COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.05.2025 N= 13653

(NOCNEOCBATENEHOCTE 0003)

OBLIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTO HPEHAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

JanarnudnosuH, 5 Mr, TabJIeTKH, TOKPHITHIE TUICHOYHON 000JI0UKOM.
Hanarnudnosus, 10 mr, TaOIETKH, TOKPHITHIE INIEHOYHOW 000I0YKOM.

2. KAUECTBEHHBIN 1 KOJIMUECTBEHHBII COCTAB

JleficTByto1IIE€€ BEIIECTBO: Janarin(Iio3uH.
Jamarnndao3ud, 5 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas Tabnerka conepkuT S5 Mr ganariaudio3uHa.
Jamarnudao3ud, 10 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHOU 000JI0YKOH

Kaxnas Tabnerka cogepxut 10 mr ganarmudgiiosusa.
[onHbIit mepedeHb BCIOMOraTeIbHBIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.

Hamarnnduro3un, 5 mr, TabIeTKH, TOKPHITHIC TICHOYHOW 000I09KO0M

Hamarnudmo3un, 10 Mr, TabaeTKH, TOKPHITHIC ICHOYHOW 000I09KO0M

Kpyribie ABOSIKOBBITYKIIbIE TaOJETKH, MOKPHITHIC TNIEHOYHOW 00O0JIOUKOM kenToro npera. Ha

U3JIOME — SIIpo OeI0To WK MOYTH OeI0To IBeTA.
4. KIIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHH IO

[Ipenapar Jlanarnudno3uH moka3zaH K NPUMEHEHUIO Yy B3pOCIBIX B Bo3pacte OT 18 meT mms
JICUCHUS:
- caxapHoro auabera 2 tuna (CJ] 2 Tuna) B 10MOJHEHHUE K UeTe U (PU3NIECKUM YIPaKHEHHUSIM
JUTSL YITYYIIEHUS] TTTUKEMAYECKOTO KOHTPOJIS:
e B KauecTBE MOHOTEpANHH, KOrjJa NIpUMEHEeHHWe MeT(GOopMHHA HEBO3MOXHO BBHIY
HENIEPEHOCUMOCTH,
® B KOMOMHHPOBAHHOW Tepanmuu ¢ MET(HOPMHUHOM, TPOU3BOIHBIMU CYIb(HOHUIMOUYEBUHBI
(B TOM uucie, B KOMOMHAIIMU C MET(HOPMHHOM), THAZOJIUIUHANOHAMHI, HHTUOUTOPAMU
nunentuawinentuaasel 4 (AIM11-4) (B Tom umcie, B KOMOMHAIIMKA C MET(POPMHHOM);
arOHUCTOM PEIEeNTOPOB ITroKaroHonono0Horo nomunentuaa-1 (I'TII-1) skcenatugom
MPOJOHTHPOBAHHOTO JEHCTBUS B KOMOWHAIMU C MeT(HOPMHHOM, MpenaparaMu
MHCYJIMHA (B TOM 4YHclie, B KOMOMHAIMU C OJHUM WM ABYMS THIIOTJIMKEMHYECKUMU
npernapaTamMu  JJis  TEpOpajJbHOTO MPUMEHEHMs) MpPU OTCYTCTBUU  a/IeKBAaTHOTO
[JIMKEMHYECKOro KOHTPOJIS Ha JaHHOM Tepanuy,
® B CTapTOBON KOMOWHUPOBAHHOHW Tepamuu ¢ METGOPMHUHOM, TPHU IIEIeCO00Pa3HOCTH
JTAHHOW Tepanuu.
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- caxapHoro auabera 2 TWma y TAIlMCHTOB YCTAaHOBJICHHBIM WAl HO30M CCpACYHO-
COCYIMCTOTO 3a00JI€BaHUs WM IBYMS U O0siee ¢hakTopaMu CepACYHO-COCYUCTOTO PUCKA™ JTst
CHI)KEHMSI pUCKa TOCIIUTAIU3AIIUY 10 TOBOIY CEPACUHON HEJOCTATOUHOCTH.

* Bo3pacT y MYXX4HH >55 neT unu >60 jeT y )KeHIIMH ¥ HAIN4ue He MEHee OJHOro ¢akTtopa
pHUCKa: IUCIUNUIEMHUs], apTepUalibHasi TUIIEPTEH3UsI, KypEHUE.

- CUMIITOMAaTU4YECKOM XPOHUYECKOW CEPIEUHON HETOCTATOYHOCTH;

- XpPOHUYECKOW OOJIE3HM TMOYEK C PUCKOM €€ IMPOTPECCUPOBAHUS ISl YMEHBIICHHS pPHCKA
YCTOMYMBOTO CHW)KEHHUS pPacuyeTHOW CKOpocTu KiyOoukoBoil — ¢uubTpaiun  (pCKD),
HACTYIUICHHUS] TEPMUHAIBHON CTaJUU XPOHUYECKOW MOYEYHOW HEJOCTAaTOYHOCTHU, CMEPTHU OT
CEpJICYHO-COCYIUCTOr0  3aboieBaHMs W TOCHUTAIM3AMM MO  TOBOJAY  CEpACYHOMU
HEJ0CTaTOYHOCTH.

4.2.PesxxuM 103MPOBAHUS U CIIOCOO MPUMEHEeHUsI

[lepen nauanom tepamuu npenaparoMm Jlanarnugiuo3uH cielyeT OLEHUTh COCTOSHHE BOJHO-
COJIEBOr0 0OOMEHa M NMPH He0OXOIMMOCTH BOCTIOJIHUTH 00beM HupKymupymomeit kposu (OLIK).

PexxuM 103upoBaHus

Caxapmuwiii ouabem 2 muna

Monomepanus
Pexomennyemas no3a npenapara Jlanarnudnosun cocrasuser 10 mr 1 pa3 B CyTkH.

Koxwéunupoeaﬂﬂa,q mepanu:

Pexomennyemass nosza mpemapara [lamarnugiosun cocraBiaser 10 mMr 1 pa3 B cyTku B
KOMOMHAIMU € MET(HOPMUHOM, TNPOUZBOAHBIMH CYIb(OHUIMOYEBUHBI (B TOM 4YHUCIE, B
KOMOMHAIMK ¢ MeTHOPMUHOM), THAZOIUAUHINOHAMH, nHrHOuTOpamu JI1I1-4 (B ToM uncne, B
KOMOWHammu ¢ MeThopMuHOM);  aroHucroM  penentopoB  [TIIT-1-akcenatnmom
IIPOJIOHTUPOBAHHOTO JIEUCTBUS, B KOMOMHALMU C METGOPMHUHOM; IpenapaTaMyd MHCYJIUHA (B
TOM 4HCJE, B KOMOMHAIMM C OJHUM WIM JByMsI T'MIIOIJIMKEMHUYECKHUMH IIpernaparamu JJis
MepopaIbHOTO MPUMEHEHUS ).

C 1enplo CHIKEHHMSI PHCKAa THIOTJIMKEMHHM NpPU OJHOBPEMEHHOM Ha3HAueHHM Iperapara
Janarnu¢ino3uH ¢ MHCYJIMHOM WM NpernapaTaMu, CTUMYIHPYIOIIUMH CEKPEIHI0O MHCYJINHA,
TaKUMHU KaK TPOHU3BOJHBIC CYIb(OHUIMOYEBUHBI, MOXKET IMOTPEOOBATHCS CHUKEHHE J103BI
MHCYJIMHA WJTH TIpernapara, CTUMYIHPYIOIIEro CEKPEIHI0 HHCYIHHA.

Cmapmosas KOMéuHupogaHHaﬂ mepanu: ¢ M@Wl(bODMMHOM

Pexomennyemast nosa mpemnapara [lamarnugnosun coctasmser 10 mr 1 pa3 B cyTku, no3a
Meropmuna — 500 mr 1 pa3 B cyTku. B ciydae HeanekBaTHOTO TITMKEMHUYECKOTO KOHTPOJIS
03y MeT(hOpMHUHA CIIEYET YBEIUYUTh.

Caxapnwlti ouabem 2 muna_ Y RAUUEHMOE ¢ VCMAHOBICHHbIM _OUASHO30M _ CepOeyto-

cocyoucmozo 3a00aeeanus uau 08yMs U boaee akmopamu cepoeyHo-coCyOUCmo20 puckd 0Jisl

CHUJMCEHUA pUucKa cocnumanuzauuu no I’lOGO()V cep()etmoﬂ He0OCmMAamo4YHOCHIU.

Pexomennyemas no3a npenapara Jlanarnudnosun cocrasnser 10 mr 1 pa3 B cyTkH.

XpoHuueckas cepoeyHas HeOOCMamoyHOCMy
Pexomenayemas no3a npenapara Jlanarmudgnosun cocrapnser 10 mr 1 pa3 B CyTkH.
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Xponuueckas 6one3nb novex
Pexomenayemas no3a npenapara Jlanarmmdgunosun cocrapnser 10 mr 1 pa3 B CyTkH.

Oco0ble rpyInel NAKUEHTOB

Tayuenmol ¢ napywenuem @yHKyuu nouex

Koppexkiun 10361 B 3aBUCUMOCTH OT (DYHKIIUU TIOYEK HE TpeOyeTcs.

N3-3a OrpaHUYEHHOr0 OIbITAa IPUMEHEHUS] HE PEKOMEH1yeTCsl HAUMHATh JIEUCHHUE MpenapaTomM
y narueHToB ¢ pCK® <25 mu/muH.

['unornukemMuueckoe aeicTBue nmamariaudiao3nHa y marueHToB ¢ CJ 2 Tuma 3aBUCHT OT
GyHKIMKM TIOYeK W CHmKaeTcs y manueHToB ¢ pCK® menee 45 mn/mun/1,73 M, BEPOSITHO,
OTCYTCTBYET y HAIIUEHTOB C TSIKEJIOHN MOYE€YHOM HEAOCTATOUHOCTBIO.

B ToM ciydae, eciiu HEOOXOUM JaNbHEHIINI KOHTPOJIb INTMKeMUH y nmanueHToB ¢ C1 2 tuma
npu mnageHun pCK® wHmwke 45 mia/MuH, HEOOXOOMMO HA3HAYUTH JONOJHHUTEIBHYIO
THITOTIIMKEMHYECKYIO Tepanuio (cM. pasaenst 4.4, 4.8, 5.1 u 5.2).

Ta6auna 1. Pekomenganum no 103MpoOBaHUIO NIpenapara B 3aBHCHMOCTH OT MOKa3aTesIel
pCK®

pCK®D PexomennoBaHHas 103a

(vur/mun/1,73 M%)

pCK® 45 unu Bblie Koppekuuu 10361 He TpedyeTcs

pCK® menee 45 no 25 Koppekuuu 10361 He TpebyeTcs.

[Ipumenenue npenapara Jlanarnudio3nH He peKOMEHIYETCS
Ui YAYYLICHUS] TJIIMKEMHYECKOro KOHTPOJISL y B3POCIHbIX
MalMEeHTOB C cCaXapHbIM AuabeToM 2 Tura

pCK® menee 25 Haunnats Tepanuto He pekoMeHayercs. OAHAKO MalMEHTHI
MOTYT TPOJOJDKATh TEPANui0 [ YMEHBIIEHUS PHUCKA
cHwkeHuss pCK®, HacTymieHus TEPMUHAIBHOW CTaguu
XPOHUYECKOW TMOYEHYHOM HEIOCTaTOYHOCTH, CMEPTH OT
CepJCYHO-COCYIUCTOr0 3a00JIeBaHUsl U TOCTIUTAIN3ALUU IO
[IOBOJly CEPIEUYHON HEJOCTaTOUHOCTH

TepMuHabHAA CTAAMS XPOHUYECKOU
MOYEYHOU HEI0CTaTOYHOCTH, [ I[pOTHBOIIOKA3aHO

TpeOyrolast IpoBeIeHUs AUaIN3a

Iayuenmul ¢ Hapywenuem ynKyuu neveHu

Koppekuus no3el npenapata y HalMEHTOB C IEUYEHOYHOM HEJOCTAaTOYHOCTHIO JIETKOM WIIU
cpenHell Tshkect He TpeOyercs. [lamueHTam ¢ MEYEHOYHON HEJOCTATOYHOCTBIO TSIKEIIOM
CTEIIEHU PEKOMEHIyeTCsl HadallbHasl 103a npemnapara S5 mr. [Ipu xopoiuei nepeHoCuMOCTH 103a
MOXkeT ObITh yBenmuueHa 10 10 mr (cm. paznenst 4.4.u 5.2).

THayuenmuwr nodgcunozo eospacma
Koppekuus 10361 npenaparta B 3aBUCUMOCTH OT BO3pacTa HE PEKOMEHIYETCSL.
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CTH

[Ipenapar mnpoOTHMBONOKAa3aH K MEIUIMHCKOMY IPUMEHEHUIO Yy neTed. be3omacHoOCTh U
s dexTuBHOCTH nanarnudiao3uHa y MalueHTOB MiIaiie 18 et He u3yJanuch.

Cnooco0 nnpuMeHeHus

BuyTtps, He3aBucHUMO OT npuéMa nuuiy. TadneTku cieayeT NporaaTbiBaTh LETUKOM.

4.3.11IpoTBONOKA3AHUA

e ['unepuyBCTBUTENBHOCTh K AANariu¢uio3uHy W/HWIu K J1I000MY M3 BCIIOMOTaTEIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeine 6.1.

4.4,  Ocobble yKa3aHUsl © MePbI IPEeI0CTOPOKHOCTH NPH MPUMEHEHH U

[Ipu npuMeHeHnH Tpenapara cieayeT COOMI0AaTh OCTOPOKHOCTD. Jlanarnudio3uH He cieayeT
NPUMEHSTh TAaIleHTaM C caxapHeiM amabetom | Tuma (cMm. mompaszmen «JlnaGeTwdeckwii
KETOAIHI03%).

Hapviienne dyHKIMH TTOYEK

N3-3a OrpaHUYEHHOrO OIBITA HE PEKOMEHAYETCS HAYMHATH JICYCHHE Nanariu(Io3uHOM Y
MAIMEHTOB CO CKOPOCThIO KiTy0oukoBo# ¢uuibTpaiuu (CKd) < 25 mu/muH.

OddextuBHOCTh manarnvdio3uHa B OTHOUICHUH CHIDKEHHUS YPOBHSI TJIFOKO3BI 3aBHCHUT OT
GyHKIIMM TIOYeK ¥ yMeHbIaeTcs y narueHToB ¢ pCK® menee 45 mu/mun/1,73 M’ 1, BEpOSITHO,
OTCYTCTBYET Y MAallMEHTOB C TSKEJIOW MOYEYHOM HEIOCTATOYHOCTHIO (cM. pazzensl 4.2, 5.1 u
5.2).

B omnom uccnenoBanun y nmanuentoB ¢ CJl 2 tumna ¢ HapymieHneM (yHKIIMH MMOYEK CpeaHei
crenenn Tsxectd (pCKD <60 mn/mun/1,73 M%) HeKenaTenbHbIe peakiu B BUJE MOBBIIICHUS
KOHI[EHTpalluii KpeaTuHWHa, Qocdopa, MapaTUPEONTHOTO TOPMOHA M  aAPTEPHATHLHOU
TUTNOTEH3UH B TpyNme aanariudio3uHa OTMEYATUCh y OOMNBINEH TOMM MAlMeHTOB, YeM B
rpymnre 1iane6o.

Hapviienne dyHKIIMHY TTIeYEeHU

B xIMHHYECKHX HMCCIEOBAaHUSAX MOTY4YEHbl OrpaHUYEHHbIC JaHHbIE O TIPUMEHEHUH TIperapara
y TAIMEeHTOB C HapyIICHHEM (DYHKIUHM MEYeHU. DKCIO3UIMs Janarindo3nHa yBeIudeHa y
NAlMEHTOB C HApYILICHHEM (DYHKIIMHU ITeYEeHU TsDKEIo# crerneHu (cM. pasaensl 4.2 u 5.2).

ITpumeHenue v nmanueHToB ¢ puckoM cHmxkeHus OLK w/wim aprepualibHONM TMIIOTEH3UU

B cooTBeTcTBUMU ¢ MEXaHM3MOM JACUCTBHS AAmariu(IIO3WH YCHIMBACT AUYPE3, YTO MOXKET
OPUBOJIUTh K HEOONBIIOMY CHIDKEHUIO apTEpUaTbHOTO JaBIICHUS, OTMEUYCHHOMY B
KIIMHUYECKUX HccaenoBanusx (cm. paszmen S5.1). Juyperudeckuii agdekt Moxer ObITh Oojee
BBIPQXCHHBIM y MAIMEHTOB C OY€Hb BHICOKON KOHIICHTPAIUEH TITIOKO3bI B KPOBH.

Crnemyer coOto1aTh OCTOPOKHOCTD Y MAIIUEHTOB, IS KOTOPBIX BBI3BaHHOE Janarin(Io3nHOM
CHIDKEHHE apTepUANBHOTO HaBIICHHS MOXET MpPEICTaBIATh PHUCK, HAIPHUMEpP, y IMAlUEHTOB,
MOJYYalOMUX TUIIOTEH3UBHYIO TEpaluio, C SNH30JaMH THIIOTCH3WHM B aHAMHE3e WU Yy
MOYKWJTBIX TTAIIMEHTOB.
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bl & 9]

B cnydae WHTEpKYppEHTHBIX COCTOSIHUM, KOTOPBIE MOTYT NPHUBECTH K CHIDKeHHO OHK
(HampuMmep, KelyI0YHO-KUIIeUHble 3a001eBaHMsl), PEKOMEHYEeTCs TUIATeNbHbI MOHUTOPUHT

OLK (manpumep, ¢uzukampHOe O0O0CIEIOBaHUE, HM3MEPEHUE apTepUaIbHOTO JIABJICHHS,
J1abopaTOpHBIC UCCIIEAOBAHUS, BKIIIOYAsi TEMATOKPUT M KOHIICHTPAIIUHU YJICKTPOJIUTOB).
BpemenHoe npekpalieHue JIeueHus AanarianQio3nHOM peKOMEHIyeTCsl MalueHTaM, Y KOTOPbIX
pa3BHUBaeTCs TUMOBOJIEMHS, 10 €€ KoppeKuuu (cm. pazzaen 4.8).

JlnabeTHUeCcKnii KETOAIMI03

CooOwranoch 0 pelKuX CiIydasX KeToalua03a, BKIIouas yrpoXarollue >KU3HH U JIeTallbHbIe
Cllyyadl y MalMEHTOB, MMOJYyYaBIIUX UHTUOUTOPHI HATPUN-TIIOKO3HOT'O KOTpAaHCIIOpTEpa 2 TUMa
(SGLT2), Brmoyast nanarnudiao3us. B psge ciydaeB KIMHUYECKass KAPTHHA COCTOSHUS Oblia
HETUNNYHOM, C yMepeHHbIM, HIke 14 mmonb/n (250 Mr/mi), MOBBIIIEHHEM KOHIICHTPAINH
TJIIOKO3BI B KPOBH.

Puck nmabernyeckoro keToanujo3a cleAyeT YYUTHIBATH MPH IMOSBICHUHM HecTenn(OUYecKux
CUMITOMOB, TaKMX Kak TOIIHOTAa, PBOTA, aHOPEKCHs, OOJb B KUBOTE, Upe3MEpHas >Kaxia,
3aTpyJHEHHOE JbIXaHWe, CIYTAHHOCTh CO3HAHMs, TOBBIIIEHHAs YTOMIISIEMOCTh WM
COHJIMBOCTD. [Ipy MOSBIEHUU 3TUX CUMITOMOB MAIlMEHTOB CJIEIyEeT HEMEIJICHHO 00C/IeI0BaTh
Ha HaJIM4YKMe KeToalua03a, He3aBUCUMO OT KOHIIEHTPAIMH IITI0KO3bI B KPOBH.

VY DanMeHToB C MOAO3PEHHMEM WM JMAarHO30M JHA0ETUYECKOTO KEeTOalUa03a JICYCHHE
nanarin@iIo3uHOM CIIeyeT HEMEAJICHHO PEKPaTUTh.

Jleyenne cieayeT NPHUOCTAHOBUTH Y TALMEHTOB, TOCHHUTAIM3HPOBAHHBIX B CBSA3H C
OOIIMPHBIMU XUPYPrHUECKUMH BMEIIATEIbCTBAMH HIIM OCTPBIMU CEPbE3HBIMU 3a00JICBaHUSMU.
VY 3TuX NalnMeHToB PEKOMEHIYeTCsl KOHTPOJIUPOBATh COJiepKaHNe KETOHOBBIX Tell. 3mepenue
KOHIEHTPAllMd KETOHOBBIX TE€JI B KPOBH NPEANOUTUTENbHEE, 4YeM B Mode. JleyeHue
nanariaugI03MHOM MOXKHO BO30OHOBHUTH ITPU HOPMAJIM3AallMKM KOHIICHTPAIUU KETOHOBBIX TN U
CTaOUITN3aluU COCTOSTHUS TTallUEHTa.

Ilepen nHasHaueHweM panariu(IO3WHA CIEAYeT YYWUTHIBATh JaHHbIE aHaMHe3a IalueHTa,
KOTOpBIE MOT'YT IIPEAPACIIOIAraTh K KETOAUA03Yy.

K rpynme BO3MOXHOTO TOBBIIIEHHOTO PHUCKAa Pa3BUTHUA JHAOCTHMYECKOTO KETOAlUa03a
OTHOCATCS TALMEHTHl C HHU3KUM pe3epBOM (YHKIUU OeTa-KIETOK, OOYCIOBICHHYIO
HapymieHneM (YHKIIMU TODKETYI0YHON >kene3bl (Hampumep, marueHtel ¢ CJ[ 2 Tuma c
HU3KUM ypoBHeM C-TIeNTHIA WU JIATEHTHBIM ayTOMMMYHHBIM nuabderom B3pocibix (LADA-
JabeT) WK TMAIMEeHTHI ¢ TTAHKPEATUTOM B aHaMHE3e); MAI[MEeHTHI ¢ 3a00JCBaHUSIMH, KOTOPbHIC
OPUBOJAT K OTPAHMUYEHUIO MpUeMa MUIIM WIH TsDKEJIOMY O0€3BOKHMBAHMIO; MAIUEHTHI, Y
KOTOPBIX CHIKEHBI J03bI MPENapaToB HHCYJINHA, U MAI[UEHTHI ¢ OBBIIIEHHON NOTPEOHOCTHIO B
npenaparax MHCYJIMHA M3-3a OCTPOro 3a00JIeBaHUs, XUPYPTHUECKOTO0 BMEIIATEIbCTBA HITH
3nmoynotpebsieHust  ankoroneM. Cruenyer coOmofaTb OCTOPOKHOCTh TNPU  MPUMEHEHHU
uHrnoutropoB SGLT2 y Takux nmamueHToB.

VY mauueHToB ¢ I1Ma0eTHUECKUM KETOAllM1030M, BO3HUKIIUM BO BpeMs JIEUCHHUS] HHTHOUTOPOM
SGLT2, ne pexomeHnayercss Bo3oOHOBIeHHEe Tepanmuu uHTHOUTOpoM SGLT2, ecnm He ObLT
BBISIBJICH W YCTPAHEH JPYTO# sIBHBIN MPOBOIUPYIOMINI (aKTop.

B wuccnenoBanmsx pganarnugio3vHa y TMAlMEHTOB C caxapHbIM auabeTtoM | Tuma 4vacro
oTMeyvalics nuabeThueckuil ketoaunao3. Jlanarnudao3ud He cieayeT NPUMEHSTh Ui JISUeHHUS
OOJIBHBIX C caxapHbIM nuaberoM 1 Tuma.
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Hexporusupyroumii paciimuT npoMeXHOCTH (raHrpeHa OVPHBE)

Co001manoch 0 MOCTPETUCTPAITMOHHBIX CIIydasX HEKPOTH3HPYIOMIETO (acuuTa TPOMEKHOCTH
(Taroke Ha3pIBAEMOTO raHrpeHoN DypHBE) y KCHITUH U MYXUYUH, TPUHUMAIOIINX HHTHOUTOPBI
SGLT2 (cMm. pazgen 4.8). D10 peakoe, HO CEPhE3HOE M MOTCHIMAIBHO YIPOXKAIOIIee KU3HU
3a00JIeBaHNE, KOTOPOE TPEOYET HEOTIOKHOTO XUPYPTHYECKOTO BMEIIATEIBCTBA M IIPUMEHEHUS
AHTUOMOTHKOB.

[Tanentam pexoMeHayeTcss 00paTUTHCS K Bpayy B TOM ciydae, €CIM y HUX MOSBUIMCH OO,
YYBCTBUTEIBHOCTh NPU HPUKOCHOBEHUH, dpHUTEMa MM OTEK B OONACTH TeHUTAIMNA WIH
00J1aCTH MPOMEKHOCTU B COYETAHUU C JIMXOPAJIKOH u HemoMoranueM. ClieyeT MOMHHUTh, YTO
a0 yporeHuTanbHas HH(pekuus, Tudo adcuecc MPOMEKHOCTH MOTYT MPEIIIeCTBOBAThH
HEKPOTH3UPYIOIIEMY (aCIHHTY.

[lpu nono3pernn Ha rTaHrpeHy DypHbe MNpUMEHEHUE namariu@Io3uHA JOJHKHO OBITh
NpEeKpaIleHo U HauyaTo He3aMeUIUTEbHOE JieueHUe (BKITI0Yas aHTHOMOTUKY U XUPYPTHUECKYIO
00paboTKYy).

Nudexnmm MOYEBBIBOIAIINX ITYTER

OKCKpelusl TIIOKO3bl C MOYOM MOXET ObITh CBf3aHA C IOBBIIIEHHBIM PUCKOM HH(EKINH
MoueBbIBOIAIMX MyTe. [loaTomy mpu sedeHun nuenoHedpuTa HIKM ypOCENCcUca CIETyeT
PaccMOTPETh BO3MOXKHOCTH IMTPHUOCTAHOBKHU TEpANUU Janarin(io3nHOM.

[NarmeHTHl HOXKUIOro Bo3pacta (> 65 jer)

VY noxuiibix nanueHToB puck cHrkeHus OLIK mMoxeT ObITh TMOBBINICH, M UM Yallle Ha3HA4aroT
TUYPETUKU.

[Toxxumple MalMEHTHl Yalle MMEIOT HapylleHue (QYHKUUU MOYEeK W/WUIIM MOJydYaloT JIeYeHHE
AHTUTUIIEPTCH3UBHBIMH TIpEIapaTaMu, KOTOPhIE MOTYT BBI3BIBATH M3MEHEHUS (DYHKIIUU MOYEK,
TaKUMHA KaK HMHIHOMTOpBHI aHTHOTEeH3WHNpeBpamaromero ¢epmenta (AIID) u OaokaTopsl
peuentopoB anruoreHsuHa (BPA) Il Tuma 1. J[ns nanueHToB MOXKIOTO BO3pacTa MPUMEHUMBI
T€ K€ PEKOMEHJAIMK B OTHONICHWH (YHKIIMM IOYEK, YTO W JUIS APYTUX IMAIHUEHTOB (CM.
paznmensi 4.2, 4.8 u 5.1).

XpoHHYECKas cepAcuHas HeI0CTaTOUYHOCTh

OnbIT mpuMeHeHHs  Aanaraugio3dHa Yy MAIUEHTOB € XPOHHYECKOW — CepAeYHOMN
HesocTaToyHocThio IV dpyHKkunoHamsHOro Kiacca no knaccudpukanu NYHA orpannyes.

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

[Mpumenenne nanarnu@ao3rMHa y NAlMEHTOB C HH(UIBTPATHBHON KapIUOMHUOINATHEH He
U3y4asoch.

XpoHnyeckas 00JIE3Hb IIOYEK

OnbIT IpUMEHEHUs JanaraugIo3uHa IS JICYCHUS XPOHHUECKON 0O0JIe3HU MOYEK Y MAIMEeHTOB
6e3 C/I 2 Tuna u anbkOyMUHYpPUU OTCYTCTBYeT. [laniieHTsI ¢ anbOyMUHYypHEH MOTYT MOTYYHUTh
OOJIBIIIE TTOJIB3BI OT JICUCHUS AAMariiu(IO3UHOM.
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AMOyranus HIKHUX KOHEYHOCTEH

VYBenuyeHne cirydaeB aMITyTallil HHKHUX KOHEYHOCTEH (B MIEPBYIO OYEpE/Ib MAaJIbIICB CTOIIBI)
HaOJIIOAJI0Ch Y TAIMEHTOB B JOJTOCPOYHBIX KIMHHYECKHX WCCICIOBAHHUAX NPUMECHEHUS
uaruouTopoB SGLT2 y mammentoB ¢ CJI 2 tuna. HemsBectHo, siBnsieTcs U 3T0 3¢ dHeKToM
npenaparoB kinacca SGLT2. Ilarmentam ¢ CJI 2 Tuma Ba)KHO PEKOMEHIOBATh MOCTOSHHBIN
npoUIaKTUIECKUI X0 33 CTOMIaMHU.

O11eHKa PEe3yAbTATOB aHAJIN3a MOYH

BcenenctBue MexaHu3ma JAeWcCTBUS IpernapaTa pe3yibTaThbl aHalkM3a MOYM Ha TIIIOKO3Y Y
NAUEHTOB, IPUHUMAIOIIUX Janaraudiao3uH, OyIyT NOJ0KUTEIbHBIMU.

4.5. B3aumopaeiicTBue ¢ JPYrMMH JIEKAPCTBEHHbIMHM TMpenapaTaMd W JApyrue BHUAbI
B3auMoOJAelcTBUI

dapmakoaHAMHUYECKOE B3aUMOIENCTBUE

Jluypemuxu
Janarnugiuo3uH MOXKET YCWIMBATh JUYpPEeTUYeCKUH A(P(GEKT THAZHIAHBIX H «IETIEBBIX)

JUYPETUKOB U TOBBIIIATH PUCK PA3BUTHUSA 00E3BOKMBAHUSA M apTEPUAIBHOW TMIOTEH3UH (CM.
pasznen 4.4).

Hucynun u npenapamul, nosviuiarowjue cexpeyuro UHCYIUHa

Ha ¢one npuMeHeHHs WHCYJIMHA W TPENapaToB, MOBHIMIAIOUINX CEKPELUIO0 MHCYINHA, MOXKET
BO3HUKATh TUIMOTIHMKEMHUs. [l0dTOMYy C TENbI0O CHIDKCHHS pPUCKA THIIOTIUKEMHH TIPU
COBMECTHOM TIPUMEHECHUHW Janariu(io3rHa ¢ TMpernapaTtoM HHCYJIMHA WIH TpernapaToM,
MOBBIIIAIONIMM CEKPEIMI0 HHCYJIMHA, MOXKET TOTPeOOBaThCS CHIDKEHHE 03Bl Iperapara
WHCYJIMHA W Mperapara, MOBBIIIAIOIIEro CEKPEInio HHCyIruHa (cM. pasaeisl 4.2 u 4.8).

dapMaKOKHHETHYECKOE B3aUMOJICHCTBUE

Mertabonmu3m nanarimu@ao3uHa B OCHOBHOM OCYIIECTBIISIETCSI TIOCPEICTBOM TIFOKYPOHUIHON
koHbrOranmu nox nercreueM UGT1AO9.

