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OBIIAS XAPAKTEPUCTHKA JIEKAPCTBEHHOI'G HPFEHAPAFALHCCTE 0002)

1. HAMMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
®Dopaurnud, 5 Mr, TabIETKH, TOKPHITHIE TIICHOYHOH 000JI0UKOMH

®Dopaurmud, 10 Mr, TaGIETKH, TOKPHITHIE TNIEHOYHOU 000JI0UKOM

2. KAYECTBEHHBIA U KOJMYECTBEHHBIN COCTAB
JleficTByto111€€ BEIIECTBO: Janarin(Iio3uH.

Dopaurnud), 5 Mr, TabIETKH, MOKPLITHIE IIEHOYHONH 000JI0YKOMI

Kaxxnas Tabnerka, MOKphITask INICHOYHON 000JIOUKOM, COJEPKUT S MT TanaraugIo3uHa.

Dopaurnud, 10 Mr, TabaeTKH, DOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kaxxnas Tabnerka, HOKphITas IIIEHOYHOU 000109K0i, coaepkuT 10 Mr mamarnudno3uHa.

[TonHbIi epedeHb BCIOMOTaTebHBIX BEIIECTB MTPUBEACH B pa3zene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHONW 000JIOUKOM.

Dopaurnud), 5 Mr, TabIETKH, MOKPLITHIE IIEHOYHONH 000JI0YKOMI

Kpyribie 1BOSKOBBITYKIIbIE TAOJIETKH, MOKPHITHIEC IJICHOYHOM 000I0YKOI KENTOro I[BETA.
Ha nmonepeunom paspese sapo TabaeTKu 0e1oro Ui mouty 0enoro 1nBera.

Dopaurnud, 10 Mr, TabIeTKH, DOKPHITEIE IIIEHOYHOW 000JI0UKOH

Kpyribie 1BOSKOBBINYKIIbIE TAOIETKH, TOKPBITHIE MJICHOYHONW 000JI0UKOM KEJITOro 1IBETA.

Ha nmonepeunom paspese sapo TabaeTKu 0e1oro Ui o4ty 0enoro 1nBera.

4.  KIMHHUYECKHUE JAHHBIE
4.1. Tloka3aHusl K MPUMEHEHHUIO
[Ipenapar @opaurand nokaszaH K MIPUMEHEHHUIO Y B3POCIIBIX B BO3pacTe OT 18 jieT 1i1s JeueHus:
— caxapHoro auabera (CJ]) 2 Tuna B 1omoNHEHHE K JUeTe U (PU3MYECKUM YIPAKHEHUSAM IS
YIIyUYIIEHUS TIIMKEMHYECKOTO KOHTPOJIS:
e B KauecTBE MOHOTEpanmuH, KOrja MpHUMEHEHHEe MeT(opMHUHA HEBO3MOXHO BBHUIY
HEMEepeHOCUMOCTH;
¢ B KOMOMHHMPOBAHHOM Tepanmuu ¢ METPOPMHUHOM, TIPOU3BOTHBIMU CYTb()OHUIMOUYEBUHHI (B
TOM 4YHUCIIe, B KOMOMHAIUU C METGOPMHUHOM), THA3OIUAWHAMOHAMHU, MHTUOMTOpAMHU
munentuauanentuaasbli-4 (II11-4) (B Tom uuciae, B KOMOMHAIMU C METHOPMHUHOM),

arOHMCTOM PELENTOPOB TIOKaroHomoooHoro nonumnentuaa-1 (I'TITI-1) skcenatumom
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(B TOM 4YHUCIIC, B KOM6HHaHHH C OAHUM WM ABYMS THIIOTJTIMKCMUYCCKHUMU IIpCriapaTaMu
JUIsL TIEpOpPAlbHOIO IPUMEHEHMs) IPU OTCYTCTBMM aJ€KBATHOIO TINIMKEMHUYECKOTO
KOHTPOJISI Ha JAHHOM Teparuu;

® B CTapTOBOM KOMOWHUPOBAHHOW Tepamuu ¢ METHOPMHHOM, TPH IEJIeCO00pPa3HOCTH
JTAaHHOW Tepanuu.

— CJ 2 tuna y B3pOCHBIX MNAIMEHTOB C YCTAHOBJIEHHBIM JIMATHO30M CEPJIEYHO-COCYIUCTOIO
3a00eBaHUs WK IBYMsI M OoJiee pakTopamu cepaedHO-COCYAUCTOTO PUCKa™ JIsl CHUIYKEHUS
pHUCKa TOCMTUTAIM3AIIHH T10 TIOBOAY CEpJCYHON HEIOCTATOYHOCTH;

* BO3pacT y My>X4HH > 55 jer win > 60 JeT y KeHIIWH M HAIW4Yhe He MeHee OJHOro (hakropa

pHUCKa: TUCIUMUIEMHs], apTepuaibHasi THIIEPTEH3Us, KypeHHUE.

— CUMIITOMAaTHYECKOW XPOHUYECKOUN CEpIeUHON HEAOCTATOUHOCTH;

— XpOHHMYECKOH OO0JIe3HH IMOYEeK C PUCKOM €€ MPOTPecCUpPOBAHMS [Js YMEHBLICHHUS pUCKa
YCTOMYMBOTO CHIDKCHHMSI PAcCYeTHOW CKOpOCTH KiyOoukoBoi ¢umbTparuu (pCKD),
HACTYIUICHUS] TEPMUHAIILHOM CTaJUM XPOHUYECKOM MOYEYHOW HETOCTATOYHOCTH, CMEPTH OT
CEpJICYHO-COCYIUCTOTO  3a00NEBaHUS W TOCHUTAIM3AIMHA IO TIOBOJY CEpACYHOM

HEAOCTAaTOYHOCTH.

4.2. PexuMm A03UPOBAHUSA U CIIOCO0 MPUMEHEHUS
[lepen nauanom tepanuu npenaparom opauriug cieayer OLeHUTh COCTOSHUE BOAHO-COJIEBOTO
oOMeHa u, IpH He0OXOAUMOCTH, BOCIIOIHUTH 00beM IUpKyIupytomiei kposu (OLK).

PexxuM 103upoBaHus

Caxapuwiii ouabem 2 muna

Monomepanus: pexoMmenayemas no3a npenapata @opaurnud cocrasiser 10 Mr oguH pa3 B
CYTKH.

Kombunuposannas mepanus: pekoMeHnayemasi no3a npenapara @opauriud cocrasmsier 10 mr
OJIMH pa3 B CyTKH B KOMOMHAITMHU C METPOPMUHOM, TPOU3BOAHBIMHU CYJIH(OHUIMOUYEBUHBI (B TOM
4yucie, B KOMOMHAMKU ¢ METHOPMHHOM), THA30duauHAnOHaMu, nHTrHOuTOpamu JII1I1-4 (B Tom
yrciae, B KOMOMHAIMU ¢ MeTPopMHHOM); aroHuctoMm peuentopoB [TIII-1 — skcenatumom
IPOJIOHTUPOBAHHOTO JICHCTBUSA, B KOMOMHALIUH ¢ MET(POPMUHOM; IIperapaTaMyu HHCYJIHHA (B TOM
yHuclie, B KOMOMHAIMM C OJHMM WU JABYMS THUIOIIIMKEMUYECKHUMH Ipenaparamu JJis
MepopaIbHOTO MPUMEHEHUS ).

JIJist CHUKEHHSI pUCKa THIOTJIMKEMHU TIpH MPUMeHeHnH npernapata @opaurnud B coueTaHuu ¢

HWHCYJIMHOM WKW [OpfclaparaMuv, CTUMYJIUPYIOIIMMU CCKPCUHUIO HWHCYJIMHA, TAaKUMHU KakK
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MPOU3BOJHBIE CYIb()OHUIMOUEBUHBI, MOXKET OTpe6OﬁEITBCﬂ_]gH¥I7K%HIICEJH54ﬂ ﬁIIcynlnﬁa- WIN

npenapara, CTUMYJIUPYIOIIEro CEeKPELHIo HHCYIHHA (CM. pa3aensl 4.5 u 4.8).

Cmapmosas KOMOUHUPOBAHHAS mMepanus ¢ Mem@popMuHom: PEKOMEHIyeMas J03a Ipernapara
®Dopaurmud cocrapisier 10 Mr oMH pa3 B CyTKH, 1032 MeTgopmuna — 500 MT OJuH pa3 B CYTKH.
B ciyuyae HeaeKBaTHOTO TIIMKEMUYECKOTO KOHTPOJIS 103y MET(POpPMHUHA CIeAyEeT YBEIHUUUTb.
C/Jl 2 muna y 63poCuviX NAyueHmos ¢ YCMAHOBNEHHbIM OUACHO30M CEPOeUHO-COCYOUCHO20
3a601esanus unu 08yMs u bojiee hakxmopamu cepOedHo-cocyOUcmo20 PUcKa OJist CHUNCEHUsL PUCKA
20CRUMANU3AYUU N0 NOBOOY CepPOeUHOU HedOCMamoyHOCmU

Pexomennyemas noza npenapara @opauraud cocraiser 10 Mr ouH pa3 B CyTKH.
Xponuueckas cepOeunas He0OCmMamoyHoOCmy

Pexomennyemas no3a npenapara @opauriud cocrasisier 10 Mr oauH pa3 B CyTKH.
XpoHuueckas 60ne3Hb nouex

Pexomenayemas noza npenapara @opauraud cocraiser 10 Mr ouH pa3 B CyTKH.

Oco0ble rpyInel NALKUEHTOB

Tayuenmol ¢ Hapywenuem QynKyuy novex

Koppekuuu 10361 B 3aBUCHMOCTH OT ()YHKIIMH ITOYEK HE TpeOyeTCsl.

N3-3a orpaHMYE€HHOTO OIbITAa MPUMEHEHUS HE PEKOMEHIyETCS HAUYMHATh JICUCHHUE MPENapaToM y
narueHToB ¢ pPCK® < 25 mu/muH.

lNumornmukemuueckoe neiicteue qanarnudiuosuaa y naueHToB ¢ CJ1 2 Tuna 3aBUCUT OT (PyHKIUK
ToYeK M cHukaercsl y marmentos ¢ pCK® menee 45 min/mMun/1,73M? 1, BEPOSTHO, OTCYTCTBYET y
MHAIMEHTOB C TIHKEION NOYEYHOU HENOCTATOUYHOCTEIO.

B Tom ciyuae, eciiv He0OX0MM AaTbHEHUIINI KOHTPOJIb TIIMKeMUH y nanuenTos ¢ C/] 2 tuna npu
nageann  pCK® wmwke 45 wi/MHH, HEOOXOIMMO  HA3HAYHUTH  JIOTIOJHUTEIHHYIO
TUTIOTIIMKEMHUYECKYIO Tepanuio (cM. pazaenst 4.4, 4.8, 5.1 u 5.2).

Taoauna 1. PekoMenaganum 1mo J03MpOBAaHUI0 NIPeNapaTa B 3aBUCUMOCTH OT MOKa3aTeJsiei

pCK®

pCK® Pexomennyemas no3a
(ma/mun/1,73 m?)

pCK® 45 unu BbllIE Koppexknuu 10361 HE TpeOyeTcs.
pCK® menee 45 no 25 Koppexknuu 10361 HE TpeOyeTcs.
IIpumeHeHue rpernapara Dopauraund HE

pEeKOMEHyeTCsl Uil YIY4YIIeHUs TIMKEeMHYECKOTO
KOHTPOJISI 'y B3POCHBIX MAlMEHTOB C CaXapHBIM

nraderoM 2 THIIA.
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alMueHThI MOT'YyT Mpoa0JI’KaThb TCPpaInto JJIA
yMeHblIeHusT pucka cHwkeHuss pCK®, HacTymieHus
TEPMHUHAIBHOM  CTaIUM  XPOHUYECKOM MOYEUHOU
HEJ0CTaTOYHOCTH, CMEPTU OT CEPIAEYHO-COCYIUCTOrO
3a00JIeBaHNs ¥ TOCIIMTAIM3ALIMY 110 TOBOAY CEepACUHOM

HEAOCTAaTOYHOCTH.

TepmunanbHas craausi XxpoHudeckoi | [IpoTuBonokasano.
IMOYCYHOMN HEJIOCTAaTOYHOCTH,

TpeOyroas IPOBEICHUS AUaIn3a

Iayuenmvi ¢ HapyweHuem hyHKyuu neyeHu
Koppekuust 103bl mnpenapara y MalMEHTOB € MEYEHOYHOM HENOCTATOUYHOCTHIO JIETKOM WU
CpeIHEH CTenmeHW TsbKecTH He TpeOyercs. [lanmmeHTamM ¢ MEYEHOYHOM HEA0CTaTOYHOCTHIO
TSDKEJIOM CTENMEeHM PEKOMEHAYEeTCsl HayajdbHas Jo3a mnpenapata S5 wMr. [lpu  Xxopormeit
MEPEHOCUMOCTH 1032 MOXKET OBbITh yBenuueHa 10 10 mr (cMm. pazaenst 4.4 u 5.2).
Iayuenmul nodxcunozo 6ospacma
Koppeknus 10361 npenaparta B 3aBUCUMOCTH OT BO3PACTa HE PEKOMEHyETCsl.

eTu
Nmeronmecs Ha CEroaHsAIHUN I€Hb KIIMHUYECKHUE JaHHbIE TPUBEACHBI B pazaene 5.1, 5.2, onHako
HEBO3MOXKHO JaTh PEKOMEHJIAIIMU 0 PEXUMY M03upoBaHus. bezomacHOCTh U 3()PEeKTUBHOCTD
namarnaiIo3uHa y manueHToB maame 18 et He u3ydanuch (cm. pasmgen 4.3.).

Cnoco0 rmpuMeHeHus

BuyTps, He3aBucHMO 0T puéMa nuuiy. TadneTku cieayeT NporaaTbiBaTh LETUKOM.

4.3. TlpoTuBOmOKAa3aHUs
e [WmepuyBCTBUTENHFHOCTh K JManariu(io3MHy W/WIM K JIOOOMY M3 BCIIOMOTaTEIbHBIX

BEIIECTB, IEPEUHNCICHHBIX B pa3jaene 6.1.

4.4. OcoOble yka3aHHusl 1 MepPbI NPeI0CTOPOKHOCTH NIPH NPUMEHEeHUH

OO01iee ykazanue

Hanarmmduo3na He crueayer mnpuMeHsTh mnamumeHtam ¢ CJI 1 Ttunma (cMm. moapaszien

«JInabeTnueckuii KeToaIumI03»).
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Hapynienue d)VHKHI/II/I IIOYCK

COOTBETCTBYET SKCNEPTHOMY OTYETY

N3-3a OrpaHWYeHHOr0 OMBITA MPOTUBOMOKA3aHO HAYMHATH JICYCHHUE Jamariu(IO3UHOM Y
nanueHToB ¢ CK® < 25 my/MuH.

O¢ddexTuBHOCTh nanarauIo3MHa B OTHOIIEHWU CHH)KEHHS YPOBHS TIJIIOKO3bI 3aBUCUT OT
(yHKIMM TOYeK 1 yMeHbImaercs y naruento ¢ pCK® menee 45 mun/mun/1,73 M? 1, BEpOSTHO,
OTCYTCTBYET y HAIIMEHTOB C TSKEJOW MOYEYHON HEeIO0CTATOYHOCTHIO (cM. pasznensl 4.2., 5.1. u
5.2.).

B omnoMm uccnenoBanun y manuentoB ¢ CJl 2 tuna ¢ HapymieHneM (YHKIIMH TOYEK CpeaHen
crenenn TsokecTH (pCK® < 60 mn/mun/1,73 M?) HexenaTenbHbIC PEAKIMN B BHIE TTOBBIICHNUS
KOHIICHTPALUU KpeaTHHHUHA, Gocdopa, MapaTUPEOHIHOTO TOPMOHA U apTEPUATBHON THIIOTECH3UH
B Tpymre JanaraugIo3uHa OTMEYAIHCh y OOJbIIEH 10 MalueHTOB, YeM B TPYyIIIe M1aneoo.

Hapynienue d)VHKHI/II/I NECYCHHU

B KIMHUYECKUX MCCIIEIOBAHUSAX TIOTYYCHBI OrpaHHYCHHBIE JaHHBIC O IPUMEHEHUH Tperapara y
MAIMEHTOB C HapylieHneM (QYHKIUHM TEeYeHW. DKCHO3MIMS nanariudio3rHa yBeIWYeHa Yy
NAIMEHTOB C HAPYIICHUSIMHU (YHKIIUU TICUYCHH TSDKEIION cTteneHu (cM. pasaensl 4.2. u 5.2.).

[IpuMeHenue y mareHToB ¢ puckoM cHmkenus OLK u/mnn apreprualibHON THIIOTEH3UHU

B cooTrBeTcTBMM ¢ MEXaHM3MOM JEHCTBMS Janariv(o3vuH YCWINBAET AUYpe3, YTO MOXKET
IPUBOIUTH K HEOOJIBIIOMY CHUKEHUIO apTEPHAILHOTO JaBJICHHUS, OTMEUYCHHOMY B KIIMHUYECKUX
uccnenoBaHusx (cM. paszzen 5.1.). Iuyperudeckuit 3¢pdext Moxer ObITh Oosiee BHIPAKEHHBIM Y
NAlMEHTOB C OYEHb BBICOKOM KOHIIEHTPALMEH IIIIOKO3bI B KPOBH.

Crnenyer cobmogaTh OCTOPOKHOCTh Y MALUEHTOB, U1 KOTOPBIX BBI3BAHHOE Janariugio3uHOM
CHIDKEHHE apTepUalIbHOTO JIABJICHUS MOXKET MNpPEICTaBIATh PUCK, HANpUMEp, y NalUEHTOB,
MOJYYarOIUX TUIOTECH3UBHYIO TEPAIUIO, C SMMU304aMHU THIIOTCH3UM B aHAMHE3€ WU Y TOXKUIIBIX
HalMEHTOB.

B ciyyae HMHTEpPKYppPEHTHBIX COCTOSIHMMA, KOTOpbIE MOTYT mOpuBecTH K CcHikeHuo OILK
(HampuMep, KelyI0YHO-KUIIeYHbIEe 3a00JIeBaHus), PEKOMEHAYETCS TIATEeIbHBII MOHUTOPHHT
OLIK (manpumep, ¢usukampHOEe O0O0CIENOBaHME, W3MEPEHHE AapTepHAbHOIO JIaBJICHUS,
7a00paTOpHbIE MCCIEJOBAHUSA, BKIIOYAas TIEeMAaTOKPUT U KOHLEHTPALUU 3JIEKTPOJIMUTOB).
BpemenHoe npekpaliieHue JedeHus Aanariuguo3nHOM PEKOMEHYETCsl MalUeHTaM, Y KOTOPBIX
pa3BHBAETCS THIIOBOJIEMHS, IO €€ KOppeKimu (cM. pazaen 4.8.).

JlnabeTnuecKknii KETOALMA03

Coo0uranoch 0 peaKkux cliydasx I1ua0eTHUecKOoro KeToalu103a, BKIYas yrposKaouue 5KU3HI 1
JeTalbHble Cllydad y  MAlUEeHTOB, TMOJYyYaBIIUX HHTHOUTOpPH  HATPUH-TIIOKO3HOTO

koTpaHcroprepa 2 tumna (SGLT2), Bkimtoyas manarauduiosuH. B psie ciydaeB KIMHHUYECKas
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MOBBIIIEHUEM KOHIICHTPALIUU TIIOKO3BI B KPOBH.

Puck amnabernyeckoro Keroammao3a ClIeIyeT YUYUTHIBATh MPHU TOSBICHUU HecHenu(puyecKux
CUMITOMOB, TaKMX Kak TOIIHOTA, pPBOTA, aHOPEKCHs, O0lb B KHUBOTE, Upe3MepHas Kax[a,
3aTpyJHEHHOE JbIXaHUE, CIIyTAHHOCTh CO3HAHUS, TIOBBIIICHHAS YTOMJIIEMOCTh HJIK COHJIUBOCTD.
[Ipu mosiBIEHMU 3THUX CHMITOMOB MAaIlMEHTOB CIIEAYET HEMEUIEHHO O0CenoBaTh Ha HalUdue
KETO0AaIU103a, HE3aBUCUMO OT KOHIICHTPALIUHU TITIOKO3BI B KPOBH.

Y nanueHToB € TMOAO3PEHUEM WJIM JUArHO30M JMa0eTHYeCKOro KeToaluao3a JieueHue
nanariaugo3uHOM ClieyeT HEMEAJIEHHO MPEKPATUTb.

Jleyenue cienyer NPUOCTAHOBUTH y MAllMEHTOB, TOCHUTAIM3UPOBAHHBIX B CBSI3U C OOLIMPHBIMU
XUPYPIUYECKMMH BMELIATEIbCTBAMU HWJIM OCTPBIMH CEpPhE3HBIMU 3a00JICBaHMAMHU. Y ITHX
NAlUEHTOB PEKOMEHAYETCSl KOHTPOJIMPOBATh COJAEpXKaHHWE KETOHOBBIX Ted. I3Mepenue
KOHIEHTPAllMd KETOHOBBIX TelI B KPOBHU IMpEANOYTUTEIbHEe, 4YeM B Moue. JleyeHue
nanaran@iIo3MHOM MOXKHO BO30OHOBUTH IMPU HOPMAJIHU3AIMHM KOHIEHTPAIIMU KETOHOBBIX TeN U
CTaOMIIN3aLUU COCTOSHUS MAIlUEeHTA.

[lepen wHa3zHaueHweMm namariu@iao3WHa CclEAyeT Y4YWTHIBaTh JaHHbIE aHaMHe3a IMallheHTa,
KOTOpBIE MOTYT MpeApacHoarath K KETOauma03y.

K rpymnme Bo3MOXHOT0 MOBBIIIEHHOTO PUCKa Pa3BUTHs TUa0ETHUECKOTO KETOANI03a OTHOCATCS
NaIMEeHThl C HU3KUM pe3epBOM (QYHKUMHU OeTa-KieTok (Hampumep, manueHTsl ¢ CJI 2 tuna c
HU3KUM ypoBHeM C-menTuaa WM JIATEHTHBIM ayTOMMMYHHBIM JHa0ETOM  B3POCIBIX
[LADA-nnaber] win manmpeHThl ¢ MAHKPEATHTOM B aHAMHE3€); MAlMEHTHI ¢ 3a00JICBaHHUSIMH,
KOTOpbIE MPUBOJAT K OTPAaHMUYCHHIO TIpUEMa MHIIH WK TSHKEJIOMY 00€3BOKUBAHHIO; TTALIUEHTHI,
y KOTOPBIX CHIKEHBI 1035l IPENapaToB WHCYJIMHA; U MAIIUEHTHI C MOBBIIICHHON MOTPEOHOCTHIO B
npenapaTax HWHCYJIMHA H3-32 OCTPOro 3a0osieBaHMs, XUPYPTHMUYECKOTO BMEIIATEIbCTBA WM
3noynotpebnienuss  ankoroneMm. Cremyer coOnofaTb OCTOPOXKHOCTh MPU  NPUMEHEHHUH
uHruouTopoB SGLT2 y TakuX NaueHToB.

VY nanueHToB ¢ qua0eTHYECKUM KETOAIM1030M, BO3HUKIIUM BO BpeMs JICUYCHUS MHTHOUTOPOM
SGLT2, ne pexkomeHmyeTcsi Bo30OHOBIeHHE Tepanmuu uHruomrtopom SGLT2, ecnmu He ObuLI
BBISIBJICH W YCTPAHEH JIPYTO# sIBHBIN IPOBOIUPYIOMINI (aKTop.

B uccnenoBanusax ganarnugo3nHa y MaldeHTOB ¢ CaXxapHbIM JuadeToM | THIa 4acTo OTMevacs
nuabetnueckuil  keroamuao3. Jlamarnndiao3uH NpOTHBONOKA3aH Ui JIEYEHHUS OOJBHBIX C
caxapHbIM auaberoMm 1 Tumna.

Hexporusupyoonmii dpaciuur npoMexHocty (raurpera OypHbe)

Coo0maioch 0 MOCTPETHCTPALMOHHBIX CIydasXx HEKPOTH3HPYIOLIETro (haciMuTa MPOMEKHOCTH

(Taxke Ha3pIBaeMOro rarpeHoil dypHbe) y KEHIIUH U MYKYUH, TPUHUMAIOIINX WHTHOHUTOPBI
6
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SGLT2 (cm. pasmen 4.8.). DTo pekoe, HO cepbesnoe it HoTeHIEnG YFPOKAIOREE Hu3HY

SBJICHHE, KOTOpoe TpeOyeT HEOTJIOKHOIO XHMPYPTUYECKOr0 BMELIATENbCTBA M MPHUMEHEHHS
AHTUOMOTHKOB.

[TanimeHTaM pEeKOMEHIYeTCsl OOpaTUThCS K Bpady B TOM Cliydyae, €CIH Y HUX IMOSBHIIUCH OOJIb,
YyBCTBUTEIHLHOCTh MPU MPUKOCHOBEHUH, D)PUTEMa MM OTEK B OOJIACTH TEHUTAIUH MM 001acTH
IPOMEKHOCTH B COYETAHUU C JIMXOPaIKoM W HemomoranweM. ClemayeT MOMHUTH, YTO JIMOO
yporeHutaibHas HMH(eKknus, Jubo abcuecc MPOMEKHOCTH MOTYT  IpPEIIECTBOBAThH
HEKPOTH3UPYIOIIEMY (HaCIHHTY .

[Ipu monmo3penun Ha ranrpeHy PypHbe mpuMmeHeHue mnpernapata opauraud moKHO OBITH
IPEKpaIleHO M HayaTo He3aMeIIUTEIbHOE JIeUeHHEe (BKII0Yast aHTUOMOTHKH U XUPYPTUUYECKYIO
00paboTKYy).

Nudexnmn MOYEBBIBOAAIINX ITyTEH

OKCKpelusl TJIIOKO3bl ¢ MOYOM MOXKET OBbITh CBSI3aHA C TOBBIIIEHHBIM PUCKOM HHGEKINU
MOYEBBIBOAALIMX IyTei. [loaToMy npu NedeHUH mNuenoHeppuTa WIM YPOCENCHUCa CIeIyeT
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 PETUKH.

[Toxxunpie MalMEHTHI Yalle MMEIT HapylleHne (YHKIUU TMOYEK W/WIM TOJyYaloT JICYCHUE
AQHTUTUIIEPTEH3UBHBIMU MpenapaTtaMu, KOTOPbIE MOTYT BbI3bIBaTh MU3MEHEHUsI (YHKIMH MOYEK,
TaKUMH KaK WHTHOMTOPHI aHTHOTeH3WHNpeBpamaromero depmenta (AIID) u Oiokartops
penentopoB anruoreH3uHa (bPA) 11 tuma 1. [ marueHToB MOKUIOT0 BO3pacTa MPUMEHHMBI T€
K€ PEKOMEHJAINH B OTHOIICHUH (DYHKIUHU MOYEK, YTO W I JPYTUX MAIMEHTOB (CM. pa3/esbl
42.,48.u5.1.).

XpoHUYecKas cepAeyuHas HeJ0CTaTOYHOCTh

OnblIT  mpuMeHeHHMs — Janariu@iuo3MHa y  MAIMeHTOB C  XPOHHUYECKOH  cepaeyHOn
HemocTaTouHoCThi0 IV yHKIMOHANBHOrO Kiacca mo Kiaccuukanun  Heio-Fopkcekoit
Kapauosornueckoit accormanuu (New York Heart Association, NYHA) orpanuueH.

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

[Ipumenenne namarnudiao3uHa y MANUEHTOB C WHOWIBTPATUBHOW KapAMOMHONATHEH He
U3y4aloCh.

XpoHnyeckas 00JIE3Hb ITIOYEK

OnpIT npuMeHeHHsl fanaraudao3uHa A JeUeHUs] XPOHUUYECKO 00Ie3HN MOYeK y MaleHTOB
6e3 C/l 2 tuna u anbOyMUHYpUHM OTCYTCTBYeET. [laliieHTsl ¢ anbOyMUHYpHel MOTYT HOJIYYHTh

OOJIBIIIE TTOJIB3BI OT JICUCHUS AAMariiu(IO3UHOM.
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AMITyTanust HUGKHUX KOHEYHOCTEH (NOCNENOBATENBHOCTE 0002)

YBenudueHre Ciy4acB aMIyTallid HUKHUX KOHEYHOCTEH (B MEPBYIO OYepe/ib, MAbIEB CTOIIHI)
HaOJII01aJ10Ch B JIOJATOCPOUHBIX KIIMHUYECKUX UCCIIEIOBAaHUAX TPUMEHEHH HHruonTopoB SGLT2
y naruenToB ¢ CJ] 2 Tuna. HensBecTHo, sBisieTcst in 310 3pdexkrom mpenaparos kimacca SGLT2.
[TaimenTam ¢ caxapHpIM AuabeToM 2 THUMA BaXXHO PEKOMEHAOBATh  IMOCTOSHHBIN
npoQUTAKTUIECKUI YXOJ 32 CTOIIAMHU.

OI_IGHKI/I PE3YIBTATOB aHAJIM3a MOYH

BcenenctBue mexanum3ma JAeicTBHsI mpemapaTa pe3ysibTaThl aHald3a MOYM Ha TJIIOKO3Y Y

MaIMeHTOB, IPUHUMAIOIINUX zxanarnmbnoan, 6y,HYT ITOJIOKHUTCIIbHBIMU.

4.5. B3ammopgeiicTBHe ¢ JAPYTHMH JIEKAPCTBEHHbIMHM MpenapartamMM M JApyrue BHJbI
B3alMOeliCTBUSA

dapMmakoguHaAMHUYECKOE B3aUMOJIEUCTBHE

Jluypemuxu

Janarnu¢ino3uH MOXeT YCHUJIMBATh JUYPETUYECKUH HPQPEKT THABUIHBIX U  «IIETIEBBIX»
JIMYPETHKOB M TOBBIIIATh PHCK PAa3BUTHS 00C3BOKMBAHHS W apTEPHATIBHOW TMITOTECH3UH (CM.
paszaen 4.4.).

