYHUHE CEPJICTHO-COCYIUCTON MATOJNOTUN, HHPAPKT MUOKAP/Ia WIIH UIIEMHYSCKUAN
uHCYIBT (ogHOCTOpOHHEE 3HaueHue p < 0,001).

Xponuueckasn cepoeunas He0OCMamo4HOCMb U CMepPMb N0 NPUYUHE CepPOedHO-COCYOUCTNOU
namono2uu

Hanarmmdguos3ud B 103e¢ 10 Mr mpoIeMOHCTPUPOBAIT MPEBOCXOJICTBO TI0 CPAaBHEHHIO C TuTarebo B

MNPEIOTBPALICHUN  MEPBUYHOW  KOMOMHHMPOBAHHOW  KOHEYHOW  TOYKH,  BKJIIOYAIOIICH
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FOCTIUTAIM3AIUIO 110 TOBOLY CEPJEYHOI Helo ATOUHOCTIT ﬁ:ﬂg%ﬁf:‘Bnglﬁ%;J@&ﬁﬁ%ﬁHo-

cocyaucroil matosoruu (pucyHok 1). Pasmuuume addexra Tepanuu ObUIO JOCTUTHYTO 3a CUET
TOCHUTATM3AIMA 110 TIOBOJIY CEPJICYHON HEAOCTATOYHOCTH 0€3 pa3Ninuus B OTHOUICHUH CMEPTH
0 TIPUYUHE CePACUHO-COCY/IMCTOMN MATOIOTUH (PUCYHOK 2).

[IpeumymiecTBo Tepanuu Janariu(iIo3MHOM IO CpPaBHEHHIO C IU1anedo HabIroaanocs y
NAIMEeHTOB C JAMAarHOCTHPOBAHHBIM CEPAEYHO-COCYIHMCTHIM 3a0osieBaHMEM U 0e3 TaKOBOIO, C
UCXOIHOW CepJCYHOM HEJOCTaTOYHOCThIO WM 0€3 TakoBOW, M OBUIO COMOCTAaBUMBIM B

KJIFOYEBBIX MOATPYIINax, BKIOYas Bo3pact, o, pyHkuro nouek (pCKD) u peruon.

Pucynok 1. Bpemsi 10 nepBoii rocnutajau3anuu Mo MOBOAY CepAeYHOH HeI0CTATOYHOCTH

HJIN CMEPTH 110 NIPUIUHE Celee‘-lHO-Cocy)II/ICTOﬁ naToJorum

I'pynna seuenns R 7
----- Janaraudnosun
ITnaueto

7

KoHeuHo# Toukn (%)
(3] o

IMauuenTsl, y KOTOPLIX GbLIH

3APETHCTPHPOBAHDBI SABJICHHN
KOMIIOHEHTOB KOM&MIIHPOBII"IO“

5 = r Janaramdaoiun B

OP (95% JIH): CpaBHeHHH c_n.uueﬁo
0.83(0.73, 0.95)

I | I I | " ! 1
0 6 12 18 24 30 36 42 48 54 60

Mecsitibi MOCE PARIOMM3A LMK

IMauueHTHI TPYNNBI PHCKA

Hanarnmudnoszun: 8582 8517 8415 8322 8224 8110 7970 7497 5445 1626
[Tnane6o: 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573

«lTanmeHTHI rpynmsl pUCKa» O3HAYAET KOJIMYECTBO NALMEHTOB I'PYIIIBI pUCKa B HA4YaJle IEPHO/Ia.
OP — orHOmIEHME pHUCKOB, J{M — 1OBEpUTENBHBIN HHTEPBAL.

PesynbTaThl, moOMyueHHBIC AN MEPBUYHBIX M BTOPUYHBIX KOHEYHBIX TOYEK, IMOKA3aHbI Ha
pucynke 2. IlpeumyimiecTBo Tepanmuu ganarauiIO3MHOM TI0O CpaBHEHHMIO ¢ IUianebo B
OTHOIIIEHUH OCHOBHBIX CEPJICUHO-COCYAMCTBIX COOBITUM TIOKa3aHo He ObLI0 (p = 0,172), B cBsA3M

C dYeM COrjacHO METOJMKE TPOBEACHHS TOATBEPKAAONINX WCIBITAHUA HCCIICTOBAHUS
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KOMOWHUPOBAHHONW KOHEYHOM TOYKH TMOYECUHBIX I/ICXOHSQ ﬁjﬁ%ﬂg%g Trﬂ)gqf;lléé HE

BBIITOJIHAJIN.

PI/IcyHOK 2. 3q)q)eKT JIEYHCHUHA B OTHOIICHUHU NMEPBUYHBIX KOM6I/IHI/Ip0BaHHbIX KOHCYHbIX

TOYCK U MX KOMIIOHCHTOB, 4 TAK/KE€ BTOPUYHBIX KOHCYHBIX TOYEK U UX KOMIIOHCHTOB

Janarsmdaosnn Ilaauebo OtHomenue
n (%) n (%) puckos (95% 3nauenne
(N=8582) (N=8578) JIN)

"CpBM‘IHHC KOHEYHbIC TOUKH ‘

locnuTaan3anus no nosoay
cepaeuHoi

HEA0CTATOUHOCTH/CMEPTH 110 e ‘ 417 (4.9) 496 (5.8) © 7%'83 95) 0,005
NPHYHHE CEPACYHO-COCYAHCTOMH RIS
NaToJI0ruu
KomOuunpoBannas KoHeyHas
TOYKA, BKJIIOYAOMAN CMEPTH N0 0.93
NPHYHHE CEPACUHO-COCYAHCTOIO 756 (8,8) 803 (9.4) © 84. 1.03) 0,172
3aboaieBanus/undapkr o
MHOKAPAA/MIEeMHYECKHIT HHCYJILT
KoMnoHeHTbl KOMOHHHPOBAHHBIX }
KOHEYHbIX TOYEK
locnuranusaums no nosoay 212 (2 0,73
CepPACYHON HE0CTATOYHOCTH B ‘ s AM2) (0,61, 0,88) S
CMepThb N0 NPHYHHE CepeYHO- ’ 0,98
cocyancToro 3ab01eBaHus —a— 245(2)9) 249(2.9) (0,82, 1,17) 0,830
Wudapkr muokapaa . 393 (4.6) 441 (5,1) © 707’8?0” 0,080
HimeMuyeckuii MHCY IbT —4— 235(2,7) 231 (2,7) © 811.()1' 21 0916
Bropuunbie KOHEYHbIE TOUKH ‘
KomOunupoBannas KoneyHas
TOYKA NOYEYHBIX HCX010B 0,76
KoMnoHeHTsl KOMOMHHPOBAHHO#M - ‘ @3 430/5.9) (0,67,0,87) <Hi
KOHEYHON TOYKH MOYEUHbIX HCXO/I0B:
Yeroitunsoe cHmkenne pCK® = l 120 (1,4) 221 (2,6) © 4(;‘53 67) < 0,001
TepmuHanbhas craams o 0,31
NOYEYHON HEIOCTATOYHOCTH | SRl L (0,13, 0,79) Qa3
CMepTh BCIIEACTBHE | 0.60
OCJI0KHEHHIH CO CTOPOHBI - | 6(<0,1) 10 (0,1) © 72‘ 1.65) 0,324
1noYeKk SR
Cmeprsb no s1060ii npuunne 4% 529 (6,2) 570 (6,6) © 8(3’.913 04) 0,198
B nonw3y nanarnugnosuna J B nons3y nnauebo
T T T T T E Tt
02 04 06 08 112 16

KomOnHMpoBaHHass KOHEYHAass TOYKA TIOYEYHBIX  HMCXOJOB  BKIIIOYACT:  yCTOWYMBOE
noaTeepkaenHoe cHikeHne pCK® wa > 40 % mo pCK® < 60 mu/mumn/1,73 M2 u (umm)
TEPMUHAIBHYIO CTAJMIO MMOYEYHON HEAOCTATOUHOCTH (auanu3 > 90 nHell WM TpaHCIUTaHTaIHs
TIOYKHM, yCTOWUMBEIH MOATBEp K AeHHKIH yposens pCK® < 15 mu/mun/1,73 M%), u (unm) cMepTh
BCJIE/ICTBHE OCJIOKHEHHM CO CTOPOHBI MOYEK WJIM CMEPTh MO MPHUYMHE CEePAECYHO-COCYIUCTOTrO
3a00JIeBaHMUA.

3HayeHUs1 p SBIAIOTCSA JIBYCTOPOHHMMHU. 3HAYCHHMS P I BTOPUYHBIX KOHEYHBIX TOYEK H

OTACIBHBIX KOMIIOHECHTOB SBJIAKOTCA HOMUWHAJIBHBIMU. BpeMH J0 PasBUTUA NIEPBOI0 ABJIICHUA
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KOMOMHHMPOBAHHON KOHEYHOI TOYKM aHAIU3MPDBAIN &EB%%B&EQ%&JWE&E%Q&%&{HX

puckoB Kokca. KonnuecTBo nepBhIX SBICHHUH MO OTIEIHHBIM KOMIIOHEHTAM KOMOWHHPOBAHHOU
KOHEYHON TOYKH SIBJISICTCS (PaKTUICCKUM KOJMYECTBOM IEPBBIX SBICHHUIA KaXKIOTO0 KOMIIOHEHTA
U HE CYMMUPYETCS C KOJTMYECTBOM SIBJICHUI B KOMOMHUPOBAHHOM KOHEYHON TOUKE.

JAWN — noBepuTeIbHBIA UHTEPBAI.

Hegpponamus

Tepanus gamarmugIO3MHOM TPUBOAMIA K CHI)KCHUIO YaCTOTHI SIBICHUH KOMOWHHPOBAHHOU
KOHEYHOM  TOYKM, BKJIOYAIOLIECH IMOATBEpKICHHOE ycToWuuBoe cHmwkeHue pCKO,
TEPMHUHAIIBHYIO CTaJUI0 IMOYEYHOW HEAOCTATOYHOCTH, CMEpPTh BCJEACTBUE OCIOKHEHUH CO
CTOPOHBI [TOYEK WJIM CMEPTH 10 MPUUUHE CEPACUHO-COCYAUCTOro 3aboneBanus. PazHuna mMexay
rpynmnamMu Obuia O0YyCIIOBJIEHA CHIDKCHHEM YHUCIa SBJICHHN KOMIIOHEHTOB KOMOWHUPOBAHHOM
KOHEYHOM TOYKM IIOYEYHBIX HCXOJIOB, BKJIIOUawlled ycroiuuBoe cHuxkeHne pCKO,
TEPMHUHAIIBHYIO CTaJUI0 MOYEUYHON HEJOCTAaTOYHOCTU M CMEPTh BCIEACTBHE OCIOKHEHUU CO
CTOpOHBI TI0YeK (pucyHOK 2). OtHomenue puckoB (OP) mo Bpemenn 10 pa3Butusi HepomnaTiu
(ycroitunBoe camxenue pCK®, tepmuHanbHas cTaaus MOYEYHOM HEJTOCTATOYHOCTH WM CMEPTh
BCJIE/ICTBUE OCIIO)KHEHHUH €O CTOpoHBI mouek) coctaBuio 0,53 (95 % JU: 0,43, 0,66) ans
nanariaudo3uHa Mo CpaBHEHHIO C Maneoo.

Taxxke Tepanusa nanaraugIO3WHOM CHHYXKala PUCK HOBBIX CIIy4aeB pPa3BUTHS YCTOMYMBON
ansoymunypun (OP: 0,79 [95 % JIN: 0,72, 0,87]) u npuBoauIa K 60see BRIpaKEHHON perpeccuu
makpoansoymunypuu (OP: 1,82 [95 % JIU: 1,51, 2,20]) no cpaBHeHUIO ¢ 11anedo.