B xone wccnemoBanuii in Vitro mamarmuduio3uH He WHTHOMpPOBal H30(PEPMEHTHI CHCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4 u ne unnynuposan uzopepmentsl CYPLA2, CYP2B6 unmu CYP3A4. B cBsi3u ¢ 3TuM
HE OXHUIACTCA BIUSHUS Aamariu(io3nHa Ha METa0ONWYECKUH KIMPEHC COIMYTCTBYIOUIUX
IpenapaToB, KOTOPbIe METabOIN3UPYIOTCS MO/ ACHCTBUEM 3TUX U30(EPMEHTOB.

Bausinue opyaux nekapcmeenHbvlx npenapamos Ha 0ana2nugio3uH

HccnemoBanusi B3aWMOJCHCTBHI C y4acTHEM 3/J0POBBIX JTOOPOBOJBIIEB, B OCHOBHOM
NPUHUMABIIUX OJHOKPATHYIO J03y Mpernapara, MOoKas3ald, 4TO MeT(hOpMUH, MHOTIUTA30H,
CUTArJUNTHH, TJIMMENUpPHUI, BOTIMO03a, TUIPOXJIOPOTHAa3uA, OyMeTaHW], BajicapTaH WIH
CUMBACTaTHH HE OKAa3bIBAIOT BIMSIHUS HAa (hapMaKOKMHETHKY Janariaugio3uHa.

[Tocne OAHOBPEMEHHOTO MpPUMEHEHHUs Janariuduo3nHa U pudaMnuiyHa, HWHIYKTOpa
Pa3IUYHBIX AKTUBHBIX TPAHCHOPTEPOB U (HEPMEHTOB, METAOOIM3UPYIOLIUX JIEKAPCTBEHHBIE
npernaparbl, OTMEYCHO CHIDKeHHe cucTeMHou skcnosuimn (AUC) namarnmuduiosnna Ha 22%
IpU OTCYTCTBUM KIMHMUYECKM 3HAYMMOIO BIMSHHMS HA CYTOYHOE BBIBEJICHUE TJIFOKO3BI
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noykamu. He pekomeHayeTcss KOppEeKTUpOBaTh 03y Mperapard. KIMHAICCKA 3HAGAMOTO
BIMSIHAS TP TNPUMEHEHWH C JPYTUMH HMHIYKTOpaMu (HampuMmep, KapOaMma3ernnHOM,
dbenutTonHoM, peHoOapONTAIIOM) HE OKUTACTCSI.

[Tocne coBmecTHOrO MpuUMeHeHHUs aanariudiao3nHa U MedEeHaMOBOW KHUCIOTHI (MHTHOUTOpa
UGT1A9) ormeueHno yBenwueHue Ha 55% CHCTEMHOW DKCIO3UIUM Janariudio3nHa, HO 0e3
KIIMHUYECKH 3HAYMMOTO BIMSHUS Ha CYTOYHOE BBIBEJCHUE TIIOKO3bl MOYkamu. He
PEKOMEHIYETCSI KOPPEKTUPOBATH J03Y Mpernapara.

Bausnue oanaznugnosuna na opyaue nekapcmeeHHvle npenapamol

OpnHOBpeMEHHOE TpPUMEHEHUE anaraugio3rHa W MPenapaToB JUTHS MOXKET MPUBECTH K
CHI)KCHHIO KOHIICHTPAIIMH JIUTHS B CBIBOPOTKE KPOBH M3-32 BO3MOXKHOTO YCUJICHUS BBIBEICHHUS
JTUTHS ¢ MOYO. MokeT moTpeboBaThCs KOPPEKIUS JO3BI IIperapaTa JTUTHSL.

B wucciaenoBaHusx B3aMMOACHCTBUN C yYacTHEM 370pPOBBIX JOOPOBOJIBIIEB, B OCHOBHOM
OJIHOKpaTHO NMPUHUMABIIKNX /103y MpenapaTa, Aanariu@io3uH He BIUUT Ha (apMaKOKUHETHKY
MeThOpMUHA,  MHOMVIMTA30HA,  CUTAMVIMITUHA,  [IMMENHUPUAA,  THIPOXJIOPOTHA3U]A,
OymeraHua, BajcapTrana, Iurokcuna (cyocrpar P-gp) nim Bapdapuna (S-sapdapun, cybcTpaTt
nzopepmenra CYP2C9), wnim Ha aHTHKOAryJasSIHOHHBIA 3(dekT, oleHHBaeMbI 10
MexnynapoaHomy HopmaiinzoBaHHOMY oTHomenuto (MHO). Ilpumenenue oaHOKpaTHOM
1036l qanaraudiuosuHa 20 Mr u cumBactaTuHa (cyocrpara uzopepmenta CYP3A4) npuBoauiio
Kk nosbimennio Ha 19% AUC cumBactatruna u Ha 31% AUC cuMBacTaTHHOBON KHCIOTEHI.
[ToBbillIeHHE HKCMO3WIUU CHMBACTaTUHA W CHMBACTAaTHUHOBOM KHCIOTHI HE CUYHUTaeTcs
KIIMHUYECKH 3HAUUMBIM.

Buausaue Ha onpeneneaue 1,5-aHrUIpOrIIOIMTOIA

OLeHKa TIIMKEMUYECKOr0 KOHTPOJIsi C TMOMOIIBI0 ompeneneHus: 1,5-aHruaporiouurona He
PEKOMEHIyeTCsl, TOCKOJbKY H3MepeHue |,5-aHruaApOorIionuTOoNa SIBISETCS HEHaACKHBIM
METOIOM I TAIMEHTOB, MPUHUMAIOIINX HHTHOUTOPHl SGLT2. [l OlIeHKH TITMKEMHYECKOTO
KOHTPOJIS CIIEAYeT UCIIOIb30BaTh allbTEPHATUBHBIE METO/IBI.

Jlpyrue B3auMoOaeCTBUA

BnusiHue KypeHus, TUeThl, IpHUeMa PacTUTEIbHBIX MPENapaToB U yIMOTPEOICHHUs alIKOToJs Ha
napameTps! GapMaKOKMHETHKH Janaringio3nHa He U3y4alloch.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTDb U JIAKTALMS

bepemeHHOCTD

OTCyTCTBYIOT JaHHBIE O TPUMEHEHUH jganariuduiosMHa y OepeMeHHBIX JKeHIIMH. B
JOKIIMHUYCCKUX HUCCICIOBAHUAX HA KpbICax ObLIa BBISIBIEHA TOKCHUYHOCTH JJIsA pa3BI/IBaIOH1€I>'IC}I
MOYKH B TIEPUOJ BpPEMEHHU, COOTBETCTBYIOLIMKA BTOPOMY U TPETbEMY TpPUMECTPaM
OepemeHHOCTH uenoBeka (cM. pasgen 5.3). Ilostomy mnpumeHeHuwe panarnudo3uHa He
PEKOMEHAYETCSI BO BTOPOM M TPETHEM TPHUMECTPE OEPEeMEHHOCTH.

[Ipu monTBep kAeHNN OEPEMEHHOCTH JICYEHHE Aanarii(I03uHOM CIeayeT IPEeKPaTUTb.

JlakTanus
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HewnsBecTHo, BeIENsAETCS U Hanariu(IIo3nH W/WIH €T0 HCaKTHBHBIC MCTA0OHUTHT B TPYIHOC
MOJIOKO.

HoctynHele  (papMakoANHAMUYECKNE/TOKCUKOIOTHYECKIE HCCICIOBAaHUS Ha JKWBOTHBIX
NOKa3alM, YTO AAnariu(IO3UH/€r0 MeTaOOIUTHI BBIIENAIOTCS B MOJIOKO, a TAaKKe HMEIOT
(dapmakosoruuecku onocpeaoBaHHbie 3(Q(EeKTh y BCKapMIMBAEeMOTO MOTOMCTBA (CM. paseln
5.3).

B cBsi3u ¢ ueM pUCK /17151 HOBOPOXKACHHBIX/MIIAZICHILIEB HE MOKET OBITh UCKIJIIOUYEH.
Jamnarnugno3uH He cileayeT NPUMEHSTh B IEPHO IPYIHOTO BCKapMIIUBAHMS.

depTUabHOCTD

Bnusaue nanarnugiosnHa Ha QepTHIBHOCTh y YeJIOBEKa HE M3Y4aloch. Y CaMIIOB M CaMOK
KpBIC 1anariu(io3uH He OKa3bIBANI BIMSIHUSA Ha (PEPTUILHOCTD.

4.7. BiusiHMe Ha CIMOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHU CPeACTBAMHU U PadoTaTh €
MeXaHHu3MaMH

HccnenoBanuii mo M3y4eHHUIO BIUSHUS Janariuiao3MHa Ha CIOCOOHOCTh K YIPaBIICHHUIO
TPAHCHOPTHBIMU CPEACTBAMU U MEXAaHU3MAMHU HE MPOBOJAMIIOCH.

4.8. HexkesaTeJIbHbIE peaKIuu

Pesrome npoduiis 0esonacHocT

C/[ 2 muna

B xnmHnyeckux uccnenoBanusx 6onee 15000 mammentoB ¢ CJl 2 Tuma moimydand TEparuio
JanariuQIO3HHOM.

[lepBuuHas oreHKa OE30MACHOCTH M IMEPEHOCUMOCTH Obljla MPOBEJCHA B MPEIBAPUTEILHO
3alaHHOM OOBEAMHEHHOM aHaimu3e 13 KpaTKocpouyHbIX (M0 24 Hemenp) 1uianebo-
KOHTPOJIMPYEMBIX HCCIEAOBaHUH ¢ ydyacTueM 2360 manueHToB, MOJIYYaBIINX Aanariudao3uH
B 103¢ 10 Mr, u 2295 manueHToB, MoJyJaBIIHNX IJ1a1eoo.

B wuccnemoBaHuM cepHeYHO-COCYAMCTHIX UcCXonoB pamarmuduosnHa npu CJI 2 Tuna
(uccnenoBanue DECLARE, cm. pasnmen 5.1) 8574 manuenTa moyrydany gamariudIio3uH B 103€
10 mr, u 8569 mamMeHToB mosydanu Ijanedo Mpu CpeAHed MPOAOIDKUTEIHLHOCTH Teparuu
48 mecsaueB. B nenom, cpeaHsst skcrno3unus ganariauduiosuHa cocraBuia 30623 marueHTo-
roja.

Haubonee 4dacThiMM HEXeNaTEIbHBIMU  PEaKIUsSMH, OTMEUEHHBIMH B  KJIMHUYECKUX
UCCJIEIOBAHUSIX, ObUTH T€HUTAbHbBIE HH(EKIINH.

Xponuueckas cepoeunas HedOCMAamoyHOCHmb

B wuccnenoBaHuM cepAeuHO-COCYIUCTBIX HMCXOJOB NpH MPUMEHEHMM Janariudio3uHa y
MAIMEHTOB C XPOHUYECKON CepICYHON HEAOCTaTOYHOCThIO CO CHIKEHHOU (pakimert BrIOpoca
(uccnenoBanne DAPA-HF) 2368 nanuenToB mosydanu gamarandio3ud B g03e 10 mr, u 2368
MAIMEHTOB TMONYyYalu IUiane0o MpU CpeaHel MPOIOJDKUTENbHOCTH Tepanuu 18 mecsies. B
UCCIIeyeMYIO TIOMyJISui0 Bonuiy namuenTsl ¢ CJI 2 tuna u nanueHTsl 0e3 auabdera, a Takxke
narueHTsl ¢ pCK® > 30 mu/mun/1,73 M. B HccienoBaHuu CEpPAEYHO-COCYIUCTBIX MCXOI0B
npu  NpPUMEHEHWH  Janarnudio3rWHa Yy  MAalMeHTOB C  XPOHUYECKOW  cepaeyHOM
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HEJI0OCTaTOYHOCTHIO ¢ (ppakiueii BEIOpOca JIEBOT
3126 narmuenToB mosydayu npanariaudiao3uH B go3e 10 mr, m 3127 manueHToB MOTydanu
m1ane0do Mpu CpeHel MPOJOJDKUTEILHOCTH Tepanuu 27 MECSIeB. B MOMyIsAIUi0 MalyueHToB
Bxoawm nmanueHTsl ¢ CJ] 2 Tuna u 6e3 quadeta, a Taxke narueHTsl ¢ pCK® > 25 mu/mun/1,73

2
M.

OO6umwmit npoduns Ge3onmacHocTH Aanariu(iIo3WHa y MAUEHTOB C XPOHUYECKOH cepaedHOin
HEI0CTaTOYHOCTBHIO COOTBETCTBOBAJI M3BECTHOMY MPOMUIIIO 0€301MacHOCTH Tanarin@ao3nHa.

XpoHuueckas 6one3Hb novex

B uccnemoBanuu mo oreHke 3QQPEKTUBHOCTH Manaraugo3MHa B OTHOIICHHH IMOYEYHBIX
UCXOJIOB y TAIMEHTOB C XpoHudeckoi Oose3npto mouek (DAPA-CKD) 2149 narmueHtoB
nosydanu ganariauguosuH B no3e 10 mr, u 2149 manueHToB moxyvanu rmianedo mpu cpeaHei
MPOJOKUTEILHOCTH Tepanuu 27 MecsileB. B ncciaenyemyro nomynsunio BXOAUIN TAI[UEHTHI C
CH 2 tuna, 6e3 CJ[ 2 tuma, ¢ pCK® > 25 u < 75 mn/mun/1,73 M aTbOyMUHYpHEH
(cootHorrenne anpOymun/kpeatunud (A/Kp) moum > 200 m < 5000 wmr/r). JleueHue
nponospkanu, eciim pCK® camxanace meree 25 mu/mun/1,73 M.

O6muii mpodmib 0e30MacHOCTH Manarau(Io3rHa y MAIUEHTOB C XPOHUYECKOW OOJIE3HBIO
MOYEK COOTBETCTBOBANI U3BECTHOMY MPOQIIII0 0€30MaCHOCTH Aanarindio3nHa.

Pe3roMe HexxenaTenbHbIX PEAKIINN

HexenarenbHble peaknuu, OTMEUEHHBIE B IDIAe00-KOHTPOJIMPYEMBIX HCCICIOBAHUSX |
nanariaugIo3uHa U IPU MOCTPETUCTPAIIMOHHOM HAOIIOICHUH, TIPUBEICHBI AaJiee 1O TEKCTY.
HexenatenpHple peaknuuu HE OBUTM  J10303aBUCMMBIMH. HekenmaTeNnbHBIE — peakIiuu
pacmipeneNeHbl M0 CUCTEeMHO-OPTaHHBIM KJTaccaM C YKa3aHHUEM YacTOThl MX BO3HUKHOBEHUS:
oueHb yacto (> 1/10), wacro (ot > 1/100 mo < 1/10), Heuacto (ot > 1/1000 mo < 1/100), peaxo
(ot > 1/10000 no < 1/1000), ouens peako (<1/10000), yacrora Heus3BecTHA (HA OCHOBAHHUH
UMEIOIINXCS JaHHBIX OIEHUTH HEBO3MOXKHO).

Ungpexyuu u unsazuu: 4acto* — BYIIbBOBATWHUT, OAIAHUT M CBSI3aHHBIC C HUIMU T€HUTAIBHBIC
I/IH(beKuI/H/IZ’S, MH(EKIIUS MOYEBBIBOISAITUX nyTeI712'4; HeyacTo™** — rpuOKoBbIe HH(PEKIIMOHHBIE
3a0oneBaHuA™*; OYEHb PEIKO — HEKPOTU3UPYIOMUNA (ACIHMUT TPOMEKHOCTH (TaHTPEeHA
d)ypre)z’g.

Hapywenus memabonrusma u numanusi; 0O4€Hb 4aCTO — THIOTJIMKeMHs! (TIPU MPUMEHEHUH B
KOMOUHALINH C TIPOM3BOIHBIM CY/Ib()OHHIMOYCBHHBI HIIM HHCYIHHOM), HEUACTO — CHIKCHIE
OL[KZ’S, Kakna**, penko — nuabermueckuii keroanuno3 (mpu mnpumeHeHuu npu CJI 2
TI/IHa)Z'g'll.

Hapywenus co cmopoHbl HepeHOU cucmempl. 9acTO* — TOJIIOBOKPYIKEHHE.
Kenyoouno-kuweunvie HapyuieHus: HedacTo™* — 3amop™*, cyxocTb Bo pTy™*.

Hapywienus co cmopomsi Koxcu u nOOKONCHbIX MKAHell: 9acT0* — CHIIb™; OYeHb PEIKO —
AQHITMOHEBPOTUYECKHUM OTEK

Hapywenus co cmoponvl MbliieyHoU, CKelemHol U COeOUHUMENbHON MKaHu: 4acTo® — 00Ib
B CIIUHE™.

Hapywienus, co cmopombi noex u Mouegbigo0suyux nymeii.: 4acto* — qusypus, momaypus*°;
HEYaCTO™* — HUKTYpHS™*; 0OUeHB peIKO — TYOYJTOMHTEPCTHIIMAIBHBINA HEQPUT.

Hapywenus co cmopouvl penpoOoyKmuHoU cucmemvl U MOJOYHBIX Jicele3: HedacTo™* —

BYJIbBOBAaruHaJIbHBIN 3y1**, reHUTaIbHBIN 3y1**.
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Jlabopamopnvlie u uncmpymenmanvhvle dannble: 9aCTO ¥ = TOBBIICHAC 3HAYCHNS TCMaTOKPHUTA ,

CHW)KCHHE TIOYCYHOTO KIIMPEHCAa KPeaTHHWHA Ha HAYaJIbHOM dTare Teparmnz, JMCITATIHIEMHS

HEYacTO* — TIOBBINICHWE KOHIICHTPAIlMM KpeaTHHWHA B KPOBHM HAa HAYaJIbHOM JTarle
**'2, MOBBINICHUE KOHIICHTPAIIMK MOYEBUHBI B KPOBU™ *, yMEHBIIIEHHE MAcChl Tena™*,

Tepanuu
! [IpencraBieHsl maHHBIE NPUMEHEHHUsS Mpenapata A0 24 Henenb (KpaTKOCPOUHAs Tepartus)

HE3aBHCUMO OT MPHEMa JOMOJHUTEIFHOTO THIIOTTHKEMUYECKOT0 TIperapara.
2 CM. COOTBETCTBYIOIIHIA TTOJPA3aes HIKE (JUIs TOyYSHUS TOTIOTHUTEIBHON HH(DOpMAInn).
BynbBOBaruHUT, OalaHUT M CBA3aHHBIC C HUIMU TeHUTATbHBIC HHQEKIINN BKITIOYAIOT, HAIPHMED,
CIIeIyIOINE 3apaHee OIPE/ICICHHBIC MPEIIOYTUTEIbHBIC TSPMHUHBI: BYJIbBOBATHHAIBHYIO TPHOKOBYIO
UHQEKIHIO, BarMHAJIbHYI WHQEKIHIO, OalaHUT, TPUOKOBYHO WH(EKIHIO TIOJIOBBIX OPraHoB,
BYJIbBOBarMHAJLHBIA KaHUI03, BYJHBOBAarWHUT, KaHIWIO3HBIN OalaHWUT, TCHUTAIBHBIA KaHIUIO03,
UHQEKIIMIO TIOJIOBBIX OPraHOB, MH(EKIMIO MMOJIOBLIX OPTaHOB Y MYXKYMH, HH(EKIMIO TOJIOBOTO YJICHA,
BYJILBUT, OaKTepUALHBIA BATHHUT, a0CIIECC BYJIBBEIL.

4 WNudexnuss MOYEBBIBOMANIMX TyTeH BKIIOYACT CIIEAYIOIIUE TMPEANOUYTHTEIBHBIE TEPMUHBL,
MIEPEUNCIICHHBIC B MOPSIKE YOBIBAHUS YaCTOTHI: MH(EKITUS MOUYCBBIBOISIINX ITyTEH, UCTUT, UHPEKITUS
MOYEBBIBOINNX IIyTEH, BeI3BaHHas OakTepumsMu poma Escherichia, nudekims ModyemnomoBoro Tpakra,
MMETOHEPUT, TPUTOHUT, YPETPUT, UH(MEKIIUS TTOYEK U MPOCTATHT.

> Camxernne OLK  Bximrowaer, Hampumep, CJleAylollMe  3apaHee  OMpeJeeHHBIe
MIPEAMIOYTUTEILHBIC TEPMUHBL: 00€3BOXKUBAHKE, TUITOBOJICMUSI, apTepPHAbHAS TUTIOTCH3USI.

6 [lonmnypust BKIIOYAET MPENNOYTHUTENbHBIE TEPMHHBL: MOJUIAKUYPHS, TOIHMYPHS U yCHIICHHE
JIypesa.

! CpenHrie WM3MEHEHHS 3HAYCHWS Te€MAaTOKPHUTa OT HMCXOAHBIX 3HaueHWd coctaBwmm 2,30% B
rpynme ganarimudnozuHa 10 mr mo cpaBHenuto ¢ —0,33% B rpymnne miaune6o. 3HaueHHUs TeMaTOKpPHUTa
>55% otmeuensl y 1,3% mnamuentoB, nmomy4yaBmmx namnarimudaosua 10 mr, mo cpaBHenuio ¢ 0,4%
MAIMEHTOB, MMOy9aBIINX ILTaneoo.

8 CpenHee H3MCHEHHUE CIICAYIONINX MMOKa3aTeNNeld B MPOIEHTaX OT UCXOAHBIX 3HAYCHUHN B TPYIIE
namarnuduiosura 10 Mr u rpynrne miamne6o, COOTBETCTBEHHO, COCTABMIIO: o0Imid xoiectepuH 2,5% 1o
cpaBuenuto ¢ 0,0%; xonecrepun-JIIIBII 6,0% no cpaBuenuto ¢ 2,7%; xonectepun-JIIMHII 2,9% no
cpaBuenuto ¢ —1,0%; Tpurmunepunst —2,7% mo cpaBrenuto ¢ —0,7%.

’ Cwm. paznen 4.4.

10 HexenaTtenbHast peakiiysi OTMeUeHa IpY MOCTPETUCTPAITMOHHOM HaOM0AeHnH. ChIITb BKIIIOYAET
CICAYIOIIME TPEANOYTUTENbHbIE TEPMHUHBI, TMEPECUUCICHHBIC B TMOPSAKE YacTOThl pPa3BUTUS B
KITMHUYECKUX WCCIEeIOBAHMIX: ChIllb, T€HEPAIIM30BaHHAS CBHITb, 3yJAIIasl CHIIIb, MaKyJe3Has CHIIb,

MaKyJIomaIryJje3Has Cblllb, ITYCTYJIC3HAs CbIllb, BE3UKYJIC3HAS CbIIlb, SPUTCMATO3HAA CbIIIb. B rmaue60-

KOHTPOJIMPYEMBIX KIIMHUYCCKHUX HUCCICOOBAHUAX W UCCIICAOBAHUAX C AKTHUBHBIM KOHTPOJIEM (rpynna,
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moJiy4aBiiiast Janariauduiosud: N = 5936, koHTpobHas IPpymma: i ="3403)qacToTa pa3BUTIST CHITH OB
CXOXeH y TmarnueHToB, moiydaBimmx nanarmuduo3ud (1,4%), ¥ MalMeHTOB B KOHTPOJBHOW TPYIIE
(1,4%).
u OTMedueHO B HCCIEIOBAHMHM CEPACYHO-COCYIAMCTBIX HCX0M0B y mamueHToB ¢ CJl 2 Tuma
(DECLARE). YacToTa 0cHOBaHa Ha TOIOBOM ITIOKa3aTelIe.

* OtMeueHsl y > 2% manueHToB, MPUHUMABIIUX Janaringno3ud B 1o3e 10 mr, u Ha > 1 % vame, u 'y
0O0JIBIIIEr0 YKCiIa MAIMEHTOB (KaK MUHUMYM, Ha 3) B rpyimme ganariuduosuda 10 Mr mo cpaBHEHHUIO C
rpymnmoi mianeoo.

** OIeHEeHBl UCCIIENOBATEIEM KaK BO3MOXKHO CBSI3aHHBIC, BEPOSTHO CBS3aHHBIC WIIM CBS3aHHBIC C

UCCIIeTyeMO# Tepanueit u oTMedeHs! y >0,2% manueHToB u Ha >0,1% dare u y OONbIIero KOJIU4ecTBa

NalnueHToB (Kak MUHUMYM Ha 3) B Tpynie Aanarnudio3una 10 Mr mo cpaBHEHHUIO ¢ rpymIon miameoo.

Onucanue OoTAEILHBIX HEXKEIATEIbHEIX PEAKIINT

Bynveosacunum, banranum u césa3anHble ¢ HUMU eHUMAlbHble UHGEeKyUU

B oOwenuHeHHBIX JaHHBIX MO Oe30MacHOCTH 13 umccienoBaHHWl BYJIHBOBArMHUT, OAJAHUT U
CBS3aHHBIE C HHUMH TeHHTalbHbIe HHQEKIUU oTMeueHbl y 5,5% wu 0,6% mnanueHros,
npuHUMAaBIUX Aarnarmudao3ud 10 mr u mianedo coOOTBETCTBEHHO. bonbIMHCTBO MHDEKIHIA
ObUTH cNabo0 WM YMEPEHHO BBIPAKEHHBIMH, HAYaJIbHBIH KypC CTaHIAPTHOW Tepamuu ObLT
3 PEKTHUBEH, B CBA3M C YeM MAIMEHTHl PEIKO MpEeKpallaid MpueM Aanariugiao3uHa. ITH
UHQEKIMH Yalle pa3BUBAINCH y skeHIIUH (8,4% u 1,2% npu npuMeHeHuH Aanariugo3nHa u
1anedo COOTBETCTBEHHO), a y MAllMeHTOB C TaKMMU HHQEKIUSMU B aHAMHE3e OHHU dYalle
pEeLUANBUPOBAIIH.

B wuccnenoBannn DECLARE xonmwdecTBO mMaIlMeHTOB C CEPHhE3HBIMH HEXKeJIaTeIbHBIMHU
SBJICHUSIMU B BUJE TCHUTAJIBHBIX MH(EKIUN ObUI0 HEOONbLIIMM U COATAHCUPOBAHHBIM: IO
2 narrenta (<0,1%) B rpymie nanariaudio3uHa U rpyIie miamneoo.

B uccnenosanuu DAPA-HF He ObU10 MallMeHTOB ¢ cepbe3HBIMU HEXKENNATEIbHBIMU SIBICHUSIMU
B BUJIC T€HUTAJIBHBIX MH(EKUUH B Tpymmne aanariudosuHa, B rpymne mianedo cepbe3Hoe
HE)KeNaTeNIbHOE SBJICHHUE 3aperucTpupoBaHo y | mamuenta. B rpynme mamarmuduosuna y 7
(0,3%) mnamuweHTOoB OBLIM OTMEYEHBI HEKEJIATEIbHBIC SBJACHHS, KOTOPbIE NPUBEIH K
MPEKPALIECHUIO JICUEHUS BBUAY M€HUTAIbHBIX MH(EKIUI, 1 HU y OJHOTO MAaIMeHTa B IpyIIe
mwrare6o. B uccnenosannn DELIVER y 1 (< 0,1%) manuenTa B KaXI0W TpyIIe JICUCHUS
OTMEUYEHO CEepbe3HOE HEKelaTeIbHOE SIBJICHHE B BUJEC IeHUTANbHBIX MH(ekuuil. B rpymme
namarnugiosuna y 3 (0,1%) marueHToB OTMEUCHBI HeXENATeIbHBIC SABJICHHUS, TPUBOMBIINE K
MPEKPALICHUIO JICUCHUS] BBUIY TCHUTAIBHBIX WHQEKIUW, a B TPYIIE IUIane00 MalHueHTOB C
TaKUMH SIBIICHUSMU HE OBLIO.

B uccnenoanuun DAPA-CKD 6wuto 3 (0,1%) mammeHTa ¢ cepbe3HBIMH HEXKENaTeIbHBIMU
SBJICHUSIMU B BHUJE TE€HUTAIbHbIX WHGEKIM B rpymnmne nanariu@io3suHa U HU OJHOTO
naryeHTa ¢ TaKMMH SBJICHUSMH B Tpymie rmiane6o. B rpynme manarmuduosuna y 3 (0,1%)
MAIMEHTOB OTMEUYEHBI HEXKeNaTeNIbHbIC SBJICHUS, IPUBOJUBIINE K MPEKPAILIEHUIO JICUECHUS 13-
3a TeHUTAIbHBIX UH(EKIHiL, a B TpyIIe mianedo NaueHToB ¢ TAKUMHU SIBICHUIMH He Obu1o. O
Pa3BUTHHU CEPHE3HBIX HEKENATeTbHBIX SBICHUNH B BHUAEC TEHUTAIBHBIX HWHPEKIUH U
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HEXENAaTeNbHBIX SBJICHUNW B BUJIE T€HUTAIBHBIX WH(PCKIWH, TIPUBOIUBITNX K TPCKPAIICHATO
nedenus, y nanrentoB 6e3 CJI 2 Tuma He CoO0IIaIoCh.

Hexpomusupyrowuii ¢hacyuum npomesxcnocmu (canepena @yprve)

CooOuranoch 0 MOCTPETUCTPALMOHHBIX CIIydasix pa3BUTHUSL raHrpeHsl OypHbE y MAlMEHTOB,
npuHUMaromux uHruoutTopel SGLT2, Bkitovas namariaudiao3us (cMm. pazaen 4.4).

B wuccnenoBanun DECLARE y 17160 nanuentoB ¢ CJI 2 Tuma uw  MeauaHoH
MPOJIOJDKUTEIILHOCTH  Tepanuu 48 MecsAleB BCEro OBLIO 3apeTHCTPUPOBAHO 6 ClydaeB
ranrpensl @ypHbe: | B rpymiie, noiyyasiien ganarauduio3ut, U 5 B Tpymnime mniane6o.

T'unoenuxemus

Yacrtora pa3BUTHS THUINOTIMKEMHH 3aBHCElIa OT THUMA 0a30BOM Tepalnvu, HCIOJb3yeMOH B
KJIIMHUYECKHUX UccieqoBaHusX y nanueHTos ¢ C/I 2 tuna.

B uccnenoBanusx namarnudiao3nHa B KayecTBE MOHOTEpalMM, B KayecTBE J00AaBIEHHUS K
MeT(GOpMUHY U B KaueCTBe 100aBJIeHNE K CUTAMNIMOTHHY (C MeT(hopMUHOM U 6e3 MeT(POpMHHA)
IPOJIOJDKUTEIBHOCTRIO 70 102 Hexenb yacToTa pa3BUTHS SMHU30JI0B JETKOW THUIOTIMKEMUHU
Obuta cxoskeit (<5%) B rpymnmax jedeHus, BKIovas mianedo. Bo Bcex Mccieq0BaHUIX Cllydan
TSDKEJION THIOTIIMKEeMHUH ObUIM OTMEYEHbl HeYacTo, M MX 4YacToTa Obljla COMOCTaBUMa MEXIY
rpymnmaMu nanariugiao3uHa U miamedo.

B uccnenoBanmsx — ganmarnudio3MHa B KauecTBE  J00aBieHMsT K Ipenapary
Cynb(OHWIMOYEBHHBI WU TMpemnapaTy WHCYJIMHA OTMEYeHa Oojiee BBICOKAas 4YacToTa
TUTOTJIMKEMUH (CM. pasnen 4.5).

