COOTBETCTBYET 3KCNEPTHOMY OTUETY
ot 17.04 2024 N° 7689

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFOTIPERAPATA 1002

1. HAMUMEHOBAHUE JTEKAPCTBEHHOI'O IIPEITAPATA
®dopcura, 5 Mr, TaOJIETKH, MOKPHITHIC MJICHOYHON 000T0UKON

®opcwura, 10 mMr, TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0YKO#

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTByto111€€ BEIIECTBO: JanariugIo3nH

Dopcura, 5 Mr, TabJIETKH, HOKPBITEIE IJIEHOYHON 000JI0UKOH

Kaxxnas Tabnerka, mOKphITast JICHOYHOU 000JI0UKON, COACPKUT: Nanaraudio3nHa IponaHanoia
mMonoruzapat 6,150 mr B nepecuere Ha Janarau@Io3uH 5 M.

BcnomoraTenbHble BelecTBa, HaJM4YME KOTOPBIX HA0 YUYHUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npenapara: jlakto3a 6e3BogHas 25 Mr (cMm. pasnen 4.4).

Dopcura, 10 Mr, TabIeTKH, HOKPBITHIE IJIEHOYHOU 000JI0YKOMI

Kaxxnas Tabnerka, mOKphITas JICHOYHOU 000JI0UYKON, COACPKUT: Nanaraudio3nHa IponaHanoia
MoHoruapat 12,30 mr, B mepecyete Ha namariaudiao3us 10 mr.

BcnomoraTenbHble BelecTBa, HaJM4YME KOTOPBIX HA0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npenapara: Jakto3a 6e3BonHas 50 mr (cm. paznen 4.4).

[TonHbIi mepeyeHb BCIIOMOTATENbHbBIX BEIIECTB MPUBECH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabJeTKH, MOKPBITHIE INIEHOYHON 000JI0YKOM, 5 MI'

Kpyrnbie NBOSKOBBINMYKJIbIE TAOJETKH, MOKPHITHIE IMJICHOYHOW OOOJIOYKOM JKENTOro IBEeTa, C
rpaBUPOBKOM «5» HA OJJHOM CTOpOHE U «1427» Ha Ipyroil CTOPOHE.

Ta0meTKH, IOKPLITHIE INIEHOYHON 000104k, 10 Mr

PoMOOBHTHBIE TBOSIKOBBITYKITBIC TAOJIETKH, TOKPHITHIE TNIEHOYHON 000JI0YKOH JKEITOro I[BETA, C

rpaBupoBKoOil «10» Ha ogHOM cTOpoHE U «1428)» Ha Ipyroi CTOPOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Ipenapar ®opcura nokazaH K IPUMEHEHHIO Y B3POCIIBIX B Bo3pacTe OT 18 JeT 11 JeueHus:
- caxapHoro auabera 2 tuma (C]] 2 Tuma) B 1OMOJIHEHHE K AUeTe U GU3HUYECKUM YIIPAKHEHUSIM
JUTSL YITy4IIEHUS! TTIUKEMUYECKOT0 KOHTPOJIS:
e B KayecTBE MOHOTEpAmuH, KOrja IpHUMEHEHHEe MeT(opMHHA HEBO3MOXKHO BBUIY

HEIICPCHOCUMOCTH,
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TOM YHCIIe, B KOMOWHAIMU C MeT(GOPMHUHOM), THA30JUIUHINOHAMH, WHTHOUTOpAMHU
munentuauinentuaazsl 4 (AII1-4) (B Tom uucie, B KOMOWHAIUU C METHOPMUHOM);
arOHMCTOM PELENTOPOB TIoKaroHonoaoonoro nonunentuna-1 (I'TII-1) skcenarugom
MPOJIOHTUPOBAHHOTO IEUCTBUS B KOMOMHAIIMY C MET(POPMHUHOM; IIpenapaTaMi HHCYJIHMHA
(B TOM uncie, B KOMOMHAIIMM C OJHUM WM JIByMS TUIIOTJIMKEMUYECKUMH MpernaparaMu
JUIS  TIEpOPATbHOTO TMPUMEHEHHS) MPU OTCYTCTBUH aJCKBATHOTO TIMKEMHUYECKOTO
KOHTpPOJISI HA JaHHOM TEPaINH;
e B CTapTOBOM KOMOWHHUPOBAHHON Tepanmuu ¢ METHOPMHUHOM, MPHU IEIECO00Pa3HOCTH

JAHHOM TepaIny;

- caxapHoro auabera 2 TUIa y HAIllMEHTOB C YCTAHOBJICHHBIM JUArHO30M CEPAECYHO-COCYIUCTOIO

3a00eBaHus WM JBYMsI U OoJiee (paKTopaMu CEepACUYHO-COCYIUCTOTO PUCKA™ ISl CHUIKEHUS

pHUCKa FOCITUTATU3AIMH 10 TOBOY CEpACYHON HEJOCTATOYHOCTH;

* BO3pacT y MyX4uH > 55 neT wiu > 60 neT y KeHIIMH U HATn4ue He MeHee oqHoro (akrtopa

pHUCKa: TUCIUMUIEMHUS, apTepuabHasi TUIIEPTEH3Us, KypeHHUE.

- CAMIITOMaTHYECKOM XPOHUYECKOUN CEPIEUHON HETOCTATOUYHOCTH;

- XpOHHUYECKOW OOJEe3HH IMOYEeK C PUCKOM €€ MPOrPEeCCHPOBAaHUS MJIsi YMEHBIICHUS PHUCKa

YCTOMUMBOTO CHIKEHUS paCUeTHOM CKOpOCTH KiTyOoukoBoi ¢punbTpanuu (pCK®), HacTymnineHus

TEPMHUHAIBHON CTAIMM XPOHUYECKOM TMOYEYHOM HEIOCTATOYHOCTH, CMEPTU OT CEpJIeYHO-

COCYJIMCTOTO 3a00JICBaHUS U TOCTIUTAIIM3AIMH TI0 TIOBOAY CEPACUYHON HEOCTATOYHOCTH.

4.2. PexxuM 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!
[lepen nayanom tepanuu npenapatoM dopcura cienyeTr OLEHUTh COCTOSIHHE BOJIHO-COJIEBOTO
oOMeHa u, Py HeOOXOAMMOCTH, BOCIIOJIHUTH 00BheM IupKympytomiei kposu (OLK).

PexxuM 103upoBaHus

Caxapnviii ouabem 2 muna

Monomepanus: pexomenayemas 103a npemnapara @opcura cocrapiser 10 Mr o1MH pa3 B CyTKH.
Kombunuposannas mepanus: pekoMeHnyemas no3a npenapara @opcura cocrasiser 10 Mmr oauH
pa3 B CyTKH B KOMOWHAIIMH C METHOPMUHOM, TIPOU3BOIHBIMU CYITH()OHUIMOYEBUHBI (B TOM YHUCIIE,
B KOMOMHAIMK ¢ MET(HOPMHHOM), THA30IUANHANOHaMHU, uHruOouTopamu JI1I1-4 (B Tom uucrne, B
KoMOuHaimu ¢ MeTdopMHHOM);  aroHucrom  peuentopoB  [TIII-1  skcenatumom
IIPOJOHTUPOBAHHOTO JEHCTBUS, B KOMOMHAIIMY ¢ METPOPMUHOM; IIperapaTaMi MHCYJIUHA (B TOM
yHuclie, B KOMOMHAIMM C OJHMM WU JABYMS THUIOTIMKEMHUYECKHUMH Ipenaparamu JJis
NEPOPATILHOTO IPUMEHEHUS).

Jlns CHMKEHUsI pUCKa TUIIOIVIMKEMUU IIpU NPUMEHEHMM Ipernapara dopcura B COYETAHUU C
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UHCYJIMHOM WJIM TpernapatamMy, CTUMYJIUD H.II/IMI/I'”‘ Kplﬁl;llg E'“Egﬁﬂﬁhl ~ MRS kax

MPOU3BOJHBIC CYTh()OHIIMOUYEBUHEI, MOXKET MOTPEOOBATHCS CHIDKEHUE J103bI WHCYJIWHA WU
npernapara, CTUMYJIUPYIOLIETO CEKPELIUIO HHCYJINHA (CM. pa3zaeinsl 4.5 u 4.8).

Cmapmosas KomOUHUposanuas mepanusi ¢ mem@opmunom: peKOMEHAyeMas J103a Ipernapara
®opcura coctasisieT 10 Mr ouH pa3 B CyTKH, j03a MeThopmuHa — 500 Mr oauH pa3 B CyTKu. B
Cly4ae HeaJeKBaTHOTO MITHKEMUYECKOT0 KOHTPOJIS 103y MeT(hOpMHHA CIETYET YBEIHUUUTb.

C/] 2 muna y nayuenmos ¢ yCmaHno8ieHHbIM OUACHO30M CEPOEUHO-COCYOUCMO20 3a00Ne8aAHUS UTU
08yMs u bonee hakxmopamu cepoeyHo-coCyOUCMO20 PUCKA OJIsl CHUNCEHUSI PUCKA 20CRUMATU3AYUU
10 n0800Y cepOeuHOU HedoCMamo4HOCmU

Pexomenayemas no3a npenapara @opcura cocrasinser 10 Mr onuH pa3 B CyTKH.

Xponuueckas cepOeunas HedOCmMamoyHoCmy

Pexomennyemas no3a npemnapara @opcura coctapisieT 10 Mr oauH pa3 B CyTKH.

XpoHuueckas 60one3Hb novex

Pexomenayemas noza npenapara @opcura cocrasinser 10 Mr onuH pas B CyTKH.

Oco0ble rpyInel NAKUEHTOB

Iayuenmul ¢ Hapywenuem GyHKyuu nouex

Koppekiuu 10361 B 3aBUCHMOCTH OT (DYHKIIMH ITOYEK HE TpeOyeTcs.

N3-3a orpaHrueHHOrO OMbITa IPUMEHEHUSI HE PEKOMEHAYETCS HAaUMHATh JICUCHUE MPENapaToM y
narueHToB ¢ pCK® < 25 mi/MuH.

['unornukemuueckoe AeiicTBre aanaraudiao3una y nanueHToB ¢ C/] 2 Tumna 3aBUCUT OT GyHKIUH
TMoYeK U cHukaercs y nanuentos ¢ pCK® menee 45 mu/mMun/1,73m? 1, BEpOATHO, OTCYTCTBYET Y
MAIIMEHTOB C TSKEIOM ITOUYEYHON HETOCTAaTOUHOCTHIO.

B ToM ciydae, eciiu He0OX0 UM JabHEHITINI KOHTPOJIb TTUKeMHH y manneHToB ¢ CJ1 2 Tuma rpu
nageaun  pCK® wmwke 45 MI/MUH, HEOOXOOWMO  HAa3HAYUTH  JIOMOJHUTEIHHYIO

TUTIOTJIMKEMUYECKYO Tepanuio (cM. pazaensl 4.4, 4.8, 5.1 u 5.2).

Ta6auna 1. PexoMenaannu mo 103MPOBAHUIO Npenapara B 3aBUCHMOCTH OT IOKa3aTteJei

pCK®

pCK® Pexomennyemas 103a
(Ma/mun/1,73 m?)

pCK® 45 nnu Bblle Koppekiuu 10361 He TpedyeTcs.

pCK® menee 45 no 25 Koppekuuu 10361 He TpeOyeTcs.
IIpumenenue npenapara Popcura HE PEKOMEHIYETCS
JUIS  yIy4IIE€HUs [JIMKEMHUYECKOTO KOHTPOJIS Y

B3POCIBIX MAIUEHTOB C CaXapHbIM AUa0eTOM 2 THIA.
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pCK® menee 25 Haynnats Tepanfzgg:":ligE%%ﬁggg%lfjéﬁ}: T@ﬁ:l{%{:['(%-'

ITalTUCHTHI MOTYT Mpoa0JI’KaThb TCPpaIno JJISL
yMeHblIeHusl pucka cHmwkeHuss pCK®, nacrymnieHus
TEPMUHAJIBHOM  CTaIMM  XPOHUYECKON  TMOYEHHOM
HEJ0CTaTOYHOCTH, CMEPTU OT CEPAECYHO-COCYAUCTOrO
3a00JIeBaHNs ¥ TOCIIUTAIM3AIINY T10 TIOBOJTY CEpPACUHOM

HEAOCTATOYHOCTH.

TepMuHanbHas cragus | [IpotuBomnoka3aHo.
XPOHUYECKOU MOYEYHOMN
HEJOCTAaTOYHOCTH, TpeOyroras

MIPOBEICHUS HAIIN3a

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu
Koppekuust 10361 mpenapata y HAlUMEHTOB C IMEUYEHOYHOW HEJOCTATOYHOCTHIO JIETKOW WU
CpEIHEH CTeNeHU TsHKECTH He TpeOyeTcs. [lanmenTaM ¢ medeHOYHOM HEA0CTaTOYHOCTHIO TSIKEION
CTEIEHU PEKOMEHIyeTCsl HauallbHas J03a npemnapara 5 mr. [Ipu xopouiei mepeHOoCUMOCTH J103a
MO3KeT ObITh yBenuueHa 10 10 mr (cm. pazaens 4.4 u 5.2).
Ilayuenmul nodicunozo eospacma
Koppeknus 10361 npenapaTta B 3aBUCUMOCTH OT BO3pacTa HE PEKOMEHIYETCS.

eTu
Nmeronmecs Ha CErogHsAIHUN I€Hb KIIMHUYECKHUE JaHHbIE TPUBEACHBI B pazaene 5.1, 5.2, onHako
HEBO3MO>KHO JaTh PEKOMEH/IALNH 110 PEXKUMY JO3UPOBAHUSI.

Cnoco0 ImpuMeHeHus

BHyTpb, HE3aBUCHMO OT npueMa nuiiy. TabaeTku cieayeT NporaaThiBaTh HEIUKOM.

4.3. lIlpoTuBONOKA3aHUS

e ['unepuyyBCTBUTENHHOCTh K JManariu(io3UHy W/WIM K JI00OMY U3 BCIIOMOTraTelbHBIX

BELIECTB, [IEPEUNCIIEHHBIX B pa3zeine 6.1.

4.4. Oco0Oble yKa3aHUs U MepPbI NPeTOCTOPOKHOCTH NPH MPUMEHEHUN

O01me yKa3aHus

Hanarnu¢no3uH He cleqyeT NPUMEHATh NaleHTaM ¢ caxapHbiM guaberom | Tuma (cm.
noapazaen «J{nadbeTnueckuii KeToaruma03»).

Hapymieane @QyHKIIMK HOYEK

3-3a OrpaHUYCHHOI'0 OIlbITa HC PCKOMCHAYCTCA HAUYWHATHL JICUCHUC I[aHaFJII/I(bJIOBI/IHOM y
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MAIMEHTOB CO CKOPOCTHIO KITyOOUKOBOM (PUIIBTaLN (OR@Y-< s b |EHOCTE 0002)

OddextuBHOCTh nanarmuIo3WHa B OTHOIIEHWU CHW)KCHUS YPOBHS TIIFOKO3bI 3aBUCUT OT
(yHKIMM movek U ymeHbInaeTcs y nanuentos ¢ pCK® menee 45 mi/mun/1,73 M? u, BeposTHO,
OTCYTCTBYET Yy MAllUCHTOB C TSHKEJION TOYEYHON HEIOCTAaTOUYHOCTRIO (CM. pazaensl 4.2, 5.1 u 5.2).
B omnoMm uccrnenoBanun y manuentoB ¢ CJI 2 tuma ¢ HapymieHHneM (YHKIIMH TOYEK CpeaHen
crenenu Tsxectu (pCK® < 60 m/mun/1,73 M?) HexenaTenbHble PEAKIUK B BUJE TOBHIIECHHUS
KOHIIGHTpaluil KpeaTHHUHA, Gocdopa, MapaTUPEOUIHOTO TOPMOHA U APTEPUATBHON TUIIOTEH3UH
B rpymnne ganariaugio3uHa OTMEeYanuch y OoJbIIel 1011 MalueHTOB, YeM B IpyIIe mianeoo.

Hapynrenue d)VHKHI/II/I INCYCHHU

B knuHnyeckux HCCICAOBAaHUAX MMOJTYYCHBI OIPAHUYCHHBIC JAHHBIC O NPUMCHCHUU IIpCIiapara y
MAIMEHTOB C HapylieHneM (QYHKIUHM TeYeHH. DKCHO3MIMS nanariudio3rHa yBeIWYeHa Yy
MAIMeHTOB ¢ HapylIeHueM (DYHKITUU TIEYeHH TsDKEJION cTeneHu (cM. pazaensl 4.2 u 5.2).

[IpuMeHeHne y marreHToB ¢ puckoM cHmkenus OLK u/mnn aprepruaibHON THIIOTEH3UHU

B coorBercTBMM ¢ MEXaHHW3MOM JACUCTBHS Janariu(O3UH YCHIMBACT AWYpE3, YTO MOXKET
MPUBOJUTH K HEOOIBIIIOMY CHIKEHUIO apTEPUAIHLHOTO TaBICHUS, OTMEYCHHOMY B KITMHUYECKHIX
uccienoBanusax (cM. pasnen 5.1). Juypernueckuit 23¢hekT MokeT ObITh 00Jiee BBIPAKEHHBIM Y
MAIMEHTOB C OYEHb BBICOKOI KOHIIEHTpAIMEH IIIOKO3bl B KPOBH.

Crnenyer cobmoaTh OCTOPOKHOCTD Y MALMEHTOB, /U1 KOTOPHIX BBI3BAHHOE Janariuio3uHOM
CHIDKEHHE apTepHaIbHOTO JIABJICHUS MOXKET MNPEICTaBIATh PUCK, HANpUMEp, y NalHUEHTOB,
MOJTyYaIOIUX TUITOTEH3UBHYIO TEPaIuIo, C SMU301aMU TUIIOTEH3UH B aHAMHE3€ WM Y TOXKHUIIBIX
MAIMEHTOB.

B cnyuae MHTEpKYppEHTHBIX COCTOSIHUM, KOTOpbIE MOTYT MpHUBECTHM K CHMKeHuro OLK
(HampuMep, KeNyTOYHO-KUIIeYHbIe 3a00JeBaHUsA), PEKOMEHIYETCSl TINATENbHBI MOHHTOPUHT
OLK (manpumep, ¢u3ukaibHOEe O0OCIEIOBAaHUE, HW3MEPEHHUE apTEPHAIBHOTO JIaBJICHHUSI,
nabopaTopHble HUCCIENOBaHMs, BKIIOYas TIEeMAaTOKPUT M KOHIEHTPAIMM AJIEKTPOJIUTOB).
BpemenHoe mpekpaiieHue JeueHus qanarii(io3uHOM peKOMEHAYeTCs MalMeHTaM, y KOTOPBIX
pa3BHBaeTCs TUIOBOJIEMHSI, IO €€ Koppekuuu (cm. pazzaen 4.8).

JlabeTHUecKnii KETOAIMI03

CooOuranoch 0 peKuX ciydasx AuadeTHYecKoro KeToanua03a, BKIIoYas yrpoxKarolye )Ku3Hu U
JeTalbHble CIydad Yy  MAalUeHTOB, TMOJYYaBIIMX HWHTHOUTOPHI  HATPUK-TIIOKO3HOTO
koTpancroprepa 2 tuma (SGLT2), Bximrodass mamarmuduio3uH. B psiie ciydaeB KIMHUYECKAs
KapTUHA COCTOSIHMS ObUTa HETUIIMYHOW, C yMEpeHHBbIM, Hmke 14 wmwmonb/nm (250 wmr/mn),
MOBBIIICHHEM KOHLIEHTPALIUU TJIIOKO3bI B KPOBH.

Puck nuabeTnueckoro KeToamuao3a CIeAyeT YUYUTBHIBATh MPH TMOSBICHHH HECHEU(PUISCKUX

CUMITOMOB, TaKWX KaK TOIIHOTA, PBOTA, aHOPEKCHs, OOIb B JKMBOTE, Upe3MEpHAas >KaxkIa,
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3aTPYAHCHHOC JbIXaHUEC, CIIYTAHHOCTb CO3HAaHUH, HOBBII_'i.Ell;II-:I;t; %ﬁgﬂt#%T&gﬁﬁ%CTb

[Ipu mosiBICHUH ATHX CHUMIITOMOB MAIMEHTOB CJIEAyeT HEMEIJICHHO O0CJIe0BaTh HA HaIU4He
KETOoaIy103a, He3aBUCUMO OT KOHIICHTPAIINH TTFOKO3bI B KPOBHU.

Y nanueHTOB € TMOAO3PEHUEM WM JUAarHo30M JAMa0eTHYeCKOro KeToaluao3a JieueHue
nanariaugo3MHOM ClieyeT HEMEAJIECHHO MPEKPATUTb.

Jledenue cnemyeT MPUOCTAHOBUTH y MAIMEHTOB, TOCIUTATU3UPOBAHHBIX B CBSI3U C OOIIMPHBIMH
XUPYPTUYECKUMH BMEIIATEIbCTBAMUA WJIM OCTPBIMH CEPhE3HBIMHU 3a00JIeBaHUSIMH. Y OSTHX
MAlMEHTOB PEKOMEHIYETCS KOHTPOJIMPOBATh COJEp)KaHHWE KETOHOBBIX Tel. M3mepeHue
KOHIIEHTPAllMd KETOHOBBIX TeJd B KPOBH MpeAroyTHTeNbHEe, ueM B Moue. JleueHue
nanaraugI03MHOM MOXKHO BO30OHOBUTBH MPU HOPMATH3AIUU KOHIICHTPAIUU KETOHOBBIX TEll U
CTaOUIU3alMK COCTOSTHUSI TTAlIUEHTA.

[lepen HazHaueHneM aanariu@io3nHa cieyeT YYUThIBaTh JaHHbIE aHaMHe3a MallueHTa, KOTOpbIe
MOTYT Mpeapacnoarath K KeToaumao3y.

K rpytimne Bo3MOKHOTO TIOBBIIIIEHHOTO PUCKA Pa3BUTHS TUAOCTUUYECKOTO KETOAIMUI03a OTHOCSTCS
NaIMeHThl C HU3KUM pe3epBOoM (YHKIMU OeTa-kieTok (Hampumep, nmamueHtsl ¢ CJ] 2 tuma c
HU3KUM ypoBHeM C-TenTHaa WIM JIATGHTHBIM ayTOMMMYHHBIM nuaderom B3pocibix (LADA-
MUabeT) WU MalMeHTHI C MaHKPEaTUTOM B aHAMHE3€); MallMeHTHl ¢ 3a00JICBaHUSMU, KOTOPHIE
MPHUBOJIAT K OTPAHHYEHUIO MPUEMa MUTIH WIH TSHKETIOMY 00€3BOKUBAHUIO; TAITUEHTHI, Y KOTOPBIX
CHWKEHBI JI03BI MPENapaToB WHCYINHA; U MAIMEHTHI C MOBHIIIEHHON TOTPEOHOCTHIO B IIperaparax
MHCYJIMHA U3-32 OCTPOro 3a00JIeBaHMsl, XUPYPTUUECKOTO BMENIATENbCTBA WU 3JI0YIIOTPEOIeHUS
ankorojiem. Ciemyer co0Jt01aTh OCTOPOKHOCTD MPH MpuMeHeHUH HHTuOuTopoB SGLT?2 y Takux
MAIUEHTOB.

VY manueHToB ¢ AMA0ETUYECKUM KETOAIHI030M, BOSHHUKIIMM BO BpeMs JICUCHHS] HHTHOUTOPOM
SGLT2, me pekoMmeHmyeTcss BO300HOBJIECHHE Tepanuu wHruOutopom SGLT2, ecnm He ObLT
BBISIBJICH W YCTPAHEH JIPYTO# SIBHBIN IPOBOIUPYIOMINI (aKTop.

B uccnenoanmsix nanarnvdao3nHa y TalMEHTOB ¢ CaXapHbIM T1a0deToM | THIa 4acTo oTMevascs
nuabernyeckuit keroanuao3. Janarnudao3uH He clelyeT MPUMEHSTh AJsS JICUCHHUS OOJNBHBIX C
caxapHbIM auaberoMm 1 Tuma.

Hexporusupyroommii dpacimur npoMexHocty (raurpea OypHee)

Coo01m1anoch 0 MOCTPErHCTPAIMOHHBIX CIydasX HEKPOTHU3HPYIOMIETo (hacIuuTa MPOMENKHOCTH
(Takke Ha3pIBaeMOro ranrpeHoil ®ypHbe) y JKEHIIUH U MYXYHUH, TPHHUMAIOIIUX HHTHOUTOPHI
SGLT2 (cm. pazgen 4.8). DT0 peakoe, HO CEPhE3HOE M MOTCHIIMAIBHO YTPOXKAIOIIEe >KU3HU
SBJIEHUE, KOTOpOoe TpeOyeT HEOTIOXKHOTO0 XUPYPrUYecKoro BMEIIATEeNbCTBA W MPUMEHEHHUS
AHTUOMOTHKOB.

[TanenTam pekoMeHryeTcsi 00paTUTHCS K Bpady B TOM CiIydae, €CIM y HHUX HOSBUIMCH OOJb,
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YYBCTBUTEJIBHOCTh NPU MPUKOCHOBEHHUH, dpUTEMa UIIH R s BortacTir FermTartmi v 0eacTH

IPOMEXHOCTH B COUYETAaHWU C JMXOpaakodl u Hegomoranuem. CrenyeT MOMHHTB, YTO JHOO
yporeHuTajgbHas UHQeKIus, Jubo alciecc MPOMEKHOCTH MOTYT  IMPEAIIECTBOBAThH
HEKPOTH3UPYIOIIEMY (HaCIHHTY .

[Ipu momo3peHun Ha rTaHrpeHy @PypHbe npuMmeHeHue mnpernapata dopcura AOMHKHO OBITH
IpEKpalleHO U Ha4aTo He3aMeIIUTEIbHOE JIeueHue (BKII0Yass aHTHOMOTUKU M XUPYPIUYECKYIO
00paboTKy).

Nudexnmn MO4YEBBIBOAAIINX ITyTEH

OKCKpelusl TJIIOKO3bl ¢ MOYOM MOXKET OBITh CBSi3aHA C TOBBIIIEHHBIM PUCKOM HHGEKINU
MOYEBBIBOAALIMX IyTei. [loaToMy npu JedeHUH mNuenoHeppuTa WIM YPOCENCHUCa CIexyeT
paccMOTpETh BO3MOKHOCTh IPUOCTAHOBKH TEPANTUH Jararin(I03uHOM.

[NarueHTHl HOXKUIOro Bo3pacta (> 65 jer)

VY noxunsix nanueHToB puck cHkeHus OLIK mokeT ObITh MOBBIIIEH, U UM Yallle Ha3HAYaloT
TNy PETUKU.

[Toxkunple MaMEHTHI Yalle MMEIOT HapylleHne (YHKIUU TMOYeK W/WIK TOJIyYaloT JICYCHUE
AQHTUTUIIEPTEH3UBHBIMU MpenapaTraMu, KOTOPbIE MOTYT BBI3bIBaTh MU3MEHEHUSI (QYHKIMH MOYEK,
TaKUMH KaK WHTHOMTOPHI aHTHOTeH3WHNpeBpamaromero ¢epmenta (AIID) u Oiokartops
penentopoB auruoreH3uHa (bPA) Il tuma 1. [y manueHToB MOKUIIOT0 BO3pacTa MPUMEHUMBI T€
K€ PEKOMEHJAINH B OTHOIICHUH (DYHKIUU MOYEK, YTO W I JPYTUX MAIMEHTOB (CM. pa3/embl
4.2,48wu5.1).

XpoHuYecKas cepAeyuHas HeJ0CTaTOYHOCTh

OneIT  mpUMEHeHHs — Janarauduo3dHa y  TAMEeHTOB C  XPOHHUYECKOH  cepledHOM
HesocTaToyHoCcThIo [V dyHKIMOoHampHOTO Kiacca 1o kinaccudukanun NYHA orpannyes.

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

[Ipumenenue nanarnugrao3MHa Yy TMAalUKWEHTOB C HWHOUIBTPATUBHOM KapAMOMHUONATHEH He
U3y4aocCh.

Xponunyeckas 00JIE3Hb IIOYEK

OnbIT npuMeHeHus Janariugo3nHa s JIeYeHUs] XpPOHUYECKO! 00JIe3HU MOYeK y MalleHToB 0e3
CJ1 2 Tuma u anbOyMUHYpHUH OTCYTCTBYET. [[aniieHThI ¢ albOyMUHYPHEH MOTYT IMOJTYYUTh OOJIBIIE
MOJIB3BI OT JICUCHUS Aanariu(IIO3uHOM.

AMOvranusa HIKHUX KOHEYHOCTEH

VYBenuueHue ciydaeB aMITyTalldd HIDKHUX KOHEYHOCTEH (B MEpPBYIO ouepeib, MajbIEB CTOIIbI)
HaOJI0]AJIOCH B JOJTOCPOYHBIX KIMHUYECKUX UCCIIEIOBAHUSX MPUMEHEHUSI HHTHONTOpOoB SGLT2
y narmenToB ¢ C/] 2 Tuna. HensBectHo, siBnsercs mu 310 3¢ dexrom mpenaparos kiaacca SGLT2.

[Manuentam ¢ CJ[ 2 Tuna Ba)XKHO PEKOMEHJOBATh MOCTOSIHHBIM MPOQUIAKTHUECKUN yXOI 3a
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(NOCNEQCBATENEHOCTE 0002)

CTOIIaMH.

OueHka pe3yabTaTOB aHAIN3a MOYH

BcenencrBue MexaHM3Ma JACUCTBUSL IIpemapara pe3yiabTaTbl aHajau3a MOYM Ha IVIIOKO3Y Y
MalMeHTOB, TPUHUMAIOIKX npernapat dopceura, OyayT MOT0KUTEITLHBIMHE.

JlakTo3a

[IpenapaT coiepkKUT JaKTO3y. DTOT JEKAPCTBEHHBII IIPENapar He CIIEAyET IPUMEHATh NallUeHTaM
C PeIKOil HacleJCTBEHHON HENEpPEeHOCUMOCTBIO JTAKTO3bI, AS(PUIIUTOM JIaKTa3bl UM CUHIPOMOM

TJTFOKO30-TAIAKTO3HON MaibabCcopOIu.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aMMO/EHCTBUA

dapmakoguHaMHUYECKOE B3aUMOJIEUCTBHE

Jluypemuxu

Janarnu¢ino3uH MOXET YCHUJIHMBATh JUYPETUYECKUH APQPEKT THAUIHBIX U  «IIETIEBBIX»
JUYPETUKOB M TIOBBIIATh PUCK PAa3BUTUS 00E3BOKMBAHUS M apTepUAIbHOW THIIOTEH3HH (CM.
paznen 4.4).

Hncynun u npenapamol, nosviuiarowjue cekpeyuro UHCyIuHa

Ha ¢one npumeHeHUs] MHCYJIMHA U TMPENapaToB, MOBBIIIAIONINX CEKPELUI0 MHCYJIUHA, MOXET
BO3HUKATh runorimukemus. [1o03ToMy ¢ 1enpl0 CHUKEHUS pUCKa TUIOTIMKEMHUH IIPU COBMECTHOM
npuMeHeHun npenapara dopcura ¢ npemnaparomM MHCYJIMHA WM MPENapaToM, MOBBIIAIOIINM
CEKPELMI0 HMHCYJIMHA, MOXET MNOTpeOOBAaThbCA CHMXKEHME J03bl Ipernapara MHCYJIUMHA WIH
Ipenapara, MOBBIIIAIIIET0 CEKPELNIO HHCYINHA (CM. pa3zaeisl 4.2 u 4.8).

DdapMaKOKMHETUYECKOE B3aUMOJIENCTBUE

Metabonu3m panarin@ao3uHa, B OCHOBHOM, OCYLIECTBIISIETCS MOCPEICTBOM TIIIIOKYPOHUIHON
koubroranuu nmoxa nercrtesueM UGT1AO9.

