COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 08.08.2025 N= 13771

OBILASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA 7003

1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O IIPEIIAPATA
Hamarmadnosua-AME/JIAPT, 5 mr, TabneTKH, TOKPBITHIE TUICHOYHON 000JI0YKOA.

Hamarmadnosua-AMEJIAPT, 10 mr, TaGiieTKH, MOKPHITHIC INIEHOYHOW 000I0UKOM.

2. KAYECTBEHHBIA U KOJIUYECTBEHHBIN COCTAB
JleficTByto1II€€ BEUIECTBO: Aanarin(io3uH.

Janarmadaosua-AMEJAPT, 5 mr, Ta0iIeTKH, ITOKPBITHIE INIEHOYHON 000JI0UYKOH

Kaxnas tabnerka comepkut 5 Mmr nanariudio3wHa (B BHIE Aanariuduio3nHa MpPOMaHIHOIIA
MOHOTHUIpATa).

Janarmudaosua-AMEJAPT, 10 Mr, TaOJIETKH, IOKPHITHIE INIEHOYHON 000JI0YKON

Kaxnas tabierka comepxxut 10 mr mamarnuduiosuHa (B Buae nanariugIio3MHa MPOMAaHIHOA
MOHOTHUIpATa).

BcmomorarenbHbIe BelecTBa, HATMYME KOTOPHIX HAJO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: jJakto3a (cm. pasuen 4.4).

ITomubIi IEPCUCHDb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPHUBCACH B pa3/ICiIC 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TalneTku, MOKPHITHIE MIICHOYHON 000I0UKOIA.

Janarmudaosua-AMEOAPT, 5 mr, Ta0JIeTKH, ITOKPBITHIE INIEHOYHON 000JI0UYKOM

Kpyrible OBOSIKOBBINTYKIIbIE TAaOJIETKH, MOKPHIThIE IUIEHOYHON 000JI04YKOM O€Ioro WM Mo4Td
OeJIoro 1BeTa.

Janarmudaosua-AMEJAPT, 10 Mr, TabJIETKH, IOKPLITHIE INIEHOYHON 000JI0YKON

prTHHC ABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IMOKPLITBIC IIJICHOYHOH 00O0JIOUKOM OEJI0ro WM IMOYTH

OeJoro 1BeTa.

4. KIIMHUYECKUE JAHHBIE

4.1. Tloka3aHMsl K IPMMEHEHHIO

[Ipenapar Jlanarmuduozna-AMEIAPT noka3zan Kk MpUMEHEHHIO Y B3POCIBIX B BO3pacte OT 18
JIeT JUIsl ICUEHUS:

— caxapHoro auabera 2 Tuna (CJl 2 Tuma) B 1oNOJHEHUE K AueTe U PU3UIECKUM YIPaKHEHUSIM
JUTSL yITy4IIEHUs TIIMKEMUYECKOT0 KOHTPOJIS:

e B KayecTBe MOHOTEpamuy, KOrja MpUMEHeHHe MeT(OpMHUHA HEBO3MOXKHO BBUIY

HCIICPCHOCUMOCTHU,
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(CIEPTHOMY OTYETY

TOM 4YHClIe, B KOMOMHAUMH C MeTGOPMHUHOM), THA30JUAMHIAMOHAMHU, HWHTUOUTOpAMU
nunentuawinentuaassl 4 (JAI111-4) (B Tom gucie, B KOMOUHAIIMH C MET(HOPMUHOM); arOHUCTOM
peLenTopoB riitokaroHonogaooHoro noaunentuaa-1 (ITII-1) skceHaTn0M TPOIOHTUPOBAHHOTO
JecTBUs B KOMOMHaUMM ¢ MeT(GOPMUHOM; IpenapaTaMd HHCyJIuHa (B TOM 4HCIe, B
KOMOMHAIMM C OJHMM MWJIM JABYMsSI TMIIOTJIMKEMHYECKHMMHM IpernaparaMu Uil HepopabHOro
IIPUMEHEHHUS ) IIPYU OTCYTCTBUH aJIEKBaTHOI'O TJIMKEMUYECKOTO0 KOHTPOJIS HA JAHHOW Teparnuy;

® B CTapPTOBOW KOMOMHHMPOBAHHOHN TEpanmuu ¢ MET(GOPMUHOM, MPH IIETECOOOPA3ZHOCTH TaHHOK
TEpaIuH.

— caxapHoro auabera 2 TUMNa y MaHeHTOB ¢ YCTAHOBICHHBIM TUAarHO30M CEPACYHO-COCYTUCTOTO
3a00j1eBaHusl WK JBYMs U Oosiee (akTOpamMH CepACUHO-COCYAUCTOrO pHCKa™ Al CHUKEHMS
PHUCKa TOCIUTAIN3ALNN 10 TIOBOJY CEPAEUYHON HEJOCTaTOUHOCTH;

* BO3pacT y MyXX4MH > 55 net wim > 60 JIeT y KeHIIWH M HaJIM4rie He MeHee OJHOTO (hakTopa pHcKa:
JUCIUIIAIEMUS, apTEpUAIbHASA TUIIEPTEH3US], KYPEHHUE.

— CUMIITOMAaTUYECKON XPOHUYECKOM CEPIEYHON HENOCTATOYHOCTH;

— XpOHHYECKOW OO0JIE3HH IOYEK C PUCKOM €€ IPOrpecCUpOBaHUs /JIsi YMEHBIIECHUS pUCKA
YCTOMUYUBOTO CHMKEHUS pacueTHOM CKOpOCTH KiTyOoukoBoi ¢punbrpannu (pCK®P), HacTymieHus
TEPMHHAIBHOM CTaAWM XPOHUYECKOW IIOUYEYHOM HENOCTAaTOYHOCTH, CMEPTH OT CEpPACUHO-

COCyaArUCTOTO 3a00JIeBaHKs U rocrTaain3anuu 1o rnmoBoay CGpI[G‘IHOﬁ HEAOCTATOYHOCTH.

4.2. PexuM 103UPOBAHUS U CIIOCOO MPUMEHEHUS

[Tepen nayanom tepanuu npenapatoM lanarmudnosua-AMEJIAPT crnenyer olleHUTb COCTOSTHUE
BOJIHO-COJIEBOI'O OOMEHa M, MPH HEOOXOIUMOCTH, BOCHIOIHUTh 00BEM LUPKYIUPYOMEH KpoBU
(OLK).

PexxuM no3upoBanus

Caxapnovui ouabem 2 muna

Monomepanus: pexoMeHnayemas 1o3a npenapata Jlanarmipiaosun-AMEJIAPT cocrasnser 10 mr

1 pa3 B cyTkH.

Kombunuposannas mepanus: pexomenayemasi nosza npemnapara Jlanarmugumosua-AMEIAPT
cocraBisser 10 mr 1 pa3 B CyTkH B KOMOMHAmuM ¢ MET(GOPMHHOM, IPOU3BOAHBIMU
CyIb(OHUIMOUEBUHBI (B TOM YHCJE, B KOMOMHAIMU C MET(HOPMUHOM), THA30JIMIUHIMOHAMH,
uaruouropamu JI1I1-4 (B ToM umcie, B KOMOMHALIMK ¢ MET(HOPMHUHOM); arOHUCTOM PELIEITOPOB
[TIII-1 »KkceHAaTHAOM TMPOJOHTUPOBAHHOTO JEHCTBUS, B KOMOMHALMU C METQOPMUHOM;
mpermapaTaMu  WHCynWHa (B TOM 4YHclIe, B KOMOWHAlMM C OJHUM WM  JABYMS
TUTMOTJIMKEMUYECKUMU TIpenapaTaMu Uisi IEPOPaIbHOTO IPUMEHEHUS ).

Jns  CcHUKEHUS puUCKa TUINOIIMKEMHH IpH NpUMEHEeHUHW mnpenapara Jlamarmudio3us-
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WHCYJIMHA TAaKUMH KaK MPOW3BOJHBIE CYTb()OHWIMOYECBHHBI, MOKET MOTPEOOBATHCS CHUKCHHE
J103bl MHCYJIMHA WU Tpernapara, CTUMYJIMPYIOIIET0 CEKpELUI0 MHCYAuHa (CM. paszensl 4.5 u
4.8).

Cmapmosas KOM5MHMD0661HHLZ}Z mepanu:i ¢ Memd)op/wuHOM.' PEKOMEHAYEMAasd [03a IIpcrapara

Hanarmacdnozua-AMEJIAPT cocrasnsier 10 mr 1 pa3 B cyTku, go3a merdopmuna — 500 mr 1 pas
B CyTKH. B ciydyae HeaJeKBaTHOTO TJIMKEMHYECKOTO KOHTPOJS J03y MeT(HOpMHUHA CIEAyeT
YBEIUYHUTH.

ca 2 muna YV _63POCIblX nAUUeHmos ¢ YCmaHOB/IEHHbIM OUASHO30M cep()euﬂo-cocyducmozo

3abonesanus uiu 06ymsa_u_bonee hakmopamu cepoeyHo-cocyoucmo20 Puckd OJisl CHUMCEHUS.

PUCKA _20CRUMAIU3AyUU _No _Nosody CepoeyHou HedoCmamoyHocmuy: PEKOMEHIyeMas J03a
npenapata Janarmudnosun-AMEJIAPT cocrasnsier 10 mr 1 pa3 B cyTku.

XpoHnuueckas cepOeunas HeOOCMamoyHoCms

Pexomennyemas no3za npemnapara Janarmiadiaozua-AMEJIAPT cocrasisier 10 mr 1 pa3 B cyTku.
Xponuueckas 601e3Hb nouex

Pexomennyemas noza npenapara danarmidnozua-AMEJIAPT cocrasnser 10 mMr 1 pas B cyTku.

Oco0bIe I'PYIIIBI NAIIMCHTOB

Tayuenmuvr noxcunozo 6o3pacma

Koppekuust 10361 penapara B 3aBUCUMOCTH OT BO3pacTa HE peKOMEHYeTCsl.

Tayuenmoi ¢ napywenuem @yHkyuu nouex

Koppekiuu 10361 B 3aBUCUMOCTH OT (DYHKIIMM ITOYEK HE TpedyeTcs.

N3-3a OrpaHUYeHHOr0 OMbITAa IPUMEHEHUS HE PEKOMEH/1yeTCsl HAaUMHATh JICUEHUE TIperapaToM y
nanuenToB ¢ pCK® < 25 mu/muH.

['unornukemMudeckoe aeiicTBue nanarnudiaosuHa y nanueHtoB ¢ CJ 2 Tuma 3aBUCHT OT
QyHKIMM TIoYek M cHIKaeTcs y manuenToB ¢ pCK® menee 45 mn/mun/1,73M? U, BEpoATHO,
OTCYTCTBYET y IMALIMEHTOB C TAKEION MOYEYHOW HEJOCTATOYHOCTBIO.

B tom cnydae, eciii HeoOXoIuUM JallbHEHIINI KOHTPOJb IukeMuu y nauventoB ¢ CII 2 tuna
npu mnaaeHun pCK® wmwke 45 wi/MuH, HEOOXOAMMO Ha3HAYUTHh JOMOJIHUTENIBHYIO
TUIIOTJIMKEMUYECKYIO Tepamnuio (cM. paszaensl 4.4, 4.8, 5.1 n 5.2).

Taouauua 1. Pekomenaanuuy mo J03MpPOBAHMIO MTpENapara B 3aBUCUMOCTH OT nokazareneid pCKd

pCK® (ma1/mun/1,73 m?) Pexomenayemasi 103a

pCK® 45 unu Beiie Koppexiuu 10361 He TpeOyercs.
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pCK® menee 45 10 25 KoppeKiun 10361 e O B OBATERBHOCTE 0003

[Tpumenenne mpenapara Janarmudraozun-AMEJIAPT we
PEKOMEHYETCSl IS YIYUIIEHUs TTIMKEMUYECKOIO KOHTPOJIS
y B3pOCIBIX MAITUEHTOB C CaXapHbIM AMA0ETOM 2 THIIA.

pCK® menee 25 Haunnate Tepanuto He pexomeHayercs. OJHAKO MAlUEHTHI
MOTYT MPOAOJDKATh TEPalUI0 Ul YMEHBUICHUS pHUCKa
camkeHuss pCK®, nHacTymuieHus TEpMHMHAIBHOW CTaauU
XPOHUYECKOM II0YEYHOHM HEIOCTATOYHOCTH, CMEPTH OT
CepACYHO-COCYIUCTOTO 3a00JI€BAHUS U TOCHUTAIM3AINU T10
IIOBOJly CE€PIAEYHON HEAOCTATOYHOCTH.

TepMmunanbHas ctanus | [IporuBonokazaHno.
XPOHUYECKOU MOYEHYHOU
HEJ0CTAaTOYHOCTH, Tpedyromas

IMPOBCACHUA AUAIN3a

THayuenmoi ¢ napywenuem GyHKyuu nevenu
Koppekuust no3el npenapara y MalMEHTOB C IMEYEHOYHOM HEAOCTAaTOYHOCTHIO JIETKOW WU
cpenHed crenmeHW TshkecTd He TpeOyercs. [lanmMeHTaM ¢ MEUYEHOYHOW HEAOCTATOYHOCTHIO
TSDKEJIOW CTENEHM PEKOMEHIYETCs HayaiabHas pJo3a npemnapara S5 wMr. [lpu  xopomeit
MIEPEHOCUMOCTH 1032 MOKET ObITh yBenudeHa 10 10 mr (cM. pazzaenst 4.4 u 5.2).

eTH
Nmeronyecs: Ha CErogHAIIHMM J€Hb KIMHWYECKHE HAaHHbIE NpUBEIEHBI B pasuene 5.1, 5.2,
OJIHAKO HEBO3MOXKHO JIaTh PEKOMEHIAIUH 10 PEKUMY TO3UPOBAHUSA.

Crrocob nmpuMeHeH s

BuyTpb, HEe3aBHCHMO OT IpHeMa NUIIK. TabaeTKu clieayeT NporaaThiBaTh HETUKOM.

4.3. TIpoTuBOMOKA3aHUSA

e [umepuyBCTBUTENBHOCTh WJIM HAJIWYME€ B aHaAMHE3€ AaHTHOHEBPOTHUYECKOTO OTeKa K
JanariugIo3uHy WM K II0O0MY U3 BCIIOMOTaTeIbHBIX BEILIECTB, IEPEUNCIICHHBIX B pa3jene 6.1.

e Caxapwnsriit tuadet 1-ro tuma.

e JlnaGeTHUeCKHil KETOAIMI03.

e Hapymenue ¢yukuun modek npu pacdyetHoir CK® < 25 mu/mmn/1,73 M2 (q1s Hauama
TEpanuH).

e TepmuHanmpHas CTaausl XPOHMYECKOW  IOYEYHOH  HENOCTaTOYHOCTH,  Tpedyromas
pOBEICHUS AN ATH3A.

e bBepeMEeHHOCTbh U MepUo]] IPYJHOTO BCKapMiIMBaHus (cM. pasjen 4.6).

4.4. OcoOble yka3aHUsl U Mepbl IPeI0CTOPOKHOCTH NPU NPUMEHEHUH

OO01me yka3aHus

Janarnugno3un He cienyeT NPUMEHSATh NallMeHTaM C caxapHbiM auaberom 1 tuma (cwm.
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Hapvuienne ¢dyHKIMY TOYEK

M3-3a OrpaHUYEHHOrO OIbITa HE PEKOMEHIYETCS HayMHATh JIEYCHUE Nanariu(io3HHOM Y
MAIMEeHTOB CO CKOPOCTHIO Ki1yooukoBoi prbrpanuu (CK®) < 25 mi/mMuH.

D¢ deKTHBHOCTh Manariugio3uHa B OTHOLICHWH CHIDKEHHS YPOBHS TJIIOKO3bI 3aBUCHT OT
(ynkimuy novek U ymenbinaercs y nanuentos ¢ pCK® menee 45 mn/mun/1,73 M? 1, BeposTHO,
OTCYTCTBYET Yy MAlIMEHTOB C TSHKEIOW MOYEYHOW HEIO0CTaTOYHOCTHIO (cM. paszaensl 4.2, 5.1 u
5.2).

B onnom nccnenoBanun y nmanueHtoB ¢ CJl 2 tuna ¢ HapymeHneM (YHKIUH TTOYEK CpeaHen
crenenn Tsxectd (pCK® < 60 mn/mun/1,73 M?) HexenaTenbHble PEaKIMH B BHIE TOBBIIICHHS
KOHIICHTPallu! KpeaTHHUHA, (pocdopa, mapaTUpeonTHOTO TOPMOHA U apPTEPUATBHON TUIIOTCH3UH
B rpyIIe ganaringo3nHa OTMEYaIiCh y OOJbIIeH oI MallMeHTOB, YeM B TPYIIIE T1aneoo.

Hapymenue d)VHKHI/II/I INCYCHHU

B xnmHMYecKHUX Hccae0BaHUSAX MOJTyYEHbl OrpaHUYEHHbIE JaHHBIE O IPUMEHEHUH Ipenapara y
NAIMeHTOB C HapymieHHeM (QYHKIWW TEYCHH. OKCIO3WIHMA Jarnariudio3nHa yBeJIUYeHa Yy
NAlMEHTOB C HapyIIeHHEeM QYHKIMU TIEYSHH TKEI0H crerneHu (cM. paszaessl 4.2, 5.2).

IIpuMeHeHKe Y MalueHTOB ¢ puckoM cHIbkeHus OIIK H/Uau apTepUALHON THIOTESH3HHI

B cooTBercTBHM ¢ MEXaHHW3MOM JACWUCTBHUS Aanariau(IO3uH YCHIMBAET AUYpPE3, YTO MOXKET
NPUBOINUTH K HEOOIBIIOMY CHUKECHHIO apTEPHAIIbHOTO JABJICHUS, OTMEUEHHOMY B KIIMHUYECKUX
uccnenoBaHusx (cM. pasaen 5.1). Juyperndeckuil 3ppexT MoxKeT ObITh 00jiee BBIPRXKEHHBIM Y
NAIMEHTOB C OYEHb BBICOKOM KOHIIEHTpALMeE IIIIOKO3bI B KPOBH.

Crnemyer coOI0IaTh OCTOPOKHOCTH Y MAIMEHTOB, Ui KOTOPHIX BBI3BAHHOE JArariv(iIo3MHOM
CHIDKEHHE apTepUAIbHOTO JIABJICHUS MOXKET MPEJCTaBISATh PHUCK, HAllpUMEp, Y MAIHEeHTOB,
MOJIYYalOIUX TUIOTEH3UBHYIO TEPAIHIO, C SMN30/1aMU THIIOTEH3UU B @aHAMHE3€ UJIM Y TOMKHIIBIX
HaIMEeHTOB.

B cnydae HMHTEpKYpPpPEHTHBIX COCTOSHHMM, KOTOpbIE MOIYT IpuBecTH K cHumxkeHnro OILK
(HampuMep, JKEITyIOYHO-KHUIIIeUHbIe 3a00JIeBaHNA), PEKOMEHIYeTCsl TINATENbHBI MOHHTOPHHT
OLIK (manpumep, Qu3MKaipHOE OOCIEAOBaHHE, H3MEPEHHE AapTEPUAILHOTO JABICHMS,
n1abopaTOpHbIE UCCIIEOBAHMS, BKIIIOYAs FeMAaTOKPUT U KOHIIEHTPALUH 3JIEKTPOIIUTOB).
BpemeHnHoe npekpaiieHue JeueHus qanarin(Io3MHOM PEeKOMEHIYeTCsl TTallueHTaM, y KOTOPBIX
pa3BUBAETCS TUIIOBOJIEMHSI, /10 €€ KOppeKIuu (cM. paznen 4.8).

JlnabeTnuecKnii KETOALMI03

COO6U.I3.J'IOCL 0 PCAKUX ClIydadax I[I/Ia6CTI/I‘{CCKOFO KETOAKna034a, BKIIHOYasa YIpOXaroue )KU3HU U
JICTAJIbHBIC cirydan y TangucHTOB, IMOoJIy4JaBIINX I/IHFI/I6I/ITOpLI HanHfI-FHIOKOSHOFO

kotpaHcnoptepa 2 tuma (SGLT2), Bxmtouas manarnuduosun. B psme ciiydaeB KIMHUYECKas
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MOBBILIEHUEM KOHLIEHTPALIUHU TIFOKO3bI B KPOBH.
Puck amabGernyeckoro KeToanuao3a cienyeT Y4YUTHIBaTh MPHU MOSBICHUM HeCTICHU(PHUUECKUX
CHUMIITOMOB, TaKMX KaK TOIIHOTA, PBOTA, AHOPEKCHs, OOJb B KMBOTE, Upe3MEpHas Xax[a,
3aTPyIHEHHOE JIbIXaHHE, CITlyTAHHOCTb CO3HAHUS, IOBBILICHHAS! YTOMJISIEMOCTb WJIM COHIMBOCTb.
[Tpu nosiBIEHMH 3TUX CHMIITOMOB IMAIMEHTOB CIIEYyEeT HEMEUIEHHO O0CJIeJOBaTh HA HAJIU4KeE
KETO0all|/103a, HE3aBUCUMO OT KOHLIEHTPALUU [IIOKO3bl B KPOBHU.

Y nanueHToB C MOAO3PEHHMEM MM JHMAarHo3oM Jua0eTHYeCKOro KeTOaluz03a JeYeHHe
Janarin@iao3uHOM CleyeT HEMEAJICHHO IPEKPATUTh.

Jleuenne cnenyeT MPUOCTAHOBUTH Y NMAIIMEHTOB, TOCITUTAIU3NPOBAHHBIX B CBSI3U C OOIIMPHBIMH
XUPYPrU4eCKMMHM BMELIATEIbCTBAMU WJIM OCTPBIMU CEpPHE3HBIMH 3a00JIEBaHUAMU. Y OTHUX
NAllMeHTOB PEKOMEHIYEeTCsl KOHTPOJIMPOBaTh COJAEp)KaHUE KETOHOBBIX Ted. M3mepeHue
KOHIIGHTPAallMM KETOHOBBIX TeJl B KPOBU INpEANOYTHUTENIbHEe, 4YeM B Moue. JleueHue
nanarin@Io3MHOM MOKHO BO30OHOBUTH NPU HOPMAIM3AIUN KOHLEHTPAIIMH KETOHOBBIX TN W
CTa0MIIN3aLUU COCTOSTHUS MAL[MEHTA.

[lepen HazHayeHueM panariau@o3sMHa CileIyeT Y4YUTHIBaTh [aHHbIC AaHaMHe3a IalUeHTa,
KOTOpbIE MOT'YT IIpepacnoiaraTb K KEToau03y.

K rpynne Bo3MOKHOT0 MOBBIIIEHHOTO pUCKa Pa3BUTHS JUA0ETUYECKOTO KETOAUA03a OTHOCATCS
NAlUMEHThl C HU3KUM pe3epBoM (QyHKIMM OeTa-kieTok (Hampumep, nanueHtsl ¢ CJ[ 2 tuna c
HU3KUM ypoBHeM C-menTuja Wi JIATEHTHBIM ayTOMMMYHHBIM JuadetoM B3pocibix (LADA-
nra0eT) WM MalMeHThl ¢ MaHKPeaTUTOM B aHaMHEe3e); MAIMEeHThl C 3a00JIeBaHUSIMHU, KOTOpbIE
OPUBOJAT K OrPAaHUYEHUIO IMpUeMa NUIIM WU TSHKEIOMY OO0€3BOKMBAHMIO; MAllMEHTHI, Y
KOTOPBIX CHMKEHBI J03bl PENapaToB UHCYJIMHA; U MMalUEHThI C MOBBIILIEHHOW NOTPEOHOCTHIO B
npenapatax MHCYJIMHa H3-3a OCTpOro 3a0oJieBaHMs, XUPYPIHMYECKOr'O BMEIIATENbCTBA HIIU
3noynoTpedynenust  ankoroneM. Cneayer coOnogaTh OCTOPOXHOCTb HpPU  NPUMEHEHUH
uHruoutopoB SGLT2 y Takux manueHToB.

VY nmanueHToB ¢ AMa0ETUYECKUM KETOAllW030M, BOSHHMKIIMM BO BPEMs JIEYEHUS UHTUOMTOPOM
SGLT2, He pexomeHayeTcsi BO300HOBIeHHE Tepanuu uHruouropom SGLT2, ecnu He ObLI
BBISIBJICH U YCTPAHEH JIPYTroi sIBHBIN MPOBOLUPYIOMUH QakTop.

B wuccnepoBanmsx nmamarmmguio3sMHa y MAIMEHTOB C cCaxapHbIM AuadbeTtoM | Tuma dYacTo
oTMeyasicsa nuabeTnyeckuil keroanuaos. Jlanarinuduio3nH He cienyeT MPUMEHSTh Ui JICUeHUS
OOJIBHBIX C caxapHbIM JuabeToM 1 Tuma.

Hekpotusupyronuii d)aCHI/II/IT IIPOMEKHOCTH ( ranrpesa ®ypune)

Coo01manocs 0 MOCTPErHCTPALMOHHBIX CIIydasX HEKPOTH3UPYIOLIEro (haciuuTa MpOMEXHOCTU

(rarrpensl PypHbE) y )KESHIIMH ¥ MY)KYUH, TIPUHAMAONUX HHrHOuTopsl SGLT2 (cm. pasaen 4.8).
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

HEOTJIO)KHOTO XHUPYPTUYECKOT0 BMEIIATENILCTBA U TPUMEHEHHSI aHTHOMOTHKOB.

[TanimenTam pekoMeHIyeTcsi OOpaTUTHhCS K Bpady B TOM Cllydae, €ClM Yy HHUX HOSBUIHMCH OOIb,
YYBCTBUTEIBHOCTH MPU MPUKOCHOBEHUH, SpUTEMA WM OTEK B 00JNACTW FeHUTAIUN WM 00JIacTH
MIPOMEKHOCTU B COYETAHUU C JIMXOPaAKOW W Henomoranuem. ClrieyeT NOMHUThH, YTO JUOO
yporeHuTanbHas HMHQEKIus, Jub0 alcrecc NPOMEKHOCTH MOTYT  IPEALIECTBOBAThH
HEKPOTHU3HUPYIOMIEMY (QacIuuTy.

IIpu momo3peHun Ha ranrpeHy ®dypHbe npuMeHenue mnpenapara [lamarmmdnaosua-AMEIAPT
JOJKHO OBITh MPEKpallleHO W HayaTo He3aMeUIUTEIbHOE JeueHue (BKIouash aHTHOUOTHKU U
XUPYPrHUUECKYyI0 00paboTKy).