B wuccrnenoBanmm poGaBieHus npanarnddio3swHa K rauMmenupuay Ha 24 u 48 Hemene
HE3HAUUTENbHBIE  JMU30Abl  TUMNOIVIMKEMHUH  PETUCTPUPOBAIUCH  Yalle B TpymIe
nanaraudaosuna 10 mr u rauMenupuna (6,0% u 7,9%, COOTBETCTBEHHO), Y€M B IpYIIE
wiare6o u rmumenupuaa (2,1% u 2,1% coOTBETCTBEHHO).

B wuccnenmoBanum goOaBieHusi jganariu@iao3uHa K - [penapaTtaM  MHCYJIMHA  3MH30]IbI
BBIpQXCHHOW THUMNOMNIMKeMUH Obutn  3apeructpupoBanbl y 0,5% wu 1,0% mnauueHTos,
nony4yaBmux panariudgiaosuH 10 mr u mpemapatel uHCynauMHa Ha 24 u 104 Hemensx,
COOTBETCTBEHHO, U y 0,5% marueHTos, noiyyaBux ianedo u npenapaTsl MHCYJIWHA Ha 24 U
104 wenensax. Ha 24 u 104 Hemensx HE3HAYUTENBHBIE SIMU30Jbl THUIOTIUKEMUU OBLIH
3aperuCTpUpoOBaHbl, cooTBeTcTBeHHO, Yy 40,3% wu 53,1% mnauveHToB, MOTy4YaBIIUX
namarnugiaosud 10 mr u npenapatsl HHCYyNIuHA, Uy 34,0% u 41,6% nanueHToB, MOTY4aBIINX
1anedo U mpenapaTsl HHCYJIMHA.

B wuccnemoBanum  mobGaBnenuws  gamaraudiao3uHa K METGOPMHUHY WM Mpenapary
CyIb(HOHIWIMOYEBHUHBI 10 24 Helenb He ObLIO 3aperuCTPUPOBAHO HU OJHOTO 3IH30/a TSHKEIOoH
TUMOTIMKEMHUH. ONH30[bl JIETKOM TUNOIIMKEMHH ObulM 3apeructpupoBanbl 'y 12,8%
NaIMEeHTOB, MOMyYaBIIUX Aanarindiao3ud 10 Mr B codyeTaHuu ¢ MeT(OPMHHOM H IIpernapaTaMu
Cy1b(QOHMUIMOUEBUHBI, U Yy 3,7% NaluuMeHTOB, NOJIYYaBIIMX I1aed0 B COYETAHUU C
MET(HOPMUHOM U MIPOU3BOTHBIMH CYIIb(DOHUIMOYCBUHBI.

B wuccnenosanun DECLARE He o0OTMEYeHO TMOBBIICHHOTO PHUCKAa PAa3BUTHA TSKEION
TUIOTJIMKEMHH TIPU Tepanuu Aanarin@io3nHoM Mo cpaBHEHHUIO ¢ mianebo. Ciydan Tsxenoi
THITOTTTUKEMIH 3apeructpupoBansl y 58 (0,7%) maipeHToB, MoTydaBIInX Aanaridiio3uH, 0 Yy
83 (1,0%) marueHToB, MOJy4YaBIINX MIamneoo.
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B uccrnenoBanuu DAPA-HF ciydan Tspkenoi rUIOTTTHKEMAN 3aperucTprpoBansr y 4 (0,296)
NAlMEeHTOB Kak B rpymnme jnanariudiao3nHa, Tak U B rpynne mamnedo. B uccrnenoBanuu
DELIVER cnydau TspkenoW TUIOTIMKEMUHM 3apeructpupoBanbl y 6 (0,2%) manueHToB B
rpynne panarnugnosuna u'y 7 (0,2%) maumentoB B rpynne miane6o. Ciydaum Tsxkenoi
TUITOTIIMKEMHUH HaOII0AaIMCh TOIBKO y nanuenToB ¢ C/1 2 tuma.

B wuccnenoannun DAPA-CKD ciydau TsKenoil THIOTIMKEMHH 3aperHCTpHpOBaHbl y 14
(0,7%) marmenToB B rpymnne ganarnudiaoduna u'y 28 (1,3%) nmauueHtoB B rpymme mianedo u
HabroAamack ToabKO y nanuentoB ¢ C/1 2 Tuma.

Cruocenue OLIK

B o0benuHEHHBIX TaHHBIX MO Oe3omacHOCTH 13 wmccinenoBaHWil HEXKeTaTeNbHBIC PEaKIIUH,
ykaspiBatoue Ha cHikeHue OLK (Bkimouas cooOmieHuss 00 00€3BOKMBAHUM, TUTIOBOJIEMUHN
WIM apTepuaibHON TUMOTeH3uH), oTMmeueHbl y 1,1% u 0,7% mnanueHToB, NpUHUMAaBIINX
nanaraugio3udn 10 Mr v muanedo COOTBETCTBEHHO; CEpPhE3HbIE HEXKeNaTelIbHbIE peakuu
ormeueHsbl y <0,2% manueHToB, U OHU ObUIM COMOCTAaBUMBI B Tpymmax ganariudiosuna 10 mr
u iare6o (cm. pazaen 4.4).

B wuccnenoBanun DECLARE konudecTBO MAlMeHTOB C SIBICHUSMH, YKA3bIBAIOIIUMH Ha
camkenne OLK, Obuto cOanancupoBaHo Mexay rpynmnamu edenus: 213 (2,5%) u 207 (2,4%)
B rpynnax ganariugio3rHa U mianedo cooTBeTcTBEHHO. Cepbe3Hble HeXKeNaTeIbHbIC SIBICHHUS
obutn 3apeructpupoBanbl y 81 (0,9%) u 70 (0,8%) narueHToB B rpymme ganariuio3uHa U
m1anedo COOTBETCTBEHHO. SIBieHHMS B LEeJIOM ObUIM CcOaJaHCHPOBAaHBI MEXIY TIpyNIaMu
JICYEHUs MO0 BO3PACTHBIM KaTErOpUsM, IPUMEHEHHUIO JUYPETUKOB, apTepUualbHOMY JaBJICHHUIO U
npuMeHeHnt0 UHruouTOpoB AIID/BPA Il Tuma 1. YV mnamumentoB ¢ wucxomuHoit pCKD
<60 m/mun/1,73 M° B rpymnme ganaraudiao3uHa oTMedeHo 19 ciiydaeB cepbe3HBIX
HEeXeNaTeNbHBIX SBJICHUH, yka3biBatomux Ha cHmxeHue OLK, u 13 — B rpynme miane6o.

B uccnenoanun DAPA-HF sBnenus, ykaspiBaromue Ha cHmkenue OLK, Obiin oTMeyeHs! y
170 (7,2 %) narnuenTtoB, monyuaBinux ganarauduiosud, u 153 (6,5 %) B rpynne miame6o. B
rpynne ganarnvddiao3uHa Obu10 MeHblne nanueHToB (23 [1,0%)] mauumeHTOB) ¢ cepbe3HBIMU
HEXENaTeIbHBIMU SIBJICHUSIMH B BHJIE CHMIITOMOB, yKasbiBaromux Ha cHmxkenue OLIK, mo
cpaBHeHMIO ¢ rpynmnoi miane6o (38 [1,6%] mauuentoB). Pe3ynbraTel ObUIM OJWHAKOBBIMU
HE3aBUCHUMO OT MCXOAHOTr0 Haymmuus auadera u ucxomno pCK®. B uccnenopannu DELIVER
KOJIMYECTBO TMAIlMEHTOB C CEPbE3HBIMHU HEKEIATEeIbHBIMU SIBICHUSIMHU B BUIE CHMIITOMOB,
ykasbiBatoux Ha cHmwkeHue OLIK, cocraBmio 35 (1,1%) B rpynne npamarnudiosuna u 31
(1,0%) B rpynme muiane6o.

B wuccnenopanuu DAPA-CKD konu4ecTBO MAalMEHTOB C SIBICHUSMH, yKa3bIBAIONIMMH Ha
camkenne OLK, cocraBmno 120 (5,6%) B rpynne nanarmudnosuna u 84 (3,9%) B rpymme
wiaie6o. B rpynne nanarmudguosuna y 16 (0,7%) nanueHTOB OTMEUEHBI CEPhE3HBIC SBJICHHS B
BHJIE CUMITOMOB, ykasbiBaromux Ha cHimkenue OLIK, u y 15 (0,7%) manueHTOB B TpyIine
riane0o.

HHuabemuyeckuii kemoayudo3 npu caxapuom ouabeme 2 muna

B uccnenoBanun DECLARE ¢ MenuaHol NMPOAOIKUTEIBHOCTH Tepanuu 48 MecsIeB ciiydan
MUAa0ETUYECKOTO KETOoalua03a ObUIM 3aperuCTPUpPOBaHbl y 27 TAIMEHTOB B TPYIIeE
nanarmmduiosuHa 10 mr u 12 manueHToB B rpymme Iutarne6o. /[aHHbIE sBICHUS BO3HHKAIH
pPaBHOMEpHO B TE€UYCHHE Mepuoja ucciaeaopanus. B rpynme ganarnudiiosnaa n3 27 manyueHToB
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¢ AnabeTHYeCKHUM KEeTOaIua030M 22 TOoJydajiyd  COMYTCTBYIOMY HWHCYJIHHOTCPAITAIO  Ha
MOMEHT pa3BUTHS siBNeHus . [Ipeapacnonararomniye K pa3BUTHIO AMA0ETHUYECKOrO KETOAlK103a
dakTopsl ObuTH OxuAaeMbIME 7151 oy sty ¢ CJ] 2 tuma (cM. pasnen 4.4).

B nccnenoanuu DAPA-HF cnydan nnabeTnyueckoro Keroaruao3a ObIIH 3aperuCTPUPOBAHbI y
3 mammentoB ¢ CJI 2 Tuna B rpymme aanarauduo3wHa, a B Tpynne Iuianedo ciydyaes
Ta0eTHYECKOro KeTOalnI03a HE 0TMEYaoCh.

B uccnenoBanun DAPA-CKD cnyyan nuaGeTHUecKoro KeToaluugo3a He 3aperucTpUpOBaHbBI
HU Y OIHOTO TMAaIlMeHTa B TPyIIe fanarindiao3nHa, Ho oTMevauch y 2 nanuentos ¢ Cl 2 Tuna
B IpyIIIIe TIaneoo.

Unghexyuu mouesvisoosuux nymetl

B 00bennHEeHHBIX AaHHBIX MO Oe3omacHOCTH 13 mccnenoBaHMii MHPEKIIMH MOYEBBIBOASIINX
nyTel yaie ObITM OTMEUYEHBI ITPH MpUMeHeHuu Aanarnuduo3una 10 Mr, yem npu NpuMeHEeHUH
wiare6o (4,7% mo cpaBHeHHIO C 3,5% COOTBETCTBEHHO; cM. pasznen 4.4). BoabiMHCTBO
uHpekunidi ObUIM cnabo WIM yYMEPEHHO BBIPAKEHHBIMU; HAYallbHBIM Kypc CTaHIapTHOM
Tepanuu ObUT 3(PPEKTUBEH, B CBSI3M C YEM IMAIMEHTHI PEIKO MpeKpaliaid NpPUMEHEHUE
nanarnudiuo3uHa. JTH WHQEKIUH Yallle pa3BUBAINCH Yy JKCHIIUH, a Y TMAICHTOB C TaKUMHU
WH(MEKIUSIMHA B aHAMHE3€ OHH Yallle PeIUIUBUPOBAIIH.

B wuccnenoBanun DECLARE cepbe3nble cnydan uWHGEKIMH MOYEBBIBOJAIINX ITyTEH
PETUCTPUPOBAINCH MEHEEe 4acTo Juid AanariauduosuHa 10 mMr mo cpaBHeHHUIo ¢ ruianebo: 79
(0,9%) siBnenus mo cpaBuenuio ¢ 109 (1,3 %) sBIEHUSIMUA COOTBETCTBEHHO.

B wuccnenoBanun DAPA-HF cepresnbie HexenaTenbHbIE SBICHHUS B BHAC WHQOEKIUI
MOYEBBIBOIAIIMX MyTeit Obutn oT™Meuens! y 14 (0,6%) manuenToB B rpymme ganarindao3uHa 1
17 (0,7%) mamumenToB B rpymie ianebo. B rpynme pamarnudiosnHa u 1uianedo ObUto mo 5
(0,2%) nanueHTOB C HEXENATSIbHBIMU SIBICHUSMH, TPUBOIUBIIUMHU K MPEKPAIICHUIO JICUCHUS
BCJIEJICTBUE pa3BUTH HH(pekuuit MmoueBbBOAAUmMX myredl. B wuccnenoBanmu DELIVER
CEpbe3HbIC HEXKeNaTeNbHbIE SBICHHUS B BUIC HWHQPEKIUNA MOYEBBIBOASIIMX TyTeH ObuH
ormeuensl y 41 (1,3%) maumentoB B rpymme nanarimuduosuna u 37 (1,2%) manueHTOB B
rpynne miane6o. B rpymme npamarmuguiosmna y 13 (0,4%) mnamMeHTOB  OTMEUCHBI
HEe)KeNaTeNIbHbIe SIBJICHUS, MPHUBOJMBIINE K MPEKPALICHUIO JICYEHUS BCJIEICTBUE Pa3BUTHS
UHOEKIMI MOYEBBIBOAAININX MyTEH, a B rpyrme mianedo — y 9 (0,3%) marueHToB.

B wuccnenoBanun DAPA-CKD cepnesHble HeXelaTelbHBbIC SBJICHHS B BHAC HHGEKIUI
MOYEBBIBOAAIIMX MMyTel otMeueHbl ¥ 29 (1,3%) marueHToB B rpyime ganariaudo3nHa u'y 18
(0,8%) maruenTtoB B rpymie wianedo. B rpynne nanarnmudaosuna 6sut0 8 (0,4%) nanueHToB ¢
HEKENATeIbHBIMU SIBIICHUSIMU, TPUBOAMBIIMMU K TPEKPALICHUIO JICYCHHS H3-3a WH(EKIHiA
MoueBbIBoAAIIMX TTyTeH, u 3 (0,1%) manmenTa B rpymnre miane6o. KoxndyecTBo nanueHToB 63
CJI 2 tuma, y KOTOPBIX BO3HUKIIM CEPhE3HBIC HEXKENaTeNbHbIC SBICHUS WIH HEXKeIaTelbHbIC
SBJICHUS, IPUBOJIUBIINE K MPEKPAIICHUIO JICUECHUS M3-3a MHPEKUUNH MOYEBBIBOASIINX MyTEH,
OBLIO CXOXKUM MexAy rpynnamu jeudenus (6 [0,9%] no cpaBuenuto ¢ 4 [0,6%] 11st cepbe3HbIX
HexenarenbHbIX siBieHuil; 1 [0,1%] mo cpaBHeHuto ¢ 0 sl HEXeNaTeNbHBIX SBJICHUN
MPUBOJUBILINX K IPEKPALLIEHUIO JICUEHUS).

Tlosviwenue konyenmpayuy KpeamuHuna
HexenarenbHble peaklMM, CBS3aHHBIE C MOBBIIIEHHMEM KOHIEHTpPAllMU KPEaTWHUHA, OBbLIN
CTpYNIUPOBaHbl (HAPUMEpP, CHUKEHHE I[IOYEYHOro KIMpPEHCa KpeaTHHUHA, HapylIeHHe
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(GYHKIIMM TOYEK, MOBBIIICHUE KOHLEHTPALUW KPCATHHWHA B KpoBW M CHIKeHne CKO)B—

00BEIMHEHHBIX JTAaHHBIX MO 0e30MacHOCTH 13 WccenoBaHW JaHHAs TPYIIA peakiuil Oblia
ormeueHa y 3,2% wu 1,8% mamuenToB, momydaBmux panarivdduosua 10 mr u mrame6o
COOTBETCTBEHHO. Y TMAaIMEHTOB C HOPMAJIbHOW (DYHKIIMEH MOYEK WM HapylmIeHHEeM (YHKIIMH
nouek Jyierkoit crenenu (ucxomno pCK® >60 mn/mun/1,73 M%) o1a rpynmna peaxknuii Obiia
3apeructpupoBatna y 1,3% u 0,8% nanuenTtos, nomyyaBmux aanarauduiosud 10 mr u niamne6o
COOTBETCTBEHHO. OTHM PEAaKLIMM Yalle OTMEYAINUCh Yy MauueHToB ¢ ucxogHo pCK® >30 u
<60 mu/mun/1,73 M* (18,5% B rpynme nanaraudmosuna 10 Mr o cpaBHenuio ¢ 9,3% B rpyme
miane6o).

JlomonHuTenbHas OLIGHKa NAIMEHTOB C HEXKeJaTeNbHbIMHU SIBJICHHUSMH, CBSI3aHHBIMH C
dbyHKIMEeN mouek, Mokas3aja, 4To y OOJBIIMHCTBA 3THUX IAllMEHTOB OTMEYEHO HM3MEHEHHE
KOHIIGHTPAIlMH KpeaTHMHHHA B CBHIBOPOTKe Ha <44 wmimoiaw/n (<0,5 Mr/mi) OTHOCHTEIBHO
UCXOIHOTO 3HaueHUs. [1oBbIICHIEe KOHIIEHTPAIIMM KPEaTHHHHA B 11eJIOM ObLTO BPEMEHHBIM Ha
(oHe MPOIOIKEHNUS TepaAUU WM OOPAaTUMBIM I1OCIIE IPEKPAIICHUS TEPAITHH.

B uccnenoannn DECLARE, BkitouaBIiieM moXWIbIX MalMEHTOB U MAlUEHTOB ¢ HAPYIICHUEM
dyrkupn modek (pCK® <60 mm/mun/1,73 m%), pCK®D cHIKAnach ¢ TEUCHHEM BPEMEHH B
ob0enx rpynmnax sedenus. Yepes 1 rox Ttepamum cpeanee 3HaueHue pCKD B rpymme
nanariaugio3uHa ObUIO HEMHOTO HHMKE, a depe3 4 roja Tepanud — HEMHOrO BBIIIE IO
CpPaBHEHUIO C TPYIION TIareoo.

B uccnenoanun DAPA-HF, a taxxke B uccnegoBanuu DELIVER pCK® caumxanace c
TEYEHHEM BPEMEHU KaK B IpyIe nanariudiao3uHa, Tak U B Tpymnne mianedo. B uccinenosanuu
DAPA-HF nauanbHoe cHmkenue cpennero saaueHuss pCK® cocrasuno —4,3 mn/mun/1,73 M2 B
rpynne panmarmugmosura u 1,1 ma/mun/1,73 M B rpymme mane6o. Yepes 20 Mecsien
u3MeHeHne pCK® OTHOCHTENHHO UCXOJHOTO 3HAYEHUs OBLIO CXOXKHMM B TpyIIax JEUCHHS: —
5,3 mu/mun/1,73 M® B rpynie panarmgiosuna u —4,5 mn/mun/1,73 M° B rpymie miane6o. B
uccienoBann DELIVER camxenue cpennero 3nadeHusi pCK® uwepes 1 mecsiy cocraBmiio —
3,7 m/mun/1,73 M° B rpymme panarmuduosuHa u —0,4 mu/mun/1,73 M B rpymnme miaaneoo.
Yepes 24 mecsana usmeHenne pCK® OTHOCHTENbHO MCXOJHOTO 3HAYEHHUS OBLUIO CXOXHM B
rpymnmnax jedenus: —4,2 mu/mun/1,73 M B rpynne panarmuduiosuda u —3,2 mu/mus/1,73 M B
rpymnre 1iane6o.

B wuccnenoanuu DAPA-CKD pCK® cHuxkamzach ¢ TEYCHHMEM BpPEMEHM Kak B TpyIIe
namarnuiao3uHa, Tak U B rpymmne miane6o. HayansHoe (Ha 14 1eHb) CHIMDKEHHE CpeaHen
pCK® cocrasmno —4,0 mu/mus/1,73 M? B rpymie pamarmugiosuna u —0,8 min/mun/1,73 M° B
rpyme 1iarne6o. Yepes 28 mecsieB n3meHenne pCK® oTHOCHTENTEHO MCXOAHOTO 3HAYCHHS
cocraBmio —7,4 miu/mun/1,73 M* B rpynme ganarauduosnHa u —8,6 mu/mMun/1,73 M B rpymme
rwiane0o.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TNOA03pEBAEMbIX HEKENATEIbHBIX peakUUsaX I0CIe pPEerucTpanuu
npenapara ¢ Ielbl0 00ecreueHHs] HEeNpPEepbIBHOIO MOHUTOPMHIA COOTHOILEHHS «I10Jb3a —
PHUCK» JIEKapCTBEHHOIO Ipenapara. MeInnuHCKUM pabOTHUKAaM PEKOMEHYETCsl coo0IaTh O
JTI0OBIX TOAO03PEBAEMBIX HEXENATEeIbHBIX PEAKLUAX JIEKAPCTBEHHOIO IIpenapara d4epes
HallMOHAJIbHBIE CHUCTEMBI COOOILEHHMS O HEXENaTeIbHBIX PEaKLUUAX TOCYJapCTB — UJIEHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI03a.
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Poccuiickas ®@enepanus
denepanbHas ciayx0a 1Mo Haa30py B chepe 31paBoOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHcKast miomanis, a. 4, ctp. 1
Tenedon: +7 800 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:
http://www.roszdravnadzor.gov.ru/

PecniyOiinka Apmenust

AO3T «Hay4dHblil IEHTP APKCOEPTU3BI JEKAPCTB U MEAUIMHCKAX TEXHOJIOTUA M. AKaJeMUKa
. lNabpuensna»

Anpec: 0051, r. Epesan, nip. Komuraca, 49/4

Tenedon: (+374 10) 231682, 230896, 234732, 232091

®axc: (+374 10) 232118, 232942

TenedoH ropsyeii TMHUN OTAETa MOHUTOPUHTA 0€30IIaCHOCTH JIEKAPCTBEHHBIX CPEJICTB!
(+374 10) 200505, (+374 96) 220505

OnekTponHas noura: admin@pharm.am, vigilance@pharm.am

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTH «HTepHeT»:
http://www.pharm.am

Pecniy6iiuka benapych

VII «LleHTp 3KCIIEepTU3 U UCIIBITAHUH B 3{PaBOOXPAaHEHUN

Anpec: 220037, r. Munck, ToBapuieckuit ep., 2a

Tenedon: +375 (17) 299 55 14

®akc: +375 (17) 299 53 58

Tenedon oraena papmakonanzopa: + 375 (17) 242 00 29
DnexkTpoHHas moura: recpl@rceth.by

Caiit B nHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTH «HTepHeT»:
http://www.rceth.by

Pecrybnuka Kazaxcran

PI'TI na IIXB «HaunoHaJIbHBIN LEHTP 3KCIEPTHU3bI JEKAPCTBEHHBIX CPEICTB U MEAULMHCKUAX
u3nenmity Komurera MeEOUIIMHCKOTO #  (apMaIreBTUYECKOro KOHTPOJds MHHHCTEpPCTBA
3npaBooxpanenus Pecny6nuku Kazaxcran

Anpec: 010000, r. Acrtana, paiion baitkonslip, yia. A. UmanoBa, 13

Tenedon: +7 (7172) 78 99 11

Dnexrponnas moyra: farm@dari.kz

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «HTepHeT»:

http://www.ndda.kz

Keipreizckas Pecniy6nnka

JlenmapraMeHT JI€KapCTBEHHBIX CPEACTB M MEIULMHCKUX U3JAeIUd INpu MUHHUCTEpCTBE
3npaBooxpanenusi Keipreckoit PecryOmmku

Anpec: 720044, r. bumikek, yi. 3-1 Jlunus, 25
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Tenedon: +996 (312) 21 92 78
Dnexrponnas nmoura: dlomt@pharm.kg
Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTH «HTepHeT»:

http://www.pharm.kg/

4.9. llepeno3upoBka

CHUMOTOMBI

Hanarnugno3un Oe3omaceH M XOPOIIO MEPEHOCUTCS 3J0POBBIMH  JTIOOPOBOJIBIIAMH  TIPU
OJTHOKpaTHOM mpueme B 1o3ax no 500 mr (B 50 pa3 Bbime pekomMeHayemoin 103bl). [moko3a
onpezensigach B Moue IOCJE Mpuema mpernapara (Kak MUHHMYM, B TE€UYeHHE 5 AHEH mocie
npuemMa 10361 500 Mr), mpu 3TOM HE BBISIBICHBI Clydad OOE3BOKMBAHUS, apTepUaTbHON
TUIOTEH3UH, AJIEKTPOJIIMTHOTO JucOaiaHca, KIMHUYECKHM 3HAYMMOTO BIIMSHHSA Ha HHTEpPBaJ
QTc. YacTora pa3BUTHS THIOTIMKEMHUH OblIa CXOXKEW C 4acTOTOM mpu npueme miaredo. B
KIIMHUYECKUX UCCIICIOBAHUSAX Y 3I0POBBIX TOOPOBOIBIICB U MAIMEHTOB C CaXapHBIM AHa0eTOM
2 Tuma, TMPUHMMABLIMX TIpenapar OAHOKpaTHO B no3ax no 100 mr (B 10 pa3 Bblme
MaKCUMaJIbHOU PEKOMEHIYEMOM J03bl) B T€UCHHE 2 HeNleb, YaCTOTa PA3BUTHUS THIIOTIMKEMHH
ObUIa HEMHOTO BBIIIE, YEM MpHU IpueMe Ianedo, ¥ He 3aBucena oT A03bl. YacToTa pa3BUTHUS
HP, Bkmoyas 00e3BOKMBaHWE WU apTEPUANBHYIO THIIOTCH3HIO, ObLIa CXOXKEH C 4acTOTOW B
rpynne mianedo, Mpu 3TOM He BBISIBICHO KIMHUYECKU 3HAUMMBIX, ]0303aBUCUMbBIX U3MEHEHUN
1a00paTOpHBIX TIOKa3aTeNed, BKIIOYas CHIBOPOTOYHYIO KOHIEHTPALHMIO 3JIEKTPOJIUTOB U
OuomapkepoB (PyHKITUHU TTOYCK.

Jleuenue

B cnyuyae mepeno3upoBKH HEOOXOAMMO MPOBOAUTH MOAAEPKUBAIOLIYIO TEPANUIO, YUUTHIBAS
COCTOSIHUE MalKMeHTa. BriBenenue nanarnn@ao3uHa ¢ MoMoIIbI0 reMoualin3a He U3y4aioch.

®APMAKOJIOTTYECKHUE CBOMCTBA

5.1.PapmakoaAnHAMHYECKHE CBOMCTBA

dapmakoTepaneBTHUECKass ~ TPyMIa: CpeAcTBa Ui JIGYCHUs — caxapHoro jauadera;
THUIIOTTIMKEMHUYECCKUC CpCAcCTBa, Kpome HWHCYJIMHOB; I/IHFI/I6I/ITOpBI HanHﬁBaBHCHMOFO

NIEPEHOCUHKA IIFOKO3bI 2-T0 THIIA.
Kon ATX: A10BKO1

MexaHu3M IeHCTBUS

Jamarnudnosua — MomiHbi (koHctanta uaruouposanus (Ki) 0,55 HM), ceneKTUBHBIH
00paTHMBIi HHTHOMTOP HATPUI3aBHCUMOT0 MEPEHOCUMKa ITt0K03bI 2-T0 Tuna (SGLT2).

WNurubupoBanne SGLT2 nanarnu@no3MHOM BBI3BIBAET CHU)KEHUE peadCOpOLUU TIIIOKO3bI U3
KJIyOOYKOBOTO (HUIBTpaTa B IMPOKCHMANBHBIX TMOYEYHBIX KaHAJbLAX C COIYTCTBYIOIIUM
CHIDKEHHEeM peabcopOuuMy HaTpus, TMPHUBOAS K BBIBEJCHUIO TIJIIOKO3Bl MOYKaMU U
ocMOTHYeCKOMY anype3y. Takum oOpa3om, ganariaudiao3nH yBeTHUUBAET JAOCTABKY HATPHS K
JMCTATBHBIM KaHAJbIAM, YTO YCWIMBAeT KaHAIBIEBO-KIyOOUYKOBYIO OOpaTHYIO CBS3b H
CHIDKAeT BHYTPUKIYOOUKOBOE MJaBiE€HHE. DTO B COYETAHWH C OCMOTHYECKHM JHMYPE30M
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MPUBOAUT K YMEHBIICHHUIO IEPErpPy3KH OO0BEMOM, CHUIKCHUIO apTCPUAIBFHOTO IaBIICHIS 1
YMEHBILIEHUIO MPEAHArpy3KH U MOCTHATPY3KH, YTO MOXKET OKa3bIBaTh OJAroNnpHUsATHOE BIUSHUE
Ha PEMOJENUpPOBAaHUE Ceplla U AUACTONMYECKYIO (YHKIUIO, a TaKXe COXPaHATh (PYHKLHIO
nouek. B knmuanueckux uccnenopanuax DAPA-HF, DELIVER u DAPA-CKD 6510 moka3aHo,
4TO OJAronmpusTHOE BIUSHUE Aamariu(io3WHa Ha CEepPAIe M MOYKH 3aBUCUT HE TOJBKO OT
CHW)KCHHSI KOHIIEHTPAIIUU TJIFOKO3bI B KPOBU M HAOJIIO/IaeTCsl HE TONBKO y manueHToB ¢ CJI 2
tuna. J[pyrue 3¢(exTsl BKIIIOUAIOT MOBBIIICHHE TeMATOKPUTA M CHUKEHHE MACChI Tea.
Janarnuguo3uH CHIKAaeT KOHIICHTPAIUIO TIIOKO3bI B KPOBU HATOIIAK WM TIOCTIE MpUEMa MMHIIU
3a CYET YyMEHBIIECHUS peabCcopOIMM TIIOKO3bI B TIOYEYHBIX KaHAIbBIAX, CIIOCOOCTBYS
BBIBEJICHUIO TJIIOKO3bl TMOYKaMH. BpIBeneHHEe TIIOKO3bl  (TVIFOKO3YpHYeCKUid A dexT)
HaOMolaeTcsl yXe TMocje MpueMa TMepBOM J03bl Mpernapara, COXpaHseTcs B TEUYeHHE
nocjaeayromux 24 4YacoB M MPOAOIIKAETCS HAa MPOTSHKEHMM Bced Tepanuu. KommyecTBo
TJIFOKO3bI, BBIBOJUMOW TOYKaMH 3a CYET ATOrO0 MEXaHW3Ma, 3aBUCUT OT KOHIEHTpAIUU
rI0K03bl B KpoBU U 0T CK®. Takum o0pa3om, y NAIMEHTOB C HOPMAIbHON KOHILIEHTpAIMen
TJIFOKO3bI B KPOBH Ha (pOHE MPUMEHEHUs Hanariugio3uHa OTMEYaeTCsi HU3Kas CKIOHHOCTh K
pa3BUTHIO THNOTIWKeMud. Jlamarmudiao3wH HE HapyliaeT HOPMAIbHYIO MPOIYKITUIO
9H/IOTCHHOH TJIOKO3bI B OTBET Ha TUMOTIHKEMUI0. JleficTBue mamarnuduo3uHa HE 3aBUCHT OT
CEKpelMy HHCYJIMHA U YYyBCTBUTEIBHOCTH K HUHCYIMHY. B KIMHUYECKUX HCCIETOBaHUSIX
namarnidI03uHa OTMEYanoch yiydiiecHue QyHkuuu Oera-kierok (tectr HOMA, homeostasis
model assessment).