B xoxe wuccnemoBanuii in vitro nanariau@iao3MH HE HMHTHOMpPOBAI H30(EPMEHTHI CHUCTEMBI
nutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u e unaymuposain uzohpepmentsl CYP1A2, CYP2B6 niiu CYP3A4. B cBsizu ¢ »TuM
HE OXHUJAeTcs BIUSHUS nanarindio3uHa Ha MeTaOOIMUYECKUH KIUPEHC COMMYTCTBYIOIIMX
IpenapaToB, KOTOPbIe METabOIN3UPYIOTCS MO JEHCTBUEM 3TUX U30(EPMEHTOB.

BimsgHaue apyrux 1eKapCcTBEHHBIX IpenapaToB Ha ;[anarnnd)nomH

HccnenoBanusi B3aMMOJCUCTBHH C y4aCTHEM 3JI0POBBIX JIOOPOBOJIBIIEB, B OCHOBHOM,
MPUHUMABIINX OJHOKPATHYIO 103y TMperapaTa, IOoKa3add, 4YTO MET()OPMHUH, IMHOTJIMTA30H,
CUTArJIMNTHH, TIUMENUPH], BOINMO03a, TUAPOXJIOPOTHA3H], OyMETaHH], BaJicCapTaH WM

CHUMBACTaTHH HE OKa3bIBAIOT BIUSHUS Ha (PapMaKOKUHETUKY Janarinduo3nHa.
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[Toce coBmecTHOTO MpUMEHEHHs nanariudi@3nHa H'Mﬁ%@i]—%{&pl :pé;%hmx

aKTUBHBIX TPAHCHOPTEPOB U (PEPMEHTOB, METAOOIU3UPYIOMIUX JIEKAPCTBEHHbIC MPENapaTsl,
OTMEYEHO CHIXeHue cucteMHoi skcnosuimu (AUC) nanarnudguosuna Ha 22% mpu OTCYTCTBHH
KJIMHUYECKH 3HAUMMOIO BJIUSHUS Ha CYTOYHOE BBIBEJIEHHE TJIOKO3bl Moukamu. He
pEeKOMEHAyeTCsl KOPPEeKTHUpOBaTh 03y Mpenapara. KiMHUYECKHM 3HAYMMOTO BIMSHHS IPHU
OpUMEHEHUH C JpYTMMH HMHAyKTOpamMH (Hampumep, KapOaMaszenmuHOM, (EHHUTOUHOM,
(denobapOuTanoM) He OXKUIAETCS.

[Tocne coBmecTHOTO TpUMEHEHHUs aamariudiao3uHa U MedeHaMOBON KHCIOTHI (MHTHOUTOpA
UGT1A9) ormeueHo yBennueHue Ha 55% cuCTEMHOM 3KCmo3uIMM jAanarivndiao3suHa, HO 0e3
KJIMHUYECKH 3HAYUMOTO BIIMSHUS Ha CYTOYHOE BBIBEJCHHME TJIIOKO3bI Moukamu. He
pEKOMEHAyeTCsI KOPPEKTUPOBATh 703y Mpernapara.

Bansane nanarnmbnoana Ha ApYyTHUE JCKAPCTBCHHBIC MTpETIapaThl

OpHoBpeMEHHOE TMpUMEHEHHE Aanariu@iio3nHa W MpenapaTroB JUTHS MOXKET HPHUBECTH K
CHW)KCHHIO KOHIIEHTPAIIUHU JINTUS B CHIBOPOTKE KPOBU M3-32 BO3MOXKHOTO YCHIICHUSI BBIBEIICHUS
JTUTHS ¢ MOYOi. MokeT moTpeboBaThCsl KOPPEKIIUS JO3BI IIperapaTa JUTHSL.

B wuccrnemoBaHusXx B3aMMOICHCTBUNA C YYacCTHEM 3JI0POBBIX JOOPOBOJIBIIEB, B OCHOBHOM,
OJIHOKpAaTHO MPUHUMABIIKX 03y Mpenapara, ganariudio3uH He BIHsUT Ha (papMakKOKHMHETHUKY
MeT(hOpPMHUHA, THOTJINTA30HA, CUTATJIMIITHHA, TTTUMENHPUIA, THAPOXIOPOTHA3HIa, OyMETaHUAA,
BajicapTaHa, AurokcuHa (cyocrpar P-gp) umm Bapdapuna (S-sapdapun, cydcTpar nzodpepmenTa
CYP2C9), unu Ha aHTUKOATYJSITMOHHBIA 3((EKT, oleHuBaeMbld 1o MeXTyHapOIHOMY
HopMmann3oBanHoMy oTHomeHuto (MHO). IlpumeneHne oaHOKpAaTHOW 03I Aamarivdo3nHa
20 mr u cumBacraTuHa (cyoctparta nzopepmenta CYP3A4) npuBoausno k noeimeHuo Ha 19%
AUC cumBacratuda 1 Ha 31% AUC cuMmBacTaTHHOBOI KHUCIOTEL IIOBLIIIEHHE SKCIIO3UIIUHA
CUMBACTaTHHA U CUMBAaCTaTUHOBOM KUCJIOTHI HE CUUTACTCS KIMHUYECKH 3HAYUMBIM.

Bnustaue Ha onpenenenue 1.5-aHTMapOTIIONUTOIA

Ol_IeHKa TIIMKEMHUYCCKOT'O KOHTpO.H}I C IIOMOIIBHO OHpe,Zle.HGHI/I}I l,s-aHFI/II[pOFJIIOI_[I/ITO.Ha HEC
peKOMeHI[yeTCH, HOCKO.HBKy I/I3MepeHI/Ie l,s-aHI‘I/I,Z[pOFJIIOI_[I/ITO.Ha ABJIACTCA HCHAACKHBIM METOAO0OM
JUTISL TIAIMEHTOB, MpUHUMaroIuX HHruOuTopsl SGLT2. JIns OneHKH MIMKEMUYECKOro KOHTPOJIS
CJIeyeT UCIOJIb30BaTh aIbTEPHATHUBHBIC METO/IBI.

Jlpyrue B3auMOJIENCTBUSI

BnusHue KypeHus, AMETHI, IPHEMa PACTUTENBHBIX MPENapaToB U YNOTPEOJICHUS aJKOTOJIA Ha

napaMeTpsl (apMaKOKMHETHKHU Aanariu@io3nHa He U3y4yaloch.

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD U JJAKTALMS

bepemeHHOCTD
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OTCYTCTBYIOT JaHHBIE O NPUMEHEHHH Jia Iarnnd)ﬂ&';r%j%l'%gm%ﬂg C -I};CEI-ITLHIP}FIII

JOKJIMHUYECKUX HCCIIEIOBAaHUSAX Ha KpbIcaxX ObLTA BBHISBICHA TOKCUYHOCTH JUISI Pa3BUBAOIIEHCS
MOYKH B TIEPHUOJ] BPEMEHH, COOTBETCTBYIOIIMI BTOPOMY U TPEThEMY TPHUMECTpaM OepeMEeHHOCTH
yenoBeka (cM. pasgen 5.3). Ilosromy mpumeHeHue nanariuduiosmHa HE PEKOMEHAYETCS BO
BTOPOM U TPEThEM TpUMeCTpe OEpeMEHHOCTH.

[Tpu moaTBep)KACHIN OEPEMEHHOCTH JIeUeHUE Aanarin(Io3nHOM CIeIyeT MPEKPATUTh.
Jlakrarus

HeusBectHo, BbAensieTcs MU nanariudio3uH W/HUIU €r0 HEaKTUBHBIE METAa0OJIUTHI B TPyIHOE
MOJIOKO.

HoctynHble  ¢papMakoIUHAMUYECKHE/TOKCUKOJIOTHYECKHE  WCCIICOBAaHUS HA  KUBOTHBIX
MOKa3aju, 4YTO Jamariu§IIo3uH/ero MeTabONHTHI BBIACISIOTCS B MOJIOKO, a TakKKe HUMEIOT
(hapMaKkoIOTHYECKH OTTOCPEe0BaHHBIC 3P HEKTH Y BCKAPMIIMBAEMOTO IIOTOMCTBA (CM. paszen 5.3).
B cBs3u ¢ uem puck JuIsi HOBOPOXKIEHHBIX/MJIaIEHIIEB HE MOXET ObITh HCKITIOUYEH.
Janarnugo3uH He clieyeT IPUMEHSTh B IEPHOJ TPYIHOTO BCKApMIHBAHUSI.

DdepTUabHOCTD

Bnusinue nanarnudno3una Ha GepTUIBLHOCTD Y YETIOBEKAa HE M3Y4alloCh. Y CaMIIOB M CaMOK KPBIC

nanariangio3uH He OKa3blBall BIMSHUS Ha (PEPTUIIBHOCTD.

4.7. Bausinne HAa CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTaTh ¢
MeXaHM3MaMH
HccnenoBanuii Mo M3ydyeHHWIO BIMSHUA Janarin@iao3MHa Ha CHOCOOHOCTh K YIPABICHUIO

TPAHCIIOPTHBIMU CPCACTBAMU U MECXAaHU3MaMH HC ITPOBOANIIOCH.

4.8. HexkennaTeibHbIe peakuuu
Pesrome mpoduiist 6e300acHOCTH

C/l 2 muna

B xmuandecknx uccnenoBanusix 6oinee 15000 mamumentoB ¢ CJ/l 2 Tuma moiydanw Teparuio
JanariuQIO3uHOM.

[lepBuunas orneHka 0O€30MAaCHOCTH W TEPEHOCHUMOCTH ObUla HpOBEAEHa B MpEeABapUTEIHHO
3alaHHOM O0BbenWHEeHHOM aHanmm3e 13  kpaTkocpouHbix (mo0 24 Henenb) 1oIanebo-
KOHTPOJIMPYEMBIX MCCIEOBaHUHN ¢ ydacTueM 2360 marueHToB, NOJyYaBIIuX Aanariugo3ud B
no3e 10 mr, u 2295 manueHToB, MOJIyYaBIINX IJ1a1e0o0.

B wuccnenoBaHMM cepaeYHO-COCYIUCTHIX HCx0n0B pamarnudmosmna mnpu CJ 2 Tuma
(uccnenoBanue DECLARE, cm. paznen 5.1) 8574 nanuenTa nonry4danu qanariaudio3uH B go3e 10

Mr, 1 8569 manMeHToB Mojyyanu IIanedo Mpu CpegHed MPOAOIDKUTEIBHOCTH Tepanmuu 48

10
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MecsieB. B mienom, cpeaHsis SKCIO3HITNS Aarnar) [H(bHOSH'}FzL'%i;é}gﬂf;gié;d_@g l‘i‘l‘éﬁi/iﬁl]—;’lzbl-ll‘tllﬁél

Hauboiee qaCTbIMH HCEXKCIIAaTCIIbHBIMU pCaKkuiaMHU, OTMCYCHHBIMH B KIIMHUYCCKUX

MCCJICIOBAHMSIX, OBUTH TeHUTAbHBIC WH(EKITHIH.

XpoHuueckas cepoeynas HeOOCMAamoyHOCMy

B wuccnemoBaHuu CepAeUHO-COCYTUCTBIX WCXOJOB TPH MPUMEHEHMH JamariuQIio3uHa Y
MAIMEHTOB C XPOHUYECKOW CepACYHON HEIOCTATOYHOCTBHIO CO CHIXKEHHOH (pakiueil BeiOpoca
(uccnenoBanne DAPA-HF) 2368 marmenToB monyyanu ganariaudiao3un B go3e 10 mr, u 2368
MAalMEeHTOB TMOJydYaldd Tutanedo MpH CpelHeW MPOJODKHTENBHOCTH Tepanuu 18 mecsies. B
UCCIIeyEeMYIO MOMYJSIUI0 Bonuiy nanueHTsl ¢ CJ] 2 Tuma u manueHTsl 6e3 nuabeTa, a Takxke
naruentsl ¢ pCK® > 30 mn/mun/1,73 M. B HccenoBaHiy cepaedHO-COCYAUCTBIX HCXO0B TIPH
NPUMEHEHUHU Jamnarin@io3uHa y MaluueHTOB ¢ XPOHUYECKOW CepJIeYHON HEJOCTaTOYHOCTHIO C
dpaxmueii BiOpoca neBoro xenynouka (OBJIK) > 40% (DELIVER) 3126 nauueHToB noixy4aiu
nanarnudnosuH B goze 10 mr, m 3127 manMeHTOB MONydYanu IUianedo Mpu CcpemaHei
MPOJOHKUTELHOCTH Teparnuu 27 MecsIeB. B momynsiuio nanueHToB BXoauian nanueHTs! ¢ CJJ
2 tuna u 0e3 nuadera, a Takxke narueHTsl ¢ pCK® > 25 mn/mun/1,73 M2,

O6mmit mpodwmne Oe3omacHoCTH nManarmugIo3uHa y TAIMEHTOB C XPOHWYECKOW CepAcUYHON

HEI0CTaTOYHOCTHIO COOTBETCTBOBAJI M3BECTHOMY NMPOMUIIIO 0€30MacHOCTH Nanarin@ao3nHa.

XpoHuueckas 60one3Hb novex

B uccnenoanuu no onenke 3 PpexTUBHOCTH Aanarindio3uHa B OTHOIIEHUH TOYEYHBIX UCXO/I0B
y TAIMeHTOB ¢ XpoHM4eckoi Oone3npto mouek (DAPA-CKD) 2149 mauueHTOB moiydanu
nanarnudnosus B goze 10 wmr, m 2149 manueHTOB modydanu IIianedo Mpu cpemaHei
MPOJODKUTENILHOCTH Tepanuu 27 Mmecdaues. B uccnenyemyio momysisiiiio BXOAWIN HAIllMEHTHI C
CJ1 2 tuma, 6e3 CJ1 2 tuma, ¢ pCK® > 25 n < 75 ma/mun/1,73 M? 1 ans6yMuHypHei (COOTHOLIEHHE
anpOymun/kpeatnauH (A/Kp) moun > 200 u < 5000 mr/r). Jleuenue nponomkanu, ecnu pCKD
CHIKaach MeHee 25 mu/mun/1,73 m>.

OO6mwmit mpoduie 6e30nmacHOCTH JanarigIo3uHa Y TAIMEHTOB ¢ XPOHUYECKOUN 00JIE3HBIO MTOYEK

COOTBETCTBOBAJ U3BECTHOMY Mpodmiit0 6€30MmacHOCTH Aanaravudiio3nna.

PesroMe HexxenaTeabHbIX peaKIIUN

HexxenarensHbie p€akiuun, OTMCYCHHLIC B nnaue6o—K0HTpoanyeMHx I/ICCJ'IG,I[OBaHI/ISIX1

nanariaugio3uHa U MpH MOCTPErHMCTPAllMOHHOM HaOJIO/IEHUH, MPUBEACHBI Jajee MO TEKCTY.
HexenartenpHble peakuu He ObUTH 10303aBUCUMBIME. HexkenareapbHble peakiiuu pacipeeieHb

10 CHCTEMHO-OPTaHHbIM KJIaccaM C YKa3aHMEM 4acTOThI UX BOSHUKHOBEHHMS: O4eHb yacTo (>1/10),

11
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qacto (>1/100, Ho <1/10), Hewacto (>1/1000, uh <1/100)) penk6-E170000, o <t/1000) Yodens

peako (<1/10000), wactoTta Hew3BecTHa (Ha OCHOBAaHWU WMEIONINXCS JTaHHBIX OIECHUTH
HEBO3MOYKHO).

sk
HH@@KL;MM u uHeasuu. 4aCTo — BYJIbBOBAaruHMUT, 0aJaHUT M CBS3aHHBIC C HUMHU T'€HUTAJIbHEIE

2,3 2.4.

I/IH(l)eKI_[I/II/I*’ , MTHPEKIHUS MOYEBBIBOISIIINX nyTeﬁ*’ ; Heyacto  — rpruOKOBBIC MH(EKIIMOHHBIC
3a0071€BaHus 5 OUEHb PEIKO — HEKPOTH3HPYIOMHi (paCIUUT MPOMEKHOCTH (raHrpena dypHbe)>”.
Hapywenus memabonuzma u numauus: OY€Hb YAaCTO — THMOMNIMKeMHS (IIpU TPUMEHEHUU B
KOMOMHAINK C TIPOU3BOIHBIM CyITb(DOHMIMOYEBHUHBI MM HHCYTUHOM)?; HEYACTO ~— CHIDKEHHE
OIIK?3, sxaxma’ ; penko — muabeTHdeckuii keToarmuno3 (mpy npuMenernn npu CJI 2 tuma)>>!!,
Hapywenus co cmopoubvl HepeHoil CUCmeMbl. YaCTO — FOJOBOKPYKEHHE.

JKenyoouno-xkuuieunvle Hapyuienus: HevacTo  — 3amop , CyXoCTh BO PTY .

Hapywenus co cmoponbl KOvcU U NOOKONICHbIX mKaweil: dacTo — coimb'’; oueHb pemko —
AQHTMOHEBPOTHUYECKUM OTEK.

Hapywenus co cmoponbl MblueyHoll, CKenemHotl u coeOuHUmenbHOl MKAHU: 9acTo — 060jb B
cruHe .

Hapywenus co cmopoHsl noueKk u MOuesbleo0AwUxX nymeli; 9acTo — JU3ypHs, TOTHypus ',
HEYacTo  — HUKTYPHUS ; OYEHb PEJIKO — TYOYTOMHTEPCTHINATBHBINA HePHT.

Hapywenus co cmopouvl penpoOyKmuHOU Cucmemvl U MONOYHbIX Jiceie3; HedacTo  —
BYJIbBOBATMHAIBHBIN 3yJ[ , TEHUTANBHbIH 3y .

JlabopamopHuie u uHCMpyMeHmanbHble OaHHble: 9aCTO  — TIOBBIIICHNE 3HAYEHNS TeMaTOKPUTa ',

CHMIKCHHUEC MMOYCYHOI'o KIMpPEHCA KpCaTUHWHA Ha HAa4YaJIbHOM J3Tallc TepaHI/II/Iz, I[I/IC.]'II/IHI/I,HGMI/IHS;
EE *ok
HEYAaCTO — ITOBBIIICHUC KOHHGHTpaHI/II/I eraTI/IHI/IHa B KpOBI/I Ha HAYaJIbHOM J3Tallc TepaHHI/I ’2,

EE *ok
IIOBBIIIICHUC KOHHGHTpaHI/II/I MOUYCBUHEI B KpOBI/I . yMeHBHIeHI/Ie MacCcChI T€JIa .

[IpencraBnensl 1aHHBIE O IPUMEHEHHUH Tperaparta 10 24 Henenb (KpaTKOCPOYHAs Teparus)
HE3aBUCHMO OT IpHEeMa JONOJHUTEIBHOTO TUIIOTTIMKEMHUYECKOT0 Ipernapara.

CM. COOTBETCTBYIOIIMIA TOPA3/IEN HIKE JJIS TTOJTyUEHHs! TOTIOJIHUTENbHON HH(pOpMAIiy.
BynsBoBarnHuT, OanaHUT W CBA3aHHBIE C HUMU TEHHTAIbHBIC WHQEKINH BKIIOYAIOT,
HarmpuMep,  CIEAyIOIIMe  3apaHee  ONpEJCNCHHbIE  NPEINOYTUTEIbHBIE  TEPMHUHBI:
BYJIbBOBaruHaJIbHYI0 TPUOKOBYIO HH(EKIUIO, BAarMHAIBbHYIO HH(PEKLHUIO0, OallaHUT, TPUOKOBYIO
UH(EKIUIO TOJIOBBIX OPraHOB, BYJIbBOBAarMHAIbHBINA KaH/IU03, BYJIbBOBAaTMHUT, KaH /U 03HbIH
OaJaHUT, TEHUTAJIBHBIA KaHAWA03, MH(QEKIMIO IIOJIOBBIX OPraHOB, MH(EKIHNIO ITOJIOBBIX
OPraHoOB Y MY>K4YHH, HH(EKIIHIO TIOJOBOTO WIEHA, BYJIbBHUT, OaKTEPHAIbHBIN BAaTMHUT, abcrece
BYJIBBBI.

Nudexnus MOYEBBIBOASIIMX TMyTEH BKIIOYACT CIEIYIONINE MPEANOYTUTEIHHBIE TEPMUHBI,

12
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MIePEUYHCIICHHBIE B MTOPSIAKE YObIBAHUS YacTOTHI: HH&QJ&&HM&T&Q%%ﬁﬁ@I}J &'&Fﬁ‘rm,

uH(MEKIHUsT MOYEBBIBOJSANINX MyTeH, BbI3BaHHAs OaktepusiMu pona Escherichia, wHpexuus
MOUYEMOJIOBOTO TPAKTa, MUETOHE(PPUT, TPUTOHUT, YPETPUT, HH(MEKIIHS MOUYEK U MPOCTATHT.
Camwxenne OILIK  Bkirowaer, Hampumep, CIEAYIOIIUE  3apaHee  OMNpeeICHHbIC
MPEOYTUTENbHBIE TEPMUHBL: 00€3BOKMBAaHKE, TUIIOBOJIEMUS, apTepUaIbHas TUIIOTEH3US.
[Monmuypust BKIIOYAET MPEANMOYTHTEIbHBIC TEPMHUHBL: MOJUIAKUYPUS, TTOJUYPUS U YCUIICHHE
auypesa.
CpenHue M3MEHEHUs 3HAYCHMS F€MAaTOKPUTa OT MCXOJHBIX 3HaueHuu coctaBuiu 2,30% B
rpynne nanarinugiosuna 10 mr nmo cpaBHenuto ¢ —0,33% B rpynne miane0o. 3HaueHuUs
rematokputa > 55% otmeuensl y 1,3% nanuenTos, nmomy4aBuux panariauduosun 10 mr, mo
cpaBaeHuio ¢ 0,4% marueHToB, MOJyYaBIIuX MIareoo.
Cpennee u3MeHeHUE CIEAYIONUX MTOKa3aTenel B MPOIEHTaX OT UCXOIHBIX 3HAUEHUI B TpyIIIe
nanarmmduosuHa 10 Mr u rpynme mianedo, COOTBETCTBEHHO, COCTABUJIO: OO XOJIECTEpUH
2,5% no cpaBuenuto ¢ 0,0%; xonecrepun-JIIIBII 6,0% no cpaBuenuto ¢ 2,7%; xonecTepuH-
JITTHIT 2,9% 1o cpaBuenuto ¢ —1,0%; tpurmuuepuast —2,7% 1no cpaBuenuto ¢ —0,7%.
Cwm. paznien 4.4.
10 HexenarensHas peakuus OTMeYeHa MpPM HOCTPErMCTPALMOHHOM HabmogeHud. Chilb
BKIIIOUAET CIEAYIONUE MPEANOYTUTEILHBIC TEPMHUHBI, MIEPEUYUCICHHBIC B TOPSIKE YaCTOTHI
pa3BUTHS B KIMHUYECKUX HCCICIOBAHUSX: ChIMb, T€HEPAIIM30BAHHAS CBIIlb, 3YyISIIas CHIIb,
MakyJie3Hasl Cblllb, MAaKYJIOINaIlyJe3Hasl Cblllb, IYCTyJe3Hasi Chlllb, BE3UKYJIE3HAs ChIIb,
spUTeMaro3Has Cbillb. B muane0o-KOHTPOIUPYEMBIX KIMHUYECKUX HCCIEIOBAaHUSAX U
UCCJICIOBAHMSIX C aKTUBHBIM KOHTpOJeM (Tpyma, moixydaBinas aanariuduo3us: n = 5936,
KOHTpoJbHas rpynmna: n = 3403) yactoTa pa3BUTHS CHIIM ObUIa CXOXEH Yy MaIMEeHTOB,
nosrydaBmux ganariaudiosut (1,4%), v naiueHToB B KOHTposibHOM rpymie (1,4%).
"1 OrmeyeHo B HMCCIEIOBAHUH CEepPACYHO-COCYAUCTHIX MCXOAO0B y mamueHTtoB ¢ CJI 2 Tuna
(DECLARE). YacToTa ocHOBaHa Ha rOJIOBOM IOKa3aTele.
* OrmeueHsl y > 2% NaUEeHTOB ¥ HA > 1% uale, ¥ y GONbIIEro KOJIMYEcTBA MAIMEHTOB (KaK
MUHHUMYM, Ha 3) B rpymnme nanaridio3uHa 10 Mr mo cpaBHEHUIO C TPYMION 1anedo.
" OneHeHs! HCCenoBaTeNeM Kak BO3SMOKHO CBA3aHHBIE, BEPOSTHO CBSI3aHHBIE UM CBA3AHHBIE C
uccuenyeMoil tepanueit u ormeueHs! y > 0,2% manueHToB u Ha > 0,1% yame u y 6osbliero
KOJINYECTBA MAIUEHTOB (Kak MUHUMYM, Ha 3) B rpynrie nanariaudiao3una 10 Mr no cpaBHeHHIO

¢ Tpynmoi miamebo.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUi

Byﬂbeoeazunum, bananum u CeA3aHHble ¢ HUMU 2CHUMAIbHbLE qubeKL;uu
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CBSI3aHHBIE C HUMH T€HUTAJIbHBIEC HHPEKINH OTMeueHBbI y 5,5% 1 0,6% mannueHToB, IPUHUMABILINX
nanarnudinosud 10 mr u miamne6o, COOTBETCTBEHHO. BONbITMHCTBO MH(EKIINI ObUTH ClIab0 WK
YMEPEHHO BbIpaKEHHBIMU; HAYAJIbHBIN KypC CTaHIAPTHON Tepanuu Obul 3(pPEeKTUBEH, B CBSI3U C
YeM MalMeHThl PeIKO MpeKpalain npueM aanarindao3uHa. TH HHGEKINY Yalle pa3BUBAINUCH
y xeHuwH (8,4% u 1,2% npu npumeHeHnn nanarnu@iao3uHa U mianedo, COOTBETCTBEHHO), a Y
MAIUEHTOB C TAKUMU MHPEKIIUIMU B aHAMHE3€ OHU YaIlle eIy INBUPOBAIIH.

B wuccnenoanun DECLARE konum4ecTBO MNanUMEHTOB € CEPhE3HBIMU HEXKEIaTEIbHBIMU
SBJICHUSIMH B BHJIC€ TEHUTAJIBHBIX WHOEKIUH ObUIO HEOONBIIMM W COATaHCUPOBAHHBIM: 1O 2
NalyeHTa B rpymIe AanaraudIio3nHa u rpyiime miamneoo.

B uccnenoanuu DAPA-HF He ObII0 MAIIMEHTOB € CEPbE3HBIMU HEXKEIATeIbHBIMH SIBICHUSIMH B
BUJIE TEHUTAIbHBIX HH(QEKIUH B rpynmne panariu@iao3uHa, B Tpymme Mianedo cepbe3Hoe
He)KellaTeJIbHOE SIBJICHUE 3aperucTpupoBaHo y 1 nmanuenTa. B rpynne ganarmudnosunay 7 (0,3%)
MAIMEHTOB OBUIM OTMEYEHBI HeXKeNaTelIbHbIC SBJICHMUS, PUBOAMBIINE K TPEKPALICHHUIO JICUCHUS
BBUJYy T€HUTAJIBHBIX MH(EKIMHA, 1 HU y OJTHOTO MalKeHTa B rpymnne rianedo. B uccnenoBanun
DELIVER y 1 (< 0,1%) nauueHTa B KaXIOW TpyMIE JIEYECHUS OTMEUEHO Cepbe3HOe
HEe)KeNlaTeJIbHOE SBJIEHUE B BUJIe TeHUTANbHBIX HHGekuuid. B rpynmne nanarnudnosunay 3 (0,1%)
MAIMEHTOB OTMEUCHBI HEXKEIIATEIbHBIE SIBJICHUS, TPUBOIMBIINIE K TPEKPAIICHHUIO JICYCHUS BBUIY
TeHUTABHBIX MHPEKIUH, a B TPYNIE IIaned0 NalieHTOB ¢ TAKUMHU SIBJICHUSMU He ObLIO.

B wuccnegoBanuu DAPA-CKD 6puio 3 (0,1%) mamnuenta ¢ cepbe3HBIMU HEXeNaTelbHbIMU
SBJICHUSIMU B BUJI€ TEHUTAJIbHBIX HH(EKIN B TpymIe Janariugao31uHa U HU OJJHOTO MalueHTa ¢
TaKUMHU SBJICHUSIMU B rpymme miane6o. B rpynme manarmudguosuna y 3 (0,1%) nammenTtos
OTMEUEHBI HEXKENATeNbHBIC SBJICHHS, MPUBOJIMBIIKE K TMPEKPAIICHUIO JICUCHUS U3-32
TEeHUTANBHBIX MH(EKIUH, a B TPyMNIe Iuianedo ManueHTOB ¢ TaKUMHU SIBICHUSIMHU He Obuio. O
Pa3BUTUU CEPBbE3HBIX HEXENAaTeNbHBIX SBICHUM B BUAE TEHUTAIbHBIX WHpEeKIuil u
HE)KENATEeNIbHBIX SIBICHUH B BUJEC TEHUTAIBHBIX WH(OEKIHHA, TPUBOJUBIINX K IMPEKPAIICHUIO
neuyeHus, y nauentoB 6e3 CJ1 2 Tuma He coo0mianocs.

Hexpomuzupyrowuii pacyuum npomesxcnocmu (canepera Pyprve)

CooOwraioch 0 MOCTPErHCTPAIIMOHHBIX CIIy4asX pa3BUTHUSI TaHrpeHbl DypHbE Yy MAIUEHTOB,
npunuMaromux uaruouropsl SGLT2, Brmouas nanarnmuduo3us (cM. pasnen 4.4).

B uccnenoanuu DECLARE y 17160 mauuenTos ¢ CJ 2 Tuna u MeInaHnoi poJ0JKUTETbHOCTH
Tepanuu 48 MecsIeB BCero OBUIO 3apernucTpupoBaHO 6 ciaydaeB ranrpeHbl DypHbE: OJUH B
rpynime, noxyvaBiiel anarnu@Iio3nH, U 5 B rpyrie mianedo.

T'unoenuxkemus

Yacrora pa3BUTHSA THIOTIMKEMHM 3aBHCENa OT Tuma 0a30BOWM Tepamuu, HCHOJIb3yeMOH B
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KIIMHUYCCKUX UCCICAO0OBAHHUAX Y MMATUCHTOB C C

B wuccnepoBanmsx panarnauguio3pHa B KadecTBE MOHOTEpANlMM, B KadecTBE J100aBICHUSA K
MeT(GOpMHUHY U B KaueCTBE 100aBICHUS K CUTArIMIITUHY (C METOPMHUHOM WK 0e3 MeT(hOopMHUHA)
MPOJIOJDKUTENBHOCTRIO 0 102 Hemenb yacToTa Ciy4daeB JIETKOW THIOTJIMKEMHH ObLTa CXOXKen
(<5%) B rpymmax nedeHus, BKJIo4as ruianebo. Bo Bcex uccnenoBaHUAX Ciydau TSKEION
THIOTJIMKEMHUH OBLTH OTMEYEHBI HEYacTO, U MX YacTOTa ObUIa COMOCTaBMMAa MEXIY TPYIIaMH
nmanariaudo3nHa U mianeoo.

B uccnenoBanusx ganarnuduio3nHa B KauecTBe 100aBIeHUS K Mpenapary cylb(pOHUIMOYEBUHBI
WM [IpernapaTy WHCYJIMHA OTMEUYeHa 0oJiee BhICOKask YacTOTa TUIIOTIIMKEMUH (CM. paszen 4.5.).

