COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 09.01.2025 N= 86
OBIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO HPERHAPATA U CTE 0003)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA
Hanarmuduio3us, 5 Mr, TablIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

Hanarnudunosus, 10 mr, TaOIETKH, MOKPHITHIE INICHOYHOW 000I0YKOM

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleticTByto1II€€ BEIIECTBO: Aanarin(IiIo3uH.

Janarnmuduao3ud, 5 mr, TabJIeTKH, HOKPBITEIE INIEHOYHOM 000JIOUKON

Kaxnas Tabmerka comepxur S5 Mr panariauduo3suHa (B BUAE NpPONaHIUOIA
MOHOTHIpATa).

BcromorarenbHbpie  BelllecTBa, HAIMYKME KOTOPBIX HAJI0 YYHTHIBATH B COCTaBE
JIEKapCTBEHHOTO Mperaparta: Jlakto3a 0e3BoHas (cM. pazzaen 4.4.).

Janarmduaosud, 10 mr, TabJIETKH, HOKPBITHIE INIEHOYHOM 000JIOUKON

Kaxnas tabnerka copepxkut 10 mr pamarmudiosuHa (B BHAE MPOIMAHAMONA
MOHOTH/IpATa).

BcnomoraTenbHble BelecTBa, HalW4YMe KOTOPBIX HAJI0 YYHUTHIBATh B COCTaBe
JIEKapCTBEHHOTO Mperapara: Jlakto3a 0e3BoHas (cM. pazzaen 4.4.).

[TonHbIN TIEepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTKku, MOKPBITHIE INICHOYHOM 000JIOUKO, 5 MT

Kpyrible 1BOSKOBBINYKIIbIE TaOJIETKU, TMOKPBITHIE IJIEHOUYHOW 00O0JIOYKON KENTOro
L(BETA.

Ta0seTKH, IMOKPLITHIE INIEHOYHON 000J1049KOi, 10 Mr

Kpyrible 1BOSKOBBINYKIIbIE TaOJIETKU, TMOKPBITHIE IJIEHOUYHOW 00O0JIOYKON KENTOro

IIBETA.

4. KJIMHUYECKHUE JAHHBIE
4.1. Tloka3aHusi K IPUMEHEHHIO
[Tpenapar [Janarnugno3uH nokasan K IpUMEHEHHIO Y B3pociibIX (cTapiie 18 jer):

CaxapHelil 1nabder 2 Trma

CaXapHLIﬁ I[I/Ia6CT 2 THna Y B3POCJBIX IMAOUCHTOB B JOIIOJIHCHHUC K OUCTC U

(I)I/I3I/I‘{CCKI/IM YHOPAXKHCHUAM IS YIIYUYIICHUA MNIMKEMUYICCKOT'O KOHTPOJISA B KaUCCTBE:
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HENEPEHOCUMOCTH;

o KOMOMHHPOBAHHOW  Tepamud € MET()OPMHHOM, MPOU3BOTHBIMU
CyJb(OHWIMOYEBUHBI (B TOM 4YHCIE, B KOMOWHAIMU C METQOPMUHOM),
TUA30MIMHANOHAMY, WHTHOUTOpamMu munentuawinentuaasbi-4 (AI111-4) (B Tom
yuciae, B  KOMOMHamMM ¢  METGOPMHHOM);  aroHHCTOM  PEIENTOPOB
rrokarononooouoro nonumnentuaa-1 (I'TIN-1) skceHaTHA0M TPOJIOHTHPOBAHHOTO
JIeiCTBUS B KOMOMHALMU ¢ MET(HOPMHUHOM; MpenaparaMu UHCYJIMHA (B TOM YHUCIE, B
KOMOWHAIIMM C OJHUM WU JABYMS THUIOTJIMKEMUYECKHUMH TIpernaparaMu JUis
NepPOPATLHOTO TNPHUMEHEHHUsI) TPH OTCYTCTBHHM QJICKBATHOTO TJIIMKEMUYECKOTO
KOHTPOJISI Ha JAHHOM Tepamuu;

o CTapTOBOW  KOMOMHHMpPOBAaHHOW  Tepamuu €  METPOPMUHOM,  IpH

HCHGCOO6paSHOCTI/I HaHHOﬁ TCpalnu.

Caxapubplii auaber 2 THIa y B3pOCHBIX MAIlMEHTOB C YCTAaHOBIICHHBIM JIHArHO30M
CepACYHO-COCYTUCTOTO 3a00JIeBaHUSl WM IBYyMs W Ooyiee (pakTopamMu cepaedHo-
COCYJIUCTOTO pUCKa™® Ul CHM)KEHUSI pUCKA FOCIUTAIU3ALUH 10 TOBOJY CepJeuHON
HEJOCTaTOYHOCTH.

* Bo3pacT y My>KuuH >55 5ieT unu > 60 J1eT y JKEeHIIMH U HAJIUYUe HE MEHEe OJIHOTO
¢dakTopa pucKa: IUCIUNHUIEMUs, apTepUaIbHas TUIIEPTEH3Hs, KypeHHE.

XpoHMYECKas cepAcUHas HeI0CTaTOYHOCTh

CuMnroMaTudecKkas XpOHHUYCCKasA cCepACcHHAasA HCAOCTATOYHOCTL Yy B3POCIBIX
IMalMCHTOB.

XpoHnueckas 00JIe3Hb MOYEK

XpoHuueckasi 601€3Hb MOYEK Y B3POCIBIX NAIIMEHTOB C PUCKOM €€ TPOrpecCupoOBaHUs
JUTSL YMEHBIIICHHSI pUCKA YCTOWYMBOTO CHHYKEHHS PACUETHON CKOPOCTH KITyOOUKOBOM
¢mnprpaun (pCK®D), HaCTYIIICHHUS TEPMUHAIBHOW CTAJMHA XPOHUYCCKON MOYCUHON
HEJOCTAaTOYHOCTH, CMEPTH  OT  CEpPACYHO-COCYIUCTOro  3a0oyieBaHMS U
TOCIUTAIU3ALMH 110 TIOBOAY CEPAECYHON HENOCTATOYHOCTH.

4.2.  Pexxum 103MpPOBaHUS U CNIOCO0 NPUMEHEHUS

[lepen Hagamom Tepanuu npenapatom Jlanarnudao3uH cieayeT OUeHUTh COCTOSIHUE
BOJHO-COJICBOTO OOMEHa W TpH  HEOOXOIWMOCTH  BOCIHOJHHUTH  00BEM
nupkynupytomeit kposu (OLIK).

Pexxum go3upoBaHus

Caxapnutii ouabem 2 muna
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(NOCNEQCBATENEHOCTE 0003)

Monomepanus

Pexomennyemas no3a npenapara Jlanarmudnosun cocrasiser 10 mr 1 pa3 B CyTKH.
Kombunuposannas mepanus

Pexomennyemas noza npenapara Jlanarauduosus coctasiaser 10 mr 1 pa3 B cyTku B
KOMOUHAIMU ¢ METHOPMHUHOM, IIPOU3BOJHBIMU CYIb(OHUIMOUEBUHBI (B TOM YHCIIE,
B KOMOMHALMU ¢ METPOPMHHOM), THA3OIUANHANOHAMHU, nHruOuTopamu [III1-4 (B
TOM 4YHcie, B KoMOMHamuu ¢ MeThopMHUHOM); aroHuUcToM penentopos [TIII-1 -
9KCEHATUJIOM IIPOJIOHTUPOBAHHOIO JAEUCTBUS, B KOMOMHAIMU C MET(HOPMHHOM;
npenapataMM HMHCYJIMHA (B TOM 4YHCle, B KOMOMHallMM C OJHUM WIH JIByMs
TUIOTIMKEMUYECKUMH IIperapaTamMy JUisl IEpopaibHOrO NPUMEHEHNUS).

C Uenpl0 CHUXKEHMS PUCKA TUINOIMIMKEMHHM IMpPU OJHOBPEMEHHOM Ha3HAYEHUU
npenapata Jlamarnu@iao3uH ¢ MHCYJIMHOM WM IpenapaTaMi, [OBBIIIAIOIUMUI
CEKPELUI0 MHCYJUHA (HampuUMep, ¢ MPOU3BOJHBIM CYJIb(OHUIMOYEBUHBI), MOXKET
noTpedOBaTbCA CHW)KEHHWE J03bl HMHCYJIMHA WM IPEenapaToB, IOBBIIIAIOLINX
CEKPELNI0 UHCYJIMHA.

Cmapmosas KOMOUHUPOBAHHASL Mepanus ¢ Mem@opMuHoMm

Pexomennyemas nosa mpemnapara Jlanarnudnosun coctasinser 10 mr 1 pas B cyTku,
no3a meropmuna - 500 mr 1 pa3 B cyTku. B cirydae HealeKBaTHOTO TIIMKEMUYECKOTO
KOHTPOJISI 103y MET(OPMUHA CIIETyET YBEIUYUTh.

Caxapnvui ouabem 2 muna y 63poCiviX NAYUEHMO8 C YCMAHOBIEHHbLIM OUACHO30M
cepOeuHo-cocyoucmozo 3a001e6anus ulu 08yms u 6onee (Pakxmopamu cepoeyHo-
COCYOUCmo20 pucka OJis CHUNCEHUs PUCKA 2OCNUMATUAYUU NO NOBOOY CepPOeyHOU
He0oCmamoyHocmu

Pexomennyemas no3a npenapara Jlanarnudguosun cocrasiser 10 mr 1 pa3 B cyTkH.
Xponuueckan cepoeunas He0OCMAmMOYHOCHLb

Pexomengyemast no3a npemnapata Jlamarnudno3un coctasiser 10 mr 1 pa3 B cyTKH.
Xponuueckan 601e3Hb nouex

Pexomenntyemas no3a npenapara Jlanarmudguiosus cocrasiser 10 mr 1 pas B cyTkH.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmsl ¢ HapyuwieHuem GyHKYUU nouex

Koppeknun 10361 B 3aBUCHMOCTH OT (DYHKITHH ITOYEK HE TPeOyeTCs.

Cnenyer oneHHTh QYHKIMIO T[OYEK TIepe] HayaloM Tepaluu MpenapaToM
Janarnudno3uH u ganee npy HAIMIUH KIMHAYECKUX MMOKa3aHUH.

D¢ bekTUBHOCTh Hanariu@io3nHa y MalueHTOB C CcaxapHbIM auabeToM 2 Tuma B

OTHOIICHHWHN CHHWXKXCHHA YPOBHA TIJIFOKO3bI KPOBH 3aBUCUT OT q)YHKI_[I/II/I IIOYEK U
3
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OTCYTCTBYET y MMALIUEHTOB C TSKEIIOM IOYEYHOU HETOCTATOUYHOCTBIO.

[Ipumenenne mnpenapara Jlanarauguo3uH HE pEKOMEHAyeTCs s JICUeHHs
XPOHMYECKOH 00JIE3HU MTOYEK Y MALUEHTOB € MOJIMKKCTO30M MOYEK WM Y MALUEHTOB,
KOTOPbIM TpeOyeTcs WIM KOTOpble HEJaBHO NOJIy4Yald HMMYHOCYNPECCUBHYIO
TEpanuIo MOoYe4yHON HemocraTouHoCTH. OXHaaercs, 4To Jamarauduio3suH He Oyaer

3 PEKTHUBEH y 3THX TPYIII MALUEHTOB.

Taﬁ.lmua 1. PexoMenganuu mo AO3HMPOBAHUIO IperiapaTa B 3aBUCUMOCTH OT

nokasareJieii (pCK®)

pCK® PexoMennoBaHHasi 1032

(Ma/mun/1,73 m?)

pCK® 45 nnu BbliIEe Koppekunu 10361 HE TpedyeTcs.

pCK® menee 45 no 25 Koppekuuu 10361 HE TpedyeTcs.

ITpumenenue npenapara Jlanarnudiao3un He
[PEKOMEHAyeTCs ISl YIyUIleHHs! [IIMKEMUYEeCKOTo
KOHTPOJISL Y B3pOCIIBIX MAllUEHTOB C CaXapHbIM

nuabeTroMm 2 THIIA.

pCK® menee 25 [IpoTrBOMOKA3aHO Ui HA4YaJIa TEPANUU, OJTHAKO
MMAIMEHTHI MOTYT MPOJOJKATh TEPAMHUIO JJIS
yMeHblIeHus pucka cHmkeHus: pCK®, nactymienus
TEPMUHAJIBHON CTAIUU XPOHUUYECKOU TOUEUHOU
HEI0CTaTOYHOCTH, CMEPTH OT CEPIACYHO-
COCYJIMCTOTO 3a00JIEBaHUS U TOCTIUTAIIU3AINH TI0

MOBOJIY CepACYHON HEOCTATOYHOCTH.

TepMuHanbHas CTaIUs XPOHUYECKOM
MMOYE€YHON HEJAOCTAaTOYHOCTH, Tpedytomas [[I[poTuBonokazaHo.

MPOBCACHUA IUaIn3a

Tayuenmoi ¢ HapyuwieHuem QyHKyuu nevenu

[Ipy neyeHOYHON HENOCTATOYHOCTH JIETKOM WJIM CpPEOHEW TSKECTH HET
HEOOXOAMMOCTH KOPPEKTHPOBATh 03y mpemnapaTta. [lanmeHTamM ¢ TEYEHOYHOM
HEJIOCTaTOYHOCTBIO TSKEJIOW CTENEHU PEKOMEHIyeTCsl HadallbHas J103a mpenapara 5
mr. [Ipu xoporiell mMepeHOCHMOCTH 1032 MOXET ObITh yBenmueHa 10 10 mr (cm.

pazmensl 4.4. 1 5.2.).
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Iayuenmul noxcunozo éo3pacma (MOCNEAOBATENEHO

VY manueHToB MOXHUIOTO BO3pACTa KOPPEKIIUH J103bI Aanariangiio3uHa e Tpedyercs.
eTH

bezonacHocTh 1 3@ peKTUBHOCTH Aanarindao3uHa y nmaureHToB miaame 18 et He

U3YYaIUCh.

Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBUCHUMO OT ITpUEMA IIUIIH, HE Pa3KEBbIBAs.
4.3. TlporuBomoxka3aHus
® THICPUYYBCTBUTEIBHOCTh WJIM HAIMYHE B aHAMHE3EC aHTMOHEBPOTUYECKOTO
oTeka K manariudiIo3uHy WIH K JHOOMY M3 BCIIOMOTATEIIbHBIX BEUICCTB B
cocrage rnpernapara (lepeunucieHHbIX B pazjaene 6.1.);
e caxapHblil muader 1 Tuma;
e Ma0eTUYECKUI KETOAINI03;
e HapymeHue ¢pyHkiuu nouek npu pacuetHoir CK® (pCKD) <25 mu/mun/1,73
M? (1151 Hayalia Teparum);
e TEpMUHABHAS  CTAAMsl  XPOHUYECKOW  IMOYEYHOM  HEJOCTAaTOYHOCTH,
TpeOyromas MpoOBEICHUS IUAH3a,;
e Bo3pacT A0 18 mer (B CBA3M C OTCYTCTBMEM KJIMHHUYECKUX JAHHBIX II0
s dexTrBHOCTH U Oe30MacHOCTH Janarivu@iao3uHa B JaHHOM BO3paCTHOM
TOMYJISIIUH);
e OEpeMEHHOCTH U MEPUOJI IPYJHOTO BCKapMIIMBaHus (CM. pazzen 4.6.).
4.4. OcoOble yka3aHusi H MePbI MPEI0CTOPOKHOCTH MPHU NMPUMeHEHUH

C 0CTOPOKHOCTEIO

I[anar J'II/I(I)J'IOSI/IH cIeayer ¢ OCTOPOXHOCTBHO TIPUMCEHATH Yy IMAOUCHTOB C
IMMOBBIIICHHBIM I'EMATOKPUTOM.

OO01iee ykazaHue

Janarmmguio3uH mpoTUBONIOKA3aH MaIlieHTaM C caxapHbIM auaberoMm 1 Tuma.

Oco0ble yKazaHus

Ipumenenue y nayuenmos ¢ HapyuieHuem QYHKYuu no4ex

M3-3a  OrpaHWMYEHHOTO0  ONBITA  TMPOTHBOIOKA3aHO  HAYWHATH  JICUCHHE
nmanariaugo3nHoM y narueHToB ¢ CK® <25 mu/MuH.

OddextuBHOCTh mamarnudro3uHa B OTHOIICHWH CHUXEHHS YPOBHS TIIFOKO3BI

3aBUCUT OT (PyHKIMM MOYeK M yMeHblnaercs y mnanueHtoB ¢ pCKd menee 45
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mi/MuH/1,73 M? W, BEpOATHO, OTCYTCTBYyel Y narthEH ron 6L Tikeston Criosedson - o<

HEI0CTaTOYHOCTHIO (cM. paszaenst 4.2., 5.1., 5.2.).

B onHOM uccneoBaHNM y MAIIMEHTOB C CaXapHbIM AMA0ETOM 2 THIA C HAPYLICHUEM
dyHkimm mowek cpenHeii cremenu TskectH (pCK® <60 wmm/mun/1,73 M?)
He)KellaTeJIbHbIE PEeaKliy B BUJIE MOBBIIIEHUS KOHIIEHTpalui KpeaTuHuHa, pocdopa,
napaTHPEOUTHOTO TOPMOHA U apTepUAIbHON THIIOTEH3UH B IPYTIIE Aanariugio3nHa
OTMEYAJIHCh y OOJIBINEH 10U MALMEHTOB, YEM B IpyIIIe Ianeoo.

Ilpumenenue y nayuenmos ¢ HapyuieHuem QyHKYuu neveHu

B kiIMHHUYECKUX HCCIEIOBAaHUSAX TMOJIYYEHbl OTPaHUYEHHBIE JaHHBIE MPUMEHEHUS
npenapara |y TMamUdeHTOB C HapylmeHuneM (YHKIOUH TEYCHH. JKCIO3UIIHS
nanariviIo3uHa YBEIUYeHa Y TTAMEHTOB C HapyIIeHneM (QyHKIIMY TICYSHH TSHKEITI0N
crernenu (cM. pasaensl 4.2., 4.4.,5.2.).

Ipumenenue y nayuenmos c puckom OL[K u/unu apmepuanvroii cunomen3uu

B cooTBeTcTBHM ¢ MEXaHHW3MOM JACUCTBUS Janariu(IoO3uH YCHINBACT AUYpE3, YTO
MOXET MPHUBOAWTH K HEOOJBIIOMY CHHKCHHIO apTEPUATBHOTO JaBIICHUS,
OTMEUEHHOMY B KIMHUYECKHX HccienoBaHusaX (cM. pasgen 5.1.). [Iuyperuueckwii
a¢dext Moxer ObITH Ooliee BBIPAKEHHBIM Yy TMAlMEHTOB C OYEHb BBICOKOM
KOHIICHTPALMEH TIIIOKO3bI B KPOBH.

Crnenyer coOmrogaTh OCTOPOKHOCTh Y TAIMEHTOB, IS KOTOPBIX BBI3BAaHHOE
nanarin$iIo3MHOM CHHKEHHE apTepHaIbHOTO JaBJIEHUS MOXKET MPEeACTaBIATh PUCK,
HarpuMep, y MalKMeHTOB, MOJYyYaloUIMX TUIOTEH3UBHYIO TEPAaIUIO, C 3MH30JaMH
THIIOTCH3UH B aHAMHE3€ WJTH Y TIOXKHJIIBIX MTAaIlHeHTOB.

B cnyyae MHTEpKYppPEHTHBIX COCTOSIHWH, KOTOPhIE MOTYT NMPHBECTH K CHIKEHUIO
OLIK  (mampumep, JKeJy/JOYHO-KMIIEUHBblEe  3a00J€BaHUSA), PEKOMEHIYeTCs
TmarenbHblii  MoHMTOpUHT OLIK  (Hampumep, QusukanbHOoe o00cienoBaHue,
U3MEpEeHUE apTEepUaNBbHOTO JaBJICHHSA, JTa0OpaTOpHBIE WCCIENOBAHUSA, BKIIIOYAs
TeMaTOKPUT M KOHIICHTPAILIUH JICKTPOIUTOB).

BpemenHoe npekpaiiieHue JeueHus Aanaraugio3nHOM peKOMEHAyeTCs MalueHTaM, y
KOTOPBIX Pa3BHBACTCS TMIIOBOJIEMHS, JI0 €€ KOppeKuuu (cM. paszaen 4.8.).
Jluabemuueckuti kemoayuoos

Cool0manoch 0 pemKkux Cciaydasx JuabeTHYecKoro KeToaluao3a, BKIIoYast
yIpOXKAOIIUE KU3HHU U JIETAIbHbIE CIyyal y NallMeHTOB, IMOJYyYaBUIMX UHIMOUTOPHI
SGLT2, Bxmouas nanarnudiao3ud. B psane ciryuaeB KIMHHUECKas KAPTUHA COCTOSIHUSA
Obl7la HETMINUYHOM, ¢ yMEpeHHbIM, HIbke 14 mmonb/a (250 Mr/mi), moBbIIIEHHEM

KOHICHTPAIUHX I''TFOKO3bI B KPOBH.
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Puck amabGeTHyecKoro KeToamuaosa clemayeT 'ﬁ{';l'l:bﬂa% O EﬁJﬁ”hEﬁ%ﬁ&ﬁaH 003)

HecTienu(UIEeCKUX CHUMITOMOB, TaKMX Kak TOLIHOTAa, PBOTA, aHOpPEKCHs, OONb B
KUBOTE, 4Ype3MepHas KaXAa, 3aTPyJHEHHOE JbIXaHHWE, CIYTaHHOCTh CO3HAHUS,
HOBBIIIEHHAs] YTOMJISIEMOCTb WJIM COHJIMBOCTb. IIpu MOSBIEHMH 3TUX CHMITOMOB
HAIMEHTOB CJIelyeT HEMEAJIEHHO 00ClIeIoBaTh Ha HAJTMUME KETOAIU103a, HE3aBUCUMO
OT KOHIIEHTPALIUH TJIIOKO3bI B KPOBH.

VY NanueHToB ¢ MoI03pEHNUEM WIIH IMAarHO30M IMa0ETHYECKOT0 KETOAIN/103a JICUCHNE
Janaryin$iao3uHOM CleyeT HEMEAJICHHO PEKPaTUTh.

Jleuenue cienyeT MPUOCTAHOBUTH y MAIMEHTOB, TOCIUTAIU3UPOBAHHBIX B CBS3H C
OOMIMPHBIMU  XUPYPTHUECKUMH BMEUIATEIbCTBAMU WM OCTPBHIMH  CEPbE3HBIMU
3a00JeBaHUAMHU. Y ITHX MAIEHTOB PEKOMEHIYETCS KOHTPOJIUPOBATH COJCpIKAHNE
KETOHOBBIX Tell. M3MepeHHWe KOHLEHTpAalMM KETOHOBBIX TE€I B  KpPOBH
HOpEeAnoYTUTENIbHEE, YeM B Moue. JleyeHue nanariau@ao3MHOM MOXHO BO30OHOBUTH
IpY HOPMAJIM3AaLUU KOHIIEHTPAIIMM KETOHOBBIX TEJN M CTAOMIM3AIMH COCTOSHHS
NalyeHTa.

[lepen Ha3HaueHueM Jamariu@iao3uHa CleqyeT Y4YUThIBaTh JAaHHbIE aHaMHe3a
HalueHTa, KOTopble MOTYT IIpeapacnosaraTb K KeToauua03y.

K rpymnmne Bo3MOXHOTO MOBBIIIEHHOTO PUCKA Pa3BUTHS JHA0ETUYECKOTO KETOAIN 1032
OTHOCSITCSI TAIMEHTHl C HHU3KUM pe3epBoM GyHKIMH OeTa-KJIETOK (HampuMmep,
NalMeHThl C caXapHbIM auabeToM 2 THMAa C HU3KUM ypoBHeM C-mentuia WU
JaTEHTHBIM ayTOUMMYHHBIM JuabeToM B3pocibix (LADA- nuaber) i nauueHTs ¢
MaHKPEaTUTOM B aHaMHE3€); MAalMEeHTHl C 3a00JEBAHUSMH, KOTOPBIE NMPHUBOIAT K
OTPaHUYEHUIO TIPUEMa I WIH TSHKEIOMY 00€3BOKUBAHHIO; MAIIMEHTHI, Y KOTOPBIX
CHIDKEHBI J103bI TIPeNapaToB MHCYJIMHA; U MTALUEHTHI C MOBBIIIEHHOW NOTPEOHOCTHIO B
npernapaTtax MHCYJIMHA W3-32 OCTPOro 3a00JIeBaHUs, XUPYPrHUECKOT0 BMEIIAaTeNbCTBA
WM 370ynoTpeOneHust ankorosneMm. ClrenyeT coOmoaaTh OCTOPOXKHOCTh TIPH
npuMeHeHnr HHruouTopoB SGLT2 y Takux nmarnmueHToB.

VY nauueHToB ¢ 1MabeTHYEeCKUM KETOAIUI030M, BO3HHKIIMM BO BpeMs JICUEHHS
unruouropom SGLT2, He pekoMeHayeTcs BO30OHOBIEHHE TEpaUM MHTHOUTOPOM
SGLT2, ecu He OBLT BBISBIICH M YCTPaHEH JIPYTOH SBHBIN MPOBOIMPYIOMIHN (HAKTOP.
B uccnenoBanmsix mamarnugao3uHa y MalMeHToB C caxapHbIM 1radeToM | Thra 9acto
oTMeyvasics auabeTHuecKuil keroanuao3. Jlamarnuguo3uH NPOTUBONOKA3aH JUIs

JeueHUs OOJIBHBIX C CaxapHbIM ,Z[I/Ia6eTOM 1 Tuna.
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Hexpomuzupyowuii ¢hacyuum npomedxicnocmu (canzp d :é}/gﬁ;l;;ﬁ;-TEﬂbH':

Coo01manoch 0 MOCTPErHCTPALMOHHBIX CIy4asX HEKPOTU3UPYIOHIEro QacuuuTa
INPOMEKHOCTH (TaKke Ha3blBaeMoro ranrpeHoil dypHbe) y KEHIMH U MYK4YHUH,
npuHUMaromux HHruouTopel SGLT2 (cMm. pa3aen 4.8.). 310 penkoe, HO Cepbe3HOE U
MOTEHLIMAJIBHO YTPOJKAIOILIEEe >KU3HHU SBJICHHE, KOTOpOe TpedyeT HEOTIONKHOTO
XUPYPTUYECKOTO BMEIIATENbCTBA U IPUMEHEHUSI aHTUOMOTHKOB.

[TatmenTamM peKOMEHIyeTCsl OOpaTHTbCS K Bpauy B TOM CiIydae, €CIIM y HHUX
MOSIBUJINCH 00JIb, UyBCTBUTEIBHOCTh MPHU MPUKOCHOBEHHUHU, HPUTEMA WM OTEK B
0o0JacTy TreHUTAIUA WM O0JacTU MPOMEKHOCTH B COYETAHHM C JIMXOPAAKOW H
HeomoranueM. ClreyeT MOMHHTH, YTO JIMOO ypOTeHHMTaldbHAas WHQEKIUs, JTU00
abcrecc MPOMEKHOCTH MOTYT MPEAIIECTBOBATh HEKPOTH3UPYIOMIEMY (haCIHUTY.
[Tpu mono3penun Ha ranrpeny dypHbe npuMeHeHue mpemnapata Jlanmarmudio3un
JIOJKHO OBITh MPEKpalIeHO M HA4yaTo He3aMeUIUTEIbHOE JIeYeHHE (BKIOYas
AHTUOMOTHKHU M XUPYPTUICCKYIO 00padOTKY).

Hnghexyuu mouesvigoosiugux nymetl

DKCKpelusi TIIOKO3bI C MOYOH MOXKET OBbITh CBSI3aHA C MOBBIIICHHBIM PHCKOM
MH(GEKIMU MOYEBBIBOASIMIMX MyTei. [loaToMy mpu JiedyeHHHM mNHeNOHePpUTa WM
ypocerncuca  ciemyer paccMOTPETh BO3MOXHOCTh  TPHOCTAHOBKH  TEPAINuU
Janarin@Io3uHOM.

Tayuenmsi noscunozo 6ospacma (= 65 nem)

VY noxuneix nanueHToB puck cHikeHuss OLIK mMoxeT ObITh MOBBIIICH, U UM Yallle
HA3HAYAIOT INYPETHKH.

[Toxxuiible MAIMEeHTHl Yalle UMEIOT HapylleHHe (YHKIUH MMOYeK W/WIH TMOTydYaroT
JIeYeHWE AaHTUTHIEPTEH3WBHBIMH TMpemapaTaMH, KOTOPbIE MOTYT BBI3bIBAThH
M3MEHEHUs QYHKIIMH TOYeK, TAKUMH KaK HHTHOUTOPBHI aHTMOTEH3WHIIPEBPAIIIAIOIIIErO
dbepmenTa u Os0KaToOphl penentopoB anruoreHswHa Il tuma 1. [lns manmeHTOB
MOXKWJIOTO BO3pacTa TMPUMEHHMBI T€ K€ PEKOMEHIAIMM B OTHOIICHUH (DyHKITHH
MOYEK, YTO U JUIS JPYTUX MareHToB (cM. pazaensi 4.2., 4.8, 5.1.).

Xponuueckas cepoeunas HedoCmamoyHoCmy

OnplT npuMeHeHHUs Aanariu@iio3nHa y NalUEeHTOB C XPOHUYECKOW cepAeyHOM
HesocTatouHOoCThio [V dyHKkmmMoHansHOTO Kiacca 1o kinaccudukammum NYHA
OTpaHUYEH.

Hugpunompamusnas xapouomuonamus

[TpumeHenne nanariaugIo3uHa y TAIMEHTOB ¢ HHOWIBTPATUBHOW KapIMOMHUOTIATUEH

HE U3Yy4aJIoCh.
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XpOHMLlQCKClﬂ bone3ns nouex

OnbIT mpUMEHEHUs AanarmugIo3nHa JUIsl JICUYCHHsS] XPOHHUECKON OOJIe3HU MOYEeK Y
MAIUEHTOB 0e3 caxapHOTro nquadera 2 TUIa U ATbOYMHHYPHH OTCYTCTBYeT. [lalineHThI
¢ abOYMHUHYpPHEH MOTYT MOIYYUTh OOJIbIIE MMOJIB3bI OT JICUECHUS AANarinu(I03uHOM.
Amnymayus HudsiCHUX KOHeYHOCmel

YBenudeHue cirydacB aMITy Talluy HIKHUX KOHEYHOCTEH (B IEPBYIO OYEpe/lb, AIBIICB
CTOIIBI) HAOIIOAAIOCh B JOJITOCPOYHBIX KIMHHYECKUX UCCIICOBAHUSIX MPUMCHCHHUS
uHruouTopoB SGLT2 y mamueHToB ¢ caxapHbpiM auaberom 2 tumna. HeusBecTHo,
saBisieTcst i 3To dpdexrom npenaparoB kinacca SGLT2. Ilarmentam ¢ caxapHbIM
nuabeToM 2 THIa BaXKHO PEKOMEHIOBATH MOCTOSHHBIA MPO(QUIAKTHICCKUN YXO 3a
CTOITaMHU.

Oyenka pe3y1bmamos aHaiu3a moyu

BcenenctBue mexanusma JeHCTBUS Mpernapara pe3yabTaThl aHATM3a MOYHU Ha TIIIOKO3Y
y MaIMEeHTOB, MPUHUMAIOIIHX Tpernapar Janarnuduio3uH, OyayT MOJ0KUTEITBHBIMU.
Jlakmosa

[Ipemapatr comepxxut Jnakrto3dy. [lammeHtTam Cc  penkoil  HacieICTBEHHOM
HENEPEHOCHUMOCTBIO JIAKTO3bI, NE(UIUTOM JIaKTa3bl WM CHHIPOMOM TJIFOKO30-

raJIaKTO3HON MababCOPOIIMK ATOT JICKAPCTBEHHBIN MpernapaT MPOTUBOIIOKA3aH.