XpoHnuueckas cepOeunas He0OCmMamo4HoCb

Uccnedosanue DAPA-HF: xponuueckas cepoeunas HeO0OCmMAmoOYHOCb CO  CHUMNCEHHOU

dpaxuyue svibpoca aesozo dceryoouxa (PBJDK <40 %)

HccnenoBanue panarnuduo3nHa M OPEAOTBPALICHUsS HEOJIAaronpHsATHBIX HMCXOJIOB MpH
cepaeuHOn HEOCTaTOUYHOCTHU (DAPA-HF) —  MEXIyHapoJHOe MHOT'OLIEHTPOBOE
PaHIOMHU3HPOBAHHOE JIBOMHOE CIIENOE IIAe00-KOHTPOIMPYEMOE HCCIeIOBAaHNE Y TTAIIEHTOB C
XpoHHYECKOH  cepaeunoii  Hemoctarounoctbio (-1 QyHKIHMOHAIBHBIN  Kiacc 1O
kiaccuduramun NYHA) cOBJIK < 40 % — npoBOIMIN ¢ LENbI0 YCTaHOBUTH d(P(PEKTUBHOCTD
nanaryiniao3uHa 0 CPaBHEHUIO C TUIAe00 B OTHOIIEHUH CHUKEHHS pUCKa CMEPTHU O MPUYUHE
CepACYHO-COCYTUCTOTO 3a00JIEBaHUS M YXYALNICHUS TECUEHHS CEPJICYHON HETOCTATOYHOCTH TPH
no06aBiieHnH nanariaudo3uHa K CTaHIapTHOM Teparuu.

N3 4744 naunenToB 2373 nauueHTa ObUIM PaHIOMU3UPOBAHBI B IPYIITY JanariuQo3uHa B 103€

10 mr, a 2371 nmanueHT — B rpynmy Iuianedo; Meauana HaOIroAeHus cocTaBuia 18 mecsies.
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OBLIIM MYCKOTO I10J1a.

Hcxonno 67,5 % manmuentoB Obutn otHeceHsl Ko |l kimaccy mo NYHA, 31,6 % — x Il kinaccy u
09% — x IV kmaccy. Memnana ®BJIK cocraBmiia 32 %; B 56 % cinydaeB cepaedHas
HEJIOCTaTOYHOCTh MMeJIa HIIEMUYECKYIO STHOJIOTHIO, B 36 % — HEUIIIEMUYECKYIO STHOJIOTHIO U B
8 % — HeusBecTHYIO STHOJOTHIO. B kaxmoil rpynme nedenuss 42 % NalMEHTOB HUMENIU B
anamueze CJl 2 Ttuma, eme 3 % MaUMEHTOB B KaXIOW TpymIe JeYeHHs ObUIM OTHECEHBI K
nanuentam ¢ CJI 2 tuma Ha ocHoBanuu ypoBHs HDALC > 6,5 %, 3aperucTpupoBaHHOTO Kak MpH
BKIIIOYCHUU B KCCJICIOBAHUE, TaK U NPU paHAOMU3anuK. [laliMeHThl Mmojdydyaliu CTaHIapTHYIO
tepanuto: 94 % namuento ¢ CZl 2 tuna nomyvanu tepanuro uHruouropamu AIlD, BPA nm
AQHTMOTCH3MHOBBIX PEIENTOPOB U HenpwinduHa uHruouropom (11 %), 96 % mnonyyanu Oera-
anapeHoOnokaTopel, 71 % — OmoKaTopel MHHEPATOKOPTUKOMJHBIX pernentopoB, 93 % —
JTYPETUKH; y 26 % ManueHToB ObUT MMILIAHTUPOBAHHBIN KapIOBepTEP-aePUOPHILIATOP.

B wuccnemopanue 6bUM BKIOYeHHl marmenTsl ¢ pCK® > 30 wma/mun/1,73 M?> Ha MOMEHT
prmodenns. Cpexuss pCK® cocrapuna 66 mn/mun/1,73 M2 V 41 % nanuentos pCK® 6bia
menee 60 mu/mun/1,73 M2, y 15 % mauuentoB — meHee 45 mi/mun/1,73 M.

CM@DI’}’lb no npu4uHe cepdelmo-cocyducmoeo 3abonesanus u VXVOW@HM@ me4eHuA xpOHMU@CKOZZ

cepoeynoll HedoCmamoyHOCmu

Janarnuguo3uH MpoAEMOHCTPUPOBAI  MPEBOCXOJCTBO IO CpaBHEHHMIO C Iuianedo B
MPEIOTBPALICHUH TEPBUYHON KOMOWHUPOBAHHOW KOHEYHOM TOYKH, BKIIOYAIOIIEH CMEPTh IO
IIPUYMHE CEPJAECYHO-COCYAUCTONM IMATOJIOTHM, TOCHUTAIM3ALMIO 110 IIOBOAY CEpPACYHOU
HEJIOCTAaTOYHOCTH WJIM AKCTPEHHOE OOpallleHue 3a MOMOIIBI0 B CBA3U C YXY/AIICHUEM TCUCHHS
cepaeunoit Hemoctarounoctu (OP: 0,74 [95% JU: 0,65, 0,85]; p < 0,0001). Dddekr
HaOJTF01aJICSI B CAaMOM Havalie ¥ COXPAHSJICS Ha MPOTSHKSHUH BCETO MCCIICIOBaHUS (PUCYHOK 3).

Pucynok 3. Bpemsi 10 mnepBOro AOCTHKeHHSI KOMOMHMPOBAHHON KOHEYHOH TOYKH,
BKJIIOYAIOLEH CMEPTH 10 NPUYUHE CePAeYHO-COCYAMCTON MATOJOTMH, TOCTIMTAJTU3ANHUIO 110
MOBOJY CepPAEYHOI HEJOCTATOYHOCTH MJIM IKCTPEHHOe o0palieHHe 32 IOMOIUbLIO B CBS3M C

yXyALIEeHHEeM TeYeHHUsl CepAeYHONH HeJ0CTATOYHOCTH
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(O0CNENCBATENBHOCTE 0003)
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o ’.‘ Jlanarimgi03un B cpaBHeHHH ¢ nuaunebo
OP (95% JIN): 0.74 (0.65,0.85) 3nauenne p <0.0001
e T T T T T T T T T
0 3 6 12 15 18 21 24

Mecsiubl nocjie paHAOMH3AUHH

IMauueHTHI TPYNNBI PHCKA
Hamarmudmnosun: 2373 2305 2221 2147 2002 1560 1146 612 210
[Tnanebo: 2371 2258 2163 2075 1917 1478 1096 593 210

OKCTpeHHOe OOpalleHue 3a IOMOIIbI0 B CBS3M C YXY/JIIEHHEM TEUeHHUs CepleuHOM
HEIOCTaTOYHOCTH OBUIO OIPENENEHO KaK CpPOYHOE BHEIUIAHOBOE OOCIEOBAHUE BPauOM,
HalpuMep, B OTJAEJICHUN HEOTJOKHOM IMOMOIIM, BBI3BAHHOE YXYJILIECHUEM TEUEHHs CEpACHHOU
HE/I0CTaTOYHOCTH, KOTOpoe TpeOyeT jeueHus! (IOMUMO TOJIbKO MOBBIMIEHHS 1035l MIEPOPATBHBIX
JINYPETUKOB).

«lTanmeHTHI rpyNmbl PUCKa» 03HAYAET YKCIIO MAIMEHTOB TPYMIBI PUCKA B HAYAJIE MEPHUOJA.

Bce Tpum kommoHeHTa NEpBUYHOM KOMOMHUPOBAHHOM KOHEUHON TOYKHM MO OTAEIbHOCTH
BHOCWJIM BKJIAJ B 3PQeKT edyeHus (pucyHok 4). 3aperucTpupoBaHO HECKOJIBKO SKCTPEHHBIX

O6p21H.[CHPII>i 34 IOMOMIBIO B CBA3U C YXYAIICHUCM TCUCHUA CGp,Z[C‘lHOfI HEAO0CTAaTOYHOCTH.

Pucynok 4. DddexT jJedyeHUsi B OTHOIIEHHH NMEPBUYHOII KOMOMHMPOBAHHOH KOHEYHOM

TOYKH, e¢ KOMIIOHCHTOB, a4 TAKKe CMEPTH 110 JII000H NpUYNHe
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[Nokasarenu

KomOGuuupoBaHHas KOHeYHas TOuKa,
BKJIKOYAIOLIAS CMEPTH 110 NPHYHHE
CEPACYHO-COCYIMCTOTO 3a601IeBaHK,
FOCIUTAIH3AUMIO N0 NOBOJLY Cep/ACHHOM
HEIOCTATOMHOCTH HIIH YKCTPEHHOE
obpatieHne 3a NOMOLIBIO B CBA3H C
YXY/ULECHHEM TEHECHHS CEPACHHOI
HEJI0CTATOYHOCTH

I'ocnuranu3aums no noBoy
CEPACYHON HEJOCTATOMHOCTH

DKCTpeHHOE OdpaleHHe 3a -
NOMOILLIO B CBA3H C

YXY/UIEHHEM TEYCHHS

CepACHHOI HEJ0CTATOYHOCTH

CMepTh N0 MPHYMHE CEPACYHO-
COCYZIMCTOro 3a60/1eBaHNs

Cwmepts no moboit

OP

(95 % 1N)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 08.08.2024 N= 16359

llauuc:llTbl.I:_l'-LI;‘I‘(l)‘-[;L-lLI%fgx;: BATENBHOCTE 0003 )

3aperuCTpHpOBaHbl ABJICHHSA
KOMITIOHCHTOB KOM6HHHpOBaHMOr|

KOHEYHON TOYKH (4acToTa ABJICHMIA)

Jlanarandnosuu
(N=2373)
386 (11.6)

231 (6.9)

10(0.3)

276 (7.9)

[Tnaue6o
(N=2371)

502 (15.6)

318(9.8)

23 (0.7)

273 (7.9)

329(9.5)

OTHo1IeHHE

PHCKOB

(95 % J11)

0.74 (0.65, 0.85)

0.70 (0.59, 0.83)

0.43 (0.20, 0.90)

0.82 (0.69, 0.98)

0.83 (0.71,0.97)

3HaueHue p

<0.0001

<0.0001

0.0213

0.0294

0.0217

NPpHYHHE

0.5 08 1

1.25 2

B noas3y
Aanariauiosnta

B nosb3y
niauebo

OKCTpeHHOe OOpalleHHe 3a IOMOIIbI0 B CBS3M C YXY/JIIEHHEM TEUeHHUs CepleuHOM
HE/IOCTaTOYHOCTH OBbUIO OIpeNeNeH0 KaK CpPOYHOE BHEIUIAHOBOE OOCIIEeJOBaHUE BpauoM,
HalpuMep, B OTJAEJICHUN HEOTJOKHOW TMOMOIIM, BBI3BAHHOE YXYJILIEHUEM TEUYEHHs CEPACHHOU
HEJ0CTaTOYHOCTH, KOTOPOE TpeOyeT JeueHus (IOMUMO TOJIBKO MOBBILIEHHS 103bI IEPOPAIbHBIX
JTUYPETUKOB).

KonnuectBo mepBbIX SIBIEHUI MO OTAEIBHBIM KOMIIOHEHTaM KOMOMHHMPOBAaHHOW KOHEUHOM
TOYKU SBISETCA (DPAKTUYECKHM KOJHMYECTBOM IMEPBBIX SBIECHUH Ka)XKJOr0 KOMIIOHEHTa M He
CYyMMUPYETCS ¢ KOJIMYECTBOM SIBJICHUN B KOMOMHHPOBAHHOW KOHEYHOM TOUKE.

YacTtoTa BO3HUKHOBEHHS SIBICHHUN NPEICTaBICHA KAaK YHCIO YYAaCTHUKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO  SIBJIGHUE KOMIIOHEHTOB KOMOMHHMPOBAHHOW KOHEYHOM TOUYKM, Ha
100 nmarueHTO-J1eT MoCIeAYIOIEro HabmoJeHHS.