Mudexmn MOYEBLIBOIAIINX IYTEN

SKCerHI/Iﬂ [JIIOKO3BI ¢ MOYOM MOXKET OBITh CBSI3aHA C ITOBBIIICHHBIM PUCKOM I/IH(I)GKI_II/II/I
MOYCBBIBOIAIINX HYTCﬁ. HOBTOMy Ipu JICUYCHUU HI/IeJ'IOHeq)pI/ITa I ypocCelicuca CJIeayceT
PACCMOTPECTL BOSMOKHOCTD MMPUOCTAHOBKHU TCpAIIN I[aHaFJII/I(i)JIOBI/IHOM.

[TarmeHTsl DOXKWIOTO Bo3pacta (= 65 ner)

VY noxuibslx nauueHToB puck cHukeHus OLIK MokeT ObITh MOBBIIIEH, U UM Yallle Ha3HA4YaroT
JTYPETHKH.

[Toxxuiible TAIMEeHThl Yalle MMEIOT HapylleHHe (QYHKIUU TOYEeK H/WIM TONIYydYaloT JICYCHHE
AQHTUTUIIEPTEH3UBHBIMH TIPETIapaTaMy, KOTOPbIE MOTYT BBI3BIBATh M3MEHEHUs! (DYHKIIMH TTOYEK,
TaKUMU KaK HMHTUOUTOPBl aHrHoTeH3uHNpeBpamamomero ¢epmenra (AIID) u Ormokaropsl
peuentopoB anrnotensusa (bPA) II tuna 1. J{ns manueHToB MOXHUIOTO BO3pacTa MPUMEHHUMBI
T€ K€ PEKOMEHJAlMU B OTHOWICHWHM (DYHKIMH IOYEK, YTO M JUISl JPYTHX TNAlHUEHTOB (CM.
paznensi 4.2,4.8 u 5.1).

XpOoHMYECKAs cepaeuHas HEO0CTATOYHOCTh

OnbIT  mpuMeHeHHs — Aanarnuduo3dHa y  HAlMEeHTOB € XPOHMYECKOM  ceplledHOi
HepocTaToyHOoCThIO IV QyHKIMOHanNbHOTO Kiacca no kiaccuduxanuu NYHA orpanuues.

NudbunprpaTrBHAs KapAHOMUOIIATHS

[Ipumenenue namarnu¢io3vHa y MAUEHTOB C HHQUIBTPATUBHOM KapIUOMHUOINATHEH He
U3y4aJioch.

XpoHnueckas 00JIe3Hb MOYEK

OnpIT npuMeHeHUs Aanarin@ao3uHa JJid JIEUeHHUs XPOHUYECKOW OO0JIe3HM MOYEK y MalMeHTOB
6e3 Cl 2 tuna u anbOyMUHYpUU OTCYTCTBYeT. [laneHTs! ¢ anbOyMUHYpHEH MOTYT MOJYYHUTh
0O0JIbIIIE TTOJIB3BI OT JICUEHUS anariu@ao3uHOM.

AmMIryranys HIKHAX KOHEYHOCTEH

VYBenuueHue ciy4yaeB aMIyTallMd HIKHUX KOHEYHOCTEH (B MEPBYIO OYepeb, MAaJbIEB CTOIbI)



COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 08.08.2025 N= 13771
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SGLT2 y manmentoB ¢ C/] 2 tuna. HeusBectHo, siBiisieTcst 11 3T0 3G (HEeKTOM IpernapaToB Kiacca
SGLT2. INaumentam ¢ C/] 2 Tuna Ba)XHO pEKOMEH/I0BATh MOCTOSHHBIN MPO(PUIAKTHUECKUI YXO
3a CTOIIAMH.

O1eHKa pe3yIbTaTOB aHAIM3a MOYH

BcenencrBue MexaHusma JAEMCTBUSL Tpenapara pe3yibTaThl aHajiu3a MOYM Ha TIJIIOKO3Y Y
MAIUEHTOB, TPUHUMAIONIUX JanaraudiIo3uH, OyayT MOJI0KUTEIHLHBIMU.

BcnomMorarenbpHEIC BEIIECTBA

Jlakmosa
[TamenTaM C peAKO BCTPEYAIOLICKHCS HACIEICTBEHHOW HENEPEHOCUMOCTBIO TajaKTO3bl,
NeGUIUTOM JIaKTa3bl JIOMAped WM TIIIOKO30-TATAaKTO3HOW ManbabcopOumeli He clieayer

IMIPUHHUMATDb 3TOT IIpIiapar.

4.5. B3aumoneiicTBHe ¢ JPYrMMH JIeKADCTBEHHbIMH MpenapatamMu M Apyrue BHUAbI
B3auMOAelCTBUA

dapmakoarHaAMHUYECKOE B3aUMOIEHCTBUE

Lluypemuxu

Janarnudao3uH MOXET YCHIMBaTh AWYPETHYCCKUl AP(EKT THA3HUAHBIX U «IICTIEBBIX»
JUYPETUKOB U MOBBILIATh PUCK Pa3BUTHUSI 00€3BOKMBAHUS U apTEPHAIbHOM TUIIOTEH3UH (CM.
paznen 4.4).

HHC)/‘JZMH u npenapamdol, nosvluiaroyue ceKpeyuro uUHCyauHa

Ha ¢one mpuMeHeHUs WHCYTMHA M IPENapaToB, MOBBIIIAONINX CEKPELUUI0 WHCYIUHA, MOXKET
BO3HUKATh T'HIIOTJIMKEMUS. HOSTOMy C ICJIBKO CHYKCHUSA PHUCKA TrMIIOTTIMKEMUUN TP COBMECTHOM
NPUMEHEHUN Janariau@uo3rHa ¢ MpenaparoM HWHCYJIMHA WIM IpPEenaparoM, MOBBIIIAIOININM
CEKpEIMI0 HMHCYJIMHA, MOXET IOTpeOOBaThCSI CHIDKCHUE J03bI Npernapara WHCYJIWHA WU
npernapara, MOBBILIAOIIET0 CEKPEIHI0 HHCYINHA (CM. paszaensl 4.2 u 4.8).

dapMakoKMHETHYECKOE B3ANMOIEHCTBHE

Metabonu3m pamnarnu@ao3uHa, B OCHOBHOM, OCYLIECTBIISIETCS IMOCPEICTBOM TIIOKYPOHUIHON
KoHbrorauuu nox aericreueM UGT1A9.

B xome wmccnemoBanmii In Vitro panarnmguio3sMH He WHrHOMpPOBal H30(EPMEHTHI CHUCTEMBI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u e unaynuponan uzopepmentsl CYP1A2, CYP2B6 nunu CYP3A4. B cBsizu ¢ atum
HE OXHJAETCs BIMSAHUS Janariu@iao3MHa Ha MeTaOOJUYeCKUH KIMPEHC COIMYTCTBYIOIIUX
IpenapaToB, KOTOPble METa0OIU3UPYIOTCS MO AEWCTBUEM ITHX U30()EPMEHTOB.

BausHue apyrux JiekapcTBCHHBIX IIPEapaToB Ha I[al'IaI‘J'II/Id)J'IOSI/IH

HccnenoBanusi B3aMMONEWCTBUH C  y4aCTHEM 3JI0POBBIX JIOOPOBOJIBIEB, B OCHOBHOM,
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MPUHUMABIINX OJHOKPATHYIO 103y nanariudiq3uHa, ndgcl;a;“[ﬂEﬂ;r ' '“I@M&'%WEOH

(CIEPTHOMY OTYETY

CUTArJIMNTHH, TIUMENUPHJ, BOIIM003a, THUAPOXJIOPOTHA3UJ, OyMETaHW[, BaJCapTaH WJIH
CHUMBACTaTHH HE OKa3bIBAIOT BIUSHUS HA (apMaKOKHMHETUKY Janarinio3ruHa.

[Tocne coBmecTHOro mpuMeHeHus Aanarauguio3nHa ¥ pudamMIMLKHA, UHIYKTOpA Pa3In4HbIX
aKTUBHBIX TPAHCHOPTEPOB U (PEPMEHTOB, METAOOIM3UPYIOIIMUX JIEKAPCTBEHHBIE Iperaparsl,
OTMEUCHO CHIDKeHHe cucteMHoit skcnosuiinu (AUC) nanarnuduosuna va 22 %, npu 0TCyTCTBUU
KJIMHUYECKM 3HAYMMOIO BIUSHUS Ha CYTOYHOE BBIBEJIEHUE TJIIOKO3bl Ioukamu. He
pPEKOMEHIyeTCs KOPPEKTUPOBaTh 03y Aanarindiao3uHa. KimHUuecky 3Ha4uMOro BIMSHUSA NIPU
OPUMEHEHUH C JpYrMMHM UHAYKTOpaMu (Hampumep, KapOamas3enuHOM, (EHUTOMHOM,
denobapOuTanom) He 0KUIAETCS.

[Tocne coBmecTHOro npuMeHeHMs nanarivndiao3suHa U MepeHaMOBON KHMCIOTHI (MHTMOMTOpA
UGT1A9) ormeueHno yBenuueHue Ha 55 % cUCTeMHON 3Kcmo3unuu Aanariudiuo3uHa, HO 0e3
KJIMHUYECKH 3HAYUMOIO BIMSHUSA Ha CYTOYHOE BbIBEJEHHE IUIIOKO3bl Moukamu. He
PEKOMEHAYETCS] KOPPEKTUPOBATh 103y Mpernapara.

Bausaue IlaHaI‘J'II/Id)JIOSI/IHa Ha ApYruc JCKapCTBCHHBIC ITPCIIapaThl

OpnHOBpeMEHHOE NpHUMEHEeHHE Janariu@iao3MHa W HIpPenapaToB JUTHS MOXKET IPHUBECTH K
CHIDKEHHUIO KOHIIEHTPALUHU JIUTHUS B CBIBOPOTKE KPOBH M3-32 BO3MOXHOI'O YCUJICHUS BBIBEJCHUS
JUTHS ¢ MOYOi. MoXeT moTpeOoBaThCsl KOPPEKIUS JO3bI Iperapara JINTHSL.

B wuccnenoBaHusix B3aMMOAEWCTBUH € y4YyacTHEM 30POBBIX JI0OPOBOJIBILEB, B OCHOBHOM,
OJTHOKpAaTHO MPHUHUMABIIUX /103y Mpenapara, Janariniao3uH He BIMsUT Ha (PapMaKOKUHETHKY
MeT(pOpMHHA, MUOTIUTA30HA, CUTANIMITHHA, TIUMENUpPUIa, THAPOXJIOpOTHaA3uIa, OyMeTaHuaa,
BaJicapTaHa, TurokcuHa (cyocrpar P-gp) wim Bapdapuna (S-Bapdapun, cyocTpar nzodepmenrta
CYP2C9), win Ha aHTHKOATYJSIHUOHHBIA AS(PQEKT, OoleHHBaeMbli 10 MeXIyHAPOIHOMY
HopMmanu3oBanHOMY oTHomeHuro (MHO). IIpuMmeHeHne OIHOKPATHOW H03bI Jamarindio3uHa
20 mr u cumBacratuHa (cyocrpara uzodepmenta CYP3A4) npusoaniio k mobiiieHuo Ha 19 %
AUC cumBacrataa 1 Ha 31 % AUC cuMBacTaTUHOBONW KHUCIOTHL. [1OBBIIIEHHE DKCIO3UIIHA
CHUMBAcCTaTHHA ¥ CHMBAaCTaTHHOBON KUCIIOTHI HE CYMTACTCS KIIMHIUYECKH 3HAUUMBIM.

Bausnue Ha onpenenerue 1,5-aHruapOrIOIKUTONA

OrneHka TIMKEMHYECKOTO KOHTPOJS C TOMOIIBIO ompereneHus 1,5-aHruIporiionuTona He
PEKOMEHIYETCSI, TMOCKOJIIbKY HW3MEpEHHUe 1,5-aHruIporiIionuToNa SBISIETCS HEHAIACKHBIM
METOJIOM JIJIsl TTAIIMEHTOB, MPUHUMAIOMUX WHTHOUTOPEl SGLT2. I OlleHKH TIIMKEMHUYECKOTO
KOHTPOJIS CIEAYET UCIIOIB30BaTh aJIbTEPHATUBHBIE METO/IBI.

Jpyrue B3auMoAeicTBUS

Bnusinue kypeHus, TueThl, MpueMa pacTUTENbHBIX IPErnapaToB U YHNOTpPeOJIEHUs aJIKOrojs Ha

napaMmeTpbl (apMaKOKMHETHKH Janarindao3uHa He U3y4aioch.
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(NOCNEOQCBATENBEHOCTL 0003)

4.6. @epTUIBLHOCTH, 0€PEMEHHOCTH H JIAKTAIMS

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

bepemeHHOCTB

OTCYyTCTBYIOT JaHHBIE O TpUMEHEHMH Janariu@iao3uHa y OepeMeHHBIX JKeHIMH. B
JOKJIMHUYECKUX MCCIIEeI0OBAaHUAX Ha KpbIcax Oblia BbIABIEHA TOKCUYHOCTH Ul pa3BUBAOLIEHCS
IIOYKHU B IIEPUOJI BPEMEHHU, COOTBETCTBYIOLIUI BTOPOMY U TPETbEMY TPUMECTpaM OepeMEHHOCTH
yenoBeka. [loaTomy mpuMeHeHue Aanarnugo3nHa HE PEKOMEHIYETCS BO BTOPOM U TPEThEM
TpUMecTpe OEpEMEHHOCTH.

[Tpu noaTBepKIeHMH OEPEMEHHOCTH JIEUEHUE Nanariu(ao3uHOM caelyeT IPEeKpPaTUTh.
Jlakranus

HewusBecTHO, BBIAENSETCS MU Hanariu(iIO3WH W/WIM €ro HEaKTUBHBIE METAaOOJUTHI B TPYAHOE
MOJIOKO.

HoctynHble  (apMakoJMHAMUYECKHE/TOKCUKOJIOTMYECKHE  UCCIEIOBaHMS Ha  JKMBOTHBIX
[OKa3aJld, YTO Janariu@ao3uH/ero MeTa0OJIMThl BBIIEISIOTCS B MOJOKO, a TaKXe HMEIT
(apMaKoIOTHYECKH OTIOCPEOBaHHBIE APPEKTH Y BCKapMIMBAEMOTO IOTOMCTBA. B cBs3H ¢ uem
PUCK JIJIs1 HOBOPOXKICHHBIX/MJIA/ICHIIEB HE MOXKET OBITh HCKITIOYCH.

Janarnugno3uH He cieayeT NPUMEHATh B IEPHO IPYIHOTO BCKapMJIIMBAHMSL.

DepTUabHOCTD

Bnusnue nanarnudguosrHa Ha (GEpTUIBHOCTh Yy 4YEJIOBEKa HE M3y4daloch. Y CaMIlOB U CaMOK

KPBIC )IaHaFJII/I(bJ'IOSI/IH HE OKa3bIBaJl BJIMSHHUA Ha q)epTI/IJ'II)HOCTI).

4.7. BausiHMe Ha CNOCOOHOCTHL YNPABJSATH TPAHCIOPTHBIMH CPeICTBAMH H padoTaTh C
MeXaHUu3MaMH
HccnenoBanuii 1Mo M3y4eHUIO BIMSHMS Janariu@iio3nHa Ha CIOCOOHOCTh K YIPABIECHUIO

TPAHCIIOPTHBIMU CPCACTBAMH U MEXAaHU3MaMU HE MIPOBOJUIIOCEH.

4.8. HexenaresibHble peakIMu
PesroMe npoduis 6e30nacHOCTH

C/[ 2 muna

B xnmuHnueckux uccnenoBanusx Oomnee 15000 marmumentoB ¢ CJI 2 Tuma moiydanad Tepamuio
JanaranugIIo3uHOM.

[lepBuuHas omeHka 0€30MAaCHOCTH W TIEPEHOCHMMOCTH Oblla TPOBEACHA B MPEABAPUTEIHHO
3alaHHOM O0BeAMHEHHOM aHanmm3e 13  kpaTkocpouHbiXx (mo 24 Hemenp) rmanebo-
KOHTPOJIMPYEMBIX HCCIIEIOBAaHUN ¢ ydacTueM 2360 manueHToB, MOJyYaBIIuX JanaringIio3nH B
no3e 10 mr, u 2295 nanueHToB, MOJIy4aBIIuX mamnedo.

B wuccrnenoBanum cepaeYHO-COCYAUCTHIX HCX0M0B manarnudnosmna npu CI 2 Tuma

(uccnemoanne DECLARE, cm. pazmen 5.1) 8574 marmumenTa mosyqanu ganariugio3uH B 03¢
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10 mr, u 8569 manmeHTOB mMojaydanud Iuianedo Ipu ég&ﬁ%%ﬁgﬁ%ﬁﬁ%o&%'lr% 15051

48 mecseB. B nenowm, cpenusis sxcno3unys nanarvdiao3una coctasuia 30623 manueHTo-rona.
Haubonee 49acThIMH  HEXKENATEIBHBIMA  pPEAKIHMSIMH, OTMCUCHHBIMH B  KJIMHUYECKUX
UCCJIEIOBAHMSIX, ObUIH F€HUTAIIbHBIE WH(EKIINH.

XpoHuueckas cepoeynas HeOOCMAamoyHOCMb

B wuccnemoBaHuM CepAEYHO-COCYIUCTHIX HMCXOJIOB IPH MNPUMEHEHHH JanariuQo3uHa y
MAIUEHTOB ¢ XPOHUYECKOW CEepACYHON HEOCTATOYHOCTHIO CO CHIDKEHHOW (pakimeil BhIOpoca
(uccnemoanne DAPA-HF) 2368 mauwenToB mnonydanu panaraudiao3uH B noze 10 mr, u
2368 manueHToB MoJydaliy Iianedo mpu CpeaHel MPoa0KUTEIILHOCTH Tepanuu 18 mecsies. B
UCCIICyeMYIO MOMYJISAIN0 Bonuty narmueHTsl ¢ CJ[ 2 Tuma u manueHTsl 0e3 nmuadera, a Takke
naruenTs! ¢ pCK® > 30 mur/mun/1,73 M2. B uccnenoBannu cepaedHO-COCYAUCTHIX HCXO0B MPH
MPUMEHEHUU JAanarin@io3uHa y MalUueHTOB ¢ XPOHUYECKOW CepJIeYHON HEJOCTaTOYHOCTHIO C
dpakueit BeiOpoca neoro xkemyaouka (OBJDK) > 40% (DELIVER) 3126 mnauueHtoB
noiyvanu ganariaudo3ud B go3e 10 mr, u 3127 manueHTOB moiyvanu mianedo mpu cpeaHei
MPOJODKUTEILHOCTH Teparuu 27 MecsIeB. B momysainio nanueHToB BXoauau naueHTsl ¢ CJJ
2 tuna u 0e3 nuadera, a Takxke narueHTsl ¢ pCK® > 25 mn/mun/1,73 m2.

O6muii npodune Ge3omacHoCTH ManariudiIo3vMHa Yy MAIMEeHTOB C XPOHUYECKOW CeplIedHOMn
HEJI0OCTAaTOYHOCTHIO COOTBETCTBOBAI U3BECTHOMY MPOGUITI0 0€30MacHOCTH Aanarinudio3una.
XpoHuueckas 6one3Hb nouex

B wuccnenoBanuu mo oneHke 3QGEKTUBHOCTH Aamariugo3ruHa B OTHOIIEHHWH TMOYEUHBIX
UCXOJIOB y TMAallMEeHTOB C XpoHHueckoi Oomnesnpto moyek (DAPA-CKD) 2149 mnamnmeHtoB
nosyyanu jpanariudiaosud B no3e 10 mr, u 2149 nanueHToB nonydanu rianedo npu cpenHen
IPOIOJDKUTEIFHOCTH Tepanuu 27 MecsieB. B uccnenyeMyro momysisiiuio BXOIMIIN TTAIUSHTHI ¢
CA 2 tunma, 6e3 CI 2 tuma, ¢ pCK® > 25 u < 75 ma/mun/1,73 M2 u ansOymuHypuei
(cootHomienue anpOymun/kpeatnauH (A/Kp) moum > 200 u < 5000 wmr/r). JleueHue
nponospkanu, eciim pCK® camxanace meHee 25 mu/mun/1,73 m2.

O6mwmit mpoduns Oe3omacHOCTH Aanaraudio3WHa y TAIMEHTOB C XPOHUYECKOW OOJIE3HBIO
MOYEK COOTBETCTBOBANI U3BECTHOMY MPOQHIII0 0€30MaCHOCTH Nanariudao3uHa.

PesroMe HexxenaTeIbHbIX PeaKIuid

HexxenarensHbIe pC€aknuu, OTMCUCHHELIC B rmaue60-1<0HTp0anyeMLIx I/ICC.]'Ie)IOBE:lHI/ISIXl

nanariaugio3uHa U MpH MOCTPErHCTPAllMOHHOM HaOIIO/IEHUH, MPHUBEACHbI Jajnee MO TEeKCTY.
HexxenarenbHble peakiuy He ObLIHM 10303aBUCUMBIMU. HexenarenbHble peakiiiy pacrpeieieHbl
II0 CHUCTEMHO-OPTaHHBIM KJlacCaM C YKa3aHHUEM 4YacTOThl MX BO3HUKHOBEHHUS: OYEHb YacTO

(=1/10), wacro (=1/100, Ho <1/10), Hewacto (=1/1000, no <1/100), penko (=1/10000, HO
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(SRR LR

<1/1000), ouenp penko (<1/10000), gactora HsnzBeCTﬁgl 'a{;\-@%%ﬁy}_lﬁgﬁé&hyrﬁfrl EII;Ill:f!I.i-IBIX

OIICHUTh HEBO3MOXKHO).

Hugpexyuu u unsasuu:

4acTo* — BYJIbBOBATMHMT, OAalaHUT U CBA3aHHBIE C HUMH TeHHTAIbHble HHpeKImu*>3,
w2 4.

UHQEKIUS MOYEBBIBOIALIMX IyTEH™*";

HeuacTo** — rpuOKoBble HH(EKINOHHBIE 3a00JIeBaHUSI ™™

OYEHb PEIKO — HEKPOTU3UPYIOIIHii (GaciuuT IIpoMekHOCTH (raurpena dypuobe)??,

Hapywenus memabdonuzma u numaHusi:

OYeHb YacTO — THUMOIIUKeMHUs (OpU TPUMEHEHUHM B KOMOMHAIMU C IPOU3BOAHBIM

Cynb(hOHUIMOYEBUHE] UM HHCYIUHOM)?;

HeYacTo** — CHIDKEHUE OI_IKZ*5 , Kakma*>;

peko — uabeTHyecKuii keToanu 103 (ipu npumenenuy npu CJ1 2 tuma)>®L,
Hapywenus co cmoponwl nepenoii cucmembvi:

4acTo* — TOJIOBOKPYKCHHE.

Kenyoouno-kuweunvie napywenusi:

HeyacTo™* — 3armop™™*, cyxocTh BO pTy™*™.

Hapywenus co cmoponwvl Kodtcu u NOOKOINCHBIX MKAHEN.:

yacTo* — chimp

;

OYEHb PENIKO — AaHTHOHEBPOTHYECKUH OTEK.

Hapywenus co cmoponvi MbiuieuHot, ckenemuou U coeOuHUmMeNbHOU MKaHU:
4acTo™* —00JIb B CITUHE™.

Hapywenusi co cmopoHbl nouex u Mo4esbl800SAUUX nymeli.:

4acTo* — AU3ypHs, HOTHYPHI*;

HevacTo** — HUKTypus™*;

OUYEHb PEJIKO — TYOYIOMHTEPCTULIUANIbHBIA HEPPUT.

Hapywenusi co cmopoHbl penpoO0yKmuHOU cucmembvl U MOTOYHBIX HCENe3.
He4acTo™** — BylIbBOBarMHAIbHBIN 3y1**, reHuTanbHbIN 3y1**.
JlabopamopHuvle u uncmpymeHmanbHvle OaHHbIe:

4acTo* — MOBbIIIEHNE 3HAYEHUS FeMATOKPUTA', CHUKEHHE OYEYHOr0 KIMpeHca KpeaTuHHHA Ha

Ha4dYaJIbHOM 5Talie Teparmnz, }II/ICJ'II/IHI/I)IGMI/Iﬂs;

HEYaCTO** —TOBBIIIEHNe KOHIIEHTPAIMH KPEaTHHNHA B KPOBU HA HAYAILHOM dTalle Teparuim™*?,
MOBBIIIIEHNE KOHIIEHTPAIIUU MOYEBHHBI B KPOBH™**, yMEHBIIIEHUE MACCHI Tema™**.

! HpeZ[CTaBJ'ICHBI JAaHHBIC O IPUMCHCHHUU IIperiapara 10 24 HCACIIb (KpaTKOCpO‘lHaS[ Tepam/m) HC3aBUCHUMO
OT IMpueMa IO0IOJIHUTCIILHOI'O TUIIOTJIMKEMHUYCCKOIO IIperiapara.
2 Cwm. COOTBGTCTBYIOH_II/Iﬁ noApasacit HWKC JJIA MOJTYUCHUA ).IOHOJ'IHI/ITCJ'IBHOﬁ I/IH(l)OpMaLII/II/I.
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i renurdtibre irddittinh =hkid ok Attpivep,

B S S

CIIeyIONINEe 3apaHee ONpeeNICHHBIC IPEANOYTUTENbHBIE TEPMHHBI: BYJIHBOBATMHAIBHYIO TPHOKOBYIO
WHQEKIHIO, BaruHAIBHYI0 HWHQEKIHIo, OaJaHuT, TPUOKOBYIO HHQEKIHIO
BYJIbBOBAarMHAJBHBIN KaHIMIO03, BYJIbBOBAMHHUT, KAHAWIO3HBIA OajlaHUT, TEHUTAIBHBIA KaHIUIO03,
WHQEKIHIO TIOJOBBIX OPTaHOB, MH(PEKIUIO MOJOBLIX OPraHOB y MY)KUMH, HH()EKLIHUIO MOJIOBOTO WiEHA,

IMOJIOBBIX OpPI'aHOB,

BYJIbBUT, 63KT€pPIaJ'IbHI:II>i BarvuHuT, a6cuecc BYJIbBBI.

4 Undekuus MOYEBBIBOIAIMX ITyTel CIIeyIOIIe TPEANOYTUTENbHbIE TEPMUHEI,

MEPCUNCICHHBIC B TIOPAAKE y6I:IBaHI/ISI YacCTOThI: I/IH(beKHI/IH MOYCBBIBOJAIINX HYTGP'I, OUCTUT, I/IH(beKL[I/IH

BKJIFOYacCT

MOYEBBIBOIIINX ITyTeH, BbI3BaHHAs OakTepusmu poma Escherichia, madexims modenonoBoro tpakra,
neNIoHePUT, TPUTOHUT, YPETPUT, MH(EKIHS TOYEK U IPOCTATHT.

