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cHmwkeHHo# ¢pakuuerr BeiOpoca (HFTEF), ¢ nuaGerom 2 Tuna u 6e3 Hero ¢ MOMOIIBIO MHIHOMTOPA
SGLT2, Takoro kak mamarmu(io3nH. PacKkphIThle B TaHHOM TOKYMEHTE CIIOCOOBI MOTYT OOECIIeUHTh
CHIDKEHHE pHCKa KOMOWHMPOBAHHOTO MCXO[a, BKIIIOYAIOLIETO MEPBBIN AMN30[] YXyALICHHUS CEplIeUHOM
HCIO0CTATOYHOCTH (FOCHl/ITaJ'lI/l3aLII/IH o MmMpUuYrHEe Cep}le‘lHOﬁ HCIOCTATOYHOCTH WJIN CpO‘IHLIﬁ BU3UT
[0 NPHUYMHE CEPAEYHOM HENOCTATOYHOCTH) WIM CMEPTh IO INPUYMHAM, CBS3aHHBIM C CEpIeYHO-
COCYIUCTBIM HapymieHHeM. Kaxplii n3 Tpex KOMIOHEHTOB 3TOro KOMOMHHPOBAHHOTO HCXOZA TaKKe
MOKET OBITh YMEHBUICH, KaK U 06mee YHUCJIO FOCHI/lTaJ'II/I?)aHI/Iﬁ 10 MPUYUHE Cep}le‘lHOﬁ HCIOCTATOYHOCTH U
CIIydaeB CMEPTH IO IPUYHHAM, CBI3aHHBIM C CEPACYHO-COCYIUCTHIM HapymneHueMm. Marudutoper SGLT2,
TaKkue Kak Jananiugiao3uH, MOTYT Takke OOECIeuUTh CHW)KEHHE YXYIIICHHS CHMIITOMOB CEpIICUHOM
HCIO0CTAaTOYHOCTH. PaCKpLITbIe B TaHHOM JOKYMCHTEC CIIOCOOBI MOT'YT TaKXe obecneunTh YIAy4dlI€HUeC B
OTHOLIEHHU CUMIITOMOB CEPACYHON HEOCTATOYHOCTH, COCTOSIHUS 370POBbSI U Ka4eCTBa JKH3HH.
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CIHOCOBDI JIEYEHHSI CEPTEYHOI HEJOCTATOUHOCTH CO CHUKEHHOM
®PAKIUEI BBIBPOCA C TIOMOIIBIO JATIATTH®JIO3HHA

IMPEAITIOCBIJIKHN CO3JAHWA N30BPETEHU A

[0001] Cepneunast Henmoctarounoctb (HF) mpencrasnser coboli omacHOe Uit KH3HH
MEIUIIHCKOE COCTOSIHHE, MPU KOTOPOM CepIlle He MOXKET NepeKauynBaTh JOCTATOYHOE IUIS
NoAJZIepKaHus OpraHoB Tena konndecTBo kposu. HF nopakaer mpumepHo 64 MUILITHOHA YeIOBEK
BO BceM Mupe (TIOJOBMHA W3 KOTOPBIX MMeeT CHIDKeHHYI (pakuuio BbiOpoca (HFTEF)), a
pacmpocTpaHeHHOCTb M YacToTa BosHHKHOBeHHss HF mponomkaer pactu Bo Bcem mupe. (Cannie
DE. et al., European Cardiology Review 1[4(2):89-96 (2019)). HF mnpencrasnsier coOoii
XPOHHYECKOe M JereHepaTUBHOE 3a00NIeBaHUs, NMPU KOTOPOM IIOJIOBHHA MAIMEHTOB YMpET B
TeueHHe IATH JIeT IToCIe TOCTaHOBKM auarHosa (Mamas, M.A. ef al., Furopean Journal of Heart
Failure 19:1095-1104 (2017)). HF sBnsiercss OCHOBHON MPUYMHOW TOCHHUTATM3ALUK JUIS JIHL]
crapme 65 JeT W NpencTaBisieT coOOH 3HAYUTENbHOE KIMHHYECKOE M HKOHOMHYECKOe Opems
(Azad, N. et al., Journal of Geriatric Cardiology 11:329-337 (2014)).

[0002] B Hacrositee Bpems craHnapTHbIN noaxox k jedennto HF BkirouaeT onHOBpeMeHHOE
BBE/IEHHE OJIHOTO WJIM HECKOJBKHX JIEKAPCTBEHHBIX CPEJCTB CIEAYIOIIHUX KJIACCOB, HAmpuUMep
UHrUOUTOPOB aHrHoTeH3uHnpeBpamaroiero ¢epmenta (ACE), 0J0KkaTopoB penentopoB
anruorensuHa Il (ARB), Oera-00kaTopoB, CPEACTB, BIMSIOIMX HA MHHEPATOKOPTHKOMIHBIE
peLenTophl, TAKMX KAaK AaHTArOHUCTbl MHHEPAJOKOPTHKOUAHBIX peuentopos (MRA),
UHTHOUTOPOB penentopoB aHruoreHsuHa-HenpriusnHa (ARNI), aurokcuHa, IUypeTHKOB,
HMHOTPOITHOTO JIEKAPCTBEHHOIO TIIpernapara, CeJeKTHBHbIX WHIMOMTOPOB CHHYCOBOIO V3Ia,
COCYZOPACIIUPSIIOIINX CPEACTB U OJOKATOPOB KaJbLIUMEBBIX KaHAJIOB (€CIU TOJbKO y MallueHTa
HET CHCTOJHMYECKON cepmeyHON HemoctaTO4HOCTH). OnHAKO AaXke MPU HAWIYYIIeM JIeYeHUH
NSATHJIETHsIST BhDKUBaeMocTh npu HF meHbine, yem npu OonbprunHCTBE BUIOB paka. (Braunwald,
E. et al, Lancet 385:812-824 (2015)). 3aboneBaeMocTh M CMEpTHOCTb y manueHtoB ¢ HF
OCTArOTCsA BBICOKMMHU, a4 pPeE3yJibTaThl JICHCHUS MNALUCHTOB HYXAAIOTCA B YIJIYYIICHHUU.
HononuurenbHele criocodnl jedenus nanueHToB ¢ HF, ocodenno ¢ HFrEF, HeoOxomumbl mjis
CHMXKCHUSI CMEPTHOCTHU IO MPUYHUHE CEPACTHO-COCYAUCTOTO HAPYIIECHUA, YMEHBIICHUA SIBJ'IeHI/II\/'I,

O0yCIJIOBIIEHHBIX CEpAEYHON HEIOCTaTOUHOCTBIO, U yxyaweHus cumnromoB HF, a Tawoke nis
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yIy4IIEHUs pe3yJbTaTOB JIEUeHUs MAalMeHTa IyTeM 3aMeIJIeHHs IPOrpecCUpOBaHUsA
3a0oJeBaHusl.

[0003] HWHruOuTopel HATPUN-TIIFOKO3HOTO KoTpaHcnoprepa tuna 2 (SGLT2) npeacraBisitoT
co00ii KJlacC CPEnCTB, CHIDKAIOUIMX YPOBEHb TIJIFOKO3bI, KOTOPBIE YJYYINAIOT TIIUKEMUYECKHH
KOHTPOJIb C HU3KUM PHCKOM THITOTIMKEMHUH, HE3aBUCUMO OT CEKpeLHH MHCYJNHA, obecreunBast
CHIDKEHUE apTepHallbHOTO JaBlIEHHs, Beca Tella U ypoBHel moueBoil kucnora (Inzucchi ef al.,
Diabetes & Vascular Dis Res. 12(2):90-100 (2015)). Wuruburoper SGLT2 cHmxaroT
peabcopOum0 TIFOKO3BI B TOYKAX, 3a CYET 4Yero obecrneuynBaeTcss yBEIMYEHHE OSKCKpeInH
rmoko3bl ¢ Mouoit (/d.). Kpome Toro, marudburopsr SGLT2 cHuXaOT pUrHAHOCTH COCYIOB U
YIY4IIAT (YHKIIIO SHAOTEIHS.

[0004] Janarnuduo3uH SBiseTCs CUIBHOAECHCTBYIOIINUM, BBICOKOCETIEKTUBHBIM U aKTHBHBIM
npu  TepopajibHOM BBemeHWH wuHruOuTopoM moueyHoro SGLT2 desnoBeka, KOTOpBIi
obecrieunBaer >¢dexTnBHOe cHkeHne HbAlc ¢ HM3KMM PHCKOM HHAYKIHMH THUIOTTUKEMHH.
bbulo mokasaHo, uTO JiedeHHe Aanaraudao3uMHOM — obOecriedrBaeT  CHIDKEHHE — Beca,
CHCTOJIMYECKOTO apTepPHaJbHOTO AABIICHHS, YPOBHS MOYEBOI KHCIOTHI B KPOBH, aIbOYMHHYPHUH
U yJydlleHHe TOAATIMBOCTU apTEPUANbHOM CTEHKH - BCE COCTOSIHUS, KOTOpbIE CBS3aHBI C
noBbitieHHbIM puckoMm CV (Shigiyama et al., Cardiovasc Diabetol 16:84 (2017)). Xumuueckas

CTPYKTypa nanariugosuHa npeacrasisier codoi

OEt

OH
[0005] CoOTBeTCTBEHHO, HACTOsilllee H300peTeHHe OTHOCUTCS K crmocobam  JiedeHws

narmenToB ¢ HFTEF, Bxmodas mauuenTos ¢ auaderom 2 tuna (T2D) wiu 6e3 Hero, ¢ moMOLIbIO

unruduropa SGLT2, Hanpumep manariugio3uHa.

KPATKOE OIIMCAHUE U30BPETEHU A
[0006] Hacrosimee  uzoOpeTreHHWe  OTHOCHUTCST K C€rocoOy — JiedeHHsT — CepaevyHOM

HEIOCTATOYHOCTH  CO  CHIbKkeHHOHW — (pakumeit  BoiOpoca (HFrEF) y  manuenra,
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IpeAyCMaTpUBAIOIEMY BBeJEHHE MalUeHTy 3(pQPeKTUBHOro Konu4decTBa MHTHOMUTOpa HaTpHil-
TII0OKO3HOTO KoTpaHcmoptepa 2 (SGLT2). Hanpumep, B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
Hacrositee n3oOperenue BkiarodaeT criocodsl neueHust HFTEF y nmannenra 6e3 nuabera 2 tuma
(T2D), mpenycmaTpuBaroiiue BBeAeHHE ManueHTy 3((EKTUBHOrO KOJIWYECTBA HHIHOUTOpPA
HaTpUH-TIIOKO3HOro KoTpaHncnoprepa 2 (SGLT2). B ppyrux BapuaHTax OCYIIECTBIICHUS
HacTosee wu300pereHue BKkrodaer crocoObl Jeudenus HFrEF y maunmenta ¢ T2D,
npeayCMaTPUBAIOIINE BBEICHHE MALUEHTY 3P PEeKTHBHOTO KonudectBa nuruouropa SGLT2.
[0007] Taxoke packpsITl CIIOCOOBI MPEAYNPEXKISHHUS UM OTCPOUYKH JIETAIBHOTO CepAeYHO-
cocyaucroro siieHuss y manueHta ¢ HFTEF u ¢ T2D wunu 6e3 Hero, mpenycMaTpuBarOIne
BBeZIeHHe ManneHTy ¢ ¢dekTuBHOro Konmyectsa naruontopa SGLT2.

[0008] Taxke B JTaHHOM JOKYMEHTE PAacCKPBIThI CHOCOOBI MPEAYNPEKACHUS HIH OTCPOUKH
BO3HUKHOBeHMs1 auadera y maipenta ¢ HFrEF u 6e3 T2D, npemycmaTpuBaroiue BBeIEHHE
nauuenty 3¢dexruBHoro konmdectsa uHruOutopa SGLT2. B HEKOTOpbIX BapHaHTaxX
OCYIIECTBIICHUs TIOKa3aTelb TIIMKUPOBAHHOTO remorynobwHa mnamuenta ¢ HFrEF u 6e3 T2D
cocrasisieT MeHee 5,7%. B HekoTopbIx BapuaHtax ocymectsieHus nauueHt ¢ HFrEF u 6e3 T2D
SBJISIETCS MIPEAPACIIONOKEHHBIM K uabeTy (T. €. ero mokasarenb MIIMKUPOBAHHOTO IeMOryioOnHa
coctaBisieT > 5,7% u < 6,5%). B HEKOTOpBIX BapHaHTaX OCYLIECTBIECHHS CTIOCOOBI, PACKPBIThIE B
JTaHHOM JOKYMEHTe, 00eCIeYNBalOT CHIDKEHHE YaCTOThl BO3HUKHOBeHHs 12D mo cpaBHEHHIO C
mane6o. B HEKOTOpPBIX BapuaHTaxX OCYIIECTBJIEHUS CIIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE,
o0ecrieunBalOT CHIDKEHHE YacTOThl BO3HUKHOBeHHMst 12D 1o CpaBHEHHIO CO CpencTBOM
crangaptHoil Tepamuu HF. B HekoTOpbIX BapuaHTax OCYLIECTBJIEHHS] CHI)KEHHE 4YaCTOTbI
BO3HHKHOBeHUs1 T2D u3MepsIOT MO BpeMEHH IO NepBOro COOOIIEHHsT O MOoKasarene
ITIMKHPOBAHHOTO TeMoryiodnHa > 6,5%. B HEKOTOphIX BapHaHTaX OCYIIECTBJIEHHS CIOCOOBI,
PACKPBIThIE B JAHHOM JOKYMEHTE, IPUBOAST K TOMY, YTO OTHOLIEHHE PUCKOB COCTABIIsIET MEHEE
€IMHHLIbI JUIs CHIDKEHHUS YaCTOThI BO3HUKHOBeHHsI 12D mo cpaBHeHMIO ¢ ruiane0o. B HekoTophIxX
BApUAHTAX OCYLIECTBJIEHUS CIIOCOOBIL, PACKPBITHIE B TAHHOM JIOKYMEHTE, NPUBOASAT K TOMY, YTO
OTHOILEHHE PUCKOB COCTAaBJIsIET MEHEE €AMHMIBI JJIsl CHUKEHUSI 4acTOThl BO3HUKHOBeHHs 12D
IO CPaBHEHUIO CO CPeACTBOM cTraHnapTHoM Tepanuu HF.

[0009] Taxxe packpeiTel criocoObl sedennss HFTEF y manumenta ¢ T2D umm 6e3 Hero,

npeaycMaTpUBarolie BBeAeHHe nauueHTy d3pdekTruBHOro kojauuectsa uaruouropa SGLT2, raoe
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y MalueHTa He HaOJIOAr0TCs HesKeNaTeNbHble SIBJICHUS, CBA3aHHbIE C MIOUYE€YHON AuChYHKLUEH,
BO BpeMsl JieueHHs. B HEKOTOphIX BapHUaHTAaxX OCYLIECTBJIEHUS OTCYTCTBHE HeE)KENaTeJIbHBIX
SBIICHUH, CBSI3aHHBIX C MO4YeYyHOH AucyHKIMEH, BKIIOYaeT OTCYTCTBHUE CHIDKEHHS WIH
MHUHHUMaJibHOE CHIDKeHHe ypoBHel eGFR, oTcyTcTBHE TepMHHANBPHOW CTaguu IOYEYHON
HenocrarouHoctd (ESRD) w/unm orcyTcTBHE CMEPTH O NPUYMHAM, CBS3aHHBIM C MOYEYHBIM
HapyLIEHHEM.

[0010] B nmaHHOM HOKyMEHTE pacKphIThI CIIOCOOBI YMEHBIIEHHUST O0IIEro KOJU4YeCTBa CPEACTB
CTAaHAAPTHOM Tepanuu Ans JiedeHus cepredHoil Hemocrarounoctu (HF), npuHnmaembix
naimeHToM ¢ HFrEF ¢ T2D wumm 0e3 Hero, mpeaycMaTpUBAIOLINE BBEACHUE MAIUEHTY
s¢dexTuBHOrO Konudecrsa naruouropa SGLT2.

[0011] B mo0oM M3 packpeITBIX B JaHHOM JOKYMEHTE BAapHaHTOB OCYIIECTBJIECHUS
unrudburop SGLT2 mpencrasnsier coboit mamarnugio3uH, KaHArau(IO3uH, 3MMariugIO3uH,
cotaru¢Io3uH, HIparau@Io3uH Wik SpTyrUGIO3UH UIH UX (apMaleBTUIECKU IPUEMIIEMYIO
COJIb, COJIbBAT, CMEIIAHHBIN COIbBAT, KOMIUIEKC WM NMPOJEKApCTBO. B Mo MeHblIel Mepe OnHOM
BapuaHTe ocyiuectsienus uHruoburop SGLT2 mpencraBnsier coboil manariugo3uH WIH €ro
(dapmaneBTHUECKH TNPHEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHBIA COJNbBAT, KOMIUIEKC WIIH
NpOJIEKapCTBO. B Mo MeHbLIeH Mepe OZHOM BapUaHTe OCYIIECTBJIEHHs Aanariuio3uH
npexacTaByieH B (GopMe HEKPUCTAJUTMYECKOro TBEPAOro BellecTBa. B mo MeHbInell Mepe OqHOM
BapUaHTe OCYLIECTBJIEHUS Janariuao3uH MpencTaBieH B (opMe KPUCTAJUINYECKOTO TBEPAOro
BelecTBa. B mo MeHblel Mepe OOHOM BapHaHTe OCYINECTBJICHHs Janarin(IIo3uH MPeACcTaBIeH

B popme conbaata (S)-nponuneHrnukons ((S)-PG), KOTopblil UMEET CTPYKTYpY:
OEt

\\\\\\\CH3 HO OH

"H,0 °‘HO

or

OH CH3
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[0012] B naHHOM JOKYMEHTE IOTMOJHUTENBHO PACKPBITHI CIIOCOOBI, MPEnyCMaTPHBAIOIINE
BBE/ICHHE MAIHEHTY, HYXIAIIIeMycsi B 3TOM, 3P eKTHBHOro Kojmdyectsa nHruoutopa SGLT2
OTAEJIbHO WJIU B KOMOMHAIIUY C 110 MEHbIIEH Mepe OJHUM IPYTHM TE€PANEBTUYECKUM CPEACTBOM.
B HekoTOpBIX BapuUaHTaX OCYLIECTBIEHUS APYroe TepaneBTUYECKOE CPEACTBO BBOJAT C
uaruouTopom SGLT2 B TOM ke mim Apyroit ¢papManeBTHIECKOH KOMITO3UIMH U B TO K€ WJIH B
pasnuyuHoe BpeMsi. B HEKOTOpBIX BapuaHTaX OCYIIECTBIEHUS APYroe TEPAeBTUUECKOE CPEACTBO
NpEeACTaBIseT COOOW MPOTHBOAMAOETHYECKOE CPEACTBO, CPENCTBO MPOTHB OKUPEHUS,
AHTUTUIEPIIUITHIEMUYECKOE CPEeICTBO, AHTHATEPOCKIIEPOTUUYECKOE CPEICTBO,
AHTUTHIIEPTEH3MBHOE  CPEACTBO, AHTHTPOMOOIMTAPHOE CPENCTBO, AHTUTPOMOOTHUYECKOE
CPEICTBO WJIM aHTUKOAryJsIHTHOe cpeactBo. Hampumep, B mo MeHbInel Mepe OTHOM BapUaHTe
OCYIIECTBJICHUS apyroe TEepaneBTUYECKOE CPeACTBO NPENCTABIISAET coboit
NpOTHBOAHAOETHUECKOE CPEACTBO, Takoe Kak Owryanua w/wunu uHruourop DPP4.
WnnrocTpaTuBHEIM OUT'yaHUIOM siBIsieTCs METQOPMUH UM ero (apMaleBTHIeCKH IpuemieMast
comb. HWnmmocTtparuBHble HHruOUTOpHl DPP4  BKIIOYAIOT CaKCArJuNTHH, JIMHATJIHUITHH,
CHUTATJIMITHH U UX (papMaLeBTHYECKH TPUEMIIEMbIE COJTH.
[0013] B packpeITbIX B JaHHOM JOKYMEHTE CHoco0ax TMAIMEeHTbl XapaKTepU3YHOTCS
dbpakuueit BeiOpoca nesoro kenynouka (LVEF), cocrasmstomneii 40% wuiu MeHble, HAITpUMep
cocraBisiroineit 35%, 30% wnu 25% unu MeHblle, U B IO MEHbIIEH Mepe OIHOM BapHUaHTe
ocymectBienus 1o Mensineir mepe 20%. LVEF moxker ObiTh omnpeneneHa, Hampumep, ¢
IPUMEHEHHEM 5XOKapAUOTPaMMBbl, PAAMOHYKIMAHONW BEHTPHUKYJOTPaAaMMbI, KOHTPACTHOH
anruorpaduu nnu MPT cepaua.
[0014] B HEKOTOpbIX BapuUaHTaX OCYLIECTBJICHUS CIOCOOBI, pACKpbIThle B JaHHOM
JIOKYMEHTE, BKIIIOYAIOT IepopaibHOe BBereHHe mnanueHty uHruoutopa SGLT2, takoro xak
nanarmuJIO3UH WK ero (papMaleBTHUECKH MPUEMIIEMasi COJIb, COJIbBAT, CMEIIAHHBIA COJbBAT,
KOMILIEKC WJIU MPOJIEKapCTBO, B 03¢ 2,5 Mr, 5,0 mr wnu 10 Mr opguH pa3 B cyTku. B o meHbLuei
Mepe OIHOM BapHaHTe OCYLIECTBIICHUs A03a cocTaBiseT 10 mr.
[0015] B HeKOTOpbIX BapuUaHTax OCYIIECTBIEHHS] CIOCOOBI, pacKpbITbie B IaHHOM
JOKYMEHTE, IPUBOJAT K [0 MEHBIIEH Mepe OJHOMY U3 CIEAYIOIUX PE3YJIbTaTOB:

1) yBEJIMYEHHE MePUOa BPEMEHHU JI0 MEPBOTO SBJIEHUs, O0YCIOBICHHOTO CEPAEHHOM

HenoctarouHocTeio (HF), n/mmm neraapHOTo cepaeyHo-COCYAUCTOrO SIBICHUS, U/UIH
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(1)  cHWKeHHe YXYALIEHUs CUMITOMOB CEpAEYHON HeAOCTaTOUYHOCTH, W/UIIN

(1)  ymeHbIIeHHE KOJIMYECTBa SIBJICHUM, 00y CIIOBJIEHHBIX CepAeyHOM
HEJOCTATOYHOCTBIO, H/WJIM CHIDKEHHE YacTOThl BO3HHMKHOBEHHUS JIETAIBHOTO CepAeyYHO-
COCYAMCTOrO SIBJIEHUSI.
[0016] B HeKOTOpbIX BapuUaHTaxX OCYIIECTBJCHHS] CIOCOOBI, pACKPbITbIe B IaHHOM
JIOKYMEHTe, 00ecneunBal0T CHIKEHHE 4YacTOThl BO3HUKHOBEHHS HH(papkTa MHOKapra. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS MH(PAPKT MUOKAPAA SBISIETCS JIETAIbHBIM. B HEKOTOPBIX
BApUAHTAX OCYINECTBJIEHUs] WH(ApPKT MHOKapAa sBJIsETCS HeJeTalIbHbBIM. B HEKOTOpBIX
BapUaHTaX OCYLIECTBJICHUS y MallMeHTa B aHaMHe3e uMmeeTcst HHapKT Muokapaa. B HekoTopeix
BApUAHTAX OCYINECTBJIEHUs Yy TMAIFieHTa B aHaMHe3e¢ He HuMeercss MH(apKT MHOKapra. B
HEKOTOPBIX BApHUAHTaX OCYIIECTBJIEHHUs] CHOCOOBI, pAaCKpbITble B JaHHOM JOKYMEHTE,
00ecreYnBalOT CHIDKEHHE YacTOThl BO3HHMKHOBEHHS MH(ApPKTa MHOKapAa MO CPABHEHUIO C
riane0o. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS CIIOCOOBI, PACKPBITEIE B JAHHOM JIOKYMEHTE,
o0ecreunBalOT CHUXKEHHE YacTOThl BO3HUKHOBEHUs HH(apKTa MHUOKapa MO CPaBHEHHIO CO
cpeacteoM cranaapTHoil Tepanuu HF. B HexkOTOpbIX BapuaHTax OCYLIECTBJICHUsI CHHIKEHUE
94aCTOThl BO3HHUKHOBEHHsI MH(pAapKTa MHOKapJa U3MepsIOT 10 BPEMEHH JIO0 MEPBOro JIETAIbHOTO
WIIH HEJeTAJIbHOrO MH(papKTa MHOKapAa. B HEKOTOpBIX BapHMaHTax OCYINECTBIEHHUS CIOCOOBI,
PACKpBIThIE B JAHHOM JIOKYMEHTE, IPUBOAST K TOMY, YTO OTHOLIEHHUE PUCKOB COCTaBJIsSIET MEHEe
€IMHHLIbI [ CHIKEHUs 4aCTOThl MH(apKTa MHOKap/a 10 CpaBHEHUIO C mianedo. B HekoTopeIx
BApUAHTAX OCYLIECTBIICHUS CIIOCOOBIL, PACKPBITHIE B JAHHOM JOKYMEHTE, MPUBOAST K TOMY, YTO
OTHOILEHHE PUCKOB COCTABSIET MEHeE €AUHMLBI AJI CHUXEHHMs 4YacTOTbl BO3HUKHOBEHUS
nH(papKTa MHOKapAa 110 CPABHEHHUIO CO CPEICTBOM cTaHAapTHOH Teparuu HF.
[0017] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUS PACKPBITBIE B JAHHOM JOKYMEHTE CIIOCOOBI
CHIDKAIOT PHUCK TOCHMTAJIM3aLMM [0 NPUYUHE CEpPAEeYHON HEeNOCTATOYHOCTH MU CMEPTU IO
NPUYHHE CePIeYHO-COCYIUCTOrO HAPYLISHUS y MAMEHTOB MOCie OCTPOro nHpapKTa MUOKapaa.
B HEKOTOpBIX BapHaHTaX OCYLIECTBJIECHUS NAlMEHT IepeHec OCTPbli HH(pApKT MUOKapaa B
TedeHue 7 mAHeHW mocie Hauana jedeHuss uHruOutopom SGLT2. B HekoTOphIX BapHaHTax
ocymectsienus: nanueHT nepenec STEMI (unpapkr muokappa ¢ nogbemom cermenra ST). B
HEKOTOPBIX BapHWaHTax ocyiectBieHus naiueHT nepeHec NSTEMI (undapkr mmokapma Oes

nogbema cermenra ST). B HekoTopbIx BapuaHtax ocymectsieHus uHruobutop SGLT2
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npeacTasiseT coboi nanarnudao3uH. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS MALUEHT UMEET
T2D. B HekOoTOpBIX BapHaHTAaxX OCYLIECTBJIECHUs mNauueHT He umMeer T2D. B HekoTOphIX
BapuaHTax ocyiunectsieHus nauueHT umeer HFTEF. B HekoTOpBIX BapmaHTax OCYLIECTBICHMUS
nauueHT He umeerT HFrEF. B HekOoTOpBhIX BapuaHTax OCYILECTBJEHHUS PACKPBITHIE B JAAHHOM
JTOKYMEHTE CIIOCOOBI CHIDKAIOT PUCK MOCHHUTANIN3ALUH 110 IPUYHHE CepAeUHON HeOCTATOYHOCTH
U CMEpPTU IO NPUYMHE CEePAEYHO-COCYAUCTOrO HapyLIeHHs Yy MaLUeHTOB I0CJIe OCTPOro
uHpapKTa MHOKapAa MO CpaBHEHHIO ¢ mianedo. B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS
pacKpbIThle B JAHHOM JOKYMEHTE CIOCOOBI CHIDKAIOT PHCK TOCHHUTAJIM3aLUU [0 INPHYHHE
CepAEeYHON HENOCTaTOYHOCTH M CMEPTU MO MNPUYHUHE CEPAECYHO-COCYAMCTOrO HapyLIEHUs y
NAalMEeHTOB IOCe OCTPOro MHpapKkTa MHOKapa MO CPAaBHEHHIO CO CPEICTBOM CTaHIAPTHOH
tepanmuu HF. B packpbITbIX B JaHHOM JOKYMEHTe croco0ax MalMeHT, KOTOPOMY BBOZAT
unrudurop SGLT2, MokeT mojy4arh OIHO HIIM HECKOJIbKO CPEACTB cTaHmapTHOU Tepamuu HF
1o unu Bo Bpemsi BBeneHus mHruomropa SGLT2. B HekoTOphIX BapuaHTaX OCYLIECTBICHUS
CIOCOOBI, PACKpBITHIE B JAHHOM JOKyMEHTE, NPHUBOAST K IO MEHblLIeH Mepe ONHOMY Wu3
CIIEYIOIUX Pe3yJIbTATOB Y MAlMEeHTa, KOTOPBII MepeHec OCTpbIi MHPAPKT MUOKAapAa B TEUCHUE
7 nHEu:

(1) yBeJMUYEHHE MePHoIa BPEMEHH 10 MEPBOTO SBJIEHHS, O0YCIOBICHHOTO CEPASUHO
HenocrarouHocThio (HF), n/unm nerampHOro cepaeuHo-cCoOCyANCTOrO SIBJICHUS; U/ WU

(11) CHIDKEHHUE YXYALIEHUS] CHMIITOMOB CEpACYHON HEAOCTATOUHOCTH, U/WJIH

(1)  ymeHbIIeHHe KOJIMUYECTBa SIBJICHUH, 00YCIIOBIEHHBIX CepAeUHO
HEOCTaTOYHOCTBIO, H/WIM CHIDKEHHE YacTOThl BO3HHUKHOBEHHUS JIETAIBHOIO CEepAEeYHO-
COCYAUCTOTO SIBICHHUS, H/HUIIN

(lv)  CHIDKEHHE pUCKA TOCIHTAJIM3ALMH MO MPUYMUHE CEPACYHON HENOCTATOYHOCTU U
CMEepTHU N0 MPUUNHE CEPAECUHO-COCYAUCTOrO HapyIIEHUs, U/ Uiu

V) CHIDKEHHE PUCKA JIETAIbHOTO I HeJIeTaIbHOro NH(papKTa MUOKApA; W/ WIH

(vi)  CHIWKEHHE pHCKAa CEepPbe3HBIX HEXKEJATeNbHBbIX SBJIEHUH CO CTOPOHBI CepAla
(COBOKYMHOCTb, BKJIKOYAIOLas CMEpPTb IO MPHUYUHE CEePAEeYHO-COCYAUCTOrO HapyLIEHHUS,
HeJleTaJbHbIH HH(PAPKT MUOKap/a 1 HeJIeTaIbHBINA HHCYIIBT); W/HWIH

(vil)  CHIKEHHE PHCKA CMEPTHOCTH OT BCEX TPUYHH.
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[0018] B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHS CIOCOOBI, OMUCAHHbIE B MPHUBEIECHHOM
BbIlIe ab3ale, MPUBOISIT K TOMY, YTO OTHOIIEHHE PHUCKOB COCTABJISIET MEHEe €IUHMLIbI JIJIs
ar06oro u3 myHKTOB (1)—(vil). B HEKOTOpPBIX BapuaHTaX OCYIIECTBJICHUs CIIOCOOBI, PACKPBITHIE B
JAHHOM JOKyMEHTE€, MPUBOAST K TOMY, YTO OTHOLIEHHE PHCKOB MEHbLIE IO CPABHEHUIO C
NaLUEeHTOM, NPUHUMAIOIIUM CPeACTBO cTanaapTHoi Tepanuu HF. B HexkoTOpbIX BapuaHTax
OCYILIECTBJIEHUs CIIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE, IPUBOIAT K TOMY, UYTO OTHOILIEHHE
PHCKOB MEHbIIIE IT0 CPABHEHUIO C MUIanedo.

[0019] B HEKOTOpBIX BapUaHTaX OCYIIECTBJCHHUSI CHOCOOBI, pACKPBITbIE B IaHHOM
JOKYMEHTE, COKpAIIAIOT BPEMsI 10 MEPBOTrO SIBJICHUSI CMEPTH MO NPUYNHE CEPAEYHO-COCYIUCTOrO
HApPYLIEHUs] WIM YXYALIEHUS CUMIITOMOB CEpIE€YHON HEAOCTATOYHOCTH Y IMALIUEHTOB C OCTPOM
JNEKOMIIEHCUPOBAHHOMN CEPAECYHON HEJOCTATOYHOCTLIO. B HEKOTOPBIX BApUAHTaX OCYLIECTBIICHHUS
NAalMEeHT TOCMHUTAIU3UPOBAH 0 MPUYUHE YXYALIEHUs CUMITOMOB CEPACYHON HEIOCTATOYHOCTH
WJIM OCTPOH AEKOMIIEHCUPOBAHHOMN CepIeUYHON HeJOCTATOYHOCTH A0 Havana BBenenus SGLT2. B
HEKOTOPBIX BapHaHTaxX OCYILECTBJIEHHs MAallUEHT Xapakrepusyercs (paxiuel BbIOpoca JEBOToO
xenynouka (LVEF), cocraBmsromeit 40% wnu MeHble, HanpuMmep cocrapisomeit 35%, 30%
wnn 25% uny MeHblle, U B 0 MEHbLIEH Mepe OJHOM BapHaHTE OCYIUECTBJICHUs 1O MEHbIIEH
mepe 20% no navana sBeneHust SGLT2. B HekoTOpBIX BapHaHTax OCYLIECTBICHUS WHTHOUTOP
SGLT2 npencraBnser coboii mamarnuduo3nH. B HEKOTOpPBIX BapHaHTaX OCYINECTBIIEHUS
nauueHT umeer T2D no Hawana BBeneHuss SGLT2. B HEKOTOpPBIX BapuUaHTaxX OCYLIECTBIICHMUS
narmeHT He uMmeeT T2D no Havana BBeneHust SGLT2. B HeKOTOpBIX BapuaHTax OCYIIECTBJIECHUS
eGFR nauuenta cocrasnster > 30 mi/mun./1,73 M> 1o Hauana eenenus SGLT2. B HekOTOpPBIX
BADUAHTaX  OCYLIECTBJIEHUS MALUEHT XapaKTepU3yeTCs IOBBIIIEHHBIM  COAEP>KAHUEM
HaTpuilypeTuyuecKkux MNenTuaoB 10 Havana BBeneHuss SGLT2. B HekoTOpeIX BapuaHTax
OCYLIECTBJIEHHUs TALIUEHT FOCIUTAIM3UPOBAH B CTAOMIBHOM COCTOSIHUM I10 MPHUYUHE YXY/IIEHUS
CUMIITOMOB  CEPJIEYHONH HENOCTATOYHOCTH WJIM OCTPOM CEepAeYHONH HEeIOCTaTOYHOCTH.
Ucnonp3yemblii B JTaHHOM JOKYMEHTE TEPMHUH "CTaOWJIbHOE COCTOSIHME" O3HAYaeT OTCYTCTBHE
TOBBIIIEHNUS] YPOBHS IUYPETHKOB 1.V. M OTCYTCTBHE IPUMEHEHHs Ba3O[IJIATATOPOB WIIH
MHOTPOIIOB 1.v. 3a MO MeHbluel Mepe 24 daca no Havana BBemeHuss SGLT2, manpumep 3a mo
MeHbIIEeH Mepe 48 Jacos, HalpuUMep 3a MO MEHbIIEH Mepe 72 4aca U B HEKOTOPBIX BAPHUAHTAX

OCYIIECTBJICHUS 3a MO MeHblneil mepe 1 Hememo mo Haudana BBenenwst SGLT2. B HexoTophix
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BapUAHTaX OCYINECTBIEHMs CIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE, COKpPAILAIOT BpeMs JI0
NEPBOro ABJICHUA CMEPTU IO MPUYUHE CEPACHHO-COCYAUCTOrO HAPYLICHUSA WK YXYALICHHA
CHMIITOMOB CEpAEYHOIl HEeIOCTAaTOYHOCTH Yy MAalMEeHTOB C OCTPOH JIEeKOMIIEHCHPOBAaHHON
CepIeYHON HENOCTATOYHOCTBIO IO CpaBHEHMIO ¢ Iuianedo. B HEeKoTopeIXx BapuaHTax
OCYLIECTBJIEHUs] CIIOCOOBI, PacKpbITbIe B NAHHOM JOKYMEHTE, COKPAIIAa0T BpeMs IO IEePBOrO
SIBJIEHUS CMEPTH IO NMPUYNHE CEePAeYHO-COCYIUCTOr0 HAPYIIEHUs] UM YXYIILIEHUS CUMIITOMOB
CEepJeYHON HENOCTaTOYHOCTH Y MAaLHUEHTOB € OCTPOH JE€KOMIIEHCUPOBAHHOW CepAEeYHON
HEAOCTATOYHOCTBK) IO CPABHEHUIO CO CPEACTBOM cTaHAapTHOHN Tepanuu HF. B packpbITbIX B
JaHHOM JOKYMEHTE CIoco0ax MaueHT, KoropoMy BBOAST HHrHOuTOp SGLT2, MoxkeT mony4arsb
OJTHO WJTH HECKOJIbKO CPEACTB cTaHaapTHOU Tepanuu HF 1o miu Bo BpeMst BBeZieHHsI MHTHOUTOpa
SGLT2.
[0020] B HeKOTOpbIX BapuUaHTax OCYIIECTBIEHHS] CIOCOOBI, pacKpbITbie B IaHHOM
JTOKYMEHTE, IIPUBOJAT K [0 MEHbIIEH Mepe OJHOMY H3 CIEeNYIOLINX Pe3yJbTaTOB Y IMAaIHeHTa C
OCTpPOM JEKOMIIEHCUPOBAHHOW CEPACHHON HEIOCTATOYHOCTHIO:

) yBeIMYEHHE MepPHOAa BPEMEHHU 10 TEepPBOro JIETAIbHOTO CEpPAEYHO-COCYANCTOrO
SIBJICHUST, W/ WA

(i)  yBenuueHHe TMepUOAa BPEMEHH IO TMOBTOPHOW TOCIHUTANHU3ALMH [0 MPUYHHE

CepIEeUHON HEAOCTATOYHOCTH, 1/ HITH

(1i1)  yBenMUEHHE MepUoJa BPEMEHHU 10 CPOUYHOTO MEIUIMHCKOrO BU3HTA IO MPUYHUHE

HF; w/vnu

(lv)  yBenuueHHe IMPOAOJDKUTENBHOCTH OOINEro KOJNMYECTBAa IHEH, NPOBENEHHBIX B

’KUBBIX ¥ BHE OOJIbHHLIBL, W/HITH

) CHIDKEHHE YXYILIEHNSI CHMIITOMOB CEpAEYHOIN HEAOCTATOUYHOCTH; W/HITN

(vi)  CHIKEHHEe PHCKA CMEPTHOCTH OT BCEX MPUYHH.
[0021] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS CIOCOOBI, ONMHCAHHbIE B MPUBEICHHOM
BbIlIe al3alle, MPUBOIAT K TOMY, YTO OTHOIIEHHE PUCKOB COCTABJISIET MEHEE €IUHMLIBI IS
mro0oro u3 myHKTOB (1)—(vi). B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHHS CIIOCOOBI, PACKPHITHIE B
AaHHOM JOKYMECHTEC, MPUBOAAT K TOMY, YTO OTHOLICHUE PUCKOB MEHBIIEC IO CpPpaBHEHUIO C

MALUECHTOM, MPUHUMAIOIINUM CpencTBO craHpapTHon Tepanmuu HF. B HexkoTOpBIX BapuaHTax
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OCYLIECTBJIEHUs CIIOCOOBI, PACKPBIThIE B JAHHOM JIOKYMEHTE, MPUBOIAT K TOMY, YTO OTHOIIEHHE
PHCKOB MEHbIIIE IT0 CPABHEHUIO € IUIaredo.

[0022] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHHS CIOCOOBI, pAaCKpPbITble B JaHHOM
TOKYMeHTe, O0OECIeunBalOT CHIDKEHHE YacTOThl BO3HUKHOBEHMS JIFOOOrO  HMHCYJIbTA
(MIIEeMHUYeCKOro, TreMOpPparHueckoro WM HEONpenesieHHOro). B HeKOTophIX BapHaHTax
OCYILECTBJICHUS] HMHCYJIbT SsBJIAETCS JIETaJbHbIM. B HEKOTOPBIX BapHUaHTaX OCYLIECTBJIEHUS
UHCYJIBT SIBJIIETCS HEJETaJbHbIM. B HEKOTOpBIX BapHaHTaX OCYINECTBICHHs Yy NAlHEeHTa B
aHaMHe3e nMeeTcss MHGApKT WHCYJIBT. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs y INalUeHTa B
aHAMHE3€ He MMEeTCs] MHCYJIbT. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUS CIOCOOBI, PACKPHITHIE
B JaHHOM JOKYMEHTe, OOECIeYHMBAIOT CHIDKEHHE YacCTOThl BO3HHKHOBEHHS HWHCYIIbTa I10
cpaBHeHUIO ¢ muanebo. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUS CIIOCOOBI, PAcKpBIThIE B
OaHHOM JOKYMEHTe, OOECIeYMBAIOT CHIDKEHHE 4YacTOThl BO3HHUKHOBEHHUS HHCYJIbTA MO
CPaBHEHHIO CO CpeACTBOM cTaHnapTHOH Tepanuu HF. B HEKOTOpPBIX BapHaHTax OCYLIECTBIEHUS
CHIDKEHHUE YaCTOTbl BOSHUKHOBEHMs MHCYJIbTA U3MEPSIIOT MO BPEMEHHU 1O MEPBOro JIETAIbHOIO
WUIH HEJIETAJIbHOTO MHCYJIbTa. B HEKOTOPBIX BapHaHTaX OCYINECTBIEHUSI CIIOCOOBIL, PACKPBITHIE B
JAHHOM JOKYMEHTE, MPUBOJAT K TOMY, YTO OTHOLIEHUE PUCKOB COCTABJISIET MEHEE €AUHULIbI 1JIs
CHIDKCHHUSI YacTOThl BO3HHKHOBEHUs] MHCYJIbTA 10 CpPaBHEHHIO ¢ ruiane6o. B HekoTophix
BApUAHTAX OCYLIECTBIEHUS CIIOCOOBI, PACKPBITHIE B JAHHOM JOKYMEHTE, MPUBOIAT K TOMY, YTO
OTHOILIEHUE PUCKOB COCTABISET MEHEE €AUHMLBI AJI1 CHUXKEHHMs 4acTOTbl BO3HUKHOBEHUS
WHCYJIbTA TIO CPABHEHHUIO CO CPEACTBOM cTaHAapTHO# Tepanuu HF.

[0023] B HeKOTOpBIX BapHaHTax OCYINECTBIEHHMs BBedeHue uHruouropa SGLT2
obecriednBaeT yBeIUYeHHe ePHOAa BPEMEHH JI0 NIEPBOTO SBIEHUS, O0YCIOBIEHHOTO CEpACUHON
HenocrarouHocTeio (HF). B mo meHblnell mMepe OZHOM BapHaHTE OCYLIECTBIICHHS SIBICHHE,
ooycnosnennoe HF, mpencrasnsier coboit rocnmranmzaumto no npuuuHe HF wnmm cpounsiit
MeauUuHCKuN Bu3UT no npuunHe HF. B mo MeHbluell Mepe OOHOM BapuaHTE OCYLIECTBICHUS
rocnuranusanys no npuunHe HF Bkirowaer cralnmoOHapHOE JieUueHHe MPOAOJIKUTENbHOCTBIO MO
MeHblIel Mepe 24 yaca ¢ nepBUYHBIM 1uarHo3oM HF. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUS
BBefieHne  mHruomropa SGLT2  ofecrmeumBaer  yMeHbIeHHe  OOIIero  KOJIHYECTBA

rocriutaiauzanuii no npuurae HF. B mo meHbIel Mmepe omHOM BapuaHTe OCYIECTBIEHUs olinee



11

KOJIMUECTBO rocnutanuzanuii no npuunHe HF BkiorouaeT mnepByl0 W/WIM  MOBTOPHBIE
TOCTIMTAJIN3ALIHH.

[0024] B HeKkOTOpBIX BapHaHTax OCYINECTBJAEHUs rocnurtainusauus no mnpuuude HF
00yCIIOBJIEHAa OJJTHUM MJIM HECKOJIBKHMH U3 CIEAYIOIINX KPUTEPHEB!

1) HOBBIE MIH yxyamatomuecs: cumnromsl HF, HaOmonaromuecs y nanueHTa; u/uimm

(11) O00BEKTUBHbBIE TaHHbIE OTHOCUTENBPHO HOBBIX WIH yXyAuarouuxcs: cumnromos HF; n/nnu
(1i1)  Havano wnu MHTeHCUpUKauus crenuduyeckoro nedeHust HE.

[0025] B no menblueli Mepe OJHOM BapHaHTE OCYLIECTBIEHUsI HOBbIE WU YXYILIAIOIINECS
cumntoMel HF, Habmoparomiyecs y naunueHTa, BKJIOYAIOT OABIIIKY, CHU)KEHHE BBIHOCIMBOCTU K
¢usnueckoll Harpys3ke, yCTaJOCThb W/WIM APYrHe CHUMIITOMbI yXyAIIeHus nepdy3um opraHa-
MHLIEHU WM Teperpy3ku o0pemMoM. B mo MeHbIineil mMepe OJHOM BapHaHTE OCYLIECTBJICHUS
OOBEKTHBHBIE JAHHBIE OTHOCHTEJIPHO HOBBIX WM yxyawmarommxcs cumnromoB HF Bkmouaror
pe3yJbTaThl MEOUIIMHCKOTO OCMOTpa, KOTOpble, Kak mojaraercsi, ces3ansl ¢ HF, w/unm
7a0opaTOpHbIE JaHHbIE OTHOCHUTENbHO BHOBb BO3HHUKLIEH wnu yxyamaromeiics HF. B mo
MeHbIIEl Mepe OIHOM BapHaHTE OCYLIECTBJIEHHUS pe3yJbTaTbl MEIULMHCKOTO OCMOTpa
BKJIIOUAIOT IO MEHbIeH Mepe ABa U3 CIEAYIOLIMX pPe3yJNbTaToB. MNepudepudeckuil OTek,
yBEIMYEHUE B3AyTHs JKUBOTA WM AaCLMT, JIETOYHBIE XPUIIBI/BIAKHBIE XPHIbI/KPEMUTALHIO,
NIOBBILIIEHHOE JIABJIEHUE B SIPEMHON BEHE W/WIIN MeYeHOYHO-SIPEMHBINH peduroke, S3-ranon u/nimm
KJIMHUYECKU 3HAUUMOe UJIH OBICTPOE YBEIUUYEHUE BeCa, CBSI3AHHOE C 3a/1ePKKOM skuakocTu. B mo
MEHbLIeH Mepe OJHOM BapHaHTe OCYLIECTBICHHUS JaOOpaTOpPHBIE JaHHBIE OTHOCHUTEIHPHO BHOBb
BO3HUKINENH WM yxyawarowmeics HF Bxkiro4arOT mo MeHbLIEH Mepe OAUH M3 CIEAYIOIIHUX
pe3yJIbTaTOB. MOBBIIEHHbIE KOHIEHTpPALMKU HaTpuiyperndeckoro mentuaa tuna B (BNP)/N-
koHIeBoro  (parmenta mnpenumecrBenHuka BNP  (NT-proBNP), cornmacyrommuecss ¢
JEKOMIIEHCALle CepIe4YHON HeNOCTaTOYHOCTH, PEHTIeHOJIOIMYECKUE JAaHHBbIE OTHOCUTEIBHO
JIETOYHOW THIEepPeMHUH, JaHHble HEMHBA3UBHONW JWATHOCTUKM KIMHUYECKH 3HAYHUMOIO
MOBBIIIEHHOTO JIABJICHUs 3aII0JHEHUS JIEBOTO UJIH MPABOTr0 JKEIyA04YKa WJIH HU3KOTO CEPIEYHOrO
BBIOPOCA MM JIaHHbIE MHBA3MBHOW JMArHOCTHUKU C MOMOIIBIO KAaTETEPU3ALMU TPABbIX OTHAENOB
cepaua. B mo meHblnell Mepe OIHOM BapHaHTE OCYIIECTBJICHHS] HA4alo WM WHTEHCH(DUKALMS
cnenuduueckoro yneueHus HF BkitodaeT mo meHbliel Mepe OJHO M3 CIENYIOLIEro: yCUJIEHUe

MepopaibHON  AUYPETUYECKON Tepanud, BHYTPUBEHHOE BBEICHHE IUYyPETHUYECKOrO WIIU



12

Ba30aKTHUBHOIO CpPEIACTBA WJIM BMEIIATEILCTBO C IIOMOINBIO MEXAaHUYECKUX CPEIACTB WU
XUPYPrU4ECKOe BMEIIATENbCTBO, HAMpPUMEP, € BMELIATEIbCTBO C MOMOIIBI) MEXAHUYECKUX
CPEACTB WJIM XHUPYPrUYECKOE BMEIIATEIbCTBO BKJIIOYAET MEXAHMYECKYH) IOAIEPHKKY
KPOBOOOpAIEHNS I MEXaHUYECKOE YAAJICHUE KUAKOCTH.

[0026] B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUs CPOYHBIN MEIULUHCKUI BU3UT MO IPUYUHE
HF npencrasnser coOoi BU3UT B OTAeNIeHNE HEOTJIOKHOH MOMOIIU JJIs TEPBUYHON THarHOCTHKU
HF, HO mpu 3TOM He TpeOyeTcss roCIUTANN3aLHs, TAKOH KaK CPOYHbIN BHEIJIAHOBBIN BU3UT B
kabuHer Bpauda aJis nepBu4HOM nquarHoctTuku HF. B HEKOTOpBIX BapuaHTax OCYINECTBIIEHMS, I7Ie
TpebyeTcst CPOUHBIN MeTUIMHCKHH BI3UT 1o npuunHe HF, y manyenTa HabIr01auch CHMITOMBI
HF wunu umenucek pesyibTaThl MEOUIIMHCKOTO OCMOTpa W/WJH J1a0OpaTOpHBIE PE3yJIbTaThl,
CBUJETENIbCTBYIOLIME O BHOBb BOZHUKIIEN UK yxyauarouieiics HF. B no Menbiuel Mepe OIHOM
BAPHAHTE OCYLIECTBJICHHs y MAaLMeHTa HAOMIOJAIOTCS OJUH WM Heckoibko cumnromoB HF,
BBIOPaHHBIX W3 TPYIIIBL, COCTOSIIEH W3 OJBIIIKH, CHWXEHHS BBIHOCIMBOCTH K (PU3UUECKON
Harpy3ke, yCTaJOCTH W/HIU APYIMX CHUMITOMOB YyXyAIleHWs nepdy3un opraHa-MHILIEHU WU
neperpy3ku o0BeMOM. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUs, rne Tpedyercss CpOYHBI
MEAULUHCKUNA  BU3UT 1o npuuuHe HF, manmeHT  nmojay4aer — HavdalbHOE WU
nHTeHCH(UIIpoBaHHOE crienduueckoe neuenne HF. B HeKOTOpBIX BapuaHTax OCYIIECTBIICHUS,
rae TpeOyercst cpodHbIi MeaumMHCKMHM Bm3uT 1o npuunHe HF, naumenty tpeOyercs
BHYTPUBEHHAsI TEPAIIHSL.

[0027] B HeKkOTOpBIX BapHaHTax OCYINeCTBIeHHWs BBeneHwe wuHruouropa SGLT2
o0ecrieunBaeT yBeanueHNe epruoaa BpEMEHH 0 JIETAIbHOTO CepeYHO-COCYUCTOTO SBJIEHUS.
[0028] B BapmaHTax OCYILIECTBJICHUS, OMHCAHHBIX BbINIE, MOKHO OOECIIEYHTh OTCPOUKY B
OTHOLIEHUH BPEMEHH 10 IEePBOTrO SIBICHUS, OOYCJIOBJIEHHOIO CepAeYHON HEeIOCTATOYHOCTBHIO,
W/UIH JIETAIbHOTO CepAEYHO-COCYAUCTOrO SIBIEHUSI HA TePHOA OT 8 Hezenb A0 24 MecsIeB Mocie
nepsoro BeeneHus naruoutopa SGLT2. B no meHbIneli Mepe OMHOM BapuaHTe OCYIIECTBIICHUS
o0ecrieunBaeTcs OTCPOYKAa B OTHOLIEHHH BPEMEHHU [0 IEpPBOTO SIBIEHHs, OOYCIOBIEHHOTO
CepJeYHON HEJOCTATOYHOCTBIO, HAa MEPUO OT 8 Henenb A0 24 MeCsLEeB MOC/e EPBOro BBEAEHUS
uaruoutopa SGLT2. B mo MeHbIneidl Mepe OZHOM BapHaHTe OCYLIECTBIEHUS OOecrevynBaeTcs
OTCPOYKA B OTHOLIEHUH BPEMEHH O JIETAJIBHOIO CEPAECYHO-COCYAUCTOrO SIBJIEHUS HA MEPUOL OT

8 Henenb 10 24 MecsLeB rocie neporo BeeaeHus naruoutopa SGLT2.
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[0029] B HekOTOpbIX BapHaHTax OCYyIIeCTBIeHHs BBeneHue wuHruoOuropa SGLT2
obecrieunBaer CHWKeHUe yxymameHuss cumnTomoB HF y manumenra, JedeHHe KOTOpOro
OCYILIECTBJIAIOT. B MO MeHbIel Mepe OAHOM BapUaHTE OCYLIECTBJIEHMsI CHUXKEHHE YXYALIEHMUs
CHMIITOMOB CEPACUYHON HEAOCTATOYHOCTH Y MAlMeHTa MPOJOJDKaeTCs B TeueHue 12-36 mecsies.
B no MmeHblneil mMepe ONHOM BapuUaHTE OCYLIECTBJIEHUS CHIDKEHHE YXYJILIEHHs CHUMIITOMOB
CepAeYHON HEAOCTATOYHOCTH XapaKTepPU3yeTCsl YMEHBbLIEHHEM KOJIMYEeCTBAa TIOCHUTAIN3aLui
nauuenta no npuunHe HF. B mo meHblieil Mepe OAHOM BapuaHTE OCYIUECTBJICHUS CHIDKEHHE
YXYALIEHUs CUMITOMOB CEpJAEYHON HEAOCTATOYHOCTH XapaKTepU3yeTCs yMEHbLICHHEM
KOJINYECTBA CPOYHBIX MEAULMHCKUX BU3UTOB nauueHta no npuuunHe HF. B mo meHbwei mepe
OJTHOM BapHUaHTE OCYLIECTBIIEHHs CPOUHbIN MeaUUMHCKUHA BU3UT no npuunHe HF npencrasnser
coOoll BU3UT B OT/[EJNEHHE HEOTJOXHOH IOMOIIM HJIHM CPOUYHBI BHU3UT B aMOyJaTOpHOE
MEAULMHCKOE OTAENICHUE.

[0030] B mo MeHblIeln Mepe OAHOM BapHAHTE OCYIUECTBJICHHs CHIKEHHE YXYALIEHUS
CUMIITOMOB CEpJ€YHON HENOCTaTOYHOCTU XapakTepusyeTcs Oojiee BBICOKUM [OKa3aTesleM
nanygeHTa nmo oOmeMy IOKa3aTeNro CHUMNTOMOB 1o KaH3acckoMy ONpOCHHKY aiisi OOJBbHBIX
kapauomuonarueii (KCCQ-TSS) mo cpaBHeHHIO ¢ MokasarejleM MalMeHTa 1O BBEIAEHUS
unrudburopa SGLT2. B Takux BapuaHTaX OCYIIECTBJEHHs OOJjiee BBICOKHMI IOKa3aTesb IO
KCCQ-TSS umeer mecro B TeueHne 16 Henmenb rocie Hadana BBeneHus naruouropa SGLT2. B
APYTUX BapUaHTax OCyLIecTBJIeHUs1 Oonee Bbicokui nmokaszarens o KCCQ-TSS umeer mecto B
teueHne 20 Hexenb mocie Hadana BeeneHuss uHruomropa SGLT2. B nmpyrux BapuanTtax
ocyecTBieHus: Oonee Bricokuii nmokasarenb o KCCQ-TSS umeer mecto B Teuenune 24 Henenb
nocie Havana BBeneHus: mHruoOuropa SGLT2. B mpyrux BapmaHTax oOCylIeCcTBIEHUs Oosee
BbICOKUM nokaszateib 1o KCCQ-TSS umeer Mecto B TeueHue 28 Hemelb MOCIE Havajla BBEICHMS
unruouropa SGLT2. B npyrux BapuaHTax OCYIIECTBIEHHsI OOJiee BBICOKUN IMOKA3aTelb IO
KCCQ-TSS umeer mecto B TeueHue 32 HeAeab WJIM 8 MECSLEB IOCIE Hayaja BBEICHHS
uaruoutopa SGLT2. B no meHblueli Mepe OIHOM BapuaHTE OCYLIECTBJIEHUS Ooyiee BBICOKUH
nokasarenb mo KCCQ-TSS na nmo menbineit Mepe 5 6ayuioB BbIlIe, 4€M NOKA3aTeNb 10 BBEACHHUS
uaruoutopa SGLT2. B no meHblueli Mepe OIHOM BapHaHTE OCYLIECTBIEHHS Ooyiee BBICOKHH
nokasarenb nmo KCCQ-TSS Ha mo menbmmeld mepe 10 OanjioB BbIlle, 4eM IIOKa3aTeNlb 0

BBefieHuss uHruouropa SGLT2. B mo MeHblieli Mepe OJHOM BapuaHTE OCYIIECTBICHHs OoJiee
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BbICOKMH noka3zatesib o KCCQ-TSS Ha no mMeHbInel Mepe 15 6amioB Bellne, 4eM moKas3aTelib 10
BBeieHust nHruouropa SGLT2.
[0031] B HEKOTOpBIX BapHuaHTaxX OCYLIECTBIeHUs BBeneHue naruouropa SGLT2 npusoaur k

J'II06OMy OOHOMY WJIKM HECKOJIBKUM U3 CIICAYHOIIUX PE3YJIbTATOB!

a) YMEHBILIEHUE CUMIITOMOB CEpAEYHON HEAOCTAaTOUHOCTH,

b) yMeHbIlleHHe PU3NIECKUX OrpaHUUEHUH;

c) yJIy4IIeHe ClIOCOOHOCTH K PU3NUECKON HArpy3Ke; W/iIH

d) YMEHbIIEHUE KOJINYECTBA BPEMEHH, IPOBEICHHOIO CUAs, B IOBCEIHEBHOMN JKU3HU.

[0032] B no meHbuieli mMepe OAHOM BapUaHTE OCYIUECTBJICHUS YMEHBIICHHE CUMITOMOB
CepIeYHON HEeIOCTATOYHOCTH XapakTepusyercst Oojee BBICOKMM IIOKa3aTelieM NalueHTa II0
o01memMy Mokasareno CUMITOMOB 1o KaH3acckoMy OnpOCHUKY J1st OONBHBIX KapAHOMHOIATHE
(KCCQ-TSS) mo cpaBHeHHIO ¢ MOKa3aTejleM MaldeHTa 10 BBemeHusi uHruoutopa SGLT2. B
TAaKUX BapHaHTax OcyluecTBieHHs Oosee BeIcokmi mokasarens o KCCQ-TSS umeer mecto B
TeueHue 16 Henmenb (Wnm 4 MecsueB) mocie Havaja BeeneHHs nHruoutopa SGLT2. B npyrux
BapHUaHTaX OCYLIECTBIIEHUs1 Ooyiee Bbicokmii mokaszarenb mo KCCQ-TSS umeer MecTo B TeyeHue
20 "enenb mocne Havaja BBeneHus uHruoutopa SGLT2. B apyrux BapmaHTax OCyLIECTBIECHUS
6onee Bbicokui mokaszatenb o KCCQ-TSS umeer mecTo B TeueHue 24 Hemenb IMOCE Hayaja
BBeneHuss wunruOuropa SGLT2. B npyrux BapuaHTax OCYLIECTBJICHUSI 0oJjiee BBICOKUH
nokazarens Mo KCCQ-TSS umeer mecto B TeueHme 28 Hemenb IMOCe Hayajla BBENEHMHS
uaruoutopa SGLT2. B npyrux BapmaHTax OCYyIIECTBIIEHHs OoJiee BBICOKHMH IOKa3aTelb II0
KCCQ-TSS umeer mecto B TedeHue 32 Hemedb MM 8 MECSIEB IOCIE Hayaja BBEICHHS
uaruoutopa SGLT2. B no MeHbluel Mepe OIHOM BapHaHTe OCYIIECTBJIECHHs 0ojee BBICOKHIA
nokazaresb Mo KCCQ-TSS Ha no mMeHbluei Mepe 5 OaioB BbilIe, YeM MOKa3aTelb 10 BBEICHUS
unruouropa SGLT2. B nmo mMeHbluel Mepe OIHOM BapuUaHTE OCYIIECTBICHHs Ooyiee BBICOKUHN
nokazarenb nmo KCCQ-TSS Ha mo menbinedd mepe 10 OajyioB Bbille, YeM MOKAa3aTeNb M0
BBeneHus uHruOuropa SGLT2. B mo MeHbliel Mepe OJHOM BapUaHTE OCYLIECTBIEHHs Ooiee
BoIicokmii okasaresb o KCCQ-TSS Ha no meHbineii mepe 15 0anioB Bbile, YeM MOKa3aTeb 10
BBesieHust nHruouropa SGLT2. B o mensineil Mepe ogaom Bapuante ocyinectsienns KCCQ-

TSS 3amonHsieTcsi MaMEHTOM, HANpUMeEp 3aIOJNHSETCs MAalUeHTOM B kabuHere Bpada. B mo
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MEHBIIEH Mepe ONHOM BapUaHTE OCYLIECTBIEHUs NalueHT umeeT T2D. B HEKOTOpBIX BapuaHTax
OCYILLECTBJICHUs TaUUeHT He umeeT T2D.