B wuccrnenoBanum no0aBineHus jganarauduiosuHa K rmMenupuay Ha 24 u 48 Hexene
HE3HAYUTENIbHBIC 3IU30/1bl THIOTIMKEMUH PETHCTPUPOBAIIKCH Yallle B TPyIe nanariudio3nna
10 mr u rmumenupuaa (6,0% u 7,9%, COOTBETCTBEHHO), YeM B IpyIIIe anedo u MnMenupuia
(2,1% u 2,1% cOOTBETCTBEHHO).

B uccnenoBanuu no6asneHus nanariau@Io3nHa K npenapaTaM WHCYJIMHA SITU30/1bI BRIPAKEHHOM
THIOTTIMKeMUH  Obutn  3apeructpupoBanbl y  0,5% wu  1,0% mDamueHToB, MOTyYaBIIUX
nanariaudio3un 10 Mr u npenapatsl uHCYJIUHA Ha 24 u 104 Henensx, cOOTBETCTBEHHO, U 'y 0,5%
MaIlMeHTOB, TOJYYaBIINX IJIane0o U mpenaparsl HHCyIuHa Ha 24 u 104 venensax. Ha 24 u 104
HEJIeJSIX He3HAYUTENbHbIC 3MTU301bI THIIOTIMKEMHUN OBLITH 3apETUCTPUPOBAHBI, COOTBETCTBEHHO, Y
40,3% u 53,1% mnanueHToB, nmoxy4aBmux Aanarauduo3uH 10 Mr v mpenapartsl HHCYJIMHA, U Y
34,0% u 41,6% nanueHToB, MOMTyYaBIINX IJIANe00 U MpenapaTbl HHCYJIMHA.

B  wccnemoBanuu  nmobGapinenuws  gamaraudiao3nHa K METGOpPMHHY M TIpernapary
CyJb(OHMUIMOYEBUHBI 710 24 Henenb He OBbLJIO 3apeTUCTPUPOBAHO HHU OJHOTO SMHU30]1a TKEIION
TUIOTTIMKEMHH. DMU30/1bI JIETKOH TUIIOTIIMKEMUN ObUIN 3aperucTpupoBansl y 12,8% manueHros,
nonydaBmux ganarauduosuH 10 Mr B coderaHun C MET(GOPMHHOM U TMpenaparamu
CyJIb()OHUIMOYEBHHBL, Uy 3,7% MalneHTOB, MOJyYaBIIMX 1J1a11e00 B COUETaHUU ¢ MET(POPMUHOM
U TIPOU3BOHBIMH CYJIb()OHUIMOYEBHUHBI.

B wuccnepoBanun DECLARE He 0TMEU€HO TOBBIIIEHHOTO pPHCKA Ppa3BUTHUS TSDKEIOU
TUINOTIMKEMHUH TIPH Tepanuu Aanariu@io3nHOM M0 cpaBHEHHIO ¢ rarebo. Ciydan TsHKenoi
TUIOTIMKEMHH 3apeructpupoBansbl y 58 (0,7%) manueHToB, HodyyaBUINX Aanarindao3us, uy 83
(1,0%) marueHTOB, MOMyYaBIINX T1AIe00.

B uccnenoBanun DAPA-HF cnydan Tspkenol rUNOTIMKeMHH 3apeructpupoBanbl y 4 (0,2%)
MaIlMeHTOB KaK B rpyIe ganariandio3nna, Tak u B rpymre miarne6o. B uccnenosanuun DELIVER
CIly4al TSDKEJIONM THUIOTJIMKeMuu 3apeructpupoBanbl y 6 (0,2%) mauueHToB B TpyImne
nanarnugiosuna u'y 7 (0,2%) manueHToB B rpymie miane6o. Cinyyan TSHKEIOH THIIOTITUKEMUH

HaOJII01aIMCh TOJBKO y nanueHToB ¢ C/] 2 tuma.
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NalyveHToB B rpynme gamarnugiosuHa 1y 28 (1,3%) maumeHToB B Tpymie Iuanedo u
HaOJII01aMCh TOJBKO y nanuenToB ¢ C/] 2 Tuma.

Cruoicenue OLIK

B oObeamHeHHBIX MaHHBIX MO Oe30macHOCTH 13 wWccneoBaHUN HEXeIaTelIbHbIC PEaKIHH,
ykasbiBatomue Ha cHmkenne OLK (Bkimtouast coobmienust 00 00€3B0KHUBAHIY, THIIOBOJIEMUN WITH
aprepuanbHOM rHUNoTreH3uu), ormedeHsl y 1,1% wu 0,7% mnamueHToB, NPUHUMABIINX
nanarnuduosun 10 Mr u muanedo, COOTBETCTBEHHO; CEPbE3HbIE HEXKeNaTEeNbHbIE pPEeaKInU
orMeueHbl y < 0,2% manueHToB, ¥ OHU OBbLIM CONOCTAaBUMBI B Tpymnmnax aanariuduosuna 10 mr u
tane6o (cM. pazaen 4.4).

B wuccnenoBanun DECLARE konuuecTBO MalMEeHTOB C SIBIEHUSMH, YKA3bIBAIOIIMMU Ha
camkenne OLIK, 6but0 cOanancupoBano Mexy rpynmnamu jgedenus: 213 (2,5%) u 207 (2,4%) B
rpynnax ganariaudguos3rHa U mianedo, cOOTBETCTBEHHO. Cepbe3Hble HeKeNnaTellbHbIE SBIICHUS
obun 3apeructpupoBansl y 81 (0,9%) u 70 (0,8%) marueHToB B rpymme ganaraudo3uHa U
1ane0o0, COOTBETCTBEHHO. SIBIIEHUS B 1IEJIOM ObUTH COATAHCUPOBAHBI MEXKAY TPYMIIAMH JICUCHUS
[0 BO3pPAaCTHBIM KaTEropusiM, NPUMEHEHUI0 AUYPETHKOB, apTePUAIIbHOMY JaBJICHUIO U
npumeHeHnto UHrHOUTOpoB AIID/BPA II Tnma 1. V mamuentoB ¢ mcxomgHoi pCKD < 60
mi/mun/1,73 M? B rpynme ganarnuduo3uHa oTMeueHo 19 ciiydae cephe3HBIX HesKelaTelbHbIX
SIBIICHUH, yKa3biBaromux Ha cHmkeHue OLK, u 13 — B rpynme miane6o.

B uccnenosanuu DAPA-HF sBnenwus, ykaspiatomue Ha camkenne OLK, 6putn otmedenst y 170
(7,2%) manuenTtoB B rpymnmne aamnarnuduosuHa u 153 (6,5%) B rpynne mane6o. B rpymme
nanarnuduosnHa Obpi0  MeHbIne manueHToB (23 [1,0%] manueHToB) ¢ Cepbe3HBIMU
HEXeJaTeJIbHBIMU SIBICHUSIMU B BHJIE CHUMIITOMOB, yKa3biBaromux Ha cHikenne OLK, mo
cpaBHeHMIO C¢ Tpymmoi tiane6o (38 [1,6%)] mamuenToB). Pesynbrarel ObUIM OJMHAKOBBIMU
HE3aBUCHUMO OT McXoaHoro Haymuus nuadera u ucxonnoi pCK®. B uccnenopanmu DELIVER
KOJIMYECTBO MAI[MEHTOB C CEPhE3HBIMU HEXKENATEIbHBIMHU SIBICHUSAMH B BHJIE€ CHUMITOMOB,
ykasbiBatomux Ha cHmkenue OLK, coctasmno 35 (1,1%) B rpynne nanarnudno3una u 31 (1,0%)
B TPYIIIE MJ1a1eoo.

B wuccnenoBanun DAPA-CKD konM4ecTBO MAaIllMEHTOB C SIBJICHHUSMH, YKa3bIBaIOIIMMHU Ha
camwkenne OLIK, cocraBmo 120 (5,6%) B rpynne manarnuduosuna u 84 (3,9%) B rpymme
mwiane6o. B rpynne manarmudiosura y 16 (0,7%) manneHTOB OTMEYEHBI CEphE3HbIC SBICHUS B
BUJIE CHMIITOMOB, yKkas3biBatomux Ha cHmkenue OLIK, u y 15 (0,7%) mamueHToB B rpyIie
wiane0o.

HHuabemuyeckuii kemoayuoos npu C/[ 2 muna

B uccnenosanuu DECLARE ¢ MenuaHoi mpoJOKUTENBHOCTH Tepanuu 48 MecsileB clydau
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nanarnudnosuaa 10 Mr u 12 manuenToB B rpymme 1uiane6o. [laHHbIE SBICHHS BO3HHKAIH
paBHOMEpHO B T€UCHHE NIEpUOa HccleaoBanus. B rpynne gamarmudio3nna u3 27 MaueHToB C
IUabeTUYECKUM KETOaIU1030M 22 Mody4yald COMYTCTBYIOUIYIO MHCYJIMHOTEPANUI0 HA MOMEHT
pasButus siBieHus. [Ipenpacnonararoniye K pa3BUTUIO JUaO0ETUYECKOTO KeToalua03a GakTopsbl
ObLTH OxumaeMbiMu JuTst monyJisiiuu ¢ CJ1 2 tumna (em. pazaen 4.4).

B uccnenoBanun DAPA-HF ciydyan auabetndyeckoro KeToaru103a OblUTH 3aperucTpupoBaHsbl y 3
nanueHToB ¢ CJ| 2 Tuna B rpynne ganariaugiao3nHa, B IpyMIe mianedo ciiydyaeB 11adeTHuecKoro
keroanuo3a He 0buto0. B uiccnenoBanuu DELIVER cnyuan nuabGeTndeckoro Ketoaru103a Obumm
3aperucTpupoBansl y 2 nanueHTos ¢ CJ 2 tuma B rpynmne aanariudio3uHa, a B Tpymnme miamnedo
CIIy4aeB MUa0eTHUECKOTO KeTOAIN 1033 HE OTMEYaIoCh.

B nccnenosannu DAPA-CKD ciiyyan 1raGeTHdecKoro KeToau103a He 3aperucTpupoBaHbl HU Y
OJIHOTO TAIlMEHTa B rpymme ganarindio3nHa, HO oTMedanuch y 2 marueHToB ¢ CJ[ 2 tuma B
rpymre mianeoo.

Unghexyuu mouesvisoosujux nymetl

B 00bennHEHHBIX MaHHBIX MO Oe3omacHOCTH 13 wmccnenoBaHuil MHGEKIIMH MOYEBBIBOISIINX
nyTel yaine ObUIM OTMEUYEHBI IPU MpUMEHEeHUU Aanariuduosuna 10 Mr, yem npu NpUMeHEHUU
wiane6o (4,7% mo cpaBHeHHIo c¢ 3,5%, COOTBETCTBEHHO; cM. pasznen 4.4). BombIIMHCTBO
uH(pekuii ObuTH c1abo WM YMEPEHHO BBIPAKEHHBIMH, HAYaJIbHBIA KypC CTaHIAPTHOUN Tepanuu
ObUT 3 eKTUBEH, B CBSI3M C YE€M MAIMEHTHI PEAKO MpeKpalail MPUMEHEHHE Janaringio3nHa.
DTy UHPEKIUY Yallle pa3BUBAIKCH Y KEHILMH, a Y TallHeHTOB C TAKUMHU UHPEKIUSIMHU B aHaMHE3e
OHH Yallle PeIHUIUBUPOBAIIH.

B uccnepoBanun DECLARE cepbe3nble ciayyan UWHQEKIMA MOYEBBIBOAALIMX ITyTEH
perucTpupoBaINCh MeHee yacTo A qanariaudiosuna 10 mr no cpaBHeHuto ¢ mianedo: 79 (0,9%)
aBieHud no cpasHenuio ¢ 109 (1,3%) siBIeHUsIMH, COOTBETCTBEHHO.

B wuccnenoBanun DAPA-HF cepbe3Hble HEXKeNaTeNbHBIE SIBICHHUS B BHAC WHOEKIHIA
MOUYEBBIBOIANIUX IyTel Obu oTMedeHbl y 14 (0,6%) manueHToB B rpyre qanaraudiao3naa u 17
(0,7%) mauuenTtoB B rpyiire miamnedo. B rpynne ganarnudiosuna u miamnedo 6suto mo 5 (0,2%)
MNAl[MEHTOB C HEXKEJNATeJbHBIMU SBJICHUSIMH, MPUBOJMUBIIUMHU K MPEKPAIEHUIO JeUeHUus
BCJICICTBUE pa3BUTUA HH(EKIUH MoueBbIBOAAIMX MyTel. B wuccmenoBanmun DELIVER
Cepbe3HbIC HEXKENaTeNbHbIC SBICHUS B BUE MH(DEKINI MOYEBBIBOISIINX IMyTEH ObUIN OTMEUYCHBI
y 41 (1,3%) nauuentos B rpymnmne ganariauduosuna u 37 (1,2%) nauuentos B rpymnmne miamnedo. B
rpynne panaraudnosuHa y 13 (0,4%) nanueHTOB OTMEUYEHBI HEKelaTelIbHbIE SIBJICHMUS,
MPUBOJUBIINE K TMPEKPAIICHUIO JICUCHUS BCICICTBUE PA3BUTHUS HHQEKIUN MOUYEBBIBOISIINX

nyTeii, a B rpynne mianebo —y 9 (0,3%) nanueHTos.
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MOYEBBIBOIANIMX ITyTeil oTMedeHsbl y 29 (1,3%) manuenToB B rpynme nanarnudiao3nHa u y 18
(0,8%) marmenToB B rpymre miane6o. B rpynmne manarmudiosura 6010 8 (0,4%) MaMeHToB C
HE)KENaTeNIbHBIMU  SBJICHUSMHU, MPUBOAMBIIMMU K TNPEKPAIICHUIO JICUeHUs U3-3a MHGEKUui
MoueBbIBOAIUX TyTer, U 3 (0,1%) mamuenTa B rpynmne ruiane6o. KomuecTBo nmanueHToB 0€3
CJl 2 tuma, y KOTOPBIX BO3HHKIH CEPhE3HBIC HEKENAaTeIbHbIC SBICHUS WM HEKETaTeIbHbIC
SIBJICHUS, TIPUBOJIMBIINE K MPEKPAIICHUIO JICUCHUs M3-3a MHQPEKIUHA MOUYEBBIBOISIINX ITyTEH,
OBLIO CXO0XHUM Mexay rpynnamu jedenus (6 [0,9%] mo cpaBuenuto ¢ 4 [0,6%] 11 cepbe3HbIX
HexkenarenbHbIX saBieHuid; 1 [0,1%] mo cpaBHeHuto ¢ 0 mig HeXenaTeNbHBIX SBJICHHMH,
MPUBOUBIINX K MIPEKPAICHUIO JICUCHUS ).

Tlosviuenue Konyenmpayuu KpeamuHuna

HexxenaTtenbHble peakiuu, CBsI3aHHbIE C MOBBIIIEHUEM KOHLEHTPALUM KpEeaTHMHHWHA, ObUIN
CrpyNIHUPOBaHbI (HapUMep, CHUYKEHUE MTOYEYHOT0 KIIMPEeHca KpeaTUHUHA, HapylleHue (pyHKIUn
MOYEK, TIOBBIIIICHHE KOHIICHTPAIIUN KpeaTHHIHA B KpoBH U cHibKeHUue CK®D). B 00beIMHEHHBIX
JAHHBIX 10 Oe30macHocTH 13 uccnenoBaHuii NaHHAs Tpymnna peakuuii 6pu1a otMeueHa y 3,2% u
1,8% marueHnToB, moiaydaBmux aanariaudao3ud 10 Mr u mane6o0, COOTBETCTBEHHO. Y MAllUEHTOB
C HOpMaJIbHON (GYHKIMEH MOYeK WM HapylleHHeM (QyHKIHUU MOYeK JIETKOW CTeneHH (MCXOTHO
pCK® > 60 mn/mun/1,73 m?) sTa rpynma peakiuii Obuta 3apeructpuposana y 1,3% u 0,8%
MAIMEHTOB, MOTyYaBIIUX qanariaudiao3uH 10 Mr u mane6o, COOTBETCTBEHHO. JTH PEaKIUH Yallle
OTMeYaluch y HalueHToB ¢ ucxopHoit pCK® > 30 u < 60 mn/mun/1,73 m? (18,5% B rpymme
nanariaudiosuna 10 mr no cpaBHenuto ¢ 9,3% B rpymnre miane6o).

JlomomHUTEbHAS OLIEHKA MAIIMEHTOB C HEXXENATeIbHBIMU SIBJICHHUSIMU, CBSI3aHHBIMU C (PYHKIIHEH
MOYeK, MOKa3aja, YTO y OONBIIMHCTBA ITUX MAIMEHTOB OTMEUEHO M3MEHEHHME KOHIIEHTpPALUU
KpeaTHHHMHA B CHIBOPOTKE Ha < 44 MKMOJIB/1 (< 0,5 MI/m1) OTHOCUTEIIBHO HCXOAHOTO 3HAYCHHUS.
[ToBbilIeHNE KOHIIEHTpALMM KPEeaTHHHWHA B IEJIOM ObUIO BpEMEHHBIM Ha (hOHE MPOAOIKEHUS
Tepanuu Wik 0OpaTUMBIM MOCIIE TMPEKPAIICHUS TePAITHH.

B uccnenoanuu DECLARE, BkIItO4aBIIEM MOXUIBIX MAIMEHTOB U MAILIUEHTOB C HAPYIICHUEM
dynximn novex (pCK® menee 60 mn/mun/1,73 m?), pCK® cHmkanach ¢ TeUeHHEM BPEMEHH B
obenx rpynmax JedeHus. Yepes 1 rom tepanmum cpemHee 3HaueHue pCKD B rpymme
nanariaugo3nHa ObIJI0O HEMHOTO HUXKE, a 4epes3 4 rojia Tepanuu — HEMHOTO BBIIIE 110 CPAaBHEHUIO
C TpyMIoH mamneoo.

B uccnegoBanun DAPA-HF, a takxe B uccienosanuu DELIVER pCK® camxanacek ¢ Te4eHUEM
BpEMEHH KaK B rpymme ganaraudiiosnHa, Tak u B rpymnmne miane6o. B uccneqopanuun DAPA-HF
HayagbHOE CHIKeHHe cpenHero sHadenus pCK® cocraBuno -4,3 mn/mun/1,73 M> B rpymnme

nanarnudosuna u -1,1 m/mun/1,73 M? B rpymne miane6o. Uepes 20 mecsnes usmenenne pCKD
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OTHOCHUTEIIFHO MCXOTHOTO 3HAYCHUS OBLIO CXOIKHM B rwﬂh;r;(l Srekteritst: E—E'B'T\'&%)‘ML%H}?‘}I M B

rpynne ganarnuduosuna u -4,5 mia/mun/1,73 M? B rpynne mnane6o. B uccnenopanuun DELIVER
cHmxeHue cpenHero 3HaueHns pCK® uepes 1 mecsan cocrasumo -3,7 min/mun/1,73 m? B rpymme
nanarnudmosuna u -0,4 mn/mMun/1,73 M? B rpynme mnare6o. Yepes 24 mecsna usmeserne pCK®
OTHOCHTETFHO MCXOJHOTO 3HAUEHMs OBUIO CXOKUM B Ipymmax Jedenus: -4,2 miu/mun/1,73 m* B
rpynie ganarauduosuna u -3,2 ma/mun/1,73 M? B rpynmne miane6o.

B wuccnenoBanun DAPA-CKD pCK® cHuxanace ¢ TEYEHHMEM BPEMEHHM Kak B TpyIIe
nanariugIio3nHa, Tak ¥ B rpymnmne 1iarne6o. Havansnoe (Ha 14 nenp) cHmwkenue cpeareit pCK®
cocrauno -4,0 mn/mun/1,73 M? B rpynme manarmudmnosusa u -0,8 min/mun/1,73 M? B rpymme
tane6o. Yepes 28 mecsieB nsmeHeHne pCK® OTHOCUTENBHO MCXOIHOTO 3HAYCHUS COCTaBUIIO

- 7,4 Mn/Mun/1,73 M? B rpynme ganarnaudnosusa u -8,6 ma/mun/1,73 M? B rpymme miane6o.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mIaTh 0 mo103peBacMbIX HEXKEIATEIbHBIX PEAKIUAX MTOCIIe PErHCTPaIiy Mpernapara ¢
[ENbI0  O0ECIeUeHus] HEMPEepPHIBHOIO MOHUTOPWUHTA COOTHOIIEHHUS «IOJb3a — PUCK»
JIEKapCTBEHHOTO TIpenapara. MeIuIMHCKUM paOOTHUKAM PEKOMEHIYETCSl COOOIIaTh O JIFOOBIX
MI0JI03PEBACMBIX HEKEIATENbHBIX PEaKIUAX JEKapCTBEHHOTO Iperapara depe3 HaIl[MOHAIbHBIC
CHCTEMBI COOOIICHHMS O HEXeNaTeNbHBIX peakIHsIX TOCYAapcTB — wWiIeHOB EBpa3zuiickoro

9KOHOMHUYCCKOIo COro3a.

Poccuiickag ®enepanus

109012, r. Mocksa, CraBsiHCKasl miiomaib, 1. 4, ctp. 1

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Ten.: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru

PecniyOonuka ApMmeHus

0051, r. Epesan, nip. Komuraca, 49/5

AO3T «Hay4Hblil HEHTp SKCIEPTU3BI JIEKAPCTB U MEIMUIIMHCKUX TEXHOJIOTUA MM. aKaJeMHUKa
3. TabpuensHa»

Ten. otaena MOHUTOpPHHTA 0€30MTACHOCTHU JIEKAPCTBEHHBIX CPEJICTB:

(+374 10) 200505, (+374 96) 220505

DnekTpoHHas rmoyrta: vigilance@pharm.am

admin@pharm.am
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Caiit: https://www.pharm.am

Pecny6nuka Benapyces

220037, r. Munck, ToBapunieckuii niep., 2a
VII «llenTp 3KcnepTU3 U UCHBITAHUN B 3JPaBOOXPAHEHU)
Ten. otaena papmakonamzopa: +375 (17) 242 00 29;
®axc: +375 (17) 242 00 29
DnekTpoHHas mouta: repl@rceth.by
rceth@rceth.by
Caiit: http://www.rceth.by

Pecny6auka Kazaxcran

010000, r. Acrana, yn. A. Umanosa, 1.13

PI'TI na ITXB «HauuoHaJbHBINA LUEHTP SKCHEPTHU3BI JICKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
u3nenuity Komwurera MeaMuMHCKOrO W (apMaleBTUYECKOro KOHTpoJis MuHHCTEpCTBa
3npaBooxpaneHust Pecnyomuku Kazaxcran

Tenedon: 8 (7172) 235 135

On. moura: pdlc@dari.kz

Caiit: http://www.ndda.kz

4.9. [lepeno3upoBka

CumMnOTOMBI

Hanarnugno3un 6e30maceH M XOPOIIO TEPEHOCHJICS 3JI0POBBIMH  JOOpPOBOJIBLIAMHU  IIPH
OJTHOKpaTHOM mpueMe B no3ax 1o 500 mr (B 50 pa3 Beiie pekoMeHAyeMou M03bl). [ roko3a
orpezensiaach B Moue ocJje mprema npenapara (Kak MUHUMYM, B Te€U€HUE 5 JHEH mocie npuema
10361 500 MT), TP 3TOM HE BBISIBJICHBI CIydan OOE3BOKMBAHHS, apTepUAIbLHON THIIOTCH3MH,
AIIEKTPOJIUTHOTO aucOanaHca, KIMHUYECKH 3HauuMmoro BiusiHus Ha uHTepBan QTc. Yacrora
pa3BUTHUS TUIOTIUKEMHM ObUIa CXOXEH ¢ 4yacTOTOW mpu mpueMe rmianedo. B kimHu4eckux
HCCJIEIOBAHMSIX Y 370POBBIX 100pOBOJbIEB U NarueHToB ¢ C/] 2 Tumna, npuHUMaBIIUX Mpenapar
OJIMH pa3 B CyTKU B g03ax A0 100 mr (B 10 pa3 BhIlle MaKCUMaJIBHOW PEKOMEHIyeMOM J103b1) B
TeYeHHE 2 Helelb, YacTOTa Pa3BUTHUS TUIIOTTUKEMUU Obllla HEMHOTO BBIIIE, YeM TPHU TpHUEMe
mrane0o, ¥ HE 3aBHcCeNa OT J03bl. YacToTa pa3BUTHS HEKENATEIbHBIX SIBICHUH, BKIIIOYast
00€3BOKMBAHNE WIIH apTepUATIBLHYIO TUIIOTEH3HIO, OblJIa CXO0KEH ¢ 4acTOTOW B TpymIe IJamedo,
IpPU 3TOM HE BBISBJICHO KJIMHUYECKH 3HAYUMBIX, J0303aBHUCHUMBIX W3MEHEHUH 1a00paTOpHBIX

nokasareseil, BKI04as CBIBOPOTOYHYIO KOHIIEHTPAIUIO 3JIEKTPOJIMTOB U OMOMapKepoB (QYHKIIMU
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ITOYCK.

Jleuenue
B cnyuae mepeno3mpoBKH HEOOXOIMMO MPOBOIUTH TOJICPKUBAIONIYIO TEPAIHIo, YYUTHIBas

COCTOSIHHE MaIreHTa. BeiBegeHue manarnudio3nHa ¢ TOMOIIBIO TeMOIMaIN3a He U3y4anoch.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakosoruyeckue CBOMCTBa

dapmakoTepaneBTHUECKass TIpyMNna: TUIOITIUKEMHUYECKOEe CPEICTBO  JUIsl  MEepOpabHOrO
IPUMEHEHUS — UHTHOUTOPBI HAaTPUH3aBUCUMOI0 IIEPEHOCUNKA TIFOKO3bI 2 TUIIA.

Kon ATX: A10BKO1

Mexannsm neiicTBus

Hanarmudmo3na — MomHbed (koHcTanta wuHruOupoBanus (Ki) 0,55 HM), cenekTuBHBIA H
obpatumerit uarHONTOP SGLT2.

WNurubuposanne SGLT2 nanarnu@ao3MHOM BbI3BIBACT CHIDKEHHE PeadCOpOIMH TIIOKO3BI M3
KITyOoukoBOTO (DUIBTpaTa B TPOKCUMAJBHBIX IMOYEUHBIX KaHAJIbI[AX C COMYTCTBYIOIIUM
CHI)KEHHEM peaOcopOIuK HaTPpUsl, MPUBOAS K BBIBEICHUIO TIFOKO3bI TOYKAMHU U OCMOTUYECKOMY
muype3y. Takum oOpasoM ganaraudio3UH YBEIMYMBAET JOCTAaBKY HATpHsl K JUCTAIbHBIM
KaHaJbllaM, 4YTO YCWIMBAET KaHAIBIIEBO-KIyOOUKOBYIO OOpaTHYIO CBsI3b H  CHHXKAeT
BHYTPUKIyOOYKOBOE JaBICHHE. JDTO B COYETAHUU C OCMOTHYECKUM IHUYPE30M MPHUBOIUT K
YMEHBILIECHUIO TEepPerpy3ku OO0BEMOM, CHUKEHHIO apTePUAIIbHOTO NAaBJICHHUS M yMEHbILIECHUIO
npeIHarpy3ku M TMOCTHarpy3Kd, 4YTO MOXXET OKa3blBaTh OJAarompusTHOE BIUSHUE Ha
peMoIeTupoBaHUE Cep/lla U AUACTONMUYECKYIO (DYHKIUIO, a TAKIKE COXPAHITH (DYHKIIUIO MTOYECK.
B ximnanuecknx umccinegoBanuax DAPA-HF, DELIVER u DAPA-CKD Obl10 IOKa3aHO, YTO
OJlaronpusATHOE BIUSHUE Aanariu@Iio3nHa Ha CepJile U MOYKH 3aBUCUT HE TOJIBKO OT CHHKEHUS
KOHIICHTpAIIUHU TJIIOKO3BI B KPOBU M HaOIoaeTcs He ToJbko y marueHToB ¢ CJI 2 tuma. [Ipyrue
3¢ (eKTHI BKIIOYAIOT MOBHIIICHUE TeMAaTOKPUTA U CHUKCHHE MACCHI TEJA.

Janarnugo3uH CHIKAeT KOHIIEHTPALUIO TIIOKO3bI IJIa3Mbl KPOBU HATOIIAK M TOCTE MpHeMa
UM 33 CYET YMEHBIICHHUS peadbcopOLuy TIIIOKO3bl B MOYEYHBIX KaHalbIaX, CIOCOOCTBYS
BBIBEJICHUIO TJIFOKO3bI TOYKaMU. BeiBeieHIE TITFOKO36I (TIIFOKO3ypruiecKuid 3 dekT) HabmomaeTcs
yKe MOCJIe MprueMa IepBoi 036l Mpenapara, COXpaHIeTCs B TeUSHUE MOCIEAYIOMUX 24 4acoB U
MPOJIOIHKAETCS HA MPOTSKEHUU Beel Tepanuu. KoamdecTBO IIIFOKO3bI, BBIBOJAMMON MOYKaMU 32
CYET ATOTO MEXaHW3Ma, 3aBUCHUT OT KOHIICHTPAIIUHU TJII0K03bI B KpoBH U 0T CK®. Takum 06pazom,
y TMalMeHTOB C HOPMaJIbHOM KOHIIEHTpalMel TIJIIOKO3bl B KPOBM Ha (OHE MPUMEHEHHUS
nanariaugIo3uHa OTMEYAeTCs HU3Kasi CKIIOHHOCTh K Pa3BUTHIO TUNIOTIUKeMuu. [lanarnudno3ux

HE HapylIaeT HOPMAJIbHYIO NPOAYKIMIO DHIAOTCHHOM TJIFOKO3bl B OTBET HA THUIOTJIUKEMUIO.
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eficTBre mamaraudao3uHa He 3aBUCUT OT CEKPYIIUHT I/IHC'%IIPII:H.H et BrTet Broe T i c';'fj'lthy
p

B kiIMHUMYEeCKMX HCCleAOBaHMIX anariaudio3nHa OTMEYaloch YiydlleHHe (QyHKUuUM Oerta-
kieTok (Tect HOMA, homeostasis model assessment).

SGLT2 cenekTuBHO 3KCIIpeccupyeTcs B moukax. Jlanarnudio3nH He OKa3bIBaeT BO3CHCTBHS Ha
JIpyrue MEePEeHOCUYUKH TIIIOKO3bl, OCYIIECTBISIONINE TPAHCIOPT TIOKO3bI K MepuepuyecKuM
TKaHsAM, 1 posiBiisieT 6onee ueM B 1400 pa3 6onbiryto cenektuBHocTh K SGLT2, yem k SGLTI,
OCHOBHOMY TPaHCHOPTEPY B KUIICYHHUKE, OTBEYAIONIEMY 32 BCACHIBAHUE TTIIOKO3bI.

dapmakognaamuyeckue dPpPeKTnl

[Tocne mpuema mamarimguio3nHa 370pOBBIMH A0OpoBoJibllaMKu | manueHTamMu ¢ CJ[ 2 tuma
HaOJI0aJI0Ch  yBEIMYEHUE KOJMYECTBA BBIBOJAMMONM IOYKaMu TIOKO3bl. [lpu mpueme
nanarnugiaosuHa B go3e 10 mr/cytku B Teuenue 12 Henens nanuentamu ¢ CJl 2 Tuna npuMepHO
70 T TIFOKO3BI B CYTKH BBIIEIISIIOCH TOYKAMH (UTO COOTBETCTBYET 280 KKain/CyTKu). Y MalueHTOB
¢ CJI 2 tuna, mpuHuMaBmMX AanarauduosudH B go3e 10 Mr/CyTku AIuTensHO (0 2 JIeT),
BBIBE/ICHHE TJIIOKO3bI TOJEPKUBAIOCh HA MIPOTSHKEHNUN BCErO Kypca TEpaIny.