3HaueHus p JUIs OTAEIbHBIX KOMIIOHEHTOB KOMOMHMPOBAaHHONW KOHEYHOM TOYKHU M CMEPTU IO
000 MPUYKHE SIBISIOTCS HOMUHAJIbHBIMU.

[Ipumenenne manarnugiao3uHa TAKXKe MPUBOJMIO K CHIDKEHHIO OOILEro KOJHYECTBA CIIydacB
TOCHUTAIM3AIMHU 110 TOBOAY CEPJACUYHOM HEOCTATOYHOCTH (TIEPBHUYHON U MIOBTOPHOM) U CMEPTH

M0 MPUYUHE CEPJCYHO-COCYIUCTON maTojoruu: 567 ciiydaeB B rpymrne nanariugio3uHa Io
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CpaBHEHUIO ¢ 742 ciaydassMu B rpyrime 1iamne6o (omocﬂﬁ%'rirrgggé‘eﬁﬁg%#y[@g %ﬂﬂt' %)',65—

0,88]; p=0,0002).

[IpeumymiecTBO Tepanuu JanariuIo3WHOM HAOMIONANOCh y MAIMEHTOB C  CepAeYHOU
HepoctaToyHocThio ¢ CJl 2 Tuna u 6e3 takoBoro. [Ipumenenue nanarnudiao3uHa IPUBOIUIO K
CHI)KEHMIO YacTOTHI MEPBUYHON KOMOMHUPOBAHHON KOHEYHOM TOUKH, BKIIOYAIOIICH CMEPTh 110
IPUYMHE CEPAECYHO-COCYJUCTOM MAaTOJOIMM, TOCHUTAIM3ALUI0O [0 IOBOJLY CEplIeYHOMU
HEJIOCTATOYHOCTH WJIM SKCTPEHHOE OOpallleHHe 3a MOMOIIbIO0 B CBSI3U C YXYAILICHHUEM TEUCHUS
cepaeuyHoi HegocraTouyHocty y nanueHtoB ¢ CJ[ 2 tuna (OP: 0,75 [95 % JU: 0,63, 0,90]) u Ge3
takoBoro (OP: 0,73 [95 % JIU: 0,60, 0,88]).

[IpenmyIecTBO Tepanmuu aanarid(iIo3UHOM [0 CPAaBHCHHIO C IUTAe00 B OTHOIICHHH
MEPBUYHON KOHEYHOW TOYKH OBUIO COMOCTABHMBIM B JPYTHX KIFOYEBBIX MOATPYIIAX, BKIIIOYAS
COIYTCTBYIOIIYIO TEPAIUIO CEePIEeYHON HeAaocTaTroyHocTH, PpyHkuuio mnouek (pCKD), Bospacr,
MIOJT U PErHOH.

Ucxo0, coobwaemvlii nauueHmami: CUMNIMOMbL XPOHUYECKOU cepOeyHoUu HedoCmamoyHoCcmu

O ekt neyenns ganarauIO3MHOM B OTHOIICHHH CHUMIITOMOB CEpACYHOW HEIOCTATOYHOCTH
OLIEHUBAJIM C TOMOIIbI OOIIEro mokaszarenast cUMOTOMOB 1o KaH3acCcKOMy ONpPOCHHKY MAJIst
6osbHBIX Kapauomuomnatreln (KCCQ-TSS), KoTOphIii MO3BOJSIET MPOBOIUTH KOJHMYSCTBEHHYIO
OILIEHKY YacCTOTHI U TSDKECTH CHMITTOMOB CEpICYHON HEIOCTaTOYHOCTH, BKIIFOYAsl yTOMIISIEMOCTb,
nepudeprudyeckue OTEKH, OJBIIIKY U OPTONHO3. 3HaYeHUs MokaszaTens BapbupytoT ot 0 mo 100,
npuyeM 6osiee BBICOKHUI 0alljl COOTBETCTBYET JIyUIlIEMY COCTOSIHUIO 3/J0POBBSI.

Tepanuss nanarnu@ao3MHOM TPUBOAMIA K CTaTUCTUYECKH 3HAYMMOMY M KIMHUYECKU
3HAYMMOMY IPEUMYIIECTBY MO CPABHEHHUIO C IUIANe00 B OTHOIICHHH CHUMIITOMOB CEPISYHON
HEJOCTAaTOYHOCTH, oleHuBaeMbIX 1o m3MeHeHUI0o KCCQ-TSS uwepe3 8 mecsiieB OT MCXOIHOTO
ypoBHs (BeposiTHOCTH mpeumymiecta: 1,18 [95 % JU: 1,11, 1,26]; p < 0,0001). Yacrora u
TSOKECTh CUMIITOMOB BHECHIM BKJIAJ] B PE3yJbTaT, MOJTYYEHHBIH MO 3(p(PEeKTHBHOCTH TEepamum.
[MpenmyniecTBO HAOIFOAATIOCH KaK B YIYUYIIEHUN CHMIITOMOB CEPJCYHON HEIOCTATOYHOCTH, TaK
U B IIPEIOTBPAIICHUH YXYAIICHUS CUMITTOMOB CEpACYHON HETOCTATOYHOCTH.

[Tpu ananm3e MaHHBIX PECIIOHJCHTOB JOJS MAlMEHTOB C KJIMHUYECKH 3HAYMMBIM YIIydIlIeHHEM
KCCQ-TSS uepe3 8 mMecs1ieB IO CpaBHEHHUIO C UCXOAHBIM YPOBHEM (KOTOPOE OIPEesAIoch KakK
5 u 6onee OamioB) ObUIA BBINIE B TPYIINE J€UEHUS Janaringio3MHOM 0 CPaBHEHUIO ¢ TPYMIIOH,
nosy4aBiiet miane6o. Jlojis ManuMeHTOB C KIMHWYECKH 3HAYMMBIM YXYIIICHHEM (KOTOPOE
OTIpeNeNsIoch Kak 5 u Oosnee 6amuioB) ObUIa HUKE B TPYIIE JICYCHUS JANariugIo3nNHOM IO
CpaBHEHHMIO C TpYyMIOH, mosyuaBiied ruiane6o. [IpenmmymiecTBa Tepanuu ganarin@iIo3MHOM
COXPAHSUIUCh TIpU TNPUMEHEHUU OoJiee JKECTKUX IOpPOrOBBIX 3HA4YE€HUH Uil OOJbIINX

KJIMHHYCCKH 3HAYMMBIX U3MEHEeHHMH (Tabima 9).
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Taoauna 9. KoJu4ecTBo M J0JI1 MAallUEHTOB| C mun&ﬂié&ﬁgéﬁﬁﬁﬂ%%l}aﬂ{é}?hm

YXyaAlmeHuemM oﬁmero nmoxasarejss CMMIITOMOB 110 KaH3acc1c0My OIMPOCHUKRY NJIA 00JILHBIX

KapAuoMHonaTuel yepes 8 mecsiten

H3menenue Janmaraudiao3un ITInameodo
OTHOCHTEJILHO 10 mr nt =2062
HCXOHOI0 n! = 2086
YPOBHSsI yepe3
8 mecsieB
Yayuwenue n (%) ¢ n (%) ¢ OTHoueHue 3nauenne p°
yJaydiieHuem? yJIydnIeHnem? mancos®
(95 % JIH)
> 5 6amios 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06, 1,22)
> 10 Gaos 689 (33.0) 579 (28.1) 113 0,0018
(1,05, 1,22)
> 15 6amios 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01, 1,19)
Yxyowenue n (%) ¢ n (%) ¢ OTtHouleHue 3nauenne p°
yxyamenuem* yxyamenuem* mancoB®
(95 % JTH)
> 5 Gamios 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78, 0,89)
> 10 6amon 395 (18,9) 506 (24.5) 0,85 <0,0001
(0,79, 0,92)

! Yucno manmentoB ¢ 3apeructpupoBaHHbiM 3HaueHneM KCCQ-TSS win manuMeHTOB cO CMEPTENbHBIM
HCXOJIOM /IO OKOHYaHUS 8§ MeCSIEeB JICUCHHS.

2 Ypcso NalMeHToB, Y KOTOPBIX HAaOMIOAAI0Ch YIIydlleHHe He MeHee 4eM Ha 5, 10 mmm 15 6amios 1o
CPaBHEHMIO C MCXOIHBIM YPOBHEM. 3HAYECHHMS JJIsl MALMEHTOB CO CMEPTENBHBIM UCXOJIOM /10 OKOHYAHUS
YKa3aHHOTO [IE€pHO0Jia BPEMEHU COOTBETCTBYIOT OTCYTCTBHIO YITYUIIICHHS.

3 Ipu yydIueHHM OTHOIIEHHE IIAHCOB > | 03HAYaET MPEMMYLIECTBO TEPANMM JANariu(IO3MHOM B J103€
10 wmr.

* Yypcno manmveHToB, y KOTOPBIX HAOMIONATOCH yXyJAIIEHHE He MeHee 4eM Ha 5 wim 10 GamioB mno
CPaBHEHMIO C MCXOIHBIM YPOBHEM. 3HAYEHHUS JUIS NALMEHTOB CO CMEPTENBHBIM UCXOJIOM /10 OKOHYAHUS
YKa3aHHOTO [IEPU0JIa BPEMEHU COOTBETCTBYIOT YXYAIICHUIO.

5 [Ipu yXy/lIEHUH OTHOIIEHHE MAHCOB < | 03HAYaEeT MPEMMYIIECTBO TEPAIMM JANarIu(IO3MHOM B J103€
10 wmr.

®3nauenns p ABISIOTCS HOMUHATBHBIMH.

Hepponamus
Beu10  3aperucTpupoBaHO HECKONBKO SBICHUH KOMIIOHEHTOB KOMOWHHPOBAHHOW KOHEUYHOM
TOYKM TIOYEYHBIX MCXOJ0B (MOATBEp)KICHHOE YycToWunBoe cHmxkeHne pCKD > 50 %,

TEPMHUHAJIbHAsA CTaausd IMOYCIHOM HEAOCTAaTOYHOCTHU HWJIM CMEPTH BCICACTBUC OCJIOKHEHUM CO
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CTOpPOHBI TIOYEK); YacTOTa sIBJICHUM cocTaBuia |,2 % B fﬁ%ﬁ&%é%ﬂﬁ%'ﬁ%‘é&ﬁ@ﬁ@?m u

1,6 % B rpynme, moxy4aBimiei miamneoo.

Hccneoosanue DELIVER: xponuueckas cepoeunas neoocmamounocms ¢ @®BJDK > 40 %
Ouenka nanarnudao3vHa A YIYYIIEHUS KayecTBa KU3HU MAalMEHTOB C XPOHHYECKOH
CepAECYHON HEIOCTaTOYHOCTRIO C coxpaHeHHOM (pakimueir BoiOpoca (DELIVER) -
MEXIYHApOJAHOE  MHOTOILIGHTPOBOE  PaHJAOMHU3MPOBAHHOE JABOWHOE  clemoe  Iutanebo-
KOHTPOJIMPYEMOE MCCIICJIOBAHKUE Y TAIIMEHTOB B Bo3pacte > 40 neT ¢ XpOHUYECKOW ceplIedHon
uenocratouHocThio (kaace -1V mo NYHA) ¢ ®BJIXK > 40 % u npusHakaMd CTPYKTYpPHOTO
3a0oneBaHusl cepila, KOTOpOE MPOBEIH JUIsl OMpeeNieHUs BIMSHHS Aanariudio3uHa Io
CPaBHCHHMIO C IUTAe00 HA YAacTOTy CIydaeB CMEPTH IO MPHYMHE CEePACYHO-COCYTUCTOU
MATOJIOTUH M YXYIIICHUE TCUCHUS CEPICUHON HEIOCTATOYHOCTH.