[0033] B no MeHbLieil mMepe OZHOM BapHaHTE OCYLIECTBIEHHsS] YMEHbLICHUE (DU3HUECKUX
OTpaHHYEHHMH XapakTepu3yercsi Ooyiee BBICOKMM IOKA3aTeNIeM IMallMeHTa COTJIACHO TOKAa3aTeo
¢usnyecknx orpanndyeHuid o KaH3acCkOMy ONPOCHUKY Iisi OOJBHBIX KapIHOMHOMATHEH
(KCCQ-PLS) mo cpaBHeHHIO ¢ mokasaTesieM MalueHta 10 BBeneHust maruoOuropa SGLT2. B
TaKUX BapHaHTax OcyluecTBieHHs Oosiee Bhicokmid mokasatenb no KCCQ-PLS umeer mecto B
TeueHne 16 Henenb (Mnm 4 MecsLeB) mocie Hadajia BBeneHus mHruouropa SGLT2. B apyrux
BapHUaHTaX OCYLIECTBIEHUs Ooyiee BhICOKMI mokasaresb mo KCCQ-PLS umeer MecTo B TeueHue
20 Hexenb mocnie Havaja BBeneHus nHruoutopa SGLT2. B apyrux BapmaHTax OCyIIECTBICHUS
Oostee BhicOKMI mokazatesib o KCCQ-PLS umeer mecTo B TeueHue 24 Hemenb IIOCIE Hayaja
BBeneHuss wuHruburopa SGLT2. B ngpyrux BapuaHTax OCYIIECTBJIEHUS OoJiee BBICOKHI
nokazareiab no KCCQ-PLS wummeer mecto B TedeHue 28 HeAelb IOCJIE Hadajla BBEICHMS
unruouropa SGLT2. B apyrux BapuaHTax OCYLIECTBJICHUS 0OJ€€ BBICOKHI IOKa3aTeNb I10
KCCQ-PLS umeer mecto B TeueHue 32 HeAeab MJIM 8 MECSLEB IOCIE Hayaja BBEIECHHS
uaruoutopa SGLT2. B no meHbluell Mepe OIHOM BapuUaHTe OCYLIECTBIEHUs Oojiee BBICOKHI
nokazarenb 1o KCCQ-PLS Ha nmo MeHblieir Mepe 1 Oamn Bblllle, 4YeM MOKA3aTeNlb 1O BBEICHUS
uaruoutopa SGLT2. B no meHblueli Mepe OIHOM BapuaHTE OCYLIECTBIEHHS Ooyiee BBICOKHH
nokazarenb o KCCQ-PLS Ha nmo MeHbineii Mepe 5 0ajioB BhIIIE, YeM MOKA3aTelb 10 BBEIEHUS
uaruoutopa SGLT2. B no meHblueli Mepe OIHOM BapHaHTE OCYLIECTBICHHS Ooyiee BBHICOKHH
nokazarenp nmo KCCQ-PLS Ha mo wmenbmedd mepe 10 OajuioB BbIE, 4YeM MOKAa3aTeNb M0
BBeieHus1 nHruouropa SGLT2. B mo MmeHblieid Mepe OTHOM BapHaHTE OCYINECTBICHHs Ooyee
BbicOKui nokazarenb no KCCQ-PLS Ha no menbineli Mepe 15 6amioB Bblne, 4eM moKa3aTelib 10
BBeneHus naruoutopa SGLT2. B mo menblieir mepe onHoM BapuaHte ocyiiecteieHnss KCCQ-
PLS 3amonHsiercst manpieHTOM, HamnpuMep 3alONHSeTCs MalueHTOM B kabuHere Bpada. B mo
MEHBILEH MEpe ONHOM BAPUAHTE OCYLIECTBIICHUs nauueHT uMeeT 1T2D. B HeKOTOpbIX BapuaHTax
OCYILLECTBJICHUs TaLUeHT He umeeT T2D.

[0034] B mno MmeHslneil Mepe OJHOM BapHaHTE OCYIIECTBIICHHs YJIyUILIEHHE CIIOCOOHOCTH K
(bu3nueckol Harpy3ke XapakTepusyercs Ooyiee UIMHHOW IUCTAHIIMEH O-MUHYTHOM XOIbOBI

nauuenta (6MWD) mo cpaBHenmo ¢ 6MWD mnarnmenTta no BBenenust uaruburopa SGLT2. B
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TAKUX BapUAHTaX OCYLIECTBJICHUs OoJjiee mmHHas quctanims 6MWD umeer mecto B TeueHue 16
Henesnb rociie Hadana BeeneHuss mHruouropa SGLT2. B apyrux BapmaHTax OCYIIECTBIICHUS
Oonee nmuHHas guctanuss MWD umeer mecto B Teuenue 20 HeneNb MOC/Ee Havaja BBEICHUS
unruduropa SGLT2. B apyrux BapuaHTax OCYyLIECTBIIEHHs Ooyiee AmuHHAsT aucTanuus 6MWD
UMeeT MeCTO B TeueHue 24 Henenb Iocje Havaja BeeneHus mHruowropa SGLT2. B nmpyrux
BapHUAHTaX OCYINECTBJICHHs Oojiee mmHHAs nuctanuus 6MWD ummeer mecto B TeueHue 28
Henesnb rociie Hadana BeeneHuss mHruouropa SGLT2. B apyrux BapuaHTax OCYIIECTBIICHUS
Oonee nmuHHAs nuctaHuus 6OMWD umeer mecto B TeueHHe 32 HEAETb WM 8 MECSILEB MOCIe
Haudaja BBeneHus uHruoutopa SGLT2. B mo MeHblIeil Mepe OJHOM BapUaHTE OCYIIECTBIICHUS
yJIydllleHHe B OTHOIICHUH AMCTAaHUMH 6-MHUHYTHOU X0oabObl (OMWD) usmepsiercst qucTaHUuel,
coctasysironeit 30 merpam unu Gonbiue. B mo mMeHblneil Mepe OHOM BapHaHTe OCYLIECTBICHUSA
naureHT umeeT T2D. B HeKoTOphIX BapuaHTax OCYIIECTBJIEHUS MalUueHT He umeeT T2D.

[0035] B no menpmieil Mepe OOHOM BapHAaHTE OCYLIECTBJICHHUS YMEHBLICHUE KOJIMYECTBA
BPEMEHH, MMPOBEIECHHOIO CUMs, B TEYEHUE MOBCEJHEBHON KU3HU XaPAKTEPU3YETCsl YBEIUUEHHBIM
o0IUM BpeMeHeM, IMPOBEAECHHBIM MAIeHTOM 3a (U3MYECKOH aKTUBHOCTBIO OT JIETKOH 10
SHEPTUYHOM, IO CPaBHEHHUIO CO BpPEMEHEM, IPOBEAECHHBIM MAalMeHTOM 3a (U3NYeCKOH
AKTUBHOCTBIO OT JIETKOW 10 SHEPTUYHOM 10 BBeneHus naruouropa SGLT2. B takux BapuaHTax
OCYILIECTBJIEHUS] YMEHBLIEHHE KOJMYECTBA BpPEMEHM, IPOBENEHHOrO CHIAs, B TeueHUe
MOBCEAHEBHON JKM3HH M3MEPSIIOT B TeueHHe 7 aHel mocie 16 Henenb BBEOEHHsS MHTUOUTOpA
SGLT?2 u cpaBHUBAIOT CO BpeMeHEM, POBEIEHHBIM MALEHTOM 32 (PH3NUECKONH aKTHBHOCTBIO OT
JIETKOW 710 SHEPTUYHOM 10 BBeneHus uuruouropa SGLT2. B apyrux BapuaHTax OCyLIECTBICHUSA
YMEHBLICHHE KOJUYECTBA BPEMEH, IPOBENCHHOIO CHJsl, B TEUEHHE IOBCEIHEBHOW >KHM3HU
U3MEPSIIOT B TeueHue 7 nHel nocie 20 Henenb BBeaeHust naruoutopa SGLT2 u cpaBHUBAIOT CO
BpEMEHEM, MPOBEIECHHBIM MAalMeHTOM 32 (PU3NUECKONH aKTUBHOCTBIO OT JIETKOH 10 SHEpru4HOIl
no BBemeHwss uHruowtopa SGLT2. B npyrux BapuaHTaX OCYINECTBICHHS YMEHbIIEHHE
KOJINYECTBA BPEMEH, IIPOBEAECHHOIO CUJisl, B TEU€HUE TIOBCEAHEBHOM XKU3HU U3MEPSIOT B TEUEHUE
7 nueit mocne 24 wHenmenb BBeneHuss uHruOmropa SGLT2 u CpaBHHBAIOT CO BpPEMEHEM,
IPOBEIECHHBIM MAIIMEHTOM 32 (PU3NUECKOH aKTUBHOCTBIO OT JIETKOH 0 SHEPIrHYHON 10 BBEIECHUS
unruouropa SGLT2. B npyrux BapuaHTax OCYLIECTBJIEHHUS YMEHBIIEHHE KOJUYECTBA BPEMEH,

IIPOBEJEHHOIO CHUJS, B T€UECHHE MOBCEAHEBHON XM3HU M3MEPSIIOT B TedeHue /7 aHel mocie 28
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Henenb BBeneHUs uHruonropa SGLT2 u cpaBHMBAIOT CO BpeMeHEM, MPOBEIEHHBIM MAallUEHTOM
3a (pu3mueckoll aKTUBHOCTBIO OT JIETKOW N0 SHEprH4YHOH m0 BBemeHus uHrudbutopa SGLT2. B
IPYIUX BapHaHTaX OCYLIECTBJICHHsI YMEHbBIIEHUE KOJIMYECTBA BPEMEHU, IIPOBEIECHHOIO CHUIS, B
TE€YEHUE MOBCEAHEBHON JKM3HU U3MEPSIOT B TeueHue 7 AHell mocyie 32 Hepenab Wid 8 MecsLeB
BBeieHUs1 nHruobutopa SGLT2. B Taknx BapHaHTax OCYINECTBJICHHs BPeMs, IPOBEIEHHOE CHIS,
B TEYEHHE IIOBCEAHEBHON >KM3HU HM3MEPSIETCS HOCHMBIM YCTPOMCTBOM [JIi MOHMUTOPHHIA
aKTUBHOCTU. B 1o MeHblIeill Mepe OIHOM BapUaHTE OCYLIECTBJICHMs ManueHT umeer T2D. B
HEKOTOPBIX BaApUAHTAX OCYLIECTBJICHUs NMalUeHT He umeeT T2D.

[0036] B HeKOTOpBIX BapHaHTax OCYINeCTBJIeHWs BBeneHue wuHruoOuropa SGLT2
obecrieunBaeT yMeHbILICHHE KONIU4YecTBa siBjieHui, oOycnoBnenHbix HF, w/unu obecneuduBaer
CHIDKEHME YaCTOThl BO3HUKHOBEHUsSI JIETAIBHOIO CEPAEYHO-COCYAMCTOro sBjleHHA. B 1o
MeHbIIEH Mepe OJHOM BapuaHTe OCyllecTBieHHs BBeneHue uHruouropa SGLT2 obecneunBaer
yMEHbIIIEHNe KOINuecTBa sijieHui, odycnosnenHbix HF. B mo MeHbIneii Mepe ogHOM BapuaHTe
ocyllecTBlIeHusl sBieHue, obycnosneHHoe HF, mnpencrasisier coboli rocnuranuzauuio IO
npuunHe HF unu cpounelii MeguuuHckuil Bu3uT no npuuuHe HF. B no meHbuieil mepe 0MHOM
BapUaHTE OCyLIeCTBIeHUs BBeaeHHe uHruouropa SGLT2 obecrneunBaer yMeHblLIEHHE
KojimdecTBa rocnurtanuzaumnii nmo npuunHe HF. B mo wMeHbmieli mepe OZHOM BapuaHTe
ocymecTBienusi BBenenue wunruOutopa SGLT2 obecneuynBaer yMEHBbIIEHHE KOJUYECTBA
CPOYHBIX MEAMLMHCKUX BHU3UTOB no npuuunHe HF. B nmo MeHeleli mepe OOHOM BapuUaHTE
OCYLIECTBJICHUs] CPOUHBIA MeAMUMHCKHHA BM3HUT rno npuunHe HF mpencrasisier coOoif BU3UT B
OTHEJICHUE HEOTVIOKHOW MOMOouM. B mo MeHbLIEH Mepe OOHOM BApUAHTE OCYILECTBJIEHUS B
Cllydae CpOYHOr0 MEIUIIMHCKOro BU3KTa no npuanHe HF TpeOyercst BHyTpUBEHHAs Teparnus.
[0037] B HeKkOTOpBIX BapHaHTax OCYINeCTBIeHHWs BBeneHue wuHruouropa SGLT2
o0ecrieunBaeT yMeHbIlIEHHe COBOKYNMHOCTU rocmnurainuzauuii nmo npuuudHe HF unm nerampHOrO
CepAEYHO-COCYAUCTOrO SIBJICHHUSI.

[0038] B packpbIThIX B JaHHOM JIOKYMEHTE CIOCO0aX MalUeHT, KOTOPOMY BBOASIT UHTHOUTOP
SGLT2, moxxeT mosiydaTh OHO WJIM HECKOJIBKO CpencTB cTaHaapTHol Tepanuu HF st neuenus
HF no nnm Bo Bpems BBeneHus uHruoOutopa SGLT2. B mo meHblueil Mepe OJHOM BapuaHTe
OCYLIECTBJIEHHUs] OIHO WJIM HECKOJIBKO CPEACTB cTaHaapTHOH Tepanuu HF BbIOpaHb! U3 rpymnimel,

cocrosimeli W3 HMHrHOUTOPOB aHruoreHsuHIpespamamomero ¢epmenra (ACE), Onokaropos
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peuentopos  anruotensuHa I (ARB), Oera-OnokartopoB, CpencTB, BIUSIOMINX  HA
MUHEPAIOKOPTUKOUIHBIE pPELeNnTOPhbl, TAaKUX KaK aHTarOHUCTbl MHHEPAJTOKOPTHKOMIHBIX
peuentopoB (MRA), MHrHOMTOPOB HENPWIN3NHA, AHTHTPOMOOLIUTAPHBIX CPENCTB, ACMUPHHA,
TUTIOJIUTTUIEMUYECKIX CPEACTB (TAKUX KaK CTaTHUHBI, CEKBECTPAHTHI XKEJIYHBIX KHCIOT, HUALMH,
¢bubpatsl, oMera-3 KUpHbIE KHCIOThI) U TUYPETHKOB, TAKUX KaK METJIEBOM AUYPETHUK.

[0039] B packpeIThIX B JaHHOM JOKYMEHTE CrHoco0ax, MalUeHT, KOTOPOMY BBOIST
unrudurop SGLT2, moxer umets [I-IV knacc cepaedHoit HEMOCTATOUHOCTH IO KjacCU(PUKALIUN
Huto-Hopkckoii  kapamonoruueckoit accommamuu (NYHA). B mo MeHbureit Mepe OmHOM
BApUAHTE OCYIIECTBJICHUS MAIMEHT, KOTopoMy BBOasaT uHruourop SGLT2, umeer II kmacc
cepedHOl HepoctaTouHOCTH 1o Kinaccudukamun NYHA. B mo MeHbIeli Mepe OqHOM BapHaHTe
OCYLIECTBJIEHUs] MAIMeHT, KoTopoMy BBoAaT uHruOutop SGLT2, umeer III umm IV xmacc
CepAeYHOM HENOCTATOYHOCTH MO kKnaccudukauu NYHA.

[0040] B packpbeIThIX B maHHOM JokyMeHTe criocobax eGFR manmenra, KOTOpoMy BBOIST
unruourop SGLT2, moker coctaisith > 30 mi/mMuH./1,73 M2 no BBenenust uaruouropa SGLT2.
B packpeiThix B gaHHOM AokymeHTte crocobax eGFR maiueHta, KOTOpOMy BBOASIT HHTUOUTOP
SGLT2, MokeT cocTaBsATh > 30 mn/mun./1,73 M*> Bo Bpems BBeneHus unruouropa SGLT2.
[0041] B packpbIThIX B MaHHOM JOKyMEHTE crocobax ypoBeHb N-KOHIIEBOTO (pparmeHTa
npeALIecTBeHHUKa HaTpuitypernueckoro mnentuaa tuna B (NT-proBNP) B masme kposu
narmeHTa, koropomy BBoaaT uHruoOutop SGLT2, MokeT cocTaBiaATh Mo MeHbluei Mepe 400 mr
Ha MUJUIMJUTP, 1O MeHbuiedn Mepe 600 nr Ha MUJUTMIWUTP WM nO MeHblied Mepe 900 nr Ha
MIJUIWJINTP A0 BBeneHus uaruoutopa SGLT2.

[0042] B packpbIThIX B JaHHOM JOKYMEHTE Croco0ax TMalueHTy, KOTOPOMY BBOISIT
uHruourop SGLT2, MoxeT ObITh MOCTABJIEH MEANLIMHCKHN TuarHo3 cumnromaruieckoii HFrEF
no BeeneHus: uHruoOutopa SGLT2. B mo mMeHblieil mMepe OIHOM BapUaHTE OCYIIECTBJICHUS
naiueHty Moxketr ObiTh moctaBiieH auarHo3 HFrEF 3a mo meHbinedi mepe nBa mecsina 1o
BBezieHst nHruouropa SGLT2.

[0043] B packphITbIX B JaHHOM JOKYMEHTE CHOCo0ax y MalMeHTa, KOTOPOMY BBOISIT
unruburop SGLT2, mornu HaOmonatecss GUOPWLISILMS Npencepauii WWIM TperneTaHue
npencepanii 1o BBemeHus uHruOuropa SGLT2. B mo MeHblneli mMepe OXHOM BapUaHTE

OCYIIECTBJIEHUS] y TalMeHTa, KOTopoMmy BBOIAT wuHruoutop SGLT2, He HabmomaroTCs
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bubpumsus npeacepanii u/mmm TperneTaHue npeacepanii 1o BeeaeHust uaruouropa SGLT2. B
IO MEHbIIeH Mepe OJHOM BapUaHTE OCYIIECTBICHHUS CIIOCOOBI, PACKPBITHIE B JAHHOM JIOKYMEHTE,
o0ecrieunBarOT CHI)KEHHE YaCTOThl BOSHUKHOBEHUS (QUOPHIUIALINY NpeACepaNi y MalleHTOoB, Y
KOTOPBIX B aHaMHe3e ObUIH (GUOPHIULIIHS Tpencepauii W/WiIM TpeneTaHue Npeacepauil o
BBezieHs nHruonTopa SGLT2. B mo MeHbIneil Mepe OHOM BapHaHTE OCYINECTBIEHHS CIIOCOOBI,
pacKpbIThle B JaHHOM JOKYMEHTe, OOeCHe4YMBAIOT CHIKEHHE 4YacTOTbl BO3HUKHOBEHMs
GuOpUISALIUY TIPeACepArii Y MAlMEHTOB, Y KOTOPBIX He ObLI0 (GUOPUILIALUN TPeaCepanil u/uiu
TpeneraHusi npeacepauil no BBexeHus uHruOutopa SGLT2. B  HekoTOopeIX BapuaHTax
OCYIIECTBJICHHsI CIOCOOBI, PACKPHITHIE B JAHHOM JIOKYMEHTE, O0ECIIEYNBAIOT CHIDKEHHUE YaCTOTBI
BO3HHMKHOBEHUS (GUOPIILIALNY NPeACepauil 0 cpaBHEHHUIO ¢ utanedo. B HeKOTOpBIX BapraHTax
OCYLIECTBJIEHUsI CIIOCOOBI, PACKPBIThIE B TAHHOM JJOKYMEHTE, 00€CIeUnBaIOT CHUKEHNE YaCTOThI
BO3HHMKHOBEHUS (PUOPWLISALIUY MPENCePAHii O CPABHEHHIO CO CPEICTBOM CTAHIAPTHON Tepanuu
HF. B HekOoTOppIX BapuaHTax OCYILECTBIECHHUs CHUKEHHE YacTOTbl BO3HHUKHOBEHMSI
GUOPWLISAIMN NpeAcepauil U3MEPSIIOT MO BPEMEHH IO TNEPBOM JIETANbHOW WM HeNleTalbHOU
¢ubpmuanun npencepanii. B HEKOTOPBIX BapHaHTax OCYINECTBJIEHHS CIIOCOOBI, PaCKpPbIThIE B
JAHHOM JOKYMEHTE, IPUBOIAT K TOMY, YTO OTHOLIEHHE PUCKOB COCTABJISIET MEHEe eUHULIbI 1JIs
CHIDKEHHUS] YaCTOThl BOSHUKHOBEHUs (PUOPHIUIALMK TPENCepaArii Mo cpaBHEeHUIo ¢ mianedo. B
HEKOTOPBIX BAPHAHTAX OCYILIECTBJICHUS CIIOCOOBI, PACKPBITHIE B JTAHHOM JJOKYMEHTE, IIPUBOJIAT K
TOMYy, 4YTO OTHOLIEHHE PHCKOB COCTaBIsI€T MEHEe E€AUHMLBI [JIs1 CHW)XKEHUS YaCTOTbI
BO3HHMKHOBEHUS (GUOPHLIALINY NPENCepAnii IO CPABHEHHIO CO CPEICTBOM CTaHIAPTHON Tepanuu
HF.

[0044] B omnpeneneHHBIX BapHAaHTaX OCYIIECTBJIEHHS] PACKPBITbIE CIOCOOBI MPUBOIST K
camkeHnio HbAlc y nammentra. B ompeneneHHBIX BapHaHTaX OCYINECTBJIEHHSI PAaCKPBIThIE
CIOCOOBI MPUBOIAT K CHIDKEHHIO CHCTOJMYECKOrO apTepHajbHOTO AABJEHUS y MalueHTa. B
OIpENeNICHHbIX BAPHAHTAX OCYIIECTBJIEHHUSI PACKPBITBIE CIOCOOBI MPUBOIIT K CHIDKCHHIO Beca
nauueHta. B onpeneneHHbIX BapHaHTaxX OCYIIECTBJIEHHs PACKPBITbIE CHOCOOBI NPHUBOAAT K
camwkeHno yposHed NT-proBNP y mammenta. B moOoM U3 mpuBeleHHBIX BbIIE BaPUAHTOB
OCYILIECTBJICHUS] CHI)XEHHUE MOJKET IPOMCXOAUTh B TeueHHe 8 MecsleB C Hauyajla BBEJEHUs
unruouropa SGLT2. B ompeneneHHbIX BapHaHTAX OCYIIECTBJICHUS PACKPBITBIE CHOCOOBI

TMIPUBOAAT K YCTOWYMBOMY CHIDKeHMIO Ha 50% wumu OGombme eGFR nHa mi/mun./1,73 M y
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nauueHTa ¢ TEYeHHEM BpPeMEHHM. B Takux BapuaHTaX OCYLIECTBJIEHHs YCTOMYHMBOE CHHUIKEHUE
MOJKET JUINThCs 12 MecsitieB, 18 mecsitieB, 24 mMecsiiia Win OOJbIIIE.

[0045] B onpeneneHHBIX BapuUaHTaxX OCYIIECTBJICHUS CHOCOOBI, PACKPBIThIE B JaHHOM
JNOKYMEHTe, IPUBOJAT K yJIy4dlleHHIo B oTHoueHuH kiacca HF cornmacno NYHA.

[0046] B omnpeneneHHbIX BapuUaHTaxX OCYIIECTBJIEHUS CHOCOOBI, PACKPBIThiE B JaHHOM
JOKYMEHTE, IPUBOJAT K YMEHBLIEHUIO KOJMYECTBA MOBTOPHBIX rocnutanuzanuii no npuunne HF
WJTH YMEHBIIEHHIO TIOBTOPSIFOINUXCS sIBJIeHNH, oOycnosneHHbx HF. B mo MeHbInei Mmepe omHoM
BapUAaHTE OCYLIECTBICHUS IIOBTOpsOIMecs sBieHus, oOyciosienHele HF, BkirodaroT
rocrnuTanusauuto no npuanHe HF wnu cpounsnii MequuuHckuii BU3uT no npuunne HF.

[0047] B omnpeneneHHbIX BapuUaHTaxX OCYIIECTBJIEHUS CHOCOOBI, PACKPBIThiE B JaHHOM
JIOKYMEHTE, NMPUBOAAT K Ooyiee HU3KOI 4acTOTe ClydaeB CMEpTH MO NMPUYMHAM, OTIMYHBIM OT
CBSI3aHHBIX C CEPAECUHO-COCYANCTHIM HAPYLICHUEM.

[0048] B nmaHHOM NMOKyMEHTE IOIMOJHHUTENBHO PACKPBITHI CHOCOOBI CHIDKEHMS IOKAa3aTels
IOCTH)KEHUSI TIEPBUYHON KOMOMHHMPOBAHHON KOHEYHOH TOYKH, BKJIIOYAOLIEH CMEpTh IO
IPUYUHE CEPAECUHO-COCYAMCTOrO HapylleHus, rocnuranu3zauuio no npuunHe HF wnm cpounsbii
MenuuuHCKui Bu3nuT no npuunHe HF, y nanuenra ¢ HFrEF, neyeHne KOTOpOro OCyIecTBIs0T C
nomoinbo uarudutopa SGLT2 u cpencts cranaaptHoii Tepanuu HF, roe mokasaTenb CHHKAETCSI
OTHOCUTEJIbHO MOKAa3aTessl y NalUeHTa, JIEYeHHUEe KOTOPOro OCYIUECTBIISIOT TOJbKO C IMOMOLIBIO
cpencts crannaptHoii Tepanuu HF. B naHHOM 1OKyMeHTE JOMOMHHUTENIBHO PACKPBITHI CIIOCOOBI
CHIDKEHUS] TOKa3aTeNiss JOCTHIKEHUS BTOPUYHOW KOMOMHHPOBAHHOH KOHEYHOH TOYKH,
BKJIFOUYAIOLIENH CMEPTh MO MIPUYUHE CEPAEUHO-COCYIUCTOrO HaPYLIEHUs WM FOCIUTAIU3ALHIO IO
npuunHe HF y maunenta ¢ HFrEF, jneyeHne KOTOpOro ocymecTBIsIFOT ¢ MOMOIIBI HHIHOUTOpA
SGLT2 u nexapCTBEHHBIX IpenapaTtoB i craHaapTHoW Tteparuu HF, rne mnokasarens
CHIDKAETCsl OTHOCUTEJIBHO MTOKA3aTeld Y MAlUEHTa, JEUEHHE KOTOPOro OCYLIECTBIISIFOT TOJIBKO C
MOMOIIBIO CPeACTB cTaHmapTHoil Tepanuu HF. B mo00oM W3 yKa3aHHBIX BbIlI€ BapHAHTOB
ocyuectsieHust nHruouropom SGLT2 moxeTr sSBiATHCS, Hampumep, Hanariugo3uH UM €ro
(apmarieBTHUECKH TpHEMJIeMasl COJb, COJIbBAT, CMELIAHHBIH COJIbBAT, KOMIUIEKC WJIH
nponekapcTBo. B mo MeHblueli mepe OgHOM BapuaHTe ocyiuecTtBieHus uHruourop SGLT2
npencrasiseT cobol mamarnu(Io3uH, BBOAMMBIN MALIMEHTY NMEPOpPabHO B KojmuecTBe 10 mr

OZMH pa3 B CyTKH.
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[0049] B HEKOTOpBIX BapUaHTax OCYIIECTBICHHUS CIOCOOBI, PACKPBITBIE B IaHHOM
JIOKYMEHTE, NPUBOAST K [0 MEHBIIEH Mepe OJHOMY M3 CIEAYIOLINX PE3yIbTAaTOB:

(1) yBeJIMUEHNE [IepHo/ia BPEMEHHU 10 MePBOTro SIBICHUs, O0YCIIOBIEHHOTO CepEeIHOI
HenoctarouHocThio (HF), w/nmm netaapHOro cepaevHo-COCYAUCTOrO SIBICHUS, U/WTH

(1)  cHWKeHHe YXYALIEHHUs CHMIITOMOB CepASYHON HEIOCTATOUHOCTH, H/HITH

(1i1)  yMmeHblIeHHE KOJIM4YECTBA SBJICHUI, 00y CIIOBJIEHHBIX CepAeUHOM
HEIOCTATOYHOCTBIO, W/WJIM CHIDKEHHE YaCTOThl BO3HHKHOBEHHUS JIETAIBHOTO CEepAeYHO-
COCYJIUCTOTO SIBJICHMUSI.
[0050] Taxe B TaHHOM JOKYMEHTE PACKPBITHI CIIOCOOBI CHUKEHUS PUCKA THITEPKAINEMUH Y
nanmenta ¢ HF, npeamycmarpuBaromuie BBemeHHE mNanueHTy 3(PQPEKTHBHOTO KOJIHYECTBA
uHruouTopa SGLT2. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHHs CIIOCOOBI, PACKPBIThIE B TAHHOM
JOKYMEHTe, CHIKAIOLINe pUCK runepkanuemun y nauuenra ¢ HF, npenycmatpuBaroT BBeeHUE
nauueHty  (apmaneBTUUECKOW KOMIO3UIMH, conepxamieid  3(p¢eKTUBHOE  KOJIUYECTBO
unruouropa SGLT2. B HeKOTOPBIX BapuaHTaxX OCYIIECTBIEHHs pacKpbIT HHruouTop SGLT2 st
NPUMEHEHHs B CHUKEHUU PUCKa runepkanueMun y nanuenra ¢ HE.
[0051] B HEKOTOpBIX BapHaHTax OCYILECTBJIEHHs HACTOsllee H300pETeHHE OTHOCUTCS K
crioco0aM CHIDKEHUsI PHCKa TUIIEPKAJIMEMHH, CBA3aHHOH ¢ ucnosib3oBanneM MRA, y maruenTa ¢
HF, npenycmarpuBaromm BBefieHHe MaruenTy 3¢ dexTuBHOro konnuecrsa naruouropa SGLT2.
B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHUS HACTOslee H300peTeHHe OTHOCUTCA K Ccrocodam
CHIDKEHHUS] pHUCKAa TUIEpKaJMeMHUH, CBA3aHHON ¢ ucnoib3oBaHueM MRA, y maumenta ¢ HF,
NpeAyCMaTPUBAIOIIUM BBEJEHHE INaLUEeHTy (apMaleBTUIeCKOH KOMIIO3ULMH, COAepsKalleil
s¢pdexTrBHOe KoImyecTBO HHruOMTOpa SGLT2. B HEKOTOpPBHIX BapHaHTaX OCYIIECTBIICHHS
packpbIT nHrHONTOp SGLT2 nnist npuMeHeHUs B CHIDKEHUH PHCKA FUIEPKATHeMUH, CBSI3aHHOM ¢
ucrnons3oBaneM MRA, y manmenTa ¢ HF.
[0052] B HEKOTOpBIX BapHaHTaxX OCYINECTBICHHs HACTOsINee H300peTeHHe OTHOCUTCS K
cniocobam neyenuss HF y manumenra, npenycMaTpuBarOLM BBeIeHNE MaLUueHTy 3G GEeKTHBHOTO
xonmuectBa MRA u s¢pdextuBHoro konmuectsa naruoutopa SGLT2. B HeKOTOphIX BapHaHTax
OCYLIECTBJIGHUs] HACTOsiIee H300peTeHne oTHocurcs K criocodam nedenuss HF y manwmenra,
NpeAyCMaTPUBAIOIIUM BBeJEHHE TMaLUeHTy (apMaleBTUYeCKOll KOMIIO3ULHMM, COAepsKalleil

sdpdextrBHOe kommuectBO MRA wu sddextuBHoe kommuectBo wunrmoOuropa SGLT2. B
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HEKOTOPBIX BapHaHTax OCyLIecTBIeHUs packpbIT HHruoutop SGLT2 B komOunanuu ¢ MRA s
NPUMEHEHHs] B CHIDKEHMM pucka runepkanuemun y nauuenta ¢ HF. B HekoTopeix BapmanTax
ocyuiecTBieHus: packpblT uHruoutop SGLT2 nnsa npumenenus B nedennn HF y manumenra, rae
YKa3aHHOE JICYEHHE BKJKYAET pa3feNibHOe, MOCIEeN0BATEeIbHOE WM OAHOBPEMEHHOE BBEACHHE
MRA u uaruduropa SGLT2 yka3aHHOMY MaIfeHTy.

[00S3] B HekoTophix BapuaHTax ocyuectsieHus naruourop SGLT2 mpencrasnsier codoit
nanarnuduosnH. B HekoTopbIx BapuaHTax ocyuecTBieHus MRA BbIOpaH U3 CTEpOHIHBIX
AHTaroHMCTOB MMHEPATOKOPTHKOUAHBIX peuenrtopoB (MRA), Hampumep, CIHPOHONAKTOHA
(HarpuMep, TPEOCTaBIEHHOrO Ha pbIHKe mox Ha3eaHueM Aldactone®, Aldactazide®) wu
SIUIepeHOHa (HampuMep, MPeICTaBIeHHOrO Ha pbIHKE MOA Ha3BaHHeM Inspra®). B HekoTopsIx
BapuaHrax ocyuectsieHuss MRA BeiOpaH u3 HecrepounHelx MRA, Takux kak (pUHEPEHOH,
scakcepeHoH, KBP-5074 u amapapeHoH.

[0054] Taxke B naHHOM AOKyMeHTe packpelr AZD9977, 2-{(3S)-7-prop-4-[(3-okco-3,4-
nuruapo-2H-1,4-6en3okcasun-6-un)kapoonmn|-3,4-quruapo-2H-1,4-6en3okcasun-3-mm }-N-

metunareramua, packpbitbiii B WO 2016/00163 1 u umeroIuii CIeayomyo CTPYKTypy:
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[0055] B HekoTOphIX BapWaHTaX OCYIIECTBJICHHS pPacKpbIT crocod nedeHus: HF,
IpeayCMaTPUBAOIINN BBEJCHHE HYKIAIOIEMyCsl B 5TOM NauueHTy 3(p(PEeKTHBHOIO KOJIHYECTBA
AZD9977 umu ero ¢apManeBTUYeCKH TIpHeMIeMOol conu U 3PGEKTHBHOTO KOJUYECTBa
unrudburopa SGLT2. B HekoTOphix BapuaHTax ocyuiecTBieHusi wuHruourop SGLT2
npexacTasiser coboil manarnugao3uH WM ero (GapmManeBTHYECKH MPUEMIIEMYIO COJb, COJbBAT,

CMEIIaHHbBIN COJIbBAT, KOMITJIEKC WJIH TIPOJIEKApCTBO.
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[0056] B HexoTOpBIX BapuaHTax OCyIIECTBI€HHUA packpplT AZD9977 wunu ero
q)apMaL[eBTI/ILIeCKI/I npuemjieMast COJIb AJid MPUMCHCHHA B JICUCHUU HF y naundeHTa, raec
YKa3aHHOE JIeYeHHE BKJIOYAET pasfesbHOe, MOCJIEeN0BATEIbHOE WM OAHOBPEMEHHOE BBEAECHUE
AZD9977 wu wunrubutopa SGLT2 yka3aHHOMY MalUeHTy. B HEKOTOpBIX BapuaHTax
ocymectBienust wuHruoutop SGLT2 mpencraBisier coboif  manmarmugiao3uH HIM  €ro
(dapmaneBTHUECKH TNPHEMIIEMYIO COJb, COJIbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WU
IPOJIEKAPCTBO.

[0057] B HexkoTOphIX BapHaHTax oOCyllecTBIeHUs packpbiT uHruourop SGLT2 npns
npumeHenust B jeueHun HF y nanuenra, rae ykasaHHOE JIEYEHHME BKIIIOYAET Pa3AebHOE,
HOCIIeIOBaTeIbHOE TN OJHOBpeMeHHoe BBeneHue uHruobutopa SGLT2 u AZD9977 wnu ux
dapmaneBTHUECKH NpHeMIeMOl colu. B HEKOTOpPBIX BapHaHTax OCYINECTBJIEHUS] WHTHOUTOP
SGLT2 mpencrasnisier coboii ganarnudio3uH Uik ero (apMaleBTUYECKH MPUEMIIEMYIO COJlb,
COJIbBAT, CMEIIAHHBIN COJIbBAT, KOMILJIEKC UJTH MPOJIEKAPCTBO.

[0058] B HekoTOpBIX BapHaHTaxX OCYIIECTBJICHHS PACKPBIT CIIOCOO CHUKEHUS PHUCKA
rUNnepKajJueMun y nanueHra C HF, HpeJIYCManI/IBaI-OH_II/Iﬁ BBEACHHUE HYXAAOMEMYCsS B 3TOM
nauuenTty 3¢dexTuBHOro konuyectsa AZD9977 unu ero gapmaneBTHUECKH MPUEMIIEMON CONN
u 3¢ dexTrBHOrO KosHMuecTBa MHruOUTOpa SGLT2. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHUS
unruburop SGLT2 mpencraBnser cobol nmanmaraudo3uH uian  ero  (apmMareBTUYECKU
IPUEMJIEMYIO COJIb, COJIbBAT, CMELIAHHBIN CONBBAT, KOMIUIEKC HJIN IPOJIEKAPCTBO.

[0059] B HexoTOprIX BapmaHTax OCyIleCTBI€HHUs packpelT AZD9977 wumu ero
(dapmaneBTHUECKH TpHUeMIIeMasl COJb JUIs CHIDKEHUs! pUCKa rumnepkanuemMun y namuenta ¢ HF,
rI€ YyKa3aHHOE JIEYeHHE BKJIOYAET pPa3AesbHOE, IOCIENOBATEIbHOEe WM OJHOBPEMEHHOE
BBesieHne AZD9977 u unruburopa SGLT2 ykasaHHOMy manueHTy. B HEKOTOpBIX BapHaHTax
ocymectBienus uHruourop SGLT2 npeacraBisier coboit  ganarmud)JIO3UH WM €0
q)apMaL[eBTI/ILIeCKI/I NMpUueEMJIEMYO COJib, COJIbBAT, CMeIIaHHbII COJIbBAT, KOMIUICKC HJIH
IPOJIEKAPCTBO.

[0060] B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHUS packpelT uHruowmrop SGLT2 misa
CHWKCHUsI PUCKA THUIICPKAJIUEMHU Y IalUCHTa C HF, rac ykKasaHHOE JICHCHUEC BKIIHOYACT
pas3nenbHOe, OCIeN0BaTeIbHOE MU OMHOBpeMeHHOe BBeneHne naruoutopa SGLT2 u AZD9977

Wi MHX q)apMaLIeBTI/ILIeCKI/I HpI/IeMJ'IeMOI\/'I comu. B HEKOTOPBIX BapHUaHTaxX OCYILICCTBIICHUSA
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unruoburop SGLT2 mpencraBnser coboli manmaraudo3uH Wi ero  (apmMareBTUYECKU
IPUEMJIEMYIO COJIb, COJIbBAT, CMELIAHHBII CONbBAT, KOMIUIEKC HJIH IPOJIEKAPCTBO.

[0061] B HekoTOpBIX BapHaHTaX OCYIIECTBIEHHs packpeIT crocod seueHuss HFTEF,
IpeAyCMaTPUBAIOIIUIN BBEJCHUE HYXIAIOIEMyCsl B 3TOM HalueHTy 3p(eKTUBHOIO KOJIUYEeCTBA
AZD9977 wmu ero ¢apManeBTUYeCKH IPHEMIeMOH conu U 3(PGEKTHBHOTO KOJIMYECTBA
uaruoutopa SGLT2. B HexkoTopbIx BapuaHtax ocyuiecTsieHuss uHruourop SGLT2
npexacTasyser coboil manarnugo3uH WK ero GapManeBTHYECKH MPUEMIIEMYIO COJb, COJIbBAT,
CMELIaHHbIN CONbBAT, KOMIUIEKC WM MPOJIEKAPCTBO.

[0062] B HexkoTOpeIX BapuaHTax OCyLIECTBAeHUs packpblT AZD9977 wunmu ero
(dapmaneBTHUeCKH mpHemieMas conb sl nmpuMeHeHus B nedennn HFrEF y mamuwenra, rmoe
YKa3aHHOE JIEYEHHE BKJHYAET pa3feNbHOe, MOCIEeN0BATEIbHOE WIN OAHOBPEMEHHOE BBEACHUE
AZD9977 wu wunrubutopa SGLT2 ykazaHHOMy malueHTy. B HEKOTOpPbIX BapHaHTax
ocymectsienust wuHruOurop SGLT2 mpencraBisier coboif  manmarmugio3nH HIM  €ro
(apmalieBTHUECKH TMPUEMJIEMYIO COJb, COJbBAT, CMELIAHHBIH COJbBAT, KOMIUIEKC WU
IIPOJIEKAPCTBO.

[0063] B HexkoTOpbIX BapHaHTax OCYyIIeCTBIeHHUs packpbT uHruourop SGLT2 nms
npumeneHusi B neduenuu HFTEF y manuenTa, rae ykasaHHOe jiedeHUE BKJIIOUYAET PaslieNbHOE,
HIOCJIeIOBaTeNIbHOE MIIM OJHOBpeMeHHoe BBeneHue mHruobutopa SGLT2 u AZD9977 umm ux
(dapmarnieBTHUECKH INpueMiIeMol colu. B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUs] WHTHOUTOP
SGLT2 mpencrasnsier codoii nanarnuduo3uH uin ero (apMaleBTHYECKH MPUEMIIEMYIO COJIb,
COJIbBAT, CMEIIAHHBIN COJbBAT, KOMILJIEKC UJIH MPOJIEKAPCTBO.

[0064] B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHHs packpbIT crnocod sedenuss HFpEF,
IpeayCMaTPUBAIOIINN BBEJCHHE HYKIAIOIEMyCsl B 3TOM NauueHTy 3p(GeKTHBHOIO KOJIHYEeCTBA
AZD9977 wnu ero ¢apMauLeBTUYECKH NpUeMIeMON comu W 3(PQPEeKTHBHOrO KOJUYECTBA
uaruoutopa SGLT2. B HekoroprIx BapuaHtax ocymiectsieHuss wuHruourop SGLT2
npexacTasiseT coboil nanarnu¢ao3uH WM ero (papmManeBTHYECKH NMPUEMIIEMYIO COJb, COJbBAT,
CMELIaHHBIN CONbBAT, KOMIUIEKC UM MTPOJIEKAPCTBO.

[0065] B HexoTOppIX BapuaHTax OCyIleCTBI€HHUs packpelT AZD9977 wumu ero
(dapmarieBTHUECKH TNpueMieMas coib 1y npumeHeHuss B neueHnn HFpEF y nauuenrta, rae

YKa3aHHOC JICUCHUEC BKIIHOYACT Pa3AC/IbHOC, MOCJIICAOBATCIbHOEC UM OAHOBPEMEHHOE BBCACHUEC
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AZD9977 wu wunrubutopa SGLT2 yka3aHHOMy malUeHTy. B HeKOTOpbIX BapuaHTax
ocymectBienusi uHrubutop SGLT2 mnpeacraBnser cobol ganariudo3uH WM €ro
(dapmanieBTHUECKH TPHUEMIIEMYIO COJIb, COJbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WIJIH
MPOJIEKAPCTBO.

[0066] B HekoTOphIX BapHaHTax OCYyIIeCTBIeHHs packpbiT mHruomrop SGLT2 s
npuMmenenust B jedenun HFpEF y manueHra, rae yka3aHHOE JIEYEHUE BKIIOYAET Pa3fesibHOE,
NOCJIeIOBaTeNIbHOE WIIM OJHOBpeMeHHoe BBeneHue uHruoburopa SGLT2 u AZD9977 umm ux
(dapmaneBTHUeCKH NpueMiIeMol conud. B HEKOTOpBhIX BapHaHTax OCYIIECTBJIEHHS WHIHOMTOP
SGLT2 npencrasnsier codoi mamariaugio3nH uin ero GapMaleBTUYECKU MPHUEMIIEMYIO COJIb,
COJIbBAT, CMEIIAHHBIN COJIbBAT, KOMILJIEKC WJIH MPOJIEKAPCTBO.

[0067] B HeKkoTOpBIX BapuaHTaxX OCYIIECTBJIEHHsSI PACKPBIT CHOCOO CHIDKEHMs pHCKa
CMEPTH MO MPHUYUHE CEPAEYHO-COCYAUCTOrO HApyLIEHWs W TOCHUTAIM3ALUU IO NPUYMHE
CepAEeYHON HENOCTATOYHOCTH, MPEeAyCMAaTPUBAIOIIUN BBEACHUE HYXNAIOLIEMYCs B 3TOM
narmeHTy 3¢ ¢exkTuBHoro koauuectsa AZD9977 unu ero papmManeBTHUECKH TPUEMIIEMON CONTU
u 3¢ dexruBHOro Kojmuecrsa uHruoOuTopa SGLT2. B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS
unruoburop SGLT2 mpencraBmser coboli manmarauguo3uH Wi ero  (apmMareBTUYECKU
IPUEMIIEMYIO COJb, COJIbBAT, CMELIAHHBII COJIBBAT, KOMILIEKC I IPOJIEKAPCTBO.

[0068] B HexoTOppIX BapuaHTax OCYyIIeCTBI€HUs packpelT AZDO9977 wumu ero
(apmarieBTHUECKHU NpHeMiIeMasi COJib Ul IPUMEHEHHs] B CHUXKEHUHU PHCKa CMEPTH IO NMpUYHHE
CepAEYHO-COCYAUCTOTO  HAPYLIEHUs M TOCHUTANM3ALUH [0 IMpPUYMHE  CepAEHHOM
HEOCTaTOYHOCTU Yy  TALMEHTa, TIA€ YKAa3aHHOe JIEYeHUE  BKJIIOYAET  Pas3fAebHOE,
NOCIIeI0BAaTENIbHOE WJIH OJHOBpeMeHHoe BBeneHne AZD9977 u unruburopa SGLT2 ykazaHHOMY
nauueHty. B HekoTopbIx BapmaHTax ocyinecteieHust nHruourop SGLT2 mpencrasnsier coboit
Aanarau@o3uH Uiy ero papMaLeBTUIECKU IPHUEMIIEMYIO COJb, COJIBBAT, CMELIAHHBIN COJbBAT,
KOMILIEKC WJIN TIPOJIEKApPCTBO.

[0069] B HexkoTOpbIX BapHaHTax OCYIIECTBIeHHUs packpbT uHruourop SGLT2 nms
NPUMEHEHHUs] B CHI)KEHHUH PHUCKAa CMEPTH IO NPUYMHE CEePAEYHO-COCYAUCTOrO HApYyLIEHWs H
TOCIUTAIN3ALMHY 110 IPUYNHE CEPASUHON HETOCTATOUHOCTH y MALUEHTa, I/1€ YKA3aHHOE JIeUeHue
BKJIIOYAET pa3/ebHOE, TOCIEA0BATENbHOE TN OJHOBPpEMEHHOE BBeeHne nHruonropa SGLT2 u

AZD9977 wmm wux (¢dapManeBTHYeCKH mpuemyieMoll comu. B HeKoTophIx BapuaHTax
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ocymectBienuss uHruoutop SGLT2 mnpeacraBnser coOoli  ganaraudo3uH WM €ro
(apmManieBTHUECKN TIPUEMJIEMYIO COJIb, COJbBAT, CMEIIAHHBIA COJbBAT, KOMIUIEKC WJIH
IPOJIEKAPCTBO.

[0070] B HEKOTOpBIX BapHAHTaX OCYINECTBJICHHS PACKPBIT CIIOCOO CHIIKEHHUS PHCKa
CMEpPTH IO MPHUYMHE CEePIAEYHO-COCYAUCTOrO HAPYLIEHWs W TOCHUTANIM3ALUU IO TNPUYHHE
CEepPACYHON HENOCTATOYHOCTH, NOpenycMaTpuBarolui BBeaeHue naumeHty ¢ LVEF,
cocraBisiomeit  55% wmm  wmenbme, u  eGFR B nuanasone mnpubmmsurensHo  15-
45 mn/mun./1,73 M2 >ddextuBHOro kKommuectsa AZDO9977 wumm  ero  ¢dapmMareBTUYECKH
npuemsieMoii coiu U 3¢gdexruBHOro komuuectsa nHruoOuropa SGLT2. B HEeKOTOpBIX BapHaHTax
ocymectBienusi uHrubutop SGLT2 mnpeacraBnser cobol ganariudo3uH WIH  €ro
(apmaneBTHUECKH TNPHEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WIH
IPOJIEKAPCTBO.

[0071] B HexoTOpBIX BapuaHTax OCYyIIECTBI€HUs packpplT AZD9977 wumu ero
(apmaLieBTHUECKH ITpUEMJIEMast COJIb JUIsl MPUMEHEHHUSI B CHIDKEHHH PHCKAa CMEPTH IO MPUYHUHE
CepAEYHO-COCYAUCTOTO  HApYILIEHUs M TOCHUTANM3ALUH [0 TPUYMHE  CepAeHHOM
HepocTaTouHocTH y nanuenta ¢ LVEF, cocrasmsironneit 55% unu mensiue, u eGFR B nuanazone
npubnusureapbHo  15-45 mi/mun./1,73 M2, TOoe yka3aHHOE JieYeHHE BKJIIOUAET pa3desibHOE,
HOCIIeI0BaTeIbHOE UM OJHOBpeMeHHoe BBeneHne AZD9977 u nnrnburopa SGLT2 ykazaHHOMY
narueHTy. B HekoTophix BapuaHTax ocyuiecteiaeHus: uaruourop SGLT2 mpencrasnser coboit
nanaraudo3uH wWiK ero GapMareBTHIeCKH IPUEMIIEMYIO COJIb, CONTbBAT, CMELIAHHBIN CONbBAT,
KOMIUIEKC WJIH TIPOJIEKAPCTBO.

[0072] B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHUS packpelT uHruowmrop SGLT2 misa
MPUMEHEHHs] B CHIDKEHWU PHUCKAa CMEPTH MO TMPHUYMHE CEPAEYHO-COCYAMCTOrO HApyLICHHs H
FOCIUTAIU3ALMY 110 IPUYHHE CEpAEUHON HeaocTaTouHoCcTH y nauuenta ¢ LVEF, cocrasnsAromei
55% wnu wmenbiie, u eGFR B pamanazone npubmusutenbHo 15-45 mu/mun./1,73 M2, roe
YKa3aHHOE JIEYeHHE BKJHOYAET pasfesibHOe, MOCIEeN0BATEIbHOE WM OAHOBPEMEHHOE BBEACHUE
uaruoutopa SGLT2 u AZD9977 wmn ux ¢papManeBTUYeCKHd mpuemiieMol coii. B HeKOTOpbIx
BapuaHTax ocyiuectienus uHruourop SGLT2 mpexacrasisier coboii manarnmudIo3UH UM €ro
(apmalieBTHUECKH TMPHEMJIEMYIO COJb, COJbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WIIH

IMPOJIEKAPCTBO.
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[0073] B HekOoTOpBIX BapHaHTaX OCYLIECTBIEHHUS PACKPBIT CIIOCOO CHIDKEHHs MOKa3aTels
TOOCTHXKEHHS] KOMOMHHPOBAHHON KOHEYHOM TOYKH, BKJIIOYAIOMIEH CMEPTh 10 MPUYHHE CeplIedHO-
COCYJUCTOrO HApYILIEHUs, TOCHUTAIN3ALUI0 [0 MNPUYMHE CEepPAECYHON HEeJOCTATOYHOCTU WIIN
cpounelii Bu3uT no npuuunHe HF, mnpenycmatpusaromuii Beenenue mnauueHty ¢ LVEF,
cocraBisomieii  55% wmm  wmenmbme, u  eGFR B puanasone npubnmsurensHo  15-
45 mn/mun./1,73 M2 >ddextuBHOro kommdectBa AZDO9977 umm  ero ¢dapmMaleBTUYECKU
npuemsieMoii conu U 3¢gdexruBHOro kommuectsa nHruouropa SGLT2. B HEKOTOpPBHIX BapHaHTaX
ocymectBienusi unruOutop SGLT2 npeacraenser coboli  ganariaugio3uH WM €ro
(apmalieBTHUECKH TNPHEMJIEMYIO COJb, COJIbBAT, CMEIIAHHBIA COJbBAT, KOMIUIEKC WU
IIPOJIEKAPCTBO.

[0074] B HekoTOpbIX BapuaHTaxX OCYIIECTBJIEHUs packpblT AZD9977 unu ero ¢papMalieBTUIECKH
npuemiieMasl CoJib JUII PUMEHEHHUS] B CHIPKEHUU TOKa3aTessi TOCTHIKEeHUs] KOMOWHUPOBAaHHOM
KOHEYHOM TOYKH, BKJIIOHAIOLIEH CMEpPTb IO IMPUYMHE CEePAEUHO-COCYAMCTOrO HapyLICHUs,
FOCIUTAIU3ALMIO 110 NPUYUHE CEPACYHON HEAOCTATOYHOCTH WM CPOYHBIA BU3UT MO NPUYMHE
HF, y mnammenta ¢ LVEF, cocraBmstomeit 55% wmm wmensine, u eGFR B amamasone
npubmmsurenpbHo  15-45 mu/mun./1,73 M2, Thoe yKa3aHHOE JIEYEHHE BKIIIOYAET pPa3AeibHOE,
NocjeIoBaTeIbHOE WM OHOBpeMeHHOe BBeneHrne AZD9977 u unrubutopa SGLT2 ykazanHOMy
nauueHty. B HekoTopbIx BapmaHTax ocyinecteieHust nHruourop SGLT2 mpencrasnsier coboit
nanarau@o3uH Uiy ero papMaleBTHYeCKH IPUEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHbIN COJbBAT,
KOMIUIEKC WJIH TIPOJIEKAPCTBO.

[0073] B HeKOTOpBIX BapHaHTax OCYyIIeCTBIeHHUs packpbT uHruourop SGLT2 nms
NPUMEHEHUs] B CHIDKEHHH TIOKa3aTesisl JOCTHKEHUS KOMOMHHPOBAHHOW KOHEYHOH TOYKH,
BKJIIOYAIOIEH CMepPTh IO MPUYUHE CepAEHHO-COCYAUCTOrO HAPYLIEHWs], TOCHUTAIU3ALUI0 TI0
NpUYMHE CEPAECYHONW HEJOCTATOYHOCTH WM CpOuHbli Bu3UT 1o npuyuHe HF, y manumenra c
LVEF, cocrasnstomeit 55% wunu menbiie, u eGFR B nuanasone mnpudausutenbHo 15-
45 mu/mun./1,73 M2, TOE yKa3aHHOE JIUEHUE BKIIIOYAET Pa3fesibHOE, MOCIENOBATEIbHOE WU
onHOBpeMeHHOe BBeneHue wuHruouropa SGLT2 um AZD9977 wnmm ux QapmaneBTHUECKH

MPUEMJIEMO COJIN.
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[0076] B HekoTopeix BapuwanTax ocymectsieHusi uHruoutop SGLT2 mnpencrasnsier coboii
nanaraudo3uH WK ero GapMaleBTUYeCKH MPUEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHBIN COJIbBAT,
KOMIUIEKC WJIH TIPOJIEKAPCTBO.

B HEKOTOPBIX BapHAHTaX OCYLIECTBJIEHUS PACKPBIT CIIOCOO CHM)KEHMS YacTOThI JIOOOro W3
CIIENYIOIUX SIBJICHUI: CMEPTHOCTH OT BCeX NPHYMH, HWH(pApKTa MHOKAapAa WIN HHCYJIbTA,
IIPeNyCMAaTPUBAIOIINI BBEIECHUE HyXpamoumemycs B 5ToM nauueHty ¢ LVEF, cocrasnsmoomein
55% wumu wmenbme, u eGFR B nauamasone npubausutrensHo 15-45 mu/mun./1,73 M2
s dexTuBHOr0 Kommuectsa AZD9977 wumm ero QapmaneBTHYECKH NPUEMIIEMON COonu U
s¢dexkruBHoro kommuectBa uHruoOutopa SGLT2. B HekoTOphIX BapwaHTax OCYIIECTBICHUS
unruburop SGLT2 mpencraBisier cobol  manmaraudo3dH WM ero  (apMaleBTHYECKH
IPUEMJIIEMYIO COJIb, COJIbBAT, CMELIAHHBIN CONbBAT, KOMIUIEKC WU IPOJIEKAPCTBO.

[0077] B HekOTOpBIX BapUaHTaX OCYIIECTBIEHHs packpbiT AZD9977 unu ero papmMaieBTHUECKH
npuemiiemMasl Cojib IJIsl IPUMEHEHHs] B CHIDKEHWH YacTOThI JIOOOr0 M3 CIEAYIOIIHX SIBJICHHA:
CMEPTHOCTH OT BCEX NPUYHMH, WH(pApKTa MHOKapAa WIM HHCYJbTa, y mnanueHta ¢ LVEF,
cocraBisiomeii  55% wmm  menbme, u  eGFR B nuanasone mnpubmmsurenbHo 15-
45 mu/mun./1,73 M2, TOE yKa3aHHOE JICUEHUE BKIIIOYAET Pa3lesibHOE, MOCIENOBATEIbHOE WU
omHoBpeMeHHOe BBeaeHue AZD9977 wu wunruburopa SGLT2 ykazaHHOMy manueHTy. B
HEKOTOpBIX ~ BapuaHtax ocymecrtsienus uHrudbutrop SGLT2  mpencrasisier  coboit
nanarau@o3uH Uiy ero papMaLeBTUIECKU IPUEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHbIN COJIbBAT,
KOMIUIEKC WJIH TIPOJIEKAPCTBO.

[0078] B HexoTOpBIX BapHaHTaxX OCyLIeCTBIEHUs packpblT uHruourop SGLT2 nnsa npumeneHus
B CHIDKEHUH YaCTOTHI JIOOOTO U3 CIEAYIOIINX SIBJIEHUI: CMEPTHOCTH OT BCEX IMPUYMH, HH(pApKTa
MuoKapnaa win uHcysbTa, v nauuenta ¢ LVEF, cocrasmsromeit 55% wunu menbine, u eGFR B
nuana3oHe npuOmm3uTeNbHO 15-45 mMa/mun./1,73 M2, TOe yKa3aHHOE JIeYeHHE BKJIFOYAeT
pazzaenbHOe, MOCIeN0BaTeIbHOE HIIU OHOBpEeMeHHOE BBeneHue unruouropa SGLT2 u AZD9977
Wi ux ¢apMaleBTUYeCKH IpHeMieMol coiu. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIECHUS
uaruoutop SGLT2 mpencrasiser coboit  manmarmmguno3uH wid  ero  (apMaleBTUYeCKH
IIPUEMJIEMYIO COJIb, COJIbBAT, CMELIAHHBIN CONbBAT, KOMIUIEKC HJIN IIPOJIEKAPCTBO.