SGLT2 cenekTuBHO 3KCcIpeccupyercs B moukax. Jlamarnudio3uH He OKa3bIBaeT BO3CHCTBUS
HA JpYrHe TIEPEHOCYUKH  TIJIFOKO3BI, OCYIIECTBIISIIOIIME  TPAHCIOPT  TJIIOKO3BI K
nepudepudecKkuM TKaHsAM, U TposBisieT 6onee yem B 1400 pa3 GONbIIYI0 CEIEKTUBHOCTHh K
SGLT2, wem k SGLT1, ocHOBHOMY TpaHCIOpPTEpPY B KHIIEYHHKE, OTBEYAIOIIEMY 3a
BCACBHIBAHHE TJIFOKO3BI.

dapmakoauHamuyeckue d3PpPeKTol

[Mocne mpuema namarnuduo3uHa 370poBeIMEH 100OpoBOibIlaMu U marnuentamu ¢ CJ[ 2 Tuma
HAOMIOIATIOCh  YBEIMUYEHHUE KOJMYECTBA BBIBOAMMON MMOYKAaMHU TIIIOKO3bl. [Ipu mpueme
namarnugiosuHa B no3e 10 mr/cyrku B TeueHue 12 Henmenb manueHtamu ¢ CJ[ 2 Tuma
npuMepHO 70 T TTFOKO3BI B CYTKH BBIICIISIIOCH TOYKAaMHU (U4TO COOTBETCTBYET 280 KKaj/CyTKH).
VY mammentoB ¢ C/] 2 Tuna, npuHUMaBIIMX Aanariudiao3uH B 103e 10 Mr/cyTku JIuTensHo (10
2 7eT), BhIBEJIEHUE TIIIOKO3bI TOAEPAKUBAIOCH Ha MPOTSHXKEHUH BCETrO Kypca Tepanuu.
BriBenenue TIIOKO3bI MOYKAMH TMPU MNPUMEHEHUHM Janariu@iao3MHa TakkKe HPUBOIUT K
OCMOTHYECKOMY JAWYype3y H yBelWdeHHr0 oObemMa Mouu y mamueHtoB ¢ CJI 2 Tumna.
YBenuuenue oo0bema Moun y namnuerToB ¢ CJ[ 2 Tuma, NpUHUMAaBIIUX AAmariu(IIO3uH B 103€
10 Mr/cyTku, COXpaHsUIOCh B Te€4eHHE |2 HeNeNnb W COCTABISUIO MPUMEPHO 375 MII/CYTKH.
YBenuueHne o0beMa MOYHM COMPOBOXKIAIOCH HEOONBIIMM W TPAH3UTOPHBIM TOBBIIICHUEM
BBIBE/ICHUS HATPHUS TOYKaMHU, YTO HE MPUBOAMIO K M3MEHEHUIO KOHIEHTpAllMd HaTpus B
CBIBOPOTKE KPOBH.

Kpome Toro, oTrmedanoch KpaTKOBpeMEHHOE (B TeUueHHE 3—/ JHEW) yBEIWYCHUE IKCKPEIUH
MOYEBOI KHCJIOTHI C MOYOH, CONPOBOXKIABIIEECS] YCTOWYMBBIM CHIKEHUEM KOHIICHTpAIUH
MOYEBOW KHUCIOTHI B CBIBOPOTKE KpOBU. Uepe3 24 Henenu CHUKEHHUE KOHUEHTPALIMU MOYEBOM
KHCJIOTHI B CBIBOPOTKE BapbupoBaio oT —48,3 1o —18,3 mxmons/n (ot —0,87 no —0,33 mr/mn).
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Kimmaunueckas 3¢ hekTUBHOCTD M 0€30IIaCHOCTD

CJ1 2 tuma

VYaydiieHue KOHTPOJSI TIIHKEMUU U CHIDKEHHE 3a00JIeBa€MOCTH M CMEPTHOCTH MO TPHYUHE
CEP/IEYHO-COCYAUCTON MATOJIOTUU U OCJIOKHEHUM CO CTOPOHBI MOYEK SIBISIOTCS HEOThEMIIEMOM
yacteto jgeuenus CJI 2 tumna.

Jnst onenkn 3(G()EKTUBHOCTH KOHTPOJS TIIMKEMHUHU M 0€30MacHOCTH nmanariugio3nHa ObLIo
npoBeeHO 14 [BOMHBIX CIENBIX PaHIOMU3HPOBAHHBIX KOHTPOJUPYEMBIX KIMHUYECKUX
uccinenoBanuii ¢ ydyactueM 7056 B3pocibix mnanueHToB ¢ CJI 2 Tuma, B koTopbix 4737
MAIMEHTOB MOJIydaau aanariudiuo3ud. 12 ucciaenoBaHui MpeaycMaTpUBAII MIEPHO]] JICUCHHS
MPOJIOJDKUTENIBHOCTRI0O 24 Henmenw, § HCCIENOBAaHUW — JIONMOJIHUTENbHBIA  MEepUo]
JnonrocpodHoro jeueHust ot 24 no 80 Hemens (00Imas MPOJOHKUTEILHOCTD UCCICTOBAHHH 10
104 nenenn), 1 uccienoBanue MpeaycMaTpUBAIO MEPUOJ JICUCHHS MPOJIOHKUTEIBHOCTBIO 28
Helenb, W emle 1 uWccnegoBaHuWe — MEPHOJ JIEUEHUS TMPOJOJDKUTEIBHOCThIO 52 HENenu C
JIONTOJTHUTEIbHBIMA TI€PUOJAMH JOJITOCPOYHOTO JICUEHUSI MPOAOJDKUTENBHOCTRIO 52 u 104
Henmenn  (00miass  MPONOJDKUTENBbHOCT,  uccienoBanuss — 208  wemens). Cpemssis
nponospkurensHocTy CJI 2 Tuna y nmanueHToB BapbHupoBana ot 1,4 no 16,9 mer. ¥V 50%
MaUEeHTOB ObUIO HapylleHne (yHKIUMHU MMOYEK JIETKOW cTeneHu TskecTH, y 11% manueHToB —
HapylIeHne (QYHKIMM TOYEK CpedHeH CTemeHu TshkecTd. 51% manueHToB ObUIM MYKCKOTO
nona, 84% mnpuHannexkanu K eBporneougHoil pace, 8% — K MoHroiougHoul pace, 4% — kK
HErpoMJIHOM pace, a 4% — K ApyruM pacoBbIM rpynnam. Y 81% nannueHToB 3HaUEHUE UHAECKCA
maccel Tenma (MMT) cocraBuno > 27. Kpome Toro, ObUIO mpoBeneHO JABa Iiarebo-
KOHTPOJUPYEMBIX UCCIEIOBAHUS MTPOIOKUTENLHOCThIO 12 Heaens y nanuenToB ¢ CJI 2 tuna
C HeaJIeKBaTHBIM KOHTPOJIEM TTIMKEMUHU U apTEePUATIbHON TUIIEPTEH3UU.

st ontenku s dexra gamarnudao3nna B 103e¢ 10 Mr mo cpaBHEHHIO C T1arie00 B OTHOIICHUH
CEpJICYHO-COCYIUCThIX W TOYEYHBIX MCXOJOB OBUIO MPOBEAEHO HCCIIEIOBAaHUE CEpACUHO-
cocynuctbix ucxonoB DECLARE, B xoropom npussimu ywactue 17160 manumentoB ¢ CJI 2
THUIIA C TUATHOCTUPOBAHHBIM CEPJIEIHO-COCYAUCTHIM 3a00IeBaHIEeM UIH 0e3 Hero.

Koumpons enuxemuu

Monomepanus

s onenku G6e3omnacHoCTH U 3 dekTuBHOCTH nanarinu@iao3ruHa B KayeCTBE MOHOTEPAINUU Y
MAIMEeHTOB ¢ HeaaekBaTHBIM KoHTposiem CJ] 2 Tuma ObUIO TPOBEACHO ABOWHOE CIIEMOE
miane0o-  KOHTPOJIMPYEMOE  HUCCIENOBAaHHWE  MPOJOJKHTENBHOCTRIO 24  Hemenn  (C
JOTIONTHUTEIBHBIM TiepuoaoM JseueHusi). [lpu npueme nanarmudio3una 1 pa3 B CyTkH ObLIO
orMeueHo craructuueckd 3Haummoe (p < 0,0001) ymeHbleHHE YpPOBHS TJIHKHPOBAHHOIO
remorioouna (HbAj1¢) mo cpaBHEHHIO ¢ TpreMoM Iutaie6o (Tadmuia 2).

B nmononmHuTensHOM mepHoie JieueHus cHKeHue ypoBHs HbAj. coxpansuiocs BIioTh m0 102
Hellenu (CKOPPEKTUPOBAHHOE Cpe/lHee U3MEHEHHE OTHOCUTENHHO UCXOAHOTO ypoBHS: — 0,61%
u —0,17% nns nanmarmudnosuna 10 mMr u manedo, COOTBETCTBEHHO).

Tabnmuma 2. Pe3yabrarbl, NOJy4YeHHble 4epe3 24 HexeJn (LOCFY B maaue6o-
KOHTPOJIMPYEMOM  HCCJIeI0BAaHMU TNPHMEHEHMs Janariu@uio3sMHa B KauyecTBe
MOHOTepaNnu

| Mounorepanus |
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/_Ldlldll.)(l)l/ll\(/}[);l()jlflﬂ HHaHe6O
N° 70 75
HbA., %
Hcxonubiii ypoBeHb (CpeaHee) 8,01 7,79
H3MeHeH e OTHOCUTENBEHO UCXOIHOTO ypOBH;{3 -0,89 -0,23
Pa3sHOCTb OTHOCUTENBHO IIAIe60° -0,66*
(95% J11N) (0,96, —0,36)
% mnainueHToB, focturmmx ypoBas HbA ;. < 7%
3HaveHHE, CKOPPEKTUPOBAHHOE OTHOCUTEIBHO 50,8° 31,6
HCXOJJHOTO YPOBHS
Macca Tena (kr)
Hcxonubiii ypoBeHb (CpeaHee) 94,13 88,77
H3MeHeHe OTHOCUTENBLHO UCXOIHOTO ypOBH;{3 -3,16 -2,19
Pa3sHOCTb OTHOCUTENBHO IIAIe60° -0,97
(95% 11N) (2,20, 0,25)

Ilpumeuanue:
! LOCEF: NEpCeHOC MNAaHHBIX MOCICAHCTO (,Z[O MMPUMCHCHUA HEOTJIOKHOM TCpanun sl MaluCHTOB, Y

KOTOPBIX OHA IMPUMEHSIIACH) HAOIIOIEHUS BIIEpeE.
? Bce paHIOMH3MPOBAHHBIC TAIHEHTHI, MOMyYMBIINE HE MeHee | 03B HCCIEAYEeMOro Ipernapata B
JIBOITHOM CIIETIOM PEKUME B KPAaTKOCPOYHOM JIBOITHOM CIIETIOM MIEPUOJIE.

CpenHee 3HaueHHE, PACCUYUTAHHOE METOJOM HAWMCHBIINX KBaJpaToB, CKOPPEKTHPOBAHHOEC
OTHOCHUTEIFHO UCXOJHOTO YPOBHSI.
4 p < 0,0001 mns pazmuuus ¢ mwianeoo.
® BBu/Iy BBITOIHEHHS IOCIEIOBATENFHOIO CTATHCTHYECKOrO AHATHM3a BTOPHUHBIX KOHEUHBIX TOUYCK
OIICHKY CTaTUCTHUYECKOIN 3HAUUMOCTH HE ITPOBOIHIIH.

Kombunuposannas mepanus
B nccrnenoBanuu He MeHblIel 3(PEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM MPOJOIKUTETEHOCTHIO

52 Henenu (C AONOJHUTENBHBIMU MEPUOJAMHU JIEUEHUS NPOAOIDKUTENBHOCTBIO 52 m 104
HEJeNu) TMPOBOMWIA OLEHKY nanarmudio3MHa B KadecTBe J00aBIEHUS K Tepamuu
MeT(HOPMHUHOM O CPABHEHHIO C MPOW3BOJHBIM CYJIb(OHUIMOUYEBUHBI (TJIUIU3H]T) B Ka4eCTBE
no0aBIeHHS K Tepanud MEeT(HOPMHHOM Y MAIMEHTOB C HEAJCKBATHBIM KOHTPOJIEM TIIHKEMUU
(HbA1. > 6,5% u < 10%). ITo pe3yapTatam HCCaCIOBaHHS OBLIO MOKA3aHO CXOJHOE CpeaHEe
yMmeHblieHne ypoBHS HbAj. OTHOCHTENBHO HMCXOAHOTO YPOBHS BIUIOTH N0 52 HEIETu IO
CpPaBHEHHUIO C Tepamued TIIUIHU3UI0M, YTO CBHACTEIBCTBYET O HE MEHbINECH 3(P(EeKTUBHOCTH
tepanuu gamarnudiaosuaom (tabmuna 3). Uepes 104 Hemenu CKOPPEKTHPOBAHHOE CpEIHEE
u3MmeHenue ypoBHs HbAj;. oTHocutensHO wucxomHoro ypoBHs cocraBuno —0,32% s
nanarnudnosuna u —0,14% mns runusuna. Yepes 208 Henenb CKOPPEKTUPOBAHHOE CpEIHEE
u3meHenue ypoBHs HbAj;. oTHocutensHO wucxomHoro ypoBHs cocraBuino —0,10% s
namarnagiosuna U 0,20% npna rounusuga. Yepes 52, 104 m 208 Henmenb CTaTHCTUYECKU
3HAQUMMO MEHbINas Ol MAalMeHTOB B rpynne mpanarnudiosuaa (3,5%, 4,3% u 5,0%,
COOTBETCTBEHHO), TIEPEHECIIA TI0 KpaltHEeH Mepe OJMH SIH30/1 TUIIOTJIMKEMUN TI0 CPABHEHHIO C
rpynmo# rimnusuaa (40,8%, 47,0% u 50,0%, cooTBeTcTBeHHO). Jl0J1s MallMeHTOB, OCTABIITUXCS
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B wuccienoannn uepe3 104 um 208 Hemens, cocraBmia  56,2% w 39,7% B TpyIIE
nanarnauduiosuna, u 50,0% u 34,6% B rpynne raunusuaa.

Ta6auna 3. Pesyabtarbl, monydeHHble 4depe3 52 Heneqn (LOCF!)) B cpaBHHTeIbHOM
HCCJICJOBAHMH € AKTHBHBIM KOHTPOJIEM IO OleHKe J00aBJieHUs] Janariau@uio3uHa H
IIMNA3H/IA K Tepanuy ¢ MeT(hOpMHHOM

Jamarnudguo3ux I'mumnm3ung B
IToxa3zareins B no0OaBiieHre K | no0OaBiI€eHUE K
METPOPMUHY MeTGOopMUHY
N° 400 401
HbA., %
Hcxonnplii ypoBeHb (cpeaHee) 7,69 7,74
VI3MeHeHHe OTHOCHTENBHO HCXOHOTO YPOBHS -0,52 -0,52
Pa3HOCTh OTHOCUTENBHO TEpANUU TIIUITU3UAOM B 0.00"
COYETAHHH C METGOPMHUHOM® '
(95% J11N) (0,11, 0,11)
Macca Tena (kr)
Hcxonnplii ypoBeHb (cpeaHee) 88,44 87,60
N3meneHnrne 0OTHOCUTENbHO UCXOHOTO YPOBHS -3,22 1,44
Pa3HOCTh OTHOCUTENBHO TEPANUU TIIUITU3UIOM B 4 655
COYETAHHH ¢ METGOPMUHOM ° ’
(95% 11N) (-5,14, -4,17)

Ilpumeuanue:
! LOCEF: NEpeHOC MNAaHHBIX IMOCICAHCTO (,Z[O MMPUMCHCHUA HEOTJIOKHOM TCpanuvu sl MaluCHTOB, Y
KOTOPBIX OHA HpI/IMCH}IHaCB) Ha6J'IIOZ[eHI/I}I BIICPCH.
2 PaHI[OMI/I3I/Ip0BaHHBIe 1 MOJYYaBIIHC JICUCHUC MAIUCHTHI C HCXOZ[HOﬁ OHCHKOﬁ U KaKk MHUHHUMYM
O,Z[HOﬁ OI.[CHKOﬁ 3(1)(1)CKTI/IBHOCTI/I IMOCJIC UCXOJHOTO YPOBH:.

CpeL[Hee 3HAYCHUC, PACCUUTAHHOC MCTOAOM HAMMCHBIIUX KBaJApaTOB, CKOPPEKTUPOBAHHOC
OTHOCHUTCJIIbHO UCXOJHOI'O YPOBH:.
4 He menpmas 3(1)(1)6KTI/IBHOCTB 10 CPaBHCHHUIO C Teparmeﬁ TJIMIIU3UA0M B COUCTAaHUU C MeT(i)OpMI/IHOM.
*p<0,0001.

[Ipumenenue nmamarnudiao3uHa B KadecTBE JO0OaBICHUS K Tepanmud MeT(HOpPMHUHOM,
[JIMMENUPUAOM, MET(GOPMHUHOM U MPOU3BOAHBIM CYIb(OHUIMOUYEBUHBI, CUTATTUINTHHOM (C
MeTHOpMUHOM WKW 0€3 HEero) WM TMpernapaToM HWHCYJIWHA TPHUBEIO K CTaTUCTHYECKH
3HAYUMOMY yMEHbIIeHUI0 YpoBHS HbA1; uepe3 24 Henenu 1o cpaBHEHUIO C IPHEMOM T1ae0o
(p <0,0001; Tabmuuet 4, 5 u 6).

Ywmenbmienne ypoBHs HbA1c, HaOmonaemoe uepes 24 Heienn, HOCUIIO YCTOWYMBBII XapakTep B
UCCIICIOBAHMSIX J00aBICHUS AamariuduiodnHa (K TIMMENUPHUAY WU TMpenapary WHCYIWHA)
COIJIACHO JIaHHBIM, MOJIY4€HHBIM BIUIOTH 710 48 Hexenb Tepanuu (rmuMenupun) u 104 nenens
Tepanuu (mpernapat wHCyIMHA). Yepe3 48 Hemenb MpUMEHEHHS narnariugao3uHa B Ka4eCTBE
00ABJICHHS K TepallUi CUTATJIMIITHHOM (C METGOPMHHOM WU 0€3 HET0) CKOPPEKTUPOBAHHOE
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CpeaHee M3MCHCHHEC OTHOCHUTEIBHO HCXOAHOTO YpPOBH IIDI ,U,dlllell/l(‘le()dl/lHd B o3 10 M1
mare6o cocraBmio —0,30% u 0,38%, coorBeTcTBeHHO. B mccnenoBanuu mpamarnudiao3nHa B
KadecTBe A00aBlieHUs K Tepanuu MeT(HOpMUHOM yMeHbleHne ypoBHs HbAj. coxpansioch
BILUIOTH 0 102 Hemenu (CKOPPEKTHPOBAHHOE CPEIHEE M3MEHEHHWE OTHOCHUTEIBHO MCXOIHOTO
yposust: —0,78% u 0,02% st nanarmudnosuna 10 mr u mnane6o, coorBeTcTBeHHO). Yepes 104
HEJeNU WCCIe0BaHus aanariudio3nHa B KauecTBE M00aBIEHUS K TEpanmuu IMpenapaTroMm
WHCYIMHA (B KOMOMHAIIUU C JJOTIOJTHUTEIHHBIMU TUMIOTITMKEMUYECKUMU MpenapaTaMu uiu 0e3
HUX) CKOPPEKTHPOBAaHHOE CpelHee yMeHblleHue ypoBHS HbAj: OTHOCHTETBHO HCXOIHOTO
ypoBHs coctaBuio —0,71 % wu -0,06 % nna npamarmudiosuna 10 mr um  momane6o,
cooTBeTcTBeHHO. Yepe3 48 u 104 Hemenu y mMamMeHTOB, TOJYYaBIINX JanariugIo3uH B 03¢
10 Mr, mosa mpemapara HMHCYJIMHA OCTaBaJIach CTAOWJIBLHOM 1O CPAaBHEHHIO C HMCXOIHBIM
ypoBHEM u B cpeaHeMm cocrtaBimsuia 76 EJl/cytku. B rpymnme, momydaBmied tiane6o,
HaOJI01aJIOCh CpeiHee yBeNWYeHHe 03kl mpemnapara uHcynauHa Ha 10,5 EJll/cytkm m 18,3
EJl/cyTku OTHOCHTENBHO MCXOAHOTO YpoBHs (cpenmusis no3a: 84 Ell/cytku u 92 EJl/cyTkn)
yepe3 48 u 104 Henmenu, cooTBeTCTBEHHO. JlOJisi MAIMEHTOB, OCTABLIMXCS B HCCIEIOBAHUU
yepe3 104 nenenu, cocraBuna 72,4% B rpymie, nonyyaniieid ganarnuduosus 10 mr, u 54,8% B
rpymIe, noyiyyasiien mianeoo.

Taoauna 4. Pe3yabTarhl mJIaned0-KOHTPOJIUPYEMbIX HCCIeI0BAHUNI HanarjindJiosuHa B
KayvecTBe 100aBJIeHNs] K Tepanuu MeTGOPMHUHOM WJIH CUTATJIMITHHOM (¢ MeT(GOPMHHOM
UM 0e3 Hero) NPoA0J/LKUTEIbHOCThIO 24 Helxen (LOCF3)

KomOunupoBannas tepanus (qo0aBieHue)
1 WNurudurop AT 4
Mergopmun (CI/ITarJH/InTI/IHZ)pi MeThopMuH
ﬂanarljz)ng)foan [naue6o ﬂanarljz)ng)foan Inaue6o
N* 135 137 223 224
HbA;¢, %
Hcxonnslii ypOBEHb 7.92 8,11 7.90 7.97
(cpennuee)
H3menenue
OTHOCHUTEJIBHO -0,84 -0,30 -0,45 0,04
FICXOIHOTO YPOBHS
Pa3nocts
OTHOCHUTEIILHO -0,54° -0,48°
nnaue605
(95% JAN) (0,74, -0,34) (-0,62, -0,34)
% NalieHTOoB,
JAOCTHUTTIIUX
YPOBHS HbA .
<7% 40,6 25,9
3HaueHue,
CKOPPEKTUPOBAHHOE
OTHOCHTEIIBHO
MCXOJTHOTO YPOBHS
Macca Tena (kr)
HexonHetit yposeHs 86,28 87,74 91,02 89,23
(cpennuee)
N3menenne -2,86 -0,89 -2,14 -0,26
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OTHOCHUTEIBLHO
HCXOJIHOTO ypOBH515
PaznocTth

OTHOCHUTEIBHO —1,976 —1,896

nnaue605
(95% JAN) (-2,63,-1,31) (-2,37,-1,40)

llpumeuanue:
JIIIT 4 — gunentuauientuaasa 4.

! Merdopmun > 1500 Mr/cyTkw.
2 Curarmumad 100 Mr/cyTKH.
® LOCF: mepeHOC JaHHBIX MOCIEAHEr0 HAGMIOACHHS (10 MPUMEHEHHS HEOTIOXHOM Tepamuum s
HAIUEHTOB, Y KOTOPBIX OHA IPUMEHSUIACH) BIEPE.
* Bce paHIOMH3HMPOBAHHbIC MAIHEHTHI, MOJYYHBIINE HE MeHee | 03I HCCIELYeMOro Ipemnapata B
JIBOITHOM CIJIETIOM PEKUME B KPaTKOCPOYHOM JIBOIHOM CIIENIOM MEPUOJIE.

CpenHee 3HaueHHE, pPACCUMTAHHOE METOAOM HAMMEHBUIMX KBaJpaToB, CKOPPEKTHPOBAHHOE
OTHOCHUTETIBHO UCXOJHOTO YPOBHS.
® p < 0,000 mms pasoHUMs OTHOCHTENBHO TEpalHM IUIaNe00 B COUYCTAHHH C IEPOPATbHBIM
TUINOIIMKEMUYECKUM MPENapaToM.
" p < 005 mms pa3TMuMs OTHOCHTENHHO TEPAINMH IU1ANe00 B COUECTAHMM C EpPOPATbHBIM

TUNOTJIMKECMUYCCKUM MPCapaToM.

Tabauna S. Pe3yabTaTsl mjiane00-KOHTPOJIHPYEMBIX HCCJIeI0BaHUH Aanarimn@iao3nHa B
KayvecTBe 100aBJIeHHsI K Tepanuv NPOM3BOAHBLIM CYJb(OHHJIMOYEBUHBI (IJIMMENMUPHULT)
HJIM MeT(POPMHHOM M MPOU3BOAHBIM CYJIb(POHUIMOYEBUHBI NMPOAOKUTEILHOCTHIO 24

HeJeH
KomOunupoBanHas tepanus (qo0aBieHue)
IIpousBogHoE IIpousBogHoE
CyIb(OHUIMOYEBUHBI CyIb(HOHMIMOYEBUHBI B
(I‘JII/IMGHI/IpI/II[)l COUYETaHUH C MeTq)opMI/IHOM2
HNanarnudiozun IMareGo HNanarnudiozun IMrare6o
10 mr 10 mr
N° 151 145 108 108
HbA, %"
Ncxonupiii ypoBeHb 8,07 8,15 8,08 8,24
(cpennee)
N3menenue
OTHOCHUTEIILHO -0,82 -0,13 -0,86 0,17
HICXOJIHOTO YPOBHS
Pasnocts
OTHOCHUTEJIBHO —0,688 —0,698
mIane6o’
(95% JAN) (-0,86, —0,51) (0,89, -0,49)
% MaIUEeHTOB,
AOCTUTTIIUX 8 8
yposnst HbA . 31,7 13,0 31,8 111
<7% (LOCF)°
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3HaueHUE,
CKOPPEKTHPOBAHHOE
OTHOCHUTEIILHO
HCXOJTHOTO YPOBHS

Macca Tema (kr)
(LOCF)®
Hcxonnslii ypOBEHb
(cpennuee)
N3menenue
OTHOCHUTEJIBHO -2,26 -0,72 -2,65 -0,58
HCXOJIHOTO yp013H515
Pa3zHocTh
OTHOCHUTEIBLHO —1,548 —2,078
nnaue605
(95% 1) (-2,17,-0,92) (-2,79, -1,35)

80,56 80,94 88,57 90,07

Ipumeuanue
! Tnumenmpun 4 Mr/cyTku

? MethopMuH (JIeKapcTBeHHbIE (OPMBI C HEME/ICHHBIM HIIU TIPOJOHTMPOBAHHBIM BHICBOGOXKICHHEM) B
no3e > 1500 Mr/cyTku B COYETaHMH C MAaKCHMAJIbHOW MEPEHOCHMOW J030H (OJDKHA COCTABIATH HE
MEHee TOJIOBUHBI MAaKCUMAJIBHOM 103bI) IPON3BOJHOTO CYIb()OHWIMOYEBHUHBI B TCUCHHE KaK MHHIMYM
8 Henenb 0 BKIIOUEHHS B UCCIICJOBaHHE.

3 PaHZOMH3HPOBAHHbIC M TOJYYABIIHE JICUCHHE MALMEHTHI C HCXOJHOM OLEHKOH M KAaK MHHMMYM
OJIHO¥ OIICHKOU 3((heKTUBHOCTH IOCJIC HCXOAHOTO YPOBHSI.

* Cron6ust 1 u 2 — aHanu3 yposrst HbA . ¢ mpumenennem meroxa LOCF (cM. mpuMedanue 6); CTONOIBI
3 u 4 — ananu3 ypoBHs HbA . ¢ npumenennem metoga LRM (cM. mpumedanue 7).

° CpenHee 3HAuCHHME, DACCYHTAHHOE METOJIOM HAHMEHBIIMX KBAAPATOB, CKOPPEKTHPOBAHHOE
OTHOCUTEJIHHO UCXOAHOT'O YPOBHSI.

® LOCF: nepeHoc IaHHBIX MOCIEHEro (ITAHEeHTHI 0 IPHIMCHEHHS HEOTIOKHOI TepAIIii) HAGIIOICHIS
BIIEpEI.

7 LRM: mpoaoibHbIi aHanu3 MOBTOPHBIX H3MEPEHUI.

® p < 0,0001 ans pasnMuMs OTHOCHTEIBHO TEpallMM INALE60 B COYCTAHMH C HEPOPANbHBIM(-K)

TUIMOTIIMKEeMUYEeCKUM(-1) IpenapaToM(-amMu).

Tabnmuma 6. Pe3yabrarbl, NOJy4YeHHble 4epe3 24 HexeJn (LOCFY B maaue6o-
KOHTPOJIMPYEMOM HCCJICAOBAHMHN Aanaran@uosnHa B KadyecTBe KOMOMHHMPOBAHHOM
Tepanuy ¢ HHCYJHHOM (B KayecTBe MOHOTEepanuu WIH B KOMOMHAIUM C NePOPaTbHBIMHA
THNOTIMKeMUYeCKHMU NpenapaTaMm)

Hanarnudnosun 10 [Tnane6o B
IToxa3zareins MI' B KOMOMHAINH C KOMOWHAIINHU C
WHCYJIMHOM =+ WHCYJIMHOM =+
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HCPOPAJIbHBIC HCPOPAJIbHBIC
TUNOTJIMKEMUYECKHE | THIOIIMKEMUYECKUE
npenapaTbl7 npenapaTbl7
N2 194 193
HbA., %
Hcxonnplii ypoBeHb (cpeaHee) 8,58 8,46
H3menenue OTHOCI/ITGJIsIaHO HCXOIHOTO 0,90 0,30
YpOBHSI
Pa3sHOCTH OTHOCHTENBHO ILIALEe00° -0,60"
(95% J11N) (-0,74, -0,45)
Macca Tena (kr)
Hcxonnplii ypoBeHb (cpeaHee) 94,63 94,21
H3menenue OTHOCI/ITGJIsIaHO HCXOIHOTO 167 0,02
YPOBHSI
Pa3sHOCTh OTHOCHTENBHO ILIaLe0o ° -1,68*
(95% J11N) (2,19, -1,18)
Cpennsis cyTounas 103a uucytuna (EJI)°
Hcxonnplii ypoBeHb (cpeaHee) 77,96 73,96
H3menenue OTHOCI/ITGJIsIaHO HCXOIHOTO 116 5,08
YpOBHSI
Pa3sHOCTh OTHOCHTENBHO ILIaLe0o ° -6,23"
(95% 1N) (-8,84, -3,63)
[TanMeHTBI CO CHUIKEHUEM CPEHEN CYyTOYHON 5
19,7
7103bl HHCYIMHA He MeHee uyeM Ha 10% (%)

llpumeuanue:
! LOCF: NEpCeHOC MJAaHHBIX ITOCICOAHETO (I[O WKW B ATy NCPBOr0 MOBBIMICHUA AO3bl MHCYJIMHA, IIPU

HEOOXOMMOCTH ) HAOFOCHUS BIIEPE/T.
? Bce paHIOMU3MPOBAHHBIC MAIMEHTHI, MOTYYHBIINE He MeHee | 03Bl HCCIEAyeMOro Iperapara B
JIBOITHOM CJIEIIOM PEKUME B KPaTKOCPOYHOM JIBOIHOM CIIENIOM MEPUOJIE.