Hncynun u npenapamol, nosvluaiowjue ceKpeyuio UHCYIuHd

Ha ¢one npumeHeHUs] MHCYJIMHA U TNPENapaToB, MOBBIIIAIONINX CEKPELUI0 MHCYJIUHA, MOXET
BO3HUKATh TUIMOTIIUKEeMUsL. [103TOMY C 1IeJIbI0 CHUKEHHUS PUCKA THITOTIIMKEMHH TIPUA COBMECTHOM
NpUMEHEHUH Janariu(iao3uHa ¢ WHCYJIMHOM WM MpPEnaparoM, MOBBIIIAIONIMM CEKPEIHIO
HWHCYJIMHA, MOXCT HOTpeGOBaTBCH CHMIKCHHUC NO3bI MHCYJIMHA WJIK IIpCliapaTa, NOBLIMIAIOMICTO
CEKpEIMIO UHCYNMHA (CM. pa3aens 4.2. u 4.8.).

DdapMaKOKHHETHYECKOE B3aUMOJICHCTBHE

Mertabonmu3m nanariau@io3uHa, B OCHOBHOM, OCYIIECTBIISICTCS MOCPEICTBOM TIIFOKYPOHHUIHOM
koHbloranuu nox aeicreuem UGT1A9.

B xome wuccnemoBanuii IN Vitro panarim¢uo3suH HE WHTHOUMpPOBald W30(EPMEHTHI CUCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u e unaynuposan uzopepmentel CYP1A2, CYP2B6 nniu CYP3A4. B cBsizu ¢ »TuM
HE OXHJAeTCs BIMSAHUS Janarmudiao3rnHa Ha MeTaOOTUYeCKUH KIMPEHC COMYTCTBYIOIIUX
IpenapaToB, KOTOPbIe METabOIN3UPYIOTCS MO JSHCTBUEM 3TUX U30(EPMEHTOB.

BausHME Ipyrux JI€KapCTBEHHBIX IpeNapaToB Ha z[anarnn(bnoan

HccnenoBanusi B3aMMOJCUCTBHH C y4aCTHEM 3JI0POBBIX JIOOPOBOJIBIEB, B OCHOBHOM,

IPUHUMABIIUX OAHOKPATHYIO 103y Janariu@io3nHa, HoKa3aiu, 4YTo MeT(OPMHH, MUOTIUTA30H,
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COOTBETCTBYET SKCNEPTHOMY OTYETY

CUMBACTATHH HE OKA3bIBAIOT BIMSHUS HAa (DapMaKOKWHETHKY Janariudio3nHa.

[Tocre coBMecTHOro mpuMeHeHUs nanaraudio3uHa u pudaMruuruHa, UHAYKTOpA Pa3sTuYHBIX
AKTUBHBIX TPAHCIOPTEPOB M (PEPMEHTOB, METAOOIU3UPYIOMIUX JICKAPCTBEHHBIC MPENapaThl,
OTMEUYEHO CHIKeHue cucteMHol skcno3unuu (AUC) nanarnudguosuna Ha 22% npu OTCYTCTBUU
KIMHUYECKH 3HAYMMOTO BIHUSHUS HA CYTOYHOE BBIBEIEHHE TIIOKO3BI TMoukamu. He
PEKOMEHIyEeTCS KOPPEKTHUPOBaTh 03y mpenapara. KIMHUYECKHM 3HAYMMOTO BIHSHHS TPHU
NPUMEHEHUH C JPYTUMH HMHIYKTOpamMu (Hampumep, KapOamazenmuHoM, (EHUTOMHOM,
(dhenobapOuTaIOM) HE 0XKHIACTCA.

[Tocne coBMECTHOro NMpPUMEHEHUs AanarauduiosuHa U MepeHaMOBOW KHUCIOTHI (MHTHOUTOpa
UGT1A9) ormeueno yBenudenne Ha 55% CHUCTEMHOW SKCIO3UIMU Jamariuduio3nHa, HO 0e3
KJIMHUYECKH 3HAYMMOTO BIIMSHUSL HAa CYTOYHOE BBIBEJCHHE TJIIOKO3BI IMOYkamu. He
PEKOMEHyeTCSI KOPPEKTUPOBATH JI03Y Mperapara.

Bimsaue ;[anarnnd)nomHa Ha ApyTruc JCKApCTBCHHBIC ITPCIIapaThl

OpnHOBpeMEHHOE TMpPUMEHEHUE Aamarmudio3nHa W TMPEnapaToB JHUTHSI MOXKET MPHUBECTH K
CHM)KEHMIO KOHIIEHTPALIMHU JINTUSL B CHIBOPOTKE KPOBU M3-32 BO3MOXKHOTO YCHUJICHUS BBIBEJICHUS
JUTHS ¢ MO4Oi. MokeT moTpeboBaThCsl KOPPEKLIUsS JO3bI IIpernapaTa JUTHSL.

B wuccnemoBaHusX B3aMMOJCWCTBHI C ydYacTHEM 3IO0POBBIX JTOOPOBOJBIEB, B OCHOBHOM,
OJTHOKPATHO MPUHUMABIINX 03y Mpenapara, Janaraudio3uH He BIUUT Ha (papMakKOKMHETUKY
MeThOpMHUHA, THOTJIUTA30Ha, CUTATJIMIITHHA, TIUMENUPUIA, THAPOXIOpOTHa3naa, OyMeTaHuIa,
BajicapTaHa, TurokcuHa (cyoctpar P-gp) wim Bapdapuna (S-Bapdapus, cyocTpar uzodepmenta
CYP2C9), win Ha aHTHKOAryJSIIMOHHBIM >(QQeKT, oneHuBaeMbld M0 MeXIyHApOAHOMY
HopManu3oBaHHoOMy oTHomeHuto (MHO). IlpuMeHneHue OIHOKpaTHON H03bI Jdamariugo3uHa
20 mr u cuMBacratuHa (cyocrpara uzodepmenta CYP3A4) npusoauio k nosbieHuto Ha 19%
AUC cumBacratuda u Ha 31% AUC cuMmBactaTMHOBOM KHUCHOTEHL IlOBBINIEHHE DKCIIO3HUIIMHU
CUMBACTaTHHA U CUMBACTATHHOBOW KUCIOTHI HE CUUTACTCS KIMHIUYECKHA 3HAYUMBIM.

Buausanune Ha onupeneneaue 1,5-aHrUIpOTIIIOIIMTOIA

OleHKa TJIIMKEMHYECKOTO0 KOHTPOJS C TMOMOINBIO oOmpeneseHus 1,5-aHruaporionnToiia He
PEKOMEHIyeTCs, TOCKOJIbKY HW3MEpeHHue 1,5-aHruApOrIIONHUTONAa SABISIETCA HEHAACKHBIM
METOJIOM ISl TTAI[UEHTOB, MPUHUMAIOIMUX UHTUOUTOpHl SGLT2. [l OoleHKH TIMKEeMHYECKOTO
KOHTPOJIS CIIETyEeT UCTIOIb30BaTh AIbTEPHATUBHBIEC METO/IBI.

JIpyrue B3aMOJIEUCTBUSI

Bnusinue kypeHus, [ueThl, IpueMa pacTUTENbHBIX MPEnaparoB U yHOTPeOJEHUS aJKorois Ha

napameTps! apMaKOKWHETHKH Janarinio3nHa He U3y4anoch.
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4.6. @epTHIBLHOCTH, 0EPeMEHHOCTDb U JTAKTALMSA (NOCNENOBATENBHOCTE 0002)

bepemeHHOCTD

B cBsi3u ¢ Tem, uTO MpUMeHeHUe AanariugIIo3nHa B Iepruo 0epeMEHHOCTH He U3Yy4eHO, TIpernapar
MIPOTHBOIIOKA3aH B IEPHO]T OepeMEHHOCTH. B citydae muarHocTupoBaHusi 0€peMEHHOCTH TepaIus
JanaringI03MHOM JTOJDKHA OBITh MPEKpalieHa.

JlakTanus

HewusBectHo, mpoHUKaeT ¥ Aanariu(Io3uH W/WIH €ro HEaKTUBHBIE META0OTUTHI B TPYIHOE
MOJIOKO. Hemnp3si HCKIIOUHTH PHUCK I HOBOPOKIEHHBIX/MianieHneB. Jlamarmudno3un

POTUBOINOKA3aH B MEPUOJI TPYIHOTO BCKapMIIMBAHHUS.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATHL TPAHCIMOPTHBIMH CPeICTBAaMH M pPadoTaTh C
MeXaHM3MaMH
HccnenoBanuii Mo M3ydeHHWIO BIMSHUA Janarin@iao3MHa Ha CHOCOOHOCTh K YIPABICHHUIO

TPAHCIIOPTHBIMU CPCACTBAMU U MECXAaHU3MAaMH HC ITPOBOANIIOCH.

4.8. HexenaTeabHble peakuu
Pesrome mpoduiist 6e300acHOCTH

C/l 2 muna

B xmuamuecknx wuccienoBanusix 6onee 15000 mammentoB ¢ CJl 2 Tuma moyrydand TEparuro
JanariuQIO3uHOM.

[lepBuuHas olueHka 0€30MaCHOCTHM M IEPEHOCMMOCTH Oblia MpOBEIEHAa B INpEABAPUTEIHHO
3aJaHHOM  OOBEIMHEHHOM  aHaju3e 13 KPaTKOCPOYHBIX (o 24 HEZIEIb)
1ae00-KOHTPOJIUPYEMBIX ~ UCCIIEIOBaHUN ¢ ydactueM 2360 MalnueHTOB, MOMydYaBIIUX
nanaruduo3ud B go3e 10 mr, u 2295 marnueHToB, MoaydaBmux miamneoo.

B wucciaemoBaHMM cepACUYHO-COCYIUCTHIX HMCXO0M0B namarmudiosuHa npu CJ 2 tuma
(uccnenoanne DECLARE, cm. pasnen 5.1.) 8574 manuenTta nonyvaiu Aanariugio3uH B 103
10 mr, u 8569 mauueHTOB Moyyyanu mianedo MpHu cpeiHeil MpOJOIDKUTEIBHOCTH Tepanuu 48
MecsieB. B nienom, cpensis sxcrmo3uius ganariaudiao3una coctaBuia 30623 manueHTo-roja.
Haubonee yacTbiMu MOOOYHBIMU pEAKIUSMHU, OTMEUYEHHBIMH B KIMHUYECKUX HCCIIEIOBaHUSIX,
OBLIM TeHUTATbHBIC HH(EKITHH.

XpoHnuueckas cepOeunas He0OCmMamoyHoCmy

B wuccnenoBaHuu cepneyHO-COCYAMCTBIX HUCXOJOB MpH MPUMEHEHMM Janariudo3nHa Y
MAlMEHTOB C XPOHUYECKOW CepJIeYHON HETOCTATOYHOCTHIO CO CHMKCHHOM (pakiel BRIOpoca
(uccnenoanue DAPA-HF) 2368 nanuenToB nonydyanu ganaraudiao3us B goze 10 mr, u 2368

NAIMEeHTOB MOJyYyalu IUianedo Mpu CpeAHed MpoJODKUTENbHOCTH Tepamuu 18 mecsies. B
10
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HCCIIeyEMYIO TTONYJISIUI0 BOLLIM manueHTsl ¢ C/I 2 fﬁﬁéﬂjgd%ﬁéﬁ{%wﬂéﬁgﬁ,l afaroke

nanuentsl ¢ pCK® > 30 mu/mun/1,73 M2, B uccae10BaHUM CepedHO-COCY AUCTIX HCXO0I0B HPH
NPUMEHEHUU Janariu(io3uHa y TaIeHTOB ¢ XPOHUUYECKOH CeplIedHON HEIO0CTaTOYHOCTHIO C
dpaxiueii Beiopoca sieoro xenynouka (OPBJDK) > 40% (DELIVER) 3126 nanueHToB motyyanu
nanarmuduosud B mo3e 10 mr, w 3127 manuMeHTOB modydand Iulanebo Tpu  CpeaHei
MPOJOHKUTEILHOCTH Tepanuu 27 MecsIeB. B monmynsiuio nmainueHToB BXoamin nanueHTsl ¢ CJ1
2 tumna u 6e3 quabdera, a Taxxke naueHTs ¢ pCK® > 25 mn/mun/1,73 M.

O6mwmit mpodriie Oe3omacHOCTH Janariuuio3WHa y TMAIMEHTOB C XPOHHYECKOW CepaeYHOU
HEJI0OCTaTOYHOCTHIO COOTBETCTBOBAII M3BECTHOMY MpOoduITt0 0€30MacHOCTH Aanarinudio3una.
Xponuueckasn b6one3nb novex

B uccnenoBanuu no onenke 3 HEeKTUBHOCTH JanaraugIo3iuHa B OTHOIIECHUH TOYEYHBIX HCXOJI0B
y MamueHToB ¢ XpoHudeckod Oose3npio mouek (DAPA-CKD) 2149 manweHTOB mMomydanu
nanarmduosud B mo3e 10 mr, w 2149 mamueHTOB moidydand Iuiane®o TpH  CpeaHeH
MPOJOKUTEIFHOCTH Tepanuu 27 MecsieB. B uccienyemMyo MOMysSIUi0 BXOIWINA TAIlHEHTHI C
CJ1 2 tuna, 6e3 CJ1 2 tuna, c pCK® > 25 u <75 mn/mun/1,73 M? u ans0yMuHypHeii (COOTHOILEHHE
anp0ymuH/KpeatuauH B Moue (A/Kp moun) > 200 u < 5000 mr/r). Jleuenue npoaomKain, €Ciiu
pCK® camxanack menee 25 mi/mun/1,73 M2,

OO6muit npoduinb 6€30MacHOCTH JanaraudIo3uHA y TAIIUEHTOB C XPOHUYECKOW 00JIE3HBIO TTOUEK
COOTBETCTBOBAJ M3BECTHOMY MPOQHIII0 O€30MaCHOCTH Aanaraugio3nHa.

PesroMe HeXxeNnaTeabHbIX PEAKIIUT

HexxenarensHbie p€akuur, OTMCUCHHEBEIC B HJ'IaI_[e60'KOHTp0J'II/IpyeMBIX I/ICCJ'ICILOBaHI/IHXl

nanarnugo3uHa U MPHU TOCTPETUCTPANMOHHOM HAOIIOACHHUH, MPUBEICHBI J1ajee IO TEKCTY.
HexenartenbHble peakiyu He ObLUTH 10303aBHCUMBIME. HexenarenpHbie peakiiuu pacipe/1eIeHbl
M0 CHUCTEMHO-OPTaHHBIM KJlacCaM C yKa3aHWEeM YacTOThl WX BO3HUKHOBEHHUS: OYCHb YacTO
(>1/10), wacto (>1/100, mo <1/10), mHeuacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, Ho
< 1/1 000), ouens peaxo (< 1/10 000) u yacToTa HEM3BECTHA (HA OCHOBAHUU UMEIOIIIMXCS TAHHBIX
OLICHUTh HEBO3MOKHO).

*
HH@@KUHM u ureasuu. 4aCTo — BYJIbBOBAarvHMHT, 0aJaHHWT U CBSA3aHHBIC ¢ HHUMHU I'SHHUTAJLHEIC

*2,3 *2.4.

nHOeKInN >3, HHPEKIMS MOYEBBIBOMAMMX IMyTel >4, HewacTo  — rpuOKOBbIE MHBEKIMOHHBIE
3a6071€BaHUS  ; OYEHD PEKO — HEKPOTU3UPYIOLIHi (PacIUT MpoMeskHOCTH (ranrpena dyprbe)?®.
Hapywenus memabonusma u numauus: OYEHb YacTO — TUIOITHMKEMHs (TIPH TNPHUMEHEHUH B
KOMOMHAIIMH C TMPOU3BOAHBIM CYIb(OHMIMOUEBUHBI MM HHCYIMHOM)’; HEYacTO  — CHMKEHHE
OIK?®, sxaxma’ ; peaKo — mMabeTHUecKuii keroauno3 (mpu npumenennu npu CJI 2 tnma)?dM,

~ *
Hapymenuﬂ CO CMOPOHbL HEPBHOU CUCNIEMbL. TACTO — I'OJIOBOKPYIKCHUC.

*%k *%k *%k
eNlyOOYHO-KUUEeYHble HapYyuleHus: HEYacTO — 3aIl , CYXOCTb BO PTY .
Kenyo €4acTo 3a110 Ccyxoc 0
11
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Hapywenuss co cmoponsl kodcu u nooKoMICHpix L e &“gﬁﬂﬂiﬂ "-(')'ﬁgrfh'-lﬁ'e'):r'ﬂo —

AQHTMOHEBPOTUYECKUH OTEK.
« ~ % *
Hapywenus co cmoponbl MbluieuHOU, cKelemHou U cOeOUHUMeNbHOl MKaHU: 4acTo — 00Jib B
*
CIIMHE .
« * *
Hapywienus co cmoponbl nouex u MO4esbléo0Auux nymeil; 4acTo — JAU3ypHs, MOTHypHs
*% *% o
HEYacTo — HHUKTYpPHUS ; OYEHb PEAKO — TYOYJIOMHTEPCTUIMATIBHBIA HEPPUT.
« **x
Hapywenus co cmoponbl penpoOyKmMueHOU Cucmemvl U MOJOYHbIX Jicene3. HeJacTo  —
(v *% o *%
BYJIbBOBarMHAJIbHBIN 3yJl , TCHUTAJIBHBIA 3y] .

*
ﬂaéopamopﬂble U UHCMPYMEHMA/IbHbLE OaHHble: YacTO — MOBBIIICHHE 3HAYCHUS FeMaTOKpI/ITa7,

CHMKCHHC IMOYCYHOI'0 KIIMPCHCA KpCAaTUHWHA HAa HAYAJIbHOM 3Tallc TepaHI/II/IZ, I[I/IC.HI/IHI/II[GMI/IHS;
*k *k
HCYACTO — MNOBBIMICHUC KOHICHTPAIIUU KPCAaTUHWHA B KPOBU HAa HAYAJIbHOM 3TaIrlc TCpamiun '2,

**x *%
IMOBBIIICHUC KOHIOCHTpaIu MOYCBHUHBI B KPOBHU , YMCHBIICHNEC MACChI TCJIa .

! Mpencrapnensl naHHble NpUMEHEHHs Ipenapata 10 24 Heleldb (KPaTKOCPOUYHAs Tepamus)
HE3aBHCUMO OT IIPHEMA JOIOJHUTEIBHOTO TMIIONIMKEMUYECKOTO IIperapara.

2 CM. COOTBETCTBYIOLIMH MOAPA3 e HUKE TSl TIOMyUeHHs JOTOTHUTEIBHON HHOPMAITUH.

3 By/1bBOBaruHMUT, 6AJAHUT U CBA3AHHBIE C HUMM TeHUTANbHbIE MH(EKIIMH BKIIOYAIOT, HAPUMED,
CIIEIyIOIIME 3apaHee OINpEACICHHbIE NPEANOYTUTENbHbIE TEPMHHBL: BYJIbBOBarvHaJIbHYIO
IpuOKOBYI0 MH(EKINIO, BArMHAIBHYI0 UH(EKIHMI0, OalaHUuT, TPUOKOBYIO0 MH(EKIUIO MOJOBBIX
OpraHoOB, BYJIbBOBArMHAJIbHBIA KaH/U/103, BYJIbBOBATMHUT, KaHIUA03HbIN OAJTaHUT, TEHUTAIbHBIN
KaHAUJ103, THPEKIHIO MOJIOBBIX OPraHOB, MHPEKIUIO MOJIOBBIX OPraHOB Y MY>KUMH, HH(EKIIIO
II0JIOBOTO YJIEHA, BYJIBBUT, OAKTepHUaATbHBIN BATUHUT, a0CLIECC BYJIBBBI.

* Mudexius MOUYEBBIBOAAMMX ITyTell BKIIOYAET CIEMYIOIIME IIPEANOUTHTEIbHbIE TEPMUHBI,
[IEPEUNCIIEHHbIE B TMOpAAKE yObIBaHUS YacTOThL: MH(EKLUS MOYEBBIBOJAIIMX IYTEH, LIUCTHT,
uH(EKIMS MOYEBBIBOIAIINX ITyTeH, BbI3BaHHas OakrepusmMu poxa Escherichia, wunbekius
MOYETIOJIOBOT'0 TPAKTa, MUETOHE(PPHUT, TPUTOHUT, YPETPUT, MH(EKLINS TTOUYEK U MIPOCTATHUT.

® Cumxenne OLIK BKiT0UaeT, HanmpuMep, cieIyIol1e 3apaHee onpeieleHHble IPeANOoUTHTeIbHbIE
TEPMUHBI: 00€3BOKHUBAHUE, THITOBOJIEMUS, apTEPUAIbHAS TUIIOTEH3HS.

® Monuypust BKTIOYAET MPEANOYTUTENbHBIE TEPMHHBI: MOJIAKUYPHS, TIOMMYPUS M YCHIIEHHE
Iypesa.

" Cpennue u3MeHeHHs 3HAYeHHs I'eMAaTOKPHMTA OT MCXOAHBIX 3HaueHuil cocraBumu 2,30% B
rpynne panarnuduosnHa 10 mr nmo cpaBHenuto ¢ — 0,33% B rpynmne minane6o. 3HaueHuUs
rematokputa >55% otmeuensl y 1,3% mnanueHToB, nmonydaBmux ganariaudiosud 10 mr, mo
cpaBaeHuio ¢ 0,4% manueHToB, MOyYaBIIUX MIareoo.

8 Cpennee usmMenenue creaylomux IokasaTesieil B IPOLEHTaX OT UCXOAHBIX 3HAYEHHUI B TPYyIIIIE
12
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namarmubrosusa 10 Mr u rpynme mnane6o, chotseTctBEHO, Cottasiito’ ottt XoNeetepuH

2,5% mno cpaBuenuto ¢ 0,0%; xonecrepun-JIIIBII 6,0% no cpaBuenuto ¢ 2,7%; xoyecTepuH-
JIITHIT 2,9% 1o cpaBaenuto ¢ — 1,0%; tpurnuuepuast — 2,7% no cpaBaenuto ¢ — 0,7%.

 Cwm. paznen 4.4.

Y HexenarensHas peakius oTMedeHa IPH ITOCTPETUCTPAITMOHHOM HaOmoaeHnH. ChIMb BKIIFOYAET
CJICAYIOUINE TMPEANOUYTHTEIbHBIC TEPMHUHBI, TIEPEUNCICHHBIE B MOPAIKE YacTOTHI PAa3BUTHUA B
KJIMHUYECKHX HCCIEIOBAHUAX: ChIllb, T'€HEPAJIH30BAHHAS ChIlb, 3YASMIasl ChIllb, MaKyJIE3Has
ChIIb, MAKYJIOTIAIyJI€3HAas! ChIIlb, MMyCTYJIE3HAS ChIlb, BE3UKYJIE3HAS ChINb, SPUTEMATO3HAS! CHIIb.
B muiane60-KOHTpoIMpyeMbIX KIMHHUUYECKUX HCCIENOBAHUAX U MCCIEIOBAaHUSAX C AKTHBHBIM
KOHTpoJieM (TpyIa, noiydaBmas ganarmuduiosus: N = 5936, koutponbHas rpynma: N = 3403)
4acToTa pa3BUTHs CBHIMU ObLIa CXOXKEH y MalMeHToB, Noiy4aBmmx nanarnuduosud (1,4%), u
MaIEeHTOB B KOHTPOJbHOH rpymme (1,4%).

I OrmeueHo B wWcCleIOBAHNN CEPACUYHO-COCYIUCTBHIX MCXO0MI0B y mamueHToB ¢ CJI 2 Tuna
(DECLARE). YactoTa ocHOBaHa Ha TOJJOBOM TOKa3aTede.

* OTrmeuensl y > 2% HaUeHToB M HAa > 1% dame, U y GOJBIIEr0 KOJTHYECTBA MAMEHTOB (KaK
MUHUMYM, Ha 3) B rpymre ganariauduiosnaa 10 Mr mo cpaBHEHUIO ¢ TPYIIION 11amneoo.

* OueneHs! HccIeI0BaTeNeM KaK BO3MOXKHO CBSI3AHHBIE, BEPOSTHO CBS3aHHBIC MM CBSI3AHHBIE C
uccienyeMoil Tepanueid u otmedensl y > 0,2% marpenToB u Ha > 0,1 % yame u y Oosbliero
KOJIMUECTBA MAIMEHTOB (Kak MUHUMYM, Ha 3) B rpymnme aanariaudguosuta 10 Mr mo cpaBHEHUIO ¢

rpyIIoun miameoo.

Onucanue OTJCIbHBIX HEeXKEIATSIbHBIX PEAKITUM

Bynveosazunum, 6anranum u céa3aHHvle ¢ HUMU 2eHUMATbHble UHpeKyuU

B o0beamHEHHBIX MaHHBIX MO Oe30macHOCTH 13 wmcciaenoBaHWil BYJIHBOBAarMHHUT, OallaHUT W
CBSI3aHHbIE C HUMU F€HUTAJIbHbIE HHPEKIIUU OTMEUeHBI Y 5,5% 1 0,6% nanueHToB, MPUHUMAaBIINX
nanarnudinosun 10 mr u miamne6o, COOTBETCTBEHHO. BONBITMHCTBO MH(EKIUH ObLTH c1abo HIIn
YMEPEHHO BHIPAKCHHBIMU; HAYAIBHBIN KypC CTaHIAPTHOM Tepanuu ObuT 3(pPeKTUBEH, B CBSI3U C
YeM HalMeHThl PeIKO MpeKpalaii npueM aanarindao3nHa. ITH HHPEKINN Yalle pa3BUBAINCH
y keHmuH (8,4% u 1,2% npu npumeHeHUH Aanariu@iio3nHa U mianedo, COOTBETCTBEHHO), a Y
MAIUEHTOB C TAKUMU MH(PEKIMSIMU B aHAMHE3€ OHU Yallle PeIUUBUPOBAIIH.

B wuccnenosanun DECLARE komu4ecTBO MAalMeHTOB C CEPbE3HBIMH HEXelaTeIbHBIMU
SBJICHUSIMU B BUJI€ T€HUTAJIbHBIX HMHQEKIHMH ObLJI0 HEOOJBIIUM M COATaHCUPOBAHHBIM: IO 2
naryeHTa B Tpymie aanarm@io3nHa v Tpymine miareoo.

B uccnenoannn DAPA-HF He G110 MAIMEHTOB ¢ CePbEe3HBIMU HEKETATEIbHBIMU SIBJICHUSMH B

BUJC TEHUTAIbHBIX HMH(eKuuid B Tpymnmne nanarmudiuo3uHa, B rpymnme mianedo cepbe3Hoe
13
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

NaIMEeHTOB ObUTM OTMEUEHBI HEKeJaTeIbHbIE SIBICHUS, IPUBOJUBIINE K MPEKPAIICHUIO JCUCHHS
BBUJYy T€HUTAJIBHBIX MH(EKINNA, U HU Y OJHOTO MalMeHTa B rpymnme mianebo. B uccnenoBanuu
DELIVER y 1 (< 0,1%) namueHTa B KaXJI0il Tpynme JeYeHUS OTMEUEHO Cepbe3Hoe
HE)KEJaTeIbHOE SBJICHUE B BUI€ TEHUTAIBHBIX HH(eKwii. B rpymme nanarnmudao3una y 3 (0,1%)
NaIMEeHTOB OTMEUEHBI He)KeJaTeIbHbIE SBJICHUS, IPUBOIMBIINE K PEKPALCHHUIO JICUCHHS BBUTY
TeHUTAIbHBIX MH(EKINH, a B TpyIIe Mmanedo NalueHTOB ¢ TAKUMHU SBJICHUSMH HE ObLIO.

B uccnenosanuun DAPA-CKD 6wmo 3 (0,1 %) mamueHTa ¢ cepbe3HBIMU HeEXKeIaTelbHBIMU
SBJICHUSIMU B BUJI€ TEHUTAJIbHBIX HHPEKIHI B TpyIie Aanarindao3uHa U HA OJTHOTO MallMeHTa C
TaKUMH SIBJICHUAMHU B Tpymme rwianebo. B rpynne ganmarnudnosuna y 3 (0,1%) namueHnTtos
OTMEUEHBl HEKENaTeNbHbIE SBJICHUSA, MNPHUBOJUBIINE K MPEKPAIICHUIO JIEUCHUS H3-3a
TEeHUTANBHBIX MH(QEKIUH, a B IpyIle Iianedo MalleHTOB ¢ TaKUMH SIBIEHUSMU HE ObL10. O
Pa3BUTUU CEPHhE3HBIX HEXKENATeNIbHbIX SBJIEHUNW B BHJIE€ TEHUTAIbHBIX HHPEKUUNH U
HEKENaTEeNIbHBIX SBIICHUH B BHJIE€ TCHHUTAJIbHBIX WH(EKINN, NMPUBOAMBIINX K MPEKPAIICHUIO
nedenus, y manueHtoB 6e3 CJI 2 Tuma He coo0maioch.

Hexpomusupytowuii ¢hacyuum npomedxcnocmu (canepena @yprve)

CooOmranoch 0 MOCTPETUCTPALIMOHHBIX CIIydasx pa3BUTHsS raHrpeHsl OypHbe y MAIMEHTOB,
npuHUMaroIux UHruouTopel SGLT2, Bitovas nanarnuguio3uH (cM. paszaen 4.4.).

B uccnenoanuu DECLARE y 17160 namuenTos ¢ CJ1 2 Tuma u MequaHoi TpOJOKUTEIFHOCTH
Tepanuu 48 MecCAIeB BCEro ObUIO 3aperHCTPUPOBAHO 6 cirydaeB TaHrpeHbl DypHbE: OJUH B
rpynime, noxy4asiiei ganarnu@iao3ud, U 5 B rpymnime miameoo.