[0079] B mo0GoM u3 yka3aHHBIX BBIIIE€ BAPUAHTOB OCYyIIeCTBIeHUsT nuHruoutTopom SGLT2

MOXET SABJIATBCA, HAIIPpUMEP, nanarnmbnoan WIn €ro q)apMaLIeBTI/ILIeCKI/I npuemjieMasi COJib,
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COJIbBAT, CMELIAHHBIA COJbBAT, KOMIUIEKC WJIH IPOJIEKapCTBO. B MmO MeHblIeH Mepe OIHOM
BapuaHTe ocyiuectsienus uHruoburop SGLT2 mnpencraBnsier coboii mamariugo3uH WUIH €ro
(dapmanieBTHUECKH TPHUEMIIEMYIO COJIb, COJbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WIJIH
NpOJIEKAPCTBO, BBOAMMBbIE TepopajbHO B n03e 10 Mr oguH pa3 B CyTku. B jgroOom u3
IPUBEEHHBIX BBbIIIE BAPHAHTOB oOcyiuecTBieHuss AZD9977 wnm ero QapmauneBTHUECKH
IPUEMJIEMYIO COJIb BBOIAT NALMEHTY IEPOPAIbHO B KOJMYECTBE B auanazoHe or 100 mr no
150 mr onuH pa3 B CyTKH

[0080] B moOoM ¥3 TPUBEACHHBIX BBIIE BAPUAHTOB OCYINECTBJICHUS MAIL[UCHT
xapakrepusyercsi (ppakuueii BpiOpoca seBoro xenynouka (LVEF), cocraensromeit 40% wnmm
MeHblle, HanpuMmep coctasistoweit 35%, 30% wunu 25% unu MeHblle, U B IO MEHbLIEH Mepe
OJJHOM BapHUaHTE OCYIIECTBICHUs MO MeHbliell Mepe 20%. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHUS] TAI[HEHT XapakTepusyercs: (pakiueir BbiOpoca jneBoro xkenynouka (LVEF),
cocrasisiroinen 40% wunu MeHblue, Hanpumep coctasJisitoiteit 35%, 30% wnu 25% wnu MeHblie,
U B [10 MEHbIIIEH Mepe OJHOM BapUAHTE OCYLIECTBIIEHUS 10 MeHbIuneil Mepe 20%. B HekoTOphIX
BapUAHTaX OCYINECTBJIEHHs MmanueHT xapakrepusyercss LVEF, cocrasmsromeit 40% wnnum Gonblire,
Harpumep cocrasisitouen 45%, 50% wumu 55% wunu Oonblue, ¥ B MO MEHbIIEH Mepe OAHOM
BapHaHTE OCYIIECTBJIEHUSI TO MeHbIneld Mepe 55%. B HeKkoTopbIX BapuMaHTaX OCYIIECTBJICHHS
narmeHT xapakrepusyercs eGFR no Beenmenusi, cocrapmsrouneit 45 mu/mun./1,73 M2 wim
MEHBIIIE, Harpumep COCTaBJISIIOIIEH 30 m/mun./1,73 M2, 25 mn/mun./1,73 M2,
20 m/mun./1,73 M2 wau 15 ma/mun./1,73 M2 wniu  meHbimme. B HEKOTOpBIX  BapHaHTax
ocyulecTBIeHUss nauueHT umeer 12D. B HEKOTOpBIX BapUaHTAaxX OCYIUECTBJICHUs MALMEHT HE
umMeer T2D. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHUS MOAPA3yMEBAIOT, YTO TUIIEPKAIUEMUs
O3Ha4YaeT ypoBeHb Kanus Oonee 5,5 MMonb/i. B HEKOTOpBIX BapHaHTax OCYLIECTBICHUS
TUTIEPKAINEMHUST MOJKET OBITh JIETKOH (YpOBEHb KajHsl B ChIBOPOTKE KPOBH Oojee 5,5 MMOIIb/m)

WU CpeHe/Tskelol (YpOBEHb Kaus B CBIBOPOTKE KpoBU Oosee 6,0 MMOJIB/TT).
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KPATKOE OITMCAHUE I'PAOUYECKHNX MATEPHUAJIOB

[0081] ®@ur. 1 npencrasnsieT codoii rpaduk, U300paskarOIMUNA CKPUHUHT, PAHIOMHU3ALUI0 U
nocieayroee HadJI0AeHNe MAUeHTOB B MHOTOLIEHTPOBOM KJIMHUYECKOM HCCIIeIOBAaHUN (a3bl
3 nmamarmu¢o3uHa W NPEAYNPEKICHUS HEXEJAaTeNbHBIX HCXOJOB TIPU  CepAevHOH
HenoctarouHoctd (DAPA-HF), onucannoMm B npumepe 1. Bce pannoMusnpoBaHHbBIE MAlHEHTHI
IPEACTABIISAIN COOON MOMyNIALHI0, COPMUPOBAHHYIO B 3aBUCHMOCTH OT HA3HAUYEHHOT'O JICYSHUS
(ITT).

[0082] ®ur. 2A-2D npencraBistoT coboi rpaduku, n3o0paskaroUue CepaAeUHO-COCYTUCThIE
ucxonpl KiuHuYeckoro wuccienosanus ¢asst 3 DAPA-HF (cm. mpumep 1). ®ur. 2A
npeacTaBiseT codor rpaduk, HM300paKaAOLIMA NePBUYHYI0 KOHEYHYIO TOUYKY HCCIIEIOBAHMS,
BKJIIOYAIOIIYI0O CMEPTh M0 MPHUYMHAM, CBS3aHHBIM C CEpJAEYHO-COCYAUCTBIM HAapYLICHUEM,
FOCIUTAIU3ALMIO 110 NPUYUHE CEPACYHON HEAOCTATOYHOCTH WJIM CPOYHBIA BU3UT MO NPUYHHE
CepIeYHON HeNOCTaTOuHOCTH, TpeOyromuil BHyTpuBeHHOH Tepanuu. CyMMapHble Ciydau
TOCTHKEHUS TIEPBUYHON KOHEYHOM TOYKH (¢pur. 2A), roCIUTAIN3aLUH 110 IPUIHHE CePIeUHON
HenoctaTouHOoCcTH ((pur. 2B), cMepTH MO TNpPUYMHAM, CBSI3aHHBIM C CEPAECYHO-COCYIUCTHIM
HapymenueM (¢ur. 2C), a taxxke cmeptu no moboil npuunHe (¢pur. 2D) Obuin OLEHEHBI ¢
ucnons3zoBaHueM Merona Kammana-Metiepa u koadduuuments: pucka u 95% nosepuTenbHbIe
UHTEepBajbl OBLIM OLIGHEHbI C  HCIOJb30BaHHEM perpeccHoHHbIx Mmozeneii  Kokca,
cTpaTU(UIMPOBAHHBIX IO CTAaTyCcy auabera C TOCIHMTANM3alMedl MO NpPUYHMHE CepAevHON
HEJOCTATOYHOCTH M JieueHHeM nanariuduo3nHoM win ranebo B aHAMHE3e B KadyecTBe
HE3aBHCHMBIX [T€PEMEHHBIX. AHAIN3bI OBLIN OCHOBAaHBI HA BCEX yYaCTHHKAX, KOTOPbIE MPOLLIN
parnoMm3aumto. M3o0pakeHusi ycedeHbl B Touke, rae Menee 10% malMeHTOB OCTaBaIOCH
nofBsep>keHo pucky. Ha BcTaBke B KaXkIOHM NaHeNW MOKA3aHbl T€ K€ JaHHbIE HA YBEJIWYEHHOM
ocuy.

[0083] Ha ¢mur. 3 npencraBneHa cBogHas uHdpopmaius o0 3¢dexrax manariaudio3nHa B
OTHOIIEHUM YXYALIEHUS CEepAeYHON HENOCTAaTOYHOCTH U CMEPTHOCTH U3 KJIMHHYECKOTO
uccnenosanust dasel 3 DAPA-HF (cm. mpumep 1). Ha asrtoii durype moxasana mnepBu4Has
KOMOMHHMpOBaHHAsT KOHEYHAasi TOYKa, KOTOpas IMpeAcTaBsuia COOOH  COBOKYIHOCTD,
BKJIIOYAIOIYI0O CMEPTh IO MPHUYMHAM, CBA3aHHBIM C CEpAEYHO-COCYAUCTBIM HAapYLICHHUEM,

roCruTaJIru3alivuio 10 IMpUYIuHE CGpIIG'IHOIZ HEOOCTAaTOYHOCTU HIJIU CquHbIﬁ BU3HUT 11O MPHUYUHE
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CepleYHOM HENOCTaTOYHOCTH, TpeOyroluil BHYTPUBEHHON Tepamuu, W KaXAbI H3 ee
KOMITOHEHTOB. Takke moka3zaHa OoJjee y3Kash COBOKYIHOCTh, BKIIOHYAIOIIAs CMepPTh IO
NPUYMHAM, CBSI3aHHBIM C CEpPAEYHO-COCYAMCTBIM HApyLIEHHEM, WM TOCIHUTAJIM3ALMI0 IO
NPUYMHE CEpACYHONW HENOCTATOYHOCTH M CMEpPTh IO JIFOOOH NpHUYMHE, KOTOpPbIE SBILSUIHCH
BTOPUYHBIMH HCXOAAMHU.

[0084] Ha ¢ur. 4 nokasan nepBUYHbIN KOMOMHUPOBAHHBINH UCXOJ] B COOTBETCTBHUHU C 3apaHee
OTpeNeNIeHHbIMU OATPYIIaMH 13 KInHH4Yeckoro uccienosanus ¢assl 3 DAPA-HF (cm. npumep
1). Pacy coobmanu uccnenoBarenu. Munekc maccel Tena (BMI) mpencrasisier coboli Bec B
KWJIOrpaMMax, JeJeHHbIH Ha KBaapaT pocra B Merpax. NYHA = Hbm-ﬁopxcxaﬂ

kapauonorndeckast accounanusi, LVEF = ¢pakuus Beidpoca nesoro xenynouka; NT-proBNP =

N-KkoHLeBOH (parMeHT MNpenIIecTBEHHUKA HaTpuilyperudeckoro mnentuaa tuma B; MRA
AHTarOHMCT MUHEPAIOKOPTHKOUIHBIX perentopoB; 1 eGFR = pacueTHast ckopocTh KIyOOUKOBOM
¢dunpTpanyn.

[0085] ®@ur. S npexacrasisier coboi rpaduk, H300paKAFOIIMA HCXOIHBIA OOLTNI OKA3aTeNb
cumntoMoB (TSS) mo KCCQ, pasnmenennsiii Ha Tpu tepriis (1) < 65,6, (i) 65,7-87,5 u (iii)
> 87,5 Oanna, ¥ MOKa3bIBAKOIIUN U3MEHEHHs CYMMapHOTO NPOLIEHTA B IpeieNiax 3TUX TepTHJIeH B
TeueHue 24 Mecs1eB C MOMEHTA PaHIOMHU3ALMH.

[0086] Ha ¢ur. 6 nokasanbl ecTb KIMHUYECKUX HCXOAOB ISl MAalMEHTOB, MOJIYy4YaBLINUX
nanarnugIo3uH, IO CpaBHEHUIO ¢ manedo B uccienosanuu DAPA-HF, B Tom ducne cMepTh 1o
IPUYUHE CepAEYHO-COCYAUCTOr0 HapylleHus, rocnurtanusanus no npuduHe HF wnu cpounbii
Bu3UT no npuuunHe HF; cMmepTs Nno mnpuuMHE CEPAEYHO-COCYAUCTOrO HApYLICHHUsS WIH
rocnutanu3auus no npuunHe HF; rocnuranusauus no npuunHe HF wnm cpounslii BU3UT 1o
npuunHe HF; rocnuranusanus no npuuude HF; cMepTh mo npudmnHe cepaedyHO-COCYIUCTOTO
HapyLIEHUs] U CMEPTh MO JTI000H NpUinHe.

[0087] ®ur. 7A-7C npencraBisitoT co0oil rpaduku, u3o0pakaroliue OOIMi MOKa3aTesb
cumntoMoB (TSS) mo KCCQ (¢pur. 7A); nokaszarens knuaudeckux cumnromos (CSS) mo KCCQ
(¢ur. 7B) u obmuit pesromupyromuii mokasatens (OSS) no KCCQ (¢ur. 7C) nocie nedenus
nanariu@aIo3MHOM MO CpaBHEHUIO ¢ manedo B uccnenosanuu DAPA-HF.

[0088] ®ur. 8A-8F mnpencraBmsiror coboit rucrorpammbl (pur. 8A, 8C u 8E) wu

cootBercTByromue ortHomeHust mancoB (OR) (¢ur. 8B, 8D u 8F), cpaBHmMBaromme oOmuii
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nokazarenp cumnroMoB (TSS) mo KCCQ, mokaszarens kmumHHueckux cumntomoB (CSS) mo
KCCQ wu obmuii pestomupyrommii  mokasatenb (OSS) mo KCCQ nmnocne nevenus
nanariaugo3uHOM Mo cpaBHEeHHUIO ¢ ranedo B uccnenosanuu DAPA-HF.

[0089] ®ur. 9A-9D npexncraBisAoT coboi  rpaduku, M300pajkarolie MEPBUUYHYIO
KOMOMHHMpPOBaHHYIO KOHEUHYI0 TOYKY (¢pur. 9A) maumenroB uz uccieposanuss DAPA-HF, ee
KOMITOHEHTBI, T. €. CTallMOHAPHOE JIEUeHHeE 110 MPUYHMHE CepIeYHON HeoCcTaTOYHOCTH ((ur. 9B),
CMepTb MO MPUYHHAM, CBSI3aHHBIM C CepAeYHO-COCYAHCThIM HapyineHueM (¢ur. 9C), u cmepThb
oT Bcex npuunH (¢pur. 9D), B cooTBETCTBUH CO cTaTycOM nuadeTa Ha HCXOIHOM YPOBHE.

[0090] ®ur. 10A-10B uzobpaxarot 3dgpdext nanarnudao3nHa MO CpaBHEHHIO C IUIanedo B
OTHOLICHUH MPEIBAPUTEIBHO OIPENEeNIEHHOrO MEePBUYHOIO KOMOWHHMPOBAHHOIO HCXOHa ¥y
NALMEHTOB C AMabeTOM U 0€3 Hero U B COOTBETCTBHM C YPOBHEM INIMKHPOBAHHOTO TeMOIJIO0NHA
y mauueHToB Oe3 nuabera Ha ucxomHoMm ypoBHe (¢ur. 10A) u 3dpdext namarmudo3uHa Mo
CpPaBHEHHIO ¢ IUanedo0 B OTHOLIEHWU MPEABAPUTENBHO OINpPENENIEHHbIX IEePBUYHOTO U
BTOPUYHOTO KOMOMHHUPOBAHHBIX HMCXOAOB, UX KOMIIOHEHTOB U CMEPTHOCTU OT BCEX IMPHYUH, B
COOTBETCTBHH CO CTaTycoM nuadera Ha HCXOXHOM ypoBHe (¢ur. 10B).

[0091] ®ur. 11A-11E npexncrasnsaror coboii  rpaduku, unsobOpakaromue 3¢ exTs
nanarnu@o3rHa MO CPpaBHEHHIO C muianedo B OTHOIIEHHH JaOOPAaTOPHBIX TMOKa3aTeseil, Beca 1
CHCTOJIMUECKOTO apTePHaIbHOTO JaBJIEHHSI B COOTBETCTBUHU CO CTaTyCOM Juadera Ha NCXOJHOM
ypoBHe (T.e. nmub0 Hamuuue nuabera, JUOO €ro OTCYTCTBUE). VI3MEHEHHs] OTHOCHTENHHO
HCXOIHOTO YPOBHS MOKa3aHbl JUIsi KOHLIEHTPALUU TIHKupoBaHHOTO remornoduna (%) (HbAlc)
(¢ur. 11A), Beca (¢ur. 11B); cucrommdeckoro aprepuanbHoro nasineHus (¢mur. 11C);
remarokputa (¢pur. 11D) u kpearununa (¢ur. 11E). TlokasaHbl u3MeHeHUs], ONpeneseHHbIE
METOOM HAaWMEHbBIIMX KBanpaTtoB, Hapsay ¢ 95% posepurenbHbiM uHTepBasiom (CI).
W3MeHeHns1 MOATOHSIOTCS C YYETOM HMCXONIHBbIX 3HadeHuwid. * JluaGer B aHamuese (n=1983) u
TJIUKUPOBAHHBIN reMOTJIO0NH > 6,5% Ha ucxoaHoM ypoBHE (n=156).

[0092] ®ur. 12A-12D npencraBufroT coboi rpaduky, uzoOpaskaroIue MCXOABI B
COOTBETCTBMHM ¢ YypoBHsAMH HbAlc Ha HUCXOZHOM ypOBHE, BKJIKOYAs NEepBUYHBIN
KOMOMHHMpOBaHHBIM ncxon (¢pur. 12A);, rocCnuTaNU3aLMI0 UM CPOYHBIH BHU3UT IO INPHYHHE
cepreyHoi HemoctaTouHOCTH (ur. 12B); cMepTh MO NpUYUHAM, CBSI3aHHBIM C CEpIEYHO-

cocyaucteM HapyiieHueM (¢pur. 12C), u cmepThb 1o modoii npuuuHe (¢pur. 12D).
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[0093] ®ur. 13 wu3o0pakaeT aHaIU3 JAHHBIX [MALMEHTOB, OTBETUBIIMX Ha JICUYCHUE,
MOKA3bIBAIOIINI MOCTOSIHHYIO IIOJIb3y B OTHOIIEHHH CHMIITOMOB Yy MAIlHEHTOB, KOTOPBIM
BBOAWJIM AanariugJo3uH MO CpaBHEHUIO ¢ muianebo (Hampumep, 5 wim Oonee Oamios, 10 wiu
Oonee Gamnos, 15 unu Gonee OanIoB) HE3aBUCHUMO OT moporosoro nokasatens no KCCQ-TSS.
[0094] Ha ¢wmr. 14 npencraBieH KOMOMHHPOBAHHBIN IMOYEUHBIH HCXOA B 3aBUCHMOCTH OT
cratyca nuabera (BKIOYaeT 82 mMalMEHTa, MOJIYyYaroIuX Aanariu@ao3uH, W 74 NalueHTa,
NoJydaroImux rianedo, ¢ paHee He AMArHOCTHPOBAaHHBIM nuaderom; T. e. asa HbAlc > 6,5%
(> 48 mMounp/MoOTB)), cocrosmui u3 ycrodumsoro cHmwkeHuss eGFR nHa 50% wnu Gonblue,
TEPMHUHAJBHON CTaJUM TOYEYHONH HEAOCTaToOYHOCTH (ompexpensemoii kak ycroiiumsas eGFR
<15 mot/mun./1,73 M*) WM XpOHUYECKOTO AUATN3a U TIEPECaaKH MOYKH

[0095] ®ur. 15 nokasbiBaer ycroituupoe cHwkenne eGFR Ha mn/mun./1,73 M> ¢ TeueHrem
BPEMEHH Yy TALMEHTOB, MOJYYalIUuX anariugo3uH, MO CPaBHEHHIO C MAlUEHTaMH,
HOJTyHarOI UM I11anedo.

[0096] ®ur. 16 noxaszeiBaer eGFR Ha mn/mun./1,73 M> B rof B 3aBHCHMOCTH OT CTaTyca
nuadeTa Ha UCXOAHOM YpOBHE (BKJIOYaeT 82 maifeHTta, MOJy4arollux nanariudio3uH, u 74
MalMeHTa, MOJyYarolux Iuianedo, ¢ paHee HE OUArHOCTUPOBAHHBIM amaderoMm, T. €. HbAlc
> 6,5% (> 48 MMOJIB/MOJTB))

[0097] ®ur. 17 noka3pIBaeT 4aCTOTY BO3HUKHOBEHHsI HOBBIX ciydaeB T2D (HbAlc > 6,5%),
U3MEPEHHBbIX NMpHU 2 MOCIeOBATENbHBIX BU3UTAX, MPEIYCMOTPEHHBIX MHCCIEOBaHUEM, IOCHe
paHAOMH3AaLNY, WIH HOBBIX ciydaeB 12D, cooOImeHHBIX HCCenoBaTeleM, IO CPaBHEHHIO C
NauyeHTaMy, MoNy4yarIuMH mianedo, ¢ paHee He AUarHOCTUPOBaHHBIM nuadeTtom, T. €. HbAlc
>6,5%

[0098] ®ur. 18A-18B mnoka3pIBalOT COBOKYIIHYK) YacTOTY BO3HUKHOBEHUSI yMEPEHHOMU
runiepkanvemMun (> 5,5 mmons/n) (¢ur. 18A) m Tskenoit runepkamuemun (> 6,0 MMOJIB/T)
(bur. 18B) y  manueHTos, JedyeHHe  KOTOPBIX  OCYLIECTBISIM  AHTarOHHCTOM
MHUHEPAJOKOPTUKOUAHBIX ~ pelenTopoB B rpynmax rmianebo (CruiomHas JHHHUA) U

nanariaugio3nHa (MyHKTUPHAS JINHHS).
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ITOAPOBHOE OIIMCAHME U30bPETEHUA

[0099] Hacrositnee nzobpereHne OTHOCUTCS K CrIocoOaM JIeYeHUs] TAIMEeHTOB C CepAeqHON
HEJOCTaTOYHOCTBI0 CO CHIDKeHHOH ¢pakuumeir BbiOpoca (HFrEF), Bkirouass manueHToB C
mnaberom 2 Tuma (T2D) wmnu Ge3s Hero, ¢ mnomoupto uHruOutopa SGLT2, Hampumep
nanarnugao3rHa. Hacrosiinee nzodpeTeHne Tak:ke OTHOCUTCS K JiedueHuro naiueHToB ¢ HFTEF ¢
nomMompto uHruOuTopa SGLT2, Hampumep nanmariauio3WHa, IMyTEM YBEIHYEHUs IepHona
BpeMEHH IO TepBOro (MW TOBTOPSIFOLIETOCs) siBJeHHs, oOycnosieHHoro HF, cHuxeHus
cumnromoB HF, cHmkenust yxynmenusi cumntomoB HF w/mnmu cHIKeHHsT 4acToThl cMepTel 1o
npuunHe cepaedHo-cocyauctoro (CV) senenus. Hacrosimmee nzoOpereHne Takyke OTHOCUTCS K
croco0aM CHIKEHUs! TIOKa3aTelisl OCTHKEHHS IEPBUYHOW KOMOMHUPOBAHHOW KOHEYHOM TOYKH,
BKJIO4aromei cmeptb no npuunHe CV, rocnuranusanuio no npuunde HF wnm cpounsiii
MeIUIMHCKUI Bu3uT no npuunHe HF, unm BTOpUYHON KOMOMHMPOBaHHOII KOHEYHOM TOUKH,
BKJIFOHaromei cMepth nmo npuunHe CV unm rocnuranuzanuio no npuunHe HF, y manuenra c
HFrEF, neueHue KOTOpPOro OCYINECTBISIOT ¢ momoimpro uHruouropa SGLT2 u cpencrs
crangaptHoil Tepanuu HF, rae mokasaTenb CHMXKAETCS OTHOCUTENIBHO MOKA3aTeNs y MaLUeHTa,
JiedyeHne KOTOPOro OCYIIECTBIISIIOT TOJIBKO € TIOMOLIBIO CpeACTB cTaHnapTHol Tepanuu HE.
[0100] B Hekoropbix BapuaHTax ocymectsieHust uHruoutop SGLT2, nHampumep
nanariaugIo3uH, BBOIAT CO CpeAcTBaMHU cTaHmapTHOW Teparmuu HF (Takumu kak, Hampumep,
Oeta-6okaTop) B TOM k€ WM APYroi KOMIIO3ULIUHU B TO XK€ WIIN B Pa3JIMIHOE BPEMSI.

[0101] B HekoTOpbIx BapuaHTax ocymiectBieHus: uHruoutop SGLT2, nHampumep
nanarnugo3uH, BBOAST MO MEHbLIEH Mepe C OIHUM IPYTrUM TEepaneBTHYECKHM CpPEICTBOM
(TakuM Kak, HarnpuMep, NPOTUBOANAOETHUECKOE CPECTBO) B TOH e WIN JPYroi KOMIO3UIUH B

TO K€ UJIU B pa3jIMIHOC BPEMs.

L Onpeodenenus
[0102] Tepmunsl "cocrosimmit”, "mmerommit”, "Brirouaromuii” u "comepkammit' ciemyer
MIOHUMATh, KaK OTKPBITbIE TEPMUHBI (T. €. O3Ha4aroLue "BKIIOYAOIUil 0e3 orpaHuueHus "), ecnu

HE YKa3aHO MHOE.
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[0103] ITonpazymeBaroT, UTO TEPMUH "W/WMNN", UCTIONB3YEMBIH B JaHHOM JIOKYMEHTE B TaKOil
bpaze, kak "A w/unu B", BKItO4aeT cienyroinue BapuaHThl ocyiectsienus: "A u B", "A unu B",
"A"u"B".

[0104] AHaJNOTUYHO, MOAPA3yMEBAIOT, YTO TEPMHUH "W/WiIK", MCIIONb3yEMBIN B Takou (pase,
kak "A, B w/unu C", oxBaTbIBaeT KaKIblli U3 CIEAYIOLUINX BapHaHTOB ocymectieHusi: A, B u C,;
ABumC, AmwmmC, AwmB; Bumu C; AuC; AuB; B uC; A (otnensro); B (otnensno) u C
(ormenpHO). Takum 0Opa3oM, B Ka4eCTBE MPAKTHUECKOrO MPUMepa, KOraa pedb HAeT 00 OZHOM
WM HECKOJIbKHX CPOYHBbIX sIBIEHMsX, oOyciomieHHex HF (Hampumep, rocnuranuzaunuy 1o
npuunHe HF w/mnu Busur B ER), w/mnm cmepTu no npuuuHaM, CBS3aHHBIM C CepAEYHO-
COCYAUCTbIM HAPYLICHUEM, KOTOPbIE OLCHUBAOTCA KAaK KOHEYHAsA TO‘-IKa/I/ICXOﬂ IIOCJIE BBCACHUA
SGLT2, npennonaraercsi, 4YTO pe3yJbTaTbl OXBAaTbIBAIOT COBOKYMHOCTb BCEX YKA3aHHbIX
SIBJICHUH, B3ATBIX BMECTE, COBOKYITHOCTh JIIOOOW KOMOWHAIIMK, MEHBINEH, 4YeM BCe COOBITHS,
B3SITbIE BMECTE, WJIN Ka)KJJ0€ COObITHE, B3SITOE OTENBHO.

[0105] Hcnonb3yemblii B JAHHOM JOKYMEHTE TEPMHH "TIPOJIEKApPCTBO" OTHOCHUTCS,
HarpuMep, K CIOXKHBIM d¢hupaM u kapOOHaTaM, KOTOpble MOTYT INPEBpAINaThCs, HAIPHMED, B
(GHU3NONIOrUYeCKUX YCIOBUAX WJM IyTeM conbBonu3a, B uHruoburop SGLT2. Takum obpasom,
TEPMHUH "TIPOJIEKapCTBO" BKJHOYaeT MeTabonuyecKue mperinecTBeHHUKH uHruouropa SGLT2,
KOTOpbIe SBIAIOTCS  (papMalleBTHUECKH TNpuUeMiIeMbIMH. TepMuH '"mposekapcTBo" Takke
BKJIFOYAE€T KOBAJICHTHO CBS3aHHBIE HOCHTENH, KOTOpbIE BbICBOOOKmaroT uHruoutop SGLT2 in
Vivo, KOTJa TaKoe NPOoJIeKapCTBO BBOAAT naueHTy. Heorpannuuparoiiye npuMepsl MpoIeKapCcTB
BKJIFOUAIOT CJIOXKHBIE 3(Upbl U kapOoHaThl, 0OpasyroIuyecs: Npu B3aUMOAEHCTBUH OJHOTO WIIN
HECKOJIBKMX T'HApPOKCHIOB mHruoutopa SGLT2 ¢ anmkmi-, ankoKCH- WIN apUiI3aMelleHHBbIMH
AIUWIUPYIOIMUMHU  CPEACTBAMH, MHCIIOJB3YHOIIUMU TMPOHCAYPbL, HU3BCCTHLIC CICHUAJIUCTAM B
JaHHOW 00JaCTU TEXHUKH, I TMOJyYeHHs alleTaToB, MUBANATOB, METUIKApOOHATOB, OEH30aTOB
UT. II

[0106] Paznuunble (hopMBI MOJIEKAPCTB U3BECTHBI U3 YPOBHS TEXHUKH. I MPUMEPOB TaKHX
nponekapctB cM. (1) Design of Prodrugs, mon pemakumeii H. Bundgaard, (Elsevier, 1985) u
Methods in Enzymology, 1. 42, ctp. 309-396, noxn penakuueii K. Widder et al. (Academic Press,
1985); (2) A Textbook of Drug Design and Development, nmon penaxuueit Krogsgaard-Larsen u
H. Bundgaard, ctpanuna 5 "Design and Application of Prodrugs," H. Bundgaard ctp. 113-191
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(1991); (3) Bundgaard, H., Advanced Drug Delivery Reviews 8: 1-38 (1992); (4) Bundgaard, H.
et al., Journal of Pharmaceutical Sciences 77: 285 (1988); u (5) Kakeya, N. et al., Chem Pharm
Bull 32: 692 (1984).

[0107] Ucnonp3dyemple B HaHHOM JOKYMEHTe TEpMHUHBI "nedeHue", "OcCyluecTBIieHHE
JedeHus1" W T. II. OTHOCSATCS K MepaM (HampuMmep, BBEISHHIO MeIOrKaMeHTa(MeIUKaMEeHTOB)
CyOBEeKTY), KOTOpBIE HU3JIEUUBAIOT, 3aMEAJIAIOT, YMEHbIIAIOT HHTEHCUBHOCTh CUMIITOMOB W/HIIN
OCTaHaBJIUBAIOT TPOTPECCHPOBAHNE AUATHOCTUPOBAHHOIO IATOJOTHYECKOTO COCTOSIHHMS HIIN
HapylleHus, Takoro kak, Hanpumep, HFrEF. Kak ncnonb3yercs: B JaHHOM TOKYMEHTE, MallUEHThI
WM CyOBEKTHI, JieueHHe KOTOPBIX OCYLIECTBIIAIOT MM KOTOpPble HYXKAAIOTCS B JIEUEHUH C
nomoinblo uHruouropa SGLT2, omucaHHOrO B JAHHOM JOKYMEHTE, BKJIIOYAIOT TaKOBBIX C
YCTaHOBJIEHHBIM TMarHO30M HapylueHus, Hanpumep, HFTEF.

[0108] "TepaneBTuuecku 3hdexTuBHOE KOMUUECTBO" MK "3PPEKTUBHOE KOIUYECTBO"
OTHOCATCST K KonudecTBy, 5((exkTHBHOMYy B 103aX M B TEUEHHE IIEPHOAOB BPEMEHH,
HEOOXOIUMBIX AJIsT JOCTUXKEHHUS KeJIaeMOro TepaneBTUYeCKOro pe3ysibTata (HalpuMep, Je4eHus
HFrEF).

[0109] ITpodunakTuueckue UM NpeaynpeIuTebHble Mephl OTHOCITCSA K MepaM (Hanmpumep,
BBeneHuto uHruOutopa SGLT2, kak omucaHO B JaHHOM IOKYMEHTE, CyOBEKTy), KOTOpbIe
NPeAyNPEeKAAT W/HUIH 3aMeUIIIOT PA3BUTHE IEJIeBOr0 MMAaTOJIOTMYECKOr0 COCTOSTHUSI WIIN
HapyueHus. TakuM o0pa3om, K HyXKJQFOIUMCS B PO UIAKTHUECKUX WIH NMPEeAyNpeaUTeNbHbIX
Mepax OTHOCST TeX, KTO MPEAPACIIONIOKEeH K HAIWYHIO HApPYUISHUS, B TeX, Y KOro HeoOXoaumo
npeaynpenuTb passutue Hapymenusa. "[Ipodunakrudecku 3¢hQeKkTHBHOE  KOJMUECTBO"
OTHOCHUTCSI K KOJHYeCTBY, 3((eKkTHBHOMYy B 103aX W B TEUYEHHE IIEPHONIOB BPEMEHH,
HEOOXOOMMBIX Il JOCTHIKEHHS JKeNaeMoro Npo(UIaKTUYEeCKOro pesyibrara (Hampumep,
NpEeAyNPEsKACHUS UIIH OTCPOYKH JIETAIBHOTO CEPAEYHO-COCYAUCTOTO SIBICHUS).

[0110] Tepmunbl "manueHT" U "cyOBEKT" MCHONB3YIOTCS KaK CHHOHUMBI JUIsi 0003HAUEHHS
B3pPOCJIOTO 4EeJOBEKa, KOTopoMy Obul mocrtaBieHn awarHo3 HFrEF u neyenme xotoporo
OCYIIECTBJIAIOT C MOMOIIBIO JIEKAPCTBEHHOTO IpernapaTta(penapaToB) Uil CTAHAAPTHON TepaItiy
HF, xax omucaHo B JaHHOM JOKyMeHTe, nepen HadainoMm Ttepanuu SGLT2. B HekoTopbIx
BapHAHTAaX OCYIIECTBICHUs TalueHTy ObL1 moctaBieH auarHo3 HFTEF mo mensblneit mMepe asa

MeECsa Hasaxd.
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[0111] Ucnonp3yempili B TaHHOM JOKYMEHTE€ TEPMHUH "CepledHas HeIOCTaTOYHOCTb CO
cHkeHHON ¢pakuueil Beiopoca”, "HFrEF" wnn "maumnent ¢ HFrEF" oTHOCHTCS K XpOHUYECKOMY
MEIUIIMHCKOMY COCTOSIHMIO, NpU KOoTopoM (pakiust BeiOpoca nesoro xenynouka (LVEF)
nauuenTta coctasisieT < 40%, a CUMOTOMBI CEpIeYHON HEAOCTaTOYHOCTU MAallUeHTa TMOAMNAAAI0T
nox craguu 1I-IV cucrembl kiaccupukaiun cepaedyHOH HEIOCTATOYHOCTH Hb}o—ﬁopxcxoﬁ
kapauonorndyeckoit accounanuu (NYHA). Cum. Dolgin M, "Criteria Committee of the New York
Heart Association; Nomenclature and Criteria for Diagnosis of Diseases of the Heart and Great
Vessels," 9" ed., Boston, MA: Little Brown & Co (1994). Cucrema knaccuuKaLmy cepaedHo
HenocrarouHocth 1o NYHA wucnonp3oBasack BO BpeMs PErUCTpalMd  MALUEHTOB B
KJIMHUYECKOM wuccienoBannu (asel 3, ommcanHoM B npumepe |. B HEKOTOpBIX BapHaHTax
ocymectsienus "nauuents ¢ HFrEF" nonanarot nox cranuto 11 knaccuduxanuu HF mo NYHA.

B nexotopeix BapuanTax ocymectsierus "mauueHtsl ¢ HFrEF" momanaror mox craguu 11 wnm
IV knaccudukanuun HF mo NYHA.

[0112] XoTs B HEKOTOPBIX BapuaHTax ocyuiecTeienus: maueHT ¢ HFTEF xapakrepusyercs
¢pakuueii BeiOpoca nesoro kenyaouka (LVEF), cocrasmsitotueti 40% uiu MeHbIIe, B HEKOTOPBIX
BapuaHtax ocyuectsieHus LVEF cocrasnser 35%, 30% unu 25% umu mesblue. B HEKOTOpBIX
Bapuantax ocyuectBiennss LVEF cocrasmsier mo menbineii mepe 20%. JlnarHocTuka u OLeHKa
narmeHToB ¢ HFrEF 00bIYHO BKIIFOHYAIOT BU3YAIM3ALMIO CEPALIA M METULIUHCKHUH OCMOTp, TAKYEO
kak ouenka LVEF ¢ wucnonp3oBaHMeM — 3XOKapAMOrPaMMbl,  PaAUOHYKIUAHOMN
BEHTPHKYJIOTPaMMBI, KOHTpacTHOH anrnorpaduu wim MPT cepaua.

[0113] Cucrema knaccudpukauuu HF mo NYHA pacnpenensier kmaccer ot [ no IV B
COOTBETCTBUU C CYOBEKTHBHOH OLIEHKOH CHMITOMOB MAIIMEHTOM U KJIACCH)HIUPYET CEPACUHYIO
HEOCTATOYHOCTh HA OCHOBE CIHOCOOHOCTH NalnueHTa (PYHKIHOHHPOBAaTh B IOBCEIHEBHOH
xu3Hu.  Knacc I. Oe3 orpanmueHus (u3nyeckol akTUBHOCTU. IlpuBbluHas (usnueckas
AKTUBHOCTH HE€ BBI3BIBACT qpesMepHoi/'I yCTAJOCTH, YYAILl€CHHOI'O CepI[L[e6I/IeHI/I$[ WIN OABINIKH,
knacc II. HeGonpumme orpaHudeHust Qusnueckoil axktuBHocTu. Hudero He Oecrmokout B
cocrosiHUM TOKOsi. [IpuBbluHAs (pu3MUecKkass aKTHBHOCTb BBI3BIBAET YCTAJOCTh, y4allEHHOE
cepauebueHne U oOnpluKy, kiacc III. BelpaxkeHHble orpaHuyeHHs (PU3NYECKOH AKTUBHOCTH.
Huyero ne 6€CrOKOUT B COCTOSTHUM MOKOsL. PU3MUeCKass aKTUBHOCTb MEHbIIEH WHTEHCUBHOCTU

o CpaBHECHUIO C HpI/IBbILIHOI\/'I BbI3bIBACT yCTAJIOCTb, YyUalllCHHOC CepI[]_Ie6I/IeHI/Ie WKW OJbILIKY.
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Knacc IV. HeBO3MOXHOCTh BBINOJHATh KAaKyHO-IHOO (PU3UYECKYHD aKTUBHOCTH 0O€3
auckompopra. CUMITOMBI CepAeUHON HENOCTATOYHOCTH B MOKoe. B ciydae coBepiieHwst 1000
¢dusnueckoll akTMBHOCTH AUCKOMGOPT yBenuunBaercs. [lalueHTsl, COOTBETCTBYIOIUE CTAIUAM
-1V xnaccudpukammu no NYHA, Opun BritodyeHsl B uccienoBanue ¢asol 111 DAPA-HF,
ONHUCaHHOE B npumepe 1.

[0114] Hcnone3yemblil B JaHHOM JTOKYMEHTE TEPMHH "CpencTsa craHpapTHou Tepanuu HE"
BKJIIOUAET MO MEHbLIEH Mepe ONHO cpencTBo ctaHaapTHoU Tepanuu HF, Hanpumep, no MeHbIuen
Mepe [1Ba WIM 0 MeHblIeH Mepe TpU WM Oojiee JIeKapCTBEHHBIX IPEnapaToB WM KIJIACCOB
JIEKapCTBEHHBIX MPENapaToB, OTIIMYHBIX OT UHruOuTOpoB SGLT2, KOTOpBIE UCHIONB3YIOTCS IS
neuennss HF, nanpumep HFTEF. Cpencrea cranmaptHoit Tepanmu HF, xak ommncano B mjaHHOM
JIOKYMEHTE, MOKHO HCIIONb30BaTh 10 /UM BO BpeMs BBeaeHus unruoutopa SGLT2, nanpumep
nanarnudosnHa. JlekapcTBeHHbIe MpenapaThl Ayl cTaHgapTHOH Tepanuyd HF M X no3upoBKH
XOpOIIO M3BECTHBI KapAMOJIOTaM U APYI'MM IPAKTUKYIOIIUM BpadaM, KOTOpble OOCIHEeNyIT U
nedat nauveHtoB ¢ HFrEF. UnmocTtpatuBHble cpeacrsa cranaaptHoil Tepanuun HF Brmouaror
MHrHOUTOPBI aHrnotreHsuHnpespamatomero ¢epmenra (ACE); OnokaTopsl aHMHOTEH3HMHOBBIX
peuentopoB (ARB); Oera-Omokatopsl, CpEACTBa, BIMAKOIINE HA MHHEPAJIOKOPTUKOHIHBIC
peLenTopel, TaKWe KaKk aHTArOHUCThI MHHEPAJIOKOPTHKOUIHBIX penentopoB (MRA) wu
I/IHFI/I6I/ITOpr HEMIPUIIU3UHA.

[0115] Hpyrue JexapCTBEHHBbIE IpenapaTbl, KOTOPblE MOXKHO NPUMEHATb AJ JIEYEHUs
HFrEF, u, cnemoBaTenbHO, KOTOpbIE TaKkKe MOXKHO CUUTATh "CPENCTBAMH ISl CTaHAAPTHOM
tepanuun HF", BxiIo4aroT AWYpeTUKM M TETIeBble AUYPeTHKH (Hampumep, QypoceMun,
OyMeTaHHJ W TOPCEMHN), AMTOKCHUH, MHOTPOIHBIA JIEKAPCTBEHHBIH Mpenapar, CeleKTHBHBIC
UHTUOUTOPBI CHUHYCOBOTO y3ia, wuBadpamuH (MOOyJATOp CHHOaTpuaibHOro (SA) y3ia),
AHTarOHMCTHI aJIbJOCTEPOHA, COCYOPACLINPSIOIINE CPEACTBA, OJIOKATOPH! KAJIBIEBbIX KAHAJIOB
(ecnu y manmeHTa HeT CHCTOJNMYECKOW CEepIeYHON HeTOCTATOYHOCTH), TMApaa3HH/U30copoun
OVHUTPAT WM APYTHe JIeKapCTBEHHbIE mpenaparhl ans jedeHuss HF B pamkax mpakTH4ecKux
pekomenmaumii. Cm. Yancy C.W. ef al, "ACC/AHA/HFSA focused update of the 2013
ACCF/AHA guideline for the management of heart failure: A report of the American College of
Cardiology/American Heart Association task force on clinical practice guidelines and the Heart
Failure Society of America, J Am Coll Cardiol. 70(6):776-803 (2017).
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[0116] Tepmunel  "BBOOMTB", "OCyllecTBIeHHME BBeleHus', "BBeAeHue" U T. 1L,
UCIIONIb3yeMble B TAHHOM JIOKYMEHTE, OTHOCSITCSI K CIIOCO0aM, KOTOPBIE MOTYT MPUMEHSTHCS IS
obecrieueHns TOCTaBKH JIGKAPCTBEHHOI'O CpencTBa, Hanpumep uHruouropa SGLT2, kak onucano
B JAHHOM JIOKyMeHTe. MeTOANKH BBeeHUs, KOTOPble MOKHO NIPUMEHSTh B OTHOLIEHUU CPEACTB
U CHoco0OB, ONMCAaHHBIX B JAHHOM JOKYMEHTe, MOXKHO HaiTH, Hampumep, B Goodman and
Gilman, The Pharmacological Basis of Therapeutics, Texymee wusnanue, Pergamon; and
Remington's, Pharmaceutical Sciences, Texymee usnanue, Mack Publishing Co., Easton, Pa. B
IO MEHbIIeH Mepe OJHOM BapuaHTe ocyiiecTsieHuss uHruonrop SGLT2 BBOAAT nepopanibHO.
[0117] Beenenue narndouropa SGLT2 "B KOMOMHALIMK C OJHUM UJIH HECKOJIBKUMHU IPYTUMH
TepaneBTUYECKUMH  CPeACTBAMH"  BKIIOYAeT OJHOBPEMEHHOe (CONyTCTBYIOLIEE)  WIH
NIOCJIeI0BAaTEIbHOE BBEIEHUE B OJTHO U TO K€ WJIM B PA3JIMYHOE BPEeMs M B OJHOW M TOH ke WU
Apyroi (apmaneBTUYECKOW KOMIO3ULMK (Hampumep, Muiwoe, tabnetke, kamcyne). "pyrue
TepaneBTUYECKHe CPEACTBA" BKIIOYAIOT JIEKAPCTBEHHbIE MPEnapaThl Al CTAHAAPTHON Tepanuu
HF, onucanHble Bbllle, WK JHOObIE U3 CIEAYIOLINX APYTHX TEPaNeBTUYECKUX CPEACTB, TAKHUX
KaK npoTuBonuadeTHIeCKOoe CpPEnCTBO, CPEeACTBO NPOTHUB OKUPEHMS,
AHTUTUNEPIIUITUAEMUIECKOe CPEACTBO, AHTHATEPOCKIIEPOTHUECKOE CPEnCTBO,
AHTUTUIIEPTEH3MBHOE  CPEACTBO, AHTHTPOMOOIIMTApPHOE CPENCTBO, AHTUTPOMOOTHUYECKOE
CPEeICTBO WJIM AHTHKOATyJISIHTHOE CpenactBo. "Jlpyroe TtepameBTUYECKOE CPEACTBO" MOXKET
HaxoAuThcs B (popMe papmalleBTHUECKH MPUEMIIEMON COJIM, COJIbBaTa, CMELIAHHOTO COJbBATa,
KOMITJIEKCa FUTH TPOJIEKAPCTBA.

[0118] B HekoTOpBIX clydasix APYroe TEepaneBTUYECKOE CPEACTBO MPEACTaBIsAET COOOH
NpOTHBOAHAOETHUECKOE CPEeNCTBO, Takoe Kak OuryaHupn (Hampumep, MeTPOPMHH) W/ Wiu
uaruourop DPP4  (Hanpumep,  cakCarJMNTHH, JIMHATVIMOTHH WM CHTArJIUIITHH).
UnmocTtpatuBHble  MpuUMepbl KOMOMHHPOBAHHBIX — MpoaykToB  uHruowrop SGLT2 +
NPOTUBOINA0ETHYECKOE CPEACTBO BKIIIOYAIOT Aanariauguo3nH/MeTGopMUH ¢ 3aMeIJIeHHBIM
BBICBOOOXKIEHUEM (XIGDUO XR®), nanariuI03uH/CaKCarIUIITUH (QTERN®),
nanarnuduosus/cakcarmuntua/mMergopmur - (QTERNMET®),  xanarnmugiao3un/merdhopMuH
(INVOKAMET®), «aHarnmugao3uH/MeThOpMUH €  3aMEJICHHbIM  BBICBOOOXKIEHUEM
(INVOKAMET XR®), sMnaraugI03uH/TMHATIUNITHH (GLYXAMBI®),

smmarauduosun/mMerpopmud (SYNJARDY®), smnarnugio3ns/MeThOpMUH € 3aMeAJIEHHBIM
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BeicBOOOXKIeHHEM (SYNJARDY XR®), spryrnudnozun/merdpopmun (STEGLUROMET®) u
spryrudnosus/cutarmuntud (STEGLUJAN®).

[0119] Hcnonp3yemblii B JaHHOM JTOKYMEHTE TEPMUH "siBJICHUE, OOYCIIOBICHHOE CEpIAeHHOM
HEJOCTATOUYHOCTBIO", OTHOCHTCS K rocnuranusauuu no npuunHe HF  w/wnm  cpounHomy
MeIULMHCKOMY Bu3HuTe 1o npuunne HF.

[0120] Hcnone3yemblii B JaHHOM JOKYMEHTE€ TepMHUH 'rocnuranusauus no npuuuHe HF"
OTHOCHUTCA K I'OCIIUTAJIN3aLMH B TCUCHUE I10 MEHbIIEN MEpe 24 9acoB C MNEPBUYHBIM AUArHO30M
HF. B HCKOTOPBLIX BapHUaHTaX OCYLICCTBIICHUA FOCHPITaJ'IH?;HpOBaHHbIﬁ NanucHT MPOsBJISACT
HOBbIE WM yXyALIArOLKMecs CUMNTOMBI, cBsizaHHble ¢ HF, mpu nmocrymnenun. B HeEKOTOpBIX
BapuaHTax OCYIICCTBJICHUA FOCHHTaJ'IPI?;HpOBaHHbeI nHannueHT HNMEECT O6’BeKTI/IBHI>Ie JaHHbIE
OTHOCUTEJIbHO BHOBb BO3HMKIIEH wuiuM yxygwaromeics HF. B HexkoTopeIXx BapuaHTax
OCYIECTBJICHHUS rOCIUTAIN3UPOBAHHBIN MaeHT MOJTy4aeT HavaJIbHOE WIN
uHTeHCuuIpoBaHHoe crenndpuieckoe neueHre HF. B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS
FOCIUTAIU3UPOBAHHBIN MALIUEHT COOTBETCTBYET BCEM BbILICIEPEUNCIEHHBIM KPUTEPUSIM.

[0121] Hcnonedyemblii B 1aHHOM JOKYMEHTE TEPMHMH 'cUMNTOMBI, cBs3aHHble ¢ HF",
BKJIFOUAEeT [0 MEHbLIeH Mepe OAWH U3 CHUMIITOMOB, BBIODAHHBIX W3 OJBIIIKH, CHHXEHUS
BBIHOCJIIBOCTH K (DPM3MUECKOH HArpys3Ke, YCTAJIOCTH WM JIPYTHX CUMIITOMOB Nepdy3un opraHa-
MHILIEHH WM Teperpy3ku o0beMoM. B HEKOTOpbIX BapHaHTax OCYIIECTBJIECHHSI CHMIITOMBEI,
cesizaHHble ¢ HF, sABIAIOTCA HOBBIMM WM YXYALIEHHBIMU IO CPABHEHUIO C MPEALIECTBYIOLIUM
NnepruoaoM BpEeMEHU, BU3UTOM Bpava UJIHU 6OJ'IbHI/ILU:>I.

[0122] Hcnonb3yemblil B 1aHHOM JokyMeHTe TepMuH "KaH3acckuii onpocHUK Juist OONbHBIX
kapauomuonarueii (KCCQ)" oTHOCHTCS K OMPOCHUKY, KOTOPBIA HCHONB3YIOT MPAKTUKYIOIIUE
Bpa4u [Ji1 OUCHKU CUMIITOMOB HF Yy nanueHTa I/I/I/IJ'[I/I AJIs1 ONIPEACJICHUS TOT'O, YIYULIAKOTCA WU
yxyamatotes: cumntombl HF y manmenta. KCCQ ucnons3yer mkany ot 0 go 100, mpudem Gonee
BBLICOKHI MOKa3aTeb YKa3bIBa€T Ha MEHBIIECC KOJUYECTBO CUMIITOMOB I‘IF, A U3MEHEHHE Ha S
wn Oosnee OannoB cumraercs KiauHu4ecku 3Ha4nMMbIM. Cm. Green, C.P., "Development and
evaluation of the Kansas City Cardiomyopathy Questionnaire: a new health status measure for
heart failure," J Am Coll Cardiol. 35: 1245-1255 (2000). KCCQ ucnonp30Bagi B KINHHYECKOM
uccinenoanuu DAPA-HF (pumep 1) B kauecTBe mokas3aTelst KaueCTBa KU3HHU, 00YCIIOBIEHHOTO

3nopoBbeM (HRQL). AmHamu3, mnpencraBileHHbI B MpuMepe 2, IOEMOHCTPHUPYET, HYTO
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nanarau@o3uH CHUXKAI CMEPTh O MPUUYHHE CePAEYHO-COCYAUCTOrO HApyLIEHHUs U yXYALIEHHEe
HF Bo Bcem muamasonHe wucxomubix 3HadeHnit KCCQ, a Takke ynydman KOMIUIEKCHYIO
NIePEHOCHMOCTb CUMIITOMOB, (pH3HUecKyro QYHKLUIO 1 Ka4ecTBO ku3HU y nanueHTos ¢ HFrEF.
[0123] Hcnonb3yemblil B JTaHHOM JOKYMEHTe TePMHH "OOBEKTHBHBIC TaHHBIE OTHOCUTEIHHO
BHOBb BO3HHUKIIEH min yxyamatomerics HF" oTHOcHUTCS K pe3ysbraraMm MEANIIMHCKOTO OCMOTpa
NPAKTHKYIOIIEro Bpada, KOTOpble, Kak mnonaraercs, cessaHbl ¢ HF, w/umm nabopaTtopHbiM
JAHHBIM OTHOCHUTEJIbHO BHOBb BO3HHKIIEH min yxyawaromeiics HF. B HexkoTopeix BapuaHTax
OCYLIECTBJIEHUs] OOBEKTHBHBIE AHHBIE OTHOCUTEIBHO BHOBb BO3HHKINEH WM yXYZIIIArOINeiHcs
HF coctosT o MeHblel Mepe W3 ABYX PE3YJIbTATOB MEOUIIMHCKOTO OCMOTpa. B HeKoTOpbIX
BAPUAHTAX OCYINECTBICHHs] OOBEKTHBHbIE IaHHbIE OTHOCHTENLHO BHOBb BO3HUKIICH WIIH
yxyawaromenicas HF cocTosaT u3 OgHOro pesyjbTaTa MEIULUHCKOIO OCMOTpPAa U IO MEHbIIEH
Mepe OTHUX JTA0OPATOPHBIX TaHHBIX.

[0124] Hcnonb3yemblil B JAHHOM JOKYMEHTE TEPMUH "pe3ysbTaThl MEAULIMHCKOTO OCMOTPA,
KOTOpBIe, Kak rnojaraercs, csizanbl ¢ HF" (Bkirouas BHOBb BOZHHUKINYIO MJIM YXYALIAFOIIYIOCS
HF), oTHOCHTCS K TIO MeHbIIEH Mepe OOHOMY pe3yJbTaTy, BBIOpAaHHOMY H3 HephU(epHuecKoro
OTeKa, yBENMYEeHMs B3AYyTHs KMBOTA MJIM  aCLUTa, JIETOYHBIX  XPUIIOB/BJIAXKHBIX
XPHUMOB/KPETUTALNY, MOBBIIEHHOTO IAaBJICHHsS B SIPEMHOH BEHE HW/MJIHM TMEUYEeHOYHO-SIPEMHOTO
pedmokca, S3-rajoma W/WNIM KIMHUYECKH 3HAYMMOIO MJIM OBICTPOrO yBENHYEHHs Beca,
CBSI3aHHOTO C 3aJ€P>KKOH KUAKOCTH.

[0125] Hcnonb3yembiii B JaHHOM JOKYyMEHTE TepMHH "nmabopaTopHble JaHHBIE
OTHOCHUTEJIbHO BHOBb BO3HUKIIEH mnu yxynmaroeiics HF" oTHocuTcss k mo MeHblied mepe
OHOMY pe3yJbTaTy, BbIODAHHOMY W3 IIOBBIIIEHHBIX KOHLEHTPALMHA HATPUIYPETHIECKOTO
nentuna tuna B (BNP)/N-konuesoro ¢parmenra mnpeamectseHHHKa BNP (NT-proBNP),
COTJIACYIOLUXCS ¢ AEKOMITEHCAIeH cepeuHoi HenoctaTouHocT (Harpumep, BNP > 500 nr/mn
wim  NT-proBNP > 2000 nr/mi); peHTTeHONOTHYECKUX HAaHHBIX OTHOCHTEIBHO JIErOYHON
TUNIEPEMUH; JAHHBIX HEMHBA3UBHOM JUArHOCTUKM KJIMHUYECKH 3HAYMMOIO MOBBILIEHHOIO
JaBJIEHUs 3aIIOJHEHUS JIEBOTO MIJIU MIPABOTO JKEJy0UKa WM HU3KOTO CEPAEYHOrO BHIOpOCA MIIH
JAHHBIX WMHBA3UBHON [UAarHOCTUKH C IIOMOINBIO KAaT€TepU3allMd MpPaBbIX OTAENOB CepAua,

IMOKa3bIBAOIIUX JAaBJICHUEC 3aKJIMHUBAHHA JICTOYHBIX KallWJJIAPOB (I[aBJ'[eHI/Ie OKKJIFO3UHU
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JIETOYHOU apTepuu) > 18 MM PT. CT., LIEHTPAJbHOE BEHO3HOE MaBjieHHE > 12 MM pPT. CT. WIH
cepaeuHbIi nHAeKC < 2,2 J1/MuH./M’.

[0126] Hcnonb3yemplit B JAHHOM IOKYMEHTE TEPMUH "HavyaIbHOE 5807
uHTeHCH(UIPOBaHHOE crierudryeckoe eueHrne HF" oTHOCHTCS Kk 1O MeHbLIeH Mepe OTHOMY
U3 CJENyIOUIero. YCHJICHHIO TIePOPAJbHOM NUYPETUYECKON Tepanuu;, BHYTPUBEHHOMY
IUYPETUYECKOMY WJIM Ba30AKTUBHOMY CPENCTBY (HAampuUMep, WHOTPOITHOMY, Ba3OMpPECCOPHOMY
WM COCYAOPACIIUPSIONIEMY CPENCTBY), BMEIIATENIbCTBO C MOMOIIBIO MEXaHUYECKHX CPEICTB
WM XUPYPTHYECKOMY BMEIIATENbCTBY (HAMPUMEP, MEXaHHUYECKOMY KPOBOOOPAILEHUIO, TAKOMY
KaK, HampuMep, BHyTpUAopTajbHas  OaJUIOHHAsT  KOHTPIYJbCALUS,  JKEJNIYJOYKOBOE
BCIIOMOTaTeIbHOE YCTPONCTBO, OKCTPAKOpHOpajibHasi MeMOpaHHAasi OKCUTEeHALUs, TOJHOE
HUCKYCCTBEHHOE  Ccepiale) WWId MEXaHHMYEeCKOMY  YIOAJICHUI0 SKUAKOCTH  (Hampumep,
ynbTpaduabTpauu, reMoQUIbTPaLIUK, IHATH3Y ).