BoiBeieHue TUIOKO3bI TOYKAaMH MNpPU TNPUMEHEHUHM Janariudo3nHa Takke IMPUBOIUT K
OCMOTHYECKOMY JINYPe3y U YBEIWUYEHUIO 00beMa Moun y narueHToB ¢ C/] 2 tuma. YBenuueHue
o6bema moum y marueHToB ¢ CJ/[ 2 tTuna, mpuHuMaBmux nanariudiao3ud B go3e 10 mr/cyTkw,
COXPaHSJIOCH B TeUeHUe 12 Helenb M COCTABISUIO MPUMEpHO 375 MiI/CyTKU. Y BenuueHue oobema
MOYH CONPOBOXKIAIOCH HEOONBIIUM W TPAH3UTOPHBIM TIOBBIIICHHEM BBIBEICHUS HATPUS
MOYKAMHU, YTO HE MPUBOAUIIO K U3MEHEHHIO KOHIIEHTPALIMK HATPUSI B CHIBOPOTKE KPOBH.

Kpome Toro, ormMewanoch KparkoBpeMeHHOe (B TeueHHWe 3—7 NHEW) yBEeIWYCHHE SKCKPEIHUU
MOYEBOM KHUCJIOTBI C MOYOH, COIPOBOXKIABILIECECS YCTOMYMBBIM CHUXCHUEM KOHILICHTPALUU
MOUYEBOM KHCIIOTBI B CBIBOPOTKE KpoBH. Uepe3 24 Henenum CHUKEHHE KOHLEHTPalUUd MOYEBOMH
KHCJIOTHI B CBIBOPOTKE BapbupoBasio oT —48,3 1o —18,3 mxmouns/i (ot —0,87 mo —0,33 mMr/mn).
Knunnueckast 3 pexkTUBHOCTL U 6€30MaCHOCTh

CJ1 2 tuma

yHy‘IH_IGHI/IG KOHTPOJIA TJIMKECMHUHU U CHHUIKXCHUC 3a00/1€BAEMOCTH U CMCPTHOCTH 1O NPHUHYUHC

CEpJICYHO-COCYAUCTOM MAaTOJIOTUU U OCIOKHEHHUI CO CTOPOHBI MOYEK SBIIAIOTCS HEOThEMIIEMON
yacteto jgeuenus CJI 2 tuma.

Jns oneHku 3((PEeKTHBHOCTH KOHTPOJS TIUKeMHH M OezomacHocTu mpenapara @opeura ObLIO
NpOBEACHO 14 ABOMHBIX CJENBIX PAaHIOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX KIMHHUYECKUX
uccnenoBanuii ¢ yuactueM 7056 B3pocnbix nanueHToB ¢ CJ1 2 tuna, B KoTopbix 4737 nanueHToB
noydaym  ganaraudiao3uH. 12 uccneqoBaHWUW  MIpPEAyCMATpPUBAK  MEPUOA  JICUCHUS
MPOJIOJKUTENBHOCTRIO 24 Heenu, 8§ ucclie0BaHUN — JOTOIHUTENbHBIN epUO JOATOCPOUHOTO

nedenuss oT 24 no 80 Hemens (0OIIast MPOMOJDKUTENBHOCTH HccienoBanuii no 104 Hemens),
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1 uccnenoBanue MperycMaTPUBAIO TIEPHOJT JICHEHUS nﬂﬁgb&%ﬁ%&“&&%%h%ﬁh ':'1; :'eme

1 uccnenoBanue — MEPUOJ JICUEHUS MPOJOHKUTENBHOCTBIO 52 HEAECNHU C JIOMOJIHUTEIIbHBIMU
NEepuoJIaMH  JIOJATOCPOYHOTO JICYEHUS MPOJOKUTENbHOCTRI0O 52 w104 Henenu  (oOrmmas
MIPOJIOJDKUTENBHOCTE HccnenoBanus — 208 nenensp). Cpennss npoaomkuTenbHocTh CJI 2 Tuma y
naueHToB BapbupoBaia ot 1,4 10 16,9 net. YV 50% nanueHToB ObUI0 HapyIIeHHE PYHKIMH TOYEK
JIETKOM cTeneHu TsokecTd, y 11% manueHToB — HapylieHne QyHKIMU MOYEK CpeJHEeH CTeneHH
TsoKecTH. 51% manueHToB ObUTH MYXCKOTO Tona, 84% mpuHaie)kald K eBpOIeouHON pace,
8% — K MOHroJIoufiHOM pace, 4% — K HErpouaHou pace, a 4% — K JpyruM pacoBbIM Ipymnmnam. Y
81% mnauuentoB 3HayeHue unaekca maccol Tena (MMT) cocraBuno >27. Kpome Toro, ObL1o
MPOBEJICHO JIBa TUIANE00-KOHTPOIUPYEMBIX HCCIIECIOBAHUS MPOIOKUTEILHOCTRIO 12 HeAenb y
narueHToB ¢ C/] 2 Tuna ¢ HeaJieKBaTHBIM KOHTPOJIEM IMIMKEMHUH U apTepUATbHON TUIIEPTCH3UH.

Jns onenku 3ddexra mamarnudao3uHa B 103e¢ 10 M Mo CpaBHEHHIO ¢ Miane00 B OTHOIICHHH
CEpJICYHO-COCYIUCThIX W TOUYEYHBIX MCXOJIOB OBUIO MPOBEICHO HCCIIEIOBaHUE CEPACYHO-
cocyauctbix ucxonos DECLARE, B kotopom npussiin yuactue 17160 nauuentos ¢ CJ1 2 tuna ¢

JMarHOCTUPOBAHHBIM CEPICUHO-COCYIMCTHIM 3a00JIeBaHEM WM Oe3 HEro.

Koumpone enuxemuu

Monomepanus

Jnst oneHku OezomacHocTH U 3G (GeKTUBHOCTH mpenapara dopcura B KaueCTBE MOHOTEPAIUU Yy
MAaIMEeHTOB ¢ HealeKBaTHBIM KoHTpoJieM CJI 2 Tuma ObuIo MPOBEACHO IBOMHOE CIIETOe Iiaedo-
KOHTPOJIUPYEMOE  HUCCIIEIOBaHUE MPOAODKUTENBHOCTRIO 24 Hemenu  (C AOMOJIHUTEIbHBIM
nepuonoMm JeueHust). Ilpm mnpueme nanarmudnosmna 1 pa3 B CyTKH OBUIO OTMEYEHO
craructruecku 3HaunMoe (p < 0,0001) ymeHblIeHHE YPOBHS TINIMKHPOBAHHOI'O TI'€MOTJIO0MHA
(HbAlc) mo cpaBHEeHHIO ¢ TpHeMOM Tu1aie0o (Tadauna 2).

B nomomHuTensHOM mepuone JieueHus cHUxkeHue ypoBHs HbAlc coxpassuiock BIUIOTH 0
102 Henenu (CKOPPEKTUPOBAHHOE CpeAHEEe HW3MEHEHHE OTHOCHUTENIBHO HCXOAHOTO YPOBHS:

—0,61% u —0,17% nnsa ganarnuduosuna 10 Mr u 1ane6o, COOTBETCTBEHHO).

Ta6auua 2. Pesyabrarhl, mnoaydennbie 4epes 24 megesm (LOCF') B  miaune6o-

KOHTPOJJIMPYEMOM HCCJICI0BAHUU IIPUMCHCHUSA )131'[31".]114(]).]'[031/[1-[3 B Ka4e€CTBC¢ MOHOTECpaANIUHA

MonoTepanus

Janaraudiio3un 10 mr Inanedo

N2 70 75
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HbAlc (%) (MOCAEQOBATENBHOCTE 0002)
HcxonHblii ypoBeHb (cpeHee) 8,01 7,79
13MeHeHne OTHOCUTENIBLHO HCXOJHOTO YPOBHS’ -0,89 —-0,23
Pa3HOCTh OTHOCHTEIBHO TUIAIe60° -0,66*

(95% AN) (0,96, -0,36)

% ManueHTOB, JOCTUIIIHX YPOBHS

HbAlc <7%

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

Macca Tena (Kr)

Mcxonnblil ypoBeHb (CpeHee) 94,13 88,77
3MeHeHne OTHOCUTENIBLHO UCXOJHOTO YPOBHS’ -3,16 2,19
Pa3HOCTh OTHOCHTEIBHO TUIAIe60° —0,97

(95% JAN) (2,20, 0,25)

llpumeuanue:
' LOCEF: MEePEHOC TAaHHBIX MTOCJIETHETO (10 MPUMEHEHHUS HEOTIIOKHOU TepaIuu JIJIs TallueHTOB,
y KOTOPBIX OHA MPUMEHSIACh) HAOIIOICHUS BIIEPE/T.

Bce panpoMusupoBaHHBIE NaIlMEHTHI, MOJYYMBIIME HE MeHee | J03bl HCCIEAyeMOro
mpenapara B IBOWHOM CJICTIOM PEXUME B KPAaTKOCPOYHOM JIBOMHOM CJICTIOM TTEPHOJIE.
CpenHee 3Hau€HHE, PACCUNTAHHOE METOJIOM HAaWMEHBIIIUX KBAJPaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIbHO UCXOJTHOTO YPOBHS.

p <0,0001 mist paznuaus ¢ mianeoo.

BBI/II[y BBITIOJIHCHUSA ITOCJIICA0BATCIBHOI'O CTATUCTUYCCKOI'0 aHaJIM3a BTOPUYHBIX KOHCYHBIX

TOYCK OLICHKY CTAaTHUCTUYECKON 3HAYNMOCTH HE IIPOBOAUIIN.

KOM6MHMDO€CZHHCZ}1 mepanu:

B uccnenoBanuu He MeHbIIeH 3(HEKTUBHOCTH C aKTUBHBIM KOHTPOJIEM MPOAOTKUTEIHHOCTHIO
52 Hegenwu (C TOMOJHUTEILHBIMU TIEPUOAMU JICYCHUS MPOAOHKUTEIBHOCTRIO 52 1 104 Henenn)
MPOBOAMIIN OlIEHKY npenapata dopcura B kayecTBe 100aBICHUS K Tepanmuu MeTGOPMUHOM IO
CPaBHCHHMIO C TIPOM3BOAHBIM CYIb()OHHIMOYEBHHBI (TIUMHU3KA) B KadyecTBE JOOABICHHS K
Tepanuu MeTQOPMHUHOM y MAUEHTOB C HeaJleKBaTHbIM KoHTposeM riaukemun (HbAlc > 6,5% u
< 10%). 1o pe3ynbTaram nccienoBaHUs ObLIO MOKAa3aHO CXOJHOE CPEHEE YMEHBIICHUE YPOBHS
HbAlc OTHOCHTENBHO MCXOIHOTO YPOBHS BIUIOTH OO 52 HENENM MO CPaBHEHMIO C Tepamuen

TIUIU3UA0M, YTO CBUACTCILCTBYCT O HC MEHBIIIeH 3(1)(1)6KTI/IBHOCTI/I TCpannunu ,Z[aHaI‘JII/I(bJIOBI/IHOM
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(tabmnua 3). Uepes 104 Hemelu CKOPPEKTHPHBAHHOE [Hpénmee! wsKickettie | Yhdsus " HHA 1c

OTHOCUTEIILHO HMCXOAHOTO ypoBHs coctaBmwio —0,32% mnsa manarmudnosuwaa u —0,14% mns
rmunu3uaa. Yepes 208 Hepenb CKOPPEKTHPOBAHHOE cpenHee u3MeHeHHe ypoBHS HbAlc
OTHOCHUTEIIbHO HMCXOMHOTO YypoBHs cocTtaBuio —0,10% s mamarmudiosuna u 0,20% ans
rmunusuaa. Yepes 52, 104 u 208 Hepenb CTaTUCTUYECKH 3HAYMMO MEHbINas J0Jisl MalMeHTOB B
rpynne panarnuduosuna (3,5%, 4,3% u 5,0%, COOTBETCTBEHHO), MEepeHeca o KpailHel mepe
OJIMH 3MH30]] TUMOTJIMKEMUHU MO CpaBHEHMIO ¢ rpymnmnod riunuzuga (40,8%, 47,0% u 50,0%,
COOTBETCTBEHHO). oI marmeHToB, OCTaBIIUXCS B ucciaeaoBaHuu uepe3 104 u 208 Hepens,

cocraBuia 56,2% u 39,7% B rpynne nanarnudnosuna, u 50,0% u 34,6% B rpyrmnme riunu3ua.

Ta6auma 3. Pesyabrarbl, mojaydennbie 4epes 52 wemesm (LOCF!) B cpaBHUTEIbHOM
HCCIEI0BAHMN € AKTHBHBIM KOHTPOJIEM IO OLIeHKe A00aBjeHusl AanarjiudJosuHa u

IJIMIU3K/IA K Tepanum ¢ MeTGopMHUHOM

IToka3aTeinb JanaraudJio3un B I'nunu3ug B

nobaBJyieHHE K nodaBJieHHE K
MeT(hPOPMHUHY MeT(OPMUHY

N2 400 401

HbA1lc (%)

VcxomHbBIN ypOBEHD (CpeaHee) 7,69 7,74

I13MeHeHe OTHOCHTENHFHO HCXOTHOTO YPOBHS' -0,52 —-0,52

Pa3HOCTh OTHOCUTEIBHO TEPANIUU TJIUITU3UIOM 0,00*

B COUETAHHMH C MET(OPMUHOM’

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

Macca Tena (Kr)

VcxonHbli ypoBeHS (cpeaHee) 88,44 87,60
l13MeHeHe OTHOCHTENHFHO HCXOTHOTO YPOBHS -3,22 1,44
Pa3HOCTh OTHOCHUTENBHO TEPANUU TIIMIU3UA0OM —4,65°

B COUETAHHMH C MET(OPMUHOM’

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

llpumeuanue:

! LOCF: nepeHoc JaHHBIX TI0CJIEHEr0 HAOTIOAEH S BIEPE]I.

2 PannomusupoBaHHbIE M TOJYYaBIIME JICUCHHE MALMEHTBl C MCXOJHOW OLIEHKOM M Kak
MHUHHUMYM OIHOU OIeHKON 3(h(PEKTUBHOCTHU MOCIIE UCXOAHOTO YPOBHSI.

Cpennee 3HaueHHUE, paCCUNTAHHOE METOJOM HAaUMEHBIIMX KBaJIPaTOB, CKOPPEKTUPOBAHHOE
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(NOCNEQCBATENEHOCTE 0002)

OTHOCHUTEJIBHO UCXOOAHOT'O YPOBHA.

He menbpmas 3((eKTHBHOCTP MO CpPaBHEHUIO C Tepamnuedl TIUMH3HIOM B COYETAaHUU C
MET(GOPMUHOM.

S p<0,0001.

[Ipumenenne nanarnudao3MHa B KadecTBe J00aBIeHUS K Tepanud MeT(HOPMUHOM,
TIIUMETIUPUAOM, MET(GOPMHUHOM U TPOU3BOIHBIM CYJIb(OHUIMOUYEBUHBI, CHUTATJIUIITHHOM
(c meTrdpopMuHOM WM O€3 HEr0) WJIM TMpenapaToM HWHCYJIMHA TPHUBEIO K CTATUCTUYECKU
3HAYUMOMY YMeHbIIIeHuI0 ypoBHs HbAlc yepe3 24 Henenu 1mo CpaBHEHHUIO ¢ IPHUEMOM IuIaredo
(p <0,0001; Tabmuuet 4, 5 u 6).

Ywmenbmienne ypoBHs HbA lc, Habmtogaemoe uepes 24 HeienH, HOCUIIO YCTOHYMBBINA XapakTep B
WCCJICIOBaHMUAX J00aBiIeHus manaraudiao3nHa (K IITUMENUPUAY WIM TpernapaTy WHCYJIHHA)
COTJIACHO JTaHHBIM, TIOJYYCHHBIM BIUIOTh A0 48 Hemenb Tepanuu (rmmMmenupua) u 104 Hemensb
Tepanuu (mpenapar uMHCynMHA). Yepe3 48 Helenb NMpUMEHEHHs Aanariuguio3nHa B KauyecTBe
no0aBJIeHUs] K Tepanuy CUTArTUNTHHOM (¢ METGOPMHUHOM WK 0€3 HEro) CKOPPEeKTHPOBAHHOE
cpelHee M3MEHEHUE OTHOCHUTEIbHO HMCXOJHOTO YpOBHA Ui nanariudio3uHa B no3e 10 mr u
miarne6o cocraBmwio —0,30% u 0,38%, coorBercTBeHHO. B mMccnenoBanuu nanariugio3nHa B
KadyecTBe N00aBJIECHUsI K Tepanuu MeT(OpMHHOM yMeHblleHue ypoBHs HbAlc coxpassioch
BILIOTH 70 102 Hemenu (CKOPPEKTHPOBAHHOE CPEAHEE M3MEHEHUE OTHOCUTEIIBHO HCXOJHOTO
ypoBHs: —0,78% u 0,02% nns nanarnudnosuna 10 mr u miane0o, cooTBEeTCTBEHHO). Uepes
104 Henenu uccienoBaHUs Aanariu@iio3vHa B KayecTBEe J00aBICHHS K Tepamuu Mpernaparom
WHCYNWHA (B KOMOMHAIIMK C JOMOJHUTEIbHBIMU THUIOTIMKEMHYECKUMH TIperapaTtaMu Wik 0e3
HUX) CKOPPEKTHPOBAHHOE CpelHee yMeHblIeHHe ypoBHS HbAIcC OTHOCHTENBHO HCXOIHOTO
ypoBHs coctaBuino —0,71 % u —0,06 % mns qanarnuduiosuaa 10 Mr u miane6o, COOTBETCTBEHHO.
Yepes 48 u 104 Hepenu y manreHTOB, TOMyYaBIIMX Janariudao3uH B o3¢ 10 Mmr, 103a mpenapara
MHCYJIMHA OCTABAIACh CTAOUIHLHOM MO0 CPAaBHEHMIO C UICXOIHBIM YPOBHEM H B CPEIHEM COCTABIIsIIA
76 EJl/cytku. B rpynme, monyuaBiieil miamne0o, HaOTIOZAOCh CpeIHEee YBEIMUYEHUE 03B
npenapara uHcynuHa Ha 10,5 EJl/cytkn u 18,3 EJI/CyTKM OTHOCHTENBHO HCXOTHOTO YPOBHS
(cpenusst mo3a: 84 EJl/cytku u 92 EJl/cyTkn) depe3 48 u 104 nenenu, coorBeTcTBeHHO. [los
NAIMEHTOB, OCTaBUIMXCA B uccienoBaHun uepe3 104 menenu, cocraBuna 72,4% B rpymnme,

nonyyasieil nanarmuduosun 10 mr, u 54,8% B rpymie, noxyyasiiei mianeoo.
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Taoauna 4. Pe3yabrarhl mianed0-KOHTPOJI pyeMbll Q&H%IEEFJ£%EH&%;$J}PI -"a B

KavyecTBe 100aBJIeHUs] K Tepanuu MeT(pOPMHHOM WM CHTATJMITHHOM (€ MeTGOPMHHOM

um 0e3 Hero) nNpoao LKUTebHOCTHI0 24 Henenn (LOCF?)

KomOunupoBanHasi tepanus (1o00aBJjieHue)
Metgopmun’ Unruéutop JMI-4 (curaraunTun’) +
meTdopmun’
Hanaraudaosun (Ilnanedo| Jdamaramduiosun 10 mr Inanedo
10 mr
N4 135 137 223 224
HbAlc (%)
M cxoaHbIil ypOBEHB 7,92 8,11 7,90 7,97
(cpennee)
M3meHenue —0,84 0,30 —0,45 0,04
OTHOCHUTEIILHO
1ICXOTHOTO YPOBHS
Pa3HocThb —0,546 —0,48°
OTHOCHUTEIIBHO
mwiare6o’
(95% AN) (-0,74,-0,34) (-0,62,-0,34)
% MalUeHTOB,
MOCTUTIINX
YPOBHS
HbAlc <7%
3HaueHue, 40,67 25,9
CKOPPEKTUPOBAHHOE,
OTHOCHUTEIILHO
MCXOIHOTO YPOBHS
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—

Macca Tesa (kr) (MOCHEQOBATENEHTCTE 0002)
McxonHblil ypOBEHb 86,28 87,74 91,02 89,23
(cpenuee)

l3meHeHne -2,86 0,89 -2,14 —0,26
OTHOCHUTEJIBHO

MCXOHOTO YPOBHS

Pa3HOCTB -1,97¢ -1,89¢

OTHOCHUTEIIBHO

m1ane6o’

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

llpumeuanue:

JIIII 4 — qgunentuaunnentuaasa 4.
I Merdopmun > 1500 mr/cyTku.

Curarnuntun 100 Mr/cyTKu.

LOCF: nepeHoc qaHHBIX MOCJIEIHEr0 HAOIIOAeHUS (10 TPUMEHEHHUS HEOTJIOKHOW Tepanuu
JUTSl TAIMEHTOB, Y KOTOPBIX OHA MPUMEHSIACh) BIIEpE].

Bce panpoMusupoBaHHBIE NaIlMEHTHI, MOJYYMBIIME HE MeHee | J03bl HCCIEAyeMOro
npenapara B IBOWHOM CJIENIOM PEXUME B KPAaTKOCPOYHOM JIBOMHOM CIIETIOM IIEPUOJIE.
CpenHee 3HaueHHE, PACCUNTAHHOE METOJIOM HAaMMEHBIINX KBAJpaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIbHO UCXOJTHOTO YPOBHS.

p <0,0001 amst paznuuusi OTHOCUTENBHO Tepamuu Iuanedo B COYETAHUU C MEepOPATbHBIM
TUIIOTJIMKEMUYECKUM MTPENapaTOM.

p <0,05 mist pa3nuumsi OTHOCHUTEIBHO TEpanuM TUTaied0 B COYETAaHUH C TEePOPaTbHBIM

THUIIOTTIMKCMHUYCCKUM IIpeTriapaToM.

Tabauna 5. Pe3yabTrarsl mianed0-KOHTPOJMPYEMbIX HCCIAeA0BAHMH nanarjugJio3uHa B
KayvecTBe 100aBJIeHUs] K TePANUM MPOU3BOAHBIM CYJIb(POHUIMOUYEBUHBI (TJIMMENUPHUT) WU

MeT(OPMHUHOM M NMPOU3BOAHBIM CYJIb(POHNIMOYEBHHBI NPOAOLKHTEIBLHOCTHIO 24 Heean

KomOunnnpoBanHas tepanus (1o0asJjieHue)

IIpousBoaHoe IIpousBoaHoe cyab(OHNIMOYEBUHBI
CyJab(OHUIMOYEBUHBI B COYETAaHUM ¢ MeT(POPMHHOM

(rmamenupun’)

Janarnugaosun | Ilaanedo | Janarauguaosun 10 mr | Ilnanedo

10 mr
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e

N3

151

a5 MOCTEOGHE TENEROTTE 0igk)

HbAlc (%)*

M cxoaHbIil ypOBEHB
(cpenuee)
M3menenue
OTHOCHUTEIIbHO
1ICXOTHOTO YPOBHS
PasHocTh
OTHOCHUTEIIbHO

wiare6o’

(95% JIN)

8,07

0,82

-0,68®

(0,86, -0,51)

8,15 8,08 8,24

0,13 0,86 0,17
-0,69®

(0,89, —0,49)

% NalnueHToB,
MOCTHTIINX
YPOBHS

HbAlc <7%
(LOCF)$

3HaucHUC,
CKOPPEKTUPOBAHHOE,
OTHOCHUTEIIEHO

MCXOIHOTO YPOBHS

31,78

13,0 31,88

Macca Tena (Kr)
(LOCF)®
HcxoaHbIil ypOBEHB
(cpenuee)
M3meHeHue
OTHOCHUTEIIbHO
HICXOTHOTO YPOBHS
Pa3zHocTh
OTHOCHUTEIIbHO

wiare6o’

(95% JTH)

80,56

-2,26

~1,548

(-2,17,-0,92)

80,94 88,57 90,07

0,72 —2,65 0,58
2,078

(2,79, -1,35)

Ipumeuanue:
1

2

Merdopmun  (JieKapCTBEHHBIC

I'mumenmpun 4 Mr/cyTku.

dbopmbl

C HEMCHJICHHBIM HJIHM IIPOJOHTHPOBAHHBIM
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BBICBOGONK/ICHHEM) B 03¢ > 1500 Mr/cyTku B coubtani e NrikCivmBroH tlepéhdtatmoit

70301 (OJKHA COCTaBJISATH HE MEHEE IOJOBMHBI MAaKCUMAJIBHOM J103bI) IPOU3BOJHOTO
CyIb(OHUIMOUEBUHBI B TEUCHHUE KaK MUHUMYM & HEJIeIb /10 BKJIIOUEHHS B UCCIICIOBAHHE.
PannomMu3upoBaHHble M MOJIyYaBIIME JICYEHHWE MAIMEHThl C HMCXOJIHOM OLIGHKOW M Kak
MUHUMYM OJHOM OLIEHKON 3((EKTUBHOCTH MOCIIE UCXOTHOTO YPOBHSI.

Cron6ust 1 u 2 —ananus ypoBus HbAlc ¢ mpumenennem merona LOCF (cm. mpumeuanue 6);
cronOisl 3 u 4 — ananu3 yposHs HbA Ic ¢ npumenenunem meroga LRM (cM. npumeuanue 7).
CpenHee 3HayeHHE, PaCCUNTAHHOE METOJOM HAaUMEHBIIMX KBaJIPaTOB, CKOPPEKTUPOBAHHOE
OTHOCHUTENIbHO UCXOJTHOTO YPOBHS.

LOCF: nepeHoc JaHHBIX MOCHEAHETO (MALMEHThl A0 MPUMEHEHHUS HEOTIOXKHON Teparuu)
HaOII0IeHUS BIIEPE].

LRM: nponosibHBIN aHaIU3 NOBTOPHBIX U3MEPEHU.

p <0,0001 myist pa3nuurst OTHOCUTENIBHO TEpaNuy IIanedo B COYETaHUH C TIEPOPATHHBIM(-H)

TUTOTIMKEMHYECKUM(-H ) TIperapaToM(-aMH).

Ta6auua 6. Pesyabrarbl, mnouaydennbie 4depes 24 mepean (LOCF!) B miauebo-
KOHTPOJIMPYEMOM HCCJAeA0BaHMM JanarjudJio3uHa B KadecTBe KOMOMHHMPOBAHHOM
Tepanuu ¢ MHCYJMHOM (B KauecTBe MOHOTEPANMU WIH B KOMOMHAIMHN C NMEPOPATbHBIMHU

THNOorJinKEeMH4Y€¢CKUMHU npenapaTaMn)

IMoka3zareanb Hanaraudio3un 10 mr B | I[liane6o B KOMOMHAIMH €
KOMOMHAIIMH C HHCYJIMHOM | MHCYJIMHOM + MepopaJibHble
+ mepopaJjibHbIe THIOTJIMKEeMHYeCcKue
TUNOTJINKEMUYeCKue npenaparbl’

npenaparbi’

N? 194 193

HbA1lc (%)

VcxomHbBIN ypOBEHD (CpeaHee) 8,58 8,46

3MeHeHEe OTHOCHTEIIFHO —0,90 —0,30

1ICXOJTHOTO YPOBHS

Pa3HOCTb OTHOCHTEIBHO UIane6o’ -0,60*

(95% JIN) (-0,74,-0,45)
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[ —

Macca Tena (kr) (MOCHEQOBATENEHOCTE 0002)
Mcxonnblil ypoBeHb (CpeHee) 94,63 94,21
3MeHeHEe OTHOCUTEIIFHO -1,67 0,02
HICXOTHOTO YPOBHS

Pa3HOCTb OTHOCHTEIBHO UIane6o’ -1,68*

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

Cpennsisi CyTouHas 103a

uncyauna (EJI)°

Mcxonnblil ypoBeHb (CpeHee) 77,96 73,96
3MeHeHne OTHOCUTEILHO -1,16 5,08
HICXOTHOTO YPOBHS

Pa3HOCTH OTHOCHTEIBHO ILIae6o’ —-6,23% 11,0
(95% [AN) (8,84, -3,63)

TTarrieHTEI CO CHIDKEHUEM 19,7°

CpeaHEeN CYTOYHOM H03bI

WHCYJIMHA He MeHee yeM Ha 10%

(%0)

llpumeuanue:

' LOCEF: MePEHOC JAaHHBIX MOCJICIHETO (10 UM B JIaTy TIEPBOTO MOBBIIICHUS 103kl HHCYJINHA,

pu HEOOXOIMMOCTH ) HAOIIOICHUS BIIEPE]T.

Bce pangoMusupoBaHHBIE MALMEHTHI, IOJIYYMBIINE HE MEHee 1 J03Bl HCCIEAyeMOro
npenapara B IBOWHOM CJIENIOM PEXUME B KPATKOCPOYHOM JIBOMHOM CIIETIOM ITEPUOJIE.
CpenHee 3HaueHHE, PACCUNTAHHOE METOJIOM HAaMMEHBIINX KBAJpaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIbHO HCXOJIHOTO YPOBHS M HAJIMYUS MEPOPAIBHOTO THUIOTIIMKEMUYECKOTO
npernapara.

p <0,0001 mist pa3nuuus OTHOCHUTENIBHO TEpamuu Iutanedo B COYETaHWH ¢ WHCYJIMHOM +
MepopaIbHBIN TUMOTJIMKEMUYECKU Mpenapar.

p <0,05 mna pa3nuyuss OTHOCHTENBHO TEpanuu IUIaned0 B COYETAHWU C WHCYJIMHOM =+
[IEpOpaIbHBIN TMIIONIMKEMUYECKUN IIpenapar.

[ToBsileHe 1031 IpenapaTa UHCYINHA (BKIIIOYAsi HHCYJIMH KOPOTKOTO JEHCTBUS, HHCYJIMH
cpenHel MPOJOJIKUTENFHOCTH NENHCTBUS U 0a3albHbIM MHCYJIMH) JIOIMYCKaloCh TOJBKO B
CIyyae COOTBETCTBUS MAIMEHTOB MPEIBAPUTEIBHO 33JJaHHBIM KPUTEPUSIM KOHLIEHTpALUU
[JIIOKO3BI B IIJIa3M€ HaTOLIAK.

Hcxonuao 50% nanueHToB noJy4ajld MOHOTEPAIIHIO NpenapaToM HHCyInHa; 50% nanueHToB
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2

B JIONOJHEHHE K Tepalmud HHCYJINHOM npﬂ_}lfl:l'l:\;a]lglﬂ-':: P4 Yl B0 '::Jépblp:mhmx

THITOTIIMKEMHYECKUX Tperapara: u3 3Toi rpynmnst 80% npuHUManu Toibko Mmetgopmu, 12%
IPUHUMATU METGOPMUH B KOMOMHALIMH C TPOU3BOIHBIM CYJIb()OHUIMOYEBHUHBI, a OCTAJIbHBIE

MaUEHThl IPUHUMAJIH IPYTHe MepopabHbIe TUITOTIMKEMUYECKUE MpenapaThl.

KOM6MHMDOGCZHHCZ}1 mepanu: ¢ Memd)ODMuHOM Y nauuermaoe, paree He noaydasuux mepanuro

B o6mieit cnoxknoctu 1236 nanueHToB ¢ HeanekBaTHBIM KoHTpodeMm CJI 2 Tuna (HbAlc > 7,5% u
< 12%), paHee He MOJNyYaBIIUX TEpaNHio, MPUHIN ydacThe B 2 HUCCIEIOBAHUSAX C aKTHUBHBIM
KOHTPOJIEM MPOJOJKUTENBHOCTBIO 24 Henmenu uisi oueHKd 3((EeKTUBHOCTH M 0e30MacHOCTH
KOMOMHHMPOBaHHOW Teparnuu aanarivdao3uHoM (5 mr win 10 Mr) B coueTaHuu ¢ MeTHOpMUHOM
y MaIlMEeHTOB, paHEe HE MOJyYaBIIUX TEPAIHIO, 10 CPABHEHUIO C MOHOTEpaIueH.