® Cumxenne OLIK BKIOYaeT, HApUMep, CIEAYIONIME 3apaHee ONPEIETIEHHBIE MPEANOYTHTENHbIE
TEpMHHBI: 00€3BOKMBaHNE, THITOBOJIEMHUS, apTepHaAIbHASI THIIOTCH3HUS.

® [Tonmmypust BKITIOUAET MPETIOYTHTENBHbIE TEPMUHBL: HOJUIAKAYDPHSL, IOTMYPHUS ¥ YCHIIEHHE JTUype3a.

" CpenHue M3MEHEHMS 3HAYEHHMS Te€MATOKPUTa OT MCXOMHBIX 3HaueHMil coctasumu 2,30 % B rpymme
marmarnmuagnosrnHa 10 mr mo cpaBHenuto ¢ —0,33 % B rpymme miane6o. 3HadeHust rematokpura > 55 %
ormeueHsl y 1,3 % mammenTtoB, mnosydaBmimx panariuguosud 10 wmr, mo cpashenuio ¢ 0,4 %
NalMEeHTOB, TOJTyYaBIINX IUTae0o.

8 Cpennee u3MeHeHHe CIEAYIOIMX MOKasaTeleld B MPOLEHTAX OT HCXOAHBIX 3HAYEHWH B TPYIIIIE
nmamarmudrosnHa 10 mr u rpymnme 1uiane0o, COOTBETCTBEHHO, COCTaBHIIO: OOmmid xonectepud 2,5 % mo
cpaBHeHuro ¢ 0,0 %; xonectepuH-TUNONPOTeNHbI BhicOKOH mnotHoctH (JIIIBII) 6,0 % mo cpaBHeHmro ¢
2,7 %; XOJeCTepUH-TUIIONPOTEUHBI HU3KOM mioTHOCTH 2,9 % 1o cpaBHenuto ¢ —1,0 %; Tpurimuepuasr —
2,7% no cpaBaenuto ¢ —0,7%.

° Cm. paszen 4.4.

10 HesxenatenbHas peakius OTMEYEHa MPU ITIOCTPETMCTPALMOHHOM HaOmogeHud. Chbillb  BKIIOYAET
CIIe/TyIOLIHE MTPEIIOYTHTEIbHBIE TEPMUHBI, IEPEYHUCIICHHBIC B ITOPSIIKE YACTOTHI Pa3BUTHS B KITMHHYECKHX
WCCIICIOBAHUSIX: CBIb, TEHEPATM30BAaHHASI ChINb, 3Y/SIIasl ChIllb, MAKyJEe3HAasl ChHINb, MAKYJIONAITyJIe3HasI
CBIllb, ITYCTYJIE3HAs ChIllb, BE3WKYJIE3HAs ChIb, JPUTEMATO3Has ChIb. B 1u1ane00-KOHTPOIMPYEMBIX
KIIMHUYECKUX MCCIICIOBAHUAX C aKTUBHBIM KOHTpOJIeM (TpyIina, rmojrydasiias ganariudiosud: N = 5936,
KOHTponbHast Tpymma: N = 3403) wacToTa pasBuUTHs CHIMK OBLTA CXOKEH y MAIMEHTOB, MONYYaBIINX
nanarmidiiosut (1,4 %), 1 manueHToB B KOHTpobHO# rpytie (1,4 %).

11 Ormeueno B nccnenOBaHUY CEPAEUHO-COCYIMCTHIX MCX00B y nmanuentos ¢ CJI 2 tuna (DECLARE).
YacToTa OCHOBaHa Ha T'OJI0OBOM TIOKa3aree.

* OrMeueHbl y > 2% nanueHToB 1 Ha > 1% yarne, ¥y OOJIbIIero KOJIM4ecTBa MaueHToB (Kak MUHHMYM,
Ha 3) B rpynmne ganarnudiaosuHa 10 Mr no cpaBHEHHUIO C TPyMIoN Taneoo.

** OueHeHbl HCCIENOBATENIeM KaK BO3MOYKHO CBSI3aHHBIC, BEPOSTHO CBSI3aHHBIC WIIM CBSI3aHHBIE C
UCCIIeyeMO Tepanueit 1 otMedeHbl y > 0,2% narreHToB U Ha > 0,1% yarie u y OOJIBIIEro KOJU4eCTBa
NalMeHTOB (KaKk MUHUMYM, Ha 3) B rpynne ganarinudiao3nHa 10 Mr mo cpaBHEHUIO ¢ TPYNIIOH mianeo.
OnucaHue OT/IeNbHBIX HEYKENATEIbHBIX PEAKIIUI

Bynveosacunum, 6ananum u cészanHvle ¢ HUMU 2eHUMATbHbLE UHpeKyul

B o0benuHeHHBIX JaHHBIX O Oe3omacHocTH 13 wcciienoBaHWiA BYJIHBOBAarWHWT, OAalaHUT H
CBSI3aHHBIC C HUMH T€HUTAIbHBIE HHPEeKIMH oTMedeHb! y 5,5 % 1 0,6 % nanueHToB, MPHHUMABIINX
nanarnudinosun 10 mr u miamne6o, COOTBETCTBEHHO. BoNbIMHCTBO HH(EKIUI ObLTH c1abo MIn
YMEPEHHO BBIPAKEHHBIMU; HAYAIBHBINA KypC CTaHAapTHON Tepanuu ObuT 3 PEeKTUBEH, B CBSI3H C UeEM
MAIUEHTHl PEJKO MPEeKpamaid MpHeM Aamariu@io3nHa. DT WHPEKIUNA Yalle pa3BUBAIUCH Y
sxennuH (8,4 % u 1,2 % npu npuMeHeHnn ganarau@Iio3nHa U 1anedo, COOTBETCTBEHHO), a y

NanucHTOB C TAKUMU I/IH(peKI_[I/IHMI/I B aHAMHEC3C OHU YallC pCUUAUBUPOBAJIN.
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B uccnenosannu DECLARE konnyecTBo mamueHros ¢ ceﬂ&%ﬁ%@&&g@ﬂﬁﬂ%gﬁ ! H'r/'I;iﬂ/m B

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

BUJIE TEHUTAIBHBIX HH(EKIMI ObUTO0 HEOONBIINM U COATAHCUPOBAHHBIM: 110 2 MAIMEHTa B IPyIIe
nanariaudIo3uHa U TPYIIe mianeoo.

B nuccnenoBannu DAPA-HF He Ob1710 TanieHToB ¢ Cephe3HBIMHU HEXKENATEIbHBIMHU SIBIICHUSIMU B BUJIE
TeHUTAILHBIX HHGEKIUI B rpyIIe Aanaraudio3nHa, B rpymie mianedo cepbe3Hoe HexKenaTenbHOe
sSIBJICHHE 3aperucTprpoBano y 1 marmenra. B rpynne nanarnuguosuna y 7 (0,3 %) nauueHToB ObUTH
OTMEUECHBI HEXKEJIATEIIbHBIC SBIICHHS, IPUBOJISIIUE K MIPEKPALCHHUIO JICUCHUSI BBUY T€HUTAIBHBIX
uH(peKuid, ¥ HU y OAHOro mamueHTa B rpymnme miane6o. B uccmenoanuu DELIVER y 1
(< 0,1 %) marMeHTa B KaXI0# TPYIINe JICYSHUS] OTMEUYCHO CEPbE3HOE HEKENIATEIbHOES SIBICHUE B
BUJIC TEHUTAIBbHBIX MHpeKui. B rpynne manarmudguosuna y 3 (0,1 %) manueHTOB OTMEUYEHBI
HE)KENIATeIIbHBIC SBJICHUS, IPUBOJMBIIME K MPEKPAMICHUIO JICYCHUS BBUAY TI'E€HUTAIBHBIX
uH(pEKINA, a B TpyIIe Mianedo NaueHToB ¢ TAKUMU SIBJICHUSIMH HE ObLIO.

B wuccinenoBannun DAPA-CKD 6buto 3 (0,1 %) manueHTa ¢ CEphe3HBIMH HEXKEIaTeIbHBIMH
SIBIICHUSIMU B BUJIC TCHUTAILHBIX WH(EKIUN B TPYIIE JanaraugIo3uHa U HU OJHOTO TAIlUeHTa ¢
TaKUMU SIBIICHUSIMH B rpytine mwiane6o. B rpynmne nanarmugmnosuna y 3 (0,1 %) nanueHToB OTMEYCHBI
HEKelaTesIbHbIE SIBIICHUS, IPUBOIUBILIUE K TPEKPAILICHUIO JICUCHHS 13-3a TeHUTATBHBIX HH(EKIHiL, a
B rpymnmne Ianedo ManueHTOB C TaKUMHU SIBICHUSAMH He Obuto. O pa3BUTHM CEpPbE3HBIX
HEKEJIATeJIbHBIX SIBJICHUN B BUJIC T€HUTAIBHBIX MH(DEKINA M HEeKeIaTebHBIX SBICHUH B BHJIC
TeHUTATBHBIX WH(OEKIUNA, TPUBOIUBIIHIX K MPEKPAIICHUIO JIeUeHUs, y manueHToB 0e3 C/] 2 tuma
HE CO00IANOCh.

Hexpomusupyrowuii gpacyuum npomesxcnocmu (eaneperna Oyprve)

Coo0maioch 0 MOCTPETHCTPAIIMOHHBIX CIydasX pa3BHTHS TaHTpeHbl DypHBE y IMAlMEHTOB,
npUHUMarOIMX HHrHOuTOpsl SGLT2, BKiTtoUas ganarinduio3uH (cM. paszen 4.4).

B uccnenoBannu DECLARE y 17160 marmentoB ¢ CJI 2 Tuna v MeauaHOW MPOIOHKUTEIHHOCTH
Teparnmu 48 MecsIIeB BCEro ObLIO 3apeTUCTPUPOBAHO 6 ciiydyaeB raHrpeHbl OypHbe: OJMH B TPYIIIIE,
noJsryyaBiieil nanarnudao3ul, ¥ 5 B rpymie miamneoo.

T'unoenuxemus

Yacrota pazBUTHs TUIOTIMKEMHHW 3aBHCENla OT THUMa 0a30BO Tepanmuu, HUCIOJIb3yeMOW B
KIIMHUYECKHX HCCeI0BaHusAX y naipeHToB ¢ C/] 2 tuna.

B wuccnenoBanuax nanmarnudiosnHa B KayecTBE MOHOTEpANHMH, B KadecTBE J00aBICHUS K
MeThOpMUHY W B KadecTBe /J00aBleHHWA K cUTanMNTHHY (¢ MeTrhopmMuHOM UM 0Oe3
MeThOpPMHUHA) MPOJOIKHUTENFHOCTEIO 0 102 Hexens yacToTa CiiydaeB JETKOW TMIOTIUKEMUU
Obuta cxoxeit (< 5 %) B rpynmax jeueHus, BKIrOUas miamne6o. Bo Bcex ucClenoBaHUIX Clydau
TSDKEJION THITOTJIMKEMUN OBLIM OTMEYCHBI HEYAaCTO, M MX YacTOTa ObLIa COIOCTaBMMA MEXIY

rpymnmnamu nanariidiio3nHa u miameoo.
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B uccnenoBannsax ganariaudio3nHa BKaYECTBE o6aBJ1er;1I;—1| Qriplﬁa%r '%;%ﬁmggféﬂnﬁs&'nnn
¢

npenapary MHCYJMHA OTMeueHa OoJiee BBICOKAs 4acToTa IUIorIMkemMuu (cM. paszen 4.5). B
uccienoBanuu qo0aBieHUs npanaraudiuo3wHa K rmMmenupuay Ha 24 u 48  Hexpene
HE3HAYUTENbHbIE SIU30/1bl TUIIOTJIMKEMUU PErUCTPUPOBAINCH Yallle B TpyMIe Janariudio3uHa
10 mr u rmumenupuna (6,0 % u 7,9 %, COOTBETCTBEHHO), YEM B IpyIIIe IU1anedo U ruMenupuia
(2,1 % n 2,1 % COOTBETCTBEHHO).

B uccnenoBanuu no6asnenus nanarinu@ao3nHa K npernaparaMm HHCYJIMHA U306l BBIPAKEHHOM
runornukeMun Obutu  3apeructpupoBanbl y 0,5 % u 1,0 % nanueHToB, MNOTy4YaBIIMX
nanarmmduiosud 10 Mr u npenapatsl HHCYIHHA Ha 24 u 104 Henensx, COOTBETCTBEHHO, Uy 0,5 %
NAIMEeHTOB, MOTyYaBIINX TUIane0o u npemaparsl nHCYIMHA Ha 24 u 104 venensx. Ha 24 u 104
HeZeNsAX HE3HAUUTENbHbIE 3INU30/bl TUIIOTJIMKEMUN ObUIM 3aperuCTPUpPOBaHbl, COOTBETCTBEHHO,
y 40,3 % u 53,1 % nauueHToB, Noay4aBmUX Aanarauguno3uH 10 Mr v npenapartsl HHCYJIMHA, U Y
34,0 % u 41,6 % nanueHToB, OMy4YaBIIMX I1a11e00 U MpernapaThl HHCYINHA.

B wuccnemoBanmm  nmoGaBienuss — manarmmdiao3mHa K METGOPMHHY M Ipemapary
CyIb(OHUIMOYEBUHBI 10 24 Henens He ObLIO 3apErHCTPUPOBAHO HU OJTHOTO DIIHM307a TSIKEIOU
TUINOTJIMKEMHUH. OMU30Abl JIETKOM THIOMIMKEeMHH OBUIM 3apeructpupoBansl y 12,8 %
MAIUMEHTOB, Noay4yaBmux Aanariuduosud 10 mMr B couetannu ¢ MeTHOPMUHOM U Tperaparamu
Cynb(QOHMIMOYEBUHBI, U y 3,7 % TalMeHTOB, TMOJy4YaBIIMX IUIaled0 B COYETAHUU C

MeT(HOPMUHOM U TIPOU3BOIHBIMU CYJIb(POHUIMOYEBUHEI.

B nccnenosanun DECLARE He oTMeueHO MOBBIIEHHOTO pUCKa Pa3BUTHS TSHKEIONW TUITOTIIMKEMHUH
MpU Tepanuu Janariu(iIo3uHOM MO CpaBHEHHIO C ruiane0o. Ciydau TSKEIOW TUIMOTIUKEMHUH
sapeructpupoBansl 'y 58 (0,7 %) marpentoB, mosnyuaBmmx gamaraudiosun, w1y 83 (1,0 %)
NalMEeHTOB, MMOJYYaBIINX I1ane6o.

B uccienoBanun DAPA-HF cnywan Tspkenoit runoriunkemun 3apeructpuposansl y 4 (0,2 %)
NAlMEeHTOB Kak B Ipymnmne Janariuduio3nHa, Tak W B rpynne Iuianeb6o. B uccnepoBanuun
DELIVER cnyyau Tspkenoi rUnorIuKeMun 3apeructpupoanbl y 6 (0,2 %) manueHToB B TpyIine
nanarnugiosuna u'y 7 (0,2 %) nanuentoB B rpyme miane6o. Ciaydan TSKeIoW TUIorIuKeMIH
HaOJI01aIMCh TONBKO Y nanuenToB ¢ C/1 2 tumna.

B uccnenoannn DAPA-CKD citydan TspKesoi TUMoriavkeMun 3apeructpuposansl y 14 (0,7 %)
nalueHToB B rpymne nanariauduosuHa u y 28 (1,3 %) namuentoB B rTpymme Iuianebo u
Habroanack ToabKo ynanueHTos ¢ CJI 2 tuna.

Cruoicenue OLIK

B o0beauHeHHBIX MaHHBIX MO Oe30macHOCTH 13 wWccnenoBaHUN HEXeIaTeNbHBIE PEaKIINH,

ykasbiBatonue Ha cHkenne OLK (Bximrodast cooOmenus 00 00e3B0KMBAaHUH, TUTTOBOJIEMHUH WITH

15



COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 08.08.2025 N= 13771

apTepuaibHON THMoTeH3uu), oTMeueHsl y 11 % hn%,:?-l Eﬂ'%ﬁ;éﬂby':hgpﬂ{ﬁﬁéﬁumx

nmanarnudunosua 10 mr u mnane6o, COOTBETCTBEHHO; CEPhE3HBbIC HEKENATEIbHBIC PEAKITUU
orMeueHsl y < 0,2 % ManueHToB, 1 OHU ObUTH COMOCTaBUMBI B rpynmax nanariudiaosuna 10 mr u
mwiare6o (cum. pasaen 4.4).

B uccnenopannn DECLARE koam4ecTBO MaeHTOB C SBJICHUSIMH, YKa3bIBAIOIIMMHU Ha CHUKEHUE
OLIK, O6bu10 cOamancupoBaHo Mexay rpymmamu jedeHus: 213 (2,5 %) u 207 (2,4 %) B rpymnmax
namarnuiao3nHa U 1uianebo, cooTBeTcTBEHHO. Cephe3Hble HEKENaTEeNbHBIC SBJICHUS ObLTH
3apeructpupoBanbl y 81 (0,9 %) u 70 (0,8 %) manueHToB B rpymime Aanariu@o3nHa u mianedo,
COOTBETCTBEHHO. SIBJIeHHS B IIeJIOM ObUIM cOaJaHCUPOBAHBI MEXAY TpyNIaMH JICYCHHs IO
BO3PACTHBIM KaTEropusM, MPUMEHEHHUIO TUYPETHKOB, apTePUAIbHOMY JTaBJICHHUIO U TPUMEHEHHIO
narnouTopoB AIIM/BPA 11 tina 1. YnammenTos ¢ ucxoanoit pCK® < 60 mu/mun/1,73 M2 B rpymme
namarnuduo3uHa otMeueHo 19 ciyyaeB cephe3HBIX HEXKENATeNbHBIX SIBICHUN, YKa3bIBAIOIIMX Ha
camwkenne OLK, u 13 — B rpymre riane6o.

B uccnenosanun DAPA-HF sBnenus, ykassiBaromue Ha cHuxkeHnue OLIK, Obun oTmeueHsl y
170 (7,2 %) manueHTOB B Tpymie aanarauduosuda u 153 (6,5 %) B rpynme miane6o. B rpymme
nanarnuduo3uHa Obulo MeHblne mnanueHtoB (23 [1,0 %] mnanumeHToB) € cephE3HBIMH
HE)KeNaTeNIbHBIMU SBJICHUSIMUA B BHJI€ CHMIITOMOB, yKasbiBatommx Ha cHmxenue OLIK, mo
cpaBHeHUIO ¢ Tpynmnoi manebo (38 [1,6 %] manuentoB). Pe3ynbTaThl OBLTHM OJWHAKOBBIMU
HE3aBHCHMO OT MCXOJHOro Hanuuus auadera u ucxoanor pCK®. B uccnenosanuu DELIVER
KOJINYECTBO TMAIMEHTOB C CEPbE3HBIMM HEXKEJIaTeIbHBIMH SBICHUSMHU B BHJE CHUMITOMOB,
ykazpiBatonux Ha cHmkeHue OLIK, cocraBuino 35 (1,1 %) B rpynne mamarnuduosuHa u 31
(1,0 %) B rpymme miarne6o.

B nccnenoBannn DAPA-CKD koinn4ecTBo NAlMEHTOB C SIBICHUSMHE, YKa3bIBAIOIIMMH Ha CHH)KEHHE
OLIK, cocrasuio 120 (5,6 %) B rpymne nanarmuduio3una u 84 (3,9 %) B rpymre rane6o. B rpymme
nanarnugiosusa y 16 (0,7 %) manueHToB OTMEYEHBl Cepbe3HbIE SIBICHUS B BUJE CHUMIITOMOB,
ykassiBarorux Ha cHmwkenne OLK, n y 15 (0,7 %) marnueHToB B rpyriie miameoo.

Juabemuueckuti kemoayuoos npu C/[ 2 muna

B nccnenoBanun DECLARE ¢ MenmaHoOW NpOIOJIKUTENBHOCTH Tepanuu 48 MecsueB cilydau
nMa0eTHYECKOro KeToaluuao3a ObUTM  3aperucTpUpoBaHbl y 27 TAalMEeHTOB B  TpyIIe
namarmigiosnHa 10 mMr m 12 manmeHToB B rpymme 1uiane6o. J[aHHBIE SIBICHUS BO3HUKAIH
pPaBHOMEpHO B TEUSHHE TMEeprojia MccienoBanus. B rpynme mamarnuduiosuHa u3 27 MarieHToB
C IMa0eTUYECKUM KEeTOAIUI030M 22 MOIyYald COMYTCTBYIOUIYIO HHCYIMHOTEPAHIO HA MOMEHT
pa3Butus sBieHus. [Ipeapacnonararoimye K pa3BUTHIO AMAOETHYECKOro KeToanuao3a (akTopbl
ObuH Ok aaeMbiMu uisinonyssiiun ¢ CJI 2 Tuna (em. pasaen 4.4).

B uccnenosanun DAPA-HF sBrnenust quabeTrndeckoro KeToanu103a ObUTH 3aperuCTPUPOBAHBI Y
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3 martuenToB ¢ CJ1 2 Tuma B rpyme nanaraudio3uHa, B ﬁ%&ﬁﬁaﬁé@bﬂ%@&éﬂ 'Eﬁa%&%égt](oro

KETOaIM103a He ObLIO.

B uccnenoBannu DELIVER ciyuan anabeTHuecKoro KeToauao3a ObUI 3aperHCTPUPOBAHbI y 2
naupeHtoB ¢ CJI 2 Ttuma B rpynmne pganarin¢uio3suHa, a B Ipyndne Iuianebo ciydaes
JIMa0EeTUYECKOro KETOAU103a HE OTMEYaIoch.

B uccnenoannn DAPA-CKD ciydan muaGeTnyeckoro KeToaru103a He 3aperucTpupoBaHbl HU Y
OJTHOTO TALMEHTa B TPYIIE Aanariuduo3nHa, HO oTMedaiuch y 2 manuentoB ¢ CJl 2 tuma B
rpy1mre miamneoo.

Hugpexyuu mouesvbisoosiuux nymeti

B oObenuHeHHBIX naHHBIX 1O OezomacHocTh 13 mccienoBaHWii MH(EKIMHA MOYEBBIBOISIINX
nyTel yaie ObUIM OTMEYEHbI NPU NpUMeHeHuH jnanariaudiao3uHa 10 mr, yeM npu NpUMEHEHUU
wiane6o (4,7 % mno cpaBHeHuto ¢ 3,5 %, COOTBETCTBEHHO; cM. pazzaen 4.4). bonbmIMHCTBO
uHGeKMi ObuIN €1a00 MM YMEPEHHO BBIPAXKEHHBIMU; Ha4aJIbHBIA KypC CTaHAAPTHOHN Tepanuu
06T (P PeKTHBEH, B CBS3U C YeM MAIMEHTHI PEAKO MPEKpalaid MPIMEHEHHE Janariaugio3nHa.
Oty WHOEKIUH dYalle pa3BUBAIMCH y JKEHIIMH, a Y MAIMEHTOB C TaKUMU HWHOEKIUSMH B
aHaMHe3€ OHU Yallle PeLUUBUPOBAIIH.

B wuccnenoBanun DECLARE cepbe3nble cinydan UH(EKIUI MOYEBBIBOASIIMX MyTeH
pPEerucTpUpOBAINCH MEHEe 4YacTo s aAamnarnudiosdnHa 10 Mr mo cpaBHEHHIO ¢ Iuianedo:
79 (0,9 %) siBnenuii mo cpasHenuto ¢ 109 (1,3 %) sBACHUSIMHU, COOTBETCTBEHHO.

B wuccnemoBanun DAPA-HF cepbe3Hble HexenaTeNnbHbIE SBICHUS B BHIE HWHGEKINUN
MOYEBBIBOAALIMX MyTel OblIn oTMeudeHsl y 14 (0,6 %) nanueHToB B rpymnme ganariu@ao3uHa u
17 (0,7 %) mamuenToB B rpymme mianedo. B rpynmne mganarnmudiosuwHa u rianebo ObLIO 1O
5(0,2%) nanuMeHTOB C HEXKEIATSIbHBIMH SIBICHUSMH, MPUBOJUBIIUMH K MPEKPAIICHHUIO
JIe4YeHMsI BCIECTBUE PA3BUTHS MHPEKINI MOUEBBIBOASIIUX MyTEH.

B wuccnenoBanuu DELIVER cepne3nbie HexenarenbHble SBICHUS B BUIAe HWHGEKIUN
MOUEBBIBOAIIMX IyTel Obln oTMeueHbl y 41 (1,3 %) manueHToB B rpymnmne Aanarin@ao3uHa u
37 (1,2 %) manuenToB B rpymre 1uiane6o. B rpynne gamarmudiosuna y 13 (0,4 %) manueHToB
OTMEUEHBl HEXKENIATENIbHBIE SIBICHUS, NPHUBOJUBIIME K IPEKPAIICHUIO JIEUYEHUS BCIEICTBUE
pa3BUTHS MHPEKIUI MOUEBBIBOASAIINX MyTei, a B rpynmne mianedo —y 9 (0,3 %) nanueHTos.

B uccnenosannn DAPA-CKD cepre3Hble HexenareiabHble SBICHHS B BHAE HWHGEKIUN
MOUEBBIBOAIIMX MyTed oTmeueHsl y 29 (1,3 %) mauuentoB B rpymnmne aanarindiaosuHa Uy
18 (0,8 %) maumenTtoB B rpymnmne miane6o. B rpymnme nanarmudnosmna 6suto 8 (0,4 %)
NAIUEHTOB C HEXEJATEIbHBIMU SIBJICHUSMM, NPUBOJMBLIIMMHU K IPEKPALICHUIO JIEUECHUS H3-3a
uHpexkunii moueBbBOAAmMX myteid, u 3 (0,1 %) mamuenra B rpynne muiane6o. KomudectBo

narueHToB 0e3 CJ/] 2 Tuma, y KOTOpBIX BO3HUKIHM CEPbEe3HbIE HEKENaTeJbHbIE SIBICHUS WU
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HEXeNaTelIbHbIC SBJICHUS, TPUBOJUBIINE K HDGKD‘M;I.I;I}E'JQ "eﬁﬁg I:Iljlzj-'za-r:‘pﬂ{d'ylek il

MOYEBBIBOJALINX ITYTEH, OBIJIO CXOKUM Mexy rpynnamu jedenus (6 [0,9 %] mo cpaBHeHUIO ©
40,6 %] s cepbe3nbix HexenarenbHbIx sBiaeHui; 1 [0,1 %] mo cpaBHenuto ¢ 0 s
HE)KeJaTeJIbHBIX SBJICHUHN, MPUBOAUBILINX K MPEKPAIICHUIO JICUCHUS).