T'unoznuxemus

Yacrora pa3BUTHS THUIOTIMKEMHMM 3aBHCENa OT TUNa 0a30BOW TepamuM, HUCIOIb3yeMOW B
KIIMHUYECKUX HCcieloBaHusIX y naruenToB ¢ CJ1 2 tuna.

B wuccnenoBanusx nanariangio3nHa B KayecTBE MOHOTEpAnuHM, B KauecTBE J00aBIIEHUS K
MeT(GOpPMHUHY U B KauecTBE 100aBICHUS K CUTATIUNITHHY (C MeT(GOpMUHOM MK 6e3 MeT(hOpPMHHA)
IPOJIOJDKUTEIBHOCTBIO 0 102 Hemenb 4acToTa Cily4yaeB JIETKOW THIOTJIIMKEMUHU OblIa CXOXKeH
(<5%) B rpymmax JedeHus, BKJIIouas Iuiane0o. Bo Bcex HcCCeAOBaHUAX CIIydaW TSKENIOM
TUMOTIMKEMHH ObUIM OTMEYEHBbI HEe4acTo, M MX 4acToTa Oblja COMOCTaBUMa MEXIy Ipymnrnamu
nanariaugo3nHa U mianeoo.

B uccnenoBanusx ganarnugo3nHa B KauecTBe J0OaBICHHS K MpenapaTy CyJb()OHUIMOUYEBUHBI
WK TIperapary WHCYJIMHA OTMEUYCHA OoJiee BBICOKAst YacTOTa THITONIMKeMuH (cM. pasaen 4.5.).

B wuccnenmoBanum nobGamneHust panarnuduiosmHa K mmmMmenupuay Ha 24 w48 Henene
HE3HAYUTENbHBIC ATTU30/1bl TUTIOTIIMKEMUHN PETUCTPUPOBAIKCH Yallle B TPYyIIe Aanarindao3nHa

10 mr u rmumenupuna (6,0% u 7,9% coOTBETCTBEHHO), YeM B TpyIIie MiIanedo U TIuMenupuIa
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(2,1% u 2,1% COOTBETCTBEHHO). (MOCNENOBATENEHOCTE 0002)

B uccnenoBanuu nobasnenus manarindio3uHa K mpemnapaTamMm HHCYIHMHA SMTH30/IbI BRIPAKEHHOM
THIOTTIMKeMUH  Obuth  3apeructpupoBanbl y 0,5% wu  1,0% maumeHTOB, MONydYaBIIMX
nanariaudiosun 10 mr u npenapatel HHCYyIMHA Ha 24 1 104 Henensix cooTBeTcTBEHHO, 'Y 0,5%
MalMeHTOB, TOJIYYaBIINX IIanedo u npemnaparbl nHCyauHA Ha 24 u 104 venemsx. Ha 24 u 104
HEJIeNSAX He3HAYUTENbHBIC SMU30/bl TUIIOTIMKEMUHU OB 3apeTUCTPUPOBAHBI, COOTBETCTBEHHO,
y 40,3% u 53,1% nanueHToB, nosyyaBmux ganariauduo3ud 10 Mr u npenapaTsl HHCYJIMHA, U Y
34,0% u 41,6% nanueHToB, MONYyYaBIINX MO0 U MpenapaTbl HHCYJIUHA.

B  wuccnemoBanmm  ngoOaBneHuss — pamarnuduo3swHa K MeTQOpMHHY M TIpemapary
CyIb()OHMUIMOYEBHHBI 10 24 Helenb HEe OBbLIO 3aperuCTPUPOBAHO HHU OJHOTO JMH30/1a TSHKEIOM
TUITOTIIMKEMHH. DMU30/1bI JIETKOH THIOTJIMKEMUH ObLTH 3aperucTpupoBansl y 12,8% manueHTos,
noy4yaBmux npanarmudiao3uds 10 Mr B coderaHmn ¢ METQOPMHHOM U Tpenaparamu
CyJb()OHUIMOYEBHHBL, Uy 3,7% NaIlMeHTOB, MOJIy4YaBIINX 1alle00 B COYETAaHUH C METPOPMUHOM
Y TIPOU3BOIHBIMU CYITH()OHUIMOYCBHHEI.

B wuccnenoBanun DECLARE He oOTMEueHO TOBBIIIEHHOTO pHUCKAa Pa3BUTUS TSDKEIOH
TUINOTIMKEMHUH TIPU TEpaluy Janarin@io3suHoM MO cpaBHEHHIO ¢ mianedo. Ciydan TsKenoi
TUIOTJIMKEMHH 3aperucTpupoBanbl y 58 (0,7%) manueHToB, Nony4YaBInX Janariuguosud, u'y 83
(1,0%) nmammeHToB, MOTy4aBIINX TUTAE0o.

B uccnenoBanun DAPA-HF crnydan Tspxenoit runormukemun 3apeructpupoBassl y 4 (0,2%)
MaIMeHTOB KakK B Tpymie Aanaraudio3ruHa, Tak u B rpymie miane6o. B uccnenoannn DELIVER
CITy4au TSDKEJION THIOTIMKEMHH 3apeructpupoBanbl y 6 (0,2%) nareHToB B rpyrie Aanarau@ao3nHa
ny 7 (0,2%) naumenToB B rpymre mianedo. Citydan TsHKenoi TUIOTTIMKEMHIY HaOFOIATUCH TOIIBKO Y
narenToB ¢ CJ1 2 tuna.

B uccnenosanuu DAPA-CKD Tspxenas runornukemus 3apeructpuponanay 14 (0,7%) nanueHToB
B rpynne ganarnuduosuna u 'y 28 (1,3%) nauueHnToB B rpymime mianedo U Habliro1anach TOJIbKO
y manuenToB ¢ CJ1 2 tuma.

Cruorcernue OLIK

B o0benuHEHHBIX AaHHBIX 1O Oe3omacHOCTH 13 MCCleoBaHUN HEXENaTelbHBIE PEaKInH,
ykaspiBaromue Ha cHmkenne OLIK (Bkirouas cooOrieHust 00 00€3B0KMBAHUHT, TUITIOBOJIEMHUH WA
apTepuarbHOM TUMOTEH3UH), oTMmeueHsl y 1,1% wu 0,7% mnanueHToB, NPUHUMABIINX
nanarnudnosua 10 Mr u miame6o, COOTBETCTBEHHO;, CEPhE3HBIC HEXKENATENbHBIE PEaKIINU
ormeuensl y < 0,2% maimeHToB, 1 OHU ObUIM COMOCTaBUMBI B rpynnax ganarnddaosuna 10 mr u
ware6o (cm. pasaen 4.4.).

B wuccnenoBanun DECLARE konuuecTBO MAlMEHTOB C SBICHUSMH, YKa3bIBAIOIIMMHU Ha

camkenne OIIK, 6put0 cOanancupoBano Mexay rpymmnamu jgedenus: 213 (2,5%) u 207 (2,4%) B
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rpynnax ganariuduosrHa U mianedo, cooTse rerBennd) 'ééb-]!)g@%slt e esHEe. A enns

obun 3apeructpupoBanbl y 81 (0,9%) u 70 (0,8%) manueHToB B rpymme ganariudio3uHa U
r1ane0o0, COOTBETCTBEHHO. SIBIIEHUS B IIEJIOM OBbLTH cOATaHCHUPOBAHBI MEXKTy TPYIIAMU JICYCHHUS
[0 BO3PACTHBIM KaTeropusM, MPUMEHEHHUIO [UYPETUKOB, apTEepPUaJbHOMY [aBJICHUIO W
MPUMEHEHUIO HWHTUOMTOpa aHTHMOTECH3WHIIPEBpAIIaoniero ¢epMeHTa/0iokaropa perenTopoB
auruorensuna 1l tuna 1. V nammentoB ¢ ucxomnoit pCK® <60 mu/mun/1,73 M? B rpymme
nanarnudo3uHa oTMedeHo 19 cimyuyaeB cepbe3HBIX HEXKETATeIbHBIX SBICHUHN, YKA3bIBAIOIIUX HA
camwkenue OLK, u 13 — B rpynme miare6o.

B uccnenoBannn DAPA-HF sBnenus, ykaspiBatomue Ha cHmkeHue OLK, 6putn otmedensr y 170
(7,2%) naumentoB B rpymme ganariaudiosuHa u 153 (6,5%) B rpynmne miane6o. B rpymme
namarnudio3uHa  Obuto  MeHbiie nanueHToB (23 ([1,0%] manuMeHTOB) € Cephe3HBIMU
HEe)KeNaTeNbHbIMU SIBJICHUSMU B BHJE CHMITOMOB, yKasbiBarommx Ha cHmxkeHnue OLK, mo
cpaBHeHHMIO ¢ rpymmoi miane6o (38 [1,6%)] manmenTtoB). Pesynaprarel OBUTM OJMHAKOBBIMHU
HE3aBUCHMO OT MCXOoJHOro Hanuuus auadera u ucxogHoit pCK®. B uccnenoBanuun DELIVER
KOJIMYECTBO TMAIMEHTOB C CEPhE3HBIMH HEKENATeIbHBIMU SIBICHUSMU B BUIE CHMIITOMOB,
ykasbiBatomux Ha cHikeHnue OLK, cocrasuiio 35 (1,1%) B rpynne nanaraudiaosuna u 31 (1,0%)
B TPYIIIE MJ1a1eoo.

B wuccnenoBannn DAPA-CKD konmu4ecTBO TAIMEHTOB C SIBICHUSMH, YKA3bIBAIOIIMMH Ha
camkenne OLIK, cocraBmno 120 (5,6%) B rpynmne mgamarnuduosuna u 84 (3,9%) B rpymme
wiane6o. B rpynne nanarnudgnosuna y 16 (0,7%) nanueHToB 0TMEUYEHBI CEpbE3HbIE SIBICHUS B
BUJIE CUMIITOMOB, yKa3biBaromux Ha cHikeHue OLK, m y 15 (0,7%) nmanuenToB B rpyrmme
uiae6o.

HHuabemuyeckuii kemoayuoos npu C/[ 2 muna

B uccnenoanun DECLARE ¢ menmaHoil NMpOJOKUTEIBHOCTH Tepamuu 48 MecsIeB ciydau
MuabeTHYecKoro KeToaluao3a ObUIM 3aperucTpupoBaHbl y 27 TAalMeHTOB B TpYIIe
namarnugiosuHa 10 mr m 12 mamuentoB B rpymme miane6o. J[aHHbIE SBICHUS BO3HUKAIH
paBHOMEpHO B T€UCHHE MepHoia uccienoBanus. B rpymnme nanarnudgino3nna u3 27 MaueHToB C
IabeTUYECKUM KETOalu1030M 22 MOJIy4add COMYyTCTBYIOIIYIO WHCYJIWHOTEPANNI0 HA MOMEHT
pasButus sBieHus. [Ipenpacnonararonuye K pa3BUTHIO TUAOETUYECKOTO KETOaln03a (aKkTOpsI
ObuTH OkuIaeMbiMu Jitst omyJisituu ¢ CJ1 2 tuma (cM. pasaen 4.4.).

B uccnenosanun DAPA-HF sBnenus anabeTnyeckoro KeToanua03a ObUId 3aperucTpUPOBAHbI Y
3 mamuentoB ¢ CJI 2 Tuna B rpymnme npamariaudio3WHa, B TpyImme Iuianebo ciaydaes
nuabeTudeckoro keroamuaosza He Obuto. B mccnenoBanmu DELIVER cnyuan nuaGerndeckoro
KeTOoaIu103a ObLTN 3aperucTpupoBansl y 2 namuertoB ¢ CJ[ 2 Tuna B rpyrme ganariudio3nHa,

a B Irpymre mianedo ciyyaeB JUabeTHUECKOro KeToaln03a He 0TMEYanoch.
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B ucciaenosaunun DAPA-CKD sBnenusa nnader mecmréﬂ%é%&%%@ﬁéﬂ%ﬁbgg5'1;1;'1 HU

y OJHOTO TAIMeHTa B rpyIe aanariuduo3uHa, Ho oTMedanuch y 2 nanuentoB ¢ CJI 2 tuma B
rpymre mianedo.

Hnghpexyuu moueswvigoosiuux nymeii

B 0o0bennHEHHBIX JaHHBIX MO Oe3omacHocTH 13 wccienoBaHuii WH(EKIIMHU MOYEBBIBOISAIIUX
MmyTel Jare OTMEUYCHBI PU MPUMEHEeHHH nanarivdiao3uda 10 Mr, ueM nmpu npuMeHeHUH TU1ae0o
(4,7% mo cpaBHeHwuto ¢ 3,5%, COOTBETCTBEHHO; cM. pazaen 4.4). bonpmmHCTBO MHMEKIHA ObLTH
c1ab0 WM YMEPEHHO BBIPAKCHHBIMH; HAYaJIbHBIN KypC CTaHIApTHOU Tepanuu ObLT 3P eKTHBEH,
B CBSI3U C YeM MAIMEHTHI PEAKO MpeKpaliaiy NIpuMeHeHue anarmiduo3nta. T HHQEKIUH Jalie
pPa3BUBAUCH Y JKEHIIMH, a y MAlMEHTOB C TAKUMHU HHQEKIMSIMH B aHAMHE3€ OHHU YaIle
PEIUANBUPOBAITH.

B wuccnenoBanuun DECLARE cepbe3nbie ciydann wWHGEKIMH MOUYEBBIBOIANINX —MYTEH
PETUCTPUPOBAINCH MEHEE YacTo At aamariudiio3una 10 mr o cpaBHenuio ¢ mianedo: 79 (0,9%)
siByieHu# 1o cpaBHeHuto ¢ 109 (1,3%) sBineHnsaMu, COOTBETCTBEHHO.

B wuccnenoBanuu DAPA-HF cepresHbie HexenarenpbHble SBICHUS B BHAC WHOEKIHIA
MOUEBBIBOIALIMX MyTel ObuIH oTMeueHbl y 14 (0,6%) manueHToB B rpymnie Aanariu@io3nHa u
17 (0,7%) maumentoB B rpymnmne mianedo. B rpynne nanarnudiao3uHa u mianed6o Obuio mo 5
(0,2%) manueHToB ¢ HeXeNnaTeIbHBIMU SIBICHUSMH, TPUBOAMBIINMU K MPEKPAIICHUIO JICUCHUS
BCJICICTBUE pa3BuUTUs WHGMeKnuid ModeBbIBOASIMX nyTed. B wuccnemoBanmum DELIVER
cepbe3HbIC HEeXKeTIaTeNbHbIE SBIEHUS B BUI€ HH(PEKINH MOUYEBBIBOIAIINX MyTel ObUIM OTMEUYEHBI
y 41 (1,3%) naruenToB B rpymnie ganariaudiaosuna u 37 (1,2%) nauueHtos B rpymne miamnedo. B
rpynne panarnmagiosuHa y 13 (0,4%) manMeHTOB OTMEUYEHBl HEXKENIaTeNbHbIC SIBICHUS,
NPHUBOJUBIINE K MPEKPAIICHUIO JICUECHUSI BCICACTBUE Pa3BUTHUS WH(OEKIHA MOUYEBBIBOISIINX
nyTei, a B rpymie mianebo —y 9 (0,3%) nanueHTos.

B wuccnenoanun DAPA-CKD cephe3Hble HEXKeENaTeNbHbIE SBICHUS B BHAC WH(PEKIHN
MOYEBBIBOAALINX TyTel oTMeueHsl y 29 (1,3%) nmanuenToB B rpymnmne fanaraudio3uHa u'y 18
(0,8%) manmenToB B rpymnme miarne6o. B rpynmne nanarmudnosuna 6suio 8 (0,4%) manueHToB ¢
HE)KENaTeNbHBIMU SIBJICHUSIMH, MPUBOJUBIIMMU K TMPEKPALCHUIO JICUYCHHUS] M3-3a HH(EKIHii
MoueBbIBOAIIMX IyTei, u 3 (0,1%) manuenTa B rpymnne riane6o. Komnuectso naruienton 6e3 CJ1
2 Tuna, y KOTOPBIX BOSHHUKJIA CEPbE3HBIC HEXKEIIATEIIbHBIC SIBIICHHSI UM HEXENATEIbHbIC SBICHHSI,
MPUBOIMBIINE K MPEKPALICHUIO JICYCHUS M3-3a NH(EKIINI MOYEBBIBOISIINX MyTEH, OBLIIO CXOKUM
Mmexay rpynmnamu sgeuenus (6 [0,9%] mo cpaBuenuto ¢ 4 [0,6%)] as cepbe3HBIX HEXKeNaTeIbHbBIX
ainenuid; 1 [0,1%] mo cpaBHenuto ¢ O sl HEXeENAaTENbHBIX SBICHUNM, MPUBOIAUBIIUX K
IPEKPALIECHUIO JICUEHUS).

ITosviuenue KOHYernmpayuu KpeamuHuHa
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CTpYNITHPOBAHBI (HAIIPUMEP, CHUKECHHIE TOUSYHOTO KIIMPEHCa KpeaTUHUHA, HapyIIeHne (PYHKIHH
MOYEK, TOBHIIICHUE KOHIICHTPAINK KpeaTHHHHA B KpoBU U cHUkeHHe CK®D). B 00beanHeHHBIX
JAHHBIX TI0 Oe30macHOCTH 13 uccienoBaHuii JaHHAS TPYINa peakiuid Obuta otMedeHna y 3,2% u
1,8% marmenToB, moaydaBmux ganariuduio3ud 10 Mr u miamne6o, COOTBETCTBEHHO. Y MAIMEHTOB
C HOpMaJbHOM (YHKIMEH MOYeK WIM HapylmieHHeM (DYHKIMH MOYEK JIETKOH cTerneHHu (MCXOIHO
pCK® > 60 mu/mun/1,73 M?) ota Tpynma peakuuii Osbuta 3apeructpupoBana y 1,3% u 0,8%
NAIUMEHTOB, MOTy4yaBmKX fanariaudiao3ud 10 mMr u miane6o, COOTBETCTBEHHO. DTH peakliiy yallie
OTMeYaTuch y ManueHTos ¢ ucxognoit pCK®d > 30 u < 60 m/mun/1,73 M? (18,5% B rpymme
nanarnugiosuna 10 mr no cpaBaenuto ¢ 9,3% B rpymme mianedo).

JlomoyTHUTENbHASL OIIEHKA MMAllMEHTOB C HEXeNaTeIbHBIMH SBJICHUSIMH, CBSI3aHHBIMU C (DYHKITHEH
MOYeK, MoKa3ajga, YTo y OOJBIIMHCTBA ITHUX MAIMEHTOB OTMEUEHO M3MEHEHHE KOHIEHTpaluu
KpeaTHHUHA B ChIBOPOTKE HA < 44 MkMoib (< 0,5 MI/m1) OTHOCHTEIBHO MCXOMHOTO 3HAYCHUS.
[ToBbIllIeHNE KOHIICHTPAIIUU KPEaTHMHHWHA B II€JIOM OBLIO BPEMEHHBIM Ha (DOHE MPOIOKCHUS
Tepanuu Wik 0OpaTUMBIM TIOCIE MTPEKPALICHUS TEPATIHH.

B uccnegopannu DECLARE, BkitouaBiieM MOKHIIBIX MAIIMEHTOB W MAIMEHTOB C HAPYIICHHEM
dynkmmn nogex (pCK® menee 60 mn/mun/1,73 M%), pCK® cHIKaTach ¢ TEUCHHEM BPEMEHH B
obOenx rpymnmax jedenus. Yepes 1 rox tepanum cpeanee 3Hadenue pCK® B rpymme
nanariaudo3nHa ObIJI0O HEMHOTO HUXKE, a 4epe3 4 rojia Tepanuy — HEMHOTO BBIIIIE 110 CPAaBHEHHIO
¢ Tpymnmou miame6o.

B nccnenoannun DAPA-HF, a taxoke B uccnenoannu DELIVER pCK® camxanack ¢ TeueHuEM
BpPEMEHHU Kak B rpyIe qanariudio3uHa, Tak U B rpynme 1ianebo. B uccnenosanuu DAPA-HF
HayalbHOE CHIKeHHe cpeanero 3Hadenus pCK® cocrapuno —4,3 mu/mun/1,73 M? B rpymme
nanarmadosuHa u —1,1 Mi/mMun/1,73 M? B rpymme mane6o. Yepes 20 Mecsnen n3menenrne pCK®
OTHOCHTEJIBHO MCXOHOTO 3HAYEHMS OBUIO CXOKMM B IPYNIax jedenHus: —5,3 mi/mun/1,73 M2 B
rpynne ganariaudiaosuHa u —4,5 mi/mun/1,73 M2 B rpynne miane6o. B uccnenosanuu DELIVER
cHmKkeHue cpeaHero 3Hadenus pCK® uepes 1 mecan cocrasuno —3,7 miu/mun/1,73 M? B rpymme
nanarmagaosuHa n —0,4 m/mMun/1,73 M2 B rpymme miane6o. Yepes 24 mecsna m3menerne pCK®
OTHOCHTENBHO MCXOJHOTO 3HAYCHMS OBLIO CXOXKHMM B IPyMIax jedenus: —4,2 mi/mun/1,73 mM? B
rpynne aanarmudiosuna u —3,2 mi/mun/1,73 M2 B rpynme mnane6o.

B wuccnenoBanuu DAPA-CKD pCK® cHmxamach ¢ TEYEHHEM BpEMEHH Kak B TpyIIe
nanarmudio3nHa, Tak U B rpymmne iamne6o. HavansHoe (Ha 14 nenb) cHmwkenue cpenneir pCK®
coctaBuino —4,0 mMn/mun/1,73 M? B rpynne panarmudiaosnna u —0,8 mu/mMun/1,73 M? B rpymme
tane6o. Yepes 28 mecsiiieB usmenenne pCK® oTHOCUTETHFHO UCXOAHOTO 3HAYCHHS COCTABHIIO —

7,4 ma/mun/1,73 M B rpynne nanarnudiosuna u —8,6 min/mun/1,73 M? B rpymme miane6o.
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JCNEONCBATENEHOCTE 0002)

1
Coo01IeHne 0 MOI03PEeBACMBIX HEKEIATSIbHBI DeaKHI/IhIQ

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX TIOCIEe PETUCTPAIUH
JICKapCTBEHHOTO Tperapara ¢ melibio 00ecredeHnsi HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«110J1b3a — PUCK» JIEKApPCTBEHHOTO mpernapaTta. MeIuIMHCKUM paOOTHHKAM pPEKOMEHIYeTcCs
coo01aTe 0 JIIOOBIX MOJ03pPEBACMbIX HEXKeNaTeIbHBIX PEeaKIUAX JIEKapCTBEHHOIO Ipernapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXENATEIbHBIX PEaKIUIX rOCYJapCTB — YJICHOB
EBpa3uiickoro 3K0HOMHU4ECKOr0 COI03a.

Poccuiickas @enepanus

denepanbHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. Mocksa, CriaBsiHCKast miiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHON ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Tlepeno3upoBka

CuMIOTOMBI

Hanarnugno3un 0e30omaceH W XOpOLIO TEPEHOCUTCS 3J0POBBIMH  J0OpPOBOJBLIAMH  IIPH
OJTHOKpaTHOM mpueMe B no3ax 1m0 500 mr (B 50 pa3 Beiie pekoMeHAyeMo# 1o3bl). [ roko3a
orpezensiaach B Moue MocJje Mmpuema npenapara (Kak MUHUMYM, B T€U€HHE 5 JHEH mocie npuema
10361 500 MT), IpU 3TOM HE BBISBJICHBI CIydad OOE3BOKHMBAHMS, apTePUATIBLHON THUITIOTECH3HH,
AIIEKTPOJIUTHOTO JucOanaHca, KIMHUYECKH 3HAaUYUMOro BIusHUS Ha uHTepBan QTc. Yacrora
pa3BUTHUS TUIOTIUKEMHM ObUIa CXOXEH ¢ yacToToW mpu mpueMe rmiarnedo. B kinHu4eckux
HCCJIEIOBAHMSIX Y 30POBBIX 100pOBOJbIEB U NarueHToB ¢ C/] 2 Tumna, npuHUMaBIIUX Mpenapar
OJIMH pa3 B CyTKU B g03ax A0 100 mr (B 10 pa3 BhIlle MaKCUMAJIBHOW PEKOMEHyeMOM J103b1) B
TE€YCHHE 2 Helelb, YacTOTa Pa3BUTHUS TUIIOTTUKEMUU OblIa HEMHOTO BBIIIE, YeM TPHU TpHUEeMe
miane0o, W HE 3aBHceNa OT JM03bl. YacToTa pa3BUTHS HEXKEIATENbHBIX SBICHHUMA BKIIIOYas
00€3BOKMBAHNE WJIH apTEPUATBLHYIO TUIIOTEH3HIO, ObllIa CXOXKEH ¢ 9acTOTOM B TpyIIe miamnedo,
IpPU 3TOM HE BBISIBJICHO KJIMHUYECKH 3HAYMMBIX, J0303aBHUCHUMBIX W3MEHEHUH 1a00paTOpHBIX
MOKa3aTeNel, BKIII0Yasi CBIBOPOTOYHYIO KOHIIEHTPAIIUIO 3JICKTPOIUTOB U OMOMapKepoB (DyHKIIUN
MOYEK.

Jleuenue

B cnyuae mepeno3upoBkH HEOOXOIUMO MPOBOAUTH MOIACPKHUBAIOUIYIO TEparuio, YUUTHIBas

COCTOSHHC ITallMCHTA. BBIBG,Z[QHI/IG ;[anarnn(bnomHa C IMOMOLIBI0 reMOoaAraJIN3a HC N3Y4aJIOCh.
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5  ®APMAKOJOTMYECKUE CBOMCTBA [NOCHNEOOBATENBEROCTS 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

5.1. ®dapmakoaMHAMH4YeCKHe CBOICTBA

dapMakoTepanieBTUYECKasi TIpynna. TMIONNIMKEMUYECKOE CpPEICTBO s I[IEPOPaIbHOTO
IPUMEHEHMs] — UHTUOUTOP HAaTPUI3aBUCUMOTO NEPEHOCUNKA IITFOKO3bI 2 THIA.

Kon ATX: A10BKO1

Mexannsm geiicTBus

HNanarnugno3un — MouHbld (koHcTanTta uHruoupoBanus (Ki) 0,55 HM), celeKTHBHBIN u
00paTUMBIIi KHTHOUTOP HATPHUU-TIIFOKO3HOTO KOTpaHcmoprepa 2-ro tumna (SGLT2).
Nurun6upoBanrie SGLT2 mamarnmao3uHOM BBI3BIBACT CHIDKCHHE PeabCOpOIMH TIIIOKO3BI U3
KITyOo4KkoBOTO (UIbTpaTa B NPOKCUMAJBHBIX IMOYEUHBIX KaHAJIbI[AX C COMYTCTBYIOIIUM
CHI)KCHHEM peabcopOIuy HaTPpusl, MPUBO/IS K BBIBEICHUIO TIIFOKO3BI MOYKAMH U OCMOTHYECKOMY
muype3y. Takum oOpasoM nganariaudiIo3UH YBEIMYMBAET JOCTAaBKY HATpHsl K JUCTAIbHBIM
KaHajJbllaM, 4YTO YCWJIMBAET KaHAJIbIIEBO-KIyOOUKOBYI0 OOpaTHYIO CBSI3b M CHIDKAET
BHYTPUKIyOOUYKOBOE JaBICHHE. JDTO B COYETAHUU C OCMOTHYECKUM IUYPE30M NPHUBOJIUT K
YMEHBIIICHUIO TIEPErpy3ku OO0BEMOM, CHUKCHHIO apTePUAIBLHOTO TABICHHUS M yMEHBIICHUIO
npenHarpy3ku M TOCTHarpy3Kd, 4YTO MOXXET OKa3blBaTh OJAarompusTHOE BIUSHUE Ha
pemMoJienpoBaHe cepalla U AUACTONMYECKYI0 (YHKIUIO, a TAK)KE COXPAHSITH (PYHKIIMIO TMOYEK.
B wimnnuecknx wmccnenosanuax DAPA-HF, DELIVER u DAPA-CKD 0nuto moxasaHo, 4TO
OJlaronpusATHOE BIUSHUE AAmariu@io3nHa Ha CEep/Ille U MOYKH 3aBUCUT HE TOJIBKO OT CHIDKEHUS
KOHIICHTpAIIUHU TJIIOKO3BI B KPOBU M HaOItoMaeTcs He ToJbKo y marueHToB ¢ CJI 2 tuma. [pyrue
3¢ (eKThl BKIIIOYAIOT MOBBIIICHUE TEMATOKPUTA U CHUKEHHE MACChI Tela.

Janarnugo3uH CHIKaeT KOHIEHTPALUIO TIFOKO3bI IJIa3Mbl KPOBU HATOIIAK M TOCTE MpHeMa
NUIIA 32 CYET YMEHBIICHHUS peadcopOluy TIIFOKO3bI B TMOYEYHBIX KaHAIbIAX, CIOCOOCTBYs
BBIBEJICHUIO TJIFOKO3bI TOYKaMU. BriBeieHIE TITFOKO36I (TIIFOKO3ypruiecKuid 3 dekT) Habmomaercs
y&e Mociie mpremMa nepBoil 1036l Mpenapara, COXpaHsIeTcs B TCUCHHUE MOCIEAYIOMNX 24 4acoB U
MPOJIOIKAETCS HA MPOTSHKEHUU Beel Tepanuu. KoamdecTBO IIIIOKO3bI, BBIBOJAMMON MOYKaMH 32
CYET 3TOTO MEXaHU3Ma, 3aBUCUT OT KOHIICHTPAIIMH TTFOKO3bI B KPOBU M OT CKOPOCTH KITyOOUKOBOM
¢bunpTparuu (CK®). Takum oOpazoM, y MalUEHTOB ¢ HOPMAJIbHON KOHIICHTPAIMEH TITFOKO3BI B
KpOBH Ha (poHE MpHUMEHEHMs Aanariu@io3nHa OTMEYaeTCsl HU3Kas CKJIOHHOCTh K Pa3BUTHUIO
runoriukemud. Jlanarnudao3ud He HapylIaeT HOPMAITBHYIO TPOAYKIIHIO YHIOTCHHOHN TIIFOKO3BI
B OTBET Ha runorivmkemuro. JlelictBue manarnudo3nHa HE 3aBUCUT OT CEKPElMU WHCYJIWHA U
YYBCTBUTEJIHLHOCTU K MHCYJIHMHY. B KIIMHUYECKUX UCCIIEJOBAaHMSIX JAanarindio3uHa oTMeuanoch
ynyuatrenue Gyukiuu 6era-kiaetok (tect HOMA, homeostasis model assessment).