Jleuenune nanarnudaozunaoM B go3e 10 Mr B komOuHaImu ¢ metrgopMuomM (B 1o3e 10 2000 mr B
CYyTKH) OOECIEYMIO CTATUCTHYECKH 3HAauMMoe yiydmeHue ypoBHs HbAlc mo cpaBHeHHIO ¢
MOHOTepanuel (Tabnuima 7) U mpuBeno K Oojiee BBIPAKEHHOMY CHIDKCHUIO KOHIIEHTpPAIUU
rmoko3sl B mnazMe Hatomak (I'TIH) (mo cpaBHeHHMIO ¢ MOHOTEpamuel) W MacChl Telna

(TI0 cpaBHEHMIO C Tepanue METHOPMHUHOM).

Ta6auma 7. Pesyabrarhl, mojydennoie 4epes 24 wemem (LOCF!) B cpaBHUTEIbHOM
HCCJICJOBAHMH C AaKTHBHBIM KOHTpPOJIEeM M0 OLEeHKe KOMOMHHMPOBAHHOH Tepanuu

AanaraugJo3uHOM U MeT(OPMHUHOM y NALIMEHTOB, paHee He MOJy4YaBIINX Tepanuio

IHoka3zareanb JanaraudJiozun Hanaraudguo3zun | Merdopmun
10 Mr B coueTaHum ¢ 10 mr
MeT(GOPMHUHOM
N? 2112 2192 2082
HbAlc (%)
VcxonHblil ypoBeHb (cpeaHee) 9,10 9,03 9,03
3MeHeHne OTHOCHUTENHLHO -1,98 —1,45 —1,44

1ICXOTHOTO YPOBHS

Pa3HOCTh OTHOCUTENBHO TEpANIUU —0,534

I[anarnmbno3HH0M3

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

Pa3HOCTh OTHOCHUTENIBHO TEPATUU -0,54* —0,01
MeTHOPMUHOM®

(95% AN) (0,75, -0,33) (0,22, 0,20)
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llpumeuanue:

! LOCF: nepeHoc qaHHBIX HOCIEIHErO (10 PUMEHEH!s HEOTI0KHOM Teparyy sl HallkeHTOB,

y KOTOPBIX OHA MPUMEHSIACh) HAOIIOICHUS BIIEPE/.

Bce panpomusupoBaHHbIE NAIlMEHTHI, MOJYYMBIINE HE MEHee | 03Bl HCCIIeyeMOro
npernapara B JBOITHOM CJIETIOM PeXUME B KPATKOCPOUYHOM JIBOITHOM CJIETIOM TEPUOIE.
Cpennee 3Hau€HUE, PACCUNTAHHOE METOJIOM HAaMMEHBIIUX KBaJIpPaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIbHO UCXOJTHOTO YPOBHS.

4 p<0,0001.

KOM6MHMDOGCZHHCZ}1 mepanu: ¢ OKCEHAMUOOM NPOJIOHCUPOE6AHHRO20 Oeticmeust

B nBoifHOM clenmoM HCCIe0OBaHUU ¢ aKTUBHBIM KOHTPOJIEM IPOJIOJDKUTEILHOCThIO 28 HEAelb
CpaBHMBAJIM  KOMOMHHMpPOBaHHYIO  Tepamuio  Janariu@io3uHOM U IKCEHATUAOM
MPOJOHTUPOBAHHOTO ACUCTBUS (arOHHUCTOM PELENTOPOB TIIIOKaroHONnoJAoOHoro mnentumia-1
(T'TIII-1)) ¢  MoHoTepamued  JamarmuQIO3MHOM HW  MOHOTEpamHued  AKCEHATHIAOM
MPOJOHTHPOBAHHOTO JICHCTBUS y TAIMEHTOB C HEAJCKBATHBIM KOHTPOJIEM TIIMKEMHH TIpU
monoTepanuu metpopmuroM (HbAlc> 8% u < 12%). Bo Bcex rpynmnax jgedeHuns ObU10 OTMEYEHO
cHKeHne ypoBHs HbAlc mo cpaBHEHHIO ¢ MCXOIHBIM ypoBHEM. B rpymnmne KoMOMHUPOBAHHOM
Tepanuu Janariugo3nHoM B Jo3e 10 Mr u SKCeHATHIOM MPOJIOHTHUPOBAHHOTO JCUCTBUS OBLIO
MOKa3aHo Oosiee BBIpaKEHHOE CHIDKeHUE YpoBHS HbAIC OTHOCHTENHHO MCXOIHOTO YPOBHS TIO
CPaBHEHHMIO C MOHOTepamued jJanariu@io3sMHOM H  MOHOTepamuedl  AKCEHATHAOM

MIPOJIOHTUPOBAHHOTO JeHCTBUA (Tabiuma §).

Tabnuna 8. Pe3yabTaTrhl HMcciie10BaHUsI Tepanuu AanarJu@uo3MHOM H 3IKCEHATHAOM
NMPOJIOHTUPOBAHHOIO JIeHCTBHSI N0 CPABHEHUIO ¢ MOHOTepanueil JAanarJau@ao3MHOM H
MOHOTepanuei dKCEHATHIAOM IPOJOHTMPOBAHHOIO AeHCTBHSA (MANMEHTHI NMONMYJALUHH C

HazHauyeHHbIM JeyeHueMm (ITT)) B komOuHauuu ¢ MeTGOPMUHOM NPOAOKUTETbHOCTHIO

28 Hegean
Janmaraudgio3un IKceHaATH]
10 mr 1 pa3 cyrku B | JlanarimngJio3uH POJOHTHPOBAHHOIO
KOMOMHAIIUH C 10 mr 1 pa3 cyTku |aeiicrBus 2 mr 1 pa3
IKCEHATHIOM B KOMOMHAIINH C B He/eJII0 B
NMPOJIOHTHPOBAHHOIO | MJanedo 1 pa3 B KOMOMHAIUM €
neiictBus 2 mr 1 pas HeeJII0 mianedo 1 pa3 B
Iloka3aTennb B HelleJ110 CYTKH
N 228 230 227
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JCNEODBATENEHOCTE U002]

HbAlc (%) (1

VcxoqHblil ypoBEHBb 9,29 9,25 9,26
(cpenuee)
3MeHeHEe OTHOCHTEIIFHO —1,98 -1,39 —-1,60
1ICXOHOTO ypOoBHs!
CpenHsist pa3HOCTD B -0,592 -0,38°
M3MEHEHHU OTHOCUTEIBHO (-0,84, -0,34) (-0,63, -0,13)
HCXOHOTO YPOBHS MEX]Y
KOMOWHUPOBAHHOH Tepanueit

Y T€paruei OJHUM

npenapatoM (95% JAN)

% NMAIMEHTOB, JOCTUTI'ILINX

ypoBHst HbAlc <7%

44,7 19,1 26,9

Macca Tena (Kr)
M cxoaHbIil ypOBEHB 92,13 90,87 89,12
(cpenuee)
3MeHeHne OTHOCUTEILHO -3,55 2,22 -1,56
1ICXOIHOTO ypOBHs!
CpenHss pa3HOCTh B -1,332 -2,00?
M3MEHEHHU OTHOCUTEIBHO (-2,12,-0,55) (-2,79,-1,20)
HCXOIHOTO YPOBHS MEXIY
KOMOWHUPOBaHHOH Tepanueit

1 Tepanueil OHUM

npenapatoM (95% JAN)

Ipumeuanue:

N — konn4ecTBO MauueHToB, /M — 1oBepUTENbHBIN UHTEPBAIL.
' CkoppekTupoBaHHBIE CpeJHUE 3HAUYECHUS, PACCUUTAHHBIE METOJI0OM HAUMEHBIIMX KBAIPaToB,
U PpAa3sHOCTb B M3MEHEHHHM OTHOCHUTEIIBHO MCXOJHOTO YpOBHS 4epe3 28 Helenb
CMOJZICTTUPOBAHBI C MCIIOJIb30BAaHUEM MOJICNIN CO CMEIIaHHBIMU 3((eKkTaMu JIIsi TOBTOPHBIX
u3mepenunit (MMRM), koTopas BKIIoYana BapHaHT TEpaluH, PErHOH, CTPATy HCXOIHOTO
ypoBHs HbAlc (<9,0% wmu >9,0%), Henento JeyeHUS M B3aUMOJEUCTBUE «Tepamusi—
HEJEeNs» B KayeCTBE IMOCTOSIHHBIX 3HAYEHUM M 3HAYEHHWE HCXOAHOIO YPOBHS B KayeCTBE

KOBapHarsbl.

2 p<0,001.
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3 p<0,01. (NOCNEQCBATENEHOCTE 0002)

Bce 3HaueHus p CKOppEeKTUPOBaHbI C MONPaBKON HA MHOKECTBEHHOCTb.
B cratuctuueckuii aHanuM3 HE BKIOYAIM M3MEPEHHUS, IMOJIYYEHHBIE I0CIE€ IPUMEHEHHUS
HEOTJIOKHOM Tepanuu, a TaKxkKe MOocie MPEeXIeBPEMEHHOI0 MPEeKpallieHus IpreMa UCCIIeyeMOTo

npernapara.

Konyeumpayus 210ko3vl 8 niasme Hamoujax

[Ipumenenue manmarnudao3uHa B go3e 10 Mr B KadecTBE MOHOTEpANUU WM B KadeCTBE
noOaBieHUs] K Tepanuu MeT(GOPMHHOM, TIUMENUPUIIOM, MET(HOPMHHOM U MPOU3BOJIHBIM
CyJIb(OHMUIMOYEBUHBI, CUTATJIUINTHHOM (C METPOPMHHOM WWIHM 0€3 HEro) WM mpenapaToM
MHCYJIMHA MIPUBEJIO K cTaTucThdecku 3HaunmMomMy cHrkenuto I'TIH (ot —1,90 no —1,20 MMoib/m)
[oT —34,2 no —21,7 mr/m1]) no cpaBHenuto ¢ miaredo (ot —0,33 mo 0,21 mmomas/a [oT —6,0 10
3,8 mr/mi)). OroT a3 ekt Habmromancs yepe3 1 Heaemro JeYSHUS U COXPAHSIICS B HCCIICIOBAHUSX,
npoaospkasiuxcs 10 104 Henens.

KomOunupoBannas  tepamusi  ganarnugiao3uHoM B o3¢ 10Mr M 3KCEHaTHIOM
MPOJOHTHPOBAHHOTO JECUCTBUSA MPUBOAMIA K CTATUCTUYECKH 3HAYMMO OOJIbLIEMY CHHXKEHUIO
I'TIH gepes 28 Henenb jaedeHus: —3,66 MMOJIB/T (—65,8 MI/1iT) IO CPaBHEHHIO C

—2,73 mmonb/n (—49,2 Mr/am) B rpynme MoHoTepanuu nanariaudaosuaom (p < 0,001) u

—2,54 mmonb/n (—45,8 Mr/am) B rpynie MoHoTepanuu 3kceHatuaom (p < 0,001).

B cnenmansnom nccnenopanuu y nmamueHToB ¢ CJI 2 tuna ¢ pCK® > 45 u < 60 mu/mun/1,73 M
Tepanus qanaraudoznHoM npusena kK cHwkenuto ['TIH uepes 24 nenenu: —1,19 Mmmons/n

(21,46 mr/mn) o cpaBuenuto ¢ —0,27 mmons/n (—4,87 mr/mn) B rpynmne miarebo (p = 0,001).

Konuenmpayus anrokossl 6 niaszme nocie npuema nuuiu

[Tpumenenue nanarnudiaos3uHa B 1o3e 10 Mr B kauecTBe J00aBJIEHUS K TEPANUU TNIUMENTUPHIOM
IPUBOJMWIIO K CTAaTUCTUYECKH 3HAYMMOMY CHMJKEHUIO KOHIIEHTpPALlMU IJIFOKO3bl yepe3 2 yaca
nocJjie nprueMa Iy yepe3 24 HeAenu JIEUeHHs], KOTOPOE COXPaHsIOCh BIUIOTh A0 48 Henenu.

[Tpumenenue nanarnudnosuHa B 10o3¢ 10 Mr B kauecTBe 100aBIEHUS K TEPANIUU CUTATJTUITHHOM
(c meTdopmuHOM MM O€3 HETO) TPUBOAMIIO K CHIDKCHHIO KOHIICHTPAIIMU TIIFOKO3BI Uuepe3 2 yaca
nocJjie nprueMa Uiy 4epes 24 HeAenu JIEUeHHs], KOTOPOE COXPaHsIOCh BIUIOTh A0 48 Henenu.

KomOunupoBannas  tepamusi  gamarnuiao3uHoM B o3¢ 10Mr M 3KCEHaTHIOM
IIPOJIOHTUPOBAHHOTO AEUCTBUS NPUBOJIMIA K CTaTUCTUYECKH 3HAUYUMO OOJbIIEMY CHUKECHUIO
KOHIIEHTpAllUM TJIFOKO3bl Uepe3 2 yaca MOcje Mpuema MUINM 4Yepe3 28 Heaenab JICUEHHUs 10

CpaBHCHHIO C TepaHHGﬁ KaKIbIM IIpCriapaToM 1o OTACIbHOCTH.
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(NMOCNEOOBATENEHOCTE 0002)

Macca mena

[Mpumenenne nanarnudao3una B 10o3e 10 Mr B kauecTBe J0OABICHUS K Tepanuu METHOPMUHOM,
TIIUMETIMPUAOM, MET(GOPMUHOM U TPOU3BOIHBIM CYJIb(OHUIMOUYEBUHBI, CHUTATJIUIITHHOM
(c merpopMuHOM WM O€3 HET0) WM TIpenaparaMd HMHCYJIWHA TPHUBOJMIO K CTAaTUCTHYECKH
3HAYUMOMY CHIDKCHHIO Macchl Tesa uepes 24 nenenu (p < 0,0001, rabmuttet 4 u 5). DT 3P dexTh
HOCHUJIM YCTOMYMBBIN XapakTep B JOJIOCPOYHBIX HccleqoBaHMsAX. Uepe3 48 Henenb pa3HOCTb
3HAUEHUH, TMOJyYCHHBIX B Tpymnmne Ao0aBiIeHHS Manariudio3rHa K Tepamud CHUTArJIUITHHOM
(c merpopMuHOM MK O€3 HETr0) W B TPYIIIE, MOJydaBIel miamnedo, cocrapmia —2,22 kr. Yepes
102 Hepenu pa3HOCTh 3HAYCHHH, TTOTYUYEHHBIX B TPYTIE T00aBICHUS nanarindIo3uHa K Teparuu
MeT(HOPMHUHOM H B TPYIIIE, MOTy4YaBIIei mianedo, 1 pa3HOCTh 3HAUCHUH, MTOTYYCHHBIX B TPYIIE
nobaBieHus nanarnu@ao3WHa K Tepanud WHCYIWHOM W B TpPYIE, MONydYaBIIed Iuianebo,
coctaBuiia —2,14 xr u —2,88 KT, COOTBETCTBEHHO.

[Ipy nmpumeHeHHMM B KadecTBe A00aBICHUA K Tepanuu METHOPMUHOM B HCCIEIOBAaHUU HE
MeHBIIeH 3PPEKTUBHOCTH ¢ AKTUBHBIM KOHTPOJIEM Janariu(IIo3uH MPUBOIUI K CTATUCTHUECKU
3HAUMMOMY CHIDKEHHIO MAacChl Tejla 1O CPaBHEHUIO C MpPUMEHEHHeM riunm3uaa (Ha —4,65 Kkr
yepe3 52 vepenu (p <0,0001, Tabmmma 3)), kKoTopoe coxpasuiock depe3 104 m 208 Hemenpb
(= 5,06 xr 1 —4,38 KT, COOTBETCTBEHHO).

[Mpumenenne nanarnudosnHa B go3e 10 Mr B KadecTBe KOMOWHUPOBAHHOW Tepamuu ¢
HKCEHATHIOM MPOJIOHTUPOBAHHOTO ICHCTBHS MPHUBEIO K CTATHCTUYECKH 3HAYUMO OOJbIIEMY
CHI)KEHMIO MacChl Tela M0 CPaBHEHHUIO ¢ MOHOTEpanueld KakJIpIM MpenaparoM B OTAEIbHOCTH
(Tabmuma 8).

B wuccnenoBanum ¢ ywactuem 182 maumentoB ¢ CJI 2 Tuma ¢ HMCHOOIB30BAHHEM
JBYXIHEPTEeTUIECKONH PEHTTEHOBCKOW a0COPOIIMOMETPHH ISl OLIEHKH KOJMYECTBEHHOTO COCTaBa
TeJla MPOJODKUTEILHOCThIO 24 HEenu 1O JIaHHBIM HW3MEPEHUM C  HCMOJb30BAHUEM
JBYX9HEPreTU4eCKOH PEHTTeHOBCKON aOCcopOLMOMETpUHN MpU MPUMEHEHUH Aanarindio3uHa B
no3e 10 wmr B couertaHuu ¢ MeTHOPMHUHOM TIO CpPAaBHEHHUIO C TUIaledo0 B KOMOMHAIUU C
MeT(HOPMHUHOM OBLIIO TTOKa3aHO, COOTBETCTBEHHO, CHIYKEHUE MACCHI TeJla M )KUPOBOI MACChI Tela,
a HEe MOoTeps MBIIIEYHOW MacChl WM KUAKOCTU. B moauccienoBaHUM C HCHOJIB30BaHUEM
MarHUTHO-PE30HAHCHOW ToMorpaduu npuMeHeHue npenapara Popcura B KOMOMHAIMM C
MeT(HOPMHUHOM MTPOBOAMIIO K KOJTHYECTBEHHOMY YMEHBIIICHHIO BUCIIEPAIBHOM KUPOBOI TKaHU TIO

CpaBHEHHIO C IPUMEHEHHEM T1are00 B KOMOMHAIINH ¢ MET(POPMUHOM.

Apmepuanvroe odasnenue

Ha ocHoBanuu ananm3a o0beTUHEHHBIX JAHHBIX 13 miane60-KOHTPOIUPYEMBIX UCCIICIOBAHII IO

3apaHee MPeayCMOTPEHHBIM MEPEMEHHBIM depe3 24 Helenu Tepanuu Janariu@io3suHoM B 103
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10 Mr GBLTO MMOKA3aHO U3MEHEHUE CHCTOJIMYECKOTO apTeHE‘éH};J&%QEB%IEEﬁLHt‘Aﬂ Ha p002)

—3,7 MM PT. CT. W JMacToinyeckoro aprepuanbHoro nasieHus (JAJ[) na —1,8 mm prt. cT.
OTHOCHUTEJILHO UCXOJJHOTO YPOBHs 10 cpaBHeHUIO ¢ u3meHeHueM CAJl va —0,5 mm prt. ct. u JA/]
Ha —0,5 MM pT. cT. B Tpymnne, moyrydasmiei miamne6o. CxoaHbie H3MEHEHHS HAOJIIOAAIUCh BIJIOTh
1o 104 nenenu Tepanuu.

KomOunupoBannas tepanusi aanariaugo3nHoM B jgo3e 10 Mr B KOMOMHALIMU C 3KCEHATHIIOM
MPOJOHTHPOBAHHOTO JCUCTBUS MPUBOAMIA K CTATUCTUYECKH 3HAYMMO OOIBIIEMY CHIDKEHUIO
CAJI  ugepes 28 memenp  (4,3MMPT.CT.) 1O  CpaBHEHHIO C  MOHOTEpaIuen
nanariugIo3uHOM (-1,8MmMmpT.cT., p<0,05 w®  MOHOTepamuenl  DKCEHATHUIOM
MPOJIOHTUPOBaHHOTO AeicTBug (—1,2 mm prt. cT., p <0,01).

B 2 nnane0o-KOHTpOIUpPyeMbIX HCCIETOBAHUAX MPOAOIDKUTEILHOCTHIO 10 12 Henenb, B 00mIei
cioxkHoctd, 1062 mamuweHta ¢ HeadaekBaTHBIM KoHTposiem CJI 2 Tuna W aprepuaibHON
TUIEePTEeH3UN (HECMOTPs Ha MPEIIECTBYIONIYI0 CTaOMIbHYIO Teparuio HHruoutopom AllD mnu
BPA 1I B ogHoM uccinenoBanuu u uHruoutopom AII® wnu BPA B coueraHuu ¢ emie OJHUM
AQHTUTUNEPTEH3UBHBIM  IpENapaToM B  JIPYTOM  KCCIEJOBAaHUHU) TMOJYy4Yaldd  TEparnuio
nanarmuduosuHoM B go3e 10 mr wim mrane6o. Yepe3 12 Hemenbr B 000MX HCCIEHOBAHUSIX
npuMeHeHne  ganarimduosmHa B gmo3e 10Mr B codeTaHMM  CO  CTaHIAPTHOU
IPOTHBOAMA0ETUYECKON Tepanueil mpuBeno K yiyumenuto ypoBHs HbAlc u cumkenuto CA/L,
CKOPpPEKTUPOBAHHOMY C yueToM Iianebo, B cpeaaeM Ha 3,1 u 4,3 MM pT. CT., COOTBETCTBEHHO.

B cnenmansnom uccnenopanuu y nmamueHToB ¢ CJI 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 M
yepe3 24 Henenu Tepanus nanariugiao3uHoM npuBena K cHkeHnio CAJl B MOI0KEHUN CUTIS:

—4,8 MM PT. CT. IO CpaBHEHHIO ¢ —1,7 MM PT. cT. B rpymre mwianebo (p < 0,05).

Koumponaw enuxemuu y nayuenmos ¢ napyuienuem (bVHKMuu novyex CD@OH@IZ cmenernu mAsicecmu

(xponuueckas b6oneznb noyex cmaouu 34, pCKD > 45 u < 60 mu/mun/1,73 m°)

OddextuBHOCTH nanarnudao3nHa ObUIa OIICHEHA B CIICIIHATEHOM HCCIIEOBAHUN Y TIAITUEHTOB C
CJH 2 tuna ¢ pCK® >45 u < 60 mn/Mun/1,73 M> ¢ HealeKBaTHBIM KOHTPOIEM IIMKEMUH TIPH
CTaHJAPTHOM JieueHUH. Tepanus nanaringio3nHOM MpUBea K yMeHbIeHno ypoBHs HbAlc u

MAaccChl TeJla 1o CpaBHEHUIO ¢ Tanedo (tadmmma 9).

Ta6auna 9. Pe3yabTrarbl, nojy4eHHble 4Yepe3 24 HeAelu B ILIAaNe00-KOHTPOJIMPYEeMOM
HCCJIeJ0BAHUM npuMeHeHus nanariau@dao3nna y nauueHToB ¢ C/0 2 tuna ¢ pCK® >45 u

< 60 ma/mun/1,73 m?

Manaraudgurozun’ 10 mr Inaue6o’
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Ne (MOCHEFOBATENEHOCTE U]
HbAlc (%)

VcxomHbBIN ypOBEHD (CpeaHee) 8,35 8,03
13MeHeHe OTHOCHTEEHO HCXOTHOTO YPOBHS -0,37 —-0,03
Pa3HOCTb OTHOCHTEJBHO MUIAe60” -0,34*

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

Macca Tena (Kr)

VcxoqHblii ypoBeHS (cpeaHee) 92,51 88,30
3menenue (%) OTHOCUTENBHO UCXOIHOTO -3,42 -2,02
YPOBHS®

PasnocTh B usmenenuu (%) OTHOCUTEIBHO —1,434

nnane6o’

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

Ipumeuanue:

' Merdopmun umu MeThOpMUHA THAPOXJIOPU BXOAUIM B CTAHAAPTHYIO Tepanuio 69,4% u

64,0% manueHToB B Tpymme, noiydaBmieil mamarnudiaosuH B goze 10 mMr, u B rpyme,
MoJTy4aBIlel mianedo, COOTBETCTBEHHO.

Cpennee 3HaueHue, paCCUUTAHHOE METOJIOM HAaMMEHBIIUX KBaJIpPaTOB, CKOPPEKTUPOBAHHOE
OTHOCHUTCIIBHO UCXOOHOTO YPOBHH.

OmnpeneneHo Ha OCHOBAaHUU CPEIHEr0 3HAYEHMS, PACCUMTAHHOTO METOJO0M HAaWMEHBIIUX
KBa/IpaToOB, CKOPPEKTUPOBAHHOI'O OTHOCUTENILHO UCXOIHOTO YPOBHSI.

4 p<0,001.

Hayueumul ¢ ucxoouvim yposuem HbAlc > 9%

Ha ocHoBanum aHanm3a JaHHBIX MAIMEHTOB ¢ MCXOAHBIM ypoBHeM HbAlc>9,0% mo 3apanee
MPEeyCMOTPEHHBIM TEPEeMEHHBIM Tepamnus nanarnugiao3suHoM B jgo3e 10 Mr mpuBommina K
CTaTUCTHYECKH 3HAYMMOMY yMeEHblLIeHHI0 ypoBHs HbAlc dyepe3 24 Henenu npuMeHEHUS B
KayecTBe MOHOTEpamnuu (CKOPPEKTUPOBAHHOE CpPEJHEE M3MEHEHHE OTHOCHUTEIHHO HCXOIHOIO
ypoBHs: —2,04% u 0,19% nnst nanarnudno3una B go3e 10 mr u mnanedo, COOTBETCTBEHHO) U ITPU
N00aBIICHUH K Tepanuu MeT(GOpMUHOM (CKOPPEKTUPOBAHHOE CpeAHEE U3MEHEHUE OTHOCUTEIIBHO

ucxonHoro yposss: —1,32% u —0,53% st nanarnugiao3nHa 1 mianedo, COOTBETCTBEHHO).

Cepoeuro-cocyoucmole u noueuHwvle UCXoobl

UccnenoBanue BrnusiHUS nanarimudiuo3nHa Ha cepaedHo-cocyaucteie ucxoasl (DECLARE) —
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MEXKJIYHApOJHOE  MHOTOIIGHTPOBOE  PaHION HSHpOBéﬁlﬂ;t'):é-l EgsagﬁJeEﬂléﬁle;le =3 ;1'%'1;&1360-

KOHTPOJIMPYEMOE KIMHUYECKOE MCCIICOBAHME ISl OMPEICICHHS BIUSHUAS Janaraudio3uHa Ha
CepACYHO-COCYTUCTHIE UCXO/IbI IPU €T0 100aBICHNUH K TEKYIIEH 6a30B0i Tepanu 0 CPaBHEHUIO
¢ ane6o. Y Bcex nmanuentoB Obut CJ1 2 Tuna u mubo aBa u 6osee AOMOTHUTENBHBIX (DAKTOPOB
pHCKa pa3BUTHUS CEPACYHO-COCYUCTOTO 3a00sieBaHus (BO3pacT > 55 €T y My>KUrH Uitk > 60 et
y JKEHIIMH M OJWH WM OoJjiee W3 CIEAYIIIUX (aKTOPOB: AUCIUNUACMUS, apTepHalbHAs
THIEPTEH3Us WM TabaKOKypeHHe), JIMOO JHarHOCTUPOBAaHHOE CEpACYHO-COCYIHCTOE
3a0oJieBaHue.

N3 17160 pangoMu3upoBaHHbIX ManueHToB y 6974 (40,6%) ObUIO IMAarHOCTUPOBAHO CEPECYHO-
cocyauctoe 3aboneBanue, a y 10186 (59,4%) TakoBoe oTcyTcTBOBano. B obmieii cioxHOCTH
8582 marmenTta ObUTM paHIOMU3UPOBAHBI B TPYIITY IpUMEHEeHHs nanariudiao3una B 1oze 10 mr,
a 8578 manMeHTOB — B Tpymnmy IUianedo; MeIuaHa JUIMTEIBHOCTH HAOJIOJACHUS COCTaBHIIA
4.2 roxa.

Cpennuii BO3pacT MalMeHTOB HCCIIeyeMOU monmysiiuu coctaBuil 63,9 roaa, 37,4% nanueHToB
Obuln JKeHCKoro moja. B oOmel crnoxkHoctn 22,4% mnanuentoB ctpaganu CJ] 2 Tuma Ha
npoTsKeHU < 5 netT, cpeansisa npoaopkurenbHocth C/[ 2 tuma cocraBuna 11,9 ner. Cpennee
sHayenue ypoHs HbAlc cocrasnsno 8,3%, cpennuit UMT — 32,1 kr/m?.

Hcxonno y 10,0% mnanueHTOB B aHAMHE3€ OTMedalach CepedHas HEIOCTaTOYHOCThb. CpenHss
pCK® cocraBuma 85,2 mu/mun/1,73 M>. Y 7.4% manueHToB pCK® Owputa MeHee
60 min/mMun/1,73 M.V 30,3% nauueHToB HabmIOAanach MHMKPO- WM MAaKpoalbOyMHHYpUs
(cootHomenne A/Kp moun) > 30 u < 300 mr/r unu > 300 MI/T, COOTBETCTBEHHO).

HUcxomqno Oonpmias dacte manueHTOB  (98%) momydanmu  OOMH WM HECKOJIBKO
IPOTHBOAMA0ETUYECKHX TpenapaToB, BKIo4as MmeTgopmuH (82%), npenapatsl uHCYyIuHA (41%)
U TIPOU3BOAHbBIE CYIb(OHUIMOUEBUHEI (43%).

[lepBuuHble KOHEYHBIE TOYKM BKJIIOYAJIM BpeMs O DPa3BUTUS MEPBOTO  SBJICHUS
KOMOMHHPOBAHHOW KOHEYHOW TOYKH, BKJIFOYABIIEH CMEpPTh MO MPUUYMHE CEPACUHO-COCYTUCTON
MATOJIOTUH, UH(APKT MUOKAp/a UITU UIIEMUYECKUI UHCYIBT (OCHOBHBIE CEPACUYHO-COCYTUCTHIC
COOBITHSI), a TaK)KE BpeMsl 10 Pa3BUTHS MEPBOIO SBJICHUS KOMOWHUPOBAHHON KOHEYHOW TOYKH,
BKJIIOUYABIICH TOCIUTAIN3AIIMIO IO TOBOY CEPACUYHON HEOCTATOYHOCTH UM CMEPTH 10 MIPUUKHE
CEpJICYHO-COCYIUCTOTO  3a00JeBaHWS.  BTOpWUYHBIE  KOHEYHBIE  TOYKH  BKJIIOYAIU

KOMOWHUPOBAHHYIO KOHEUHYIO TOUKY OYEUHBIX UCXOJ0B M CMEPTH 10 J1000i MpUUYHHE.

OcHosgHble cepoeyno-cocyoucmole cobblmus

Hanarnudnosus B o3¢ 10 Mr npoieMOHCTpUPOBaI HE MEHBIYIO 3P (EKTUBHOCTH IO CPABHEHHIO

¢ Tu1aned0 B OTHOUIEHUH KOMOMHUPOBAHHON KOHEUHOM TOUKH, BKITIOYAIOIIEH CMEPTh 110 TPUYNHE
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CEpJICYHO-COCYIUCTON  MaToJoTuu, HHQAPKY Mnoﬁ:g‘p';[:z;-l Tt & mbiremitadc kit ':';x'ﬁgﬂzm

(omHOCTOpOHHEE 3HAUeHue p < 0,001).

Xponuueckas cep()efmaﬂ HeQoCmamo4HoOCmsb Uil cmepnib no npuvuHe C@DO@UHO—COCV()MCWZOIZ

namono2uu

Hanarnudnosus B 1o3e 10 Mr mpoieMOHCTpUPOBAI MPEBOCXOCTBO MO CPAaBHEHHUIO C I1aredo B
OPEOTBPALICHUH  TEPBUYHOM  KOMOMHUPOBAHHOM  KOHEYHOW  TOUKM,  BKJIIOYAIOICH
TOCMUTAIM3AIMIO 10 TIOBOJY CEpJIeYHON HEJTOCTATOYHOCTH WJIM CMEPTh MO MPUYUHE CEpPACYHO-
cocyaucToit marosioru (pucyHok 1). Pazmuume addexra Tepanuu OBLIO TOCTUTHYTO 3a CUET
TOCHUTATIM3AIMY IO TIOBOY CEPIECYHOM HEAOCTAaTOUYHOCTU 0€3 pa3inuus B OTHOLICHUU CMEPTH
10 IPUYHHE CEPJICYHO-COCYAUCTOM MATOIOTUU (PUCYHOK 2).