[0127] Hcnonb3yemblil B JaHHOM JOKYMEHTE€ TEPMUH "CPOUHBIM MEIULMHCKUI BU3UT 110
npuanHe HF" oTHOCHMTCS K CPOYHOMY BHEIUIAHOBOMY BU3HMTY B MEIUIIMHCKUI KaOWHET WU
BU3UTY B OTHE/OTAENEHHEe HEOTIIOXKHON MOMOIIM Jjisi mepBu4yHON nuarHoctuku HF, HO 3TO
MOCELEHNE HE COOTBETCTBYET KpUTEpUsAM i rocnuranusauud no npuunHe HF. B HexoTophIix
BApUAHTAX OCYINECTBIICHHS MALUEHT IPH CPOUHOM MEIUIIMHCKOM BH3HUTe 1o npuynae HF Oyner
umetb cumnrombl HF w/unu pesynbraThl MEIULIMHCKOTO OCMOTpa W/WJIH J1abOpaTOpHbIE JaHHbIE
OTHOCHTEJIbHO BHOBb BO3HHKINEH miH yxynmaroineiicss HF, kak onucano Bbiiie, W/HIK MONYyYUT
HavaJbHOE WJIH HHTEHCUPULMPOBaHHOE crienudpuieckoe nederre HF, kak onucaHo BbIIIE.
[0128] Ucnonp3yempili B TaHHOM JOKYMEHTE€ TE€PMHH '"CMEPTb IO MNPUYUHE CEpIAEYHO-
cocymucroro (CV) HapymeHuss" OTHOCHTCS K CMEPTH IALHEHTa, MOABEPraeMoro JICUECHHIO
HFrEF, kak ommcaHO B JaHHOM AOKYMEHTE, BCJIEACTBHE CIIEAYIOLIEro. OCTPOro WHpapKTa
muokapna (MI), BHe3amHOW CepaeyHOW CMepTH, CEepASYHONM HEeIOCTaTOYHOCTU WU
KapIMOT€HHOrO IIOKa, WHCYJbTa (LepeOpOBacKyJSIPHOE SIBIIEHUE), CEePASUYHO-COCYIHCTBIX
MpOLEAYpP, CEPAECUHO-COCYAUCTbIE KPOBOMBJIMSHUM, APYTUX NPUYUH, CBSI3aHHBIX C CEPIAEYHO-
COCYIMCTBIM HapylieHHeMm (OTHocsmuxcss K cMmeptd mo npuunHe CV, He BKIIOUEHHBIX B
BBILLIEYKA3aHHbBIE KATETOPUSIX, HO C OMPEEIEHHOM, N3BECTHON MPUYHHON (HampuMep, JeroyHast

sMOonus uiu 0one3Hb nepudepudeckux aprepuii)).
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[0129] Hcnonb3yemblli B TaHHOM AOKYMEHTE TEPMHUH "CMEPTh MO NPUYUHE HE CEPIEYHO-
cocynuctoro (CV) HapyiieHuss'" OTHOCHUTCS K JHOOOW CMEpTH, HE OXBAUYE€HHOW TEPMHHOM
"cMepTh Mo npudrHe cepaedno-cocyaucroro (CV) Hapymenus".
[0130] Hcnonb3yemblii B JaHHOM JOKYMEHTE TepMUH "MEepBHYHBI KOMOWHHPOBAHHBIHI
ucxon" wim "mepBUYHAas KOMOWMHHPOBAaHHAs KOHEYHAsh TOYKA" OTHOCHUTCS K COBOKYIHOCTH
crefylomux sBireHud, oOyciosiaeHHblx HF (kak onpeneneHo Bellle), NPOUCXOASIIUX Y
nauuentoB ¢ HFrEF, koropeim BBommmm wuHrubutop SGLT2 (mampumep, mamariudiio3us)
BMECTE CO CPEACTBOM CTaHAAapTHOH Tepanuu HE:

e CMepTh Mo mpu4HHe cepaeuHo-cocynucroro (CV) HapymeHus,

e rocnuTanusauus no npuunHe HF nnn

e CpouHbli MenuiuuHCKUI Bm3uT no mnpuuunHe HF (ompeneneHo Bblime, BKIHOYAs

BU3UT(BH3UTHI) B ER 1 CpOoUHBIE BHEIIIIAHOBBIE BU3UTHI B MEIUIIMHCKUI KaOMHET)

U OIpeeNeHre OTHOCUTENbHOTO CHUKEHHUS PUCKA y MAlMEeHTOB, MPUHHUMAIOIUX HHIHOUTOP
SGLT2 (nanpumep, nanarnugo3uH), O CPABHEHUIO C MALMEHTAMU, MPUHUMAIOLIUMH TOJBKO
cpenctsa crannaptHoii repanuu HE. (Cum. npumep 1).
[0131] Hcrnonb3yemblli B TaHHOM AOKYMEHTE TEPMUH "BTOPUYHBIH HMCXOA" OTHOCHUTCS K
COBOKYITHOCTH CIEeNYIOLMX siBIeHuH, obycnoenenabix HF: cmeprs mo mnpuumne CV wnn
rocniutanusauusa no npuuuHe HF (ompeneneHo Bellie) U onpeneneHHe OTHOCHUTENBHOTO
CHIDKEHHS pUCKa y TALWeHTOB, mNpuHUMaromux wuHruourop SGLT2  (mampumep,
nanarnugo3nH), MO CpPaBHEHUIO C IALMEHTaMH, [PUHUMAIOLMIMU TOJBKO CpPEICTBa
cranpaptHoii Teparnu HF. (Cm. mpumep 1).
[0132] IIpenmonaraercs, YTO WCHOJB30BAHHE CPABHUTENBHBIX  (pa3, Takux Kak
"cokpamenue", "Obuto cokpameno', "yxyamwuiaoce", "ObUIO yMeHbLIeHO", "yxXynuieHue",
"yBenuueHue", "ObUIO yBenUYeHO" B OTHOLIEHHWH, Hampumep, cumntomoB HF, sBreHui,
obycnosnensbix HF, rocniuranuzaimii no npuunne HF, cnyuaeB cmepru no npuunne CV unn
CllydaeB CMEPTHU MO NpuduHe, oTauyHoi oT CV, Kak ONHCaHO B JAHHOM JOKYMEHTE, yKa3bIBaeT
Ha cpasHeHne mnanueHta ¢ HFrEF, koropomy BBomwnu wunruburop SGLT2 (wampumep,
nanariuI03uH), OTHOCUTENBHO JIFOOOTO U3 CIEAYOIIEro:

¢ manueHTta (MM MOMYJISIIUH NalMeHTOB), He mpuHIMaromero narudutop SGLT2;
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e ranueHTa (UM MOMyJALUHU MAlUEeHTOB), IPUHUMAOIIEr0 TOJbKO CPEICTBA CTAHAAPTHOI
tepanuu HF,

e ranueHTa (UaM MOMYJSIIMU MAaLUEeHTOB), MPUHUMAIOLIEro IIaned0 B T€UEeHHE TOrO ke
Heprosia BpEeMeHH,

e qanueHta (WIM TOMyJSALUH MALUEHTOB), NPHUHUMAIOIEro Ianedo U CpencTsa
cranaaptHoi Tepanuu HF B TeueHne TOro sxe nepuoja BpeMeHuy,

e ranyeHra a0 BBeneHus uarudbutopa SGLT2;

® CpeaHero MPOrHOCTUYECKOro OXKUaaHus Ajst nomysinuu nmanueHToB ¢ HFTEF.

11 HNuarudéuropsr SGLT2

[0133] Kak mnpemycMoTpeHo B JgaHHOM gaokymeHte, uHrubomroper SGLT2 wmoxHO
HCIIONIB30BaTh B CIOCOOAax, ONMHCAHHBIX B JaHHOM JOKYMEHTE, AJIS JISYEHUS YCTaHOBJIEHHOTO
HFrEF y nauneHToB ¢ auabetom 2 Tuma u 6e3 Hero.

[0134] Hatpuii-rimokosneiii  korpancrioprep 2 (SGLT2) mnpencrasisier coboil  HaTpwuii-
3aBUCHUMBIN MOYEUHbIH OEJIOK, KOTOPBIN OTBeUaeT 3a peadCcopOLU0 TIFKO3bl OOPATHO B KPOBb.
HNurubutoper SGLT2 (Ttakke wusBecTHblie Kak "Tu(IO3WHBI") MPEnCTaBIsSIOT coOO# Kjacc
JIEKApCTBEHHBIX IPENapaToB, HCIONb3YEMBIX [JIsi CHI)KEHUS YpPOBHsI IJNIIOKO3bl B KPOBHU Y
MALUEHTOB ¢ TUa0eTOM 2 THIa yTeM WHruOupoBaHus nmouedHsix OenkoB SGLT2. B pesynbrare,
OoubIIIe TIIFOKO3B! BBIBOIUTCS C MOUOH.

[0135] HNurudurtoper SGLT2, koTopbie MOTYT OBITh MCIIOJIB30BAHBI B PACKPBITBIX CIOCO0AX
neuenus: nauuentoB ¢ HFrEF, Brxmouator mamarmudnosun (FARXIGA®), kaHarmugio3uH
(INVOKANA®), osmnarmudnosua (JARDIANCE®), spryraudnosun  (STEGLATRO®),
coTarnu(IO3uH WM HNparaudio3uH, uian (apMaleBTUYeCKH MPHEMIIEMYIO COJib, COJIbBAT,
CMELIaHHbIN CONbBAT, KOMIUIEKC UM MPOJIEKAPCTBO.

[0136] B mo wMmeHbmieii Mepe OmHOM BapuaHTe ocyuiecTBieHuss uHruowrop SGLT2,
UCIIONB3YEeMBbI B PAaCKPBITBIX criocobax neudenns nauueHtoB ¢ HFrEF, mpencrasnsier coboit
nanarnuduo3nH, Takoil kak omucaHHbIl B mateHtax CIIHA Ne 6414126 u 6515117, xoropeie
BKJIFOUEHBI MOCPENCTBOM CChUIKH BO Bcell cBoed mosnHoTe. FARXIGA® Opi1 omobpen FDA
CIIOA B 2014 romy B kauecTBe MOHOTepanuy, a 3aTeM B 2017-2019 rogax B kauecTBe 4acTu

koMOunupoBanHoi Tepanuu (XIGDUO®, QTERN®, QTERNMET®) ¢ nuetoii u puznueckumu
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YOPAKHEHUSIMU JJIs1 YIIYYIIEHUS] TIIMKEMHYECKOTrO KOHTPOJIL Y B3POCIBIX ¢ AMA0ETOM 2 THIIA.
Janarnugao3uH MOXKHO BBOAWTH B 103ax 2,5 mr, 5,0 mr unu 10 mr. B mo MeHbInel Mepe OqHOM
BapUAHTE OCYLIECTBJIEHUs 103y 10 Mr BBOAST IJIsl IPUMEHEHHUS B PACKPBITHIX CIIOCO0aX.

[0137] B HEKOTOpBIX BapHaHTaxX OCYIIeCTBIEHHs "namarmupao3uH" OTHOCUTCA K
onobpennoii FDA xommnosnmnn FARXIGA® wmium MOXKeT OTHOCHTHCS K (papMaleBTHYeCKH
NPUEMJIEMON COJIM, COJNbBATy, CMEIIAHHOMY COJIbBATy, KOMIUIEKCY WJIM TpojekapcTBy. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS AamariugJo3uH MpeacTaBieH B ¢opme coibBaTta (S)-

npormuieHrnukoist ((S)-PG), KoTopslit UMeeT CTPYKTYpY:

OEt

OH

CH,

[0138] B HekoTOphIX BapuaHTaX OCYLIECTBJICHHS nanariuJIO3UH TpenacTaBieH B ¢Gopme
KPUCTAJTUYECKOTO TBEPAOTO BELIECTBA WM HEKPUCTALNTUYECKOTO TBEPAOTO BELIECTBA.

[0139] B HexoTOpBIX BapuaHTax OCYLIECTBICHUs "mamarnnugo3uH" COCTABISIOT B BHIE
KOMOMHHPOBAHHOT'O MPOAYKTA ¢ (PUKCUPOBAHHOM JJO30H C JPYTUM TEPANEBTHYECKUM CPEACTBOM,

TAaKUM  Kak, HampuMmep, Apyroe MNpOTHBOAHAOETHYECKOE JIEKAPCTBEHHOE  CPEACTBO.

Hanarmudno3un/mMeThopMuH ¢ 3aMemieHHBIM — BbicBoOOxkaeHneM  (XIGDUO®) w
nanarnuduosus/cakcarmunTie  (QTERN®), wu  nmanmarnumgo3us/cakcariunTaH/MeThOpMUH
(QTERNMET®) sBmstrorcs npuMepaMud  KOMOMHHPOBAHHBIX —IMPOAYKTOB,  COMEPIKALINX

nanariaugIio3uH.

1. Cpeocmea cmanoapmuoii mepanuu HF
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[0140] Hcnone3yemblii B JaHHOM TOKYMEHTE TEPMHH "CpeAcTBa craHaapTHo# Ttepanun HF"
BKJIIOYAET 10 MEHbILIEH Mepe ONHO, HAIpUMEp MO MEHbIIeH Mepe [1Ba, IO MEHBbLIE Mepe TpU
ni Oosee IeKapCTBEHHBIX MPENapaToB WK KIIACCOB JIEKAPCTBEHHBIX IPENapaToB, OTIHYHBIX OT
uHruoutopoB SGLT2, kotopeie ucnone3yrorest s neuenns HF, nanpumep HFrEF. Cpencrtsa
cranpaptHoil Tepanuu HF, kxak ommcaHo B TaHHOM TOKYMEHTE, MOYKHO HCIIOJIb30BaTh A0 H/HUIH
BO BpeMmsl BBefeHus: nHruouropa SGLT2, nanpumep nanarnudio3nHa. B HEKOTOPBIX BapHaHTax
OCYIIECTBIEHUs1 cpencTBa cranmaptHoi Tepanuu HF u unruOutop SGLT2 BBOAST BMECTe B
OJIHO U TO K€ WJIM B PA3IUYHOE BPEMs.

[0141] UnmoctpatuBable cpencrtBa cranmaptHo Tepanuu HF  BkimrO4aroT WHrHOMTOpPBI
anrnorensuHnpespamaromero ¢epmenra (ACE); O1okaTopsl aHTHMOTEH3WHOBBIX PELENITOPOB
(ARB); Oera-010KaTOpBI;, CPENCTBA, BIUSIOIINE HA MUHEPAJOKOPTUKOUIHBIE PELEITOPHI, TAKHUe
KaK aHTarOHHUCTBl MUHEPAJOKOPTUKOUIHBIX perenTopoB (MRA) u MHrHOMTOpPBI HENPHIN3UHA.
Cpencrsa crangaptHoi Tepanuu HF u ux 103MpOBKHU XOPOIIO U3BECTHBI KAPAUOJIOraM U IPYTHM
MPAKTUKYIOIINM BpadaM, KOTopble oOcnenyroT u jedar nauneHtos ¢ HFrEF. Huwxe npuseneno
KpaTKOe ONMHUCAaHUE 3TUX CPEACTB cTaHAapTHOH Tepanuu HF:

[0142] Hueubumopwvr ACE BBI3bIBAIOT paclIMpeHHE COCY[OB Kak B BEHO3HOM, Tak M B
apTepuaIbHON CHUCTEMax, MO3TOMY OHH CHIDKAIOT KakK IMpeJHArpy3Ky, Tak M IOCTHArpy3Ky,
yBEJIUUNBAas IPUTOK KPOBH K KM3HEHHO Ba)KHBIM OpraHaM M yiy4iias (Gpaxiuo BbiOpoca. OTH
npenapathl Takxke ONOKUPYIOT (epMeHT, HEOOXOAMMBIN AJ MpeBpalleHus] aHrHoTeH3uHa [ B
anruoreHsuH II. Auruorensus Il sBnsieTcss CUIBPHBIM Ba30KOHCTPUKTOPOM, KOTOPBIN MOBBIIIAET
KPOBSIHOE JaBJIEHHE, BHICBOOOXKIAET ajJbJOCTEPOH U NPUBOAUT K 3aJepXKKe HATpHUs U BOIBL
Wuruburoper ACE mpemoTBpamaroT 3ToT Kackan s¢dekros. HMimocTpaTHBHBIE NPHMEPHI
uHruouTopoB ACE BKJIFOHAIOT KANTONPWIL, SHATATPUI U JIU3UHOIPHIL.

[0143] ARB, xak u unruoutopsl ACE, Onokupyror nefictBue anruorensuHa II. ARB
ONOKHMPYIOT peLenTopbl aHruoTeH3MHa Il B KPOBEHOCHBIX COCyHax M HAANOYEeYHHKaX. B
KpPOBEHOCHBIX cocylnax ARB BbB3BIBAIOT paciiMpeHHe BeH M apTepHil, YTOObI CHU3UTH Kak
IpenHarpy3ky, Tak M TIOCTHAarpy3ky. biokupoBaHue peuentopoB aHruoreHsuHa II B
HAJNOYEYHHKAX YMEHbIIAaeT BBIOPOC albJOCTEPOHA, HYTO, B CBOK Ouepenb, YBEIHIHBAET
SKCKpeLuro HaTpus u Boabl. Mmmroctpatusable mpuMepel ARB BkiIFO4aroT BancapTas, J103apTaH

U upoecapTaH.
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[0144] bema-6iokamoper  CHUXAIOT CTUMYJISALUIO CHUMITATHYECKOW HEPBHOM CHCTEMBI,
CHIDKAIOT YaCTOTy CEpAEYHBIX COKpAllEeHHWH M apTepHalibHOE NaBJIEHUE, yiydiias (yHKIHIO
JIEBOTO XKeNyA04Ka, FeMOJUHAMUKY U BBIHOCIMBOCTD K pu3Hueckol Harpy3ke. MimrocTpaTuBHbIe
npuMepbl 0eTa-0JIOKATOPOB BKJIFOYAIOT aTEHOJIOJN, MPOMPAHOJION, OUCOMPOJION, KapBEAUJIOI U
METOIIPOJIOIN C 3aMEJIEHHBIM BBICBOOOKAEHUEM.

[0145] Anmazonucmel  MUHEPANOKOPMUKOUOHIX peyenmopos (MRA) wnu "aHTaroHUCTbHI
aJbIOCTepOHA" TIPENCTABISIIOT COOOH IMypeTHYecKHe JIeKaPCTBEHHBbIE CPEACTBA, KOTOPBIE
MPOTUBOAEHCTBYIOT NEWUCTBHIO aJbJOCTEPOHA HA MHUHEPAJIOKOPTHUKOHMIIHBIE PELENTOpbl. JTa
IpyIIa JIEKapCTBEHHBIX CPEACTB YacTO HCIIOJIB3YETCsl B KaueCTBE JOMOJHUTENbHONH Tepanmuu B
KOMOMHALMK C APYTHMMH JIEKAPCTBEHHBIMU CPEICTB ISl JICYEHHS XPOHHYECKOH CepaevHOil
HenocTaTouHocTH. MnmoctpatusHble npuMepbl MRA BKITIOUAOT CITUPOHOIAKTOH U ATUIEPEHOH.
[0146] Mooynsmop munepanoxopmuxouonvix peyenmopos (MRM) wucnonws3yeTcss s
OIUCaHUsA COEIMHEHUS], KOTOpO€ MPOSIBIISIET TKaHecTIeUpUUECKUH 1581051
KJIETOYHOCTIELM(UUECKUII aHTarOHU3M K peLentopaM, JuOO TMOJHBI aHTAaroHu3M, JubO
YACTUYHBII aHTATOHU3M.

[0147] Henpunusun pacuienisieT HaTpUNypeTUYeCcKue MeNnTHAbL, KOTOpble OTBETCTBEHHBI 32
NOTEPI0 HAaTpUs U BOABI IPU Meperpyske >KeaylouKoB cepiua. 3ajepkka HUX paclleneHus
npoaneBaer ux 3PEGeKThl U yaanser OoJibllie HATpUs W BOObI W3 OpraHU3Ma, yMeHbIas
BHYTPUCOCYAMUCTBII O0OBEM U apTepuajbHOE J[ABJIE€HUE, YTO IPUBOAUT K CHIDKEHHUIO
NpeHArpy3KH H TOCTHArpy3ku. WILTIOCTpaTHBHBIM NPUMEPOM HHTUOWTOpa HENPHIIM3HHA
ABJsieTcs: cakyoutpus. MHruOuTopel HEeNmpuIIM3WHA MOTYT Takke KoMOumHHpoBaThcs ¢ ARB B
HOBOM KJIaCcCE€ JIEKAPCTBEHHBIX IpenapaTtoB B Ui JIeU€HHs] CepAeYHOM HEeAOCTaTOYHOCTH,
Ha3bIBAEMbIX HHIMONTOpPaMH PEeLieNTOPOB aHIMOTEeH3UHA/Henpuin3uHa. IlepBriii B cBoeM Kiacce
JIEKapCTBEHHBIA Mpemapar cakyOuTpwi/Bajcaptan coderaer B cebe ARB (Bamcapran) ¢
UHrUOUTOPOM (pepMeHTa HenmpUTH3uHa (CaKyOuTpuII).

[0148] Jpyrue nexapCTBEHHbIE NPEnapaTbl, KOTOPbIE MOKHO MCMOJb30BaTb AJIA JICUEHUS
HFrEF, u, Takum o0pa3oM, Tak:ke MOKHO CUHMTATh "CpPEeICTBAMH CTaHAapTHOH Tepamuu HF",
BKJIFOUAIOT JUYPETUKHU U NeTNIeBble TUYPETUKHU (Takue Kak, Harpumep, pypocemun, OymeTaHua u
TOpCeMHUA),  AWTUTAINC  WJIM  JApPyrHMe  WHOTPOMHBbIE  JIEKAPCTBEHHbIE  Ipenaparsbl,

rUApaia3uH/u30copOua TUHUTPAT, UBaOpaauH (MOAYIATOp CHHOATpHaNbHOrO (SA) y3na) wiu
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Apyrue JeKapCTBEHHble mnpemaparbl i JedeHus HF B COOTBETCTBMM C MpPaKTHYECKUMH
pekomennauusmu. Cm. Yancy C.W. et al,, "ACC/AHA/HFSA focused update of the 2013
ACCF/AHA guideline for the management of heart failure: A report of the American College of
Cardiology/American Heart Association task force on clinical practice guidelines and the Heart

Failure Society of America, J Am Coll Cardiol.70(6):776-803 (2017).

V.  JIpyesue mepanesmuueckue cpeocmea

[0149] Beenenue warudburopa SGLT2, kak OMuUCaHO B JAHHOM JOKYMEHTE, TAK)KE MOXKET
NPOUCXOAUTh B KOMOMHALIMKM C OJHUM WJIM HECKOJbKUMU "IPYTUMH TEParneBTUYECKUMHU
cpencrBamu”. Mcronedyemasi B JaHHOM JOKyMeHTe (ppasa "nmpyrue tepaneBTHYecKHe cpencrna”
0OBIYHO HE BKJIIOYAET CpeAcTBa cTaHAapTHOH Tepanuu HF, oOcyskneHHbIe BBILIE, €CIU KOHTEKCT
HE YKa3bIBAeT UHOE.

[0150] Jlpyrue TeparneBTHYeCKHUEe CPECTBA, KOTOPbIe MOTYT ObITh BBEAEHBI C MHTHOUTOPOM
SGLT2, onucaHHbIM B JaHHOM JOKYMEHTE, BKJIFOYAIOT MPOTHBOAMAOETHYECKHE CpPEICTBa,
CpeACTBa MPOTHUB OXKUPEHUs, AHTUTUIIEPJIUIIIEMUYECKUE CPEICTBA, AHTHATEPOCKIEPOTHIECKUE
CPEeACTBa, AHTUTUIIEPTEH3UBHBIE CpencCTBa, AHTUTPOMOOLIUTApHBIE CpenCTBa,
AHTUTPOMOOTHYECKHE CPeICTBa WIIM aHTHKOATyJSIHTHbIe cpeacTsa. "Jlpyroe TepameBTHUYECKOE
cpeacTBo" MOXKET HaxomuTbcs B (opme (apmManeBTHUECKH NPUEMIIEMON COJIM, COJIbBATa,
CMEIIAHHOTO COJIbBATA, KOMILIEKCA UJIH IIPOJIEKApCTBA.

[0151] Beenenue nnruouropa SGLT2 "B koMOMHAIIUK C OJHUM WJIH HECKOJBKUMH APYTUMH
TEpaneBTUYECKUMH  CPEACTBAMM"  BKIIOYAeT OJHOBPEMEHHOEe (CONyTCTBYIOIIEE) WM
MOCJIEZIOBATENILHOE BBEICHHE B OJJHO U TO K€ WIM B PAa3JIMYHOE BPEMsS U B ONHON M TOH XK€ WU
npyroii apmaneBTHUECKONH KOMITO3ULINH (HApUMep, IIIII0JIe, TabNeTKe, Kamncye).

[0152] B HekoTOphIX cCiydasx Ipyroe TeparneBTHYeCKOe CPEACTBO MPEACTaBisieT CoOOM
NPOTHBOANA0ETHUECKOE CPeNCTBO, Takoe Kak Ouryanun (Hanpumep, MeTGOopMHH) W/ WK
uaruoutop DPP4  (Hanpumep,  cakCarJMNTHH, JIMHAIVIMOTUH WM CUTAJIUITHH).
WUnnmrocTpaTuBHBIE  TpUMeEpPbl  KOMOMHHPOBAHHBIX — NMpOAyKTOB  uHrubutop SGLT2 +
NPOTUBOINA0ETHYECKOE CPENCTBO BKIIIOYAIOT: Nanaraugo3suH/MeTpOPMUH C 3aMeIJICHHBIM
BBICBOOOKIIEHUEM (XIGDUO®), nanarauI03uH/CaKCarIuITHH (QTERN®),

nanarnuduosus/cakcarmuntua/mMeropmur - (QTERNMET®),  xanarnmugiaozun/merdhopMuH
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(INVOKAMET®), kanarnmugpao3uH/MeThOpMHUH € 3aMEUICHHBIM  BBICBOOOXKIIEHUEM
(INVOKAMET XR®), sMIarIn(I03UH/ TMHATITATITHH (GLYXAMBI®),
smmarauduosun/mMerpopmur (SYNJARDY®), smnarnugio3nH/MeThOpMUH € 3aMEAJICHHBIM
BoicBOOOKIeHHEM (SYNJARDY XR®), spryrnudnozun/merdpopmun (STEGLUROMET®) u
spryrudnosus/curarmuntu (STEGLUJAN®).

V. Cnocobut neuenun HFrEF ¢ nomouyvio esedenusn unzubumopa SGLT2

[0153] B Hactosmem wuzobperenun npenycmotpeH crnocoO sedenns HFrEF y maruenra,
IPEeNyCMaTPUBAIOLINN BBEIEHUE MALMEeHTy 3(PQEKTHBHOrO KOJIWYECTBA MHIHOMTOpA HATPHIi-
rIFOKO3HOro KotpaHcmoprepa 2 (SGLT2), kak omucaHO B JAaHHOM JOKyMeHTe. B HEKOTOpBIX
BApUAHTAX OCYIIECTBJIEHUs NALMEHT TakxXke uMeeT nuader 2 Tuma. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHHs MTALIMEHT He UMeeT quadera 2 TUIa.

[0154] B Hacrosimem wu3oOperenun Takke mnpeaycmorper crnocod sedenuss HFrEF vy
narmenta Oe3 T2D, mpemycmarpuBaromiuii BBEACHHE MNALMEHTY 3(PQPEKTHBHOTO KOJNYECTBA
uaruouTopa SGLT2, rae y nanueHta He HAOJIONAIOTCS HE)KeJATeJIbHBIE SIBIICHHS, CBSI3AHHbIE C
novye4yHoi nucyHKIue, BO BpeMs JeUeHMs.

[0155] B Hacrosiimem wu3oOpereHMu Takke mpeaycMoTpeH cmnocob nedenuss HFTEF vy
naupenta ¢ T2D, npemycmarpuBaroliuii BBeAE€HHE MALUEHTY 3(PQEeKTUBHOIO KOJIMYECTBA
unruoutopa SGLT2, rae y nauueHta He HaOJIONAIOTCS HEXKeJaTeNIbHbIE SIBIEHMHSI, CBSI3aHHbIE C
NOYeYHOH nucyHKIMEH, BO BpeMs JICUSHHSI.

[0156] B HekOTOpBIX BapuaHTax OCYLIECTBIEHHUs "OTCYTCTBUE HEXKENATEJbHBIX SIBJICHUM,
CBA3aHHBIX C IOUYEYHOH MUCHYHKIMEH', BKIOYAET OTCYTCTBHE CHIDKEHMS WJIM MHUHHMAJIbHOE
CHIDKEHHE YpOBHEH pacueTHOH ckopoctu kiyboukosoil ¢unbrpaimn (eGFR) y naunmenra,
OTCYTCTBHE TEpMHHAJIBbHON cTaguu mnouedHoi HepocrtatouHoctu (ESRD) w/unm orcyrcrBue
CMEpTH IO MPUYNHAM, CBSI3aHHBIM C MIOYEYHBIM HapyIIEHHEM, BO BPEMsI NPOXOKACHUS Tepariu
uHruouropom SGLT2.

[0157] B HexoTopeix BapuaHTax ocyiuectsieHuss uHruourop SGLT2 npencrasisier coboit
nanarnugo3nH, KaHarmugIo3uH, >MOArIUQIO3NH, CcOTarau(IO3UH, HUNparaudosuH WIH
5pTyrnudno3uH wiu ($apMaleBTUYeCKH IMPUEMIIEMYIO COJIb, COJIbBAT, CMELIAHHbII COJbBAT,

KOMIUIEKC WJIH TIPOJIEKAPCTBO.
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[0158] B mo MeHpimelf Mepe OAHOM BapuaHTe ocyliecTBieHuss wuHruourop SGLT2
npencrasisger coboil mamarnuduo3nH WM (apMaLEeBTUYECKH IMPUEMIIEMYIO COJIb, COJBBAT,
CMEIIAHHBIA CONbBAT, KOMIUIEKC MJIU MPOJEKAPCTBO. B HEKOTOPBIX BapuUaHTaxX OCYLUECTBIICHHUS
manaraugIo3UH NPEACTaBIeH B (JopMe HEKPUCTAIINYECKOTO TBEPIOro BelecTsa. B HeKoTophIx
BAPHAHTAX OCYILIECTBIICHUs Hanariau(Io3iH MpeiCcTaBiIeH B (OopMe KPUCTAILIMYECKOTO TBEPAOTO
BelllecTBa. B HEKOTOpBIX BapHaHTaX OCYILECTBJIEHHs JdanariuduosuH mpencrasieH B (opme

conbaarta (S)-npormnerrnukos ((S)-PG), KoTopelii IMeeT CTPYKTYPY:

Cl OEt

HO

HO OH

OH e,

[0159] B HexkoTopbIx BapuaHTax ocyuiectsieHus wuHruourop SGLT2 (manpumep,
nanarnu@ao3uH) BBOAST MALMEHTy MEPOpPajbHO OIUH Pa3 B CYTKU. B HEKOTOPBIX BapHaHTax
OCYILECTBJICHHUS NanarjiugIOo3uH BBOAST MAMEeHTy B Ao3e 2,5 mr, 5,0 mr uiu 10 Mr onuH pas B
CyTKHU. B 1Mo MeHbIeli Mepe OTHOM BapHaHTe OCYIIECTBIICHHS 1032 BBOAUMOTO Aanariaudio3nHa
coctasysier 10 mr.

[0160] B Hekoropeix BapuaHTax ocyuiectBieHus crocod nedennss HFrEF y mauwmenta
JOITOJIHUTEJIBHO npeaycmMaTpmuBacT BBCACHIUEC I10 MEHbIIEN MEpEe OOHOI'0 Apyroro
TEPANeBTUYECKOr0 CpeACTBa MNauueHTy. Jlpyroe TepameBTUYECKOE CPEACTBO BBOIAT C
uaruouTopom SGLT2 B TO¥ ke win Ipyroit papManeBTUYeCKON KOMITO3UIMH U B TO K€ WJIH B
Pa3INIHOE BpEMS.

[0161] B HekoTOphIX BapHaHTax OCYLIECTBJICHHUs] IPYroe TeparneBTUYECKOEe CPEACTBO
NpPEeACTaBIseT COOOW MPOTHBOAMAOETHYECKOE CPEACTBO, CPEACTBO TMPOTHB  OKUPEHUS,

AHTUTUTICPIUITUACMUYICCKOC CpCacCTBO, AHTHUATCPOCKICPOTUICCKOC CpCACTBO,
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AHTUTUNEPTEH3UBHOE CPEACTBO, AHTUTPOMOOLIMTApHOE CPENCTBO, AHTUTPOMOOTHUECKOE
CPeACTBO WJIM AHTHKOATYJISTHTHOE CPENICTBO.

[0162] B HexkoTOpbIX BapHaHTax OCYILIECTBJECHHUS [pPyroe TepamneBTUYECKOEe CPEACTBO
IpencTaBisier co0OH  NMPOTHBOAMAOETHYECKOE  CPENCTBO. B HEKOTOPbIX  BapHaHTax
OCYLIECTBJIEHUs] IPOTHBOAMA0OETHYECKOE CPEACTBO TpenAcTaBisieT coOol OuryaHun w/wimm
uHruoutop DPP4. B HEKOTOpBIX BapHaHTAax OCYLIECTBIEHUs OUTyaHUA MpPEACTaBisAeT COOOMH
MeThOpMUH HIH ero (apMaleBTHUYeCKH MpPUEMJIEMYI0 COJb. B HEKOTOpBIX BapHaHTax
ocymectBienus: uHruoburop DPP4 mnpencrasisier coOOH CaKCArJIMNTHH, JIMHATJIUNTHH WA
CUTArJIMITHH WIN UX (apMaLleBTUUECKU IPUEMIIEMYIO COJIb.

[0163] B mexoroperx BapuaHTax ocyuiectsienus nauueHt ¢ HFrEF nonydaer onno wnum
HECKOJIbKO cpencts craHnapTHoi tepanuu HF nnsa nedenus HF mo wunu BO Bpemsl BBEINEHUS
unruduropa SGLT2. B HekoTOpBIX BapuaHTaX OCYIIECTBJCHHs CPEICTBa CTAHIAPTHON Tepanuu
HF BbIOpaHbI U3 IpyIIBL, COCTOAIEH U3 HHTMOUTOPOB aHTMOTEH3UHIIPEBPAINAOIero ¢pepMeHTa
(ACE), OnokatopoB peuentopoB anruorensuHa II (ARB), Oera-OmokaTtopoB, Cpencrs,
BJIMAOIINX Ha MUHEPAJIOKOPTUKOUAHBIC PpeLEnTOPHhL, TaKHUX KakK AHTAarOHHUCTHI
MHHEPAJOKOPTUKOUAHBIX perientopos (MRA), HHrHOUTOPOB HEMPUIN3UHA U TUYPETHKOB.
[0164] B onpeneneHHbIXx BapMaHTaxX OCYLIECTBJEHUS MO MEHbILIEH Mepe OIHO U3 CPEACTB
cranpaptHoii tepanun HF mnpencrasnsier coboii TepaneBTHdeckn 3¢ (eKTHBHOE KOIUYECTBO
uHruouropa anruoreHsunnpespauiaroero pepmenta (ACE).

[0165] B onpeneneHHBIX BapuaHTax OCYLIECTBJIEHHMs] MO MEHbLIEH Mepe OJHO M3 CPEACTB
cranpaptHoii Tepanun HF mnpencrasnsier coboii TepaneBTudecku 3G (EKTHBHOE KOJIHMYECTBO
6nokaropa peuentopa anruorensuta 11 (ARB).

[0166] B onpeneneHHbIX BapuaHTax OCYLIECTBJEHHUs MO MEHbLIEH Mepe OIHO U3 CPEACTB
cranmaptHou Tepanuu HF npencrasisier coboit GeTa-0mokaTop.

[0167] B onpeneneHHbIX BapuaHTax OCYLIECTBJEHUS MO MEHbLIEH Mepe OIHO U3 CPEACTB
cranmaptHoi  Tepammu  HF  mpencrasnsier  coboif  cpencTBa,  BIMSIOIUME  HA
MUHEPAJIOKOPTUKOUJHBIE PELENTOpPbl, TaKHW€ KaK AaHTAarOHUCTbl MHUHEPAJIOKOPTUKOUAHBIX
peuentopos (MRA).

[0168] B onpeneneHHBIX BapHaHTax OCYLIECTBIEHUs O MEHBIIEH Mepe OJHO U3 CPEINCTB

cranpaptHoii Teparmu HF mnpencraBnsier cobolff mHruOutop Henmprin3uHa. B HEKOTOPBIX
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BapUAHTAX OCYIIECTBJIEHUS] MHTMOUTOP HENMPUIN3MHA KOMOMHUPYIOT C OJIOKaTOPOM peLenTopa
anruorensuHa Il (Hanpumep, cakyOuTpmI/BancapTaH).

[0169] B onpeneneHHbIX BapuaHTaxX OCYLIECTBJEHHUs IO MEHbLIEH Mepe OIHO U3 CPEICTB
cranmaptHoi Tepanuu HF npencrasisier co0oii MeTeBOi TUYPETHK.

[0170] B HekoTOpBIX BapHaHTax OCYyIUNECTBJeHUs BBeaeHue uHruouropa SGLT2 manueHty
IPUBOAMT K IO MEHbIIEH Mepe OAHOMY U3 CIENYHOUX Pe3yJbTaTOB:

1) yBEeJIMUEHHE IepHOAa BPEMEHH [0 IePBOrO sIBICHHs, OOYCIIOBJICHHOTO CEepAEYHOI
HenocrarouHocTeio (HF), w/mnn neranpHoro cepaeuno-cocyaucroro (CV) sBneHus; u/mnu

(11) CHIDKEHUE YXYILIEHUs] CHMIITOMOB CEPAEYHON HEAOCTATOUHOCTH, /WK

(1i1)  yMeHbIIEHHe KOJHYeCTBA SBJIEHHUH, OOYCIOBJIEHHBIX CEPIEYHOH HETOCTATOYHOCTBHIO,
W/UIHN CHIDKEHHE YaCTOThl BOSHUKHOBEHUS JIETAJIbHOTO CEPAEYHO-COCYAUCTOTO SBJICHUS.

[0171] B HekoTOpbIX BapWaHTax OCYyIIECTBIeHUs "siBneHuwe, oOycioBneHHoe HEF",
npexacTasiser coboi rocnuranuzanuio no npuanHe HF wnn cpouHblll METUIIMHCKUN BHU3UT 11O
npuuuHe HF.

[0172] B HEeKxOTOpPBIX BapHaHTax OCYIIECTBJIEHUs rocnuranu3auus no npuunHe HF Bkimrouaer
CTALIMOHAPHOE JIEYEHUE MPOAOJDKUTENLHOCTBIO IO MEHbIIEH Mepe 24 vaca ¢ NEPBUYHBIM
auarnosoM HF.

[0173] B HekOTOpBIX BapHaHTax OCYINeCTBIeHHWs BBeneHue wuHruouropa SGLT2
o0ecrieunBaeT yMeHblIeHHEe o0lIero kojgudectsa rocnuranusanuii no npudnHe HF. OOmee
KOJIMUECTBO rocrnuTanu3anuidi no npuunHe HF BkirouaeT mnepByl0 W/WIM TOBTOPHBIE
TOCIUTAIU3ALIH.

[0174] B HekoTOpBIX BapuaHTax OCYINECTBJEHUs rocnuranusauus no mnpuunHe HF
00yCIIOBIIeHa OTHUM WJIM HECKOJIBKHMH M3 CIEAYIOINX KpuTepues: (1)  HOBbIE UJu
yxynmaromuecs: cumnromsl HF, HaGmrogaromuecs y nauueHTa; u/umm

(11) oObexkTUBHBIE MaHHBIE OTHOCHTEIBHO HOBBIX WM yxymmarommuxcs cumnromoB HF; w/mmm
(111) nayano unu uHTeHcH(ukauus crnenuduyeckoro nedenuss HF. B Hexoropeix BapuaHTax
OCYIIECTBJIeHHs rocnurtanu3anus no npuanHe HF obycioBieHa BceMu BbIIIENEpEYHCICHHBIMU
KpUTEpHUsIMU. B HEKOTOpPBIX BapUaHTax OCYLIECTBJIEHUS HOBbIE WJIM YXY/LIAIOIINECS CUMITOMBI

HF, wnaOnroparormuecss y TAlMEHTa, BKJFOYAKOT OJBIIIKY, CHIJKEHHE BBIHOCIUBOCTH K

2
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¢dusnueckoll Harpyske, yCTajJoOCTb W/WIM APYrHMe CHUMIITOMbI yXYAIleHus nepdysuu opraHa-
MHUILICHN W Meperpy3ku o0beMoM. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS

O0BbEKTUBHBIE JAHHbIE OTHOCHUTENPHO HOBBIX WM yXyamarommxcs cumnromoB HF BkirouaroT
pe3yJbTaThl MEAMLMHCKOTO OCMOTpa, KOTOpBle, Kak moyaraercs, cwsi3abl ¢ HF, w/mmm
nabopaTopHBle JaHHBIE OTHOCUTEIBHO BHOBb BO3HHKINEH wmim yxygmatomeiics HF. B
HEKOTOPBIX BapUAHTAX OCYIUECTBJIEHUs PE3YJbTAaThl MEJULIUHCKOIO OCMOTPAa BKIKYAIOT IO
MEHbLIeH Mepe [1Ba U3 CIENYIOIUX Pe3yJIbTaTOB: NephU(pepUuecKril OTeK, YBEeIHUSHHE B3Iy THsI
JKMBOTA WJIM ACLIUT, JIETOYHBIE XPHITbI/BIIa’KHBIE XPUITBI/KPENHUTALMIO, TIOBLIIIEHHOE aBJICHUE B
SAPEMHON BEHE W/WJIN TMEYEHOYHO-SIPEMHBIA peduroke, S3-ranon w/wim KIMHAYECKH 3HAYUMOE
i OBICTPOE yBENMUYEHHE Beca, CBSI3aHHOE C 3aJepKKOH JKUIKOCTH. B HEKOTOphIX BapHaHTax
OCYILIEeCTBJIEHHUs J1JaDOpaTOpHbIE AaHHBbIE OTHOCUTEILHO BHOBb BO3HUKIIEH WM yXyZIIAroIeincs
HF Bxmro4aroT nmo MeHbIIEH Mepe OAMH M3 CIENYIOIMHUX Pe3yJbTaTOB. IOBBIIICHHBIE
KOHLIEHTpaUMK Harpuilyperndeckoro mnentuna Tuna B (BNP)/N-konnesoro ¢parmenra
npenmectseHHHKa BNP (NT-proBNP), cormacyromuecss ¢ aeKOMIEHcCaluel cepaeyHoin
HEAOCTATOYHOCTH, PEHTTE€HOJIOTMYECKHE NaHHbIE OTHOCUTENIBHO JIETOYHOM THIIEPEMUH;, AaHHbIE
HEMHBA3UBHOW JMArHOCTUKU KJIMHUYECKH 3HAYMMOIO TMOBBIIIEHHOIO [aBJIECHUs 3alOJHEHUs
JIEBOTO WJIM TIPABOTO SKENYAOYKA MIM HU3KOI'O CEPIeYHOro BhIOPOCA WIIM JaHHBbIE MHBA3UBHOM
JUArHOCTUKU C MOMOILIBI) KAaTETePU3aLMU MPaBbIX OTAEIOB cepAua. B HEKOTOpBIX BapuaHTax
OCYLIECTBJIEHUs] Ha4daJlo WM WHTeHcH(ukauus crneuuduueckoro sedeHuss HF Bxirodaer mo
MEHbUIEH Mepe OAHO W3 CIENYIOLIEro. YCUIEHHE MNepOpalbHOM AUYyPETHYECKOW Tepanuu,
BHYTPUBEHHOE BBEICHUE NUYPETUYECKOrO WIH Ba30AKTUBHOI'O CPEACTBA WUJIM BMELIATENILCTBO C
MOMOIIBI) MEXAaHWYECKHX CPENCTB WM XUPYPrUYeCKOe BMELIATeIbCTBO. BMemarenscTBo C
NOMOLIBK)  MEXAaHUYECKUX CPEACTB WIM XUPYPIHYECKO€ BMELIATENbCTBO  BKJIIOYAET
MEXaHUYECKYIO MOAAEePKKY KPOBOOOPALIEHUS HIIH MEXaHUUECKOe YAaleHHe )KUIKOCTH.

[0175] B HexkOoTOpBIX BapuaHTax OCYLIECTBJICHHSI € CPOYHBIH MEJULIMHCKHI BU3HUT IO
npuunHe HF mpencrasnser co0oif BU3UT B OTAENEHHE HEOTJIOXKHOW MOMOIIHU IS MEPBUYHON
nuarHoctukn HF, HO mpu sTOoM He Tpebyercss rocnuTanmsanys. B HEKOTOpPBIX BapHaHTax
OCYLIECTBJICHUs] CPOYHBbIN MeaHUMHCKHUN BU3UT no npuunHe HF npencrasnser coOol cpouHbId
BHEIUIAHOBBIA BH3UT B KaOuHeT Bpaua misi nepBuuHOr amarHoctuku HF. B HekoTophix

BapuaHTax OCYLICCTBJICHUS y IMAallUCHTA Ha6n}oz[an1/105 CHUMIITOMBI cep):[equi/'I HEAOCTATOYHOCTU
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W/MIN HUMENUCh pe3yNbTaThl MEIUIMHCKOTO OCMOTpa W/HWiu JabopaTOpHbIE pe3YJIbTaTH,
CBUJETENBCTBYIOLME O BHOBb BO3HMKIIENH miaM yxyawmaromelics HF. B HexoTopbIx BapuaHTax
OCYILIECTBJICHUs Y MallMeHTa HaOI0 a0 TCs OAMH WK HecKosbko cumntoMoB HF, BEIOpaHHBIX 13
IPYIIIbIL, COCTOSIIEN U3 OJBILIKY, CHI)KEHHUS BBIHOCIMBOCTHU K (pU3HUeCKOll Harpyske, yCTaJoCTH
W/MIN IPYTUX CHMIITOMOB YXYALIEHUs nepy3ur opraHa-MHUIIEHH HIIH neperpy3ku odremom. B
HEKOTOPBIX BAPMAHTAX  OCYLIECTBJIEHUs  MALUEHT  MOJy4aeT  HaydajlbHOE W1
uHTeHCH(UIpOBaHHOe criennpuieckoe neueHrne HF. B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS
B ClIydae CPOYHOI0 MEANIMHCKOro Bu3nTa no npuunHe HF Tpedyercst BHyTpUBEHHAs Teparus.
[0176] B HeKOTOpBIX BapWaHTax OCYINECTBIeHHs BBeneHue wuHruoutopa SGLT2
o0ecrieunBaeT yBeqnueHre nepruoaa BpeMeHu 1o jetanbHoro CV sBneHus.

[0177] B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHUS OOECHeYyMBAeTCs OTCPOYKA B OTHOLIEHUH
BPEMEHH [0 TMEepBOrO SIBJICHHs, OOYCJIOBJIEHHOTO CEpIeYHOH HENOCTaTOYHOCTBIO, W/WIN
JIETAJIbHOTO CEPAEYHO-COCYAUCTOTO SIBJIEHUS Ha Mepuo] OT 6 mecsuesB A0 24 MecsleB mocie
nepeoro BBeaeHus wuHruomropa SGLT2. B  HekOTOpeIX BapWaHTax OCYILIECTBICHHS
obecrieunBaeTcss OTCPOYKAa B OTHOLICHWH BPEMEHH JO IEePBOTO SIBJIEHHs, OOYCJIOBJIEHHOTO
CEpPACYHON HENOCTATOYHOCTBIO, Ha Mepuox OT 6 MecsueB A0 24 MecsleB IMOcCiIe NEPBOro
BBeneHuss uHruoutopa SGLT2. B HEKOTOpbIX BapHaHTaX OCYILIECTBJIEHHUS O0ECTEeunBAETCS
OTCPOYKA B OTHOLIEHUM BPEMEHU JI0 JIETAJILHOTO CepAEeYHO-COCYAUCTOrO SIBJIEHUS HA MEPUOA OT
6 MecseB 10 24 MecsiLeB Noce nepeoro BBeaeHus naruouropa SGLT2.

[0178] B HeKOTOpBIX BapWaHTax OCYINECTBIeHHs BBeneHwe wuHruomropa SGLT2
obecrieunBaer CHIKeHUe yxynameHus cumntomoB HF y manumenra, nedeHne KOTOpOro
OCYILIECTBIISIIOT. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUs CHI)KEHHE YXYALIEHUS CHMITOMOB
CepAEeYHON HeJOCTATOYHOCTH Yy NALUEeHTa IPOJOJIKAeTCsl B TeueHue 12-36 mecsLes.

[0179] B HekoTOphIX BapwaHTaX OCYIIECTBJICHUS CHIDKEHUE YXYIUIEHUS CHUMIITOMOB
CepAeYHON HEAOCTATOYHOCTH XapaKTePU3yeTCs YMEHBbIIEHHEeM KOJIMYEeCTBAa TOCMUTAIN3aLui
naiueHTa no npuuuHe HF. B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUsS CHUXEHHE YXYILIEHUS
CUMIITOMOB CEPACYHON HENOCTATOUHOCTH XapaKTEPU3YETCsl YMEHbIIEHNEM KOJIMYECTBAa CPOUHBIX
MEAULMHCKUX BU3UTOB MNALMCHTA MO MPUYNHE HF. B HEKOTOPBIX BapUaHTaxX OCYHICCTBJICHUSA
CpouHbIi MeauuuHCKHKA Bu3uT mo mnpuunHe HF mpenctaBnser coboit BU3UT B OTAENEHUE

HEOTJIO)KHOMN MOMOIIY WJTH CPOYHBIN BU3UT B aMOYJIATOPHOE METULIMHCKOE OT/IEICHUE.
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[0180] B HekOTOpBIX BapuaHTax OCYIIECTBJIEHUsS CHIDKCHHE YXYALIEHHUS CHMITOMOB
CepIeYHON HEeIOCTATOYHOCTH XapakTepusyercs: Oojiee BBICOKMM IIOKa3aTejieM NalueHTa I10
Kanzacckomy omnpocHuky anst OonbHbeIx Kapauomuomnaruedn (KCCQ) mno cpaBHeHuwo ¢
noKaszaTesieM manueHta a0 BBeneHuss wuHruoOuropa SGLT2. B HekoTOphIX BapHaHTax
ocyuiecTBiIeHUs Oonee BbICOKHi mokaszarens 1o KCCQ umeer MecTo B TeueHHe 8 MecsLeB 1mocie
Hauana BBeneHuss uHruoOmropa SGLT2. B HeEKOTOpBIX BapuaHTax OCYIIECTBJICHHUsA Ooiee
BbicOkui mokazatenb no KCCQ Ha mo MeHbleir Mepe 5 0aljioB BbIIE, YeM MOKa3aTelb A0
BBesieHnst nHruouropa SGLT2. B HekoTOpHIX BapHaHTax OCYLIECTBJIEHUS OoJjiee BBICOKHIA
nokasarens mo KCCQ Ha mo menbineir Mepe 10 OanioB Bbllle, YeM IMOKa3aTellb 1O BBEIACHUS
uaruouTopa SGLT2. B HEeKOTOpBIX BapHaHTax OCYLIECTBICHUs Ooyiee BBICOKHUH IOKa3aTelb IO
KCCQ na mo mensbineil mepe 15 OaymioB Bbllle, 4eM IOKa3aTeNb IO BBENEHHs MHTHOUTOpa
SGLT2.

[0181] B HexkOoTOphIX BapuaHTax OCYIIECTBJIEHUsS CHIJKEHHE YXYILIEHHWS CHMITOMOB
CepIeYHOM HeIOCTaTOYHOCTU XapakTepusyercs: Oojiee BBICOKUM IIOKa3aTejieM IalKeHTa I10
OMpOCHUKY oOiel oueHku usMeHeHus: coctosiHus mauueHToM (PGIC) mo cpaBHeHuo ¢
IoKaszaTesleM TmaiueHta 10 BBeneHus uHruoburopa SGLT2. B  HEKOTOpBIX BapHaHTax
OCyIIeCTBIeHUs1 Ooyiee BhICOKMIA mokasatesib o PGIC uMeer MecTo B TeueHue 8 MeCsIeB MOCTe
Hauaja BBeneHusi uHruOuropa SGLT2. B HekOTOpBIX BapHaHTax OCYIIECTBJICHHs OoJee
BbICOKMH nokazarenb o PGIC Ha mo MeHbLIel Mepe 1 Oanu BbIle, YeM MMOKa3aTesb 10 BBEIECHUS
uaruouTopa SGLT2. B HEeKOTOpBIX BapHaHTax OCYLIECTBICHUs Ooyiee BHICOKUI IOKa3aTelb 110
PGIC na mo meHbluell Mepe 2 0ana Bbllle, YeM OLIEHKAa A0 BBeneHus uHruouropa SGLT2. B
HEKOTOPBIX BapUaHTaxX OCyLIeCTBIeHHs Oosee BhICOKUi mokasatenb no PGIC Ha Gonee uem 2
Oana BbIIe, YeM NOKa3aTeNb 10 BBeneHuss nHruoutopa SGLT2.

[0182] B HekoTOphIX BapwaHTaX OCYIIECTBJICHWUS CHIDKCHHE VXYILIEHWUS CHUMITOMOB
CepIeYHON HEeIOCTAaTOYHOCTH XapakTepusyercs: Oojiee BBICOKMM IIOKa3aTelieM NalueHTa II0
OMPOCHUKY OOIIel OUeHKH TsokecTH coctosiHus mnaruentoM (PGIS) mo cpaBHeHmio ¢
nokazaTteieM TanueHTa A0 BBemeHuss uHruouropa SGLT2. B  HeKoTOpbIX BapuaHTax
ocylIecTBIIeHUs1 Ooiee BBICOKUI mokasarenb 1o PGIS umeer mecto B TedueHue 8 Mecses mocie
Havana BBeneHuss uHruOuTopa SGLT2. B HeKOTOpBIX BapuaHTaX OCYILIECTBIEHUs Ooee

BBICOKHMI mokazarenb o PGIS Ha mo meHbiieit mepe 1 Oast Bbile, 4eM MoKa3aTelNb A0 BBEICHHSI



56

uHruoutopa SGLT2. B HEeKOTOpBIX BapHaHTax OCYLIECTBJIEHUs Ooyiee BBICOKHI MOKa3aTeNb MO
PGIS Ha no meHbleli Mepe 2 Oana BbIlIe, YeM MOKa3aTelb 10 BBeaeHus naruoutopa SGLT2. B
HEKOTOPBIX BapHaHTaxX OCYILECTBJIEHHs Oosiee BBICOKHMI mokasaresnb 1o PGIS na Oonee uem 2
Oasia BbIIIE, YeM MOKa3aTelNb 10 BBeneHus nHruoutopa SGLT2.

[0183] B HeKkOTOpBIX BapWaHTax OCYINECTBIeHHs BBegeHue wuHruomropa SGLT2
o0ecrieunBaeT yMEHbLICHHE KOu4yecTBa siBiieHui, oOycnoBnenHbix HF, n/munmu obecneunBaer
CHIDKEHHUE YaCTOThl BOSHUKHOBEHHMSI JIETAJIbHOTO CEPAEUHO-COCYANCTOTO SIBICHUS.

[0184] B HeKOTOpBIX BapWaHTax OCYINeCTBIeHMs BBedeHue uHruouropa SGLT2
o0ecrieunBaeT yMEHbIIEHHE KOJWYecTBa siBJeHud, oOycioBieHHeix HF. B HekoTophix
BapUAHTAaX  OCYLIeCTBIEeHUs  siBieHHe, oOycmoneHnoe HF, mpencrasmsier  coboii
rocnuTanusanuo 1o npuuuHe HF wunu cpounsli menuuuHckui Bu3uT no npuuuHe HF. B
HEKOTOPbIX BapUaHTaX OCYyIIeCTBIeHuss BBeaeHwe wuHruouropa SGLT2 obecnednBaer
YMEHBLICHUE KOJIM4YeCTBa rocnutanu3amuii no mnpuunHe HF. B HEkOTOpBIX BapuaHTax
ocymectBienuss BBenenne wuHruoOuropa SGLT2 obecneunBaeT yMeHbBIIEHHE KOJIHMYECTBA
CPOYHBIX MeOUUMHCKUX BU3UTOB no npuunHe HF. B HekoTopbIXx BapuaHTax OCYLIECTBIIEHUS
CpouHBIll MenuUUHCKMHA BU3UT no npuunHe HF mnpencraBnser co0oif BU3UT B OTAENEHUE
HEOTVIOXKHOM momomu. B HEKOTOpBIX BapUaHTaX OCYLIECTBIEHHUs B Cily4ae CpPOYHOIO
MenuIHCKoro BusuTa no npudanHe HF Tpebyercs BHyTpuBeHHAs Tepamnus.

[0185] B HekoTOpBIX BapMaHTaX OCYINECTBICHUA BBeAeHHe uHruomropa SGLT2
o0ecrieunBaeT CHIKEHHE YaCTOThl BOSHUKHOBEHHUS JIETAJIbHOTO CEPAESYHO-COCYAUCTOTO SIBJICHUS.
[0186] B HeKOTOpBIX BapHaHTax OCYyINeCTBIeHHs BBeneHue wuHruoOuropa SGLT2
obecriednBaeT yMEHbIIEHHE COBOKYITHOCTH rocrnuranusanui no npuunHe HF nnm nerampHOrO
CepAEUHO-COCYAUCTOTO SBJICHUSI.

[0187] B HekoTopbIX BapuaHTax ocyllecTBieHus BBeneHue naruouropa SGLT2 B3pocibiM ¢
HFrEF obecnieunBaer CHIDKEHHE PHCKAa CMEPTH MO MPHYHHE CEPASYHO-COCYAMCTOrO HAPYIIEHHS
U YXyIUIEHUS CepAeYHON HEeJOCTaTOYHOCTH M OOJierdeHHe CHMIITOMOB — CepAeuHOH
HEIOCTaTOYHOCTH.

[0188] B nexoropbix Bapumantax ocyinectsieHus eGFR mnamumentra ¢ HFrEF cocrasnsier

>30 min/mun./1,73 M2  no BBemenuss wuHruOuropa SGLT2. B HekoTophlx BapuaHTax
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ocymectsienus: eGFR naumnenta ¢ HFTEF coxpansiercs Ha yposHe > 30 mi/muH./1,73 M2 BO
BpeMsi BBeneHust nHruouropa SGLT2.

[0189] B nexoropeix BapuaHTax ocyuectsieHus y mnauueHta ¢ HFrEF yposenp N-
KOHLIEBOTO (pparMeHTa MpeAllecTBEHHIKA HaTpuitypeTnyeckoro nentunaa tuna B (NT-proBNP)
B IIJIJa3M€ KPOBH COCTaBJIsIeT IO MeHblIel Mepe 400 nr Ha MIJITUIUTP, IO MeHbluel Mepe 600 nr
Ha MIJUTMJIUTP WM 1O MeHblIel Mepe 900 nr Ha MUJUTHIIUTP 110 BBeAeHus nHruouropa SGLT2.
[0190] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS MALMEHTY ObUT MOCTABJIEH MEIHIIMHCKUIT
nuarso3 cumrnromarndeckoit HFTEF no Beenenuns narnduropa SGLT2. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHUs] ManueHTy Obul ObiTh mocTaBieH nuarHo3 HFrEF 3a mo menblneli mepe nBa
Mecsna 1o BBeneHust uaruonropa SGLT2.

[0191] B HexoTOpbIx BapuaHTax ocymectsieHuss y nauueHta ¢ HFrEF naOmoparorcs
Gubpunnsus npeacepanil u/unm TperneraHue npeacepanii 1o BBeneHust nHruoutopa SGLT2. B
HEKOTOpBIX BapuaHTax ocymectsieHus y nauuenta ¢ HFrEF ne nabmonarorcst ¢pubpruranms
npencepanii W/ WM TpereTanue npencepanii 1o Beenenus naruouropa SGLT2. B mo MeHbmei
Mepe OJHOM BapHaHTE OCYIIECTBJIEHHUsS CIIOCOOBI, pPACKPBITBIE B JaHHOM JIOKYMEHTE,
o0ecreunBarOT CHUKEHHE YacTOThl BO3HUKHOBEHMs (GUOPHIIISIIUN NPeACepaAuil v MalueHTOB C
HFrEF, y xoTopbix He Obuto (UOPUIUIALNHN MPeacepauil W/Wau TpeneTaHus Mpeacepauil a0
BBezieHst nHruouropa SGLT2.

[0192] B HekoTOphIX BapWaHTax OCYINECTBJIECHUs BBeAaeHue wuHruomropa SGLT2
obecrieunBaer cHwkeHne HbAlc y mauuenra ¢ HFtEF. B HekoTOpbIX BapuaHTax OCyIIECTBICHUS
BBenaeHne wuHruouropa SGLT2 olecneunBaeT CHUKEHHE CHCTOJMYECKOTO apTepHATbHOTO
nasnenus y nauueHta ¢ HFrEF. B HeKOTOpBIX BapHaHTaX OCYINECTBJICHHS BBEICHUE HHIHOUTOpA
SGLT2 obecneunBaer ymeHnbineHne Beca maruenta ¢ HFrEF. B ompeneneHHbIX BapuaHTax
OCYILECTBJICHHUS] PACKPBITBIE CIIOCOOBI MPUBOIAT K CHIKeHHIO ypoBHEH NT-proBNP y manuenra.
B HekoTOpBIX BapuaHTax OCYINECTBJIEHUs CHIDKEHHE HMEET MECTO B TeueHHe § MecsleB ¢
Hauana BBeneHHus nHruouropa SGLT2. B onpeneneHHbIX BapUaHTaX OCYIIECTBIEHHs PACKPBIThIE
CHOCOOBI IPUBOAAT K ycTOMUMBOMY cHMkeHuI0 €GFR (Ha myi/mun./1,73 M%) y nanuenra.

[0193] B HEKOTOpBIX BapuaHTax OCyLIeCTBiIeHUs BBeneHue naruouropa SGLT2 npusoaur k

yayuineHuro B oTHomeHuu knacca HF cormacno NYHA.



58

[0194] B HeKOTOpBIX BapHaHTax OCyliecTBiIeHus BBeaeHue naruouropa SGLT2 npusonut k
YMEHBLICHUIO KOJUYECTBA MOBTOPHBIX rocnuranusauuil no npuunHe HF wiam yMeHbLIEHHIO
HOBTOPSIIOINUXCS  siBJIeHHH, oOycnoBneHHbIXx HF. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIECHUS
HOBTOpsItOINUeCs siBieHust, oOycnosneHHble HF, BkimowaroT rocnmrammsanmo no npuunHe HF
WJIM CPOYHBIA MEAULUHCKUN BU3UT 1o mpuunHe HF.