SGLT?2 cenekTuBHO dKCIIpeccupyeTcs B movkax. Jlamarmudio3nH He OKa3pIBaeT BO3ICHCTBUS Ha

JpyTue TMEePEeHOCYUKHU TIIFOKO3bI, OCYIIECTBISIONUINE TPAHCIIOPT TIIIIOKO3bI K MepudepuyecKrum
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TKaHsAM, U nposiisgeT 6onee uem B 1400 pa3 OojibIryto SEHekrhBrbers W EBEH*}, Caéni K'SGLTL,

OCHOBHOMY TPaHCHOPTCPY B KUIICYHUKE, OTBCUAOIICMY 3a BCACBIBAHUC T'TITFOKO3bI.

dapmakoauHamuyeckue d3PPeKTol

[Tocne mpuema namarimguo3uHa 370pOBBIMH J0OpoBoOJibllaMKu | manueHTamMu ¢ CJ[ 2 tuma
HaAOJI0/IaIOCh  YBEJIMYEHUE KOJMYECTBAa BBIBOAMMON IMOYKamMH TJOKo3bl. [lpum  mpueme
nanarnugiaosuna B go3ze 10 mr/cytku B Teuenue 12 Henens nanuentamu ¢ CJl 2 Tuna npuMepHO
70 T TIIOKO3BI B CYTKHU BBIIEISUIOCH MOYKAMU (4TO COOTBETCTBYET 280 KKall/CyTKH). Y MAIMeHTOB
¢ CJI 2 tuna, mpuHuMaBmmX manarauduosud B go3e 10 MI/CyTku AauTensHO (0 2 JIeT),
BBIBE/ICHUE TJIIOKO3bI MOIJIEPKUBAIOCh HA MPOTSHKEHUH BCEro Kypca Teparuu.

BriBeneHne TIIOKO3bI TMOYKAMHM TPH NPUMEHEHWU jAanariudio3wHa TakkKe MPUBOANT K
OCMOTHYECKOMY ANYpe3y U yBEIMUEHUIO0 00beMa Moun y manueHToB ¢ CJ[ 2 tuma. YBenudeHue
obbema moun y marueHToB ¢ C/[ 2 tuna, npuauMaBmmx nanariudiao3ud B go3e 10 mr/cyTkw,
COXpPaHsJIOCHh B TeYCHHUE 12 HEJENbh M COCTABIISLIIO IPUMEPHO 375 MiI/cyTKU. YBenudeHue oobeMa
MOYH CONPOBOXKIAIOCH HEOONBIIUM W TPAH3UTOPHBIM TIOBBIIICHHEM BBIBEICHUS HATPUS
MOYKAMH, YTO HE MPUBOANUIIO K H3MECHEHHIO KOHIICHTPAIIMH HATPUSI B CHBIBOPOTKE KPOBH.

Kpome Toro, ormMewanoch KpaTkoBpeMeHHOE (B TeueHWe 3—7 NHEHW) yBEeIWYeHHE SKCKPEIHUU
MOYEBOI KHUCJIOTBI C MOYOM, COMPOBOXKIABIIEECS YCTONYMBBIM CHI)KEHHEM KOHIEHTpPaLUu
MOUEBOI KHCIIOTBI B CBIBOPOTKE KpoBH. Uepe3 24 Henenu CHUKEHHE KOHLEHTPalUU MOYEBOMU
KHCIIOTHI B CBIBOPOTKE BapbupoBaiio oT —48,3 1o —18,3 mxmons/1 (ot —0,87 1o —0,33 mr/mn).
Knunnueckast 3 pexkTHBHOCTL U 6€30MacCHOCTh

CI 2 tuna

VnqueHHe KOHTPOJIA TJIMKECMHU U CHUKCHUC 3a00/I1€BAEMOCTH U CMCPTHOCTH IO IPUYUHC

CEPJIEYHO-COCYAUCTON MATOJIOTUU U OCIOKHEHUU CO CTOPOHBI MOYEK SIBJISIIOTCS HEOThEMIIEMON
yacteio nedenus CJI 2 tuma.

Jist onieHKH A(PPEKTUBHOCTH KOHTPOJS TIIMKEMHUUW M 0€30MacHOCTH Janariugo3ruHa ObLIO
npoBeAeHO 14 JBOMHBIX CHENBIX PAHIOMU3HPOBAHHBIX KOHTPOIUPYEMBIX KIMHUYECKHUX
uccienoBanuil ¢ yuactuem 7056 B3pociasix mauueHTos ¢ CJ1 2 tuna, B KoTopbix 4737 nanueHToB
nomydanu  ganariudiao3uH. 12 WCCIeIOBaHHWM — MpeayCMaTpUBAIM — TEPHUOJ  JICUCHUS
MPOAOJKUTEIILHOCTBIO 24 HEEenu, 8 UCCIEAOBAHUMN — IOTTOTHUTEIbHBINA MEPUO]T JOJITOCPOUYHOTO
neueHust ot 24 1o 80 Hexenb (00Imas MPOJODKUTEILHOCTL HMccienoBanuii 10 104 Henmens), 1
HCCe0BaHUE MPEIyCMaTPUBAIO MEPUOJ] JICUCHUS MPOAOJIKUTEIBHOCTBIO 28 Henenb, U emie |
UCCIIEIOBaHNE — TMEpPHOJ| JICYCHUS NPOAOKUTEIBHOCThIO 52 HENeNH C JIOMOJHUTEIbHBIMU
MEPUOAMH  JIOJTOCPOYHOTO JICUCHUSI TMPOAODKUTENbHOCTRIO 52 u 104 wHemenmu (oOmias
IIPOJOJKUTENBHOCTD HccaenoBanus — 208 Henens). Cpenusas npogomxurensbHocts Cl 2 tuna y

ManueHToB BapbupoBaia oT 1,4 1o 16,9 net. YV 50% nanueHToB ObUI0 HapylIeHHE GYHKITUH TTOYEK
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JIETKOU cTeneHu Tsxectd, y 11% mnanuenToB + Hapymgﬂhé-:cﬂgf%'tﬁ%ﬁ: Eg%lkl'!:'ﬁéﬂEEﬁl crénenn

TsoKecTH. 51% manueHToB ObUTH MYKCKOTO 101, 84% mpUHAJIe)KAIN K EBPOIICOHTHOM pace, 8%
— K MOHI'OJIOUJJHOM pace, 4% — K HEerpouIHOi pace, a 4% -K JpyruM pacoBbIM rpynmnam. Y 81%
MalMeHTOB 3HaueHue nHaekca macceol Tenna (MMT) cocraBmiio > 27. Kpome Toro, ObU10 MpoBEAEHO
7IBa TUT1aLe00-KOHTPOIMPYEMBIX HCCIIEI0BAaHUS TPOJOHKUTEILHOCTBIO 12 Hellenb y NalueHToB ¢
C/1 2 Tuna ¢ HeaJeKBaTHBIM KOHTPOJIEM IMIMKEMUH U apTEPUATBHON TUIIEPTCH3UH.

s onenku 3¢ dekra gamarnuduiosnHa B qo3e 10 Mr mo cpaBHEHHIO C MIanedo B OTHOIICHUH
CepJICYHO-COCYIUCThIX M TOYEUHBIX HCXOJOB OBLIO MPOBEIEHO HCCIEIOBAaHHE CEPAEeYHO-
cocyaucthix ucxonoB DECLARE, B kotopom npunsiim yuactue 17160 naunentos ¢ C/I 2 tuna ¢
JMAarHOCTUPOBAHHBIM CEPJICUHO-COCYTUCTHIM 3a00JIeBaHIEM MK O€3 HETO.

Koumponw enuxemuu

Monomepanus

st onieHkn Oe3omacHOCTH M () PeKTUBHOCTH mamariaudiio3uHa B KaueCTBE MOHOTEpAIUU Y
MAlMeHTOB C HealekBaTHbIM KoHTposieM CJI 2 Tuma OBUIO MPOBEACHO IBOMHOE CIEToe
1ane00-KOHTPOIMPYEMOE  HCCIEAOBaHWE  MPOJOJDKUTENBHOCTRIO 24  Hemenmu  (C
JIOTIOTHUTEIBHBIM TIepuoJoM JieueHus1). Ilpu mpueme namarnudguosuna 1 pa3 B cyTku ObLIO
OTMeUeHO cratuctuuecku 3Haunmmoe (p < 0,0001) ymeHblIeHHWE YPOBHSI TIUKHUPOBAHHOTO
remorioouna (HbAlc) mo cpaBHeHuto ¢ mpuemom riaiebo (Tabnuna 2).

B nononHuTensHOM nepuoze JiedeHus cHkeHue ypoBHs HDAlc coxpassiiocs BioTs q0 102
Hezenu (CKOPPEeKTUPOBAHHOE CpeHEe U3MEHEHHE OTHOCUTENBHO UCXOAHOTO ypoBHs: —0,61 % u
—0,17% nyst manmarnudao3una 10 Mr 1 miane6o COOTBETCTBEHHO).

Tabiuua 2. Pesyabrarhl, mnosydeHubie uepes 24 megeam (LOCFY) B

J1ane00-KOHTPOJTUPYEMOM MCCJIeJ0BAHUM TNPHMeHeHHsl Aanariauduo3uHa B KadecTBe

MOHOTEpanuu
MoHoTepanus
Hanaraudiosun 10 mr | Ilinane6o
N?2 70 75
HbAlc (%)
Hcxonnplit ypoBeHb (cpeaHee) 8,01 7,79
H3MeHeHe OTHOCUTENBEHO UCXOIHOTO ypOBHH3 -0,89 -0,23
Pa3sHOCTH OTHOCHTENILHO MIAe00° -0,66*
(95% JIN) (0,96, —0,36)

% nanueHToB, focturmmux yposuss HbAlc < 7%
3HaueHue, CKOPPEKTUPOBAHHOE OTHOCHUTEJIHHO 50,8° 31,6
HCXOIHOTO YPOBHS
Macca tena (kr)

Hcxonnsiii ypoBeHb (cpeaHee) 94,13 88,77
3MeHeHNne OTHOCUTETBHO HCXOIHOTO YPOBHS -3,16 -2,19

22




COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 09.01.2025 N= 54
Pa3HOCTh OTHOCHTEIBHO IITAne60° [moch E‘]"-ﬁfd_fﬂ BEHOCTR 0002)

(95% J111) (2,20, 0,25)
llpumeuanue:

! LOCF: nepenoc faHHbIX HOCTEIHETO (10 NPUMEHEHHS HEOTIOKHON Teparuy J1Jisl MAlUeHTOB, y
KOTOPBIX OHA IIPUMEHSIIACH) HAOJIOIEHUS BIIEPE]I,

2 Bce paHIOMU3MPOBAHHbIE MALIMEHTHI, IOYYUBIINE He MeHee 1 103bl HCCIIeyeMOoro mpernapara
B IBOIHOM CJICTIOM PEXHME B KPATKOCPOYHOM JIBOIHOM CJICIIOM TIEPHOJIE.

® CpenHee 3HAaucHME, PACCUMTAHHOE METONOM HAMMEHBIIMX KBAJPaToOB, CKOPPEKTHPOBAHHOE
OTHOCUTCIIBHO UCXOAHOI'O ypOBHH.

4p <0,0001 mmst pazmmgus ¢ mwianeo.

5 BBHIYy BBIONHEHHUS IOCIEIOBATEIPHOTO CTATUCTHYECKOrO aHAIN3a BTOPUUYHBIX KOHEYHBIX

TOYCK OLICHKY CTAaTUCTUYECKOM 3HAYMMOCTH HE IMPpOBOAUIIN.

KOM6MHMD060HHaﬂ mepanu:

B uccnenoBanuu He MeHbllel 3QPEKTUBHOCTH C aAKTUBHBIM KOHTPOJIEM MPOJ0IKUTEIHHOCTHIO
52 "enenu (C TOMOJHUTENBFHBIMU IEPUOJAMH JICUEHUS POJIOJKUTENBHOCTBIO 52 n 104 Hexemny)
MPOBOAMIIA OIEHKY Jamariugio3MHa B KauecTBE M00aBIEHUS K Tepamud METPOPMUHOM IO
CPaBHEHHUIO C TIPOW3BOJHBIM CYJIb(OHWIMOUYEBUHBI (TJIWMU3KA) B KadecTBE M00aBIICHHS K
Tepanuu MeT(HOPMHUHOM Yy MAI[MEHTOB C HeaJeKBaTHBIM KoHTposeM riaukemuu (HbAlc > 6,5% u
< 10%). 1o pe3ynbTaraMm uccienoBaHUs OBUIO TOKa3aHO CXOIHOE CPeHEe YMEHBIIICHHE YPOBHS
HbAlc oTHOCHTENIFHO MCXOIHOTO YpPOBHSI BIUIOTH 10 52 HEAEIH MO CPAaBHEHHUIO C Teparuei
TJIMIU3HU]IOM, YTO CBUAETEILCTBYET O HE MEHbIIEH 3(pPEeKTUBHOCTU Tepanuu Aanarin(io3nHoM
(rabmuna 3). Yepes 104 Hemenu CKOPPEKTHPOBAaHHOE cpeaHee m3MeHenue ypoHs HbAlc
OTHOCHUTEIILHO HMCXOJIHOT0 ypoBHS coctaBuio —0,32% s manarnudnosuna u —0,14% mns
rmummsuaa. Yepes 208 Henmenb CKOPpPEKTUpOBaHHOE cpeaHee u3MeHeHue ypoBHsS HbAlc
OTHOCHUTENILHO HCXOAHOro ypoBHs coctaBmio —0,10% nns mamarmudmosuna u 0,20% nns
runusuga. Yepes 52, 104 u 208 Henesb CTATUCTUYECKU 3HAYMMO MEHbBIIAs J0JIsl MAlMeHTOB B
rpynne aanarnudiosuna (3,5%, 4,3% u 5,0% cooTBETCTBEHHO), IIEpeHeca Mo KpaitHe Mepe 0A1H
SMU30J] TUNOTIMKEMHHM 10 cpaBHeHUIO ¢ rpynnoi riounusuna (40,8%, 47,0% u 50,0%
COOTBETCTBEHHO). [loyi1 mamueHToB, ocTaBIIMXCS B ucciaeaoBanuu depe3 104 u 208 nenens,
cocraBuia 56,2% u 39,7% B rpynne nanarnudiaosuna, u 50,0% u 34,6% B rpyrie raunu3uia.

Taéauua 3. Pesyabrarbl, nmoaydennbie 4epes 52 unemean (LOCF!) B cpaBHHTEILHOM
HCCJIEIOBAHMU C¢ AKTHBHBIM KOHTPOJIEM MO OLEHKe j00aBjeHusi nanariaudJio3uHa ©u

IJMMU3UAA K Tepanuu ¢ MeThoOpMHHOM
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IMoxka3aTteb WA anhrradiosnt ' Taunnsug b
B 100aBjieHHE K | J100aBJieHHE K
MeT(hOPMUHY MeT(OPMUHY

N? 400 401

HbAlc (%)

HcxonHbiit ypoBeHb (CpeaHee) 7,69 7,74

HN3MeHeHre OTHOCUTEIHLHO NCXOIHOI'O ypOBH;[3 -0,52 -0,52

Pa3HOCTh OTHOCHUTENBHO TEpamuu TIWUMU3UIAOM B -0,00*

COYETaHNH ¢ MET(HOPMUHOM®

(95% J1N) (-0,11, 0,11)

Macca tena (kr)

Hcxonubiii ypoBeHb (cpeaHee) 88,44 87,60

H3MeHeHre OTHOCUTEIBLHO UCXOLHOTO ypOBHH3 -3,22 1,44

Pa3HOCTP OTHOCUTENBHO TEpanuu TIIANHU3UIOM B -4,65°

COYETaHUH ¢ METGOPMHHOM"

(95% 1) (-5,14, -4,17)

Ilpumeuanue:

! LOCF: nepenoc naHHbIX OCIeHEro HabII0AEHNS BIEPES.

2 Pan10MU3UPOBAHHEIE ¥ MOTYYaBIINE JIeUeHHE TAUEHTHI ¢ HCXOIHOH OLEHKOH i KaK MEHHMYM
OJTHOM OIIEHKOH 3((HEKTUBHOCTH TIOCIIE UCXOTHOTO YPOBHS.

% Cpennee 3HaueHHe, PACCUMTAHHOE METOJOM HAUMEHBLIMX KBAaJPaToOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIJIEHO UCXOJHOTO YPOBHSL.

* He menbpmas >(QpeKTHBHOCTh MO CPAaBHEHHIO C Tepamueil TIMMHU3MAOM B COYETAHHH C
MeT(hOPMUHOM.

5p <0,0001.

[Ipumenenne nmamarnudiao3uHa B KadyecTBe JO00OABIEHUA K Tepamud  MeTHOPMHHOM,
TJIMMENUPHUIOM, MET(GOPMUHOM M TPOU3BOAHBIM CYJIb(QOHUIMOYEBUHBI, CUTATIUITHHOM (C
METGOPMHUHOM WM O€3 HET0) WK IpenapaToM HHCYJIMHA IPUBEJIO K CTATUCTUYECKH 3HAYNMOMY
yMeHblIeHn1o ypoBHs HbAlc uepes 24 Hexenu no cpaBHeHHIO ¢ ipueMoM Iutatedo (p < 0,0001;
tabmuie 4, 5 u 6).

Ymenbmenne ypoas HbAlc, Habmogaemoe yepes 24 Heaeu, HOCHIO YCTONYNBBINA XapakTep B
UCCIIeIOBAaHMAX J00aBlieHus nanarnudiuo3uHa (K TIAMENHPUAY WU TpernapaTy HHCYJINHA)
COIJIACHO JAaHHBIM, IOJyYEHHBIM BIUIOTH 110 48 Henenb Tepanuu (rnmumenupun) u 104 Henens
Tepanuu (mpenapaTr wHCyIuHA). Yepe3 48 Hemenb MpuMEHEHHs Aamnariudio3WHa B KadyeCTBE
n00aBIICHUsI K TEPANKMK CUTATJUNITUHOM (C METHOPMHHOM WM 0€3 HET0) CKOPPEKTUPOBAHHOE
cpeaHee M3MEHEHHE OTHOCHTEIBHO HMCXOAHOTO YpPOBHS s nanariudiuo3uHa B go3e 10 mr u
mwiane6o cocraBuino —0,30% u 0,38% coorBercTBeHHO. B mccnenoBanuu gamarnuduio3vHa B

KauecTBe M00aBJIEHUS K Tepanmuud MeTGOpMHHOM yMmeHblnenue ypoHs HbAlc coxpansutoch
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ot 09.01.2025 N2 54
BILUIOTh 10 102 Hepenu (CKOPPEKTHPOBAHHOE cpenHeéméﬁeE%E;&T%%%ﬁg :i/fggb'f;ﬁoro

COOTBETCTBYET SKCNEPTHOMY OTYETY

ypoBHst: —0,78% u 0,02% nns manarnudno3uHa 10 mr u mianedo coorBeTcTBeHHO). Yepe3 104
HE/eIM HCCIeNOBaHus Janariugro3nHa B KayecTBE J00aBJIEHUS K TEpalud IpenapaToM
MHCYJIMHA (B KOMOMHAIMK C JOMOJHUTEIbHBIMUA THIOTIMKEMUYECKUMH TpenaparaMu uin 0e3
HHUX) CKOPPEKTHPOBAHHOE CpeiHee yMeHbleHue ypoBHS HDALcC OTHOCHTENBHO HCXOIHOTO
ypoBHs coctaBuiio —0,71% u —0,06% nns nanarnudnosuna 10 mMr u mianedo cOOTBETCTBEHHO.
Yepes 48 u 104 Henenu y maneHTOB, MOMyYaBIIuX fanariudiuo3ud B go3e 10 Mr, 103a npenapata
MHCYJIMHA OCTaBaJlaCh CTAOMIIbHOM IO CPAaBHEHUIO C HCXO/IHBIM YPOBHEM U B CPEIHEM COCTaBJIsIIA
76 E]l/cytkn. B rpynme, momydaBmiei miane6o, HaOMIOIAI0OCh CPEIHEE YBEIMUYEHUE 03B
npenapara uacynuHa Ha 10,5 E/l/cytku u 18,3 EJI/CyTKHM OTHOCHUTENBHO MCXOJHOTO YPOBHS
(cpennsis no3a: 84 Ell/cytku u 92 EJl/cyTku) uepe3 48 u 104 memenu cooTBeTcTBeHHO. [loms
MAIMEHTOB, OCTABIIMXCSA B HcchenoBanuu uepe3 104 nemenu, cocraBuna 72,4% B Tpyrie,
nosrydaBiueit nanarnuduosun 10 mr, u 54,8% B rpymnmne, noiydasiiei mianeoo.

Tabamna 4. PesynbraThl m1ane00-KOHTPOJMPYEMbIX HCCIeAOBAHMI Aanarango3uHa B
KavyecTBe J00aBJIeHUS K Tepanuu MeT(OPMHHOM WM CHTAIJIMITHHOM (C MeT()OpMHHOM

nwin 6e3 Hero) Npoao/KUTeabHOCThI0 24 Hegesn (LOCF?)

KomOunupoBanHasi Tepanus (1o00aBJjieHue)
Metdopmun’ Wuruéurtop JAIII-4
(cutarunTun®) = merdpopmun’
Janmaraudaozun | [lnanedo | Janaraudiao3un Ilinane6o
10 mr 10 mr
N4 135 137 223 224
HbA1c (%)
Hexonubiii YPOBEHb 7,92 8,11 7,90 7,97
(cpennee)
N3menenne -0,84 -0,30 -0,45 0,04
OTHOCHTEJIBHO
MCXOJTHOTO YPOBHS
Pa3HOCTH OTHOCHTENBHO —0,545 -0,48°
wie6o°
(95% 1111) (-0,74,-0,34) (-0,62, -0,34)
% NaluueHToB,
AOCTUTIIUX YPOBHs
HbAlc < 7%
3HaueHue, 40,67 259
CKOPPEKTHPOBaHHOE
OTHOCHTEJIBHO
WCXOJTHOTO YPOBHSI
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 09.01.2025 N= 54

Macca Teaa (kr) (MOCNEOUBATENEAQPCTE 0002)

Hcxonnbrii YPOBEHb 86,28 87,74 91,02 89,23

(cpennuee)

W3meneHue -2,86 -0,89 -2,14 -0,26

OTHOCHTEJIBHO

FICXOJTHOTO YPOBHS

Pa3HOCTh OTHOCHTEIBHO -1,978 -1,896

mwane6o®

(95% JI11) (2,63, -1,31) (2,37, -1,40)
Ilpumeuanue:

HIIIT 4 — gunenTuaunnentuaasa 4.

! Merdopmun > 1500 mr/cyTku.

2 Curarmuntun 100 Mr/cyTku.

3 LOCF: MEePEHOC JIAHHBIX MOCAEAHETO HAOMIOACHUS (JI0 TPUMEHEHHUS HEOTI0KHON Teparuu JJis
MAIMEHTOB, Y KOTOPHIX OHA MPUMEHSIIACH) BIEPE/.

4 Bce paHI0MU3UPOBAHHBIE MAIIMEHTHI, MOTyYUBIINE HE MeHee 1 03B HCCIIeayeMoro Ipenapara
B JIBOMHOM CJIETIOM PEXUME B KPATKOCPOUHOM JBOHHOM CIIETIOM MEPHO/IE.

® Cpennee 3HaueHMe, PACCUNTAHHOE METOOM HAMMEHBINNMX KBAIpPaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTENIbHO UCXOJTHOTO YPOBHS.

®p < 0,0001 a1 pasauuMs OTHOCHTENHHO TEPalmuM IIanebo B COUETAHHH C IEpPOPaIbHBIM
TUIOTJIMKEMUYECKUM MTpenapaToM.

"p < 0,05 mua pasnUuMs OTHOCHTENBHO TEparyy IUIANed0 B COYETAHMM C IEPOPATBHBIM

THIOTTTMKEMHUYCCKUM ITpEIiapaToM.

Tabanna 5. PesynbraThl m1ane60-KOHTPOJMPYEMbIX HCCIeAOBAHMI Aanarauguo3uHa B
KayvecTBe 100aBJIeHUS K TePalui NPOU3BOAHBIM CYJIb(POHUIMOUYEBUHBI (TJIMMENUPHUIT) UIH

MeT(POPMHHOM M MPOU3BOAHBIM CYJIb(POHUIMOUYEBUHBI MPOXOIAKUTEIbHOCTHIO 24 Hexe U

KomOunnnpoBannas tepanus (1o00asJjieHue)

IIpousBoanoe IIpoussoanoe
CyJIb()OHUIMOYEBUHBI CyJIb(OHUIMOYEBUHBI B
(rumenupuna’) COYETAHUM C
mMeTdopMUHOM?
Janaraudiozun | Ilnanedo | Janaraudioszun | [linanedo
10 mr 10 mr
N3 151 145 108 108
HbAlc (%0)*
Hcxonusrii YPOBEHB 8,07 8,15 8,08 8,24
(cpennuee)
HNsmenenue OTHOCHUTENBHO -0,82 -0,13 -0,86 -0,17
FICXOJTHOTO YPOBHS
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COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 09.01.2025 N= 54
(nocngno Ei.-"-'-IdJE’ggﬁH OCTR 0002)

PasHOCTh OTHOCHTEBLHO -0,68°8

wie6o°
(95% JIN) (0,86, -0,51) (-0,89, -0,49)
% NaNUEeHTOB, JOCTHTIIHX
ypoBaa HbAlc < 7%
(LOCF)®

3HaueHue, 31,78 13,0 31,88 11,1
CKOPPEKTHPOBAHHOE
OTHOCHUTEIIEHO HCXOHOTO
YPOBHS

Macca tena (xr) (LOCF)®
Ncxonubiii YpOBEHB 80,56 80,94 88,57 90,07
(cpennee)
M3MeHeHHe  OTHOCHUTEIBHO -2,26 -0,72 -2,65 -0,58
MICXOJTHOTO YPOBHS
Pasnocth OTHOCUTEILHO —1,548 -2,078
nane6o°
(95% J1N) (-2,17,-0,92) (2,79, -1,35)
llpumeuanue:

! Tnumenmpun 4 mr/cyTxu.
2 MerpopMun  (TeKapcTBeHHbIE (GOPMBI € HEMEMUIEHHBIM WM  IIPONIOHTHPOBAHHEIM
BBICBOOOXKIEHHEM) B 03¢ > 1500 Mr/cyTkH B COYETaHMHU ¢ MaKCUMaJIbHON MTEPEHOCHMON 10301
(moiKHA ~ COCTaBNIATH HE MEHee IMOJIOBUHBI MaKCHMalbHOW  J03bl) MPOU3BOIHOTO
CynTb(OHIIMOYEBHHBI B TCUCHUE KAaK MUHUMYM 8 HEJlelb /10 BKIIOYCHHSI B UCCIICIOBaHUE.

3 PaniOMI3HMPOBAHHBIE U TIONYYABIINE JI€UeHHE ALHEHTHI C HCXOIHON OLIEHKON U KaK MUHEMYM
OJTHOM OTICHKOH 3((HEKTUBHOCTH TIOCIIC UCXOTHOTO YPOBHS.

4 Cton6up! 1 n 2 — anamm3 yposas HbAlc ¢ npumenennem merona LOCF (cM. mpumeuanue 6);
cronbsl 3 u 4 — ananu3 yposHs HbAlc ¢ npumenenunem merona LRM (cM. npumeuanue 7).

® Cpennee 3HaueHHe, PACCYUTAHHOE METOJOM HAMMEHBIIMX KBAJIpPaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTENIbHO UCXOJTHOTO YPOBHS.

® LOCF: mepeHoc NaHHBIX MOCIEIHETO (ITAIMEHTH 10 NMPUMEHEHUS HEOTIOXKHOH Teparmim)
HaOII0IeHUS BIIEPE]T.

"LRM: 1po1oNbHBIiA aHAIIM3 HOBTOPHBIX M3MEPEHUIA.

8p < 0,0001 1 pasanums OTHOCHTENBHO TEPAITHHU IUIANe00 B COUETAHNH C TIePOPATBHBIM(-H)

TUIIOTJIUKEMHYECKUM(-H) TIpenapaToM(-amMu).