4.5. B3aumoneiicTBHe ¢ JAPYrMMHM JIEKAPCTBEHHBIMHU NMpenapaTaM M Jpyrue
BHABI B3aUMOJAelicTBHI

dapmMakoarHAMHYECKOE B3aUMOAEHCTBUE

Jluypemuxu

Janarnugno3uH MOXeT YCWIMBATh JTUypeTHYecKuil d3(PQPexT THA3uAHBIX W
«TETNEBBIX» TUYPETHUKOB M TOBBIIIATH PHUCK Pa3BUTHS OOE3BOXKHBAHUS H
apTepuarIbHON TUIOTEH3UH (CM. pasnen 4.4.).

Hucynun u npenapamul, nosviuiarowjue ceKpeyuro UHCYIuHa

Ha ¢one npuMeHeHrs MHCYIMHA U PENapaToB, MOBBIIIAIOIINX CEKPEIUIO HHCYINHA,
MOJKET Pa3BUThCS THMOTIUKeMHs. [103TOMy C 1Lenbl0 CHMKEHHUS PUCKA Pa3BUTHS
THUIIOTTIMKEMUHA TIPU OJHOBPEMCHHOM MNPUMCHCHHUUN }IaHaFHI/I(bJ'IOSI/IHa C MHCYJIMHOM
WM TIperapaTtoM, MNOBBIMIAOOIMM CEKPEIHUIO HHCYJIMHA, MOXKCT HOTpe6OBaTBCﬂ
CHW)KEHHE JI03bI MHCYJIMHA WU Tpenapara, MOBBIMIAOIIET0 CEKPELI0 HHCYTHHA (CM.

pasnensi 4.2., 4.8.).
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DdapMaKOKHHETHYECKOE B3aUMOJICHCTBUE

Metabonu3Mm panariauQao3uHa MPEUMYIIECTBEHHO OCYIIECTBISECTCS TOCPEICTBOM
TIIIOKYPOHUTHOM KoHBIoraruu mox aeicteuem UGT1A9.

B xone wuccrnemoBanmii in Vitro nmamariau¢o3uH He HHrUOMpPOBan U30(EpMEHTHI
cucrembl nuroxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2(C9,
CYP2C19, CYP2D6, CYP3A4 u ne unnyuuponan uzopepmentsl CYP1A2, CYP2B6
wm CYP3A4. B cBs3u C 3TUM HE OXUAACTCS BIUSHUSA Manariudio3rHa Ha
MeTa0O0IMYeCKUI KJIMPEHC COITyTCTBYOILIUX penapaTos, KOTOpbIE
METa0O0IU3UPYIOTCS [IOJ] IEHCTBUEM ITUX U30()E€PMEHTOB.

Brusanue opyaux n1exapcmeenHvlx npenapamos Ha 0anaziu@io3un

HccnenoBanust  B3aMMOAEWCTBUM € y4acTHEM  3JI0pOBbIX  JOOPOBOJIBIIEB,
IPEUMYILIECTBEHHO NMPUHUMABLIMX OJHOKpPATHYIO 103y Ipernapara, MoKas3ajld, 4To
MeT(OpMUH, IMOIJIUTA30H, CUTAarJIUITHH, TIIMMETUPH, BOINM003a,
THIPOXJIOPOTHA3uA, OyMmeTaHH[, BajCcapTaH WJIM CHMBAaCTaTWH HE OKa3bIBAIOT
BJIMSIHUA Ha (DapMaKOKMHETHKY Aanariugio3nHa.

[Tocne ofHOBpEMEHHOT0 TpUMEHEHMs Aanaraugio3uHa u pudaMIuLKHa, HHAYKTOpa
pasIMYHBIX ~AKTUBHBIX TPAHCIOPTEPOB U  (HEPMEHTOB, METAOOIUZUPYIOLIUX
JIEKapCTBEHHBIE MTPETapaThl, OTMEYEHO CHIYKEHUE CUCTEMHOM SKCIO3UINH (TIJIOMIA b
noji KpuBoW «koHueHTpauus-spems» (AUC)) nanmarmudiosuna Ha 22 %, npu
OTCYTCTBUHU KIMHMYECKH 3HAYMMOTO BIHMSIHHUA HAa CYTOYHOE BBIBEIEHHUE TIIIOKO3BI
noukamu. He pexomeHJyeTcsi KOppeKTHpOBaTh 103y Impenapara. KinHu4yecku
3HAYMMOTO BIMSHUS TPU TPUMEHEHWH C JAPYTHMH HWHAYKTOpamMH (Harmpumep,
KapOamasenuH, GeHUTONH, (eH0OaApOUTAT) HE 0KUIACTCS.

[Tocne onHOBpEMEHHOTO NMPUMEHEHUs Aanariu@iao3uHa U Me(eHaMOBOH KHCIOTHI
(nuaruburopa UGT1A9) ormeueHo yBennueHue Ha 55 % CHCTEMHOI JKCIO3HLIUH
namari$iao3nHa, HO 0e3 KIIMHIUYECKH 3HAYMMOTO BIIMSHUS HA CYyTOYHOE BBIBEICHUE
TITIOKO3BI TOYKaMu. He pekoMeHTyeTcst KoppeKTHpOBaTh 103y Ipenapara.

Bnusinue oanaenugnosuna na opyaue iekapcmeeHnnvle npenapamol

OpnHOBpeMEHHOE TPUMEHEHHE Janariugio3uHa W MPenapaTtoB JUTHS MOXKET
MPUBECTH K CHIYKEHUIO KOHIICHTPAIMH JIUTHSI B CBIBOPOTKE KPOBH M3-32 BO3MOXKHOTO
YCHUJICHHS BBIBEICHUS JUTHS C MO4Yoid. MOKeT MOTpeOOBaThCS KOPPEKIHS 03I
npernapara JUTHS.

B wuccnenoBaHMsX B3aMMOAEWUCTBUII € YyYacTHEM 3JI0POBBIX J10OpPOBOJIBLEB,
PEUMYIIECTBEHHO OJTHOKPATHO MPHHUMABIINX JI03y Tpernapara, ganariuio3nH He

BIMSUT Ha (apMaKkOKMHETHMKY MeT(OpMHHA, MHUOTJIMTAa30HA, CUTArJIMIITUHA,
10
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TIIMMETTMPHUIA, THAPOXJIOPOTHA3H/ 1A, OyMeTaRu/Ia, Bah@éﬁialg%ﬁw&ﬁﬁg:&%&fﬁa% ull3)

P-gp) wimm Bapdapuna (S-Bapdapun, cydctpar mzodpepmenta CYP2C9), mnm Ha
AQHTUKOATYJIALIMOHHBIN s dexr, OLICHUBAEMBIi o MexayHnapogHomy
HopMmanu3oBaHHOMy otHomeHuto (MHO). IlpuMeHeHre OIHOKpPATHOM JO3BI
nanarmmduosnHa 20 Mr u cumBactathuHa (cyoctpara mzodepmenta CYP3A4)
npuBoaniao K moBeimenuto Ha 19 % AUC cumBactaruna u Ha 31 % AUC
CUMBACTaTHHOBOW  KUCJIOTHI.  [lOBBIIIEHHME  OSKCMO3WIMKM  CHMBACTaTHMHA |
CUMBACTaTUHOBOM KUCJIOTHI HE CUUTACTCS KIMHUYECKU 3HAYUMBIM.

Brusanue na onpeoenenue 1,5-ancuopoentoyumona

OueHka  TJIMKEMMYECKOTO  KOHTpPOJISI € TIOMOLIbI0  ompexeneHus  1,5-
AQHTUJIPOIUIIOLIMTONIA ~ HE  pPEKOMEHAyeTCsl,  IOCKOJIbKY  u3MmepeHue  1,5-
AQHTUJIPOTIIIONIMTONA  SIBJISIETCS ~ HEHAJASKHBIM  METOJIOM  JJii  [allMeHTOB,
npuHuMaromux uHruoutopel SGLT2. Jlng OIEeHKH TIJIMKeMHYECKOrO0 KOHTPOJIS
CJIEZyeT UCTIONb30BaTh AIbTEPHATUBHBIE METO/IBI.

pyeue 83aumooeticmeus

Brnusinue xypeHus, OUETHl, MpUeMa PACTUTEIbHBIX MPENaparoB U yHOTPEOICHUS
QJIKOTOJIsl HA MapaMeTpbl (apMaKOKHHETUKH Janaraugao3uHa He U3y4aioch.

4.6. DepTUILHOCTb, 0ePeMEHHOCTb M JIAKTAMA

bepeMeHHOCTB

B cBs3u ¢ Tem, yTO mpHMEHEeHHEe Aanariu@io3uHa B MEpUO] OEpEeMEHHOCTH He
U3y4eHO, TIIpernapaT NPOTHUBOMNOKa3aH B IMepuoa OepeMeHHocTH. B cimyuae
JTUAarHOCTUPOBAaHUS OEpPEeMEHHOCTH Tepamnusi JanariudiIo3WuHOM JOHKHA OBITh
IpeKpalieHa.

JlakTanus

HeusBecTHO, MpOHMKAET U Aanariu(Io3uH W/WIA €ro HEaKTHBHBIE METa0OIUTHI B
TpyIHOE MOJIOKO. Henb3si HUCKIIOUUTh PUCK JUII HOBOPOXKICHHBIX/MIIA/ICHIIEB.
Jamarnmgno3nH MpOTHBOIIOKa3aH B TIEPHOJ TPYIHOTO BCKAPMITUBAHHUSL.

DdepTUabHOCTD

Bnusnue nanarnugno3nHa Ha GepTHIIBHOCTD Y YeJI0BEKa HE N3Yy4alHCh.

4.7. BJiusiHMe HAa CHOCOOHOCTH YNPABJSATH TPAHCIOPTHBIMHM CpPeACTBAMM H
padorathb ¢ MEXaHU3MaAMU

HccnenoBanuii 1Mo W3Y4YEHHIO BIUSHMUA Janarin@io3dHa Ha CIIOCOOHOCTh K
YIPABIEHUIO TPAHCIIOPTHBIMU CPEICTBAMU U MEXAHU3MAMHU HE IIPOBONIIOCK.

4.8. HexeaaTejlbHble peakuuu

Pesrome mpoduist 0e3onacHOCTH

11
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Caxapmnwiii ouabem 2 muna

B xmmaMueckux uccrnenopanusx 6onee 15000 manmueHTOB ¢ caxapHbIM auadeToM 2
THUTIA TIOTYYaJIH TEPAMUIO JanaraudI03HHOM.

[lepBuunas oneHka 0€30MacHOCTH M TEPEHOCHMMOCTH ObUla MpoBeleHa B
MpeBapUTENIbHO 3a/laHHOM OOBEIMHEHHOM aHanu3e 13 kpaTkocpouHbix (0 24
He/elNb) MIanedo- KOHTPOIUPYEMBIX HCCIEAOBaHMNA ¢ ydacTrem 2360 manueHToB,
MoJydaBIUX ganmarauduiosuH B goze 10 mr, m 2295 manueHToB, MONydYaBIIUX
iane0o.

B uccnenoBanuu cepneyHO-COCYAMCTHIX MCXOIOB Manariudio3ruHa IpU CaxapHOM
munabere 2 tuna (uccnepoBanne DECLARE, cm. pasgen 5.1.) 8574 mnammenra
nosrydainu ganariudio3ud B 1o3e 10 mr, u 8569 manueHToB Modydaid rmiarnedo mpu
CpeIHel MPOoIOIKUTENILHOCTH Tepanuu 48 mecsieB. B 1ienom, cpenHsis 3KCHO3UIHS
nanarduio3nHa coctapmia 30623 manueHTo-roa.

Haubonee wuacteiMu NOOOYHBIMU PEAKIUSMHU, OTMEUEHHBIMH B KIMHUYECKUX
MCCJICIOBAHUSX, ObIA TEHUTATBHBIC HHPEKIIUHU.

XpoHnuueckas cepOeunas HeOOCMamoyHOCMb

B uccnenoBanuu cepieuHO-COCYIMCTHIX UCXOI0B MPHU MPUMEHEHUH Aanarindao3nHa
y TAUMEHTOB C XPOHMYECKOM CEpPACYHOM HEAOCTATOYHOCTBIO CO CHHKEHHOH
dpakumeit BeIOpoca (uccimenoBanue DAPA-HF) 2368 mnamueHToB moMyvyanu
nmanarnaudiao3ul B 1o3e 10 Mr, u 2368 marueHToB noilydyand ranedo npu cpeaHei
MPOJIOJKUTENIHOCTH Tepanuu 18 mecsieB. B ucciaeayeMyro MNOMyJSIUIO BOUUIH
MAIMEHTHI C CaXapHbIM IMa0EeTOM 2 THUIIA ¥ TIAIMEHTHI 03 1radeTa, a TaKkKe MalueHThI
¢ pCK® > 30 mn/mMun/1,73 M2, B nccie0BaHNN cepaeqHO-COCYAUCTHIX HCXOA0B HPH
NpUMEHEHUH Janariidio3uHa y TMalUeHTOB C XPOHHUYECKOH  cepaeyHoi
HEI0CTaTOYHOCTHIO ¢ (hpakiuei BeIopoca geBoro sxenymouka> 40% (DELIVER) 3126
MAlMEHTOB Molydaau ganariuguo3ul B goze 10 mr, u 3127 nauueHToB Hogydyanu
mianebo mpu cpeaHel MPOIOJDKUTEIBHOCTH Tepanuu 27 MecsieB. B momymsiumio
MAIMEHTOB BXOIWIN MAIIMEHTHI C CaxapHbIM quabeTtoM 2 Tuma u 6e3 1uadera, a TaKkxKe
naruentsl ¢ pCK® > 25 mn/mun/1,73 M2,

OO6mwmit mpoduias O6e30macHOCTH nanariugIo3uHa y TMAIMEHTOB C XPOHHYECKOU
CepJIeYHONM  HEJOCTAaTOYHOCTHIO  COOTBETCTBOBAJ  HM3BECTHOMY  MPOQHIIIO
0e30macHOCTH Janarnudio3uHa.

Xponuueckas b6one3nb nouex

B wuccnemoBanuu mo oreHke 3(dexktuBHOCTH nmanariudiao3uHa B OTHOIICHHUH

MOYCYHBIX HCXOJ0B Y MAIMEHTOB ¢ XpOoHMYecKoi Gosesnpio mouek (DAPA-CKD)
12
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2149 nanMeHTOB MHOMyYaldd Ianarau(ao3HH B noéQ'QéW'%E'ZT@jh (et roR 03]

noJTydaiay Iutanebdo Mpu CpelHed MPOJOJIKUTEIFHOCTH Tepamuu 27 MecsieB. B
UCCIICyeMYIO MOMYJISIIUIO0 BXOJUIN TMAIlMEHTHI C CaXapHbIM auabeToM 2 Tuma, 6e3
caxapHbIM auaberoM 2 tuma, ¢ pCK® > 25 n < 75 mn/mun/1,73 M? u ansbymuHypHeit
(A/Kp moun > 200 u < 5000 mr/r). Jleuenue nponosmkanu, eciim pCK® cHuxkanach
Mmenee 25 mu/mun/1,73 M2,

OO6muii mpodwie 6e30macHOCTH ManariudIo3rHa Y TAIHEHTOB C XPOHUYECKOM
OOJIE3HPID  TIOYEK  COOTBETCTBOBAJI ~ HM3BECTHOMY MNpoduiro  0e30macHOCTH
namaridiIo3uHa.

PesroMe HexxenaTeabHbIX PEAKIIUT

HexenartenpHble  peaknud,  OTMEYEHHBIE B ILIAEe00-KOHTPOIMPYEMBIX
MCCNeNOBaHUAX  nanarnudiosMHa U IPH MOCTPErMCTPALIOHHOM HAGIIONEHHH,
HpUBENICHBI Jajiee Mo TeKCTy. HexenarenbHble peakiiui He ObUIH J0303aBHCHMBIMH.
HexenarenbHble pPEaKIMU pPaCIpeeieHbl IO CHCTEMHO-OPraHHBIM KJIaccaM C
yKa3aHHUEM YaCTOThI KX BOSHUKHOBEHHUS: 0YeHb yacTo (>1/10), vacro (>1/100, <1/10),
Hevacto (>1/1000, <1/100), peaxo (>1/10000, <1/1000), ouens peako (<1/10000) u
4aCcTOTa HEM3BECTHA (HA OCHOBAHUU MMEIOIINXCS TAaHHBIX OIICHUTh HEBO3MOYXKHO).

HUngpexyuonnvle u napazumapuvie 3a601e6anus: 4acTo* — ByJIbBOBaIrMHUT, OaTaHUT
¥ CBSI3aHHBIE C HUMH TeHHTalTbHBbIE MHGEKIH*™?3, mHpEKIHs MOUYeBBIBOIAIINX

nyTeit*?*; HeyacTo** - rpu6KOBble MH(EKIMOHHBIE 3a00IeBAHUA™* *; OUEHb PEIKO -

HEKPOTH3HPYIOIINH (hacIUUT MPOMEKHOCTH (ranrpeHa PypHbe)?P,

Hapywenus co cmopomnsl obmena gewyecme u numaHusi; 09eHb 9acTO - TUITOTITHKEMUS
(mpu TpPUMEHEHWH B KOMOWHAIIMU C TIPOW3BOJHBIM CYJIb(OHUIMOYCBUHBI WIIN
I/IHCYJ'II/IHOM)Z; HeyacTo** - CHIDKEHUE OI_IKZ’S, Kakaa**; penko - muabeTndecKuit
KeToaru 103 (IIpH MPUMEHEHHH NPH caxapHoM auabete 2 Tuma)> 1,

Hapywenus co cmoponvl Hep6Hotl cucmembl: 9aCTO* - TOJOBOKPYKEHUE.
Hapywenus co cmoponul scenyoouno-kumeuno2o mpakma: HEIaCTO™* - 3amop™*,
CyXOCTb BO

pTy**-

Hapywienus co cmopombl KovCu 1 NOOKOICHBIX MKAHell. 9aCTO* - CBIMb"; 04eHb PeKo
- AaHTMOHEBPOTHYECKUH OTEK.

HapyweHuﬂ CO CMOPOHbL KOCMHO-MbIUEYHOU CUCMEMbl U COCOUHUMENbHOU MKAHU.!

yacTto* - 00JIb B CIUHE*.

13
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Hapywenus co cmoponvl nouex u moues zeodﬂmﬁgl%§rﬂég':ﬁ% o&ﬂkljfﬁéy ﬁ;{;l:':'zg:'

nomaypus*’%; HedacTo** - HUKTYpUA**; O4eHb PEIKO - TyOYIOMHTEPCTHIIHATLHBIA
HEPPUT.

Hapywenus co cmopoHbl noio8bix 0peaHo8 u MOJI0YHOU dicene3bl: HedacTo™ * -
BYJIbBOBaruHAIBHBIN 3y1**, TeHUTANBHBINA 3y 1% *.

Jlabopamopnvle u uncmpymeHmanvHvle OaHHble: 9acTO™ - TMOBBIIICHUE 3HAYCHHUS
reMaToKpuTa’, CHMKEHHE TIOYEYHOTO KIMPEHCAa KpeaTMHHHA Ha HadalbHOM JTaIle
Tepanuu?, JUCIUITHAEMUS®,

HEeyacTo™* - MOBBIIICHNE KOHIIEHTPALMN KPeaTHHUHA B KPOBH Ha HAYaJIbHOM JTaIle

*%,2

TCpannun , IOBBIICHUC KOHICHTPAaIUU MOYCBHUHLI B KpOBI/I**, YMCHBIICHHUEC MACChI

Tenma**®,
! [lpencraBneHsl JgaHHBIE O MPUMEHEHWH Ipenapara g0 24 Hexuenb
(kpaTKOCpOYHasi ~ Tepamusi)  HE3aBHCHUMO  OT  IpUeMa  JONOJHUTEIHHOTO
THITOTJIMKEMHYECKOTO ITpenapara.

2 CM. COOTBETCTBYIOIIMIA TOAPA3/C) HIXKE JJIsl OJTY4YCHHs JOTOJIHUTEIBHOM
uHpopmanuu.

3 BynpBOBarnHUT, OadaHUT M CBSI3aHHBIE C HUMHU TEHHTAIbHBIC HHOEKIHH
BKJIFOYAIOT, HANpHUMEp, CICAYIOIIME 3apaHee OMpE/ICICHHbIC IMPEANOYTHTEIbHBIC
TEPMHHBI: BYJbBOBAarMHAIbHYIO IPUOKOBYIO MHQEKIMIO, BATHHAIBHYI0 HHQEKIHIO,
0aaHuT, TPHOKOBYIO HH(EKIHIO MTOJIOBBIX OPTaHOB, BYJIbBOBAarMHAIBHBIN KaHIH03,
BYJbBOBAaruHHUT, KaHAWAO3HBIN OalaHUT, TEHUTAIBHBIH KaHAWI03, WH(EKIHUIO
MOJIOBBIX OPraHOB, UH(DEKIUIO MOJIOBBIX OPTaHOB y MYXKYWH, HHPEKIIMIO MOJIOBOIO
4JICHa, BYJIbBUT, OaKTEpUAIIbHBII BarMHUT, a0CIIECC BYJIbBBI.

4 WNudexuns MOYEBBIBOISAIINX nyTen BKJTFOYAET CIIeTyOIIHe
NPEANOYTHTEILHBIE TEPMHHBI,

NIEPEUNCIICHHBIC B MOPS/IKE YOBIBAHUS YaCTOTHI: MH(EKIUS MOYCBBIBOISAIINX TyTEH,
UCTUT, WHQEKIMS MOYEBBIBOIAIINX IIyTeH, BbI3BaHHAs OaKTepUSIMHU poOja
Escherichia, nadexmus modenonoBoro Tpakra, mHueIOHEPPHUT, TPUTOHUT, YPETPHUT,
UH(EKIHUS MOYSK U MPOCTATHUT.

>  Camxenme OIIK BKIIOUaeT, HampuMep, CIEAYIOIIHE 3apaHee OIpe/e/cHHbIE
NPE/MOYTUTENILHBIE TEPMHUHBI: 00€3BOKMBAHUE, THIIOBOJIEMHS, apTepHaIbHas
THITOTEH3USL.

6 [Monmypus BKIIFOYAET MPEANOYTHTEIBEHBIC TEPMUHBL: TOJUIAKUY PUSL, IO PHSI

U yCUJICHHE Tnype3a.
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Cpennue n3MEHEHUS 3HAUYCHUS TeMaTOKPHUTA OT H@%&HEQ&E@JMW&&&&H 003)

2,30% B rpymme panariaudiaosuna 10 mr no cpaBHenuto ¢ -0,33% B rpymnme miane6o.
3HaueHuss rematokputa >55% otmeuennl y 1,3% manMeHTOB, MOJy4YaBLIMX
nanarmduosud 10 mr, o cpaBHeHuto ¢ 0,4% manueHToB, MOMyYaBIINX IIaeoo.

8 Cpennee M3MEHEHHE CICAYIOIIMX IOKazaTeleld B MPOILEHTAaX OT MCXOIHBIX
3HaYeHUd B rpymnne nanarvdiaosuHa 10 mMr u rpynme mianefo, COOTBETCTBEHHO,
cocraBuiio: obmuii xonecrepu 2,5% mo cpaBHenuto ¢ 0,0%; xonecrepun-JIIIBII
6,0% 1o cpaBHeHuto ¢ 2,7%; xonecrepun- JIITHII 2,9% no cpaBaenuto ¢ -1,0%);
TpUrIMLepuast -2,7% mo cpaBaenuto ¢ -0,7%.

o Cwm. pasnen 4.4,

10 HexenarensHas peakiusi OTMedeHa HPHU TIOCTPETHCTPAIMOHHOM HAGIIOICHHH.
Chillb  BKJIFOYAET CIICAYIONIME IPEANOYTHTEIbHBIC TEPMHHBI, TEPEUUCICHHBIC B
NOPSIIKE  YacTOThl  Pa3BUTHS B KIMHUYECKUX  HUCCICIOBAHHSAX:  ChIIlb,
TreHepaTM30BaHHAs ChIb, 3YJSMIasl ChIllb, MaKyJIE3Has ChIllb, MAKYJOIMAITYJe3Has
CBIITb, TIYCTYJIE3HAS CHIMb, BE3WKYJIE3HAS ChINb, dpUTEMATO3HAs ChIllb. B mmiamebo-
KOHTPOJMPYEMbIX KJIMHUYECKUX HCCIICAOBAHUSIX M HCCICIOBAaHUSX C AKTHBHBIM
KOHTpoOJIeM (TpyIia, moyryyaBiias nanariuguo3us: N = 5936, KOHTpoJIbHAS TPYyIIA:
N = 3403) yacroTa pa3BUTHUs ChIIM ObLIA CXOXKEW Yy NAIMEHTOB, MOJIYYaBIIMX
nanarmuduosuH (1,4%), 1 manueHToB B KOHTpostbHOM rpyrre (1,4%).

1 OTMe4eHO B UCCIEIOBAHUH CEPACYHO-COCYTUCTHIX MCXOJIOB y MAaIllUEHTOB C
caxapubiM guaberom 2 Tuna (DECLARE). Yactora ocHOBaHa Ha T0JI0BOM
rokasarere.

*Otmedensl y > 2% mnanueHToB u Ha > 1% wdaie, U y OOJBIIET0 KOJIUYECTBA
MAIMEeHTOoB (KaKk MUHUMYM, Ha 3) B rpyime ganariudiao3naa 10 Mr mo cpaBHEHUIO ¢
rpymnmnoii miane6o.

** OreHeHbl UCCleIoBaTENIeM KaK BO3MOXKHO CBSI3aHHBIE, BEPOSITHO CBSI3aHHBIE MITH
CBSI3aHHBIE C UCCIICyeMOH Tepanueld 1 oTMeueHsl y > 0,2% naruenToB 1 Ha > 0,1%
game W y OONBIIEr0o KOMWYEeCTBAa MAIMEHTOB (KaKk MUHUMYM, Ha 3) B TpyIIe

nanarnugiaozrHa 10 Mr mo cpaBHEHUIO C rpynIoil mianeoo.

Omnmcanue OTACIBHBIX HEXKCIIATCIbHBIX DeaKHI/Iﬁ

Bynveosazunum, banranum u césa3anHble ¢ HUMU 2eHUMATbHbLE UHMEKYUU

B o00beaMHEHHBIX NaHHBIX MO Oe3omacHOCTH 13 wWccrnenoBaHUi BYJIHBOBArMHUT,
OalaHUT W CBSI3aHHBIC C HUMH T€HUTAJIbHbIE WHGEKIUU OoTMe4eHbl y 5,5% u 0,6%
MAIMEHTOB, MPUHUMABIIKMX ganariauduosuH 10 Mr m 1uranebo, COOTBETCTBEHHO.

bonbmmHcTBO MHpEKM OblTN cab0 WM yMEPEHHO BBIPAKEHHBIMU; HaYaJlbHBIH
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Kypc CTaHAapTHOW Tepamuu Obul 3(dekTrBeH, B éEL};P;lE%FME'ﬁJLagEH); bgzﬁ«')' 003)

npeKpalaiy nprueM ganariau@uo3naa. ITH HHPEKIUH Yallle pa3BUBAIHCD y KEHIH
(8,4% u 1,2% npu npuMeHeHnn Aanariu@io3nHa u mianedo COOTBETCTBEHHO), a Y
MNAIMEHTOB C TAKUMU UHPEKIUSAMU B aHAMHE3€ OHU Yallle PeUUINBUPOBAIIH.

B  uccnenopanun DECLARE  konmwdyecTBO  MAllMEHTOB C  CEPbE3HBIMH
HEXKEIIATSIIbHBIMU SIBJICHUSIMU B BUJIC TCHUTAIBHBIX MHPEKINH ObUIO HEOOIBIIUM H
cOaaHCHpPOBAHHBIM: 110 2 TAllMEHTa B TPpyIIIe fanariu@io3uHa u rpynrne miameoo.
B uccnenoBanun DAPA-HF He ObuIO ManMeHTOB ¢ CEPhE3HBIMU HEKEIATEIbHBIMH
SBJICHUSIMU B BUJE T€HUTAJIbHBIX MH(EKIM B rpymnmne ganaraudio3uHa, B TpyMIe
ianebo cepbe3HOe HEXeNaTeNbHOE SIBJICHUE 3aperucTpupoBaHo y | mamuenrta. B
rpynmne nanariuduosuna y 7 (0,3%) manueHToB ObLTH OTMEYEHBI HEXeJaTelIbHbIe
SBIICHUS, IPUBOAMBIINE K IPEKPAIICHHUIO JICYCHUS BBULy T€HUTAbHBIX HHPEKUUH, U
HH Y OJTHOTO THalnueHTa B rpyimie mianedo. B uccinenosannu DELIVER y 1 (<0,1%)
NalMeHTa B KaXJOW TPyIIe JICYeHUSI OTMEYCHO CEPbE3HOE HEXKENATEIbHOE SBICHUE
B BUJI€ T€HUTAIbHBIX HH(pekuuid. B rpynne nanarnudaosuna y 3 (0,1%) nanueHTos
OTMEUYEHBI HEXKENIATEIIbHBIC SIBICHUS, TPUBOUBIINE K IPEKPAILICHUIO JICUCHUS BBULY
TEeHUTANBHBIX UHPEKIUH, a B TPYyIIe Uanedo ManueHTOB ¢ TAKUMU SBICHUSMU HE
OBLITO.

B wuccnenoBanmun DAPA-CKD oOpmo 3 (0,1%) mammeHta ¢ cepbe3HBIMH
HEXENaTeIbHBIMU ~ SIBJICHUSIMH B BHJE€ TCHHUTAIbHBIX WHQPEKUUHA B TpymIe
nanariaudo3uHa U HU OJTHOTO TAIlMEeHTa ¢ TAKUMHU SBJICHUSMU B rpyIie 1uianebo. B
rpynne ganaraudiosuna y 3 (0,1%) nanueHToB OTMEUEHbl HeXKeIaTeNIbHbIE SIBJICHUS,
MIPUBOJIUBIINE K MPEKPAIICHUIO JICUCHHUS M3-3a TCHUTATBHBIX WHPEKINH, a B TPYIIIe
ianedo TalMeHTOB C TaKUMH SBICHHSIMH He Obuto. O pa3BUTUU CEPBE3HBIX
HE)KENaTeNbHbIX SIBICHUH B BHUJAE TCHUTAJIbHBIX HMH(EKIUH M HekKeIaTelbHbBIX
SIBIICHUH B BUJIC TCHUTAJIBHBIX WH(QEKIINHA, IPUBOJIUBIINX K TPEKPAICHHUIO JICUCHUS,
y TaIMeHTOB 0e3 caxapHOro auadeTa 2 THIa He COOOIIAN0Ch.

Hexpomusupyrowuii ¢hacyuum npomesxcnocmu (canepena @yprove)

Coo0mranoch 0 MOCTPETUCTPALMOHHBIX CIy4asX pa3BUTHS TaHTpeHbl DypHbE Y
MAIMEHTOB, NMPUHUMAONMX HWHrHOUTOphl SGLT2, BKIOYas mamariauduio3uH (CM.
paznen 4.4.).

B uccnenosanuun DECLARE y 17160 nanueHToB ¢ caxapHbIM JuabeToM 2 THNA U
MeANaHON MPOJAOKUTENBHOCTH Tepamnuu 48 MecsIIeB BCEro ObLIO 3aperuCcTPUPOBAHO
6 ciyuaeB ranrpeHsl OypHbe: OAMH B TpyIIe, MOJy4aBlled Aanarau@io3rH, U 5 B

rpyIie mianedo.
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Tunoznuxemus (NOCNEQCBATENEHOCTE 0003)

Yacrora pa3BUTUSl TUIOTIIMKEMHH 3aBHCENa OT THMNAa 0a30BOM  Tepamud,
UCIIOJIb3YEMON B KIIMHUYECKUX MCCIEAOBAHUAX Y MALMEHTOB C CaxapHbIM JuabeToM
2 tuna.