[0195] B HEKOTOpBIX BapuaHTax OCYLIECTBiIeHus BBeneHue nHruouropa SGLT2 npusoaur k
Ooylee HM3KOH YacTOTE Cly4aeB CMEPTH OT BCEX NMPHYMH y marueHToB ¢ 12D mmm Ge3 Hero,
HaIpuMep, CIy4aeB CMEPTH MO NPUYUHAM, CBA3AHHBIM C CEPAEYHO-COCYAUCTBIM HAPYIIEHUEM, U
IO NMPHUYMHAM, OTIIMYHBIM OT CBSI3aHHBIX C CEPAEYHO-COCYAMCTHIM HapylleHHeM. B HekoTOpbIX
BapUAHTaX OCyLecTBIeHUs BBeneHne uHruoOutopa SGLT2 mpuBOOUT K CHIIKEHHUIO HYaCTOTHI
CJIy4aeB CMEPTHU IO MPUYMHAM, OTIUYHBIM OT CBA3AHHBIX C CEPAEUHO-COCY AUCTBIM HAPYLIEHUEM.
[0196] B npyrom acrmekte B HAcTOSIIEM H300pPETEHHWH MPENyCMOTPEH Croco0 CHIKEHUS
NIOKa3aTeNs JOCTHKEHHUS TePBHYHON KOMOMHHUPOBAHHOW KOHEYHOH TOUKH, BKIIIOYAIOIIEH CMEpPTh
0 MpPHUYMHE CEepPAEeYHO-COCYAUCTOrO HapylIeHusl, rocnuraiusauuio no npuyuHe HF wnnm
CcpouHblli MeauuMHCKUM Bu3uT no npuuunHe HF, y nmanmenta ¢ HFrEF, neuenue koroporo
OCYLIECTBIIAOT ¢ nomouipto uHruoburopa SGLT2 u cpencts cranmaptHoii Tepanuu HF, rne
NOKa3aTelb CHWXKAETCS OTHOCUTENbHO IOKA3aTeNs y MalUeHTa, Je4eHHe KOTOPOro
OCYLIECTBJIIIOT TOJBKO C MOMOLIBIO CpeAcTB craHpapTHou Tepanuu HF. B npyrom acnekre B
HACTOsAIIEeM U300peTeHUH MPeNyCMOTPEH CIIOCO0 CHUXKEHUS TTOKa3aTess JOCTHKEeHHUs: BTOPUYHON
KOMOWHUPOBAHHOW KOHEYHOH TOYKH, BKIIFOYAIOIIEH CMEPTD MO MPUUYHUHE CEPASUHO-COCYIUCTOrO
HapyuleHus: wid rocnuranusauuio no npuunde HF y nmanuenta ¢ HFrEF, neuenue xoroporo
OCyLIeCTBISIIOT ¢ momourpto uHruomropa SGLT2 u cpencts cranmaptHoil tepanuu HF, rme
MOKAa3aTelb CHIJKAETCSl OTHOCUTENIbHO I[IOKA3aTejlss Yy MalMeHTa, JIeYeHHe KOTOPOro
OCYLIECTBJIIIOT TOJBKO C MOMOIIBIO CPEACTB cTaHmapTtHoi tepanun HF. B HekoTOpBIX
BapuaHTax ocyuiectBienuss uHruOutop SGLT2 mnpeacraBnsier coOoii mamariugo3uH HIH
(dapmaneBTHUECKH TNPHEMIIEMYIO COJIb, COJIbBAT, CMEIIAHHBI COJNbBAT, KOMIUIEKC WIIH
IPOJIEKAPCTBO. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHs Aanaringo3uH BBOAAT B no3e 10 mr
OJIUH Pa3 B CYTKH.

[0197] B nmpyrom acnekte B HAcToOALIEM HM300pETEHHMH TMPEAYCMOTPEH  CIOCO0

NPpEAYIPEXKACHNA UIW OTCPOUKH JICTAJIBHOTO CEPACUHO-COCYAUCTOr0 OCJIOXKHCHUS Yy IMallu€HTa C
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HFrEF 6e3 T2D, mnpeaycmarpuBaroLiuii BBeAeHHE MNALUEHTY 3(P(GEKTUBHOIO KOJINYECTBA
uaruouTopa SGLT2, kak OMUCaHO B JAHHOM JIOKYMEHTE.

[0198] B HacrosiimeM u300peTeHMH TakXKe MPEAYCMOTPEH CIOCO0 MPEeayNpeKAeHHs WU
OTCPOYKH JIETAJbHOTO cepaedHo-cocyaucTtoro sipienust y mamuenta ¢ HFrEF u T2D,
npeayCMaTpPUBAIOLIUI BBeAeHHEe nanueHTy 3 dexTuBHoro komuuectsa nuruouropa SGLT2, kak
OMUCAHO B JAHHOM JJOKYMEHTE.

[0199] B HekoTOpbix BapuaHTax ocyuectieHusi uaruourop SGLT2 mpencraBnsier coboii
nanarmudaosna  (FARXIGA®), kanarmudiaosua  (INVOKANA®), smmnaraugio3uH
(JARDIANCE®), spryrimudnosun (STEGLATRO®), corarnudno3un uimu unpariau@io3uH, UiH
(apmManieBTUUECKN TIPUEMIIEMYIO COJIb, COJbBAT, CMEIIAHHBIA COJNbBAT, KOMIUIEKC WIJIH
IPOJIEKAPCTBO.

[0200] B mo MeHblieii Mepe OZHOM BapHaHTe oOCyulecTBieHHsT uHruourop SGLT2
npexacTaBiser coOoi mamarmugosdH, Kak OMHMCAaHO B JAHHOM JOKYMEHTe. B HEeKoTOphIX
BapUAHTAaX OCYLIECTBIEHUs AanariudIo3uH BBOAAT B no3e 2,5 mr, S mr wiu 10 Mr oguH pas B
CyTKU. B 1o MeHbIel Mepe OIHOM BapHaHTE OCYLIECTBJICHHUS Aanarin(Jio3uH BBOAST B 103€
10 Mr oguH pa3 B CyTKU.

[0201] B nmpyroMm acmekTe B HACTOSIIEM H300pETEHMHM TakKXKe MPEAYCMOTPEH CIOco0
YMEHBLIEHUs] O0IIero KOJMYeCTBa CpeacTB craHmapTtHoit Tepanuu HF, npuHuMaembIx
naimmedHToM ¢ HFrEF 6e3 T2D, npemycmarpuBarommuii BBeneHHE NAUUEHTY 3(P(EKTUBHOTO
konmnuectsa nHruOuTopa SGLT2, Kak OMUCaHO B JAHHOM JIOKYMEHTE.

[0202] B HacrosimmeM H300peTeHHMH TakKe MPENyCMOTPEH CIOCO0 YMEHBINEHUs O0IIero
KonuuecTsa cpeacts cranaaptHoil tepanuu HF, npunumaemeix nmaumentom ¢ HFTEF u T2D,
IpeayCMaTPUBAIOIINI BBeeHHE alneHTy 3G dekTHBHOro konudectsa naruouropa SGLT2.
[0203] B HexoTOphIX BapuaHTax OCyLIeCTBJIEHHMsI BBefeHue nauueHty ¢ HFrEF
s¢dekrrBHOrO KOHuecTBa uHruoOuTopa SGLT2, kak onmucaHo B JaHHOM JOKYMEHTE, IPUBOIUT
K TOMYy, 4YTO TMALUEHT MOXET YMEHbUINTb OOIIee KOJUYECTBO MPUHUMAEMbIX CpPEICTB
cranpaptHoii Tepamuun HF. B HekoTOphIX BapuaHTax OCYINECTBJICHHs OOIIee KOJHYECTBO
cpencts crangaptHoii Ttepanuu HF ywmenbmaercs no 2, 3 wim 4. YMmeHblneHue oOIIero

KOJINYECTBA CPEACTB cCTaHAapTHOW Tepannu HF, kOTOpple MNauUEeHT MOOMKEH MNPUHUMATH,
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yJIy4IIaeT KadeCTBO JKU3HHU, 00ycJOBJIeHHOe 310poBbeM, y nanueHtos ¢ HFTEF ¢ TD2 u Ge3
HEro.

[0204] Crnenyroomuii mpuMep AOMOJHUTEIBPHO WLIKOCTPUPYET HACTOsLIee M300peTeHue, HO,
pasymMeercs, ero He CJIEAyeT paccMaTpuBaTh KaKk KaKUM-THOO 0Opa3oM OrpaHHUYUBAIOLIMN €ro

o0BeMm.

ITPUMEP 1

PesyabTatel kinHn4eckoro ucciaenopanus ¢pasni Il DAPA-HF

[0205] Beenenne

[0206] bospliue KIWHUYECKHWE HCCIENOBAaHMUS, BKIIIOYAIOIINE YYaCTHHKOB C AuabeToM 2
tuna (T2D), mokasamu, 4TO MHIHOMTOpPHI HATPUH-TIIOKO3HOro KorpaHcmoprepa 2 (SGLT2)
CHWKAIOT PHMCK TOCMMTAIM3allid MO TNPHUYMHE CepjedHoil  Hexoctarounoctn  (HF). '
[TpumMedaTenbHO, OAHAKO, YTO OONIBIIMHCTBO MALMEHTOB B 3TUX HccienoBaHusx He nvenu HF Ha
HCXOIHOM YPOBHE, a MOJjb3a OT JieueHus: ¢ nomoubio uHruOutopa SGLT2 B 3HaumMTeIbHON
CTEIIEHH OTpa’kaeT NpenynpekAeHHe BIEPBble BO3HUKIUNX sBJIEeHHH, oOycnoneHHbx HF.
Crnenyer OTMETUTD, YTO YMEHbBIIEHUE YNCIIA CIy4aeB FOCMUTAJIM3ALNM 110 MPUYMHE CEepAeHHOM
HEJOCTaTOYHOCTH HaOMI0JAnoch B paHHEM IEpHOAE IOCie PAaHAOMM3ALUH, YTO MOBBIIIAET
BEPOSITHOCTb HAJIWYMs MEXaHM3Ma WM MEXaHU3MOB MAEWCTBHUS, OTJIMYHBIX OT TeX, KOTOpbIE
OOBIYHO TMOCTYJHMPYIOTCS Uil OOBSCHEHUs NMPEHMYIIECTB B OTHOLIEHHH CEPAEYHO-COCYAMCTON
CHCTEMBI CPEJICTB TEPANH, 0OECTIEUMBAKOIIMX CHIKEHUE YPOBHS MIIIOKO3bL ™~ B ononHeHne K
INYpPETHKaM U CBSI3aHHBIM C HUIMH MeMOJUHAMUYeCKUM aefictBreM nHruoutopos SGLT2, Taxxke
OblT TpemIokeHbl 3((EeKThl B OTHOIIEHHH MeTaboju3Ma MHOKapaa, MepPeHOCYHKOB HOHOB,
Gubpo3a, amUMOKMHOB M MOYEBOH KMCJIOTHL > BONBIIMHCTBO U3 3THX EHCTBHH, a TaKxke
COXpaHEHHE TIOoUevHOW (YHKLUHU, TaKkXKe IMPEANOJOKUTENbHO TMOJEe3HO Ui MAIeHTOB C
YCTaHOBJICHHOW CEpACYHOH HEMAOCTATOYHOCTBIO, B TOM uHcie Oe3 nuabera, Ha KOTOPBIX
unru6utopbl SGLT?2 He 6bun nposepersbr. #1011

[0207] Knunnueckoe wuccnenosanne DAPA-HF (manmarmuduo3uH W mpeaymnpexneHue
HE’KeJlaTeJIbHBIX UCXOJO0B MPU CepAeYHON HENOCTATOYHOCTH) pa3padoTaiu Ui MPOCIIeKTHBHON
oueHkH dddexTuBHOCTH U Oe3onacHocTy uHruouropa SGLT2 nanarnugno3uHa y marueHToB

XPOHHUYECKOH CepaeyHON HEAOCTAaTOYHOCThIO CO CHIKeHHOH (pakimeti BeiOpoca (LVEF < 40%)



61

kak ¢ T2D, Tak u 6e3 nero. '>!° B 3ToM npumepe NpencTaBleHbl Pe3yabTaTbl KIMHAYECKOTO
uccienosanus ¢assl [II DAPA-HF.
[0208] Crnoco0b1

I1naH ¥ KOHTPOJIb UCCIEIOBAHUS
[0209] Kowmmnanusi AstraZeneca BBICTYIWJIa CIIOHCOPOM HCCIIEIOBAHUS, a Takke coOpajna u
NpoaHanM3upoBasia nanusle. >3 Vccnenopanue NpoOBOAMIM M OMyOIMKOBBIBAIM B COOTBETCTBUH
C TIPOTOKOJIOM H IUIAHOM CTaTUCTUYECKOTo aHanu3a. MccnenoBanue ObU10 0100pEHO KOMHTETOM
[0 3TUKE B KaXAOM HCCIIENOBAaTENbCKOM LIEHTpe. be30macHOCTh MalueHTOB B HCCIENOBaHUU
PeryJIipHO MpOBepsIach HE3aBUCHMbIM KOMHTETOM I10 MOHHUTOPUHIY JaHHbBIX. AHAJIU3BI
CrIIOHCOpa ObUTM BOCHPOM3BENEHBbl HE3aBHCUMOH aKaleMH4YecKOW Ipymnmod U3 YHHBEpcUTeTa
I'nasro.

ITanmneHTHI-YyIaCTHUKH UCCIETOBAHMIS

[0210] TpeboBaHus sl BKIIOYEHHUST B HUCCISIOBAHUE BKJIIOYAJIN BO3PACT MO MEHbIICH Mepe
18 ner, cumnromsl kmacca 1L, III wmwm IV HF no xnmaccudukamuu Hpro-Hopkckoit
kapauonorndeckoi accoumauun (NYHA), u ¢pakuuro BbiOpoca, coctasisiomyo 40% wmu
meHbiie. TpeOoBanmoch, 4YTOObI ypoBeHb N-KOHIIEBOrO (parmMeHTa IpeIIecTBEHHUKA
Hatpuityperndeckoro nentuna tuna B (NT-proBNP) B mia3me KpoBH y Mai[HeHTOB COCTaBJISUIT
1o MeHblIe Mepe 600 Nr Ha MIJITMIIUTP FUTH, €CJIM OHU OBUIM MOCHHUTAIN3UPOBAHBI 1O IPUIHHE
CepAEeYHON HEOCTATOYHOCTH B T€UEHUE Mpenbinymux 12 mecsies, 4ToObl ypoBeHb NT-proBNP
cocTaisu 1o MeHbInei Mepe 400 nr Ha muwuHTp. Tpedoanock, yTods! ypoeHb NT-proBNP
y HauueHToB ¢ (GuOpWLIIIUed npeacepaull Wik TPEeNeTaHueM NPEACepPAHA Ha UX HCXOIHOU
3JIEKTPOKapaUOrpaMMe  COCTaBsT 1O  MeHbined Mepe 900 mr/mii, HE3aBUCHMO  OT
FOCIUTAIN3ALNY IO NMPUYUHE CEPAEYHOI HENOCTaTOYHOCTU B aHaMmHe3e. IlalueHThbl JONIKHBI
ObLTM TONy4YaTh CTAHAAPTHYIO JIEKAPCTBEHHYIO TEPANUI0 M allapaTHYI0 Tepanui CepAevHON
HEeOCTaTOYHOCTH, BKJIOYasi WHrUOMTOp aHruoteHsuHIpespamatromero ¢epmenta (ACE),
onokatop peuentopoB aHruorensnHa (ARB) wnu cakyOurpu/Bancapran;, Oera-0mokarop, eciu
HE TIPOTHBONOKA3aH M  HET  HENEePEeHOCHUMOCTH, M  CpPEACTBA,  BJMSIOLIME  HA
MHHEpaJOKOpTHKOUAHbIe perentopel (MR), ecnmu 3T0 cumtaercss uenecooOpasHbM. Jlo3bl
JOJDKHBL  OblIM  OBITh  MHAMBHUAYAJIbHO ONTHMHU3MPOBAaHBl B COOTBETCTBHM C LENAMHU,

PEKOMEHAOBAHHBIMU B PYKOBOACTBAX, U AOJIXKHBI ObUTH OBITH CTAOMJIBHBIMM B TEUEHHE IO
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MeHblIeH Mepe 4 Henenb (3a UCKIIFOUeHHEM IUYPETHKOB, J03bl KOTOPBIX MOTJIH ObITh THOKUMN).
HccnenoBarenssM peKOMEHIOBaJ M, 4YTOObI MAMEeHThl C 1guabeToM 2 THMA MPOXOJLKAIH
NPUIEPKUBATBCSA CBOMX CPENCTB Tepamnuy, 00eCHeYHBAIOLUINX CHIKEHHE YPOBHS TIIIOKO3BI, HO
OHa MOrIJa OBITh CKOPPEKTHPOBaHa MO Mepe HEeoOXOMUMOCTH. B wacTHOCTH, B NPOTOKOIE
yKa3aHo, 4YTO J03a UWHCYJWHA, CYJIb(OHWIMOYEBMHbl WM KaK WHCYJIMHA, TaK W
CyNb(OHUIMOYEBHUHBI MOXKET ObITb YMEHbIIIEHa, YTOOBl MUHUMHU3UPOBATb PUCK THIIOTIHKEMHY,
HanpuMep, y MalueHTOB ¢ UCXOMHBIM ypoBHeM remornodouna A1C (HbAlc) Huke 7%.

[0211] Kputepun uCKIIOUEHUs] BKJIFOYAIM HENABHEE JICYCHHE C TOMOILIBI0 HMHIHOUTOpA
SGLT2 wnm ero HemepeHOCHMMOCTb, CaxapHbii auaber | THMa, CHUMITOMBI THIOTEH3WH WITH
CHCTOJIMYECKOE apTepHabHOE AaBJICHHE MeHee 95 MM pT. CT., HelaBHee YXYALIeHHEe CepIedHON
HEOCTAaTOYHOCTH WJIM JpyTHe CepAEeYHO-COCYIMCThIe SIBIEHHs MIN TpoLenypsl (Win
3aIUITAHUPOBAHHBIE TIPOLEAYPbI) U TPEAINONaraeMyl0 CKOPOCTh KIyOOYKOBOW (UIbTpaLuu
(eGFR) nmxe 30 mMn B MuHyTy Ha 1,73 M’ miomanu mHOBEPXHOCTH Tena (MMM OBICTPO
CHIDKAIOIIYIOCS (DYHKITHIO TTOYEK).

[0212] IIponeaypel UCCIENOBAHUS

[0213] Bce manueHTsl npenocTaBuiu MUCbMEHHOEe WH(POPMHUPOBAHHOE COTJIACHE M BOIILIHU B
14-nHeBHBIM MEPUOA BKJIKOUEHHUS, B TEUEHUE KOTOPOrO MPOBEPSUIM KPUTEPUU BKIIOYEHHs B
HCCIIEIOBAHNE M MCKIIIOYEHHUS] U3 HEro, a Takke COoOMpali UCXOMHYI0 MH(OPMAIHIO, BKIIIOYAs
pe3yJbTaThl KIMHUYECKOro oOcienoBaHus U jadopaTopHbIXx n3MepeHuil. Ilocie storo nepuona
MAlMEeHTOB ClydyalHbIM O0pa3oM pachmpeneiyidi Ha TCpynmnbl s nojydenus 10 mr
nanarnugo3uHa OAWH pa3 B CYTKM WM COOTBETCTBYIOINEro Iuianebo B COOTBETCTBHU C
CEeKBECTPUPOBAHHONH  (DHUKCHPOBAHHOM  CXEMOW  paHAOMH3AaLMHd C  HUCIOJIb30BAaHHEM
cOanaHCHPOBaHHBIX OJIOKOB I oOecreueHnst IPUMEPHOro COOTHOIIEHHSI OJUH K OTHOMY JBYX
cpencTs JedeHus. MccnenosaTenu UCIONb30BAIN HHTEPAKTUBHYIO CUCTEMY TOJIOCOBOI Min BeO-
CBS3M I TIOJIyYeHHs]  paclpeiesieHuss 10  TpynmaMm  JiedeHus.  PaHaoMH3anuio
cTpatuUIMPOBaIM Ha OCHOBAHMM AHMAarHo3a auabera 2 TWMA, OINpeNeNseMoro Jjaudo Kak
YCTaHOBJICHHBI IUarHo3, Judo kak ypoBeHb HbAlc 6,5% wnm Bbime (> 48 MMOJIB/MOIB),
MIOJTBEPKACHHBII B LIEHTPAJIBHOM JadopaTopuu npu cKpuHUHTe. [[allueHTOB OLEHUBAU Yepe3
14 u 60 nHEel mocie paHAOMH3AIMU C AKLUEHTOM Ha OLEHKY CEPACYHON HENOCTATOUHOCTH H

BOJIEMUYECKOTO CTaTyCa, HEXKENATEeNbHBIX SIBJICHHH W NPOBepKYy (YHKIMU TOYEK M KaJus.
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JlOTOTHUTENbHBIE BU3UTBI, MPEAYCMOTPEHHbIE NCCIIEOBAHUEM, IPOBOAMINCH Yepe3 4 Mecsla, a
3ateMm ¢ uHTepBasamMu B 4 Mmecsua. [Ipotokon TpeOoBaj, uTOOBI HCCIEAyEMOe JIEKapCTBEHHOE
CPENCTBO OKOHYATEJbHO OTMEHWJIM, €CIH BO3HUKJIN OEpeMEHHOCTh HIH JAUaOeTHYeCKHi
KeToauun03. YMeHblIeHne n03bl (10 S5 Mr mamarnmugo3nHa B CYTKH HJIM COOTBETCTBYIOLIETO
mianeb0) WM BPEMEHHOE MpeKpalleHue paspeliaid npu JoOOH CUTyaluud M3 CIETYHOIINX:
ocTpoM HeoxupgaHHOM cHwkeHMH eGFR, cHukeHnn oObema LUPKYJIUpYIOLIeH KPOBU HIIH
TUIIOTCH3UNU (I/I.]'II/I BO I/I36e)KaHI/Ie 3TOFO) C PEKOMEHAYEMbIM IOCICAYIOIIHUM YBEJIMUCHUEM O3Bl
(vs1 BO30OOHOBJICHHEM JICUEHHUS] ), TIIE 5TO BO3MOXKHO.

[0214] Hcxone! uccienoBanus

[0215] ITepBUYHBIN UCXOM MPEACTABISLI COOOH COBOKYITHOCTH IIEPBOIO SMU30a YXYIIEHUS
CepAeYHON HEJOCTATOYHOCTU WUJIM CMEPTHU MO NPUYMHAM, CBA3AHHBIM C CEPAEYHO-COCYIUCTBIM
HAapyLICeHHeM. OTH307 YXYIIIEeHUs CepAeYyHONW HENOCTATOYHOCTH MpPeAcTaBsul coboil mmbo
HE3aIUIAHHPOBAHHYI0 TOCIUTANM3ALMI0 [0 TPHYUHE CepAeYyHOH HeIoCTaTOYHOCTH, Jnbo
CPOYHBIM BHM3HUT [0 TNPUYUHE CEPAEUYHON HENOCTATOYHOCTH, TPeOYyIOIIUi BHYTPUBEHHON
tepanuu.'* TIepBbIM U3 BTOPUYHBIX HCXOMOB OblIA COBOKYMHOCTb FOCTHTANM3AINHI 110 MPUYHHE
CepAeYHON HENOCTATOYHOCTU WJIM CMEPTH MO MPUYMUHE CEpAEYHO-COCYAUCTOrO HApYLICHHUS.
JIOTIONTHUTENPHBIMA ~ BTOPUYHBIMH ~ FICXOZlAMH  AIBJSUINCH  0OINee KOJMYECTBO MOBTOPHBIX
rOCIUTANN3AINH IO PUYNHE CePAeYHON HeIOCTATOYHOCTH (BKIIFOYAsl TOBTOPHBIE TTIOCTYTUICHHS)
U CIy4aeB CMepTel MO NPUYMHE CepAESUHO-COCYAUCTOrO HAPYLICHUs, U3MEHEHUE OT UCXOAHOI0
ypoBHA 10 8 Mecsla mOKaszaress IO oOlmieMy IOKasaTeNro cUMnToMoB o KaHzacckomy
onpocHuky st 6oapHbIX Kapauomuonatueii (KCCQ) ¢ ucnonb3oBanuem mkansl ot 0 1o 100,
npudeM Oojiee BBICOKMI TOKa3aTeldb YKa3blBAeT HA MEHbINEEe KOJUYECTBO CHMIITOMOB, a
u3MeHeHHe Ha S5 WM Oojiee OaioB CUMTAeTCs KJIMHHYECKH 3HAuMMbIM'®; wacToTa
KOMOMHHMPOBAHHOIO MCXO/a, 3aKIF0YAIOIIErocs B YXYALIEHUH ITOUY€YHON (PYHKLIUH, COCTOSILEro
u3 ycroiunBoro cHmwkeHust eGFR Ha 50% wnm Oonblne, TEPMHUHAIBHOW CTaguM IOYEYHOH
HEOCTAaTOYHOCTH (ompenensemMoii kak ycroifumpas eGFR < 15 mi/mun./1,73 M?, nnurennHoe
Jle4eHHe ¢ MOMOIIBIO IHAN3a WIN TPAHCIUIAHTALMS [TOYKH) WK CMEPTH IO NPUYNHE MOYEIHOH
NaTOJIOTHH, W CMepTh MO JO0OH NpHUYMHE, BO BCEX CIydasX MJIUTEIbHbIH (yCTONUYMBBIN)

O3HaYaeT MPOAOIKAOLIUICS O MeHbIuel Mepe 28 rHeii. 1



64

[0216] Hcxonpl onieHUBaI KOMHUTET MO KJIMHUYECKUM KOHEUHBIM TOYKAM, OCJIEIJICHHBIN B
OTHOIICHUHM pacHpenesieHus IO TPyINnaM JIEUeHUs, COTJIACHO 3apaHee YCTaHOBJIEHHBIM

KPUTEPUSIM.

[0217] CratucTuyeckuii aHaIH3

[0218] [Mpennonaranu orHomenue prckos (HR) 0,80 ans nanariudgosuHa no cpaBHEHHIO C
mianedo i nepBu4YHOro ucxona. Mcnomib3ys ABYCTOPOHHUN yPOBEHb 3HAYMMOCTH 5%, aBTOPbI
HACTOSILIETO0 HM300pEeTeHus] paccuuTaiy, 4Tto 844 mepBUYHBbIE KOHEYHBIE TOYKH o0ecredar
CTaTUCTUYECKYIO MOLIHOCTE 90% niist mpoBepku runoressl. IIpu oxxugaemMoit esxerogHoi yacTore
spneHuit 11% B rpynne nedenus mianebo npumepHo 4500 manueHToB, Mo OLeHKaM, O0eCTIe I
HeoOXOOMMOe KOJIMYECTBO MEePBUYHBIX SIBICHUH, UCXOMS M3 MpeAIoaraeMoro nepuoaa Hadbopa
18 wMecsileB W CpemHEro mnepuoja MOCHEAYIOLIEro HaOMOIEeHUsT NpPUMEpHO 24 Mecsua.
Hcnonp3oBany 3aKpbITYIO0 MNPOLEAYPY TECTUPOBAHMS, BKIKOYAs NMPEABAPUTEIBHO ONpPEAEIEHHOE
UepapxXu4yeckoe TEeCTUPOBAHUE MEPBUYHBIX U BTOPUYHBIX KOHEYHBIX TOYEK B MOPSAJIKE,
yka3aHHoOM Bbie. Omubky I pona KOHTpOMMpPOBaIM MpPU ABYCTOPOHHEM YPOBHE 3HAUUMOCTH
0,0499 nns MHOXKECTBEHHOCTH B Ipeenax NEepBUYHbIX U BTOPUYHBIX KOHEYHBIX TOYEK WU C
Y4YETOM OTHOTO MTPOMEXYTOYHOT0 aHau3a 3((EeKTHBHOCTH.

[0219] JlaHHbIE BCEX CIIydalHO paclpenesieHHbIX MAlMEeHTOB ObUIM BKJIFOUEHBI B aHAJIU3bI
NEPBUYHBIX U BTOPUYHBIX HCXOJOB B COOTBETCTBUU C MPUHIIUIIOM aHAJIN3a B 3aBUCUMOCTHU OT
Ha3HAa4eHHOro JieueHus: McxoaHble XapakTepuCTHKU 000OLIanu Kak CpeJHHe U CTaHAapTHBIE
OTKJIOHEHHUS, MEIUAHbl U MEKKBAPTHJIbHBIE pa3Maxy WU MPOLEHTHL. IIpononpHble n3MepeHus,
TaKMe KaK ypOBeHb INMKHpoBaHHOro remorsioduHa (HbAlc) u Bec Tenma, aHamu3upoBaiu ¢
UCMONb30BAHUEM CMEIIAHHOM MOJENU s MOBTOPHBIX W3MEPEHMH, U OLEHMBAIU W3MEHEHUs
CPEeIHMX 3HAYEHUMN, OIpENEeNEHHbIX METOAOM HAUMEHBIUINX KBaJpaTOB, MEXAy TIpyIIamu
JedeHus, a Taxke 95% nosepuTeIbHbIE HHTEPBaANbL. JJaHHBIE O BPEMEHHU JI0 SIBJICHUS] OLEHUBAJIN
C HUCTONb30BaHMEM pacueToB mo Mertony Kammana-Meliepa u mozpeneil mpONOPIIMOHAIBHBIX
puckoB Kokca, cTpaTnpuuupoBaHHbIX 10 CTaTycy auabera, ¢ rOCHHUTAIN3ALNeN 1 JeUeHneM 1o
NPUYHHE CEePAECYHOH HEeIOCTATOYHOCTH B aHaMHe3e B KadyecTBe (akTOpoB ¢ (PUKCHPOBAHHBIM
spdexkToM (IS TOYEUHOW KOHEYHOM Touku Bimouanan wucxogHyro eGFR  Bmecto

roCrnurajnu3aliiu 1o IMpUYIuHe cep):[equﬁ HEOAOCTATOYHOCTHU B aHaMHGSG); OTHOIICHHSA PHUCKOB,
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95%  noBepuTeNbHBIE HMHTEPBalbl U JABYCTOPOHHHE  p-3HAYEHUS  PACCUUTHIBAIM  C
HCIOJIb30BaHNeM Mozenen Kokca.

[0220] OOmue (BkIrOYas MOBTOPSIOLIMECS) SIBIEHHSI aHAIM3HPOBAIHM C HCIIOJb30BAHUEM
NOJIyapaMeTPUIeCKO MOJEIH MPOMOPIHOHAIBHBIX PHCKOB, YTOOBI MpOBepUTH 3(hdekT
JICUCHUA U KOJIMYCCTBEHHO OLICHUTD Pa3JINvIue J'Ie“IeHI/ISI.16

[0221] OO6wuii mokazatenb cumntoMoB 1o KCCQ aHamu3upoBain Kak KOMOWHUPOBAHHYIO
PAHTOBYI0 KOHEYHYIO TOYKY, BKJIIOUAIOIIYIO JKU3HEHHBIM CTAaTyC MALHUEHTa 4Yepe3 8 MecsLeB
BMECTEC ¢ MU3MCHCHUEM OLICHKU OT UCXOAHOI'0 YPOBHA OO 8 MECsLa Y BbDKUBIINX MAIIUCHTOB, C
HCTIONIB30BAHUEM METOZa PAHIMOBOTO KOBAapUALIMOHHOIO AaHaju3a, C COOTBETCTBYIOLIUM
COOTHOIIEHHEM TIO0€/, WCIONb30BAHHBIM Il OLGHKH BeIMYUHBI 3(deKTa nedenust. '’
IIpoBoauny OLEHKY MOCTOSHCTBA 3 deKTa JeueHus cpean 14 mpeaBapUTeNbHO ONpeneIeHHbIX
noarpynm. IlpenBaputenbHO oONpeneseHHble aHATM3bI OE30MaCHOCTH BKIJIIOYAIN CEephe3HbIS
HEXCJIATCIJIbHBIC SABJICHUA, HCXKEIATCIIbHBIC SIBJICHUA, CBA3AHHBIC C ITPEKPALICHUEM UCCIIEAYEMOTI'O
JedeHus, "HekelaTesbHble SBJIEHUS, NPEACTAaBIAIOIINE MHTepec", T.e€. CHIDKEeHHEe oObema
]_[I/IpKy.]'II/IPYIOH_[eﬁ KpOBHU, TIOYCYHBIC HABJICHUS, CEPbLE3HBIC THUIONIIMKEMUYCCKUE SABJICHUS,
nepenoMbl  KocTell, nuabeTHYecKuil KeToanujo3, aMmnyTauuu; raHrpeHy @ypHbe u
npuMedaTesbHble JTA0OpaTOpHBbIE AaHHBbIE. JlaHHBIE O JPYrHX HEKeNaTeJbHbIX SIBJICHUSX HE
cobupany peryyispHO BBHAY OOJBLIOrO KOJIMYECTBA MPEAIIECTBYIOMNX JaHHBIX O O€30MacHOCTH
nanarnuduo3nHa. AHanu3bl O€30MacHOCTU BBINOJHSUIM Yy TALMEHTOB, KOTOpPblE MPOLLIH
pPaHOOMH3AIMIO M TMOJYYHIH [0 MEHbLIeH Mepe OIHy A03y Aamariuio3rHa WM Iuianedo.
Tounslii kpurepuii Puiepa UCMOIb30BAIN AJI CPABHEHUS YaCTOThI HEXKEJIATEIbHbIX SBJICHUM.
Ananm3pl ObUTH BBINOJIHEHBI ¢ Hcnojb3oBaHueM Stata Bepcun 15 (Kommemxk-Creiimen, Texac,
CITA) u R Bepcun 3.5.1 (R Foundation for Statistical Computing, Bena, Asctpust).

[0222] Pe3yabTaThl

HaHI/IeHTbI-VLIaCTHI/IKI/I HCCICAOBAHUA

[0223] C 15 despansa 2017 roga no 17 asrycra 2018 roma 4744 mauueHra ciy4daiiHbIM
o0pa3oM pacnpeAeTuiIi Ha TPyl AJst monydeHust 10 mr nanarnnguo3uHa OfUH pa3 B CYTKH
wm cootBercTBytomero ranedo B 410 nenrpax B 20 crpanax (¢pmr. 1). Xapakrepuctuku
MALMEHTOB M CPENCTBAa TEPaIlluu CepAeUYHON HeIOCTaTOYHOCTU OBLIM XOpOIIO cOalaHCHPOBaHbI

MEKy HCCIIEAYEMbIMH IPYIIIIAaMH Ha HCXOIHOM YpOBHE (Tadamuua 1).
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Taéanua 1. XapakTepuCTHKH NALUEHTOB HA HCXOJAHOM YPOBHe*

XapakTepHucTHKA HJanaraunduiosun Ilnane6o
(N =2373) (N =2371)

Bospacr — ner 66,2 +11,0 66,5+10,8

XKenckuii mon — kom-8o (%) 564 (23,8) 545 (23,0)

Paca — xon-Bo (%) ¥
Esporniconanas 1662 (70,0) 1671 (70,5)
Herpounnas nnu appoamepuxanckas 122 ( 5.1) 104 ( 4,4)
Aswnarckas 552(23.3) 564 (23.8)
Hpyrue 37 ( 1,6) 32( 1,3)

Permon — xoa-o (%)

Cesepnas Ameprka 335 (14,1) 342 (14,4)
Oxnas Amepuka 401 (16,9) 416 (17.5)
Espomna 1094 (46,1) 1060 (44,7)
A3natcko-THXO0OKCAHCKUH PETHOH 543 (22,9) 553 (23,3)

@OyukumonansHas kiaccuduxanust mo NYHA — kon-so (%)

I 1606 (67.7) 1597 (67.4)
I 747 (31,5) 751 (31,7)
v 20 ( 0,8) 23 ( 1,0)

Yacrora coKpalncHui cepaua — ya./MuH. 71,5+11,6 71,5+£11,8

CHCTOIHYCCKOE apTCPUATBHOC JABICHUC — MM PT. CT. 122,0£16,3 121,6+16,3

®paxkims BEIOpOCA IEBOTO JKeIy A0uKa - %o 31,2+6,7 30,9+6,9

Me aunansoe 3HaucHue NT-proBNP (IQR) — mir/mn 1428 (857,2655) 1446 (857,2641)

Wuaexc macce Tenal 28,2460 28,1+5.9

OcHOBHAs IPHYHMHA CEPACUHON HEXOCTATOYHOCTH — KOJI-BO (%0)

Himemuueckas 1316 (55.,5) 1358 (57.,3)
Heunmemmuaeckas 857 (36,1) 830 (35,0)
HewuzsectHas 200 ( 8.4) 183 ( 7,7)

Anammnes — xon-6o (%)
lNocruranuzanus 0o NpUYMUHE CEpACUHON HEIOCTATOUHOCTH 1124 (47.4) 1127 (47.5)
OuOpUUTALIS TIPS ACEPIUI 916 (38,6) 902 (38,0)
Caxapusiii ruabety 993 (41,8) 990 (41,8)

Pacuetnas GFR — m/mun./1,73 m? miomaan NoBepXHOCTH 66,0+19,6 65,5+19,3

TCaa 964 (40,7) 967 (40,7)

Pacuernas GFR < 60 mu/Mun./1,73 M? — xo1-80o (%)

Annapamnas mepanus — xon-6o (%) 622 (26.,2) 620 (26,1)
NmrimasTupyemsrit kapanosepTep-achudpumiaropd 190 (8,0) 164 (6,9)
CepaeuHast peCHHXPOHH3UPYIOIIAS Tepartis™ *

Jlexapcmeennolii npenapam 05 aeyenust cepoeyHol 2216 (93.4) 2217 (93,5)

HeO0CmAmMO4YHOC MU NPU 6U3UME PAHOOMU3AYUL — KOI-60 (%6) 1332 (56,1) 1329 (56,1)
Huypetuk 675 (28.4) 632 (26,7)
Wuarudurop ACE 250 (10,5) 258 (10,9)
ARB 2278 (96,0) 2280 (96,2)
CakyOurpui/Bancapras 1696 (71,5) 1674 (70,6)
Bera-6noxarop 445 (18,8) 442 (18,6)
AHTa,l"OHI/ICT MHHCPATOKOPTUKOUIHBIX PCUCTITOPOB
Hururanuc

Jlexapcmeennwiii npenapam, obecneuusaiouuil CHu;CeHue 504 (50,8) 512 (51,7)
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YPOBH3 2NIIOKO3bl, NPU 228 (23,0) 210 (21,2)
su3ume panooymusayuu — kon-60 (%) 11 161 (16,2) 149 (15,1)
buryanun 11(1,1) 10 (1,0)

CynshoHrIMOYCBHHA 274 (27,6) 266 (26,9)

Wuruburop DPP-4
Aronuct peuenropa GLP-1
Wucynun

[Tnroc-MHUHYC 3HAa4YEHHUs] MPEACTaBJeHbl B BHIE CpeaHux 3HaveHuid +SD. He Obuio HHMKaKux

Tt

* %

CYIIECTBEHHBIX Pa3IMINN MEXAY ABYMs IPYIIaMu AJsl JIF0OOH nepeMeHHOMH.

IIponieHTH MOTYT HE COCTABJIATH B LiesoM 100 u3-3a OKpyIJieHus.

ACE o6o3Havyaer aHruoTeHsuHmnpespamarommii pepment, ARB obo3navaer Onokatop
peuenTopoB aHruoreHsuHa, DPP-4 obosnauyaer munentugmnnentunasy 4, GFR ob6o3nauaer
CKOpOCTb KiyOoukoBoi (unbTpanun, GLP-1 o0o3HavaeT rirokaroHomomnoOHbIH mentua 1,
IQR ob6o3navyaer mexkBapTuiabHbIl pazmax, LVEF obo3nadaer ¢pakumio BbIOpoOca JIEBOTO
xenynouka, MRA o00o03HauaeT aHTarOHUCT MHHEPAJOKOPTUKOUIHBIX peuentopos, NT-
proBNP o6o3nauaer N-koHIeBOH (parMEeHT MNpeaIIecCTBEHHUKA HATPHIYpPETHYECKOro
nentuna tuna B, u NYHA o6o3Hauaer Hbm-ﬁopKCKym KapAUOJIOTUYECKYIO aCCOLIUALIUIO.
Pacy coobmanu uccienoBarenu.

HHpekc Maccel Tena pencTaBisier coOOH BeC B KMJIOrpaMMax, IeJIeHHBIH Ha KBaApaT pocTa B
MeTpax.

JononuutenpHbie 82 manueHTa B rpymnmne aanariu@iao3uHa u 74 B rpyrne mianedo umesnu
paHee HEIMArHOCTHPOBAHHbIN 1uabeT, OIpeneNeHHbli yYpPOBHEM  TINIMKUPOBAHHOTO
reMOrJIOONHa, COCTaBISIFOIUM  6,5% wnn  Beime (> 48 MMOJIB/MOJB), HU3MEPEHHBIM B
LIEHTPAJIbHOM 1ab0paTOpHH Kak MPU CKPUHHHTE, TAK U NIPU PAaHIOMHU3ALIH.

Cpenu maumeHTOB ¢ qua0eTOM B aHAMHE3€ Ha MCXOMHOM ypoBHE 993 malpeHTta B rpymnime
nanarnudao3raa u 990 nalueHToB B rpymmne miamnedo.

JIubo UMIUTAHTUPYE MBI KapaAuoBepTep-aepudpusLIATOp, h11(876) cepaeyHas
PECHHXPOHHM3HUPYIOLIAst TEPaIus ¢ IOMOLIbI0 AedhudpuiuisiTopa.

Cepnevnasi peCUHXPOHH3UPYIOIIAs TEPAIHs ¢ MOMOLIBIO TepudpusuiaTopa wiu 06e3 Hero.

[0224] BBeneHue nccaenyeMoro IekapcTBEHHOrO CPECTBA U MOCeAyIolee HaOM0eH e

[0225] 3a UCKIIIOUEHHEM CJIy4aeB IMpEeKpaLIeHHUs] MpueMa JIEKapCTBEHHOI'O CpeACTBa M3-32

CMepTHU MPUEM HCCIeAYEMOro JIEKapCTBEHHOTO CPecTBa OCTaHOBHIH Yy 249 marmenTos (10,5%),
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nojyuyaBmux panarnugiaosud, u y 258 manmentos (10,9%), nonyudasmux manedo (P=0,71).
Ilpu nocnepneil OLEHKE Cpeayd MNALUEHTOB, MPUHUMABIIMX HCCJIENYyEMBI JIEKAPCTBEHHBII
npemnapat, 2039 (98,1%) B rpymnmne namariaudgosduHa ocTaBaiuch Ha 10 Mr execyrouno; 1993
(98,2%) mnpuHMMAaMM SKBUBAJIEHTHYIO A03y Iwianebo. Hu onuH W3 MauueHToB B Trpymme
nanarnudo3nHa U 2 ManueHTa B rpymme Iuanedo MMeIr HeU3BEeCTHBIH JKU3HEHHBIH CTaTryc B
KOHLe uccnenosanus (¢ur. 1). MeauanHasi NpOJOKUTENBPHOCTD MOCAENYIOLIEro HaOMOAeHU
cocraBmia 18,2 Mecsma.

[0226] Hcxonel uccienoBaHus

[0227] VXynieHue siBjieHusi, 00YCIOBIEHHOIO CepIeYHON HEeIOCTATOYHOCTHIO, UIIH CMEPTh
IO NIPUYHHAM, CBS3aHHBIM C CEpAEYHO-COCYAVCTHIM HapylleHneM (TIepBUYHAsI KOHEYHAs! TOUKA),
umenu Mecto y 386 nmanuenTos (16,3%) B rpynne nanarnudiosusa u y 502 naruenTtos (21,2%)
B rpynne rianedo (oTHoinenue puckos 0,74; noseputenbHbiii uHTEpBan 95% [CI], 0,65-0,85;
P<0,001 (¢ur. 2A wu Tabiuma 2). Yactora sBIEHHH 1O BCEM TPEM KOMIIOHEHTaM
KOMOMHHUPOBAHHOTO ucxozna ONarompusTCTBOBAJA nanaraugao3uHy; HauboJee
YXYOIIAIOMNUMUCS ~ SIBICHUSMH, OOYCIIOBJIEHHBIMH CEPIEYHOW HEeIOCTATOYHOCTHIO, ObUIH
rocniutanusauuu (¢ur. 2 u tadauna 2). M3 nmanueHToB, nony4aBnx nanariugiosud, 231
(9,7%) rocnUTANM3UPOBATM 1O MPUYHMHE CEpAEYHON HENOCTATOYHOCTH MO CpaBHEHHI0 ¢ 318
narentamu (13,4%), nony4aBmumu tmianebo (otHowmenue puckos 0,70; 95% CI, 0,59-0,83;
P <0,001) (¢ur. 2B u Tadauna 2). CMepTh 110 NPUYMHAM, CBA3aHHBIM C CEPACYHO-COCYAUCTHIM
HapylieHueM, npousounuia y 227 nanuentos (9,6%) B rpynne nanarnudiaosuxa u 273 (11,5%) B
rpymme mianedo (oraomenue puckos 0,82; 95% CI, 0,69-0,98; P <0,03) (¢pur. 2C u Tabauna
2). Ha mpoTskeHUHM BCEro MCCIENOBAHHUSI YUCIIO MALMEHTOB, KOTOPbIM HEOOXOAMMO OBLIO ObI
HAa3HA4YUTHb ):[anarnn(bnosnﬂ I IPEAYIIPEKACHUS OAHOIO NEPBUYHOIO ABJICHUs, COCTABUIIO 21.

[0228] BTopuunbIii KOMOMHUPOBAHHBIA MCXOJI, BKIFOYAOIITUH TOCITUTAM3ALINIO TIO TIPUYHHE
cep):[equi/'I HEAOCTATOUYHOCTU WJIM CMEPTH MO MPUYKUHAM, CBA3aHHBIM C CEPACUHO-COCYAUCTBIM
HapyueHneM, ObUT CHIDKEH ¢ MOMOLIbI0 aanariudiosnna (oTHouenue puckos 0,75; 95% Cl,
0,65-0,85; P <0,001) (Tadauna 2). Bcero 6put0 567 mepBUYHBIX M MOBTOPHBIX siBJIeHUH (340
CJly4yaeB FOCMUTAINU3ALUU [0 MPUYMHE CepAEUHON HEAOCTaTOYHOCTH U 227 ciyyaeB CMEPTH IO
NPUYMHAM, CBSI3aHHBIM C CEPAEYHO-COCYIUCTBIM HapyLIeHHEM, V 382 MalMeHTOB) B TPYIIE

nanarnudo3nHa 1 Bcero 742 sisneHust (469 ciydaeB rocnuTaIM3alyy 10 MPUYUHE CepAeYHON
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HEJOCTaTOYHOCTH M 273 ciydas CMEPTU IO NMPHUYHHAM, CBSI3aHHBIM C CEpIEYHO-COCYIUCTHIM
HapymieHueM, v 495 manueHToB) B rpymme rmiarnedo, MpUBOAS K OTHOCHTENbHOMY pHUCKY 0,75
(95% CI1 0,65, 0,88; P <0,001) (Tadauua 2).

[0229] O6mwmit mokazarenb cumnrTomMoB mo KCCQ yBenmuymics ¢ UCXOOHOTO YPOBHS 1O 8
Mecsia B cpeqHeM Ha 6,1+18,6 6anna B rpynne nanarmudnoduHa u Ha 3,3+19,2 Gamna B rpymnmne
manebo (mexxrpynnosoe pasnuune 2,8 6amna; 95% CI, 1,6-4,0 (coorHowmenue noden 1,18; 95%
CI 1,11, 1,26; P <0,001) (Tradauua 2). [To cpaBHeHHIO ¢ mianedo y OOJbIIEro Yucia ManieHToB
B rpymnrne nanarnugo3uHa HaOMoaanoch yiydlleHue Mokasaress Ha IATh Ui Oosee Oayios
(58% mo cpaBuenuto ¢ 51%; OR 1,15, 95% CI 1,08, 1,23; P <0,001), u y MeHbIIEro 4ucia
Habmronanock yxyamenue (25% no cpasuenuto ¢ 33%; OR 0,84, 95% CI1 0,78, 0,90; P <0,001).
[0230] IIpenBapuTenbHO ONpeAENeHHbIH NOYeYHbIH KOMOMHUPOBAHHBIA HCXO UMEN MECTO Y
28 mauuentoB (1,2%) B rpymnmne panarnudao3uHa u 39 (1,6%) B rpynne muanedo (OTHOLIEHME
puckos 0,71; 95% CI, 0,44-1,16; P=0,17) (Tabauua 2).

[0231] Bcero 276 manuentos (11,6%) B rpynne nanariudmnosusa u 329 nanuentos (13,9%)
B rpymnme mianebo ymepJso mno yodoi npuynHe (oTHomeHue puckos 0,83; 95% CI, 0,71-0,97)
(¢ur. 2D u Tabmuua 2). Dddexrs nanarnudao3MHa B OTHOLIEHHHM YXYAIIECHUS CEPIEeYHON
HEIOCTaTOYHOCTU U cMepTH 000011eHb! Ha ¢ur. 3.

[0232] O¢pdexr panmarnudrosuHa B OTHOIIEHWHM MEPBUYHOTO HCXOAAa B LEJIOM  OBLI
OJIMHAKOBBIM BO BCEX 3apaHee OIpEAEJeHHBIX MOATrPYIIax, B TOM YHCIE y MalUeHTOB 0Oe3
nnabera Ha UCXOIHOM YpoBHE, x0T y nanueHToB 111 u IV ¢yHkimonansHex kiaccos mo NYHA
noJjib3a Obuta MeHblne, yeM y mauueHToB Il xmacca (¢ur. 4). B peTpoCneKTUBHOM aHau3e
HOATPYIIT TALHEHTOB, NPHHUMAIOIINX CAaKyOWTPUJI-BAJCAPTAaH HA HCXOAHOM YPOBHE,
OTHOLIEHHE PUCKOB aanariaudro3nHa u mianedo ans nepBuyHOro ucxona cocrasuio 0,75 (95%
CI, 0,50, 1,13) nmo cpaBaenmto ¢ 0,74 (0,65, 0,86) y Tex, KTO He MPUHUMAJ CaKyOUTpPHII-

BAJICAPTAH.



Ta6auua 2. IPpPpexTHBHOCTH M 6€30MACHOCTH

OTHoweHue
PHUCKOB,
Ilepemennas Hanarmuduiozun (N=2373) ILmanedo (N =2371) OTg(:lcc?:;gJ:::m P-3HaueHue
COOTHOLUEHHE
noben t
Kon-o (%) | Aemenns/100 | Kom-go (%) | SAsnenums/10 (95% CI)
MAIMCHTO- 0 mamueHTO-
JeT Jaer
Hcxoawl 3pdexTnBHOCTH
IMepBuunbIti KOMOMHHUPOBAHHBIH UCXOT* 386 (16,3) 11,6 502 (21,2) 15,6 0,74 (0,65-0,85) <0,001
lNocruranuzanus mo NpUYUHE CEpACUHON 237 (10,0) 7.1 326 (13,7) 10,1 0,70 (0,59-0,83) <0,001
HCOA0CTATOYHOCTHU UJIIHN CquHbIﬁ BU3UT I10
MPUYHHE CCPACIHON HEIOCTATOHOCTH
locnmranu3anyst Mo MPUYIHMHE CEPACTHOMN 231 (9,7) 6,9 318 (13,4) 9,8 0,70 (0,59-0,83) <0,001
HCJOCTATOYHOCTH
CpOodHBIH BU3NT MO NPUUIHHE CEPACUHOM 10 (0,4) 0,3 23 (1,0) 0,7 0,43 (0,20-0,90) 0,02
HEJOCTATOYHOCTH
CMepTh 10 IPUUHHE CEPACIHO-COCYIUCTOTO 227 (9,6) 6,5 273 (11,5) 7.9 0,82 (0,69-0,98) 0,03
HAPVIICHUS
Bropudsbic HCXO0IBI
CMepTh 1O IPUHMHUHE CEPACIHO-COCYIUCTOTO 382 (16,1) 114 495 (20,9) 15,3 0,75 (0,65-0,85) <0,001
HAPYUICHHS WU TOCITHUTATH3ALHS 110
MPUYHHE CCPACIYHON HEIOCTATOMHOCTH
O6mee KOMMIeCTBO (TICPBHIX U MTOBTOPHBIX) 567 - 742 - 0,75 (0,65-0,88) <0,001
TOCHHUTANMU3ALMUM 10 IPUIUHE CEPACUHOM
HCAOCTATOYHOCTH M CMCPTH 10 MPUYIUHE
CePACUHO-COCYAUCTOTO HAPYIICHHUS
MameHeHre 001Iero mokasare/si CAMIITOMOB 6,1£18.6 - 3,3£19.2 - 1,18 (1,11-1,26) ¥ <0,001
mo KCCQ uepes 8 mec. T
YxyaumeHue noucuHon GyHkuunt 28 (1,2) 0,8 39 (1,6) 1,2 0,71 (0,44-1,16) 0,17
CmepTh 10 TF000H MIPHUIHHE 276 (11,6) 7.9 329 (13,9) 9,6 0,83 (0,71-0,97) H n
Hcxoani 6e3onacHocTHl
JIroboe Cephe3HOC HEKETATCIBHOS SIBIICHHUC 895 (37.8) - 994 (42,0) - <0,01

(BKITIOYAS CMEPTB)

0L



[Ipexpamenne npueMa HCCICAYEMOTO 111 4,7 - 116 (4,9) - 0,79
JICKAPCTBCHHOTO CPEACTBA M3-32
HEXKEJIATCIBHOTO SIBJICHUS

HexxenarenpHele ABICHUA, TPEACTABIISIONINE

HHTCPEC

CHmxenre o0beMa IUPKYIMPYIOeii KPOBU 178 (7.5) - 162 (6,8) - 0,40
HeskenarensHoe SBICHHE, CBA3aHHOE C 153 (6.,5) - 170 (7,2) - 0,36

IIOYKaMH

[Tepemom 49 (2,1) 50 (2,1) - 1,00
AmrtyTarus 13 (0,5) - 12 (0,5) - 1,00
Cepbe3Has THIOTTHKEMHUS] 4(0,2) - 4(0,2) - H. o
HMuabetnuecckuii keToarumos* * 3(0,1) - 0 (0) - H. m.
I"aarpena @ypHre 0 (0) - 1 (0,04) - H. o

H. n. o603Ha"aeT He MPUMEHUMO, MTOCKOJIbKY P-3HadeHns COO0IAOTCS TOJIBKO A HCXOA0B, KOTOPbIe ObUIN BKJIIOUEHBI B CTPATETHIO
HepapXuYecKOro TeCTHPOBAHYS, & OTHOIIEHHS PUCKOB 1 95% nosepurensHble nHTEpBaisl (CI) He coobmarotes st ncxonos ¢ 10
SIBJICHUSIMU WJIA MEHBLIE.

*

Tf

ITepBuyHbII KOMOWHIPOBAHHBINA HCXO/ AHATM3UPYETCS KaK BPeMs 10 MEPBOTO CIIydasi CPOUHOrO BU3UTA MO MPUYHHE CepAeUHON
HEJO0CTATOUYHOCTH, TOCHUTAIN3ALMH 110 IPUUNHE CEPAECYHON HENOCTATOYHOCTH WJIM CMEPTH MO NMPUYUHAM, CBA3aHHBIM C
CepAeYHO-COCYANCTHIM HAPYIICHUEM.

OO61mee koanuecTBO (MEPBBIX U MOBTOPHBIX ) TOCIUTAIN3ALNN 1O TPUYHHE CEPASUHON HEAOCTATOYHOCTH U CMEPTH 110 PUIHHE
CEepACYHO-COCYAUCTOrO HAPYIIEHHsI, POAHATU3HPOBAHHOE C TIOMOLIBIO MMOJyNapaMeTPHUeCKOH MOAEIH PONOPLIHOHAIBHBIX
puckos (Lin e al., 2000'%; uspectHoii kak Metonq LWYY) — 3 deKT nedenus npeacTapiseT coO0l OTHOCUTENbHBIH PUCK.

IMoxkazarenu nmo Kansacckomy onpocHuky 1ist 6onbHbIX kapauomuonatien (KCCQ) Baprupyrores ot 0 no 100, mpuyem Honee
BBICOKHE MMOKA3aTEH YKA3bIBAIOT HA MEHbLIEE KOJINYECTBO CHMITOMOB M (PM3MYECKUX OTPAHUUEHHH, CBSI3AHHBIX C CEPACYHON
HEIOCTAaTOYHOCTBI0. D(PdeKT eyeHns mokasaH Kak cooTHoweHne nodern. 3nadeHne Oonee 1 yka3plBaeT Ha MPEBOCXOICTBO.

VYxynieHue noueqyHol GyHKINN — KOMOMHUPOBAHHBINA UCXO, aHATM3UPYEMBIH KakK BpeMsl 10 IepBoro siBjaeHus cHkeHns eGFR
Ha 50% wnu OoJibie B TeUEHHe IO MEeHbLIeH Mepe 28 Hell, TepMUHAIBHON cTanuu noyeuHol HepocrarouHocT (ESRD) wmm
CMEpTH MO IPHYMHAM, CBSA3aHHBIM ¢ MoYeyHbIM HapyienneM. ESRD cocrosiia u3 eGFR Huke 15 mun/mun./1,73 m?,
yIepKUBAIOIIEHCsl B TEUEHNE 110 MeHbIIel Mepe 28 mHel, JIeueHHsI ¢ IOMOLIBI0 XPOHUYECKOro Anain3a (TIPOJOIKAOINErocs B
TeYeHUe MO MeHbLIeH Mepe 28 nHel) wim TpaHcIulaHTauuu nouku. Cepbe3Hble HeKelaTeNIbHbIE SIBJICHHSI B BUIE OCTPO MOYEUHOU
Henoctrarounoctu: ganaruduosus 20 (0,8%) u mmanedo 41 (1,7%), p=0,007

IL



IMonysitust 1ist oLeHKH 0€30MacHOCTH BKITIOUAIa MAl[HeHTOB, MOJyYaBIINX [0 MEHbIIeH Mepe OJHY 03y UCCIEAyEMOTro
JIEKApCTBEHHOTO Mpemnapara:; ganarmuduo3us, n=2368, u mianedo, n=2368. Yka3aHHbIe YUCIIa MPEACTABISIFOT COOOH MallMEeHTOB.

11 CepbesHas rUNOTIIMKEMHS ONIPENeIsUIacCh KaK TUIOTIIMKEMUS], IIPH KOTOPOH TpeOyeTcs: MOMOIIb APYroro YeIoBeKa sk aKTHBHOTO

BBEJICHUS YTJIEBO/IOB, INIFOKArOHA WJIM BBIMOJIHEHHS IPYTroro KOpPeKTUpYoIero neicTeus. Bee cinmyyan umenu MecTo y
MAIMEeHTOB C AMa0eTOM Ha UCXOIHOM YPOBHE.

** Bcee ciydan 1MabeTUYECKOro KETOAIM103a HMEIH MECTO Y MALUEHTOB ¢ TUabeTOM Ha UCXOIHOM yYPOBHE.

L
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[0233]
[0234]

Jpyrue Ncxoabl

H3MeHeHnss OT HUCXOAHOTO ypOBHSA N0 8 Mecsilla B OTHOLIEHUU TJIMKUPOBAHHOIO
reMoryio0MHa, TeMaTOKPHUTA, YPOBHS KajHs B IUIa3Me KPOBH, CHCTOJIHYECKOrO apTepHalibHOTrO
JaBJIEHUs U Beca MoKa3aHbl B Ta0juue 3. CpenHss KOHLEHTpaLus KpeaTUHHUHA YBEJIHMYNIach ¢
MCXOIHOro ypoBHs 10 2 Henenu Ha 0,08+0,19 mr Ha merpuuTp B rpymnne panarinio3nHa U Ha
0,01+0,17 Mr Ha neuuuTp B rpymnne mianedo (Mexrpynmnosoe paszauuue 0,07 Mr Ha ASLUINTP,
95% CI, 0,05-0,08; P <0,001); cOOTBETCTByIOIHE H3MEHEHUs 4epe3 8 MeCsIeB COCTaBHIIU
0,07+0,24 u 0,04+0,25 Mr Ha AeUIUTpP COOTBETCTBEHHO (pasmuuue 0,02 mr Ha peuunutp; 95%
CI, 0,01-0,04; P=0,04). U3meHeHus oT ucxonHoro yposHs 10 720 nus eGFR Ha mn/mun./1,73 m?
B rOf] TAKXKE U3MEPsUIM U NOKa3aiu Ha ¢pur. 15 u 16.

Tabauua 3. H3MeHeHue Beca H JIa00PATOPHBIX MEPEMEHHBIX OT HCXOAHOI0 YPOBHS
Ao 8 mecsina

(Buzur 6)
Ilepemennas 10 mr Inanedo Mexkrpynnosoe pasauime
Aanarju(pJo3uHa (95% CI)

HbAlc (%) -0,21+1,14 0,04+1,29 -0,25 (or-0,36 1o -0,14),
p<0,001

I'emaroxpur (%) | 2,31+3,90 -0,19+3,81 2,49 (ot 2,26 00 2,73),
p<0,001

Kanuit 0,07+0,53 0,09+0,53 -0,02 (ot -0,05 10 0,01),
p=0,298

Cucronmnueckoe -1,92+14,92 -0,38+15,27 | -1,41 (ot -2,31 00 -0,52),

BP (MM pr. cT.) p=0,002

Bec (xr) -0,88+3,86 0,10+4,09 -0,98 (o1 -1,22 10 -0,74),
p<0,001

Kpearunum,

Mr/ It

14 nueii 0,08+0,19 0,01+0,17 0,07((ot 0,05 nmo 0,08),
p<0,001

8 MecsLeB 0,07+0,24 0,04+0,25 0,02 (ot 0,01 mo 0,04),
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p=0,001

*PaccumMTaHoO TONBKO y MAIHEHTOB C THA0ETOM Ha MCXOIHOM YPOBHE.