Tosvluenue konyenmpayuu Kpeamunura

HexxenarenbHble peakuuu, CBA3aHHBIE C TIOBBIIMICHHEM KOHLEHTPAIlMM KPEaTUHHHA, OBLIH
CTPYNIHMPOBAHbl (HAIpUMEp, CHIKCHHE TIOYEYHOTO KJIMpPEHCa KpeaTWHHHA, HapylIeHne
(GyHKIIMM TOYEK, TMOBBIIIEHHWE KOHIEHTpAallMW KpeaTUHWHA B KpoBU U cHkeHue CKOD). B
00BEIMHEHHBIX JAaHHBIX MO Oe3omacHocTH 13 MccnenoBaHUN NaHHAs Tpylna peakuuid Obuia
ormeueHa y 3,2 % u 1,8 % mnamuenToB, momydaBmux gamarmaduosud 10 mMr u torane6o,
COOTBETCTBEHHO. Y MAIEHTOB C HOPMaJIbHOW ()YHKIHMEH TMOYEeK WM HapyHIeHHeM (YHKIUU
mouek Jerkoif cremenn (ucxomuo pCK® > 60 mu/mun/1,73 m?) oTa rpynma peaknmii Gbina
3apeructpupoBana y 1,3 % u 0,8 % mauuenTtos, monyvaBmux ganariauduosus 10 mr u mnanebo,
COOTBETCTBEHHO. DTH PEAKLUHU 4Yallle OTMEYAJIUCh Yy ManueHToB ¢ ucxogHo pCK® > 30 u
< 60 mn/Mun/1,73 M2 (18,5 % B rpynne ganaraudnosusa 10 Mr mo cpaBHeHHuio ¢ 9,3 % B rpymmne
mianeoo).

JlononHuTenpHAas OLICHKA MAlMEHTOB C HEXKeNaTeIbHBIMU SIBJICHUSMH, CBSI3aHHBIMU ¢ (PyHKIIHEH
MOYEeK, MOKa3aia, 4To y OOJBIIMHCTBA ATHX IMAIMEHTOB OTMEUEHO M3MEHEHWE KOHIEHTPAIHU
KpeaTHHHHA B ChIBOPOTKE Ha < 44 MKkMouib/1 (< 0,5 MI/ai1) OTHOCUTENBHO UCXOJHOTO 3HAYCHHUSI.
[ToBblIeHNEe KOHIEHTpAlMM KpeaTWHUHA B 11E€JOM OBbLIO BPEMEHHBIM Ha ()OHE MPOJOJIKEHHUS
Tepanuu Uik 00paTUMBIM IOCIE MPEKPAIEHUs Teparnuu.

B nccnenosanun DECLARE, BxitouaBIieM MoXHIbIX NAIlMEHTOB U MAlMEHTOB C HapyIlIEHUEM
dynxmun moyex (pCK® menee 60 mn/mun/1,73 M%), pCK® cHmkanach ¢ TeueHHEM BPEMEHH B
ob0eux rpynmax jeueHus. Yepez 1 ron tepanum cpeanee 3HaueHne pCKD B rpymme
nanarnugiao3rHa ObUIO HEMHOTO HIDKe, a uepe3 4 roja Tepanud — HEMHOTO BBIIIE 10
CpPaBHEHUIO C TPYIIOH Tu1areoo.

B wuccnenosanuun DAPA-HF, a takxke B uccinemoBanuu DELIVER pCK® cHmxanace ¢
TE€YEHUEM BPEMEHU Kak B IpyIie Janariu@iao3nHa, Tak ¥ B rpymnne mianebo. B uccnenoBanuu
DAPA-HF nauanbHOe cHmKeHMe cpenHero sHauenns pCK® cocrauno —4,3 mn/mun/1,73 M? B

rpynme mamarmudiosuHa w1 —1,1 ma/mun/1,73 M2

B rpymnne miane6o. Yepes 20 mecsies
n3MmeHenne pCK® OTHOCHTENBbHO MCXOJHOTO 3HAYEHHS OBLJIO CXOXKMM B TpYIIAax JEUEHUs: —
5,3 mi/mun/1,73 M? B rpynne ganarmudiosuna u —4,5 mia/mun/1,73 M2 B rpynne miane6o. B
uccnenoBaunn DELIVER cumxkenue cpennero 3nauenus pCK® uepe3 1 mecsy cocTaBUIO —
3,7 ma/mun/1,73 M? B rpymme nanarmudiosusa u —0,4 mr/mMun/1,73 M2 B rpymme miane6o. Uepes

24 mecsma n3meHeHrne pCK® oTHOCHTENBHO MCXOMHOTO 3HAYCHHUSI OBLIO CXOXXHUM B TPYIIIax
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neuenus: —4,2 mu/mun/1,73 M? B rpyIime nanarnmbno&gf;ﬁ:p;l E—@'% EM"JIVﬁEUE/'T'"% -15[2' 'E:ll:'p-'lx)nne

m1anedo.

B wuccnenoBanun DAPA-CKD pCK® cHukanack ¢ TEUEHHMEM BPEMEHM Kak B TIpyIIe
nanaruduio3nHa, Tak U B rpymre riamnedo. HavanpHoe (Ha 14 nenp) cHmwkenue cpenneid pCK®
cocraBmuino —4,0 m/mMun/1,73 M? B rpynne panarmudnosuna u —0,8 mu/mun/1,73 M2 B Tpymme
miane6o. Yepes 28 mecsie usmenenne pCK® oTHOCUTENBHO UCXOIHOTO 3HAYEHUSI COCTABUIIO
—7,4 m/mMun/1,73 M2 B rpynme nanarnuduosuHa 1 —8,6 min/mun/1,73 M? B rpynmne nnare6o.

COO6H.I€HI/IC 0 IMOAO03PEBACMBIX HCXKCJIATCIbHBIX PECAKIINAX

BaxHo coo0mare 0 M0J03pEBAEMBIX HEXENaTeJIbHBIX PEAKLUMAX II0CIEe pPerucTpanuu
JIEKapCTBEHHOI'0 IIperapara ¢ 1eJIbl0 00eCreYeH s] HEPEPbIBHOIO MOHUTOPUHIA COOTHOILLEHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO Tpenapara. MeAMIHMHCKAM pabOTHUKAM PEKOMEHIYETCS
cool1aTe O JIOOBIX MOJ03PEBAEMbIX HEXKENATENbHBIX PEaKIUsIX JIEKAPCTBEHHOI'O Ipernapara
yepe3 HALMOHAJIBHBIE CUCTEMbI COOOILEHUS O HEXKENATENIbHBIX PEAKLUAX FOCYJapCTB — WICHOB
EBpa3uiickoro 3KOHOMHUYECKOr0 COI03a.

Poccniickas @enepanns

109012, r. Mockga, CnaBsiHCKast TIomans, a. 4, ctp. 1

DdenepanbHas ciyx6a 1o Haazopy B chepe 3npaBooxpanenus (Poc3npaBHanzop)

Temedon: +7 800 550-99-03

e-mail: pharm@roszdravnadzor.gov.ru

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

4.9. Tlepeno3upoBka

CumMnToMbI

Janarnugno3un 0e30maceH M XOpPOIIO TMEPEHOCUTCS 3/I0pOBBIMH  JOOPOBOJIBIIAMH  IIPU
OJTHOKpaTHOM mpuemMe B jo3ax a0 500 mr (B 50 pa3 Bbime pekomeHayeMol 103bl). ['moko3a
olpenensiach B Mo4e Mocje mpruema rnpernapara (Kak MUHUMYM, B TeUeHHe 5 JJHel nocie npuema
1036l 500 Mr), mpu 3TOM HE BBISBIIEHBI ClTydyau 00€3BOKMBAHMSI, TUIIOTOHUH, 3JIEKTPOIUTHOTO
nucOanaHca, KIMHAYECKH 3HAYMMOTO BIHMsiHMA Ha wuHTepBa QTC. Yactora pa3BuTHS
TUITOTTIMKEMHUH ObLIa CXOXKEH C yacTOTOH NMpH npueme ianedo. B kinHn4eckux uccieqoBaHusx
y 30pPOBBIX 100poBosbLeB U NanueHToB ¢ C/ 2 Tuna, NpuHUMABIINX MpernapaTr OJHOKPATHO B
no3ax 10 100 mr (B 10 pa3 Bblllle MakCUMaJbHOM PEKOMEHAYEMOMN J103bl) B T€UEHUE 2 HEJEINb,
4acTOTa pPa3BUTHS TUIIOTIIMKEMHUH ObliIa HEMHOT'O BBIIIE, YeM MU MpreMe 1mianedo, 1 He 3aBucesa
oT 703bl. YacToTa pa3BUTHS HEXKENATeNbHBIX SBJICHUH, BKIOYas O00€3BOXKHBAHHUE WIH
apTepUaNbHyI0 THIIOTEH3HMIO, ObUla CXOXeHW C YacToToi B rpymme mianebo, Mpu 3TOM He
BBISIBJICHO KJIMHUYECKU 3HAYMMBIX, 0303aBUCHUMBIX M3MEHEHUH 1a00paTOpHBIX IOKa3aTelnel,

BKJIIOYasi CBIBOPOTOUHYIO KOHIIEHTPAIUIO JIEKTPOIUTOB U OMOMAPKEPOB (PYHKIIMH MOYEK.
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(NOCNEOQCBATENBEHOCTL 0003)

JleueHne

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

B cinyuae mepeno3upoBKM HEOOXOAMMO IPOBOJAWUTH IMOAJAEPKUBAIOLIYIO TEPAIUIO, YYUTHIBAS

COCTOsIHHE malueHTa. BriBeneHmue IIaHaFJII/I(bJIO?;I/IHa C MOMOUIbIO IreMOJHAJIN3a HC N3YYaJIOCh.

5. ®APMAKOJIOT'MYECKHUE CBOVICTBA

5.1. dapmakoguHaAMHU4YeCKHe CBOWCTBA

QdapmakoTepaneBTHUECKas  Tpylma:  CpeAcTBa  JAis  JIeUEHHs — caxapHoro  Jualera;
TUIOTTIMKEMUUYECKUE  CPEICTBA, KPOME HHCYJIMHOB; HMHTHOUTOpPBl  HATPUI3aBHCHMOIO
IEPEeHOCYMKa [VIFOKO3bI 2-T0 TUIIA.

Kox ATX: A10BKO1.

Mexanusm aelicTeus

Hanarmmduosua — momHbd (koHcTaHTa uHrHOuMpoBaHus (Ki) 0,55 HM), cenekTHBHBIA |
obOpatumblit uHrHONTOP SGLT2.

WNurnbupoanne SGLT2 pgamarnm¢iao3nHOM BBI3BIBACT CHUKEHHE peaOCOpOLMHU TIIFOKO3BI U3
KITyOOYKOBOTO (UIbTpaTa B TPOKCUMAIBHBIX IMOYEUHBIX KaHAIBIAX C COIYTCTBYIOIIUM
CHI)KEHHEM peadcopOIK HATPHs, MPUBO/S K BBIBEICHUIO TIIFOKO3bI MOYKAMHU U OCMOTHYECKOMY
muype3y. Takum oOpa3oM nganariau¢io3vH YBEIMYMBAET JOCTaBKY HATpUs K AMCTaJIbHBIM
KaHaJbllaM, 4YTO YCHJIMBAEeT KaHAIBIIEBO-KIyOOUYKOBYIO OOpaTHYIO CBSI3b M CHHXKACT
BHYTPUKITyOOYKOBOE JaBJICHHE. DTO B COYETAaHUU C OCMOTHYCCKUM JHYPE30M TPUBOAHT K
YMEHBIIIEHUIO TEepPerpy3ku OObEMOM, CHUKCHHIO apTepPUAILHOTO MaBJICHHUS U YMEHBIIECHUIO
NpeIHarpy3kd © TIOCTHarpy3ku, 4YTO MOKET OKa3blBaTh OJarompusaTHOE BIUSHUE Ha
peMoJIeTMpOBaHHUE CEeP/IIla U JUACTOIMUECKYIO (YHKITUIO, a TAK)KE COXPAHATH (DYHKITUIO MOYCK.
B ximmangecknx uccnegosanusx DAPA-HF, DELIVER u DAPA-CKD Obuio moka3aHo, 4ToO
OnaronpusATHOE BIUSHUE Aanariu(io3nHa Ha Cep/Ille U MOYKH 3aBUCUT HE TOJIBKO OT CHIKEHUS
KOHIIEHTPAIIUH TIIIOKO3bI B KPOBU U HAOMIOAAaeTCA HE TOJbKO y manuenToB ¢ C/I 2 tuma. [pyrue
3¢ ()eKTHI BKITIOYAIOT TOBBIIICHHE TEMATOKPUTA W CHUYKCHHE MACCHhI TelIa.

Jlanmarnuguio3nH CHIKAeT KOHIIEHTPAIMIO TIIFOKO3BI IIa3Mbl KPOBHM HATOIAK M TOCIEC TIpHeMa
UM 33 CYET YMEHBIICHHUS peabcopOIMy TIIIOKO3bI B TOYEYHBIX KaHAIBIAX, CIOCOOCTBYS
BBIBEJICHUIO TJIIOKO3bl TMOYKaMH. BbIBefeHHe TUIIOKO3bI  (TIIOKO3ypHuecKuid 3¢ ¢heKT)
HAOIO/TaeTCs  y)Ke TIoClie TpueMa TIepBOH JI03bI Iperaparta, COXpaHSeTCS B TEYCHHE
nocieayromux 24 4YacoB M NIPOJOKAETCS Ha MPOTHKEHUH Bced Tepanuu. KoimuecTtBo
TJIFOKO3bI, BBIBOAMMOMN MMOYKAMH 3a CYET 3TOT'0 MEXaHU3Ma, 3aBUCHT OT KOHIIEHTPAILIUHU TJIFOKO3BI
B KpoBU U 0T CK®. Takum 0oOpa3om, y MaIlMeHTOB ¢ HOPMAJIBHON KOHIICHTPAIUEH TIFOKO3HI B

KpOBH Ha (1)0H6 MMPUMCHCHU A nanarnmbnoana OTMCYACTCA HH3Kas CKJIOHHOCTH K Pa3BUTHUIO
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runornukemMud. Jlanarnudao3un He HapymiaeT HODMaHﬂM:HmﬁIBEJﬂEBF;HO_ﬁ '}5%0351

B OTBET Ha TMIOTIMKEMHUIO.
JeiictBue nmanarnugiao3WHa HE 3aBUCHUT OT CEKPEIMH HWHCYJIMHA W YyBCTBHUTEIBHOCTH K
UMHCYINHY. B KIMHMYECKUX HCcle0BaHusAX Aanarindio3uHa oTMeqanoch yiydiieHue QyHKIuu
6era- kietok (tect HOMA, homeostasis model assessment).

SGLT?2 cenekTUBHO dKCIpeccupyeTcs B moukax. Jlanarnudao3ud He OKa3bIBaeT BO3JACHCTBHS HA
JIPYTHe TEPEHOCUYMKH TIIFOKO3bI, OCYIIECTBIISIIONINE TPAHCIIOPT TIOKO3bl K MEepUPEepPHUISCKUM
TKaHsAM, U nposiBisieT oosiee ueM B 1400 pa3 Gosbiryro cenekTuBHOCTH K SGLT2, yvem k SGLTI,
OCHOBHOMY TPaHCIIOPTEPY B KUILEYHUKE, OTBEUAIOIIEMY 32 BCACHIBAHUE TIIFOKO3BI.

q)aDMaKOZ[I/IHaMI/I‘-IeCKI/Ie E)d)d)eKTI)I

[Tocne mpuema mamarim@io3uHa 370pOBBIMU J0OpoBOJbIIaMu M manueHTamMu ¢ CJ] 2 tuma
HAOMIOIAIOCh  YBEIMYEHUE KOJIMYECTBAa BBIBOJAMMOM IMOYKaMH TJOKO3bl. [Ipu mpueme
nanariudiosuna B 1o3e 10 mr/cytku B Teuenue 12 negens nanuentamu ¢ CJI 2 Tuna npuMepHo
70 T TIIOKO3BI B CYTKH BBIACISIOCH TOYKaMU (YTO cooTBeTcTBYeT 280 KKa/CyTKH). Y
narenToB ¢ CJ/l 2 tuma, npuHUMAaBIIUX Aanariau@o3ud B go3e 10 MI/cyTku ATUTETBHO (IO
2 71eT), BhIBEJIEHUE TIIOKO3bI MOAEPKUBAIOCH HAa MIPOTSHKEHUH BCETO Kypca TeparuH.
BriBegenue TIOKO3bI TMOYKaMU TpU NPUMEHEHUHW Janarfiuiao3uHa Takke MPUBOAUT K
OCMOTHYECKOMY AMYpE3y U YBEJINUYEHUIO0 00beMa MouH y nanueHToB ¢ CJ 2 tuna. YBenuueHue
o0vema Moum y nanueHToB ¢ CJ[ 2 tuna, npuHuMaBmux ganarindiao3ud B no3e 10 mr/cyTku,
COXPaHsJIOCh B TeUeHUe 12 HeJlenb M COCTaBIsUIO MpUMepHO 375 MiI/CyTKHU. Y BenuueHne o0bema
MOYM COIPOBOXKIAIOCh HEOOJBIIUM M TPAaH3UTOPHBIM MOBBIIIEHUEM BBIBEJCHUS HATPUS
MOYKAMHU, YTO HE MPUBOANUIIO K U3MEHEHHIO KOHLIEHTPALIMK HATPUsI B CBIBOPOTKE KPOBH.

Kpome ToOro, ormMeuanoch KparkoBpeMeHHoOe (B TeueHue 3—7 JHEH) yBETWYEHHUE JKCKPEIUH
MOYEBOM KHUCJIOTBI C MOYOM, CONPOBOKIABIIEECS YCTOWYMBBIM CHUKEHHEM KOHLIEHTPALUU
MOYEBOM KHCIIOTHI B CBIBOPOTKE KpoBH. Uepe3 24 Henenu CHUKEHHE KOHLIEHTPAaLMU MOYEBOU
KHCJIOTHI B CBIBOPOTKE BapbHpoBano oT —48,3 1o —18,3 mxmons/a (ot —0,87 no —0,33 mr/mmn).

Knuanueckas 2 hekTUBHOCTE U 0€30MMaCHOCTD

Caxapnviii ouabem 2 muna

VYydiieHue KOHTPOIS TIUKEMUU U CHIDKEHHE 3a00JIeBa€MOCTH U CMEPTHOCTH IO MPUYHMHE
CEPICYHO-COCYANCTON MATOJOTHN U OCIOKHEHHUI CO CTOPOHBI MOYEK SBIISIOTCS HEOTHEMIIEMOMN
gacTeio JedeHus CJ] 2 tuna.

Jns ouenku 3(pPeKTUBHOCTH KOHTPOJIS TIUKEMHUU U O€30MacHOCTH Jamnariudio3uHa ObLIo
npoBeieHO 14 [BOWHBIX CIIENBIX PaHIOMHU3UPOBAHHBIX KOHTPOJMPYEMBIX KIMHUYECKUX
uccinenoBanuii ¢ yaactueM 7056 B3pocnbix nmanueHToB ¢ CJ1 2 tuna, B KoTopbix 4737 mauueHToB

nonmydasid  pamarnudiao3uH. 12 uccnegoBaHWUW  MpeAyCMATpPUBAIX  MEPUOA  JICUCHUS
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MPOAOJKUATEIIBHOCTBIO 24 Henenu, 8 ccieI0BaHuN — ndﬁ&ﬁ%@ﬂ&%&ﬁ%@ﬁ&ﬁ%ﬁfb'c'pc';'qﬂoro

nedeHus: ot 24 no 80 Hexenp (00IIas MPOAOIKUTENBHOCTh HccienoBaHuil 1o 104 Henens),
1 uccnenoBanue mpeaycMaTpUBaIo NEPUO/T JICUCHHS MTPOIOJKUTEILHOCTBIO 28 Henenb, U emle |
UCCJIEIOBAHUE — IMEPHOJ JIEYCHUs] MPOJOJKUTEILHOCThIO 52 HeAeNnu C JOMOJHUTEIbHBIMU
MEPUOIaMH  JIOJITOCPOYHOTO JICUCHHMS TPOJOJDKUTEIBLHOCTRI0O 52 u 104 Hemenu (oOmias
IPOJOJDKUTENBHOCTD HccaenoBanus — 208 nenens). Cpennssa npopokutenbHocTs C/1 2 Tuna y
nanueHToB BapeupoBana ot 1,4 no 16,9 ner. ¥ 50 % nanuentoB ObuTo HapylieHue (yHKIHH
MOYEK JIETKON cTerneHu TskecTH, y 11 % mamueHToB — HapylieHue (yHKIUH MOYeK cpenHein
crerieHn TspkecTd. 51 % manMeHToB ObUIM MY)KCKOTO Tiona, 84 % mpUHAIISKAIH K
€BPONEONIHOM pace, 8 % — K MOHTOJIOMAHOM pace, 4 % — kK HerpouaHoit pace, a 4 % — x Apyrum
pacoBbiM rpymmamM. Y 81 % manuentoB 3HadeHue nHaekca maccel Tena (MMT) cocraBuio > 27.
Kpome Ttoro, Obuio mpoBeneHO  JBa  IUIALE0O-KOHTPOIMPYEMBIX  HCCIEIO0BaHUs
MPOJOKUTENbHOCTRI0 12 Hepens y mamueHToB ¢ CJI 2 Tuma ¢ HealeKBaTHBIM KOHTPOJIEM
TJIMKEMUH U apTEPUATBHON THIIEPTEH3UU.

st onenku a¢dekra manarnudio3nHa B 103¢ 10 Mr mo cpaBHEHHIO C IUIANE00 B OTHOIICHHUH
CEpJICYHO-COCYIUCTHIX W TIOYEYHBIX HCXOJIOB OBUIO TMPOBEACHO HCCIEIOBAHUE CEplIeYHO-
cocyauctbix ucxoqoB DECLARE, B kotopom npunsiiaun ydactue 17160 nauuentos ¢ CJ1 2 tuna
C IMarHOCTUPOBAHHBIM CEPAEYHO-COCYAUCTHIM 3a00JI€BAHUEM HIIU O€3 HETO.

Koumpons enuxemuu

Mownomepanus

s onenku Oe3onacHocTd U 3¢ (eKTHBHOCTH Manarnudiao3uHa B KauecTBE MOHOTEpAluu y
NAIMEHTOB ¢ HeaJekBaTHBIM KoHTposeM CJI 2 tuna Obuio IpOBEIEHO JBOMHOE clernoe mianedo-
KOHTPOJIUPYEMOE HCCIICIOBAHUE TPOJOJDKUTEIBHOCThIO 24 Hemenu (C  JOTMOJHUTEIbHBIM
nepuojioM JeueHus). Ilpm mnpueme pamarnmupnosuHa 1 pa3 B CyTKH ObUIO OTMEUEHO
cratuctruuecku 3HaunMoe (p < 0,0001) ymeHblIeHHE YpOBHS TJIMKMPOBAHHOIO I'e€MOTJIO0MHA
(HbAIc) no cpaBHeHuIO ¢ mpueMoM maredo (Tabnuua 2).

B nononnutensHOM nepuoje neueHus: cHuxkeHne ypoBHsa HbAlc coxpansiiock Bmiots 10 102
Heslenu (CKOPPEeKTUPOBAHHOE Cpe/iHee U3MEHEHUE OTHOCHTEIbHO HcxoaHoro ypoHs: — 0,61 %
u —0,17 % nns nanarnudnosuna 10 mMr u mnanedo, COOTBETCTBEHHO).

Taéauua 2. Pesynsratel, nomydennsie yepes 24 vegenu (LOCF!) B mmane6o-koHTpoIHpyeMoM

HCCIICIOBAHUN ITPUMCHCHH A )IaHal"J'II/I(i)J'IO?;I/IHa B Ka4€CTBC MOHOTCpAIINU

MonoTepanus
Janaraundgaosun IInane6o
10 mr
N2 70 75
HbAlc (%)
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Hcxonnblii ypoBeHs (cpeaHee) g = ER TRITEAUL Fg ild]

H3MeHeHne OTHOCUTEIIBHO UCXOMHOTO ypOBHSIS -0,89 -0,23
Pa3HOCTB OTHOCHTENBHO MIane60> -0,66*

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

% ManHeHTOB, TOCTUTIHX YPOBHSA

HbAlc < 7%

3HaveHHE, CKOPPEKTUPOBAHHOE OTHOCUTEIBHO 50,8° 31,6

HCXOJHOI'O YPOBHA

Macca Tesa (kr)

HcxonHbiii ypoBeHb (CpeiHee) 94,13 88,77
H3MeHeHne OTHOCHTEIBHO HCXOIHOTO yp013H513 -3,16 -2,19
Pa3sHOCTh OTHOCHTEIBHO IUIane60° -0,97

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

Ilpumeuanue:

! LOCF: nepeHoc maHHBIX MOCIEIHETO (IO NPUMEHEHMsS HEOTJIOKHOM Tepamuu Ui MAlUeHTOB, Y
KOTOPBIX OHA MPUMEHIIACH) HAOMI0IEHUS BIIEpE.

2 Bce paHJOMU3MPOBAHHBIE TAILUEHTHI, MOJTyYUBIIME He MeHee | J03bI HCCIELyeMOro Ipernapara B
JIBOMHOM CIICTIOM PEXUME B KPATKOCPOYHOM JIBOHHOM CIICTIOM TEPUOJIE.

8 Cpennee 3HaYeHHE, pACCUMTAHHOE METOAOM HAMMEHBIIMX KBAaJAPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIFHO UCXOJHOTO YPOBHSI.

4p <0,0001 gus pasnuuus ¢ wianeoo.

> BBuay BBHIIOIHEHHS IOCJIENOBATENBHOTO CTATHCTHYECKOTO aHAlM3a BTOPMYHBIX KOHEYHBIX TOYEK

OIICHKY CTAaTUCTUYCCKOM 3HAUYMMOCTH HE IIPOBOIWIIN.