B wuccnenoBanusx panarnu@iao3rMHa B KauecTBE MOHOTEpAalMM, B KauecTBe
nobaBiieHUsT K MeTGOpPMHUHY M B KadecTBE J00aBIEHUS K CUTArJUITUHY (C
meTdopmuHOM MK 6e3 MeThopMuHa) IPOIOIKUTEIBHOCTHIO 10 102 Henens yacToTa
Clly4aeB JIETKOil runoriaukeMun Obuia cxoxedd (<5%) B rpymmax JedeHus, BKIHOYas
iane6o. Bo Beex vccneioBaHUAX ClTydau TSDKEJIOH THIIOTIMKEMUU ObUIM OTMEUEHBI
HEYacTo, ¥ WX 4YacToTa OblIa CONMOCTaBMMAa MEXJIy TpylHaMu Jarnariuio3uHa H
1aneoo.

B wuccnenoBanusax panarnudiao3uHa B KayecTBe JOOaBIIEHUS K IIpenapary
CyJIb(OHMIMOYEBUHBI WIN IpenapaTy MHCYJIMHA OTMEUYeHa Oosiee BBICOKAs 4yacToTa
runorimkemun (cM. pasnen 4.5.).

B nccnenoBanuu nodapnenus manarimdiuo3uHa K rimMenupuay Ha 24 u 48 Hemene
HE3HAUUTENIbHbIE 3MHU30[bl TUIOINIMKEMHH pPErMCTPUPOBAIMCH 4Yallle B TIpyIIe
nmanarnudnosuna 10 mr u raoumenupuga (6,0% u 7,9% COOTBETCTBEHHO), YeM B
rpynne mianedo u rmumenupuaa (2,1% u 2,1% cooTBETCTBEHHO).

B unccnenoBanuun no0aBieHus qanariauduio3rHa K mpenaparaM MHCYJIMHA 3MH30]1bI
BBIPQ)KEHHON TMIIOTJIMKEeMHUH ObLIM 3apeructpupoBansl y 0,5% u 1,0% nanueHTos,
noiy4aBmux fganaringiao3ud 10 Mr u npenapaTsl HHCynIMHA Ha 24 u 104 Hexensx
COOTBETCTBEHHO, U Yy 0,5% manueHToB, Mojy4yaBIIuX 1aledo U npenaparbl HHCYJINHA
Ha 24 u 104 nenensx. Ha 24 u 104 nenensax He3HAUYUTEIbHBIE SITM301bI THIIOTITHKEMUHT
OBLTM  3aperUCTpUpOBaHbl, cooTBeTcTBeHHO, Yy 40,3% wu 53,1% manueHTos,
noiy4aBmux jganariauduosud 10 Mr u npenapatsl UHCYIUHA, Uy 34,0% u 41,6%
NAMEHTOB, OJyYaBUINX I11ale0o0 U MpenapaThl HHCYJIUHA.

B wuccnenoBanum poGaBneHus panariudio3nHa K METQOPMUHY M TIpemapary
CyJb(GOHMUIMOYEBUHBI 710 24 Heaelb He ObIJIO 3aperUCTPUPOBAHO HU OJHOTO 3MH30/a
TSOKEJIOW  TUIOTJMKeMHH. He3HauuTenbHble SMU30AbI TUIOTIIMKEMUH  OBbLTH
3apeructpupoBanbl y 12,8% mnaruenToB, momydaBmux gamaraudiao3ua 10 mr B
coueTaHUM ¢ MeTHOPMHUHOM U TMpenapaTamMu CylIb(GOHMIMOUYEBUHBI, U Yy 3,7%
NaIMEeHTOB, MOJTYYaBIINX IUIAe00 B COYETAHUU ¢ MET(HOPMUHOM U MPOU3BOIHBIMU
CYJb(OHUIMOYEBUHBI.

B unccnenoannn DECLARE He 0TMe4YeHO MOBBIIIEHHOTO PUCKA PA3BUTHS TKEIIOH

TUINOTIMKEMHH TIPU TEPANuy Aanarin@io3uHoM Mo cpaBHEHUIO ¢ mianebo. Ciydan
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TSDKEJIOW TUIOTJIMKEMHH 3aperuCcTpUpOBaHbl v 58 (OH%;H%@T@EFMQ&E&H 003)

namarnugiosut, 1y 83 (1,0%) manueHToB, nmorydaBux miamneoo.

B uccnenoanuun DAPA-HF ciiydan Tsxkenoil runoriaukeMun 3aperucTpupoBansl y 4
(0,2%) mauueHTOB Kak B rpymnmne ganariaudos3uHa, Tak W B rpymnne rwiane6o. B
uccienoBann DELIVER cioydan Tskenod THIOTIIMKEMHUHW 3apETHCTPUPOBAHBI y 6
(0,2%) mammentoB B rpymme nanariauduosnHa Uy 7 (0,2%) manueHToB B TpYIIe
iane6o. Ciaydan TsOHKENOW TUHOTJIMKEMUH HAOJIIOAaINCh TOJNBKO y MAIMEHTOB C
caxapHbIM AuabeToM 2 THMa.

B uccnenoanuun DAPA-CKD ciyuyau TsoKea0i TUTIOTIIMKEMHUH 3apETUCTPUPOBAHBI Y
14 (0,7%) nammentoB B rpynne nanarimudiao3una u'y 28 (1,3%) nmanueHToB B rpymre
rtane6o 1 HabJII0AaIach TOIBKO y MAMEHTOB ¢ CaXapHbBIM JHa0eTOM 2 THIIA.
Cuuoicenue OLIK

B o0benuHeHHBIX NaHHBIX N0 Oe3omacHOCTH 13 uccineaoBaHUN, HEXeTaTelbHbIe
peakiuu, ykasproamomme Ha cHikeHnne OILK (Bkimrouas cooOmieHust 00
00€3BOKMBAaHUH, TUIIOBOJIEMHUH WM apTEPUAIbHON MMIIOTEH3UH), oTMeueHbl y 1,1%
u 0,7% mnanueHToB, MNpPUHMMABIIMX jgamaraudiao3uH 10 mr uw  miamne6o,
COOTBETCTBEHHO; CEphE3HbIC HEKeJaTeNnbHble peakuuu oTMmeueHsl y < 0,2%
NAIMEeHTOB, M OHU OBLIM COMOCTaBUMBI B TpyIax AanarauduoszuHa 10 mr u miamnebo
(cm. paznen 4.4.).

B uccnenosanuu DECLARE konudecTBO NayieHToOB ¢ SABICHUSMH, YKA3bIBAIOIIMMHU
Ha cHmkeHue OLIK, Obu10 c6anancupoBaHo MexIy Tpynnamu jgeueHus: 213 (2,5%) u
207 (2,4%) B rpynmax panaridduio3nHa W miane0o, COOTBETCTBEHHO. Cepbe3HbIe
HEe)KeNaTeNbHble sBIcHHUS ObLaM 3apeructpupoBansl y 81 (0,9%) u 70 (0,8%)
MAIMEHTOB B TpyIIe qanaraudio3uHa U mianedo, COOTBETCTBEHHO. SIBIEHUS B IETIOM
ObLTM cOANaHCHPOBAHBI MEXKIY TpPYyNIaMH JICYEHHS MO BO3PACTHBIM KaTETOPHSIM,
MPUMECHECHHUIO TNYPETUKOB, ApTEPHATHLHOMY JABJICHUIO M IIPUMEHEHHIO HHTHOUTOPOB
AHTUOTEH3WHITPEBpAIIAONIero (pepMeHTa/0JI0KaTOpOB pelenTopoB aHrnoTeHsuHa 11
tuma 1. Y marmentoB ¢ ucxomHoir pCK® <60 wmm/mmu/1,73 M? B rpynme
manarnudio3nHa OoTMedeHO 19 ciiydaeB Cephe3HBIX HEXKeNaTeNbHBIX SBICHUH,
ykazpiBaromux Ha cHmkenune OLIK, u 13 - B rpynme miarne6o.

B uccnenoanun DAPA-HF sBnenus, ykaspiBaromme Ha cHiwkenue OIIK, Oputm
ormeueHsbl y 170 (7,2%) narueHToB B rpymme aanaraudao3uda u 153 (6,5%) B rpymme
wianebo. B rpynme namarnmudnosuHa ObUI0 MeHbIne mnarueHtoB (23 [1,0%]
MAIUCHTOB) C CEPhEe3HBIMH HEXKETIATCIIbHBIMKU SBIICHUSIMH B BHJIC CHMIITOMOB,

ykasbiBatomux Ha cHmxkenne OLIK, mo cpaBHenuto ¢ rpynmoit miane6o (38 [1,6%)]
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muabera u ucxogHoit pCK®. B uccnenoanuu DELIVER konuuecTBO manueHToOB
CEPbE3HBIMU HEXKENATCIIbHBIMU SIBJICHUSMHA B BHJIE CHMIITOMOB, YKa3bIBAIOIIUX Ha
caumkenne OLIK, cocraBuino 35 (1,1%) B rpynne manarmuduosuna u 31 (1,0%) B
rpy1ire mianedo.

B uccnenopannu DAPA-CKD konudecTBO NAIMEHTOB C SIBJICHUSMHU, YKA3bIBAIOITUMHI
Ha cHmkeHnue OLIK, cocraBumno 120 (5,6%) B rpynne ganarmuduosuna u 84 (3,9%) B
rpynne riane6o. B rpynne mamarnudnosuna y 16 (0,7%) manueHTOB OTMEUYEHBI
CEpbEe3HbIE SIBJICHUS B BUJE CUMIITOMOB, YKa3biBaromux Ha cHkenue OLIK, uy 15
(0,7%) marueHTOB B Ipynie mianeoo.

Jluabemuueckuii kemoayuoos npu caxapHom ouabeme 2 muna

B uccnenoanuu DECLARE ¢ mennanol poIoKUTEIbHOCTH Tepanuu 48 MecsIiieB
clly4au JUa0eTHYeCKOro KeToanuao3a ObUId 3aperucTpupoBaHbl y 27 MAIEeHTOB B
rpymre panariaudiosuna 10 mr u 12 nanuenToB B rpynme miane6o. JlanHbie sIBICHUS
BO3HMKAIIM PAaBHOMEPHO B TEUEHUE IMepHoJa HCCIenoBaHusa. B rpynme
nmanariaudiuo3uHa u3 27 MalueHTOB ¢ TUAa0eTUYECKUM KETOAUA030M 22 MOTydaiu
CONMYTCTBYIOIIYIO  HMHCYJIMHOTEPANWIO HAa  MOMEHT  pa3BUTUSA  SIBJICHHSL.
[Ipenpacmonaratone K pa3BUTHIO AHA0OECTUYECKOTO KeToamu103a (GakTopsl ObUIH
OXKHJTAeMBIMH TSI TIOMYJISIIUY C CaxapHbIM quaderoM 2 Tuma (cM. paszaen 4.4.).

B wuccnenoBannn DAPA-HF cnysan pamaGetrmdeckoro Keroaruao3a ObuIH
3aperucCTPUPOBaHbl y 3 MAlMEHTOB C caxapHbIM AuaberoM 2 THHa B TpyIIe
JnanariaugIo3uHa, B TpyIIe miamnedo ciydyaeB AMadeTHUYeCKOro KeToalua03a He ObUIO.
B wuccnenoBanun DELIVER cnywam gumabermueckoro keroanuao3a ObLIH
3aperucCTpUPOBaHbl y 2 TMAalMEeHTOB C caxapHbIM AuaberoM 2 THOa B TpyIIe
nmanarnudio3uHa, a B Tpymme mianedo ciiydaeB TUaOETUYECKOTO KETOalua03a He
OTMEYaJIOCh.

B wuccnenoBanmun DAPA-CKD cimydanm Juab0eTHYecKOro  KeToaluao3a He
3aperuCTPUPOBaHbl HU Y OJHOTO TMAallMeHTa B Tpymme ganaraudiao3vHa, HO
OTMEUAIIUCh y 2 TAIIMEHTOB C CaXapHbBIM JUAa0ETOM 2 THIIA B TpymIe miamebo.
Hnghpexyuu mouesvieoosuux nymet

B oOwbeamHeHHBIX [aHHBIX MO Oe3omacHocTd 13 wccienoBaHuii  MHGEKINH
MOUEBBIBOIAIIUX ITyTEH Yalle ObLITM OTMEUYEHBI IPU TPUMEHEHUH nanariauduioszuna 10
MT, 4eM IMpHU npuMeHeHuH 1maredo (4,7% mo cpaBHeHHIO C 3,5%, COOTBETCTBEHHO;
cM. pasznen 4.4.). bonpmmHCTBO uHGEKUMH ObUIM  cnabo WIM  yMEPEHHO

BBIPAXCHHBIMU; HAYaJIbHBIN KypC CTaHIapTHOM Tepanuu Obul 3¢ (EeKTUBEH, B CBA3H C
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YeM MaUeHThI PEIKO MPEeKpaliaid MPUMEHEHNE naﬂg%ﬁtﬂ%g}?ﬁ“% I:I/i-}lllglf)lelgl__lﬁlldl 003)

Jarie pa3BUBAIUCH Y KEHIIKH, a Y MMAIMEHTOB C TAKUMH HHPEKIIUSIMHU B aHAMHE3E OHH
qare peluyIuBUPOBAIIH.

B uccnenoBannn DECLARE cepnesnbie ciydan nHPEKIUA MOUYEBBIBOIAIIUX MTyTEH
PErUCTPUPOBAINCH MeHee 4acTo i jAanariudiosuHa 10 Mr mo cpaBHEHHUIO C
mwianedo: 79 (0,9%) sBnenuit mo cpaBHenutro ¢ 109 (1,3%) sBiaeHusIMH,
COOTBETCTBEHHO.

B uccnenoBannu DAPA-HF cepbe3nbie HexenaTenbHbIe SIBJICHUS B BUIC HH(EKIIHMA
MOUEBBIBOAIMX MyTell Obuin ormeueHsl y 14 (0,6%) mnamuieHToB B TIpymie
namarmagiosuna u 17 (0,7%) mnanmenToB B rpynme Iurane6o. B rpymme
nmanarnuduosnHa U 1uiane6o 010 1o 5 (0,2%) mamMeHToB ¢ HEXeNaTeNbHBIMH
SBIICHUSIMU, TPUBOJMBIIUMHU K TMPEKPAIICHUIO JIEYCHHUS BCIEICTBUE Pa3BUTHS
uHpekuuii moueBbBogAMX nyTted. B uccnemoBanmn DELIVER cepnesnbie
HEeKeJIaTeIIbHBIC SBIICHUS B BUJIC MHPEKIINH MOYCBBIBOISIINX ITyTEH OBLTH OTMEUCHBI
y 41 (1,3%) nauuenToB B rpymme ganariudinozuna u 37 (1,2%) mauueHToB B TpyIIne
wiane6o. B rpymme pamarmuduosuna y 13 (0,4%) mDamueHToB OTMEUYEHBI
HEe)KeNaTeNIbHbIC SIBICHUS, MPHUBOJIUBIINEG K MPEKPANICHUIO JIEYCHUS BCIEACTBHE
pa3BUTHS WHQPEKIUH MOUYEBBIBOIANINX IyTeH, a B rpymme 1wianedo - y 9 (0,3%)
MAIUEHTOB.

B uccnenoanuu DAPA-CKD cepbesHble HexXenaTeNbHbIE IBJICHHS B BUIE MH(EKIIHiA
MOUEBBIBOAANMX TMyTedl oTmedensl y 29 (1,3%) mnauweHToB B Tpymie
nanarmmduosnHa u y 18 (0,8%) mamumentoB B rTpynme miane6o. B rpymnme
nanarmuduosnHa Obpuio 8§ (0,4%) TAnMEHTOB € HEXENAaTeNbHBIMU SBJICHHUSIMU,
MPUBOIUBIINMHE K TIPEKPAIICHHUIO JICUSHHS U3-32 WH(EKIN MOYEBBIBOASIINX ITyTEH,
u 3 (0,1%) maumenrta B rpynme miarne6o. KomudyecTBo mamueHToB 0e3 caxapHOTO
muabera 2 TWIA, y KOTOPBIX BO3HHUKIIA CEPhE3HBIC HEXKETATCIbHBIC SBICHUS WIIH
HEe)KeJIaTeJIbHbIC SBJICHHS, TIPUBOMBIIHE K MMPEKPAIICHUIO JICYCHUS W3-32 WHDEKITHIA
MOYEBBIBOIALINX MyTeH, ObUIO CXOXKUM Mexay rpynnamu jedenus (6 [0,9%] mo
cpaBHeHHIO ¢ 4 [0,6%)] 1m1s cepbe3HBIX HexenarenbHbIX sABieHuit; 1 [0,1 %] mo
cpaBHeHHIO ¢ 0 JUIS HEXeNaTeNbHBIX SBJICHUN, MPUBOJMBIIUX K IPEKPAIICHUIO
JIeYeHus).

Tlosviuenue konyenmpayuu KpeamuHuna

HexenarenbHble peakiuy, CBSI3aHHBIE C MOBBIIICHHEM KOHIICHTPAIMH KPEaTWHWHA,
OBLTM CTPYNIUPOBaHbBI (HAPHUMEP, CHIDKEHHE IMOYEYHOTO KIIMPEHCA KpeaTHHWHA,

HapylieHHe (QYHKIMH MOYEK, MOBBIIICHHE KOHIIEHTpAIlMM KpeaTMHWHA B KPOBU H
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JMaHHas Tpymma peakuuid Opia orMmedeHa y 3,2% u 1,8% mnarnueHToB, molydaBIInx
namarnugiao3ud 10 mMr u mumane6o, COOTBETCTBEHHO. Y MAIMEHTOB ¢ HOPMAaJbHOM
GyHKIHMEH oYeK WM HapyIeHHeM (DYHKITUH MTOYeK Jerkoi ctenenu (ncxoano pCKd
> 60 mn/mun/1,73 M%) 9Ta Tpynma peaxiuii 6s11a 3aperucTpuposana y 1,3% u 0,8%
MAIUEHTOB, MOMyYaBmuX Aamarmuduo3nH 10 mr u mianedo, COOTBETCTBEHHO. DTH
PEaKIuy Yarie OTMeUaInCh y manueHToB ¢ ucxogno pCK® > 30 u <60 mu/mun/1,73
M? (18,5% B rpymme mamarmudrosuHa 10 Mr mo cpaBHenuio ¢ 9,3% B Tpymme
miane6o).

JlonomHUTEbHAS OLIEHKA ITAIMEHTOB C HEXEJIaTeIbHBIMU SBJICHUSIMHU, CBSI3aHHBIMH C
¢yHKIMEH TMoYeK, IMoKa3aia, 4YTo y OOJBIIMHCTBA JTHUX MAIMEHTOB OTMEYEHO
M3MEHEHHE KOHIIGHTPAIMK KpeaTHHUHA B CBIBOPOTKE Ha < 44 MkMoJb/1 (< 0,5 Mr/amn)
OTHOCHUTEIIbHO HCXOJHOr0 3HaueHus. [loBbIIEeHHWE KOHIIEHTpAallMM KpPEeaTWHHWHA B
1eJI0M OBLI0O BPEMEHHBIM Ha (POHE MPOJOJKEHHS TEpalluy Ui 00paTHUMbIM I10CIIE
HpeKpaIeHus TePaIum.

B wnccneposanun DECLARE, BxirouaBIIeM ITOKHJIBIX HAllMEHTOB M HAIlMEHTOB C
HapymenueM ¢pyHkimn nodek (pCK® menee 60 mn/mun/1,73 m?), pPCK® camkanach
C TeUeHHEeM BpEMEHU B o0eux rpynmnax jedeHus. Yepe3 1 roj Tepanum cpenHee
3HaueHue pCK® B rpynmne nanarnugiao3nHa ObUIO HEMHOTO HUXe, a uepe3 4 roaa
TEpanuy - HEMHOTO BBIIIIE 10 CPAaBHEHMIO € TPYIION Tu1anedo.

B uccnenosanuu DAPA-HF, a takxe B uccnegoBanuun DECLAR pCK® cumxkanach
C TeUEHHEM BPEMEHH KaK B rpynrne nanariu@io3wHa, Tak U B rpymnne miamnebo. B
uccienoBauun DAPA-HF HauanbHOoe cHuxkeHue cpenHero 3HadeHuss pCKO
cocTaBuno -4,3 min/mun/1,73 M? B rpynne nanarmugnosusa u -1,1 Mn/mun/1,73 M2 B
rpynne mianeto. Yepez 20 mecsueB u3meneHue pCK® OTHOCUTETBHO MCXOIHOTO
3HaYeHMs OBLIO CXOKHM B TpyNmax jedeHus: -5,3 wma/mun/1,73 m? B rpymme

2 B rpynme mmane6o. B mccienoBaHum

nanarmuduosnHa u -4,5 ma/mun/1,73 M
DELIVER cumxenue cpemanero 3HaueHuss pCK® uepe3 1 mecsan cocraBuio -3,7
mi/mun/1,73 M? B rpynmne ganarnudnosuna u -0,4 ma/mun/1,73 M2 B Tpyme mnaneo.
Yepes 24 wmecsna n3meHenne pCK® oOTHOCHTENBHO HMCXOTHOTO 3HAYCHHS OBLIO
CXOKHM B TpyTMIax nedeHns: -4,2 mn/mun/1,73 M? B rpynme ganarmudgiosuHa u -3,2
mi/mus/1,73 M2 B Tpymme muane6o.

B uccnenoanun DAPA-CKD pCK® cHuxanack ¢ TeYeHHEM BPEMEHH Kak B TPYIIe

nanaruduio3nHa, Tak W B rpynme miane6o. HaganpHoe (Ha 14 1eHb) CHMKEHHE

cpenneit pCK® cocrasmio -4,0 mMn/mun/1,73 m? B rpynme manarnuduosusa u -0,8
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OTHOCUTENBHO MCXOJHOTO 3HAueHHs cocTaBuiao - 7,4 mi/mun/1,73 Mm% B rpymme
nanarmuno3usa u -8,6 mn/mun/1,73 M? B rpynme nnane6o.

COO6H_IGHI/I5I 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo co001aTh 0 10103peBaeMbIX HEXENATSIIbHBIX PEAKIHIX MOCIIE PErUCTPALNH
JICKapCTBEHHOTO TIperapaTa C IeNbl0 00eCleYeHUs] HEeMpPephIBHOTO MOHHTOPHHTA
COOTHOUIIEHUSI «IOJb3a - PHUCK» JIEKAPCTBEHHOro Impenapara. MeIuIuHCKUM
pabOTHHKAM PEKOMEHIYETCSl COOOIaTh O JIIOOBIX IOJI03PEBACMBIX HEKEIATEIhHBIX
peaKIMIX JEKapCTBEHHOTO Iperapara yepe3 HallMOHAJIbHbIE CHCTEMBI COOOIIECHUSI O
HEXEJATeNbHBIX PEaKIUAX TOCYJIapCTB - 4JeHOB EBpa3uiickoro 3KOHOMHYECKOTO
COr03a.

Poccuiickas @enepanus

®OenepanibHas ciryx0a 1Mo Ha3opy B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. Mocksa, CraBsiHCKas III0IIa b, 1. 4, cTp. 1.

Temedon: +7 800 550 99 03

DnekTpoHHas nodra: pharm@roszdravnadzor.gov.ru

Caiit B uHbOPMaIIMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn «IHTepHeT»:

https://roszdravnadzor.gov.ru/

Ilepeno3upoBka

CuMITOMBI

Hanarnuduo3us 6e30maceH U XOpoIIo NEPEHOCUTCS 3I0POBBIMU I0OPOBOJIBIIAMU MTPU
OJIHOKpaTHOM mpuemMe B go3ax a0 500 mr (B 50 pa3 Bblllle PeKOMEHIYEMOW J10361).
['mroko3a omnpenensiiack B MOY€ MOCIIE NMpUeMa mpemnapara (kak MUHUMYM, B TEUCHHE
5 nueit mocne mpuema 10361 500 MT), IPU STOM HE BBISBICHBI CITyuau 00€3BOKUBAHMUS,
apTepUaIbHON TUIIOTEH3HMH, SJEKTPOJUTHOTO AucOanaHca, KIMHUYECKH 3HAYUMOTO
BIUsSHUSA Ha wmHTepBanm QTC. YacTora pa3BUTHS THUIIOTIMKEMHU ObIIa CXOXEH C
4acTOTOW MpH TpueMe Iuianebo. B KIMHUYECKUX HCCIENOBaHUSAX Y 3J0POBBIX
JTOOPOBOJIBIIEB M MAIMEHTOB C CaXapHbIM AHa0eTOM 2 THIa, IPUHUMABIIUX MIpemapaT
omHOKpaTHO B Ao03ax 10 100 mr (B 10 pa3 BeIle MaKCHMaJIbHOW PEKOMEHTYyEMOM
JI03bI) B TEUCHHE 2 HEJENb, YaCTOTA PA3BUTHSI TUTIOTJIMKEMHH ObLJIa HEMHOTO BBIIIIE,
4yeM Mpu npueme miamedo, U He 3aBucena oT 103bl. Yacrora passutus HP, Bxirouas
00€3BOYKMBaHNE UITH apTePUATBHYIO TUIIOTEH3UIO, ObLIIa CXOXKEH ¢ 4acTOTOH B TpyMIIe

nnaue6o, IIpu OSTOM HE BBIABICHO KIMHUYCCKHM 3HAYUMBIX, J0303aBUCHUMBIX
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AIIEKTPOJIUTOB U OMOMAapKEPOB (PYHKIINHU TTOYEK.

Jleuenune

B ciydae mepeno3upoBkH HEOOXOIUMO MPOBOAWTH MOJIEPKHUBAIOIIYIO TEPAIuIio,
YUUTHIBasg COCTOSHME NalnueHTa. BreiBeneHwe panarim¢uiosMHa C  [TOMOIIBIO

reMojuajinia HE U3y4alloCh.

5. ®APMAKOJIOTTYECKHE CBOMCTBA

5.1. ®dapmakoamHaMU4YecKHe CBOICTBA

dapMakoTeparneBTUYECKas TPYIIa: THIIOTIHKEMAYECKOES CpeaCTBO JUTSt
MEPOPATLHOTO MPUMEHEHHSI — WHTUOUTOPBHI HATPUKU3aBHUCHMOIO TIEPEHOCUMKA
[JIFOKO3BI 2 THIIA.

Koxg ATX: A10BKO1

Mexanusm geiicTBus

Hamarmugnosun — MomHblH  (koHcTanta wuHruOupoBanus (Ki) 0,55 ©HM),
CCJICKTUBHBIA M OOpaTUMBIII MHTHOWUTOpP HATPUI-TIIOKO3HOTO KOTpaHcmoprepa 2
tunaSGLT2.

WNurnbuposanne SGLT2 pamarmu¢no3nHOM BBI3BIBAET CHU)KEHHE peadCcopOIuu
[JIIOKO3bl U3 KIIyOOUYKOBOro (hUiIbTpaTa B IMPOKCUMAIbHBIX MOUYEYHBIX KaHaJbIaX C
COITyTCTBYIOILIUM CHIKEHHEM peaOcopOLnu HaTpHsl, MPUBOJIS K BBIBEICHUIO IIFOKO3bI
OYKaMH ¥ OCMOTHYECKOMY Auype3y. Takum obpa3omM nanarnudiao3uH yBeITuunBaeT
JOCTaBKy HaTpusl K JAMCTaJbHBIM KaHaIbllaM, YTO YCWJIMBAE€T KaHaJbLEBO-
KIIyOOUKOBYIO OOpaTHYIO CBSI3b U CHUXKACT BHYTPUKIYOOUYKOBOE JIaBJICHHE. DTO B
COUYETaHUM C OCMOTHYECKMM JNypE30M IPUBOJUT K YMEHBIICHHIO IEPErpy3KH
00BEMOM, CHUKEHHUIO apTepHaJIbHOIO JAaBJIEHUS M YMEHBLICHHUIO NMPEIHATPY3KH U
MOCTHArpy3KH, 4YTO MOXKET OKa3bIBaTh 0JIaroNpHUsATHOE BIUSHUE HA PEMOJIEINPOBAHHE
cepua 1 TMacTOINYECKYI0 (PYHKIIHIO, a TAKXKE COXPaHATh (PYHKIIHIO MTOYEK.

B ximmanuecknx wuccienosanmsax DAPA-HF, DELIVER u DAPA-CKD Osuio
MO0Ka3aHo, 4TO OJAronpHusATHOE BIMSHUE AANaranugIo3uHa Ha cepLe U OYKU 3aBUCUT
HE TOJBKO OT CHUKEHUSI KOHIIEHTPAIMH TJIFOKO3bI B KPOBU M HAOIIOAAETCS HE TOIBKO
y HAI[MEHTOB ¢ caxapHbIM AnadeToM 2 tuna. J{pyrue 3¢ (eKTsl BKIIIOYaIOT MOBBIILIEHUE
reMaTOKpUTa U CHI)KEHHE MacChl Tela.

Janarnugino3uH cHUKaeT KOHIEHTPAIHIO TTIFOKO3bI TJ1a3Mbl KPOBH HATOINAK U 11OCIIE
IpreMa MUIIH 32 CUET YMEHbIIEHUs peadcopOIMK TIII0KO3bI B TOUEYHBIX KaHaIbLaX,

CHOCO6CTBy5{ BBIBCACHUIO TJIFOKO3bI IIOYKaMH. BI)IBCI[GHI/IC TJIFOKO3bI
23



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 09.01.2025 Ne 86

riaoko3ypuueckuii 3ddekr) Habmomaercs yke %gﬁ;‘ %a[};ell:vtﬁ-rﬁgﬂ"sldf; ':-ziro%ﬂ? 003)
( yp pexr) y

npernapara, COXpaHseTcss B T€UEHHE IMOCIEAYIOMHUX 24 4acoB M MPOAOIDKAECTCS Ha
IPOTSKEHUM Beel Tepanuu. KoJm4ecTBO TIIIIOKO3bI, BBIBOJUMOM IOYKAMM 3a CYET
3TOr0 MEXaHH3Ma, 3aBUCUT OT KOHIIEHTpalHH IoKo3bl B kKpoBU U 0T CK®. Takum
00pa3oM, y MalreHTOB C HOPMAJIbHOW KOHILEHTpalKel IIIOKO3bl B KPOBH Ha (hoHE
NpPUMEHEHHS Janariu(io3MHa OTMedyaeTcs HH3Kas CKIOHHOCTh K Pa3BUTHIO
runornukemMun.  Jlamarnmuguo3nH  He  HapymiaeT  HOPMAIbHYIO — IPOAYKIIUIO
SHJOTCHHON TIIOKO3bl B OTBET Ha rumoriukemuro. [leiictBue nanarnudio3nHa He
3aBHCHUT OT CEKPEIMH WHCYJIWHA U YYBCTBUTEIHHOCTU K MHCYJIMHY. B KIMHMUYECKHUX
UCCIICIOBAaHMAX Janarin(io3uHa OTMEYaJIoCh YIydlieHHe (YHKIHHA OeTa-KIeTOK
(rect HOMA, homeostasis model assessment).