[0235] besonacHOCTh

[0236] [IpenBapuTensHO OIpeneNeHHble HCXOAbI 10 Oe30MacHOCTH, MPECTABISIIOIINE
ocoOplli MHTepec, TMoOKa3aHbl B Tadaumpme 2. IIarp mnaunueHTOB, KOTOPBIM HA3HAYMIU
nanaraugo3uH, U 3, KOTOPHIM Ha3HA4aimH Iuianedo, He MOJyYald HCCIENyeMOro JICUeHHs H
ObUTH HCKJIFOUEHB! M3 aHANIM30B Oe3zomacHocTH. B rpynne pamarmmudinosuna y 178 marueHTOB
(7,5%) Habmomanoch HEXENATeNbHOE SIBJICHHE, CBS3aHHOE CO CHIDKEHHEM o0beMa
LUPKYJIUPYIOMeH KPOBH, MO CpaBHeHHIO co 162 (6,8%) mammeHTamu, KOTOPHIM Ha3HAYMIN
mianebo (P=0,40). Cepbe3Hble HEXENATENbHBbIC SIBJICHUS, CBSI3aHHBIE CO CHUKEHHEM O0beMa
LUPKYJIUPYIOLIE KPOBH, WMENIHM MeCTO y 29 m[alueHTOB, MOJy4YaBIIMX JICUEHUE
nanarnuduosuHoM (1,2%), u 40 nanuenTos (1,7%) B rpynmne marebo, P=0,23.

[0237] HexenatenpHble SBIEHNS, CBA3aHHbBIE C MOYEYHON NUCHYHKIMEH, nMenu MecTo y 153
nauueHtoB (6,5%) B rpymmne nmanmarmmgrosuHa 1o cpaBHeHHO co 170 marmentamu (7,2%)
(P=0,36) (Tadauua 2). Cepbe3Hble HEXKeIaTEIbHBIE SBJIECHHUSI CO CTOPOHBI IOYEK UMETH MECTO Y
38 manmeHTOB, MOJy4aBLINX JieueHue nanariuduosuHoMm (1,6%), u y 65 manuentos (2,7%) B
rpynre aredo, P=0,009.

[0238] HesxenarenbHble siBlIeHHs peako TpeOOBaM TpeKpameHus jedeHus (Tadauma 2).
AmmnyTanusi ¥ nepeioM HIDKHEH KOHEUHOCTH MPOUCXONMIIN PEAKO, M YacTOTa KaXKIOH M3 STHX
sABJIEHUI Obla CXOked B ABYyX rpymnmnax JjedeHus: (tadauua 2). CepbesHas runoriukemus (4
naiueHTa B rpymnmne panariudosuHa u 4 B rpymmne rianedo) u quadeTudeckuil keroauuaos (3
npotuB 0) Takke sABISUIMCH penkuMu (Tadaumpa 2). B rpynne panmarnuduosuHa He ObLIO
3apEruCTPUPOBAHO HU ONHOrO Ciydasl ranrpeHbl @ypHbe MO CPaBHEHUIO C OAHHUM CIy4aeM B
rpynme rianedo. He ObUto 3aMeTHOrO MpEBBIMICHUS KAKHX-THOO CEepPhEe3HBIX HEKeNaTeNbHBIX
asneHuii (SAE) B rpynne nanarnudgiao3usa.

[0239] Oo6cy:xxnenue

[0240] B 5TOM  MHOrOLIEHTPOBOM  PaHAOMHU3UPOBAHHOM  IIALEO0-KOHTPOJIUPYEMOM
UCCJIEI0OBAHUN MALUEHTOB C XPOHHUYECKON CEPAECYHOM HENOCTATOYHOCTBIO CO CHUXKEHHOU

¢dpakuueit BbIOpoca JIEBOrO KENyAOYKa JanmariugO3WH CHU3WI PHCK  MEePBHYHOTO
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KOMOWHUPOBAHHOTO MCXOZa, BKJIIOYAKOLIET0 TNEPBbI 5MU30A YXYAIIEHUS CEepAEHHOM
HEOOCTATOYHOCTHU (FOCHI/ITaJ'II/ISaLII/IS{ o0 MpHUYUHE cep):[equi/'I HECOOCTATOYHOCTHU WU CquHbIﬁ
BU3UT [0 MPUYUHE CEPIECYHON HEIOCTATOYHOCTH, TPEOYIOLIMI BHYTPUBEHHOW TEpAaNuH) HIIH
CMEpPTh MO NMPUYMHAM, CBA3aHHBIM C CEPAECUHO-COCYAUCTBIM HapyuieHuem. Kaxaplil U3 Tpex
KOMITOHEHTOB OTOI0 ucxoga 6]31.]'[ YMCHBILICH, KaK U 06Luee YUCJIO FOCHI/ITaJ'II/ISaL[I/Iﬁ o MNMpUu4nHe
CepleYHON HENOCTATOYHOCTH U CIIlydyaeB CMEPTH IO MPUYMHAM, CBSI3aHHBIM C CEpIAEYHO-
cocynucThiM HapymeHueM. Jlamarnugio3uH Takxke oOecrmedus yiydileHHe B OTHOIIEHUH
CHMITTOMOB CEpJI€YHON HEAOCTATOYHOCTH, YTO U3MEPSIIOCH 10 O0IeMy IOKa3aTeI0 CUMIITOMOB
no Kanzacckomy omnpocHuky s OonbHbIX kapauomuomnatuenn (KCCQ). Habmromaemsie
NpeuMyLICeCTBA, KOTOPBIC 6bIJ'II/I CYIECTBEHHBIMHU U KJIIMHUYCCKHU BAXHBIMH, HUMEJIIL MECTO B
paHHEM MepUoAE MOCHe pPAaHAOMHU3ALMM, U HX TMOJYYWIA Y YYaCTHUKOB, MOJyYaBLINX
PEKOMEHJIOBaHHYIO (DOHOBYIO TEpAIMI0 CEPAEYHOH HEeJOCTATOYHOCTH, BKIIFOYAsh OJIOKATOPBI
peHHH-aHFHOTeHSHHOBOﬁ CHUCTCMBI, 66Ta-6J'[OKaTOpr U aHTArOHUCTbl MHUHECPAJIOKOPTUKOUAHBIX
pPeLenTOPOB y BBICOKOW O MAaLIUEHTOB.

[0241] [MpumeuarensHo, uTo Aanarmudo3uH ObUT CTOJb ke 3PPEKTUBEH y 55 MpPOLEHTOB
nauueHToB Oe3 nuabera 2 THMA, KAk U y YYaCTHUKOB C AuMa0eToM. JTa IepBas AEMOHCTpALVs
MPEUMYIIECTB CO CTOPOHBI CEPAEYHO-COCYIUCTOM cucTembl uHruOutopa SGLT2 y manueHTOB
6e3 nuabera MoATBEpIKIAET paHee BBHICKA3AHHBIE MPENIIONOXKEHUS O TOM, YTO TOT THII JICYSHUS
MOKET MMEThb MOJE3Hble JEHCTBHSA, KPOME CHHUKEHHs ypoBHsa rimoko3bl'!! Takum oGpasom,
pesynbrarel DAPA-HF noreHnmanbHO pacIupsiOT TEPANEBTHIECKYIO POJb Aanariudio3nHa 3a
npezesbl UCIOIb30BaHUS ITpH Auadere.

[0242] CHIKeHMe MOKa3aTesl JOCTHKEHHsI TEPBUYHOTO UCXO0/a B LIEJIOM ObLUTO MOCTOSITHHBIM
B OCTABLIMXCsA TIMPEABAPUTCIIBHO OINPCACJICHHbIX IMOArpyIIax, XOTd OJHa MOArpyIrma
MPETOI0XKIIA BO3MOKHYIO HEOTHOPOAHOCTH JieueOHOro 3 (peKkTa ¢ MEHBIINM MPENMYIIECTBOM
y nanuenTos ¢pyHkunonaibHoro kinacca I u IV mo NYHA 1o cpaBHeHHIO ¢ malmeHTaMu Kiiacca
II. Tem He MeHee, Apyrue MOATPYIIBI, TAKXKE OTpakarolue Oolyiee TsKenoe 3a00JIeBaHue, YTO
IPOSIBIISLIOCH B O0Jiee HU3KOH (pakiuy BbIOpOca, Xy aimei moueqHoi GyHKIun 1 6ojiee BBICOKOM

ypoBae NT-proBNP, He cOOTBETCTBOBaIM TaHHBIM, TIOJIy4Y€HHBIM 1151 Kj1accoB Mo NYHA.
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[0243] ITonynsaumsa, wusydaemass B wuccinenosanun DAPA-HF, BeceMa orianuanack OT
npenpiayumx uccnenoBanuii uHruburopoB SGLT2 tem, uro maumentei DAPA-HF umenu
ropa3no Oojee BBICOKHII PUCK IOCHHUTAJIM3ALMH IO MPUYMHE CepAEeYHON HEeIOCTAaTOYHOCTH U
CMEPTH MO NMPUYUHAM, CBSI3aHHBIM C CEPAEUYHO-COCYAUCTBIM HapyLIeHHEM. bOJIbIIMHCTBO U3 HUX
YK€ Mnojryvaiu MEeTIIEBOM AUYPETUK U AaHTArOHHUCT MUHECPAJIOKOPTUKOUAHBIX PELECIITOPOB, U HE
ObLIO M3BECTHO, OyAeT nu JanarnugOo3UH BbI3bIBATH OXXMIAEMbIH HaualbHBIM HATpHUilype3 u
auypes, HaOJIoJaeMblil y APYTUX Tpymnn nanueHToB. Cyutanoch, 4to Takue 3(HdeKkThl MOryT
NPUBECTH K CHHKEHUIO 00beMa LIUPKYJINPYIOIEi KPOBH U YXYILIEHUIO TIOY€YHOH QyHKIIUHU, TeM
Oonmee YTO MHOTME TALMEHTHl aBTOPOB HACTOAIIETO HW300PETEHHs MMENH XPOHUYECKYIO
MOYE€YHYH0 HEAOCTATOYHOCTD. Hun OAHO U3 3TUX ABYX HEXKEIATCJIbHBIX SIBJIEHUN HE 6bIJ'IO H4aCTbIM
(kakmoe M3 HHUX BCTPEHAJIOCh Yy MEHee 4YeM 8 MAIMeHTOB B KaXIOH TpymIe JIeYeHus), a
Cepbe3Hble HEKeNaTeNbHbIE SIBJICHUS CO CTOPOHBI IMOYEK OBLIM B OCHOBHOM pPEOKUMH U
S3HAYUTECJIbHO MCHECC 4YaCTbIMH B TPYIIIC nanarnmbnomzma. B OcJIOM, HECKOJIBKO IMAallMCHTOB
NpeKpaTwIi HCCIeAyeMoe JIedeHHe H3-3a KaKUX-JIHOO HeKeNaTeJbHbIX sBJIeHui (MeHee 5
IPOLIEHTOB NALMEHTOB B KKAOH rpymrie sedenus). Cepbe3Hasi THIOrIMKeMHs ObLIa peaKoH, Kak
U rabeTHyecKuil KeToannuao3, U BCe clydan OOOMX HEKeNaTeNbHbIX SBJICHUH MMENIH MECTO Y
MAaLUEHTOB ¢ AUabeToM.

[0244] HcxonHoe MCHOIb30BaHHE CaKyOWTpHII-BalicapTaHa, KOTOpbIi Oonee 3¢dexTusew,
4eM OfIHA TOJbKO OJIOKaJa pEeHHH-aHTMOTEH3WHOBOW CHUCTEMBI, B OTHOLIEHUU YMEHbIIEHHs
KOJINYECTBA CIy4aeB IOCMUTAIN3ALNHN 10 IPUYNHE CEPACYHON HEAOCTATOYHOCTH U CMEPTHU IO
MpUYMHAM, CBS3aHHBIM C CEPJEYHO-COCYAMCTBIM HapylleHueMm, Obuio Hu3kum.'® OmHako
HOCTYJIMpyeMble MeXaHU3MbI AecTBrst MHruOnpoBanust SGLT2 u nHruOMpoBaHus: HEMPUIIH3HHA
Pa3NUUHBI U B PETPOCHEKTHBHOM aHaJIM3€ IMOArPYI Mojb3a manariaudaosnHa Obuia cxoxell y
NALMEHTOB, MOJNy4YaBIIUX JieueHHe C IOMOINBI0 CAaKyOMUTpHI-BajcapTaHa M He MOJy4aBLINX
ero, 1920
[0245] B zakmouenue cienyer ormetuth, 4to wuHruOutop SGLT2 pmanarmuduiosun
00ecreYnBalOT CHIKEHHE pHUCKA YXYIIIEHHsS CEepACYHOH HEeJOCTaTOYHOCTH M CMEpTH II0

NpUIruHaM, CBsA3AaHHBIM C CEPACHHO-COCYAUCTBIM HAPYLICHUEM, U objerdeHue CUMIITOMOB y
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MAIMEHTOB C CEPACYHON HETOCTATOUHOCTBIO M CHWXKEHHOH (ppakuueli BeIOpoca, B TOM vHcie 0e3
nuabera 2 TUIA.
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Pesyabrathl kiuaudeckoro ucciaenopanns ¢gasol III DAPA-HF - s¢gdexT nanaraudaosnna
B OTHOII€HHH CUMIITOMOB HF, COCTOAHUA 3J0POBbA U KAYECTBA KU3HHU
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[0247] Beenenmne

[0248] [Tarentsl ¢ HF u HFrEF nmeroT BeICOKUMIT puUCK mporpeccupoBaHus 3a00JIeBaHMS,
YTO TMPHUBOAUT K KJIWHUYECKOMY YXY/IIEHHIO, TOBTOPHBIM TOCHHUTAIM3ALUSAM U cMepTu. Bui,
AL et al., Nat Rev Cardiol 8:30-41 (2011). BasxxHO OTMETHTB, YTO Y HHUX Takxe HaOJrOaeTcs
OoNbIIOe KOJIMYECTBO HM3HYPHUTEIBHBIX CHMIITOMOB, KOTOpPbIE BIUSIFOT Ha WX IIOBCEJHEBHYIO
NEeATEeNIbHOCTh M KaueCTBO >KU3HM. [lelcTBUTENbHO, HeKkoTophle cpencrsa jedeHus HFTEF,
KOTOpBIE MOKA3bIBAIOT OJaronpustHbie 3(p(eKThl B OTHOIIEHWH CMEPTU U TOCHHTAIN3ALUN, HE
o0ecrieunBaroT yny4meHust coctossHus 310posbs (Reddy, P. and Dunn, A.B., Pharmacotherapy
20:679-689 (2000), uTO mNOMYEPKUBAET BBHICOKYIO HEYAOBJIETBOPEHHYIO TOTPEOHOCTh B
JDONOJTHUTENBHBIX 3G (EKTUBHBIX CPEACTBAX TEPANUH, KOTOPble HE TOJBKO YJIYYINAIOT
KJIMHUYECKHUE SIBIEHHs, HO TaK)Ke€ YMEHBINAIOT OpeMsl CUMIITOMOB U (pu3nyeckue orpaHuyueHus], a
TaKXKe yJIYYIIAI0T Ka4ecTBO KU3HH. DaKTHYeCKH, YIyULIeHHe COCTOSIHHS 3OPOBbs MAIIEHTOB
SBISIETCS] KJIFOYEBOH IIENbI0 JIEUEHHs CepAeYHON HENOCTaTOYHOCTH, KOTopas Bce Ooublie
npusHaeTcsi B mpaktudeckux pykosoacteax(Tsevat, J. ef al., J Gen Intern Med. 9:576-582
(1994); Lewis, EF. ef al, J Heart Lung Transplant 20:1016-1024 (2001)) u npusHaercs
peryJMpyIOIIMMU OpraHaMu B KauecTBe BakHoro ucxoma. US FDA, "Treatment for Heart
Failure: Endpoints for Drug Development Guidance for Industry",
https://wwwfdagov/regulatory-information/search-fda-guidance-documents/treatment-heart-
failure-endpoints-drug-development-guidance-industry (2019).

[0249] B wuccnenoBannn DAPA-HF, obcyxmaemom B mnpumepe 1, marubmrop SGLT2
nanarnuduo3uH, A00aBIEHHBIM K APYIrMM PEKOMEHJOBAHHBIM PYKOBOJICTBAMU CPEICTBAM
Tepanuy, CHU3WI PUCK CMEPTHOCTH U rocnutanu3anuu no npuanHe HF u obnerdnn cumMnromsl y
4744 naumentoB ¢ HFrEF. Cm. Ttakke McMurray, JJ.V. et al, N Engl J Med, doi:
10.1056/NEJMo0al1911303 [snekTpoHHas myOnukanus nepen nedatsio]| (19 centsidops 2019 r.);
McMurray, J.J.V. et al., Eur J Heart Fail 21: 665-675 (2019); McMurray JJ.V. et al., Fur J
Heart Fail.,, doi: 10.1002/ejhf. 1548. [snextponHass nyOnukanus nepen nedarsio]| (15 uroHA
2019 r.), BKIIOYEHHBIE MOCPEACTBOM CCBUIKM BO BCel MX mosiHOTe. UTOOBI JIydile MOHSTH
s¢dexTr! qanarnugo3rHa B OTHOIIEHHH ITHPOKOTO CHEKTPa UCXOAOB B OTHOLIEHUH COCTOSTHHS

310POBbsi, U3yUHJI ero 3(p¢exTsl B oTHOmEHUU pa3audHbix odnacreit KCCQ — mpoBepeHHOTO
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UHCTPYMEHTA Ul CAaMOCTOSITEJIbHOTO 3allOJIHEHUs, KOTOPBIM KOJMYECTBEHHO ONpEeAeNseT
CHUMIITOMBI, CBSI3aHHBIE C CEpAEYHON HENOCTATOYHOCTBIO, ITOBCEIHEBHYIO EATENbHOCTb U
Ka4eCTBO JKU3HU.

[0250] Crnoco0b1

[0251] JuzaiiH, HUCXOOHBbIE XapakTepPUCTUKU TNALHUEHTOB HCCIAEAOBAHUA U IEPBUYHBIE
pe3ynbTarsl uccnenosanuss DAPA-HF Opuin takumy, kak onucaHo B npuMepe | u McMurray,
JIV. et al., N Engl J Med, doi: 10.1056/NEJMo0al1911303 [snexkTpoHHas myOJuKaus nepen
neuatbto] (19 centsidps 2019 r.); McMurray, J.J.V. et al., FEur J Heart Fail 21: 665-675 (2019); u
McMurray JJ.V. et al., Fur J Heart Fail., doi: 10.1002/ejhf.1548. [3nexTpoHHas myOIuKaLus
nepen nedatbio]| (15 wmronst 2019 r.). IlepBUYHBIM KIWHUYECKMM HMCXOIOM B HCCIEIOBAHUU
DAPA-HF 0bl1a COBOKYNHOCTh 3MHM30Aa YXYAIIEHUS  CEPAEYHOH  HEIOCTaTOYHOCTH
(rocruramuzauust mo npuynHe HF wmm cpounsii Busutr mo npuumbe HF) wnm cmeptn mo
NPUYMHE CePAEUHO-COCYAUCTOrO HAPYLIEHUs], B 3aBUCUMOCTH OT TOT'O, YTO NMPOU3OLLIO PaHBLIE.
JlonoJHUTENbHbIE KJIMHUYECKHE HCXOAbI, KOTOpble OLEHMBAJINCh, NPEACTAaBISIM COOOM
rocritamm3anuio no npuunHe HF wumm cmepts nmo nmpuumne CV; siBnenus yxyamenus HF
(rocniuraymuzaumu o npuunHe HF wim cpounsie BusuThl no npuuunHe HF), rocniuranuzanmto mo
npuunae HF, cMmepTh mo mpuumHe CEepAeYHO-COCYAMCTOTO HAPYLIEHUs U CMEPTh OT BCEX
TIPUYHH.

[0252] Kanzacckuit onpocnux 015 601sHbIX KApOUOMUONAMUEil

[0253] KCCQ 3amonHsny maiMeHThl B JJIEKTPOHHOM BHAe, 0O€3 MOMOIIM TepcoHana
HCCIIEIOBATENILCKOrO LIEHTPa (KaK IMOATBEPIKIEHO), U €ro OLIEHUBAIM NIPU PaHIOMU3ALMH, Yepe3
4 wmecsua u 8 wmecsiueB. KCCQ mpexncraBisier co0OH HMHCTPYMEHT W3 23 MYHKTOB IS
CaMOCTOSATENILHOTO 3arONHEHUs], creluduyHbii ans 3a00eBaHus, KOTOPBIH KOJIMYECTBEHHO
oIpezensieT CUMITOMBI (YacTOTy, TSXKECTb U HeJaBHHE W3MEHEHMs), (U3HUeCKOe COCTOSHHE,
Ka4eCTBO JKM3HU M COLMAJIBHYK (YHKIUIO B TedeHue npenpiaymmx 2 Hemeiab. B KCCQ
nokaszarenp obumx cumnromoB (TSS) konmmdecTBEHHO ompenenseT YacToTy U TSKECThb
CUMIITOMOB, oO0mmi kiaumHMYeckud mokasatens nmo KCCQ (KCCQ-CSS) pxmowaer obnactu
(pU3UYECKOrO COCTOSTHUSI U CUMIITOMOB, a o01muii pestomupyroumii mokaszarens (OSS) no KCCQ

BBIBOJIUTCSI U3 CllefyroIux odnacted (oOLMi Mmokas3aresb CUMITOMOB, (PU3NUYECKOE COCTOSHHE,
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KauecTBO JKM3HU W couuanbHasg ¢yHkuus). Jlng xaxnaod oOnacTu HE3aBUCHMO OMNpEAeTHIIH
JIOCTOBEPHOCTD, BOCIPOM3BOANMOCTh, BOCIIPUUMYNBOCTb U MHTEPIPETHPYyeMOCTh. Ilokazarenn
npeoOpazoseiBany B auanas3oH oT 0 no 100, rne Oonee BrICOKME IMOKA3aTeNH OTPAXKAIOT JIydIlee
COCTOSIHHE 3[I0POBbSI.

[0254] Cmamucmuvecxuii ananu3s

[0255] B sTOM HCClenoBaHWMM NALMEHTOB PAa3fENUIN HAa TPU MOATPYNIIbI, OCHOBBIBASICH HA
tepruisix  uicxogqHoro KCCQ-TSS  (kotopeiii  06bi1 obnacteio KCCQ, mnpenBapuTenbHO
OIpeNeNeHHON B KauecTBe BTOPUYHON KOHeuHOH Toukm): (1) < 65,6, (i1) 65,7-87,5, (iii) > 87,5
Oanna. McxonmHble XapakTepHCTHKH OO0OOINaNM KaK CPEOHHWE M CTAHAAPTHBIE OTKJIOHEHUS,
MeMaHbl U MEKKBApPTWJIbHbIE pa3Maxu Win npoueHThl. [lokazaTenu cmeptu no npuunse CV u
yxynmenuss HF Bo Bcex Tteprumax KCCQ-TSS (He3aBHUCMMO OT HA3HAU€HHOTO JIEYEHUs)
PACCUYMTHIBAJIN M CPaBHUBAJIU C UCTIOJIB30BAHMEM pacyeToB 1o merony Kamnnana-Metiepa.

[0256] UrtoOrb! cpaBHUTH 3¢ exTs! nanarnudiao3uHa U mianedo B OTHOLIEHUH KIMHUYECKHX
ucxonoB B Teptiisix KCCQ-TSS, aBTOpBl HACTOSIIEr0 UCCIICIOBAHUS OIEHUBAIN JIAHHBIC 110
BpEMEHH [0 SBJIEHUH C WCIOJb30BaHMEM pacueroB 1o Merony Kamnana-Meiiepa wu
HCIIONIBb30BAI MOJIENIU MPOMOPLMOHANBHBIX pruckoB Kokca, crpatnuuiupoBaHHble MO CTaTyCy
nuabera, ¢ rocnutanusanued no npuunHe HF B aHamMHe3e W Ha3HAYEHUEM TPYIIN JICYCHUS B
kauecrBe (pakTopoB c QukcupoBaHHBIM 3(dekrom A pacuera OTHOWIEHWH pucka, 95%
JOBEPUTEIbHBIX HHTEPBAJIOB U ABYCTOPOHHUX P-3HaueHMil.

[0257] AnanusupoBanu paznuuus mexay rpynnamu gedenus B cpeqeit KCCQ-TSS, CSS u
OSS uepe3 4 mecsia U 8 MecCsLeB Y BbDKUBLINX MAllMEHTOB C HCIMOJIb30BAHUEM CMELIAHHOMN
MOJIENIN JIJIsl MOBTOPHBIX U3MEPEHUI U OLICHUBAJIHU PA3JIN4Msl CPEAHHUX 3HAYEHHH, ONPENeIeHHBIX
METOAOM HANMEHBLINX KBajpaToOB, MEXAy TIpyINaMy JIeYeHUs C TONPaBKONW Ha 3HAYEHUs
UCXOAHOro ypoBHs. IIpoBoauiIy aHamu3el JaHHBIX NALUEHTOB, OTBETUBIIUX HA JICYEHHE, U3ydast
JOJIHM TTALIMEHTOB C YXYAUIEHUEeM U KIMHMYeCKH 3HaunMbIiMH yinydmeHussMu no KCCQ uepes 8
Mecsues. Mcnonp30Bany yCTaHOBJIEHHblE KJIMHUYECKM 3HAUYMMbIE IOPOTrOBbIE 3HAUEHUs IIO
KCCQ (u3menenue > 5 6amnoB (o MmeHblueii Mepe Hebounbinoe), > 10 GamwioB (ymMepeHHOe) U
> 15 GannoB (3HaYMTENbHOE)) IS BCEX aHAJM30B JaHHBIX MAlMEHTOB, OTBETHBIIHNX HA JIEYCHUE,

B obmactsax KCCQ. /om0 mamueHTOB, OTBETHBINMX Ha JIEYEHHE, CPABHUBAIN MEXKIY TEMH,
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JIEYEHUE KOTOPBIX OCYINECTBIBUIN Janariu(Oo3MHOM, M TEMH, KTO MPUHUMAJN IU1aneoo,
HCIIOJIB3Yysd ME€TOA4 MHOXKECTBEHHOI'O BOCCTAHOBJICHUSA  JIA O6’B$[CHeHI/I$I OTCYTCTBYHOLIIUX
3Hauennit KCCQ (cMm. Hipke).

[0258] OTHOlIeHUsT IMAHCOB Ui OLEHKH PasIMyuidl  MeXIy TpyINmamMu JIeYeHUs U
COOTBETCTBYIOIUE UM 95% noBepUTENbHbIE HHTEPBAJIBI U 2-CTOPOHHUE P-3HAYEHUS OLIEHHUBAJIU
MO0 MOJENSIM  JIOTUCTHYECKOH  perpeccud  (KOTOpbI€ — BKJIOYAIU  T[PYIONY  JICYCHUS,
crpaTudukauonnyo nepemennyo (T2D npu panmomusaimu) u 3Hadenns KCCQ ucxomHoro
ypOBHﬂ); B MOACAX UCIOJb30BAJIUCH BOCCTAHOBJICHHBIC HJAHHBIC IJIsI yU€Td OTCYTCTBYROLINX
sHaueHnit KCCQ, u pacdeTsl 0ObeAUHSIIN C UCTIONb30BaHUeM paBml PyOuna. OTcyTeTBYOIMME
AaHHbIE BOCCTAHABJIMBAJIN C UCIIOJIB30BAHUEM IMPUCBOCHHUA HEAOCTAOIIUX AAHHBIX CJ'Iy‘iafIHbIM
0o0pa3oM H MPOTHO3UPYEMOro Moxdopa CpeJHEero 3HAaueHHs, COOTBETCTBYIOIIErO MOJENU
MHO)KECTBEHHOTO  BOCCTAHOBJIEHHUS, W METOJAa IIOJHOCTBIO YCIOBHOH  crienu(UKaIuy,
peanmuzoBanHoro B SAS Procedure MI (omeparop FCS). Monenb BOCCTaHOBJIEHUS! BKJIFOYAa
TPyIIy JIeUeHHs, CTpaTy aAuadera 2 Tuma npu pangommsarmu, nokaszatenu no KCCQ Ha
HUCXOIHOM YpOBHe, udepe3 4 MecAla U 8 MecCslLEeB, M KaTEeropUalibHyI0 [EPEMEHHYIO,
NPEICTABIISIOLIYIO KOJUYECTBO siBjieHui, o0ycnosneHHbIx HF (0, 1, > 2 sBieHuit), COOOIEeHHbIX
UCCIIeAOBaTeJIEeM B HMHTEpBaje OT paHaoMu3auuu 10 4 mecsaueB W B uHTEpBaje oT 4 no 8
mecsnes. Ciyuan cMmeprell oOpabaTbiBaii ¢ IOMOIIBIO HA3HAYEHUs XY/IIEro 3HAYEHUs PaHra.
ITanmenToB ¢ ucxomubiM nokasatesieM o KCCQ, KOTopeiii ObUT CIUIIKOM BBICOKUM JIJISI TOTO,
yTOOBl HAOJMIONATIOCH YJYUIIeHHe, B COOTBETCTBHH C OIMpPEICNIEHHBIM TOPOrOBbIM 3HAYEHHEM
(HanmpuMmep, UCXOXHBIM TMOKaszaTenb > 95 OamnoB anst 5-0anabHOrO IMOPOrOBOTO 3HAUEHMUS),
OTpeNessUIN KaK TaKHX, Y KOTOPbIX HAOJIONAeTCs YIIyUIIeHHe, eCIH MX TOKa3aTeNlb OCTaBAJICh
BBICOKMM (T. €. > 95 OamnoB) uepe3 8 mecsiueB. TOUHO Tak e MAIMEHTOB C IOKa3aTeseM I10
KCCQ Ha MCXOMHOM ypOBHE, KOTOPBIH ObUI CIIMIIKOM HM3KHUM JJISL TOTO, YTOOBI HAOIHOAAIOCH
yXYOIIEHHe, ONPeNesiIi KaK TaKUX, Y KOTOPhIX HAOJIOaeTcsl yXyAIIeHHe, eCIH X MOKa3aTeb
OCTaBaJICb HU3KUM uepe3 8 Mecsues. Bce ananusel nposogunu ¢ ucnonb3oBaHuemM STATA
Bepcun 15.1 (Komnemx-Crefimnen, Texac, CIIIA) u SAS Bepcun 9.4 (SAS Institute, Kopu,
Cesepnass Kapomnuna, CIIIA). P-3nauenue, cocrapisitomnee 0,05, cuMTanm CTaTUCTHYECKH

3HAYUMBIM
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Bcero monsepriu panpomusanuu 4744 maumenrta. Mcexomnas KCCQ TSS Obuia

nocrynsa ais 4443 (93,7%) nanuentoB. Mennana KCCQ TSS cocrasuna 77,1 (IQR 58,3-91,7).

Konnuectso u nons nanuentos B TepTiusix KCCQ-TSS nokasaxel B Tabauue 4.

Taoauua 4
KCCQ-TSS Ha HcxoaHOM ypoBHE P-
JHAYCHHEC
Teptuis 1 TepTuan 2 Teptuis 3 Bcero AJ1s1
N=1487 N=1564 N=1392 N=4443 dyHKIHN
TCHACHIHH

Bospact 65.8 (11,0) 66.4 (10,5) 66.8 (10.5) 66.3 (10,7) 0.007

TTon <0,001
Wenckuit 414 (27.8%) | 344 (22.0%) 233 (16.7%) 991 (22.3%)

My>KCKoii 1,073 (72.2%) | 1,220 (78.0%) | 1.139 (83,3%) | 3.452 (77.7%)

Paca <0,001
Asuarckas 183 (12.3%) | 349 (22.3%) 435 (32,7%) 987 (22.2%)
AdpoavEpPHKAHIEL 100 (6,7%) 59 (3.8%) 52 (3.7%) 211 (4.7%)
EBporncomHas 1,175 (79.0%) | 1,141 (73.0%) | 864 (62,1%) | 3.180 (71.6%)

Tlpyrue 29 (2,0%) 15 (1,0%) 21 (1,5%) 65 (1,5%)
I'corpadreckuii peruoH <0,001

Asuarcko- 180 (12,1%) | 342 (21,9%) 447 (32,1%) 969 (21,8%)
TuxookeaHCkHit

Espona 803 (34.0%) | 750 (48,0%) 511(36,7%) | 2,064 (46.5%)

CenepHas Aveprka 226 (152%) | 222 (14.2%) 196 (14.1%) 644 (14.5%)

T0xHas Aveprka 278 (18,7%) | 250 (16,0%) 238 (17,1%) 766 (17,2%)
I?T“"CTTOJ)T“%CKOG BP (vm 121,5(16,1) | 121.4 (16,3) 122.,6 (16.4) 121,8 (16,3) 0,102
f;‘a(ff?“mmoe BP O |93 9 (10,1 73,3 (10,4) 73,5 (10,9) 73,5 (10,3) 0,151
Iyabc (yA./MuH.) 72.7 (12.1) 71,0 (11,4) 70.4 (11.4) 714 (11.7) <0,001
MHeKe Maccsl Tena 29.8 (6,6) 28.0 (5,6) 27.0 (5.2) 28.3 (5.9) <0,001
Kpeartusus (Mr/a1) 12 (0.,4) 12(0,3) 12(0,3) 12 (0,3) 0.007
EGFR (va/mui /1,73 32 | 64.2 (19.1) 65,9 (19.2) 66,9 (19.2) 65.7(19.2) <0,001

17162 1389.0 1291.6 14320

NT-proBNP (mvome/m) 1 04 3974 7) | (827.8-2517.9) | (798.92172.4) | (855.1-2635.7) | 001

Ocnosnas stronorus HF 0,034

Wimemireckas 865 (38.2%) | 886 (36,6%) 755 (342%) | 2,506 (36,4%)

Henmenmmeckas 497 (33.4%) | 565 (36.1%) 518 (37.2%) | 1,580 (35,6%)

HewsecTras 125 (8.4%) 113 (7,2%) 119 (8,5%) 357 (8,0%)

LVEF (%) 312 (6.8) 31,0 (6,8) 31,0 (6,7) 31,1 (6.8) 0.184
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KCCQ-TSS Ha ncxoaHom ypoBHe P-
JHAYCHHEC
Teptnas 1 TepTuan 2 TepTuie 3 Bcero AJIst
N=1487 N=1564 N=1392 N=4443 | dynxunn
TCHACHIHH

Kmacc mo NYHA <0,001

1 745 (50.1%) | 1,108 (70,8%) | 1,139 (81.8%) | 2.992 (67.3%)

I 724 (48.7%) | 443 (283%) | 242 (17.4%) | 1,409 (31,7%)

v 18 (1,2%) 13 (0,8%) 11 (0,8%) 42 (0,9%)

51,0 (40,6~ 792 (72.4- ) 77.1 (38,3~

KCCQ TSS 53.3) 83.3) 97,9 (92,7-100,0) " <0,001
Tuneprensns 1,185 (79.7%) | 1144 (73.1%) | 995 (71.5%) | 3.324 (74.8%) | <0.001
T2DM 5 aHaMHese 683 (45.9%) | 618(39.5%) | 567 (40.7%) | 1,868 (42,0%) | 0,004
Dubpu1 654 (44.0%) | 575(36,8%) | 493(35.4%) | 1,722(38.8%) | <0,001
NPSACEPAMIA B AaHAMHE3E
IMpeasiaymue
TOCTIUTATHU3ALHAH TI0 777 (52,3%) 825 (52,7%) 715 (51,4%) 2,317 (52,1%) 0,642
mpuanae HF (N)
gf)eme"“y“’m““ MI 678 (45,6%) | 694 (444%) | 605 (43,5%) | 1,977 (44,5%) | 0,249

o
gf)eme"“y“’mee PCl 476 (32,0%) | 547 (350%) | 511(36,7%) | 1,534 (34.5%) | 0,008

o
gf)eme"“y“’mee CABG | 253(17.0%) | 281(18.0%) | 225(162%) | 759 (17.1%) 0,56

o
ACEI 818 (55.0%) | 887 (36.7%) | 781(56,1%) | 2.486(56.0%) | 0544
ARB 413 27.8%) | 428 (274%) | 371(26,7%) | 1212(27.3%) | 0,501
ARNI 170 (11.4%) | 168 (10,7%) 152 (10,9%) | 490 (11,0%) 0,654
TInypeTHK 1,430 (96,2%) | 1,470 (94,0%) | 1,260 (90.5%) | 4.160 (93.6%) | <0,001
JIArOKCHH 297 (20.0%) | 287 (184%) | 233(16,7%) | 817 (18.4%) 0,025
Beta-610Katop 1,432 (96,3%) | 1,506 (96,3%) | 1336 (96,0%) | 4.274 (96.2%) | 0,653
MRA 1,098 (73.8%) | L118(71,5%) | 933 (67.0%) | 3.149(70,.9%) | <0.001
23‘;21;‘(’)“‘60“map“°e 774 (52,1%) | 862(55.1%) | 781(56,1%) | 2.417(54.4%) | 0,028
AHTHKOAT'Y TSIHT 674 (453%) | 642 (41.0%) | 567 (40.7%) | 1,883 (42.4%) | 0,012
Cratus 985 (66.2%) | 1,054 (67.4%) | 944 (67.8%) | 2,983 (67,1%) | 0,366
ICD B anaMHese 302 (203%) | 336(21.5%) | 283(203%) | 921 (20.7%) 0,975
CRT-D 94 (6,3%) 96 (6,1%) 90 (6,5%) 280 (6,3%) 0.879
Ié;pjf‘_‘g’gﬁv‘ggf’g’ 117 (7,9%) 119 (7,6%) 107 (7,7%) 343 (7,7%) 0,852
ICD n CRT-D 5 396 (26,6%) | 432(276%) | 373(26,8%) | 1,201(27,0%) | 0,910
AHAMHC3C
[0261] Xapaxmepucmuxu nayueHmos
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[0262] ITo cpaBHeHUIO ¢ yuacTHUKaMu ¢ Gosee BbicokuMH nokasatesnsamu no KCCQ-TSS Ha
HCXOJHOM ypPOBHE YYAaCTHUKHU C OoJiee HU3KUMH IIOKa3aTelssMU ObLTH MOJIOXKe, daine Obun
JKEHIIIMHAMMY, €BPOINEOHIHBIMH W 3aperucrpupoaHHeiMH B EBpome u CesepHoit u FOsxHoii
Awmepuke. Y HuX Takke ObUT O0Jiee BBICOKHE HHIIEKC MAcChl TeJIa U YPOBHU HATPHHYPETHYECKOTO
nentunga, u Oonee Hm3kas eGFR (tabamma 4); oHu Oosiee BEPOSTHO OTHOCHIIUCH K
¢dyukuonansHoMy Kiaccy III/IV mo NYHA, uem k knaccy I, u y Hux Gojee BeposTHO ObLI
nuabder 2 Ttuna u puOpwsuus npencepauii. Uto kacaercs (POHOBBIX JIEKAPCTBEHHBIX
npenaparoB ans yedeHuss HF, namuentsr ¢ Oomee Hu3kuMm ucxomasiM KCCQ-TSS wamme
JIEYMJINCh AHTarOHUCTaMU MHHEPAJOKOPTHUKOUAHBIX peuentopoB (MRA) u aguyperukamu.
HcxonHoe WMCIONb30BaHWE HHCHOUTOPOB pernenTopoB aHruoreHsnHa-Hernpuiansnaa (ARNI) B
1IeJIOM OBIJIO HU3KHMM, HO CXOXHM JJIsI BCEX BO3PACTHBIX Ipyni. Jlofsl manueHTOB, JieueHHe
KOTOPBIX OCYIIECTBIISUTA C TIOMOIIBIO UMIUIAHTHPYEMbIX KapAHOJIOTHYECKUX YCTPOWUCTB, ObLIa B
uesnoM conocraBumoii B moarpynmnax KCCQ-TSS.

[0263] Knunuueckue ucxoowt

[0264] [Manuentsr ¢ Oonee Hu3kuMm ucxonubiM KCCQ-TSS wumenu Oonee BbICOKHE
nokasarenu cMeptu o npuuuHe CV mnu yxynmenus HF (25,0%, 17,3% u 13,6% y nanueHToB B
tepriisix o KCCQ-TSS <65,6, 65,7-87,5, > 87,5 coorBerctBenHo, P <0,001). B mopmensx
NponopLHoHaNbHBIX puckoB Kokca nmanments! ¢ 6onee Hu3kuM ucxonasiM KCCQ-TSS umenn
Oonee BbicOkmi puck cmeptu no npuunHe CV wm yxygmenus HF (tepruns > 87.5:
pedepentnsiii; TepTine 65,7-87,5: HR 1,30 (95% CI: 1,08-1,56), p=0,006; Teptuns < 65,6: HR
1,93 (95% 1,62-2,30), p <0,001; cur. 5).

[0265] D¢ dexTe! nanaraudo3nHa B OTHOIIEHHH CIIEKTPa KIMHHYECKUX HCXOI0B 0000MIIeHBI
Ha ¢ur. 6. Jlanarnuduo3nH CHUXKAJ 4aCTOTY JAOCTHKEHUS NMEPBHYHOIO MCXOJa, BKIFOYAIOIIEro
cmepth no npuunHe CV wmm yxynumenue HF Bo Bcem auanazone KKCQ-TSS, npu stom He
BBISIBHJIM JAHHBIX OTHOCUTENBHO TrereporeHHoctu JsedeOHoro sddexkra (HR (95% CI) or
Hu3mero 10 Beiciiero tepruist: 0,70 (0,57-0,86), 0,77 (0,61-0,98) u 0,62 (0,46-0,83)
COOTBETCTBEHHO, P muisi rereporenHocty = 0,52). AHaJorm4Hble pe3yJjbTaThl HAOIIONAIHCH B

otHouleHnn cmeptu no npuuunHe CV wmm rocnurtanmmsanuu no npuuune HF; saBnenwmii
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yxynwenuss HF; rocnuranuzaunii no npuuune HF; cmeptu no npuunne CV u cmeptu oT Beex
npuuuH (¢ur. 6; Bce P-3Ha4eHuUs 17151 FeTepOreHHOCTH HE 3HAYHMBI).

[0266] Hcexoowvr 6 omuoutenuu cocmosinus 300p06bssi

[0267] Cpennne n3menenns B KCCQ-TSS, CSS u OSS ¢ Treuennem BpeMeHU MpeaCTaBIeHbI
Ha ¢ur. 7A, 7B u 7C coorBercrBeHHO. [lanmeHTsl, JedeHHE KOTOPBIX OCYLIECTBIISIIH
nanarauguo3uHOM, UMEIN YMEPEHHOe, HO 3HaYMMOe yiydieHue B oTHoeHun cpeaaux KCCQ-
TSS, CSS u OSS uyepe3 4 mecsina (Ha 1,9, 1,8 u 1,7 Ganna Bbiie, 4yem B rpyrmme mianedo,
cooTBeTcTBEHHO, P < 0,0001 nns Bcex). Dtu GnaronpusTabie 3QPEKTh YCUINBAINCH C TEUCHHEM
BpPEMEHHM, NIPUYEM COOTBETCTBYIOLIUE PA3U4Msl CPEIHUX 3HaUeHUH depe3 8 mecsleB ObUIM Ha
2,8, 2,5 u 2,3 Ganna BbIlIe B MOJb3Yy Hanariudo3nHa no cpaBHeHuro ¢ mianedo (p < 0,0001 mns
BCEX).

[0268] PesynbraTel aHanu3a NaHHBIX MALMEHTOB, OTBETHUBIIMX HA JIEUE€HHE, MOKa3aHbl Ha
¢pur. 8A-8F. VY wmeHblero koju4yecTBa MAIlMEHTOB, JIEU€HHE KOTOPBIX OCYIIECTBIISIIN
nanarauguo3uHOM, HaOMIONaIu KIMHUYECKH 3HAYMMOe yXyAlleHue (CHUXeHue > 5 0ansoB Io
KCCQ-TSS (25,3% mno cpasHenuro ¢ 32,9%; OR 0,84, 95% CI 0,78-0,90; p <0,0001); u y
OoNpIIero KOJMYECTBA IALMEHTOB, JIEYEHHE KOTOPBIX OCYINECTBISAIM Aanariaudio3uHOM,
HaOJroAamu no MeHblneii Mepe HebombInoe (58,3% mo cpaBHeHuto ¢ 50,9%), ymepennoe (54,5%
no cpaBHeHuto ¢ 47,6%) u 3HaumrenbHoe (54,0% mno cpaBHeHuto ¢ 48,2%) ynydineHue
(cootBercTByMOIIEe oTHOmeHue 1mancoB (OR), 95% CI: 1,15 (1,08-1,23); 1,15 (1,08-1,22); 1,14
(1,07-1,22); uucno mposedeHHbIX OONbHBIX Ha omHoro minedennoro (NNT) = 14 (10-23), 15
(11-25) u 18 (12-35) coorBerctBeHHO;, P <0,0001 nns Bcex; ¢pur. 8A-8B). Pesynbrarsl Opun
cxoskumu 1t KCCQ-CSS u OSS (¢pur. 8C-8F).

[0269] Oo0cyxnenue

[0270] B sTOM mNpOCMEKTUBHOM HCCIIEIOBAHUKM, B KOTOPOM OIIEHUBAJIM MPEABAPUTEIHLHO
OTIpeeNIeHHbIE OLIEHKH COCTOSHUSA 310poBbsi ¢ ucnoibzoBanneM KCCQ B uccnenosanuu DAPA -
HF, neuenne nanmarnu¢iIo3WHOM CHHXKANO PHCK BCEX KIIOUEBBIX KIMHHUYECKUX SIBJICHUM,
BKJIFOUasi IEPBUYHYI0O KOMOMHHPOBAHHYIO KOHEYHYIO TOUKY, BKJIIOYAIOIIYIO CMEPTh 110 MPUIHHE
CV nmu yxynmenue HF, u ee koMnoHeHThl, B cxoxeil creneHu Bo BceM auanazoHe KCCQ Ha

HCXOHOM YPOBHE, YTO YKa3bIBae€T Ha TO, 4TO OjyarompusiTHeie 3¢ ¢ekTs mamarnugio3uHa B
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otHoureHun ucxonos HF He 3aBUCAT OT yXyaAIIEHUs COCTOSHUS 3J0POBbSl HA UCXOHOM YPOBHE.
Kpome Toro, mamarnugiosun 3HauutenpbHo yayumui KCCQ-TSS, CSS u OSS (xoropbie B
COBOKYITHOCTH OXBAaTBIBAIOT CHMITOMBI, (HU3MUECKOE COCTOSHHE, KauecTBO JKM3HH U
colMaNbHy0 (QyHKLUIO), 1 5TH 3¢ deKTr co BpeMeHeM ycunnBanuch. HakoHel, y 3HAYUTEIbHO
MEHBIIEr0 KOJMYEeCTBA MAIEHTOB, JIEUeHHE KOTOPBIX OCYLIECTBISLIN Aanariudo3HHOM,
HaOMI0JaNoch KIMHUYECKH 3HAYMMOE YXYAIIEHHE, W Y 3HAYUTENbHO OONbLIEro KOJIUYeCTBa
HaOMIOJATNCh IO MeHbLIed Mepe HeOoNbInue, yMepeHHble W 3HAYUTEbHble KIMHHYECKH
3HAYMMbIE YIYYIIEHHsI COCTOSIHUS 370pOBbs. OTH 3¢ ¢eKThl ObUIM CYINECTBEHHBIMH, M YHUCIIO
NPOJICUEHHBIX OOJBHBIX HAa OJHOTO HM3JIYEHHOTO COCTaBsuio oT 12 mo 18 mocne 8 mecsues
JIeUEHMUSI.

[0271] OTH pe3yJbTaTbl MMEIOT HECKOJbKO BaXXKHBIX MOCIencTBU. Bo-mepBbix, aHanus
KIUHUYeCKuX wucxonoB mno moxarpymmaM ucxogHoro KCCQ-TSS He BbsIBUT JaHHBIE
OTHOCHUTENIBHO TeTePOr€HHOCTH B MOJb3y Janariu(iio3nHa M0 BEIHYHHE CHMIITOMATHYECKOTrO
HapylLIeHHs Ha HCXOJHOM ypoBHe. PaHee cooOmianoch, 4YTO aHanu3bl B IpeIBAPUTEIHHO
OIpeNeNIeHHbIX MOATrPYINax IePBUYHONH KOHeYHOH Touku (cmeptb mno mnpuunHe CV wmm
yxynmaromasics HF) nmpexmonoxuny, 4To monbp3a OT AanaraudosuHa MOKeT ObITh Oonee
BbIpakeHHOW y manueHToB kjiacca Il mo NYHA mno cpaBHenuro mammentamu kmacca III-IV.
Onnako knacc mo NYHA, XOTs U sBiIsieTCsl MPOrHOCTUYECKH BaXKHBIM, IMPENCTaBIsieT coOoM
Oonee CyOBEKTHUBHYIO, IPOM3BOJIBHYKO M HE OpPHUEHTUPOBAHHYIO HA MAlHEeHTa OLIEHKY
KOMILJIEKCHOH NEPEHOCUMOCTU CHUMIITOMOB, MW VYYHUTbIBAsA JSTOT OTYCT, Ha6J'II-OI[eHI/Ie u3
npeabinyniero aHamusa kinaccoB no NYHA moarpynn  BeposTHO Obulo  ClydalHBIM
OOHapy KEHUEM.

[0272] Bo-BTOpBIX, pe3ynbTaThl CYyIECTBEHHO PACHIMPSIIOT paHee coodmiaBmmecs 3G ¢GeKTs
nanarnu@ao3uHa B OTHOIIEHWM COCTOSIHUS 3I0POBbs, M3MepeHHble ¢ momompio KCCQ, y
naienToB ¢ HFTEF. B uccnenosanuu 3¢ dextsl qanarnudio3nHa B OTHOLIEHUH OMOMapKepoOB,
CHMIITOMOB M ()YHKIIMOHAJBHOTO CTaTyca y MAaLHEHTOB C CepAEYHON HEeNOCTATOYHOCTHIO CO
cHmkeHHOW  ¢pakumeir  BbiOpoca  (DEFINE-HF),  pamnomusupoBanHoM  muianebo-
KOHTPOJIUPYEMOM HCCIIEIOBAHUN YMEPEHHOro pa3Mmepa, IpOBEAEHHOM B 26 LEHTpax B

Coenunennbix Illtatax, mamarnuao3WH TakXKe TIOKa3ajd OJaronmpusiTHOE BO3ACHCTBHE Ha



88

Heckonbko obnacteit KCCQ — ¢ HeMHOro GOJbIINMU pa3IudMsIMU CPEHUX 3HAYEHUIl B MONB3Y
nanarnuo3MHa MO CPAaBHEHHUIO C Ijanebo, YeM Te, KOTOpble HAOJMHOIANUCh B UCCIEIOBAHUU
DAPA-HF, HO COMOCTaBUMBIMH aHAJIM3aMU IAaHHBIX MALUEHTOB, OTBETUBLINX HA JICYEHHE, U
YHCJIAMHU MPOJICYSHHBIX OOJBHBIX HAa OJHOTO H3JICYEHHOrO CIyCTs BCero 12 Henmenb JieueHWUs..
Nassif, M.E. et al., Circulation 140:1463-1476 (centsiopp 2019 r.). Ilony4yeHHble RaHHBIE
NOATBEPKAAIOT 3TO OJaroTBOpHbIE 3PQPEKTHl B OTHOLIEHUH CHUMIITOMOB, (DYHKIMH U KauecTBa
JKH3HH B ropa3no Oosiee MIMPOKOM rjo0albHOM MCCIENOBAHUU C 0ojiee IIUTENbHBIM MEPHOAOM
nocienywoimero Habmonenus. B coBokymHoctu pesynbtarhl uccienosanuii DEFINE-HF u
DAPA-HF yka3bIBatOT Ha TO, YTO Aanariu(IOo3UH 3HAUUTENbHO YIIYUIIAET COCTOSHUE 3J0OPOBbSI,
CBS3aHHOE C CepAevYHON HemocratodHocThio, mo naHHbiM KCCQ, ¢ mnpeumymecTBamu,
MOSIBJITFOLTUMHECS PAHO M COXPAHSIFOIIMMUCS B TEUCHHUE IJIUTENIBHOTO BPEMEHH.

[0273] B-tperbux, crenens ynyuinenus no KCCQ, koropasi HabI0aNn0Ch MPU MPUMEHEHUH
nanarmudo3rHa Mo CpaBHEHUIO ¢ mianedo B uccinenosanu DAPA-HF, BBIrOJHO BbIMTpbIBaa
npu cpaBHeHuUH ¢ apyrumu s¢dexruBabiMu cpencramu tepanuu HFrEF. Hampumep, B
HccnenoBanuu JiedeHUs1 CHUCTOJIMUECKON CepAeYHON HEAOCTATOUYHOCTH C HCIOJIb30BaHUEM
unruburopa If usabpamuna (SHIFT) umBaOpanuH mponeMOHCTPUPOBAN CPENHEE YJIy4IIEeHUE
KCCQ-OSS na 2,4 6anna u cpennee ynyumenne KCCQ-CSS na 1,8 6amna mocne 12 mecsies
neuenusi. Ekman, 1 et al., Eur Heart J 32:2395-2404 (2011). B uccnenosanuu PARADIGM-HF,
Lewis, EF. et al., Circ Heart Fail. 10: doi: 10.1161/CIRCHEARTFAILURE.116.003430 (2017),
cakyoutpui-pancaptan nponemonctpupoan yayuinenue KCCQ-OS u KCCQ-CS wa 1,3 u 0,9
Oanyma COOTBETCTBEHHO IO CPAaBHEHUIO C DJHANANPWIOM Iocie 8 MecsueB JieueHus. B
uccnenoBanun HF-ACTION, Flynn, K.E. ef al, JAMA 301:1451-1459 (2009), neueOHas
¢uskynbrypa npu HFrEF obecneunna ynyumenne KCCQ-OSS Ha 1,9 6amna. B uccnenosanuu
MADIT-CRT cepneunoii pecunxponusupyoiueii teparmu (CRT) y maumentos ¢ HFrEF u
pacupenHbiM komriekcom QRS, Veazie, P. J. et al., J Am Coll Cardiol. 60:1940-1944 (2012),
aeuenune ¢ nomombo CRT npuseno k ynyumenusm Ha 2,0, 2,0 u 2,4 6anna KCCQ-TSS, CSS u
OSS cooTBeTCTBEHHO Y MALIMEHTOB ¢ OJIOKanoM J1eBoit HOxkkH my4dka ['uca (LBBB) u He mpuseno
K 3HauntenbHbM yiyumeHusiM KCCQ cpenn mnammentoB 6e3 LBBB. Xors panee Obuto

IMPOBEACHO HCCKOJIBKO aHaJIM30B JAaHHBIX IMAlIMCHTOB, OTBCTHBIIMX Ha JCUCHUC, BECJIIMYMHA
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s¢dekra (BKIFOUAs YUCIO MPOJEUEHHBIX OOJIbHBIX HA OAHOTO M3JICYEHHOT0), HAOII01aeMOro pU
HUCIIOJIB30BAHU N ):[anarnn(l)nosyIHa B aHaJIn3axX MAaHHBIX INMAaIIMCHTOB, OTBCTUBIINX Ha JICUCHUC,
DAPA-HF, Takxke BBICOIHO BBIUTPbIBAJIA TPU CPAaBHEHUHU C paHee HaOI0IaeMbIMU
pesynbraramu. Ekman, 1. ef al., Fur Heart J 32:2395-2404 (2011). OTMeueHO, YTO YHUCIO
MPOJICYEHHBIX OOJIbHBIX HAa OJHOTO M3JIEYEHHOTrO KIMHUYECKH 3HauuMbIX yiaydineHuii KCCQ
OCHOBAHO Ha CPABHEHUSAX IMALUEHTOB, JICYCHHE KOTOPBIX OCYINECTBIUIN Nanariugio3uHOM, C
nalMeHTaMu, JIeYeHHEe KOTOPBIX OCYIIeCTBIsUIM Ianedo (y KOTOphIX Takke HaOoganu
yIy4IleHHe COCTOSIHUS 370POBbS B COOTBETCTBHH CO 3HAUMUTENbHBIM "3ddexrom mmanedo"”,
HaOJII0JaeMoe Kak B HUCCIIEOBAHUN aBTOPOB HACTOSIILETrO M300PETEeHHUs, TaK U B MCCIEIOBAHUH
DEFINE-HF). CnenoBatenbHo, BeinuuHa 3G ekToB ganariu@io3nHa B OTHOLIEHUH COCTOSIHHS
3I0pOBbSl B KJIMHUYECKOW MpakTHKe (TAe, OYEBUIHO, HE HCIOJIB3YIOT IJiane00) MOXKET ObITh
nake Oonblme, 4YeM HaONIONadM aBTOPbl HACTOSLIErO M300peTeHHs. YYHMThIBAs Ba’KHOCTD
YMEHBIIEHUs] OpeMEeHH CHMIITOMOB U (DYHKIMOHAJIBHBIX OrPAHUYEHHUN, a TakXKe YyJIy4IleHHs
KayecTBa JKU3HM — KiIo4eBol wenu JedeHus HF, noaTeep:kneHHON NpakTUYECKUMU
PYKOBOZACTBAMH U PETyJIUPYIOINMH OPTaHAMHU, — PE3yJIbTaThl aBTOPOB HACTOSLIETO H300peTeHHS
00ECTIeYnBAIOT JOMOJHUTENBHYIO MONAEPXKKY Aanariudio3uHa B KauecTBE HOBOTO BapHaHTA
neuenus nauneHtos ¢ HFTEF.

[0274] BoiBoabl

[0275] B uccnenosannn DAPA-HF neuenne nanariaugio3nHOM yMEHBIIANIO YUCIO CMEPTH
u FOCHI/ITaJ'II/ISaL[I/Iﬁ no nmpu4vuvHEe cepnequi/'I HEOOCTATOYHOCTH BO BCEM aOUaIa3OHE HCXOAHBIX
sHauennit KCCQ, a Takke yaydmajgo KOMIUIEKCHYIO MEPEHOCHUMOCTb CHUMIITOMOB,
(yHKIMOHAIBHBIA cTaTyc W KadectBo km3HM y mnanueHntoB ¢ HFrEF. Kpome Toro,
nanarmu@ao3uH 3HAYUTEbHO YBEIHYMII JOJI0 MALUEHTOB, Y KOTOPBIX OTMEYajoCch HEOOIbIIOE,
YyMEPEHHOE W 3HAYUTEJbHOE VYIIYYIIeHHe COCTOSHUS 31I0pOBbs, O5TU 3S(pdexTsl ObutH

CyLIECTBEHHbIMU 1 KJIIMHUYCCKU BAKHBIMU.
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IIPUMEP 3

Pesyabratel kanaudeckoro ucciaegosanus ¢asnol III DAPA-HF - 3¢ dext nanaraudaosuna
B OTHOLICHUH KJIMHHYECKHX, MEeTA00IHYEeCKHUX, TeMOANHAMHUYECKHUX U MOYEYHBIX HCX0J0B
y nauuenTos ¢ HF ¢ nnaéerom u 6e3 Hero

[0276] BBenenune

[0277] B  uccnemoamuu  DAPA-HF, obOcyxnaemom B  mpumepe 1,  Obuio
POAEMOHCTPUPOBAHO, YTO MHruOuposanue SGLT2 nmpuBOAMIO K aHAJIOTUYHOMY CHIKEHHIO
MnokKazarejsds AOCTUIKCHUSA MNEPBUYHOIO HMCXOJ4, BKIIKOHANOMIECTO SABJICHHUE YXYALICHUSA HF wnum
CMEpTh MO NMPUYHHAM, CBSI3aHHBIM C CEPIEYHO-COCYIUCThIM HapylueHueM, y nauueHTos ¢ HF ¢
nnaberom u Oe3 Hero. Cm. Takke McMurray, J.J.V. et al., Fur J Heart Fail 21: 665-675 (2019);
McMurray, J.J.V. et al., N Engl J Med doi: 10.1056/NEJMo0al1911303 [snekTpoHHast My OnuKarust
nepen nevdarbro] (19 centsaops 2019 r.), BKIIFOUEHHBIE TOCPENCTBOM CChUIKH BO BCEH UX MOJHOTE.
B mpenBapuTenbHO ONpeneneHHOM aHalin3e, MPENCTABICHHOM B 3TOM IpUMepe, OMHCAIH
spdexkTnBHOCT ¥ 0€30MacHOCTh  gamariudJo3nHa, a TakkKe MeTaDoJuuecKkne u
reMofiiHaMuueckue wu3MeHeHus y mnauueHToB ¢ HF B nuanmazonHe HCXOmHOrO ypoBHS

IJIMKUPOBAHHOTO remornodnHa (oH ke remoriobun Alc umn HbAlc) 8 DAPA-HF.