N3 6263 nmanuentoB 3131 manueHT ObUT paHAOMHU3UPOBAH B rpynmny ganariuduosuna 10 mr, a
3132 nanuenta — B rpynmy Iuiane0o; MeIuaHa MPOJIOJDKUTEIBHOCTH HAONIOICHUS COCTaBMIIA
28 mecsneB. B wuccrnenoBanue Brmouwmu 654 (10 %) nammeHTa ¢ MOIOCTPOM CepACYHOM
HEJOCTAaTOYHOCThIO (T.€. PaHIOMHU3HPOBAHHBIC BO BpEeMs TOCIUTAIM3AIMU 110 TIOBOAY
Cep/ICYHON HEAOCTATOYHOCTH WK B TeueHue 30 qHel mociie BRIMUCKU U3 ctanroHapa). CpenHuid
BO3pacT MAalMEHTOB HCCIEAyeMOM MOMyNIsAluud cocTaBul 72 roaa, 56 % manueHToB ObLIN
Myskckoro mnoja. McxomaHo 75 % manuenTtoB 0butn oTHeceHHI Ko I kmaccy mo NYHA, 24 % — x
Il xkmaccy n 0,3% — x IV kmaccy. Meanana ®BJDK cocraBuna 54 %. ¥V 34 % mnauueHToB
OBJIXK cocraBuna < 49 %, y 36 % — 50-59 % un y 30 % — > 60 %. B kaxnoii rpynne nedeHus y
45 % mnanuentoB B aHamHeze Obul CJ[ 2 Tuma. ba3zoBas Tepamus BKIOYalla MHTUOUTOPHI
AII®/BPA/aHrnoTeH3MHOBBIX PELIEITOPOB M HENMPHIN3UHA UHTUOUTOP, OeTa-aapeH00I0KaTOPhbI
(83 %), muypetuxu (98 %) u GI0KATOPHI MHHEPATOKOPTHKOMIHBIX perentopoB (43 %).

Cpennsas pCK® cocraBuma 61 wmu/mun/1,73 M2
< 60 mi/mun/1,73 M, y 23 % — < 45 mn/mun/1,73 M2 U y 3 % — < 30 ma/mun/1,73 e

. Y 49 % nanuentoB pCK® cocraBuia

Janarnuguo3uH npoAeMOHCTPUPOBal MPEBOCXOACTBO MO CPABHEHHUIO C IJaned0 B CHUKEHHU
YaCTOTHI JOCTHKEHUSI KOMOMHUPOBAHHOW KOHEUHON TOYKH, BKJIIOUAIONIEH CMEPTh MO MPUYHHE
CEpJICYHO-COCYIUCTOTO  3a00NeBaHUs,  TOCHUTAIM3AIMIO  TIO0  TOBOAY  CEepJeYHOMU
HEJOCTAaTOYHOCTH WJIU AKCTPEHHOE OOpalleHHe 3a MOMOIIBIO B CBSI3U C YXYALICHUEM TeUeHUs
cepaeunoit HemoctaTounocTu (OP: 0,82 [95 % JIU: 073, 0,92]; p = 0,0008) (pucyHok 5).

Pucynoxk 5. Bpemsi 10 mnepBOro aocTHKeHHsI KOMOMHMPOBAHHOW KOHEYHOW TOYKH,
BKJIKYAIOLIEH CMEPTh M0 NPUYHUHE CePAECYHO-COCYANCTON NATOJIOTMH, FOCIMTAIN3AIHUIO 110
MOBO/AY CepAeYHON HEJOCTATOYHOCTH MJIHM IKCTPEHHOE OOpallleHNe 32 MOMOIIbLIO B CBSI3M C

yXy/JlleHHeM Te4yeHUsl cepAedHOl HeJ0CTATOYHOCTH
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254 Tnauebo

204

Jlanaraugnosun

154

104

KOHeuHO M ToukH (%)

Jlanarang.103uH B cpaBHeHHH ¢ nu1auebo

OP (95% JIN): 0.82(0.73,0.92) 3nauenue p 0.0008

T T T 1 ] 1 T 1 1 Ll 1 L} Ll

0 3 6 9 12 15 18 21 24 27 30 33 36
Mecsiubi nocsie panaoMH3a LUK

IMauuenThl, y KOTOPHIX ObLIH 3aperHCTPHPOBAHDI
SIBJICHHS] KOMIIOHEHTOB KOMOHHHPOBAHHO#

IMauueHTHI TPyNNbI PHCKA

Hanarmudmosun: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
[Nnane6o: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

OKCTpeHHOe OO0palleHHe 3a IOMOIIBI0 B CBSI3M C YXYJIIIEHHEM TEUCHHS CEpIACUHON
HEJIOCTATOYHOCTH OBUIO OMNpEAEJICHO KaK CpPOYHOE BHEIUIAHOBOE OOCIIEIOBAaHHE BpayoM,
HarpuMmep, B OTAEJICHUU HEOTJOXHOH MOMOIIM, BbI3BAHHOE YXYJIICHHEM TEUeHHs CepJeuHOU
HEIOCTaTOYHOCTH, KOTOpoe TpeOyeT JeueHus (ITOMIUMO TOJBKO TOBBIMIEHHS JT03BI TIEPOPATHHBIX
JUYPETUKOB).

«ITarueHTHI TpyHIibl pUCKa» O3HAYACT KOJIUYCCTBO MMALIMCHTOB I'PYIIIILI PUCKA B HAYAJIC IIEpHUOaaA.

Ha pucynke 6 mpeacTaBiieH BKJIaJ TPeX KOMIOHEHTOB MEPBUYHON KOMOMHUPOBAHHOW KOHEUHOU
TOUYKH B 3D PEKT eueHus.
Pucynok 6. D¢ dekr jeyeHUss B OTHOIIEHHH NMEPBUYHOI KOMOMHHPOBAHHOH KOHEYHOM

TOYKH U €€ KOMIIOHCHTOB
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(MOCT ERlseRs § RhpRbah To 0003)

3 UTHOHOICH
OTHOIIEHHE PHCKOB i

[Toka3zarenn (95 % JIH) ; Komnoucnjm ) PHCKOB
KOMOMHHPOBAHHOH KOHEYHOH (95% J1I1)
TOYKH (4aCTOTa ABJICHHI)
Jlanarnugnosun  [Tnaue6o
(N=3131) (N=3132)
KomGuuupoBanHas KOHeuHas TOYKa,

BKJTIOYAIOLIAs CMEPTh 10 NPHYMHE CEPIEUHO-
COCYIMCTOrO 3a00/ICBAHHS, TOCTHTAIH3ALHIO

|
|
IKCTPECHHOC 06pamcuuc 3a NOMOUIBIO B CBA3H 1
|
|

10 MOBOJIY CEP/ICYHOMN HEJI0CTATOYHOCTH I 512(7,8) 610 (9,6) 0,82(0,73,0,92)
C YXY/UIEHHEM TEYEHHS CEPICUHOM
HEJI0CTATOYHOCTH

[locnuranu3aums no noojy = ‘ 329 (5.0) 418 (6.5) 0.77 (0.67.0.89)

CEpEYHOI HE0CTATOYHOCTH |

DKCTpeHHOE 00palleHHE 3a MOMOLIBIO
B CBSA3M C YXY/ULICHHEM TEYEHMUS ————— 60(0,9) 78 (1,1) 0,76 (0,55, 1,07)
CepIeYHON HENOCTATOUHOCTH

CMepTh 110 NPHYHHE CepAEeUHO-

COCYAHCTOro 3a60/1eBaHNA 231(3.3) 261 (3,8) 0,88(0,74,1,05)

I T T T |

0.5 0.8 1 1.25 2

B noas3y
nanarnngnosnHa

B none3y nnaue6o

OKCTpeHHOe oOOpalleHne 3a TMOMOIIbI0 B CBS3UM C YXYIIICHHEM TEYEeHUS CepleyHOn
HEJIOCTAaTOYHOCTH OBUIO OINpPEACICHO KaK CpPOYHOE BHEIJIAHOBOE OOCIIEIOBAaHHUE BpadyOM,
HarpuMep, B OTJAEJICHUH HEOTJIOKHOW MOMOIIHM, BBI3BAHHOE YXYJIIEHUEM TEUECHHs CepACUHON
HEJOCTAaTOYHOCTH, KOTOPOE TpeOyeT JeueHus (IOMUMO TOJIHKO MOBBIIICHHS J03bI TEPOPATbHBIX
JINYPETUKOB).

KonuuecTBo mepBBIX SIBIEHWNA MO OTIACIHHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOW KOHEYHOM
TOYKHU SIBJISETCS (PAKTUUECKUM KOJUYECTBOM IE€PBBIX SIBICHUM KaXKJIOTO KOMIIOHEHTa U HE
CYMMHPYETCS C KOJIMYECTBOM SIBIIEHUN B KOMOMHUPOBAHHON KOHEUHOU TOUKE.

YacTtoTa BO3HMKHOBEHHs SIBICHUN MPEJICTaBICHA KaK YHMCIO YYaCTHUKOB, Yy KOTOPBIX OBLIO
3apETUCTPUPOBAHO  SBIICHHUE KOMIIOHEHTOB KOMOWHHUPOBAaHHOM KOHEYHOM TOYKH, Ha
100 marueHTo-JIeT MOCeYIONIEro Ha0 0 ACHHMSL.

AHann3 CMepTH MO MPHYUHE CEPJCYHO-COCYAMCTOTO 3a00NIeBaHUs, MPEICTABICHHON 3/1eCh B
KauecTBe KOMIIOHEHTAa TEPBUYHOM KOHEYHOM TOYKH, TaKKe TMPOBENH TpU (OpMaTbHOM
KOHTpOJIE OIHUOOK TIEPBOTO PO/Ia, T/Ie OHA BHICTyIAla B KAUeCTBE BTOPUYHON KOHEYHOH TOUKH.
Janarimmnguio3nH mMpoaeMOHCTPUPOBAT MTPEBOCXOCTBO MO CPABHEHHUIO € TUTAe00 B CHIDKCHHH
olmiero uyucia COOBITUN CepleYHOW HENOCTaTOYHOCTH (OMpPENeNsIeMOro Kak NepBUYHAs U
MOBTOPHAsI TOCHUTANU3ALMSA [0 TMOBOAY CEpACYHOW HEJAOCTATOYHOCTH WU SKCTPEHHbIE
oOpaineHusi 3a MOMOIINBI0 B CBSI3U C YXYIIICHHEM TEUEHUS CEepPACYHON HEIOCTATOYHOCTH) U

CMEPTH T10 TPUYHHE CePJICIHO-COCYIUCTOrO 3a0oyeBaHust: 815 ciydaeB B rpyIie, MmoiaydaBiiei

50



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.08.2024 N= 16359

nanarnmuQuosuH, Mo cpaBHeHHI0o ¢ 1057 :nyqaﬂMip':E:-%ﬁT%'ﬁ'é}&Eﬁ' U ifase60

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

[IpeumytnecTBo Tepamuu Aanariu(IO3WHOM TO CpPaBHEHUIO C IUIANed0 B OTHOIICHUU
MEPBUYHON KOHEUHON TOYKM HaOMoAaiock B moarpymmax marueHToB ¢ @BJIDK < 49 %, 50—
59 % u > 60 %.

Oddext Tepanmum Takke OBLT  CONMOCTaBUM B JPYTHX  KIIOYEBBIX  MOJATPyMIaXx,
KJIaCCU(UITMPOBAHHBIX, HANPUMEP, 10 Bo3pacty, noiy, kiaaccy NYHA, ypoaio NT-proBNP,
MOJOCTPOro CTaTyca CepACYHON HEOCTATOYHOCTH U Hamnuuio CJI 2 Ttumna.