[IpeumymiecTBo Tepanuu Aanarad(IO3MHOM 10 CPAaBHEHHIO C TuIae00 HaOMoaanoch y
NAIMEHTOB C JUArHOCTHPOBAaHHBIM CEpICUYHO-COCYIUCTHIM 3a0ojieBaHMEM U 0€3 TaKOBOTO, C
UCXOJIHOM CepAeYHON HEJJOCTAaTOYHOCTHIO MK 0€3 TaKOBOH, ¥ OBIJIO COMOCTAaBUMBIM B KITFOUEBBIX

NOArpyImnax, BKI04Yas Bo3pacT, noi, pyHkiuro nouek (pCKD) u peruon.

Pucynok 1. Bpemsi 10 nepBoil rocnuMTaJu3aluM MO MOBOAY CepAeYHON HEXO0CTATOYHOCTH

WJIN CMEPTH N0 NPUYHHE CepAeYHO-COCYANCTON MaTOJIOTHN

7

ITnaue6o
b" —

(%)

MaumeHTsl, ¥ KoTopbix Guinm
JapericCTpUMposaHel ABNEHHWA
KOMMOHEHTOE KOMBHHHPOBAHHOA

KOHEYHOMH TOUKM

Jdanarnvcpno3IvH B
cpaeHerun ¢ nnayebo

OP (95% OM): 0,83 (0,73, 0,95)

T T T T T T T T T T T

a 6 12 18 24 30 36 42 48 54 G0

MacAus nocne paHaoMEIaL K

MauneHTel rpynNnsl pUcKa

Jdanarnudnozny: B582 B517 8415 B322 B224 8110 7470 7497 5445 1626
Mnaueto: B5TE B485 8387 8259 B127 BOO3 TBBO fae7 5362 1673

Ilpumeuanue:
«lTaruenTsl rpynnbl pUCKa» 03HAYAET KOJIMYECTBO NAIMEHTOB IPYIIIbI pUCKa B Ha4aJe Iepuo/ia.

OP — otHOmIEHHE pUCKOB, /I — nOBEpUTEIBHBI HHTEPBAI.
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S ELE
(MOCNEOCBATENEHOCT

Lo
R

. 1
o UUUZ)

= RS

P€3y.HBTaTBI, MOJIYYCHHBIC JIsI TCPBHYHBIX W BTOPHYHBIX KOHCUHBLIX TOYCK, IMOKA3aHbI Ha

pucyske 2. [IpeuMyiiecTBo Tepanuu qanaraudIo3HHOM IO CPABHEHHIO C I1arie00 B OTHOIIEHUHN

OCHOBHBIX CEPACUYHO-COCYIUCThIX COOBITHI TOKazaHo He Obuio (p=0,172), B cBI3M ¢ uUeM

COTJ1IaCHO METOAUKE IMPOBEACHU A

MOATBEPIKIAIOIINX

HUCIIBITAaHHI ucciaca0oBaHus

KOMOWHUPOBAaHHON KOHEYHOW TOYKHM IMOYEYHBIX HCXOJOB M CMEPTH MO 000 NmpUYHHE He

BBITTOJIHAJIN.

Pucynok 2. 3¢ dekr JieyeHUs1 B OTHOLIEHUH NMEPBUYHBIX KOMOMHUPOBAHHBIX KOHEYHbBIX

TOYECK U UX KOMIIOHCHTOB, 4 TAK/KC¢ BTOPHYHBIX KOHCYHBIX TOYE€K U UX KOMIIOHCHTOB

Danarnuédnosni  MNnauebo OTHOWeHHe 3HaveHue p
n (%) n (%) pHcHOE (95% OH)
(N = 8582) (N = 8578)
MNepEHYHEIE HOHEYHBIE TOHKH
locnuTanK3auWa No Nnoeoay cepaeyHol HeJOCTATOMHOCTH/ &~ —8— 417 (4.9) 496 ( 5,8) 0,83 (0,73, 0,95) 0,005
CMepTh No NPHYKMHE cepaeYHo=COCYAHCTOH NaTONOTHH
KOMGHHHPOBAHHAA KOHEYHAR TOYKA, BRNHOYAKILAR CMEPTE — 756 ( 8.8) 803(9,4) 0,93 (0,84, 1,03) 0,172
no NpHYMHE cepaeYHo=cocyaHcToro sabonesaHHA/MHGpapHT
MHOKapAa/ MLWeMHYECKHA HHCYNbLT
KomMnoHeHTs KomMEOHHKMpOBaHHEIX
KOHEYHEX TOYeK
FocnuTanKzayua no Nosody cepde-HoM HeqoCTATONHOCTH —B— 212 (2.5) 286(3,3) 0,73 (0,61, 0,88) <0,001
CMepTs No NpHYMHe cepaeqHo-cocyaueToro saboneBaqna . 245 (2.9) 249(2.9) 0,98 (0,82, 117) 0,830
MHpapKT Muokapaa —— 393 (4.8) 441 (5,1) 0,89 (0,77, 1,01) 0,080
MLLEMHYSCHMA MHCYNBT —— 235(2.7) 231(2,7) 1,01 (0,84, 1.21) 0,916
BTOPHLIHI:IE HOHEBYHbLIE TOUYKH
KomMBUHHPOBAHHAA KOHEUHAA TOUKA NOYEYHBIX HCXOA0B —.— 370(4.,3) 480 (5,6) 0,76 (0,67, 0,87) =0,001
KomnoHeHTsl HOMBUHUPOBAHHOR KBHEWYHOR TOUKKM NOMEYHLIX WCXOA0B!
YeToRunBoe cHumeHHe pCRO —— 120 (1,4) 221(2.,6) 0,54 (0,43, 0,67) =0,001
TepMUHANEHARA CTAAWA = 6 (<0,1) 18(0,2) 0,31 (0,13, 0,79) 0,013
NOYEYHOH HEAOCTATOYHOCTH
CMepTh BCNECTBUE OCNOMHEH MR ta} 6 (<0,1) 10(0,1) 0,60 (0,22, 1,65) 0,324
CO CTOPOHE! NOYEH
CmepTb no no6oi NpHYHHe — 529 (6,2) 570 (6,6) 0,93 (0,82, 1,04) 0,198
B nonkzy aanarnddnosdda B nonkzy nnaueto
T T T T T T T
0,2 04 06 08 112 186

HpuMeuaHue: KOM6I/IHI/IpOBaHHa$I KOHC€YHasA TOYKa IIOYCYHBIX HCXOAOB BKJIIOYACT:

YCTOHYUBOE

IMOATBCPKIACHHOC CHHI)XCHHC

pCK® nHa >40% nmo pCKOD

<60 mn/mun/1,73 M?, ¥ (MITM) TEPMUHANBHYIO CTaJMI0 MOYEYHOH HEJ0CTATOYHOCTH

(mmanu3 > 90 nHeH uiM TpaHCIJIAHTAIUS [TOYKH, YCTOHYMBBIM OATBEPKICHHBIN YPOBEHb

pCK® < 15 mn/mMun/1,73 M%), u (uam) cMepTh BCIEACTBUE OCTOKHEHHH CO CTOPOHBI

MOYEK WUJIM CMEPTh MO IPUYUHE CEPACYHO-COCYAUCTOrO 3a00IeBaHuU.

3HadueHUS P ABIAIOTCA ABYCTOPOHHHMH. 3HaueHUSA P AJd BTOPUYHBIX KOHCYHBIX TOYCK U

OTACJIBbHBIX KOMIIOHCHTOB SABJIAKOTCA HOMHWHAJIBHBIMU. BpeM}I A0 Ppa3BUTHUA IICPBOIroO

SIBJICHHUA KOM6I/IHHpOBaHHOI>'I KOHEUHOM TOYKH AHAJIM3UPOBAJIM C IIOMOIIBIO MOJCIN

nponopunoHanbHbIX puckoB Kokca. KonnyecTBo mnepBbIX SBICHHH IO OTAEIbHBIM

KOMIIOHCHTaM KOM6I/IHI/Ip0BaHHOI\/'I KOHEYHOM TOYKH SIBIISICTCS (l)aKTI/I‘IeCKI/IM KOJINYECTBOM

MECPBLIX SIBJICHUHN KaXXZI0ro KOMIOHCHTAa U HC CYMMHPYCTCA C KOJUYCCTBOM SIBJICHUI B
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(NOCNEQCBATENEHOCTE 0002)

KOMOWHHUPOBAHHON KOHEYHOU TOYKE.

JAW — noBepuTeNbHBIN HHTEPBAIL.

Hegponamus

Tepanus ganarnugio3uHOM NPUBOAMIA K CHIDKEHUIO YacTOTHI SIBJICHUNH KOMOMHHMPOBaAHHOMN
KOHEYHOM TOUYKH, BKJIFOYAIOIIEH TOATBEPKIEHHOE ycToiunBoe cHmxkeHne pCK®, repMuHanbHyro
CTaJIMI0 NOYEYHOW HEAOCTATOYHOCTH, CMEPTh BCIEACTBUE OCIIOKHEHUH CO CTOPOHBI MOYEK WU
CMEpPTh MO MPHUYMHE CEepJEHHO-cOCynucToro 3aboneBanus. PasHuma mexnay rpynmnamu Obuia
00yCIIOBJIEHa CHUXEHHEM YHUCIa SBJIEHUH KOMIOHEHTOB KOMOMHHUPOBAHHON KOHEYHOM TOYKHU
MOYEYHBIX HCXOJIOB, BKIIOUawomie ycroilunBoe cHukeHue pCK®D, TepMuUHAIbHYIO CTaaHIO
MOYEYHOW HETIOCTAaTOYHOCTH U CMEPTh BCIIEJCTBHE OCIOXKHEHUN CO CTOPOHBI NMOYEK (PUCYHOK 2).
Otnomenue puckoB (OP) o Bpemenu a0 pa3zputus Hedponatun (ycToitunBoe cHuxkeHne pCKd,
TEPMHUHAJIbHASL CTaJMs MMOYEYHOM HEIOCTATOYHOCTH HJIM CMEPTh BCIEACTBUE OCIOXKHEHHUI CO
cTopoHnbl moyek) coctasuio 0,53 (95% AU: 0,43, 0,66) mis nanarnudao3uHa MO CPaBHEHUIO C
iane6o.

Taxke Ttepanus panarau(IO3MHOM CHI)KAJIa PUCK HOBBIX CIIy4aeB pa3BUTHUS CTOWKOU
ansOymunypuu (OP: 0,79 [95% JAU: 0,72, 0,87]) u npuBoauia k 60jee BIpaXXKEHHOMN perpeccuu
makpoansoymunypuu (OP: 1,82 [95% JIU: 1,51, 2,20]) mo cpaBHEHUIO ¢ maneo.

XpoHUYecKas cepAeyuHas HeJ0CTaTOYHOCTh

Uccneoosanue DAPA-HF: xponuueckas cepoeunas HeOOCMAmMOYHOCHb CO  CHUNCEHHOU
@pakyueti vlopoca ne6o2o dncenyoouxa (DBJDK < 40%)

HccnenoBanue qanarinudio3nHa ¥ IPeI0TBPAIICHIS HEOIArOMPHUATHBIX UCXOI0B IPH CePACUHOM
HenocrarouHoctn (DAPA-HF) — wexayHaponHoe MHOTOIIEHTPOBOE PaHIOMU3UPOBAHHOE
NBOIHOE cienoe M1ane00-KOHTPOJIUPYEMOE HCCIeIoBaHUE Yy TMAlMeHTOB € XPOHUYECKOU
cepaeuHoit HemoctarouyHocThio (II-IV ¢yHKIMOHANBHBIA Kiacc mo kiaccupukanuu Hpro-
Mopxckoii acconmarmu kapauonoros [NYHA]) co cumkennoit ®BJDK < 40 % — npoBoauau ¢
IEJIbI0 YCTaHOBUTH 3P PEKTUBHOCTH Aanarinudio3nHa 1Mo CPaBHEHHIO C IIare0d0 B OTHOUICHUU
CHI)KEHMSI PUCKAa CMEpPTH IO NpPUYMHE CEpAECYHO-COCYAMCTOro 3a00JeBaHUS M YXYALICHUS
TEUCHHS] CEPJCYHONM HEIOCTATOYHOCTH MpH J00aBICHMM Aamariu@iio3nHa K CTaHIapTHOM
Tepanuu.

N3 4744 nmanuentoB 2373 nanuenTa ObUTA paHIOMHU3UPOBAHBI B TPYNIY Aanariugiao3uHa B 103€
10 mr, a 2371 mamueHT — B Tpynmy Iutarnebo; MeauaHa HaOMIOEHUS COCTaBWia 18 MecsIes.
Cpennuii BO3pacT MAIMEHTOB UCCIIEYyEeMOU MOMYJISIIMA COCTaBHI 66 set, 77% naiueHToB ObUN

MY?KCKOTO IT0J1a.
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Hcxomguo 67,5% manmueHToB ObUIH OTHECEHBI K KH&CCY'H&N‘E‘E&;@T@B}%DRHFI '%Ea?t'cg; '1-7}:@,9%

—k IV knaccy. Meaunana ®BJIK coctaBuna 32%; B 56% ciydaeB cepieuHasi HEJOCTAaTOYHOCTh
UMeENa HIIEMHYECKYI0 J3THOJIOTHI0, B 36 % — HEUIIEMHUYECKYH0 JTHOJIOTHMI0 U B 8 % —
HEN3BECTHYIO 3THONOrUI0. B kaxnoit rpynme nedenus 42% nauneHToB umenu B anamuese CJ1 2
Tura, emie 3% MarMeHTOB B KaXKI0M TpyIIe JedeHns ObLIM OTHEeCEeHHI K manueHTam ¢ CJ] 2 tuma
Ha ocHoBaHuu YypoBHI HbAlc>6,5%, 3aperucTpupoBaHHOrO Kak HpU BKIIOYEHHUHU B
UCCJIEeIOBaHNEe, TaK U MpHU paHaoMu3auuu. llanuenTsl monyyanu ctaHgapTHyio Tepanuio: 94%
nanuentoB ¢ CJ] 2 tuma nomydanu tepanuto uaruoutopamu AII®, BPA niam aHrHOTEeH3WHOBBIX
peuenTopoB U HenpuianduHa uaruoutopom (11%), 96% nomyqanu 6era-anpeHodnokatopsl, 71%
— OJIOKATOPBI MUHEPATIOKOPTHUKOUIHBIX PelenTopoB, 93% — auypetuku; y 26% MaiueHToB ObLT
UMIUIAHTUPOBAHHBIN KapIuoBepTeP-aePUOPHILIATOP.

B wuccnenoBanme Oputm BrItoueHbl marueHThl ¢ pCK® > 30 mur/mun/1,73 M’ Ha MOMEHT
simouenns. Cpenuss pCK® coctabuna 66 mn/mun/1,73 Mm%, YV 41% nanuentos pCK® 6bina

menee 60 mn/mun/1,73 M2, y 15% narmenTtoB — MeHee 45 mn/mun/1,73 M2

Cmepmov no npuqune cep()eqﬂo—cocv()ucmoeo 3abonesanus u VXV@W@HM@ meyeHus. XPOHUYECKOol

cepoeynoll HedoCmMamoyYHOCmu

Jamarnuguo3uH MPOJEMOHCTPUPOBAT  MPEBOCXOJICTBO IO CpPaBHEHHWIO C Ianedo B
MPEIOTBPALICHUH TIEPBUYHON KOMOWHUPOBAHHOW KOHEYHOW TOYKH, BKIIOYAIOIICH CMEPTh IO
INPUYMHE CEpPACYHO-COCYIUCTOM MATOJOTMHM, TOCIHUTAIN3ALMI0 [0 TMOBOLY CEpACYHOU
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMOIIbIO B CBSI3M C YXYALICHUEM TeUeHUs
cepaeunoit Hepocrarounoctu (OP: 0,74 [95% JAU: 0,65, 0,85]; p < 0,0001). Dddext mHabnrogancs

B CAaMOM HayaJle ¥ COXPaHSJICS Ha MPOTSKEHUHU BCETO UCCIIEN0BAaHUS (PUCYHOK 3).
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Pucynok 3. Bpemsi 10 mnepBOro a0CTHIKe

g

TBETCTEYET 3KCINEPTHOMY OTUETY
ot 17.04 2024 N= 76

st koMGUHNpoBaHHOK | Roneuhoit roun,

LAY

Lo

BKJIIOYAOLIEl CMePTh N0 NPHYHMHE CePAeYHO-COCYAUCTOM NATOJI0TMH, TOCITUTAIN3ANMIO 110

nmoBoay cep;[e'moii HETOCTATOYHOCTH UJIH IKCTPCHHOEC oﬁpame}me 3a NOMOIIBIO B CBA3M C

yXyAlIeHHEeM TedeHHsl cepevdHOi Hel0CTaATOYHOCTH

30
28
26
24
22
20
18
16
14
12 -
10

NayWeHTs, ¥ KOTOPLIX BhinK
JaAperHETPHPOBaHLI ABNEHHA KoMAOHBHTOR

B_

HOMEBWHHPOBAHHON HOHBUHORA TOUYHK (%)

Mnayebo

——

Janarnadnoast

HanarnvdrnoivH B CPAaEHEHHH C nnayefo
OP (95% OM): 0.74 (0,65, 0,85) 3uademHe p <0,0001

T
8

|
12

|
15

18 21 24

MecAusl Nocne paHaoMHIALMH

MNayHeHTs FpyAnkl pHCKa
Danarnugnoaun: 2373
231

2305
2208

2241
2163

2147
2073

Mnaueto:
Ilpumeuanue: >KCTpEeHHOE 06pa1ueHI/Ie

CepJIeYHON HEIOCTAaTOYHOCTH  OBLIO
oOcienoBaHUE BpauoM, HANpuUMeEp B
YXYIUICHUEM TEUCHHS CEpJCUHONU HEI0C

TOJIBKO IMOBBIIICHUA O3Bl MIEPOPAIbHBIX

2002
1917

1660
1478

1146
1086

812
283

210
210

3a IMOMOHOIBI0 B CBA3H C YXYAHICHUCM TCUCHUSA

ONPENIEIEH0 KaK CpPOYHOE, BHEIUIAHOBOE
OTJEJICHUN HEOTJIOKHONW IIOMOIIY, BBI3BAHHOE
TATOYHOCTH, KOTOpOE TpeOyeT JieueHus (IOMUMO

Y PETUKOB).

«IlanMeHThl TpyMNIbl pUCKa» O3HAYaeT YMCIO MAlMEHTOB TPYIIbl pUCKAa B Hayale

nepuoa.

Bce Tpu KoMIIOHEHTa TEpBUYHON KOMOMHHPOBA

HHOU KOHEYHOW TOYKH IO OTAEIHLHOCTH BHOCHIIN

BKIal B 3 ekt seuenus (pucyHOK 4). 3aperucTpupoBaHO HECKOJIBKO SKCTPEHHBIX OOpaIieHuid

3a IOMOIIBIO B CBA3H C YXYAIICHUECM TCUCHUA CGpI[G‘IHOfI HEAOCTATOYHOCTH.
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Pucynok 4. D¢ dexT jieyeHnsi B OTHOLIEH HepBull;lI(I)-'ﬁ-IE(‘;glj Lﬁ%k‘k@%%:'&gﬁmﬁ

TOYKH, e¢ KOMIIOHEHTOB, a4 TAKKe CMEPTH 110 J1000i NpuYnHe

OP (95% A1) MaumeHTel, ¥ KoTopbIX GLINd OTHOWEHWE 3HaueHue p
3aPErMCTRVPOBAHL ABNEHKUA PHCKOB
Mokazarenu KOMNOHEHTOB KOMOWHUDOBAHHOW (95% OM)
KOHEYHDW TOMKK (HACTOTA ARNSHKWIA)
KomMBMHWPOBAHHAA KOHEYHAR TOYKA, BRIKYAKIWAR [lanarnudnoans Mnaueso

CMEpPTE NO NPHUMWHE CEpASHHO-COCYANCTOND (N=23?3] (N=23?1J
3aBoNeBaAHKMA, FOCNWTANMZALWID NO NOBOAY

cﬂpﬂc'{lloﬁ HEAOCTATONHOCTH WNK JKCTREHHOS
ofipalleHe 3a NOMOLILIO B CBR3W C yXyAleHwen —i— 386 (11,6) 502 (15,6) 0,74 (0,65, 0,85) <0,0001
TEUSHWA CEPAEUHON HEAOCTATOMHOCTI

FocnuTanuaaums No NoBoAY CEepAsYHON
HEAOCTATOUHOCTH —-— 231 (6.9) 318(2,8)  070(059,083)  <0,0001

JKCTpeHHDE 06PAaLIEHWE 33 NOMOLLI B

CEAZM C YXYOWEeHUEM TEYEHMA CEPOeYHON 10(0.3) 2307 0,43 (0,20, 0,90) 0,0213
HEAOCTATOYHOCTH
CwepTs No NPUHMWHE CEPABYHO-COCYANCTOrO —— 227 (8,5) 273(7.9) 0,82 (0,69, 0,98) 0,0294
sabonesaqna
CrMepTs No NGOW NpK-KHEE —— 276 (7.9) 329 (9,5) 0,83 (0,71, 0,897) 00217
I 1 1 I
0.5 08 1 125 2
B nonezy aanarnudinosuHa | B noneay nnayebo

Ilpumeuanue: >KCTpeHHOE OOpaICHHE 32 MOMOILIBIO B CBS3M C yXY/IICHHEM TEUCHUS
CepACYHON HEJNOCTAaTOYHOCTH OBUIO ONpPENENIEHO Kak CpPOYHOE, BHEIIAHOBOE
o0ciieZloBaHUE BpavyoM, HalpUMEpP B OTAEIECHHUU HEOTJIO)KHOW IOMOINHM, BBI3BAHHOE
YXyIIICHUEM TEUEeHUs CEPICYHOI HEOCTaTOUHOCTH, KOTOpPOE TpeOyeT JIedeHus (IOMUMO
TOJILKO MOBBIIICHUS 1035l IEPOPATBHBIX JUYPETHKOB).

KonnyecTBO mepBbIX SIBIEHUM MO OTAEIbHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOM
KOHEYHOHW TOYKU sBIsAETCA (PAKTHMUECKUM KOJIMYECTBOM IIE€PBBIX SIBJIECHUH Ka)J0ro
KOMITOHEHTa 1 He CYMMHPYETCS C KOJIMYECTBOM SIBIICHHI B KOMOMHUPOBAHHON KOHEYHOM
TOUKE.

YacToTa BOSHUKHOBEHUS SIBJIEHUH IPE/CTAaBIEHA KaK YACIIO YYACTHUKOB, Y KOTOPBIX OBLIO
3aperuCTPUPOBAHO SIBJIEHHE KOMIIOHEHTOB KOMOHMHUPOBAaHHON KOHEYHOM TOYKH, Ha
100 manueHTo-JIeT MOCIeAYOMEero HabIoIeHuSI.

3Ha4yeHus p A OTACTbHBIX KOMIIOHEHTOB KOMOMHUPOBAHHON KOHEYHOM TOUKH U CMEPTH

110 J1F000i MPUUYMHE ABISAIOTCS HOMUHAIBHBIMU.
[Ipumenenne manarnugiao3nHa TakKe MPUBOIMIO K CHHIKEHUIO OOIIEro KOJMYECTBA CIy4acB
TOCHUTAIM3AIMHU 110 TOBOAY CEpACUYHOM HEJOCTATOYHOCTH (IIEPBUYHON U MOBTOPHOM)  CMEPTH

M0 TPHUYMHE CEPACUYHO-COCYIUCTON maTosioruu: 567 ciiydaeB B TpyIIe ganariuguio3nHa To
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CpaBHEHUIO ¢ 742 ciy4asiMu B TpyIIe Iuamne6o (omocﬁ%ﬁ%&gqgé O‘TEEH,I?gl'FHS%'HH"@ﬁS—

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

[IpeumymiecTBO Tepanuu JAanariu@Io3MHOM HAOMIOJANoCh Yy MAaIMEHTOB C  CepACYHOU
HenoctatrouHoCcThio ¢ C/] 2 Tuma u 6e3 TakoBoro. [Ipumenenue nanarnvdiio3nHa MPUBOIUIO K
CHIDKEHHUIO YaCTOTHI MIEPBUYHON KOMOMHHUPOBAHHONW KOHEYHOU TOUYKH, BKIIFOUAIOIICH CMEPTh IO
MMpUYUHC CGp,Z[G‘-IHO-COC}’,Z[HCTOfI maTojioru, TrocCuovuTalnu3aluio 10 IOBOAY CGpI[G‘IHOﬁ
HEAOCTATOYHOCTHU WJIM SKCTPCHHOC O6paH_I€HI/I€ 3a MMOMOIIBIO B CBA3H C YXYAIICHUCM TCUCHUA
cepaedHoi HemocrtaTouyHocTH y nauuenToB ¢ CJI 2 tuma (OP: 0,75 [95% [AU: 0,63, 0,90]) u 6e3
takoBoro (OP: 0,73 [95% JU: 0,60, 0,88]).

[IpeumymiecTBO Tepanuu nanariu@io3MHOM M0 CPAaBHEHUIO ¢ TIIae00 B OTHOLICHUN TIEPBUYHOM
KOHEYHOH TOYKH 651.]'[0 COIIOCTaBUMBIM B JIPYTHX KIIOUYCBBIX MOATPYIIIax, BKJIIOYasd
COMYTCTBYIONIYIO TEPAINUIO CEpJCYHON HEIOCTATOUYHOCTH, ¢yHKIHI0 mouek (pCKd), Bospacr,

MIOJ1 ¥ PETHOH.

HUcxoo, COO6LMCZ€MblIz NAYUCHMAMU. CUMNINOMbL XDOHUYECKOU cepdelmoﬁ He00Cmamo4HoCcmu

OddexT neuenuns nanaran@ao3NHOM B OTHOUICHHHM CHMIITOMOB CEPIE€YHONW HEAOCTATOYHOCTH
OLICHMBAJIM C TMOMOUIbIO OOLIEro mokazaTtens cuMnToMoB 1o KaH3acckoMy ONpOCHUKY AJis
oompHBIX Kapauomuonartuen (KCCQ-TSS), KoTopelif MO3BOJISET MPOBOAUTH KOJIWYECTBEHHYIO
OLIEHKY YaCTOTHI U TSHKECTH CUMIITOMOB CEpACYHON HETOCTaTOYHOCTH, BKIIIOYAsl yTOMIISIEMOCTb,
nepudepudecKre OTEKH, OJABIIIKY U OPTOMHO?. 3HAYCHHS MoKa3zaTens BapbupytoT oT 0 mo 100,
npuyueM Oosiee BHICOKH 0aisl COOTBETCTBYET JIyUIlIEMY COCTOSIHUIO 3J0POBbSI.

Tepanus ganaraugo3nHOM NPUBOIUIIA K CTATUCTUYECKU 3HAUMMOMY U KIIMHUYECKH 3HAYUMOMY
OPEeUMYIIeCTBY 10 CpaBHEHHIO C TIUianebo B OTHOUIEHHHM CHMIITOMOB CepACYHOU
HEJIOCTaTOYHOCTH, olleHuBaeMbIx 1mo m3MeHeHuto KCCQ-TSS uyepe3 8 mecsiieB oT MCXOIHOTO
ypoBHs (BeposiTHOCTH mpeumymiectBa: 1,18 [95% AW: 1,11, 1,26]; p <0,0001). Yacrora u
TSOKECTh CHUMIITOMOB BHECIIM BKJIJ B PE3YJbTaT, MOJXYYEHHBIH MO 3(PPEeKTUBHOCTH TEpamu.
[IpenmymiecTBO HAOIIOAATIOCH KaK B YIYYIICHUHM CUMITOMOB CEPACYHON HETOCTaTOYHOCTH, TaK
U B IIPEJOTBPAIICHUH YXYALIEHUS CUMITOMOB CEpeUHOI HETOCTATOUHOCTH.

[Tpu ananuze NaHHBIX PECIIOHACHTOB JOJS MAIMEHTOB C KIMHUYECKH 3HAYUMBIM YIy4IlIEHHEM
KCCQ-TSS ugepe3 8 mecs1ieB 10 CpaBHEHUIO ¢ UCXOJHBIM YPOBHEM (KOTOPOE OMPENENIIIOCh KaK
5 u Gosee GaoB) ObLIA BHILIE B TPYIINE JICYCHUS Janarin(I03MHOM [0 CPAaBHEHUIO C IPYIIIOH,
nosydaBiieil miame0o. Jlons ManuMeHTOB C KIMHUYECKH 3HAYUMBIM YyXyALIEHHEM (KOTOpoe
ompenesiioch Kak 5 u Oosnee OanmoB) OblIa HWDKE B TPyNIe JEYCHHS Aanarin(IIo3MHOM I10
CpaBHEHHMIO C TpPYMIOH, mosydaBiied rurane6o. IIpenmmyiiecTBa Tepanuu ganarin@io3MHOM

COXPAHAINUCH IPpU TPUMCHCHUU 0oJiee KECTKUX IMOPOroBbIX 3HAUCHUH JIIsL OOIBIINX KIHHUYECKH
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3HAYUMBIX U3MEeHEeHMH (Tabmmma 10).

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 17.04.2024 Ne 7689

(NOCNEQCBATENEHOCTE 0002)

Tadauuna 10. KoauvecTBo U 10/151 NAIMEHTOB ¢ KIMHUYECKH 3HAYUMBIM yJIy4YllIeHHEM WJIN

yXyIllIeHHeM 001Iero nokasaressi cuMnTomoB no KanzacckoMy OonpocHUKY AJisi 00JbHBIX

kapauomuonatueit (KCCQ-TSS) yepe3 8 mecsinieB

N3menenune HJanaramndgJio3nn
Inanedo
OTHOCUTEJILHO HCXOAHOI0 10 mr ol = 2062
YpPOBHsI yepe3 8 MecsileB n' = 2086
Vivaenue n (%) c n (%) c OTHowenne mancoB’ | 3HaueHne
u yiayqiuieHuemM? | yiayduieHuem? (95% JAN) p®
> 5 Gaion 933 (44,7) 794 (38,5) a 016’1;‘ ) 0,0002
> 10 Gasios 689 (33,0) 579 (28,1) a 015,13 ) 0,0018
> 15 Gasios 474 (22,7) 406 (19,7) a 011’1? 19) 0,0300
Vavouenue n (%) ¢ n (%) ¢ OTHOIIEHHE AHCOB’|3HaYeHHe
Y yxymmenuem* | yxymmenuem* (95% JIN) p®
> 5 Ganos 537 (25,7) 693 (33,6) o 7%88‘ %) <0,0001
> 10 Gawios 395 (18.9) 506 (24.5) o 7%’83 ) <0,0001
llpumeuanue:

1

Uucno mamueHToB ¢ 3apeructpupoBaHHbiM 3HaueHMeM KCCQ-TSS wim manueHToB co
CMCPTCJIIbHBIM UCXOA0OM 10 OKOHYAHUA 8 MECCALICB JICUCHUS.

Uucnao mamMeHToB, y KOTOPBIX HAOMIOAANoCh yiydllleHHe He MeHee ueM Ha 5, 10 wim
15 6anioB Mo cpaBHEHUIO C UCXOHBIM YPOBHEM. 3HAYEHUS JIsl TAIIUEHTOB CO CMEPTEIbHBIM
UCXOJOM JO0 OKOHYAaHMS YKa3aHHOrO IE€pHOJila BPEMEHH COOTBETCTBYIOT OTCYTCTBHUIO
YIy4dlICHUA.