[0278] Crnoco0b1

[0279] TpeboBaHusi Al BKIKOYEHUS B HUCCICAOBAHUE, HCXOOHBIC XaAPAKTEPUCTHKU U
KPUTEPHU UCKIIFOUEHHs JUIsl ManueHToB B uccinenosanuu DAPA-HF Gbutn TakuMu, Kak OMHUCAHO
B pumepe 1 u B McMurray J.J. V. et al., Fur J Heart Fail., doi: 10.1002/ejhf.1548. [3nexrpoHHas
nyOnukanus nepen nedatero] (15 uronst 2019 r.). McMurray, J.J.V. et al., Fur J Heart Fail 21:
665-675 (2019); McMurray, JJ.V. et al, N Engl J Med, doi: 10.1056/NEJMo0al911303
[3nexTponHas nyOnukanus nepen nedatero] (19 centsadps 2019 r.). Ilpouenypsl uccnenoBaHus,
MCXOZbl HCCIENOBAHUSI M CTATUCTHYECKHME AHANM3bl TaKke OBUIM TaKUMH, KaK OMNHMCAHO B
npumepe 1 u McMurray, J.J.V. et al., Eur J Heart Fail 21: 665-675 (2019); McMurray, J.J.V. et
al., N Engl J Med, doi: 10.1056/NEJMo0al1911303 [snexkTpoHHast MyOaMKaIUs Tepes MevYaThio |
(19 cenTsibps1 2019 1.).
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[0280] Hcexoonoe pacnpeoenenue no kame2opusm 8 3a6UCUMOCHU OmM cmamyca ouadema
[0281] Uccnenosareny oTMevand, UMENU JIM MAlUEHTbl AHa0eT B aHaMHE3e, MPH BU3UTE
BKJIFOUEHHs B HccinenoBanue (Bu3uT 1). IlanmeHram Takke M3Mepsuld YPOBEHb INIMKHPOBAHHOTO
remornioouHa (HbAlc) B meHTpanbHO# nabopaTopuu mpu BH3UTE | W eme pa3 mpu BH3UTE 2
(BM3HUT paHIOMHU3ALIUM), KOTOPBIH UMen Mecto 4depe3 14 (+7) mueit. st 3TOro npeasapuTenbHO
OIpENIeNICHHOr0 aHaIN3a MOATPYII MAlMeHTOB KJIACCU(UIIMPOBAIN KaK UMEIOLINX IHabeT, eciu
B aHaMHe3e ObUl auaberT WM eClIM YPOBeHb IJIMKHPOBAHHOTO TIeMOIJIOOMHA COCTABJISIT TIO
MeHblIel Mepe 6,5% (> 48 MMonb/MoIb) Kak npH 1, Tak u npu 2 Bu3uTax. IlaneHToB ¢ ypoBHEM
IJIMKUPOBAHHOTO reMornoduHa < 5,7% (<39 mmonb/mi) kak mpu 1, Tak U npu 2 BU3HTAX
CUMTAIM HMEIOIUMH HOPMAaJbHbIH YpOBEHb TIJIMKHPOBAHHOrO remorioduHa. s wenei
HACTOSIIIET0 HCCIENOBaHMsA CUYMTANIM, YTO Y IMALHUEHTOB C YPOBHEM TIJIMKMPOBAHHOIO
remorjiobuna > 5,7% u < 6,5% Obu1 npenauader. Tam sxe.

[0282] PesyabTatbl

[0283] ITarumeHTEI
[0284] T'nuxemuyeckuii cmamyc na ucxoonom yposHe

[0285] U3 4744 BrmroueHHBIX manueHToB 2605 (55%) He umenu nuabera. Cpenu OCTaIbHBIX
1983 (41,8%) umenu nuaber B aHaMHe3e NpU CKpuHUHre, U eme y 156 (3,3%) oOHapysxuin
paHee HeOUarHOCTUPOBAHHBIN AMA0ET, T. €. YPOBEHb MIMKHUPOBAHHOIO reMoryioduHa > 6,5% kak
npu BusuTe 1 (BKJIIOUEHHE B HCCIIEOBaHME), TaKk U NpU Bu3uTe 2 (panmommsanus). M3 2605
naieHToB Oe3 nuabera 1748 (67,1%) xapakTepu3oBaJUCh YPOBHEM TIIMKHPOBAHHOIO
reMorjioouna > 5,7% mubo mpu Bm3ure 1, mubo mpu Busute 2, a 839 maumentoB (32,2%)
XapaKTepU30BATHCH YPOBHEM IJIMKHPOBAHHOTO remoriodbmna < 5,7% xak mpu 1, Tak u npu 2
Busurax. Kpome Ttoro, y 12 mamueHTOB OBUIO TOJNBKO OAHO HM3MEPEHHE TIJIMKHPOBAHHOTO
reMorjaoouHa <5,7%, a y 6 TamUeHTOB OTCYTCTBOBAIM 00a MCXOIHBbIE HM3MEPEHHS
TJIUKUPOBAHHOTO remMoriodnHa (3tu 18 manueHTOB ObLTH BKIIKOYEHBI B TPYINY HOPMAJbHOTO
IJIMKHPOBAHHOTO TeMOTTIO0NHA).

[0286] Xapaxmepucmuxu nayueHma 6 COOMEEMCMEUU ¢ UCXOOHbIM — IUKEMUYECKUM

cmamycom
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[0287] HcxonHple XapakTepUCTHKY MALMEHTOB ¢ TUa0eToM U 0e3 Hero Moka3aHbl B TabJauie
S5, u oHu ObutM Xopouio cOaJaHCUPOBAHbI MEXKIY MAlUMEHTAMH, KOTOPbIM Ha3HaYallu
nanarmu@ao3nH win mianedbo B Kaxaol rpynmne mnanueHToB (Tadauua 6). Ilaumentsr Oe3
nuabera ¢ MEHbLIeH BEPOSTHOCTHIO OBLIM YEPHOKOKHMH M C MEHBLIEH BEPOSITHOCTHIO MMEJH
uieMudeckyro stuonioruto HF, dem yuactHuku ¢ auaberom (tadauua S). CpemHue uHAEKC
Macchl Tejla, 4acTOTa CEpAEYHbIX COKpAIeHWH, CHUCTOJIIMYECKOE apTepHallbHOE NaBlEeHHE U
ypoBeHb NT-proBNP Obutn HKe y y4aCTHMKOB Oe3 auabeTa, 4yeM y TaKOBBIX C IUA0OETOM.
Cpennsis eGFR Obuia Bblle y y4acTHUKOB Oe3 nquabera o CPpaBHEHHUIO C TAKOBBIMHU C THA0ETOM.
CpenHuil ypoBeHb MNIMKUPOBAHHOTO MeMOTJIO0HHA y TarueHToB 0e3 quadera coctaBisi 5,8% o
cpaBHeHUIO ¢ 7,4% y TakoBbIX ¢ auabeToM. MenuaHHash MPOAOJDKUTENBHOCTh nuabera
cocraBisia 7,41 roma (IQR 2,75, 13,5).

[0288] Ha ucxomHom ypoBHe kak ¢yHKiuoHadbHbIN kiacc mo NYHA, tak u KCCQ-TSS

ObLTH NydINe y ManueHToB 0e3 quadeTa no CpaBHEHUIO C MALEHTaMH ¢ TuadeToM.

Tabauua S. XapakTepuCTHKH NAIHEHTOB HA HCXOAHOM YPOBHE B 3aBHCHMOCTH OT CTATYCA

auabera*
XapakTtepucruxka be3 T2DM T2DMY P-
(N =2605) (N =2139) 3HAYEHHS

Bospact — aeT 66,2 £11,6 66,5+£9.9 0,32
ITox — xomn-Bo (%) 0,11

Kenckuit 632 (24,3) 477 (22,3)

My xckoit 1973 (75,7) 1662 (77,7)
Paca — xon-Bo (%) ¥ 0,005

EBponiconanas 1844 (70,8) 1489 (69,6)

Herpounnas win adppoamepukanckas 98 (3,8) 128 (6,0)

Asuarckas 625 (24.,0) 491 (23,0)

Hpyrue 38 (L.5) 31(1,4)
Pernon — xon-Bo (%) 0,070

Cesepras Amepuka 342 (13,1) 335 (15,7)

H0xuas Amepuka 443 (17,0) 374 (17.,5)

EBpoma 1203 (46,2) 951 (44.5)

Asnarcko-THXO00KCaHCKHN PETHOH 617 (23,7) 479 (22.,4)
OyukimonanpHas kraccudukanmst mo NYHA — xon-Bo <0,001
(%) 1841 (70,7) 1362 (63.7)

II 743 (28.5) 755 (35,3)

I 21(0,8) 22 (1,0)

v 70,9£11,9 72.3+11.3 <0,001
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XapakTepucTuka be3 T2DM T2DMY P-

(N =2605) (N =2139) 3HAYEHHS

Yacrora cokpamneHui cepana — va./MuH. 120,6+16,1 123,3+16,5 <0,001

CHCTONMHMYECKOE apTePUAIbHOC JABIICHHUE — MM PT. CT. 30,9+6,9 31,2467 0,11

@paxnus BEIOPOCA ICBOTO KEMYyA0UKA - Yo 5,8+0.4 7,4+1.5 <0,001

HbAlc - % 1413 (828-2493) (1484 (894-2818) (0,002

Mennannoe 3naucHue NT-proBNP (IQR) — nr/mn 75,2 (£20,6) 71,7 (£22.9) <0,001

KCCQ-TSS 272457 29,3+6,0 <0,001

HMunexc macco Tenag <0,001

OcHOBHAas MPUYKHA CEPACTHON HETOCTATOUHOCTH — KOuI- [ 1341 (51,5) 1333 (62,3)

B0 (%) 1033 (39.7) 654 (30,6)
HNmemuyeckas 231(8,9) 152 (7,1)
Heunmemuaeckas
HewmseectHas 1202 (46,1) 1049 (49,0) 0,047

Anamnes — xon-6o (%) 1022 (39,2) 796 (37.2) 0,15
lNocniuranuzanus 0o NpUUMHE CEpACTHOM 67,8+19,2 63,4+19.4 <0,001

HEJO0CTATOYHOCTH 944 (36,3) 982 (45.,9) <0,001
OubprwuTALHs peacep i

Pacuetnas GFR — ma/mun./1,73 m? nnomau 665 (25.5) 577 (27,0) 0,26

MOBEPXHOCTH TEA 203 (7,8) 151 (7,1) 0,34

Pacuetnas GFR < 60 mn/yun./1,73 m? — kon-8o (%)

Annapamnas mepanus — xon-6o (%) 2405 (92,3) 2028 (94.8) <0,001
Nmnnantupyemsiii kapanoseprep-aebudpumuisatop 1489 (57,2) 1172 (54.,8) 0,10
Cepacunas peCHHXPOHU3UPYOIIAs Teparus ™ * 692 (26,6) 615 (28.8) 0,093

Jlexapcemeennvlii npenapam Ons nevenus cepoeyHol 279 (10,7) 229 (10,7) 1,00

HeOoCmamoyHOCMu NPU eu3ume panoomusayuu — kon-6o [ 2491 (95,6) 2067 (96.6) 0,074

(%) 1841 (70,7) 1529 (71,5) 0,54
Huyperux 458 (17.6) 429 (20,1) 0,030
Nurudurop ACE
ARB
Cakyburpui/Bancapran 10 (0,4) 1020 (47.7) <0,001
Bera-Giaokarop 0(0,0) 440 (20,6) <0,001
AHTaroHHUCT MUHEPATOKOPTHKOUIHBIX PELIETITOPOB 0 (0,0) 310 (14.5) <0,001
Hururanuc 0(0,0) 21 (1,0) <0,001

Jlexapcmeennuiii npenapam, obecnewusaionuil 0(0,0) 540 (25,2) <0,001

CHUDICEHIE YPOBHS 2NIHOKO3bl, NPU
su3ume panoomusayuL — kon-6o (%)
buryanun
CynphoHIIMOYCBHHA
WNurudurop DPP-4
Aronuct peuenropa GLP-1
HNucynun

T2DM = caxapHblii quadet 2 TUmna

* IImroc-MUHYC 3HAYEHUS IPEICTABIICHBI B BUE CPEAHNUX 3HaueHui =SD.

IIponeHTsl MOTYT HE COCTABJIATE B LiesIoM 100 U3-3a OKpyIJIEHUS.




94

ACE = anrunorensusnpespaaromuii pepment, ARB = O1okaTop penienTopoB aHIMOTEH3HHa,
DPP-4 = nunentununnentunasa 4, GFR = ckopocts kiyboukoBoit punbrparuu, GLP-1 =
rimokaronononoOHei nentua 1, IQR = mexkBapTuibHeii pazmax, LVEF = ¢pakuus
BBIOpOCA JIeBOTO kenynouka, MRA = aHTaroHHCT MUHEPATOKOPTUKOUIHBIX PELIETITOPOB,
NT-proBNP = N-koHIeBOH (parMeHT NMpeIecTBeHHIKA HAaTPUIypeTHYECKOro MenTHaa
tuna B, NYHA = Hero-Hopkckast kapauonorudeckas accoruaust, KCCQ-TSS = obuuit
HOKa3aTeslb CUMIITOMOB 1o KaH3acckomy OIpoCHHKY 11t OONBbHBIX KapAHOMHONATHEH ¢
nuana3zoHoM ot 0 1o 100, mpudyem Oosiee BHICOKHE TIOKA3aTeN YKA3bIBAIOT HA MEHBLIIE
KOJIMYECTBO CUMITOMOB U (PM3UYECKUX OrPaHUYEHHH, CBSI3aHHBIX C CEPAECUHOMN
HEIOCTaTOYHOCTBHIO.

tPacy coolmanu uccienoBaTeny.

§ MHnekc Macchl Tena npencTaBisieT co0oi Bec B KMIOrpaMMax, AEJIeHHBIN Ha KBaapaT pocTa B
MeTpax.

9 993 nauuenra (41,8%) B rpynme nanarnudguosusa u 990 B rpynme nianedo (41,8%) umenn
nuadeT B aHaMHe3€ Ha UCXOAHOM ypoBHe. JlonoHuTenbHbIe 82 MaleHTa B TPYIINe
nanarmudo3nHa U 74 B rpymme mianedo UMeNu paHee HeTMarHOCTHPOBAHHbBIN TuadeT,
OIpeNeNIeHHbIH YPOBHEM INIMKHPOBAHHOTO MeMOTIIOONHA, COCTABIAIOIINM 0,5% WIIH BBIIIE
(> 48 MMONB/MOIB), U3MEPEHHBIM B LIEHTPAIBHON J1JA00PATOPHH KaK NMPH CKPUHUHTE, TaK U
IIPU PaHAOMHU3ALIUN.

I JIubGo nmMmanTHUpyeMbIil KapauosepTep-aepuopuuarop, mubo cepaeuHas
PECHHXPOHHM3HPYIOLIAst Teparnusi ¢ IOMOLIbI0 Aedudpusuisiropa.

**CepaeuHasi peCHHXPOHU3UPYIOLIAs TEPANHs ¢ TOMOIIbIO AeuOpmIsiTopa nin 6e3 Hero.

Tadauna 6. UcxoaHble XapaKTePUCTHKHU B 3aBUCUMOCTH OT CTaTyca AMadera U Ha3HAYeHus!
HCCJIeAYyeMOro JeKapCTBEHHOI 0 CPeACTBAa

be3 nuabdera (n=2605)

p_
Ilnanedo Hanaraudio3un SHAMCHHE
N=1307 N=1298

Bozpact — ner 66,4+11,5 66,0+11,8 0,48

ITox - xon-Bo (%) 0,41
Kenckuit 308 (23,6) 324 (25,0)

Myskckoit 999 (76,4) 974 (75,0)

Paca — kon-Bo (%) T 1,00
EBponeonnnas 926 (70,9) 918 (70,7)
Herpounnas nnu agpoamepukaHcKas 48 (3,7) 50(3,9)

Aszwuarckas 314 (24,0) 311 (24,0)
Hpyrue 19 (1,5) 19 (1,5)
Peruon — koi-Bo (%) 0,96
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p_
Ilnane6o HanaraugJiosus SHAYCHIE
N=1307 N=1298
Cesepnast AMepuka 168 (12,9) 174 (13,4)
IO>xHas Amepuka 226 (17,3) 217 (16,7)
Espomna 602 (46,1) 601 (46,3)
Asunarcko-TuxookeaHCKuit 311 (23,8) 306 (23,6)
®ynkmoHanbHas kiaccudukanus mo NYH
0,14
— koJ1-BO (%)
I 903 (69,1) 938 (72,3)
1 391 (29,9) 352 (27,1)
v 13 (1,0) 8 (0,6)
YacroTa cokpalieHuii cepama — ya./MUH. 70,9+12.0 70,8+11,9 0,73
Cucronnyeckoe apTepuanbHOE 1aBICHUE — 120,1415.7 1211416 4 0.11
MM pT. CT.
®dpakuus BbIOpOCa JIEBOTO Kenynouka — %o 30,8+6,9 31,0+6,8 0,40
HbAlc— % 5,8+0,4 5,7+0,4 0,07
ﬁf;ﬁmoe suadenne NT-proBNP (IQR) 415 0400551y 1414 (821-2424) 0,49
KCCQ-TSS 75,8420,0 74,6421,2 0,18
Hnpexc Macchl Tenad 27,1£5,6 27,3£5,9 0,40
OcHOBHas NpUYKMHA CEPAEUHOM
0,53
HEIOCTaTOYHOCTH — KOJI-BO (%0) ’
HNmemnueckas 681 (52,1) 660 (50,8)
Heunmemuyeckast 518 (39,6) 515 (39,7)
HeussectHas 108 (8,3) 123 (9,5)
Anamues — kon-Bo (%)
Focnmalnmaum[ IO IPUYNHE 594 (45.4) 608 (46.8) 0.48
CEepIIeYHON HeOCTAaTOYHOCTHU
OubprmsIuys npencepaui 515 (39,4) 507 (39,1) 0,86
Pacuernas GFR — mn/mun./1,73 m2 67.8£19,1 67.8+19.3 0.97
TUIOLIAIN TIOBEPXHOCTH Teja
Pacuernast GFR < 60 mn/mun./1,73 M2 — 464 (35.5) 480 (37.0) 0.43
k0J1-BO (%)
AnmnapatHast Tepanusi — Koi-Bo (%)
NmMnnaHTupyeMblil KapaAuOBepTep- 318 (24.3) 347 (26.7) 0.16
neubpmisitop
Cepne:ilaﬂ PECUHX pOHH3HPYIOLIAsT 93 (7.1) 110 (8.5) 0.20
Tepamnust
JlexapcTBeHHBIN Npenapar AJis JeUESHUs
CepAeYHON HEAOCTATOUHOCTH MPU BU3UTE
paHmoMm3auuu — KoJi-Bo (%)
Jduypetnk 1,214 (92,9) 1,191 (91,8) 0,28
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p_
Ilnanedo HanaraugJiosus SHAYCHIE
N=1307 N=1298
Wurn6urop ACE 752 (57,5) 737 (56,8) 0,70
ARB 335 (25,6) 357 (27.,5) 0,28
CakyOurpui/BancapTan 141 (10,8) 138 (10,6) 0,90
Bera-Gokarop 1,251 (95,7) 1,240 (95,5) 0,82
AHTaroHUCT MUHEPAJIOKOPTHKOHIHBIX 928 (71,0) 913 (70.3) 0.71
peLenTopos
Jururamic 234 (17,9) 224 (17,3) 0,66

JlexapCTBEHHBIN MpenapaT AJis CHUXKEHUS

YPOBH: INTFOKO3bI TP BU3UTE

paHIOMH3auK — KoJi-BO (%)

buryanun 6 (0,5) 4(0,3) 0,53

Muader (n=2139)

p_
Ilnanedo HanaraugJiosus SHAUCHIE
N=1064 N=1075

Bospact — ner 66,7+9,8 66,3£9.9 0,42

IToxn - xkon-Bo (%) 0,98
Kenckuit 237 (22,3) 240 (22,3)

MysKCKoil 827 (77,7) 835 (77,7)

Paca — kon-Bo (%)t 0,50
EBponeounnas 745 (70,1) 744 (69,2)
Herpounnas wmm appoameprkanckas 56 (5,3) 72 (6,7)

Asuarckast 250 (23,5) 241 (22,4)
Tlpyrue 13 (1,2) 18 (1,7)

Peruon — koi1-Bo (%) 0,40

CesepHast AMepuka 242 (22,7) 237 (22,0)

IO>xHas Amepuka 458 (43,0) 493 (45,9)

Espona 174 (16,4) 161 (15,0)

Asunarcko-TuxookeaHCKuit 190 (17,9) 184 (17,1)
@yHKIMOHATBHAS KJIACCU(PHKALHS IO 033
NYHA - kon-Bo (%) ’

I 694 (65,2) 668 (62,1)

I 360 (33,8) 395 (36,7)

v 10 (0,9) 12 (1,1)

YacroTa cokpalieHuii cepama — ya./MUH. 72,3x11,4 72,3113 0,88

Cucronnyeckoe apTepuaibHOe aBIeHUE 123.4416,9 12324161 0.73

— MM PT. CT.

@pakuus BLIOpOCA JIEBOTO JKENTYI0YKA — 31,0+6,8 31,4+6,6 0,20
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p_
Ilnanedo HanaraugJiosus SHAYCHIE
N=1064 N=1075
%
HbAlc— % 74416 7.4+1,5 0,55
E/Iﬁfgﬁm{"e suaserne NT-proBNP (IQR) 1 107 880.0750) 1479 (903-2885) 0,82
KCCQ-TSS 72,1£22.6 71,4+23.2 0,49
Hnpnexc macchl Tenad 29,4+6,1 29,3459 0,58
OcHOBHas MpUYHMHA CEPAEUHON
0,43
HEIOCTATOYHOCTH — KOJI-BO (%0)
HNmemuueckas 677 (63,6) 656 (61,0)
Heunmemuyeckast 312(29,3) 342 (31,8)
HeunssectHas 75 (7,0) 77 (7,2)
Anamues — ko-Bo (%)
Focnme}'nnsaum 1O MIPUYHHE 533 (50,1) 516 (48.,0) 033
CEepIIevYHON HeTOCTAaTOYHOCTH
OubpuIIIIMS Tpencepauii 387 (36,4) 409 (38,0) 0,42
Pacuernas GFR — mi/mun./1,73 M2 62.8+19,1 63,9419.6 021
TUIOLIAU TIOBEPXHOCTH Teja
Pacuernas GFR < 60 mi/mun./1,73 M2 — 500 (47,0) 432 (44.8) 0,32
k0J1-BO (%)
AmnmnapatHas Tepanus — KoJ-Bo (%)
HMMnnaHTUpyeMBblil KapaAUOBEPTEP- 302 (28.4) 275 (25.6) 0.14
neubpunsitops
Cep):[e:ilaﬂ PECUHXPOHU3UPYIOLLAs 71 (6.7) 80 (7.4) 0,49
Tepanus
JlexapcTBeHHBIN Npenapart AJis JEUESHUs
CepAEYHON HEAOCTATOYHOCTHU MPU BU3UTE
paHmoMH3anuu — KoJi-Bo (%)
Huypetux 1,003 (94,3) 1,025 (95,3) 0,26
HNurudurop ACE 577 (54,2) 595 (55,3) 0,60
ARB 297 (27,9) 318 (29,6) 0,39
CakyOutpu/Bancapran 117 (11,0) 112 (10,4) 0,67
bera-6okarop 1,029 (96,7) 1,038 (96,6) 0,85
AHTaroHUCT MUHEPATOKOPTUKOUIHBIX 746 (70,1) 783 (72.8) 0.16
peLenTopos
Jururammc 208 (19,5) 221 (20,6) 0,56
JlexapCTBEHHBIN MpenapaT AJis CHUXKEHUS
YPOBHSI TJIFOKO3BI TIPU BH3HTE
parmoMH3aLuu — KoJi-BO (%)
buryanun 515 (48,4) 505 (47,0) 0,51
CynbhoHnnMoueBrnHa 211 (19,8) 229 (21,3) 0,40
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p_
Inanedo Hanariaugio3ux SHAYCHIE
N=1064 N=1075
Wurudurop DPP-4 149 (14,0) 161 (15,0) 0,52
Aronucr pernenropa GLP-1 10 (0,9) 11 (1,0) 0,84
WHucynuH 266 (25,0) 274 (25,5) 0,79

* IIroc-MUHYC 3HAYEHUS! TIPEICTABIICHBI B BUAE CPEAHUX 3Ha4eHui +SD.
ITpouenTs! MOryT HE COCTABJIATE B LesioM 100 u3-3a OKpyIJIEHUs.

ACE = anrunorensusnpespauaromuii pepment, ARB = O1okaTop penenTopoB aHIMOTEH3HHa,
DPP-4 = nunentunmnnentunasa 4, GFR = ckopocts kiyboukoBoit punbrparuu, GLP-1
= rmokarononogoOHeii nentuy 1, IQR = mexkBaptunbHbiil pasmax, LVEF = ¢pakuus
BbIOpOCa JIEBOTO kenynouka, MRA = aHTarOHUCT MHHEPAJIOKOPTUKOUIHBIX PELENTOPOB,
NT-proBNP = N-koH11eBO#i (hparMeHT MpeALIeCTBEHHUKA HATPUHYPETHUYECKOTO MENTHAA
tuna B, NYHA = Hero-Hopkckast kapauonoruueckas accoruarust, KCCQ-TSS = o6uuit
nokasareiib CHMITOMOB 1o KaH3acckoMy OMpPOCHUKY JJisi OOBbHBIX KapAUOMHOIATHEH C
nuana3onoM ot 0 1o 100, mpudem Oosee BEICOKHE MOKA3aTeNN YKa3bIBAIOT HA MEHBLIE
KOJIMYECTBO CUMIITOMOB U (I)I/I3I/I"IGCKI/IX OFpaHI/ILIeHI/II\/'I, CBs3dHHBIX C cep):[equi/'I
HEIOCTATOYHOCTBHIO.

tPacy coolmanu uccienoBaTeny.

§ MHnekc Macchl Tena npencTasisieT COO0M BeC B KUIOrpaMMax, AeJIEHHbIN Ha KBaIpaT poCTa B
MeTpax.

9 993 naumenra (41,8%) B rpynme nanarnudguozuna u 990 B rpynme nianedo (41,8%) umenn
nuadeT B aHaAMHE3€e Ha UCXOJHOM ypoBHe. JlononHuTebHbIe 82 MalueHTa B rpyIine
nanarnuduosnHa u 74 B rpymne mianeto uMeny paHee HeAMarHOCTUPOBaHHbIN Auaber,
OTpenesIeHHbII YPOBHEM MIMKHPOBAHHOTO IreMOTIO0OHHA, COCTAaBIsIIOIUM 6,5% uin
BbILIE (> 48 MMOJIB/MOJIb), HI3MEPEHHBIM B [IEHTPAJIBHOH JTa00paTOPUH KaK Mpu
CKPUHMHTE, TaK U NIPU PaHAOMHU3ALHH.

I JIubo umMrutanTUpyeMbIi KapauoeepTep-aehudpusarop, b0 cepaeuHas
PECUHXPOHHM3UPYIOILAS TEPAIHUS C MOMOLIBIO NehudpusIATOpa.

**CepaeuHasi peCHHXPOHU3UPYIOLIAs TEPANHsl ¢ TOMOIIbIO AeuOpmIsiTopa nin 6e3 Hero.
[0289] Hcxonst

[0290] Hcexoowvl 6 coomeememeuu ¢ UCXOOHbIM 2IUKEMUYECKUM CIAMYCOM

[0291] [Manmentsr Oe3 amabera wuMenn Oojiee HU3KUE IIOKA3aTeNH MPEIBAPUTEIBHO
OIpeNeNIeHHON cMepTHOCTH U yxyaueHus: ucxonoB HE (tabmuua 7, gur. 9A-9D u dur. 10A).
Cpenn yvactHHkOB Oe3 nuabera MoOKaszaTesib JOCTHKEHHUS] NMEPBUYHON KOHEUHOW TOUKM OBLI

CaMbIM BBICOKUM Yy TE€X, KTO HaAXOAWJICA B nepBoﬁ TPETU IO INIUKHUPOBAHHOMY FeMOF.]'IO6I/IHy Ha
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HCXOJTHOM ypOoBHE (= 6,0%), T. €. y uHANBUAYYMOB ¢ nipeaauaderom (¢ur. 10A). Puck noueunoi
KOMOMHHMPOBAaHHON KOHEYHOH TOYKH Takxke ObUl HIKE Y Y4acTHHKOB Oe3 nmabera (dmr. 14).
Hanporus, ofmee wn3MeHeHune 1o cpaBHeHHI0 ¢ ucxongubsiM ypoBHeM B KCCQ-TSS He

OTJINYAJIOCh MEXAY YYACTHUKAMU C 1nadeToM u Oe3 Hero.



Tabauua 7. IlpexBapurte/ibHO onipeaeieHHbIe HCX0AbI 3P PeKTUBHOCTH

Ilepemennas Janarmudio3zun Ilnaue6o OtHoeHne P- P-3nauenue
(N=2373) (N=2371) PHCKOB 3HAYEHHE | B3aUMOAeHCTBUS
(95% CI)
Be3 T2DM (N=1298) Be3 T2DM (N=1307)
T2DM (N=1075) T2DM (N=1064)
Kon-Bo (%) | CyGonexrsr ¢ | Kom-Bo (%) | CyObexTs ©
seeHuemM/ 100 seernemM/ 100
MAIUCHTO-JICT MAIUCHTO-JICT

Hcxoabl 3¢pdexTHBHOCTH
IepBuaHBIT KOMOMHHPOBAHHBIH
ucxox* 171 (13,2) 9,2 231 (17,7) 12,7 0,73 (0,60 -0,88) | 0,0015 0,796

Be3 T2DM 215 (20,0) 14,6 271 (25.5) 194 0,75 (0,63 -0,90) [ 0,0018

T2DM
lNocnuramuzanys mo mpudaHe
CEPACYHON HEAOCTATOUHOCTH UIH 95 (7.3) 5,1 150 (11,5) 8,2 0,62 (0,48-0,80) 0,0003 0,225
CPOYHBIA BH3UT IO MPUIHHE 142 (13,2) 9,6 176 (16,5) 12,6 0,77 (0,61-0,95) 0,018
CEpACYHOM HETOCTATOYHOCTH

Bbe3 T2DM 93 (7,2) 5,0 146 (11,2) 8.0 0,63 (0,48-0,81) 0,0004 0,262

T2DM 138 (12.,8) 9,3 172 (16,2) 12,2 0,76 (0,61-0,95) 0,017
lNocniuranuzarus no npuuuHe

CCPACYHOMN HEAOCTATOUHOCTH 3(0,2) 0,2 12 (0,9) 0,6 0,25 (0,07-0,89) 0,0318 0,250

Bbe3 T2DM 7(0,7) 0,4 11 (1,0) 0,7 0,62 (0,24-1,59) 0,316

T2DM
CpOUHBIH BU3UT IO MPUIHHE 106 (8.,2) 5,5 125 (9,6) 6,5 0,85 (0,66-1,10) 0,23 0,700
CCPIACUHOM HEIOCTATOYHOCTH 121 (11,3) 7.7 148 (13,9) 9,7 0,79 (0,63-1,01) 0,06

be3 T2DM

T2DM
CmepTh 1O PUYKHE CEPACTHO-

COCYAMCTOTO HAPYIICHUS 169 (13,0) 9.1 227 (17.4) 124 0,73 (0,60-0,89) 0,0022 0,833

Be3z T2DM 213 (19,8) 14,4 268 (25,2) 19,1 0,75 (0,63-0,90) 0,0021

T2DM
BropuuHsble Hcxoabl
CmepTh 10 IPHYXHE CEPASTHO-
COCYAUCTOTO HAPYIICHHUS HIIH 239 327 0,73 (0,59, 0,91) 0,0053 0,7403

001



rocnuraau3anusa 1mo l'lpI/IqI/IHe
CCPACTHOUN HEIOCTATOTHOCTH

Bes T2DM

T2DM
OO1ee konmu4uecTBO (MICPBBIX U
MOBTOPHEIX) TOCITUTATH3ALMN TIO
IIPUYUHE CEPASCIHOU
HCAOCTATOYHOCTH M CMCPTH TIO
MPULIHHE CEPACUHO-COCYIUCTOTO
HAPYIICHUS

bes T2DM

T2DM

HM3meneHune 001mero mokasareas
cumnromos o KCCQ uepes 8
Mec. T
be3z T2DM
T2DM

Yxyaumenue moucaron GyHxupm T

Bez T2DM
T2DM
CwmepTb 10 m060¥ npUIHHE
be3 T2DM
T2DM

328

5.4£17.7
7.0£19,7

10 (0.8)
18 (1,7)

133 (10,3)
143 (13,3)

0,5
1,2

>

6,9

>

9,1

>

415

3,1£17,9
3,5+£20,8

15 (1,2)
24 (2,3)

151 (11,6)
178 (16,7)

0,8
1,6

7,8

>

11,7

0,77 (0,63, 0.94)

1,15 (1,05,1,26)
1,22 (1,11, 1,33)

0,67 (0,30-1,49)
0,73 (0,39-1,34)

0,88 (0,70-1,12)
0,78 (0,63-0,97)

0,0109

0,0040
0,0001

0,329
0,308

0,301
0,027

0,176

0,858

0,446

T2DM = caxapHblii guadet 2 Tina

H. n. o60o3Ha4aeT He MPUMEHUMO, MTOCKOJIbKY P-3HaueHus1 He COOOMArOTCs 1Jist KICXOMOB ¢ 10 SIBJICHUSAMHU WJIH MEHbIIIE.

*IlepBUUHBIH KOMOMHUPOBAHHBII HCXOJ — AHATM3UPYETCS KaK BPeMsI 10 IIEPBOTo CIy4asi CPOUYHOIO BU3UTA O PUUNHE CepAeUHON
HEOCTATOYHOCTH, TOCIUTAIN3ALUH 110 IPUUNHE CEPACYHON HEAOCTATOYHOCTH UJIM CMEPTHU MO MPUYMHAM, CBSI3aHHBIM C

CepAEeYHO-COCYAUCTBIM HaPYIIEHUEM.

1O0mee komnuecTBO (MEPBBIX U MOBTOPHBIX ) TOCTUTATU3ALNIN 110 MPUYUHE CEPACYHON HETOCTATOYHOCTH U CMEPTH IO MPUYHHE
CepIeYHO-COCYIUCTOrO HAPYLICHHUS, MPOAHATH3HPOBAHHOE C TIOMOILIBIO MOy apaMETPHYECKOH MOAEIH MPOMOPLUOHAIBHBIX
puckos (Lin ef al., 2000'®; ussectHoii kak Meton LWYY) — a¢ddexr nedenns npencrasnser coboi OTHOIEHNHE PHCKOB.
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T IMokazarenu no obimemMy mokasaTeno cuMNToMOB 1o Kanzacckomy onpocHuky it OonpHbIX kapauomuonarueii (KCCQ)
BapbupyroTcs ot 0 1o 100, mpudem Gosiee BEICOKHE TIOKA3aTeNN YKA3bIBAIOT HA MEHbLIEE KOJMYECTBO CUMIITOMOB H
(pU3HUECKUX OTPAHUYEHHH, CBI3aHHBIX C CEPAECYHON HEMOCTATOYHOCTBIO. D (EKT JeueHus MOKa3aH KaKk COOTHOLIEHHE MoOe.
3navenue Oosnee 1 ykasplBaeT Ha MPEBOCXOICTBO.

TTYXyaenne nouedHoi GyHKINN — KOMOMHUPOBAHHBIN HCXOJI, AHAIU3UPYEMBIH Kak BpeMs 10 nepBoro ssineHus cHkeHns eGFR
Ha 50% wu Oobliie B TeYEHUE TI0 MeHbIIEH Mepe 28 mHell, TepMUHANIBHON cTaanu noueyHoi HegoctatouHocTd (ESRD) mnu
CMEpTH MO NPUYMHAM, CBS3aHHBIM C oYeuHbM HapyimenneM. ESRD cocrosna us eGFR ke 15 mot/mun./1,73 m?,
yIepKUBAOIIEHCs B TEUSHHE 110 MEHbIIeil Mepe 28 nHel, IeueHHs ¢ ITOMOIIBI0 XPOHUYECKOTO AUATN3a (TIPOJOIDKAIOIIErocs B
TEYEHHE N0 MeHbIIeH Mepe 28 nHel) uin TpaHcrianTauuy movkd. Cepbe3Hble HeXKeNaTeIbHbIE SIBJICHUS B BUE OCTPOH
noyeyHoit HepoctarouHocTH: panarauduosuH 20 (0,8%) u manebo 41 (1,7%), p=0,007.

01



103

[0292] Sppexm oanaenugpnosuna no cpasnenuro ¢ niayedo 6 cOOMEEMcmeuU ¢ UCXOOHLIM
2NUKEMUYECKUM CIAMYCOM

[0293] O¢pdexr nanarmudo3nHa B OTHOIIEHHH NMEPBUYHOTO KOMOWHUPOBAHHOIO HCXONA H
KKJOr0 U3 MHAUBHIYAJIbHBIX HCXOJOB, BKJIIOYAIOIINX CMEPTHOCTh U CTALIMOHAPHOE JICUYEHHE, a
TaKK€ CPOYHbIE BU3UTHI [0 MPUUYUHE CEPAEYHON HEOCTATOYHOCTH, TPeOYIOLie BHYTPHBEHHOTO
JedYeHus, moka3aH B Tabauue 7 u Ha ¢ur. 10B. Dddexr nanarmmdpio3uHa B OTHOIIEHHH
KQKIOro Hcxoma ObUI CXOXKHUM Yy MalUeHTOB ¢ 1auadetoM u 0Oe3 Hero, kak u 3¢ddekr
HCCIIETyE€MOro JIEKAPCTBEHHOT'O CPECTBA B OTHOIIEHUH MOYEYHOr0 KOMOMHHUPOBAHHOTO UCXOJA.
[0294] Cpenu mauueHToB Oe3 nuabera Ha KMCXOJHOM ypPOBHE, TPU pa3fesieHUd Ha TpPU
paBHble TpymIibl, 3¢dext nanarnugao3nHa B OTHOLIEHUH NEPBUYHOIO UCXOAA ObLUT MOCTOSTHHBIM
BO BCEM JaMarna3oHe TIIMKUPOBAaHHOTO remorjiobuHa (¢ur. 10A). B uwacTHOCTH, AN TeX, KTO
HAaXOIUTCS B MOCJIenHel TpeTH (YpOBEHb IIMKUPOBAHHOIO reMoriiodnHa < 5,6%), OTHOIIEHHE
puckoB manarnudino3uHa k mianedo cocrasisiio 0,74 (95% CI 0,53, 1,04) mo cpasHenuro ¢ 0,71
(0,48, 1,04) B cpenneii Tpetu (> 5,6 - <6,0%) u 0,72 (0,52, 1,00) nns Tex, KTO HAXOOUTCS B
nepBoil Tpetu (> 6,0%);, P-3nauenue B3ammonerictBusi = 0,837. JIOMOJHUTENbHBIC AHAIHU3BI C
UCIIONIb30BAHNEM TJIMKHPOBAHHOTO Te€MOIVIOOMHA B KAa4yeCTBE HEMPEPbIBHON MepeMeHHOH
MPOAEMOHCTPUPOBANIU TOJIBb3Y Aanariu@o3rHa BO BCEM BKIIIOUYEHHOM auanaszoHe (¢ur. 12A-
12D).

[0295] Mexny wucxogueiM ypoBHeM u 8 wmecsauamu KCCQ-TSS yBennummace ¢
nanarnuduosuHom Ha 2,2 (95% CI 0,7-3,7) Oanna Oonblue, yeM ¢ manedbo y MarueHToB Oe3
nuabera u Ha 3,5 (95% CI 1,6-5,4) Ganna Gonbine y maiueHTOB ¢ nuabetom; P-3HadyeHue
B3aumonerncTus = 0,176 (Tabauua 7).

[0296] Cpenn unauBUAyyMOB Oe3 nuabera Ooblle MAalMEHTOB B TPYITe Hanariuio3nHa,
4yeM B rpynmne mianedo, coodirano o0 yBeInYeHnu Ha 10 MeHblIel Mepe 5 0aioB (MHHUMAIBHO
BakHoe ornnune) B KCCQ-TSS (57,7% no cpasrenuto ¢ 51,7%; orHotenue mancos 1,12 (95%
CI 1,03, 1,22) u MeHbIe cOOOINAIO O 3HAYUTENLHOM yXyAiieHuu (26,0% Mo CpaBHEHHIO C
31,3%; orHomenne wmancoB 0,88 (0,81, 0,97); P<0,01 pgna oboux CpaBHEHHIL.

CoOTBETCTBYIOIIHE MTPOIIOPIIUH Y HHAUBUAYYMOB ¢ AHA0eTOM OBLIH CIEAYIOIUMU: YJIy4IIeHUe
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Ha > 5 OamnoB - 58,9% mno cpaBHeHuro ¢ 49,9%, orHomenue mancoB 1,20 (1,09, 1,31); u
yxynumenue 24,5% mo cpaBHeHuro ¢ 34,8%, orHourenue mancos 0,78 (0,71, 0,87); P < 0,001 mst
oboux cpaBHeHuil (P-3HaueHue B3aumoneilcTBus ans  ynyumenus=0,294 u P-3HaueHue
B3auMopencTaus sl yxynumenns=0,075).

[0297] Cpenu unnuBuayymoB Oe3 auadera y 157 B xome uccnenosanus passuics 12D, 150
(95,5%) u3 Hux umenu npenauader (Alc 5,7-6,4%) (136 [86,6%)] nmpu ucnoas3oBanuu Oosee
OrpaHUYUTENBHOrO Kputepus 6,0-6,4%). ITauuenTs! ¢ Brepsble BO3HUKIIMM 12D mmenu Oonee
BBICOKME CpenHue ucxonHbie 3HaueHust Alc (6,2 +0,3 mo cpaBuenuto ¢ 5,7 £0,4%; p <0,001),
bonee Bbicokuit BMI (28,5 £5,9 no cpasHenuro ¢ 27,1 £5,7 kr/m?; p=0,003) u Gonee HU3KYIO
eGFR (61,5 17,4 no cpasHenmio ¢ 68,2 £19,3 mn/mun./1,73 Mm%, p <0,001), uem Te, y KOro He
pazBuiicst nuaber. Jlanarnuduo3uH CHIDKaNl Ciydal BIIEpBBlE BBIIBIEHHOro auadera Ha 32%:
miane6o 93/1307 (7,1%) no cpaBHeHuto ¢ nanaraudiiosunom 64/1298 (4,9%); HR 0,68 (95% CI,
0,50-0,94; p=0,019) (Kokc.) (¢wur. 17).

[0298] Jlabopamopnsie uzmepenus, 6ec u apmepuanvHoe OaeieHue

[0299] Ha ¢ur. 11A-11E nokaszanbl u3MeHeHUs JTaDOPATOPHBIX IOKA3aTeIe, Beca U
apTepPHAIbHOTO IABJIEHUs C IONPAaBKOM Ha HCXONHOE 3HadyeHHe. Y ManueHToB Oe3 amuabera
YPOBEHb TJIMKHUPOBAHHOTO FCMOFJ'IO6I/IHa U3MCHAJICSA HE3HAYUTCJIbHO, B TO BPEMA KaK Yy
MAlMeHTOB ¢ JauadeToM HaOMioaanoch yMepeHHoe cHuxkeHune k 60 ngHiO (P-3HaueHue
B3aumopeticteust < 0,0001) (¢pur. 11A). Bec u cucrommueckoe aprepuanbHOE AaBlCHHE
cHM3UIMCh B obeux rpynmax nauueHToB (¢ur. 11B u 11C, coorBercTBeHHO). I'emarokpur
YBEIMYMJICS TPH NPUMEHEHMH Janariudio3uHa B O0eMX TIpynmax MHalUueHTOB C IUIATO,
DOCTUTHYTHIM IPUMEPHO depe3 4 Mecsna, yBeanyeHre OplIo MeHblie y nanueHToB Oe3 nuadera,
yeM y mnauueHToB ¢ auaderom (P-3sHauenue B3aumonedicteust = 0,0002) (¢ur. 11D).
Habnromanoce  Hebonblioe  HAa4YambHOE  YBEIMYEHHE KpPEaTHHHHA TPU  TPUMEHEHHH
nararnugo3nHa B 00enX rpymnmax, XoTs pa3jInuie MexXay IPyniaMHy JIedeHus: ObUI0 YMEHbIIEHO
gyepe3 6 MecslLeB, yBeJIMYeHHe ObLIO MEHbIIE y MAlHMeHTOB 0e3 nuadera, 4eM y MALUEHTOB C
nnaberoMm (P-3nauenue B3anmoneiictsus = 0,0005) (¢ur. 11E).

[0300] N-konyesoii ppacmenm npeoutecmeeHnuKka HamMpuilypemuyecko2o nenmuoa muna B
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[0301] VY namuento 6e3 nuabera NT-proBNP camsmncs Ha 144 + 2286 nr/mn B rpymnme
nanarnudo3Ha U yBenuuwics Ha 84 + 2993 mr/mn B rpymmne miuanebo Mexay HCXOIHBIM
YPOBHEM U 8 MecsIaMu;, pa3inune MeXAy IPyIIaMu JedeHus: cocTaBisio -278 (ot -485 no -71)
nr/mi;, p=0,009. COOTBETCTBYIOIIHE U3MEHEHHSI Y YYACTHUKOB C T1MAa0eTOM ObLIH CIEAYIOLIUMHU:
cHmkeHre Ha 257 + 2502 nr/mu B rpynne nanarnmugiao3uHa u yBenudenue Ha 121 + 2884 nr/mun B
rpynne mianedo; pasnMuhe Meay IpyInamu JiedeHus cocrasisio -333 (ot -562 mo -104)
nr/mir;, p=0,004 (P-3Hauenne B3aumonerictaus= 0,728).

[0302] IlepeHOCUMOCTD ¥ 0€30IaCHOCTh

[0303] Cpenn nmanmentoB 6e3 nquabera 144 mamuenta (11,1%) B rpynmne nanarnudio3uHa u
141 nmaument (10,8%) B rpymnmne rmianedo NpeKpaTHIN MPHEM HCCIETyeMOro JIEKapCTBEHHOTO
npenapara. Cpenu naiueHToB ¢ auaberoM 3ty nudpsl coctasunu 105 (9,8%) u 117 (11,0%)
COOTBETCTBEHHO.

[0304] Haubonee 4acThiMU HEXKeNATEIbHBIMU SIBJICHUSIMHU, TPEACTABISIOLINMH HHTEPEC,
ObUTM T€, KOTOpBIE CBS3aHBI CO CHHJKEHHEM O0beMa LUPKYJUPYIOMIEH KPOBH U IMOYEYHON
HEIOCTaTOYHOCTBIO, KOTOpble ObUIM MeHee YacThIMH Yy TMAalUeHTOB 0Oe3 nuabera, 4deM vy
YYaCTHUKOB ¢ nuaberom (tadauna 8). Yacrora 5TUX HEXKENATENbHBIX SBJICHHH HE OTJIMYAIach

MEKY TPYIIaMH JeUeHHs AanariaudIo3HHOM U mianedo B JF0OO0 U3 Py MalleHTOoB.



Tabauua 8. HexesaTeabHble IBJeHHS, IPEACTABJISAOIINE HHTEpPeC, NPUBOAsSIIINE K NPEeKPalleHHI0 TpUeMa

HCCIEAYEMOI0 JIEKAPCTBCHHOI'0O CpeaACTBA

Ilepemennas

Hanaraugio3ux

(N=2368)*

Ili1anedo

(N=2368)*

P-3Hauenue

Bes T2DM (N=1295)

T2DM (N=1073)

bes T2DM (N=1305)

T2DM (N=1063)

Koi-Bo (%)

Kon-Bo (%)

JIroboe cepre3HOe HEXENAaTeIbHOE SIBJICHHE
(BKJIIOHAsI CMEPTD)

bes T2DM

T2DM
[pekparueHre nprema UCCIEAYEMOTO
JIEKAPCTBEHHOT'O CPEICTBA U3-32 HEXKEIATEIBHOIO
SIBJICHUSI

bes T2DM

448 (34,6)

447 (41,7)

68 (5,3)

43 (4,0)

481 (36,9)

513 (48.3)

59 (4,5)

57 (5,4)

0,24

>

0,002

0,41

2

0,15

2

901



T2DM
HesxenaTenbHble SBIEHUS, NPEACTABISIOLINE
UHTEpeC
CHmkeHrne o0beMa HUPKYJIHUPYIOIIeH KpOBU
bes T2DM
T2DM
HexenatenbHoe siBIeHHE, CBA3aHHOE C OYKAMU
be3z T2DM
T2DM
Ilepenom
be3z T2DM
T2DM
AmnyTanus
be3z T2DM
T2DM

CepbesHast runornukemus ]

94 (7,3)

84 (97,8)

62 (4,8)

91 (8,5)

27 (2,1)

22(2,1)

1(0,1)

12 (1,1)

0 (0)

4(0,4)

0(0)

79 (6,1)

83 (7.8)

78 (6,0)

92 (8,7)

25(1,9)

25 (2,4)

3(0,2)

9(0,8)

0(0)

4(0,4)

0 (0)

0,24

2

1,00

>

0,19

2

0,94

2

0,78

0,66

>

H. o

0,66

2

H. o

H. o

LOIT



be3s T2DM 3(0,3) 0 (0) H. o
T2DM
JnabeTnyeckuii KETOAUI03 0(0) 0 (0) H. o
bes T2DM 0(0) 1(0,1) H m
T2DM
I'anrpena @ypHobe
bes T2DM

T2DM

T2DM = caxapuslii nuader 2 Tuna
H. n. o60o3HavyaeT He MPUMEHUMO, TOCKOJIbKY P-3HaueHus1 He COOOMIArOTCsI IJIst KICXOOB ¢ 10 SIBJIEHUSIMU WJIA MEHBbIIE,

*ITomynsanys At OLIEHKH 0€30MacHOCTH BKJIIOYAIa MALIUEHTOB, MOJIYYaBUIMX IO MEHbLIEH Mepe OfHY 103y HCCIIENyEMOro
JIeKapCTBEHHOTO Ipenapara: nanarinugaosud, n=2368, u mianedo, n=2368. Yka3aHHbIe YHCIIa TPEACTABIAIOT COOOM
MALUEeHTOB.

T 1CepresHas rHIIOrIMKEMUs ONpeNesIach Kak THITOTINKEMUS], TPU KOTOPOH TpeOyeTcsi MOMOIIb APYroro YeIOBeKa JAJIsi aKTHBHOTO
BBEJICHUsI YTJIEBOJOB, [NIIOKArOHA WU BBIMOJHEHUs APYTrOro KOPPEKTUPYIOLIETO NEeNUCTBUS.

801
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[0305] VYBoeHHe ypOBHs KpeaTHHHHA B CBIBOPOTKE KPOBHM HAONIOAANoCh y 22 MalMeHTOB
(1,7%) 0Oe3 nuabera, momyuyaBUIMX Aanaraugio3uH, U y 36 mauueHToB Oe3 amadera (2,8%),
nony4aBiiux mnanedo, P=0,08; mpu 3TOM COOTBETCTBYIOIIME 4YHCIA CPEAM YYaCTHHUKOB C
nuaderom cocraisuy 21 (2,0%) u 41 (3,9%), P=0,01.
[0306] YV  1pex mauuentoB (0,06%) Habmromancs AOCTOBEPHBIM WM BEPOSITHBIM
nnabeTHYecKuii KeToaluao3 B HCCIENOBAHHM, W BCE SBISUIMCH MAlMEHTaMH C AuadeToM,
PaHAOMHU3HPOBAHHBIMU B rpynny ganarnugiaosuHa. Y Bocemu nanuenTos (0,17%) nabmopanace
cepbe3Hasi THIIOTJIMKEMHs] B HCCIIENOBAaHHMM, M BCE BOCEMb HMeNnu nuader: 4eTrBepo ObUIH
PaHAOMHU3HPOBAHbI B IPYyMITy Aanardudo3nHa W 4eTBepo B rpymnmy miaunebo. B nemom, y 25
nauueHToB (0,53%) rMesna MecTo aMImyTalwsi, y OAHOTO M3 TPYIIbI JanaringIo3uHa U TPOUX U3
rpynmel mianedo cpead HHAWBUAYYMOB Oe3 nuadera, W [BEHAALATh CJIy4aeB B TPYIIIE
nanaraugo3nHa U AeBATh CIy4aeB B IpyIe rianedo cpeay NalueHToB ¢ JHadeToM.
[0307] Oo6cy:xxnenue
[0308] OCHOBHBIM Pe3yJIbTATOM 3TOr0 aHanu3a nauueHToB ¢ HF u cHmkeHHO# ¢pakiueit
BbIOpoca Obuto TO, uro WHrHOMTOp SGLT2 nmamarmugio3uH ynaydinaa BCe MNpeaBapUTETbHO
OIpeNeNIeHHbIe UCXO/bl, BKIIIOYAIOINE CMEPTHOCTh U TOCIUTAIU3ALMIO, B CXOXKEH CTENeHH Y
moneil ¢ nuaberom u 6e3 Hero. Kpome Toro, cpenu MHAMBUAYYMOB Oe3 nualera CHIKEHHE
NOKa3aTesisl TOCTIKEHHS IEPBUYHOTO MCXOAa C MOMOINBI0 Janarindiao3nHa ObUIO OMHAKOBBIM
BO BCEM JMAalla30He YPOBHEH IIMKHMPOBAHHOI'O reMOrjJoOMHA HA HCXOIHOM YPOBHE, HE3aBUCHMO
OT TOro, OLEHMBAJIOCh JIM OHO Kak KaTeropuaJbHOE WM HENpPepbIBHOE H3MepeHUe.
JleiiCTBUTENIBHO, METOAOM CJIy4aliHOTO BbIOOpa aHaIM3 Y4YaCTHUKOB B rpymme Oe3 auabera
oroOpaJl KBaHTHJIM, OTpakarouiue ompeneneHus npennuadera B CIIIA (> 5,6%) u B Eppome
(> 6,0%), ocCHOBaHHBIE Ha KPUTEPUSX TIMKUPOBaHHOro remornoduHa. (American Diabetes
Association. 2. Classification and Diagnosis of Diabetes: Standards of Medical Care in Diabetes-
2019, Diabetes Care 42(Suppl 1): S13-S28 (2019); Chatterton, H. ef al., BMJ 345: e4624
(2012)). INomp3za or npamarmugro3uHa ObLTa CXOXKEH Yy WHIMBHUAYYMOB C IpenanaderoM,
JIMAarHOCTUPOBAHHBIM C HCIIOJIb30BAHUEM JIFOOOTO OMPEAENIEHUs, U Y TAKOBBIX C HOPMAaJbHBIM
YPOBHEM TIJIMKUPOBAHHOTO TeMOIIOOMHA. OTH JaHHbIE TNPENOCTaBISIOT yOeouTeIbHbIE

CBHJETENbCTBA TOTO, UYTO MpenMyinecTsa HHruouposanus SGLT2 He orpaHNYMBAIOTCS JIFOABMHU
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¢ nuabeToM MM npenanadeToM M MPUMEHUMBI K MMALHeHTaM C CepAeYHON HEOCTATOYHOCTBIO U
CHIDKEHHOH (pakiueil BpIOpoca, HE3aBUCHUMO OT TIJIMKeMHUYecKoro cratyca. Kpome Toro,
HaOMoaeMble  NMPENMYINecTBa OBUIM  TOJNY4YeHbl Y  YYaCTHHKOB, YK€ MOJYHYaroIIHX
pexomeHnoBaHHyO Tepanuio HF, Birodas 610KkaTopbl peHHH-aHTHOTEH3MHOBOM CUCTEMBI, OeTa-
OJI0KaTOPB! M AHTATOHUCTHI MHUHEPAJIOKOPTHKOUTHBIX PELIETTTOPOB.

[0309] JlaHHBIE aHAM3BI TaKXKe NEeMOHCTPHUPYIOT 3¢ dexTsl nanarmm¢ao3nHa B OTHOLICHUH
MeTaboNNYeCKUX, TeMOJUHAMUYECKUX U aHTPONOMETPUYECKUX IIoKasaTened y usoneid ¢
nnaberom u O6e3 Hero. Kak u okupmanock, nanariu@iao3uH yMEHbINAT YPOBEHb MIHKUPOBAHHOTO
reMoryioOMHa y ManueHToB ¢ AnadeToM 2 Tuna, Ho He o0ecrieunBai 3¢ ¢eKTa B OTHOLUIEHHH 3TOrO
nokasarens y jmoneii 6e3 nuabera. Tem He Menee, 3ddexTsl manarinugio3uHa B OTHOLICHHU
BECa, apTEePHUAIbHOIO NIABJICHUS, reMaTokpura, kpeaTnHnHa U NT-proBNP Opumn HampaBieHHO
CXOKUMHM y TaKOBBbIX C AuabeToM U 0e3 Hero, XOTs HECKOJbKO Oojiee BBIpaKEHHBIMU B IEPBOM
rpymre.

[0310] W3 pe3ynbTaToB 3TOr0 MCCIENOBAHUS MOXKHO CHAENATh BBIBOJ, YTO MNPEUMYILIECTBA
nanarimugo3nHa HE 3aBHCENH OT CHIKEHHs YPOBHS IUIFOKO3BI B IUIa3Me Kposu. Ilpemnaramm
apyrue MexaHusMmsl feiictBus unruoutopos SGLT2, Brimovast nuypetuueckuii apdext. (Hallow,
KM. et al., Diabetes Obes Metab 20: 479-487 (2018); McMurray, J., J Diabetes Complications
30:3-4 (2016)). XoTa 3TOT MeXaHU3M He ObUT H3MEPEH HENMOCPEACTBEHHO B HACTOSIIEM
HCCIIEIOBAHUY, paHHEe CHIXKEHHE CHCTOJIMYECKOro apTepHalbHOrO MaBleHWs U Beca U
yBeJIuueHNe KpeaTMHHHA COOTBETCTBOBAIM AUYpeTUYeCKOMY AeHcTBHI0. TeM He MeHee, O4YeHb
masio u3BectHO 00 3¢ dexrax nHrnObuTopoB SGLT2 B OTHOIIEHUH SKCKPELUU HATPUS U BOIBI C
MO4Oil mpu 100aBleHNH K CTAaHJAPTHON AUypeTHYeCKON Tepanuu, oco0eHHo y nauueHtos ¢ HF
u ocobenHo y TakoBbix 0e3 nuabera. (Hallow, K M. ef al., Boie; Devineni, D. ef al., Clin Ther
36: 698-710 (2014), Nassif, M.E. et al., Circulation (centsopp 2019); Kosiborod, M. et al., J
Diabetes Complications 31: 1215-1221 (2017)). Ectp Takxke apyrue NOTEHIHAIbHbIC
OOBSICHEHHsI YBEJIMYEHUs] KpeaTWHWHa U rematokpura. Cumraercs, uro uHruOutopsr SGLT2
BBI3BIBAIOT TYOYJIOTTIOMEPYIISPHYIO OOPATHYIO CBSI3b HE3aBHCUMO OT JIUypPe3a, YTO CIIOCOOCTBYET
CyKeHHI0 ad@epeHTHON KIyOOUYKOBOH apTepHOJbl U CHIKEHHIO CKOPOCTH KJyOOYKOBOM

¢unbrpaunu. (Heerspink, HK. er al., Circulation 134: 752-72 (2016), Kidokoro, K. et al,
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Circulation 140: 303-315 (2019). AHanoru4HbIM 0Opa3oM, IOBBIIIEHHE I€MAaTOKPUTA MOXKET
OBITH CBSI3aHO C YBEJIMYEHHEM IIOYEUHON CEKpPEeLMH SPUTPOIOITHHA H3-3a ONOCPEIOBAHHOTO
uaruouTopom SGLT2 ynyumenus pynkuuu nouek. (Yanai, H. et al., J Clin Med Res 9:178-179
(2017)). Junamuka W3MEHEHUH KpeaTHMHHHA M TeMaTOKPHUTAa, KOTOpble HaONIOAanl aBTOPbI
HACTOSIIET0 M300peTeHus], ObLla HECKOJBKO APYrOH, € HaYaJbHBIM MOBBIIIEHHEM YPOBHSI
KpeaTHHHHA U oOpaieHreM depe3 14 nHell, Toraa kak reMaTOKpUT OCTENIEHHO YBEIHYNBAJICS B
TeueHHe NMepBbIX 4 MecsIeB, 3aTeM focturas miato. CHiwkeHne o0beMa LUPKYIUPYIoLlel KpoBU
U3-3a JUype3a BPsi JIM MOKET OOBSICHUTD TaKHe HEOJHOPOIHbIC H3MEHEHHUSI.