Hcxoo, coobwaemvlii nayueHmamu: CUMRIMOMbL XPOHUUECKOL CepOeyHOl HedOoCmamoyHoCmu
Tepanus manmarmu@Io3WHOM TPHBOIWIA K CTATHCTUYCCKH 3HAYMMOMY IPEHMYIIECTBY TIO
CPaBHCHHIO C TUIANE00 B OTHOIICHUH CHMIITOMOB CEpPJCYHON HEIOCTATOYHOCTH, OIIEHUBAEMBIX
no wu3MeHeHUI0 dYepe3 8 wmecsaueB or wucxogHoro ypoBHs KCCQ-TSS (BeposTHOCTB
npeumyinectsa: 1,11 [95 % JIU: 1,03, 1,21]; p = 0,0086). YactoTa ¥ TSHKECTh CHMIITOMOB
BHECJIM BKJIAJl B PE3YJIbTAT, IMOJIYICHHBIH 110 3 (EKTUBHOCTH TEPAITHH.

[Ipr aHamm3e pECHOHIEHTOB JOJS MAIMEHTOB CO CpeaHuM (> 5 0alioB) WU CHUIBHBIM
(> 14 6amnoB) yxyamenuem 3HaueHuss KCCQ-TSS depes 8 MecsIieB Mo CpaBHEHHIO ¢ HCXOAHBIM
ypOBHEM OblJIa HUXKE B TPYIINE JICYSHUs Aanariu(Io3uHOM: CpelHee YXyAlIeHue Ha0Ir01aI0Ch
y 24,1 % manueHTOB, NMPUHUMABIIKMX Aanariudio3uH, mo cpaBHeHHio ¢ 29,1 % mamueHToB,
NpUHUMABINKX IuTanebo (otHomenue mrancos: 0,78 [95% JIU: 0,64, 0,95]); cunbHOe
yxyameHue Habmonanocsk y 13,5 % nanueHToB, IPUHUMABIIUX AAnariu(Io3uH, IO CPaBHEHUIO
¢ 18,4 % marueHToB, MpUHUMAaBIIMX Tutane6o (otHorrenue mancos: 0,70 [95 % JIU: 0,55,
0,88]). [ost manueHToB co ciIadbIM WM CPEIHUM yiydlneHueM (> 13 0ayuioB) WM CHIIbHBIM
yiydiieHueM (= 17 6anioB) He oTiMyanach MEXAY IpyHiaMy JeUEHuUs.

Xponuueckas cepoeunas neoocmamounocmo 6 ucciedosanusix DAPA-HF u DELIVER

B ananmusze o0benuHeHHBIX qaHHBIX uccienoBanuit DAPA-HF u DELIVER otHomeHnue pruckoB
JUTSE TanariaugIo3uHa M0 CPABHEHHUIO C TUTAe00 B OTHONICHHWM KOMOWHUPOBAHHOW KOHEYHOM
TOYKH, BKJIFOUAIOIIEH CMEPTh 1O MPHUUHE CEPICUHO-COCYTUCTON MATOJOTHH, TOCITTUTATH3AIUIO
M0 TIOBOJY CEPJACYHON HEIOCTATOYHOCTH WM SKCTPEHHOE OOpaIllleHHe 3a MOMOIIBIO B CBS3U C
YXyAIIEHUEM TEeUeHHUsl CepJevYHON HemocTaToyHocTH, coctaBmwio 0,78 (95 % JAU: 0,72, 0,85),
p <0,0001. DddexT nedenus: ObUT COMOCTABUM Jisi Bcero auamazona 3HaueHuin ®BJDK 6e3
ocnabnenus g ¢exra B 3aBUCUMOCTH OT 3HadeHuss DBJIK.

Ha ocHoBanum ananm3a oO0benuHeHHBIX MaHHBIX uccienoBanuiit DAPA-HF u DELIVER mno
3apaHee MPeIyCMOTPEHHBIM IMePEMEHHBIM Ha YPOBHE MAI[UCHTOB MPUMEHEHHUE Janaringio3nHa

OPUBOJIMIO K CHIDKEHUIO PUCKAa CMEPTHU IO MPUYMHE CEplIeYHO-COCYAMCTON MaTOJOTHH IO
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JeueHust ObUT MPOJEMOHCTPHUPOBAH B 000MX MCCIIETOBAHUSAX.

Xponuueckasn 6one3nb novex

HccnenoBanue mo OlEHKE BIUSHUS JHanariu(iio3rHa Ha MOYE€YHbIE MCXOJbl U CMEPTHOCTH OT
CEpPAECYHO-COCYIUCThIX 3a00JICBaHMI y MAIMEHTOB C XPOHHWYECKOH Oose3npto mouek (DAPA-
CKD) — MexIyHapoJHOe MHOTOICHTPOBOE PaHIOMU3UPOBAHHOE JIBOMHOE CIeEroe Iuiare6o-
KOHTPOJIMPYEMOE HCCIICIOBAaHUE y TAIUEHTOB C XPOHHUECKOH Oome3Hbto nouek ¢ pCK® > 25 u
< 75 mn/mun/1,73 M? u ansOymunypueii (A/Kp moun) > 200 u < 5000 Mr/r — npoBOAMIN I
OTpefieNieHus] BIMUSHUSI, KOTOPOE OKa3bIBaeT Aamariu(Iio3uH MO CPaBHEHUIO € Mianedbo mpu
no0aBIIeHUM K CTaHAAPTHON 0a30BOW TepanmuHM Ha YacTOTy IOCTH)KEHUS KOMOWHHPOBAHHOM
KOHEYHOH TOYKH, BKIIOYaromed ycroiunBoe cHmkeHue pCK® na > 50 %, tepmMuHaibHYIO
CTaJUI0 TOYEYHOM HENOCTaTOYHOCTH (OmpenenseMylo Kak croikoe 3Hadenue pCKD
< 15 mu/mMun/ 1,73 M2, 10NITOCPOYHOE JTeUeHUE AUAIN30M MM TPAHCIUIAHTAIMS MOYKH), CMEPTh
[0 NPUYUHE CEPACYHO-COCYIUCTOrO 3a00JIEBAHMSI WJIM CMEPTh BCIEACTBUE OCIOXHEHHUH CO
CTOPOHBI MOYEK.

U3 4304 nmauuenTtoB 2152 narueHTa ObUTH paHIOMU3UPOBaHbI B rpyIiy aanariuddaosuna 10 mr,
a 2152 nanuenTa — B Tpymnmny miamneo; MeauaHa rnepuojaa HabIoIeHus cocTaBuia 28,5 mecsua.
Jleyenue mpojoikanu, eciiv Bo BpeMs uccienoBanusi 3HaueHue pCK® cHuxanoch 10 ypoBHs
Hke 25 mi/mus/1,73 M2, 1 MOTIH MIPOJIOJDKATD B CIyYasiX, KOrjia ObUT HEOOXOIUM JTHAITH3.
Cpennuii Bo3pacT NalMEeHTOB HCCIeyeMon nomyiasiuuu coctaBui 61,8 roaa, 66,9 % nauueHToB
OBUTH MysKcKoro mona. Mcxomuo cpennee 3Hagenne pCK® cocrasmmo 43,1 mu/mun/1,73 M2, a
meanana A/Kp moum — 949,3 mr/r. V 44,1 % nammentoB 3HaueHne pCK® cocrapmnsio ot 30 10
< 45 mu/mun/1,73 M, y 14,5 % nanuentoB — <30 mu/mun/1,73 M2. Y 67,5 % naumentos 661 CJJ
2 tuna. IlamueHtsl monydyanu craHgapTHyro Tepanuioo; 97,0 % manueHToB MOTyYaiu
uHruouropsl AII® nmmu BPA.

Ha ocHOBaHMM pekOMEHAAIIMM HE3aBUCUMOTO KOMHUTETAa [0 MOHUTOPHHTY JIaHHBIX
WCCJICIOBAHNE 3aBEPIIWIN JIOCPOYHO IO TPUYUHE BBIABICHUS AS(H(PEKTUBHOCTH JICUCHUS,
YCTaHOBJICHHOW 10  TPOBEACHHs  3allJlaHUpOBaHHOro  aHanuza.  Jlamarmudmio3un
MIPOJIEMOHCTPHUPOBAI TIPEBOCXOACTBO 1O CPABHEHUIO C IIae00 B MPeJOTBPAICHUN TEPBUYHON
KOMOWHUPOBAHHON KOHEYHOH TOYKH, BKJIIOoUaromied ycroiunBoe cHikeHrne pCK® na > 50 %,
TEPMUHAJBHYIO CTAUI0 TIOYEYHOW HEJOCTATOYHOCTH, CMEPTh IO TMPUYUHE CEePACUHO-
COCYAHMCTOTO 3a00JIeBaHUs WU CMEpPTh BCIEACTBHE OCJIOXHEHHH CO CTOPOHBI Touek. Ha
OCHOBaHWU Tpaduka, MOCTPOEHHOrO C MOMOIIbI0 MeTona Kammana-Meiiepa ans BpeMeHU 0

MEePBOTO  JIOCTHIKEHHWS KOMOWHHUPOBAHHOM KOHEYHOW TOUYKH, Odddexkt Tepanuu ObLT
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(pucyHOK 7).

Pucynoxk 7. Bpemss 10 mnepBOro JI0CTHKEHUS] KOMOMHUPOBAHHOW KOHEYHOH TOYKH,
BKJIOYaomei ycroiiunBoe cHukeHue pCK® na > 50 %, TepMHMHAIBHYIO CTaIHIO
NMOY€e4YHOH HEJO0CTATOYHOCTH, CMEPTh IO INPHUYMHE CEPAECYHO-COCYAMCTOro 3a00JIeBAHUSA

HJIH CMEPTDb BCJIIEACTBUE O0CJIO;KHEHHH cO CTOPOHBI INOYEK
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IlauueHTbl, y KOTOPbIX ObLIH
3aPerHCTPHPOBAHBI SIBJICHHSI KOMIIOHEHTOB

KOMOHHHPOBAHHOH KOHeuHOH ToukH (%)

OP (95% JIH): 061 (0.51,0. 72)3uauenne p 0 0001
-1 T T T T T T T T T
0 4 8 12 16 20 24 28 32 36

Mecsiubl noc/ie paHIOMH3AUHH

I[MauueHTHI rPYNNBI PHCKA
Hanmarmudmozun: 2152 2001 1955 1898 1841 1701 1288 831 309 31
[Tnanebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24

«ITarueHTHI IpYNIIIBI pPUCKA» O3HAYACT KOJIUYCCTBO MATUCHTOB I'PYIIIIBI pUCKA B HAYAJIC IIEpHUOAA.

Bce uerblpe KOMIOHEHTa NMEPBUYHOW KOMOMHUPOBAHHOM KOHEYHOW TOUKHM IO OTIEIbHOCTH
BHOCHJIM BKJIaJ B 3 ekt neyenus. Tepanus nanarauio3MHOM TakyKe IPUBOIUIA K CHHIKEHUIO
YaCcTOTHl SBJICHUH KOMOMHMPOBAHHOW KOHEYHOH TOYKH, BKIIIOYAIOIIEH YCTOHYMBOE CHIKEHHE
pCK® na > 50 %, TepMHUHANbHYIO CTaJMI0 MOYEUHOW HEIOCTaTOYHOCTH, CMEPTh BCJIEJICTBHE
OCJIO’)KHEHUH CO CTOPOHBI MOYEK, a TAaK)KE YacTOThl SIBJICHUH KOMOMHUPOBAHHOM KOHEYHOMU
TOYKH, BKJIIOYAIOUIE CMepTh MO NpPUYMHE CEPACYHO-COCYIUCTOrO 3a00JieBaHUS H
TOCMUTAIM3AMI0 10 TOBOAY CepJeYHOM HejocTtaToyHocTU. JleueHue panarnu@io3nHOM
IPUBEJIO K YJIYUIIEHUIO 00IIel BBDKUBAEMOCTH Y MAIIMEHTOB C XPOHUUYECKON 00JI€3HBIO TIOYEK U
CTaTUCTHYECKU 3HAUMMOMY CHIDKEHUIO CMEPTH 10 J000i npuunHe (PUCYHOK 8).