CpenHee 3HaueHHE, pPACCUMTAHHOE METOAOM HAMMEHBUIMX KBaJpaToB, CKOPPEKTHPOBAHHOE
OTHOCUTEIBFHO UCXOAHOTO YPOBHS M HAJIMYHS IEPOPATILHOTO THIIOTIMKEMUYECKOTo penapara.
*p<0,0001 115 pa3TUUMsA OTHOCHTENBHO TEPAIHH ITALE60 B COYCTAHMH C MHCYJIMHOM *+ MepopabHbIii
TUIOTIIMKEMUYECKUH Mpemnapar.
® p < 0,05 1151 pA3IUUKsS OTHOCUTEIHHO TEPAMUH TIAe00 B COUCTAHHH C MHCYIHHOM + TIepOpaIbHbIH
TUIIOTIMKEMUYECKUH Npemnapar.
® IToBbImeHne 10361 TIPENapaTa HHCYIHHA (BKIIOUAs HHCYIMH KOPOTKOTO JCHCTBUSA, MHCYIHH CPEIHEH
IPOIOJDKUTENIBHOCTH JIeHCTBUS U 0a3ajbHbIM MHCYJIMH) JOIYCKalI0Ch TOJIBKO B CJIydae COOTBETCTBHUS
[AIMEHTOB MPEIBAPUTEIILHO 3aJaHHBIM KPUTEPHUSIM KOHLIEHTPALMU TJIFOKO3bI B IIa3M€ HATOLIAK.

" Ucxomao 50% MAIMEHTOB MOMydYaddl MOHOTEPAIIHIO NPEMapaToM HHCYiHHA, 50% MAIUeHTOB B
JONOJIHEHUE K Tepaluu WHCYJIMHOM MNpUHUMaiuM | wium 2 nepopaibHbIX T'MIIOIIMKEMHYECKUX

npenapara: u3 3toi rpynmsl 80% npuHUMATU TOIBKO MeTGopmuH, 12% npuHUMaTU MEeTHOPMHH B

Crpanuna 26 u3z 52



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.05.2025 N= 13653
(NOCNEOCBATENEHOCTE 0003)

KOMOMHAILIUU C IIPOU3BOJTHBIM CyJII:(bOHI/IJIMO‘IeBI/IHBI, a OCTAJIBHBIC MAaOUCHTBI NPUWHUMAIN APYTUT
MIEPOPATBHBIC TUIIOTTIMKEMHUYCCKUE ITPEIIapaThl.
Kombunuposannas mepanus ¢ memgopmunom y nayuenmos, panee e noayiasuiux mepanuro

B o6rmieit cinoxxaoctr 1236 narreHToB ¢ HeaaekBaTHbIM KouTposieM CJI 2 tuma (HbA 1. > 7,5%
u < 12%), paHee He MOJIy4yaBIIUX TEPANUIO, IPUHSIN y4acTHE B 2 UCCIIEIOBAHUSAX C AaKTUBHBIM

KOHTPOJIEM MPOAOJDKUTEIBHOCThIO 24 HeNeNu sl OLEHKH A(PPEKTUBHOCTH U 0€301MacHOCTH
KOMOMHUpPOBaHHON Tepanuu nanarimuduosuHoM (5 mr wim 10 Mr) B coyeTaHuu C
METGOPMHUHOM Yy TMAalMEHTOB, paHee HE TMOJyYyaBIIUX TEPamuio, IO CPaBHEHHUIO C
MOHOTEPAIIHEH.

Jleuenune nanarnudaozunaom B go3e 10 mr B komOunammu ¢ Mmerhopmunom (B 1o3e 10 2000 mr
B CYTKH) 00€CIEeUHIIO CTAaTUCTHYECKH 3HAYMMOE yiydiieHue ypoBHs HbAjc mo cpaBHeHHUIO C
MOHOTepanuei (Tabimia 7) U TpHUBENO K 0oJjiee BBIPAKEHHOMY CHIDKCHHIO KOHIIEHTpAIlUU
rmroko3el B masme Haromak (I'TIH) (o cpaBHeHHMIO ¢ MOHOTepammeil) u Macchl Tena (1o
CpaBHEHHIO C Tepanuei MeT(pOpMUHOM).

Ta6auna 7. Pe3yabrarsl, NoJy4YeHHble 4Yepe3 24 Hemeau (LOCFY) = CPaBHHUTEIbHOM
HCCIeI0BAHMU € AKTHBHBIM KOHTPOJeM II0 OlleHKe KOMOMHHMPOBAHHOW Tepanuu
AanarJu@a03uHOM U MeT(POPMHHOM Yy NAIMEHTOB, paHee He MOJY4YaBIIMX TEPaNUIo

Hanarnudnosun 10
Hanarnugraozux
ITokaszarens MI' B COYETaHHUH C Metdopmun
10 mr
MeT(HOPMUHOM
N? 211° 219 208°
HbA;¢, %
VcxonHblii ypoBeHb (cpenHee) 9,10 9,03 9,03
N3meHeHne OTHOCUTENIBHO
2 -1,98 -1,45 -1,44
HCXOJIHOTO YPOBHS
Pa3nocts oTHOCUTENBHO .
3 —0,53
Tepanuu Janaraugio3uHOM
(95% AN) (-0,74,-0,32)
Pa3HOCTH OTHOCUTENBHO
3 -0,54 -0,01
Tepanuu MeT(OpMUHOM
(95% AN) (-0,75, -0,33) (-0,22, 0,20)

Ipumeuanue:
! LOCEF: NEpeHOC MNAaHHBIX IMOCICAHCTO (,Z[O MMPUMCHCHUA HEOTJIOKHOM TCpanuvn sl MaluCHTOB, Y

KOTOPBIX OHA HpI/IMCH}IJ'IaCB) Ha6J'IIO)_IeHI/I$I BIICPCA.
2 Bcee PAaHAOMU3BUPOBAHHBIC MAIUCHTHI, IMOJTYYMUBIINC HC MCHCEC 1 AO03bI HUCCJIICAYCMOI'O IIpliapaTta B

JIBOITHOM CIIETIOM PEKUME B KPATKOCPOYHOM JIBOITHOM CIIETIOM MEPUOJIE.
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Cpe;[Hee 3HAa4YCHUEC, PACCUUTAHHOEC MCETOAOM HANMMCHBIINX KBaApPATOB, CKOPPCKTHPOBAHHOT
OTHOCHUTECJIIBHO UCXOOHOI'O YPOBHA.
*p<0,0001.
Kombunuposannas mepanus ¢ sxcenamuoom npoaoHSUPOBAHHO20 Oelicmaus

B n1BOIHOM cJIeTIOM HCCIIEIOBAaHUU C aKTUBHBIM KOHTPOJIEM MPOJOIKUTEILHOCThIO 28 HEETb
CpaBHUBAIIN KOMOWHHMPOBAHHYIO Tepanuio nanariugIo3uHOM it DKCEHATUIOM

IPOJIOHTUPOBAHHOTO JIEHCTBHS (arOHHUCTOM PEIENTOPOB TIIOKAaroHOMOJ00HOro menTuaa-1
(I'TII-1)) ¢ ™MoHOTepanuei  AanaraugIO3UHOM W MOHOTEpanmue  AKCEHATHUIAOM
IIPOJIOHTMPOBAHHOTO JAEWUCTBHSA Yy MALMEHTOB C HEAJEKBAaTHBIM KOHTPOJIEM IJIMKEMHUH IPU
monotepanuu MetgopmuHoMm (HbAi: > 8% u < 12%). Bo Bcex rpynmnax jedeHus ObLIO
OTMEYECHO CHWXeHue ypoBHS HbAj; 1Mo cpaBHEHHIO C HMCXOJHBIM ypoBHeM. B rpymme
KOMOWHHUPOBAaHHOW Tepanmuu ganaraudaosuHoM B go3e 10 Mr u  3KCEHATHUIOM
MPOJIOHTUPOBAHHOTO JIEHCTBUsI OBLIO MOKa3aHO OoJiee BhIpaKEHHOE CHUXKEHUE ypoBHS HbA;.
OTHOCHUTEIIbHO MCXOJHOTO YpPOBHS IO CpPaBHEHHIO C MOHOTepamuei aanariugo3uHOM H
MOHOTEpanuei 3KCeHaTHI0OM MTPOJIOHTUPOBAHHOTO AeHCTBHS (Tabnuua §).

Ta6nuna 8. PesyabTaThl Hccjef0BAHMS TepanuH Aanarju(o3MHOM H JIKCEHATHIOM
NPOJIOHTMPOBAHHOI0 [EefCTBUA IO CPABHEHHIO C MOHOTepamueil Aanarau@Io3uHOM H
MOHOTepanueil 3KCeHATHIOM NPOJOHTHPOBAHHOIO JeHCTBHA (MALMEHThI NMOMYJISIHU C
Ha3HaYeHHbIM JiedeHHeM (ITT)) B komOuHanum ¢ MeT(POPMUHOM NMPOAO/LKUTEIbHOCTHIO
28 Hemeanb

HNamarmudguiosun 10 DKceHaTHUa
HNanarnudiozun
Mr 1 pa3 B CyTKHU B MPOJOHTHPOBAHHOTO
10 mr 1 pa3 B
KOMOWHAIINU C nevicteus 2 mr 1 pa3
CYTKH B
[Toxazarens 9KCEHATUAOM B HEZIEIIO B
KOMOWHAIINHU C
MPOJOHTHPOBAHHOTO KOMOHMHAIINH C
miane6o 1 pa3 B
neiicreus 2 mr 1 pas iane6o 1 pas B
HEJIEII0
B HEJIEIIO CYTKH
N 228 230 227
HbA;¢, %
Hcxonnblil ypoBeHb 9,26
9,29 9,25
(cpennee)
N3menenune
OTHOCHUTEIIEHO HCXOTHOTO -1,98 -1,39 -1,60
ypoBHsi®
CpenHsisi pa3HOCTH B ) 2
-0,59 -0,38
W3MEHEHUU
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OTHOCHUTEJIBHO UCXOJIHOTO
YPOBHS MEXIY
KOMOWHHMPOBAHHOMN
Tepanuen U Tepanuein
OJIHUM TIperapaToM

(95% JTN) (~0,84, -0,34) (~0,634, -0,13)

% TaIueHToB,
JTOCTHUTIIUX YPOBHS 447 19,1 26,9
HbAlc < 7%

Macca Tena (kr)
Hcxonnblii ypOBEHb
92,13 90,87 89,12

(cpennuee)
N3menenune
OTHOCHUTEIIEHO HCXOTHOTO -3.55 -2,22 -1,56
ypoBHsi®
Cpenssist pa3HOCTh B
U3MEHEHUU
OTHOCHUTEIIbHO UCXOJIHOTO
YPOBHS MEXKIY -1,33° —2,00°
KOMOWHHMPOBAHHOMU
Tepanuen U Tepanuein

OOHHUM IpCrapaTom

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

Ilpumeuanue:
N — konmdecTBO marueHToB, IV — moBEpHUTENLHEIN HHTEPBAI.

! CkOppeKTHpOBaHHbIC CpEIHHE 3HAYCHUS, PACCUMTAHHBIC METOIOM HAHMEHBIIMX KBAAPATOB, M
Pa3HOCTh B H3MEHEHHH OTHOCHTEIBHO MCXOJHOTO YPOBHS depe3 28 Helnelb CMOJCTHPOBAHBI C
MCIIOJI30BaHUEM MOJEIH CO CMELIaHHBIMU 3 dexTamu A MOBTOpHBIX u3Mepenuii (MMRM), koTtopas
BKJIIOYajla BApUAHT TepaIHy, PETHOH, cTpaTy ucxoaHoro ypoBHs HbA: (< 9,0% umu > 9,0%), Henento
JIeYCHUS W B3aUMOJCUCTBHE «TEpanusi—HEACs)» B KaueCTBE ITOCTOSHHBIX 3HAUCHHH W 3HAuYCHHE
HCXOJHOTO YPOBHS B KAYECTBE KOBAPHATHI.

?p <0,001.

*p<0,01.
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Bce 3HaueHus p CKOPPEKTUPOBAHBI C MTOMPABKOW HA MHOYKECTBECHHOCTE.
B cratuctrueckuii aHajdM3 HE BKIIIOYANH W3MEPEHHSA, TOJIYUYCHHBIE IMMOCIe MPUMEHEHHS HEOTIIOKHOU
Teparnuu, a TAKXKe IMOCIIe MPEXACBPEMEHHOTO TIPEKPAIleHIs TPHUeMa HCCIIeTyeMOro pemnapara.

Konuenmpayusa enoko3svl 6 niazme namowax
[Ipumenenue mamarmudiao3uHa B mo3e 10 Mr B KadecTBE MOHOTEpANMHM WM B KadyeCTBE
noOaBJeHUs] K Tepanmuu MeT()OPMHHOM, TIIMMENUPHUIOM, METQOPMHUHOM U TMPOU3BOJHBIM

CyIb(OHUIMOYEBUHBI, CHUTATTUOTHHOM (C MET(GOpPMHUHOM WM 0€3 HEro) Wi INpernapaTom
WHCYJIMHA TIPUBEJIO K CTAaTUCTHUYECKH 3HaunMoMy cHuxkenuto ['TIH (ot -1,90 nmo -1,20
MMOITb/T) [oT —34,2 1o —21,7 mr/an]) mo cpaBHenwuro ¢ tianedo (ot —0,33 mo 0,21 Mmons/1 [0T
—6,0 o 3,8 mr/mn]). Orot 3¢ddexr Habmomancs depe3 1 HemeNro JICUCHUS U COXpAHSIICSA B
WCCIIEIOBAHUSX, TpoaospbKaBmuxcs 10 104 Henensp.

KoMmOuHupoBanHass Tepamusi  gamaraudiao3uHoM B jgo3e  10Mr W JKCEHATHUIOM
MPOJOHTUPOBAHHOTO JEUCTBUS MPUBOAMIA K CTATUCTUYECKH 3HAYUMO OOJIbIIEMY CHIKEHHUIO
I'TIH gepe3 28 nHemens nedeHust: —3,66 MMob/a (—65,8 Mr/mn) mo cpaBHEHUIO ¢ —2,73 MMOJIB/T
(49,2 mr/an) B rpymnne MoHotepanuu namariauduosuHoM (p < 0,001) m —2,54 mmonw/n (—
45,8 mr/mn) B rpynne MoHoTepanuu skceHaruaoM (p < 0,001).

B cniernanpaoM uccnenopannu y nmanueHToB ¢ CJ1 2 tuna ¢ pCK® > 45 u < 60 mur/mun/1,73 M
Tepanus nanaraudao3nHoM npuBena K cHikeHuto ['TIH uepes 24 nwenenu: —1,19 mmons/a (—
21,46 mr/mn) o cpaBHeHuto ¢ —0,27 mmons/n (—4,87 mr/mr) B rpymre miaameoo (p = 0,001).
Konuenmpayusa 2noko3svl 6 niazme nocie npuema nuuiu

[Ipumenenune namarmmduosmHa B go3e¢ 10 Mr B KadyecTBe A00aBlIEHUS K Teparuu
[JIMMETIMPHUIOM MPUBOJMIO K CTATUCTUYECKU 3HAUMMOMY CHIKEHHUIO KOHLIEHTPALMH TIIOKO3bI

yepe3 2 yaca 1nocjie npruema nuiiy yepes 24 Hepenu Je4eHus, KOTOpoe COXPaHsIoCh BIUIOTh J10
48 Henenu.

[Ipumenenne panarnuduiosmHa B go3e 10 Mr B KadecTBe JOOABICHHS K Tepamuu
CUTArTUNTHHOM (C MeT(GOpMHUHOM Wi 0€3 HEero) MPUBOIWIO K CHIDKEHUIO KOHIICHTPAIUH
[JIIOKO3bI Yepe3 2 yaca Iociie puemMa MUy yepe3 24 HeAenu JISUeHUs, KOTOPOe COXPaHsIIOCh
BILUIOTh 10 48 Hemenu. KomOumHupoBaHHas Tepamus nanariudiao3uHoM B o3¢ 10 mr u
9KCEHATUIO0M MPOJOHTHPOBAHHOTO JEHCTBUS MPUBOAMIIA K CTATUCTUYECKU 3HAYMMO OOJIbIIEMY
CHIDKCHUIO KOHIEHTpAIMKU TJIIOKO3BI 4Yepe3 2 yaca Mocie MpheMa MUIA 4yepe3 28 Heaenb
JICUEHUs M0 CPABHEHUIO C Teparnuei KaxkIbIM MpenapaToM Mo OTAEIbHOCTH.

Macca mena

[Ipumenenne pnanarnuduiosmHa B go3e 10 Mr B KadecTBe JOOABICHHS K Tepamuu
METHOPMUHOM, TIUMENHPUIOM, MET(HOPMHHOM U TMPOU3BOJHBIM CYIb()OHIIMOYECBHHBI,
CUTArTUNTHHOM (C MEeT(HOPMHUHOM WM O€3 HEro) Wi ImpernapaTaMu WHCYJIMHA MPUBOIUIO K
CTATUCTUYECKH 3HAYMMOMY CHIIKEHUIO Macchl Tena depe3 24 neaenu (p < 0,0001, Tabnuirst 4 u
5). Otu 3 exTh HOCHIIM YCTOWUYMBBINA XapakTep B JOJITOCPOUYHBIX HcclenoBaHusgX. Yepes 48
HeJIeNb Pa3HOCTh 3HAUEHUH, MOJYyYEHHBIX B Ipymre 1o0aBieHus Aanariu@iio3rHa K Tepanuu
CUTarIMNTHHOM (C MeThOpMHUHOM WM 0€3 Hero) W B TpyIIe, MOoJydaBIIed rianedo,
cocraBuna —2,22 kr. Yepez 102 Henenu pa3HOCTh 3HAYEHMM, IMOJIYYEHHBIX B TIpYIIE
no6asiieHUs Aanaraugo3nHa K Tepanuu MeT(OPMHHOM U B TPYIIIe, MoJIyyaBlie mianedo, u
pPa3HOCTh 3HAUEHWH, TMOJYYCHHBIX B Tpymmne mo0aBieHus manariaudio3uHa K Tepanuu
WHCYIMHOM ¥ B TpyIIe, Moxy4aBmed mmianedo, cocraBmia —2,14 xr um -2,88 kT,
COOTBETCTBEHHO.
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[Ipu nmpuMmeHeHUH B KauyecTBE J00ABJICHHS K TEPAHMH MCTPOPMHHOM B HUCCICAOBAaHUN HE
MeHbIIeH A(PGEKTUBHOCTH C AKTUBHBIM KOHTPOJEM Janariu@uio3uH TNPUBOAUI K
CTaTHUCTUYECKU 3HAYUMOMY CHIKEHHIO MACChI TeJla TI0 CPAaBHEHHIO C MPUMEHEHUEM TIUIU3NIa
(ma —4,65 kr vepe3 52 wenenu (p < 0,0001, tabnuma 3)), koTopoe coxpaHsuiock yepe3 104 u
208 nenenb (— 5,06 kr u —4,38 Kr, COOTBETCTBEHHO).

[Mpumenenne namarnuduosnHa B no3e 10 Mr B KadecTBe KOMOWHUPOBAHHOW Tepamuu C
HKCEHATHIOM TMPOJIIOHTUPOBAHHOTO JEHCTBUS MPUBEIO K CTATUCTHUYECCKH 3HAYMMO OONbIIEMY
CHI)KCHHMIO MAcCChI Tella 10 CPAaBHEHUIO C MOHOTEpANUel Ka)IbIM MPEnapaToM B OTACIbHOCTH
(Tabmuma 8).

B wuccnenoBanum ¢ yvactueM 182 mamuentoB ¢ CJI 2 Tuma ¢ HMCHIOJb30BaHHEM
JBYXOHEPreTUUECKON PEHTTeHOBCKON abcopOuMOMEeTpur Jjsi OLEHKH KOJUYECTBEHHOTO
cocTaBa Teja MPOJOJIKUTENLHOCThIO 24 HeNenH MO JaHHBIM M3MEPEHUN C HCIOIb30BaHUEM
JBYX?HEPreTHUECKOW pEHTTEHOBCKOI abcopOLMOMeTpHH MPH NPUMEHEHNUH Janarin@io3uHa B
no3e 10 mr B coueraHuu ¢ MeT(HOPMHHOM IO CpPaBHEHHUIO ¢ TUIaledo0 B KOMOWHAIMH C
MeTGOpPMUHOM OBUIO MOKa3aHO, COOTBETCTBEHHO, CHMKCHHE MAacChl Tella U KUPOBOM MaccChl
TeNa, a He MOTePsl MBIIICUYHON MACChl WM JKUJIKOCTH. B moauccne[oBaHuu ¢ UCTIONB30BaHUEM
MarHUTHO-PE30HAHCHOW ToMorpaduu TNpUMEHEHHe Janariuiao3uHa B KOMOWHAIMHM C
MeT(HOPMUHOM MPOBOAMIO K KOJMYECTBEHHOMY YMEHBIICHHIO BUCLIEPAIBHOMN KUPOBON TKaHU
110 CPaBHEHUIO C TPUMEHEHUEM IIJ1aie00 B KOMOMHAIINK ¢ MET(QPOPMUHOM.

Apmepuanvroe dagnenue

Ha ocHoBanuu ananmm3a pe3ynabTaroB 13 mnane6o-KOHTPOIUPYEMBIX UCCIICIOBAHM 10 3apaHee

MPEyCMOTPEHHBIM TIEpEMEHHBIM uepe3 24 Henenu Tepanuu ganariuduo3uHoMm B no3e 10 mr
OBLIO TIOKA3aHO M3MEHEHUE CHCTOJIMYECKOro aprepuaibHoro aasienus (CA/l) nva —3,7 MM prT.
CT. U JuacToinueckoro aprepuanbHoro nasieHus (IAJl) va —1,8 MM pT. CT. OTHOCUTEIBHO
MCXOJIHOTO YpOBHS 1O cpaBHeHUIO ¢ u3meHeHueM CAJl na —0,5 mm pr. cr. u A/l Ha —0,5 Mmm
pT. cT. B rpymme mmiane6o. CxoaHble W3MEHEeHHs] HabOmtomanuck BIIOTh a0 104 Hemenu
TEparnuu.

Komb6unupoBanHas Tepanus nanariaudio3uHoM B go3e 10 Mr B KOMOMHAIIMK C DKCEHATHIIOM
MPOJOHTUPOBAHHOTO JEUCTBUS MPUBOAMIA K CTATUCTUYECKU 3HAYUMO OOJbIIEMY CHIKEHHUIO
CAJl uepe3 28 nenenb (—4,3 MM PT. CT.) IO CPABHEHUIO C MOHOTEpamnueil nanariugao3uHoM (—
1,8 mm pt. ct., p <0,05) u MOHOTepanueil IKCEHATUIOM MPOJIOHTUPOBAHHOTO jaelicTBus (—1,2
MM pT. cT., p <0,01).

B 2 mnnane6o-KOHTPOIUPYEMBIX HCCIEAOBAHUAX TMPOJOKUTEIHHOCTRIO 1O 12 Hemenb, B
obmeli cioxxkHocTH, 1062 manueHTa ¢ HeaaeKkBaTHBIM KoHTposieM CJI 2 Tuma u apTepuanbHOM
TUTIEPTEH3UN (HECMOTPs Ha MPEAIICCTBYIONIYIO CTaOWMIBHYIO Tepanuio HUHruoutopom AlID
i bPA 11 B onnoMm uccnenopanuu u uarnOuTopoM AIID nnn BPA B coderanuu ¢ eme ofHUM
AQHTUTUIIEPTEH3UBHBIM  IpeMapaToM B JIPYrOM HCCJIEIOBAaHUHU) TMOIYyYalld TEpPaIuio
nanarnuduosuHoM B no3e 10 mr wnm mamne6o. Yepes 12 Hemenb B 000MX HCCIEAOBAHUAX
npuMeHeHne jgamarmudruosuHa B go3¢  10Mr B COYETaHWMHM CO  CTaHAAPTHOM
IPOTHBOAMA0ETUYECKON Tepanuei mpuBeno K ymyduieHuto ypoBHs HbAjc u camxenuto CAJJ,
CKOPpPEKTUPOBAHHOMY C y4eToM Iianebo, B cpeareM Ha 3,1 u 4,3 MM pT. CT., COOTBETCTBEHHO.

B criernanpaoM uccnenopannu y nmanueHToB ¢ CJ1 2 tuna ¢ pCK® > 45 u < 60 mur/mun/1,73 M
yepe3 24 Hezenu Tepanus ganariugo3nHoM puBesa K cHuxkeHuto CAJl B MONMOKEHUN CHUJIS:
—4,8 MM PT. CT. TIO cpaBHEHUIO ¢ —1,7 MM pT. cT. B rpynne 1miamebo (p < 0,05).
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Koumpoav 2auxemuu vy nauyuenmos ¢ HapVUWERTem (QVHARUUN  TT0YeK  CPEOHel  CIeNeHl

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

D¢ddexTuBHOCTH Hanmariudro3uHa OblIa OLIEHEHA B CIIEIUATLHOM HCCIEAOBAHUN Y TTAIUEHTOB
¢ CJ1 2 Tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 M? ¢ HeaeKBaTHBIM KOHTPOJIEM TIIHKECMHUH TPH
CTaHJapTHOM JieueHuu. Tepanus nanariauda03MHOM MpHBeNa K yMeHblIeHHIo ypoBHSI HbA . u
MAaccChl TeJla 1o CpaBHEHUIO ¢ Tanedo (Tadmmma 9).

Taoéauna 9. Pe3yabrarbl, mojiydeHHble 4yepe3 24 HeleJd B IJIANE00-KOHTPOJIUPYEMOM
HCCJIeI0BAHUM NpuMeHenus aanarauduiosuna y nanueHToB ¢ C/1 2 tuna ¢ pCK® > 45 u
<60 ma/mun/1,73 m°

Jarmarmudio3us
1'[)12;1116601
10 mr
N? 159 161
HbA;, %
Hcxonusiii ypoBeHb (cpeaHee) 8,35 8,03
HN3MeHeHre OTHOCUTEIHLHO UCXOIHOI'O ypOBH;[2 -0,37 -0,03
Pa3HOCTH OTHOCHTEIBHO ILIANe60” -0,34*
(95% ON) (0,53, -0,15)
Macca tena (kr)
Hcxonnblii ypoBeHb (cpennee) 92,51 88,30
HN3MeHeHre OTHOCUTEIBLHO NCXOIHOT'O ypOBH;[3 -3,42 -2,02
Pa3HOCTH OTHOCHTEIBHO ILIANe60° -1,43*
(95% ON) (2,15, 0,69)

llpumeuanue:
! MerhopMuH WiH MeTHOPMUHA THAPOXJIOPUJ BXOJWIM B CTaHAAPTHYIO Tepamuio 69,4% u 64,0%

MAI[MCHTOB B TPYIIIe, MojdydaBiied nanarinudao3ud B go3e 10 Mr, U B rpymrne, nojaydaBiied miameoo,
COOTBETCTBCHHO.

CpemHee 3HAYCHHWE, PACCUMTAHHOE METOJOM HAaWMEHBIIUX KBAJAPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTECJIIBHO UCXOOHOI'O YPOBHA.
8 Onpe;[eneHo Ha OCHOBAaHHUM CPECIHETO 3HAYCHUA, paCCUUTAHHOI'O METOAOM HAaMMCHBUIUX KBAaApaToOB,
CKOPPCKTUPOBAHHOT'O OTHOCUTCIILHO UCXOAHOI'O YPOBHHA.
*p<0,001.

Hayuenmoi ¢ ucxoonwvim yposuem HbA1.> 9%

Ha ocHoBaHMM aHa/n3a JaHHBIX MAIUEHTOB ¢ UCXOMHBIM ypoBHEM HbAj1c > 9,0% mo 3apanee
IPEIYCMOTPEHHBIM TEPEMEHHBIM Tepanus nanarindiao3uHoM B no3e 10 Mr mpuBogmia K
CTaTUCTHYECKH 3HAYMMOMY yMeHbIIeHUI0 ypoBHS HbAji. depe3 24 Henenu nmpuMeHeHHS B
Ka4yecTBE MOHOTEpanuM (CKOPPEKTUPOBAHHOE CpeJHEe U3MEHEHHE OTHOCUTEIBHO MCXOIHOIO
ypoBHs: —2,04% u 0,19% nnsa nanarmuduio3nHa B go3e 10 Mr u miane6o, COOTBETCTBEHHO) U
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npu  A00aBJIieHWH K Tepanuu METPOPMUHOM (CKOPPEKTHPOBAHHOC —CPEIHEE  HM3MCHCHHUT
OTHOCHUTENIbHO ucXonHoro ypoBHs: —1,32% wu -0,53% nnsa manarmmduoswHa u muiane6o,
COOTBETCTBEHHO).

Cepoeuro-cocyoucmole u noueuHwvle UCXoobl

WccnenoBanue BausHus ganarindiao3nHa Ha cepaedHo-cocyaucteie ncxoasl (DECLARE) —
MEXIYHApOJAHOE MHOTOIIEHTPOBOE PAHIOMH3UPOBAHHOE JBOWHOE cjemoe  ruaneo-
KOHTPOJIHPYEMOE KIMHUYECKOE UCCIICIOBAHKE JIJIS OTIPEACTICHUS BIUSHUS Aanarinduo3nHa Ha
CEpJICYHO-COCYIUCThIE HCXOIbI TMPH €ro No0aBJICHHH K TEKyIlel 0a30BOi Tepamuu IO
cpaBHeHHMIO C Twutanebo. Y Bcex mnamuweHtoB Obn CJ 2 tuma u nubo 1Ba u Oonee
JIOTIOJTHUTEIBHBIX (DAKTOPOB PHCKA PA3BUTHSI CEPIACYHO-COCYUCTOTO 3a00sIeBaHus (BO3pacT >
55 ner y myxuuH win > 60 JeT y KEHIIMH W OJWH WX 0oJiee W3 CICAYIOIMHX (PaKTopoB:
JTUCIUTIAAEMUS], apTepHalibHas TUIEPTEH3Us WK TabaKoKypeHue), Tn6o AMarHOCTHPOBAHHOE
CepJIeYHO-COCYIUCTOE 3a00JIeBaHHUE.

N3 17160 panmomMu3upoBaHHBIX ManueHToB y 6974 (40,6%) ObUIO JAMAarHOCTUPOBAHO
ceplieuHo- cocyaucToe 3aboneBanue, a y 10186 (59,4%) takoBoe orcyrcTBoBano. B oOmieit
cnoxHOoCTH 8582 mareHTa ObUTH paHJOMHU3UPOBAHBI B TPYIITY IPUMEHEHUs aanarivdio3nHa
B 03¢ 10 mr, a 8578 manueHTOB — B Tpymily Iuianedo; MeauaHa IIUTeIbHOCTH HAOIIOACHHUS
cocraBuia 4,2 rona.

CpenHuii BO3pacT NallMEHTOB UCCIEAYeMOM onyisinuu coctaBuia 63,9 roaa, 37,4% nauueHToB
ObLTH JKEHCKOTro moja. B obmel crmoxnoctn 22,4% mamuenToB crpaganu CJ[ 2 tuma Ha
NpOTSKEHUH < 5 JieT, cpeauss npoaosnkuTenbHocTh CJl 2 Tuna cocraBuna 11,9 ner. Cpennee
3HaueHune ypoBHs HbA 1. cocrasisiio 8,3%, cpenanit UMT — 32,1 KI/M>.