KOM6HHMD0861HHCZ}Z mepanus

B uccnenoBanuu He MeHbied 3(HEKTUBHOCTH C aKTUBHBIM KOHTPOJIEM MPOAOTKUTEIHHOCTHIO
52 Hepnenu (C IONOJHUTENIBHBIMU EPUOAAMHU JICUEHHUS MPOJIOJDKUTENBHOCTBIO 52 1 104 Hexenn)
MPOBOAMIN OIEHKY namarnudio3rHa B KadecTBE AO00aBICHUS K Teparnuu MEeT(HOPMHHOM IO
CPaBHEHHMIO C TPOM3BOAHBIM CYIb()OHHIMOYEBHHBI (TIUMHU3UA) B KadyecTBe I00aBIEHUS K
Tepanuu MeT(OPMHUHOM Yy MAIIMEHTOB C HEaJAeKBAaTHBIM KOHTpoJeM riaukemuu (HbAlc > 6,5 % u
<10 %). ITo pe3ynbTatam Hcclie0BaHUS ObLIO TTOKA3aHO CXOJIHOE CPE/IHEE YMEHBIIIEHNE YPOBHS
HbAlc oTHOCHTENBHO MCXOAHOTO YPOBHS BIIOTH MO0 52 HeIENH MO CPaBHEHUIO C Teparuei
TJIANIHA3HUIOM, YTO CBUACTENHCTBYET O He MEHbIeH 3(h(HEKTUBHOCTH TEpanuu JanariudIo3HHOM
(tabmuma 3). Yepesz 104 Hemenu CKOPpEKTHPOBaHHOE cpeaHee u3MeHeHue ypoBHs HbAlc
OTHOCHUTEIIBHO MCXOMHOTO ypoBHs coctaBmio —0,32 % nmnsa manarmmdumosuna u —0,14 % mis
rmunu3uaa. Yepes 208 Henmenb CKOPPEKTHPOBAHHOE cpenHee H3MeHeHHe ypoBHs HbAIlc
OTHOCUTENIbHO HcXoaHoro ypoBHs coctaBuio —0,10 % s manmarmudumosuna u 0,20 % mns
rmunsuaa. Yepes 52, 104 u 208 Henenp CTaTUCTUYECKH 3HAYMMO MEHbIIas JA0JI MAalMeHTOB B
rpynne aanarauduosuna (3,5 %, 4,3 % u 5,0 %, cCOOTBETCTBEHHO), IIEPEHECA 110 KpaliHell Mepe
OJIMH 3MH30]1 TUMOTJIMKEMHH 10 CpaBHEHUIO ¢ rpymmoi rmunusuaa (40,8 %, 47,0 % u 50,0 %,

COOTBETCTBEHHO). J[0is MalnueHToB, OCTaBIIMXCS B uccieaoBanuu depe3 104 u 208 nenens,
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coctaBmina 56,2 % wu 39,7 % B rpynne z[anarnnd)no'ﬁjglgﬁ:,:'-LE%&@;‘%EQI:ﬁ':,%': ‘];o:' 1';“:'_':!' e

W120002 3701 E:
Tabauna 3. PesyneTaTsl, noiydeHnble uepes 52 Hemenmn (LOCF!) B cpaBHmMTensHOM

HCCIICJOBAHNU C aKTUBHBIM KOHTPOJIEM I10 OLICHKE I[O6aBJ'IeHI/I$I I[al'[al"J'II/I(bJ'IOSI/IHa U TIMIIN3Ku a4 K

Tepanuu ¢ METGOPMUHOM

Iloka3artein JanaraudJio3un B T'nunu3zua B

no0aBJIeHUE K no00aBJieHUE K
MeT(hOPMHUHY MeT(hOPMHUHY

N?2 400 401

HbAlc (%)

Wcxonnblit ypoBeHb (cpeaHee) 7,69 7,74

H3MeHeHne OTHOCUTEIIBHO HCXOIHOTO ypOBHH3 -0,52 -0,52

Pa3HOCTH OTHOCHTENLHO TEPAIHH TJIUITA3H]IOM B 0,00*

COYETaHHH ¢ METGOPMHHOM"

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

Macca teaa (kr)

Hcxoaubiii ypoBeHb (CpeniHee) 88,44 87,60

HM3MeHeHne OTHOCUTEILHO UCXOIHOIO ypOBH;I3 3,22 1,44

Pa3HOCTH OTHOCHUTENBHO TEPANUU NIMIIU3UAOM B —4,65°

COYETaHHH ¢ METGOPMHHOM"

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

Ilpumeuanue:

! LOCF: nepenoC JaHHBIX MOCIIEHETO HAGIFOAEHHUS BIEPE.

2 PaHIOMU3HPOBAHHBIE U MOJTyYaBINHE JIEYEHUE MALMEHTHI C MCXOIHON OIEHKOM M KaK MUHMMYM OJIHON
OIIEHKOW 3()QEKTUBHOCTH IOCIIE UCXOTHOTO YPOBHSIL.

$Cpennee 3HaueHMe, pACCUMTAHHOE METOJOM HAMMEHBIIMX KBAJIPaToOB, CKOPPEKTHPOBAHHOE
OTHOCHTEIIBHO UCXOJHOTO YPOBHSI.

* He menbmas 3 GpeKTUBHOCTD 10 CPABHEHHIO C TEPANMEN TTIMIU3UI0OM B COYETAHUU C MET(HOPMHUHOM.

5 p < 0,0001.

[Ipumenenue pamarnuguo3nHa B KayecTBE J00aBIE€HHUS K Tepamud METQOPMHUHOM,
[JIMMENUPUIOM, METPOPMMHOM U HPOM3BOJIHBIM CYIb(OHUIMOUEBUHBI, CUTATJIUNTHHOM (C
MeT(GOPMUHOM WM O€3 HEr0) UK MPernapaToM WHCYIMHA MPUBENIO K CTATUCTUYECKH 3HAYMMOMY
ymeHnbiieHuto ypoBHs: HbA 1¢ yepes 24 Henenu o cpaBHeHHIO ¢ mpueMoM aredo (p < 0,0001;
TaOnuIe! 4, 5 1 6).

Ywmenbiienue ypoBas HbA lc, Habnrogaemoe uepes 24 Helenu, HOCUIIO YCTOMYMBBINA XapakTep B
UCCIIEIOBaHMUAX J00aBieHus nanarindiao3nHa (K TIHMENUupuay WIM TpenapaTy HHCYJIHHA)
COTJIAaCHO JAHHBIM, MOJIYYEHHBIM BIUIOTH 10 48 Hemenb Tepanuu (raumenupun) u 104 Hemensb
Tepanuu (mpenapar uHcyiauHa). YUepes 48 Hexenb mpuMeHeHHs Aanarid@io3uHa B KauyecTBe
no0aBJIeHUs] K Te€paruu CUTArIMITHHOM (C MeT(GOpPMUHOM MM O€3 HEero) CKOPpeKTUPOBAHHOE
cpeaHee M3MEHEHUE OTHOCHTEIBHO MCXOJHOTO YPOBHS Ui AanarinuduosuHa B go3ze 10 mr u

miane6o cocraBuiio —0,30 % u 0,38 %, cooTBeTcTBeHHO. B mccnenoBanun namarinudiao3uHa B
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KadecTBe J00aBJICHHS K Tepanmuu MET(OPMHUHOM weﬂgfge}{%%gﬁgﬁﬂbﬂ% I&B&E}?ﬁow

BIJIOTh 10 102 Henmenu (CKOPPEKTUPOBAHHOE CPEIHEE W3MEHEHHE OTHOCHUTEIBHO HCXOIHOIO
ypoBHsi: —0,78 % u 0,02 % ansa nanarnudnozuna 10 Mr u miane6o, cooTBeTcTBEeHHO). Yepes 104
HEeJeNu HucciaeoBaHusl nanarnugio3MHa B KadyecTBe J[00aBICHUS K Tepalnuu IpernaparoMm
MHCYJIMHA (B KOMOMHAIMHU C JIOMOJHUTEIBHBIMUA TUIIOTJIMKEMUYECKUMU IpernapaTaMu Wik 0e3
HUX) CKOPPEKTHPOBAHHOE CpelHee yMeHblIeHne ypoBHS HbAlc OTHOCHTENBHO HCXOAHOTO
ypoBHs coctaBuio —0,71 % u —0,06 % nns nanarnudno3una 10 Mr u mnane6o, COOTBETCTBEHHO.
Yepes 48 u 104 Henmenw y MaIMEHTOB, MOJYYaBIIMX gamariaudiao3uH B goze 10 mr, mosza
mpernapata MHCYJIMHA OCTaBajach CTaOWJIBHOM IO CpPaBHEHHIO C MCXOJHBIM YPOBHEM U B
cpennem cocraBimsuia 76 Ell/cytku. B rpynme, momydaBmied roiane0o, HaOJIOMAIoCh cpeiHee
yBenu4eHue 1036l mpenapara mHcynuHa Ha 10,5 EJl/cyrkm m 18,3 EJl/cyTku OTHOCHTENBHO
ucxoaHoro ypoBHs (cpemusis nosa: 84 Ell/cytku u 92 EJl/cytku) yepe3 48 u 104 nenenu,
COOTBETCTBEHHO. [[0JIs MalMeHToB, OCTaBIIUXCs B HccienoBanuu yepes3 104 Henenu, cocraBuia
72,4 % B Tpynme, momydaBiieid mamarnuduosus 10 mr, u 54,8 % B Tpynme, moiydaBIiei
mianebo.

Ta6nunma 4. Pesynprarel mnanebo-KOHTPOIUPYEMBIX HCCIEAOBaHUN nanarnuio3uHa B
KayecTBe J00aBICHUS K Teparud MeT(HOPMUHOM WA CUTATJUITHHOM (C METHOPMUHOM WK 0e3

HEro) IpoomKuTensHOCTHI0 24 Henenn (LOCF®)

Kom0unnpoBanHas tepanus (106aBJjieHne)
Merdopmunt Muru6urop AIII-4
(curarauntun®) £ merdgopmun’
Hanarangaosun | [laanedo | Janarauduio3un Inane6o
10 mr 10 mr
N4 135 137 223 224
HbAlc (%)
HcxonHblil ypoBEHb 7,92 8,11 7,90 7,97
(cpennee)
HN3menenune -0,84 -0,30 -0,45 0,04
OTHOCHUTEIILHO MCXOIHOTO
YpOBHS®
Pa3sHOCTH OTHOCHUTENIBHO -0,545 -0,48°
miane6o°
(95 % JAN) (-0,74,-0,34) (-0,62,-0,34)
% NalueHToB,
JAOCTUTIINX YPOBHS
HbAlc <7 %
3HaueHMe, 40,6" 25,9
CKOPPEKTUPOBAHHOE
OTHOCHUTEIIEHO HCXOJTHOTO
YPOBHS
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= ol ol e

Macca Texa (kr) (HOCREQOBATENBHOT
Hcxonusii YPOBEHb 86,28 87,74 91,02

(cpenuee)

H3menenue —2,86 -0,89 -2,14 -0,26
OTHOCHUTEIIEHO MCXOIHOTO

YPOBHS®

PasHocTe OTHOCHUTEIBLHO -1,978 —1,896

mwiane6o®

(95 % A1) (2,63, -1,31) (2,37, -1,40)

Ilpumeuanue:

JIIIT 4 — gunenTuauianenTuaas3a 4.

! Merpopmun > 1500 Mr/cyTku.

2 Curarmantun 100 Mr/cyTky.

¥ LOCF: mepeHoc MaHHBIX MOCIEIHErO HAOMIONEHMS (IO NPMMEHEHUS HEOTIOKHOM Teparmuy JUis
MAIMCHTOB, Y KOTOPBIX OHA IPUMEHSIIACH) BIEPE/.

* Bce paHIOMU3HMPOBAHHBIE TALMEHTHI, MOJYYMBIIAE HE MeHee | 03I MCCIELYEMOTO Mpenapara B
JBOWHOM CJIETIOM PEKUME B KPATKOCPOYHOM IBOMHOM CIICIIOM IIEPHUOJIE.

® CpenHee 3HAYeHWE, pPACCUMTAHHOE METOJIOM HAMMEHBIIMX KBAJAPATOB, CKOPPEKTHMPOBAHHOE
OTHOCUTENIBFHO UCXOAHOTO YPOBHSI.

® p < 0,0001 nna pasauuMs OTHOCHMTENBHO Tepaluu IUIalebo B COYETAHMH C HEPOpalbHBIM
TUIIOTIIMKEMUYECKUM IIPETapaToM.

" p < 0,05 mma pasouuMs OTHOCHTENBHO TEPamMU IUIaleb0 B COYETAHMH C HEPOPATbHBIM

TUIIOTJIMKEMHUYCCKUM IIpeTIapaToM.
Tabauua S. Pe3ynbTarthl Iu1aneb0-KOHTPOJIMPYEMBIX HCCIEIOBaHMN Janarinudiao3nHa B
KayecTBe JJ00aBJIEHUs K Tepanuu MPOU3BOJHBIM CYJIb()OHUIMOYEBUHB! (TTUMENUPUT) HIN

MeT(HOPMUHOM U MTPOU3BOIHBIM CYJb()OHUIMOYEBUHBI TPOJOKUTEIBHOCTBIO 24 Helenu

KomOnnnpoBannas Tepanus (100aBJieHHe)

IIpoussoanoe IIpoussoanoe
CyJIb()OHUIMOYEBUHBI CyJIb()OHUIMOYEBUHBI B
(raumenupuat) coueTaHuH ¢ MeT(GpopMuHOM?
Hanaraugaosun | [laanedo | Janariaudiosun naunedo
10 mr 10 mr
N3 151 145 108 108
HbAlc (%)4
Hcxonnblit ypoBEHb 8,07 8,15 8,08 8,24
(cpennee)
HsmeneHnue -0,82 -0,13 —0,86 -0,17
OTHOCHUTEIIEHO UCXOTHOTO
YpOBHS®
Pa3sHOCTh OTHOCHTEITBHO -0,688 -0,698
mane6o°
(95 % AN) (-0,86, -0,51) (-0,89, -0,49)
% NalueHToB,
AOCTUTIINX YPOBHA
HbAlc < 7% (LOCF)®
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Srasene, T [0 TOTEAT R T T O

CKOPpPEKTUPOBAHHOE
OTHOCHUTEJIBHO UCXOAHOTO
YPOBHS

Macca Teja (kr)
(LOCF)®

HUcxonusiii YPOBEHb 80,56 80,94 88,57 90,07
(cpenuee)
H3menenue —2,26 -0,72 -2,65 -0,58
OTHOCHTEJIBHO HCXOJIHOTO
YpOBHST®

Pa3HocTh OTHOCHUTEIBLHO —1,548 -2,078
mwiare6o°

(95% JTH) (-2,17, -0,92) (2,79, -1,35)

Illpumeuanue:

! Tnumenvpun 4 Mr/cyTku.

2 MetopMuH (1ekapcTBeHHbIE (GOPMBI ¢ HEMEIIEHHBIM MU IIPOJIOHTMPOBAHHBIM BHICBOOOKICHHEM) B
no3e > 1500 Mr/cyTku B cOYeTaHUM C MaKCUMaJIbHON MEPEHOCUMON 10301 (I0JDKHA COCTABIIATh HE MEHEe
MOJIOBUHBI MAaKCHUMAaJbHOM 103b1) HMPOHM3BOAHOTO CYIb()OHWIMOUCBHHBI B TEUCHHE KaK MHHUMYM 8
HeZeNb A0 BKIIOYCHHUS B HCCIIECIOBAHHE.

% Pan0MU3HPOBAaHHbIE M MOTy4aBLINE JIEYEHHE NALUEHTHI ¢ UCXOIHON OLIEHKOM M KaK MHHMMYM OJHOM
OLIEHKOM 3()EKTUBHOCTH IOCIIE UCXOTHOTO YPOBHSL.

4 Cton6upl 1 u 2 — anamus yposrs HbAlc ¢ npumenenunem metona LOCF (cm. nmpuMedanue 6); cTon6LbI
3 u 4 — ananu3 ypoBHs HbA ¢ ¢ mpumenenuem merona LRM (cMm. npumedanue 7).

®CpenHee 3HAYEHWE, pACCUMTAHHOE METOJOM HAWMMEHBINIMX KBAJAPaTOB, CKOPPEKTHMPOBAHHOE
OTHOCUTENBFHO UCXOAHOTO YPOBHSI.

6 LOCF: MEPEHOC JaHHBIX MOCJIEIHEro (MAIMeHThI 10 MPUMEHEHHUS HEOTIIONKHON Tepanun) HaOJIroICHHUS
BIIEpEI.

" LRM: npoIo/IbHBIH aHaIM3 MOBTOPHBIX H3MEPEHHIA.

8 p < 0,0001 s pasnuuus OTHOCHTENLHO TEPANUM IUIANE00 B COYETAHMU C TEPOPATHLHBIM(-H)
TUTIOTIINKEMUYECKIM(-H1) TTperapaToM(-aMu).

Taéauua 6. Pesynsratel, nonyuennsie yepes 24 venemu (LOCF!) B mnane60-KoHTpoIupyeMoM
UCCIICIOBAaHUM Janariuguio3yHa B KauyecTBE KOMOMHMPOBAHHOW Tepanmuu C HHCYIMHOM (B

KaueCTBC MOHOTCpAllUl WJIN B KOM6I/IHaI_II/II/I C MHOCPOpPAJIbHBIMU THUIIOTJTIMKCMUYCCKUMU

npenapaTamu)
IMoka3arennb Janmaraudao3un Inauedo
10 Mr B KOMOUHAIIUT B KOMOMHAIIMH C
¢ MHCYJIMHOM =+ HHCYJIHHOM =+
nepopajibHble nepopajibHble
TUNOTIMKeMUYecKHe | THNOIINKeMHYecKue
npenaparbi’ npenaparbi’
N? 194 193
HbA1c (%)
Hcxonuplit ypoBeHb (CpeaHee) 8,58 8,46
M3MeHeHNe OTHOCUTENEHO HCXOJHOTO YPOBHS® -0,90 -0,30
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(CIEPTHOMY OTYETY

Pa3HOCTh OTHOCHTEIBHO I1a1e60° IgpGIELOEATENSHOC TE U003)
(95% AN) (-0,74, -0,45)

Macca Tesa (kr)

Hcxonuplii ypoBeHb (CpeaHee) 94,63 94,21
HN3MeHeHre OTHOCUTEIBLHO UCXOIHOIO yp0BH$I3 -1,67 0,02
Pa3sHOCTh OTHOCHTEIBHO TUIane6o0° -1,684

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

Cpenusisi cyrounas 103a uncyauna (EJI)°

HcxonHbiii ypoBeHb (CpeHee) 77,96 73,96
H3MeHeHne OTHOCUTEIIBHO UCXOMHOTO ypOBHSIS -1,16 5,08
Pa3HOCTb OTHOCHTEIBHO MUIAe60° -6,23% 11,0
(95% AN) (-8,84, -3,63)

[TarueHTHI CO CHUKEHHEM CPeIHEN CyTOUHOM 19,7°

03Bl MHCYTHHA HEe MeHee yeM Ha 10 % (%)

Ilpumeuanue:

! LOCF: nepeHOC NaHHBIX MOCIEAHErO (0 WIM B JaTy HEPBOTO IIOBBINIEHHUS J03bI MHCYJIHMHA, IPH
HEOO0XOTUMOCTH ) HAOIIOACHUSI BIIEPE].

2 Bce paHAIOMM3MPOBAHHBIE MAIMEHTHI, TOJYYMBIIME HE MeHee | 03Bl MCCIIENyEMOrO Npenapara B
JIBOITHOM CIJIETIOM PEKUME B KPaTKOCPOUYHOM JIBOITHOM CIIETIOM MEPUOJIE.

8 Cpennee 3HaueHMe, pacCUMTAHHOE METOJOM HAaMMEHBLIMX — KBAJpaToB, CKOPPEKTHPOBAHHOE
OTHOCUTENFHO UCXOAHOTO YPOBHS M HAJIMYHMS IIEPOPAIILHOTO THIIOTIMKEMUYECKOT0 Ipenapara.

4p <0,0001 a1 pasauuKs OTHOCHTENLHO TEPAIMH IUIAE00 B COUETAHMH C MHCYJIMHOM + MEpOpaIbHbINI
TUIOTIIMKEMUYECKUH Mpemnapar.

® p < 0,05 w1 pasIu4Us OTHOCUTENLHO TEPANNM TUIAE00 B COUETAHMH C MHCYJIMHOM + MEpOpaIbHbINI
TUIIOTJIMKEMUYECKUH TTpenapar.

® TloBbIeHne /1031 TIpENapaTa MHCYJIMHA (BKIIOYask HHCYJIMH KOPOTKOTO JEHCTBHUS, HMHCYJIMH CPEIHEN
MIPOAOIDKUTENBHOCTH JEHCTBUA U 0a3aibHBIA MHCYJIHMH) JOIMYCKaJOCh TOJNBKO B CIy4ae COOTBETCTBHUS
NAIMEHTOB NPEABAPUTENILHO 33JaHHBIM KPUTEPHUSIM KOHLIEHTPALMH TIIFOKO3bI B IUIa3M€e HATOLIAK.

" Vicxomno 50% manueHToB TOJNYYald MOHOTEPAIMIO ITIPENapaTtoM HHCyiuHa; 50 % NalueHToB B
JIOTIOJTHEHUE K Tepanuy HHCYJIMHOM MPUHUMANU | WM 2 nepopaibHBIX THIOTITUKEMUYECKHUX Mpenapara:
u3 otoit rpymsl 80 % mpuHUMAaIH TONbKO MeThopMuH, 12 % npuHuManu MeTOpMUH B KOMOMHALINY C
NPOU3BOJHBIM CYJIb()OHMIMOYEBHUHBI, a OCTAIbHBIE MAIMEHTHl MPUHUMAIH JPYTHE MepopaibHbIE
TUIIOTIIMKEMUYECKUE TTPenapaThl.

KOM6HHMD0861HHCZ}Z mepanusi ¢ Memd)0DMMHOM Y nadyuenmos, parnee He nojayiasuiux mepanuro

B o6meit cnoxuoct 1236 manueHToB ¢ HeagekBaTHBIM KoHTposieM CJI 2 tuna (HbAlc > 7, 5%
u < 12 %), paHee He MOIyYaBIIUX TEPANUIO, MPUHSIN y4acTHe B 2 UCCIEIOBAHUSAX C aKTUBHBIM
KOHTpPOJIEM TPOAOKUTENBHOCThIO 24 Henenu i OLeHKH 3(G(EeKTHUBHOCTH U 0e30MacHOCTU
KOMOMHUPOBaHHOH Tepanuu ganarindiao3nHoM (5 mr win 10 Mr) B coueTaHuu ¢ METGPOPMUHOM
y MaLlUEHTOB, PAaHEE HE MOJIyYaBIIUX TE€PAIHIO, 10 CPABHEHUIO C MOHOTEPAIIUEN.

Jleuenne manmarnudao3zunom B 1o3e 10 mr B komOunanmu ¢ metdhopmuHoM (B 103€ 10 2000 MT B
CYTKHM) oOecne4msio CTaTUCTHYECKH 3Hauumoe yiyuiieHue ypoBHs HbAlc mo cpaBHeHuio c
MoHOTepanueill (tabiuua 7) U mpuBeno K Oojiee BBIPAXKEHHOMY CHUKEHHMIO KOHIEHTpaIuu
rmoko3el B mazme Hatomak (I'TIH) (mo cpaBHeHuio ¢ mMoHoTepamnueil) U macchl Tena (1o

CpPaBHEHUIO C Tepanueid MeT(HOpMUHOM).
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Tabauma 7. Pe3ynbTaThl, MNOTydYeHHBIE uYepe3 24 'lﬂgﬁ-ej;%ﬂ(i@CEEﬂw'%bJBﬁHTéﬁhOM

HCCICI0OBaHUNU C AKTUBHBIM KOHTPOJIEM 1o OLCHKC KOMGHHHpOBaHHOﬁ TCpaInu

nanarin@iIo3uHOM U MET(OPMUHOM Y MAllMEHTOB, paHee HE MOIYYaBIINX TEPAIUIO

Iloka3zarennb Hanarsmgaosun | Janaraudguosun | MerpopMuH
10 Mr B coueTaHuu 10 mr
¢ MeTrhopmMrHOM
N2 2112 2192 208?
HbAlc (%)
Hcxonuplii ypoBeHb (CpeaHee) 9,10 9,03 9,03
HN3MeHeHne OTHOCUTEIBLHO -1,98 -1,45 -1,44
FICXOJTHOTO YPOBHS®
Pa3HOCTH OTHOCUTEIILHO TEpAITHH -0,53*
nanarmuhao3nHOM’
(95% AN) (-0,74,-0,32)
Pa3HOCTh OTHOCUTENBHO TEpANTUU -0,54% -0,01
merdopmMuHOM®
(95% ) (-0,75, -0,33) (-0,22, 0,20)
Ilpumeuanue:

! LOCF: mepeHOC NaHHBIX IIOCIHEAHEr0 (IO IPUMEHEHHS HEOTJIOXKHOW TEpamuu s NAalUeHTOB, y
KOTOPBIX OHA MPUMEHIIACh) HAOJII0ICHHS BIIEpE.

2 Bce paHJIOMM3MPOBAHHBIE MAIMEHTHI, TOJYYMBIIME HE MeHee | 03Bl MCCIENYEMOTO Npenapara B
JIBOITHOM CIIETIOM PEKUME B KPaTKOCPOUYHOM JIBOITHOM CIIETIOM MEPHOJIE.

% Cpennee 3HAaYeHWE, pACCUMTAHHOE METOJOM HAMMEHBINIMX KBAJAPaTOB, CKOPPEKTHMPOBAHHOE

OTHOCHUTCJIIBHO UCXOAHOI'O YPOBHA.
4p<0,0001.

KOM6HHMD0861HHCZ}Z mepanusi ¢ IKCEHAMUOOM NPOJIOH2UPOBAHHO20 oeticmeus

B nBoitHOM ciilenoM HCClIeZIOBaHUM C aKTHBHBIM KOHTPOJIEM IMPOJOKUTENFHOCTRIO 28 Helemb
CpaBHMBAIA  KOMOMHHPOBAHHYIO  Tepamvio  Janarii@iIO3MHOM M OKCEHATHJOM
IPOJIOHTUPOBAHHOTO JEWCTBUS (arOHMCTOM PELENTOPOB TIJIIOKArOHOMOA00HOro nentuaa-1
(I'TII-1)) ¢  ™MoHOTepanuei  gamarauguIO3UHOM U MOHOTEpanueill  HKCeHATUAOM
MIPOJIOHTUPOBAHHOTO JICHCTBHSI Y TAIMEHTOB C HEAJEKBATHBIM KOHTPOJEM TJIMKEMHU TPH
moHoTepanuu metdopmuHoM (HbAlc > 8 % u < 12 %). Bo Bcex rpynmnax jedeHus: ObLIO
OoTMeueHO cHIkeHue ypoBHS HbAlc mo cpaBHeHMIO ¢ HCXOIHBIM YpoBHeM. B rpymme
KOMOMHUpPOBaHHON  Tepanuu  ganarauduo3uHoM B Jo3e 10 Mr U 9KCEHaTHJIOM
MPOJIOHTUPOBAHHOTO JIEUCTBUS OBUIO MOKa3aHO 0oJiee BRIpaXKEHHOE CHIDKEeHHE ypoBHs HbAlc
OTHOCHUTEJIEHO HWCXOJHOTO YPOBHS IO CPAaBHEHUIO C MOHOTEpanueil aanaraudio3nHOM H
MOHOTEpanuei 3KCEeHaTHI0OM MTPOJIOHTHPOBAHHOTO JIeHCTBHS (Tabnuna §).