Pucynok 8. D¢p¢ekr JieueHUs1 B OTHOIIEHUN NMEPBUYHON M BTOPHMYHBIX KOMOMHUPOBAHHBIX

KOHECYHBIX TOYCK, UX OTACJIbHBIX KOMIIOHCHTOB, 4 TAK/KEC CMEPTH 110 J1000ii NMpUYnHEe
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

3aperuCTPHPOBaHbI ABJICHHA

[Tokazarenn OP (95 % JIH) KOMINOHEHTOB KOMOHHHPOBAHHOI OP (95% JIA) 3uauenue p
KOHEYHOM TOYKH (YacToTa ABJICHHI)

Jlanaraudno3uu [1nanebo
IlepBHyHasi KOHeYHasl TOYKA (N=2152) (N=2152)
KOMGHHHPOB&HHI“ KOHCYHAN TOYKA,
BRIKOYAKOIIAN _vcmnquaoc CHHAKCHHE
pCK® na > 50 %, TepMHHAILHYIO CTAAHIO
NOYCHHOMH HEOCTATOUHOCTH, CMEPTH o7 -~ 5

7 3 ) 51,0.72) <0,

BCJIE/ICTBHE 0C/I0KHEHHIT CO CTOPOHBI MI0YEK 197446)  312(7.5) 0.61(051,0.72) <0.0001

HJIH CMEPTH 10 NPHYHHE CePACHHO-
COCYHCTOH NATOIOTHH

BropuuHnbie KoHeuHble TOYKH

KomOHHHPOBAHHAS KOHEYHAS TOUKA,

BKJIIOYAIOWIAS YCTOHYHBOE CHHAKEHHE

pCK® ua > 50 %, TepMHHAILHYIO - 142(3.3) 243(5.8) 0.56(0.45,0.68) <0.0001
CTAAMIO NOYEHHON HEAOCTATOYHOCTH KN

CMEPThH BCJIEACTBHE 0CT0KHEHHIE €O

CTOPOHBI N0YEK

KoMOHHHPOBAHHASI KOHEUHAS TOUKA,

BKJIIOYAIOWIAS CMEPTh 10 NPHYHHE

CePACUHO-COCYAHCTON NATOIOTHH H — - 100(2.2) 138(3.0) 0.71(0.55.0.92)
TOCIHTAJIH3AUHIO 110 TIOBOY CepaeqHOl

HE0CTATOMHOCTH

Cwmepts no m0Goii nputinne —a 101¢(2.2)  146(3.1) 0.69(0.53, 0.88)

Komnonentsi I(‘OM6IIHII|)OBIHHHX
KOHEYHBIX TOYEK

Yeroitunpoe chinkenne pCK® va > 50 % e 112(2.6) 201 (4.8) 0.53(042,0.67)
TepMuHanbHas CTaaus MoYeuHoM _ . s
i - 109(¢2.5) 161 (3.8) 0.64(0.50, 0.82)
Ve yposens pCK® ® 84(1.9)  120(2.8) 0.67(0.51.0.88)
< 15 m/mun/1,73 m

JloArocpoyHOE ICUEHHE AHATH3OM = 68(1.5) 99(2.2) 0.66(0.48, 0.90)

TpancnnanTtaums nouku
v 3(0.1) $(0.2)

CMCpTh 110 NPHYHHE CEPACUHO- - (,5 ( | 4) 80 ( 1 '-;’ ”.8' (0.58.
COCY/IMCTOI NMaTOJIOrHK ’
CMepTh BCIEACTBHE OCIOMKHEHHIH CO

-
CTOPOHBI M0YEK 2(0.0) 6(0.1)
FocnuTanusaims 1o nosoay

12)

cepaeuHOH HEAOCTATONHOCTH ——— 37 (0.8) 71(1.6) 0.51(0.34,0.76)
034 0.7 1 1.2
B nons3y l B nons3y
nanaraugao3una nianedo

KonmuuecTBO mepBBIX SBIEHWNA MO OTIACIHHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOW KOHEYHOM
TOYKH SIBISETCS (PAaKTUYECKUM KOJIUYECTBOM IMIEPBBIX SIBIEHUN KaKIOTO KOMIIOHEHTAa U HE
CYMMHPYETCS C KOJIMYECTBOM SIBIICHUN B KOMOMHUPOBAHHON KOHEUYHOU TOUKE.

YacrtoTa BO3HMKHOBEHHMsI SIBICHUN MpPEJCTaBI€HAa KaK YHMCIO YYaCTHUKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO  SIBJIEHUE KOMIIOHEHTOB KOMOWHUPOBAHHON KOHEYHOM TOYKHM, Ha

100 nmarueHTO-J1eT MOCIeAYIONIEro HAaOII0CHUS.
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OlEHKHM OTHOLIEHHS PUCKOB HE IIPEACTaBJIeHbl JUIS HE'Z}H)»;JEI;'Q %%FHEC@I&Q ':53';'1&11/1171,

COCTaBIISIONIUM MeHee 15 B 00eux rpyImax ucciaeI0BaHusl.

[TpenmytiecTBO Tepanuu JanariudIo3HHOM ObLIO CONTOCTABUMEBIM Yy IMAIIMEHTOB C XPOHHYECKON
6ose3npro mouek ¢ CJ[ 2 tuma m 6e3 takoBoro. [IpuMeHenue manarauio3uHa MPUBOIUIO K
CHW)KCHHMIO YacTOThl  JOCTHDKCHHS IICPBHYHOM KOMOWHUPOBAHHOM KOHEYHOW TOYKH,
BKJIIOYaomeil ycroiunBoe cHmwkenne pCK® na > 50 %, TepMUHATBHYIO CTAIHIO MOYEUHOU
HEJIOCTAaTOYHOCTH, CMEPTh [0 TMPUYUHE CEPJCYHO-COCYAUCTON MATOJOTUU WIM CMEpPTh
BCJIEJICTBHE OCIIOKHEHHI CO CTOPOHBI IOYeK: oTHoIIeHue puckos — 0,64 (95 % JU: 0,52, 0,79)
qutst narentoB ¢ CJ1 2 tuna u 0,50 (95 % JIU: 0,35, 0,72) s 6onbhbix 6e3 CJI 2 Tuma.
[IpenmyIecTBO Tepamuy Janarii(Io3WHOM IO CPaBHEHUIO C TIUIAled0 B OTHOIICHHUU
MEPBUYHON KOHEYHOW TOYKH OBUIO CONOCTABHMBIM B JPYTHX KITFOYEBBIX MOATPYIINAX, BKIIIOYAs

pCK®, Bo3pacT, n0a ¥ pEruoH.

eTu
C/[ 2 muna
B xnuHHMYecKkoM HccieoBaHuu y JeTel U moapocTKoB B Bo3pacte ot 10 no 24 ner ¢ C/1 2 tuna
39 manueHTOB ObUIM paHIOMM3MPOBaHbI B TIpynny nanarnddiao3uHa B jgo3e 10 wmr, a
33 manmeHTa — B Tpynmy Iuianedo B KadecTBe KOMOWHUPOBAHHOH Tepamuu ¢ METPOPMHUHOM,
MHCYJIMHOM WK ¢ KoMOMHauued merdopmuHa U uHCynuHa. Ha MomeHT panpommsaruu 74 %
naiueHToB Obutk Muasie 18 ser. CkoppeKTupoBaHHOE cpefHee u3MeHenue ypoBas HbALC ot
HCXOJIHOTO YPOBHS 710 24 HeJeNnu Mpyu NPUMEHEHUH Aanariaudo3nHa Mo CpaBHEHUIO ¢ mianedo
cocrasmwio 0,75 % (95% JAWU: -1,65, 0,15). B Bo3pactHO# rpymme wmiaamie 18 et
CKOPPEKTHPOBaHHOE cpeHee u3MeneHune yposus HbALC npu npumenennn nanariaudio3uHa mo
cpaBHeHuto ¢ mianebo cocraBmwio —0,59 % (95 % JU: —1,66, 0,48). B Bo3pacTHOl rpymme OT
18 mer um crapmie cpenHee u3MeHeHune ypoBHS HDALC OTHOCHTENFPHO HWCXOJHOTO YPOBHS
cocraBmiio —1,52 % B rpymme, monydasiier gamarmudiosua (N = 9), u 0,17 % B rpymrme,
nonyyaBmeil twrare6o (N = 6). DddexkTuBHOCTE W 0€30MaCHOCTH OBLIM  AHAJOTHYHBI
COOTBETCTBYIOIIUM TIOKa3aTessM, HaOJIIOAaeMbIM Yy B3POCIBIX MalMEHTOB, MOIYYarOIIUX
nanarnugiao3ud.  JlanbHelnee NOATBEpXkAeHHE O€30MacHOCTH U TEPEHOCUMOCTH  OBLIO
MOJYYeHO B JOMOJHHUTEIHHOM TIEpUOJIE HCCIECNOBAaHMS, IPEIHA3HAYEHHOM Ui OIICHKH

0€30MacHOCTH, MPOJOIKUTETHHOCTHIO 28 HEEeb.

5.2. PapmMaKoKHHeTHYeCKHE CBOHCTBA

AOGcopOnus

[Tocne mpuema BHYTph Aamariu(io3uH OBICTPO M TMOJTHOCTBIO BCACHIBAETCS B IKEIYAOYHO-
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KHIIIEYHOM TpakTe. MaKCHMajbHas KOHIICHTPALHS ﬂaﬂgﬁﬂgé'ﬁ%-gEﬂﬁkk;ecIlrﬁbgﬁ':'(%max)

OOBIYHO JTOCTHTA€TCS B TEUEHHUE 2 4YacoB MoOcie npueMa Haromak. CpegHue reoMeTpuiecKue
3HaueHus: Cmax m AUC s nanarnudiao3wHa B PaBHOBECHOM COCTOSHUHU TOCIE TpHeMa
namarnadiosnna B go3e 10 Mr oguH pa3 B CyTKM cocTaBiasuid 158 Hr/ma u 628 Hr-u/mi
COOTBETCTBEHHO. AOCOIIIOTHAsE OMOJOCTYMHOCTh Janariaudio3uHa Mpu MpueMe BHYTPb B J103€
10 mr coctaBiser 78 %. IlpueM mnuIM C BBICOKUM COACPKAHHEM >KHPOB CHUKAT Cmax
nanarnudnosuaa Ha 50 %, yamuHsT Tmax (BpeMst JOCTHKEHHUSI MAaKCUMAaTbHOW KOHIICHTPAINH B
mia3me) npuMepHo Ha 1 dac, Ho He Biusu1 Ha AUC 1Mo cpaBHEHHIO C NMTPUEMOM HATOIAK. ITH
M3MEHEHHUS HE SIBJISIFOTCS KIMHUYECKH 3HAaYUMbIMU. Jlamariauduo3uH MOXKeT MPUHUMATHCS Kak
BO BpeMsi ITpUeMa MUIIH, TaK U BHE €ro.

Pacnpenenenne

Hamarmuduoszun npumepHo Ha 91 % cBs3biBaeTcs ¢ Oenkamu. Y MalMEHTOB C Pa3IMYHBIMU
3a00JICBaHUsIMH, HATIPUMED, C HAPYIICHUSAMHU (QDYHKIIMH TIOYESK WM TICYSHH, 3TOT TMI0Ka3aTelb He
u3meHsuics. CpemHuid 00beM pacrpeiesieHus Janariuguio3nHa B PaBHOBECHOM COCTOSHUU
cocraBui 118 1.

buotp aHC(bODMaI_II/IH

HNanarnuguo3us Merabosnn3upyercss ¢ o0Opa3oBaHHEM, TIJIaBHBIM 00pa3oM, HEAKTHBHOTO
MeTabonuTa gamarmugro3nH-3-O-TIoKypoHUIa.