SGLT2 cenekTuBHO 3Kcmpeccupyercss B mHoukax. Jlamarmudiao3uH He OKa3bIBaeT
BO3JICICTBUSL Ha JIpyrUe MEPEHOCUUKH TIIFOKO3bI, OCYIIECTBISIONINE TPAHCIOPT
TJIIOKO3BI K IepuepudeckuM TKaHsM, U nposisieT Oonee yem B 1400 pa3 Gonbiryro
cenekTuBHOCTh K SGLT2, yem k SGLT1, ocHOBHOMY TpaHCHOpPTEpY B KHIICUYHUKE,
OTBEUAIOIIEMY 33 BCACHIBAHUE TTFOKO3HI.

dapmakognaamuyeckue 3P HeKTol

[Tocne mpuema mamariu@iio3nHa 370POBBIMH JIOOPOBOJIBIIAMH M ITAIIMEHTAMHU C
caxapHbIM auabeToM 2 Tuma HaOJIIOJATIOCh YBEIMUEHUE KOJUYECTBA BBIBOJUMOM
noykamu riroko3sl. [lpu npueme nanarnugnosuna B 1o3e 10 Mr/cytku B Teyenue 12
HeJleNb MalMeHTaMy ¢ caXapHbIM JuadeToM 2 Tuna npuMepHo 70 T IIIIOKO3bI B CYTKH
BBIIETSUIOCH TOYKaMU (4To cooTBeTcTByeT 280 KKaju/CyTku). Y MalMeHTOB C
caxapHbIM Aua0eToM 2 THMa, NPUHUMABLIMX Aanariauduio3uH B go3e 10 Mr/cytku
JUIUTENIBHO (10 2 JIeT), BhIBEIEHUE IIIOKO3bI MOJIEPKUBAIOCH HA MPOTSXKEHUH BCErO
Kypca TEpaIuy.

BriBenenue riaoKo3bl MOYKaMU NPU MPUMEHEHUH Janariu@iio3nHa TakKe TPUBOIUT
K OCMOTHYECKOMY JINype3y M YBEIHUEHHI0 00beMa MOYM y MAallMEHTOB C CaXapHBbIM
nuabeToM 2 Tuma. YBenuueHHue o0beMa MOUYM y MAIMeHTOB ¢ CaXapHbIM auadeTroM 2
TUNA, TIPUHUMABIINX Janarindiao3uH B 1o3e 10 Mr/cyTku, coxpaHsioch B TeueHue 12
HEJeNh W COCTABJUIO MpUMEpHO 375 MII/CyTKH. YBenWdeHue oObeMa MOUH
COTPOBOXKAAIOCH HEOONIBIIUM U TPAH3UTOPHBIM MOBBILICHHUEM BBIBEJIEHUS HATPUS
MIOYKAMM, YTO HE MPUBOAMIO K M3MEHEHMIO KOHIIEHTPAaLlUU HATpHsl B CBIBOPOTKE
KpPOBH.

Kpome Toro, ormedanoch KpaTkoBpeMeHHOe (B TeueHue 3—7 JHeH) yBelndyeHHe

SKCKPEIIMM MOYEBOM KHUCIOTBI C MOYOW, COMNPOBOXKIABIIEECS YCTOMYMBBIM
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CHIYKEHHE KOHIICHTPALIUU MOYEBOM KHUCIIOTHI B CHIBOPOTKE BapbUpoBajio ot —48,3 110
—18,3 Mxmons/n (ot —0,87 no —0,33 mr/mn).

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Caxapmnwiii ouabem 2 muna

ViyuiieHne KOHTpOJIS INIMKEMMM U CHMD)KEHHE 3a00J€Ba€MOCTU M CMEPTHOCTHU IIO
IPUYMHE CEPJAEYHO-COCYJAUCTOM MAaTOJOIMM M OCJIOXHEHHM CO CTOPOHBI IOYEK
ABIIIOTCS HEOThEMJIEMON YacThIO JICYSHHsI caxapHOro AuadeTa 2 THMa.

Jns ouenku 3(QQPeKTUBHOCTH KOHTPOJS TJIMKEMHUHM MU O€30MacHOCTH IperapaTa
Hanarnmugno3us Obuto TpoBeneHO 14 IBOWHBIX CIENBIX PaHIOMH3HPOBAHHBIX
KOHTPOJIUPYEMBIX KIMHUYECKUX HCCIeAOBaHUN ¢ ywyactueM 7056 B3poCIibIX
MAIMEHTOB C CaXxapHbIM Aua0eToM 2 THMa, B KOTOpbIX 4737 MmalueHTOB MOTydYaiu
manarnuduo3ud. 12 uccnenoBaHWM  mpeAycMaTpuUBalld  MEPUOA  JICUCHHS
MIPOJIOJDKUTEIILHOCTRI0 24 Henenu, 8§ HMCCIEeNOBaHUM — JIOTOJHUTEIBHBIN MEPUO]T
noarocpoyHoro JedeHuss or 24 o 80 Hemenp (00mas MPOIOKUTENLHOCTH
uccienoanuii 10 104 Henens), 1 uccnenoBanue npeaycMaTpUBaio MEPHOJ] JICUCHHUS
MPOJOKUTENLHOCTRIO 28 Helenb, W emle 1 HcclegoBaHHWE — MEPHOJ| JICYCHHUS
IPOJOKUTEIBLHOCTBIO 52 HEJIENHU € JONOJIHUTEIbHBIMU IEPUOJAMHU JI0JITOCPOYHOTO
JIeYeHUs1 TPOAOLKUTENbHOCTRI0 52 U 104 Hemenu (oOwias MpOJOIKUTENBHOCTh
uccinenoanus — 208 Henens). CpeHAS MPOJAOKUTENBHOCTh CaXapHOTO MallkeHTa 2
TUIA y MalUueHToB BapbupoBana oT 1,4 mo 16,9 ner. ¥V 50% mnauueHToB ObLIO
HapylieHne (YHKIUM TOYEeK JIeTKOW cTerneHu TshkecTd, y 11% manueHtoB —
HapylieHue (QyHKIUU TOYEeK CpeAHeil cTeneHu TsokecTu. S51% manueHToB ObLIH
MY’KCKOTO0 1oJia, 84% mnpuHaaiekaln K eBporneouHoi pace, 8% — K MOHIOJIOUTHON
pace, 4% — x HerpoujaHOH pace, a 4% — K JIpyruM pacoBbiM Tpymmnam. Y 81%
MalreHToB 3HaYeHue nujekca maccol rena (MMT) coctaBuiio > 27. Kpome Toro, 06110
MIPOBEJICHO J1Ba I1a11€00-KOHTPOIUPYEMBIX UCCIEA0BAHUS MTPOJIOJIKUTENBHOCTHIO 12
Heslenb y MalMeHTOB C CaXxapHbIM Jua0eToM 2 THMa ¢ HEaJeKBaTHBIM KOHTPOJIEM
[JIMKEMHUU U apTEPUAIBHON TUIIEPTEH3UM.

Jns ouenku >¢dexra nanarnudiao3nHa B g1o3e 10 Mr no cpaBHeHHIO ¢ mianedo B
OTHOIIEHUU CEPACYHO-COCYIUCTBIX M TIOYEYHBIX MCXOJI0OB OBLIO IMPOBENEHO
UCCIIeIOBaHNE cepaeuHo-cocyqucThix ucxonoB DECLARE, B koTOpoM mnpuHsIH
yuactue 17160 manueHTOB ¢ caxapHbIM AuabeToM 2 THMa ¢ AUArHOCTUPOBAHHBIM

CePIEUYHO-COCYAUCTHIM 3a00JI€BaHUEM I O€3 HETO.

25



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.01.2025 N= 86

(NOCNEQCBATENEHOCTE 0003)

KOHmpOJZb SNUKemMuu

MoHoTepanus

Jist onienku 6e3onacHocTy 1 3¢ dexTuBHOCTH npenapara JJanarnudao3un B kadecTse
MOHOTEPAIUHU Y MMalMEHTOB C HEaJIeKBaTHBIM KOHTPOJIEM caxapHoro auadera 2 Tumna
OBLJIO TMPOBEACHO [BOMHOE cjernoe Ianebo-KOHTPOJIUPYEMOE HCCIIEOBAHHE
IPOJOJDKUTENBLHOCTBI0 24 Henenu (C JONOJHUTENIBHBIM IepuoaoM JedeHus ). [lpu
npueme panaridiao3nHa 1 pa3 B CyTKH ObIJIO OTMEUEHO CTaTUCTHUYECKH 3HAYMMOE (P
<0,0001) ymeHbIIeHHE YpOBHS TIUKHpoBaHHOTO reMorioomHa (HbAlIc) mo
CpPaBHEHHUIO C MpUeMOoM IIanedo (Tadiuia 2).

B nomomHuTEensHOM mepuozae JiedeHus CHibKeHue ypoBHs HbAlc coxpansioch
BIJIOTh 70 102 Henenu (CKOPPEKTUPOBAHHOE CPEAHEE M3MEHEHHE OTHOCHUTEIBHO
ucxoanoro ypoBus: — 0,61% u —0,17% nna panarnmudnosuna 10 mr u mname6o,

COOTBGTCTBGHHO) .

Ta6auua 2. Pesyabrarhl, noaydennnie yepes 24 negesu (LOCFY) B miaauedo-

KOHTPOJIMPYEMOM HCC/I€I0BAHUU NIPUMEHCHUSA nanamn(lmomﬂa B KadeCTBe

MOHOTEpPANUH
MonoTepanus
JanaraudJiosun 10 IInanedo
Mr
N2 70 75
HbAlc (%)
Hcxonublii ypoBeHb (cpeHee) 8,01 7,79
N3MeHeHle OTHOCHUTEIBHO HCXOIHOIO -0,89 -0,23
YPOBHS® -0,66*
Pa3HOCTH OTHOCHTEIBHO TUIAe60° (-0,96, -0,36)
(95% JAN)
% MANHEeHTOB, TOCTUTIIHX YPOBHS
HbAlc < 7%
3HaueHue, CKOPPEKTUPOBAHHOE 50,8° 31,6
OTHOCHTEIIHO MCXOJHOTO YPOBHSI
Macca Tena (Kr)
Hcxonasiii ypoBeHb (CpeiHee) 94,13 88,77
HU3MeHneHnne OTHOCUTEIBHO HCXOTHOTO -3,16 -2,19
ypoBHs® -0,97
Pa3HOCTH OTHOCHTEIBHO TUIAe60° (-2,20, 0,25)
(95% JAN)

1 LOCF: nepenoc naHHBIX MOCIEAHETO (10 HPUMEHEHHUs HEOTIOKHOMN Teparuu s

MAIMEHTOB, y KOTOPBIX OHA MPUMEHSIIACH) HAOIIOCHUS BIIEpE]].

2 Bce panpomMusupoBaHHBIE NAIUEHTHI, MOJYYMBLIME HE MEHee | /03Bl
HCCIJIEIyeMOT0 TpernapaTa B JIBOHHOM CIIENIOM PEXUME B KpPaTKOCPOYHOM JIBOITHOM
CJIEIIOM IIEPUOJIE.

26



COOTBETCTBYET 3KCMEPTHOMY OTUETY
or 09.01.2025 Ne 86

3 Cpennee 3HauyeHHWe, pPACCUNTAHHOE MeToz[ofJ[-l 0 éﬂﬁéﬁsﬁmﬁﬁ”kﬁﬁ&%&,‘ 003)

CKOPPEKTUPOBAHHOE OTHOCUTEIHLHO UCXOIHOT'O YPOBHSL.
4 p <0,0001 st paznuuus ¢ mianeoo.

°  BBujy BBINOIHEHHUS TIOCIIEIOBATENBHOTO CTATHCTHUECKOTO aHANIM3a BTOPHYHBIX
KOHEUYHBIX TOYEK OIICHKY CTATHCTHYECCKOW 3HAYMMOCTH HE MPOBOIHIIH.

KOMGI/IHI/IDOBaHHaH TCpanuia

B wuccnenoBanmm He MeHbIIEH JPPEKTUBHOCTH C AKTUBHBIM KOHTPOJIEM
MPOJIOJDKUTENBHOCTRI0O 52 Henenu (C  JOMOJHUTEIbHBIMU TEPUOJAMH  JICUCHUS
MIPOJIOJDKUTENLHOCTRI0O 52 w104 Hexmenw) mNpOBOAWIIM OIEHKY Ipenapara
Hanarmmduio3ud B kKauecTBe J00aBICHUS K Tepanuyd METGPOPMUHOM I10 CPAaBHEHHUIO C
MIPOU3BOTHBIM CYJIb(OHUIMOUYEBUHBI (TJIUITA3K]T) B KQ4eCTBE JOOABICHUS K TepaIiu
MEeT(GOPMHUHOM Yy MAIMEHTOB C HEAACKBAaTHBIM KOHTpoJieM rimkemuu (HbAlc > 6,5%
u < 10%). [lo pe3ynpTaTam wuccienoBaHus OBLUIO TMOKAa3aHO CXOJHOE CpeaHee
yMeHbleHne ypoBHs HbA 1c oTHOCHTEIbHO HCXOIHOTO YPOBHS BIUIOTH 10 52 HEleH
M0 CPAaBHEHHUIO C TEpamueil TIUMU3MUIOM, YTO CBHJIETEIHLCTBYET O HE MEHBIIEH
s dexkruBHOCTH Tepanuu panaraudiaosuaoM (tabmuma 3). Uepes 104 wHemenwm
CKOPpPEKTUPOBAHHOE cpefHee n3MeHeHue ypoBHs HbAlc OTHOCHTENBHO HCXOTHOTO
ypoBHs coctaBuiio —0,32% s manarnudnosuna u —0,14% nns rnunusuga. Yepes
208 Hemenb CKOPPEKTHPOBAHHOE cpeHee n3MeHeHne ypoBHs: HbAlc oTHOCHTEBHO
ucxosHoro ypoBHs coctaBmiio —0,10% nmns nanarmudiaosuna u 0,20% nms raunu3ua.
Yepes 52, 104 u 208 Heaenb CTATUCTUYECKH 3HAUYMMO MEHbIIAs JI0JI MAllUEHTOB B
rpynne npanarnudnosuHa (3,5%, 4,3% u 5,0%, COOTBETCTBEHHO), MEpeHecia Mo
KpailHEl Mepe OJHMH 3MHU30]l TUIOTJIMKEMUH [0 CPAaBHEHUIO C TPYIMION TIUIMU3UAA
(40,8%, 47,0% wu 50,0%, coorBeTcTBeHHO). [l0JIf MaIMEHTOB, OCTaBIIUXCS B
ucciaenopanun depes 104 u 208 wHepenb, cocraBmia 56,2% u 39,7% B rpynme

nanarnugiosuna, u 50,0% u 34,6% B rpynie riaunu3uia.

Ta6auua 3. Pesyabrarnl, mnoaydennnie 4depes 52 megesm (LOCFY) B
CPABHUTEJIBHOM MCCJIEJ0BAHUY C AKTUBHBIM KOHTPOJIEM 10 OLleHKe 100aBJICHUSA

nanarnnqmo:mna U IVIMIIM3U1a K Tepanuu ¢ MeT(l)OpMI/IHOM

IToka3artean JanaraudJio3un B I'nmunn3ug B
J00aBJIeHHE K Jo0aBjIeHHE K
MeT¢opMHHY MeTGOPMHUHY
N2 400 401
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HbALc (%) (MOCHEQUEBATENEHOCTEQ003)
Hcxonnplii ypoBeHb (cpeaHee) 7,69 7,74
H3MeHeHnEe OTHOCUTEIIBEHO UCXOMHOTO -0,52 -0,52
ypoBHs 3 0,00*
Pa3HOCTP  OTHOCHUTENIIBHO  Tepanuu
I3 UI0M (-0,11, 0,11)
B COUETAHHH C MET(OPMUHOM®
(95% AN)
Macca Tena (kr)
Hcxonnplii ypoBeHb (cpeaHee) 88,44 87,60
H3MeHeHHEe OTHOCUTEIBHO UCXOIHOI0 -3,22 1,44
YPOBHS® -4,65°
Pa3HOCTP  OTHOCHUTENIIBHO  Tepanuu
[JIMIOU3UAOM B COYETAaHUU  C (-5,14, -4,17)
MeTdopMuHOM®
(95% AN)

LOCF: nepeHoc 1aHHBIX NOCIEAHETO HA0JII0IEHUS BIIEPEL.

PanpomMu3supoBaHHbIE U MTOJTy4YaBIINE JIEYEHUE MALUEHThI C HCXOAHOM OIIEHKON U
KaK MUHIUMYM OJHOH OIeHKON 3(PPEKTUBHOCTH TIOCIIE UCXOTHOTO YPOBHSL.

8 CpenHee 3HaueHWe, pAcCYMTAHHOE METOJOM HAMMEHBIINX  KBaJpaToB,
CKOPPEKTUPOBAHHOE OTHOCUTEIBHO UCXOAHOIO YPOBHSI.

* He Menbmas 5GGeKTUBHOCTD M0 CPABHEHMIO ¢ TepaIueil IIUIU3UI0M B COYETAHUH
¢ MeT(OPMHUHOM.

> p<0,0001

2

[Tpumenenne nanarnu@ao3uHa B Ka4eCTBE JOOABJICHUS K Tepanmuu METHOPMUHOM,
TIUMETIUPUAOM,  METGOPMHUHOM W TMPOU3BOJHBIM  CYIb()OHUIMOYEBHHBI,
CUTArJTUNTHHOM (C MET(HOPMUHOM WM 06€3 HET0) WM MpenapaToM HHCYIHNHA IPUBEIIO
K CTaTUCTUYECKH 3HAYMMOMY yMeHbleHuto ypoBHs HbAlc uepe3 24 Hemenu mo
cpaBHEHHIO ¢ TipremMoM Tutare6o (p <0,0001; Tabmuret 4, 5 u 6).

YwMmensienne ypoBas HbA lc, Habmrogaemoe yepes 24 Helenu, HOCUIIO YCTOMYUBBIMA
XapakTep B HCCIENOBAaHUSX JH00aBleHUs nanariuduosnHa (K TIUMENUPUAY WM
nperapary WHCYJIMHA) COTJIACHO JIaHHBIM, ITOJIYYCHHBIM BIUIOTH 10 48 Hemenb
tepanuu (romumenupua) U 104 Henmens Tepanuu (mpemapar uHCynuHA). Yepes 48
HeleNb TPUMEHEHHs Janarnu@io3WHa B KadecTBe J00aBIeHUS K Teparnuu
CUTArTUNTHHOM (C MeT(OPMHUHOM HIM 0€3 HEro) CKOPPEKTUPOBAHHOE CpEIHEe
HU3MEHEHHE OTHOCHTEIHHO MCXOJHOTO YPOBHS JUIS JAamariuduio3nHa B o3¢ 10 mMr u
miane6o cocraBwio —0,30% wu 0,38%, cooTBeTcTBeHHO. B  mcciaemoBaHun
nmanarnudo3rHa B KauecTBE J00ABIICHUS K Tepamud MEeT(HOPMHHOM YMEHBIICHHE
ypoBHst HbAlc coxpansuioch BmiioTs 10 102 Henenu (CKOPPEKTUPOBAHHOE Cpe/iHEe
W3MEHEHUE OTHOCUTEIBHO HCXOAHOTO ypoBHS: —0,78% 1 0,02% nns nanarnudgio3nHa
10 mr w mnane6o, coorBercTBeHHO). Yepes 104 wHemenu wuccienoBaHUs

nanarnniao3uHa B KauecTBe J00ABICHMS K TepaluM IpernapaTtoM HHCYJIWHA (B
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KOMOWHAIIUHU C JOTIOTHUTEIIbHBIMU TUTIOTIINK 3MqucKM:ﬁBaAbﬁﬁJgﬁl ' "5&1&3' i3]

CKOPPEKTUPOBAHHOE Cpe/iHee YMeHbIIeHne YpoBHSI HbA 1¢ OTHOCHTEIBHO HCXOTHOTO
ypoBHsi coctaBmio —0,71 % u —0,06 % mns manarmudumosuna 10 mr u mnane6o,
cooTBeTcTBeHHO. Yepes 48 u 104 Heenu y marMeHToB, MOTyYaBIInX Aanariudao3uH
B f03¢ 10 mr, 103a mpenapaTa MHCYJIMHA OCTaBajiach CTAOMIIBHOM 1O CPaBHEHHUIO C
UCXOJIHBIM YPOBHEM H B cpeaHeM coctasisuia 76 EJl/cyTku. B rpymme, nomxydaBmieit
rane0o, HaOJI0IaIoCh CpellHee yBEIWYeHHE 03Bl mpernapara uHcyiauHa Ha 10,5
El/cytkn u 18,3 EJI/CyTKM OTHOCHUTEIHLHO MCXOTHOTO YpOBHs (cpemHsis mo3a: 84
EJl/cytku u 92 EJl/cyTkn) uepe3 48 u 104 Heenu, COOTBETCTBEHHO. [10J1s MAIMEeHTOB,
oCTaBIIMXCS B wHccienoBanun uepe3 104 nemenu, cocraBuna 72,4% B Tpymie,

nonyyasieil nanarmuduozun 10 mr, u 54,8% B rpymre, norydasiiei mianeoo.

Tadoauna 4. Pe3yabTarhl 1a1e00-KOHTPOJIUPYEeMbIX HCcCae10BaAHUN
panaraudao3uHa B KauyecTBe J00aBJieHMsl K Tepanud MeT(GOPMHHOM WJIH
CUTATJIMIOTHHOM (¢ MeTopMHHOM MM (€3 Hero) MPOAOJKMTEJNbHOCTHIO 24

nenean (LOCF?®)

Kom0ununpoBanHas tepanus (1006aBJieHne)
Mergopmunt Nurudurop AIII-4
(cmTarmnTun®) +
merdopmun’
Hanaramdgaosn | [lnaued | Jamarauduosn | Ilnamed
H 0 H 10 mr 0
10 mr
N* 135 137 223 224
HbAlc (%)
Ucxonuplit ypoBEeHb 7,92 8,11 7,90 7,97
(cpennee)
Hsmenenue -0,84 -0,30 -0,45 0,04
OTHOCHUTEIEHO
FICXOJTHOTO YPOBHS®
PasnocTth -0,5458 -0,48°
OTHOCHUTEIILHO
mane6o°
(95% IN) (-0,74, -0,34) (-0,62, -0,34)
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JCNEODBATENBHOCTE Q003)

% NAIHEHTOB, L

JOCTHTIIHX
YPOBHS
HbAlc < 7% 40,6’ 25,9
3HaucHUE,
CKOPPEKTHPOBAHHO
e

OTHOCHUTEIBHO
MCXOJHOTO YPOBHS
Macca tena (kr)
Ncxonubiii ypoBeHB 86,28 87,74 91,02 89,23
(cpenuee)
Hsmenenue -2,86 -0,89 -2,14 -0,26
OTHOCHUTEIBHO
HUCXOIHOTO YPOBHSS
PasnocTh -1,978 -1,89%
OTHOCHUTEJIBLHO
miarne6o°
(95% AN) (-2,63,-1,31) (-2,37, -1,40)

JIIII 4 — qunenrruauanenTtyasa 4.

1 Merpopmun > 1500 Mr/cyTku.

2 Curarmunus 100 Mr/cyTky.

8 LOCF: nepeHoC JaHHBIX MOCIEIHEr0 HAOMIOAEHNS (JI0 TIPMMEHEHHS HEOTI0KHOI
Teparuu JyIsl MalueHTOB, Y KOTOPBIX OHA MPUMEHSIIACH) BIEPE/.

4 Bce panmomusupoBaHHbIE TAIMEHTHI, MOMYYHBIIME HE MeHee | 03Bl
HCCIIEIyeMOT0 Ipernapara B JBOWHOM CJIETIOM PEXHME B KPAaTKOCPOYHOM JIBOMHOM
CJIETIOM IIepUo/JIe.

® CpemHee 3HAaUeHHE, pACCYNTAHHOE METOJOM HAMMEHBIINX  KBaApaTOB,
CKOPPEKTHPOBAHHOE OTHOCUTEIHHO UCXOAHOTO YPOBHSI.

® p <0,0001 mus pasmUYMs OTHOCHTENBHO TEPANMH ILIANE60 B COUETAHHH C
NepopaTbHBIM TUIOTIIMKEMIYECKUM MPEMapaToM.

" p <005 mna pa3snMuMs OTHOCHTENHHO TEpAluM IUIanebo B COYETAHHH C
NepopaTbHBIM TUIOTIIMKEMIYECKUM MPEMapaToM.

Tab6muma 5. Pe3yabTtarbl  miane00-KOHTPOJIHPYEMBIX  HMCCJe0BAHUM
panarauguosuHa B KadecTBe [100aBJieHMSl K TepalmuM MPOU3BOJHBIM
CyJb(OHMIMOYECBHHBI (TVIMMENUPHA) HMIH MeTGOPMHMHOM M NPOU3BOAHBIM

Cy1b(OHUIMOYEBUHBI MPOJAOIKUTEIBHOCTHIO 24 Hepean

KomOunHunpoBanHasi Tepanus (100aBjeHue)
IIpousBoanoe IIpousBoanoe
CyJIb()OHHIMOYEBHHBI CYJb(OHNIMOYEBHHBI
(rmumenupuat) B COYETAHUH C
MeThopMUHOM?
Hanaraudgaosu | [lnaned | Janaraudaosu | Ilnaned
H 0 H 10 Mr 0
10 mr
N3 151 145 108 108
HbAlc (%)*
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HcexonHslil ypOBEHb
(cpenuee)
H3menenue
OTHOCUTEIBLHO
FICXOJIHOTO YPOBHS
PasHocTh
OTHOCHTEIHHO
wiane6o®

(95% JIN)

8,07

-0,82

-0,68°

(-0,86, -0,51)

815 |-

CTEgBATET

STERD

-0,13

-0,86

-0,69®

(-0,89, -0,49)

-0,17

% NanueHTOoB,
JOCTUTTIIHX
YPOBHS

HbAlc < 7%
(LOCF)®
3HaueHUeE,
CKOPPEKTUPOBAHHO
e

OTHOCHUTEJIBLHO
HCXOJIHOTO YPOBHSI

31,78

13,0

31,88

111

Macca tesa (kr)
(LOCF)®
Hcxonanslii ypoBeHb
(cpenuee)
N3mMmeHeHue
OTHOCHTEIHEHO
MICXOJIHOTO YPOBHS
Pa3zHocTh
OTHOCHTEIBHO
miane6o®

(95% 1)

80,56

-2,26

-1,548

(-2,17, -0,92)

80,94

-0,72

88,57

-2,65

-2,078

(-2,79, -1,35)

90,07

-0,58

! Tnumenupus 4 mr/cyTku.
2 MethopmuH (1ekapcTBeHHbIe (GOPMBI C HEMEITEHHBIM MM TPOJOHTHPOBAHHBIM
BBICBOOOXKJIeHHEM) B jg03e > 1500 Mr/cyTku B COY€TaHMHM C MaKCHUMaJIbHOH
MEePEHOCUMOM 710301 (JI0JKHA COCTABIISATH HE MEHEE MOJTOBUHBI MAKCUMAJILHOM J103b1)
IPOM3BOJHOTO CYyJb(OHMIMOYEBUHBl B TEYEHHE KaK MHHMMYM & Helenb [0
BKJIIOUEHUS B UCCIIEJIOBAHHUE.
$ PanOMU3HpPOBaHHbIE ¥ TIOMyYaBIIHE JeUeHUE MAIlMEHThI ¢ HCXOIHOH OIIEHKOM 1 Kak
MUHUMYM OJHOM OLIEHKOH 3 (PEKTUBHOCTH MOCIIE€ UCXOJAHOTIO YPOBHSI.
* Cron6upl 1 u 2 - amanus yposus HbAIC ¢ npumenenuem metoma LOCF (cMm.
npumedanue 6); cTonoupl 3 u 4 - ananus yposHs HbAIC ¢ npumenennem meroga LRM

(cM. mpumeuanue 7).
5

CpenHee 3HayeHHE,

paccuuTaHHOE

METOIOM

CKOPPEKTUPOBAHHOE OTHOCUTEIBHO UCXOAHOIO YPOBHSI.
® LOCF: mepenoc mamHHBIX TOCieaHero (MAIMEHTH 10 TPHMEHEHHS HEOTIOKHOM
Tepanum) HabJIOACHUS BIEpE.
" LRM: mpoosbHEIif aHATH3 TOBTOPHEIX H3MEPEHHIA.

8

HaAaMMCHBIINX

nepopasbHbIM(-1) THIOTIMKEMUYECKUM(-1) TTpenapaToM(-aMu).

KBa/IpaToOB,

p <0,0001 nmnst pa3nuuusi OTHOCHTEIBHO TEpamuu IUlaledo B COYETAaHHM C
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Taéauna 6. Pe3yabTaThl, NoJay4eHHbIe u¢pes 24 [iédent-(H-OCEY #iihine6o " 03
KOHTPOJIMPYEMOM HccAeN0BAHMHM  JanariaudiosnHa B KauecTBe

KOMﬁl/IHHpOBaHHOﬁ Tépanuu ¢ UHCYJIMHOM (B KaveCTB€ MOHOTEpAaIMu UJIH B

KOMOMHAIUH C MePOPATbHBIMYI THNOTIMKEMUYeCKHMH NpenapaTaMmm)

IToxka3zaTeinb Janarandgao3un 10 mr | [lnane6o B koMOMHAIMH
B KOMOMHAIMHU C ¢ MHCYJHHOM =+
HHCYJIMHOM =% nepopajabHbIe
nepopajabHbIe THIOTJINKEMHYeCKHe
IHIOIIHKEMHYECKHe npenaparbi’

npenaparbl’

N2 194 193

HbAlc (%)

Wcxonnbrii YPOBEHb 8,58 8,46

(cpenuee) -0,90 -0,30

N3menenue

OTHOCUTENBHO -0,60*

FICXOHOTO yPOBHS® (-0,74, -0,45)

Pa3HOCTE OTHOCHUTENIHHO

mwiane6o°

(95% J11N)

Macca TeJa (Kr)

Wcxonnbiit YpOBEHb 94,63 94,21

(cpenuee) -1,67 0,02

3menenue

OTHOCHUTEIBHO -1,68*

HUCXOIHOTO ypOBHsi3 (-2,19, -1,18)

Pa3HOCTE OTHOCHUTENIHHO

mwiane6o’

(95% IN)

Cpennsisi cyrouHas 103a

uncyauna (EI)°

Ucxongusii YPOBEHb 77,96 73,96

(cpenuee) -1,16 5,08

Nsmenenune

OTHOCHUTEILHO -6,23* 11,0

HUCXOIHOTO ypOBHs{3 (-8,84, -3,63)

Pa3HOCTh OTHOCHUTEIHLHO 19,7°

wiamne6o®

(95% JI)
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(MOCHEOOBATENEBHOCTE Q003)

TlanmeHTrl co

CHUKCHUEM cpenHen
CYTOYHOM /103l
WHCYJIMHA HE MEHEE 4eM
Ha 10%

(%)

1 LOCF: nepenoc nanHbIX TI0CIEIHEro (0 WM B JaTy MEPBOTO MOBBIIIEHUS 0351

WHCYJIMHA, PH HEOOXOAMMOCTH ) HAOIIOACHUS BIIEPEI.

2 Bce panmoMu3MpoBaHHBIE MAIlMEHTHI, MOJTYYUBIIHE HE MEHee | 1036l
UCCIIEIyeMOT0 Tpernaparta B JBOWHOM CJICTIOM PEXHME B KPAaTKOCPOYHOM JBOMHOM
CJICTIOM TIEpUO/JIE.

3 CpenHee 3HayeHHE, pPACCUYUTAHHOE METOJAOM HAMMEHBIIUX KBaApPaTOB,
CKOPPEKTUPOBAHHOE OTHOCUTEIIBHO HMCXOJHOTO YPOBHS W HAJIUYHS TIEPOPATHLHOTO
THITOTJIMKEMHYECKOTO TIpernapara.

4 p <0,0001 n7as pasnMuMs OTHOCHTENBHO TEpAllUM IUIANe00 B COUYETAHHH C
WHCYJIMHOM =+ TIEPOPAJIbHBIN THITOTIIMKEMUYECKHIA TIperapar.

% p<0,05 115 pasTHYMs OTHOCUTEIBHO TEPATINH TIANEe00 B COYCTAHHH C HHCYTHHOM
+ TIepopaJIbHBIN THITOTIIMKEMUYECKUN TIpenapar.