[Ipy ynyumieHnn OTHOIIEHME IIAHCOB > 1 O3HayaeT MPEUMYILECTBO Tepanuu
nanarngo3uHoM B 03¢ 10 mr.

Ywcio manueHToB, y KOTOPhIX HAOI01a7I0Ch YXYAIIEHHE HE MeHee ueM Ha 5 unu 10 6amios
MO0 CPaBHCHHIO C UCXOAHBIM YPOBHCM. 3HaueHus AJId MTallUCHTOB CO CMCPTCIIbHBIM UCXO0I0M
A0 OKOHYAaHUA YKAa3aHHOI'0 N€puoia BpEMCHU COOTBCTCTBYIOT YXYAIICHHIO.

[Ipu yXyZauieHWu OTHOIIEHHWE IIaHCOB <1 O3HAYaeT MNPEUMYILIECTBO Teparnuu
nanarugo3uHoM B 03¢ 10 mr.

3HaueHUsA P ABJIAIOTCSA HOMHUHAJIbHBIMHU.
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COOTBETCTBYET 3KCNEPTHOMY OTUETY
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Hegponamus (NMOCNEOOBATENEHOCTE 0002)

Bbu10 3aperucTpupoBaHO HECKOIBKO SBICHUH KOMIIOHEHTOB KOMOMHUPOBAHHON KOHEUHOW TOUKH
MOYEYHBIX HCXO0JI0B (moATBepxkAeHHOE ycToiunBoe cHuxkeHue pCKD > 50%, TtepmunanibHas
CTaaus MOYEYHON HEIOCTATOYHOCTH WUJIM CMEPTh BCIIEACTBHE OCIOKHEHUH CO CTOPOHBI MOYEK);
yacTtoTa siBIeHuil cocraBuina 1,2% B rpymme, nomydaBmeil ganarnuduosu, u 1,6% B rpymmne,

nojyy4aBieii miameo.

HUccneoosanue DELIVER: xponuueckas cepdeunas nedoocmamounocms ¢ PBIDK > 40%
Onenka nanarnudiao3vHa s YJIYYIIEHUS KauyecTBa MKU3HU MAlMEHTOB C XPOHUYECKOMH
CepACYHONM HEOOCTAaTOYHOCThIO ¢ coxpaHeHHOW ¢pakumeir BbIOpoca (DELIVER) —
MEXIYHApOJHOE  MHOTOLEHTPOBOE PaHIOMHU3MPOBAHHOE JIBOMfHOE  ciermoe  muianedo-
KOHTPOJUPYEMOE HCCIICIOBAHUE Y MAIMEHTOB B Bo3pacte > 40 JieT ¢ XpOHUYECKOU cepAeHHOM
HepoctaToyHocThio (kiacc II-IV mo NYHA) ¢ ®BJIX >40% u npuszHakamMu CTPYKTYpPHOTO
3a00JIeBaHUs CEpJIa, KOTOpOE IMPOBENU IS ONpPENCNICHUS BIUSHHUS anariudo3nHa o
CPaBHCHHMIO ¢ IUTale00 Ha YacTOTy CIydaeB CMEPTH 10 MPHYMHE CEePACYHO-COCYIUCTOU
MATOJIOTUU U YXYIIEHHE TeUECHUS CepJICUHOI HEIOCTATOUHOCTH.

N3 6263 manmenToB 3131 manueHT ObUT paHIOMHU3UPOBAH B rpymmy ganariauduosuaa 10 mr, a
3132 nanpenta — B rpynmy Iwiane0o; MeanaHa MPOAODKUTEIFHOCTH HAOMIOIEHUSI COCTaBUIIA
28 mecaneB. B uccnenosanne Brimounan 654 (10%) nmaumeHTa € MOAOCTPOH  CepledHOM
HEJ0CTAaTOYHOCTHIO (T. €. paHJOMHU3UPOBAHHBIX BO BpEMs TOCIUTAIU3ALINMH 110 TIOBOY CEpJICUHON
HEJI0OCTaTOYHOCTH WK B TeueHue 30 JHEH mociie BBIMUCKU W3 cTarmoHapa). CpeaHuid Bo3pact
MAIMEHTOB UCCIIETyEeMOU TOMYJISIIIMKA COCTaBHI 72 roaa, 56% manueHToB 0BT MYKCKOTO MMOJIa.
Hcxomano 75% narmmenToB 0buu oTHeceHH! K 11 kimaccy mo NYHA, 24% — k III knaccy u 0,3% —
IV xnaccy. Meanana ®BJIK coctaBuiia 54%. Y 34% nanuentoB @BJIK coctaBuna <49%, y
36% — 50-59% n 'y 30% — > 60%. B xaxzaoii rpynme seueHus y 45% mnaiueHToB B aHaMHe3€ ObLT
C/I 2 tuna. bazoBas Tepanus Briarodana HHruOUTopsl AIID/BPA/aHrHOTEeH3MHOBBIX PEIENITOPOB
U HENpWIN3MHA MHTUOHUTOp, Oera-ampeHobnokaTopsl (83%), muyperuku (98%) u OGrokaTopsl
MUHEPATOKOPTUKOUIHBIX penentopoB (43%).

Cpemusis pCK® coctapuna 61 mn/mun/1,73 M>. Y 49% nanuentos pCK® cocraBuna
< 60 mn/mun/1,73 M2, y 23% — < 45 ma/vun/1,73 M? u y 3% — < 30 m/mun/1,73 M2,
Janarnuguo3uH mpoAeMOHCTPUPOBATT MPEBOCXOACTBO MO CPABHEHHUIO C IJIANe00 B CHUKCHHUH
YacTOThl JOCTHKEHUSI KOMOWHHUPOBAHHON KOHEUHOM TOYKH, BKJIIOYAIOIIEH CMEPThH IO MPUUHHE
CEpJECYHO-COCYAUCTOr0 3a00JIeBaHUSI, TOCITUTAIN3ALINIO 110 TIOBOY CEPACYHON HEAOCTATOYHOCTH
WIH JKCTPEHHOE oOpalieHrue 3a TMOMOIIBI0 B CBS3M C YXYAIICHWEM TEUYCHHS CepIeYHON

HepocratrouHoctu (OP: 0,82 [95% JAU: 0,73, 0,92]; p = 0,0008) (pucyHox 5).
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Pucynok 5. Bpemsi 10 mnepBOro JI0CTH:KEHUS Kdﬂ&hﬁ%ﬁtﬁ it 1k 'Fl'ggéi‘i:l:l;';"hm,

BKJIIOYAOLIEl CMePTh N0 NPHYHMHE CePAeYHO-COCYAUCTOH NATOJI0TMH, TOCITUTAIN3ANMIO 110
NMOBOJY CepAeYHOH HeJOCTATOYHOCTH WJIHM IKCTPEHHOe O0palleHne 32 MOMOIIbIO B CBS3H C

yXyAlIeHHEeM TedeHHsl cepevdHOi Hel0CTaATOYHOCTH

@
[ =
E E 254 Mnauedo
= % z -~ -
T
352 20 —
»
g EZ JanarnugnoamH
of %
2oz 15+
g2
= Tx
59
E8:
o om
=58
m o=
c kI 54
23 Hanarnu$nosuH B cpaBHeHHH ¢ nnayebo
[~
2 E OP (95% OM): 0,82 (0,73, 0,92) 3nadenwue p 0,0008
]
L]

D-H 1 1 1 T 1 1 1 T 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36

MecAubl nocne paHgoMH3aLHH
MauMeHTLl rpynNnel pUCKa 4 PaHa u

fanarnudnoswH: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
MnaueBo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383
Ilpumeuanue: 3KCTpeHHOE OOpallleHHE 3a MOMOINBIO B CBS3H C YXYIIICHHEM TEUYECHHUS
CEpJICYHON HEIOCTAaTOYHOCTH OBLIO  OMNPENEeIEHO KaK CpOYHOE, BHEIJIAHOBOE
oOcieoBaHUE BpauoOM, HAMpPUMEP B OTICICHUU HEOTIIO)KHON TOMOIIM, BBI3BAHHOE
YXYAIICHUEM TEUSHUS CePACYHON HEJOCTATOYHOCTH, KOTOPOE TpeOyeT JiedeHHs! (TOMHMO
TOJIBKO MOBBILICHHUS 1035l IEPOPAIBHBIX JTUYPETHKOB).

((HaHI/IeHTBI I'pymIibl pUCKa)» O03HAYACT KOJIMYECTBO MALMCHTOB I'PYIIIBI PUCKAa B HA4YaJIC

nepuoa.

Ha pucyHnke 6 npezcraBiieH BKJIa TPEX KOMIIOHEHTOB MEPBUYHON KOMOMHHUPOBAHHOM KOHEYHOM

TOYKH B 3(DPEKT JeueHuUs.
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Pucynok 6. IddexT jieyeHnsi B OTHOLIEH HepBull;lI(I)-'ﬁ-IE(‘;glj Lﬁ%k‘k@%%:'&gﬁmﬁ

TOYKH U €€ KOMIIOHCHTOB

OTHOWEHKE MaymeHTsl, ¥ KOTOPLIX OLINK OTHoweHue
PUCKOB 3aperucTprupoBaHel ABNEHWA pPUCKOB
MNokazarenw (95% M) KOMNOHEHTOB KombBuHuposanHol  (95% W)

KOHEYHOW TOYKMK (4acToTa ABNEHWA)
KoMEBMHUpOBAHHAA KOHEYHAR TOYKA,
BK/IKO4AIOLLIAA CMEPTE NO NPUYMHE Aanarnucpnozuy  Mnaueto
Cep/lIeYHO=COCYAMCTOro 3abonesanns, (N=3131) (N =3132)
rOCNUTANM3ALKMIO NO NOBOAY CepAeYHOK
HEAOCTATOYHOCTHM MNKW KCTREHHOE ofpalleHue
3a I'IIDMDLLLEHD B CBA3K C yxXyaWeHWeM TEYEHWA —— 512 (7.8) 610 (9,6) 0,82 (0,73, 0,92)
CEPAEYHOM HEAOCTATOMHOCTH

[ocnuTanuzauna Nno noeody cepaeyHoM — 329 (5,0 418 (8,5) 0,77 (0,67, 0,89)
HEAOCTATOMHOCTH
JKCTPEHHOE BﬁpaLl.]EHMe 34 NOMOLWLHD — 60 {0,9) 78011 0,76 (0,85, 1,07)
B CBA3K C yXyALWESHWEM TEYEHMA
CEDIIELIHOIT‘I HeAOCTATOYHOCTH
GMEDTb no npu4yvHe cepievyHOo-cocyaucTora —_— 23113,3) 261 (3,8) 0,88 (0,74, 1,08)
aafonesaHuna
1 | | 1
0.5 0,8 1 1,25 2
B nonsay ganarnudinozmHa | B nonkay nnauebo

Ilpumeuanue: >KCTpeHHOE OOpAIEHHE 3a MOMOIIBIO B CBA3U C YXYIIICHUEM TEUCHUS
CEpJICYHON HEIOCTATOYHOCTH OBLIO OMPENEICHO KaK CpPOYHOE, BHEIJIAHOBOE
oOcieoBaHUE BpauoOM, HAMpPUMEP B OTICICHUUM HEOTIIO)KHON IOMOIIM, BBI3BAHHOE
YXYIIICHUEM TCUCHHS CEPJCYHON HEIOCTATOYHOCTH, KOTOPOE TpeOyeT ieueHus (MOMUMO
TOJIbKO TIOBBIIIEHUS JTO3bI MIEPOPATBHBIX TUYPETHKOB).

KOHI/I‘IGCTBO HepBBIX SIBHGHI/Iﬁ 110 OTACJIIBbHBIM KOMIIOHCHTAM KOM6HHHpOBaHHOﬁ
KOHG‘IHOﬁ TOYKHN SABJISACTCSA (baKTI/I‘IeCKI/IM KOJIMYECTBOM HepBBIX HB.HGHI/II‘/JI Kaxxaoro
KOMITOHEHTa U HE CYMMHPYETCS ¢ KOJTUYESCTBOM SIBJICHUH B KOMOMHUPOBAHHON KOHEYHOM
TOYKE.

YacToTa BO3HUKHOBEHUS SIBJICHUH MTPEICTaBICHA KaK YHCIIO YYaCTHUKOB, Y KOTOPBIX OBLIO
3apEruCTPUPOBAHO SIBIICHUE KOMIIOHEHTOB KOMOWHHPOBAHHOW KOHEYHOW TOYKH, Ha
100 marueHTOo-JIeT MOCIeYIOIIET0 HAOII0ACHUSI.

AHanmM3 CMEpTH TO TPHYMHE CEPACUYHO-COCYIUCTOTO 3a00JIEBaHMS, MPEACTABICHHOM
371eCb B KauyecTBE KOMIIOHEHTA IEPBHUYHOM KOHEYHON TOYKH, TaKKe MPOBEIU MPHU
(dbopMaTbHOM KOHTPOJIE OLITUOOK TIEPBOTO POJIa, TJIE OHA BHICTYIIAJIa B KAY€CTBE BTOPHUUHOM

KOHEYHOU TOYKH.

Janarnuguo3uH mpoAeMOHCTPUPOBATT MPEBOCXOACTBO MO CPABHEHHUIO C IUIAe00 B CHUKCHHUH

50



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N= 7683

o0mmiero 4mcia COOBITUM CEepIEeYHON HEIOCT: TO‘IHOC”H/;l 'Qéﬂ%&é‘n}g@tﬁé'{eﬁ&%ﬂ u

MOBTOPHAsI TOCIUTANIU3ALMSA [0 TMOBOAY CEpJACYHOM HEAOCTATOYHOCTH WJIM 3KCTPEHHBIC
oOpaireHusi 3a MOMOIIBI0 B CBSI3U C YXYJIICHHEM TEUEHUS CEePACYHOM HEIOCTATOYHOCTH) U
CMEPTH T10 TPUYMUHE CEPACUYHO-COCYAUCTOro 3aboeBanus: 8§15 ciaydaeB B TpyIme, MOJydaBIIei
nanarmugo3nH, 10 cpaBHeHHI0O ¢ 1057 cayuasMu B TpyIme, TOJy4aBIIed rIianebo
(otHOCHTenbHas yacToTa: 0,77 [95% IAU: 0,67, 0,89]; p = 0,0003).

[IpenmymiecTBo Tepanuu ganarin(io3uHOM MO CPABHEHHIO € TUIAaIe00 B OTHOIICHUN TIEPBUYHOM
KOHEUYHOUM TOUYKHM Habmomanochk B noAarpynmnax mamueHToB ¢ @BJDK <49%, 50-59% u > 60%.
OddekT Tepanuu TakkKe OB COMOCTAaBUM B  JIPYTMX  KIIOYEBBIX  IOATPYyIIax,
KJaccu(UIMPOBaHHbIX, HAlIpUMeEp, MO Bo3pacTy, noiy, kiaccy NYHA, ypoaio NT-proBNP,

MOJOCTPOro CTaTyca CepACUHON HeocTaToyHoCTH U Hanmmuuio CJI 2 Tuna.

HC)CO(), c006maeﬂ4bzﬁ nayueHmamu. CUMRMOMblL XPOHUUECKOU C@DdéUHOIZ He0oCmamo4HoCmu

Tepanus manarmu@Io3WHOM TPHUBOIWIA K CTATHCTUYECKH 3HAYMMOMY MPEHMYIIECTBY TIO
CPaBHEHHIO C M1arie00 B OTHOIIEHUU CUMIITOMOB CEPACYHOM HETOCTATOYHOCTH, OLICHUBAEMBIX 110
n3MeHeHuto yepe3 8 mecsreB oT ucxoanoro ypoBas KCCQ-TSS (BeposTHOCTh MpenMyIIecTBa:
1,11 [95% AU: 1,03, 1,21]; p=0,0086). YactoTa ¥ TSIKECTh CUMITOMOB BHECIH BKJaJ B
pe3yabTaT, NOTYYESHHBINA M0 Y3PPEKTUBHOCTH TEPATTHH.

[Ipn anamm3e pECHOHACHTOB JOJS MAlMEHTOB CO CpeAHUM (> 5 0aioB) WJIM CHIBHBIM
(> 14 6annoB) yxynmenueM 3HaueHuss KCCQ-TSS uepes 8 mecsiieB Mo CpaBHEHHUIO ¢ UCXOTHBIM
ypOBHEM ObljIa HUXKE B TPYIIIIE JICYeHHsI Aanariu@Io3uHOM: CpeHee yXyAlleHue Ha0r01aI0Ch
y 24,1% nanueHToB, NPUHUMABUIMX Aanariugo3uH, Mo cpaBHeHUIO ¢ 29,1% mnanueHTos,
NpUHUMABIIUX 1U1ane6o (otHomeHue mancoB: 0,78 [95% JU: 0,64, 0,95]); cunbHOe yXylIeHHe
Habmonanoce y 13,5% mnanueHToB, NpUHUMABIINX Aanariu@ao3uH, mo cpaBHeHuio ¢ 18,4%
MalyeHTOB, MPUHUMABIIKX TIanedo (otHomeHnue mancos: 0,70 [95 % HAU: 0,55, 0,88]). Homns
MAIMEHTOB CO CNAa0bIM WU CPeIHUM YiydlieHueM (> 13 06amioB) WM CHIBHBIM YITydIIEHHUEM

(= 17 6annoB) He OTIUYATIACh MEXK/Y TPYIIIAMH JICUCHHUS.

Xponuueckasn cepoeunas neoocmamounocms 8 ucciedoganusix DAPA-HF u DELIVER

B ananmsze o0benuHeHHBIX qaHHBIX uccienoBanuit DAPA-HF u DELIVER orHomieHue puckos
JUTSE TanarnuIo3uHa M0 CPABHEHUIO ¢ IUIane00 B OTHOIIEHMH KOMOWHUPOBAHHOW KOHEYHOM
TOYKH, BKJIFOYAIOIIEH CMEPTh MO MPUYMHE CEPJCYHO-COCYIUCTON MATOJIOTHH, TOCITUTAITH3AIINIO
M0 TIOBOJY CEPACYHON HEIOCTATOYHOCTH WJIM SKCTPEHHOE OOpallleHHe 3a MOMOIIBIO B CBS3H C
YXYAIIEHUEM TEYCHHUs CEePACYHON HEeIOCTaTOYHOCTH, coctaBwio 0,78 (95% HAU: 0,72, 0,85),

p <0,0001. Dddext nedyenuss O6bUT COMOCTaBUM JUIs Bcero auanasoHa 3HaueHuii ®BJDK 6e3
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DCNENOBATENLHOCTE 0002)

AN
ocnabieHus 3¢ pexra B 3aBUCUMOCTH OT 3HAUCHWSI ®BIK-

Ha ocHoBanum anamm3a oObeAuMHEHHBIX AaHHBIX uccinenoBanuii DAPA-HF u DELIVER no
3apaHee MPeayCMOTPEHHBIM MEPEMEHHBIM Ha YPOBHE MAllMEHTOB MPUMEHEHUE Nanarindio3nHa
MPUBOJIMIIO K CHIM)KEHHUIO PUCKA CMEPTH IO MPUYHUHE CEPIACYHO-COCYIHMCTOM MAaTOJOTHH 10
cpaBHeHuio ¢ iane6o (OP: 0,85 [95% JAU: 0,75, 0,96], p = 0,0115). [Tonoxurenbusiit 3¢ dext

JeyeHust ObUT MIPOJAEMOHCTPHPOBAH B 00OUX MCCIIEIOBAHUSX.

XpoHnyeckas 00JIE3Hb IIOYEK

HccnenoBanue mo olleHKe BIUSHUS Nanariugiio3rHa Ha MOYEYHbIE MCXOJbl U CMEPTHOCTH OT
CEpJICYHO-COCYIUCTHIX 3a00JIeBaHMI y TMAIMEHTOB ¢ XpOHWYecKoi Oone3Hpio mouek (DAPA-
CKD) — mexayHapoaHOe MHOTOIICHTPOBOE PaHAOMH3UPOBAHHOE JABOHHOE Clernoe Ianedo-
KOHTPOJIMPYEMOE MCCIICIOBAHNE y TIAIIUEHTOB C XpOHUUYECKOU 00se3HbI0 modyek ¢ pCKD > 25 u
<75 mn/mMun/1,73 M? u ansbymunypuei (A/Kp moun) > 200 u < 5000 Mr/r) — MpOBOIHMIN s
OTIpe/ieNIeHUs] BIHSHUS, KOTOPOE OKa3bIBaeT AAmariu(IIO3WH 1O CPaBHEHUIO C IIanedo mpu
no0aBJIeHUM K CTaHAApTHON 0a30BOW TepamuM Ha YacTOTy JOCTHXKEHUS KOMOMHHPOBAHHOM
KOHEYHOM TOYKH, BKIOHaronieil ycronumBoe cHuxeHue pCK® Ha > 50%, TepMUHaIbHYIO
CTaIWI0 TIOYEYHOM HEIOCTATOYHOCTH (ompeaensieMyro Kak croikoe 3HadeHue pCKD
<15 ma/mun/1,73 M2, 10ATOCPOUHOE IEUEHNE AUATM30OM MM TPAHCILIAHTALIUS TIOYKH), CMEPTh T10
MPUYMHE CePACYHO-COCYUCTOTO 3a00TIEBAHUS UITH CMEPTh BCIIEACTBHUE OCTIOKHEHUH CO CTOPOHBI
MIOYEK.

N3 4304 manuentoB 2152 manuenTa ObUTH paHIOMU3HPOBAHbI B rpymny ganariuduosuda 10 mr,
a 2152 nmanuenTa — B Tpymmy manedo; MenuaHa nepuoja HabIroAeHus cocTaBuia 28,5 Mecsia.
Jleuenune mpojioimkanu, eciau Bo BpeMs uccienoBanus 3HaueHne pCK® cHmxanocs 10 ypoBHS
Hke 25 mur/mun/1,73 M2, 1 MoriH MIPOJIOJDKATH B CITydasiX, KOT/Aa ObUT HEOOXOIUM JHAITH3.
Cpennuii BO3pacT MalMEHTOB HCCIEAYEeMOW momyisiuuu coctaBuia 61,8 ner, 66,9% nanueHToB
O Myskckoro mona. Mcxomno cpennee 3nauenne pCK® cocrasuno 43,1 mn/mun/1,73 M, a
meanana A/Kp mouun — 949,3 mr/r. V 44,1% nanuenTtos 3HaueHue pCK® cocrasmsuio ot 30 1o
< 45 mn/mun/1,73 M2, y 14,5% namuentoB — < 30 mi/mun/1,73 M2, Y 67,5% namuenTtos 6611 CJ1
2 tuna. [TanuenTsl monyvanu cTanaapTHYIO Tepanuio; 97,0% nanueHToB Moy4aad HHTHOUTOPBI
ATI®D unu BPA.

Ha ocHoBanuu pekoMeH a1y HE3aBUCUMOTI'0 KOMUTETA IO MOHUTOPUHTY JAHHBIX UCCIIEI0BAHHE
3aBEepIIMJIM JJOCPOYHO IO MPUYMHE BBISABICHUS d()PEKTUBHOCTU JICUEHHUS, YCTAaHOBJICHHON 0
MPOBEJICHUS 3allJIaHUPOBAHHOTO aHaiK3a. Jlanarnudao3uH npoaeMOHCTPUPOBaA MPEBOCXOACTBO
M0 CPAaBHEHHUIO C IUIane0o0 B MPeAOTBPAICHUN MEPBUIHON KOMOMHUPOBAHHOW KOHEYHOUN TOUKH,

BKJItouaroneil ycroiiunoe cHmxkeHne pCK®D na > 50%, TepMUHAIBHYIO CTaAUI0 MOYEYHOMN
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HEJI0OCTaTOYHOCTH, CMEPTh [0 HPHUYUHE CEpHEYHO- céggqmc}% B iemtiatn- a0 e Ié‘pTI)

BCJIEZICTBHE OCIIOKHEHHI CO CTOPOHBI Moyek. Ha ocHoBaHMM rpaduka, mocTpOEHHOTO C HOMOIIBIO
merona Kannana—Meiiepa a1 BpeMEHHU 10 MIEPBOTO TOCTUKEHUS KOMOMHUPOBAHHOW KOHEUHOM
TOYKH, F3PPEKT Tepanuu ObUT MPOAEMOHCTPUPOBAH HAUMHAS C 4 MECALIEB JICUCHHSI U COXPAHSAIICS

JI0 KOHITA MCCIIeTOBAaHUS (PUCYHOK 7).

Pucynok 7. Bpemsi 10 mepBOro J0CTH:KeHHS KOMOMHUPOBAHHOW KOHEYHOH TOYKH,
BKIKOYawuei ycroiiuupoe cHuzkeHue pCK® na > 50%, TepMUHANBHYIO CTAIHIO TOYEYHOM
HE0CTATOYHOCTH, CMEPTh 0 NMPUYUHE CEPAEYHO-COCYAUCTOro 3a00/1eBaAaHUA WM CMEpPTh

BCJIEACTBHE OCJI0KHEHHH €O CTOPOHBI MOYEK

24
229 I—
20
18 A

= f Hanarnudnoant

— — [lnauebo

(%)

H KOHEYHOW TOYKM

MaumeHTsl, ¥ KOTOPBLIX BBINK
3aperMcTPMROBaHL! ABNEHWA KOMNOHEHTOB

KOMBHMHWPOBAHHO
=)
1

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

Mecaubl Nnocne paHgoMHIaLMK

MaywMeHTkl rpynnLlI pUcKa

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

HpuMeuaHue: (MMAUEHTHBI I'PYHIIBI pUCKa» O03HAYACT KOJUYCCTBO IMAIMCHTOB I'PYIIIBI PUCKAa B

Haydaje nnepuoaa.

Bce uderplpe KOMIOHEHTa MEPBUYHONW KOMOMHHPOBAHHOM KOHEUHOW TOYKM MO OTAEIHHOCTH
BHOCWJIM BKJIaJ B ekt neuenus. Tepanus nanariau@uo3nHOM TaKkKe IPUBOANIA K CHUKEHHUIO
YaCTOTHI SIBJICHUH KOMOWHUPOBAHHON KOHEYHOW TOUYKH, BKJIIOYAIONIECH YCTOWYMBOE CHIDKCHHE
pCK® na > 50 %, TepMHUHaIBbHYIO CTAaIUIO0 MOYEYHOM HENOCTATOYHOCTH, CMEPThH BCIEACTBHE
OCJIOXKHEHHUH CO CTOPOHBI ITOYEK, a TAKXKE YaCTOTHI SBJICHUN KOMOMHUPOBAHHON KOHEYHOU TOUKH,

BKJTFOYAIOIIEH CMEPThH 10 MPUUHHE CEPIICUHO-COCYAUCTOrO 3a00I€BaHUS U TOCITUTATU3AIMIO TI0
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! /
! e

MOBOJIy CEpJIEYHOM HENOCTaTOYHOCTH. Jleuenpe nanaﬁ%l%ﬁ’i E}Eﬂ'& |:{;T}5‘19‘;I|;!r-éhﬂlo

O6H1€I>'I BBDKMBACMOCTH 'y MHAOUCHTOB C XpOHI/I‘IeCKOI\/'I 0OJIE3HBI0 MOYEK M CTATHCTUYCCKHU

3HAUMMOMY CHUKCHHIO CMEPTH 10 JIF000# nmpuynHe (PUCYHOK &).

Pucynok 8. ¢ dexT jieueHnsi B OTHOIIEHUH MEPBUYHOM U BTOPUYHBIX KOMOMHUPOBAHHBIX
KOHEYHBIX TO4YEK, UX O0T/JAeJIbHbIX KOMIIOHEHTOB, 2 TAK:Ke CMEPTH 10 JII000i MPpUYHHE

MokazaTens P (95% OK) MaymeHTsl, ¥ KOTOPBX BEnM OP (95% OW) 3HaueHue p
ZARArMCTRHMDOBAHE RENEHKA
KOMNOHEHTOS KOMBMHUDOBAHKON
KOHEYHOW TOMKM (YACTOTA ABNEHMA)
Hanarnudinozud  Mnayabo

I'Iepuw-man KOHe4YHaA TOYKA (N = 2152) (N = 2152)
KomBrHMpoBaHHaR KOHEYHAR TOMKA,
BKNHIAOILLAA YCToWUWBOE CHWMeHne pCKD Ha
E50%, TEPMHHANEHYID CTAOMM NOYEYHON
HERUETETBHHDETH, E“Ep‘l’h BEHEAETEHE —.— 19?’ |:41E,] 3‘] E {?.5} 0,51 |:_D.-51 \ G.TE} {0.0001
OCNOMHEHWA CO CTOPOHE! NOYEK MK CMEPTE No
APHYMHE CepASYHO-COEYAWCTON NATONOTMN

BropWuHbie KOHeUHbIE TOUKH

KombrHWpoBaHHAA KOHEYHAA TOYKS,
BKMHYAOLWAA YCTORYMBOE CHHMeHHe pCHED
Ha 250%, TepMMHANBHYHD CTAOWK MOYEYHOR
HEeQOCTATOUHOCTH MNKH CMEepPTh BCNedcTEME
OCNOMHEHHHA CO CTOROHB! NoYeK

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

KﬂHﬁHHHPOBEHHﬂﬂ KOHeYHaA TOYKA, BKNHOYakWwan
CMepTb Mo NPHUYHHE CepaeYHO-COoOCYaNCTON

S
NaTonordd W rocNUTanKMIaynle no Nossay 100(2.2) 138(3.0) 0.71 (0,35, 0,92)
CEPAEYHON HEAOCTATOUHOCTH
CMepTe No NBOR NPAYMHE —.— 101 (2,2 146 {3,1) 0,69 (0,53, 0,88)
Kﬂ“nﬂHGHTH lﬁ“ﬁHHHPHEHHHHX
KOHEYHBIX TOYSK
Yoroldwaos cHukenne pCRD = B0% —.— 112 (2.8) 201 (4,8) 0,53 (0,42, 0,67}
TeprMyHan:HaR CTAOWA NoYeqHoMN
HEAOCTATOMHOCTH —— 105 (2.5) 161 (3,8) 0,84 (0,50, 0,82)
Yotolsvewd ypoaeHes pCKOD
< 15 Mn/maH/ 1,73 W2 —a 84 (1,9} 120(2,8) 0,67 (0,51, 0,88)
Honrocpo4Hos NeYsHrE J4anusom —a— 68 (1.5) 99 (2.2) 0,66 (0,48, 0.90)
TpancniradTALMA NOYKK 3io,1) 8(0,2)
CMapTe No NPWYHMHE CepaaYHI=COCYIHCTON -— 65 (1,4) 80 (1,7) 0,81 (0,58, 1,12)
Naronarim ' ! ! R
CmapTe BCNafcTRWE SCAOMHEHWA O CTOROHL NoUEK 2(0,0) G (0,1)
lacnuranksauma no nosogy —a— 37(0.8) 71(1,8) 0,51 (0,34, 0,76)
CERASMHON HBA0CTATOMHOCTI
I T 1
0,34 0,7 11,2
B noneay ganarnudnoauHa | B noneay nnayebo

Ilpumeyanue:  KOIWUYECTBO IEPBBIX SBICHUM IO  OTAEIBHBIM  KOMIIOHEHTAM
KOMOWHUPOBAHHON KOHEYHOH TOYKH SBIISETCS (AKTHUECKUM KOJIMYECTBOM IEPBBIX
SIBJICHUM Ka)XXIOrO KOMIIOHEHTA M HE CYMMHPYETCS C KOJMYECTBOM SBJIICHUM B

KOMOWHUPOBAHHON KOHEUHOH TOUKE.
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YacToTa BOSHUKHOBEHUS ABIICHHI ITpe]T aByicHa KK &n@@%ﬁé‘éﬁ_}ﬁﬂgﬁl '; I%Jﬂ)ﬂfslk“é‘mno

3apErUCTPUPOBAHO SBJICHHE KOMIIOHEHTOB KOMOMHHMPOBAaHHOW KOHEYHOW TOYKM, Ha
100 manueHTo-J1eT MOCIeAYIONIero HabII0AeHNUS.
O1eHKH OTHOILEHUS PUCKOB HE MTPECTABIICHBI JUIS MOATPYIII C OOLIMM YKCIIOM SIBIECHUH,

COCTABJISIIONIMM MeHee 15 B 00enx rpymnmnax uccie0BaHusl.