Tabauua 8. PesynbTarhl wuccinenoBaHHs TepanuM Janariu@o3sUHOM U OKCEHaTHIOM

MPOJOHTHUPOBAHHOTO JEUCTBUS 1O CpaBHEHHIO C MOHOTEpanued ganarau(io3suHOM H
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MOHOTEpANUe JKCEHATHJIOM IPOJIOHTHPOBAHHOTO ﬂllf;'cm-lpgt]':(ﬁé‘lf—yfegﬁlf' ':{‘IJrr_w'ljﬁl'r'Hﬁ c

HazHayeHHbIM JedeHueM (ITT)) B komOuHamum ¢ MeTGOPMHUHOM MPOJOIKHUTEILHOCTRIO 28

HEZEIb
Iloka3zarennb HJanaraugaosun HJanaraugaosun JKCeHaTH]
10 mr 1 pa3 cyTku B 10 mr 1 pa3 NPOJIOHTMPOBAHHOI'0
KOMOHHAIINH C CYTKH B aeiicTBus 2 mr 1 pa3
IKCEHATHIOM KOMOMHAIUM C B HeJeJII0 B
NMPOJIOHTHPOBAHHOIO | MJanedo 1 pa3 B KOMOMHAIIUHM €
neiicrBus 2 mr 1 pa3 HeIeJII0 mianedo 1 pa3 B
B HeJleJII0 CYTKH

N 228 230 227

HbA1c (%)

HcxonHblil ypOBCHB 9,29 9,25 9,26

(cpenuee)

HN3MeHeHne OTHOCUTEILHO -1,98 -1,39 -1,60

HCXOJHOTO YPOBHS*

CpenHsisi pa3HOCTh B -0,592 -0,38°8

W3MEHEHUU OTHOCUTEIBHO (-0,84, -0,34) (-0,63,-0,13)

HCXOJIHOTO YPOBHSI MKy

KOMOMHHMPOBaHHOU

Tepanuen 1 Tepanuen

oxHUM TiperiapaToM (95 %

JI)

06 malMueHToB,

AOCTUTIIMX YPOBHS 447 19,1 26,9

HbAlc <7 %

Macca Teaa (kr)

HcxonHblil ypOBCHb 92,13 90,87 89,12

(cpenuee)

H3MeHeHne OTHOCUTEIIBHO -3,55 2,22 -1,56

MCXOJHOTO YPOBHS*

CpenHsist pa3HOCTD B ~1,332 —2,00?

W3MEHEHUU OTHOCHUTEIHEHO (2,12, -0,55) (-2,79,-1,20)

HCXOJIHOTO YPOBHSI MEXK]Y

KOMOMHHPOBaHHOM

Tepanuen u Tepanuein

oxHUM TiperapaToM (95 %

JI)

Tlpumeuanue:

N — konmaecTBo marueHToB, [V — moBEepUTENBHEIN HHTEPBAI.

! CKkOppeKTHpOBaHHbIE CPEHHE 3HAYEHHS, PACCUMTAHHBIE METOJIOM HAMMEHBIIMX KBAJIPATOB, U Pa3HOCTH
B M3MEHEHHH OTHOCHUTEIBHO MCXOIHOTO YPOBHS uepe3 28 Heaelb CMOACTMPOBAHBI C MCIOJIH30BAHUEM
MOJEIM CO CMEIIaHHBIMU 3¢ ¢deKkraMu i1 MOBTOPHbIX u3MmepeHut (MMRM), koropas BKiIOYaia
BapUaHT TEPaIuy, PeruoH, cTpaTy ucxogHoro yposHs HbAlc (< 9,0 % umu > 9,0 %), Hepenro nedeHus u
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B3aMMOJICUCTBHE «TEPAIHsl — HEAEIS» B KA4eCTBE II CTOﬂHHLigsﬂaqggpgiglEéHI%exoﬂﬂ‘orld :!(.!)BHH

(CMEPTHOMY OTYETY

B Ka4€CTBC KOBapUarThI.

2p < 0,001.

$p<0,01.

Bce 3nauenus P CKOPPECKTUPOBAHEI C HOHpaBKOﬁ Ha MHOXXECTBCHHOCTD.

B cratuctuyecknii aHalu3 HE BKIIOYaIU HU3MCPCHU, IMOJYUYCHHBIC IMOCIC MPUMCHCHUSA HEOTJIOKHOU
Teparuu, a TakXKe MOoCIIe MPEKICBPEMEHHOTO TIPEKPAIICHUs TPHeMa HCCIISAYEeMOTro Mpernapara.

Konyenmpayus 2nioko3vl 8 niasme Hamouiax

[Ipumenenue nanarnuduosuHa B go3e 10 Mr B KadecTBe MOHOTEpAlUM HIM B KauecTBE
no0aBieHUsT K Tepanuud MeT(GOPMHHOM, TIUMENUPUIOM, MET(HOPMHHOM U MPOU3BOIHBIM
CyJIb(OHUIMOYEBUHBI, CUTATJIUNTAHOM (C METHOPMHUHOM MWIM 0O€3 HEro) WM IpenapaToM
MHCYJIMHA TIPUBENO K cTaTHCTHYecKH 3HaunMomy cHmkenuto ['TIH (ot —1,90 no —1,20 Mmmoub/m)
[or —34,2 o —21,7 mr/mi]) o cpaBHenuto ¢ miamne6o (ot —0,33 go 0,21 mmons/n [oT —6,0 1m0
3,8 mr/mn]). Otor H>ddext Habmomancs uepel | Hememo JeUYeHUS U COXPAHSUICAd B
HCCIIEIOBAHUSX, TpogospKaBuxcs 10 104 Henens.

KomOunupoBannast Ttepanus jpanaraudiao3sMHoM B go3e 10 Mr M sKceHaTHAOM
MPOJIOHTHPOBAHHOTO JICUCTBUS MPUBOAMIA K CTATUCTHYCCKH 3HAYMMO OOJIBIIEMY CHUKCHHIO
I'TIH 4gepe3 28 Henens JieueHus: —3,66 Mmoib/1 (—65,8 Mr/mi) mo cpaBHEHUIO ¢ —2,73 MMOJIB/JI
(49,2 mr/mn) B rpymnme MoHoTepanuu aanariudiosusaoMm (p < 0,001) u —2,54 mmonw/n (—
45,8 Mr/mi) B rpyIie MOHOTepanuu 3kceHatuiom (p < 0,001).

B cnenuansnom uccnenopanuu y nanuenToB ¢ C/I 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 M?
Tepanus ganariaudguo3uHoMm npusena k cHikeHuto ['TIH gepes 24 nenmenu: —1,19 mmons/n (—
21,46 mr/mn) o cpaBuenuto ¢ —0,27 mmons/n (—4,87 mr/mn) B rpymnme miame6o (p = 0,001).

Konuyenmpayus anoxo3sl 6 niazme nocie npuema nuuju

[Tpumenenue nanarnudiao3uHa B o3e 10 Mr B kauecTBe J00aBIEHUS K TEpaUU IITUMENUPUIOM
IPUBOJWIO K CTaTUCTUYECKH 3HAUYMMOMY CHMKEHUIO KOHILIEHTPALlMM TIJIFOKO3bI 4yepe3 2 4aca
nocJie prueMa UK 4epe3 24 Helenu JIeUeHHs], KOTOPOE COXPaHsIOCh BIJIOTh 10 48 Hexenu.
[Tpumenenue nanariuguosuna B 1o3e 10 Mr B kauecTBe 100aBIeHUS K TEpAUK CUTArJIUIITHHOM
(c merhopMHHOM WM O€3 HEro) MPUBOIUIO K CHUKEHHIO KOHIIEHTPAIH IITF0KO3bI uepe3 2 yaca
nocJie mprueMa Iy 4epe3 24 Helenu JIeUeHHs], KOTOPOE COXPaHsIOCh BIJIOTh 10 48 Hexenu.
KomOunupoBanHass Tepanus jganariauduosuHoM B go3e 10 Mr W 3KCEHATHJIOM
MPOJOHTUPOBAHHOTO JEUCTBUS NMPUBOANIA K CTaTUCTHYECKH 3HAYMMO OOJIBLIEMY CHUXEHHIO
KOHIIGHTpAllMM TJIFOKO3bl 4epe3 2 yaca IOCie MpUeMa MUINU 4Yepe3 28 Henenb JIEUYECHHs 110
CPAaBHEHHMIO C TEPANMEN KaKIbIM IIPENapaToM IO OTAEIbHOCTH.

Macca mena

[Tpumenenue nanarnmgiaosnHa B 1o3e 10 Mr B kauecTBe 100aBIEHUS K T€PAUU METGOPMHUHOM,

[JIUMENUPUAOM, METGOPMHUHOM U MPOU3BOJHBIM CYIb()OHUIMOYEBUHBI, CHUTATIMIITUHOM (C
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3HAUMMOMY CHW)KEHHIO Macchl Tena udepe3 24 Hepenu (p < 0,0001, tabmuuer 4 u 5). Otu
3¢ (heKThl HOCHIIM YCTOHYHMBBIA XapaKTep B JIOJTOCPOUYHBIX HcclefoBaHusx. Uepes 48 Hemenb
pa3HOCTh 3HAYCHW, TMOJYYEHHBIX B Tpynmne Jgo0aBieHHs Janariu@io3uHa K Tepanuu
CUTArIMNTHHOM (C MeT(HOPMUHOM WJIK 0€3 HEro) W B TPYIIIeE, MoTydaBiie miamnedo, cocTaBuiIa
—2,22 xr. Yepe3 102 Hemenu pa3HOCTh 3HAYEHHUH, IOJYyYCHHBIX B TpyMIe JA00aBICHUS
namarnuiao3rHa K Teparnud MeT(GOPMHHOM M B TpyIIe, NMOoJy4aBlIei Iuiane6o, ¥ pa3sHOCTb
3HAYEHUH, MOJYYEHHBIX B Ipymme Ao0aBieHHs Aanarin@io3uHa K Teparnud UHCYJIMHOM U B
rpyIe, moJiy4aBIien miamnebo, coctaBuia —2,14 kr u —2,88 KT, COOTBETCTBEHHO.

[lpy mpuMeHeHNHM B KadecTBE HO00ABIICHUS K TEpanuu METPOPMHHOM B HCCIEIOBAHHH HE
MeHbIIeH 3(pPEKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM JAanarin(Io3uH MPUBOAMI K CTATHCTUYCCKU
3HAYUMOMY CHIDKEHHUIO MacChl Tella M0 CPaBHEHHMIO ¢ MPUMEHEHHWeM riaunusuaa (Ha —4,65 xr
yepe3 52 Henenu (p < 0,0001, Tabmuna 3)), kotropoe coxpansuiock yepe3 104 u 208 Henens (—
5,06 xr u —4,38 KT, COOTBETCTBEHHO).

[lpumenenne namarmugiaosuHa B go3e 10 Mr B KadyecTBE KOMOWHHUPOBAHHOW TEpamuM C
9KCEHATUIOM MPOJIOHTUPOBAHHOTO JIEHCTBUS MPUBEIO K CTAaTUCTHYECKH 3HAYMMO OOJbIIEMY
CHI)KCHMIO MacChl Tella 10 CPaBHEHHIO C MOHOTEpAaIueld KaKJIbIM MpEnapaToM B OTIEIbHOCTH
(Tabmumna 8).

B wuccnenoBanuu ¢ yuyactuem 182 mamuentoB ¢ CJI 2 Tuma ¢ UCHOJIb30BAHHEM
JIBYX3HEPreTUUECKOW PEHTI€HOBCKOW aOCOPOIIMOMETPUH ISl OLIEHKH KOJMYECTBEHHOI'O0 COCTaBa
Tela MPOJOJKUTENBFHOCTEIO 24 HeAend 1O JaHHBIM M3MEPEHHUH C  HCIOJIb30BAaHHEM
JIBYXOHEPreTHUECKON PEHTT€HOBCKON aOCcOpOLMOMETpUN NpU MPUMEHEHUH Aanarindiao3nHa B
no3e 10 mr B couetaHud ¢ METPOPMHUHOM II0 CPABHEHHUIO C TUIale00 B KOMOWMHAIMH C
MeTGOPMUHOM OBLIO MOKa3aHO, COOTBETCTBEHHO, CHMKEHHE MacChl Tella U JKUPOBOW MacChl
TeNa, a He TMOTePs] MBIIIEYHONH MAacCChl WM JKUIKOCTH. B MoauccieoBaHuN ¢ UCIOIb30BaHUEM
MarHMUTHO-PE30HAHCHOW ToMorpaduu MpUMEHEHHe Janariuguo3nHa B KOMOMHAIMM C
METGOPMHUHOM TPOBOIIIO K KOJMYECTBEHHOMY YMEHBIIICHUIO BHCIEPATHHON JKUPOBOW TKaHU
110 CPaBHEHUIO C MPUMEHEHHEM I1ae00 B KOMOMHAIIMK ¢ MET(HOPMUHOM.

Apmepuanvroe oaseHue

Ha ocHoBanuu aHann3a oObEIMHEHHBIX JAHHBIX 13 miane60-KOHTPOIUPYEMbIX HCCIeA0BaHUN
[0 3apaHee NMPEeAYyCMOTPEHHBIM NMEPEMEHHBIM 4epe3 24 HeAenu Tepanuu Janariudio3MHOM B
no3e 10 Mr ObIJIO MOKa3aHO W3MEHEHHE CHCTOJIMYECKOro aprepuanbHoro nasineHus (CAJl) Ha —
3,7 MM pT. CT. M JAMACTOIMYECKOro aprepuaibHoro masneHus ([JAJ[) ma —1,8 mMm pr. cT.

OTHOCHUTEIIFHO MCXOJHOTO ypOBHsA 1O cpaBHeHUI0 ¢ m3meHeHueM CAJl mHa —0,5 MM pT. CT. H
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HAJl Ha —0,5 MM PT. CT. B IpyIIe, NoJy4aBIIgn nnaue'&'.:'émggiﬂ_@ﬁ%ﬁﬁyﬁéﬂgﬂéﬂmb

BILTOTH 10 104 Hepenu tepanumu.

KomOunupoBannas Tepanus ganariuguio3nHoM B o3¢ 10 Mr B KOMOWHAIMM C SKCEHATHIIOM
MPOJOHTHUPOBAHHOTO JEUCTBUS NMPUBOAMUIA K CTAaTUCTHYECKH 3HAYMMO OOJIBIIEMY CHUKCHHIO
CAJl gepes 28 nenens (—4,3 MM PT. CT.) IO CPAaBHEHHIO C MOHOTEpanuen nanariaudiosuHoM (—
1,8 mm pt1. cT., p < 0,05) 1 MOHOTEpanue HKCEHATUIOM MPOJOHTHPOBAHHOTO JEUCTBUS (—
1,2 MM prt. cT., p <0,01).

B 2 mnane60-KOHTpOIMPYEMBbIX UCCIICIOBAHMIX MPOIOJDKUTEIILHOCTRIO TI0 12 Henemnb, B 001Ie
cinoxxkHocTH, 1062 mnamumeHta ¢ HeajaekBaTHbIM KoHTposiem CJI 2 Tunma WU apTepHaibHOM
TUIEPTEH3UU (HECMOTPS HA MPEIIECTBYIONIYIO0 CTaOUIbHYIO Tepanuio uHruoutopom All® mnu
BPA 1II B ogaoMm uccnenoBanuu U wHruoOuTopoM AlID mmm BPA B coderanuu c eme OJHUM
AHTUTUIIEPTCH3UBHBIM  IpENapaToM B JPYroM  HCCIEAOBAHWU) TONy4Yald TEparuio
nanarnudiaosuHoM B no3e 10 mr wnu mnane6o. Yepes 12 Henmenb B 000MX HCCIETOBaHUSAX
npuMeHeHue jgamarnudiaosuHa B go3e 10 Mr B coderaHMM CO  CTaHAApTHOMU
IPOTHBOAMA0CTUYECKON Tepanueil mpuBeno K ymydmienuto ypoBHs HbAlc u camkenuto CA/L,
CKOPpPEKTHPOBAHHOMY C y4eTOM Iu1anedo, B cpenneM Ha 3,1 u 4,3 MM pT. CT., COOTBETCTBEHHO.

B cneunansHoM uccnenoBanuu y nanueHToB ¢ C1 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 M2
yepes 24 Henenu Tepamnus Janariaugio3uHoM npusena K cHkeHuto CAJl B MOJ0KeHUu cuas: —
4,8 MM PT. CT. 110 CpaBHEHUIO ¢ —1,7 MM PT. cT. B rpymie miame6o (p < 0,05).

KOHmDO/Zb SAUKEMUU YV NAUUCHIMOE C HAPpYUWEHUEM d)VHKZ/ﬂ/ll/l no4ex cpedHeﬁ cmenernu mAsdcecniu

(xponuueckas 6onesib nouex cmaduu 34, pCKD > 45 u < 60 ma/mun/1,73 m%)

D¢ dexkTuBHOCTH Hanarivdio3nHa Oblia OlIEHEHA B CIICIMATIEHOM HUCCIIEOBAaHUH Y TIAIMEHTOB C
CJ1 2 tuma ¢ pCK® > 45 u < 60 mn/mMun/1,73 M? ¢ HeaeKBaTHBIM KOHTPOJEM TITHKEMHHU TIPH
CTaHAapTHOM JiedeHuu. Tepanus nanaraudio3MHOM MpUBENa K yMeHbIeHnio ypoBHs HbAlc u
MAacchl TeJa Mo CpaBHEHUIO ¢ manedo (Tadnuima 9).

Ta6naunma 9. PesynpraThl, nojydyeHHble depe3 24 HeAenu B IUIaLEe00-KOHTPOIUPYEMOM
WCCIeI0BaHNM MpuMeHeHus aanariudaosuna y mamueHToB ¢ CJ[ 2 tuma ¢ pCK® > 45 u

< 60 mi/mun/1,73 M?

Iloka3zarenn Nanarauduiozun’ IInane6o

10 mr

N2 159 161

HbA1c (%)

Hcxonaubiil ypoBeHb (CpeiHee) 8,35 8,03

HM3MeHeHne OTHOCUTENHLHO UCXOIHOIO ypOBH;{2 -0,37 -0,03

Pa3HOCTb OTHOCHTEJBHO MIAe60? -0,34%

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

Macca Tena (kr)
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Hcxonubiil ypoBeHb (cpejiHee) (THg e EAUEA TENMEHOCRmE003)
N3menenue (%) OTHOCUTEIHLHO UCXOIHOTO -3,42 -2,02
YpOBHST®

Paznocts B usmenenuu (%) OTHOCUTEIIBHO ~1,43%

mwiane6o®

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

Ilpumeuanue:

! Merpopmun nnu MeThOpMUHA THAPOXJIOPU BXOAWIM B CTAaHAAPTHYIO Tepamuio 69,4 % u 64,0 %
MalMeHTOB B TPyIIe, MolydYaBlied Aanaraudao3uH B no3e 10 mr, 1 B Tpymime, moiy4aBilen miamneoo,
COOTBETCTBEHHO.

2Cpennee 3HaueHHME, pACCUMTAHHOE METOJOM HAMMEHBIIMX KBaJpaToOB, CKOPPEKTHPOBAHHOE
OTHOCHTEIIBHO HCXOHOTO YPOBHSI.

 OnpezesieHO Ha OCHOBaHWM CPEIHETO 3HAYEHHS, PACCUMTAHHOTO METOAOM HAMMEHBIIMX KBAJIPAaTOB,
CKOPPEKTUPOBAHHOTO OTHOCUTEIHHO HCXOAHOTO YPOBHSI.

4p <0,001.

Tayuenmoi ¢ ucxoonwvim yposwem HbAlc > 9 %

Ha ocHoBanuu aHanmn3a JaHHBIX MAIlMEHTOB ¢ UCXOMHBIM ypoBHeM HbAlc > 9.0 % mo 3apanee
IPEIYyCMOTPEHHBIM IepeMEeHHbIM Tepanus nanariddiao3uHoM B go3ze 10 Mr mpuBoamia K
CTaTUCTHYECKH 3HAYMMOMY yMeHbIIeHHIO ypoBHS HbAlc uepes 24 Hexenu mpuMeHEHUs B
KayecTBE MOHOTEpanuM (CKOPPEKTUPOBAHHOE CPEAHEE MU3MEHEHUE OTHOCHUTEIBHO HCXOIHOIO
ypoBHs: —2,04 % u 0,19 % nns panarnudnosuna B 1o3e 10 mMr u mnanedo, COOTBETCTBEHHO) U
npu 100aBJIEHUHM K Tepamud MeTPOPMHHOM (CKOPPEKTUPOBAHHOE CpellHee W3MEHEHHeE
OTHOCHUTENIbHO ucxoaHoro ypoBHs: —1,32 % u —0,53 % s panarmuduiosnHa u rianebo,
COOTBETCTBEHHO).

Cepoeuno-cocyoucmsie u noueunvie ucxoovl

HccnenoBanue BnusHUS ganarindiao3nHa Ha cepiaedHo-cocyauctele ucxonsl (DECLARE) —
MEXIYHapOJHOE  MHOIOLIEHTPOBOE  paHJAOMHU3MpPOBAaHHOE JABOWHOE cjernoe  Iuianedo-
KOHTPOJIMPYEMOE KJIMHUYECKOE MCCIICIOBAHME ISl ONIpeIeTCHHs BIUSHUS Janaraugiao3rHa Ha
CepACYHO-COCYTUCTbIE HCXOJbl MpPU €ro Jo0aBleHMM K TeKylled O0a30BOM Tepamuu IO
cpaBHeHHMIO ¢ TMane6o. Y Bcex mnammeHtoB Obt CJI 2 tuma m ambo aBa u Oonee
JOTIONTHUTEIBHBIX (DAaKTOPOB pHUCKA PA3BUTHUS CEPAEUYHO-COCYIUCTOro 3abojeBaHUs (BO3pact
> 55 ner y MyX4uuH uiau > 60 JieT y KeHIIUH U OJMH WK 0ojee U3 CIenyroIuX (akTOpoOB:
JTUCITUTIUACMUS, apTepraibHas TUIIEPTEH3UsI WM Ta0aKOKypeHHue), 00 JTHMarHOCTUPOBAHHOE
CepAeYHO-COCyIUCTOE 3a00IeBaHHE.

N3 17160 pannoMU3HMpOBaHHBIX NAMEHTOB Y 6974 (40,6 %) ObUIO AMATHOCTUPOBAHO CEP/ICUHO-
cocyaucroe 3aboneBanue, a y 10186 (59,4 %) takoBoe OoTCyTCTBOBasIO. B 00I1€# CloskHOCTH
8582 marnuenTta ObLTM PaHIOMH3UPOBAHBI B TPYIIY IpUMEHEHUs Janariuduio3una B 1o3e 10 mr,
a 8578 maumeHToB — B rpynmy Iane0o; MeauaHa JUIMTEIBHOCTH HAONIOICHUS COCTaBMIIA

4.2 rona.
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(CIEPTHOMY OTYETY

ObuIM KEeHCKOTo mosia. B obmieit cinoxuoctn 22,4 % mnamumentoB crpaganu CJl 2 Tuma Ha
OpOTSKEHUM < 5 JeT, cpeansist npoaomkurenbHocTs C/I 2 tuna cocraBmia 11,9 ner. Cpennee
sHagenne ypoHs HbA lc cocrapmsamno 8,3 %, cpennniit UMT — 32,1 kr/m?.

Ucxonno y 10,0 % nanueHTOB B aHaMHE3€ OTMEYalach cepJieuHas HeA0CTaTOUHOCTh. CpenHsis

pCK® cocraBuna 85,2 wmn/mun/1,73 M2

Y 74 % mnamuentoB pCK® Obuta MeHee
60 m/mun/1,73 M2 YV 30,3 % namueHtoB HaOMIOAATach MHKPO- MIM MAaKpOalbOyMUHYpHS
(cootHomenune A/Kp moun) > 30 u < 300 mr/t umu > 300 MI/T, COOTBETCTBEHHO).

HUcxonno Oosbmiass yacte manweHToB (98 %) modydanu OJMH WM HECKOJIBKO
MPOTUBOINA0CTHYCCKUX TIperaparoB, BKItodas MmeTdopmuH (82 %), mpenaparhl HHCYJIMHA
(41 %) u npousBoaHbIC CYNIbGHOHUIMOUYCBHHBI (43 %).

[lepBuuHble KOHEYHBIE TOYKH BKJIIOYAIM BpeMs O pPa3BUTUS MEPBOrO  SBIICHUS
KOMOMHHMPOBAaHHOW KOHEYHON TOYKHM, BKIIIOUABILICH CMEPTh MO MPUYHMHE CEPICYHO-COCYTUCTOU
MATOJIOTUH, HH(APKT MUOKAp/Ia WU HINEMUYCCKHA WHCYIbT (OCHOBHBIE CEPICYHO-COCYIUCTHIC
COOBITHSI), a TAaK)KE BPEMsI 10 Pa3BUTHUS NIEPBOTO SBICHUS KOMOWHUPOBAHHON KOHEYHOW TOYKH,
BKJIIOUABIICH TOCIMUTAIM3AIMIO0 MO TMOBOAY CEpPACYHON HEJOCTAaTOYHOCTH WM CMEpPTh IO
IpPUYMHE CEPICYHO-COCYIUCTOr0 3a0oyieBaHUs. BTopuuyHbIE KOHEYHBIE TOUYKH BKIIOYAIIU

KOMOMHHMPOBaHHYIO KOHEUHYIO TOUKY ITOYEUHBIX UCXOJ0B U CMEPTH M0 JIF00OM NMpUUKHE.

OcHostbie cepoeuno-cocyoucmole coobimus

Hanarnugnozus B go3ze 10 Mr mpoaeMOHCTpHpPOBal HE MEHbIIYI0 3((EKTUBHOCTh IO
CpaBHEHHMIO C IJanebo B OTHOLIEHMH KOMOWHUPOBAHHOM KOHEYHOM TOYKHM, BKIIHOYAOLIEH
CMEPTh MO MPUYUHE CEPJIEUHO-COCYAUCTON MATOJIOTHH, MHPAPKT MUOKAp/a UIN UIIEMUYECKUN
MHCYJBT (oHOCTOpOHHEE 3HaueHue p < 0,001).