®  IlowImenue 10351 MpenapaTa HHCYINHA (BKITIOYAs HHCYJIHH KOPOTKOTO JCHCTBHS,
WHCYJIMH CpEJAHEH TPONOJKHTEIBHOCTH JCUCTBUS H  0Oa3aJibHbI  WHCYJIMH)
JIOITYCKAJIOCh TOJILKO B CIIy4ae COOTBETCTBUS MAIICHTOB MIPEIBAPUTEIHLHO 3a1aHHBIM
KPUTEPHSIM KOHIICHTPALIMY TITFOKO3bI B IJIa3Me HATOIIAK.

" McxomHo 50% TAIMEHTOB TIONYYaTi MOHOTEPAITHIO TIPErapaToM HHCYIHHA; 50%
MAIMEHTOB B JIOMOJHEHUE K TePauyi MHCYJIMHOM MPUHUMAIHN | Uiy 2 mepopanbHbBIX
THIOTIIMKEMHYECKUX Tperapara: u3 dTod rpymmbsl 80% NpUHEMAIH TOJBKO
metdopmuH, 12% npunumanu MeTGOpMHH B KOMOMHAIMKM C TMPOU3BOJIHBIM
CyJb()OHUIMOYCBUHBI, & OCTAIBHBIC MAIUCHTHl MPUHUMAIIN JIPYTHE MEPOpabHEIC
TUTOTJIMKEMHYECKHE MTperapaThl.

Kombunuposannas mepanusi ¢ mem@opmunom y nayuenmos, panee He noayuasuiux
mepanuio

B o0meit crnoxkHoctr 1236 manueHTOB ¢ HEaJAeKBATHBIM KOHTPOJIEM CaxapHBIH
muaber 2 Tuma (HbAlc > 7,5% u < 12%), paHee He moTy4aBIIUX TEPAMHIO, IPUHSIIH
y4JacTue B 2 UCCIEJOBAHMUSX C AKTUBHBIM KOHTPOJIEM MPOAOJIKUTEIBHOCTHIO 24
HeJenu JUTsi OoleHKH () ()EKTUBHOCTH M 0€30MaCHOCTH KOMOWHHPOBAHHOW Teparuu
nanarnudiaosuaom (5 mr win 10 Mr) B codeTaHUU ¢ METQOPMUHOM Y MAIMEHTOB,
paHee He MOJyYaBIINX TEPANUIo, IO CPABHEHUIO C MOHOTEpANUEH.

Jleuenne namarnudiao3uHom B 103e 10 Mr B koMOuHaIuu ¢ MeThOpMHHOM (B 103€ J10
2000 mr B CyTKH) 00€CIIeUnsIo CTaTUCTUYECKH 3HaYuMoe yirydiienrne ypoBas HbAlc

M0 CpaBHEHHIO C MOHOTepamnueil (Tabnuma 7) U mpuBeno K 0ojee BBIPAKEHHOMY
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CHIDKEHHUIO KOHIICHTPAIMH TJIOKO3bI B TUIa§Me HaTdEIQK:aﬁﬁ%E(ﬁg Ec'ﬂ’&éiiéﬁﬂ?&' go03)

MOHOTEparnueit) 1 Macchl Tena (Mo CpaBHEHHUIO ¢ Tepanueil MeTHOPMUHOM).

Ta6auuna 7. Pesyabrarel, mnoJydennbie 4depes 24 megenmm (LOCFY) B
CPABHUTEJIbHOM HCCJIEJOBAHHU € AKTHBHBIM KOHTPOJIEeM 10 OIleHKe
KOMOMHUPOBAHHON Tepanuu Aanarjaua03uHOM U MeT(OPMHHOM y ALIMEHTOB,

paHee HE NTOJYYaBIIUX TEPAInIo

IMoka3zarennb Hanmaraudaosun | Janaraudgio3un | Merdopmun
10 Mmr B 10 mr
COYCTAHMH C
MeT¢opMHHOM

N? 2112 2192 2082
HbA1c (%)

Ucxonusiii yYpOBEHb 9,10 9,03 9,03
(cpenuee) -1,98 -1,45 -1,44
H3menenue

OTHOCHUTEIBHO -0,53*

HCXOAHOI'O ypOBH?I3

Pa3HOCTH OTHOCUTENBHO (-0,74, -0,32)
Teparnuu -0,54* -0,01
nanarmugIo3nHOM®
(95% ) (-0,75, -0,33) (-0,22, 0,20)
Pa3HOCTh OTHOCUTEIILHO
Tepanuu
MeT(hHOPMUHOM
(95% )

3

1 LOCF: neperoc 1aHHBIX MOCIEIHETO (10 MPUMEHEHNS HEOTI0KHOH Tepanuy s

NalMEeHTOB, Y KOTOPHIX OHA MPUMEHsIIACh) HaOII0I€HUS BIEPE.

2 Bce paHI0MHU3MPOBAHHbIE MAIIMEHTHI, TOMyYHBIINE He MeHee 1 10351 HCCIIeyeMOro
mpenapara B JBOWHOM CJIEIIOM PEKHUME B KPATKOCPOYHOM JBOMHOM CJIEIIOM IIEPUOJE.
3 CpemHee 3HaueHHe, pACCYNTAHHOE METOJOM HAMMEHBIINX  KBAIpaToOB,

CKOPPEKTUPOBAHHOC OTHOCUTCIIBHO UCXOJHOT'O YPOBHSI.
4 p<0,0001.

Kombunuposannas mepanusi ¢ 3KceHamuoom npoioHSUPOBAHHO20 OeliCEUs.

B nBoitHOM cienoM Hcciael0BaHUU C aKTUBHBIM KOHTPOJIEM MPOJOJIKUTETEHOCTHIO
28 Hexenb CpaBHUBAIM KOMOMHHMPOBAHHYIO TEpanuio JanariupiIo3uHOM H
DKCEHAaTHJOM  IPOJOHTMPOBAHHOTO  JEHCTBUS  (arOHUCTOM  pELENTOPOB
rmokarononogooxoro nentuaa-1 (I'TI-1)) ¢ monoTepanuelt namnarindao3uHOM U
MOHOTEpANUenl dKCEHATUIOM MPOJIOHTHPOBAHHOTO BBHICBOOOXK/IEHUS Y MAIUEHTOB C
HEaJIeKBaTHBIM KOHTPOJIEM TJIMKEeMHHU MpH MoHoTepanuu merdopmuHom (HbAlc >

8% u < 12%). Bo Bcex rpynnax jeyeHus ObIJI0 OTMEUEHO CHHXeHue ypoBHs HbAlc
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rpymné! libutbmiposakimot feparri )

nanarin@iao3uHoM B 7103€ 10 Mr ¥ 9KCeHATHI0M IPOJIOHTUPOBAHHOTO JACHCTBUS OBLIO

MoKa3aHo OoJiee BBIpaKEHHOE CHIKeHHe YpoBHS HbAlc oTHOCHTENHHO MCXOIHOTO

YpOBHS MO CpaBHEHHIO C MOHOTepamnuei nganaraudio3MHOM W MOHOTepamuei

9KCEHATUIOM MPOJOHTHPOBAHHOTO AeHCTBUS (Tabnuia 8).

Tabnmuna 8. Pesyabrarsl

HCCJIICA0BAHUA TeEpalnuu [[al'[al"J'lI/l(l).TIOCiI/IHOM H

IKCEHATHIOM TPOJOHTMPOBAHHOIO JECTBHUS MO CPABHEHUIO ¢ MOHOTepamuei

Aanarau@JIo3MHOM W MOHOTepamuei

aecTBUA  (MAUEHTbI

KOMOMHAIUM ¢ MeT(OPMHHOM NPOAOZKMTEJIBLHOCTHIO 28 Heeslb

IKCEHATHAOM IIPOJOHTHPOBAHHOIO

nonyJiAMU ¢ HasHayeHHbIM JeudeHuem (ITT)) B

HUCXOJHOTO YPOBHS MEXKIY
KOMOMHHPOBAaHHOW Tepanuen
u Tepanuei OJTHUM
npenapatoM (95% JIN)

IToxka3arennb Janaraudguosun | Janaraundguiosun JKceHATH]
10 mr 1 paz B 10 mr 1 paz B NPOJIOHTMPOBAHHOI'0
CYTKHU B CYTKHU B aeiicTBus 2 mr 1 pa3
KOMOMHAIIUH C KOMOMHAIIUH C B HeJeJI0 B
IKCEHATHIOM mianedo 1 pa3 B KOMOMHALINH C
MPOJIOHTUPOBAH HeIe10 miamne6o 1 pas B
HOIO neidcTrBus 2 CYTKH
mr 1 pa3 B
HeAeII0
N 228 230 227
HbAlc (%)
Hcxonabiii ypoBeHB 9,29 9,25 9,26
(cpennee)
H3MeHeHnEe OTHOCUTEIBHO -1,98 -1,39 -1,60
HICXOJIHOTO YPOBHSI®
Cpenass Pa3HOCTH B -0,592 -0,38°
U3MEHEHUHM  OTHOCHUTEIBLHO (-0,84, -0,34) (-0,63, -0,13)
HCXOJTHOTO YPOBHS MEXKIY
KOMOHMHUPOBAaHHOM Tepanuei
u Tepanuen OJTHUM
npemnaparoM (95% A1)
% NAlUEeHTOB, JOCTUITIHNX 447 19,1 26,9
ypoBusi HbAlc <7%
Macca TeJa (kr)
Hcxonnblil ypoBEHb 92,13 90,87 89,12
(cpenuee)
N3MmeHneHnne OTHOCUTEILHO -3,55 -2,22 -1,56
FICXOJTHOTO YPOBHSI™
Cpenusis Pa3HOCTh B -1,332 -2,00?
W3MEHEHUH  OTHOCHUTEILHO (-2,12, -0,55) (-2,79, -1,20)

N — KoJIM4eCcTBO MalMCHTOB, I[I/I — ,Z[OBGpHTCHLHLIfI HUHTCPBAJI.
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! CxoppektupoBaHHBIE CpeHHE 3HAYCHHS paCCHH@'};ﬁ;ﬂl%; HoMTARMet s - -

KBaJPaTOB, U PAa3HOCTh B M3MEHEHHUH OTHOCHTEIHHO MCXOJHOTO YPOBHS uepe3 28
HEJIeNb CMOJICJIMPOBAHBI C UCIOJB30BaHUEM MOJIEIU CO CMEIIaHHbIMH 3(hdexTamu
JU1st TOBTOPHBIX n3MepeHunit (MMRM), koTopas BkiIto4yasia BapuaHT Teparnuu, peruoH,
ctpaty ucxogHoro ypoBus HbAlc (< 9,0% wmm > 9,0%), Henmemo jeueHus u
B3aMMO/ICHCTBHE «Tepamnusi— HEJENs» B KAUeCTBE MOCTOSHHBIX 3HAUYCHHUN U 3HAYCHUE
HCXOJHOIO YPOBHS B KaYeCTBE KOBAPUATHI.

2 p<0,001.

3 p<0,01.

Bce 3HaueHus p CKOPPEKTUPOBAHBI C MOMPABKOI HA MHO)KECTBEHHOCTbD.

B crarucrtuueckuil aHanu3 He BKIIOYAIM HM3MEPEHHUS, TOJYUYEHHbIE IOCIIe
OPUMEHEHHUS HEOTJIOXKHOW Tepamuu, a TakKe IOocle MPeXAEBPEMEHHOTO
MpeKpaleHus MprueMa UcclieyeMoro npenapara.

Konyenmpayusa anioxo3wvl 6 naasme namowax

[Tpumenenue nanarnngiaoszuHa B 1o3e 10 Mr B kauecTBe MOHOTEpAIIUK WM B KaueCTBE
nobaBiieHUsT K Tepanmuud  METGOPMHUHOM, TIIMMENMHPUAOM, METHOPMHUHOM U
POM3BOJHBIM CYJIb(OHIIMOUYEBUHBI, CUTArIMNTHHOM (¢ MeTopmMuHOM Win 6e3
HEro) WM MpernapaToM MHCYJIMHA MPUBEIIO K CTATUCTUYECKU 3HAYMMOMY CHM)KEHUIO
I'TIH (ot —1,90 no —1,20 mmomns/n) [oT —34,2 no —21,7 mr/mi]) mo cpaBHEHHIO C
mwrane6o (or —0,33 go 0,21 mmome/n [or —6,0 mo 3,8 wmr/mi]). Dror sddexr
HaOmonancss 4vepe3 1 HeOento JIeYeHUS U COXPAHSICS B MCCIEI0BaHUSX,
npojospkaBmuxcs 10 104 nenens.

KomOunupoBaHHass Tepanus AanarauguiosyHoM B go3e 10 Mr M 3KCEHaTHIIOM
NPOJIOHTUPOBAHHOTO JEHCTBUS TPUBOJMIA K CTATHCTUYECKH 3HAYUMO OOIbIIEMY
cumwkenuto ['TIH depes 28 Hemenws neuenus: —3,66 mMmonws/n (—65,8 wmr/mi) 1o
cpaBHeHutro ¢ —2,73 wmmons/n  (—49,2 wMr/mi) B Ipymdmne  MOHOTEpanuu
nanarnugiaozuaoM (p <0,001) u —2,54 mmons/n (—45,8 Mr/u1) B rpynme MOHOTEpANuu
skcenatuom (p <0,001).

B cneunansHOM Hccne0BaHNU y TAIMEHTOB € caxapHbIM auabdetoM 2 tuna ¢ pCK®
> 45 u <60 ma/mMun/1,73 M2 Tepanus ganarnudI03UHOM IpHBeNa K cHikenuio T TIH
yepes 24 nepenu: —1,19 mmons/n

(21,46 mr/mn) o cpaBaenuto ¢ —0,27 mmoun/i1 (—4,87 Mr/m) B rpymre mwianedo (p =
0,001).

Konyenmpayus anroxosul 6 naasme nocie npuema nuuyu
[Tpumenenue nanarnudio3nHa B fo3e 10 Mr B kauecTBe J0OaBIEHHS K Tepamnuu

TIMMCTIMPUAOM IPUBOANIIO K CTATUCTUYCCKHU 3HAYMMOMY CHHMKCHUIO KOHIICHTpallun
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TJIIOKO3BI Yepe3 2 Yaca Tocie IpueMa MUIH qepeil—i’;':;:rgge;d; %@I@ﬂh"'x&gﬁé

L

COXPaHSJIOCh BIUIOTH /10 48 Helemnu.

[Tpumenenne namarnugnosuHa B o3¢ 10 Mr B kadectBe 00aBICHHS K TEparuu
cutarnTHHOM (¢ MeThopMHUHOM WM 0€3 HEro) NPHBOAWIO K CHIIKEHHUIO
KOHIIEHTPAIMH TJIFOKO3bI Yyepe3 2 yaca Iocje npruemMa Muiy yepes 24 Heslenu JIieYeHus,
KOTOpOE COXPaHsUIOCh BIUIOTH /10 48 HEJENH.

KomOunupoBanHass Tepanus aanarauguiosuHoM B 1o03¢ 10 Mr M 3KCEHaTHIOM
MPOJOHTUPOBAHHOTO JCHCTBUS MPHUBOJAWIA K CTATUCTUYECKU 3HAYUMO OOJIbLIEMY
CHI)KCHMIO KOHLIEHTPALIMU TJIIOKO3bl Yepe3 2 yaca Ioclie mpueMa Iuinu 4epes 28

HCACIIb JICUCHUSA 110 CPABHCHUIO C TepaHHefI KaXXIbIM IpCIriapaToM 110 OTACIbHOCTHU.

Macca mena

[Tpumenenue nanarniugozuHa B fo3e 10 Mr B kadecTBe J00aBlieHHs K TEparuu
MET(GOPMUHOM, [JIMMETNIUPHUIOM, METGOPMHUHOM u MIPOM3BOIHBIM
CyJIb(OHMUIMOYEBUHBI, CHTATUMOTHHOM (C MeTGOpMHHOM WM 0€3 HEero) WiH
npenapaTamM HHCYJIMHA IPUBOAMIIO K CTATUCTUYECKH 3HAUUMOMY CHU)KEHHUIO MacChl
tena uepe3 24 uemenu (p < 0,0001, Tabmuusr 4 u 5). Ot >ddexTs HOCKHIH
YCTOMYMBBINA XapakTep B JOJTOCPOUYHBIX UcciieoBaHUsIX. Yepe3 48 Henenb pa3HOCTb
3Hau€HUM, TOJY4YeHHBIX B Tpymme [go0aBieHUs Janariu@iio3nHa K Teparnuu
CUTArJTUNTHHOM (C METGOPMUHOM UK O€3 HEro) U B IpyIIe, ModydyaBiien miameoo,
cocraBuna —2,22 kr. Yepes 102 Henenn pa3HOCTh 3HAYEHUH, MOJIYUYEHHBIX B TPYIIIE
no0aBieHus Janariu@uio3rHa K Tepanud MET(GOPMHHOM U B Ipymie, Mody4yaBIIeH
1anebo, ¥ pa3sHOCTh 3HAUEHUH, OJIyYEeHHBIX B IpyMIe Jo0aBieHus fanarindao3snHa
K Tepanuy WHCYJIMHOM U B TpyIle, noiyyaBiueil miamnebo, coctapuna —2,14 kr u —
2,88 KT, COOTBETCTBECHHO.

[Tpu npuMeHeHnH B KauecTBe J00aBICHUS K Tepaliuu MET(OPMHUHOM B UCCIIEJOBAaHUH
He MeHbIIeH 3QPEKTUBHOCTH C aKTUBHBIM KOHTPOJEM Janariu¢io3uH NPpUBOIUI K
CTaTUCTUYECKU 3HAYMMOMY CHUKEHHMIO MAcChl T€jla 110 CPAaBHEHUIO C IPUMEHEHHEM
mmnu3una (Ha —4,65 kr gepes 52 uemenu (p< 0,0001, Ttabnuma 3)), koTtopoe
coxpansutoch uepe3 104 u 208 nenens (— 5,06 kr u —4,38 Kr, COOTBETCTBEHHO).
[Tpumenenue nanarnudguosuHa B go3e 10 Mr B kayecTBe KOMOMHUPOBAHHOM Tepanuu
C DKCEHATH/IOM IIPOJIOHTMPOBAHHOIO JEHCTBUS MPUBEJIO K CTATUCTHUUYECKU 3HAUYUMO
0oJbIIEMYy CHMKEHUIO MAacChl Tejda IO CPaBHEHHIO C MOHOTEpamnued KaKabIM

[IpernapaToM B OTJIEIbHOCTH (Tabnuua 8§).
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UCTIOJIb30BAHUEM JIBYXJHEPreTHUYECKONH PEHTICHOBCKOM abcopOmMoOMeTpun ISt
OLIEHKH KOJMYECTBEHHOIO COCTaBa Tela INPOJODKUTENBHOCTRIO 24 Henenu IIo
JAHHBIM M3MEPEHMH C HCIOJIb30BAHUEM JIBYXOHEPreTUYECKOH pPEeHTIeHOBCKON
abcopOLMOMETpHUH IIPU PUMEHEHNH Janariudiao3uHa B no3e 10 mMr B coueraHuu ¢
MET(GOPMHUHOM IO CPaBHEHUIO C IUIaleb0 B KOMOMHAIMHU ¢ MET(GOpMUHOM OBLIO
II0Ka3aHO, COOTBETCTBEHHO, CHIDKEHME MAacChl TeJla U JKUPOBOM Macchl Tela, a He
HOTEPs. MBILIEYHOW MacChl WM XUAKOCTH. B moauccnenoBaHnu ¢ MCHOIb30BAHUEM
MarHUTHO-PE30HAHCHOW ToMorpaguu npuMeHeHue npenapata JlanmarmuduosuH B
KOMOWHAIMM € MET(POPMHHOM TIPOBOJMIO K KOJIMYECTBEHHOMY YMEHBIICHHIO
BUCLIEPAJIbHOM JKUPOBOM TKaHUM [0 CPaBHEHHIO C NPUMEHEHHEM Iulanebo B

KOMOWHAINK ¢ MET(POPMUHOM.

Apmepuanvroe oasnenue

Ha ocHoBanuu aHanm3a oOBEAMHEHHBIX JaHHBIX 13 mIane00-KOHTPOIUPYEMBIX
WCCJIEIOBAHUI 110 3apaHee MpPEeAyCMOTPEHHBIM IEPEMEHHbIM uepe3 24 Henenu
Tepanuu JAanariau@io3suHOM B J03€ 10 Mr ObUI0O TOKa3aHO W3MEHEHUe
cucroimueckoro aprepuanbHoro gasnenus (CAJl) ma  -3,7 MM pr. CT. H
JIMACTOJIMUECKOro apTepuanbHoro nasienus (J{AJl) va —1,8 MM pT. CT. OTHOCUTEIIBHO
MCXOJIHOTO YPOBHS MO cpaBHEHHUIO ¢ u3MeHeHnnem CA /] na —0,5 mm pt. ct. u 1A/l Ha
—0,5 MM pT. CT. B rpymne, noay4aiiei miane6o. CxoaHbpie N3MEHEHUsT Ha0II0AauCh
BILTOTH 70 104 Hexenu tepanumu.

KomOunupoBaHHas Tepanus ganariauguio3uHoM B go3e 10 Mr B KOMOMHaIMM C
HKCEHATHUJIOM IPOJOHTMPOBAHHOIO JIEUCTBUS MPUBOJMIIA K CTATUCTUYECKH 3HAYMMO
oonbiiemy cHiwkeHuto CAJl depe3 28 nenmenb (—4,3 MM PT. CT.) IO CPaBHEHHIO C
MoHoTepanuei namariaudiao3uaom (— 1,8 mm pt. cT., p < 0,05) u MoHOTEpanuei
9KCEHATUIO0M MPOJOHTHPOBAaHHOTO AeicTBus (—1,2 MM pT. cT.,

p <0,01).

B 2 nnane60-KoHTpOIMpyEMBIX UCCIIETOBAHUSIX MPOIOJDKUTENBHOCTHIO 10 12 Heens,
B oOmeil crmoxxkHoctu, 1062 manueHTa ¢ HEaJEKBATHBIM KOHTPOJEM CaxapHOTO
nuabera 2 Tuna U apTepUAIbHON THIEPTEH3UU (HECMOTpPsI Ha MPEIIECTBYIOLIYIO
ctabunpHyro Tepanuto uHrHOutopom AIID wmmum BPA II B ogHOM mccnenoBaHuu u
uaruoutopom AII® wnmu BPA B coueTanuu c emie OJHUM aHTUTUIIEPTEH3UBHBIM
[IpernapaToM B IPYTrOM HUCCIIeI0BaHUH) MOJIy4aId TEPAHIO Aanarin(io3uHOM B J03€

10 Mr wmm mrane6o. Yepes 12 Hemenr B 000MX HMCCIIENOBAHUSIX NPUMEHECHHE
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Tepanuel mpuBeno K ymydmeHuto ypoBHs HbAlc wum cHmwkenuro CAJl,
CKOPpPEKTHPOBAaHHOMY ¢ ydeToM Iuianebo, B cpeanem Ha 3,1 m 4,3 MM pr. CT.,
COOTBETCTBEHHO.

B cnenmansHOM MCCIeIOBaHUH Y MMAIIMEHTOB C caxapHbIM nuaderom 2 tuna ¢ pCKDd
> 45 u <60 ma/mun/1,73 Mm% uepes 24 Heneny Tepanus AANATIH(IOMHOM MPHUBENA K
cumxennto CAJl B OJI0OXKEHUH CHUJIS:

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

Konmponwv enuxemuu y nayuenmos ¢ napyuienuem QyHKyuu nouex cpeoeli cmeneHu
msioicecmu (Xponuyeckas oonesnsb nouex cmaouu 34, pCK® > 45 u <60 ma/mun/1,73
M)

DddekruBHOCTH Mamarmgio3nHa ObUIa OIICHEHA B CICIHMAIBHOM HCCICIOBAHUU Y
MAIMEHTOB ¢ caxapHeiM auaberom 2 tuma ¢ pCK® > 45 u <60 mn/mun/1,73 m? ¢
HEaJICKBAaTHBIM KOHTPOJIEM TJIMKEMHHM TPH CTaHAapPTHOM JICUeHHMHU. Tepamus
nanariaudao3uHOM TpuBela K yMeHblneHHto ypoBHs HbAlc u maccel Tenma 1o

CpaBHEHUIO ¢ anedo (Tadbmmma 9).

Tab6muna 9. Pe3yabTaThl, nogy4eHHble 4uepe3 24 Heaeau B IUIanedo-
KOHTPOJIMPYEMOM HCC/1eJ0BAHMN PUMeHeHHUs! Aanaringo3nHa y NanueHTos ¢

caxapHbiM guaderom 2 tuna ¢ pCK® > 45 u <60 mu/mun/1,73 m?

Hanaraudaozunt Ilnanedo’

10 mr
N2 159 161
HbAlc (%)
Wcxonnasiii ypoBeHb (CpeHee) 8,35 8,03
N3menenne OTHOCHUTEIBHO -0,37 -0,03
FICXOJHOTO yPOBHS? -,34*
Pa3HOCTH OTHOCHTENBHO ILIAe60? (-0,53, -0,15)
(95% JAN)
Macca Tena (Kr)
Hcxonasiii ypoBeHb (CpeiHee) 92,51 88,30
N3menenne (%)  OTHOCHTEIBHO -3,42 -2,02
HCXOJIHOTO
YPOBHS -1,43*
Paznocte B um3menenun (%)
OTHOCHUTEIBLHO (-2,15, -0,69)
mwiarne6o°
(95% JAN)
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1 MerdopMuH nam MeThopMHUHA THAPOXIPPHI Bxé%ﬁlaqgﬂ%ﬁdﬁ%%gﬁaﬁﬁ‘ﬁ 003)

69,4% u 64,0% nanueHTOoB B TpyMIe, moydaBiiei nanarinduo3ud B 1o3e 10 mr, u B
rpyIiIe, Moxy4aBiiei mianedo, COOTBETCTBEHHO.
Cpennee 3HaueHWE, pACCUMTAHHOE METOJOM HAMMEHBIIUX  KBAJpPaTOB,
CKOPPEKTHUPOBAHHOE OTHOCUTEIILHO UCXOJHOTO YPOBHSL.
OmnpeneneHo Ha OCHOBAHWU CPENHET0 3HAYCHMS, PACCUUTAHHOTO METOJOM
HAMMEHBIIINX KBA/IPATOB, CKOPPEKTHPOBAHHOTO OTHOCHTEIBHO HCXOHOTO YPOBHSI.
4 p<0,001.

Tayuenmui ¢ ucxoonuwvim yposnem HbAlc > 9%

Ha ocHOBaHuM aHanmm3a JaHHBIX MMAIMEHTOB ¢ UCXOAHBIM ypoBHeM HbAlc > 9,0% mo
3apaHee MpeyCMOTPEHHBIM NIEPEMEHHBIM Tepanus Aanariuio3nHoM B 1o03e 10 mr
NPUBO/IMJIA K CTATUCTHYCCKH 3HAYMMOMY YMEHbIIeHHIO ypoBHs HbAlc uepes 24
HEJCN TPUMCHCHHS B KAadeCTBE MOHOTEpamnuH (CKOPPEKTUPOBAHHOE CpeIHEe
W3MEHEHHE OTHOCUTEIBHO UCXOTHOTO YpoBHS: —2,04% u 0,19% mst manarmudio3nna
B no3e 10 mMr um mianebo, COOTBETCTBEHHO) W MpPH JOOABJIICHUM K TEpalUH
METGOPMUHOM (CKOPPEKTUPOBAHHOE CPEHEEC N3MEHEHUE OTHOCHTEIBHO MCXOJIHOTO

ypoBHs: —1,32% u —0,53% s nanarnudao3uHa U mwiamnedo, COOTBETCTBEHHO).

Cepoeuno-cocyoucmule u noueutvle Ucxoosl

HccnenoBanve BIMSHUS Jdanariu@io3MHa Ha CEPACYHO-COCYUCTBIE HCXOJBI
(DECLARE) — MexayHapoJHOe MHOTOIEHTPOBOE PaHJIOMHU3MPOBAHHOE BOMHOE
cienoe Tanedo-KOHTPOIUPYEeMOe KIMHUYECKOE HCCIIEIOBAHMUE JUIsl OTNpEIeNICHUS
BIUSHUS Aanarin@io3nHa Ha CepAeUHO-COCYIUCThIe UCXO bl TP €ro J00aBIEHUH K
TeKymieil 0a30BOM Tepamuu MO CpaBHEHHIO ¢ Marne0o. Y BceX MalMeHTOB ObLI
caxapHbplii nuaber 2 Tumna U auO0 1Ba U OOJee MOMOJHUTEIBHBIX (PaKTOPOB pHCKa
Pa3BUTHS CEPJIEUHO-COCYAUCTOTO 3a00IeBaHus (BO3pACT > 55 JeT y My )4uH Uiu > 60
JeT y JKeHIMUH W OJMH WM Oojiee u3 cleAyloumx (akTOpoB: TUCITUIHUIEMUS,
apTepualibHas TUIMEPTEeH3HWs WIM Ta0aKOKypeHue), InMbo IUarHOCTHPOBAHHOE
CepJIEYHO-COCYIUCTOE 3a00JIeBaHHUE.

N3 17160 pangomMu3npoBaHHBIX ManueHTOB y 6974 (40,6%) ObLIO AMATHOCTHPOBAHO
cepaeuHo-cocyauctoe 3abonesanne, a 'y 10186 (59,4%) takoBoe oTcyTcTBOBano. B
o0mieit cnoxHocTy 8582 marueHTa ObUTH PaHIOMH3UPOBAHEI B TPYIITY MPUMEHEHUS
nanariauduosuna B goze 10 mr, a 8578 manueHToB — B rpynmny mianedo; MeauaHa
JUTATEILHOCTH HAaOJIFOeHUs cocTaBmia 4,2 roaa.

Cpennuii BO3pacT MalMeHToB UCcleayeMon nmonyasanuu coctaBua 63,9 rona, 37,4%

MAIMEHTOB ObLIN XKEHCKOTO Toja. B obmieit cnoxuoct 22,4% ManueHToB CTpagaiu
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caxapHbpIM 1rabeToM 2 THUMa Ha MPOTSHKEHUH < 5 nef,WBénﬁﬁﬂﬂﬁoﬁE%ﬂéﬂﬂHE&E 003)

caxapHoro nuabera 2 tuna cocraBuwia 11,9 ner. Cpennee 3Hauenue yposus HbAlc
cocrasnsano 8,3%, cpeanuit UMT — 32,1 kr/m>.

Ucxonno y 10,0% mamnureHTOB B aHaMHE3€ OTMEYaiach cepJieuHas HeJJOCTaTOYHOCTb.
Cpennss pCK® cocrasuna 85,2 mn/mun/1,73 M2 Y 7,4% naunuentos pCK® 6bu1a

2.V 30,3% mnanueHToB HAOMIOAATach MHUKPO- WM

menee 60 wmi/mun/1,73 M
MakpoansOymunypus (cootHomenue A/Kp moun) > 30 u < 300 mr/r nwimr> 300 mr/T,
COOTBETCTBEHHO).

HcxonHo Oompmias 4acTh mManueHToB (98%) moiydand OAWH WJIM HECKOJIBKO
NPOTHBOAMA0CTUYECKUX TIpenapaToB, BKIO4as MeTdopmuH (82%), mpemnaparsl
uHcynmHa (41%) 1 mpou3BoHBIE CYTb(POHMIMOUEBUHBI (43%).