Tabimuma 6. Pesyabrarbl, moay4yennble 4epes 24  megern  (LOCFY) B
J1aned0-KOHTPOJIHPYEeMOM HCCJIeJOBAHUHU panaraugo3uHa B KayecTBe

KOMOMHMPOBAHHOM TepanuyM ¢ MHCYJIUHOM (B Ka4yecTBe MOHOTEPANIUN WIH B KOMOMHALIMHU
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C MePpopaJIbHBIMHA TMIOTNVIMKEMUYECCKHUMU IIP

COOTBETCTBYET 3KCMEPTHOMY OTYETY

or 09.01.2025 Ne 54
 raparaiBCNENOBATENBHOCTL 0002)

CYTO‘IHOI\/'I A03bI UHCYJIMHA HE MCHEC YCM Ha
10% (%)

IlokazarTennb Janarnaudiosun 10 IInane6o B
MI' B KOMOMHALIMH C KOMOHHAIIUH C
UHCYJIUHOM * UHCYJIUHOM *
nepopaJibHble nepopaJibHble
THIOIINKEMHYEeCKHE | THIOTTHKEeMHYeCKHe

npenaparbl’ npenaparbl’

N?2 194 193

HbAlc (%)

HcxonHbiit ypoBeHb (CpeaHee) 8,58 8,46

HN3MeHeHne  OTHOCHUTENBHO  HCXOIHOIO -0,90 -0,30

YPOBHS

Pa3HOCTh OTHOCHTENIBHO TUIAe60° -0,60*

(95% J1N) (-0,74, -0,45)

Macca tena (kr)

Hcxonubiii ypoBeHb (cpeaHee) 94,63 94,21

H3MeHeHrne  OTHOCHTCIBHO  HMCXOIHOI'O -1,67 0,02

YPOBHS®

Pa3HOCTh OTHOCHTENBHO ILIALE60° -1,68*

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

Cpennsist cyrounas 103a uncyauna (EJ[)°

Hcxonubiii ypoBeHb (cpeanee) 77,96 73,96

H3MeHeHre  OTHOCHTCIBHO  HMCXOIHOI'O -1,16 5,08

YPOBHS®

Pa3sHOCTh OTHOCUTENHHO MTare60° -6,23% 11,0

(95% 1) (-8,84, -3,63)

[TaniueHTBl  CO  CHIDKEHHEM  CpeaHeH 19,7°

Ilpumeuanue:

! LOCF: nepeHoc JaHHBIX IOCIEHETO (JI0 MM B AATy TIEPBOTO MOBBILICHUS 1035l HHCYIIMHA, TIPH

HE00X0IMMOCTH) HAOIIOICHUS BIIEPE]T.

2 Bce paHOMH3UPOBAHHEIE TIAIIMEHTHI, IOy YHBIINE He MeHee 1 7036l HCCTeyeMOoro Ipenapara

B JIBOMHOM CJIETIOM pEeXHME B KPaTKOCPOYHOM JABOMHOM CIIETIOM TEPHO/IE.

3 Cpe;[Hee S3HAYCHUC, PACCUUTAHHOC MCTOJAOM HAWMCHBLIIUX KBAaAPATOB, CKOPPCKTHUPOBAHHOC

OTHOCHUTCIIBHO UCXOAHOT'O YPOBHS U HAJIMYUS ICPOPAJILHOI'O TUIIOTTIMKCMHUYCCKOT'O IIpcriapara.

4p < 0,0001 118 pa3znMUMsA OTHOCHTENBHO TEPAaNMH IUIANe00 B COYETAHWH C MHCYIMHOM =+

MepopabHbIA TUIOTJIMKEMUYECKUN Mpenapar.

® p < 0,05 11d pasiuuus OTHOCUTENBHO TEpanmuM IUIane6o B COYETAHHH C HHCYIMHOM =+

IIEpOPAJIbHBIN THIIONIMKEMUYECKHAN IIperapar.

® [ToBrIIenye 103BI MpenapaTa MHCYJIHHA (BKIIOYAas MHCYIHH KOPOTKOTO JEHCTBHS, MHCYJIHH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 09.01.2025 N2 54
CpeIHeN MPOIOIDKUTEILHOCTH ACHCTBUS U 0a3dJIbHBIN ﬂ{géﬂlmﬁgﬂ%oﬁy'tk%tl 'Tlt;ﬂ-llzﬁbl"B: 'énlglqae

COOTBETCTBHS NAILIMEHTOB IPEIBAPUTENILHO 33JaHHBIM KPUTEPHUSIM KOHLIEHTpALMM TJIIOKO3bI B
I1a3Me HaToIIAK.

"Hexomuo 50% MaEeHToB TOMyYaad MOHOTEPATIHIO MPenapaToM HHCYInHa; 50% MalueHToB B
JIOTIOJIHEHHE K Tepanuy WHCYJIUHOM HpUHUMaIM | mwiu 2 mepopajibHBIX: TUIOTIMKEMHUYECKIX
npemnapara: u3 3Toi rpynmnsl 80% npuHUMaIH TOJIbKO MeTGopmuH, 12% npuHUMam MeTOPMHUH
B KOMOWHAIMK C MPOU3BOAHBIMH CYJTb(OHUIMOUYEBUHBI, @ OCTAJIbHBIC MALUEHTH MPUHUMAIH

NpyTue nepopajibHble TUIOTNIMKEMUYECKHE MTpernapaThl.

KOM6MHMDO@GHHG}Z mepanusi ¢ MemquDMMHOM Y nayuermaoe, panee He noaydasuiux mepanuro

B o6mieii cnosxknocT 1236 manueHToB ¢ HeaaekBaTHBIM kKoHTpoaeMm CJI 2 Tuna (HbAlc > 7,5%
u < 12%), panee He MOIyYaBIIUX TEPANHIO, MPUHSIIN y4acTUE B 2 UCCIEIOBAHUAX C AKTUBHBIM
KOHTpPOJIEM HPOAOKUTEIBHOCThIO 24 Henenu s OleHKH 3()(eKTUBHOCTH U 0€30MacHOCTH
KOMOMHUPOBaHHOH Tepanuu Aanariugiao3nHoM (5 mr unu 10 Mr) B coueTanuu ¢ METPOPMUHOM
y MAIMEHTOB, paHee HE MOJIYYaBIINX TEPAIMHIO, I0 CPABHEHUIO C MOHOTEPAITHUECH.

Jleuenune nanarnudaozunom B no3e 10 mr B koMOuHanuu ¢ metrgopMuroM (B 1o3e 10 2000 mr B
CYyTKH) O0ECneqmIo CTaTHCTHYECKH 3HauyuMmoe yiydiieHue ypoBHsS HbAlc mo cpaBHeHuio ¢
MOHOTepanuel (tabmuua 7) ¥ TIpuBeNo K 0ojee BBIPaKEHHOMY CHIDKEHHIO KOHLIEHTPAIUH
rmoko3el B 1azMe Haromak (I'TIH) (mo cpaBHeHHWIO ¢ MOHOTepamuei) U maccel Tena (1o
CpaBHEHUIO C Tepanueid MeTHOPMUHOM).

Taéauua 7. Pesyabrarebl, nmoaydennbie 4epes 24 unemean (LOCF!) B cpaBHHTEILHOM
HCCJEIOBAHMU € AKTHBHBIM KOHTPOJEM M0 OHEeHKe KOMOMHHUPOBAHHOH Tepamuu

AanarangaI03uHOM U MeT()OPMHUHOM Y NANMEHTOB, PaHee He MOJIYy4YaBIINX Tepanuio

IMoka3zareanb Hanmaraudaoszun | Janaraudgiuosun | Merdpopmun
10 mr B 10 mr
COYETAHUH C
MeT(GOPMHUHOM

N2 2117 219 2082
HbAlc (%)
Hcxonubiii ypoBeHb (cpeanee) 9,10 9,03 9,03
H3MeHeHre OTHOCUTEILHO -1,98 -1,45 -1,44
MCXOJHOTO YPOBHS®
Pa3HOCTH OTHOCUTENBLHO TEpAIUH -0,53*
I[anarnmbno3HH0M3
(95% AN) (-0,74,-0,32)
Pa3HOCTh OTHOCUTENBHO TEpaNTuu 0,544 -0,01
metdopMHHOM®
(95% AN) (-0,75, -0,33) (-0,22, -0,20)
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 09.01.2025 N=54
(NOCNEOQCBATENBEHOCTL 0002)

Ilpumeuanue:

! LOCF: nepenoc 1aHHBIX HOCIEIHETO (10 NPUMEHEHHS HEOTIOKHOM Tepanuy JJisl MAlUeHTOB, y
KOTOPBIX OHA IPUMEHIACh) HAOIIOACHUS BIIEPE/.

2 Bce paHIOMU3MPOBAHHBIE TIAIMEHTHI, MOJTYYUBIIHE He MeHee 1 J103bI HCCllelyeMoro npenapara
B JIBOMHOM CJIEIIOM PEXHME B KPATKOCPOUYHOM JBOMHOM CJIENIOM MEPUOJIE.

3 Cpennee 3HaueHHe, PACCUMTAHHOE METOJOM HAUMEHBLIMX KBAaJPAaToOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIBHO UCXOJIHOTO YPOBHH.

4p <0,0001.

Kombunuposannas mepanus ¢ s3kCeHamuoOM NPOIOHSUPOBAHHO20 OeliCEUs

B 1BoliHOM ciienoM McClIeI0BaHUU C aKTUBHBIM KOHTPOJIEM NPOJOJIKUTEIBHOCTBIO 28 HElenb
CpPaBHUB&JIM  KOMOMHHMPOBAaHHYIO  TEpaluio  Janariu@io3sMHOM M JKCEHATUIOM
IIPOJIOHTUPOBAHHOT O neucTBus (aroHuCTOM peLenTopoB IJIFOKarOHOMOA0OHOTO
nentuaa- 1 ([TII1-1)) ¢ MoHOoTepamueild nanariugO3MHOM M MOHOTEpanueidl IKCEHATHUIOM
IIPOJIOHTMPOBAHHOIO JIEHCTBUS y NAlMEHTOB C HEAaJEKBAaTHBIM KOHTPOJEM IJIMKEMUU IIPU
MoHoTepanuu mergopmuroM (HbA1c > 8% u < 12%). Bo Bcex rpymnmnax jgeueHus ObI0 0OTMEYEHO
camwkenre ypoBHs HbAlc mo cpaBHEHHIO C HCXOAHBIM YPOBHEM. B rpyrine KOMOMHHPOBAHHOM
Tepanuu ganarin@iao3uHoM B fo03e 10 Mr ¥ SKCeHaTHU0M MPOJOHTUPOBAHHOTO EHCTBHS OBLIO
MOKa3aHo OoJiee BBIpaKEHHOE CHIDKeHHe ypoBHs HDAlc oTHOCHTENBHO UCXOIHOTO YPOBHS IO
CPaBHEHMIO C MOHOTepanued  Aanariuguio3MHOM U MOHOTEpanmued  3KCeHaTHIOM
MIPOJIOHTUPOBAHHOTO JieicTBH (Tabnuia 8).

Tab6auna 8. Pe3yabTaTbl HMcCleJOBAHUSI Tepanuu Aanariu@Jo3uHOM H JKCEHATHIOM
MPOJIOHTHPOBAHHOIO0 [ICHCTBHSA II0 CPABHEHUIO ¢ MOHOTepamueil JanarJau@io3sHHOM H
MOHOTepamnueil 3KCeHATHAOM NPOJIOHTHPOBAHHOIO JeicTBHS (NALMEHThl NOMYJSALUUH C

Ha3HAYeHHBIM JedyeHueM [ TT]) B komOuMHAIMH ¢ MeT(HOPMHUHOM MPOAOLKHTETbHOCTHIO 28

He/lelb
IokazarTennb JanaraundgJio3nn JanaraundgJio3nn JKCeHaTH]
10 mr 1 pa3 cyTku B 10 mr 1 pa3 NPOJIOHTMPOBAHHOI0
KOMOHHAIINH C CYTKH B neiicrBust 2 mr 1 pa3
JIKCEHATHAOM KOMOMHAINH C B HeJleJIl0 B
MPOJIOHTHPOBAHHOI'0 mianedo 1 pa3 B KOMOMHAIUH C
aeiictBus 2 mr 1 pa3 B HeJeI10 miamne6o 1 pas B
HEI 10 CYTKH
N 228 230 227
HbAlc (%)
HcxonHpiii  ypoBeHb 9,29 9,25 9,26
(cpennee)
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COOTBETCTEBYET 3KCINEPTHOMY OTYETY
ot 09.01.2025 N= 54
O 108 (NOf FFNOBATENBHOGTg002)

OTHOCHTEIIBHO
FICXOJTHOTO YPOBHSI*
CpenHss pa3sHOCTH B 0,592 -0,388
W3MEHEHHUU
OTHOCHTEIIBHO
WCXOIHOTO  YPOBHS
MEXTY
KOMOWHUPOBAaHHOMN
Tepamnuen u
Tepanuen OJHUM
pernapaTrom

(95% JIN) (-0,84, -0,34) (-0,63, -0,13)
% NMaInUeHTOB,
AOCTUTIIUX YPOBHS 44,7 19,1 26,9
HbAlc < 7%

Macca Tena (kr)
HcxonHpiii  ypoBeHb 92,13 90,87 89,12
(cpenuee)
N3smenenue -3,55 -2,22 -1,56
OTHOCHUTEIEHO
FICXOJTHOTO YPOBHSI*
CpenHsisi pa3HOCTh B -1,332 -2,00?
W3MEHEHUU
OTHOCHUTEILHO
UCXOJHOTO  ypOBHS
MEXITY
KOMOWHUPOBAaHHON
Tepanuen u
Tepanuen OJTHUM
npernapaTom
(95% J111) (-2,12, -0,55) (2,79, -1,20)
Ilpumeuanue:

N - komudecTBO manueHToB, /U - moBepuTEIBHBIN HHTEPBAL.

! CxoppextupoBanusle cpeHye 3HAUECHUS, PACCUNTAHHBIE METOIOM HAUMEHBIINX KBAJAPATOB, H
Pa3HOCTh B U3MEHEHUU OTHOCHTEIHFHO MCXOJHOTO YPOBHS uepe3 28 Helelb CMOJACTUPOBAHBI C
WCIIOJIb30BAaHUEM MOJIENIH CO CMEIIaHHBIMH d(pdekTamMu 11 TOBTOPHBIX u3Mepennii (MMRM),
KOTOpasi BKJIOYaJia BapUaHT Teparuu, PEerHoH, cTpary ucxoaHoro yposas HbAlc (< 9,0% wmu >
9,0%), Hemento JieYEHUST W B3aUMOJECUCTBUE «TEpamusi-HENENs» B KaueCTBE IMOCTOSHHBIX
3HAYEHUH 1 3HAUCHUE UCXOJIHOTO YPOBHS B KAUeCTBE KOBAPHATHI.

2p<0,001.

$p<0,01.
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Bce 3HAaueHHS p CKOPPEKTHPOBAHBI C TIOTPABKOH Ha MEGIKESTBEROeTE: | = |EHOCTE 0002

B craructuueckuii aHamM3 HE BKIIOYAIU HU3MCPCHUA, MOJYYCHHBIC TIOCJIC NPUMCHCHHA
HEOTJIOXKHOMU TCpaInu, a TaAKXKC MOCJIC NPCKACBPECMCHHOI'O IMPCKPAIICHU ITPUCMa UCCIICAYCMOT'O

npernapara.

Konyenmpayus 2nioxosvi 8 niazme Hamoujax

[Mpumenenne nanarnuduosnHa B go3e 10 Mr B KauecTBE MOHOTEpAlUd WM B Ka4eCTBE
no0aBjieHHUs] K Tepanuu MEeTHOPMUHOM, TIIMMENUPHUAOM, METGOPMHUHOM U MPOU3BOJHBIM
CyJb(OHMIMOYEBUHBI, CUTATIUNTHHOM (¢ MeT(GopMHHOM WM 0€3 HEro) Wid IpenapaToM
MHCYJIMHA IPUBEJIO K cTaTucTU4ecku 3HaunMomy cHipkenuto I'TIH (ot —1,90 no —1,20 MmMouts/m)
[or =34,2 no -21,7 mr/mn]) o cpaBHenuto ¢ ianedo (ot —0,33 mo 0,21 mmone/n [oT —6,0 10
3,8 mr/mi)). OroT a3 dexT Habmroancs yepe3 1 Henenro JIeYSHUS U COXPAHSUIICS B HCCIICIOBAHUSAX,
npoaoJkaBimuxcs 10 104 Hegenb.

KomOunupoBannas Ttepanus panariaudnosmHomM B go3e 10 Mr u  sKkceHaTHIOM
MPOJIOHTUPOBAHHOTO JICUCTBUS MPUBOJAWIIA K CTATUCTHMUYECKH 3HAYMMO OOJBIIEMY CHIKEHUIO
I'TIH uepes 28 nenensb nedeHus: —3,66 MMob/1 (—65,8 Mr/m1) o cpaBHEHHIO € —2,73 MMOJIB/JT (—
49,2 mr/mm) B rpynme MoHoTepanuu nanariaudiaosuaom (p < 0,001) u —2,54 mmons/n (45,8
MTI/IUT) B TpyIe MOHOTepanuu skceHatuoM (p < 0,001).

B cnenuansHOM KcciienoBanuu y namuentos ¢ CJ1 2 tuna ¢ pCK® > 45 u < 60 mua/mun/1,73 m?
Tepanus pamnariaudao3uHoM npusena k camxenuto ['TIH gepes 24 nenenu: —1,19 mmons/n (-21,46
Mr/11) 110 cpaBHeHuto ¢ —0,27 mmons/n (4,87 mr/mi) B rpynie miame6o (p = 0,001).

Konyenmpayus enrokoswt 8 niazme nocie npuema nuuu

[Mpumenenne nanarnudno3uHa B 1o3e 10 Mr B kauecTBe 100aBIEHUS K Tepauy TITUMETHUPUIOM
MPUBOJWIO K CTaTUCTUYECKH 3HAYMMOMY CHWIKEHUIO KOHIIGHTpAIlMW TIIOKO3BI Yepe3 2 dvaca
Mocje npuema Muily 4yepe3 24 Heaenu JeYeHUs, KOTOPOE COXPaHsUIOCh BIUIOTH 10 48 Hememnu.
[Mpumenenne nanarnudino3uaa B qo3e 10 Mr B kauecTBe 100aBICHUS K TEPATHH CUTATJIUTITHHOM
(c merhopMHuHOM WK O€3 HEro) MPUBOAMIIO K CHIDKEHUIO KOHIIEHTPAIIUHU TIIFOKO3BI Yepes 2 vaca
Mocje npuema MuilK 4yepe3 24 Heaenu JeYeHUs, KOTOPOE COXPaHsUIOCh BIUIOTH 10 48 Hememnu.
KomOunupoBanHnass Ttepanus ganarmmduiosmHoM B go3e 10 Mr u dKCeHATHAOM
MPOJIOHTUPOBAHHOTO JIEUCTBUS MPUBOJAWIIA K CTATUCTHYECKH 3HAYMMO OOJBIIEMY CHIKEHUIO
KOHLIEHTPALlUU TJIOKO3bl 4Yepe3 2 yaca Iociie NpHeMa NUIIKM depe3 28 HeNenb JIeUeHUs I0
CPaBHEHHUIO C MOHOTEPAMKEH KaXIbIM IPENapaToM B OTJACITHHOCTH.

Macca mena

[Tpumenenne nanarnudiao3uHa B 1o3e 10 Mr B kauecTBe 100aBIEHUS K Tepaui METHOPMUHOM,

TJTIUMETIUPUIOM, MET(OPMUHOM U TPOU3BOAHBIM CYJIb(OHUIMOUYEBUHBI, CUTATIUITHHOM (C
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3HAYUMOMY CHIDKEHHUIO Macchl Tena uepe3 24 nenenu (p < 0,0001, tabmuibt 4 u 5). Ot 3hPexTs
HOCHJIM YCTOWYMBBIM XapakTep B JOJIOCPOYHBIX HccienoBaHusax. Uepes 48 uyacoB pa3HOCTb
3HAYEHUH, MMOJYYCHHBIX B Ipymme 1o0aBieHus Aanarin@ao3uHa K Tepanuy CUTATIMIITUHOM (C
MeT(opMUHOM WM 0€3 HEeT0) U B TPyIIe, MOoJydaBIIen mianebo, coctaBuia —2,22 kr. Uepes 102
HEJeNM Pa3HOCTh 3HAYCHUH, MONYYCHHBIX B TPYyIIe J00aBlieHUs Aanarin(io3uHa K Teparmuu
MeT(OPMUHOM | B TPYIIIE, MOTyYaBIIeH 1u1ane0o, U pa3HOCTh 3HAYCHHIA, TOyUYEHHBIX B TPYIINE
noOapieHust ganariaudro3rHa K Tepanuyd HMHCYJIMHOM M B TpyMie, Mojdyd4aBiled Iuiane6o,
coctaBuia —2,14 xr u —2,88 KI' COOTBETCTBEHHO.

[Ipn nmpuMeHeHMH B KadyecTBe M00ABIIEHUS K Tepanud MET(GOPMHHOM B HCCIEAOBAHUU HE
MeHbIIeH 3QPEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM JanariuI03uH MPUBOAUI K CTATUCTHYECKH
3HAYUMOMY CHIJKEHHUIO Macchl Tejla 10 CPAaBHEHUIO C MpUMEHEHHeM riunuiunaa (Ha —4,65 kr
gyepe3 52 uemenu (p < 0,0001, tabmuna 3), koropoe coxpansiock depe3 104 u 208 nemens (—
5,06 kr 1 —4,38 KT COOTBETCTBCHHO).

[Ipumenenne namarnugiosuHa B go3e 10 Mr B kadecTBe KOMOWHUPOBAHHOM Tepamuu C
HKCEHATUJOM IPOJIOHTUPOBAHHOTO JCHCTBHS MPUBENO K CTaTUCTUYECKH 3HAYMMO OOJIbLIEMY
CHIDKEHHIO MaccChl Tejla M0 CPAaBHEHHUIO ¢ MOHOTEpanuel Kak[IbIM MpenapaTtoM B OTIEIbHOCTH
(Tabmumna 8).

B wuccnenoBanum ¢ ywactuem 182 mammentoB ¢ CJI 2 Tuma ¢ HUCHOJIb30BAaHUEM
JBYXOHEPreTHUECKON PEeHTI€HOBCKOW aOCOpPOLIMOMETPUH /JIsl OLIEHKH KOJMYECTBEHHOTO COCTaBa
Tejla MPOJOJDKUTENIBHOCTRIO 24 HenelIu 1O JaHHBIM M3MEPEHUH C HCIOJIb30BAHHEM
JBYX3?HEPreTHUECKOW PEHTIeHOBCKOM aOcopOLMOMEeTprr NMpU MPUMEHEHHH Janariu@io3uHa B
noze 10 mMr B codyeranuu ¢ METPOPMHUHOM IO CPABHEHHUIO C TUIaled0 B KOMOHWHAIMH C
MeT(hOPMHUHOM OBLIIO TOKa3aHO, COOTBETCTBEHHO, CHUKEHHE MacChl TeJla U >KUPOBON MaccChl Tena,
a He TOoTepsl MBIIIEYHOW Macchl WIHM KMIKOCTH. B moamccienoBaHuu ¢ HUCHOJIb30BaHUEM
MarHUTHO-PE30HAHCHOW ToMorpaduu MpHUMEHEHHe Janarauduo3nHa B KOMOMHALMU C
MET(HOPMHUHOM MTPOBOAIIIO K KOJIMYECTBEHHOMY YMEHBIIICHUIO BUCIIEPATHHOMN JKUPOBOM TKAHU 110
CpPaBHEHUIO C MPUMEHEHHUEM IITane00 B KOMOMHAIIUN C MET(HOPMHUHOM.

Apmepuanvroe oasnenue

Ha ocHoBanuu aHanm3a oOBEAMHEHHBIX NAaHHBIX 13 11ae00-KOHTPOIUPYEMBIX HCCIEAOBAHMIMA
M0 3apaHee MPEeAyCMOTPEHHBIM MEPEMEHHBIM 4epe3 24 Helelau Tepanud Aanarin(io3uHOM B
no3e 10 mMr ObLIO TIOKa3aHO M3MEHEHHE CHUCTOIMYecKkoro aprepuanbHoro nasieHus (CAJl) na
—3,7 MM PT. CT. W JIUacToNM4eckoro aprepuanpHoro nasinenus ([AJl) ma —1,8 mMm pr. cT.
OTHOCUTEIIbHO UCXOJHOTO YPOBHS 10 cpaBHEeHHIO ¢ u3MeHnennem CA /] na —0,5 mm pt. ct. u JJAJ]

Ha —0,5 MM pT. CT. B rpymnne, noxy4asiiei miane6o. CxoaHble U3MEHEHUs Ha0II0JaJIUCh BIUIOTh
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1o 104 venenu Tepanuu.

KomOunupoBannas tepanus npanariau@iuosuHoM 10 Mr B KOMOMHAIMKM € 3KCEHATHIIOM
MPOJIOHTUPOBAHHOTO JIEUCTBUS MPUBOJAWIIA K CTATUCTHMYECKHA 3HAUYMMO OOJBIIEMY CHIDKEHUIO
CAJl uepes 28 nemens (—4,3 MM PT. CT.) IO CpAaBHEHHIO C MOHOTEpanuel nanariaudao3uHoM (—
1,8 MM pT. cT., p < 0,05) 1 MOHOTEpAIIHEH YKCCHATHUIOM MTPOJOHTUPOBAHHOTO aeicTBus (—1,2 MM
pT. cT., p <0,01).

B 2 nnane60-KOHTPOIMPYEMBIX UCCIIEAOBAHUIX MPOJOKUTENILHOCTRIO 10 12 Hepenb, B o01ien
cinoxkHoctH, 1062 mnanueHTa ¢ HeaaekBaTHbIM KoHTpojeM CJI 2 Tuma W aprepuasbHOMN
TUNIEPTCH3UNU (HECMOTpST Ha TMPEIIIECTBYIONIYI0 CTaOWIBHYIO TEpauil0 HHTHOUTOPOM
aHruoTeH3uHNpeBparariero Gepmenta (AIID) unu 610KaTOPOB pElENTOPOB aHTHOTEH3MHA 11
(BPA) B onmHom uccrnenoBanuu u uHruouropom AIID wnu BPA B couetanuu ¢ eme oIHUM
AQHTUTUIIEPTEH3UBHBIM  MpermapaToM B  JIPYyroM  HCCIEJOBAaHMM) TMOJydYaldd Teparuio
nanarmuduosuHoM B go3e 10 mr wiam miane6o. Yepes 12 Hemenb B 000MX HCCIIEIOBAHHIX
npuMeHeHne famarnudiosmHa B go3e 10 Mr B coueTaHWM CO  CTaHAApPTHOM
POTHBOAMAOETUYECKON Tepanuel mpuBeno K ynyumnienuto ypoBas HbAlc u camxenuro CA/Jl,
CKOPPEKTUPOBAaHHOMY C y4eTOM Iutare6o, B cpenrem Ha 3,1 u 4,3 MM pT. CT. COOTBETCTBEHHO.

B cnenmansaom uccnenoannu y namueHToB ¢ CJI 2 tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 M2
yepe3 24 HeAenu Tepamnus Aanaraugio3nHoM npusena K cHkeHnio CAJl B oIokeHUH CUast:
—4,8 MM PT. CT. IO CpaBHEHUIO ¢ —1,7 MM PT. cT. B rpymre mianebo (p < 0,05).

Konmpons enukemuu y nayuenmos ¢ HapyuieHuem d)VHKuuu novyex cpe()Heﬁ cmenernu mAscecmu

(xponuueckas bonesnv nouex cmaouu 34, pCKD > 45 u < 60 ma/mun/1,73 M%)

DddexTuBHOCTD Manarnudao3rHa Oblia OlIEHEHA B CIIEIUAIIEHOM UCCIICOBAHUN Y TIAIIHEHTOB C
CJI 2 tuna ¢ pCK® > 45 u < 60 mn/Mun/1,73 M? ¢ HeaJeKBaTHBIM KOHTPOJIEM TIIMKEMHUH TIPH
CTaHJApTHOM JieueHUH. Tepanus ganaraugo3nHOM NpHUBeNa K yMeHblleHHIo ypoBH HbAlc n
MacChl Teja Mo CPaBHEHUIO ¢ Iianebo (Tadbmuia 9).

Tabauua 9. Pe3yabTaTbl, mojydeHHble 4Yepe3 24 HemeJM B NJIaned0-KOHTPOJIMPYEMOM
HCCJIeJOBAHNU NpuMeHeHHMs aanariaudguosuHa y nanueHToB ¢ C/[ 2 Tuna ¢ pCK® > 45 n

< 60 ma/mMun/1,73 mM?

Hanarauduaosun’ 10 mr | Ilnane6o!
N?2 159 161
HbAlc (%)
HcxonHbiii ypoBeHb (CpeaHee) 8,35 8,03
HN3MeHeHre OTHOCUTEILHO UCXOIHOI'O ypOBH;[2 -0,37 -0,03
Pa3sHOCTh OTHOCHTENIBHO TUIAIEe00? -0,34*
(95% A1) (0,53, -0,15)
Macca Tena (kr)
HcxonHbiit ypoBeHb (CpeaHee) 92,51 88,30
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Msmenenue (%) otHocurensro nexomroro ypesrs® | [[1OCIEL o TENEHOLTE 57557
Pa3HoCTh B n3MeHeHNH (%) OTHOCHTENBHO MIane6o0° -1,43%
(95% JTN) (2,15, -0,69)

Ilpumeuanue:

! Metdpopmun unu MmeThopMUHA THAPOXIOPH BXOAMWIN B CTAHIaPTHYIO Teparnuio 69,4% u 64,0%
NAIMEeHTOB B TpyIIe, MmojaydyaBiued nanariau@uo3ud B goze 10 Mr, u B rpymme, MOIXy4aBIIeH
mIane0o0, COOTBETCTBEHHO.

2 CpesHee 3HAYEHHE, PACCUMTAHHOE METOJOM HAMMEHBIINX KBAJpaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIJIBHO UCXOJHOTO YPOBHSL.

% OnpeneneHo Ha OCHOBAHHU CPEJHEr0 3HAYEHMS, PACCYUTAHHOIO METOIOM HAMMEHBIIUX
KBaJ[paToOB, CKOPPEKTHPOBAHHOTO OTHOCHUTEIILHO HCXOIHOTO YPOBHSL.

4p <0,001.