XDOHMH@CKCI}Z C@DaeLlHCl}l HeQOCmamo4HoCms U cmepnib no _npuvurHe cepdequ-cocyducmoﬁ

namoJno2uu
Hanarmudguo3ud B 1o3e 10 Mr mpoeMOHCTPUPOBAJT MPEBOCXOJICTBO MO CPABHEHHIO C TUIanedo B
NPEeIOTBPALICHUH  MEPBUYHOM  KOMOMHHMpPOBAaHHOW  KOHEYHOM  TOYKHM,  BKJIIOYArOIIen
FOCIUTAIM3AIMIO 110 TIOBOJlY CEpJCYHOM HEIOCTATOUHOCTH WJIM CMEPTh MO MPUYUHE CEPECUYHO-
cocyauctoi maronoruu (pucyHok 1). Pazmuume sddexra Tepanuu ObUIO TOCTHTHYTO 32 CUET
TOCMHUTAIU3AIMH 110 TIOBOAY CepJIeYHOI HEIOCTaTOYHOCTH 0€3 pa3ivuus B OTHOIIEHUU CMEPTU
0 TIPUYMHE CEPACUHO-COCYIUCTON MaTOJIOTUU (PUCYHOK 2).

[IpeumymiecTBo Tepanmuu ManarauIOo3MHOM IO CPaBHEHHMIO C Tuianebo HaOmoaanoch y
MAIUEHTOB C JUATHOCTHPOBAHHBIM CEPACUYHO-COCYIUCTHIM 3a00JeBaHUEM U 0€3 TaKoBOTO, C
WCXOJTHOM CEpJCYHONM HEAOCTAaTOYHOCTHI0 WM 0e3 TaKoBOW, M OBLJIO COMOCTaBHMBIM B

KJIFOUEBBIX TOATPYIINAX, BKItOYas Bo3pact, o, Gyaknuio mouek (pCKD) u peruon.
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Pucynok 1. BpeMs 10 nepBoii rocnutajin3ainiy_Io no%%%ﬂ&ﬁég %Q)Hégang:hgél"h' :II/IJ'II/I

CMEPTH MO NMPUYUHE CEPJICUYHO-COCYAUCTON MATOJIOTHUU

[Tnaue6o

MauneHTsl, ¥ KoTopbiX Gbinn
KOHe4YHOW ToUuKMK (%)

3aperucTpupoBaHbl ABNEHWA
KOMMNOHeHTOR KOMﬁ“HHPDBaHHOﬁ

danarnncgpnozmH B
cpaBHeHuu c nnayebo

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

T T T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60

MecAuykl nocne paHaoOMWIayuK

MayweHTs! rpynnsl pucka

HAanarnudinoaun: B582 B517 8415 B3z22 B224 8110 7970 7497 5445 1626
Mnaueto: 8578 8485 8387 8259 B127 8003 7880 7367 5362 1573

Ilpumeuanue:
«[lanueHTh! TPYNIBI PUCKa» 03HAYAET KOJIMYECTBO MAMEHTOB IPYIIbI PHUCKA B HAYaJle IEPUOA.
OP — oTHOMIEHNE pUCKOB, /I — 1OBEpUTENBHBIN HHTEPBAIL.

Pe3ynbTarel, monydeHHblE A NEPBUYHBIX W BTOPUYHBIX KOHEYHBIX TOYEK, IOKa3aHbl Ha
pucynke 2. IlpeumymiecTBO Tepanmuu Janariu@Io3sMHOM [0 CpPaBHEHHIO ¢ Iulanedo B
OTHOILIEHHH OCHOBHBIX CEpPAEYHO-COCYIUCTBIX COOBITHI MoKka3zaHo He ObuIo (p = 0,172), B cBA3M
C YEeM COIVIaCHO METOJUKE NPOBENCHHUS MOATBEPKAAOIINX HCIBITAHUN HCCIEN0BAaHUS
KOMOMHMPOBAaHHOW KOHEYHOH TOYKHM IMOYEUHBIX HCXOJOB M CMEpPTH MO JII0OOH NpUYMHE HE
BBITOJIHSUIH.

Pucynoxk 2. D¢ dekr geueHnst B OTHOLIEHUH EPBUYHBIX KOMOMHUPOBAHHBIX KOHEUHBIX TOUYEK U

HNX KOMIIOHCHTOB, a TAKKC BTOPUYHBIX KOHCUHBIX TOUYCK U UX KOMIIOHCHTOB
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
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RanbdnhpAbowm] Eddudda 4 T Eehbulehhe' C Bigudlnaly 3]

o) {56} 96% AM)
(N = 8582) (N = 8578)
MepeHyHbIe KOHEYHBIE TOUKH
locnuTanMiauMA No NOBOAY CepfleYHOW HeJJOCTATOYHOCTH & —8— 417 (4,9) 496 (5,8) 0,83 (0,73, 0,85) 0,005
CMepThb NO NpHYHHE CEpAeYHO=-COCYAHCTON NaTONOMHH
KoMGMHMpOBAHHAA KOHEYHAR TOYKA, BKMIOYAIDILAR CMEPTh — 756 (8.8) 803 (9.4) 0,93 (0,84, 1,03) 0,172
No NpHYMHE cepAeuHo=cocyaucToro sabonesaHna/mudaprT
MHOKapAa/HLIEMHYECKHA HHCYNBLT
KoMnoHeHTs KOMOHHHPOBAHHBIX
HOHBYHBIX TOYEK
[ocnuranuaayws No Nosody cepAeYHON HEQOCTATOMHOCTH —B— 212(2,5 286 (3,3) 0,73 (0,61, 0,88) <0,001
CmepTb Mo NpHYHHE CepaevHO-COCcyAHCToro saboneBaHnA —— 245(29) 249(29) 0,98 (0,82, 1,17) 0,830
WMHdapkT muokapaa —— 393(4,6) 441 (5,1) 0,89 (0,77, 1,01) 0,080
Mwemuieckni mHeynbT —— 235(2,7) 231 (27 1,01 (0,84, 1,21) 0,916
BTOPHYHBIE KOHEYHbIE TOYKM
KoMBMHMpOBaHHAA KOHEUHAA TOUKA NOYeUHbLIX HCX0A0B —-— 370(4,3) 480 (5,6) 0,76 (0,67, 0,87) <0,001
KoMNOHEHTLI KOMBHHHPOBAHHON KOHEYHOW TOYKKM NOYEYHBIX MCXO/10B:
Ycroiunsoe cHumeHuwe pCKD —a— 120(1,4) 221(2,6) 0,54 (0,43, 0,67) <0,001
TepMmuHansHan cTagun 6 (<0,1) 19(0,2) 0,31 (0,13, 0,79) 0,013
NOYEYHON HEAOCTATOMHOCTH
CmepTs BeneacTsue oCNOMHEHHHA - 6 (<0,1) 10(0,1) 0,60 (0,22, 1,85) 0,324
CO CTOPOHBI NOYeK
CmepTe no moboi npuunHe —u 529 (6,2) 570(6,6) 0,93 (0,82, 1,04) 0,198
B nonbsy aanarnugnosusa B nonbay nnauebo
T T T T T T
0,2 04 06 08 112 186

Ilpumeuanue: KOMOWHHMPOBAaHHAs KOHEYHAs TOYKa IIOYEYHBIX KCXOAOB BKIJIIOYACT: YCTOHUMBOE
noareepxkaenHoe cHmwkenue pCK® na > 40 % no pCK® < 60 mu/mun/1,73 M2 1 (MIM) TEPMUHAIBHYIO
CTaINI0 TIOYEYHON HEAOCTaTOYHOCTH (muanmm3 > 90 mHell Wi TpaHCIUTAaHTAIUs TOYKH, YCTOWYHMBBIN
noATBepxkAeHHbIH ypoenb pCK® < 15 mu/mun/1,73 M?), u (M) CMEPTh BCIIEACTBUE OCIOKHEHHH €O
CTOPOHBI II0YEK HWJIK CMEPTH 110 IPUYUHE CEPACUHO-COCYIUCTOTO 3a00IeBaHusl.

3Ha4yeHus p SABJSIIOTCS ABYCTOPOHHUMHM. 3HAUYEHUS! P AJISI BTOPUYHBIX KOHEUYHBIX TOYEK U OTICIBHBIX
KOMITOHCHTOB SIBJIAIOTCS HOMHHAIBHBIMU. Bpemst 10 pa3BuTHs TEpBOrO SIBICHHS KOMOWHHPOBAaHHON
KOHEYHOH TOYKM aHAJIM3UPOBAIIM C IIOMOIIBIO MOZEIH MPONopLUuoHaNbHBIX pruckoB Kokca. KommuecTBo
MEPBBIX SIBICHUH 1O OTAEIbHBIM KOMIIOHEHTaM KOMOWHHUPOBAaHHONW KOHEYHOM TOUYKH SBISIETCS
(haKTHUECKUM KOJINYECTBOM IEPBBIX SBICHUH KaXXJI0T0 KOMIIOHEHTAa M HE CyMMHUPYETCSl C KOJIMYECTBOM
SBIICHUI B KOMOMHHPOBAHHON KOHEYHOH TOYKE.

AW — noBepuTenbHbINA UHTEPBAI.

Hegponamus

Tepanus ganariau@iao3MHOM NPUBOAMIA K CHH)KEHMIO YacCTOTHI SIBICHUH KOMOMHHpPOBAaHHOMU
KOHEYHOM TOYKM, BKJIIOYAIONIEH MOATBEp)KIEHHOEe YycToWuuBoe cHibkeHue pCKO,
TEPMHUHAIBHYIO CTAaJUI0 ITOYEYHONW HEAOCTATOYHOCTH, CMEPTh BCIEICTBUE OCIOKHEHUH CO
CTOPOHBI NTOYEK MM CMEPTh MO NMPUUUHE CepAEYHO-COCYIUCTOro 3aboeBanus. PasHuna Mexay
rpynnamu Oblia OOyCIIOBJI€HA CHHM)KEHHEM YHUCIa SIBJICHUH KOMIIOHEHTOB KOMOMHHMpPOBaHHOM
KOHEYHOM TOYKM TOYEYHBIX HCXOJO0B, BKJIIOYaromeld yctolunBoe cHikeHne pCKO®,
TEPMHUHAIBHYIO CTAJUI0 TOYEYHON HEJOCTaTOUYHOCTH M CMEPTh BCIEJACTBUE OCIOXHEHUH €O
CTOPOHBI OYEK (PUCYHOK 2).

OtHowenue puckoB (OP) mo BpemeHu a0 pa3Butus HedpomnaTtuu (yCTOWYMBOE CHIKEHHE
pCK®, TtepmuHanbHas cTaaus T[OYEUHOM HENOCTAaTOYHOCTH WJIM CMEpPTh BCJEACTBHE
OCJIOHEHUH €O cTOpoHBI Touek) coctaBwio 0,53 (95 % JAU: 0,43, 0,66) nns manarnudiionHa

10 CPaBHEHUIO C IU1a1eoo.
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Taxke Ttepanus panarau(IO3MHOM CHIKAJIR _PUCK 'mgésgg%;%“aggﬂbg%ﬁﬂ_' ':lé-ﬁ':bzﬂxoﬁ

anpOymunypun (OP: 0,79 [95 % JAU: 0,72, 0,87]) u npuBoauiia k 00Jjiee BEIPAKCHHON perpeccuu
makpoansoymunypuu (OP: 1,82 [95 % JAU: 1,51, 2,20]) o cpaBHEeHHIO ¢ mianedo.

XpoHnYecKas cepAacUHas HeIOCTaATOYHOCTh

Uccneoosanue DAPA-HF: xponuueckas cepoeunas HeOOCMAMOYHOCHb CO  CHUMNCEHHOU
@pakyueti svlopoca neo2o ducenyoouka (PBJDK <40 %)

HccnenoBanue panarnu¢o3nHa M OPEJOTBPALICHUs HEONAarompHsTHBIX HMCXOJOB MpHU
cepaeunori  HemocratouHoctH  (DAPA-HF) - MexayHapoaHOe  MHOIOIICHTPOBOE
PaHIOMU3UPOBAHHOE JBOMHOE cienoe mianedo-KOHTPOIUPYyEeMOe UCCIIEIOBaHKE Y MAIlUEHTOB C
XpOHUYECKOW  cepaeuHodt  HemocrtarouHocthio  (II-IV  dyHKIMOHaNBHBIA  KJIace  TO
kraccudukanun Heio- Mopkekoit accoumarmu kapauonoros [NYHA]) co cumkennoit ®BJDK
<40 % — npoBOAUIH C LIETBIO YCTAaHOBUTH 3PGEKTUBHOCTH Aanariudao3ruHa 1Mo CpaBHEHUIO C
miane6o B OTHOUICHHHM CHIDKEHUS pPHCKAa CMEPTH MO MPHYMHE CEepIIeYHO-COCYAUCTOTO
3a00sieBaHU M YXYALIEHUS TEYEHMsI CEpACUYHOM HEIOCTaTOYHOCTH HpHU J100aBIEHUU
nanari$iIo3uHa K CTaHAapTHOM Teparnuu.

U3 4744 nauuenTtoB 2373 narueHTa ObLTH paHJOMU3UPOBAHBI B TPy Janariuio3uHa B 103€
10 mr, a 2371 mauueHT — B rpynimy 1wiane6o; MeauaHa HaOIroAeHHs cocTaBmiia 18 mecsies.
Cpennuii BO3pacT MalMEHTOB HCCIEAYEMOM MOIMYJSIUU cocTaBmwil 66 iner, 77 % mMalueHToB
OBLIM MY>KCKOTO I0JIa.

Hcxonno 67,5 % mnamuentoB Oblin oTHeceHb! K II knaccy mo NYHA, 31,6 % — k III knaccy u
09% — x IV xmaccy. Mennana ®BJIK cocraBuna 32 %; B 56 % ciydaeB cepaeuHas
HEJI0OCTATOYHOCTh UMeNa UIIEMHUYECKYIO STHOJIOTHIO, B 36 % — HEMIIIEMUUECKYIO ITHOJIOTHUIO U B
8 % — Hew3BeCTHyIO JTHOJIOTHIO. B Kaxmoil rpynme nedenus: 42 % manueHTOB MMETH B
anamue3e CJl 2 Ttuma, eme 3 % NalMEeHTOB B KaXXIOW TpyIIe JieyeHUS OBbLTH OTHECEHBI K
naruentam ¢ CJ1 2 Tuna Ha ocHoBaHuu ypoBHS HbAlc > 6,5 %, 3aperucTpupoBaHHOTO Kak MpH
BKJIIOUEHUU B HCCJIEIOBaHME, TaK U MpH paHaoMu3anuu. [lanueHTsl mosydaau CTaHIApTHYIO
tepanuio: 94 % naumentoB ¢ CJ| 2 tuna nomyyanu tepanuto uaruoutopamu AIl®, BPA wun
AQHTMOTEH3WHOBBIX PELENTOpOB M HempuinsuHa uHruoutopom (11 %), 96 % mnonyuyanu Gera-
aaperobnokaropel, 71 % — OnOKaTopbl MHHEPAJOKOPTUKOMAHBIX peuentopoB, 93 % —
TUYPETUKH; Y 26 % MaIrMeHToB ObLT UMIIAHTUPOBAHHBINA KapIuoBepTep-neGudpusuisTop.

B wuccnenoBanme Obumn BriroueHsl marueHTel ¢ pCK® > 30 mu/mun/1,73 M? Ha MOMEHT
pkmouenus. Cpeausis pCK® coctasuma 66 mn/mun/1,73 M2V 41 % nanuento pCK® 6buta
meree 60 mu/mun/1,73 M2, y 15 % nanuenTtoB — menee 45 mn/mun/1,73 M.

Cmepmov no npuuune cep()eqﬁo-cocyducmozo 3ab01e8anHUs U nydmeﬂue MeYeHUs. XPOHUYECKOU

cepoeynoll HedoCmMamoyHOCmu
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Janarnuguo3uH MnpoIeMOHCTPUPOBA npeBDCXOI[CTﬁla':':ﬁaE%E: et A" Trﬁ'l'ak;é&)' B

MpPEeAOTBPALICHUN MMEPBUYHON KOMOMHHUPOBAHHOM KOHEYHOM TOYKH, BKJIOYAIOIIEH CMEpPThH IO
IPUYMHE CEPAECYHO-COCYAUCTOM MAaTOJOIMM, TOCHUTAIM3ALMI0 [0 IOBOJLY CEpIEeYHOMU
HEJOCTATOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMOUIbIO B CBA3HM C yXYALICHHUEM TeUeHUs
cepaeunort Hemocratounoctu (OP: 0,74 [95 % AU: 0,65, 0,85]; p < 0,0001). Dddexr
HaOJII0aJICSl B CAMOM Hauajle U COXPAHSUIICS Ha MPOTSKEHUU BCETO UCCIIEeOBaHUs (PUCYHOK 3).

Pucynok 3. Bpems 10 mepBoro JgOCTHXKEHHS KOMOWHHUPOBAHHOW KOHEYHOW TOYKH,
BKJIFOYAKOUIEH CMEpPTh IO MPUYMHE CEPJACYHO-COCYAMCTOM NATOJIOTMH, TOCIHUTAIN3ALMIO 110
MOBOJIy CEpJIeYHONW HEAOCTATOYHOCTU WM HKCTPEHHOE OOpalleHHe 3a MOMOIIBI0 B CBS3H C

YXYALIEHUEM TEUEHUS CEPIEYHON HETOCTaTOYHOCTH

30
28

26 Mnaueto
24 1 S
22 - Hanarnadnoanu

20
18
16
14
12
10
8 —

B

MNauHerTs, y KOTOPLIX GbINK
JaperncTPHpPOBaHbl ABNEHWA KOMNOHEHTOR
KOMBMHHPOBAHHOW KOHBUHOW TouKM (%)

4 o
2_
0 -

NanarnudnosnH B cpagHeHHH ¢ nnayebo
OP (95% QM): 0.74 (0,65, 0,85) 3Inavenme p <0.0001

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

MBCHLLH nocne paHgoMH3IaUHH
MauMeHTL FPYNNkI pHCKa
Aanarnugnoaun. 2373 2305 2221 2147 2002 1560 1146 612 210
Mnayebo: 2371 2258 2163 2075 1917 1478 1096 593 210

Ilpumeuanue: >KCTpeHHOE OOpalleHHE 3a IOMOIIBIO B CBS3M C YXYALICHUEM TEUYEHHs CepleuHOi
HEJI0CTaTOYHOCTU OBLIO OIPENEIEHO KaK CPOYHOE, BHEIJIAHOBOE 00CJIENOBaHHE BpadoM, HAlpUMEp, B
OTJICTICHHN HEOTJIO)KHOM IOMOINY, BBI3BAHHOE YXYAUIEHHEM TEUEHHUsS CEpJIECYHON HEAOCTaTOYHOCTH,
KOTOpOe TpeOyeT JeueHus (TOMUMO TOJIBKO TTOBBIIICHUS 1036l IEPOPATBHBIX TNYPETUKOB).
«[TanireHTsI TPYMIIBI PUCKA» 03HAYAET YMCIIO MAIMEHTOB IPYIIHBI PUCKA B HaYase MEPUOAA.

Bce Tpu koMnioHeHTa epBUYHON KOMOWHHUPOBAHHON KOHEYHOM TOUKH 110 OTAEIbHOCTH BHOCHIIN
BKJIaJ B 3¢ ekt eueHus: (puCyHoK 4). 3aperucTpupoBaHO HECKOJIBKO SKCTPEHHBIX OOpaleHui
3a IIOMOUIBIO B CBSI3U C YXYAIICHUEM TEUCHHS CEPIACYHON HETOCTATOUHOCTH.

PucyHnok 4. D¢ dexr neueHuss B OTHOIMICHUN IEPBUYHON KOMOMHUPOBAHHOW KOHEYHOM TOYKH, €€

KOMITOHEHTOB, a TaK)K€ CMEPTH 10 JTH000W MpUUnHE
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MR X —_—
ot 08.08.2025 Nz 19771
. — ~ETL NS
OP (95% AW) I'Iauueun&” Hm:'@h— BA m}dé‘—' 'hsfm:.l,e !9' )
ETHC T O RS RETTe ; o
Mokazatenu KOMNOHEHTOB KOMOWHUPOBAHHOM (95% Ow)
KOHEYHOW TOYKM (YacToTa ABNeHn)
KomOUHMpOBaAHHAR KOHEYHARA TOMKA, BKNOYALAaR Danarnudinoant Mnaye6o
CMEepTb NO NPUYKUHE CEPAEYHO-COCYAMCTOrO (N=2373) (N=2371)
3aboneBaHnRA, rOCNUTanU3aly1io No NoBoAY
CePALYHOR HEAOCTATOMHOCTU UNKU IKCTPEHHOES
ofpauwesne 3a NOMOLLLIO B CBR3W C yxyAweHnem —i— 386 (11,6) 502 (15,6) 0,74 (0,65, 0,85) <0,0001
TEYEHUA CEPAEYHON HEADCTATOMHOCTH
FocnuTanMaaums nNo NOBOAY CepPASHHON
HEOCTATOMHOCTH —— 231(6,9) 318(9.8) 0.70 (0,59, 0,83) <0,0001
OkcTpeHHoe obpalleHue 3a NOMOLLLIO B
CBAGH C YXYALEHMEM TEYEHUA CepaSYHON - 10 (0,3) 23(0,7) 0,43 (0,20, 0,90) 0,0213
HEAOCTATOYHOCTH
CMepTs NO NPUIKHE CEPASYHO-COCYANCTONO —— 227 (6,5) 273(7.,9) 0,82 (0,69, 0,98) 0,0294
sabonesanns
CmepTs no noboi npuamrHe —a— 276 (7,9) 329 (9,5) 0,83 (0,71, 0,97) 0,0217
1 1 T 1
0.5 08 1 125 2
B nonkay aanarnkdnoaunHa | B noneay nnayebo

Ipumeuanue: 3KcTpeHHOE OOpallleHHE 3a IMOMOILBI0 B CBS3M C YXYyIIICHHEM TEUCHHS CEepACYHOM
HEIOCTATOYHOCTH OBLIO ONpEAEIeHO KaK CpOYHOE, BHEMJIAHOBOE OOCieqOBaHHE BpadoM, HAIpuUMEp, B
OTJICTICHHN HEOTJIOKHOM IOMOIIM, BBI3BAHHOE YXYIIIECHHEM TEUECHMs CEpIACYHOM HENOCTATOYHOCTH,
KOTOpoe TpeOyeT jeyeHus (IOMUMO TOJIBKO IOBBILICHUS 1036l IEPOPATBHBIX TUYPETHKOB).

KonmuvecTBO TMepBBIX SIBICHUI IO OTAEIHHBIM KOMIIOHEHTaM KOMOWHHMPOBAHHOW KOHEYHOW TOYKH
ABJsieTCsl (PAKTUYECKUM KOJIMYECTBOM IIEPBBIX SIBICHUH Ka)XIOTO KOMIIOHEHTa M HE CYMMHpPYETCS C
KOJINYECTBOM SIBJICHHI B KOMOMHUPOBAHHOW KOHEYHOH TOUKE.

YacTtoTa BO3HUKHOBEHUS SIBICHHH NpEACTaBICHAa KaK YWCIO YYaCTHUKOB, Y KOTOPBIX OBIIO
3apErUCTPUPOBAHO SIBIICHHE KOMIIOHEHTOB KOMOWHMPOBAaHHON KOHEYHOW Touku, Ha 100 maumeHTo-jer
MOCJIEAYIONIETO HAOIIIOICHMSL.

3HavyeHus: p A OTHCJIBHBIX KOMIIOHEHTOB KOMOWHHMPOBAHHOM KOHEYHOW TOYKH M CMEPTU IO JII0OOH
TIPUYUHE ABISAIOTCS HOMUHAIBHBIMH.

[Ipumenenne nanaraugio3vHa TakKe MPUBOAMIO K CHI)KEHHIO OOIIEro KOJIMYECTBa CIIydyacB
TOCMHUTAIM3AIMH 110 TIOBOJY CEpAEUYHON HEAOCTATOYHOCTH (IIEPBUYHOMN U MOBTOPHOMN) U CMEPTH
[0 TPUYMHE CepJeYHO-COCYAUCTON marojoruu: 567 ciydyaeB B rpymne Aanariuduo3nHa Mo
CpaBHEHHMIO ¢ 742 cimydyasMu B rpyrre 1ianedo (oTHocutenbHas yactorta: 0,75 [95 % AU: 0,65—
0,88]; p = 0,0002).

[IpeumymiecTBOo Tepanuu JAanarid@io3uHOM HaON0AaIoCh y MAlUEHTOB C CEpAeYHOU
HenoctatoyHocThio ¢ CJI 2 tuna u 6e3 takoBoro. [Ipumenenue ganarnuduo3nHa MPUBOIUIO K
CHIDKEHHIO YaCTOThI MEPBUYHON KOMOMHHPOBAHHOW KOHEYHOM TOYKH, BKJIIOUYAIOIIEH CMEPTh 110
IPUYMHE CEPAECYHO-COCYAUCTOM MAaTOJOTMH, TOCHUTAIM3ALMI0O [0 TMOBOXY CeplIeYHON
HEJOCTAaTOYHOCTU WJIM AKCTPEHHOE OOpallleHHe 3a MOMOIIbIO B CBS3M C YXYJIICHHEM TEUEHUS
cepaeuHoit HegocrarouHocTH y mamueHToB ¢ CJI 2 tuma (OP: 0,75 [95 % JAU: 0,63, 0,90]) u 6e3
takoBoro (OP: 0,73 [95 % JIU: 0,60, 0,88]).

[IpeumymiecTBo Tepanuu Janariv(iIo3MHOM IO CPaBHEHUIO C IUlaledo B OTHOILEHHUH

MEPBUYHOI KOHEYHON TOYKU OBUIO COMOCTAaBUMBIM B JIPYTMX KJIIOYEBBIX MOATPYIIAX, BKIIOYas
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COMYTCTBYIOIIYIO TEPAIHUIO CEpICUHOI HGI[OCTaTOIIHOCJ.FQleémi'%gg%'wé%&,I:ll;(gIG%).IaCT,

TI0JI U PETHOH.

HCXOO, COO6M4CZ€MblIZ navyuermamu. CUmMnniomsl XDOHMH@CKOIJ cepdelmoﬁ He00Cmamo4HoCmu

OddexT neuenus manaran@ao3UHOM B OTHOUICHHHM CHMIITOMOB CEPACYHONW HEAOCTATOYHOCTHU
OLICHMBAJIM C TMOMOUIbIO OOIIEro mokasarens cuMNToMoB o KaH3acckoMy OMpPOCHHUKY st
6onbpHbIX Kapauomuonatueit (KCCQ-TSS), koTopselil M03BOISET NPOBOJUTH KOJUYECTBEHHYIO
OIICHKY YaCTOTHI U TSKECTU CUMIITOMOB CEPJIEYHON HEJOCTATOYHOCTH, BKIIIOYAsi YTOMIIIEMOCTb,
nepudepudecKue OTEKH, OJABIIIKY U OPTOMHO?. 3HAUYCHHS ToKasarels BapbupyioT oT 0 mo 100,
npuyeM Oosiee BHICOKHI 0ayl COOTBETCTBYET JIYUILIEMY COCTOSIHUIO 3JI0POBbSL.