[lepBuyHblE KOHEYHBIE TOYKM BKJIIOYAIM BpeMsl 10 PA3BUTHUS IEPBOrO SIBICHUS
KOMOMHUPOBAaHHON KOHEYHOH TOYKH, BKJIIOYABIIEH CMEPTh MO NMPUYUHE CEPIECUYHO-
COCYJIMCTOM MaTOJIOTUH, WH(PAPKT MUOKapAa WIH UIIEMUYECKUNA HHCYIBT (OCHOBHBIC
CepACYHO-COCYTUCThIE COOBITHS), a TaKXKe BPEMsS 10 PAa3BUTHS TEPBOTO SBICHUS
KOMOMHUPOBAaHHON KOHEYHOH TOYKH, BKJIIOYABIIEH TIOCHHUTAIM3ALMIO 10 IOBOIY
CepAeYHON HEJOCTAaTOYHOCTH WM CMEpPTh 10 NPUYMHE CEPAEYHO-COCYIUCTOrO

3a00J1eBaHUs. BTOpI/I‘-IHI)Ie KOHCYHBIC TOYKH BKIOYaJIHU KOM6I/IHI/IpOBaHHy10

KOHCYHYIO TOYKY ITOYCYHBIX UCXOA0B U CMEPTH 110 JIFO0OH IMPUYINHE.

OcnosHule cepOeyno-cocyoucmole coobimusl

Janarnugunosus B 1o3e 10 Mr npoeMOHCTpUPOBAIl HE MEHBIIYIO 3(PPEKTUBHOCTD IO
CpaBHEHHIO ¢ TUIaNed0 B OTHOUICHWHM KOMOMHHPOBAHHOW KOHEYHOM TOYKH,
BKJIFOUAIOILIEN CMEPTh 10 IPUUNHE

CepAECYHO-COCYTUCTOIN MaTOJOTHH, HHPAPKT MUOKAP/AA WIN UILIEMHUYECKUN MHCYIbT

(omaocToponHee 3Hauenue p <0,001).

XpoHuueckasn cepoeunas HeOOCMAMOYHOCMb UIU CMEPMb NO NPUYUHE CePOeyHO-
cocyoucmotul namono2uu

Hanarmuduozud B go3e 10 Mr mpoaeMOHCTpUPOBaA IPEBOCXOACTBO 11O CPABHEHUIO C
mianebo B TPEAOTBpAIEHUH TEPBUYHOM KOMOWHHMPOBAHHON KOHEYHOW TOYKH,
BKJIFOYAIOUIEH TOCIUTAIM3AIMIO IO TOBOY CEPACYHON HEAOCTATOUHOCTH HIIA CMEPTH
M0 MPUYNHE CEePACYHO-COCYIUCTON maTtoioruu (pucyHok 1). Pazmmume sddexra

Tepanuu OBUIO JIOCTUTHYTO 3a CYET TOCHHUTAIM3AIMU IO TOBOJY CEpACYHOMN
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HEJIOCTaTOYHOCTH 0€3 pas3iuyusi B OTHOILIEHUU CM%P}W%T{EQ I:ééids_-)ll'ﬁegﬁb':l

R

(R T L

COCYJIMCTOM MaTOJIOTHH (PUCYHOK 2).

[IpeumymiecTBO Tepanuu qanarin@Io3HHOM MO CpaBHEHHIO ¢ IU1ane6o HalIr01a10ch
y MAIMEeHTOB C JHArHOCTUPOBAHHBIM CEPJIEYHO-COCYIHCTHIM 3a0ojeBaHueM u 0e3
TaKOBOTO, C MCXOJHOW CEpACYHON HEZOCTATOYHOCTHIO WM Oe3 TakoBOW, M OBLIO
COIIOCTaBUMBIM B KJIFOUCBBIX IMOATPYIIIaxX, BKJIOYad BO3PACT, IOJI, (bYHKI_II/IIO II0YCK

(pCK®) u peruos.

Pucynoxk 1. Bpemsi 10 mnepBoil rocnuraju3alud IO TMOBOAY CepAedYHOI

HEAOCTATOYHOCTH MJIM CMEPTH IO NIPUYHHE cepneqﬂo-cocyHHCToﬁ nmaToJorum

? -
Fpynna nevyeHuA

Nanarnuchnosmy
§ - |—— MNnaueto

KOHEYHOW TOUKM (%)

MaumeHTsl, ¥ KOTOpbIX GbinK
FAapernCTpupoOBEaHblI ABNEHWA
KOMMNOHEHTOB KoMBMHMpOBAHHOW

OanarnudnoiMH B
cpaBHeHuu ¢ nnayebo

OP {95% OW): 0,83 (0,73, 0,95)

T T T T T T T T T T T

0 5] 12 18 24 30 36 42 48 54 60

MacAuk nocna paHaoMH3aLHiE

MayweHTel rpynnel pUcKa

Adanarnudnoaund: 8582 B317 8415 8322 8224 8110 7970 7497 5445 1626
Mnaueto: B578 B485 8387 8259 8127 8003 7880 7367 5362 1573

«lTanueHTsl Tpynmel pHUCKa» O3HA4YaeT KOJIMYECTBO MALlMEHTOB IPYIIBI PHUCKa B
Hayaje Iepuoa.

OP- otHOwIEHNE pUcKOB, JIM — noBEpUTEIBHBIN HHTEPBAIL.

Pe3ynbrarsl, NOIy4YeHHBIE U1 IEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOYEK, [TOKA3aHbI

Ha pucyHke 2. [IpeumyniecTBo Tepanuu Aanariuguio3nHOM 10 CPABHEHUIO € TIA1e00
B OTHOIICHUU OCHOBHBIX CEPACYHO-COCYIUCTBIX COOBITHH MOKa3aHO He ObuIo (p =
0,172), B cBA3M C YEM COIVIACHO METOAMKE TMPOBEJACHUS MOJATBEPIKIAOIINX
UCIBITAaHUHN HCCIeI0BaHUSI KOMOMHUPOBAHHOM KOHEUYHOM TOUKH MOYEYHBIX UCXO/0B

Y CMEPTH 10 JH000N MPUYMHE HE BBITTOTHSIIH.
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Pucynok 2. ¢p¢ekr JieyeHUss B OTHOLIEHUU nebg%lgtjgtﬁwﬁmb sammp Y

KOHEYHBIX TOYECK U UX KOMIIOHEHTOB, 4 TAK/KE€ BTOPUYHLIX KOHCYHBIX TOYECK U

HX KOMIIOHCHTOB

Oanarnugnozvd  Mnauebo OTHOWeHHE

n (%) n (3) pHEKOB (95% JH)

(N = 8582) (N = 8578)
I'Iepum-mble HOH&4YHBI2 TOYKH

FocnuTanuiauua no Noeoay cepAedyHon HeJOCTaTOYHOCTH/ —=— 417 [ 4.9) 496 ( 5,8) 0.83 (0,73,
CMepTL NO NPHYKHHE cepAeYHO=COCYAHCTON NaTONOTHH

HomGMHHpOBaHHaA KOHEUHARA TOYKA, BRIFOYAKDIWAR CMEPTE —- 756 ( 8,8) 803 (9.4) 0.93 (0,84,
Mo NpUYMHE CepaevHO=CcoCyaHCTOro 3aboneBaHMAMHGapKT
MHOKapAA MILEMHYECKHA HHCYNLT

KamMnoHeHTE HOMBWHHDOBAHHEX

HOHEYHBIX TOYeK

Focnuranuaauywa no Nosody CEpASyHON HENOCTATOMHOCTH —8— 212 (2.5) 286 (3,3) 0,73 (0,61
CMepTs Mo NpUuKHe cepaguHo-cocyancToro sabonesaqun —n— 245(2.9) 249(2.9) 0,98 (0,82
MHDapKT MHokapaa —a— 393 (4.8) 441 (5.1) 0,89 (0,77
MLuenHIScKHR MHCYNET —— 235(2.7) 231(2.7) 1.01 (0,84

BTOpll YHBIE HOHEYHbIE TOUYKM

KombEHHHpOBaHHAA KOHEYHAA TOYKA NOYEYHBIX HCXOL0B —-— 370 (4,3) 480 ( 5,6) 0,76 (0,67
KomMnoHeHTH! KOMBMHMDOBAHHOA KOHEYHOR TOMKK NOYMEYHBLIX MCXOA0B!
Yertoluneoe cHikerne pCH® — 120 (1,4) 221 (2,6) 0,54 (0,43,
TepMUHaNEHARA cTaWuA - 6 («0,1) 19(0,2) 0,31 (0,13,
NOYEYHOR HELOCTATOMHOCTH
CMEpTh BCNBACTEHWE OCNOMHEBHWA - 6 (<0,1) 10(0.1) 0,60 (0,22
CO CTOPOHE NOYEH
CmepTe no nr060K NpHUHHE —a 529 (6,2) 570 ( 6,6) 0,93 (0,82
B nonbay ganarnugnosusa B nonk3ay nnaueto
T T T T T T
0,2 0.4 06 08 112 186

KoMOuHMpoBaHHas KOHEYHas TOYKA IMOYEYHBIX HCXOJOB BKJIOYAET: YCTOMYMBOE
noxTBepxkaennoe cHkenne pCK® Ha > 40% no pCK® < 60 mn/mun/1,73 M2, 1 (um)
TEPMUHAIBHYIO CTAJUI0 TOYEYHOM HEIOCTaTOYHOCTH (Iuanu3 > 90 nHeil umu
TpaHCIUIAHTAlMsl TOYKH, YCTOWYMBBIM NOATBEPKACHHBIM ypoBeHb pCKDd < 15
mi/mMun/1,73 M%), n (Man) cMEpTh BCIIEJCTBHE OCIOKHEHHH CO CTOPOHBI MOUYEK HIIH
CMEPTH MO MPUUYHMHE CEPJIEYHO-COCYAUCTOr0 3a00IeBaHUS.

3HaueHUs p ABIAIOTCSA IBYCTOPOHHUMU. 3HAYEHUS P AJI1 BTOPUUHBIX KOHEUHBIX TOUEK
Y OTJEJIBHBIX KOMIIOHEHTOB SIBJISIIOTCS HOMUHAJIBHBIMU. Bpemst 10 pa3BUTHS IEPBOTO
SBJIEHUS KOMOMHUPOBAHHOW KOHEYHOW TOUKHM aHAJIU3WPOBAIU C MOMOIIBIO MOJIEIH
nponopunoHanbHbIX puckoB Kokca. KonmuuecTBo mepBbIX SIBIEHUI MO OTAEIBHBIM
KOMIIOHEHTaM KOMOWHHPOBAaHHOM KOHEYHOM TOYKM ABIAETCS (DaKTHUECKUM
KOJIMYECTBOM IMEPBBIX SBJICHUN KaXIOTO KOMIIOHEHTAa U HE CYMMHPYETCS C
KOJINYECTBOM SIBJICHUI B KOMOMHUPOBAHHON KOHEUHOU TOUKE.

JAW — noBepuTenbHbIA HHTEPBAI.
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. 0,95)

. 1,03)

. 0,88)
. 1,17)
,1,07)
. 1,21)

. 0,87)

. 0,67)
,0,79)

. 1,65)

» 1,04)

3HaueHWe p

0,005

0,172

<0,001
0,830
0,080
0,916

=0,001

=0,001
0,013

0,324
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Hegponamus

Tepanust panarau@Io3MHOM MNPUBOAMIA K CHIDKEHHIO YaCTOTHI  SIBICHUM
KOMOWHHUPOBAHHON KOHEYHOM TOYKH, BKJIIOYAIOUIEH MOATBEPXKICHHOE yCTOWYMBOE
cHmkeHue pCK®, TepMUHAIbHYIO CTAJMI0 TMOYEYHOW HEIOCTATOYHOCTH, CMEPTh
BCJICZICTBUE OCJIOKHEHUW CO CTOPOHBI MOYEK WJIM CMEPTh MO MPUYMHE CEPIIEUHO-
cocynuctoro 3a0oneBaHus. Pasnuma wmexay rpynnamu Obuia  oOyciioBiieHa
CHI)KCHHEM 4YHCIIa SIBICHUH KOMIIOHEHTOB KOMOWHUPOBAHHOW KOHEYHOW TOYKH
MOYEYHBIX HUCXOJ0B, BKIOUaromiel ycroiunBoe cHmwkeHue pCK®, TepMUHAIBHYIO
CTaJUIO MOYEUYHON HEAOCTATOYHOCTH U CMEPTh BCIIEACTBUE OCIOKHEHUI CO CTOPOHBI
noyek (pUCyHOK 2).

Otnomenne puckoB (OP) mo BpemeHu 10 pasButusi HedpomnaTuu (ycToiUMBOE
cHmxkenue pCK®, tepMuHanbHas CTaausl MOYEUHOM HEIOCTATOUYHOCTU WM CMEPTh
BCJIEJICTBHE OCJIOXKHEHHH cO CTOpOoHBI ouek) coctaBmio 0,53 (95% JU: 0,43, 0,66)
JUTs AanaraugIio3nHa 1o CpaBHEHUIO C 11aneoo.

Taroke Tepanus ganariaugIoO3NHOM CHHXKAJa PUCK HOBBIX CITy4aeB Pa3BUTHS CTOWKOM
ansOymunypuu (OP: 0,79 [95% AU: 0,72, 0,87]) u npuBoania k 60s1ee BhIpaKEHHOM
perpeccun Makpoansoymunypuu (OP: 1,82 [95% AU: 1,51, 2,20]) mo cpaBHEHUIO C

iane0o.

XpoHMYECKas cepAcuHas HeI0CTaTOYHOCTh

HUccneoosanue DAPA-HF: xpouuueckas cepoeuynas HeOOCMAMOYHOCb  CO
CHUCEHHOU (hparyueti 8bibpoca 1e6oeo dxnenyoouxa (DBJIK < 40%)

Hccnenosanue nanarnndao3uHa U NpeIoTBpalleHNs] HeOJaronpusTHIX HCXOI0B ITPH
cepaeunoit HemocrarounoctH (DAPA-HF) — MmexayHapoJHOE MHOTOLIEHTPOBOE
PaHIOMHU3UPOBAHHOE JBOMHOE CIIENOE IUIaLe00-KOHTPOIUPYEMOE HCCIEA0BAaHUE Y
MAIUEHTOB C XpOHUYECKOH cepliedHor HepocTtaTouHoCThio (II-IV dyHKIIMOHANBHBIHM
kIace mo knaccudukamuu Hpio- Mopkekoii accommanuu kapauonoros [NYHA]) co
camkenHor [OBJIK] < 40 % — npoBoamin ¢ 1enbl0 yCTaHOBUTH 3()(HEKTHBHOCTH
nanaryiniao3uHa 10 CPAaBHEHUIO ¢ IUIane00 B OTHOLICHWH CHUKEHUSI PUCKA CMEPTH
M0 MPUYHHE CEPACYHO-COCYTUCTOrO 3a00JI€BaHUS U YXY/IIECHUS TEUEHUSI CepACUHOM
HEJ0CTAaTOYHOCTHU NpU J00aBIeHUH Janariudio3rHa K CTaHAapTHON Teparuu.

N3 4744 namwentoB 2373 mnauueHTa OBUTM  paHAOMHU3UPOBAHbBI B TPYIIY
nanarnudiosuna B goze 10 mr, a 2371 manueHT — B rpymnmy Iuianebo; MeauaHa

HaOJIFOeHMs cocTaBmia 18 Mecses.
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CpenHuii BO3pacT MAlMEHTOB HCCIEAYEMOH nonyﬁ%ﬁ-wﬁﬁﬂ_ 66E ';,': Tll003)

MAIUEHTOB OBLIM MYXKCKOTO IOJIa.

Hcxoano 67,5% manuentoB O0butn oTHeceHsbl K 11 kimaccy mo NYHA, 31,6% — x 111
kiaccy u 0,9% — k IV knaccy. Mennana ®BJDXK cocraBuna 32%; B 56% cnydaes
ceplieyHas HEIOCTaTOYHOCTh HMeNa HIIEMUYEeCKyl JTHOJorui, B 36 % —
HEUIIEMUYECKYIO STHOJIOTHIO U B § % — HEM3BECTHYIO 3THOJIOTHIO. B KaXkol rpymnme
nedenus 42% MalMEHTOB MMENM B aHAMHE3€ caxapHbIi auaber 2 tuma, eme 3%
MNAIMEHTOB B KaXJOM Ipymie JieyeHUs] ObLIM OTHECEHbI K MaIleHTaM C CaXapHbIM
nuaberom 2 tumna Ha ocHoBaHUM ypoBHs HbAlc > 6,5%, 3apeructpupoBaHHOTO Kak
MpU BKJIIOYEHUH B HCCIEAOBAHUE, TaK U MpU paHgoMmu3anuu. [lanmueHTs! nomyyanu
CTaHJApTHYIO Tepanuio: 94% mnanueHToB ¢ caxapHbIM Jua0eToOM 2 THUIMA MOJTydaan
tepanuto uHrHOUTOpamMu AIID, BPA wuim aHrMOTEH3WHOBBIX pELENTOPOB M
HenpunusnHa uHruouTopoM (11%), 96% nonyuanu Gera-anpeHo6nokaropsl, 71% —
0JIOKAaTOpPhl MHHEPATIOKOPTUKOUAHBIX peuentopoB, 93% — auyperuku; y 26%
MAIMEHTOB OBbLI IMILIAHTUPOBAHHBIA KapAHOBEPTEP-ACPUOPHUILIATOP.

B uccnenoBanme Obutn BkitOUeHBI marueHTsl ¢ pCK® > 30 mu/mun/1,73 M? Ha
MoMeHT BkmodeHns. Cpennsas pCK® cocraBuma 66 mu/mun/1,73 M2 Y 41%
narueHToB pCK® 6puta menee 60 miu/mun/1,73 M, y 15% nanuentoB — menee 45
wir/mun/1,73 M.

Cmepmb no npuuune cepOeuHo-cocyoucmozo 3a00ne8anus u yXyouieHue meyeHus
XPOHUYECKOU cepOedHOll He0OoCMamoyHOCmu

Hanarnmuguo3ud mpoeMOHCTPUPOBATI TIPEBOCXOACTBO MO CPABHEHMIO C Tutariebo B
NPEOTBPALICHUH NEPBUYHOM KOMOWHHPOBAHHON KOHEYHOM TOYKH, BKJIHOYArOIIEH
CMEPTH 10 MPUUYHMHE CEPAECUHO-COCYAUCTON NaTOIOTUH, TOCIUTAIN3ALUIO TI0 TTIOBOLY
CepJIeYHON HEJOCTATOYHOCTH WIIM SKCTPEHHOE OoOpallleHHe 32 TIOMOIIbIO B CBSI3U C
yXyIIIeHUEM TeueHus cepaeunoi Hepocrarounoctu (OP: 0,74 [95% AU: 0,65, 0,85];
p <0,0001). DddexT HabmOTANCS B CAaMOM Haudajie M COXPAHSIICA Ha MPOTSKEHUU

BCET0 HCCIIeJ0BaHus (PUCYHOK 3).
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Pucynoxk 3. Bpemsi 10 mnepBoro gocTH:KeHHMsl KOMOMHMPOBAHHOW KOHEYHOM

TOYKH, BKJIIOYAKONIEl CMEPTH MO0 NMPUYUHE cepneqﬂo-cocynncToi/i naToJjiorum,

roCMUTAJIM3aIUI0 110 IIOBOAY cepnelmoﬁ HEA0CTATOYHOCTH HJIM IKCTPEHHOE

oOpamieHne 3a TMOMOIIBI0 B CBSI3M C YXYyIIIEHHEM Te4YeHHsl CepAeqdHO

HEJ0CTATOYHOCTH
30
28
26 B D._nan,eﬁu
(=] -
iy -
= E E 22 4 J..."J Hdanarnagnesnn
EEE 20
L'+ E 14
FzE 18
o =)
%2
Eca 167
=5 =
»3F 14
-
E2& 124
u e m
S
sax 107
C5E
£8 B
£
a9 -
5= 07
4 J"' DNanarnidno3anH B CpaEHeHHH © nnauefo
o - OP (95% OM): 0,74 (0,65, 0,85) 3uadeuwne p =0,0001
l:}_

MauneHTsl rPYNNL PHCHE
Danarnvgnoaus: 2373
Mnayeto: 2371

2305
2258

221
2163

T T T T T T
] 12 15 18 21 24

MecAlybl Nocne paHaoMHIaLHH

2147
2075

2002
1917

1560
1478

1146 612 210
1086 283 210

SKCTpCHHOC 06pameHI/Ie 3a IIOMOUIBIO B CBA3U C YXYAUICHUCM TCUCHU A CCpI[C‘lHOﬁ

HCOAOCTATOYHOCTHU OBLIO OMPCACIICHO KaK CPOYHOC, BHCIIJIIAHOBOC O6CJ'I€I[0BaHI/Ie

Bpa4yoM, HAIIPUMEP B OTACIICHUU HEOTJI0KHOM IIOMOIIH, BBI3BAHHOC YXYJAIICHUCM

TEUEHUsI CEPJACYHON HEIOCTATOYHOCTH, KOTOpoe Tpelyer JedeHus (MOMHUMO

TOJIBKO IMOBBIIICHHA JO3bI IIEPOPATIBHBIX }II/IypeTI/IKOB).

((HaIII/IeHTI)I rpynibl puCKa» O3HA4YacT YKCJIO MAlMCHTOB I'PYIIIbI pPUCKA B Ha4YaJiC

nepuoja.

Bce Tpum KOMIOHEHTa TEPBHYHON KOMOWHHUPOBAHHON KOHEYHOM TOYKH TIO

OTJIEIbHOCTU BHOCUJIM BKJaa B 3¢ (deKT jedeHus (pucyHok 4). 3aperucTpupoBaHO

HECKOJIBKO 3KCTPCHHBIX O6paHICHI/II71 3a MOMOIIBIO B CBA3U C YXYAIICHUEM TCUCHUA

CEepAEYHON HEOCTATOYHOCTH.
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Pucynok 4. J¢pdexT JiedeHuss B OTHOUIEHMH NEPBUYHOI KOMOMHHMPOBAHHOM

KOHEeYHOH TOYKH, €€ KOMIIOHEHTOB, 4 TAK/KE CMEPTH 110 J1000H NnMpUu4inHe

OP (95% O} MaureHTsl, ¥ KoTopbIX Bhinu OtHowenwe  3xadeque p
3apErMCTPHPOBaHSEl ABNEHWA PUCKOB
MNokazarend KOMMNOHEHTOB KOMBWHUPOBAHHOR (95% M)
KOHEYHDW TOHKK (HacToTa ABNeHMiA)
KomBMHMPOBAHHAR KOHEYHAR TOYKA, BKIKYADLIAR NanarnudnoamH Mnayebo

CMEPTL NO NPUYAHE CepAEYHO-COCYANCTOND (N=2373) (N=2371)
3aBONEBAHKMA, MOCHUTANKMIALMID NO NOBOAY

CEP.I"IGHHDI;! HEOCTATOYHOCTH UNK AKCTREHHDE
ofpaleHe 3a NoMOLLLIO B CBA3W C yxyalWeHwen —li— 386 (11,8) 502 (15,8) 0,74 (0,65, 0,85) <0,0001
TEMEHWA CEPAEMHON HEJOCTATOMHOCTM

FocnUTanKaaumra No NOBOAY CEPASYHOR
HBADCTATOMHOCTH —— 231(6.9) 318(2,8  070(059,0,83)  <0,0001

DKcTpeHHoe ofpalleHWe 3a NOMOLLI0 B

CBAZM C YXYIOLWEHWEM TEYEHWA CEPASYHOM 1003) 23(0.7) 043 (0,20, 0,90) 0,0213
HEAOCTATOMHOCTH
CmeDTs N0 NEWYKHE CEPASYHO=COCYOMCTOrD —— 227 (8,5) 273(7.9) 0,82 (0,69, 0,98) 0,0794
3abonesaquA
CrepTs No NHOOBOH NpHYKUHe —— 2761(7.9) 329 (9.5) 0,83(0,71,087) 0,0217
I 1 1 1
0.5 08 1 125 2
B nonbay aanarnudpnosuqa | B noneay nnayebo

DKCcTpeHHOoe o0pallieHue 3a MOMOIIBIO B CBSI3U C YXYALICHUEM TEUSHHSI CepIeTHON
HEJOCTAaTOYHOCTH OBLIO OMpPENENeHO KaK CPOYHOE, BHEIJIAHOBOE O0CIEeIOBaHUE
BpauyoOM, HalIpuMep B OTACIICHUU HEOTJIOKHOMN IOMOILHU, BBI3BAHHOE YXYALIEHUEM
TEUEHUsI CEPJACYHON HEIOCTATOYHOCTH, KOTOpoe Tpelyer JedeHus (MOMHUMO
TOJIbKO TIOBBIIIEHHUS /1036l IEPOPATBHBIX JTUYPETUKOB).
KonuuecTBO mepBbIX SIBICHUN MO OTIEIBHBIM KOMIIOHEHTaM KOMOWHUPOBAHHOU
KOHEUYHOU TOYKHU SABJISIETCS PAKTUUECKUM KOJIMYECTBOM MEPBBIX SBJICHUM KaXK10TO
KOMIIOHEHTa U HE CYMMHPYETCS C KOIUYECTBOM SIBJICHHM B KOMOMHHPOBAHHOMN
KOHEUHOM TOUKE.
YacTtoTa BO3HMKHOBEHUS SIBJICHUM IIPEACTABIICHA KaK 4YHUCJIO YYaCTHUKOB, Y
KOTOPBIX OBUIO 3aperUCTPUPOBAHO SIBICHHE KOMIIOHEHTOB KOMOMHHpPOBaHHOU
KOHEYHOU ToukH, Ha 100 marueHTo-JIeT MOCIeIyIONero Ha o ICHUS.
3HaveHHs P A OTJAEITHHBIX KOMIIOHEHTOB KOMOMHHUPOBAHHONW KOHEUYHON TOYKH U
CMEPTH TI0 JF000H MPUUNUHE SBJISTFOTCS HOMUHATBLHBIMH.

[Ipumenenue mamarnudao3uHa TaKKe MPUBOAIIO K CHIKEHUIO 00IIEro KOJTHMYeCTBa

CJIy4aeB TOCIUTAIM3ALMHU 110 TOBOJY CEpJCYHOM HEAOCTATOUYHOCTH (NEPBUYHON H
MOBTOPHOI) M CMEPTH 110 MPUUUHE CEPJICUHO-COCYAMCTON MaTonoruu: 567 ciyyaes B
rpynmne panariu@io3dHa MO CpaBHEHHMIO ¢ 742 ciydasmMu B rpynmne Imanedo

(otHOCHTENBbHAs yacToTa: 0,75 [95% JAU: 0,65— 0,88]; p = 0,0002).
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[IpeumymiecTBo Tepanuu anaraudiI03uHOM Ha6moz[£Hc'>_t'::1;§J E%ET—TTE%@ IEEB;%:'{TH‘BI‘;II 003)

HEIOCTaTOYHOCTBIO C caxapHbIM AuadeToM 2 Tuma u 06e3 TakoBoro. IIpumenenue
nanaraugo3uHa MPUBOIIIO K CHIDKEHUIO YacTOTHI IEPBUYHON KOMOMHUPOBAHHOM
KOHEYHOH TOYKH, BKJIIOYAMOIIEH CMEPTh 10 MPHYMHE CEepACUYHO-COCYIUCTOM
MATOJIOTHH, TOCIHHUTAIU3AIMI0 110 TIOBOAY CEPJACYHOM HEAOCTATOYHOCTH WM
AKCTPEHHOE OOpalleHHEe 3a MOMOIIBIO0 B CBS3HM C yXYAINICHUEM TEUYCHHUS CEepACUHOM
HEJOCTAaTOYHOCTH Y TAIMEHTOB ¢ caxapHbiM auaberom 2 tuma (OP: 0,75 [95% U:
0,63, 0,90]) u 6e3 TakoBoro (OP: 0,73 [95% IU: 0,60, 0,88]).

[TpenmyIiecTBO Tepanuu ganarin@aI03uHOM 0 CPABHEHHMIO C I11aie00 B OTHOIICHUH
MEPBUYHON KOHEYHON TOYKH OBLIO COTIOCTABUMBIM B IPYTUX KITFOUEBBIX IMOATPYIINAX,
BKJIIOYAsi COIMMYTCTBYIOIIYIO TEPAITHIO CEPACUYHON HETOCTATOYHOCTH, (PYHKIIHIO TTOYEK

(pCK®), Bo3pact, moi ¥ pEruoH.

Hcxoo, coobwaemvlii  nayuenmamu: — CUMNIMOMbL  XPOHUYECKOU  CepOeyHOU
He0oCmamoyHocmu

O¢pdexkr neueHus npanarnv@IO3MHOM B OTHOLICHMHM CHUMITOMOB CEpJCYHOM
HEI0CTaTOYHOCTH OLEHMBAJIM C IOMOIIbIO OOLIEro IOKa3aTesis CHUMITOMOB II0
Kanzacckomy onpocHuky juist OosbHbIX kapauomuonaruein (KCCQ-TSS), kotopsiii
MO3BOJIIET MPOBOJUTH KOJIMYECTBEHHYIO OIIEHKY 4YaCTOTHl U TSXKECTU CHUMIITOMOB
CepAeyHON HEJOCTaTOYHOCTH, BKIIIOYAs YTOMIISIEMOCTb, NepuUpepudecKkue OTEKH,
OJIBILIIKY M OPTOMHO3. 3HaueHMs MoKazarens BappupytoT oT 0 1o 100, npuuem Gosee
BBICOKH 0al COOTBETCTBYET JIYUILIEMY COCTOSIHUIO 3/10POBbSL.

Tepanus ganarnu@o3nHOM NPUBOANIIA K CTATUCTUYECKH 3HAUNMOMY U KJIMHUYECKU
3HaYMMOMY TNPEHMYILECTBY MO0 CPaBHEHHMIO C IUIAle00 B OTHOIIEHHMH CHMIITOMOB
CEpIEUYHON HENOCTaTOYHOCTH, olleHHBaeMbIX no uaMeHeHntro KCCQ-TSS uepes 8
MECSAIIEB OT UCXOJHOTO YPOBHs (BEpOATHOCTH mpeumytectna: 1,18 [95% JAU: 1,11,
1,26]; p <0,0001). YacTtoTa M TSXKECTb CUMIITOMOB BHECIM BKJIaJ B pPE3yJbTarT,
MOJYYEeHHBIH 110 3(HEKTUBHOCTH TEPATTHH.

[IpeumymiecTBO HaOMOJAIOCh KAaK B YJIYYIIEHUHM CHMITOMOB  CEpJIEUHOM
HEJ0CTAaTOYHOCTH, TaK U B NPEIOTBPALICHUM YXYIUIEHHS CUMITOMOB CEpACUHOU
HEJ0CTaTOYHOCTH.

ITpy ananM3e OaHHBIX PECIIOHACHTOB J0JI NAIMEHTOB C KIMHUYECKH 3HAYMMBIM
yanyumienueM KCCQ-TSS uyepe3 8 MmecsleB Mo CpaBHEHHIO C UCXOAHBIM YPOBHEM
(koTOpoe ompenemnsaaoch Kak S5 u Oonee OamwioB) ObuTa BBHIIIE B TPYIIE JICUCHUS

nanarmugIo3MHOM TI0 CPaBHEHHWIO C TPYMIOW, MmoiydaBmied turame6o. Jloms
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COOTBETCTEYET ZKCNEPTHOMY

/ OTUETY

Oosee OayioB) OblIa HIDKE B TPYIIE JICYSHHUS Nanarin(IOo3MHOM MO CPAaBHEHHIO C
rpynmnoid, momydaBmed marne6o. IlpenmymiectBa Tepanuu Aamariu@IIO3MHOM
COXPAHSUINCH NIPU IPUMEHEHUH 00Jjiee )KECTKUX MOPOTOBBIX 3HAYEHUH Ui OOJIBIINX

KJIIMHUYECKH 3HAYMMBIX U3MeHeHu# (Tabmuma 10).