Hanarmudno3ns-3-O-TIoKypoHHT U APYTHE META0OIUTH HE OKa3bIBAIOT TMITIOTIIMKEMHYECKOTO
neiictBus.  Jlanarmuguo3zuH-3-O-rmokypoHu]l  ¢opMupyercs moJx JeiicTBueM (¢depMeHTa
UGT1A9, npucyTCTBYIOLIETO B IEYEHU U MOYKaX, n3opepmeHTs! uToxpoma CYP BoBieyeHsl B
MeTaboIM3M B MEHbILIEH CTENEHH.

OJIUMUHAIMS

Cpennuil mepuoj moiyBbIBeAeHUsT U3 Iula3Mbl KpoBH (T12) y 310pOBBIX J0OpPOBONBLIEB
coctaBisin 12,9 yaca mocie OJHOKpPATHOroO Hpuema jaanariuduio3uHa BHYTpb B jo3e 10 mr.
Cpennuii o0mMN CUCTEMHBIH KIMpEHC JAanarindio3suHa NpU BHYTPUBEHHOM BBEIECHUU
coctasiisia 207 MII/MUH.

Janarnugno3uH 1 ero MeTaboIUThI BHIBOJATCS, IPEUMYIIECTBEHHO, TOYKAMH, U TOJILKO MEHEe
2 % BBLIBOAMTCA B HeM3MeHeHHOM Buje. Ilocne mpuema 50 mr *C-pamarmugnosuna 6wu10
oOHapyxeHOo 96 % paanoakTuBHOCTH — 75 % B Moue u 21 % — B ¢ekanusx. [Ipumepno 15 %
pPaTMOaKTUBHOCTH, OOHAPY)KEHHOH B  (eKamusax, TMNPUXOIWIOCh HAa  HEW3MEHEHHBIH
JanariaugIIo3uH.

JInHenHoCTh

Okcno3unysl  Janarin@iIo3dHa  yBEIWYMBAIACh IPONOPLHUOHAIBHO YBEJIUYEHUIO JI03bI B

nuamnazone ot 0,1 mo 500 mr, a QapmakokMHETHYECKHE CBOMCTBA mamariuduiosHa He
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24 uenens.

(DaDMaKOKI/IHeTI/I‘-ICCKaSI-d)aDMaKO,Z[I/IHaMI/IquKaSI 3aBHUCUMOCTD

Iloueunas Hedocmamounocms

B paBHOBecHOM cocTosHuHM (mpueM ganariauguosuHa B go3e 20 Mr B TeueHHe 7 JHEH)
CHCTEMHasl 3KCIO3uIMs aanariuduosnHa y nanueHToB ¢ C/1 2 tuna u HapymeHueM (QyHKIUH
MOYEK JIETKOW, CPEHEH WM TSHKENIOW cTeneHu (ompenensieMol 1o KIMPEHCy Horekcosa) Obuta
Ha 32 %, 60 % u 87 % Bbime, yuem y nmauueHtoB ¢ CJl 2 Tuna u HopMaabHOU GYHKIUEH MOYeK,
COOTBETCTBEHHO. KONMYECTBO TIIIOKO3bI, BHIBOJMMOI MOYKAMU B TEUEHUE CYTOK MpU IpHUeMe
nanariaugo3uHa B PaBHOBECHOM COCTOSTHHH, 3aBHCEIIO OT COCTOSHUS (PYHKIMH TOYeK. Y
narueHToB ¢ C/[ 2 tuna u HOpMaJIbHON (DyHKIMEH MOYeK, U ¢ HapyIICHHEeM (YHKIHMH MOYEK
JIETKOW, CpelHeN WU TSKENOi CTemeHW B CyTKH BbiBoauioch 85, 52, 18 u 11 r rimroko3sl,
COOTBETCTBEHHO. HewusBecTHO, OKa3blBa€T 1M TEeMOJUAIN3 BJIUSHUE HA OKCIO3UIUIO
nmanarnudo3nHa. BiausHue cHKeHHsT QYHKIMY TOYEK Ha CUCTEMHYIO SKCIIO3UIIMIO TIperapaTa
OIICHUBAJI HA TOMYJISIIIHOHHON (papMaKOKHHETHYECKOW Mojesd. CIipOrHO3UPOBAHHAS MOJICIIBIO
AUC Obuia BblIlIe y MAMEHTOB C XPOHUYECKON 0OJIE3HBIO MMOYEK 110 CPABHEHHUIO C MAIUEHTAMHU C
HOpMaTbHOU (YHKIMEH MOYeK W CYIIECTBEHHO HE Pa3Myanach y MAIMEHTOB C XPOHUYECKOU
6oe3npro mouek ¢ CJ[ 2 Tuna nim 6e3 Hero, YTO COTJIACYETCsl C paHee MOyYeHHBIMU TaHHBIMU.
Ileuenounas neoocmamounocmo

VY manueHToB C TIEUYEHOYHOH HEJAOCTATOYHOCTHIO JIETKOW WM CpeIHEed CTeNmeHW TSHKEeCTU
(xmaccet A u B mo Yaiina-Ilet0) cpennne 3HaueHuss Cmax M AUC nmanarmudiosuna Obuin
COOTBEeTCTBEHHO, Ha 12 % m 36 % BBIIIE MO CPaBHEHHIO CO 3JIOPOBBIMH JIOOPOBOJIBLIAMH.
JlaHHble pa3nuyusl HE SIBISIFOTCS KIMHWYECKH 3HAYUMBIMH, MO3TOMY KOPPEKTUPOBKHU JIO3BI
nanaraudo3uHa MpyU MEUYeHOYHOW HEAOCTATOYHOCTH JIETKOW M CpPEIHEN CTENEHU TSKECTH He
Tpebyercs (cM. pazzen 4.2). YV NaiueHToB ¢ MEYCHOYHOM HETOCTATOYHOCTHIO TSKEJIONW CTEIEHH
(xmacc C no Yaitnn-IIero) cpennue 3HaueHus Cmax 1 AUC namarmmgnosnna 6sum Ha 40 % u
67 % BBIIIE, COOTBETCTBEHHO, 110 CPABHEHHUIO CO 3JI0POBBIMH JIOOPOBOJIBIIAMH.

Jluya noawcunozo eospacma (> 65 nem)

He oTmeuanock KIMHUYECKH 3HAYMMOTO YBEIMUEHUS HKCIO3UIUMHU Y MAlMEHTOB B BO3pacTe J0
70 et (ecnmu HE yuMTHIBaTH Apyrue (GakTOpbl, MOMHMO Bo3pacTa). TeM He MeHee, MOXHO
OXHJATh YBEIUYCHUS OKCIO3UIMU 32 CUET CHIDKEHUS (QYHKIUU TII0Y€K, CBSI3aHHOTO C
BO3pacToM. JlaHHbIe 00 YKCIIO3UIINHU Y MAIMEHTOB B Bo3pacTe crapiie 70 JIeT HeA0CTaTOYHBI.
Lion

VY oxkeHumuH cpeanee 3HaueHue AUC B paBHOBeCHOM cocTossHUM Ha 22 % mpeBblIIaeT

aHAJIOTMYHBIA ITOKa3aTelb Y MY>K4YHH.
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Pacosas I’lpMHaaﬂe.?fCHOCWIb

KilMHMYeCKM 3HAYMMBIX pa3/IMUUMi CUCTEMHOM JKCIIO3UIUU Y MPEICTABUTENICH €BPOIICOUIHOM,
HErPOUJHOM U MOHI'OJIOUJHOM pac HE BBIABIICHO.

Macca mena

OTmeueHbl Oosiee HU3KHME 3HAUEHMs SKCIIO3UIUM NPHU IOBBbILIEHHONH Macce Tena. [loatomy y
NAIMEHTOB C HU3KOM Maccoi Tejla MOXKET OTMEUYaThCsl HEKOTOPOE MOBBIILIEHUE IKCIIO3ULIUY, a Y
NAIMEeHTOB C TOBBIIICHHON MAaccoil Tena — CHIDKEHHE SKCHo3uuuu panariauduosuna. OnHako
JaHHBIE PA3JINYUS HE ABIIOTCSA KIMHUYECKU 3HAYMMbIMU.

Iemu

dapmMakoKHHETHKA U (apMaKoIuHaAMUKa (TIIIOKO3YypHs) rpu npuMenenuu y aereid ¢ Cl 2 tuna
B Bo3pacte oT 10 10 17 et ObLIM aHAJIOTUYHBI COOTBETCTBYIOIIMM I1OKA3aTessaM, HaOI0JaeMbIM
y B3pocibix nanueHToB ¢ CJI 2 tuna.

5.3. /lanHbIEe JOKJIHHHYECKOH 0€30IacCHOCTH

Ha ocHoBaHuM JAaHHBIX, OJYYEHHBIX B TPAJAULUOHHBIX JOKIMHUYECKUX UCCIEI0BAHUAX (TaKUX
KaK HccieoBaHus (papMaKoJIOrHUecKord O€30MacHOCTH, HCCIECIOBAHUA TOKCUYHOCTH MPH
MHOTOKPaTHOM BBEJCHHM, HCCIEIOBAaHUS T'€HOTOKCHYHOCTH, KAaHLEPOIE€HHOIO IOTEHLHUaNa U
UCCIICIOBaHMSI PENpPOJAYKTUBHONW TOKCHYHOCTH), OCOOBIX PHUCKOB JJIsi 4elIOBeKa BBISABIECHO HE
Ob110. B uccienoBaHuM KaHIEPOT€HHOCTH MPOAOIKUTEIBHOCTRIO 2 rojia OblI0 MOKa3aHo, YTO
Janariaugo3UH He BbI3bIBAECT PA3BUTHUS OMYXOJ€H HU y MbIIIEN, HU Y KPBIC IPU IPUMEHEHUH HU
B OJJTHOM U3 UCCIEAYEMBIX J103.

PenpoayKkTUBHAS U OHTOI€HETHYECKAsl TOKCUYHOCTh

[Tpsimoe mpumeHeHne Janariaugo3uHa Y MOJIOJBIX KPbIC-OThEMBIIIEH U HETIPSMOE BO3/IEHCTBHE
Ha TO03/IHUX CpOKax 0€peMEHHOCTH (II€pHO/Ibl BpEMEHH, COOTBETCTBYIOILINE BTOPOMY U TPETHEMY
TpUMeCTpaM OEPEeMEHHOCTH y YeJIOBEKa C TOYKU 3PEHUsS] BHYTPUYTPOOHOTO Pa3BUTHS MOYEK Y
YeJI0BEKa) M B NEPUO/ JTAKTALIMHU CBS3aHBI C MMOBBIIIEHHOW YaCTOTOM U (MJIHM) TSAXKEJION CTETEeHbIO
paCIIMPEHHs IOYEYHBIX JIOXaHOK M TTOYEYHBIX KAaHAJIBLIEB Y IIOTOMCTBA.