Hayuenmol ¢ ucxoouvim yposwem HbAlc >9%

Ha ocHOBanuu aHanM3a JaHHBIX MAIMEHTOB ¢ UCXOMHBIM ypoBHeM HbAlc > 9,0% mo 3apanee
MPEeyCMOTPEHHBIM TEepeMEeHHBbIM Tepamnus aanariu@iuozuHoM B goze 10 mr mpuBoguna k
CTaTHCTUYECKH 3HAYMMOMY yMeHbIIeHHI0 ypoBHsS HDAlc uepe3 24 Henmenu mnpuMeHeHHs B
KayecTBE MOHOTEpanuM (CKOPPEKTUPOBAHHOE CPEIHEE M3MEHEHHUE OTHOCUTEIBHO HCXOJHOTO
ypoBHs: —2,04% u 0,19% nns nqanarnuduosuna B 1o3e 10 Mr u muiane6o cOOTBETCTBEHHO) U TIPH
n00aBJIeHUH K Tepanuy MeT(GOPMHUHOM (CKOPPEKTUPOBAHHOE Cpe/lHEE U3MEHEHNE OTHOCUTEIBHO
ucxoaHoro ypoBHs: —1,32% u —0,53% st nanarnudao3uHa U 1anedo COOTBETCTBEHHO).
Cepoeuno-cocyoucmule u noYeyHvle UCXOObL

HccnenoBanmne BnusiHUS nanarnudio3nHa Ha cepraedHo-cocyauctbie ucxoasl (DECLARE) —
MEXIyHapOaHOE MHOTOLIEHTPOBOE PaHI0MU3UPOBAHHOE JBOITHOE ciernoe
1a1e00-KOHTPOJIUPYEMOe  KIMHUYECKOE  HCCEeOBaHUE  JUIsl  ONpEAeNiCHUs  BIHUSHUA
nanarnugIo3nHa Ha CepIeYHO-COCYAUCTBIE UCXO/bI MPU €ro J00aBJIeHUN K TeKyIled 06a30Boii
Tepanuy Mo cpaBHEeHHUIO ¢ manebo. Y Bcex nmamuenToB Obu1 CJ 2 Tuma m nubo aBa u Gosee
JOTIOJTHUTEIBHBIX (DaKTOPOB PUCKA PA3BUTHS CEPJICUHO-COCYAUCTOTO 3a001eBaHus (BO3pacT > 55
JeT y MYyX4YMH win > 60 5er y KeHIIMH U OAMH Wiu Oojiee U3 CIEAYIOMUX (HaKTOPOB:
TUCTUIUACMHS, apTepHaibHas TUIEPTEH3HsI WU TaOaKOKypeHHe), MO0 AMarHOCTHPOBAHHOE
CepACYHO-COCYJUCTOE 3a00IEBaHHE.

N3 17160 pangoMu3upoBaHHBIX ManueHToB y 6974 (40,6%) Obl10 AMATHOCTUPOBAHO CEPACYHO-
cocyaucroe 3aboneBanue, ay 10186 (59,4%) takoBoe orcyTcTBOBasO. B 00111€# croskHOCTH 8582
naryeHTa ObUIM paHIOMU3HPOBAHBI B TPYIITY IpUMEHEHHUs qanarirdiao3una B 1o3e 10 mr, a 8578

MAIMEeHTOB — B TPYMITy IJiane0o; MeAnaHa JUIMTEIbHOCTH HaOIroieHus cocTaBuia 4,2 rona.
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CpenHuii BO3pacT MalMEHTOB HCCIeLyeMOil 110 yaIstmn Q&%M%ﬁ?%ﬁ&Hi,'é%‘%:h'én'ﬁe'ﬁms

Obutn JKeHcKoro moisa. B oOmeit cnoxHoctH 22,4% mnanuentoB crpaganu CJl 2 Tuma Ha
MPOTSKEHUH < 5 JIEeT, cpenHsad nponospkutenbHocts ClI 2 tuna cocrasuna 11,9 ner. Cpennee
sHagenne yposHs HDAlc cocrasmano 8,3%, cpenrnit UMT — 32,1 kr/m?.

Ucxonno y 10,0% mamueHTOB B aHaAMHE3€ OTMEUaiach CepjaedHasi HeI0CTaTOYHOCTh. CpenHsis
pCK® cocraBuna 85,2 wn/mun/1,73 Mm%, YV 7.4% maiueHToB pCK® Opima MeHee
60 mn/mun/1,73M%. Y 30,3% namueHtoB HaOMIONANach MHKPO- MM MaKpOalbOyMUHYpHS
(cootnomenne A/Kp moun > 30 u < 300 mr/t wm > 300 MI/T COOTBETCTBEHHO).

HUcxomno  OGonpmass  dacte manueHtoB  (98%) momywanmd  ONMH WM HECKOJIBKO
MIPOTHBOAMA0ETUYECKHX penapaToB, BKiIodas Mmetdopmut (82%), npenapatsl nncyauna (41%)
Y TIPOU3BOHBIE CyNIb(oHIIMOUYeBHHBI (43%).

[lepBuuHble KOHEYHBIE TOYKHM BKJIIOYATM BpeMs JO pa3BUTHUS MEPBOrO  SBJICHUS
KOMOWHHMPOBAHHON KOHEYHOW TOYKH, BKJIFOYABIIEH CMEPTh MO MPUYUHE CEPJICUHO-COCYAUCTOU
NATOJIOTUU, HH(PAPKT MUOKap/Ia WIH UIIEMHUYECKUN WHCYIBT (OCHOBHBIE CEPIEYHO-COCYAUCTHIC
COOBITHS), a TAKXKE BPEMs 10 Pa3BUTHs MEPBOTO SBICHUS KOMOMHHUPOBAHHOM KOHEYHON TOYKH,
BKJIIOUYABIIEH TOCIUTAIM3AIIMIO IO IIOBOAY CEPIC€YHON HETOCTATOUHOCTH HIJIM CMEPTh 10 IPUUHHE
cepleuHo-cocyiucToro  3aboneBaHus.  BTopuuHble  KOHEUHBIE  TOYKM  BKJIIOYAIU
KOMOWHHUPOBAHHYIO KOHEYHYIO TOUYKY MTOYEUHBIX UCXOJ0B M CMEPTh 1O JII000H MpUUIHHE.

OCHOBHBIE CEPAECYHO-COCYAUCTHIE COOBITHS

HNanarnuduiosus B 03¢ 10 MT mpo1eMOHCTpUPOBAI HE MEHBINYIO 3 (HEKTUBHOCTD IO CPABHEHHUTO
¢ Tu1ane0o B OTHOIIEHUH KOMOMHHPOBAHHOW KOHEYHOH TOYKH, BKIFOUAIOIICH CMEPTh IO TIPUIHHE
CepACYHO-COCYTUCTON  TmaTtosoruu, HWHPAPKT MHOKAapAa WM HMIIEMHYECKUI  UHCYJBT
(omHocTopoHnHee 3Hauenue p < 0,001).

Xponuueckas cep()eqﬂaﬂ HeQOCmAamo4HOCb Ul cmepnib no _npuvyure C@DO@UHO'COCV()MCWZOIZ

namonoauu
Hanarnudno3us B go03e 10 Mr npoaeMOHCTPHpOBal IPEBOCXOICTBO MO CPABHEHHUIO C IIanedo B
NPEJOTBPALICHUH  TEPBHUYHOW  KOMOMHMPOBAHHOW  KOHEYHOM  TOYKH,  BKJIIOYAIOICH
TOCIUTANIM3AIMIO 110 TIOBOAY CEPACYHON HEJOCTATOYHOCTU WIIM CMEPTh MO MPUYUHE CEePAEeYHO-
cocyauctoil marojoruu (pucyHok 1). Pazmuume sdpdexra Tepanuu ObLIIO JOCTHUTHYTO 3a CUET
TOCIHUTAIM3AIMHY TI0 TIOBOJY CepACYHON HEJOCTATOYHOCTH O€3 pa3inyus B OTHOUICHUU CMEPTHU
10 MIPUYHMHE CEPEYHO-COCYTUCTOM MAaTOIOTHH (PUCYHOK 2).

[IpeumymecTBo Tepanuu ganarau@IO3WHOM 110 CpPaBHEHUIO C IUIanedo HaOmoIanoch y
MAlUEHTOB C JUarHOCTHPOBAHHBIM CEPACYHO-COCYIUCTHIM 3a00iieBaHMEM U 0€3 TaKoBOro, C
MCXOJIHOM CepAeYHOM HEOCTATOUHOCTHIO MM 0€3 TAKOBOM, U OBIIIO COMTOCTaBUMBIM B KITFOUEBBIX

MOJrpymnmax, BKI4as BO3pacT, o, pynkiuio nouek (pCKD) u pernosn.
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Pucynok 1. Bpemsi 10 nepBoii rocnuTajau3amumn no'ﬂ&&ﬁlﬁ%ﬁgm AocTATOUHOCTH

WJIH CMEPTH N0 NPUYHHE CepAeYHO-COCYANCTON MaTOJIOTHN

TauHenThl, ¥ KOTOpbIX HbLIH
JAPErHCTPHPOBAHDI ABJICHHS

HTOB
wKoHeuHo it Touku (%)

7

VI —
I'pynna neuenus

[nauebo

5

______ JAanarnupnosun

- ——  lanarangnoinn B

o/ . CPaBHeHnn ¢ naauebo
OP (95% IH): 083 (0.73, 0.95)

e

[lannenTel rpynnbi pucka

Nanarandnonn: 8582 8517

Ilpumeuanue:

Inaneto: 8578 8485

T T T T T T

12 18 24 30 36 42 438 54 60

Mecsiubl nocse pANAOMHIAUNK

8415 8322 8224 8110 7970 7497 5445 1626
8387 8259 8127 8003 7880 7367 5362 1573

((HaI_II/IeHTBI TpyHaIibl pUCKa» O3HAYACT KOJIUYCCTBO MALIMCHTOB I'PYTIIILI PUCKA B HAYAJIC TICPpUOIA.

OP - otHOmIEHHE pUCKOB, /I — nOBEpUTEIBHBI HHTEPBAI.

PeByHBTaTBI, MOJIYYCHHBIC [Jid TCPBUYHBIX W BTOPUYHBIX KOHCYHBIX TOUYCK, IMOKAa3aHbBI Ha

pucyske 2. [IpeumyiecTBo Tepanuu Aanariu(iIo3nHOM MO CPaBHEHUIO C M1ae00 B OTHOIIICHUH

OCHOBHBIX CEpJEYHO-COCYIUCTHIX COOBITUN TOKazaHo He Obuto (p = 0,172), B cBA3M C 4yeM

COIrj1IaCHO

METOIUKE

MPOBEACHUS  TMOJATBEP)KNAIOIIMX  HCHOBITAHUN  HCCIEAOBAHUS

KOMOWHUPOBAaHHON KOHEYHOW TOYKHM IMOYEYHBIX MCXOJOB M CMEpPTH IO 000 NmpUyHHE He

BBIITOJIHAJIN.
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Pucynok 2. ¢p¢ekr jedyeHnsi B OTHOIIEHU nedeﬂHﬁTE&l&éﬁﬂEESMﬁHQ KoHeqHbIX

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

Janaranduiosun laauebo Ovuoneme
n (%) n (%) puckoe (95% Inauenne p
(N=8582) (N=8578) i L})]

llepeHYtbIE KOHEYHBIE TOYKH

FocnuTaauialiMg no nosoay

cepaeuroi 0.8
HeJOCTATOMHOCTH/CMEPTD 10 =R 417 (4,9) 496 (5,8) © 73' 0.95) 0,005
NPHYHHE CEPACHHO-COCYAHCTO e
NATONOIHH
KomOunBpoBaHHA S KOHEYHAR
TOMKA, BISTHMAKOLAR CMEPTH 110 0.93
NPHYHHE CEPIEHHO-COCYIHCTOTO b | 756 (8.8) 803(9.4) 034' 103 0,172
3a00.ne sannn/undaprr ( +1.03)
MHOKA PAA/HINEMHYEC KHIl HHC YALT
KoMnoHeHTs KOoMGH HH POBAHHBIX
KOHEUHBIX TOYEK
lNocnuTanu3alus no nNoBoIy 0,73
CEPAEHO HENOCTATOYHOCTH — e 28603 (0,61, 0,88) S
CMmeprs N0 NPHYHHE CepaeYHO- 0,98
cocyauctoro 3abonesanun — 45@.9) M0@9) (0,82, 1,17) 058
HudapkT Muokapaa ol 393 (4.6) 441(5,1) © ?{;‘g?m ) 0,080
Hiemuyeck il HHCYALT + 235(2.7) 231(2.7) © 8!1.0: 21) 0916
Bropuunbie KOHEUHbIE TOMKH
KomOuNHpOBAHHAN KOHEYHAR
TOYKA H0YeYHLIX HCXO10 B 0,76
KOMMOHEHTHE KOMGHHHPOBAHHO i 2= 3Nd) 480(56) (0,67, 0,87) <
KOHEUYHOH TOUYKH NMOYEYHBIX HCX00B:
Yeroiiunpoe cnxkenie pCKd = | 120 (1.4) 221 (2,6) © 4{;‘53.6?) < 0,001
TepmuHaneHan craans 031
NoYeYHO il HENOCTATOMHOCTH | 6(<0,) 19(0.2) (0,13, 0,79) L
CmepTe BoneACTBHE 0.60
OCNOHHEHHHA CO CTOPOHBI " | - 6(<0,1) 10 (0,1) 0 22‘ 1.65) 0,324
noyek s
Cwmeptb 1o oboil npuykne —-l 529 (6,2) 570(6,6) © 32'()'3 04) 0,198
B nonssy nanarandnoswia B none3y nnaucbo
T r T T—T=T-7TT
02 04 06 0B 112 16

Ipumeuanue: KOMOVHUPOBAHHAS KOHEUHAs TOYKA MOYEYHBIX MCXOJOB BKJIIOYACT: YCTOMUHUBOE
noarsepskaenHoe cumwkenne pCK® na > 40% o pCK® < 60 mn/mun/1,73 M2, u (umm)
TEPMUHAJIBHYIO CTAUIO0 MMOYECYHOW HEOCTATOUYHOCTH (auanu3 > 90 mHel Wiau TpaHCIUTAHTAIIHs
TIOYKH, YCTOIYMBBIHA TTOATBEPKACHHBINH ypoBeHs pCK® < 15 mn/mun/1,73 M%), u (Man) cMepTh
BCJICZICTBUE OCJIOKHEHHM CO CTOPOHBI MOYEK WM CMEPTh IO MPUYUHE CEPIACYHO-COCYIUCTOTO
3a00JIeBaHUS.

3HaueHusi p SBJISAIOTCSA JABYCTOPOHHHMH. 3HAYEHUS p A BTOPUYHBIX KOHEYHBIX TOUYEK U
OTJICIbHBIX KOMIIOHEHTOB SIBJISIIOTCS HOMHUHAJIbHBIMU. BpeMs 10 pa3BUTHS NEpPBOTO SBIICHUS
KOMOMHHPOBAHHOW KOHEYHON TOYKH aHAIM3MPOBAIN C MOMOIIBIO MOJEIH MPOMOPIIMOHATBEHBIX
puckoB Koxkca. KonruecTBo mepBbIX SBICHUH 10 OTAEIHHBIM KOMIIOHEHTAM KOMOWHUPOBAHHOM
KOHEYHOM TOYKH SABJIAETCS (PAaKTUUECKUM KOJIMYECTBOM MEPBBIX SIBICHUN KaX/10T0 KOMIIOHEHTA U
HE CYMMHPYETCS ¢ KOJTUYECTBOM SIBJICHUH B KOMOMHHPOBAHHON KOHEYHOUW TOYKE.

JAW — noBepuTENbHBIM HHTEPBAIL.
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Hegponamus

Tepanus manarnudiuo3nHOM NPUBOJIMIA K CHHKEHHIO YaCTOTHI SBJICHUNH KOMOMHMPOBAHHOU
KOHEYHOM  TOYKHM, BKJIIOYAIONIEH MOATBEpPXkKACHHOE YycTohuuBoe CcHikeHue pCKO,
TEPMUHAJIBHYIO CTAJUI0 TOYEYHON HEIOCTATOYHOCTH, CMEPTh BCJIEACTBHE OCIOKHEHUH CO
CTOPOHBI MTOYEK WM CMEPTh 110 MPUYHUHE CEPJICUHO-COCYTUCTOr0 3aboseBanus. PasHuma Mexay
rpynmnamMu Obula 0OyCNIOBIIEHA CHMKEHHEM 4YHCJa SIBICHHUH KOMIIOHEHTOB KOMOMHHPOBAHHOM
KOHEYHOM TOYKHM TIOYEYHBIX MCXOJOB, BKIOUamonied ycrolunBoe cHikeHue pCKO,
TEPMUHAIBHYIO CTAIUI0 MOYEYHOM HEAOCTATOYHOCTH M CMEPTh BCIEJICTBUE OCIOXKHEHHH CO
CTOPOHBI MoYeK (pucyHok 2). OtHomenue puckoB (OP) mo BpemeHnu 10 pa3BuTus HedponaTuu
(ycroitunBoe camxkenne pCK®, TepMuHanbHas CTaaus IOY€YHONW HEJOCTaTOYHOCTH UM CMEPTh
BCJIE/ICTBUE OCJIOXHEHHI co cTOpoHbl moyek) cocraswio 0,53 (95% AU: 0,43, 0,66) ans
nanaryingIio3rHa Mo CpaBHEHHIO C TU1aie0o.

Taxke Tepanus nanarauiIO3MHOM CHIDKANa PUCK HOBBIX CIIy4aeB pa3BUTHUS YCTOWYMBON
ans0ymunrypun (OP: 0,79 [95% AU: 0,72, 0,87]) u npuBoauia k 601ee BRIpaXKEHHOUN perpeccuu
Makpoansoymunypuu (OP: 1,82 [95% IAU: 1,51, 2,20]) no cpaBHeHHIO C maneoo.

XpoHHYEeCcKas cepAcyUHas HEIOCTATOYHOCTh

HUccneoosanue DAPA-HF: xponuueckas cepOoeunas HeOOCMAMOYHOCMb CO  CHUMNCEHHOL
@paxyuetl svlopoca nesoeo dncenyoouxa (PBJDK < 40%)

Hccnenoanue ganarnu@iio3nHa v NpeIoTBpalleHus] HeOIaronpusTHHIX UCXOA0B MPU CEPACUHOM
uwenocrarouHoctd (DAPA-HF) - MexayHapoaHOe MHOTOIIEHTPOBOE PaHIOMHU3HPOBAHHOE
JIBOWHOE CIJIETIOE IUIale00-KOHTPOIMPYEMOE HCCIEOBAaHUE Yy IALUEHTOB C XPOHUYECKOM
cepaeuHoit HemoctarouHocThio (II-IV  (yHkunoHanbHBIN Kiacc 1o Kinaccudukanuu Hpro-
Mopkckoii accormanuu kapauosoro [NYHA]) co cHmkeHHO# (pakuueil BHIOpoca JI€BOTo
xenymouka (PBJDK) < 40 % - mnpoBoawiaM ¢ IENbIO  yCTAaHOBUTH 3()PEeKTHBHOCTDH
nanaraugIo3nHa M0 CPAaBHEHUIO C TUTae00 B OTHOIICHUH CHIKEHHUS PUCKA CMEPTH IO IPUIHHE
CepJICYHO-COCYIUCTOTO 3a00ICBaHMs U YXYAIICHUS TCUCHUSI CEPJCYHON HETOCTATOYHOCTH TPHU
nobapiieHnn nanariugao3uHa K CTaHAapTHOW TEparuu.

N3 4744 manmentoB 2373 naruenTa ObUTA paHAOMU3UPOBAHBI B TPYIITY Aanarin(io3nHa B 103¢€
10 mr, a 2371 nauueHT - B rpynmy Imiamne0o; MeanaHa HaOMIOJCHUs cocTaBuia 18 mecsies.
Cpennuii BO3pacT MalyueHTOB HCCIEAYEMOM MOMYJIISIIUU COCTaBUI 66 JeT, 77% mnanueHToB ObUH
MY>KCKOT'O TOJIa.

Ncxonno 67,5% nanuentoB O0bu1u oTHeceHBI KO I kitaccy mo NYHA, 31,6% — x I kimacey u 0,9%
— k IV knaccy. Meaunana ®BJIK cocraBuna 32%; B 56% ciyuyaeB cepaeuHas HEAOCTaATOYHOCTD

MMeTa UIIEMHUYECKYI0 ATHOJIOTHIO, B 36% — HEMIIEMUYIECKYIO ATHOJOTHIO U 8% — HEU3BECTHYIO
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aTHOJNOTHIO. B Kaxol rpynmne nedenus 42% 1 uHeHToﬁq/fﬁéﬁllEBjéﬁgﬁlIéQ @ﬂf‘-i"*r-ll:lﬂé-,l *e't'r:é 3%

MAIMEHTOB B KXKJOW TpyIIe JedeHus OblT OTHECeHHI K manuenTaM ¢ CJ[ 2 Tuma Ha OCHOBaHHUH
ypoBHst HbAlc > 6,5%, 3aperucTpipOoBaHHOTO KaK MPH BKJIFOUECHUH B UCCIICIOBAHUE, TaK U MPU
panpoMu3zanuu. [lanueHTsl nmonydyanu crangapTHyto tepanuio: 94% mamuentoB ¢ C/ 2 tuna
nonydanu Tepanuio uHrHOMTOpamMu AIlD, BPA uaM aHTHOTEH3WHOBBIX PEIENTOPOB H
HenpuwimsnHa uaruouTopom (11%), 96% nomyuanu Geta-aapeHobmokatopsl, 71% — O10KaTOPHI
MUHEPAIOKOPTUKOUJHBIX —peuentopoB, 93% — muyperuku; y 26% mnauueHToB ObLI
MMIUTAHTUPOBAHHBIN KapAHOBEpTEP-AePUOPUILIATOP.

B wuccnenoBanme Obutn BkItOUeHbl marueHThl ¢ pCK® > 30 mu/mun/1,73 M? Ha MOMEHT
simouenns. Cpennss pCK® cocraBunma 66 mn/mun/1,73 M2 YV 41% nauuentoB pCK® 6pu1a

menee 60 mn/mun/1,73 M2, y 15% naruentos -MeHee 45 min/mun/1,73 M2,

Cmepmob no npuyune cep()eqﬂo-cocv()ucmoeo 3ab01e8anHUA U VXV()W@HM@ meyeHUs. XPOHUYECKOl

cepoeyHol HedoCmamo4yHocmu

Jamarnuguo3uH TPOAEMOHCTPUPOBANI MPEBOCXOJCTBO IO CpPaBHEHUIO C Iulanebo B
MPEAOTBPAIIEHUN TEPBUYHON KOMOWHHUPOBAHHOW KOHEYHOW TOYKH, BKJIIOYAIONIEH CMEPTh IO
MPUYMHE CEpPAEYHO-COCYIUCTOM TMAaTOJIOTUH, TOCIUTAIM3AIUI0 10 T[OBOAY CepIeYHOU
HEJOCTATOYHOCTH WJIM DKCTPEHHOE oOpalleHre 3a MOMOIIBI0 B CBS3U C yXYALICHUEM TEUCHUs
cepaeunoit Henocratounoctu (OP: 0,74 [95% JAU: 0,65, 0,85]; p < 0,0001). Dddext mHabnrogancs

B CAMOM Hayalle ¥ COXPaHSJICS Ha MPOTSHKEHUU BCETo HCcle0BaHus (PUCYHOK 3).
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Pucynok 3. Bpemsi /0 TepBOro JOCTHAEHHsI KOMGIHMpOBAi0H | Rofmeahoil - Toukn,

BKJIIOYAOLIEl CMEePTh M0 NPUYHHE CePAeYHO-COCYAUCTON MATOJIO0THH, TOCTIUTAIN3ANMIO 110
NOBOJY CepAeYHON HEeAOCTATOYHOCTH MJIH IKCTPEHHOEe O0palleHue 32 MOMOIIBIO B CBSA3H €

yXyAllIeHHEeM TeYeHHsl cepevdHOi Hel0CTaATOYHOCTH

304
284
26 4
= [naucto
2-‘ . __n'
- 2 e
EE 24 7
H : -,' JHanarmadnosue
= s 20~
SEEF -
3 g E
TEs 184
2 EE
&z =T
gz 16+
¥
=% 144
2 E=
83 124
v o 2 -
= S
SEE 0
= E-: 10
E =
c Z 8
g8
=
6_
4 -
= ’.‘ Janarangaoinn B cpasnennn ¢ naanebo
OP (95% JIN): 0.74 (0.65.0.85) 3nauennep <0.0001
0

T T T T T T T T T
3 6 & 12 15 18 21 24

Mecsubl nocae pauaoMHIANNA

VIHEHTRI FPYNNLL pHcica

Jlanarnngaosun: 2373 2305 221 2147 2002 1560 1146 612 210
TMnauedo: 2371 2258 2163 2075 1817 1478 1096 383 210

IIpumeuanue: SKCTPEHHOE OOpAIlIEHHE 3a IOMOIIBIO B CBS3H C YXYAIICHUEM TCUCHUS CepACUHON
HEJOCTaTOYHOCTH OBUIO OIPEAENICHO KaK CPOYHOE, BHEIUIAHOBOE OOCICIOBAHHE BPAYOM,
HalpuMep B OTICJICHUHM HEOTJIOKHOH ITOMOIIH, BBI3BAHHOE YXYALICHHEM TCUCHUS CEepIeYHOM
HEJIOCTaTOYHOCTH, KOTOpoe TpeOyeT JedeHus (IOMUMO TOJIBKO TTOBBIILCHUS 1036l IIEPOPaIbHBIX
JTNYPETUKOB).

((HaI_II/IeHTBI TpyHaIibl pUCKa» O3HAYACT YMUCJIO MAIUCHTOB I'PYIIILI pYCKA B HA4YaJIC IICPpHUOIa.
Bce Tpu koMIioHeHTa IEpBUYHON KOMOMHUPOBAHHON KOHEYHOW TOYKH 10 OT/ICTLHOCTH BHOCHIIU

BKJIaJ B 3¢ ekt neueHus (pUcyHoK 4). 3aperucTpupoBaHO HECKOJIBKO 3KCTPEHHBIX 0OpaleHui

3a MOMOLIBIO B CBA3HU C YXYAIICHUCM TCUCHU A CGpI[G‘IHOfI HEAOCTATOYHOCTH.
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Pucynok 4. J¢pdekr jnedyeHusi B OTHOLIEHHH nemeHbf;l %MMMEME:'MHOIE

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

TTauMeHTH, ¥ KOTOPHIX ObiIH
3APETHCTPHPOBAHLL ABJIEHHA

[Mokasarean op KOMMOHEHTOB komOuHuposantoii  OTHOWCHKE 3HaveHHe p
(95 % JIH) KOHEUHO TOUKH (MacToTa SRIeHHIT) PHCKOR
s . (95 % JIH)
KoMOHHHPOBAHHAR KOHEHAA TO'KE, Janarnuduiozuu [ Lnaneto
BRIKOUAOMIAR CMEPThH MO NPHYHHE i L e
CEePASHHO-COCY AMCTOTO 3ab0NeBaHNA, (N=2373) (N=2371)
TOCITHTIHSALMIG 1O NOBOAY CEPASUHOH A ; PR ; ; ; )
HEZIOCTATONHOCTH HITH FKCTPEHHOC ® IB6 (1.6  502(15.6) 0.74 (0.65, 0.85) <0.000]
00paLeHHE 3a MOMOLLLI B CBA3H ¢
VXYLUEHHEM TCHEHHA CEPACYHOI
HEIOCTATOMHOCTH
1 OCIIMTRIIGAIHA 1O NOBOXY L 231 (6.9) 318(9.8) 0.70(0.59,0.83) <0.0001
CePASHHON HENOCTATOMHOCTH
IKeTpenHoe obpameHne 3a o 10(0.3) 23(0.7) 0.43(0.20,0.90) 0.0213
NOMOLIBIO B CBA3H C
YXYICHHEM TEYECHHS
CEPAEUHON HENOCTATOMHOCTH
CMEPTE 110 NPHYHHE CepaE HO- ™ 227 (6.5) 273(7.9)  0.82(0.69.0.98) 0.0294
COCY/IMCTOTD 3a60IEBAHMA : e o
CMePTE No MOGoH ] 276 (1.9) 329(9.5) 0.83(0.71,097) 0.0217
NpHYHHE
0.5 0.8 1 1.35 2
B noansy B noassy
nanarnngio3uHa naaneto

Ipumeuanue: SkcTpeHHOE 0OpaIlleHNe 32 TOMOIIBIO B CBSI3U C YXYIICHHEM TEUEHUS CePICUHON
HEJOCTAaTOYHOCTU OBLJIO OMpPENENIeHO KaK CpOYHOE, BHEIUIAHOBOE OO0CIIEJOBAHME BpPadyOM,
HalpuMep B OTIEJICHUU HEOTJIOKHOUW MOMOIIM, BBI3BAHHOE YXYAIICHHEM TEUEHHUs CEpACYHOU
HEJOCTAaTOYHOCTH, KOTOPOE TPeOyeT JeueHus (IOMUMO TOJBKO TOBBIIICHHS 03Bl IEPOPATHLHBIX
JTMYPETUKOB).

KonuuecTBo nepBbIX SBIECHUH 110 OT/IEIbHBIM KOMIIOHEHTaM KOMOMHUPOBAaHHONW KOHEYHOU TOUKU
ABJIsETCS (PAKTUUECKUM KOJMYECTBOM IMEPBBIX SBICHUN KaX/I0r0 KOMIIOHEHTAa U HE CYMMUPYETCs
C KOJIMYECTBOM SIBJIICHUI B KOMOMHUPOBAHHOW KOHEYHOM TOUKE.

YacTtoTa BO3SHUKHOBEHHS SBJICHHMI MpEACTaBIeHA KaK YHCIO YYaCTHHKOB, y KOTOPBIX OBLIO
3apErUCTPUPOBAHO SIBJICHWE KOMIIOHEHTOB KOMOWHHUPOBAaHHOW KOHEYHOW Touku, Ha 100
naueHTe-JeT MOCIeaYIOIEero HabIoIeHus.