Taﬁ.lmua 10. KoamuyectBOo m J0Jd HMAIUMECHTOB € KIMHHUYECKHM 3HAYHUMbIM

ViAyYlmi€eHuUEeM HWJIH  YXYJAIICHHEM o0miero rmoka3saTrejasi CHMITOMOB IIO

Kan3acckomy onpocHuky st 00ibHbIX kKapauomuonatuein (KCCQ-TSS) uepes

8 mecsineB
HN3menenne JanmarnudJiosun IInaneodo
OTHOCHUTEJIbHO 10 mr n'= 2062
HCXOIHOTO  YPOBHS n! =2086
yepe3 8 mecsineB
Yayuwenue n (%) c n (%) c Otnomenne mancos® | 3Hauyenue
yaydienuem? | yayumenuem? (95% AN) p®
> 5 bayioB 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06, 1,22)
> 10 6as10B 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05, 1,22)
> 15 6asioB 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01, 1,19)
Yxyowenue n (%) ¢ n (%) ¢ OtHomenne mancos® | 3HavyeHue
yxymmenuem* | yxyamenuem* (95% aN) p®
> 5 baoB 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78, 0,89)
> 10 6annoB 395 (18,9) 506 (24,5) 0,85 <0,0001
(0,79, 0,92)

! Yncno manmenTos ¢ 3aperucrpupoBannbv 3HadenneM KCCQ-TSS unu nanueHTos
CO CMEpTENIbHBIM UCXOJIOM JI0 OKOHYAHUS 8 MecsILeB JIeUeHHUS.

2 Ypcno ManMeHToB, Y KOTOPLIX HAOMIOAAI0Ch yoydIleHHe He MeHee 4eM Ha 5, 10
win 15 6ajioB MO CPaBHEHMIO C MCXOIHBIM YPOBHEM. 3HAUEHUS Ul MAIlIEHTOB CO
CMEPTEIbHBIM UCXO0JIOM /10 OKOHYAHHUS YKa3aHHOI'O IIEPH0/Ia BpEMEHH COOTBETCTBYIOT
OTCYTCTBUIO YIYYILIECHHS.

% Ilpum ynydmeHHM OTHOMIEHHE IMAHCOB> | O3HAYaeT MPEMMYIIECTBO TEpaIu
nmanariaugio3uHoM B 1o3e 10 mr.

*  Ypcno mamueHTOB, y KOTOPHIX HABNIOAANO0CH YXY/IICHHE HE MEHee 4eM Ha 5 Wi
10 GanyoB MO CpaBHEHUIO C MCXOJHBIM YpPOBHEM. 3HaueHHs Ul HAlMEHTOB CO
CMEpTEIbHBIM UCXO0JIOM /10 OKOHYAHHUS YKa3aHHOT'O IIEPHO/Ia BpEMEHH COOTBETCTBYIOT
YXyIIICHUIO.

®  Ilpu yXy[IIEHUH OTHOLIEHHE IIAHCOB <1 O3HAayaeT MPEMMYIIECTBO Teparuu
nanarugo3uHoM B 103¢e 10 mr.

® 3Hayenus p ABIAIOTCA HOMMHATHHBIMH.
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(NOCNEQCBATENEHOCTE 0003)

Hegponamus

Beu10  3aperucTpupoBaHO HECKOJIBKO SIBJICHUN KOMIIOHEHTOB KOMOWHHPOBAHHOMN
KOHEYHOM TOYKHM TOYEHYHBIX HCXOJOB (MOATBEPKIACHHOE YCTOMYMBOE CHIKCHHE
pCK® > 50%, TepMmuHalbHas CTagusl MOYEYHOW HEAOCTATOYHOCTH WM CMEPTH
BCJIE/ICTBHE OCIIO)KHEHUU CO CTOPOHBI MOYEK); 4acToTa siBieHud coctaBuia 1,2% B
rpymne, noxy4asiiei ganarnudiosut, u 1,6% B rpymnme, moxy4asiiei ramne6o.
Hccneoosanue DELIVER: xponuueckas cepoeunas nedocmamourocms ¢ OBJDK>
40%

Ouenka panarnudio3uHa Ui YJIy4II€HHsS KadecTBa IKM3HU MAlMEHTOB C
XPOHUYECKOW CepJCYHON HEIOCTATOYHOCTHIO C COXPAHEHHOH (pakuuel BbIOpoca
(DELIVER) — wMexayHapoaHOE MHOTOIICHTPOBOE PaHIOMH3HPOBAHHOE IBOIHOE
ciernoe 1iane6o- KOHTPOIUPYyEeMOe UCCIIeIOBaHUE Y MAllUEeHTOB B Bo3pacte > 40 net
C XpOHHYECKOH cepaeyHoi HegocTaTouHocThio (Kiaace [I-IV mo NYHA) ¢ ®BJIK >
40% ¥ TpU3HAKAMHU CTPYKTYpHOTO 3a00JIeBaHUS CEpJIla, KOTOPOE IMPOBEIU IS
OTIpe/ICIICHUs] BIIMSHUS Janariu@io3uHa MO CPaBHEHUIO C IUIae00 Ha YacToTy
CIy4aeB CMEpPTU IO MPUYUHE CEepPACUHO-COCYIUCTON MATOJIOTMH M YXYJIIICHHE
TEUYEHUsI CepICYHON HEJOCTATOUYHOCTH.

N3 6263 nanuenTos 3131 nmanueHT ObUT paHIOMHU3UPOBAH B TPYIITY Aanarivudio3nHa
10 mr, a 3132 nmamuenta — B Tpynmy IJianedo; MeauaHa MPOI0JDKUTEILHOCTH
HaOmroZeHUsT cocTtaBmiia 28 wmecsaneB. B wuccrnemoBanue Brimouman 654 (10%)
MaIUeHTa ¢ MOJA0CTPOH Cep/IeYHON HETOCTATOYHOCTHIO (T. €. pAaHJAOMU3UPOBAHHBIX BO
BpeMs TOCTIMTAIIM3AIUY 110 TTIOBOIY CEpJIeYHON HEIOCTATOYHOCTH WK B TeueHue 30
JHEW TOcye BBIMUCKHA U3 cTanuoHapa). CpeaHuil BO3pacT MalMeHTOB HCCIIETyeMOM
MOMYJISIIIUK COCTaBMII 72 ToAa, 56% manueHToB ObLITH MYXKCKOTO TOoJa.

Hcxoano 75% nanuentoB Obutn oTHeceHs! K 11 kmaccy mo NYHA, 24% — x I knaccy
u 0,3% — x IV kmaccy. Menuana ®BJIXK coctaBuna 54%. Y 34% nanuentoB ®BJIK
cocraBmia < 49%, y 36% — 50-59% u y 30% — > 60%. B kaxx0if rpyre JedeHus y
45% mnamnueHToB B aHamMHe3e ObLT caxapHbli auaber 2 Tumna. bazoBas Ttepamus
BKtouana UHruOuTopsl AII®/BPA/aHTHOTEH3MHOBBIX PEIENTOPOB U HENIPHIIM3HHA
uHruOuTOp, OeTra-aapeHoOmokatopel (83%), mmypetuku (98%) u  OGrokaTopsl
MHUHEPaTOKOPTUKOUIHBIX perentopoB (43%).

Cpennss pCK® cocrasuna 61 mn/mun/1,73 M2,V 49% namuento pCK® cocraBuna
<60 mr/mun/1,73 M2, y 23% — <45 mn/mun/1,73 G y 3% — <30 mn/mun/1,73 e
Hanarmuduio3ud mpoaeMOHCTPUPOBATT TIPEBOCXOICTBO MO CPABHEHMIO ¢ Tutarebo B

CHHMXXCHHNH YaCTOThI JOCTUKCHUA KOM6HHHpOBaHHOﬁ KOHEYHOMH TOYKHU, BKJ'IIOLIaIOH_Ieﬁ
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CMEpTh 10 NPHUYMHE CEPAEYHO-COCYIUCTONO 3a60llebAmIs Hoctant3atmo’ 110

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

rln--

(R T L

IIOBOJIy CEPJACYHON HEIOCTATOYHOCTH WMJIM KCTPEHHOE OOpalleHHe 3a MOMOLIbI0 B
CBS3M C YXYJIIIEHHEM TeueHus cepieuHoil HegocratouHoctu (OP: 0,82 [95% [U:

0,73, 0,92]; p = 0,0008) (pucyHok 5).

Pucynok S. Bpemsi 10 mepBoro aocTHxKeHMsi KOMOMHHMPOBAHHOH KOHEYHOM
TOYKH, BK/IIOYAKOLIEH CMePTh N0 NMPHYMHE CepAeqYHO-COCYAMCTON MATOJIOIHMH,
TOCHUTAIM3ANMI0O 10 NMOBOAY CepPAeYHOH HEAOCTATOYHOCTH HWJIHM JKCTPEHHOE

oOpamieHne 3a TMOMOIIBI0 B CBSI3M € YXYyIIIEeHHEM TedYeHHsl cepAeqdHO

HEeA0CTATOYHOCTH
o ~
E ﬁ 254 Mnaueto
= % ; o -
33 P 20 o
© 2 ¢ 3 -~ -
-
g E E Hanarnngnoznd
2 8 x 15
2g=
== =z
T39
= ﬁ r 104
T o m
@ om
= 00
=z Q&
EBE 5
23 HanarnudnosuH B cpaBHeHHH ¢ nnauebo
[ ™=
g_E OP (95% OM): 0,82 (0,73, 0,82) 3nadvenwe p 0,0008
E = ID_"I' L] L] L] L] L] T L] L] L] T L] L]
0 3 4] 9 12 15 18 21 24 27 30 33 36
| —— MecAukl nocne paHaoOMH3aLHH
fanarnugnosui: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 388
Mnaueto: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

DKcTpeHHOoe o0pallieHue 3a MOMOIIBIO B CBSI3U C YXYALLIEHUEM TEUEHUSI CeplIedHON
HEJIOCTaTOYHOCTH OBIJIO ONpeeNIeHO KaK CPOYHOE, BHEIUIAHOBOE 00CiIej0BaHME
BpadyoM, HAIIPUMEP B OTACIICHHUU HEOTJI0KHOU IMOMOIIH, BBI3BAHHOC YXYAIMICHUCM
TEUEHUsI CEPJACUYHON HEIOCTATOYHOCTH, KOTOpoe TpelyeT JieueHus (MOMHMO
TOJILKO MOBBIIIEHUS 1035l IEPOPATBHBIX IUYPETHKOB).

«ITarueHThl TPYMNIBl PUCKA» O3HAYAET KOJMUYECTBO IMAIMEHTOB IPYMIbI PUCKA B
Hauase Iepuoja.

Ha pucynke 6 npeacraBieH BKIa] TPeX KOMIIOHEHTOB MEPBUYHON KOMOMHHUPOBAHHOMN

KOHEYHOU TOUKH B 3 (DEKT JIeueHusl.
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Pucynok 6. Ddpdekr J1edeHnus B OTHOMIECHUH nep Braioir: KovomHHposankoi - -

KOHEYHOM TOUKH M e¢ KOMIIOHEHTOB

OTHOWeHWE MayweHTsl, ¥ KOTOPLIX BEINM OTHOWeHME
PHUCKOB JapervcTpupoBaHel ABNEHKWA pPHMCKOB
MNokaszarenu (95% 1K) KOMNOHEHTOB KombBuHuposanHol  (95% W)

KOHEYHOW TOYKM (MACTOTa ABNEHWMA)
KomMBUHWPOBAHHAA KOHBYHAR TOHKA,
BKNKOYAIOWEA CMEPTE NO NPUYMHE Aanarnugpnosuy  lMnaueto
CEPASYHO-COCYANCTOrO 3a60nesaHus, (N=3131) (N =23132)
rocnUTANKIALWMID NO NOBOA4Y CepaeYHON
HEAOCTATOYHOCTH MNK IKCTPEHHOE abpalleHne
33 I'IDMDLLlEI-D B CBA3K C YXyaweHuem TedyaeHuA —— 512 E}':a] B10 (5.5} 0.32 [&73' 0,923
cepiedyHon HeoCTaTOuHOCTH

[ocnUTanKM2aurA No NOBOAY CepAeYHOM — 328 (5,0) 418 {6,5) 0,77 (0,67, 0,89)
HEeAOCTATOYHOCTH
3JKcTpeHHOE obpalleHne 3a NoOMOLLID — 60 (0,8) T8 (1,1) 0,76 (0,55, 1,07)
B CBASKW C yXYAWEHWEM Te4eHHUA
cepAeYHON HEAOCTATOUYHOCTH
CmepTe NO NPMYKMHE cepaevHO-COCyaMCTOro 231 (3,3) 281 (3,8) 0,88 (0,74, 1,05)
aabonesaHuA

I 1 1 1

0.5 08 1 125 2

B nonsay ganarnudinozawHa | B nonbay nnaueto

DKcTpeHHoe o0pallleHue 3a MOMOIIBIO B CBSI3U C YXYALLIEHUEM TEUEHUSI CepIedHON
HEIOCTaTOYHOCTH OBUIO OMpEAETICHO KaK CPOYHOE, BHEIUIAHOBOE 00Cieq0BaHue
BpayoM, HallpuMep B OT/IEJICHUU HEOTJIOKHOW ITOMOIIIH, BEI3BAHHOE YXYIIIEHUEM
TEUYEHUs] CepJeYHOM HeI0CTaTOYHOCTH, KOTOpoe TpeOyeT JedeHus (IIOMHUMO
TOJILKO MOBBIIIEHUS /103l IEPOPATBHBIX IUYPETHKOB).

KonnyecTBo mepBbIX SABJICHUN MO OTAEIBHBIM KOMIIOHEHTAaM KOMOWHHPOBAHHOM
KOHEYHOU TOUKH SABJsETCSA (PAaKTUUECKUM KOJIMUECTBOM MEPBBIX SABIECHUH KaX/10T0
KOMITOHEHTa ¥ HE CyMMHPYETCSI C KOJMYECTBOM SIBIICHUI B KOMOWHHPOBAHHOM
KOHEYHOM TOYKE.

YacTtora BO3HUKHOBEHHUS SIBICHHW TMPEICTaBlIeHA KaK YHUCIO YYaCTHUKOB, Y
KOTOPBIX OBLIO 3apeTUCTPHPOBAHO SIBIICHHE KOMITOHEHTOB KOMOWHHPOBAHHOM
KOHEYHOU TO4kH, Ha 100 manueHTo-IeT Mocaeayomero Haomo1eHusl.

AHaiu3z  cMepTH [0  TNPUYMHE  CepACYHO-COCYIUCTOro  3a00JeBaHHUA,
NPEJICTaBICHHOM 3/1eCh B KauecTBE KOMIIOHEHTa MEPBHUYHOW KOHEYHOH TOYKH,
TaKXKe MpoBeJU MpH (POpManbHOM KOHTpOJIE OIIMOOK MEpPBOro poja, I/ie OHa
BBICTyTIajJa B KaYeCTBE BTOPUYHOM KOHEUHON TOUKH.

Janarnugao3uH MpoIeMOHCTPHPOBAT IPEBOCXOACTBO IO CPaBHEHHIO C IUTanedo B
CHIDKCHUH OOILEro 4Mciia COOBITHI CepledHON HEIOCTATOYHOCTH (ONpeaenseMoro

KaKk TICpBHYHAsA ©W  IMOBTOPHAsA  TOCIUTAIM3alWsA 110 IOBOAY cepz[equﬁ
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HEJI0OCTAaTOYHOCTH WJIM SKCTPEHHBIE OOpaIieHus 3a ndMMEEﬁT%H&%H 003)

TE€YEHUsI CEPACUHOI HEAOCTATOYHOCTH ) U CMEPTH 110 IPUUUHE CEPIAECUHO-COCYAUCTOTO
3abosieBanus: 8§15 cirydaes B rpymie, MolydaBiieii nanarindao3uH, o CPaBHEHHIO C
1057 cnyuasimMu B rpynie, noiyuanineil miamnedo (orHocutensHas yactora: 0,77 [95%
JU: 0,67, 0,89]; p = 0,0003).

[TpenmymiecTBO Tepanuu qanarin(Io3HHOM IO CPABHEHUIO C TUIale00 B OTHOIICHUH
NEPBUYHON KOHEYHOW TOYKHM HAOII0Aanoch B moArpymnmnax nanueHToB ¢ @BJDK <
49%, 50-59% u > 60%.

Oddext Tepanuu TakxKe OBUT CONOCTaBUM B JPYTUX KIIOYEBBIX MOATPYIINAX,
KJIaccu(pUIMPOBaHHBIX, HAIPUMED, T10 BO3pacCTy, noiy, kiaaccy NYHA, ypoBaio NT-
proBNP, nmogoctporo craryca cepiedHod HEJOCTATOYHOCTH M HAIMYHIO CaXapHOI'O

nuabera 2 TuIa.

Hcxoo, coobwaemvlii  nayuenmamu: — CUMAMOMbL  XPOHUYECKOU  CepOeyHOU
HeooCmamoyHoCcmu

Tepanus  panarnuiao3MHOM — NPUBOAMIA K  CTATUCTHYECKH  3HAYUMOMY
MPEUMYIIECTBY MO CPaBHEHHUIO C IUIaled0 B OTHOIICHHWU CHMITOMOB CEpACYHOM
HEIOCTaTOYHOCTH, OIICHWBAaEMBIX 10 M3MEHEHHIO 4Yepe3 8§ MeCAEeB OT HMCXOIHOTO
ypoBHst KCCQ-TSS (BepositHocTs npeumytectsa: 1,11 [95% AW: 1,03, 1,21]; p =
0,0086). HacToTa 1 TsKECTh CHMITOMOB BHECIIM BKJIa/1 B PE3YJIbTAT, MOJyUYEHHBIH 110
3¢ (HEeKTUBHOCTH TEpaTHH.

[Ipu ananu3e pecroHACHTOB J0JIs MAIMEHTOB CO CPETHUM (> 5 0aJUIOB) WIIM CUITLHBIM
(= 14 6annos) yxyaumenuem 3HaueHus KCCQ-TSS uepes 8 mecsieB 1o cpaBHEHHIO C
UCXOJIHBIM YPOBHEM ObLIa HMKE B TPYIIIE JEUCHMs AANariuguio3uHOM: CpeaHee
yxyaueHue Habmoganocs y 24,1% mnanueHToB, IPUHUMABIINX Aanariu@io3ud, Mo
cpaBHeHHUIO € 29,1% manueHToB, MPUHUMABIIHX IJ1a1e0o0 (oTHOIIeHHE 1mancoB: 0,78
[95% IU: 0,64, 0,95]); cunpHOe yxynamieHue HaOmoganock y 13,5% manueHTos,
MPUHUMABIIUX AamariudIo3uH, Mo cpaBHeHHIO ¢ 18,4% manueHToB, MPUHUMABITUX
miane6o (orHomenue mancos: 0,70 [95 % JAU: 0,55, 0,88]). Jlons marueHTOB CO
CJ1a0bIM WJIM CPEAHUM yIIydilleHueM (> 13 GansioB) UM CUJIBHBIM yilydiieHuem (> 17

0aJI0B) HE OTIIMYANIACh MEXAY TpyNIaMH JICUECHUS.

Xpornuueckas cepoeunas Hedocmamoynocms 6 ucciedosanusix DAPA-HF u DELIVER
B anammse oObenuHeHHBIX nmaHHbIX wuccnegosanuii DAPA-HF u DELIVER

OTHOIICHHUEC PUCKOB JIA L[anarnmbnoana 10 CpaBHCHHIO C nnaue6o B OTHOLICHUU
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KOMOMHHMPOBAHHON KOHEYHOI TOYKHM, BKIIOYaromiei '&&Sﬁrﬂ%'%%ﬁiﬂétdéﬁﬁelﬁb&' 003)

COCYJIMCTOM NATOJIOTMH, TOCIUTAIIM3AIMIO 110 MTOBOAY CEPACUHON HEJO0CTATOYHOCTU
WM KCTPEHHOE 00paIeHHE 3a TOMOIIIBIO B CBSI3U C YXYAIICHUEM TEUCHUS CEPACUHOM
HenoctaroyHocTH, coctaBuio 0,78 (95% JAW: 0,72, 0,85), p < 0,0001. Dddexr
JIeyeHUs1 ObUI COIOCTAaBUM JUIA Bcero auanasoHa 3HaueHuin ®BJIDK 6e3 ocnabienus
s dekra B 3aBucuMocTH oT 3HaueHus OBJDK.

Ha ocHoBanum aHanu3za OOBEIMHCHHEIX JaHHBIX wHcciaegoBanuii DAPA-HF u
DELIVER mno 3apaHee mnpeayCMOTPEHHBIM IEPEMEHHBIM Ha ypPOBHE MalMEHTOB
MpUMEHEHHe Aanarindio3uHa TPUBOAWIO K CHIOKCHHUIO PUCKAa CMEPTH 10 MPUYHUHE
Cep/IEYHO-COCYAUCTON MAaTOJOruu 1Mo cpaBHeHuto ¢ taredo (OP: 0,85 [95% U:
0,75, 0,96], p=0,0115). [TomoxxurenpHbIN 3 HEKT JIeueHus ObLIT IPOACMOHCTPUPOBAH
B 000MX HCCJICAOBAHUSIX.

XpoHHUYECKas 00/1€3Hb MOYEK

HccnenoBanue 1Mo OICHKE BIUSHHS JManariu(iIo3WHa Ha IOYEYHbIE HCXOABI H
CMEPTHOCTb OT CEPJIEYHO-COCYAUCTHIX 3a00JIEBAaHUN y MAllMEHTOB C XPOHUYECKOM
oonesnpto  mouek (DAPA- CKD) — MexIyHapoIHOE MHOTOIEHTPOBOE
pPaHIOMU3MPOBAHHOE JBOWHOE ciernoe Mmiane0o- KOHTPOJIUPYyeMOe UCCIeI0BaHUE Y
TMAIMEHTOB ¢ XPOHUYECKOH 60s1e3HbI0 nouek ¢ pCK® > 25 u < 75 mn/mun/1,73 m? u
anbOymunypueit (A/Kp moun) > 200 u < 5000 mr/r) — npoBOAUIIH I ONPEIEICHUS
BIMSIHUSA, KOTOPOE OKa3bIBaeT Janariu(io3uH IO CPaBHEHMIO C IIanebo IMpH
no0aBJIeHUM K CTaHJapTHOM 0a30BOM Tepalmuud Ha 4YacTOTy JOCTH)KEHUS
KOMOMHHMPOBAaHHOW KOHEYHOW TOYKH, BKIIIoUaroleil yctounBoe cHkenne pCK® na
> 50%, TepMUHAIbHYIO CTAIUIO MMOYEYHOM HEOCTATOYHOCTH (OIpenesieMylo Kak
ctoiikoe 3HaueHue pCK® < 15 mn/mun/1,73 M, JIOJITOCPOYHOE JIEUCHUE TUATIN30M
WIA TpaHCIJIAHTAlUsl [OYKH), CMEpPThb MO0 NPUYMHE CEPAECYHO-COCYIUCTOrO
3a00JIeBaHUS UM CMEPTh BCIIEJCTBUE OCIOKHEHHUM CO CTOPOHBI MTOYEK.

N3 4304 mnaumentoB 2152 mnanueHTa ObUIM  PAaHIOMM3UPOBAaHbI B TPYIILY
nanarnugiosuna 10 mr, a 2152 nanuenTta — B rpynmy Iuiane0o; MeauaHa nepuosa
HaOJIIOIEHU cocTaBmIa 28,5 Mecsria.

Jlewenue npopomkanuy, eciiv Bo BpeMs nccienaoanus 3Hauenue pCK® cHmxkanocs 10
ypoBHs Hmke 25 mu/mun/1,73 M?, ¥ MOTJIH MPOJIOJDKATh B CIIydasx, Korjaa ObuI
HEO0XO0IUM JTHAIIU3.

Cpennuii Bo3pacT MaueHToB UCClIeayeMor monyssinuu coctaBua 61,8 roxaa, 66,9%
nanrueHToB ObuTH My>kckoro nona. Mcxomno cpeanee 3aauenne pCK® cocraBuiio 43,1

mi/mun/1,73 M2, a Memana A/Kp moun — 949,3 mr/r. Y 44,1% manueHToB 3HaucHNE
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R
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mi/mue/1,73 M. V 67,5% mnanueHToB ObLT caxapHblii quaber 2 Tuma. [lanueHTsI
MoJIy4aJIu CTaHJapTHYIO0 Tepanuio; 97,0% nanuenToB nosydaiu UHruOuTopel AIID
unu bPA.

Ha ocHOBaHMM peKOMEHJAlMM HE3aBHCHMOIO KOMMTETa IO MOHUTOPHUHIY JIaHHBIX
UCCIIC/IOBAaHUE 3aBEPLIMJIM JIOCPOYHO 110 TMPHYMHE BBISBICHUS 3(P(EKTUBHOCTH
JeYCHHsI, YCTAHOBJIIEHHOHW IO MpPOBEACHUS  3alUIAHMPOBAHHOTO  aHAIU3a.
Janarnu¢no3uH npoaeMOHCTPUPOBAT MPEBOCXOJCTBO MO CPABHEHUIO ¢ IUIanedo B
IPEJOTBPALIEHUN MEPBUYHONM KOMOMHUPOBAHHON KOHEYHOM TOYKH, BKJIIOYAOLICH
ycroiunBoe cHmxkeHne pCK® na > 50%, TepMUHaNbHYIO CTaAMIO IOYEYHOU
HEIOCTaTOYHOCTH, CMEPTh MO NPUYHHE CEPACYHO-COCYIHCTOTO 3a00JCBaHUS WU
CMEpTh BCJEJICTBHE OCIOXHEHHUH cO cTOpoHbl moyek. Ha ocHoBanum rpaduka,
HOCTPOCHHOT0 ¢ mnomollplo Merona Karmana—Meiiepa uis BpeMeHH 10 IE€pPBOIo
JOCTIDKEHUS KOMOMHHMPOBAaHHOW KOHEYHOW TOYKH, OJPQPEeKT Teparnuu ObLl
IPOJIEMOHCTPUPOBAH HauuHast ¢ 4 MeCSIeB JICYCHUS M COXPAHSICS [0 KOHIA

uccienoBaHus (PUCYHOK 7).
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Pucynok 7. Bpemsi 10 mepBoro a0CTH:ReHUsI &%Hﬁﬁéﬁggﬂj%i}&;ﬂff:”"

TOYKH, BKJIKWYawueil ycroiiunsoe canxenne pCK® na > 50%, repMuHAIbHYIO
CTAMI0 TOYEeYHOHl HEAOCTATOYHOCTH, CMepThb MO0 MpPUHYHHE CepAeqyHO-

COCYIMCTOro 3a00/1eBaHUsI MJIM CMEPTh BCJIEJACTBHE OCI0KHEHMH CO CTOPOHBI

IMOYECK
24 -
— = [(nauebto

= 221 1= 5
= i
; 20 4 )
o 18- ra
s 16 4 J' Hanarnudnoany
-
T
2 14+
o
=

MayneHTr, y KOTOPBIX BBNK
3aperMcTpMpoBaHel ABNEHHA KOMNOHEHTOB

KOMBWHUPOBAHHO
=
1

OP (95% OMW): 0,61 (0,51, 0,72) 3Hauenwe p < 0,0001

T T T T T T T T T T
0 4 8 12 16 20 24 28 a2 36
MecAusl Nnocne paHooMH3aLMK

MauneHTsl rpynnsl pyucKa

Hanarnucpnoann: 2152 2001 1955 1898 1841 1701 1288 831 309
Mnauebo: 2152 1993 1936 1858 1791 1664 232 774 270

B Lad
NN

«ITameHThI rpynIibl pyuCKa» O3HAYaCT KOJUYCCTBO IMAOHUCHTOB TI'PYIIIIBI pUCKA B

Hayaje mepuo/a.

Bce dyerblpe KOMIOHEHTa NEPBUYHOM KOMOMHMPOBAHHOW KOHEYHOM TOUYKH IIO
OTJIEJIbHOCTH BHOCHIIM BKJIaJ B 3¢ ekt neyenus. Tepanus nanarinn@ao3uHOM Takxke
NPUBO/NJIA K CHI)KEHHIO YaCTOTHI SIBJIEHUH KOMOMHHPOBAHHOM KOHEYHOH TOYKH,
BKJItoUaromeil ycroitunBoe cHmwkenue pCK® na > 50 %, TepMUHAIBHYIO CTaIUIO
MOYEYHON HEJOCTaTOYHOCTH, CMEPThH BCIEACTBHE OCIOXKHEHHM CO CTOPOHBI MOYEK, a
TaKXe 4acTOTHI SIBIICHUI KOMOMHUPOBAHHON KOHEYHOM TOUKHU, BKIIOYAIOIIEH CMEPTh
[0 MPUYMHE CEepAECYHO-COCYTUCTOTO 3a00JEeBaHMS M TOCIUTAIN3ALUIO MO TOBOAY
CepJIeYHON HeAoCTaTOYHOCTU. JleueHue aanariu@io3nHOM MPUBEIO K YIYUYIICHUIO
oOmieil BBDKMBAEMOCTH Yy TMAllMEHTOB C XPOHUYECKON OO0NE3HBIO IMOYEeK H

CTATUCTUYCCKU 3HAYMMOMY CHHUIKCHUIO CMCPTH I10 000 IMpU4InuHEC (pﬂcyHOK 8)
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(NMOCNEOOBATENEHOCTE 0003)

Pucynoxk 8. J¢dexr JiedyeHnss B OTHOIIEHMH NEPBUYHON W BTOPUYHBIX
KOMOMHHUPOBAHHBIX KOHEYHBIX TOYEK, UX OTAEeJbHbIX KOMIIOHEHTOB, a TaKKe
CMEpPTH 110 JII000H NpuYnHe

MokazaTens OF (95% OW) MaYMEHTBI, ¥ KOTORBI Bk OF (95% OK) SHaveHue p
3ADETHCTRUDOBAHL SRNEHWE
KOMNOHEHTOS KOMBMHUPOBARHOR
KOHEYHOW TOUKM (YACTOTA ABRMEHMIA)
Danarnudinozud Mnayebo

I'Iepuw-man KOHeYHaA ToOYKa (N = 2152) (N = 2152)
KomBMHMPOBAHHAR KOHEMHAR TOYKA,
BHAHIYAHILLAA YCTORYMBDE cHWMeHWe pCHO Ha
250%, TEPMHHANLHYHD CTAOMKD NOYEYHOH
HE'J]UI‘.‘TE'I’GHH DETH, I‘.‘HEp‘I’I: B!'.‘J'IEAI'.‘TEIIE + 19?’ |:41E,] 31 E {?.5} 0,51 LDI5‘| , D.TE]‘ {Ulauﬂ‘l
OCNoOMHEHWA CO ETOPOHE NOYEK MW CMEpTs No
NPHYMHE CepOeYHO=COCYAMCTOR NATONOTHH

BTropWuHble KOHEYHbIE TOUKM

KombuHWpoBaHHan KoHeYHan ToYKa,
BRAMYAHLW AR YCTOAYMBOe CHUMeHHe pCHE
Ha 250%, TepMHHANLHYH CTAOWH NOYEeYHOH
HeAoCTATOUMHOCTH MW CMepTE BCReJcTEHe
OCNOMHEHHA CO CTOROHL NoOYaK

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

KﬂHﬁI‘IHHpﬂBaHHHH KOHe@4YHaA ToYKa, BKNHOYarWan
CMEPTE NOo NPHUMHE CepaedHo=CocyqHCToR

N I
NATONOrMH W MOCNWTANKIaUMIe Ne nosogy 100(2.2) 138(3.0) 0,71 (0,55, 0,92)
cepAEYHON HEAOCTATOYHOCTH
CmepTe no noboR npruMHe —n—— 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
KomMnoHeHTel KoMmBHHWpOBAHHBIX
KOHEBYHBIX TOUYSK
VeTohuwene cHuwkarnne pCKOD 2 50% — . 112 (2.6) 201 (4,8) 0.53 (0,42, 0,67)
TeptMuHanEHAR CTAOWA NoYEYHOR
HEAOCTATOMHOCTH — 109 (2,5) 161 (3,8) 0,64 (0,50, 0,82)
YeTondmesd ypoaane pCRD
< 15 Mn/mu/1,73 M2 —a 84 (1,9) 120(2,8) 0,67 (0,51, 0,88)
JonrocpouHose NSYSHUE JHanuaonM —n 68 (1,5) 99 (2,2) 0,66 (0,48, 0,90)
TRAHENNAHTALWMA NOYKKA 300,1) B{0,2)
CmMapTe Mo NPHYMHE CepOaqHo-CoCY IHCTOR -— 65 (1.4) 80 (1,7) 0,81 (0,58, 1,12)
NATONGIAM ! ! ! R
CmapTe BCnafcTBWe GCNOMHEHWA CO CTOROHE NOYEK 2 (0,0% 6(0,1)
r“‘"’"”r”"‘f’au“ﬁ no noeogy —— 37 1(0,8) 71101,8) 0,51 (0,34, 0,78}
CERAEMHORA HENOCTATOMHOCTH
I T 1
0,34 o7 1 1,2
B nonsay ganarnudnoanta | B noneay nnayebo

KonudecTBo mepBhIX sSIBIEHUH MO OTIAEIBHBIM KOMIOHEHTaM KOMOWHUPOBAHHOM
KOHEYHOH TOYKH SIBJIsIeTCS (DAKTHUECKUM KOJTHMUECTBOM IMEPBBIX SIBICHUN KaXKI0TO
KOMIIOHEHTa U HE CYMMHPYETCS C KOJIUYECTBOM SIBJICHHA B KOMOMHHPOBAHHOMN
KOHEYHOM Touke. YacToTa BO3HUKHOBEHMS SBJICHUM MPEICTaBIEHA KaK YHUCIIO
YYaCTHUKOB, Yy KOTOPBIX OBUIO 3aperHCTPUPOBAHO SBJICHHE KOMIIOHEHTOB
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HaOII0ICHUS.
O1neHKH OTHOIICHHUS! PUCKOB HE MPEJCTAaBICHBI IS TOATPYII C OOLIMM YUCIOM
SIBJICHUI, COCTABIISIONIMM MeHee 15 B 00enx rpymmax nccieoBaHusl.