[IpenmymiecTBo Tepanuu Aanariu@io3uHOM OBLIO COMOCTABUMBIM Y TAIIUEHTOB ¢ XPOHUYECKOM
6ose3npio mouek ¢ CJI 2 tuma u 6e3 TakoBoro. [Ipumenenue manarnudio3nHa MPUBOIUIO K
CHI)KCHMIO YacTOThl  JIOCTHKEHHUS TEpPBUYHOM KOMOMHUPOBAHHOM KOHEYHOW  TOYKH,
BKJItouaroneil ycroitunoe cHmxkeHne pCK® na > 50%, TepMUHAIBHYIO CTaAUI0 MOYEYHOMN
HEJOCTAaTOYHOCTH, CMEPTh IO TMPUYUHE CEPICYHO-COCYJAMCTON TMAaTONIOTUH WIH CMEpPTh
BCJIE/ICTBHE OCJIOKHEHUI CO CTOPOHBI MOYeK: oTHoIIeHue puckos — 0,64 (95% JU: 0,52, 0,79)
qu1st maruenToB ¢ CJ1 2 tuma u 0,50 (95% [AU: 0,35, 0,72) ans 6onpHBIX 6€3 CJ] 2 Trma.

[IpenmymiecTBo Tepanuu ganarin(iIo3uHOM MO CPABHEHHIO € TUIAaIe00 B OTHOIICHUN TICPBUYHOM
KOHEYHON TOYKM OBUIO COMOCTaBUMBIM B JPYTHX KIIOUEBBIX MOArpymmax, Bkimrodas pCKD,

BO3PACT, MOJI M PETHOH.

eTu
C/[ 2 muna

B xkiMHUYECKOM HCCIIeIOBAaHUM Y IET€ U MoApOCTKOB B Bo3pacTe oT 10 no 24 ner ¢ CJ{ 2 Tuna
39 maneHTOB OBLIM PaHIOMHU3MPOBAaHBI B rpynmy pAanarauduosuna B pgo3e 10 wmr, a
33 manuenTa — B rpynmy Iuianebo B KadecTBE KOMOWHUPOBAHHON Tepamuu ¢ METGOPMUHOM,
WHCYJMHOM WJIM ¢ KoMOuHamued merdopmuHa W wHCynuHa. Ha MomeHT panmomuzanuu 74%
nanueHToB Obuth Miaxamie 18 mer. CkoppekTupoBaHHOE cpenHee n3MeHeHue yposus HbAlc ot
HCXOZHOIO YPOBHS A0 24 Henenu MpHu NpUMEHEHUHU Janariaudrio3uHa Mo CpaBHEHUIO ¢ Tuianebo
cocrapuno -0,75% (95% JAWU: -1,65, 0,15). B Bo3pactHOil rpymnme wMuaame 18 et
CKOPpPEKTUPOBAHHOE CpeHee u3MeHeHnue ypoBHs HbAlc nmpu npumenennu nanariudio3uHa 1o
cpaBHeHMIO ¢ manebo cocraBuwio —0,59% (95% HAU: —1,66, 0,48). B Bo3pacTHO# rpynmne oT
18 ner m crapme cpegHee wu3MeHeHue ypoBHA HbAlc OTHOCHTETBHO HCXOIHOTO YPOBHS
cocraBmiio —1,52% B rpynmne, momydaBmiei nanarmuduosun (n=9), u 0,17% B rpynme,
nonydaBiieil 1ianebo (n=6). DddekTuBHOCT, U 0€30MacCHOCTh OBUIM  aHATOTUYHBI
COOTBETCTBYIOIIMM IIOKa3aTesiM, HAOMI0JaeMbIM Y B3pPOCIBIX MalKWEHTOB, MOIYYaroIIX
nanariaudio3us. JlanpHeliee moaTBepkIeHne 6€30MacCHOCTH U IEPEHOCUMOCTH OBLIO MOIYYEHO
B JIOTIOJTHUTEIHFHOM TIEPUOJIC MCCICNOBAHUS, MPEIHA3HAYCHHOM JIJIsl OIICHKH O€30MacHOCTH,

MPOJOKUTENHLHOCTHIO 28 Heaenb (cM. pasaen 4.2).
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5.2. apmakoknHeTHYECKHE CBOHCTBA

AOGcopbuus

[Tocne mpuema BHYTph Aamariu@uio3uH OBICTPO M TMOJHOCTHIO BCACHIBAETCS B JKEIYJOYHO-
KHUILIEYHOM TpakTe. MakcumalnbHas KOHIEHTpanus nanariudiao3nHa B 1uiazMe KpoBU (Cmax)
OOBIYHO JTOCTHTAETCS] B TEUCHHE 2 YacoB IMocie mpuema Hatomak. CpeaHne reoMeTpuYecKue
3HaueHus Cmax u AUC s nanarnudio3wHa B PaBHOBECHOM COCTOSHUHU TIOCIE TpHEeMa
nanarmuduiosnHa B go3e 10 Mr omMH pa3 B CyTKH COCTaBIsIM 158 Hr/mMim u 628 Hr-4/mi,
COOTBETCTBEHHO. AOCOIIOTHAs OMOIOCTYITHOCTD Janariugo3uHa Ipu nprueMe BHyTpb B go3e 10
Mr cocrtaBisier 78%. IlpueM mnuIM € BBICOKUM COAEpKaHUEM KUPOB CHIKAT Cmax
nanarnudinosuna Ha 50%, yImuHT Tmax (BpeMst JOCTHKEHHUST MaKCHUMATbHOW KOHIIEHTPALUU B
ma3Me) npuMepHo Ha 1 dac, Ho He BiusT Ha AUC mo cpaBHEHHIO C MMPUEMOM HATOIIAK. DTH
M3MEHEHUS He ABJIAIOTCA KIMHUYECKH 3HauuMbIMU. [Ipenapatr @opcura MokeT NpuHUMATHCS Kak
BO BpeMs IIpHieMa MUIIH, TaK U BHE €T0.

Pacnpenenenue

Hanarnudnosun npumepHo Ha 91% cBs3biBaeTcs ¢ OenkamMu. Y MAlUEHTOB C PAa3IMYHBIMU
3a00JIeBaHUSIMH, HAIIPUMEp, ¢ HAPYIICHUAMU QYHKIUHU MMOYEK WM MEYEeHU, 3TOT MOKa3aTeilb He
u3meHsuicsi. CpenHuil 00beM pacmpenenieHuss Aanmariugo3rnHa B PaBHOBECHOM COCTOSIHUU
coctraBui 118 1.

Buorpancdhopmarims

Hanarmmduo3na  metabonusupyeTcss ¢ o0pa3oBaHHEM, TJaBHBIM 00pa3oM, HEAKTUBHOTO
MeTabonuTa ganarnuguo3un-3-O-TIoKypOHHIA.

Hanarnugno3us-3-O-TIOKYPOHU U APYyTHe METa0O0UTHI HE OKAa3bIBAIOT TUIOTIIMKEMHUYECKOTO
nevicteus.  Jlanarnuduosun-3-O-raokyponus;  Gopmupyercst 1moj  neWctBueM  pepMmeHTa
ypuauaaudocdat-raokyporosmnrpanchepazsl 1A9 (UGT1A9), nmpucyTcTBYIOMEro B MEYEHU U
noukax, n3odepmentsl nutToxpoma CYP BoBieueHbI B METa00IM3M B MEHBIIIEH CTEIICHH.
DJIMMUHAIMS

Cpennuii nepuo moyryBeIBeIeHUs U3 1a3Mbl KpoBU (T1/2) y 310pOBBIX 10OPOBOJIBIEB COCTABIISLI
12,9 gacoB mociie 0THOKpaTHOTO MpuemMa Aanarinudio3naa BHyTpb B go03e 10 mr. Cpeaauii o0mmii
CUCTEMHBIN KJIMpEHC Aanarindio3uHa mpu BHYTPUBEHHOM BBeIEeHUU cocTaBisul 207 MIl/MUH.
Janarnuguo3uH u ero MeTaboIUThI BRIBOAATCS, MPEUMYIIIECTBEHHO, TOYKAMHU, M TOJILKO MEHEe
2% BbIBOOUTCS B HensMeHeHHOM Bujue. Ilocine mpuema 50 mr 14C-/:[anarnp1(bn03nHa OBLIO
oOHapyxkeHo 96% pamuoakTuBHOCTH — 75% B Moue u 21% — B Qexanusax. [Ipumepno 15%
PaAMOAaKTUBHOCTH, OOHApyeHHOW B  (eKamusX, TMPUXOJWIOCh Ha  HEU3MCHECHHBIN

JTanariaugIo3uH.
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JINHEWHOCTE

Okcno3unusi  JanarauiIo3MHa YBEIHYMBAIach MPOMOPIMOHATBFHO YBEIMUYEHUIO 03Bl B
muana3one ot 0,1 70 500 mr, a hapmakoKnHETHYECKIE CBOMCTBA qanarau(Io3uHa HE U3MEHSUTHCh

C TeYEHUEM BPEMEHHU IIPU MHOTOKPATHOM €KEeIHEBHOM IpUEMe B T€UEHUE /10 24 Helleb.

cI)a.IZ)MEIKOKI/IHGTI/I‘IGCKa}I-d)a.IZ)MaKOHI/IHEIMI/I‘-IGCKEUI 3aBUCHUMOCTD

Tloueunas nedocmamounocmo

B paBHOBecHOM coctosiHuM (npueM aanariaudao3una B 1o3e 20 Mr B TeueHue 7 THEH) CUCTEMHas
sKcTo3uIus Aanariaudao3una y namueHToB ¢ C/] 2 Tuna u HapymeHneM (pyHKITUU oYK JIETKOM,
CpeIHEel MM TSHKENOH cTerneHu (onpenensieMon Mo KIMpEeHCy Horekcona) obuta Ha 32%, 60% u
87% Boiie, yem y nanuenToB ¢ CJl 2 Tuna u HOpMaJIbHOM (PyHKIMEH MOYEK, COOTBETCTBEHHO.
KonnuecTBo r1toK03bl, BEIBOJUMOM MMOYKaMH B TEUEHHE CYTOK IpPH MpHeMe Aanariugio3uHa B
PaBHOBECHOM COCTOSTHUH, 3aBUCEJIO OT COCTOSIHHS (QyHKIMH novek. Y mamueHToB ¢ C/I 2 tumna u
HOpMaJIbHOU (PYHKIIMEH MOYeK, ¥ ¢ HapyLIeHHeM (YHKLUH ITOYEK JIETKOM, CpeHEN HITH TAKEIIOH
CTENEHU B CYTKH BhIBOJMJIOCH 85, 52, 18 m 11 r rmoko3bl, cooTBEeTCTBEHHO. HemsmecTHo,
OKa3bIBaeT JM TeMOJMAaN3 BIMSHHE Ha SKCHO3MUIMIO nanariudiao3uHa. BrnusHue cHkeHus
GYHKIIMM TOYEeK Ha CHCTEMHYIO OSKCHO3MIMIO Tpenapara OLEHUBAIM Ha MOMYJISALHOHHON
bapmakokuHeTndeckoit Mmoaenu. CrnpornosupoBanHas Mozenbio AUC Obuia BhIIE y MAalUEHTOB
C XpOHHYECKOH 00JIE3HBIO MOYEK 0 CPABHEHUIO C MAIUEHTAMH C HOPMAJIbHOHN (YHKITEH TOYeK
Y CYIIIECTBEHHO HE pa3iinyayiach y MallUEHTOB ¢ XpOHUUYECKOU Oosie3HbIo movek ¢ C/I 2 tumna wim
0e3 Hero, YTo COriacyeTcs C paHee MOJyYeHHBIMU TaHHBIMH.

Ileuenounas neoocmamounocmo

VY nanueHToB ¢ NEYEHOYHOM HEJOCTaTOUHOCTHIO JIETKOW UM CPEAHEN CTENEHU TSKECTH (KJIACChl
A u B o Yaitna-ITer0) cpegaue 3naueHust Cmax 1 AUC manarmmdno3nHa ObUTH, COOTBETCTBEHHO,
Ha 12% u 36% BbllIe 1O CPAaBHEHUIO CO 3/I0POBBIMH J0OpoBOjbIaMH. JlaHHBIE pazIuyus He
SIBJISTFOTCSI KJIMHUYECKHA 3HAYUMBIMH, IMO3TOMY KOPPEKTHPOBKH 03Bl Jamariudio3uHa Mpu
MEYCHOYHON HEJIOCTATOYHOCTH JIETKOM M CPEHEH CTeNeHU TsHKECTH He Tpedyercs (cM. paszen
4.2). Y manueHToB C IeYCHOYHON HEIOCTAaTOUYHOCTHIO Tskenoi crenenu (kimacce C o Yaitna-ITs10)
cpennne 3HaUCHUS Cmax 1 AUC manarmmduiosura 6simu Ha 40% 1 67% BBIIIE, COOTBETCTBEHHO,

M0 CPABHEHUIO CO 3I0POBBIMH JJOOPOBOJIBIIAMH.

Jluya noowcunoco eospacma (= 65 nem)

He oTtmedanoch KIMHUYECKH 3HAYMMOTIO YBEIMYEHHSI SKCIIO3UIIMH y MTAIMEHTOB B Bo3pacte A0 70
Jet (eciu He YYUTBIBATh Apyrue (pakTopsl, IOMUMO Bo3pacTa). TeM He MeHee, MOXKHO OXKHUAATh

YBCIMUYCHUA S3KCIIO3UIUU 34 CUCT CHUIKCHUA (bYHKI_[I/II/I IMMOYCK, CBA3aHHOI'0 C BO3PACTOM. ﬂaHHBIG

00 DKCMO3UINH Y TIAIIUEHTOB B Bo3pacte crapiie 70 JIeT HeIOCTaTOYHBI.
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Y xeHmuH cpenHee 3HaueHue AUC B paBHOBECHOM COCTOSHMM Ha 22% TIpeBbIIIAET
AQHAJIOTUYHBIN MOKa3aTelb y MyXYHH.
Pacosas npunaonescnocmo
KnuHnyeckn 3HaYMMBIX pa3auyuil CUCTEMHOM SKCIO3MIMU Y MPEACTABUTENEH €BPONECOUIHOM,
HErPOUJHOM YU MOHT'OJIOUZHOM pac HE BBISABIICHO.
Macca mena
OtmeueHbl Oojiee HU3KHE 3HAUEHHS SKCIO3MIMM MPHU TMOBBIMIEHHOW Macce Tena. [lostomy y
MAlKMEHTOB C HU3KOW MAacCOM Tejaa MOYKET OTMEUYaThCsl HEKOTOPOE MOBBIIICHUE YKCIIO3ULINH, a Y
NAIMEeHTOB C TMOBBIIICHHOW Maccoil Tela — CHIKEHHE AKCHO3MLMHU aanariudiao3una. OgHako
JIAHHBIE PA3JIMUUs HE SABJISIIOTCS KIIMHUYECKH 3HAYUMBIMHU.

eTu
dapmakoKMHETHKA U apMaKkoguHAMUKa (TTFOKO3YpHst) Ipu MpuMeHennu y nereid ¢ C/I 2 tuma B
Bo3pacte oT 10 10 17 sieT ObUTM aHAJIOTHYHBI COOTBETCTBYIOIUM TTOKA3aTeNsIM, HAOII01aeMbIM Y

B3pOCibIX nanuenToB ¢ C/] 2 tumna.

5.3. JlaHHbIe JOKJIUHHYECKOH 0€30MacHOCTH

Ha OCHOBAaHHHU NAaHHBIX, HOJ'Iy‘-IeHHbIX B TpaI[I/II_II/IOHHBIX JOKJIIMHUYCCKUX UCCIICAOBAHUAX (TaKI/IX
KaK HCCeqoBaHus (HapMaKOJIOTUYECKOW O€30MacHOCTH, WCCIEAOBAHUS TOKCHYHOCTU TPHU
MHOTOKPAaTHOM BBEJCHHH, HMCCIICIOBAHUS T€HOTOKCHYHOCTH, KAHIIEPOTEHHOTO MOTCHIMANIA U
WCCJICIOBAaHMS PENPOTYKTUBHOM TOKCUYHOCTH), OCOOBIX PHUCKOB JUIsl YEIOBEKA BBISIBJICHO HE
ObuT0. B nccnenoBaHnM KaHIEPOTEHHOCTH MPOIOJIKUTEIBHOCTBIO 2 rojja ObUIO MOKa3aHo, YTO
nanariniIo3uH He BBI3BIBAET PA3BUTHUS OMYXOJIeH HU Y MBIIIEH, HU y KPbIC IPU IPUMEHEHUN HU
B OJTHOM U3 MCCIIETyEMBIX J03.

PenpoaykTHBHAS M OHTOICHETHYSCKAS TOKCUYHOCTD

[Ipsimoe mpumMeHeHue Aanaraugo3uHa y MOJIOBIX KPhIC-OThEMBIIIEH U HETIPSIMOE BO3/ICHCTBHUE
Ha MO3JHUX CPOKax OepeMEeHHOCTH (IIePHUO/Ibl BDEMEHH, COOTBETCTBYIOIINE BTOPOMY M TPETHEMY
TpUMecTpaM OEpEMEHHOCTH y YeIOBeKa C TOUKU 3pEHUs] BHYTPUYTPOOHOTO pa3BUTHS MOYEK) U B
NepUoJ JIAKTAllUU CBSI3aHbI C MOBBIIIEHHOW YacTOTOW U (WJIM) TSDKEIOW CTENEeHbI0 pacUIMpeHus
MOYEYHBIX JJOXAHOK U ITOYEYHBIX KAHAJIBLIEB Y IOTOMCTBA.

B wuccienoBaHMM TOKCHMYHOCTM Ha HEMNOJOBO3PENBIX JXUBOTHBIX IPU HENOCPEICTBEHHOM
MpUMEHEHUHN Jnanariudiio3uHa y MOJOJBIX KpbIC B BozpacTe oT 21 mo 90 mHel o pacmmpeHun
MOYEYHBIX JIOXaHOK M MOYEYHBIX KAaHAJIbLIEB COOOIIANIOCH MPU MPUMEHEHHH BCEX YPOBHEH 1103;
DKCIIO3UILMA y IOTOMCTBA IIPU CaMOM HU3KOM MCIIBITYEMOW [103€ IPEBbINIAIIA MAKCUMAJIbHYIO

pEKOMEHAYEMYIO 103y [UIsl 4yelloBeka B > 15 pa3. Takxke Nnpu NpUMEHEHUM BCEX YPOBHEW 103
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runepTpoduu noyek. Pacmmpenne noyeuHsIx TOXaHOK U TOYEYHBIX KaHAIbIIEB, HAaOII01aeMoe y
MOJIOJIBIX KHBOTHBIX, HE OBUIO TOJTHOCTHIO OOpPAaTUMBIM B TEUYECHHE TEPHO0Jia BOCCTAHOBIICHUS,
COCTaBJISIBLIETO NPUONIM3UTENBHO 1 MecsI.

B oTaensHOM HccnenoBaHNN MPEHATAIBLHOTO U MOCTHATAIBLHOTO PAa3BUTHSI Mpenapat MpUMEHsUIIN
y OepeMEeHHBIX CaMOK KpPBIC B TIepHoj ¢ 6 JqHS recTtanuu A0 21 THS MOCTHATAIBHOTO MEPHOJa,
TaKuM 00pa3oM, MOTOMCTBO IOJBEPraid BIMSHUIO Iperapara Kak BHYTPUYTPOOHO, TaK U BO
Bpems Jaktanud. (OIeHKy SKCIO3ULINU Janariu@io3rHa B MOJIOKE U Yy TOTOMCTBA IPOBOAMIIN B
pamMKax JOMOJHHUTENBHOrO uccienoBaHus.) OTMeuanoch YBENUYEHHE YacTOThl M TAKECTH
pacuIMpeHusl MOYEYHbIX JIOXaHOK Yy B3POCJIOr0 MOTOMCTBA CAMOK, MOJY4YaBIIMX Ipenapar, HO
TOJILKO B CAMO#l BEICOKO MCIIBITYEMO /103€ (COOTBETCTBYIOIINE SKCIIO3UIMH AanaraugIo3uHa y
CaMOK M MOTOMCTBa MpPEBBIIANN SKCIO3UIINIO0, HAOMIOAAEMYI0 y YeJoBeKa MPU MPUMEHEHUU
MaKCUMaJIbHOW PEKOMEHIyEMOUW 03Bl MJIs 4YelIOBeKa, COOTBETCTBEHHO B 1415 m 137 pas).
JlononHuTEIbHbIE NPU3HAKKM OHTOTC€HETMYECKOM TOKCMYHOCTH OrPAHUYMBAIIUCH CHHXKEHHEM
Macchl Teja MOTOMCTBA W HAOMIONANKCH TOJIBKO NMPH MPUMEHEHHH 103 > 15 Mr/Kr/cyTku (4To
COOTBETCTBOBAJIO AKCHO3MIMM Yy TOTOMCTBA, B =29 pa3 MpeBbILAIONIEH 3KCIO3UIHUIO,
Ha0JI0/1aeMYI0 y YeJloOBeKa IpU MPUMEHEHHUH Tpenapara B MaKCUMalbHOU peKOMEHIYeMOit 103¢€).
[TosiBneHne mpU3HAKOB TOKCHUYHOCTU IS MAaTEPUHCKOIO OpPraHM3Ma OTMEYAJIOCh TOJBKO MPHU
caMOW BBICOKOM HCHBITYEMOM J03€ W OrpaHUYMBAJIOCh BPEMEHHBIM CHM)KEHHEM MAaCChl Tela U
notpebseHuss nuuM. MakcumalbHas [103a, HE MPHUBOJALIAsS K Pa3BUTHIO HAOII0aeMBbIX
HexenarenbHbIX  dhdexToB (NOAEL), B OTHOIIEHWHM OHTOTCHETHMYECKOW TOKCHYHOCTH
(HauMeHbIIask UCTBITYeMasl /103a), COOTBETCTBYET KPAaTHOW CHUCTEMHOM SKCIIO3UIMHU Yy CaMOK,
npubimsuTenbHo B 19 pa3 mpeBblIalomIel SKCIO3UIMI0, HAOMI0NAaeMyl0 Yy YelOBEKa IpH
NPUMEHEHUN MaKCUMaIbHOW PEKOMEHTyeMOM J03bI IJIs YeJIOBeKa.

B nonomHUTENbHBIX HCCIEAOBAHUAX SMOpPUOGETATLHOTO Pa3BUTHS Ha KpbIcaX M KPOJIMKaxX
nanaraugo3uH MPUMEHSUTH C WHTEpPBajaMH, COBIAAIONIMMH C OCHOBHBIMH TIEPHUOJaMU
opraHoreHesa y Kaxjaoro Buja. Hu rnpu o1HOH U3 HCHIBITYEMBIX 103 Y KPOJIMKOB HE HA0II0JaI0Ch
MPU3HAKOB TOKCHMYHOCTH JJIi MATEPUHCKOIO OpraHM3Ma WM MPU3HAKOB OHTOTE€HETHYECKON
TOKCUYHOCTH; HauOOJbIIIas UCIIBITyeMasl 1038 COOTBETCTBYET KPAaTHOM CHUCTEMHOM AKCIIO3UIUH,
npubimsutensHo B 1191 pa3 mpeBblaoneil MakCUMaJIbHYI0 PEKOMEHIYEMYI0 03y JUis
yenoBeka. [Ipu mpuMeHEeHWM Ha KpbicaX Jamariu(IO3WH HE BBI3bIBAI 3MOPHOJETAILHOTO U
TEPATOrE€HHOr0 JEHUCTBUSA TPHU HSKCMO3ULMH, 10 1441 paza mnpeBblIaloniell MaKCUMaJbHYIO

PEKOMEHAYEMYIO 103y JJIS UeIOBeKa.

6. PAPMAIIEBTUYECKHE CBOMCTBA
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6.1. [Iepeuenb BcnoMorareJibHbIX BellleCTB

Aopo mabnemku:

Lennrono3a MUKpOKpUCTATIINYECKAs
JlakTo3a Oe3BoHas

Kpocnosugon

Kpemnus auokcup

Marnus creapar.

Oboaouxka mabremku.:

Omnazpait® 11 sxkenTrii:

[ToMMBUHUIIOBBINM CIUPT YACTUYHO THMAPOJIM30BAHHBII
Turana quokcuy

Makporon 3350

Tanpk

Kpacurens okcup sxemnesa sKenTblil.

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

[Tpu Temmeparype He Boimie 30°C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

Jlns TabsieTok 5 Mr:

(npu npoussodcmee na npeonpusmuu Acmpa3enexa Papmacvromukanc JIII, CIIIA):

no 10 tabnetok B nephoprupoBaHHOM OJIUCTEPE U3 ATIOMUHHEBOU (OJIBTH, CHOPMUPOBAHHOM H3
(hOpPMOBOYHOTO JIaMHHATA, COCTOSIIETO W3 TOJWaMHaa / MITKOW amroMuHUEeBOW (oabru /
HeractTuuuupoBaHHoi nonuBuHUIXIOpUaHONH (IIBX) mieHku, 3amedaTaHHOM 3aKajJeHHOU
IIOMUHUEBON (POIBIOil, MOKPHITOM TepMOoIakoM; 110 3 ephopupoOBaHHBIX OJIUCTEPA C JTUCTKOM-
BKJIQJIBIIIIEM B KAPTOHHOMW MavyKe ¢ KOHTPOJIEM MEPBOT0O BCKPHITHSI.

[To 14 tabGnetok B Omucrepe U3 alfOMUHUEBOW (OJIBTH, CHOPMHUPOBAHHOM U3 (DOPMOBOYHOTO
JaMHHATA,  COCTOAIIETO M3  MoiuMamMuga /  MATKOW — amoMuHuUeBOd — dombpru  /

HeractTuuuupoBaHHoit nonuBuHUIXIOpUaHONW (IIBX) mieHku, 3amedaTaHHOM 3aKaJeHHOM
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ATIOMUHHEBOU (POJILIOM, TOKPHITON TEPMOJIAKON; 110 1 dﬂi:ﬁ%lﬁgi;&“cT%li'kgﬁ-BE& iiriem B

KapTOHHOH MayKe ¢ KOHTPOJIEM NIEPBOI'O BCKPBITHSL.

Jlnsa tabnerox 10 mr:

(npu npouzeodcmee na npeonpusmuu Acmpa3enexa Papmacvromuxanc JII1I, CIIIA):

no 10 tabnetok B nephoprupoOBaHHOM OJIUCTEPE U3 ATIOMUHHEBOU (OJIBTH, CHOPMUPOBAHHOM M3
GOpMOBOYHOTO  JAMHUHATA,  COCTOSIIET0 W3  MOJIMaMuja / MATKOH  alfOMUHHEBOMN
doneru / HemnactudummpoBanHor  nonuBMHWIXIOpHAHON ([IBX) t1uteHkw, 3ameyaTaHHOM
3aKaJICHHOW aTIOMHUHHEBOU (POJTBIOM, TOKPBITON TEPMOIAKOM; 10 3 TiephOpHUPOBAHHBIX OIHCTEPA
C JINCTKOM-BKJIQ/IbIIIIEM B KAPTOHHOM MayKe ¢ KOHTPOJIEM MEPBOTO BCKPBITHS.

[To 14 Tabnetok B OiucTepe U3 ATIOMHUHHEBOU (OIBIH, CHOPMUPOBAHHOM H3 (POPMOBOYHOTO
JaMHHATA,  COCTOAINIETO M3  MoiuMamMuga /  MATKOW — amoMuHuUeBOM  dombpru  /
HeracTuunupoBanHoi monuBuHWIXIopuaHOW (IIBX) muieHku, 3amedaTaHHOM 3aKaJeHHOU
ATFOMUHHEBOU (POJILIOM, MOKPHITOM TEPMOJIAKOM; 10 1 uiu 2 GimcTepa ¢ IMCTKOM-BKJIAIBIINIEM B
KapTOHHOH Mayke ¢ KOHTPOJIEM MIEPBOTO BCKPBITHSL.

(npu npoussoocmee na npeonpusmuu OO0 «Acmpa3enexa Unoacmpusy, Poccus):

no 10 Tabnerok B OnucTepe M3 alfOMUHHEBOW (OibIrH, chopMUpOBAaHHOM K3 (HOPMOBOUYHOTO
JIaMHHAaTa, COCTOSIIIETO u3 rmoiaMuIa / MArKom AIIIOMHUHUEBOM
donbru / HemnactudumupoBanHoi nonuBMHWIXIOpHAHON ([IBX) ruteHkw, 3ameyaTaHHOM
3aKaJICHHOHM aTIOMUHHMEBOM (POIBroi, MOKPBITON TEPMOIAKOM; 10 3 WK 9 6IUCTEPOB C TUCTKOM-

BKJIQJIBIIIIEM B KAPTOHHOM MayKe ¢ KOHTPOJIEM IEPBOTO BCKPHITHSI.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTHM MNPH  YHUUYTOXKEHHMH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara Win 0TX010B, MOJYy4YeHHBIX MOcJie MPUMEHEeHNs mpenapara, u
Apyrue MaHUMYJISAIUH € TPeNapaTomM

Beck ocraBmmiicst IeKapCTBEHHBIN MpeNapar U OTXOJbI CIEAYeT YHUYTOKUTh B COOTBETCTBHH C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOJATCIILCTBOM Tp€6OBaHI/I}IMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUSA

Benukob6purtanus / United Kingdom

Actpa3eneka IOK Jlumuren, 1 ®pencuc Kpux Asenro, KemOpumx buomenukan Kammyc,
Kem6pumxk, Benukobputanus CB2 0AA / AstraZeneca UK Limited, 1 Francis Crick Avenue,
Cambridge Biomedical Campus, Cambridge, United Kingdom CB2 0AA

7.1. IIpeacTaBuTeNb AEPsKATESI PETHCTPALMOHHOIO Y10CTOBEPEeHHA
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[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aPECY:

Poccuiickas @edepayus, Pecnyonuxa Apmenus, Pecnyonuxa benapyce

00O Acrpa3eneka @apmacbroTuKaI3

123112, r. Mocksa, 1-it KpacHorBapaerickuii npoesn, 1. 21, ctp. 1, atax 30, komHatsl 13 u 14

Temn.: +7 (495) 799 56 99

dakc: +7 (495) 799 56 98

DNEeKTpOHHAas NoYTa:

B Poccuiickoit denepanuu: Safety.Russia@astrazeneca.com
ProductQuality.ru@astrazeneca.com

B Pecniybnuke Apmenus, Peciybnuke benapycs:
Frontiers-PV @astrazeneca.com
ProductQualityEurasia@astrazeneca.com

Pecnyonuxa Kazaxcman

[IpencraBurensctBo 3AK «AcTtpa3eneka HO-Keit Jlumureny

050000, r. Anmarsl, yi. Kynaesa, 1. 77, opuc 101

Ten.: +7 727 232 14 15; +7 701 0326745

OnekTpoHHas novra: adverse.events.kz@astrazeneca.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. JATA NEPBUYHOM PETUCTPAIIMA (IIOATBEPXJIEHUSA PETMCTPAIIMN,
HEPEPEI'MCTPALIUN)

JlaTa nmepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0mrast xapakTepUCTHKA JIeKapcTBEHHOro mpernapata dopcura gocTynHa Ha HHPOPMALMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAITMOHHO-KOMMYHHUKAIIHOHHON CETH

«uTeprer»: http://eec.eaeunion.org
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