Hcxonno y 10,0% nanueHToB B aHaMHE3€ OTMEYallach CepAeyYHas HEI0CTaTOYHOCTh. CpenHss
pCK® cocraBuma 85,2 mn/mun/1,73 m2. V' 7,4% mnamuentoB pCK®D Owpma menee 60

mir/mun/1,73 M

.Y 30,3% mnauueHTOB HaOMIOJANIACh MUKPO- MM MaKpoalbOyMUHYpHS
(cootHomenue A/Kp moun) > 30 u < 300 mr/r unu > 300 Mr/r, COOTBETCTBEHHO).

HUcxomno Oompmiass dYacth mamueHToB  (98%) momydasm  OOMH WM HECKOJIBKO
MPOTUBOANA0ETUUECKUX TIpernaparoB, Bkioudas MeTdhopmuH (82%), mpenaparbl HMHCYJIMHA
(41%) u mpousBoHBIE CyIb()OHMIMOUYEBUHBI (43%).

[lepBuuHble KOHEYHBIE TOYKM BKJIIOYAIM BpeMs JIO0 pPa3BUTUS I[EPBOTO  SIBICHUSA
KOMOMHHPOBAHHOW KOHEYHON TOYKH, BKJIFOUABIIEH CMEPTh M0 MPUYUHE CEPIECIHO-COCYTUCTOM
NaToJOTUH, WH(MAPKT MHOKAapAa WIM HWIIEMHYECKUW WHCYIHT (OCHOBHBIE CEpJECUHO-
COCYAMCTBIE COOBITHS), a TaKKe BpeMsl 10 Pa3BUTUS TNEPBOTO SBICHHUS KOMOWHUPOBAHHOM
KOHEYHOM TOYKH, BKJIKOUYABILIEH TOCIIUTAIU3ALMIO 110 MIOBOAY CEPACYHON HETOCTATOYHOCTH WJIU
CMEpPTh MO MPUYMHE CEPACYHO-COCYIAUCTOro 3aboseBaHus. BTopuyHble KOHEYHBIE TOUYKH
BKJIIOYAIM KOMOMHHPOBAaHHYIO KOHEUYHYIO TOYKY MOYEYHBIX HMCXOJIOB M CMEPTh IO Jt000i
MpUYUHE.

OcHosmbie cepdeuno-cocyoucmoie codvlmus

Hanarnudnozun B go3e 10 Mr mnpoaeMOHCTpUpOBaNI HE MEHBIIYIO 3(@eKTHBHOCTH MO
CPaBHEHHMIO C TUTale00 B OTHOIICHUM KOMOWHUPOBAHHOW KOHEYHOW TOYKH, BKIIOYAIOIICH
CMEpTh 110 MPUYHUHE CEPACYHO-COCYAUCTON MAaTOIOTHH, HHPAPKT MHOKAP/IA MIIM UILIEMHUYECKUN
MHCYJIBT (ogHOCTOpOHHEE 3HaueHue p < 0,001).
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Xponuueckas cepoeunas HedoCmamoyHoCmb Wil CMePmG 0 NIPUAHHe CeP0CUHO-COCYOUCTION

namono2uu

Hanarmmdguo3ud B go3e 10 Mr mpoieMOHCTPUPOBAI MPEBOCXOICTBO IO CPABHEHHUIO ¢ TUIane0o
B TPEIOTBpAICHUH TEPBUYHON KOMOMHMPOBAHHOW KOHEYHOM TOYKH, BKIIFOYAIOIICH
TOCIHUTAIM3ALMIO 110 IOBOY CEPACUYHON HEAOCTATOYHOCTH WIJIM CMEPTh IO IPUUNHE CEPAECHHO-
cocynucToi naronoruu (pucyHok 1). Paznuume s¢¢ekxra Tepanuu ObIIIO JOCTUTHYTO 32 CUET
TOCHUTAIM3AIMH 10 TIOBOY CEPJCUYHON HEJOCTATOUHOCTH 0€3 pa3Inyus B OTHOILIEHUH CMEPTH
10 IPUYHMHE CePACYHO-COCYTUCTOM MaTOIOTHH (PUCYHOK 2).

[IpeumymecTBo Tepanmuu ganariu@IO3MHOM IO CpaBHEHHUIO ¢ Iutaiebo HaOmo0aanoch y
MAIMEHTOB C JUarHOCTUPOBAHHBIM CEPIIEYHO-COCYAMCTHIM 3ab0jieBaHHEM U 0€3 TaKOBOTO, C
HCXOJIHOM CEepJIeYHOM HEIOCTAaTOYHOCThIO WM 0€3 TaKOBOW, W OBUIO COTMOCTaBUMBIM B
KJIFOUEBBIX TOATPYIINAX, BKIIOYas Bo3pact, o, Gpyukmuio novyek (pCKD) u pernow.

7

ITnauedo

e

T
-

(%)

Hanarnudnosun

NauneHTsl, y KOTOPLIX BbinK
KOHEUYHOM TOUKM

JapervcTpupoBaHbl ABNEHWA
KOMMOHEeHTOB KOM&NHHPODHHHOﬁ

DanarnndnosvH B
cpaBHeruu ¢ nnayebo
OP (95% OM): 0,83 (0,73, 0,95)

I 1 I 1 1 I 1 | I 1 I

0 6 12 18 24 30 36 42 48 54 60

Mecaysl nocne paHgoMuIaymm

MayweHrTsl rpynnbl pUcKa

Adanarnuconosun: 8582  B517 8415 B322  B224 8110 7970 7497 5445 1626
Mnauebo: 8578  B485 8387 8259 8127 8003 7880 7367 5362 1573

Pucynok 1. Bpemsi 10 nepBoil rocnuTaJIU3aluM M0 MOBOAY CePAeYHON HEAOCTATOYHOCTH
WJIN CMEPTH M0 NPUYHHE CepAevYHO—COCYANCTOM MaTOJIOTHH.

Ilpumeuanue:
«HaI_II/ICHTBI Tpynnbl puCKa» O3HAYACT KOJMYCCTBO MAILIMCHTOB I'PYIIIbLI PUCKA B HAYAJIC ICpUOAA. OP -

OTHOIIIEHUE PUCKOB, I — noBepUTEIbHBIN HHTEPBAIL.

Pe3ynbTatrhl, moydeHHbIE ISl IEPBUYHBIX U BTOPUYHBIX KOHEUHBIX TOYEK, MOKAa3aHbl HA PUCYHKE 2.
[IpenmymiectBo Tepanuu nanarau¢IO3MHOM MO CPAaBHEHUIO C IJIanedo0 B OTHOMIEHHWH OCHOBHBIX
CEPJIEYHO-COCYUCTHIX COOBITHI ToKa3zaHo He ObuIo (p = 0,172), B CBA3M C YeM COTJIACHO METOJIUKE
MPOBEJICHUS] TOJTBEPXKIAIOIIUX MCIBITAHUN HUCCIEAOBAHUS KOMGHHHpOBaHHOﬁ KOHEYHOM TOYKH

MOYCUYHBIX UCXOOAO0B U CMCPTH 110 000 MMPUYHUHC HC BBIIIOJIHAIA.
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—— R afarfd Fnatpeter &7 FHE e
n (%) m (%) prcson (95% JH)
(N = 8582) (N = B578)
NepERYHER HOHEYHBIS TOYRA
FOCOHTARKIAUKA NG NOBOOY COPOSYHON HEOOCTATOUHOCTH, —8— 417 ( 4.8) 408 (5.8 0,83 0,73, 0,83 0,005
EMEPTE Mo MPHYMHE CopaeuHi=COeYAHETOH NATOROMMHE
HowbHHAPOBEAHHAA HOHEYHAR TOWHE, BRNHARILIAR CMERTE - 54 ( 8,8) B0 { 9.4) 0,93 (0,84, 1,03 0,172
0 ApHUYMHE CEpABUHO-COCYARETOM sabanesanHA WipapsT
MHOHARAA HILIEMHBICERR HHCYNLT
EooanaHonmid mosslsHrpomasHsy
W OR B TOYEH
FOCMETRNMIALAR N0 NOSOAY CEROSIHON HEJOCTATOMHOCTY —8— 212 (2,5 288 (3.3) 0,73 (0,61, 0,B8) 0,001
CasepiTs: M NPHHIHE CEPOE-HI-COCYARCTONG :af0NaBaHHRA —— 245(2.8) 249(2.9) 0,98 (0,82, 1.17) 0,830
HHpapKT MroRapaR —— 383 ( 4,6) 441 { 5,1) 0,88 (0,77, 1,01) 0,08
HusaneaCKaE HHCYNET —— 235(2.7) 231{2.7) 1,01 (0,84, 1.21) 0818
ETopHuskie HOHEUHEE TOMWNH
Hiowh P A Wi TOWHA MO N HENOL0n - 37043 4R 5,8) 0,76 (0,87, 0BT <,001
K otANaHERT KOS HEDORAHHOR HOSEUHORE TOURHE MOSIYNLT IBCE00R
VoTokimEos chsmedwe pCES —— 120 1,4) 221{2.8) 0,54 (0,43, 0,ET) «(,001
TopraHHANHAR CTREHA = 8 (=0, 1) 1802 0,31 (0,13, 0,78 0,013
MICHEHHOH HBODCTATOMHOCTH
CasapTh BCNAICTEHE OCNORHEHWR - B (=0,1) 10(0.9) 0,60 (0,22, 1,65) 0,324
C0 CTODOHE NOYEH
CuepTe no Aebol npHYsHIHe L 529 (6,2) 570 { 6,6) 0,93 (0,82, 1,04) 0,198
B nonszy ganarnenogma B nonesy nnausdo
T T T T
02 04 08 08 112 18

Pucynok 2. ¢ dexT jJeyeHnusi B OTHOIIEHUH MEPBUYHBIX KOMOMHHMPOBAHHBIX KOHEYHBIX
TO4YeK U UX KOMIIOHEHTOB, a TAKKe BTOPUYHBIX KOHEYHbIX TOYEK M UX KOMIIOHEHTOB

Ilpumeuanue:
KOMGI/IHI/IpOBaHHa}I KOHCYHAass TOYKa ITOYCYHBIX HCXOJ0B BKIKOYACT: YCTOf/‘I‘IHBOC MIOATBEPIKACHHOC

camxenne pCK® ua > 40% 1o pCK® < 60 mn/mun/1,73 M, 1 (MIM) TEPMUHATBHYIO CTAIMIO TIOYEUHOI
HEJO0CTAaTOYHOCTH (muaym3 > 90 jgHEl WM TpaHCIUIAHTAIWS ITOYKH, YCTOWYWBBIN ITOATBEPKICHHBINA
yposenb pCK® < 15 mn/mun/1,73 M%), u (WIH) CMEpPTh BCIEACTBHE OCIOKHEHHH CO CTOPOHBI MOYEK
WIN CMEPTh 10 TIPUUUHE CEPJICTHO-COCYANCTOTO 3a00IeBaHus. SHAUYCHHUS P SIBISIOTCS JIBYCTOPOHHUMHU.
3HaueHUs p IS BTOPUYHBIX KOHEYHBIX TOYCK M OTIEIBHBIX KOMIIOHEHTOB SIBIISIOTCS HOMUHAIILHBIMHU.
Bpemst 10 pa3BUTHSI TIEpBOTO SIBJICHUS KOMOWHHPOBAHHOW KOHEYHOHW TOYKH AHAIU3UPOBAIU C
MOMOIIBI0 MOZEH MPOHOPLUOHANBHBIX puckoB Kokca. KonnvecTBo mepBbIX SIBICHHUH MO OTACIBHBIM
KOMITOHEHTaM KOMOWHHUPOBAHHOW KOHEYHOW TOYKU SIBISETCS (PAKTUUECKUM KOJIMYECTBOM IEPBBIX
SIBICHUH Ka)KJOr0 KOMIIOHEHTAa M HE CYMMHPYETCSl C KOJIMYECTBOM SIBICHHH B KOMOMHMPOBAHHOM

KOHe4HOU Touke. {1 — noBepuTenbHbI HHTEPBAI.

Hegponamus

Tepanus nanarnau@ao3MHOM MPHUBOAMIA K CHHKEHUIO YacTOTHI SBJICHHH KOMOWHUPOBAHHOMN
KOHEYHOM TOYKHM, BKJIIOYAIONIEH MOATBEpPKACHHOE YycToWunBoe CcHmkeHue pCKO,
TEPMHUHAIBHYIO CTAIUI0 MOYEYHOW HEJOCTATOYHOCTH, CMEPTH BCIEACTBHE OCIIOKHEHHH CO
CTOPOHBI TOYEK WM CMEpPTh IO NPHUUUHE CEpIACUHO-COCYIUCTOro 3abosieBanHus. PaszHuna
MEXIy TIpynmnamMu Obula  0OyCIIOBIEHA CHMJKEHMEM 4YHCla SIBICHUH KOMIIOHEHTOB
KOMOMHUPOBAaHHON KOHEYHOH TOYKM TIOYEYHBIX HMCXOJIOB, BKJIIOYAIOUIEH YCTOWYHMBOE
cHmkeHne pCK®, TepMUHAIBHYIO CTAUIO MIOYEUYHON HEJOCTaTOUHOCTH U CMEPTh BCIIEACTBHE
OCJIOHEHHUH CO CTOPOHBI MOYEK (PUCYHOK 2).

OTHOIIEHHE PUCKOB MO BpeMEHH 10 pa3BuTus Hedpomatuu (yctoiumBoe cHmxenue pCKO,
TEPMHUHAJIBHAS CTaIMs MOYEYHON HEJOCTAaTOYHOCTH WM CMEPTh BCIEICTBUE OCIIOKHEHUU CO
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cTopoHsl noyek) coctasuiio 0,53 (95% AU 0,43, 0;66) o garmarma(Iro3nHa 110 CPaBHEHUIO C
iane0o.

Taxke Tepanus nganarTuQIO3MHOM CHMYKajda PHUCK HOBBIX CIIy4aeB pa3BUTHUS CTOWKOMN
ansoymunypuu (OP 0,79 [95% JIU 0,72, 0,87]) u npuBoaniIa K 60jiee BBIPAKEHHON PEerpecCuu
makpoansoymunypun (OP 1,82 [95% JIU 1,51, 2,20]) no cpaBHEeHUIO ¢ muianeoo.

XpoHUYecKas cepAeyuHas HeJ0CTaTOYHOCTh

Uccneoosanue DAPA-HF: xponuueckas cepoeunas nedocmamouHocms €O CHUINCEHHOU
@paxyueil svlopoca nesoeo sicenyoouxa (PBJDK < 40%)

Hccnenoanne nanarnudiao3MHa U MPeNOTBpalleHHs HEOIaronpusTHBIX HCXOAOB IMpH
cepaeunoii  Hemocrarounoctn  (DAPA-HF) —  mexayHapomaHoe — MHOTOIEHTPOBOE
PaHIOMHU3HPOBAHHOE JABOMHOE CIENOe Mane00-KOHTPOIMPYEMOe HCCIeI0BaHUE Y MAalluEHTOB
C XpoHHMYECKOH cepaeuHoil HemocrarouHocThio (II-IV  ¢dyHKIMOHANBHBIN KiTacc 1O
kraccudukarmn Hero-HMopkekoit acconuarmn kapanonoros [NYHA]) co cumxennoit ®BJIK
<40% — mpOBOAWIM C IIENBI0 YCTAaHOBUTH 3(PPEKTUBHOCTH JamarindIo3uHa MO CPaBHEHHIO C
mianedo B OTHOLIEHWM CHUXKEHHSI pPHCKAa CMEpPTH IO MPUYHHE CEePIAECYHO-COCYIHUCTOrO
3a00yieBaHUsl U YXYALIEHUS TEYEHHUS CEpPACYHOM HEIOCTaTOYHOCTH MpU J00aBICHUU
nanariaudo3uHa K CTaHAapTHOM Teparuy.

N3 4744 nanumenTtoB 2373 manueHTa ObLIM PaHIOMHU3UPOBAHBI B TPYNNy AanariudIio3rHa B
no3e 10 mr, a 2371 mamuwedrT — B rpynmy Iuianebo; MenuaHa HaOMIOACHHUS cocTaBuia 18
MmecseB. CpeaHuil BO3pacT MalMEHTOB MCCIEAYEMOM NOMmysisauuu coctaBuin 66 ner, 77%
NAIMEeHTOB OBLIM MYXCKOTO IO,

Ucxonno 67,5% mnanuentoB 6butn otHeceHsl K Il kmaccy mo NYHA, 31,6% — x |1l xnaccy u

0,9% — x IV xmaccy. Memnana ®BJIDK cocraBuna 32%; B 56% ciydaeB cepacuHas
HEJO0CTAaTOYHOCTh MMeEa UIIEMUYECKYIO 3THOJIOTHIO, B 36% — HEUIIEMUYECKYIO 3THOJIOTHIO U
B 8% — HEu3BECTHYyI0 3THOJOrMI0. B kaxnol rpynne nedeHus 42% NDalMeHTOB WMENIU B

anamueze CJI 2 tuma, eme 3% mnanueHTOB B KaXKJOW TpymIe JeYeHUs ObUTM OTHECEHBI K
narentam ¢ CJ/I 2 tuna Ha ocHoBaHuM ypoBHA HbA1: >6,5%, 3aperucTpupoBaHHOTO Kak MpU
BKIIIOUEHUU B HMCCIIEJOBaHUE, TaK U MPU paHAoMuU3anud. [laleHTsl Mmoxyvanu CTaHAapTHYIO
tepanuto: 94% nauuentoB ¢ CII 2 Tuna nomy4anu tepanuto uaruoutopamu AllD, BPA wnn
AQHTMOTEH3WHOBBIX PELENTOpPOB U HempuinsuHa uHruouropom (11%), 96% mnomyuyanu OGera-
aapeHobmokaropel, 71% — OnoKaTOpsl MHHEPAJOKOPTUKOMAHBIX penentopoB, 93% —
TUypeTuKku; y 26% mManueHToB ObUI MMIUIAHTUPOBAHHBIN KapauoBepTep-aedudpusuistop. B
uccienoBanre Obutk BKIOYeHbl manueHTel ¢ pCK® >30 wmu/mun/1,73 M> Ha MOMEHT
BkitoueHusi. Cpennsist pCK® cocraBuna 66 mi/mun/1,73 M. Y 41% manueHToB pCK® Obuia
menee 60 mi/mun/1,73 MZ, y 15% nmanuentoB — menee 45 mur/mun/1,73 M2,

Janarnu¢no3uH  MpOJEMOHCTPUPOBAI  MPEBOCXOJACTBO IO CpPaBHEHUIO C 1anebo B
MPEIOTBPALICHUH TIEPBUYHON KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKIIOYAIOMICH CMEPTh MO
IPUYUHE CEPAEYHO-COCYAMCTOM MAaTOJIOTMH, TOCIHUTAIU3ALUI0 IO TIOBOAY CEpPACUHOU
HEIOCTaTOYHOCTH WJIM KCTPEHHOE OOpalleHHe 3a MOMOIIBIO B CBS3U C YXY/IIEHUEM TEUCHUS
cepaeunort Hepoctarounoctu (OP 0,74 [95% AU 0,65, 0,85]; p < 0,0001). Dddexr
HaOJIIOAJICSI B CAMOM Hadajie M COXPaHsIICS Ha MPOTSHKEHUH BCETO MCCIIeIOBAaHUS (PUCYHOK 3).
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W HOHBUHDM TOUHKH

MNauneHTs, ¥ KOTOpRX GbinK
JPOrHCTPHPODAHL ABNSHHA KOMNOHEHTOD

HOMBMHHPOBAHHO

Mnayeto

S

- HdanarniGnosyn

DanarnwdgnoznH B cpasHesns ¢ nnauebo
OP (95% OMH): 0.74 (0,65, 0,85) 3Jnavenwe p <0,0001

MNaymeHTs MPYNNLI PMCKa
Oanarnwgnosky: 2373
Mnawebo: 2371

T T T T T
12 15 18 21 24

MecAysl Nocne paHAoMHIALHH

2147 2002 1560 1146 612 210
2075 1917 1478 1096 582 210

Pucynoxk 3. Bpemsi 10 mnepBOro I0CTHKeHUS KOMOMHHUPOBAHHOM KOHEYHON TOYKH,
BKJIKOYAONIEH CMePTh MO0 MPUYMHE CePAeYHO-COCYAMCTOH MaTOJ0TMH, TOCHUTAIN3ANUI0
MO0 MOBOAY Cep/AeYHOil HeAO0CTATOYHOCTH MJIHM IKCTPeHHOe oOpalleHHue 3a MOMOIIbLIO B

CBA3HA C YXYAIICHUEM TCUCHUSA cepnetmoii HEJO0CTATOYHOCTH

Ilpumeuanue:

9KCTPEHHOE OOpallleHHE 3a TTOMOIILI0 B CBS3HM C YXYAIICHHEM TCUCHUS CEPJICIYHOW HETOCTATOUYHOCTH

OBLIO OMMpPCACIICHO KaK CpOYHOC, BHCIUIAHOBOC O6CJ'IG,I[OBaHI/IC BpaduoM, HanmpumMep B OTACJICHHUU

HEOTJIOKHOM IIOMOIIXW, BBI3BBAHHOC YXYAIICHHUEM TCUCHUA cepnequﬁ HEAOCTATOYHOCTH, KOTOPOC

Tpe6yeT JICUCHUA (HOMHMO TOJIBKO MOBBIMICHUA JO3bI IICPOPATIBbHBIX I[I/IprTI/IKOB). <(HaI_[I/ICHTLI Tpynnbl

PUCKa» O03HAYACT YHCJIO IMAIIMCHTOB I'PYIIIILI pUCKa B HAYaJIC II€pHUOaa.
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QP (95% OM1) MNaUMeHTH, ¥ KOTOPBX SRnM CHOLWeHWa JuayoHne p
JADEMMCTRHPROBAHD ABNEHWA PHCEOB
Noxazarenu KOMMOHEHTOR KOMOEHADOBAHHOR (95% OH)
HOMEYHON TONKK (HACTOTA ABNEHME)
KoMEBMHHPOBAHHAR KOHGYHAR TOYKA, DRIFYAIOLWAR J‘Janarnncpnmun Mnayeto
CMEQTE NO NPHYHHE COPASYHO-COCYANCTOND (N=2373) (N=2371)

3abONEBANMA, FOCNWTANMIALMIO NO NOBOAY

CEPARYHOR HEQDCTATOMHOCTH MIM IKCTREHHOS

ofpaleHWe 38 NOMOILID B CRRIW C VXYIWEHARN —E— 386 (11.6) 502 (15.6) 0,74 (0,65, 0.85) <0,0001
TEYEHMA CERABYHON HEAOCTATOMHOCTA

r{ICI'Hr-EI-'IH:lEIIIHH no noBogy CepeqHDn

HEAOCTATOWHDETH —— 231 (8.9) 318 (9.8) 0,70 (0,58, 0.B3) <0,0001
JKcTpeHHDE OHpALBHME 32 NOMOWLD B ) . )
CRAZH C VXYOWEHWEM TEYEHUA COpOouMoR 10(0.3) 2307 043(0.20.0.90 0.0212
HEAOCTATONHOTTH
Crag PTe ND NpHMYHMHE CEpaeNHO=-COCYAWUCTOND —— 227 {E_ﬁ: 73 [.-',9) ﬂ.ﬂ? m,t—',g_ I]_EIE? l_’].m:‘.
aaboneaadEn
Cuepte no NGORA NpUdMrHe —— 276 (7.9) 328 (9.5) 0,83 (0,71, 0.97) 00217
I T T T T
0.5 D8 1 125 2
B nonsay aanarmudanoamHa | B nonsay nnayeso

Pucynok 4. I¢pdexT jedeHnsi B OTHOLICHNH NMEPBUYHON KOMOMHHPOBAHHON KOHEYHOM
TOYKH, €e KOMIIOHEHTOB, a4 TAKKe CMEPTH MO0 JI000H NpuYnHe
Tlpumeuanue:

JKCTPEHHOE OOpallleHHE 3a IOMOIIBIO B CBSI3U C YXYALICHUEM TEUCHHs CEple4YHOH HEAOCTaTOYHOCTU
ObUIO OMpeneNieHO0 KaK CpOYHOEe, BHEIIAaHOBOE O0CIeJOBaHHE BpadoM, HAIpuUMEp B OTICICHHUU
HEOTJIOKHON ITOMOIIM, BBI3BAHHOE YXYAIICHHEM TEUEHHUS CEPIACYHOM HEIOCTaTOYHOCTH, KOTOPOE
TpeOyeT JedyeHust (IOMUMO TOJIBKO TIOBBILICHUS 103bl IEPOPANIbHBIX JUYPETHKOB). KonmndyecTBo mepBbix
SIBJICHUH 110 OTJENbHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOW KOHEYHON TOYKH SIBISIETCS (PaKTHYECKHM
KOJIMYECTBOM MEPBBIX SBICHUI Ka)KAOTO KOMIIOHEHTa U HE CYMMHPYETCS C KOJIMYECTBOM SBJICHUH B
KOMOWHHUPOBAHHOW KOHEYHOM TOuKe. YacToTa BO3HMKHOBEHHMS SBJICHUH NpPEACTaBICHA KaK YHCIIO
YYACTHUKOB, Y KOTOPBIX OBLIO 3aPErHCTPUPOBAHO SIBIICHHE KOMIIOHEHTOB KOMOMHHPOBAaHHON KOHEYHOM
Touky, Ha 100 manueHTo-NeT nociaenyrmero HaomoaeHns. 3Ha4eHUs P AJIs1 OTIEIbHBIX KOMIIOHEHTOB
KOMOWHHPOBaHHON KOHEYHOH TOYKH U CMEPTH I10 JTF000W PUYNHE SBISIFOTCS HOMHUHATBHBIMU.
[Ipumenenne nanaringuio3sMHa TaKKe MPHUBOAMIO K CHIDKEHHIO OOIIEro KOJHMYEeCTBa CIydaeB
TOCTIMTANIM3ALMN 0 TIOBOJY CEpAEYHOM HENOCTATOYHOCTH (IIEPBHUYHOM M MOBTOPHOW) M CMEPTH IO
MIPUYMHE CEPAEYHO-COCYIUCTOM maTonoruu: 567 ciydaeB B rpynne nanarirgio3uHa IO CPaBHEHUIO C
742 cnyyasimu B TpyIre ianebo (otHocutenpHas yacrora: 0,75 [95% JIU: 0,65-0,88]; p = 0,0002).

[IpeumymiecTBO Tepanuu AanariaugIo3UHOM HAOMIONANOCh Y MAIMEHTOB C CepAeYyHOU
HenoctatoyHocThio ¢ CJ1 2 Tuma u 6e3 TakoBoro. [Ipumenenune ganarauguio3uHa NpUBOIIIO K
CHIDKEHHMIO YacTOTHI MEPBUYHONH KOMOMHHUPOBAHHOM KOHEYHOM TOYKH, BKJIIOYAIOLICH CMEPTh
[0 TIPAYUHE CEPIECYHO-COCYIAUCTOM NATOJOTHH, TOCHUTAIN3ALMIO IO TOBOAY CEPACYHOU
HEI0CTaTOYHOCTH WJIM 3KCTPEHHOE OOpalleHHe 3a MOMOUIbIO B CBSA3U C YXY/IIEHUEM TEUEHUS
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cepeyHo HeaocTatouHocTH y nanueHToB ¢ C/I 2 tuma (OP0;75195% At0;63;0,901) m6e3
takoBoro (OP: 0,73 [95% JAU: 0,60, 0,88]).

[IpeumymiecTBo Tepanuu Janariugio3MHOM [0 CpaBHEHHIO C IUIaledo B OTHOUICHUH
MEPBUYHOI KOHEYHOM TOUKH OBLIO COMOCTABUMBIM B APYTUX KIHOYEBBIX MOATPYIINAX, BKIIOYAS
COIYTCTBYIOIIYIO TEpPaIvio cepAeyHol HepocTaTouHocTH, GyHKIuIo mouek (pCK®D), Bo3pacr,
MIOJI U PETHOH.

Hcxo0, coobwaemvlii nayuenmamu. CUMnmMoMbl XPOHULECKOU cepOeuHOl HedoCmamo4HoCmu
Oddext neueHuns manariau@ro3UHOM B OTHOIICHUH CHMIITOMOB CEpACYHON HEIOCTATOYHOCTH

OLICHUBAJIA C TOMOMIBIO OOINEro mMmokaszareis CUMITOMOB MO0 KaH3acCKOMY OINMPOCHHKY JUIS
6onbHbIX Kapauomuonatuei (KCCQ-TSS), koTophlii MO3BOISET MPOBOAUTH KOJIMYECTBECHHYIO
OLICHKY YaCTOThl H CepACYHON  HEIOCTaTOYHOCTH,
YTOMIIIEMOCTh, TIepUPEPUIECKHE OTEKH, OJBIIKY H OPTOITHO).

TSKECTH  CUMIITOMOB BKJIIOYast
3HaYeHUs IOKa3aTes
BapbupyioT ot 0 1o 100, npuyem Gojiee BHICOKHMI Oallll COOTBETCTBYET JIyUYIIEMY COCTOSHHUIO
310poBbsl. Tepamust fganariu(iIO3MHOM MPUBOAMIA K CTAaTUCTHYECKHM 3HAYUMOMY U
KJIMHUYECKH 3HAYMMOMY MPEUMYIIECTBY MO CPaBHEHHIO ¢ IIane00 B OTHOLICHUH CHMIITOMOB
Cep/IeYHON HEAO0CTAaTOYHOCTH, olleHuBaeMbIX 1o u3MeHeHuto KCCQ-TSS uepe3 8 mecsnes ot
UCXOJJHOTO YpPOBHs (BeposTHOCTH mpeumymiectBa: 1,18 [95% JU: 1,11, 1,26]; p <0,0001).

YacroTa U TSKECTb CUMIITOMOB BHECIH BKJIAJ B PE3yJbTaT, MOITYYEHHBIH MO 3((HEKTUBHOCTH

tepanuu. [IpermyriecTBo HaOmOAaIoCh Kak B YIYYIIEHUH CHMITOMOB CEepJCYHOMN
HEJOCTAaTOYHOCTH, TaK U B MPENOTBPALCHUH YXYIIIEHUS CHUMIITOMOB CEpACYHOM
HEJ0CTaTOYHOCTH.

[Ipu aHanu3e AAHHBIX PECIIOHJICHTOB IOJIS MAIMEHTOB C KJIMHUYECKH 3HAUUMBIM YITY4IICHHEM
KCCQ-TSS uyepe3 § mecsieB 1Mo CpaBHEHHIO C MCXOIHBIM YPOBHEM (KOTOPOE OIPENEIISIOCh
Kak 5 u Oonee 6ayioB) ObLIa BBILIE B TPYIMIE JICYCHUS NAanarin(Io3HHOM MO CPaBHEHHIO C
rpynmnoi, noxydasuiei ruiane6o. oy mManuMeHTOB ¢ KIMHUYECKM 3HAYMMBIM YXYALICHHEM
(koTOpoe ompenemsuiock Kak 5 W Oojee OamoB) Obula HEDKE B TPYIIE JICUCHUS
JanarngIIO3MHOM TI0 CPaBHEHHIO ¢ TPYIIION, MoTy4aBiei miamne6o. [IpeumyinectBa Tepaniuu
nanariaugI03MHOM COXPAHSIUCh MPU IPUMEHEHUHU 00Jiee KECTKUX IMOPOTrOBbIX 3HAYEHUH NI
OOJIBITNX KIMHUYECKH 3HAYMMBIX M3MEeHEeHHH (Tabmwmia 10).