[IpeumyriecTBo Tepanuu Aanarin(io3uHOM ObLIO COMOCTABUMBIM y TMALIUEHTOB C
XPOHUYECKON OOJIE3HBIO IMOYEK C caxapHbIM auaberoM 2 Tuma U 0e3 TakoBOTO.
[TIpumenenne namarnu@iao3uHAa TPUBOAMIO K CHUKEHHUIO YaCTOTHI JOCTHIKEHHS
NEpBUYHON KOMOWHUPOBAHHOM KOHEYHOH TOYKH, BKJIIOYAIOUICH YCTOHYMBOE
cHmxkenne pCK® nHa > 50%, TepMUHAIBHYIO CTaJMI0 MMOYEUYHOU HEIOCTATOYHOCTH,
CMEpPTh N0 NPUYUHE CEPJICYHO-COCYAMCTON MAaTONOTUU WM CMEPTh BCIEACTBHE
OCJIOKHEHUH CO CTOPOHBI IMOYEK: oTHOIIeHUE puckoB — 0,64 (95% AU: 0,52, 0,79) nns
MAIUEHTOB ¢ caxapHbiM quaderom 2 tuna u 0,50 (95% JAU: 0,35, 0,72) mist 60IbHBIX
0e3 caxapHoro auabera 2 THIIA.
[TpeumyriecTBO Tepanuu aanarin@ao3uHOM MO CPAaBHEHHIO C IJ1a1ie00 B OTHOLICHUH
NEPBUYHOI KOHEYHON TOUYKHU ObLIO COMOCTABUMBIM B IPYTUX KIIFOUEBBIX MOATPYIIINAX,
Biurogast pCK®, Bo3pact, o v peruoH.

eTH
Caxapnviii ouabem 2 muna
B xnmHUYecKOM HCClIeIOBaHUU Y JIETEN U MOJAPOCTKOB B Bo3pacte oT 10 10 24 ner ¢
caxapHblM auaberom 2 Tumna 39 manueHToB ObUIM paHAOMHU3MPOBAHBI B TPYMILY
nmanarnudiosuna B go3e 10 mr, a 33 mamuedTta — B rpynmy miamnebo B KadecTBe
KOMOMHHPOBAaHHOW Tepanmuu ¢ MeTHOPMUHOM, MHCYJIMHOM MIU C KOMOUWHAIMeH
MeTdopMuHa 1 HHCyIrHa. Ha MoMeHT pannomuzanuu 74% nanueHToB ObUIH MITaJIIIe
18 ner. CxoppekTupoBaHHOE cpenHee usmMeHeHue ypoBHs HbAlc ot ucxomnoro
YPOBHs 10 24 HeAenHu Npu MPUMEHEHUH Janariu@iao3uHa 1o CpaBHEHHIO C Iu1anedo
coctaBuino —0,75 % (95% OU: —1,65, 0,15). B Bo3pacTHoit rpynne muamme 18 ier
CKOpPpEKTHPOBaHHOE cpenHee u3MeHeHue ypoBHi HbAIc mnpu npumeHeHHH
Jmanaraugo3nHa 1Mo cpaBHEHHWIO ¢ Twiainebo cocraBmwio —0,59% (95% JAU: —1,66,
0,48). B Bo3pactHoii rpymme oT 18 et u crapiie cpegHee naMenenue yposas HbAlc
OTHOCHUTEJIBHO MCXOJHOrO0 ypoBHs cocraBuio —1,52% B rpynme, mnomyuaBuiei
nanarmmduosud (n = 9), u 0,17% B Tpynme, moiydvaBmeir rmianedo (n = 6).
O¢bhekTuBHOCT, U 0€30MacHOCTh OBUTM  AQHAJIOTHYHBI  COOTBETCTBYIOIIMM
MOKa3aTeNsiM, HaOII0JaeMbIM Y B3POCIIBIX MMAIIMEHTOB, MOMYYaOIUX Aanarin(io3uH.

I[aﬂbHefIH.lee MOATBCPIKACHUC 0e30IMacHOCTH U NEPpCHOCUMOCTH OBLIO IMOJIY4YCHO B
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0€301acHOCTH, TPOJIOJDKUTEILHOCTBIO 28 Helemb (cM. pasaen 4.2.).

52. dapMakoKkMHeTHYeCKHe CBOIiCTBa

AOcopbuus

[Tocne mpuema BHYTph ganariau(iIO3WH OBICTPO M TOJHOCTHIO BCACHIBACTCS B
KEIyIOYHO- KUIIEYHOM TpakTe. MakcuMaiabHas KOHIEHTpauus Janaringio3uHa B
wiazMe KpoBU (Cmax) OOBIYHO JOCTHTaeTcss B TEYEHUE 2 4YacoB IOcie Ipuema
Hatomak. Cpennue reomerpuueckue 3Ha4eHUS Cmax 1 AUC st manarnudgio3uHa B
PaBHOBECHOM COCTOSIHUH IIOCJIE TpHeMa jaanariudo3una B go3e 10 Mr onuH pas B
CYTKH cocTaBisUIM 158 Hr/mm m 628 Hr-4/mMi, COOTBETCTBEHHO. AOCOIIOTHAs
OMOOCTYTHOCTB JAanariaugio3uHa npu npueme BHyTpb B 1o3e 10 mMr coctasiset 78%.
[Tprem nmumM ¢ BBICOKUM COJEp)KaHUEM >KUPOB CHMKAJI Cmax Aanarauduo3nHa Ha
50%, ynmuHAn Tmax (BpeMsi JOCTUKEHHUS MAaKCHMalIbHOW KOHLIEHTPALUU B IUIa3MeE)
npumepHo Ha 1 yac, HO He Biusi HAa AUC 1o cpaBHEHMIO ¢ IPUEMOM HaTOLIaK. DTU
U3MEHEHMs He SBIAIOTCS KIMHUYEeCKM 3HauuMmbiMu. llpenapar [anarnuginozuH
MOYKET IPUHUMATBCS KaK BO BpeMsl IpUeMa IUILH, TaK U BHE €rO.

Pacnpenenenne

Hanarmuduosun npumepHo Ha 91% cBsa3biBaeTCs ¢ OenkaMu. Y TMAIMEHTOB C
pa3IMYHBIME 3a00J€BaHUSAMH, HApUMEpP, C HapYHICHUSMH (YHKIHUH MMOYEK WM
MEYeHU, OTOT TOoKazarenb He wu3MeHsuica. CpeaHuil o0beM pacmpeneneHus
nanaringio3ruHa B paBHOBECHOM COCTOSTHUU cocTaBui 118 1.

buorpancdopmarms

Hanarnugno3uH  Merabonu3upyercss ¢ oOpa3oBaHuEM, TIJIaBHBIM — 00pa3oM,
HEaKTHBHOI0 MeTabonuta fanariudao3un-3-O-TaroKypoHua.
Hanarnugno3un-3-O-TIIOKYpOHH, ©  JIpyTde  METa0OJIUTBl HE  OKa3bIBAIOT
TUTIOTJIHKeMHIYecKoro neictBus. Jlamarmudno3ud-3-O-rimrokypoHua GopMupyeTcs
non jaedictBueM (QepmenTta ypunuHaupocdar-riaoKypoHosuiaTpanchepassr A9
(UGT1A9), npucyTcTBYIOIIEro B MEYSHU U MOYKax, u3opepMeHTsl utToxpoma CYP
BOBJICUEHBI B META00IM3M B MEHbBIIIEH CTETIEHH.

OJIMMUHALNA

Cpennuii nepuo/ noayBbIBeIeHHs U3 I1a3Mbl KpoBU (T1/2) y 310poBBIX 100pOBOIIBIIEB
cocTaBisil 12,9 yacoB mocine OJHOKPaTHOTO MpHeMa Janariuiao3rHa BHYTPb B J103€
10 mr. CpenHuit oOmIMi CUCTEMHBIN KIMPEHC Aanarindiao3uHa Mpyu BHYTPUBEHHOM

BBeneHnu coctasisul 207 MiI/MUH.
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Hanarmuduio3nd U ero MeTaboJIUThl BBIBOMSATCS, nﬂé%ﬂﬁ%ﬁﬁ{o@%ﬁi{w ,:'Il:ll: 03)

TONBKO MeHee 2% BHIBOJMTCS B HeM3MeHeHHoOM Buze. Ilocie mpuema 50 mr 4C-
nanarnugiaosnHa 6pu10 00Hapyx)eHo 96% paaroakTuBHOCTH — 75% B Moue u 21% —
B ¢ekamuax. IlpumepHo 15% pagmoakTuBHOCTH, OOHApy>KEHHOM B (ekamusx,

MMpUXOAHUJIOCH Ha HEN3MEHCHHBIN I[al'[al"J'II/I(l)J'IOSI/IH.

JIMHENHOCTh

DKCIo3ulus Janarin@Iio3nHa yBeIMIrBaIach MPOMOPIIMOHAIBHO YBEIIMUEHHUIO JTO3bI
B nuama3one ot 0,1 7o 500 mr, a hapMakOKHHETHYECKHE CBOMCTBA Aanarando3nHa
HE M3MEHSUIMCh C TEUCHMEM BPEMEHHU IPH MHOTOKPATHOM €KEIHEBHOM IPHUEME B

TeueHue 10 24 HeIenb.

CDaDMaKOKI/IHeTI/I‘leCKaH-d)aDMaKOHI/IHaMI/I‘IeCKaﬂ 3aBUCHUMOCTD

Tloueunas nedocmamounocmo

B paBHOBecHOM cocTostHuH (TipueM aanarivdiao3uHa B o3¢ 20 Mr B TeueHue 7 THEH)
CUCTEMHasl HKCIIO3UIIUS JAanarin@io3nHa y MalueHToB ¢ caXapHbIM AuadeToM 2 Tuma
U HapymieHueM (QYHKIUM TIOYeK JIeTKOM, CpeAHeM WM TSDKEJIOW CTeleHH
(ompenensiemMoii o KIUpeHey Horekcoia) obi1a Ha 32 %, 60 % u 87 % Bhime, 4eM y
MalMeHTOB C CaxapHbIM JauadeToM 2 TUNA W HOPMaJIbHOW (yHKIMEH TmouYeK
COOTBETCTBEHHO. KOIM4ECTBO TIIIOKO3bI, BEIBOJAUMON MOYKaMU B TEYEHUE CYTOK IIPH
npueme jAanaraugio3uHa B PaBHOBECHOM COCTOSIHMM, 3aBHCENIO OT COCTOSTHHS
GYHKIUM TMOYeK. Y MalMeHTOB C caXapHbIM JuMa0eToM 2 TUNAa U HOPMAaJbHOM
GyHKIMEH moyek, ¥ ¢ HapyleHueM (PyHKIHUU MOYeK JIETKOW, CpeAHEeH WK TsDKETIon
CTENEHU B CYTKHM BbIBoAWiIOCh 85, 52, 18 u 11 r rmoko3sl cooTBeTcTBeHHO. He
BBISIBIICHO pa3IMuyuil B CBA3BIBAaHUM Janariu@o3suHa c OelakaMH Yy 370pOBBIX
JOOpOBOJIBIIEB U Y MALIMEHTOB C HapylLIeHHEeM (PYHKLIMHU MOYEK Pa3IUYHOU CTENEeHU
TsokecTH. HeusBecTHO, OKa3blBaeT JIM TEeMOJWANIM3 BIMSHUE Ha OSKCIIO3UIIHUIO
nanariugiao3nHa. BausHue cHkeHus QyHKIMY MOYeK Ha CUCTEMHYIO 3KCIIO3HUIIHIO
npenapara OLEHHMBAJIM Ha MOMYJSIIMOHHOM (papMaKOKMHETHYECKOW MOJeNu.
CrporaoszupoBanHas mozaensto AUC Obiia BeIle Y MAIUEHTOB C XPOHUYECKOH
00JI€3HBIO0 MOYEK MO0 CPABHEHUIO C MALMEHTAaMU C HOPMaIbHON (DyHKIHEH MoueK U
CYLIECTBEHHO HE pa3jIMyajach y MAalUEHTOB C XPOHMUYECKOW OOJIE3HBIO MOYEK C
caxapHbIM 1abeToM 2 THIa UM 0e3 Hero, 4To COrjlacyeTcsl C paHee MoJy4YeHHBIMU
JAHHBIMHU.

Ileuenounas nedocmamoynocmo
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Tsokectd (kmaccel A u B mo Yainn-Ilsio) cpegnme 3HaueHuss Cmax u AUC
nmanarnudo3nHa ObUTH, COOTBETCTBEHHO, HAa 12% 1 36% BBIIIE 110 CPAaBHEHHUIO CO
30pOBBIMH  JOOpOBOJIbLIaMH. JlaHHBIC pa3IWuusg HE SBJISIOTCS KIMHUYECKH
3HAYUMBIMH, TTOITOMY KOPPEKTHPOBKH 03Bl Janarivu@iosuHa Mpu NEYCHOYHOUN
HEJOCTATOYHOCTH JIETKOM M CpeJHEH CTENeHU TSHKECTH He Tpedyercs (CM. paszzen
4.2.). Y nauMeHToB ¢ NeYeHOYHON HEJ0CTaTOYHOCTRIO TshKeNou crenenu (kiace C o
Yaitnn-ITet0) cpennne 3HaueHns Cmax 1 AUC nanarnudnosnna 6ty Ha 40 % 1 67 %
BBIIIIE COOTBETCTBEHHO, 10 CPABHEHUIO CO 3JI0POBBIMHU JOOPOBOJIBIIAMH.
Jluya noorcunoeo 6ospacma
He orMeuanioch KIMHWYECKH 3HAYMMOTO YBEIUYCHHUS JKCIIO3WIUU Yy TMAIMCHTOB B
Bo3pacte a0 70 et (ecnu HE YYUTHIBATH Apyrue (akTopbl, TOMUMO Bo3pacTa). Tem
HE MEHEee, MOKHO OXHJaTh YBEIUYECHUS HKCIO3UIUH 32 CUET CHIDKEHUS (PYHKIIMH
MOYEK, CBA3AHHOTO C BO3pacToM. J[aHHbIe 00 SKCMO3UIIMU Yy TIAIIMEHTOB B BO3PACTe
crapiie 70 JeT HeI0CTaTOUHBI.
Ilon
VY xennuH cpennee 3HadueHue AUC B paBHOBECHOM COCTOSIHUH Ha 22 % MpeBbIIIaeT
AHAIOTMYHBINA MTOKA3aTeNb Y MYKYHH.
Pacosas npunaonexcrnocmo
KnuHudeckn 3HAUMMBIX pa3IUYUid CHUCTEMHOW OKCIO3UIMU Yy TMpeAcTaBUTENeH
€BPOIEOHTHOM, HETPOUJIHON 1 MOHTOJIOUIHON Pac HE BBISABICHO.
Macca mena
OtMeuensl Oosiee HU3KHE 3HAYEHHUS SKCIO3UIMU TPH TIOBBIIIEHHON Macce Tena.
[TooToMy y MalMEeHTOB C HU3KOM Maccoil Tela MOXET OTMEYaTbCs HEKOTOpOe
MOBBIIICHUE SKCIIO3UIINHU, a Y TAI[UEHTOB C MOBBIIIEHHOW MAacCOW Tela - CHUKEHUE
9KCMO3UIMH Aamariudo3nHa. OQHAKO TaHHBIC PA3IUYHsl HE SBISTFOTCS KIMHUYCCKH
3HAYUMBIMH.

eTU
®dapMakoKHHETHKA U (hapMaKoJAUHAMUKa (TIIOKO3ypHs) PU MPUMEHEHHUH Y JIeTeH ¢
caxapHpiM auaberom 2 Tuma B Bo3pacte or 10 mo 17 jmer ObuTM aHaJIOTUYHBI
COOTBETCTBYIOIIUM ITOKA3aTeJIsIM, HaOJTI0TaeMBIM Y B3POCJIBIX ITAIIMEHTORB C CaXapHbIM

nuadeToM 2 THIIA.
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5.3. JlaHHBIe JOKJIMHUYECKOii 0e30MacCHOCTH (MOCNEOCBATENBHO

Ha ocHoBanum JaHHBIX, TMOJIYYEHHBIX B TPAJAUIHOHHBIX JOKIMHUYECKUX
UCCIIEIOBAaHMAX (TaKuX Kak HCcIeloBaHusA (hapMaKoJIOTHYECKOH 0e30MmacHoCTH,
UCCJIEIOBAaHMUSI TOKCHMYHOCTH MNP MHOTOKPAaTHOM BBEJCHUHU, HCCIIEOBAHUS
TeHOTOKCUYHOCTH, KaHIIEPOT€HHOT0 MOTEHIMAlla U HCCIeA0BaHUs PENPOTyKTUBHOM
TOKCHYHOCTH), OCOOBIX PHCKOB JJISl YeJIOBEKa BBISIBICHO HEe ObUI0. B MccnenoBanuu
KaHIEPOTEHHOCTH  MPOJOJDKUTENFHOCTRIO 2  rojga ObUIO  MOKAa3aHO,  4YTO
nanariaudio3uH He BBI3bIBACT Pa3BUTHSA OMYXOJEH HHU Yy MBIIIEH, HU Yy KPBIC IpH
MPUMEHEHUU HU B OJTHOU U3 UCCIIEYyEMbIX J103.

PGHDOIIVKTI/IBHEUI U OHTOI'CHECTHUYCCKAs]d TOKCUYHOCTH

[Ipsmoe mpuMeHeHue AanaraugIo3nHa Y MOJIOJBIX KPBIC-OTHEMBIIIEH M HETPsIMOe
BO3JCHCTBME HA IMO3JHUX CpOKax OEpeMEHHOCTH (IIepUOAbl  BPEMEHH,
COOTBETCTBYIOIIME BTOPOMY M TPETbEMY TpUMeECTpaM OCpEeMEHHOCTH y YeJIOBEKa ¢
TOYKH 3pEHUSI BHYTPUYTPOOHOIO pa3BUTHS IOYEK Y YEJIOBEKA) U B MIEPUOJT JaKTAL[UU
CBSA3aHbl C IIOBBIIIEHHOW 4YacTOTOW W (MJIM) TSXKEJIOH CTENEHbIO paCIIUpEHUs
IIOYEYHBIX JIOXAHOK U ITOYEYHBIX KAHAJIBLIEB Y TIOTOMCTBA.

B  wuccnenoBaHMM — TOKCMYHOCTH  Ha  HEMNOJOBO3PENbIX  JKUBOTHBIX  IIPH
HETOCPECTBEHHOM NPUMEHEHHUH JanaringIo3uHa y MOJIOJBIX KPBIC B BO3PACTEe OT
21 go 90 nHed O pacHIMPEHHUH TOYEUYHBIX JIOXaHOK W TIOYEYHBIX KaHAaJbIIEB
cooOuranock MpU MPUMEHEHUH BCEX YPOBHEW J03; SKCIO3ULMS y MOTOMCTBA NpHU
CaMOM HU3KOW HCIIBITYEMOU J103€ MIPEBBIILIAIa MAKCUMAJIBHYIO PEKOMEHIYEMYIO 03y
JUIsl 4yenoBeka B > 15 paz. Takke mpu NpUMEHEHUH BCeX YPOBHEH 103 HaOIoanu
JI0303aBUCUMOE  yYBEIMYEHHE MAacChl IIOYEK M MAaKpPOCKOIHMYECKHE IPU3HAKU
runeprpoduu nouek. PacmimpeHune MouyedHbIX JOXAHOK M TOYEYHBIX KaHAIbBLIEB,
Ha0JI01aeMO€e Y MOJIOJIBIX JKUBOTHBIX, HE OBLIO MOJHOCTBIO OOpaTHMBIM B TEUEHHE
nepuoja BOCCTAaHOBJIEHUS, COCTABIISIBIIETO MPUOIU3UTENBHO | MecsL.

B oTnenbHOM HCClIeIOBaHNN MPEHATAIBHOTIO U IOCTHATAIIBHOIO PA3BUTHS IIpenapar
OpUMEHSUIN 'y OepeMEeHHBIX CaMOK KpbIC B MepuoJ ¢ 6 aHs rectauuu 10 21 aHA
NOCTHATAJIBHOIO MEpUoJa, TaKUM 00pa3oM, IMOTOMCTBO IOJIBEPrajid BIUSHHIO
mpernapaTta Kak BHYTPHUYTpPOOHO, Tak M BO BpeMms JiakTauuu. (OLEHKY 3KCHO3UINU
nanariaugio3uHa B MOJIOKE U Y TIOTOMCTBA MPOBOAMIIM B paMKax JOMOJIHUTEIHLHOTO
uccnenoBanus.) OTMeYanoch YBEJIWYEHHE YACTOThl M TSHKECTH — pacUIMpeHHs
[IOYEUYHBIX JIOXAaHOK Yy B3pOCJIOr0 IIOTOMCTBA CAaMOK, IOJyYaBIIMX IIpernapar, HO
TOJIbKO B CaMOH BBICOKOM MCIBITYEMOI J103€ (COOTBETCTBYIOIIME HKCIO3UIIUU

nanariaugo3uHa y caMOK M MOTOMCTBA MPEBBIIIAIH SKCIIO3UIMI0, HAOII0AaeMYIO Y
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cooTBeTCTBEHHO B 1415 u 137 pa3). JJononHuTenbHble TPU3HAKK OHTOINCHETHYECKOM
TOKCHYHOCTH OTPAaHUYMBATINCH CHIDKEHHEM MAacChl Tella MOTOMCTBA U HaOJI0JaIUCh
TOJIBKO MPU MPUMEHEHHUHU 103 > 15 MI/KI/CYyTKH (YTO COOTBETCTBOBAJIO SKCIIO3HUILIUU Y
MOTOMCTBA, B > 29 pa3 npeBbIIaoNIei SKCIO3UIHNI0, HAOII0AaeMyI0 Y YeJIOBeKa pu
IPUMEHEHUN IIpernapaTa B MAaKCUMallbHOM pekoMmeHayemoll no3e). IlosBienue
IIPU3HAKOB TOKCUYHOCTH JUIsI MAaTEPUHCKOIO OpPraHHW3Ma OTMEYaloCh TOJBKO IPH
caMOil BBICOKOH HCIIBITYEMOW J03€ ¥ OTPaHUYMBAJIOCh BPEMEHHBIM CHUXCHHEM
Macchl Tella ¥ NoTpebaeH s UK. MakcumalibHas 103, He IPUBOASILIAs K Pa3BUTHIO
HaOmromaeMbpix  HexenatenbHbIX — dpdexktoB  (NOAEL), B oTHOmIEHUH
OHTOI€HETUYECKOM TOKCUYHOCTH (HAaUMEHbIIAs UCHBITyeMasi J103a), COOTBETCTBYET
KpaTHOW CUCTEMHOH 9KCIIO3UIIUU Y CAaMOK, TPUOIM3UTENBHO B 19 pa3 mpeBbIlIaroniei
9KCMO3UIIMIO, HAOMIOAAeMyl0 Yy UeloBeKa NpU NPUMEHEHWU MaKCHUMAalbHOM
PEKOMEHAYEMOM J103bI JUIsl YEJIOBEKA.

B 1OmMONHUTENBHBIX HCCIIEOBAHUSX AMOPHO(DETANEHOTO Pa3BUTHS Ha KpbIcaXx M
KpOJIMKAaX Jamariu(io3uH MPUMEHSJId C UWHTepBajaMH, COBMAJAIONIMMH C
OCHOBHBIMHM TIE€pUOJAMM OpTraHoTeHe3a Yy KaxJIoro Bujga. Hu mnpu omHoW u3
UCTIBITYEMBIX JI03 y KpPOJMKOB HE HAOJI0AaI0Ch NPU3HAKOB TOKCHYHOCTH IS
MaTEepUHCKOTO OpraHu3Ma WIM TPU3HAKOB OHTOI€HETUYECKOM TOKCHYHOCTH;
HauOoJIbIIas UCIBITYeMas /1032 COOTBETCTBYET KPAaTHOM CHUCTEMHOM SKCIO3UIUM,
npubau3uTenbHo B 1191 pa3 mpeBsimaronieil MakCHManbHYI0 PEeKOMEHAYEMYIO 103y
uist denoBeka. Ilpu mnpuMeHeHMM Ha Kpbicax JAanariu@io3WH HE BbI3bIBAI
HMOpHOJIETAIBHOTO W TEPAaTOr€HHOIo AEMCTBUS MpU dKcmo3uuuu, Ao 1441 paza

HpeBLIH_IaIOH_Ieﬁ MaKCUMAJIbHYIO PCKOMCHAYCMYIO NO3Y JIA UYCJIOBCKA.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeJbHbIX BelIeCTB

Jlanmarnmudao3uH, 5 Mr, Ta0JIE€TKHU, ITOKPBITHIE INIEHOYHOU 000JIOYKOM

Lemnrono3a MUKpOKpUCTATIIMYECKAS,

JlakTo3a Oe3BomHAd,

Kpocnosunos,

Kpemuust 1uokcu KOJIIOUIHBIN (a3pocui),

Marnus creapar.

[Trenounast 000J109Ka: MOJIMBUHUIOBBINA criupT, TuTaHa auokcun (E-171), makporon

3350, Tanbk, KpacuTenb xeie3a okcu xentoiid (E-172).
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JNanarmuduiosus, 10 MT, Ta0JIEeTKH, MOKPBITHIE mrenouHbH-obonedror =/ 1EHOCTE 0003)

[ennron03a MUKPOKpUCTAIIIMYECKAS,

JlakTo3a 0e3BoHasl,

Kpocnosuon,

KpemHust AMOKCHT KOJITIOUAHBIN (a3pocuin),

Marnus creapar.

[TnenouHast 000J104YKa: MOJMBUHUIOBBINA criupT, TuTaHa auokcun (E-171), makporon
3350, Tanbk, KpacuTeb xkeie3a okcu xentoiid (E-172).

6.2. HecoBmecTHMOCTH

Henpumenumo.

6.3. Cpox rogHocTH (CPOK XpaHEeHUsl)

3 rona.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

ITpu temneparype Huxe 30 °C.

6.5. XapakTep U cojep:KaHHe MEPBUYHOI YTAKOBKH

[To 10 TabneTok, MOKPBHITHIX IJIECHOYHOW OOO0JIOUKOW B KOHTYPHYIO SYEHKOBYIO
YIAKOBKY M3 IUICHKU IOJIMBUHWIXJIOPUAHON M (OJIBIM aTIOMUHUEBONW IEYaTHOH
JTAKUPOBAHHOM.

[To 30 TabneTok, MOKPBHITHIX IJIEHOYHOW OOO0JOUKOM B OaHKy IOJMMEPHYIO W3
MOJINATUIIEHA HU3KOT'O JaBJICHUS C KPBIIIKON U3 ITOJIMATUIIEHa HU3KOTO MIIU BBICOKOTO
JTaBJICHUS], WIK B OaHKY W3 TOJIUIIPONMIIEHA WK TTOJIMATUIICHA HU3KOTO MITH BHICOKOTO
JABJICHUSI, WM CMECH TOJUATHIIEHA BBICOKOTO, HU3KOT'O AABJICHUS U TOJIUIPOIHIIEHA
C KPBILIKON C KOHTPOJIEM MEPBOTO BCKPBITHS U aMOPTH3aTOPOM (MU Oe3 Hero) u3
MOJIMATUJIEHA BBICOKOTO JIaBJIEHUS WM CMECH IOJUATHIIEHA BBICOKOIO, HU3KOTO
JIaBJICHUS U MTOJIMIIPOIIMIICHA.

Ha 6anku Hak/IenBarOT 3TUKETKH CaMOKJIESIIIIHECS.

Kaxnayro Oanky win 1,2 KOHTypHbIE SYEHKOBBIE YMAKOBKHM BMECTE C JIUCTKOM-
BKJIQ/IbIILIEM ITOMEIIAIOT B MAUKY U3 KapTOHA JJISl MOTPEOUTENbCKOM Taphl.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH MPU YHHUTOKEHUH UCTIOIb30BAHHOIO
JIEKApPCTBEHHOI'0 Mpenapara WM OTXO0J0B, NMOJYYEHHBIX IOc/e NMPUMeHEeHHs
JIEKApPCTBEHHOI'0 Npenapara, 1 Apyrue MaHUNyJIsiMU ¢ penapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.
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7. JIEPJKATEJb PETHCTPAIIMOHHOTO YIOCFEBEPERYET - 15 0003]

Poccniickas @enepanvs

000 «®apmaleBTHUECKUE TEXHOIOT M

KOpunnuecknii anpec: 123458, r. Mocksa, yi. TamnmuHckas, 1. 26, kB. 57
Tenedon: +7 499 504-04-16

Anpec anekrponHnoit moutsl: pharmatechnologies2013@gmail.com

7.1. llpeacraBuTe/Ib AepaKaTENs1 PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3zun HOTDC6HT€HCﬁ HaIpaBJIATh I10 aApECy.

Poccuiickas ®@enepanus

000 «®apmaneBTUUECKIE TEXHOIOTHI

IOpunnuecknii agpec: 196247, r. Cankr-IlerepOypr, HoBon3MailioBCKHii mpoCIexT,
. 39, xB. 47

Tenedon: +79030954164

Anpec snekTpoHHO# mouThl: safety.pharmtech@gmail.com

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHMUA

9. JTIATA TEPBMYHOI PETUCTPAIIMA (ITOATBEPKIEHMS

PEITNCTPALIMU, IIEPEPEI'UCTPALIUN)

JlaTta nepBoii perucTpanmu:

10. JATA NEPECMOTPA TEKCTA

OO6mas xapakTepucTHKa JeKapCTBEHHOro mpenapata Jlanmarnu@ao3uH JocTynHa Ha

UHPOpPMALlMOHHOM  mopTaie  EBpa3uiickoro  SKOHOMHYECKOT0  COw3a B

UH(pOpPMaIIMOHHO-KOMMYHUKAIIMOHHOM ceTH «HTepHe™ https://eec.eaeunion.org/.
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