3HaueHust p AN OTACIBbHBIX KOMIIOHEHTOB KOMOMHUPOBAHHOW KOHEYHON TOYKH M CMEPTHU TIO

000 MNPUYIUHC ABJIAOTCA HOMHUHAJIbHBIMHU.

[Ipumenenue mamarnu@io3rHa TakKe MPUBOJIMIO K CHI)KEHHIO OOILEro KOJIMYEecTBa CIy4yaeB
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rOCIIUTAIM3ALUK 110 TOBOLY CEPAEYHON Hel0CT atouHOdTH-TePBIoH HTOBTOPHOR) 1 evepTH

M0 TPHYUHE CEPICYHO-COCYAMCTON MaToloruu: 567 ciydaeB B rpymme ganariudo3uHa 10
CpaBHEHHIO C 742 ciaydasiMu B Tpymme 1uianedo (otHocutensHas yactota: 0,75 [95% AN: 0,65-
0,88]; p=0,0002).

[IpeumymiectBo Tepanuu Aanarin@iao3MHOM HAOMIOJANOCh Yy TAIlMeHTOB C  CepAeYHOM
HeznoctarouHocThio ¢ C1 2 Tuna u 6e3 takoBoro. [Ipumenenue namariniao3uHa NPUBOJUIO K
CHIDKEHHIO YaCTOTHI MEPBUYHON KOMOMHUPOBAHHON KOHEUHOW TOUYKHM, BKIIOYAIOLIEH CMEPTh 110
MIPUYMHE CEPACYHO-COCYJIUCTOM MaTOJOTHUH, TOCHUTAIU3ALMI0 IO TOBOAY CEpACYHOU
HEJOCTATOYHOCTH WJIM HKCTPEHHOE oOpallleHue 3a MOMOIIBIO B CBA3U C yXyALICHUEM TeUeHUs
cepaedHoit HegocraTouHocty y namueHToB ¢ CJI 2 tuma (OP: 0,75 [95% JIU: 0,63, 0,90]) u 6e3
takosoro (OP: 0,73 [95% AU: 0,60, 0,88]).

[IpenmymiecTBo Tepanuu qanariauI03MHOM 110 CPAaBHEHUIO C I171a1ie00 B OTHOIIEHUH TIEPBUYHOM
KOHEYHOM TOYKM OBUIO CONOCTaBUMBIM B JIPYTUX KJIIOYEBBIX MOJArPyNNax, BKIOYas
COIyTCTBYIOIIYIO TEPAMUIO CEpJCYHON HemocTarouHocTH, (GyHKIMo nouek (pCKD), Bo3pacr,

I10JI ¥ PETHOH.

HCXOO, c006maeﬂ4bzﬁ NAYUeHMamu. CUMNIMOMbL_XPOHUYECKOU C@DdéUHOIZ He0oCmamoyHoCcmu

D¢ ekt neyenus nanarau@Io3MHOM B OTHOIIEHHH CHUMIITOMOB CEPACYHON HEJOCTAaTOYHOCTHU
OLIEHUBAJIM C TOMOIIbIO OOILIEro IMoKa3aTels CUMITOMOB 1o KaH3accKoMy OIMpPOCHHKY IS
oonpHbIX KapauomuonaTuein (KCCQ-TSS), koTopsiil MO3BOJISIET MPOBOAUTH KOJUYECTBEHHYIO
OLIEHKY YaCTOThI U TSKECTH CUMIITOMOB CEP/I€YHOM HEJOCTaTOYHOCTH, BKIIIOUasi yTOMIISIEMOCTD,
nepudepuyeckre 0TeKH, OJBIIIKY U OPTOMHO3. 3HAUeHUs Mokasateins Bapbupytor ot 0 mo 100,
npuyeM 0osiee BEICOKUIT 0all COOTBETCTBYET JyUILIEMY COCTOSIHUIO 3JOPOBBSI.

Tepanus nanarnu@ao3nHOM NPUBOAMIIA K CTATUCTHYECKH 3HAYMMOMY U KIIMHUYECKU 3HAUNMOMY
MpPEeUMYyIIeCTBY IO CpPaBHEHHIO C TIulaledo0 B  OTHOIIEHWHM CHUMIOTOMOB CeplIeYHON
HE/I0CTaTOYHOCTH, oneHnBaeMbIx 1o n3meHneHuto KCCQ-TSS uvepe3 8 mecsieB oT MCXOTHOTO
ypoBHs (BepoaTHOCTh mpeumymectsa: 1,18 [95% AU: 1,11, 1,26]; p < 0,0001). YacroTa u
TSYKECTh CUMIITOMOB BHECIM BKJIaJ B PE3yJbTaT, MOIYYEHHBIH MO 3PPEKTUBHOCTH TEparuH.
[IpenmyniecTBo HaOMIOAATIOCH KaK B YIAYUYIIEHUH CUMIITOMOB CEpJCYHON HEJOCTaTOYHOCTH, TaK
U B IPEIOTBPAIICHUH YXYALICHUS CUMIITOMOB CEpACYHON HETOCTaTOYHOCTH.

[Ipu anHanm3e JaHHBIX PECHOHACHTOB JIOJIS MAIMEHTOB ¢ KJIMHUYECKH 3HAYMMBIM YIy4IICHHEM
KCCQ-TSS ugepe3 8 mecs1ieB 1Mo CpaBHEHUIO C UICXOIHBIM YPOBHEM (KOTOPOE OMPEIEsIOCh KakK
5 u 6onee 6amIoB) ObUIA BBIIIE B TPYIINE JEYCHUS Janarin(IIO3MHOM 110 CPAaBHEHHUIO C TPYIITION,
noiyyaBiedl rurane6o. J{ons ManmuMeHToB ¢ KIMHUYECKH 3HAUYMMBIM yXyJAUIEHHEM (KOTOpoe

OIpeNeNIAIoch Kak 5 u Oosiee OaynsioB) ObTa HWXKE B TPYMIE JICYCHUS AANAriugIo3nHOM IO
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CPaBHEHMIO C TPYIIIONW, IOJIy4aBIIEH maneop. Hpedmct%ﬁ' ""ﬁﬁ%!;ﬁ&&%ﬁ"" oM

COXPAHSITUCH MPU TIPUMEHEHUH 00JIee JKECTKUX MOPOTOBBIX 3HAYCHUH JUIsl OOJBIINX KITMHUYECKU
3HAYMMBbIX U3MeHeHui (Tadmura 10).

Taéauna 10. KosimvecTBO U 10/ NANMEHTOB ¢ KIMHUYECKH 3HAYMMBIM YJIy4YllIeHUEeM WJIH
yXy/dllleHHeM 0011ero noxkasarejsi cuMnTomMoB no Kanzacckomy onpocHUKY AJis1 00JbHBIX

kapauomuonatueii (KCCQ-TSS) uepe3 8 mecsinen

HN3menenue JanaraudJiozun Inanedo
OTHOCHTEJILHO 10 mr n! = 2062
HCXOIHOTO YPOBHSI n' = 2086
yepe3 8 mecsineB
v n(%)c n(%)c OTHomeH:l ¢ 3HavyeHue
JIy4leHue ) ) IIAHCOB 6
yJay4dlieHuem yJay4dlieHueM (95% JTH) p
1,14
> 5 OamioB 933 (44,7) 794 (38,5) (1,06, 1,22) 0,0002
1,13
> 10 6amnoB 689 (33,00) 579 (28,1) (1,05, 1,22) 0,0018
1,10
> 15 Gannos 474 (22,7) 406 (19,7) (1,01, 1,19) 0,0300
v n (%) ¢ n (%) ¢ Ornowmentte | 5 enne
Xy/AllleHHe 4 A IIAHCOB 6
yXy/AlIeHHueM yXyauieHueMm (950 1) p
0,84
> 5 bamnoB 537 (25,7) 693 (33,6) (078, 0,89) <0,0001
0,85
> 10 Gamnnos 395 (18,9) 506 (24,5) (079, 0,92) <0,0001
IHpumeuanue:

"Yucno mnaumentoB ¢ 3apeructpupoBanHHbiM 3HaueHneM KCCQ-TSS wumM mHamuMeHToB CO
CMEpTEIbHBIM UCXOJ0M J0 OKOHYAHUS 8 MECSIEB JICUEHUSI.

2Ypcno manueHToB, y KOTOPBIX HAOIOAAIOCH YIIydIIeHHe He MeHee ueM Ha 5, 10 mmm 15 6amios
10 CPABHEHMIO C UCXOJHBIM YpPOBHEM. 3HAUEHUS AJIs MALlMEHTOB CO CMEPTEIBHBIM UCXOJO0M /10
OKOHYAHUS YKa3aHHOTO [1€PHO/Ja BPEMEHU COOTBETCTBYIOT OTCYTCTBHUIO YIIyUILIEHUS.

®TIpu ynydmenuy oTHOIIEHNE ITAHCOB > | 03HAYaeT MPEUMYIIECTBO TEPATTNH JAaNarTu(I03HHOM
B no3e 10 mr.

*Yncno manmeHToB, y KOTOPBIX HAaOMI0AI0Ch YXY/IIICHHE He MeHee 4eM Ha S w10 6amios mo
CPaBHEHHIO C MCXOJHBIM YPOBHEM. 3HAuU€HUs I MaLUEHTOB CO CMEPTEIBHBIM HMCXOJOM 10
OKOHYAHUS YKa3aHHOTO IIEpHOJia BPEMEHU COOTBETCTBYIOT YXYALIECHUIO.

®TIpu yXy/AIeHn: OTHONIEHH)E ITaHCOB < | 03HaYaeT MPEeUMYIIECTBO TEPATIHH JANarTHhI03HHOM

B no3e 10 mr.
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6 3HadueHUS P ABJIAIOTCA HOMHUHAJIbHBIMH.

Hegponamus

Br110 3aperucTpupoBaHO HECKOJIBKO SIBJICHUH KOMITIOHEHTOB KOMOMHUPOBAHHOM KOHEYHOU TOUKH
MOYEYHBIX MCXO/0B (MoATBepkIeHHOe ycToWunBoe cHmkeHue pCK® > 50%, tepmuHanbHas
CTaaus IOYEYHON HEJOCTaTOUYHOCTH WJIM CMEPTh BCIIEACTBUE OCIIOKHEHUH CO CTOPOHBI IIOYEK);
yacToTa sBJeHUN coctaBuia 1,2% B rpymme, noiydasuiei nanarnmudiaosus, u 1,6% B rpymme,
noJTy4aBIiei miarneoo.

Hccneoosanue DELIVER: xponuueckas cepoeunas neoocmamounocms ¢ @BJDK > 40 %
Onenka pnanmarnuduio3uHa [Uisl YIAYYIICHHS KAadeCcTBa JKU3HHM MAIMEHTOB C XPOHHYECKOUH
CepACYHOM HENOCTAaTOYHOCThIO C coxpaHeHHOM ¢pakuueit BwiOpoca (DELIVER) -
MEXIyHapOJAHOE MHOTOLIEHTPOBOE  PaHIOMHU3MPOBAHHOE [BOHOE  clemoe  Iuianebo-
KOHTPOJIMPYEMOE HUCCIEOBAHUE Yy MAIMEHTOB Bo3pacte > 40 JIeT ¢ XpOHUYECKOH CepAeHYHOI
HegocraTouHocThiO (Kiacc II-IV mo NYHA) ¢ ®BJDK > 40% u npuszHakamMu CTPYKTYpPHOIO
3a00JeBaHUsl Cepllla, KOTOpOe MPOBENH Uil ONpEACTCHHS BIMSHUS Aanariugio3nHa o
CpPaBHEHHIO C TIUanebo Ha 4YacTOTy CIIy4aeB CMEpTH IO NPUYUHE CEeplIeYHO-COCYAMCTOMN
MATOJIOTUU U YXY/IICHHUE TeUEeHUs CEpICYHON HETOCTaTOYHOCTH.

N3 6263 nmanuentoB 3131 nmanueHT ObLT paHIOMHU3HPOBAH B Tpymny Aanariauduosuna 10 mr, a
3132 maruenTa — B rpyIiny 1uianedo; MeauaHa IpoA0KUTEIFHOCTH HAOMOIeHUsT cocTaBuia 28
MecsaneB. B wuccnemoBanue Brmounmau 654 (10%) mammeHTa € TOAOCTPOM  CepaeYHOM
HEJO0CTAaTOYHOCTHIO (T.€. PAHJOMHU3UPOBAHHBIE BO BpEMs TOCIUTAIM3AIMY IO TOBOLY CEplIeUHON
HEJ0CTaTOYHOCTU WM B TeueHue 30 qHel mocie BBIIUMCKU U3 cTanuoHapa). CpenHuil Bo3pact
MAIMEHTOB UCCIIEAYEeMON MOMYJISIUKN cOCTaBuI 72 roaa, 56% mauueHToB ObUIN MYKCKOTO MOJIa.
Hcxonno 75% mamuenToB ObUM oTHeceHbl oTHOocwIMCh Ko Il kimaccy mo NYHA, 24% — x 1II
kinaccy u 0,3% — x IV kiaccy. Mennana @BJDK cocraBuna 54%. YV 34% nanuentoB ®BJDK
cocraBuna < 49%, y 36% — 50-59% u y 30% — > 60%. B kaxmoii rpynme neueHust y 45%
nanueHToB B aHamHe3e Obu1 CJ] 2 Ttuma. basoBas Tepamus BKIOYaNia HHTHOUTOPBI
AII®D/BPA/aHTHOTEH3MHOBBIX PELETITOPOB U HEMPUIIM3MHA UHTHOUTOpP, OeTa-aapeHO0I0KATOPHI
(83%), muypetuku (98%) u 6110KaTOpbl MUHEPAIIOKOPTUKOUIHBIX perenTopoB (43%).

Cpennss pCK® cocraBuna 61 mn/mun/1,73 M2 YV 49% nauuentop pCK® cocraBuna < 60
wi/mMun/1,73 M2, a'y 23% — < 45 mn/mun/1,73 M*u y 3% — < 30 ma/mun/1,73 M2,
Jlanarnuguo3uH npoaeMOHCTPUPOBAJ MPEBOCXOJICTBO MO CPABHEHHIO C IIANE00 B CHUKEHHUU
Y4acTOThI JOCTHKEHHUSI KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKIIOYAIOIIEH CMEPTh MO0 MPUUYHHE
CEepACYHO-COCYTUCTOTO 3a00JIeBaHUs, TOCTTUTATU3AIIMIO IO TIOBO/LY CEpACYHON HEJJOCTATOYHOCTH

HJIM S3KCTPCHHOC O6paH_I€HI/I€ 3a IOMOIIBIO B CBA3W C YXYAUICHUCM TCUCHUSA CGp,Z[G‘IHOﬁ
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Pucynok 5. Bpemss 10 mnepBOro JOCTH:KeHHS KOMOWHUPOBAHHOW KOHEYHOH TOYKH,
BKJIIOYAKOLIEH CMEPTh M0 MPUYHMHE CePACYHO-COCYAMCTOM NATOJOIMH, TOCIMTAJTU3ALUIO 110
MOBOJY CepPAEYHOI HEI0CTATOYHOCTH WM IKCTPEHHOE 00palleHue 32 MOMOLIBIO B CBAI3H C

YXyAlIeHHEM TeUeHUsl cepevHOi HeI0CTATOYHOCTH

25 *{ Mnauedo

204

Jlanarnnginosux

104

KoHe a0l Toukn (%)

Janarangiomn s cpasnennn ¢ naauebo

OP (95% JM); 0.82(0.73,0.92) Inavenne p 0.0008

=
-
-

T T T T T T
0 3 6 9 12 15 18 21 24 27 30 13 36

Mecsinnl noc1e panioMulauun

MaunenTsl, ¥ KOTOPHIX HLLAH JAPETHCTPHPOBANKI
ABJICHHA KOMINOHEHTOB KomGuumponannoil

Iaumen bt rpynne: pucka

Manarmdnosun: 313 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Mnauebo: 3132 3007 206 2799 2710 2608 2318 2080 1923 1554 1140 72 383

IIpumeuanue: 3KCTPEHHOE OOpAIIEHHE 3a IOMOIIBIO B CBS3H C YXYAIICHUEM TCUCHUS CepACUHON
HEJIOCTAaTOYHOCTH OBUIO OIPE/ICICHO KaK CPOYHOE, BHEIUIAHOBOE OOCIEIOBAaHHUE BPAavdOM,
HalpuMep B OTICJICHUHM HEOTJIOKHOH ITOMOIIH, BBI3BAHHOE YXYALICHHEM TCUCHUS CEpICYHOM
HEJI0OCTaTOYHOCTH, KOTOPOE TpeOyeT JeueHus (IIOMHMO TOJILKO TOBBIIICHHS JI03bI TIEPOPATBHBIX
JTNYPETUKOB).

«ITaniMeHThI TPYIIIBI PUCKay» 03HAYaeT KOJMYECTBO MAllMEHTOB IPYIIHI pUCKa B Havalie Mepuo/a.

Ha pucynke 6 mpeacTaBiieH BKJIAJ] TPeX KOMIIOHEHTOB NEPBUYHON KOMOMHHUPOBAHHOM KOHEUHOM

TOUYKHU B dPQEKT JeUeHHUs.
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Pucynok 6. J¢pdekr jnedyeHuss B OTHOLIEHHH nepBiﬂHiﬁ;l %MMMEMDEZ'MHOIE

TOYKH U €€ KOMIIOHCHTOB

TTauHeHT I, ¥ KOTOPLIX ObLIH

e JAPETHCTPHPORAHK! ARNeHHA  OTHOmEHHE
[okasatenn OTHOLWEHHE PHCKOB

. KOMIIOHEHTOR HCKOB
sl KOMOHHHPOBAHHO KoHeunoll  ( Cfm JIH)
TOMKH (MAcTOTA ABNCHHIH)
Hanarandnosun  Tnauedo
(N =3131) (N =3132)
KomGOuHHpOoBaHHAS KOHEUHas TOYKE, )
BEIHOYAHOIIES CMEPTE 110 NPHYHHE CEPACTHO- |
COC}';‘IHC'IU['{\ 'iﬂGl)TICB&HI‘UL FOCNHTATHIALLHIO
MO MOBOIY CEPACYHOH HEAOCTATOYHOCTH HIIH 512(7,8) 610 (9,6) 0.82(0,73,0.92)
IKCTPEHHOE 0OPAIIEHHE 38 MOMOLILI) B CBAH e
C YXYUHEHHEM TEYCHHSA CepaesHOR |
HENOCTATOMHOCTH '
["ocnuTanu3aiinsg no nosoIy . | 329 (5.0) 418 (6.5) 0.77(0.67. 0.89)

CepacYHOMN HENOCTATOMHOCTH

IKcTpeHHoe obpalie HHE 38 NOMOIIEIO

B CBAIH ¢ YXYALIEHHEM TEUCHHA 4'—[— 60 (0,9) T8 (1,1) 0,76 (0,55, 1,07)
CepAEHHOMN HeIOCTATOMHOCTH I

CMEPTH N0 NPHYHHE CEPaCHHO-

ot s i it vt 231(33)  261(38) 088(0.74,105)

0.5 0.8 1 1.25 2

B noawsy

NI TRIT af
nanaraudnoinsa B nonb3y nuaneGo

Ipumeuanue: s3xcTpeHHOE 00pallleHre 3a TOMOIIBIO B CBSI3U C YXYIUICHHUEM TEUEHUS CepJeUHOMN
HEJOCTAaTOYHOCTU OBLJIO OMpPENEeNIeHO KaK CpOYHOE, BHEIUIAHOBOE OO0CIIEJOBAHHE BpPadYOM,
HalpuMep B OTIEJICHUU HEOTJIONKHOM MOMOIIM, BBI3BAHHOE YXYAIICHHUEM TEUEHHUS CEpIACUHOU
HEJOCTAaTOYHOCTH, KOTOPOE TPeOyeT JeueHus (IOMUMO TOJBKO TOBBIIICHHS 03Bl IEPOPATBLHBIX
JTNYPETUKOB).

KonnuecTBo nepBbIX SBIECHUH 110 OT/I€IbHBIM KOMIIOHEHTaM KOMOMHUPOBAHHONW KOHEYHOU TOUKHU
SIBJISIETCS. (PAKTUIECKUM KOJMYECTBOM MEPBBIX SBICHHUIA KaXKI0T0 KOMIIOHEHTA U HE CYMMHUPYETCS
C KOJIMYECTBOM SIBJIICHUI B KOMOMHUPOBAHHON KOHEYHOH TOUKE.

YacroTa BO3HMKHOBEHHMS SIBICHUN MPEJCTaBICHA KaK YHMCIO YYaCTHUKOB, Yy KOTOPBIX OBLIO
3apETrUCTPUPOBAHO SIBJICHWE KOMIIOHEHTOB KOMOWHHUPOBAaHHOW KOHEYHOW Touku, Ha 100
MAIUEHTO-JIET OCIEAYIONEr0 HAOII0IeHUS.

AHanu3 CMEpPTH MO MPUYHHE CEePACYHO-COCYIUCTOrO 3a00JeBaHMs, MPEACTaBICHHOW 37eCh B
KayecTBE KOMIIOHEHTA MEPBUYHON KOHEYHOM TOUKHU, TAKXKe IMPOBENHU MpU GOpMaIbHOM KOHTPOJIE

OILIMOOK MEPBOT0 Po/ia, TJe OHA BhICTyNalIa B KAYECTBE BTOPUUHON KOHEUHOM TOUKH.

Jlamarnugio3uH mpoaeMOHCTPUPOBAI MPEBOCXOJICTBO MO CPABHEHHIO C IUIANE00 B CHUKCHHUU

o0IIero 4mcia COOBITUH CepIevYHON HEIOCTAaTOYHOCTH (OMpenensieMoro Kak IepBUYHas WU
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MOBTOPHAS TOCMUTAIU3ANMSA 1O TIOBOIY C nequﬁn'ﬁéﬁagr;Hﬁiﬁ&ErQHﬁ% Ta_kéLfﬂf'?ﬁ'HHe

oOpalleHusl 3a TOMOIIBI0 B CBS3M C YXY/IIEHHEM TEUYCHHUsS CEplIeYHOM HEeIO0CTaTOYHOCTH) U
CMEpTH 1O NMPUYUHE CepACYHO-COCYANCTOro 3aboneBanus: 8§15 ciryuaeB B rpymre, noxydaBiiei
nanarmuduio3nH, 1Mo cpaBHeHWI0O ¢ 1057 ciywasMu B Tpymme, TMOJyYaBIIeH rIiane6o
(otHOcuTenwpHas yactota: 0,77 [95% AU: 0,67, 0,89]; p = 0,0003).

[IpenmytecTBO Tepanuu qanarauI03MHOM 110 CPAaBHEHUIO C M1arie00 B OTHOIIICHUH TIEPBUYHOM
KOHEYHOW TOYKHM Habmoganock B noarpynmnax nanuetoB ¢ ®BJDK < 49%, 50-59% u > 60%.
Oddexkr Tepanmum TakkKe ObBUI  CONMOCTaBUM B  JPYTrUX  KIIOYEBBIX  MOATPYMIax,
KJIacCU(PUITMPOBAHHBIX, HAMPUMEpP, IO BO3pacty, moiy, kimaccy NYHA, ypoBairo NT-proBNP,
MOAOCTPOTrO CTaTyca CepACUHON HeocTaTOuYHOCTH U Hanmmuuio CJ1 2 Tuna.

HC)COO, COO6LMCZ€MblIz nAYUeHMamu. CUMNINOMbL XPOHUYECKOU cepdelmoﬁ He0oCmamo4Hocmu

Tepanusa panarnu@ao3uHOM NPUBOJMIIA K CTaTUCTUYECKH 3HAYMMOMY MPEUMYILIECTBY IO
CPaBHEHHUIO C IJare0o B OTHOIIEHWH CUMITOMOB CEpJEUYHON HEIOCTaTOYHOCTH, OLEHUBAEMBIX
no wu3MeHeHHIo uepe3 8§ wMecsaneB or wucxoxHoro ypoBHs KCCQ-TSS (BeposTHOCTBH
npeumytectsa: 1,11 [95% JAU: 1,03, 1,21]; p = 0,0086). HacToTa 1 Ts>KECTb CUMITOMOB BHECIIU
BKJIJ] B pe3yJbTaT, MOJyUYEHHBIH 110 3PPEKTUBHOCTH TEPAUH.

[Ipu ananm3e pecrmoHACHTOB M0JIA MAIMEHTOB CO CpPEeIHHMM (> 5 OalIoB) WU CHIBHBIM (> 14
6ammoB) yxyamenueMm 3HaueHHss KCCQ-TSS wepe3 8 mecsieB Mo cpaBHEHHIO C MCXOIHBIM
ypOBHEM ObLlIa HUXKE B TPYIIE JICUCHUS NanariudIo3MHOM: CpeHee YXYIIICHUE Ha0Ir0aan0Ch
y 24,1% mnanueHTOB, MPUHUMABIIMX Manariudiao3uH, Mo cpaBHeHUIO ¢ 29,1% mnarueHToB,
MpUHUMABIIKX 11ane6o (otHowmeHue mancos: 0,78 [95% JAU: 0,64, 0,95]); cunbHOE yXyaIeHue
Habmoxanock y 13,5% manueHTOB, MPUHUMABIINX AanariudosuH, no cpaBHeHuo ¢ 18,4%
MAalMEeHTOB, MPUHUMABIIKX TIanedo (otHomenue mancos: 0,70 [95 % IAU: 0,55, 0,88]). Hons
MalMEHTOB CO CIA0BIM WM CPEAHUM YyiydlieHreM (> 13 GamioB) WM CHIBHBIM YJy4YIlIEHHEM
(> 17 6annoB) He OTIMYATACH MEKIY TPYIIIAMH JICUCHHS.

XpoHnuueckas cepoeunas Hedocmamounocms 6 ucciedosanusix DAPA-HF u DELIVER

B anammze o6weauHeHHbIX gaHHbIX uccneaoBanuii DAPA-HF u DELIVER oTHomeHue puckos
Ui Janariaudio3rHa Mo CPaBHEHHIO C IJIanedo B OTHOIIEHUH KOMOWHHUPOBAHHON KOHEYHOM
TOYKH, BKJIIOYAIOIIEH CMEPTh MO MPUYUHE CEePIeYHO-COCYAUCTON MAaTONOIUU, TOCIUTATIN3ALINIO
0 TIOBOAY CEPJICYHON HEJOCTATOYHOCTH WMIIU IKCTPEHHOE OOpaleHHe 3a MOMOIIBIO B CBSI3U C
YXYJIEHUEM TEUYEHUsl CepJeYHOUM HemocTaTouHocTu, coctaBuio 0,78 (95% AU: 0,72, 0,85),
p <0,0001. DddexT nedenuss ObLT COMOCTaBUM Il Bcero auamnazoHa 3HadeHuit OBJIK 0e3
ocnabnenus 3¢ dexra B 3aBucuMocTH OT 3HaueHuss DBJIDK.

Ha ocHoBanmm aHanm3a oObeAMHEHHBIX MaHHBIX HccinenoBanuii DAPA-HF u DELIVER mo

3apaHce MPEAYCMOTPCHHBIM IICPEMCHHBIM Ha YPOBHC MAIUCHTOB MPUMCHCHUC ;[anarnn(bnomHa
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MPUBOJMIO K CHUKEHHUIO pUCKA CMEPTH IO anqHHénéépnlggé-gb'é§%5lﬁ- IH;T_OHOHTH o

cpaBHeHuro ¢ miarnebo (OP: 0,85 [95% AU: 0,75, 0,96], p = 0,0115). [TonoxurensHbiid 3G dexT
JICUCHUS 6]:1)'[ HpO,Z[eMOHCTpI/IpOBaH B 060HX HCCIICOOBAHUAX.

XpoHndyeckas 00JI€3Hb ITOYEK

HccnenoBanue mo ouieHKe BIMSHUS Janariuguio3rHa Ha MOYEYHBIE MCXOJbl U CMEPTHOCTH OT
CepIICYHO-COCYIUCTRIX 3a00JIeBaHUN y TAIMEHTOB C XPOHUYECKOW OOJE3HBIO TOYEK
(DAPA-CKD) - MexayHapoJHOE MHOTOLIEHTPOBOE PaHIOMH3UPOBAHHOE JIBOMHOE CIIENoe
1a11e00-KOHTPOJIMPYEMOE HCCIIEI0OBAaHUE y TMAllMEHTOB C XPOHUYECKON OOJIe3HBIO TOYEK C
pCK® > 25 u < 75 mn/mun/1,73 M? n ans6ymunypueii (A/Kp moun) > 200 u < 5000 mr/t) —
MIPOBOAVIIN ISl OTIPEACTICHUS] BIUSHUS, KOTOPOE OKa3bIBaeT Jamariau(iio3uH MO CPABHEHUIO C
mrane6o mpu J00aBIEHUM K CTAaHAAPTHOW 0a30BOM Tepamuud HA YacTOTY JOCTHXKCHUS
KOMOWHHMPOBAHHOW KOHEYHOW TOYKH, BKJItouaromen ycronunBoe cHmwkenne pCK® na > 50%,
TEPMHUHAJIBHYIO CTaJIMI0 MOYEYHOM HEJOCTATOUYHOCTH (OMpeiensieMyl0 KaK CTOHKOe 3HayeHHe
pCK® < 15 mn/mun/ 1,73 M2, 1onrocpodsoe gedeHHe JUATH30M WM TPAHCILIAHTAIHUS TTOYKHM),
CMEpTh 0 MPUYKHE CEPJICTHO-COCYAUCTOTO 3a00JIEBaHUS UITU CMEPTH BCIICJCTBUE OCIOKHEHUN
CO CTOPOHBI TIOYEK.