Ta6auna 10. KonuvecTBo M 10151 NAIMEHTOB ¢ KJIMHUYECKH 3HAYMMBIM YJIy4IIeHHEM
WIH yXyAlleHueM o001Iero nokasarteissi cuMnTomMoB no KaH3acckomMy ONpPOCHHMKY AJs
6oabHbIX KapauomuonaTueii (KCCQ-TSS) uepes 8 mecsineB

N3menenue
Janaraudio3un
OTHOCUTEJIbHO Inanedo
CXO/JHOTO YPOBHS 10 wr n' = 2062
" Y n' = 2086
4yepe3 8 mecsiueB
OTHoweHne
(1) (1)
Yayuwmenue n (%) ¢ 2 n (%) ¢ , | mancos® (95% 3Haq§1me
yJay4dlleHHneM yJay4dlleHueM ) p
>5 GayoB 933 (44,7) 794 (38,5) 1,14 (1,06, 1,22) 0,0002
>10 6anoB 689 (33,0) 579 (28,1) 1,13 (1,05, 1,22) 0,0018
>15 6anos 474 (22,7) 406 (19,7) 1,10 (1,01, 1,19) 0,0300
Vavoutenue n (%) c n (%) c OTHoOmEHne 3HavyeHue
4 yxyamennem® | yxyamennem’ | mancos’ (95% p°
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AM)
>5 6ai1os 537 (25,7) 693 (33,6) | 0,84(0,78,0,89) | <0,0001
>10 6a110B 395 (18,9) 506 (24,5) | 0,85(0,79,0,92) | <0,0001

Ilpumeuanue:
! Yucno manmentos ¢ 3apeructpuposanubvM 3HaueHreM KCCQ-TSS MM MALMEHTOB CO CMEPTETbHBIM

HCXOJIOM /10 OKOHYAHUS 8 MECSLIEB JICUCHHUS.

? Yycno MaIueHToB, y KOTOPIX HAOMI0ANoCh ylydlleHHe He MeHee yeM Ha 5, 10 mwiu 15 Gamios o
CPaBHEHMIO C UCXOJHBIM YPOBHEM. 3HAUEHUS JUUIsl IAL[MEHTOB CO CMEPTEJIbHBIM MCXO0JIOM 10 OKOHYaHMS
YKa3aHHOTO NEPHOAA BPEMEHH COOTBETCTBYIOT OTCYTCTBHUIO YITyUIICHHUS.

3 [pu yirydIeHuy OTHOLICHHE IIAHCOB >1 03HAYAET NPEUMYIECTBO TEPAIHH JANATTH(IO3MHOM B 03¢
10 mr.

* Yncno marmeHToB, y KOTOPHIX HAOMIONANOCh YXyALICHHE He MeHee ueM Ha 5 wan 10 Gamios mo
CPaBHEHMIO C UCXOJHBIM YPOBHEM. 3HAUEHUS JUUIsl IAL[MEHTOB CO CMEPTEJIbHBIM MCXO0JIOM 10 OKOHYaHMS
YKa3aHHOTO NEPHOAA BPEMEHH COOTBETCTBYIOT YXY/IIECHUIO.

® [Ipu YXy/IlUICHHH OTHOLICHHE IIAHCOB <] 03HAYACT MPEHMYIIIECTBO TEPAMUH 1aNarTH(IO3HHOM B 03¢
10 mr.

6
3HaucHUS P ABJIAKOTCA HOMHWHAJIbHBIMU.

Hepponamus

Be110 3aperncTpupoBaHO HECKOJBKO SIBJIEHUH KOMIIOHEHTOB KOMOWHHUPOBAaHHON KOHEUHOM
TOYKM TIOYEYHBIX MCXOAOB (MOATBEepxkIEHHOE ycroitumBoe cHmxkeHne pCKD >50%,
TEPMHUHAJIBHAS CTAAUs NOYEYHON HEJOCTaTOUYHOCTHU WJIM CMEPTH BCIIEJICTBUE OCIOKHEHUN CO
CTOPOHBI IOYEK); YacTOTa sIBJICHUH coctaBmia 1,2% B rpyme, noiay4aBmieil ranariau@ao3ut, u
1,6% B rpymrie, nmoxydanuiei mianeoo.

HUccneoosanue DELIVER: xponuueckas cepoeunas neoocmamounocms ¢ @BJDK >40%
Onenka nmanmarnudiuo3uHa IS yAy4IICHWS KadecTBa KU3HU IAIMEHTOB C XPOHUYECKOU
CEpJICYHON HENOCTaTOYHOCThIO C CcoxpaHeHHOW ¢pakuuedt BwIOpoca (DELIVER) —
MEXIYHapOJAHOE MHOTOILEHTPOBOE pPAaHIOMH3UPOBAHHOE JBOMHOE cjemoe  ranedo-
KOHTPOJUPYEMOE UCCIIEIOBAaHME Y TAIMEHTOB B Bo3pacte > 40 JIeT ¢ XpOHUYECKOUN cepeuHOn
HepoctaToyHocThio (kiacce [I-IV mo NYHA) ¢ ®BJIK >40% u nmpusHakaMu CTPYKTYpHOTO
3a0o0yieBaHUsl Cep/la, KOTOpOE MPOBENU Ui ONpeAesieHUs BIMSIHHS Hanariudio3uHa Mo
CpPaBHCHHMIO C IUIanebo Ha YacTOTy CIIy4aeB CMEPTH MO MPHYMHE CEePIAEYHO-COCYIUCTOM
MATOJIOTUH U YXYJIIIEHUE TEUSHUS CEPJIEYHON HETOCTATOYHOCTH.

N3 6263 nmanuentoB 3131 manuenTt ObLT paHAOMHU3UPOBaH B Ipymiy aanariauduosuna 10 mr, a
3132 manueHTa — B rpymnmy Iuiane6o; Mearnana MpoA0KUTEILHOCTH HAOIIOICHUS COCTaBUIIa
28 wmecsueB. B uccnenoBanme Brmoumnm 654 (10%) mammeHTa ¢ MOJOCTPOW CepaeYHOM
HEJOCTAaTOYHOCThIO (T. €. PaHJOMHM3UPOBAHHBIX BO BpeMs TOCHUTAIM3ALMUA MO IOBOAY
CEepIeYHON HEJAOCTAaTOYHOCTH WM B TeueHue 30 mgHEH Tociie BBIMUCKH M3 CTAaIlMOHApa).
CpenHuii BO3pacT MAlMEHTOB HMCCIEAYEMOW MOMYJAILMU COCTaBWI 72 rona, 56% maiueHToB
Obutn My>KcKoro mona. Mcexonno 75% nanuentoB 6butn otHeceHs! K 11 kiaccy mo NYHA, 24%
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— k III knacey u 0,3% — k IV kiaccy. Mennana dBIK cocTasnma 54%:Y 349 TTannenToB
OBJIXK cocraBuna <49%, y 36% — 50-59% u y 30% — >60%. B xaxnoi rpymnmne jeyeHus y
45% mnanuentoB B aHamHe3e Obu1 CJ] 2 Tuma. ba3oBas Tepamus BKIIIOYalla WHTHOUTOPHI
AII®D/BPA/aHTHOTEH3MHOBBIX ~ pELENTOPOB M HENpWIM3WHA  MHTHOWUTOp,  Oera-
anpenoOnokaropsl  (83%), muyperuku (98%) U OIOKATOPHI MHUHEPATOKOPTUKOUIHBIX
penentopoB (43%).

Cpennsii pCK® cocraBuna 61 mu/mun/1,73 M2V 49% marueHTOB pCK® cocraBuna
<60 mu/mun/1,73 M2, y 23% — <45 wmu/mun/1,73 M’ u y 3% — <30 mn/mun/1,73 M2,
Janarmugo3uH mpoeMOHCTPUPOBAIT TIPEBOCXOJICTBO 10 CPABHEHHUIO C IJIAe00 B CHUKCHHUU
Y4acTOTHI TOCTHKCHUSI KOMOMHUPOBAHHON KOHEYHOH TOYKH, BKIIFOUYAIOMICH CMEPTh 110 IPUIHHE
CepACYHO-COCYTUCTOTO  3a00JieBaHMsI,  TOCIHUTAIM3ALNMIO IO  TOBOJY  CEpACYHOMN
HEIOCTaTOYHOCTH WIJIM KCTPEHHOE OOpalleHue 3a MOMOMIBIO B CBSI3U C YXY/IIICHUEM TEUCHUS
cepaeunoit Henoctarounoct (OP: 0,82 [95% JAU: 0,73, 0,92]; p = 0,0008) (pucyHoxk 5).

DanarnudnosnH B cpasHeHHd ¢ nnayebo
OP (95% AMH): 0,82 (0,73, 0,92)  3navenwe p 0,0008
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MauMeHTEI rpYNNBI PHCKa MecAuLl nocne paHAoMHIaLUHH

Hanarnwgnosei: 3139 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Mnavefo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Pucynox 5. Bpemsi 10 mepBOro A0CTHKeHHS] KOMOMHUPOBAHHON KOHEYHOM TOYKH,
BKJIIOYAKOUIEed CMEPTh MO NMPUYHMHE CePAeYHO-COCYAMCTON MATOJOTHU, FOCIUTATU3ALUIO
MO0 MOBOAY CepAeYHOl HeAO0CTATOYHOCTH MJIHM IKCTPeHHOe oOpalleHHue 3a MOMOIIbLIO B
CBSI3M C YXYALICHHEM TeYCHUA CepACYHOM HeI0CTATOYHOCTH

Ilpumeuanue:

9KCTPEHHOE OOpallleHHe 3a TTOMOIILI0 B CBS3HM C YXYAIICHHEM TCUCHHS CEPIICYHOW HETOCTATOUYHOCTH

OBLIO OIMPCACIICHO KaK CpOYHOC, BHCIUIAHOBOC O6CJ'IC):[OB3HI/IC BpauoM, HanmpumMep B OTACJICHHUU
HEOTJIOXKHOM IIOMOIIXW, BBI3BBAHHOC YXYAIICHHUEM TCUCHUA cepaequﬁ HEAOCTATOYHOCTH, KOTOPOC
Tpe6yeT JICUCHUA (HOMI/IMO TOJIBKO MOBBIIICHUA JO3bI IICPOPATIBbHBIX ,I[I/IypeTI/IKOB). «IlamueHTHI T PYHIIbI
pHUCKa» 03HAYaCT KOJIUYCCTBO IMAIIMCHTOB I'PYIIINLI pYCKa B HAYAJIC IIEPUOJA.

Ha pucynke 6 mnpeacraBieH BKJIAJ TpeX KOMIIOHEHTOB NEPBUYHON KOMOMHMPOBAHHOU
KOHEYHOU TOYKH B 3P (DEKT JIeueHusl.
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OTHOWEHWE MNaunexTsl, ¥ KOTOPBIX BN OTHOWEHKWE
PHCKOB JAPErMCTPUPOBaHEl ABNEHWUA PUCKOB
Nokazarenu (95% QW) KOMMNOHEHTOB KOMOWHWpOBaHHON  (95% OM)

KOHEBYHOWM TOMKH (YacToTa ABNEHHA)
KOoMOHMHWDOBaHHAA KOHEYHAR TOMKA,
BR/IO4EIOWER CMEPTE ND NPHYHHE fanarnucpnoaun  Mnayebo
CEQABYHO-COCYAMCTOro 3afonesanunn, (N=3131) (N =3132)
MOCMNMTANAZAUWIO NO NOBOAY CepABYHON
HEAOCTATOYHOCTH MNW IKCTPEHHOE oOpaLleHne
3a HDMGLIJ,?H] B CBR3W C yXyoweHAEM TBYEHHA —_— 512 (7.8) 810 (9,8) 0,82 (0,73, 0,82)
CEPABYHON HEADCTATOMHOCTH

MOCAMTANM3AUWA NO NDBOAY CepABYHOR —— 329 (5,0) 418 (6.5) 0,77 (0,67, 0.89)
HEOOCTATOYHOCTH

JKCTRpEHHOE DOPALYEHWE 38 NOMOLLLHD — 60 (0,5) 78 (1,1) 0,76 (0,55, 1,07)
B CBAZN G yXyOWEHHWEM TEYEHWA
cepaeyHON HeaOCTATOYHOCTH
CsmepTe No NPHYMHE CEpABYHO-COCYAMCTOND — ——e—1— 231 (3.3) 261 (3.8) 0,88 (0,74, 1,05)
aabonesaHun
[ L] | 1
0.5 08 1 1,25 2
B noneay ganarnwgnoavka | B nonbay nnayefo

Pucynok 6. I¢pdexT edeHnsi B OTHOLICHNH NMEPBUYHON KOMOMHHPOBAHHON KOHEYHOM
TOYKH U ee KOMIIOHEHTOB

Ilpumeuanue:
3KCTPEHHOE OOpalleHre 3a MOMOIIBI0 B CBSI3U C YXYANICHUEM TEUCHUs CEpJCUYHON HEIOCTATOYHOCTH

OBUIO ONpENeNeHO KaK CPOYHOEe, BHEIUIAHOBOE OOCIEIOBaHME BpAadyoM, HAlpuUMep B OTACICHHU
HEOTJIO’)KHOW IIOMOIIY, BBI3BAHHOE YXYIIIEHHEM TEYEHUS CEpAEeYHOM HEAOCTAaTOYHOCTH, KOTOpOE
TpeOyeT JieueHus (IOMUMO TOJIBKO TIOBBIIIICHUS JI03bI IEPOPANTLHBIX TUYPETHKOB). KonndaecTBo mepBhix
SIBICHUH TI0 OT/AEJBbHBIM KOMIIOHEHTaM KOMOMHUPOBAHHOW KOHEYHOH TOYKH SIBISETCS (aKTHYECKUM
KOJIMYECTBOM TIEPBBIX SBICHUM Ka)XIOTO KOMIIOHEHTa M HE CYMMHpPYETCS C KOJUYECTBOM SIBJICHHUN B
KOMOVWHHUPOBAHHOW KOHEYHOM TOouKe. YacToTa BO3HMKHOBEHHMS SBJICHUH NpPEACTaBICHA KaK YHCIIO
YYACTHUKOB, Y KOTOPBIX OBLIO 3aPErHCTPUPOBAHO SIBICHHE KOMIIOHEHTOB KOMOMHHPOBAaHHON KOHEYHOM
Toukd, Ha 100 manmMeHTo-IeT MOCIEAYIOUIEro HaOMIOAeHNs. AHAIN3 CMEPTU MO NMPUYHHE CEPACUYHO-
COCYIHUCTOr0 3a00JIeBaHUs, MPEICTABICHHOW 37€Ch B KaueCTBE KOMIIOHEHTa MEPBHYHON KOHEUHOH
TOYKH, TaKKe MPOBENH MpH (POPMaIBHOM KOHTpOJIE OIIMOOK MEpPBOrO Poja, TNie OHA BBHICTYIANa B
Ka4eCTBE BTOPUYHON KOHEUHON TOUKH.

Janarmmgio3ud mpoAeMOHCTPUPOBAIT MMPEBOCXOJICTBO MO CPABHEHHIO C IUIANe00 B CHIDKCHUH
o0miero 4ymcna COOBITHH CEepACYHONM HEIOCTATOYHOCTH (OMpeaensseMOoro Kak IepBUYHAS M
MOBTOPHAsI TOCIHUTAIM3AIMSA T10 TOBOJY CEPJICYHON HEJOCTAaTOYHOCTH WM HSKCTPEHHBIE
oOpareHust 3a MOMOIIBIO B CBSI3M C YXYIIICHHEM TEUYCHHS CEpJICYHON HEIOCTATOYHOCTH) M
CMEPTH IO TMPUYHUHE CEepPACYHO-COCYAUCTOro 3aboneBanus: 815 ciywaeB B rpymre,
nosydaBieil nanarnudiao3uH, mo cpaBHeHUIo ¢ 1057 cioyyasmMu B TpyIme, MOTy4YaBIICH
iane6o (otHocuTenbHas yacrota: 0,77 [95% JAU: 0,67, 0,89]; p = 0,0003).
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[IpeumymecTBo Tepanuu AanaraudIo3WHOM MO CPABHCHUIO ¢ INMAanc00 B OTHOIICHUH
MEePBUYHON KOHEYHOW TOYKH HAOIOAAIOCh B moArpymnmax mnanueHtoB ¢ OBJIDK <49%, 50—
59% u >60%. DddexT Tepanuu Takke ObUI COMOCTABUM B IPYIHX KIIIOYEBBIX MOATPYIIAX,
KJ1accu(pUITMPOBaHHBIX, HAITPUMED, 1O BO3pacTy, noiy, kinaccy NYHA, ypoaro NT-proBNP,
MOJOCTPOro CTaTyca CepACUHON HeaocTaToyHOCTH U Hanmmuuio CJI 2 Tuna.

Hcxo0, coobwaemvlii nayuenmamu. CUMnmMoMbl XPOHULECKOU cepOedHOl Hed0CmAamo4HoCmu

Tepanus pamarmu@IO3WHOM TMPUBOAWIA K CTATUCTHUYECKH 3HAYUMOMY IMPEUMYIIECTBY IO
CPaBHEHHIO C T1arie00 B OTHOIICHHH CHMIITOMOB CEpACYHON HETOCTATOYHOCTH, OIICHUBAEMBIX
Mo W3MEHEeHHI0 uepe3 8 wMecsameB oT wucxomHoro ypoBHa KCCQ-TSS (BeposTHOCTH
npeumymectsa: 1,11 [95% AU: 1,03, 1,21]; p = 0,0086). YactoTra U TSKECTh CHMITOMOB
BHECJIM BKJIaJl B PE3YyJIbTaT, MOJIYYEHHBIH 110 3(hEeKTUBHOCTH TEPAITHH.

[Ipn ananmm3e pPECHOHACHTOB MOJs MAIlMEHTOB CO CpeaHUM (=5 OauioB) WM CHUIBLHBIM
(>14 6anmnoB) yxymmennem 3HaueHus KCCQ-TSS uepe3s 8 wecsieB 1O CpaBHEHUIO C
UCXOJHBIM YpOBHEM OblJIa HUKE B TPYIIE JICUCHHUS AAnariu(IIO3nHOM: CpeqHee yXy/IICHHE
Habmronanoce y 24,1% mnanueHToB, NPUHUMABIIUX JAanariaugIio3ul, Mo cpaBHeHUIo ¢ 29,1%
MAIMeHTOB, NMPUHUMABIIUX Ianedo (oTHomenwe maHcos: 0,78 [95% [AU: 0,64, 0,95));
CWIbHOE yXyAlIeHue HaOmonanock y 13,5% manueHToB, MPUHUMABIINX Aanariu(io3uH, Mo
cpaBHeHu0 ¢ 18,4% manueHToB, MpUHUMaBIIUX I1anedo (otHomenue mancoB: 0,70 [95 %
JU: 0,55, 0,88]). Jlons marueHTOB CO CIIa0BIM WJIM CPEIHUM yaydmieHueM (> 13 6amioB) uiam
CUJIBHBIM yiyulieHueM (> 17 6atoB) He OTIUYAIACh MKy TPYNIIAMH JICUCHHUS.

XpoHnuueckas cepoeunas nedocmamounocmo 8 ucciedosanusix DAPA-HF u DELIVER

B ananuze o0veaunennbix nanubix uccnenoBanuii DAPA-HF u DELIVER oTtHomenue puckoB
JUIs manaran@IiosuHa o CpaBHEHUIO C Tuanebo0 B OTHOIIEHWHM KOMOMHHMPOBAHHOW KOHEUHOM
TOYKH, BKJIFOYAIOIICH CMEPTH MO MPUUMHE CEPJICUHO-COCYIUCTOM MAaTOJOTHH, TOCITUTATU3AIINIO
M0 TIOBOJIY CEPJICYHON HEIOCTATOYHOCTH UM SKCTPEHHOE OOpalleHHe 32 TOMOIIBIO B CBSI3U C
YXYAIIEHUEM TEUCHHsI CEPJICYHON HEe0CTaTOYHOCTH, cocTaBuio 0,78 (95% IAU: 0,72, 0,85), p
<0,0001. DddexT neyenuss ObLT COMOCTaBHM JUisi Bcero awama3ona 3Hadennii OBJDK Oes
ocnabnenus apdexra B 3aBucuMocTH oT 3HaueHus OBJDK.

Ha ocHoBanum amanmmsa oObennHeHHBIX HaHHBIX uccienoBannii DAPA-HF u DELIVER mo
3apaHee MPEAyCMOTPEHHBIM  TIEPEMEHHBIM Ha  ypOBHE  TMAIMEHTOB  TMPUMCHEHHUE
nanariugio3uHa TPUBOIUIO K CHIDKEHUIO PHCKAa CMEPTH IO MPUYMHE CEPACUYHO-COCYTUCTON
MaToJIOTHU MO0 cpaBHeHWto ¢ twranebo (OP: 0,85 [95% HAU: 0,75, 0,96], p = 0,0115).
[MonoxxutenbHbIi 3 PeKT neueHns ObUT MPOAEMOHCTPUPOBAH B 00OUX HUCCIICIOBAHUSIX.

XpoHnyeckas 00JIE3Hb IIOYEK

HccnenoBanue 1o oLEHKe BIUSHUS Aanarin@iio3nHa Ha MOYeYHbIe UCXOAbl 1 CMEPTHOCThH OT
CEpPACYHO-COCYTUCTHIX 3a00JIEBaHHI Y MAI[MEHTOB C XPOHUYECKOH Oonesnpio modyek (DAPA-
CKD) — MexIyHapoJHOE MHOTOLIEHTPOBOE PaHJOMHU3UPOBAHHOE JBOIHOE ciernoe Iuianedo-
KOHTPOJIMPYEMOE HCCIIeI0OBaHHE y MAIIMEHTOB ¢ XpOHUYECKOH 0one3HbIo modyek ¢ pPCKD >25 u
<75 m/mun/1,73 M* u anpOymunryprei (A/Kp moun >200 u <5000 mr/r) — mpoBOIMIN AJIst
oTpesieNieHUs] BIUSHUS, KOTOPOE OKa3bIBaeT MAmariu(IIO3WH MO CPAaBHEHUIO C IuIanedo mpu
n00aBJIICHMM K CTaHAApTHOW 0a30BOM Tepanmuu Ha YacTOTy JOCTHIKEHUS TEePBUYHOMN
KOMOWHHUPOBAHHON KOHEYHOM TOUYKH, BKIIOHaromie ycroiunBoe cHmwkeHnne pCK® na >50%,
JTOCTI)KCHHE TEPMUHAIBHON CTaUHU TTOYEYHOW HEIOCTATOYHOCTH (OTpeaesieMyr0 KaK CTOMKOE
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sHauenne pCKDd < 15 wma/mun/1,73 M2, JTOJITOCPOYHOE — JICUCHAE — AAATA3Z0OM — MITH
TpaHCIUIAaHTAlMsI TMOYKH), CMEPTh MO MPHYMHE CEPACYHO-COCYIUCTOro 3a00JeBaHUS WU
CMEPTh BCJIEICTBUE OCIIOKHEHUI CO CTOPOHBI MTOYEK.

N3 4304 marmenToB 2152 marnueHTa ObUTH paHIOMH3UPOBAHBI B Tpynmny aanariaudaozuna 10
MT, a 2152 manuenta — B rpynmny mianeo; Meauana nepuoja HabiroaeHus: cocraBuia 28,5
Mmecsna. JledeHne mpoaomKamy, eclid Bo BpeMs uccienoBanus 3HaueHne pCK® camxkanock 110
ypoBHS HIDKe 25 mu/mun/1,73 Mz, ¥ MOTJIM TPOJOJDKATh B CIydasiX, Korjaa ObUT HEOOXOIuM
nuanu3. CpelHuid BO3pacT MAaIMEeHTOB HCcieayeMoi momyisiuuu cocraBui 61,8 mer, 66,9%
MalyeHToB ObUIM MyXcKoro moja. Mcxomno cpemnee 3Hauenne pCKD cocraBuio 43,1
mi/mun/ 1,73 MZ, a menuana A/Kp moum — 949,3 mr/r. YV 44,1% mnaruentoB 3nauenne pCK®
coctaBisuio ot 30 mo <45 mn/mun/1,73 M2, y 14,5% mnanuentoB — <30 mu/mun/1,73 M2,V
67,5% mnauuentoB Obul CJ] 2 tuma. IlanmenTtsl momydanu cTaHmapTHyio Tepamnuio; 97,0%
narnueHToB noiy4yanu HHruouTopsl AII® mnu BPA.

Ha ocHOBaHMHM peKOMEHJAMA HE3aBUCHMOIO KOMHTETa [0 MOHUTOPUHTY JaHHBIX
UCCJICIOBAHNE 3aBEPIIMIN JOCPOYHO MO TPUYMHE BBISBICHHUS JPPEKTUBHOCTH JICUCHUS,
YCTaHOBJICHHOW 1O  MPOBENEHUS  3allaHUpOBaHHOrO  aHanmu3a.  Jlamarnmudno3un
MPOJEMOHCTPUPOBAI MPEBOCXOJACTBO IO CPaBHEHHIO C IUTalebo B MPEIOTBpPALICHUH
MEePBUYHON KOMOWHHUPOBAHHON KOHEYHOM TOYKH, BKIIFOYArONIeH ycToiunBoe cHmkeHne pCKd
Ha > 50%, TepMUHAIBbHYIO CTaJHMI0 ITOYEYHOM HEJOCTATOYHOCTH, CMEpPTh IO MPUYUHE
CEpIEYHO-COCYAUCTOr0 3a00JIeBaHMs WIIK CMEPTh BCIEACTBHE OCIIOKHEHUN CO CTOPOHBI IOYEK.
Ha ocHoBanuu rpaduka, mocTpoeHHOTo ¢ momoibio Meroaa Kammana—Meiiepa miis BpeMeHH
J0 TIEpBOTO JOCTHXKEHHS KOMOWHUPOBAaHHOM KOHEYHOW TOukH, 3(dexr Tepanuu Obul
MPOJEMOHCTPUPOBAH HAYMHAS C 4 MECAIEB JICUCHHUS U COXPAHSJICS O KOHIA UCCIICIOBAHHUS
(pucyHoxk 7).
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Pucynoxk 7. Bpemsi 10 mepBOro AOCTHKeHHS] KOMOMHUPOBAHHON KOHEYHOM TOYKH,
BKJIKOYawmeil ycroiynsoe cHuxkeHue pCK®P® nHa 2>50%, TepMHHAIBHYIO CTaaAUIo
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NMOYEYHO HEJO0CTATOYHOCTH, CMePTh MO NPH =
WIH CMEpPTh BCJIeICTBUE OCJI0KHEHUH CO CTOPOHBI MOYeK.
Ilpumeuanue:
CMAIUEHTHI TPYIIIBI pPUCKa» O3HAYACT KOJIMYCCTBO MMAIIMEHTOB I'PYIIIBI pUCKAa B HaA4YaJI€ I€puoaa.

Bce ueTpipe KOMIOHEHTa MEPBUYHON KOMOMHHMPOBAHHONW KOHEYHOW TOYKH IO OTIEIHHOCTH
BHOCWJIM BKIad B 3pdext neuenus. Tepanus mganarnuguo3nHOM Takke MPUBOIMIA K
CHIDKEHHUIO YaCTOTHI SIBIICHUH KOMOMHUPOBAHHOW KOHEYHOM TOYKH, BKITFOUAIOIICH YCTONIMBOE
caumkenne pCK® na >50%, TepMUHaNbHYIO CTaIUI0 MOYEHYHON HEIOCTATOYHOCTH, CMEPTh
BCJIE/ICTBUE OCJIIOXHEHHI CO CTOPOHBI MOYEK, a TAK)K€ YaCTOThI SBIEHUN KOMOMHUPOBAHHOM
KOHEYHOW TOYKH, BKJIOUYAIOMIEH CMEPTh MO MPUYMHE CEPACYHO-COCYAMCTOrO 3a00JIeBaHUS.
Jleyenne manaraugIO3MHOM MPUBENIO K YAYYIIEHUIO OOIIEH BHDKMBAEMOCTH Y MAIMEHTOB C
XPOHUYECKON OO0JIE3HBIO MOYEK M CTAaTUCTUYECKH 3HAYMMOMY CHM)KEHHUIO CMEPTH MO JII0OOH
npu4yrHe (PUCYHOK §).

Norasatenw OP (95% OW) Nay1enTsl, ¥ KOTOPB Benk OP (95% OW) 3HAdvEHAE £
JAPEMACTRUDOBANL ABNSHKA
ROMNOHEHTOE ROMBHANDOBAHHOA
KOMHEUHON TOUKH (HACTOTA ABAEHWA)
Mrayabo
MNepeWyHan KOHEYHAA TOUK Asnarmgnosm H
ep ny i {N=2152) (N=2152)

KomBMHMpoBaHHAR KOHEYHARA TOYKA,
EXNMIHAKILLAR YEToORYMEDE cHuMeHwe pCKD 1a
E50%, TEPMMHANLHYIO CTAAMK NOYEYHOH
HEQOCTATOMHOCTH, CMepTs BCneacTene —a— 197 (4.8) N2(7.5 0.61 (0,51, 0,72) =0, 00017
GENOMHEHHA CO CTOPOHB NOYEK MKW CMERTh Mo
NPHYHHE COPAIYHO-COCY AWCTOR NATONOIWH

BTopHuHbie KOHEUHbLIE TOUKMW

KoMBHHMPOBAHHAA KOHOUHAN TouKa,
BEMOUAMOLYAN YETORUMBOD CHUMBHWD pCHO
HA Z50%, TePMHHANBHYIO CTAOWK NOYEYHOR
HEAOCTATOMHOCTH MM CMEPTE BENeACTEME
CCNOMHBHHA CO CTOpOHE NOYDK

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

KoMOHHHPOBAHHAA KOHEUHAA TOYKA, BKNFUAHLLLAA
CMEPTE NO NPHYHHE CEPAEYHO-COCYQHCTOR

NATONOTHH M FOCNHTANHIALHIO Mo NOBOAY - 100(2.2) 138(3.0) 0,71 (0.55.0.92)
CEPABYHON HERDCTATOUHDETH
CmepTs no nioboR npuurHe — 101 (2,2) 146 (3,1) 0,69 (0,53, 0,88)
KomMnoHeHTsl KomBHHHpOBaHHsX
KOHOUHB TOUOK
Yerofumson crwnarne pCRED 2 50% I 112 (2,8) 201 (4,8) 0,53 (0,42, 0,67)
erMHHE.I'IbHaH CTAOAA NO~E4H O
HENOCTATOYROCTIA I 102 (2.5) 161 (3.8) 0,84 (0,50, 0,82)
YeToRumBsn yposass pCrO
<15 Mn/MHR/ 1,73 W —. B4 (1.9) 120 (2,8) 0,67 (0,51, 0,88)
[onrocpovkoes NeYeHus ManuIom — 68 (1,5) 93 (2.2) 0,66 (0,48, 0,90)
TpaHERAHTALXA NOYKA 3({0,1) 8{0.2)
CMapTh No NpWNHMHE COPOAYHO=COCYAWCTON -— 85 (1.4) B0 (1,7) 0,81 (0,58, 1,12)
NATOADIHIA
CMapTe BCNEnCTEME CCNOMHEHHA CO CTODOHS! NOYEK 2 (0,0) 6 (0,1)
MeenuTanuIaumMA no noBoTy EE R ar (0,8) T1(1,8) 0.51 (0,34, 0,76)
CEDABYHOA HEQOCTATOUHDCTH
I T 1
0,34 0.7 112
B nomsay ganarnmdgnoasma | B nonsay nnayedo
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Pucynoxk 8. Dddexkr Jedyenuss B OTHONMEHAW NEPBUIHON W BTOPUIHBIX
KOMOMHHUPOBAHHBIX KOHEYHBIX TOYEK, X OTAeIbHBIX KOMIIOHEHTOB, 4 TAK/Ke CMepPTH 10
JII000H NpUYUHe

llpumeuanue:

KOJIMYECTBO TMEPBBIX SBJICHHN MO OTACIBHBIM KOMIIOHEHTAM KOMOWHHMPOBAHHON KOHEYHOW TOYKH

SBTSICTCSl (DAKTHUECKUM KOJIUYECTBOM IIEPBBIX SBJICHUH KaXJIOr0 KOMIIOHEHTa M HE CYMMHpPYETCS C
KOJINYECTBOM SIBIICHHMI B KOMOMHUPOBAHHOW KOHEYHOH TOUKE.