B wumccnenoBaHMM TOKCHMYHOCTHM Ha HEIMOJIOBO3PENBIX KUBOTHBIX MNP HENOCPEICTBEHHOM
NpUMEHEHUH Aanarnugio3nHa y MOJOIBIX KpbIc B Bo3pacTe oT 21 10 90 aHelt o pacumpeHuH
MOYEUHBIX JIOXAaHOK U MOYEYHBIX KaHAJIBIEB COOOINATIOCH NMPH MPUMEHEHHH BCEX YPOBHEH /103;
SKCHO3UIMS y MOTOMCTBA IPU CaMOM HU3KOM HMCHBITYEMOH J03€ MpEeBbIIANa MaKCHMAIBHYIO
pPEKOMEHyeMYI0 103y JUlsl YenoBeka B > 15 pa3. Taxoke mpu NpUMEHEHUU BCeX YPOBHEH 103
HaOJIIOaMM  JJ0303aBUCHMOE YBEJIMYEHHE MAacChl MOYEK M MAaKPOCKOIMYECKHE MPU3HAKH
runepTpoduu noyek. Pacmmpenne noyeyHbIX JOXaHOK U MOYEYHBIX KaHANbIIEB, Ha0I01aeMoe y
MOJIOJBIX KMBOTHBIX, HE OBLJIO MOJHOCTBIO OOPAaTUMBIM B TEUEHHE MEPUOJa BOCCTAHOBICHHUS,

COCTaBJIIBIICTO HpI/I6J'II/ISI/ITeJ'IBHO 1 MECAII.
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B otnensHOM MCCIe10BaHUY IPEHATAIBHOTO U HOCTH3T5H£%BTM§I§I%EE%&Q&&¥ ﬁ%@gﬁﬂﬂﬂ

y OEpeMEHHBIX CaMOK KpPbIC B Mepuoj ¢ 6 AHS rectanuu A0 21 JHS MOCTHATAJIILHOTO MEepUoa,
TakuM 00pa3oM, MOTOMCTBO TOJBEPraly BIMSHUIO IpernapaTa Kak BHYTPUYTPOOHO, TaK M BO
BpeMms jtakTaiuu. OIeHKYy SKCIO3UIMH Aanarindio3nHa B MOJIOKE U y TOTOMCTBA MPOBOIUIIHU B
paMKax JIONOJHUTENIbHOro wuccienoBanus. OTMEYaloCh YBEJIWYEHHE YacCTOTHI U TSKECTU
pacCHIMpPEeHHs] TOYEYHBIX JIOXAHOK y B3pPOCJIOr0 MOTOMCTBA CaMOK, IMOJy4YaBLIUX Iperapar, HO
TOJIEKO B CaMO¥ BBICOKOM HCIIBITYEMOU J03¢ (COOTBETCTBYIOIIHME YKCIO3UIUH Janariugo3nHa
y CaMOK M MOTOMCTBA MPEBBIIIAIN KCIO3UINI0, HAOIIOJaEMYI0 Y YelIOBeKa MpU MPUMEHEHUU
MaKCHMaJbHOW PEKOMEHAYeMOM J03bl Ji1 4eloBeKa, COOTBeTCTBeHHO B 1415 m 137 pas).
JlonomHUTEIbHBIE TPU3HAKH OHTOTCHETHYECKOM TOKCMYHOCTH OTrPAaHUYMBAIIMCH CHIDKCHHEM
Macchl Tejla MMOTOMCTBA M HAOIIOJAINCh TOJIBKO MPHU MPUMEHEHUH 103 > 15 MI/Kr/cyTku (4TO
COOTBETCTBOBAJIO JKCIO3UIMU Y TMOTOMCTBA, B > 29 pa3 MpeBbILAONIEH SKCIO3ULIHUIO,
HAO0IaeMyI0 Y 4YellOBEeKa MpU MPUMEHEHUU MpernapaTa B MaKCUMaJIbHOW PEKOMEHIYyeMOU
no3e). [losiBineHne npu3HaAKOB TOKCHYHOCTH JJII MATEPUHCKOTO OPraHU3Ma OTMEYAJIOCh TOJIBKO
MIPU CaMO# BBICOKOM MCIBITYEMOM J103€ U OIPaHUYMBAIOCH BPEMEHHBIM CHIDKEHHEM MAaCChI Tella
U norpebneHust nuu. MakcuManbHas 1032, HE NPUBOJAIIAS K Pa3BUTHUIO HAOIIO/IaeMbIX
HexenatenbHbiX  dpdekroB (NOAEL), B OTHOLICHHH OHTOTCHETHYECKOH TOKCHYHOCTH
(HaMMeHbIIasi UCTIBITYEMasl J103a), COOTBETCTBYET KPAaTHOW CHCTEMHOM JKCIIO3UIIMH y CaMOK,
npuoM3uTeNbHO B 19 pa3 mpeBblmaronield SKCMO3UIMI0, HAOMIOaeMyI0 Yy 4YeJIOBEeKa Ipu
MPUMEHEHUN MaKCUMaIbHON PEKOMEHAYEMOM J03bI JIsl UETOBEKA.

B 10omomHUTENBHBIX HCCIENOBAaHUAX AMOPUOQETATLHOTO Pa3BUTHS HAa KpPbICAaX M KPOIUKAx
Janarmu@o3uH TMPUMEHSJIN ¢ HHTEPBAJIAMH, COBHAJAIONIMMHU C OCHOBHBIMH IE€PHUOJTAMH
OpraHoreHe3a y Kaxaoro Bujma. Hu mnpu ofgHOM M3 HCHBITYEMBIX 103 Y KpPOJHKOB HE
HAOMIOIaI0Ch TMPU3HAKOB TOKCHYHOCTH JJII MATEPUHCKOTO OpraHu3Ma WU TPU3HAKOB
OHTOTCHETUYECKOW TOKCHUYHOCTH; HAWOOIbINAas HCIBITYyeMash /1032 COOTBETCTBYET KpaTHOU
CHUCTEMHOM OKCHO3MLMHU, MNpudbauzurenbHo B 1191 pa3 mnpesblmaromeld MaKCUMaIbHYIO
PEKOMEHIyeMYIO 7103y JJIs YesioBeka. [Ipu mpuMeHeHnn Ha KpbhIcax Janariv(io3nH He BBI3BIBAI
AMOPHOIIETAIBHOTO M TEPATOTEHHOTO JSHCTBUS MPH dKCMO3UInu, 10 1441 pasa mpeBbliarommei

MaKCUMAJIbHYIO0 pCKOMCHAYCMYIO N03Y IJIA YCJIIOBCKA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeIbHbIX BelleCTB

Jlanarnudiao3uH, 5 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHOU 000JI0YKOU

[enmromn03a MUKPOKpUCTAILITNYECKAS

JlakTo3a Oe3BoHAs
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Kpocnosuaon

KpeMuus anokcu1 KOJUIOUIHbBINA

Maruus creapar

Inenounas obonouxa:

[TonmMBUHUIIOBBIN CIUPT, YACTHYHO TUAPOIU30BAHHBII
Turana quokcun (E171)

Makporo: (TOJUATUIICHTITHKOJIb)

Tanbk

Kpacurens xenesa oxkcup xentoiii (E172)

Wnu roToBoe mieHOYHOE IMOKPBLITUC UACHTUYHOTO COCTaBa

Janarnudaoszud, 10 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000J0YKOH

[enmrosi03a MUKPOKPUCTATUTMYECKAS

JlakTo3a Oe3BogHas

Kpocnosugon

Kpemuust 1MOKCHT KOJITTOMIHBIN

Marnus creapat

Ilnenounas obonouxa.

[TonMBUHUIIOBEIN CIMPT, YACTUYHO THAPOJIA30BAHHBIN
Turana quokcun (E171)

MakporoJ (TOJTUATUIICHTITUKOJb)

Tanpk

Wnu roroBoe miaeHOYHOE MOKPBITHEC UACHTUYHOT'O COCTaBa

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

3 rona.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

Xpanuts npu temreparype Hiwke 30 °C. XpaHuTh B OpHTHHAIBHOW YIIAKOBKE (M1aYKe).

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU
ITo 10 unu 14 TabneTok B KOHTYPHYIO SUEHKOBYIO ymakoBkKy w3 ruieHku [IBX/TIB/AX wimm
wienku [IBX/TIBAX/TIBX, wnmu mnenku OITA/AJI/IIBX u ¢oiabra amtOMUHUEBOW MEYaTHOM

JTAKUPOBAHHOM.
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ITo 28, 30, 56, 60 mma 90 Ttabmerok B HaHKY ﬁgl'ﬁOMﬁ"I Eﬁ%kb%l-r ?IJQUHEO'CTH,

YKYHOPEHHYIO KPBIIIKOW HABUHYMBAEMOW W3 MOJMIIPONUIICHA C KOHTPOJIEM TEPBOTO BCKPBITUS
Wwin B 0aHKy TMOJMMEPHYI W3 MOJMATUJICHA HU3KOTO [ABJICHHS, YKYMOPEHHYIO KPBIIIKON
HABUHYMBACMOW M3 TOJHUATHIICHA HHU3KOI'O JABJICHHUS C KOHTPOJEM IIEPBOTO BCKPBITHS IS
JICKAPCTBEHHBIX CPEJICTB.

JlommyckaeTcss BKJIQAbIBaTh B OaHKY OCYIIUTENb (CHJIMKAreib) W/WIM BaTy MEIULHUHCKYIO
TUTPOCKOIUYECKYTO.

Onny Oanky wm 1, 2, 3, 6, 9 KOHTYpHBIX SYEHKOBHIX ymakoBok mo 10 Tabmerox wmm 2,
4 KOHTYpPHBIC STYCHKOBBIC YIAKOBKH 1O 14 TaOJIETOK BMECTE C JIMCTKOM-BKJIQ/IBIIIEM TOMEIIAIOT
B MIAYKY M3 KapTOHA.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHHM  HCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 Tpenapara WJIH OTX0A0B, TMOJYYEHHBIX TMOCjJde TNPUMEHEeHHs
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUMYJISIAU ¢ MPeNnapaTomM

Het oco0bix TpeboBaHuii.

Bech ocraBmmiics 1ekapCTBEHHBIN TIpemapaT U OTXO/bI CJIEYeT YHUITOXKHUTH B YCTAHOBICHHOM

MOopAAKeE.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A
Poccniickas @enepanys

000 «ITPOMOME/] PYC»

Anpec: 129090, r. MockBa, npocnekT Mupa, gom 13, crpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas modra: reception@promomed.pro

7.1. IlpeacTaBuTe/Ib AeprKATEJIs] PErHCTPALMOHHOIO YI0CTOBEPEHUA

[Mperen3nn norpedUTENEH HAPABIATH 110 AADECY:

Poccuiickas ®enepanuus u Pecriybnuka Apmenus

000 «ITPOMOME/] PYC»

Anpec: Poccuiickas ®@enepauus, 129090, r. MockBa, npocnekt Mupa, aom 13, crpoenue 1,
oduc 13

Tenedon: +7 (495) 640-25-28

Kpyraocyrounsrii Tenedon ropsiaeii inaun papmakonaazopa: 8-800-777-86-04 (GecriatHO)
DJIeKTpOHHAS mnoyTa: reception@promomed.pro, armenia@drugsafety.ru,

document@drugsafety.ru, adversereaction@drugsafety.ru
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Ksiprezckas Pecry6nmka

0OcO0O «IACME 1»

Anpec: Keipreisckas Pecriybmnmka, 720040, r. bumkek, yn. Tokroryna, 1. 108
Tenedon: + (996) 703-699-466

DnexTponnas moura: pv@dasmed.kg, kyrgyzstan@drugsafety.ru,
adversereaction@drugsafety.ru

Pecniy6nuka benapych

000 «MEATEXIIPOM»

Anpec: Pecriy6nuka benapyce, 220118, r. Munck, yn. MammHoctpouTenei, a. 29, mom. 1
Tenedon: + (375) 17-336-04-51, + (375) 17-336-04-20

Onekrponnas moura: medtehprom@tuf.by, belarus@drugsafety.ru, document@drugsafety.ru,

adversereaction@drugsafety.ru

Pecny6nuka Kazaxcran

TOO «Decalog» (IEKAJIOT)

Anpec: Pecniyonuka Kaszaxcran, 050050, r. Anmatsl, yiu. I'masynoBa, 41A-4

Tenedon: +7 (701) 731-52-18

DJIeKTpOHHAS moyTa: decalog@nur.kz, kazakhstan@drugsafety.ru,

adversereaction@drugsafety.ru

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHUSA

9. TATA NEPBUYHON PETUCTPAIIMU (IIOATBEPXJIEHUA PETMCTPAIIMU,
NEPEPEI'MUCTPALIUN)

Jlata nepBoii peructpanumu:

10. TATA IEPECMOTPA TEKCTA

OOmiass  xapakTepUCTHKa JIeKapCTBEHHOro mpemnapara Jlamarnuduio3uH JOCTylHa Ha
UHPOPMALIMOHHOM TopTane EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALHMOHHO-

KOMMYHUKaIMOHHO# cetn «HTepuer» http://eec.eaeunion.org/.
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