[0311] Taxxe npennarain Ipyriue He3aBUCHMBbIE OT AUype3a AeHCTBUS, BKIFOYast 3P QeKThl B
OTHOILIEHUH NEPEHOCYNKOB HOHOB, (HOP03a, aJUITOKHHOB, aKTHBHOCTH CUMITATUYECKOH HEPBHON
CHCTEMBI M COCYIUCTON (DYHKINH, XOTS KIIMHUYECKUX TaHHBIX, IIOATBEPKAAIOIIHNX 5TO, HEMHOTO.
(Thomas, M.C. et al., Diabetologia 61:2098-2107 (2018); Garg, V. et al., Prog Cardiovasc Dis
pii: S0033-0620 (19) 30102-1 (2019); Wojcik, C. et al., Curr Cardiol Rep 21: 130 (2019); Verma
S. et al., Diabetologia 61: 2108-2117 (2018). HexoTopsle naHHbIE CBUAETENBCTBYIOT O TOM, YTO
uHruouTopel SGLT2 MoryT ymeHbIIaTh MacCy MHOKapAa JIEBOTO KeIyAodka, a 3¢dexr B
OTHOLICHWH PEMOJENHPOBAHMS CepAla MOXeT OObSICHUTH CHIDKeHHe, Habimomaemoe B
otHouteHun NT-proBNP npu npumenenun nanarnuduosusa. (Verma, S. et al., Circulation (22
arycta 2019r.)). HemaBHHMe >KCIEepHMEHTAbHbIE HCCIAEIOBAHUS TaKKe T[OKa3ald IMOJb3y
uHruouTopoB SGLT2 B OTHOmEHNM CTPYKTYpPHI U QYHKIIMOHUPOBAHMS CEepLa Y )KUBOTHBIX 0e3
mnadeta. (Thomas, M.C. et al., Diabetologia 61:2098-2107 (2018); Yurista, S.R. ef al., Fur J
Heart Fail 21:862-873 (2019); Garg, V. et al., Prog Cardiovasc Dis pii: S0033-0620 (19) 30102-
1 (2019)). IlpenynpeskaeHne CHIDKEHHS TIOU€YHOH (PYHKIINH TaK:Ke MOXKET OBITh MOJIE3HBIM IIPU
CepAEYHON HEJOCTATOYHOCTH.

[0312] OO0was yvacToTa OPYruxX KIFOYEBBIX HEXKEIATENIbHBbIX SIBJICHUH, MPEICTAaBISIOLNX
UHTEpeC B KOHTEKCTE CEepAEYHON HeNOCTaTOUYHOCTH, CBSI3aHHBIX CO CHIDKEHHEM 00beMa
LUPKYJIUPYIOLIEeH KUAKOCTH, ObLla HU3KOM M CXOXeW y Y4acCTHHKOB ¢ auaberoM u Oe3 Hero.
DTOT BBIBOA TaKKe€ COIJIACYETCs C MHEHHEM O TOM, YTO AMypeTHUYeCcKOoe AeHCcTBHE Bpsi Jiu OyaeT
KJFOYEBBIM MEXaHHM3MOM, JIEKAllUM B OCHOBe OJjarompusiTHbIX 3(PQekToB mamariudio3uHa.

Jlpyrue mpenBapuTEIbHO OMNpEAeNIeHHbIE MCXOAbI 0€30MacHOCTH ObUTM HEYacThIMH B O0EHX
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rpymnrax MalHeHTOB, U MPEKpalleHue MpreMa HCCIeAYEeMOro JIEKApCTBEHHOTO CPENCTBA TaKIKe
ObUIO penkocThi0 B 00eux rpynmax. Hu y xoro u3 nmanueHtoB 0e3 nuabera He HAOMHOIAIOCh HU
CepbE3HON TUMOTIMKeMHH, HU nuabeTuveckoro keroauuao3a. HecMoTpsi Ha TO, 4TO He OBLIO
MOKa3aHO CYLIECTBEHHOTO 3(pdeKTa B OTHOLIEHUH MPENBAPUTEIBLHO OMPEACICHHOrO MOYEYHOTO
UCXO0J1a, OH UMEJI MECTO Y HECKOJBbKHX MAalMeHTOB. bbuio OOHAPYKEHO, OHAKO, YTO YABOSHHE
YPOBH: Kp€aTUHUHA B CBIBOPOTKE KPOBU UMEJIO MECTO MEHEC 4aCTO Y MALUCHTOB, MOJIy4aBIIUX
nanarmu(JIo3H, y MAalUEHTOB Kak ¢ nuadberom, Tak U Oe3 Hero. Cepbe3Hble HEXeNaTeNbHbIC
SABJICHUS CO CTOPOHBI IMOYEK TAKXKE 6I>IJ'II/I MCHEEC YaCTbIMU Yy MALUECHTOB, KOTOPBIM Ha3Ha4daJiCsA
nanariugJI03uH, IO CPABHEHUIO ¢ Tu1anedo.
[0313] B 3aknrouenue, y maientoB ¢ HF u cHukeHHO# (pakumel BbIOpoca MHIHOUTOP
SGLT2 nanarnugo3vH CHMXKAI PUCK YXYAIIEHUS CEPAEYHON HEIOCTATOYHOCTH U CMEPTH IO
NPUYMHAM, CBSI3aHHBIM C CEPAEYHO-COCYIMCTBIM HApYLIEHHEM, W OO0Jerdaj CHMIITOMBI,
HE3aBUCUMO OT CTaryca JAuabeTa Ha HCXOOHOM YPOBHE M HE3aBUCHMO OT YPOBHS
TJIMKUPOBAHHOTO TeMOrJIOOMHA. DTH TpEeuMyllecTBa HAOJIOAATUCh B JOMOJHEHHE K
NPEBOCXOHOMY CTaHIAPTHOMY JICUSHHMIO Yy JIIOAeH Kak ¢ auabderoMm, Tak u Oe3 Hero. B
COBOKYITHOCTU 5TU JAHHBIC MOATBECPKAAOT NPUMEHEHUEC I[aHaFJ'[I/I(l)J'IO?)I/IHa B Ka4E€CTBC CPEACTBA
JICUEHUsI CEPAEUHON HEIOCTAaTOYHOCTH CO CHIDKEHHOH (hpakuumeii BeIOpoca y JIoAeH ¢ arnadeToM
1 0e3 Hero M He3aBUCHMO OT TJIMKEMHYECKOro CTaTyca.
[0314] Bce ccputku, BKIFOYast myOJIMKALINY, 3asIBKM HA TIATEHTHI U MATEHTBI, LIUTHPYEMbIC B
TAHHOM JTOKYMEHTE, BKJIOUEHBI B TAaHHBIA TOKYMEHT MOCPEICTBOM CCBUIKH B TOW K€ Mepe, Kak
eCJIn 6]31 Ka)K,I[bIﬁ AOKYMEHT 6BI.]'I KOHKPETHO U OTACJIBHO YKa3aH KakK BKJIFOUEHHBIN NnoCcpeaAcTBoOM
CCBUIKHU M OBLI MPENCTABJICH BO BCEH CBOEH MOJIHOTE B JAHHOM JIOKYMEHTE.
[0315] IIpenycmarpuBaercsi, 4TO NMPUBEACHUE IUANa30HOB 3HAYEHUN B JAHHOM JTOKYMEHTE
CIIY?KUT UCKIIFOYUTCIJIBHO B Ka4ECTBE cnoco6a COKpaEHUA UHANBUAYAJIbHOI'O YKA3aHHUS KAXKAO0TO
OTAEJIbHOTO 3HAYEHHsI, BXOASIIEro B JAHHBIN JUAMA30H, €CJIM B TAaHHOM JOKYMEHTE HE YKa3aHO
WHOE, U KaXJI0€ OTAeIbHOE 3HAYeHHEe BKJIFOUEHO B HACTOSIIIEE OMUCAHKe, KaK eClii Obl OHO ObLIO
WHIMBUAYAJIbHO YIOMSHYTO B JAaHHOM JOKyMeHTe. Bce crmocoObl, ONMHCAHHBIE B JaHHOM
JTOKYMEHTE, MOT'YT BBIIIOJHSITHCS B JIIOOOM MOIXONSAIIEM MOPSIIKe, €CIIH B JAHHOM JIOKYMEHTE He

YKa3aHO HWHOC WJIM UHOC SIBHO HE IMPOTHUBOPCYUT KOHTCKCTY. HpI/IMeHeHI/Ie BCE€X BO3MOKHBIX
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IPUMEPOB WJIN MIUTIOCTPATUBHBIX (ppa3 (Hampumep, "Takoi kak'"), MPeayCMOTPEHHBIX B JaHHOM
JIOKYMEHTe, TMpeJHAa3HadeHO HCKJIIOYUTENIbHO JJs  JIy4lIero OCBEI[EeHHs HACTOSIIEro
u3o0peTeHus, a He i POpMyTHPOBaHUS OrpaHHUEHUsT 00beMa HACTOSIIErO U300PETEHHS, eCITH
He 3asBieHO nHoe. Hukakas ¢pasa B HacTOsIEeM ONMHCAHUU HE IOJDKHA TOJIKOBATBCA Kak
yKa3aHHe, 4YTO KAaKOH-TMOO HE3asBICHHBIH 3JIEMEHT SBISIETCS  CYIIECTBEHHBIM IS
OCYLIECTBIICHUS] HACTOSIIEr0 H300pETeHNs Ha TIPAKTHKE.

[0316] Paznuynble BapuaHTBl OCYLIECTBICHHS AAHHOTO H300PETEHHUS OMUCAHBI B JAaHHOM
JIOKYMEHTe, BKJIIOUasl JIYYINWH BapHaHT, M3BECTHBIH aBTOPAM HACTOSINEr0 HM300peTeHUs IS
OCYLIECTBJICHUs] HACTOSIIEro M300peTeHus. Bapuaiuy 3TUX BapHaHTOB OCYIIECTBIEHHS MOTYT
CTaThb OYEBUAHBIMH JUI1 CIIEIMAJUCTOB B HAHHOM OOJACTH TEXHUKH TMOCHE MPOYTEHHS
BBILICTIPUBEACHHOIO OMKCAHHS. ABTOPBI HACTOALIETO H300PETEHUS OJKUAIOT, YTO CHELHUAINCTBI
B JAHHOM OONacTM TEXHMKM HCIIONB3YIOT TaKH€ BapHallMM KakK MOAXOAAINNE, U aBTOPbI
HACTOSIIEro M300peTeHHsl MPEANOoNaraloT, YTO HACcTOsIIee u300peTeHne OyAeT peain3oBaHO Ha
NPaKTHKE MHaue, YeM KOHKPETHO OIHCAHO B JaHHOM NokKyMeHTe. COOTBETCTBEHHO, HACTOsIIEe
n3o0peTeHne BKJIIOYAeT BCE MOAMGMUKAIMKM ¥ OKBHBAJICHTHI OOBEKTA, YIOMSHYTOrO B
npuiaraeMoii Gopmysie H300peTeHus], Kak 3TO pa3peleHo NeHCTBYIONNM 3aKOHONATEIbCTBOM.
bonee Ttoro, moOas KOMOHMHALUS BBILIEONMHUCAHHBIX 3JIEMEHTOB BO BCEX BO3MOXHBIX HX
BapHALMAX OXBATBIBAETCS HACTOSIINM HM300pETeHUEM, €CIM B JAHHOM JOKYMEHTE He yKa3aHO

WHOC HUJIM MHOEC SIBHO HC MPOTUBOPEYUT KOHTCKCTY.

IMTPUMEP 4

Pesyabratel kanHu4eckoro ucciaegosanus ¢asol 11 DAPA-HF - 3¢ dpext nanaraudaosuna
B OTHOIICHUHU CHU/KCHHUSA M'HINEPKAJTHUEMHUHA Y NALHUEHTOB C HF

[0317] Beenenne

[0318] IN'unepkanuemust 4acTo OrpaHUYHNBAET HCIIONb30BaHNe AHTarOHUCTOB
MHHEPaJOKOPTHKOUAHBIX perentopoB (MRA) y manueHToB ¢ CepiedHON HeNOCTaTOYHOCTBIO H
cHkeHHON (paxiueii BoiOpoca (HFrEF), oTkasbiBast 3TUM manueHTaM B KM3HECOXPaHSIOIIEH
Tepanuu. B mpenBapUTENbHO ONpenesNeHHOM AaHalin3e, IPENCTaBICHHOM B 3TOM IpUMEpeE,

oueHuBany 3(P(PEeKTUBHOCTD HHIHOUTOpa HATPUH-TIIOKO3HOro KorpaHcmoprepa 2 (SGLT-2)
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nanarmugio3uHa, 4ToObI ONpeAeuTh, 00eCeunBaeT JIU JIEYeHUEe Aanariu(I03HHOM CHUKCHHE
pHUCKa rMIepKaueMun, CBs3aHHOM ¢ ucnosb3zosanneM MRA, y nanuentos ¢ HFrEF.
[0319] Crnoco0b1
[0320] Puck  pasButus  nerkoil  rumepkamueMun  (kanui > 55  MMonb/n) U
YMEPEHHOW/TSDKENON — runepkaiueMud (> 6,0 MMONB/J) HCCIEAOBaJM B  HCCIEIOBaAHUH
narnarnuQio3MHa U NPEOyNpeXXIeHHs  HEeKeNaTelNbHBIX  HCXOHOB  IIPU  CEpAedHOH
HenoctatrouHoctd (DAPA-HF) B coorBercTtBuM ¢ ucnojb3oBaHueM ¢oHosoro MRA u
PaHIOMM3HPOBAHHBIM Ha3HaUYEHHEM JIEUEHHsI C TOMOIIBIO perpeccuoHHoro aHanusa Kokca.
[0321] PesyabTatbi
[0322] B uenom, 3370 (70,1%) namuentoB B DAPA-HF mony4anu nedeHre ¢ MOMOIIBIO
MRA. Jlerkasi rumepkaineMusi U yMepeHHas/TsDKenas THIepKanneMuss umenn mecto y 180
(11%) u 21 (1,2%) nauMeHToB, JIeYeHHWE KOTOPBIX OCYLIECTBIJISIM JAanariugio3uHOM, I10
cpaBHeHuio ¢ 204 (12,6%) u 40 (2,4%) nauueHTamu, MmojydyaBIIMMH IUianedo (Tadauua 8 u
¢ur. 18A-18B). Dt1o mpuseno k orHomenuto puckos (HR) 0,86 (0,70-1,05) nmns nerxoii
runepkauemunt 1 0,50 (0,29, 0,85) mist yMepeHHOW/TSDKENIOH TUIepKalueMuy, CpaBHUBAS
nanarnuguo3nH ¢ mianedo. Jleuenne ¢ momoupio qanaraugo3NHa BIBOE YMEHBIINIO YaCTOTY
BO3HMKHOBEHUS YMEPEHHOW/TSDKENON TrunepkanueMuy, CBs3aHHON c mpumeHeHneM MRA, y

namuentoB ¢ HFrEF.

Tab6auua 9. Bnepsbie Bo3Hukmas runepkaiuemusi B DAPA-HF

DanarnudnosunH Mnaue6o
4yacTo
Kon-so wa 100 Kom-so w2 100
siBNeHun/naum AABNeHun/naum HR (95% CI) P
nauueH nauyuve
€eHTbI €eHTbI
TO-NneT HTO-
nert
Jlerkas runepkanuemus
(> 5,5 mmonb/n)*
Be3 MRA Ha ucxogHom ypoBHe 63/660 71 57/682 6,4 1,20 (0,84-1,72) 0,32
Tleverie ¢ nomouibio MRA Ha 180/1632 8,6 204/1625 98 0,86 (0,70-1,05) 0,14
WUCXOAHOM YpPOBHE
Bce naumneHTbl 243/2292 8,1 261/2307 8,8 0,93 (0,78-1,11) 0,42

YMepeHHas/Tsxkenasn
runepkanvemus (> 6,0
mmonb/n)**
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Bes MRA Ha MCX0QHOM ypOBHE 13/675 1,4 11/695 1,2 1,17 (0,52-2,62) 0,71
Jleyenune ¢ nomowpto MRA Ha

MCXOZHOM YPOBHE 21/1683 0,9 40/1666 1,7 0,50 (0,29-0,85) 0,010
Bce nauueHTbl 34/2358 1,0 51/2361 16 0,64 (0,42-0,99) 0,046

*Mozenu, CKOPPEKTUPOBAHHBIE HA HCXOIHBINA YPOBEHDb KU U CTPATU(PULIUPOBAHHBIE 110
y
crarycy auabera mpu paHnomMusanuu. * VICKIrouas NalueHToB ¢ UCXOMHbIM ypoBHeM K™ > 5.5

(n=145) ** Hckro4as MalueHToB ¢ ucxonHbiM yposaem K™ > 6,0 (n=25)



POPMVJIA N3OBPETEHUS

1. Croco® cHMXKEHMs TOKa3aTens TOCIUTANN3ALUN IO TPUYMHE CepAeUHON
HEIOCTATOYHOCTH M CMEPTH IO INPUYHHE CEpleYHO-COCYAMCTOr0 HapyLIEHWUs y MalHeHTa
nocyie ocTporo uH(papKTa MHOKapAa, BKIIOUAIOIIUI BBEJEHHE YKa3aHHOMY NALMEHTY
(apmaLieBTHYECKOH KOMITO3HLIUH, CoAep Kaiiell TepaneBTHuecku 3(h(HEeKTHBHOE KOJIMYECTBO
nanariaugo3nHa,;

/i€ MainyueHT He uMmeer nquabdera 11 Tuma;

r7ie MALHUEHTY TaK)Ke BBOAST IO MEHBIIEH Mepe OTHO CPEICTBO CTAHIAPTHOW TEPAITUH
HF; u

I7ie OKa3aTelb TOCIUTAIN3ALIH 110 TPUIHHE CEPASUYHON HEAOCTATOYHOCTH U CMEPTH
1O IPUYHHE CEPIEUHO-COCYIUCTOrO HAPYIIEHHsI CHUYKAETCS] OTHOCUTENIHO CXEMBbI BBEIICHUS,
/i€ MALHUEHT MOJIy4aeT TOJAbKO MO MEHBLIEH Mepe ONHO CPEACTBO cTaHaapTHOM Tepanuu HF.

2. Crnoco0 no 1. 1, roe manueHT nepeHec ocTpbiil HHPAPKT MUOKapAa B TEUEHHE 7
IHEW Mociie Havaja JiedeHus1 (papManeBTHIECKUM CPEICTBOM, COAEPIKAIUM TePANEeBTHYECKH
s¢pexTrBHOE KOTMUYECTBO AanariaugI03uHa.

3. Crnoco0 mo 1. 2, rae ocTpblil HHGAPKT MUOKap/a MPEACTaBIAeT cOO0H HHpapPKT
muokapna ¢ nogbeMoM cermenta ST (STEMI) nnu nadapkr Muokapaa 6e3 noabeMa cerMeHTa
ST.

4. Cnocob o 1. 3, rae rocnuTaIu3ayy Mo NPUYHHE CePASUHON HEJOCTATOUHOCTH
00yCIIOBIIEHBI OTHIM HITH OOJIee YeM OJHUM H3 CIEeAYIOIIEero:

(1) HOBBIE WK yXyAwaromuecs: cumntoMbl HF, HaOmonaromuecs y nauueHTa;

(2)  oOBeKTHBHBIE JaHHBIE OTHOCHTEIBHO HOBBIX MJIH YXYALIAIOIUXCS CUMITOMOB
HF; w/vuan

(3) HavaJo Wi UHTeHCcuukanus crnenuduueckoro gedenns HE.

5. Crioco0 1o 1. 4, Tie TOCIUTAIU3ALUH IO TPHYUHE CePIIeYHON HETOCTATOYHOCTH
BKJIFOYAIOT TIEPBYIO W/WIJIA MOBTOPHBIE TOCIUTANN3ALUH 110 nprunHe HF .

6. Crnioco0® cHM)XEHHUs] MOKas3aTessi CMEPTH 1O MPUYHHE CEPIAeUHO-COCYAUCTOTO
HAPYLICHUS TN YXYALIEHHsI CHMIITOMOB CEPICYHON HEIOCTATOUHOCTH Y MALMEHTOB C OCTPOIi
JEKOMIIEHCUPOBAHHOHN CEpAEYHON HEAOCTATOYHOCTBIO, BKIKOYAOLINUN BBEICHUE YKA3aHHOMY
nanyeHTy (apMareBTHYeCKOH KOMITO3ULIMK, CONepskallell TepaneBTudecku 3¢ ekTuBHOE
KOJIMYECTBO Aamnariugio3uHa,;

r7ie nanveHTt He umeeT nuaderta Il Tuna;

r7ie MalMeHTy TaKXKe BBOISAT [0 MEHbIIEH Mepe OAHO CPEACTBO CTAaHAAPTHOM Tepanuu



HF; u

rie IOKas3aTelb CMEePTH MO MPUYUHE CEepAEYHO-COCYIUCTOrO HapyLIeHHs WU
YXYALIEHUS] CEpAEUYHON HEeIOCTaTOYHOCTH CHUXKAETCA OTHOCUTENBHO CXEMbl BBEIEHUS, I7e
NALMEHT MOJIy4aeT TOJNbKO 110 MEHbILIEH Mepe OHO CPEACTBO cTaHAapTHOM Tepanuu HF.

7. Cnocob mo 1. 6, rae manueHT roCHUTAIN3UPOBaH B CTAOUIBHOM COCTOSIHUH IO
NpUYUHE  YXYAIIEHHS  CHMIITOMOB  CEpPJEYHOM  HEJOCTATOYHOCTH  WJIM  OCTPOH
JeKOMIIEHCUPOBAHHOHN CepAeUHOI HeTOCTATOUHOCTH.

8. Crniocob mo m. 6, rae manueHT uMeer (PaKIU BhIOpOCA JIEBOTO JKeNyI04Ka
(LVEF), coctassromnyro 40% wiIv MEHbIIE.

9. Cnoco® mo m. 6, rae yMEHbIIGHHE IMOKa3aTelsl YXYAIIEHUS CHMITOMOB
CepAeYHOI HeJOCTATOUHOCTH YA OBJIETBOPSETCS MOCPENCTBOM YMEHBIIEHUs TOCIUTAIN3aLUN
MO MPUUYNHE CepAEeYHON HEeJOCTATOUYHOCTU WJIM YMEHbIIEHUs CPOYHBIX BU3SUTOB IO MPUYUHE
HF.

10.  Cnoco0 o m. 9, rae rocnuTanu3aluy o MPUYHHE CEPASYHON HENOCTATOYHOCTH
BKJIFOUAIOT IMEPBYI0 W/MIM MOBTOPHBbIE rocnuranuszauuu no npuunHe HF u oOycnoBieHsl
OJHUM WJIM OoJiee YeM OTHHUM U3 CJIEAYIOIIEro:

(1) HOBBIE WK yXyamaromuecs cumntombl HF, HaOmoparomuecs y nanueHTa;

(2)  oOBexTHBHBIE JaHHBIE OTHOCUTEIBHO HOBBIX MJIM YXYALIAIOIUXCS CUMITOMOB
HF; w/unm

(3) HavaJio Wik uHTeHcuukanys cnemuduyeckoro gedenus HE.

11.  Cmocob no m. 9, rae cpounbie Bu3uThl no npuunHe HF TpeOyroT neuenus
YXYALIEHUN CepAevyHON HEeAOCTaTOYHOCTH, OTJIMYHOTO OT TOJIbKO YBEIUYEHHs] KOJIUYECTBA
NEPOPATBbHBIX TUYPETUKOB.

12. Crioco® CHMKEHUS pHUCKa THIEPKAIMEMHH Y TMAlHEeHTOB C CepIAeYHOM
HEJIOCTATOYHOCTBIO, BKJIOYAIOINUI BBEIEHHE YKA3aHHOMY MAaIMEeHTy (hapMaleBTHIECKO
KOMITO3ULIMH, COAepIKalIel TepaneBTHYeCKH 3 (PEeKTUBHOE KOn4ecTBO nHruonropa SGLT2.

13.  Cnoco0 mo n. 12, rae puck rHIepKaMEMHH CBSI3aH C UCHOJb3oBaHHEM MRA
(aHTaroHUCT  MUHEPAJIOKOPTUKOHMIHBIX  PELENTOPOB) y  TMAalHeHTa C  CEepAeqHOM
HEI0CTaTOYHOCTBIO.

14. Cpnoco®0 mo mn. 12, IOMONHUTENPHO BKIOYAKOLINI BBEAEHHE MALUEHTY
TEpANeBTHUECKH MpHUeMJIeMOro komudectBa AZD9977 wmm ero (QapmaueBTUdecku

MIPUEMIIEMOU COJIH.
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Hanarmudnosur I1naneco

Ucxon 10Mr (n=2372)  (n=2371) HR{85% Cly  P-3HaueHuHe
CMepTs 1o IpHKHE [0-COCYICTONO HApYILIEHVL, TOCTIMTAT3ALIE 10 TIPHUMHE ot
Hmmggcmum?ﬂmﬁnmnomme@wmoﬁﬂemmwg CPAEH 386 (16,3) 502 (21,2) ——— 0,74 (0,65, 0,85)  <0,001
l"ocnmannsaum o l'IpI/I'-II/IHq‘ cep;[e'{Hoﬁ HEAOCTATOYHOCTH HUJIH CpO‘-IHI:Iﬁ 237 (10,0) 326 (13’7) —— 0,70 (0,597 0,83) <0,001
BH3WT IO TIPHYHHE CepIeYHOH HeNOCTATOUHOCTH
Tocnivranu3anys Mo NpUYUHE CEPACUHOM HEAOCTATOYHOCTH F NG 315(13,4) —— 0,70 (0,59, 0,83)  <0,001
CpoYHEI BU3HT [0 IPHYHUHE CEPASYHON HEJOCTATOYHOCTH 10 (0,4) 23 (1,0) ( 0,43 (0,20, 0,90) 0,02
CMepTsh [0 IPUYHMHE CEPACYHO-COCYUCTOr0 HAPYIICHUS 221(9,6) 273(11,5) ——— 0,82 (0,69, 0,98) 0,03
CMepTS 10 MPUHMHHE CEPIEIHO-COCYIUCTONO HAPYILICHFSL, TOCTIMTATHBALIKA 110 HPHYHHE CepIICHHOM S
HEJOCTATOSHOCTH 382(16,1) 495(20,9) 0,75 (0,65, 0,85)  <0,001
CwMmepTs 110 11060H NpUYnHe 276(11,6) 329(13,9) —— 0,83 (0,71, 0,97)
{ 1 1
0.4 0,8 1,2

®dur. 3

10 Mr nanariudro3uHa Jyqie

[Tnane6o ryqie
————
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Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo

4/25 JanarnucriosuHa
JManarmubnoszun Ilnane6o
XapakTepuCTUKA 10 MT (n=2373} (n=2371) HR {95% CI)
OO6mmii 3¢ dekr 50272371 —— 0,74 (0,65, 0,85)
Sogpact (e 196998 —m— 0,78 (0,63, 0,96)
< > > > Vs
>65 306/1373 —_— 0,72 (0,60, 0,85)
Ilon
Mywoxo oo —w— 079 (0,59, 106)
Kenckuii 96/545 —— > ;07,1
Paca
0,78 (0,66, 0,91
Esponeonnas 348/1671 — 0,62 Eo’37’ 1’043
Herpounnas nin appukanckas 321104 " 0:64 (0:48: 0:86)
A3suarckas 118/564
Jpyras 4132
T'eorpaduueckuii peruon
Azust 114/563 <—8——— 0,65 (0,49, 0,87)
Espomna 2181060 — 0,84 (0,69, 1,01)
CesepHas AMepHka 73342 @ —0— w1 0,73 (0,51, 1,03)
IOxnas Amepuka 97416 E&—a— 0,64 (0,47, 0,88)
Kitace mo NYHA
i sssr —o— 0509
I wm IV 213774 — 190 (0,74, 1,09)
LVEF
< cpesHedt 3071239 —8— 8’5(1) gg’gg’ 8’333
> cpeHei 196/1132 —_— ’ T
NT-proBNP
< cpepneii 155/1179 < —@—— 0,63 (0,49, 0,80)
> cpeiHeit 347N —— 0,79 (0,68, 0,92)
TIpemecTsyromast rocrramsaigs Ho nprdauxe HE
Ha 27911127  ——a— 0,67 (0,56, 0,80)
Her 2231244 — 0,84 (0,69, 1,01)
%;{A Ha UCXO/IHOM YPOBHE 611674 0,74 (0,63, 0,87)
Her 141/697 P 0,74 (0,57, 0,95)
Jlnabet 2 THIIAa HA KCXOJHOM YPOBHE 0.75 (0.63. 0.90
a 27111064 0.73 §0’60’ 0’883
Her 231/1307 Rt ’ [
OuCpHTBI I M TR TV TSI U RIS BOG 0,82 (0,63, 1,06)
ﬁa 126/559 — 072 (0.61. 0.84)
er 37641812 —_—
OcnoHas npuynna HF
Vimemmaccxas 28911358 — 0,77 (0,65, 0,92)
Hewunmremuyeckas/Hen3BecTHas 2131013 ® 0,71 (0,58, 0,87)
BMI (kr/M%)
<30 32011533 —e 0,78 (0,66, 0,92)
> 30 182/838 —8—— 0,69 (0,55, 0,86)
¢GFR na ncxoHoM ypoBHe (Mi/Mun./1,73 M%)
<60 2547964 D 0,72 (0,59, 0,86)
>60 248/1406 — 0,76 (0,63, 0,92)
| | 1 1
0,5 08 1 125 2
10 Mr ganarnudao3uHa JTydine [Tnauebo my4me
< —_—— - _—

®wur. 4




IlepBuuHasi KOMOMHHPOBAHHAS KOHEYHAS TOYKA

1007 kccQTs5<65,6
1 — KCCQTSS565,7-87.5
& — KCCQTSS
580— >87.,5
= -
i
=
= 60
=3
= -
=
E 40
g A KCCO TSS <65,6
s Ko TSS 65,7-87,5
i 20 KCCQ TS5>87 5
o
0_
] I I I | I I I |
0 3 6 9 12 15 18 21 24
KonuuecTBo B TpyIe pucKa Mecsines nocijie pAaHIOMH3ANHH
KCCQTSS<65.6 1487 1395 1306 1247 1152 934 697 380 140
KCCQTSS65.7-87.5 1564 1512 1469 1410 1302 1022 785 431 153
KCCQTSS >87,5 1392 1365 1331 1300 1214 925 652 341 116
®ur. 5
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Hcexon Hanaraudgaosun Ilaanedo

HR (95% C|) P-3Hauenne

CMepTh 0 IPFFHHE CepIeHO-COCYIWCTOr0 HAPYILIHNs, FOCTIHTAIVBALIHSA 10 NPHYHHE cepIetHOi HeTOCTATOHOCTH HWIH CPOUHbIH BIBHT 10 IPHYHHE Cep/ievHOk HEIOCTATOMHOCTH

<56.5 (n=1487) 162/768 209/719 —
65,7-87,5 (n=1564) 119/773 152/791 ——
>87,5 (n=1392) 73/693 116/699 —_—

|

CMepTh 110 IPHYMHE CePIEYHO-COCYANCTOr0 HAPYIIEHNS WIH FOCIIATAT3ALKS [0 NPAYMHE Cep/IeTHOH HEOCTATOYHOCTH

<56,5 (n=1487) 160/768 205/719 ——
65,7-87,5 (n=1564) 118/773 150/791 —_—
>87,5 (n=1392) 73/693 115/699 ——

I
I
TocnurammBanys 1o NpUYIMHE CEPACHHON HETOCTATOYHOCTH WM CPOYHBLIN BU3HUT 110 IPUMHMHE CEPACHHON HEAOCTATOYHOCTH |
I

0,52
0,70 (0,57, 0,86)

0,77 (0,61, 0,98)
0,62 (0,46, 0,83)
0,53
0,71 (0,57, 0,87)
0,77 (0,61, 0,99)
0,62 (0,46, 0,83)
0,38

0,40

0,82

0,45

<56,5 (n=1487) 99/768 134/719 —-— 0,67 (0,51, 0,86)
65,7-87,5 (n=1564) 78/773 101/791 —=———L  0,76(0,56, 1,02)
>87,5 (n=1392) 43/693 78/699 . 0,54(0,37,0,78)

I'ocnuranuszanus no npu4nHe CepAeYHON HEJOCTATOYHOCTH x
<56,5 (n=1487) 96/768 130/719 — ﬁ 0,67 (0,51, 0,87)
65,7-87,5 (n=1564) 76/773 08/791 — o 0,76(0,56,1,03)
>87,5 (n=1392) 43/693 77/699 < . ' 0,55(0,38,0,79)

CMepThb N0 NPUYNHE CEPAEYHO-COCYTUCTOr0 HAPYIIEHUSsI ‘
<56,5 (n=1487) 107/768 121/719 — e 0,84(0,64,1,09)
65,7-87,5 (n=1564) 63/773 81/791 - 0,78 (0,56, 1,09)
>87,5 (n=1392) 39/693 54/699 - — 0,72(0,48,1,09)

CMmepTh 10 11000i MpUYNHE ,
<56,5 (n=1487) 134/768 142/719 —=— 089(0,70, 1,13)
65,7-87,5 (n=1564) 76/773 99/791 — a———  0,77(0,57,1,04)
>87,5 (n=1392) 46/693 67/699 . | 0,68 (0,47, 0,99)7

04 06 08 1 12
ﬂa\namnq).nmnﬂ ayqymie Ilname6o Jy4ue
®Dur. 6
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Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo

7/25 J:lanarnvl(bnoslea
@ur. 7A. O61muii noxka3zareanb cuMmnToMoB o KCCQ
—-[Inane6o -==Jlanarnudio3nx
B 85,
S
= 8 80 Janarnudnosus
i)% LM) / —iHHaHe6O
228" A1.9083 A27576
& <0,0001 <0,0001
- p > p 3
z 570
E <
S =65 -
=
= 60 y N
WUcxonueri ypopens 4 Mecsna 8 mecseB
@ur. 7B. O0muii kinanyeckuid nokaszareab no KCCQ
—-[11a11e00 == Jlanarnugio3ux
>§ o85-
20
5 O 80+
8 M 3 JlanarmugnosuH |
= £751 % [Lnane6o
é v A 1,8011 A2,5490
T g 70
g g p<0,0001 p<0,0001
5 &651
X &
)
= F60 T )
HcXO0mHEIH YPOBEHD 4 mecsua 8 mecsnes

®ur. 7C. O0mumii pe3romupyrommuii noxkaszareb no KCCQ

W CpeaHui

v

Ilogoraanuel

o o
< w

~J
=]

nokazarens mo KCCQ
ch |
W, ] u

—+[Inane60o == Janarmudio3un

=]
=]

gHanarmidnosun
¥ [Imane60
71,7439 A23114
p<0,0001 p<0,0001
HcXOonHBIH YPOBEHB 4 mecsna 8 MecsiLeB
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®ur. 8A. O6umwmii mokasareas cumnromos no KCCQ ®ur. 8B. O6umii nokazaresab camnromos no KCCQ

WlInane6o M Manarmudaosusn OTHOIIEHNE PHCKOB  OR(95%Cl) p-3HAYEHHE
70% NNT=14(10-23) NNT=15(11-75) NNT=18(12-35) Yaydmenne yepe3 8 mecsinen
0% ,,383% 54,5% 54.0% 2 56auIoB 1,15(1,08,1,23) <0,0001
0% 50,9%) 47,6% 48,2% 2 10 0ayIoB — 1,15 (1,08, 1,22) <0,000]

= 15 GanioB —_— 1,14(1,07,1,22) <0,0001
40%1 32,9%
, «—— —sJlamarmudnosus mydire
o s HE BE ER naneGo aysme +— G A U
20% YxyaunieHnne yepe3 8 Mecaues
10% 2 5 Ganos 0,84 (0,78, 0,90)  <0,0001
0% - . Tanarnudiosun nywine +—— . — [lmane6o rydme
 256amos | 2 S6aios z106ammor 2 15Gawios ‘ ’ \
h s —
Vxymnumenue Viydienue 0,75 1,0 1,5

®ur. 8C. O6mmii kKiuHuyeckuii noxazarens no KCCQ @ur. 8D. O0mmii k1uan4yecknid nokasareab no KCCQ

I1nane6o @ Jlanarnudno3us OTHOmIEHHE PHCKOB QR (95% Cl) P-3HAYeHHe
:ﬁ] NNT=12(5-18) NNT=12{3-17) NNT=17{12-31} YJIy:lsll;eHne uepes 8 mecsines LIS (110, 126)  <0.0001
= aAJLJIOB - > »1U, 1, )
33.3% 49,6% 7 0% 2 1062108 e L19(1,12,126)  <0,0001
50% 44.8% 0 o
, 40,9% 41,0% = 15 Gamios —_— 1,14(1,08,121)  <0,0001
A% 31,4%
. Inane60o ayume +— @ —» Jlanaraudro3us Jydine
30% s EHE BE BE 00 ... T e e frosuk nyawe
20% Yxymmenne yepes 8 mecsinen 0.86 (0.81. 092)  <0.0001
10% 2 5 Gawos 86 (0,81, 0,92) <0,
" : anarnuao3uH rydne +— -+ [Inane6o nyume
250am08 | 25Gawios 210 GawoB > 15 6aJ1n01? A b . yq : n ¥4 .
- v -
0,75 1,0 1,5
Yxynuenne Yaydunienue ’ ’ ’
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®@ur. 8E. O6uuii pesromupyrommuid noxkasareab no KCCQ

70%
60%
S0%
4%
30%
20%
10%

WlTnaue6o B lanarmuduosun

NNT=15(11-26) NNT=13(10-20) WNNT=17(12-32)
53,3%
46,6% 46.8% 43,8%
38,9% 37,8%
31,0%
24,5%
> 56aw108 & 5 GautoB 2106amm08 2 15 Gamion
t »
YXyaumenue Ynyumenue

®ur. 8G. O0muii pesromupyrommii nokaszareab no KCCQ

OTHolenne pHCKOB OR(95%C)) p-3HAYEHHE
Yayumenne yepe3 8 mecanes

> 56amI0B 1,13(1,07, 1,21)  <0,0001
z 106am108 _— 1,17(1,19,1,24)  <0,0001
= 15Ganmos —_— 1,14 (1,07, 1,22)  <0,0001

IInane6o ayuyme +—— —>[amarnudI03uH Iydime

Yxyaumenne yepe3 8 Mecsiien
> 5 Gawion

0.85(0,80,0,91) <0,0001
Janarnugurosus mtyqme +«——— , —[lnane6o ryuimne

{ T 1

0,75 1,0 1,5
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Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo
1025 JanarnucriosuHa

@ur. 9. lleppuyHasi KOMOHHUPOBAHHASI KOHEYHAN TOYKA, TOCIUTAJIU3ALMS
MO0 NPUYHHE YXyAILICHHUsI CEPACYHOI HEAOCTATOYHOCTH, CMEPTh 110
NPHYHHAM, CBSI3AHHBIM C CEPACYHO-COCYAUCTHIM HAPYILICHHEM, H CMEPTh
OT BCEX MPUYHH B COOTBETCTBHH CO CTATYCOM 1MA0EeTAa HA HCXOJHOM YPOBHE

@S ] HepBH'{HaH KOMﬁHHHPOBaHHaﬂ KOHCYHAaA TOUYKA

<

= G- T2DM/ ntane60

=

g & T2DM/nanarmudio3un

gﬁ J " -~~=~Be3 T2DM/nnane60

=, __rbes

=1 T T e - T2DM/ nanarmadpiosun

2 o |

=

g"m i

2 o

E @ 1 T T ¥ T T T T T

>0 3 6 9 12 15 18 21 24
KOM'IGCJBOBIpyrmtE;)I/Icm MeCHHeB MOCJIE€ paHIOMU3 AN

Be3 T2DM/manarmiduosis 1298
Be3 T2DM/mnane6o 1307
T2DM/nanarmdyozun Y075

T2DM/mnane6o 1064

1268 1227 1192 1126 882 648 353 122
1253 1214 176 101 848 627 340 121
1037 994 955 876 678 500 259 88
1005 943 899 816 630 469 253 83

..... Bez T2DM/nanavmduosust - - - =~ -« Bes T2DM/mnane6o

— T2DM/mamarmamosun — . 12DM/munane6o

(%0)

20 25 30 35
L i ' ! 1

10

5
1

MMAPHBIA MPOUEHT
15

0
1

®ur. 9A

I'ocnuranu3zanus No NpUYHHE CEPACYHOMN
HeOCTATOYHOCTH

T2DM/ mnane6o

T2DM/nanarmdiiosns
Bbes T2DM/mnane6o

Cy

Kommaectso B rpyrme prcka

Bez T2DM/nanarmduiozns 1298

Bez T2DM/mnane6o 1307
T2DM/panarymgunozun 1075
T2DM/1ane6o 1084

3 6 2 12 15 18 21 24
MecsueB nocie paHIO0MHU3 AN
1268 1227 1194 1128 882 646 353 122

1255 1217 1181 1105 851 631 342 122
1038 936 959 ar9 681 501 260 8B

1009 951 201 819 6§32 470 254 a0
------ Bes T2DM/pananmuiostt. - ~ -~ - - - Bes T2DM/nane6o
—— T2DM/nanarmidymosus T2DM/mnane6o
®ur. 9B

14085545 _1/6



Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo
1125 JanarnucriosuHa

Q CMepThb MO NPUYHHAM, CBSI3AHHBIM C
T gy CEPAEYHO-COCYAMCTHIM HapyIIEeHHEM

o

g 5-

2 e

=

= o T2DM/mmane6o

= T2DM/manarmudbno3us
= e Bes T2DM/maue60

o 2 ol ___r-bes

g I i N - T2DM/nanarmadnozun
S | Tl -

> o -

U ~T T T T T T T T T

0 3 6 : 12 15 18 21 24

Komgectso B rpyrme ppcka
Bez T2DM/manarmdiozun 1298
Be3z T2DM/mnane6o 1307

T2DM/panarmgiosuH 1075
T2DM/mnane6o 1064

Mecsues nociie paHIOMHA3aLUI

1268 1227 1192 1126 882 646 353 122
1253 1214 1176 101 B4B 627 340 121
1037 944 955 876 678 500 259 88

1005 949 894 816 630 469 253 89
....... Bez T2DM/amarmgmosi === =~=--be3 T2DM/mnane60o
—— T2DM/pmanarmdviosns ——T2DM/nnane6o

5 10 15 25 30 3§
1 t 1 L N I f

0
1

Cymmapubii npoueHTt (%)
20

®wur. 9C

CMepTh OT BCeX NPUYHH

T2DM/mnane6o
T2DM/nanarmudino3un
=2 2=~~~ bes T2DM/mnaue6o
be3
T2DM/nanarmudino3un

Kommectso B rpyrmie pucka
Be3 T2DM/nanacmbnozis 1298
Be3z T2DM/mnane6o 1307
T2DM/namanmcnosus 1075
T2DM/1nane6o 1064

T T
3 B a9 12 15 18 21 24

MecsueB nocie paHIO0MHU3 AN

=
-

1281 1254 1235 1178 926 691 3 129
1286 1260 1245 1181 920 686 7 133
1061 1042 1016 952 740 552 295 104

1044 1019 086 811 718 535 286 102
_______ bes T2DM/nananm¢nosat -~ --—-- ez T2DM/miane6o
— T2DM/nanarmigmozns —— T2DM/nnane6o

®@ur. 9D
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@ur. 10A. Ipdexr ganaraudiio3uHa B OTHOLLCHUH NEPBUYHOH KOHEYHON TOYKH Y NALIMEHTOB C
AuadeToM HJIM 0e3 Hero M B COOTBETCTBHHU C YPOBHEM INIMKHPOBAHHOI0 FeMOIJIOOMHA Y

NalnueHToB 0e3 nuadera

o ITnane6o
TTepBUYHBIN HCXOT Hanarugosun

n/N (yposens Ha 100 PY) n/N (yposens Ha 100 PY)

p-3HaYeHUE
HR @5% Cl) B3aHMOJICHTBUSA

O6uit shdexr ae/2a73 (11,6) 5022374 (21,2) —_— 0,74 (0,65, 0,85)
T2DM Ha HCXOIHOM YpOBHE 0,7964
Ha 21511075 (14,6) 2711064 (19,4) _— 0,75 (0,63, 0,90)
Her 1711298 (9,2) 20141307 (12,7) _— 0,73 (0,60, 0,88)
Teprwm HbA 1 ¢ y natmerToB 6e3 T2DM Ha HexomHOM ypoBHe - %o* 0,2249
<5,6 (n=1006) 651571 (8,7) 72:485 (11,3) . 0,74 (0,53, 1,04)
5,7-5,9 (n=753) LAKI65 (8,4) 6380 (11,9) - 0,71 (0,48,1,04)
>6 (n=840) §2:a03 (10,6) 732 (14,8) 0,72 (0,52, 1,00)
| L ' I t
0,4 0,6 0,8 T 1,2 14

Janaraudnosun ayqme [lnane6o myqme
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@ur. 10B. IpdexT nanaraudio3snHa N0 CPABHEHHUIO € MV1ane00 B OTHONICHHH NPeABAPHTE]LHO ONPeXeJeHHOr0
NMEPBUYHOI0 U BTOPUYHOI0 KOMOMHMPOBAHHBIX HCXO0/I0B, HX KOMIIOHEHTOB H CMEPTHOCTH OT BCeX IPHYHUH, B
COOTBETCTBHH CO CTATYCOM AHa0€Ta HA HCXOAHOM YPOBHE

SUELl

goo0oLD

p-3HauyeHue
Hcxon Janarmudnosun  Ilnane6o H3 (357 Cl) B3AMMOJEHTBHS
CMepTh 1O NPHYMHE CEP/ISIHO-COCY/TCTOTO HAPYIIICHHS, TOCTIMTATH3ALIS 110 IPHIHHE —— 0,74 (0,65, 0.85)
CEpPIEUHOMN HEIOCTATOUHOCTH WM CPOYHBIA BUSHT 110 HPUYIHHE CSPICIHON HEOCTATOMHOCTH e — 0,73 (0,60, 0,88)  0,7964
?gaD TN%DM —— 0,75 (0,63, 0,90)
CMepTs 10 NPHUMHE CEP/ISIHO-COCYUCTOTO HAPYILICHHS MITH TOCTIMTATI3ALIS TI0 IPHUIMHE —_— 0,75 (0,65, 0,85)
CEpIEYHOHN HEJIOCTATOYHOCTH e 0,73 (0,60, 0,89) 0,8333
?&23:;) "l];iDM —_— 0,75 (0,63, 0,90)
TNocrvramizaLi 1o MpHYHHE CepASYHOH HEIOCTATOYHOCTH HIH CPOYHBIH BH3HT 10 PHYHHE * 0,70 (0,59, 0,83)
CEPIIEIHON HEZIOCTATOYHOCTH —_— 0,62 (0,48,0,80)  0,2249
?;T)”]{/%DM _— 0,77 (0,61, 0,95)
locnuranu3anys N0 NPUYHHE CEPACIHOH HEOCTATOUHOCTH 0,70 (0,59, 0,83)
Ees T2DM . 0,63 (0,48,0,81)  0,2619
TSBI‘DM —_— 0,76 (0,61, 0,95)
B —— 0,82 (0,69, 0,98)
g;e$;lb r;/(; NPHYHHE CEPJICIHO-COCYAUCTOTO HapYIIEHUS | 0.85 (0.66.1.10)  0.6997
T2DM —_— 0,79 (0,63, 1,01)
5 —— 0,83 (0,71, 0,97)
gmeggrb 1}1\2 m060ii mpUYHHE 0,88 (0,70, 1,12)  0,4455
€3
T2DM —— 0,78 (0,63, 0,97)
| | ! 1 i

0,4 0,6 0.8 1 1,2 14
HNanarmupnosun myame [Lrane6o myquwe
-~

>3
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®@ur. 11. DpdexT nanarandao3uHA M0 CPABHEHHIO ¢ M1aNe00 B OTHOIICHUH J1a00PATOPHBIX MOKa3aTeJeH,

CUCTOJHYECCKOI0 apTEPHAJBHOIO JABJCHUA H BeCa B COOTBETCTBHH CO CTATYCOM auabera

®ur. 11A
HbA1c - nuaber
I
—
&
€ S 0,751
i,‘: 0,51
<
© 0,251 D S
s & L. _"““{-"_______{_ _________ §------ -:Ir- Inare60
E o ogess-i- z P i —t |JTanarnudno3us
g S _0.254 Y T I
=5
S E -0,51
= = -0,751
= = -1
014 B0 120 240 360 480 800 720
/el mocJie paHIOMU3ANUH
P-3nauenue B3aumoaeicteusn<0,0001 -4 [TnaneGo —a— Aanarmuguosnu
HbA1c - 0e3 nuadera
14
p—
g
E(\—'
(]
&
(]
o=
S =
E v
s = -0,25/
5 E 0,5
5 =-0,75
== -1
D14 60 120 240 360 480 600 720

JAHel mocJie paHIOMU3AUHH

-—-[lnaue6o —e—Hanarau¢rosus 14085545_1/10

SUrl

oiqimowou 9 eoodgiag nauntiedd NOHHSXMHD 00

M1O0HhOLBLO0I'oH MOHKha'de9 BMHBhALS 19

eHUeoucuLIeLRT

goo0oLD



®ur. 11B

Bec - nuader

o = N
"

'\:'\“Z'“*-E--"""“{ """ B {---.-...,....__{___,__--_-} ITnane6o

T . 2.
Py

[
pury
M

kS

i P
1 1\'{‘\{ JlanmaraudIio3uH

ITonornannoe cpegnee
H3MeHeHHe Beca (Kr)
h oA W R

-6
014 680 120 240 360 480 600 720

JHeil mocJie panaoMu3anuu

P-3navenue Bzaumoneiicreus 0,1384 - #—-TTnaneGo =—e=—Alanarmdosus

Bec — 0e3 nuadera

o = N
—

eSS Sttt b SLL L LR ET CERTET RSy (AT

: ' % —! JManarmudinosun

IToxornanHoe cpexnee
H3MeHeHHe Beca (Kr)
PO

]
<

014 80 120 240 360 480 600 720
Anei mocJie paHIOMHU3aAUHH

1
=]

-t llMa1e60 —a Janarmudnosun

14085545_1 /11

SUST

00o0LD

oiqimowou 9 eoodgiag nanmiedd NOHHSXMHO 00

W1O0HhOLBLI0I'oH MOHKha'de9 BMHBhALS 19

eHueouduLieLer



®ur. 11C

Cucroauieckoe KPOBAHOC JAaBJICHHUE - auaber

2 1

ITnane6o
Janarnmudiio3uu

AaBJjieHUs (MM PT. CT.)

Ilogornannoe CpeaHee H3SMCHECHHE
CHCTOJTHYCCKOr0 KpOBSIHOI'O

014 80 120 240 360 480 600 720
P-3nauenne B3aumoaeicrus 0,4262 JlHeii mocsie paHIOMH3ANAH

Cucronuveckoe KPOBAHOC TABJICHUEC — 0e3 nuadera

ITnamnebo

Jamarnudiio3ua

AaBJjieHHs (MM PT. CT.)

014 60 120 240 260 480 600 720
JAHel mocJie paHIOMU3aAUUH

~e=-[Tane6o —e—Aanarmomnosuu

Ilopornannoe CpeaHee H3IMCHCHHE
CHCTOJTHYCCKOr0 KpOBSIHOI'O

14085545_1/12

SU91

goo0LD

oiqimowou 9 eoodgiag nauntiedd NOHHSXMHO 00

M1OOHhOLBLI0I'oH MOHKha'de9 BUHBhALS 19

eHUeouduLieLer



®ur. 11D

IMogornanHoe CpeaAHee H3MCHCHHEC

P-3nauenue B3aumoaeiicreus 0,0002

Ilopornannoe CpeaHee H3IMCHCHHE

rematokpura (%)

remaroxkputa (%)

N W A O

N A o

I'emaToxkpur - nuader

i Fa £ —+ 4= —{ Nanarmudmnosun
e ST RPN SUNRRS SRSP LR IS RS PN U SN —— -{
ITnane6o
014 60 120 240 360 480 600 720
AHel mocJie paHAOMU3ALMH
== [Ina1e60 =——e=— Tanarmi$pao3ux
I'emaToxpur — 0e3 quadera
} — p 4~ £ v e —4 Janarnudio3ux
L Y SO PR s {“-------«}—------"ﬁ ITnamne6o
014 60 120 240 380 480 800 720

[Heii mocJie panaoMu3anuu
= ==[lnane6o —— Jlanarnudnosux

14085545_1 /13

SULI

oiqimowou 9 eoodgiag nanmiedd NOHHSXMHO 00

W1O0HhOLBLI0I'oH MOHKha'de9 BMHBhALS 19

eHueouduLieLer

00o0LD



®ur. 11E

KpeaTtunuH - nuader

2]
=
g
E 0,25
5 02
2= 015
W E 0,1
@ A
= 0,05
= S
£ )0
@ = -0,05
gE 01
£33 015
s g 02
5 0,25 + . - r " N
5 120 240 360 480 800 700
= el mocJie paHAOMU3ALNH
P-3nauenue B3aumoneiicreusa 0,0005 =“-[Inane6o —*—/anarmprosun
2]
E Kpeartunun — 0e3 nuadera
% 0,251
SE 027
2 g 0,151
g = 019 e e
= = 0,051 + £ p we— e, Si bbbt
[ ] H - - -
SRR S S
2 =
S E -0.051
g E 01
= g -0.15
g <z '032'
5 025 : , + .
¢ 014 60 120 240 360 480 600 700
= JAHeil mocJie paHIOMU3AUHH

= a=J 11211600 ~mswrllanarnuguosnn

14085545_11/ 14

SU8I

eHUeouduLieLer

oiqimowou 9 eoodgiag nauntiedd NOHHSXMHO 00

M1OOHhOLBLI0I'oH MOHKha'de9 BUHBhALS 19

goo0LD



@ur. 12. Ucxoabl B COOTBETCTBHH ¢ HCXOAHBIM YPOBHEM IVINKHPOBAHHOI0 reMOr100MHa (B KaYecTBe
HeNpepbIBHOI NepeMeHHOMH)
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ITocTosinHas M0JIB32 B OTHOWCHHH CHMIITOMOB HE3aBHCHMO OT nMoporosbix nokasaresaed no KCCQ-TSS, 8

MeCHAICB

AHaJIu3 AAHHBIX ITAIIUCHTOB,
OTBCTUBIIHNX HA JICUCHHE

10 mr panaraundaosnna (N=2086)

Yay4umenune
5 uiu Gosiee GaJUIoB
10 unu 607€ee 6anmoB

15 nu 607ee 6anmoB

1198 (57,4%)
1124 (53,9%)

1120 (53,7%)

CootHomenune nodenq KCCQ-TSS =1,18 (CI 1,11, 1,26), P<0,0001

1030(50,0%)

968 (46,9%)

984 (47,7%)

10 mr panarauduiozuna (N=2086)  IlianeGo (N=2062)

Yxyamenune

5 wim Gosiee GaUIOB

10 mu 6omee 6annoB

524 (25,1%)

385 (18,5%)

682(33,1%)

495(24,0%)

®ur. 13

Iaaue6o (N=2062)

0,75

| e
: .
. —-—
0,8 1,0 1,5
—— !
1,00 125

OR (95%C1)

1,15 (1,08, 1,23)

1,15 (1,08, 1,22)

1,14 (1,07, 1,22)

OR (95%C))

1,84 (0,78, 0,90)

0,85 (0,79, 0,92)

14085545_1/ 16

€707

eHUeouduLieLer

oiqimowou 9 eoodgiag nauntiedd NOHHSXMHO 00

M1OOHhOLBLI0I'oH MOHKha'de9 BUHBhALS 19

goo0LD



1 Jmnader 0,73 (0,39-1,34)
< be3 nuabera 0,67 (0,30-1,49) - 6
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N3menenne eGFR (na ma/mun./1,73 M2)

_| Aamaraudaosun -109,35 (95% CI or -117,84 no -100,87)

Jlennb 14-720
Iaane6o -2,87 (95% CI ot -3,19 1o -2,55)

Hanaraugaosun -1,09 (95% CI ot -1,41 o -0,78)
Pazauyue nakaonor P<0,001

Henn 0-14

Maane6o -28,46 (95% CI ot -36,95 10 -19,99) IInane6o

Paznuuue Hakaonos P<0,001
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N3menenne eGFR na mii/mun./1,73 M

9 Inane6o -30,47 (95% CI ot 41,85 no -19,08)
Janarmugosun -98,61 (95% CI or -110,09 xo -87,12)
Pazmune naxsionos P<0,001

-10

Jenn 14-720
ILaanedo -3,11 (95% CI ot -3,42 1o -2,80)

Hanarangaosun -2,05 (95% CI ot -2,36 10 -1,75)
Pazanune nakiaonos P<0,001

Jennb 0-14

Henb 14-720

IInane6o -3,56 (95% CI ot -4,06 oo -3,06)

Hanarandaosunn -1,29 (95% CI ot -1,78 g0 -0,80)
Inaue6o  Pazamume nakaonos P<0,001

ITnane6o
Hanarnu¢no3us

Hanarnu¢no3ux
Henb 0-14
%0 | TLnauneo -26,00 (95% CI ot -38,70 no -13,31)
Janarmduiosun -122,26 (95% CI or -134,82 o -109,69)
Pazmnune naxuionos P<0,001
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be3 nnabera Ha HCXOHOM YPOBHE /InabeT HA UCXOTHOM YPOBHE
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Cymmapnsblii npoueHTt (%)

Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo
24/25 JanarnucriosuHa

I'padpux Kansiana-Meiiepa 4acToTbl BOSHHKHOBEHHSI BIiepBbIe
BO3HHKIIEro quadera

T T | | T T
0 3 6 9 12 15 18 21 24

KoJTiHecTRo B TPyIITE prcka Mecsues nocie paHaoMu3anuu
Z[anarnmbnomﬂ 1298 1266 1233 1208 1147 895 666 366 123
IInane6o 1307 1268 1225 1198 127 874 642 358 125
— Jlanarmudno3m ————- [Tnane6o

®dur. 17



Cnoco6bl NeyeHUs cepaeyHoOl HeloCTaTOYHOCTH
CO CHWKEHHOU dopakLuelt BbIGpoca ¢ MOMOLLbIo
JanarnucriosuHa

25725

YacroTa BOSHHKHOBEHHS runepkaiuemMun (>5,5 mmoan/i)

< 4
~

Cymmapnbiii npouent (%)

T T 1 T T T T 1 T

0 3 6 9 12 15 18 21 24

Mecsues nocie paHIOoMHU3aLuI
KonmdecTBo B rpynie pucka

Janarmguosun 1632 1497 1420 1339 1255 960 692 353 128
ILrane6o 1625 1484 1411 1331 1238 935 661 347 121
----Jlanarmupno3znn ——ITnane6o
@ur. 18A

Yacrora BOSHHKHOBEHHS runepkaiueMuan (>5,5 mmouan/i)

[=]
&

CymmapHhblii npoueHT (%)
10

T T T T

T
0 3 6 9 12 15 18 21 24
Mecsue nociie paHIOMHA3aLUA

KommgecTBo B rpynme pucka

Janarnudozun 1683 1615 1560 1500 1415 100 797 423 155
Tnane6o 1666 1593 1536 1482 1386 1075 773 405 140
---Jlanarmugno3zun ——IInane6o

®dur. 18B
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