N3 4304 manuenTos 2152 nmanuenTa ObUTA paHAOMHU3UPOBAHBI B Tpyny ganariuduiosnHa 10 mr,
a 2152 nauuenTa — B rpynimy 1uiane6o; MeanaHa nepuoja HaOmoneHus coctaBuia 28,5 mecsua.
Jledenue mpojomkanu, eciii Bo Bpems uccienoBanus 3Hadenne pCK® cHmkanock 10 ypoBHS
Hmwke 25 mu/mue/1,73 M?, u Morin MPOJIOJDKATh B CIIy4asiX, Korja OblT HEOOXOIUM JTHAJU3.
Cpennuii BO3pacT NalMeHTOB MCCIEAYEeMOM momyssiuuu coctaBui 61,8 roma, 66,9% manueHToB
6B MyKckoro mona. Mcxonno cpennee 3Hauenne pCK® cocrasumo 43,1 mn/mun/1,73 M2, a
meanana A/Kp moun — 949,3 mr/r. ¥V 44,1% namuentoB 3nadenne pCK® cocrasisuio ot 30 10
< 45 ma/vunr/1,73 M2, y 14,5% narmentos — < 30 ma/mun/1,73 M2, Y 67,5% narmentos 661 CJl
2 tuna. [TanueHTsl noy4anu cTangapTHYIO Tepamnuio; 97,0% nanueHToB Noay4Yald HHIHOUTOPHI
ATI® unu BPA.

Ha ocHOBaHMM peKOMEHIAINH HE3aBUCUMOTO KOMUTETA [0 MOHUTOPHUHTY JaHHBIX UCCIIE0OBAHNE
3aBEpUIMJIM JJOCPOYHO IO MPUYMHE BBIABICHUS 3P(GEKTUBHOCTH JIEUCHMSI, YCTAHOBICHHOU 0
MPOBEICHUS 3aIUIAHUPOBAHHOTO aHanu3a. Jlanarnuguo3uH nNpoaeMOHCTPUPOBAJ MIPEBOCXOICTBO
M0 CPaBHEHHUIO C TUIane0o B MPEeIOTBPALICHIH IEPBUYHON KOMOMHUPOBAHHON KOHEYHON TOUKH,
BKitoyaronieil ycronunBoe cHuxkeHne pCK® Ha > 50%, TepMUHAIBbHYIO CTaaUI0 MOYEYHOU
HEJOCTaTOYHOCTH, CMEPTh IO MPUYMHE CEPJACHYHO-COCYIUCTOro 3a00JieBaHUA WIH CMEPTh
BCJIE/ICTBHE OCIIOKHEHHH cO CTOpOHBI ouek. Ha ocHoBaHuu rpaduka, mOCTPOSHHOT'O € TOMOIIBIO
metona Karutana-Meiiepa /Ui BpeMeHH J0 MEPBOTO JOCTHKEHUS KOMOMHUPOBAaHHON KOHEYHOM

TOYKH, 3P PeKT Tepanuu ObUT MPOIEMOHCTPUPOBAH HAUMHAS C 4 MECSIICB JICUCHHS M COXPAHSIICS
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Pucynoxk 7. Bpemsi 10 mnepBoro I0CTH:KeHHSI KOMOMHHPOBAHHON KOHEYHOH TOYKH,
BKJIIOYaomieil ycroiiunsoe cHukeHne pCK® Ha > 50%, TepMHUHATBHYIO CTAIMIO IOYEYHOM

HEJ0CTATOYHOCTH, CMePTh MO NMPUYMHE CepAeYHO-COCYIMCTOro 3a00/1eBaHUsl WJIH CMEPTh

BCJIEJICTBHE OCJIOKHEHUI Co CTOPOHBI IMOYECK
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[laumenTs! rpynnGl pHcka
Hanarnudaosun: 2152 2001 1955 1898 1841 1701 1288 831 309 31
[nauebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24

HpuMeuaHue: KMAIUEHTBI I'PYHIIBI pUCKa» O03HAYACT KOJIUYCCTBO IMAIMECHTOB I'PYIIIBEI PUCKAa B

Havase rnepuoja.

Bce derbipe KOMMOHEHTa MEPBHYHONM KOMOWHHUPOBAHHOW KOHEYHOW TOYKH IO OTIACITHHOCTH
BHOCHWJIN BKJIaJ B 3¢ ekt geuenus. Tepanus ganarnu@io3nHOM TakKe MPUBOJIUIA K CHUKEHUIO
YacTOThI SIBJICHUH KOMOMHUPOBAHHOM KOHEUHOW TOYKHM, BKJIIOYAIOIIEH YCTOMUMBOE CHHUYKCHHE
pCK® na > 50%, TepMHHAIBHYIO CTaJHI0 MOYEUYHON HENOCTATOYHOCTH, CMEPThH BCIEACTBHE
OCJIO)KHEHUH CO CTOPOHBI IMOYEK, a TAK)KE YACTOTHI SIBJICHUH KOMOMHUPOBAHHOW KOHEYHON TOYKH,
BKJIIOYAIOIIEH CMEPTh MO MPUUMHE CEPIEYHO-COCYANCTOrO 3a00IeBaHMsl U TOCTIUTAIN3ALUIO 110
MOBOJAY CEepACYHON HeNOoCTaTOYHOCTH. JleueHune manarnugio3uHOM MPUBETO K YIYUIICHUIO
o0mieil BBDKMBAGMOCTH Y MAIMEHTOB C XPOHUYECKOW OOJIE3HBIO MOYEK M CTAaTHCTUYECKU

3HAYMMOMY CHHKEHHUIO CMEPTH 110 TOOOM nmpuunHe (pUCYHOK 8).
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Pucynok 8. D¢ dekr jevyeHuss B OTHOIIEHUH IeanqﬁHE;*ﬂmaﬁlﬁ%ﬁ%@gggahmx

KOHCYHBbIX TOYE€K, MX OTACJIbHBIX KOMIIOHCHTOB, a4 TaKiXK€ CMEPTH IIO J1000M NpUHYHUHE

3aper uchnimaam.-l ARTEHHA
[Mokazarenn Op t95 % ITH) KOMIOHEHTOR KOMOHHHPOBAHHOR OP (95% JIH) IHAYCHHE p
KOHEYHON TOUKH (4acTOTa ARNEHHI)

Janaraudnozun Mrauebo
nEpBI‘I'IHﬂH KOHEYHAA TOYKA (N=2152) (W=2152)
Komfinnnposannas KoHeuHan TouKa,
BEOYE AR YET0RYNBOE CHHEEHHE
PCK® na = 50 %o, TEPMHHAILHEY K CTAAHID
NoMeH0i HEI0CTATOMHOCTH, CMEPTh 197(4.6)  312(7.5) 061 (051,077) <0.0001

BCJIRACTBHE DCI0HEHHI CO CTODOHE NOYEK
HJIH CMEPTEL N0 NPHYKHE CEpACTHO-
COCYIHCTON NATOIOTHH

Bropnunbie xoneunbie TOMKH

KomOGuHupoBanHAS KOHEUHAA TOMKA,

BEII0MAIOMAS VETOHYNBOE CHIBKEHNE

pCK® ua = 50 %, TepMusaIbHy K — . 142(3.3)  243(5.8) 056(045 068) <0.0001
CTAAHK NOYedHol HEAOCTATONHOCTH WK

CMEPTE BCICACTREHE OCI0HeHNHA c0

ETOPOHED NOYEK

KomiuHupoBaHHAR KOHEYHAN TOYKA,

BRI HIIAH CMEPTE 0 NPHYHHE

CEPAEUHO-COCYANCTON NATOIOIHH 1 — 100(2.2)  138(3.00) 0.71(0.55 092)
FOCHHTA RN 0 (10 D01Y CepacaHoi

HEADCTATOMHOCTH

CUwmepres no awboil npuanne - 101 (2.2) 146¢3.13  0.69(0.53, 0.88)

KomMnosenTs KoMOHHRDORAHEBIX
KOHEYHEIX TOUEK

Yeroitunroe chinkenne pCK@ 1a = 50 % — 112(2.6) 201 (4.8) 0.53(042,067)
TepMHHAILHAR CTALR NOMCUHOT
e RPCTRTGANEET — 109 (2.5) 161 (3.8) 0.64(0.50, 0,82)

Y eroiivueeii yponcit pCKD - 84(1.9) 12002.8) 0.67(0.51. 0.88)
< 15 M1, 73 w0

,.'JG.'ITDC}'KTLIHM NEUEHHE JHanHiou - 1 68 { LS} 90 :-2' 0,66 {048, 0.90)

TpascnianTamsa noMKn

301 £(0.2)
CMEPTE 110 NPHYHHE CEPASHHO- - 651(1.4) BO(1.7}) 0.81(058 1.12)
COCYAHETON NaTONOTHN T
CMEPTE BENCACTBHE DCI0MHCHHI CO 7400
CTUPIHB TYER 2{0.0) 60, 1)
["oenHTANHIALNA 110 NOBOIY == - e gt
cepaeuHoi HEADCTATOMHOCTH o N 37(0.8) 71(1.6)  0.51(0.34,0.76)
0.34 0.7 1 12
B neanay | B noawdy
Aanarnuduioanua naaneso

Ilpumeyanue: KONUYECTBO MEPBBIX SBJIECHUHN MO OTAEIHLHBIM KOMIOHEHTAaM KOMOWHHPOBAHHOI
KOHEYHOH TOYKH SBIIACTCS (PAKTUISCKUM KOJTUIECTBOM IMEPBBIX SIBICHUN KaXI0T0 KOMIIOHEHTA U
HE CYMMHUPYETCS C KOTMYECTBOM SIBICHUI B KOMOMHHUPOBAHHON KOHEUHOM TOUKE.

YacTtoTa BO3HUKHOBEHHS SIBICHMI MpeACTaBieHa KaK YHCIO YYaCTHHMKOB, y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBJICHUE KOMIIOHEHTOB KOMOWHHMPOBAaHHOW KOHEYHOW Touku, Ha 100

MAanUCHTO-JICT MOCIICAYOICTO Ha6J'IIOI[eHI/I$I.
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OlEHKHM OTHOLIEHHS PUCKOB HE NpeACTaBlIeHbl i Hg'r_r':-' 'E%EEFNFHEC'HEM qlg;ll’ghl/lﬁ,

COCTaBJIIIOLIMM MeHee 15 B 00enx rpymnmnax ucciae10BaHus.

[IpenmymiecTBo Tepanuu ganarauIo3MHOM ObLJIO COMOCTaBUMBIM Y MAllUEHTOB C XPOHUYECKOM
6omne3npto mouek ¢ CJ[ 2 tuma u 6e3 takoBoro. [IpuMeHnenne manariu@Iio3Ha MPUBOIUIO K
CHIDKEHHIO YacTOTbl JOCTIKEHHMsSI TEpBUYHOM KOMOWHUPOBAaHHON KOHEUHOW TOYKH,
BKItoyaroneil ycronunBoe cHuxkeHne pCK® Ha > 50%, TepMUHAIBHYIO CTaaUI0 MOYEYHOU
HEJOCTaTOYHOCTH, CMEPTh [0 MPUYUHE CEePACUYHO-COCYIUCTON MaTOJOTHH WM CMEpPTh
BCJIC/ICTBHE OCJIOKHEHHI CO CTOPOHBI MOYEK: OTHOMICHHE prckoB - 0,64 (95% JIU: 0,52, 0,79)
qutst maruenToB ¢ CJ1 2 tuma u 0,50 (95% AU: 0,35, 0,72) nius 6onbHbIX 06e3 C/] 2 THma.
[IpenmynecTBO Tepanuu Janarin@iIo3MHOM IO CPAaBHEHHUIO C TUT1aled0 B OTHOIICHUH TIEPBUYHOM
KOHEYHON TOYKH OBLIO COMOCTAaBMMBIM B JIPYTHX KIIOUEBBIX moarpymmax, Bkiatodas pCKO,
BO3pAacT, MOJI U PETHOH.

eTu
C/l 2 muna
B knnHMYeckoM uccinenoBaHuu y Je€Ted U MoApoCcTKOB B Bo3pacte oT 10 no 24 ner ¢ CJ{ 2 Tuna
39 mnammeHTOB OBUIM paHIOMHU3MPOBAaHBI B Tpynmy pamaraudiaosuHa B go3e 10 wmr, a
33 manuenTa — B rpynmy Iuianedo B KauyecTBe KOMOMHMPOBAHHOW TEpanuu ¢ MET(HOPMUHOM,
WHCYJIMHOM WM ¢ KomOuHarmeidl Mmerdopmuna u nHcynuHa. Ha mMoMeHT pangommsarnmu 74%
naruenToB Obuth miaame 18 mer. CKkoppekTHpOBaHHOE cpeaHee u3Menenue yposas HbAlc or
MCXOJHOTO YPOBHS A0 24 Helenu Npy NPUMEHEHUH Aanarindio3uHa mo cpaBHEHUIO ¢ mianedo
cocraBuno —0,75% (95% HAU: -1,65, 0,15). B Bo3pactHoil rpymme wmmagme 18 mer
CKOPPEKTHPOBAaHHOE cpeHee n3MeHeHne ypoBHs HbAlc npu npumenenun nanariaudio3nHa 1o
cpaBHeHHIO ¢ Tuianebo cocraBuio —0,59% (95% JAU: —1,66, 0,48). B Bo3pacTHO# rpymme or
18 ner m crapire cpeaHee u3MeHeHue ypoBHs HDAIcC OTHOCHTENBHO HCXOMHOTO YPOBHS
coctaBuio —1,52% B rpynme, momyuaBmed mamarnmugiosuH (n = 9), u 0,17% B rpynme,
nonyyaBmeil tianeb6o (n = 6). DPPeKTUBHOCTH M 0€30HaCHOCTh OBLIM aHAJOTHYHBI
COOTBETCTBYIOIIMM IMOKAa3aTeisiM, HAONIOAAEMbIM Y B3POCHbBIX MAlMEHTOB, MOJIYYarOIINX
nanariauguosuH. [lanpHelniee noaATBEpKAeHIE O€30MaCHOCTH ¥ IEPEHOCUMOCTH OBLIO MOTYYEHO
B JIONIOJHUTEIHHOM IIEpHOJIE MCCIIEOBAaHUs, NMPEAHA3HAYEHHOM Ul OIIEHKH O€30MacHOCTH,

MIPOJIOJKUTENIBHOCTBIO 28 Henenb (cM. paszaen 4.2).
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5.2. dapmakoknHeTHYeCKHE CBOHCTBA

COOTBETCTBYET SKCNEPTHOMY OTYETY

AOGcopbuus

Ilocne mpuema BHYTph Aanariu(iao3uH OBICTPO U IOJHOCTBIO BCACBIBACTCS B JKEIYAOYHO-
KUIIEYHOM TpakTe. MakcuMaibHas KOHIEHTpauus namariniosuHa B 1uia3Me KpoBU (Cmax)
OOBIYHO JIOCTUTAETCsl B T€YEHUE 2 4acoB Iocie npuema Hatouiak. CpenHue reoMeTpudeckue
3HaueHus: Cmax 1 AUC s nanarnudino3wHa B PaBHOBECHOM COCTOSHUM TIOCIE TpHEeMa
namarnugiosnHa B go3e 10 Mr oguH pa3 B CyTKM cocTaBsuid 158 Hr/ma u 628 Hr-u/mi
COOTBETCTBEHHO. AOCONIIOTHAs OMOAOCTYIHOCTh Aanariu(o3nHa IpU NpUeEMe BHYTPb B J103€
10 mr cocrtaBnsier 78%. IlpueM nUIIM C BBICOKUM COJAEP)KAHUEM KUPOB CHIKAN Cmax
nanarnugiaosuna Ha 50%, yumHAT Tmax (BpeMs JOCTHXKEHUS MaKCHUMAaJbHON KOHILIEHTpPAIMH B
ia3me) npumepHo Ha | yac, Ho He Bius1 Ha AUC 1o cpaBHEHMIO C MPUEMOM HATOLIaK. DTH
U3MEHEHUs He SIBJISIIOTCS KIMHUYECKU 3HaunMbIMu. [Ipenapat ®@opaurinug mMoxer npuHuMarbes
KaK BO BpeMs IIpUeMa IUILH, TaK U BHE €rO.

Pacnpenenenue

Hanarmudnosun npumepHo Ha 91% cBs3biBaeTcs ¢ Oenkamu. Y MAlMEHTOB C Pa3IMYHBIMU
3a00JIeBaHUSIMHU, HAIIPUMEp, ¢ HApYIICHUAMU QYHKIUHU MMOYEK WM MEYEeHU, 3TOT MOKa3aTeilb He
u3MmeHsics. CpenHuil o0beM pacripenenieHust Aanariugo3rHa B PaBHOBECHOM COCTOSIHUU
cocraBuia 118 1.

Buorpancdopmarus

Hanarmuduo3nn  metabonusupyeTcss ¢ o0Opa3oBaHHEM, TJaBHBIM 00pa3oM, HEAKTUBHOTO
MeTtabonuTa ganarango3uH-3-O-TIoKypoHU/IA.

Hanarnugnozun-3-O-TIoKypOHUI U APYTHe METa0OIUThI HE OKa3bIBAIOT (hapMaKOJIOTHIECKOTO
neiictBus.  Jlanarmudguosun-3-O-TaokypoHus;  GopMHupyeTcss ToJ  AeWCTBUEM  (epMeHTa
ypuauaaudocdat-raokyporosunrpanchepazsr 1A9 (UGTL1A9), mpucyTcTBYIOMEro B MEYEHU U
noyvkax, n3opepmeHTs uToxpoma CYP BoBjIcUeHBI B META00JIM3M B MEHBIIICH CTEIEHHU.
DJIMMUHAIMS

Cpennuii nepros MoxyBbIBECHNS U3 M1a3Mbl KpoBH (T1/2) y 310pOBBIX 100POBOJIBLIEB COCTABIISII
12,9 gacoB mociie 0THOKpaTHOTO MpuemMa Aanariudio3naa BHyTpb B go03e 10 mr. Cpeaauii o0mmii
CHUCTEMHBIN KJIUPEHC anariuQuio3nHa Mpyu BHYTPUBEHHOM BBEJACHUHU COCTaBIsT 207 MII/MHH.
Janarnugno3uH U ero MeTadOIUThI BBIBOJATCA, IPEUMYIIECTBEHHO, TOYKAaMH, U TOJIBKO MEHee
2% BBIBOAMTCA B HeusMeHeHHOM Buje. Ilocie mpuema 50 mr '4C-panmarmugnosusa 6b110
oOHapyxkeHo 96% pamuoakTuBHOCTH — 75% B Moue u 21% — B Qexanusax. [Ipumepno 15%
PaAMOAKTUBHOCTH, OOHApyeHHOH B  (eKamusx, MPUXOJWIOCh Ha  HEU3MEHEHHBII

JTanariaugIIo3uH.
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JIMHEIHOCTD (NOCNEOOBATENBHOCTE 0002)

OKcno3unysl  Janariniao3uHa  YBEIWYHBAJIACh IPOMOPIHOHAIBHO YBEITUYEHHUIO J03bI B
nuarnasose ot 0,1 10 500 mr, a papmMakoKHMHETHYECKHE CBOMCTBA Aanaraugio3nHa He H3MEHSUTUCh
C TEYEHHUEM BPEMEHM TP MHOTOKPAaTHOM €KEIHEBHOM IIpHEME B T€UECHUE 10 24 Hefleb.

q)aDMaKOKI/IHeTI/I‘IeCKaﬂ'd)aDMaKOHI/IHaMI/ILIeCKaH 3aBHUCUMOCTH

Tloueunas nedocmamounocmo

B paBHOBecHOM cocTosiHUM (TIpueM fanarindiao3nHa B 1o3e 20 Mr B TeueHue 7 THEi) cucTeMHast
9Kcno3unus Aanarnuduosuna y manuentoB ¢ C/1 2 tuna u HapymieHneM QyHKIUY TOYEK JIETKO,
CpeIHel WM TSKeNol cTeneHu (onpenensieMoi Mo KIMpeHcy Horekcona) 6bu1a Ha 32%, 60% u
87% Boiie, yem y nanuenToB ¢ CJl 2 Tuna u HOpMaJIbHOM (PYHKIMEH MOYEK, COOTBETCTBEHHO.
KonudecTBo rimroK03bI, BEIBOJIUMOM MOYKAMHU B TEYCHHE CYTOK MPH MpHUEME Janariudio3nHa B
PaBHOBECHOM COCTOSIHUH, 3aBHCEJIO0 OT COCTOSIHUS PyHKIMH novek. Y nmauuentoB ¢ CJ1 2 tuna u
HOpMaJIbHOW (DYHKIIMEH MOYEK, U C HapyIIeHuEM (yHKIIMH MTOYEK JIETKOU, CPETHEH WITH TSIKEIOU
CTENEHU B CYTKH BhIBOJMJIOCH 85, 52, 18 m 11 r rmoko3bl, cooTBEeTCTBEHHO. HeusBecTHo,
OKa3bIBACT JTM TeMOJMAN3 BIMSHHE Ha JKCHO3MIMIO nanarnvudio3uHa. BrnusHue CHIbKeHUs
GYHKIIMM TOYEeK Ha CHCTEMHYIO OSKCHO3MIMIO Tpenapara OLEHUBAIM Ha MOMYJISAIUOHHON
dapmakokuHeTHYeCKON Moaenu. Crporno3upoBanHas mojensio AUC Oblia BhIlEe y TAIIUEHTOB
C XpOHHYECKOH 00JIE3HBIO MOYEK 0 CPABHEHUIO C MAIUEHTAMH C HOPMAJIbHOHN (yHKITEH OYeK
U CYHIECTBCHHO HE pazNinyaiach y MAIMEHTOB ¢ XpOHUYECKO# Oone3Hbio mouek ¢ CJ1 2 Tuna wiun
0e3 Hero, YTo CoriacyeTcs C paHee MOJyYeHHBIMU TaHHbBIMH.

Ileuenounas nedoocmamoynocmo

VY nanueHToB ¢ NEYEHOYHOM HEJOCTaTOUHOCTHIO JIETKOW UIIM CPEAHEN CTENEHU TSYKECTH (KJIACChl
A u B no Yaitng-I1s10) cpennue 3nadernst Cmax 1 AUC manarnudno3usa ObUTH, COOTBETCTBEHHO,
Ha 12% u 36% BbllIe O CPAaBHEHUIO CO 3I0POBBIMH J0OpoBOjibIaMH. JlaHHBIE pazIuyus He
ABIIAIOTCS KIMHUYECKH 3HAYUMBIMH, MO3TOMY KOPPEKTHPOBKM J03bl Aanariu@iio3nHa Hpu
MEYCHOYHON HEJIOCTATOYHOCTH JIETKOM M CPEHEH CTeNeHU TsHKECTH He Tpedyercs (cM. paszen
4.2.). Y mManMeHToB ¢ MEYECHOYHOM HEIOCTATOYHOCTHIO TsKenou crerneHu (kiaacc C mo Yaiimna-
[Tet0) cpepnue 3HaueHHs Cmax U AUC nanarmmdnosuna Obumm Ha 40% u 67% Bble,
COOTBETCTBEHHO, IO CPABHEHHIO CO 3I0POBBIMH JOOPOBOJIbIIAMH.

Jluya noosicunoeo sozpacma (> 65 1em)

He oTmeuanochs KTMHUYECKH 3HAUUMOTO YBEJIUUYECHUS SKCIIO3ULIMH Y TALIUEHTOB B Bo3pacte 10 70
Jet (ecnu He YYUTBIBATh Apyrue (pakTopsl, IOMUMO Bo3pacTa). TeM He MeHee, MOKHO OXKHUAATh
YBEJIMYEHUS SKCIIO3UIUH 32 CUET CHIKEHUS! (DYHKIMHU MOYEK, CBSI3aHHOTO C BO3pacToM. /laHHBIE

00 DKCMO3UINH Y TIAIIUEHTOB B Bo3pacte crapiie 70 JIeT HeIOCTaTOYHBI.
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YV oxenumH cpeanee 3HayeHne AUC B paBHOBECHOM COCTOSIHUM Ha 22% TpeBbIIIAeT
AQHAJIOTMYHBIN [TOKA3aTeNb Y MY>KUHH.
Pacosas npunaonescnocmo
KnuHnyeckn 3HaUYMMBIX pa3Iuyuil CUCTEMHOM SKCIO3HUIMU Y MPEACTaBUTEIEH €BPONECOUTHOM,
HErPOMJHOM YU MOHT'OJIOUZHOM pac HE BBISABIICHO.
Macca mena
OtmeudeHbl Oosiee HU3KHME 3HAUEHHS SKCIO3MIMM MPU TOBBIMIEHHOW Macce Tena. [lostomy y
MAlMEHTOB C HU3KOW MAacCOM Tejaa MOYKET OTMEUYaThbCs HEKOTOPOE MOBBIIICHUE YKCIIO3UIINH, a Y
NAIMEeHTOB C TOBBIIIEHHONH Maccoi Tesla - CHM)KEHHE SKCIO3UIMH fanariugriaosnHa. OgHako
JaHHBIE PA3JINYUS HE SBIIAIOTCS KIMHUYECKU 3HAUMMbBIMHU.

eTu
®dapmakoKMHETHKA U apMaKkoguHaAMUKa (TJTFOKO3YpHst) Ipu MpuMeHennn y nereid ¢ C/] 2 tuma B
Bo3pacte oT 10 10 17 et ObUTH aHATOTHYHBI COOTBETCTBYIOIIUM ITOKA3aTEIsIM, HAOIIOJaeMbIM Y

B3pOCibIX nanuenToB ¢ C/] 2 tumna.

6. ®APMAIEBTUUYECKHWE CBOWCTBA
6.1. IlepeyeHb BcOMOraTe/IbHBIX BELECTB
Aopo:

[{emrono3a MUKPOKpPUCTATIINYECKAS
ManHuTON

Kpemnus auokcua KoJImouaHbINA

Marnus creapat

IInenounas obonouka:

[ToMMBUHUIOBBIN CIUPT

Turtana quokcun (E171)

Maxkporoa

Tanbk

Kpacurens xene3a oxcup sxentoiil (E172)

6.2. HecoBMeCTHMOCTDL

He npumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

2 roja.
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6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh pH Temnepatype He Boie 25 °C.

6.5. Xapakrep u coJep:KaHue NEPBUYHOI YNIAKOBKH

[lo 8 wmmm 10 TabmeTok B KOHTYPHYIO  SYCHKOBYIO  YNAKOBKY M3  IUJICHKH
NOJMBHHWIXJTOpH AHOW/TIonuBuHWIHAeHX opuaHord  ([IBX/TIBJAX) win  KOMOMHMPOBAHHOTO
MaTepuaia Ha OCHOBE (DOJIbIH, KalTMPOBAHHBIM C OJHOW CTOPOHBI IJICHKOW IMOJIHMAMHUIHOU, C
JOpYyrof  CTOPOHBI  IUIGHKOH  MOJMBHHHIXJIOPHIHONW  (KOMOMHHPOBAHHBIM  MaTepHal
OITA/AJI/TIBX) u dosibru altoMHHAEBOM.

ITo 30 Tabnerok BO (iakoH AJs YIAKOBKU JEKAPCTBEHHBIX CPEJCTB M3 MOJMATHUIIEHA HU3KOTO
JaBJICHUSI, YKYTIOPEHHbII HABUHYMBAEMOW KPBIIIKOI U3 MOJUIIPONIUIICHA C BIArONOTIOTUTENIEM U
KOHTPOJIEM MEPBOTO BCKPHITHSI.

ITo 1 ¢dnakony unu mo 3 KOHTYPHBIX SYCHKOBBIX YIAKOBKH BMECTE C JIMCTKOM-BKJIQIBIIIEM

MOMEIIAIOT B IAUYKy U3 KapTOHA.

6.6. OcoOble Mepbl TNPEJOCTOPOKHOCTH TMPH  YHUYTOKEHUM  HCIOJH30BAHHOIO
JIeKapCTBEHHOI0 MNpenapara WJIM  OTX0A0B, TMOJYYEHHBIX IOCjde TNPHMEHEeHHus!
JIEKAapCTBEHHOI0 Npenapara, ¥ Ipyrue MaHUIMyJISIHH C MIPenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanvs

AxmmoHepHoe obOmectBo  «Xumuko-hapmanepruueckuii  komomHaT «AKPUXWH» (AO
«AKPUXHWH»)

142450, MockoBckast 005acts, r.0. boropoackuii, r. Crapas Kynasna, yn. Kuposa, 1. 29.
Tenedon/dakc: +7 (495) 702-95-03

Anpec anekrponnoit moutsl: iInfo@akrikhin.ru

7.1. IlpencraBuTe/b AepiKaTessi PperucCTPAllHOHHOIO YA0CTOBEPEeHUS

IIperen3uun norpedbuTeiell HANPABIATS 10 AJIPECY:

Poccuiickas @enepanus
AxmmoHepHoe ob6mectBo  «Xumuko-papmarnepruueckuii  komomHaT «AKPUXWH» (AO

«AKPUXHNH»)

142450, MockoBckast 005acts, r.0. boropoackuit, r. Crapas Kymnasna, yn. Kuposa, 1. 29.
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 or09.01.2025N=54
Ten./daxc: +7 (495) 702-95-03 (MOCNEAOBATENBHOCTE 0002)

Anpec snekrponHo# nmoutsl: info@akrikhin.ru

8.  HOMEP PETUCTPAHMOHHOI'O YIOCTOBEPEHUA

9. JIATA MEPBUYHOII PETUCTPAIIMU (MOATBEPKIEHUSI PETUCTPALIAH,
MEPEPETMCTPALIMN)

JlaTa nmepBoii peructpanuu:
10. JATA INIEPECMOTPA TEKCTA
OOmiass  xapakTepucTHKa  JIeKapcTBEHHOro  mpemapata @Dopaurnud  AOCTyNmHa  Ha

UHPOPMALIMOHHOM TiopTajie EBpa3suiickoro SKOHOMHUYECKOTO co3a B HWH(POPMAIMOHHO-

KOMMYHUKaIMoHHO# cetn «HTepuer» https://eec.eaeunion.org/
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