Uacrora BO3HHKHOBEHHsSl SIBJICHUN TIpeJICTaBIEHA KaK YHCIO YYacTHHUKOB, y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SIBIICHHE KOMIIOHEHTOB KOMOMHUPOBAHHOW KOHEYHOU ToukH, Ha 100 marueHTo-ner
MOCJIEAYIONIETO HAOIIIOICHHSL.

OIlCHKM OTHOIICHHS PHCKOB HE MPEACTABICHBI JUIS TOATPYII C OOIIMM YHCIIOM SIBJICHHH,
COCTaBJISIONIMM MeHee 15 B 00euX rpymnmax uCCieI0BaHMS.

[IpeumymiecTBO Tepanuu  Aanariau@io3MHOM OBUIO  COMOCTAaBUMBIM y  TALUEHTOB C
XpoHH4yeckoi 6oe3nbto nouek ¢ C/1 2 tumna nnm 6e3 TakoBoro. [Ipumenenne nanarnudiao3nna
NPUBOAMIO K CHIKCHHMIO YacCTOTBHI JOCTM)KEHHUS MEPBUYHONM KOMOWHUPOBAHHON KOHEYHOMH
TOYKHM, BKJOUHawomen ycrolunBoe cHuxkeHue pCK® nHa >50%, TepMUHAIBHYIO CTaaHIO
MIOYEYHON HENOCTATOYHOCTH, CMEPTh IO IMPUYHMHE CEPIECYHO-COCYIAUCTOW IATOJIOTUU WU
CMEpPTh BCJIEICTBUE OCIOKHEHUH CO CTOPOHBI Mouek: oTHomieHue puckos — 0,64 (95% JAU:
0,52, 0,79) nns mamuenTos ¢ C/I 2 tuna u 0,50 (95% AU: 0,35, 0,72) nyst 6onpHBIX 6e3 CJI 2
THUIIA.

[IpeumymiecTBO Tepanuu AanariuiIO3WHOM 10 CPaBHEHUIO C I1anedo B OTHOLICHUU
NEPBUYHON KOHEYHOH TOUKH OBUIO COMOCTABUMBIM B IPYTHX KJIFOUEBBIX MOATPYIIAX, BKIIOYAs
pCK®, Bo3pacT, 110JI U PErHOH.

CTH

C/[ 2 muna
B xnmHMYeckoM uccienoBaHuu y AeTei u moapoctkoB B Bozpacte ot 10 no 24 ner ¢ CJI 2 Tuna
39 mauueHTOB OBUIM PaHIOMHU3MPOBAaHBI B Tpymmy jaanariauduosuHa B po3e 10 mr, a 33
nalnyveHTa — B TpyNny mianedo B KayecTBE KOMOWHUPOBAHHOH Tepamuu ¢ MET(HOPMHUHOM,
WHCYJIMHOM WJIM ¢ KOMOMHaImed MeTgopMuHa U uHCynuHa. Ha MomeHT pannomusauuu 74%
nanueHToB ObLTu Muamiie 18 ner. CkoppekTHpoBaHHOE cpeHee n3MeHeHue ypopHst HbAj. ot
UCXOJHOrO YpOBHS A0 24 Henenu Npu NPUMEHEHUU Janariugio3rHa MO CPaBHEHHUIO C
wiane6o cocraBuino —0,75% (95% AU: —1,65, 0,15). B Bo3pactHo# rpynne miaame 18 jer
CKOPpPEKTHPOBAHHOE cpefiHee n3MeHeHne ypoBHs HbA . mpu npumeHennu nanariangio3uHa mno
cpaBHEeHMIO ¢ Tutanebo coctaBmwio —0,59% (95% AU: —1,66, 0,48). B Bo3pacTHOU rpymnme ot
18 ner m crapme cpenHee u3MeHeHue ypoBHS HbAj: OTHOCHMTENPHO HMCXOIHOTO YpPOBHS
cocraBmiio —1,52% B rpymnme, momyuaBmed gamarnugiosuH (n = 9), u 0,17% B rpymnme,
nony4aBmeil miaane6o (n = 6). DpdexkTHBHOCT W 0€30macHOCTh OBbLTH  aHATOTUYHBI
COOTBETCTBYIOIIMM I[IOKa3aTesasiM, HAOJII0JaeMbIM Yy B3pOCIBIX MAIMEHTOB, MOJYYaOLIUX
nanarmuduo3nd. JlanbHeWee MOATBEPKACHUE OE30MacHOCTH W TMEPEHOCUMOCTH OBLIO
MOJIyYeHO B JIOTIOJHUTEIRHOM TNIE€PUOJAE HCCIEAOBAHUS, NPEAHA3HAYEHHOM [UIsl OLIEHKH
0€30MacHOCTH, MPOJOJKUTEIHHOCTHIO 28 Henenb (cM. pasaen 4.2).
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5.1. ®apmakokHHeTHYECKHE CBOIiCTBA

AOGcopbuus

[Tocrne mpuema BHYTph AamariuQIIO3WH OBICTPO W TOJTHOCTHIO BCACHIBAETCS B KEIYJAOYHO-
KHAIICYHOM TpakTe. MakcHUMaabHasi KOHICHTpanus aanariauguiosuda B miazmMe KpoBU (Cpax)
OOBIYHO JOCTUTAETCS B T€UEHHE 2 4YacoB Iocie npuema HaTtouiak. CpeaHue reoMeTpruiecKue
3HaueHUsI Cmax 1 AUC mis nmanarimduio3Ha B PaBHOBECHOM COCTOSIHMHM TIOCTIE TIpUeMa
nanarmuduiosnHa B o3¢ 10 Mr oguH pa3 B CyTKH COCTaBisid 158 Hr/mm m 628 Hr-u/mi,
COOTBETCTBEHHO. AOCOIFOTHAsE OMOIOCTYIMHOCTh AanarindiiosnHa npu nprueMe BHYTPh B J103€
10 mr cocraBnsier 78%. IlpueM mnuiM € BBICOKMM COJAEpPXKAHUEM JKUPOB CHIKAT Cpax
namarnudiosuna Ha 50%, yumHHST tnax (BpeMsl JOCTHIKEHUS MAKCUMAJIbHOW KOHIICHTPAIUH B
a3Me) npuMepHo Ha 1 ygac, Ho He Biusa Ha AUC no cpaBHEHHIO ¢ MPUEMOM HATOMIAK. JTH
W3MEHEHUS HE SBISIOTCS KIMHHYECKU 3HAYMMBIMU. Jlanmarmugio3nH MOXKET MPUHUMATHCS KaK
BO BpeMs IIpHeMa MUIIH, TaK U BHE €ro.

Pacnpenenenue

Hanarnudnosun npumepHo Ha 91% cBs3biBaeTcs ¢ Oenkamu. Y TAIMEHTOB C Pa3IUYHBIMU
3200JIeBaHUSIMH, HATIPUMED, C HAPYIICHUSIMH (PYHKIIMH [TOYEK WM TIEYCHH, 3TOT MMOKa3aTellb He
u3MmeHsicsi. CpemHuill o0beM pacmpesenieHus nanariudao3MHa B PaBHOBECHOM COCTOSIHHH
cocraBuia 118 1.

Buorpancdopmarnus

HNanarnudnosun Mertabommsupyercss ¢ oOpa3oBaHMEM, TJIABHBIM 00pa3oM, HEaKTUBHOTO
MeTaboauTa ganarauguo3nH-3-O-TIoKypOHHIA.

Hanarmmdno3n-3-O-TIoKypoHu T " Ipyrue METa0OJIUTHI HE OKa3bIBAIOT
TUTIOTJIMKeMUYecKoro  AeiicTBusa.  lanmarmmudumosun-3-O-TmokypoHus  (GOpMHUPYETCsS O]
neiicteueM  depmenrta  ypumuHaudochar-riarokyponosmnrpanchepassr  1A9  (UGTL1A9),
NPUCYTCTBYIONIETO B TICUCHW MW TMOYKax, u3odepMmeHThl uToxpoma CYP BOBJcueHB B
MeTaboIM3M B MCHBIIICH CTCTICHH.

OIMMUHALS

Cpennuii mepuoj MOdyBbIBeneHHUs W3 Tia3Mbl KpoBH (Ti12) y 3M0pOBBIX J0OPOBOJIBIICB
coctaBsut 12,9 9acoB mociie OJHOKPATHOTO MpueMa nanariudio3uHa BHYTph B jo3e 10 mr.
Cpennnii OOImMI CHUCTEMHBIM KIMPEHC Jamariugio3nHa IPH BHYTPUBEHHOM BBEICHHUH
coctaBsut 207 Mi1/MUH.

Janmarnuguo3uH 1 ero MeTaboIUThI BBIBOJSTCS MPEUMYIIECTBEHHO MTOYKAMH, U TOJIHKO MEHEee
2% BbIBOAMTCS B Henm3MeHeHHoOM Buze. Ilocne mpuema 50 mr 14C-;[anarnn(bn03HHa ObLIO
oOHapyxeHo 96% pannoaktuBHOCTH — 75% B Moue u 21% — B dekanusax. [Ipumepno 15%
pPaAMOAaKTUBHOCTH, OOHApYy)KEHHOH B  (QeKanusX, MNPUXOAWIOCh Ha  HEU3MEHEHHBIN
nanariugo3uH.

JInHelHOCTD

OKcro3unus  Aanaraudo3uHa  yBEIMYMBANIACh MPOMOPIHMOHATBHO YBEIHMYCHHIO J03bI B
nuarnazone ot 0,1 mo 500 mr, a ¢apmMakOKMHETHYECKHE CBOWCTBa mamariudiosnHa He
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U3MEHSUIUCh C TE€UCHHEM BPEMEHU IIPU MHOT'OKPATHOM C/KCAHCBHOM IIPHCEMC B TCUYCHHC [0
24 "enens.

dapMaKOKMHETHYCCKAS- d)aDMaKO JUNHaAMHWYCCKas 3aBUCUMOCTD

lloueunas neoocmamounocms

B paBHOBecHOM coctosiHuu (mipueMm gamariuduoduHa B go3e 20 mMr B TedyeHue 7 JIHEH)
CUCTEMHasl FKCIo3uIus nanarnudiao3nHa y nanuentoB ¢ C/1 2 tuna u HapymeHueM QyHKIUH
MOYEK JIETKOM, CpeTHEH WIIM TSHKEJION CTeNeHH (ONpeaesieMoi 1Mo KIMPEeHCY Horekcona) Obuta
Ha 32%, 60% u 87% Bbime, yem y nauueHToB ¢ C/] 2 tuna u HopManbHOU (QyHKIMEH MOYeK,
cooTBeTCTBEeHHO. KoI1uecTBO IiItoK03bl, BEIBOJUMON MOYKAaMU B TEUEHHE CYTOK MpHU MpHEME
nanariaugio3uHa B PaBHOBECHOM COCTOSIHMM, 3aBHCENIO OT COCTOSHUA (DYHKUMU TMOueK. Y
narrenToB ¢ CJ] 2 Tuna u HOpMaJabHOM (yHKIMEH MOYeK M C HapylieHneM (YHKIHUU MOYeK
JIETKOM, CpellHed WJIM TSDKEIOW CTeNEeHW B CYTKHU BBIBOJUIOCH 85, 52, 18 u 11 r rmoko3bl
COOTBETCTBEHHO. HewnsBecTHO, OKa3bIBae€T JM TEMOJUAIU3 BIUSHUE HA DSKCIO3ULIHIO
nanarnuduosuHa. BnusHue cHkeHHs (QYHKIUM TOYEeK HA CHCTEMHYIO JKCIO3UIIHIO
mpernapata  OLEHUBAJIU HAa  TMOMYJSILIHOHHOMN (bapMaKOKMHETHYECKOM MOJIEIH.
Cnporno3upoBadHas mojensio AUC Obuia BBINIE Y MAIMEHTOB C XPOHUYECKON OO0JIE3HBIO
MOYEK IO CPAaBHEHUIO C MAlMEHTAaMU C HOPMAJIbHON (PYHKLIMEW MOYEeK M CYHIECTBEHHO He
pasnuyanach y MalMeHTOB ¢ XpOHUYECKOW Oosie3Hbto mouek ¢ CJ[ 2 Ttuma unm 6e3 Hero, 4to
COTJIaCyeTCsl C paHee MOTYYECHHBIMU JTAHHBIMH.

Ileuenounas neoocmamoynocme

VY mnanueHToB ¢ MEYEHOYHOM HEAOCTATOYHOCTBIO JIEFKOW WJIM CPEAHEH CTENEHH TSHKECTH
(xmaccet A u B mo Yaitng-IIero) cpennue 3HaueHus Cp.x 1 AUC manarmudriosuHa ObUIH
cooTBeTCTBEHHO Ha 12% wu 36% BbIIE TO CPAaBHEHHIO CO 3JI0OPOBBIMH JTOOPOBOJIBIIAMHU.
JlanHble pa3nuuus HE SBISIOTCS KIMHUYECKH 3HAYMMBIMH, IMO3TOMY KOPPEKTUPOBKH J103bI
nanaraniao3uHa MpH MEYSHOYHOW HEJTOCTaTOYHOCTH JIETKON U CpeHEN CTENEHH TSKECTH He
Tpedyercs (cm. pasgen 4.2). Y MmanueHTOB € TMEYEHOYHOM HEJOCTATOYHOCTHIO TSDKEIOH
crenenu (knacc C mo Yaitna-ITsto) cpenuue 3naueHuss Cpx 1 AUC nanmarmmudnosnna Obutd Ha
40% u 67% BbIIIIE, COOTBETCTBEHHO, IO CPABHEHUIO CO 3JJOPOBBIMHU JOOPOBOJIBIIAMH.

Tayuenmoi nodxcunozo 6o3pacma (= 65 nem)

He oTMedanoch KIMHIUYECKH 3HAYMMOTO YBEITHMUEHUS YKCIIO3UIIMH Y MTAIMEHTOB B BO3PACTE JI0
70 met (ecau HE YYUTHIBATH Jpyrue (akTopbl, TOMHMO Bo3pacTa). TemM He MeHee, MOXKHO
OKU/IaTh YBEIMUYCHHS OSKCIO3WIIMHA 33 CYET CHIDKEHHsSI (DYHKIMH II0YEK, CBSI3aHHOTO C
BO3pacToM. JlaHHBIE 00 HKCMIO3UIINHU Y TALIMEHTOB B Bo3pacTe ctapiie 70 JIeT HeJOCTaTOUHBI.

llon
VYV xenmuH cpenHee 3HaueHue AUC B paBHOBECHOM COCTOSHMM Ha 22% MpeBbIIIAET
AQHAJIOTUYHBIN [10KA3aTelb Y MYXKYHH.

Pacosas npunaonexcrnocmeo
KimHn4ecku 3HaUMMBIX pa3iIndMil CUCTEMHOM 3KCIIO3ULIUU Y MPEACTaBUTEIEH €BPOIIEONIHOM,
HErPOUJHOM U MOHT'OJIOUZHOM pac He BBISABIICHO.

Macca mena
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OtMeueHbl 0oJiee HU3KHME 3HAYCHMS SKCIO3UIIMU TIPH TTOBBIIICHHOW Macce Temma. [HHosToMy Y
ITAaITUECHTOB C HU3KOHM MacCcoM Tella MOXKET OTMEUAThCS HEKOTOPOC MOBBIIICHUE SKCIIO3UIIUHU, a Y
IALUEHTOB C IOBBIEHHON MacCOM Tella — CHYDKEHUE DKCIO3UIKK aanarnudiosuna. OqHako
JAaHHBIC pa3Indyusi HE ABJIAIOTCSA KIMHUYCCKHU 3HAYUMBIMHU.

CTH

dapmakoOKHMHETHKA U (hapMaKoJuHaMHKa (TIIOKO3ypus) TIpu npuMeHeHun y neteit ¢ C/1 2 tuma
B Bospacte oT 10 mo 17 ner ObUIM aHAJIOTHYHBI COOTBETCTBYIOIIMM ITOKa3aTENsIM,
HaOJII0JaeMBIM Y B3pOCHbIX nanuenToB ¢ CJI 2 tumna.

5.3./laHHble TOKJIMHUYECKON 0€30MacHOCTH

Ha ocHOBaHuM JaHHBIE, MOJIYYEHHBIX B TPAAUIMOHHBIX JOKIMHUYECKUX HCCICIOBAHUSAX
(TakMX Kak uccienoBaHus (hapMaKoJIOTHYECKOW 0e30MacHOCTH, HUCCIEeI0BAaHUS TOKCUYHOCTH
IIPY MHOTOKPAaTHOM BBEJICHUH, UCCIEA0BAHNS T€HOTOKCUYHOCTH, KAHIIEPOTEHHOT O OTEHIAIa
U HCCIICTIOBAHUS PEIIPOTYKTUBHONW TOKCHYHOCTH) OCOOBIX PHCKOB JUISl YEJIOBEKA BBISBICHO HE
Ob10. B nccienoBaHuu KaHIEPOT€HHOCTH MPOAOIKUTEIBHOCTIO 2 ToAa ObLIO MOKa3aHo, YTo
nanaraugIo3uH HE BBI3BIBACT PA3BUTHUS OIMYyXOJICH HU Yy MBIIIEH, HU y KPBIC TIPU PUMEHEHUHU
HU B OJHOW U3 UCCIIEYEMBIX J03.

PenpoaykTuBHAsS 1 OHTOICHETHYSCKAS TOKCUYHOCTD

[Ipsimoe npuMeHeHue aAanarau@io3uHa Yy MOJOABIX KPBIC-OThEMBIIIEH U HENpsAMOe
BO3JICHICTBIE Ha TO3JHUX CpOKax OepeMeHHOCTH (TepUOAbl BPEMEHH, COOTBETCTBYIOIIHE
BTOPOMY U TpPEThEMYy TpPHUMECTpaM OCEPEeMEHHOCTH Yy 4YellOBeKa C TOYKH 3PCHHUS
BHYTPUYTPOOHOTO Pa3BUTHS MMOYEK) U B TIEPHO/] JIAKTALIUU CBS3AHBI C MOBBIIIEHHON YaCTOTOH U
(MITM) TSDKENON CTETEHBI0 PACIIMPEHHs] IMOYEYHBIX JIOXAaHOK M TOYCYHBIX KAHAIBIEB Y
NOTOMCTBAa. B ucClienoBaHMM TOKCMYHOCTH HA  HEMOJIOBO3PENBIX IKUBOTHBIX IPHU
HEIMOCPEICTBEHHOM MPUMEHEHHH Aanarindio3nuHa y MOJIOABIX KpbhIC B Bo3pacte oT 21 mo 90
THEl O pacIIMpeHUH T[OYEeUHBIX JIOXaHOK M TIOYEeYHBIX KaHAJbIEB COOO0IIaIoch MpHU
MPUMEHEHUH BCEX YPOBHEW J103; SKCIO3MIUSA y MOTOMCTBA MPU CAMOMl HU3KOM HCIBITYEMOMN
J103€ MPEBbIIIAIa MAKCUMAIbHYIO PEKOMEHYEMYIO 103y Ul YelloBeka B > 15 pa3. Taxxke npu
NPUMEHEHUH BCEX YPOBHEHW 1103 HAONIONaNH 10303aBUCHMOE YBEIHUYEHHE MAcCChl MOYEK H
MUKPOCKOIIUYECKUE TPU3HAKH THNEPTpPodUU MoYeK. PaciimpeHne MOYeUHBIX JIOXaHOK H
MOYCYHBIX KAHAIBIIEB, HAOIIOIAEMOE Y MOJIOJIBIX KHBOTHBIX, HE OBLIO TOJTHOCTHIO 0OPATUMBIM
B TEYCHHUE TIEPHUOIa BOCCTAHOBIICHUS, COCTABIISIBIICTO MTPUOIU3UTENBHO | MecsII.

B ornensHOM HMCCIENOBAHMM NPEHATAIBHOIO M IMOCTHATAJIBHOIO pPa3BUTHS Ipenapar
NPUMEHSJIN Y OEpeMEHHBIX CaMOK KpbIc B mepuod ¢ 6 aHs recranmmu 10 21 gHs
MOCTHATAJIbHOIO MEpPHoJa, TAKUM 00pa3oM, MOTOMCTBO IMOJBEPrajiu BIUSHUIO Mpenapara Kak
BHYTPUYTPOOHO, TaKk U BO BpeMs JakTanuu. (OLeHKYy SKCHO3UINH Janariugio3nHa B MOJIOKe
M y TOTOMCTBA MPOBOJMUIM B paMKaxX JOMOJHUTEIBHOrO uccienoBanus.) OTMeuanoch
YBEJIUYEHUE YaCTOThl M TSHKECTH PACIIMPEHUsSI MOYEUHBIX JIOXAHOK Y B3pOCIOrO MOTOMCTBA
CaMOK, IIOJIy4aBUIMX Ipernapar, HO TOJIbKO B CaMOM BBICOKOM MCIBITYEMOH J03€
(COOTBETCTBYIOIINE JKCMO3UIUN Jamariudio3uHa y CaMOK U IMOTOMCTBA MPEBBIIIAIH
9KCIIO3ULINIO, HAONI0IaeMyI0 Y YelloBeKa MpH MPUMEHEHHUH MaKCHUMAaJIbHOM peKOMEeHIyeMoi
JO3bI JUIsl 4eJIOBEKa, COOTBETCTBEHHO B 1415 m 137 pa3). JlomomHuTEnbHBIE TPU3HAKH
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OHTOFCHCTquCKOﬁ TOKCHUYHOCTHU OrpaHI/IqI/IBaJ'II/ILb CHIJKCHUEM MdACChI TCJId TIOTOMCTBA U
HaOMIOJAINCh TOJILKO TPH TNPUMEHEHUH 103 >15 MI/Kr/cyTku (4TO COOTBETCTBOBAJIO
9KCTIO3UIIMHU Y TIOTOMCTBA, B >29 pa3 MpeBHIIArONIEH SKCIO3UINI0, HAOII01aeMyI0 y YeJIOBeKa
MIpU MPUMEHEHHUH TIperapaTa B MaKCUMaJIbHON peKoMeHayeMon no3e). [losBienne mpu3HakoB
TOKCUYHOCTH JUIsI MAaTE€PUHCKOrO0 OpraHu3Ma OTMEYajgoCh TOJBKO MpPH CaMOMl BBICOKOM
UCIIBITYEMOH J03€ W OTPaHMYMBAIIOCH BPEMEHHBIM CHIKEHHEM MACChl Tella M MOTPEOICHHUS
nunm. MakcuManbHasl 1032, HE MPHUBOJAMIAS K Pa3BUTHIO HAONIOAAEMBIX HEXellaTeIbHBIX
sbdexkroB (NOAEL), B OTHOUICHHWH OHTOTEHETUYECKOW TOKCHYHOCTH (HAUMEHBIIAs
UCIBITYeMasl  J103a), COOTBETCTBYET KpaTHOM CHCTEMHOM OKCHO3UIMM Yy  CaMoK,
NpUOIM3UTENHHO B 19 pa3 mpeBbIIAIOMIECH SKCIO3HINIO, HAOIIOJaeMyI0 y delloBeKa MpH
MPUMEHEHUN MaKCUMaIbHOU PEKOMEHTyeMOH 103bI 171 YeIOBeKa.

B nomonHUTENbHBIX HCCIIENOBaHMUSIX 3MOpHO(]ETaTIbHOrO0 pa3BUTHS HA KpbICaX U KPOJIMKAX
nanarnudo3uH TPUMEHSUTH C WHTEpBaJlaMH, COBMAJAIONIMMU C OCHOBHBIMHU IEPHOJAMU
OpraHoreHe3a y Kaxaoro Buaa. Hu mpu OgHOW U3 HCHOBITYEMBIX 103 y KpPOJHMKOB HE
HAOMIOIAIOCh TMPU3HAKOB TOKCHYHOCTH JJII MAaTEPUHCKOTO OpraHu3Ma WM IPU3HAKOB
OHTOTCHETUYECKOW TOKCHUYHOCTH;, HaWOOJbIIAas UCIBITYeMasl J03a COOTBETCTBYET KpPaTHOM
CHUCTEMHOW SKCIO3UIMHK, npubnusurensHo B 1191 pa3 mpeBblmaronield MakCHMaIbHYIO
peKoOMeHAyeMYI0 03y A d4enoBeka. [lpu mpumeHeHMM Ha Kpbicax ganariugio3uH He
BBI3BIBAJT AMOPHOJIETATFHOTO W TEPATOTCHHOTO JNEUCTBHUS TMPH SKcHo3uiuu, mo 1441 paza
MPEBBIIIAIOIIEH MAKCUMAJIbHYIO PEKOMEHAYEMYIO 103y JUIs UeIOBeKa.

6. PAPMAIIEBTUYECKHUE CBOVICTBA

6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB

SAnpo

Marnus ruipokapOoHar;
Kpocnosuos;
Maunnuron;

Marnus creapar.

O0os0uka

[ToMBUHUIOBBIN CIUPT YACTUYHO THAPOJIU30BAHHBIN;
Turtana nuokcun (E171);

Makxkporon 4000;

Tanbk;

Kpacurens xenesza okcup sxxentoiit (E172).

6.2. HecoBMecTHUMOCTH

Henpumenumo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs)

3 roxa.
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6.4. OcoObie MepbI MPEI0CTOPOKHOCTH MPU XPAHEHHHT

IIpu Temnepatype He Bbie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHON YIIAKOBKHU

Jamarnundao3ud, 5 Mr, Ta0JIeTKH, ITOKPBITHIE INIEHOYHOU 000JI0YKOH

ITo 30 Tabnerok B OAaHKU W3 MOJMATUIICHA BBICOKOW IUIOTHOCTH, YKYIIOPEHHBIE KPBIIIKAMH U3
HOJMIIPONIMIEHA C OCYIIUTEIEM C KOJBIIOM KOHTpPOJIS NEPBOTO BCKpbITHS mian Oe3 Hero. Ha
O0aHKM HakJIenBalOT JSTHKEeTKH. [lo 1 OGaHKe BMecTe ¢ JHMCTKOM-BKJIAJBIIEM B TMa4dKy
KapTOHHYIO.

[To 10 TaGaeTOK B KOHTYPHYIO SSYCHKOBYIO YIAKOBKY M3 (DOJIbTH aTIOMHUHHEBOM JTAKUPOBAHHOM
neyaTHOW M (DOJIBIY ATFOMUHHUEBOM, IAMUHUPOBAHHOMN MOJTMBUHUIXJIOPUIHON U TIOJTMAMUTHON
IJIEHKOM.

[1o 3 KoHTYypHBIE TUEUKOBBIE YITAKOBKH BMECTE C JIMCTKOM-BKJIJIBILIEM B TAUKY KAPTOHHYIO

Jamarnndaoszud, 10 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Mo 30 umum 90 Tabmerok B OaHKM W3 TOJMATHIICHA BBICOKOM IUIOTHOCTH, YKYIOPEHHBIE
KPBIIIKaMH M3 TOJUIPOIMIICHA C OCYIIUTEIEM C KOJBIIOM KOHTPOJIS MEPBOTO BCKPBITHS WIIH
0e3 Hero. Ha Oanxu HaxkimeuBaroT 3TUKETKHU. [lo 1 OaHKe BMeCTe C JIMCTKOM-BKJIQIBIIIEM B
MaYKy KapTOHHYIO.

ITo 10 TabneTok B KOHTYpHYIO SYCHKOBYIO YIIAKOBKY U3 (DOJIBIH aIFOMUHHEBOI JIAKUPOBAaHHOU
neyaTHOW M (DOJIBIY ATFOMUHHUEBOM, IAMUHHPOBAHHOHN MOTMBUHUIXJIOPUIHON U TIOJTMAMUTHOM
IIJICHKOM.

I[To 3 wiu 9 KOHTYpPHBIX SYEUKOBBIX YIAKOBOK BMECTE€ C JIMCTKOM-BKJIQJIBIIIEM B IMAYKy
KapTOHHYIO.

He Bce pa3meps! yrmakoBOK MOTYT OBITh JIOCTYITHBI JUIsl peaTu3aIii.

6.6. Oco0Oble Mepbl MNpPeIOCTOPOKHOCTH NPH YHHYTOKEHHH MCIOJIb30BAHHOIO
JIEKAPCTBEHHOr0 Mpenapara WJIM OTX0A0B, MOJYYEHHBIX MOCJIe TPUMEHEeHUs
JIEKApPCTBEHHOI0 Mpenapara, ¥ Apyrue MaHuMyJIsiiHU ¢ NpenapaToM

Oco0ble TpeOOoBaHUS OTCYTCTBYIOT.
OcTaBIIMICST HEHCIIOJIL30BaHHBIN npenapar AOJDKCH YHHUYTOXHUTHCA B COOTBCTCTBHU C
YCTAaHOBJICHHBIMH HAITMOHAJIbHBIM 3aKOHOJATCIILCTBOM Tpe6OBaHI/I}IMI/I.

7. JEPKATEJIb PETUCTPAIHUMOHHOI'O YAOCTOBEPEHU A

Poccuiickas @enepanus
000 «MHUPOKO»
143404, MockoBckas 00u1., T. KpacHoropcek, yn. launas, a. 11A, mom./kom. 26/3-1.
Ten.: +74952110036
e-mail: info@miroko.ru
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7.1. IIpeacTaBuTe/Nb JEpsKATEs] PETrHCTPANMOHHOTO YIOCTOBEPECHHN

IIperen3uun norpeduTeiell HANPABIATS I10 AJIPECY:

B Poccuiickoii ®enepannu, Pecniybnuke Kazaxcran, Pecnybnmke Apmenwus, PecmyOnuke
Benapyce, Keipreisckoii Pecniyonnke

000 «MHUPOKO»

143404, MockoBckas 00u1., T. KpacHoropcek, yn. [launas, a. 11A, mom./kom. 26/3-1.

Ten.: 474952110036

e-mail: info@miroko.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. TATA NEPBUYHOM PETUCTPALIMM (IOATBEPXIEHUSA PETUCTPAIIUU,
IHNEPEPETUCTPALINN)

JlaTa nmepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OOmiasi xapakTepUCTUKa JIeKapCTBEHHOro mpemnapara Jlamarmudiaosun 1gocTymHa Ha
UH(QOPMAIIMOHHOM TopTane EBpa3suiickoro SKOHOMHYECKOTO cOro3a B HH()OPMALMOHHO-
KOMMYHHKaIMOHHOH cetn «HTepHeT» http://eec.eaeunion.org/
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