Tepanust nanarnudao3MHOM TNPUBOAMWIA K CTaTUCTUYECKH 3HAYUMOMY U KIMHUYECKHU
3HAYMMOMY MPEUMYIIECTBY IO CPaBHEHHUIO C IUIaie00 B OTHOIIEHWU CHUMIITOMOB CEpICYHOMN
HEJIOCTaTOYHOCTH, olleHMBaeMbix 1o u3MeHeHnto KCCQ-TSS yepe3 8 mMecsieB OoT UCXOIHOTO
ypoBHS (BeposTHOCTH mpeumymiecta: 1,18 [95 % JU: 1,11, 1,26]; p < 0,0001). Yacrora u
TSDKECTh CHMIITOMOB BHECITH BKJIQJI B PE3YJIbTAT, MOJYICHHBIH 110 3 (EKTUBHOCTH TECPAIIHH.
[Tpeumy1iecTBO HaOIIOAATIOCh KaK B YJIYULIEHUH CUMITOMOB CEPAEYHON HEIOCTATOUHOCTH, TaK
U B IPEJOTBPAIICHUN YXYIIICHHUS] CHMIITOMOB CEPCYHOM HEJOCTATOUHOCTH.

[Tpu ananuze MaHHBIX PECIIOHACHTOB JOJS MAIMEHTOB C KIIMHUYECKU 3HAYMMBIM YIIYYIIEHUEM
KCCQ-TSS dgepe3 8 MecsIieB M0 CpaBHEHHUIO C HCXOAHBIM YPOBHEM (KOTOPOE OIPEIEISIOCh KakK
5 u Gosnee 6anIoB) ObLIA BBILIE B TPYIIIE J€UEHUS JanarangI03MHOM IO CPAaBHEHHIO C TPYIIION,
nonyuaBiieil miamne6o. Jlodas ManueHTOB ¢ KIMHUYECKH 3HAUYMMBIM yXYALIEHHEM (KOTOpoe
OTpeensaoch Kak 5 u Oonee 0aymioB) ObUla HUXKE B TPYIIE JeUEHUs Aanariu(IOo3WHOM IO
CPaBHEHMIO C TpymIo#, moiydasmied mianedo. Ilpenmymectsa Tepanuu nanariaugio3MHOM
COXpaHSJIUCh TpPU TPUMEHEHHH Oojee IKECTKUX IMOPOTOBBIX 3HAYCHMM g  OOJBIINX
KIIMHUYECKH 3HAUMMBIX U3MeHeHuH (Tabnuia 10).

Ta6aunma 10. KonnuecTBO M A0S MallMEHTOB ¢ KIMHUYECKH 3HAUYMMBIM YIYUIIEHHEM WU
yXyALIEHHEM O0IIero mokaszarenss cuMOToMoB 1o KaH3acckomMy ONpPOCHHMKY JUist OOJIbHBIX

kapaunomuonarueit (KCCQ-TSS) uepes 8 mecsies

HN3menenne
oTHocuTeabHO | Janmaramudaosun Maame6o

HCXO/HOI0 10 mr Al = 2062

ypoBHs 4yepes 8 n! = 2086 -
MecsIeB
n(%)c n(%)c OTHomEeHne 6
Yayumenue yaydineHuem? yayumenuem? | mancos® (95% JIN) Juaterie p
1,14

>
> 5 bamioB 933 (44,7) 794 (38,5) (1,06, 1,22) 0,0002
> 10 6amnos 689 (33,0) 579 (28,1) 1,13 0,0018
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OCHTEgE T 9oy O O 1 0 0003]
1,10
> 15 Gaos 474 (22,7) 406 (19,7) (Lot 119) 0,0300
n (%) c n (%) c OTHoOmEeHne 6
Yxyousenue yxyamenuaem* yxyamenuem* | mancos® (95% JAHN) Juaterie p
> 5 Gamos 537 (25,7) 693 (33,6) o 7%’83 %) <0,0001
0,85
> 10 Gasos 395 (18,9) 506 (24,5) 075 052) <0,0001
Ilpumeuanue:

! Yuceno maumentos ¢ 3apeructpupoBannbiM 3HadenneM KCCQ-TSS uiM manueHToB co CMEpPTETbHBIM
HCXOJIOM /10 OKOHYAaHUS 8 MECSLEB JICUCHHUS.

2 Ypenno manmeHToB, y KOTOPBIX HAOIIOAAIOCh yiydiieHue He MeHee yeM Ha 5, 10 wiam 15 Gamios mo
CpaBHCHUIO C NUCXOOHBIM YPOBHECM. 3HaueHus JJId MaUCHTOB CO CMCPTEJIBHBIM MCXOA0OM OO OKOHYAaHHA
YKa3aHHOTO [1€PH0Ja BPEMEHU COOTBETCTBYIOT OTCYTCTBHUIO YIyULICHUSI.

® [Ipu yny4LieHMr OTHOIIEHHE IHAHCOB > | 03HaYaeT MPEMMYILECTBO TEPAIIUU Janarau(iIo3MHOM B J03€
10 mr.

* Yyceno maryenToB, y KOTOPHIX HaOMIOIANOCh yXy/AIIEHHE He MeHee ueM Ha 5 wmm 10 GamioB mo
CpaBHCHUIO C UCXOOHBIM YPOBHECM. 3HaueHus AJId MalqUE€HTOB CO CMEPTCJIBHBIM MCXOOO0M 10 OKOHYAHHA
YKa3aHHOTO [I€PHUOJa BPEMEHU COOTBETCTBYIOT YXYALICHHUIO.

® [Ipu yXyALIEHUH OTHOIIEHHE MIAHCOB < | 03HAYAET MPEMMYLIECTBO TEPANMH ANArTH(pIO3HHOM B J03€
10 mr.

® 3HaueHus p ABJIAKOTCS HOMUHATBHBIMH.

Hegponamus

Br10  3aperucTpupoBaHO HECKOJBKO SIBICHUNM KOMITOHEHTOB KOMOWHMPOBAHHOW KOHEYHOMU
TOYKM TOYEYHBIX MCXOJ0B (MOATBEpKICHHOE ycroiuuBoe cHkeHne pCKD > 50 %,
TEPMHUHAJIBHAS CTaAMs MOYEUYHOM HEIOCTATOYHOCTH WJIM CMEPTH BCIIEJACTBUE OCIOKHEHUH CO
CTOPOHBI MTOYEK); YAaCTOTa sSIBJIEHUH cocTaBwia 1,2 % B rpymie, nojaydyasiieil ganarnuguiosut, u
1,6 % B rpymie, noiay4asuien miameoo.

Hccneoosanue DELIVER: xponuueckas cepoeunas Heoocmamounocms ¢ PBIDK > 40 %
Onenka nanarinu@ao3uHa Ui YJIYUYLIEHHS KayecTBa >KU3HU TMAllMEHTOB C XPOHMYECKOU
CEepAEYHON HEAOCTAaTOYHOCTBHIO C (DELIVER) -

coxpaHeHHOW (pakmueit BBIOpOca

MEXIYHapOJAHOE  MHOIOLIEHTPOBOE  paHIAOMHU3MpPOBaHHOE JABOWHOE  clenoe  Iuianedo-
KOHTPOJIMPYEMOE HMCCIENOBAHNUE Y MALIUEHTOB B Bo3pacTe > 40 JeT ¢ XpOHUYECKOH CeplIedHON
HenoctatoyHocThio (Kiace [I-IV mo NYHA) ¢ ®BJIK > 40 % u npu3HakamMu CTPYKTYpHOTO
3a0oyieBaHusl cepila, KOTOPOE NPOBENH JUIsl ONpeesieHUs BIMSIHUS Janariudio3nHa o
CPaBHEHMIO € IUIalleb0 Ha YacTOTy CIydyaeB CMEpPTH MO0 MNPUYMHE CepAeYHO-COCYIUCTOU
NIATOJIOTUU U YXYALLIEHUE TEUEHUS CEPACUHON HEJOCTaTOUHOCTH.

N3 6263 nmanuentoB 3131 mamueHT ObUT paHAOMHU3UPOBaH B rpymnmny ganarivdiao3usa 10 mr, a
3132 nmammenta — B rpynmny Iuiane0o; MeIuaHa MPOJOJDKUTEIHPHOCTH HAONIOJCHUS COCTAaBHIIA

28 mecsiieB. B uccnenoBanme Biitounau 654 (10 %) mamumeHTa ¢ TOIOCTPOM CepaedHOM
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HEJIOCTaTOYHOCTBhIO (T. €. PaHIOMHU3UPOBAHHBIX _BO ':Il éM)[E'%%EIHIeETQQﬂnM rrorI :TII:IC;'IBO,Z[V

CepJIeYHOM HEJOCTAaTOYHOCTH WK B TeueHue 30 qHel 1mocie BHIIUMCKY U3 cTanuoHapa). CpeaHuii
BO3pacT MAIMEHTOB HCCIEAYyEeMOH MOMYJSIUU cOocTaBui 72 rona, 56 % mnamueHToB ObLIN
MY>KCKOT'O TI0J1a.

Ucxoano 75 % nanuentoB Obutn oTHeceHs! K 11 kimaccy mo NYHA, 24 % — k III knaccy u 0,3 %
— k IV knaccy. Mennana ®BJDK cocraBuna 54 %. Y 34 % mnauunentos @BJDK cocraBuna
<49 %, y 36 % —50-59 % u 'y 30 % — > 60 %. B kaxnoui rpynmne nedenus y 45 % MaueHToB B
aHamHeze Opm1 CJI 2 Tuma. bazoBass  Tepamus ~ BKIOYana  MHTHOUTOPHI
AII®D/bPA/aHTHOTEH3MHOBBIX PEIENTOPOB M HEMPUIU3UHA HHTHOUTOP, OeTa-aapeHo0I0KaTOPhI
(83 %), maypetuxu (98 %) 1 6110KaTOPHI MUHEPATOKOPTHKOMIHBIX perenTopoB (43 %).

Cpemusis pCK® cocraBmma 61 mun/mmn/1,73 M2

Y 49 % namuentoB pCK® cocraBmiia
< 60 mi/mun/1,73 M, y 23 % — <45 mn/mun/1,73 M2 U y 3 % — <30 mu/mun/1,73 M.
Janarnuguo3ud npoAeMOHCTPUPOBAT MPEBOCXOACTBO MO CPABHEHHUIO C IJaleb0 B CHUKCHHUU
YaCTOTHI JJOCTHKEHHUSI KOMOWHUPOBAHHON KOHEUHOW TOYKH, BKJIFOYAOIICH CMEPTh MO MPUIHHE
CEPJICYHO-COCYIUCTOTO  3a00JIeBaHUs,  TOCHUTAIM3ANMIO  TI0  TOBOAY  CEpIACYHOMU
HEJOCTATOYHOCTU WJIM AKCTPEHHOE oOpallleHre 3a TIOMOIIbIO B CBS3HM C yXYIIICHHEM TEUCHUS
cepaeunoit Henoctarounoct (OP: 0,82 [95 % [U: 0,73, 0,92]; p = 0,0008) (pucyHok 5).
Pucynoxk 5. Bpems 10 mnepBoro JOCTHXKEHHWS KOMOMHMPOBAHHOW KOHEYHOM TOYKH,
BKJTIOUAIONIEH CMEPTh MO TPHYMHE CEPACYHO-COCYIUCTOM ITaTOJIOTHH, TOCIHTAIU3AINIO 10

nmoBoay CCpL[C‘-IHOI\/'I HEAOCTATOYHOCTH HJIM 3KCTPCHHOC 06pameHI/Ie 3a IIOMOIIIBIO B CBA3U C

YXYAUICHUEM TCUCHU A ceszeqHOﬁ HCAOCTATOYHOCTH

]
o -
= g 254 Mnaueéo
o
= E ; - -
232 20 -
o 2 ;g o~ -
»
g E i Aanarnk@noamH
S auzx 154
o5 0
x @ =
==
-
35T 104
T @@
=
=00
==
EEZT 54
23 Hanarnu$nosuH B cpagHeHuu ¢ nnayebo
(™~
-3 ;'; OP (95% OM): 0,82 (0,73,0,92) 3IHauenne p 0,0008
=
& 0 : ; : ; ; . : ; . : ; ;
0 3 6 g 12 15 18 21 24 27 30 33 36

MecAusl nocne paHaoMHIaLWK
MauueHThI rPYNNBlI PHCKa 4 pana u

fanarnudnosui: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Mnaueo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Ilpumeuanue: >KCTpEHHOE OOpalIeHHE 3a IOMOIIBIO B CBSI3M C YXYAIICHHEM TEUYEHHsS CepledHOi
HEIOCTATOYHOCTH OBLIO ONpEAETIeHO KaK CPOYHOE, BHEMJIAHOBOE 0OCIeOBaHME BpPadoM, HaIpuUMeEp, B
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OTJENICHUH HEOTIOKHON ITOMOINN, BBI3BAHHOE VX ,Z[HJCHI/IéllZl Qe-qgﬁﬂ':@ﬁr'nj—eg%ngEJc:ﬂd:ﬂ;t';gHCTﬂ,

KOTOpoe TpeOyeT JiedeHns (IOMUMO TOJBKO ITOBBIIIEHHS TO3BI IEPOPATHHBIX TUYPETHKOB).
«[TarmmeHTs! TPYIIIBI PUCKA» O3HAYAET KOJUYECTBO MAIlMEHTOB IPYIIHI pPUCKa B Ha4alle Iepuoa.

Ha pucynke 6 mpencraBlieH BKJIaJ TPEX KOMIIOHEHTOB MTEPBUYHON KOMOMHUPOBAHHOW KOHEUHON
TOYKHU B 9P PEKT JeueHHs.
PucyHnok 6. DddexT neueHuss B OTHONICHHH TIEPBUYHON KOMOMHUPOBAHHON KOHEYHOW TOYKHU U

€€ KOMIIOHCHTOB

OTHOWeHKne MNauweHTbl, ¥ KOTOPbIX BbinK OTHOWeHne
pUcKoB 3aperucTpUpoBaHLl ABNEHWA pUCKOB
Mokazarenn (95% Aun) KOMMNOHEHTOB KOMBWHMpOoBaHHoK  (95% OW)
KOHEYHOW TOYKM (4acToTa ABNEHWUNA)
KomBuHMpOoBaHHAA KOHEYHAR TOYKA,
BK/OYAIOWIAA CMEPTh N0 NPUYUHE Hanarnucpnosus  Mnaye6o
CepAeYHO-COCYANCTOro 3a6oneBaHun, (N=3131) (N =3132)

rocnuTanMaayunio No nosoay cepae4yHon

HEeA0CTaTOYHOCTU UMK IKCTPEHHoE obpalleHue
33 NOMOLWbLH B CBA3K C yXyAlWEeHWemM TevYeHunA —_— 512 (7,8) 610 (9,6) 0,82 (0,73, 0,92)
CepAe4HON HeaoCTaTO4uHOCTH

[ocnvTanuaauvA No NOBOAY CEpPAEYHOW —_— 329 (5,0 418 (6,5) 0,77 (0,67, 0,89)
HEAOCTATOMHOCTH
OkcTpextoe obpallyersne 3a NOMOLLLH — 60 (0,9) 78(1,1) 0,76 (0,55, 1,07)
B CBA3WN C YXy/LIEHWEM TEYEHHUA
CEep/eYHON HeAOCTaTOYHOCTH
CmepTb No NpUyMHE CepaeYHO-COCYANCTONO — ——=—1 231 (3,3) 261 (3,8) 0,88 (0,74, 1,05)
aaBonesaxua

I | | 1

0.5 08 1 125 2

B none3y aanarnudgnosauHa | B noneay nnaue6o

Ipumeuanue: >KcTpeHHOE oOOpalleHHE 3a IMOMOIIBI0 B CBS3M C YXYyIIIEHHEM TEUEHHS CEepACYHOM
HEJIOCTATOYHOCTH OBLIO OINpEeJeNieHO KaK CPOYHOE, BHEIUIAHOBOE OOCIeJ0oBaHHE BpPayoM, HampuMmep B
OTJICIICHNN HEOTJIO)KHOM IIOMOINY, BBI3BAHHOE YXYAUIEHHEM TEUEHHUsS CEpIECYHON HEAOCTAaTOYHOCTH,
KOTOpOe TpeOyeT JedeHus (IOMUMO TOJIBKO MTOBBIIICHUS J103bI IEPOPATBHBIX TUYPETUKOB).

KonmuiecTBO TMepBBIX SIBICHUI IO OTAEIHHBIM KOMIIOHEHTaM KOMOWHHPOBAHHOW KOHEYHOW TOYKH
ABJsieTcsl (PAKTUYECKUM KOJIMYECTBOM IIEPBBIX SIBJICHHH Ka)IOTO KOMIIOHEHTa M HE CYMMHPYETCS C
KOJINYECTBOM SIBJIEHHI B KOMOMHHUPOBAHHOW KOHEYHOH TOUKE.

YacTtoTa BO3HMKHOBEHHS SIBICHMH NpEACTaBI€HAa KaK YWCIO YYAaCTHUKOB, Y KOTOPBIX OBIIO
3aperuCTPUPOBAHO SIBJIICHHE KOMIIOHEHTOB KOMOWHUPOBaHHOW KOHEYHOW Toukd, Ha 100 manueHTo-jer
MOCJIEAYIONIETO HAOIIIOICHMSL.

AHalm3 cMepTH MO NMPHUYUHE CEePAECYHO-COCYIUCTOro 3abosieBaHMs, MPEACTABICHHON 3/1eCh B KauecTBE
KOMITOHEHTA IEPBUYHON KOHEYHOU TOYKH, TAKXKE MPOBEIH MPH (POPMATEHOM KOHTPOJIE OIMIHOOK IMEPBOTO
pona, rae oHa BBICTYIAa B Ka4eCTBE BTOPUYHON KOHEYHON TOUKH.

Janarnuguo3uH npoAeMOHCTPUPOBAI MPEBOCXOACTBO MO CPABHEHHUIO C IUIANE00 B CHUKCHHUH
o0miero 4ymcna COOBITUN CEPACYHOM HEIOCTATOUYHOCTH (OMpPENeNsieMOro Kak MepBUYHAs U
MOBTOPHAs] TOCHUTANU3ALMS [0 TMOBOAY CEpPACYHOW HEAOCTATOYHOCTH WM SKCTPEHHbIE
oOpareHuss 3a TTOMOIIBIO B CBSI3U C YXYAIICHHUEM TEUEHHUS CEPACUYHON HETOCTATOYHOCTH) U

CMEPTH IO TIPUYHHE CEPJICIYHO-COCYAUCTOTO 3a0oneBanus: 815 ciydaeB B rpynie, MoaydaBiiei
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nanarmuguio3nH, 1Mo cpaBHeHuio ¢ 1057 IJ'IV‘IaSIMH-l ':ﬁ::'}%%%i;&'T@H%E&gﬁ' ( '-'J';'&;ﬂe6o

(otHocuTenwHas yacrora: 0,77 [9 5% AU: 0,67, 0,89]; p = 0,0003).

[IpeumytiecTBo Tepamuu Janariu(iIo3WHOM 1O CpPaBHEHUIO € IUIanedo0 B OTHOIICHUH
MEPBUYHON KOHEUHOH TOYKM HaOMoAaiock B moarpynmnax mamueHToB ¢ @BJDK < 49 %, 50—
59 % u > 60 %.

Obddexkr Tepamum Takxke ObI  COMOCTaBMM B JPYrUX  KIIOYEBBIX  MOJATrpyIax,
KJIaccu(pUIIMPOBaHHBIX, HAlIpUMEp, M0 BO3pacTy, moiy, kiaaccy NYHA, yposaio NT-proBNP,
MOJOCTPOro CTaTyca CepACYHON HEOCTATOYHOCTH U Hamuuuto C/I 2 tuna.

HCXOO, COO61MCI€Mbl1/7 nayueHmamu. CUMRNMOMbL XPOHUYECKOU cep()elmoﬁ HeooCmamoyHoCcmu

Tepanus manariu@Io3WHOM TPHBOIWIA K CTATHCTUYECKH 3HAYMMOMY MPEHMYIIECTBY I10
CPaBHCHHIO C TUIANE00 B OTHOIICHUH CHMIITOMOB CEPICYHON HEIOCTATOYHOCTH, OLICHUBAEMBIX
no wu3MeHeHUIo dyepe3 8 wmecaueB ot wucxogHoro ypoBHs KCCQ-TSS (BeposiTHOCTB
npeumymiectsa: 1,11 [95 % AU: 1,03, 1,21]; p = 0,0086). Yacrota U TAXKECTb CUMITOMOB
BHECIIH BKJIAJ B PE3YJIbTAT, MTOJIYICHHBIN 110 3P PEKTUBHOCTH TEPAITHH.

[Ipy aHamm3e pPECHOHIEHTOB JOJS MAIMEHTOB CO CpeIHuM (> 5 OaJioB) WM CHUJIBHBIM
(> 14 6anmnos) yxyaumenuem 3nadenuss KCCQ-TSS yepes 8 mecsieB o cpaBHEHUIO C UCXOAHBIM
yYpOBHEM ObLlIa HUXKE B TPYIINE JICUSHUsI Aanariu@IIo3nHOM: CpeHee YXYIIIeHne Ha0Iroaanoch
y 24,1 % nanueHToB, NMPUHUMABLIMX Janarau@iao3uH, o cpaBHeHUio ¢ 29,1 % mnanueHTos,
NpUHUMAaBIIKMX T[anedo (otHomenue mmaHcoB: 0,78 [95 % JU: 0,64, 0,95]); cuibHOE
yxyameHue Habmoganocsk y 13,5 % manueHToB, MPUHUMABIIHNX JanariugIo3uH, 0 CPABHEHUIO
¢ 18,4 % manueHToB, MpUHUMAaBIIKX Mianedo (otHomenue mancoB: 0,70 [95 % JAU: 0,55,
0,88]). Honst manueHToB co cinaOblM WIM CPEAHUM yiaydlleHueM (= 13 6aiioB) UM CHUIIbHBIM
yiydiieHueM (> 17 6anioB) He OTJIMYAIACh MEXAY TPYITIaMU JICUCHHUS.

Xponuueckas cepoeunas nedocmamournocms 6 uccieooganusix DAPA-HF u DELIVER

B ananuze o6weaunennbix qanHbix uccnenoBanuii DAPA-HF u DELIVER orHomenue puckos
JUIs ganarau@io3rHa Mo CPaBHEHHUIO C IUiane00 B OTHOIIEHWHW KOMOWHHUPOBAHHON KOHEYHOM
TOYKH, BKJIFOYAIOIIEH CMEPTh MO MPUYHHE CEPIACYHO-COCYAUCTON MATOJOTHHU, TOCITUTATN3AIINIO
M0 TIOBOAY CEpJIeYHON HEJOCTATOUYHOCTH WIIM AKCTPEHHOE oOpalleHre 3a MOMOIIBIO B CBS3H C
YXYIIIEHUEM TEUEeHMsI CepJeYHOM HeaocTaTtoyHocTH, coctaBuio 0,78 (95 % AU: 0,72, 0,85),
p <0,0001. Dddexr neuenus ObLT comocTaBUM JyIsl Bcero auamnasona 3HadeHuid OBJDK 6e3
ocnabnenus a¢dexra B 3aBucuMoctH ot 3HaueHuss DBIIK.

Ha ocHoBaunu anammnsa o0ObenuMHEHHBLIX AaHHBIX ucciaenoBanuii DAPA-HF u DELIVER mo
3apaHee MPeIyCMOTPEHHBIM IMEPEMEHHBIM Ha YPOBHE MAIMEHTOB MPUMEHEHHUE Janariudio3nHa

MNPUBOJAUIIO K CHHXXCHUIO PpHCKA CMCEPTH IO HNPHUYHHE Cep)Ie‘IHO-COCYJIPICTOfI IaToJIOTuM 110
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cpasrermo ¢ mrane6o (OP: 0,85 [95 % JIU: 0,75, 0,961 b--0!6 15| Tonohirte mei dtberr

JICUCHHUS ObLI MpoACMOHCTPHUPOBAH B oboux HUCCICIOBAHUAX.

Xponuyeckas 00J€3Hb IIOYEK

HccnenoBanue mo OLIEHKE BIUSHUS Manarin@io3uHa Ha MOYE€YHbIE MCXOJAbl U CMEPTHOCTH OT
CEP/ICUYHO-COCYAUCTHIX 3a00JI€BaHUN Yy IMAIIMEHTOB C XpOHWYECKOH Oosie3Hbio mouek (DAPA-
CKD) — MexayHapoJHOE MHOTOIICHTPOBOE PaHIOMU3MPOBAHHOE JABOMHOE Cliernoe Iuiaredo-
KOHTPOJIMPYEMOE UCCIICIOBAaHUE y TIAIIMEHTOB ¢ XPOHUUYECKOH Ooie3Hpro mouek ¢ pCK®d > 25 u
< 75 vo/mun/1,73 M? u ane6ymunypueit (A/Kp mMoun) > 200 n < 5000 MI/r) — IPOBOIMIH IS
onpezieNieHus] BIMSHUS, KOTOPOE OKa3bIBaeT Aamariu(uio3uH MO CPaBHEHUIO C IManedo mnpu
no0aBIIeHUM K CTaHAAPTHON 0a30BOW Tepamuy Ha YacTOTy JOCTHKEHUS KOMOWHUPOBAHHOM
KOHEYHON TOYKHM, BKIIOHaroIie ycroiunBoe cHikenne pCK® na > 50 %, TepMHHAIBbHYIO
CTaJUI0 TIOYEYHOW HEIOCTaTOYHOCTH  (ompenenseMyro Kak croiikoe 3HadeHne pCKD
< 15 mu/mMun/1,73 M?, IOIrOCPOYHOE JIeUeHNE JUATH30M MM TPAHCIUIAHTALMS MOYKH), CMEPTh
M0 TPUYMHE CEePJCYHO-COCYAUCTOrO 3a00JIEBAHUS WM CMEPTh BCIEACTBUE OCJIOXHEHUU CO
CTOPOHBI TMOYEK.

U3 4304 nauuenTtoB 2152 naruenTa ObUTH paHIOMU3UPOBAHBI B rpyny ganariaudiao3una 10 wmr,
a 2152 nauuenra — B rpynmny riamnedo; MeIuaHa nepuoia HaboIeHus cocTaBuia 28,5 mecdia.
Jleyenune mpoioipKamu, eciu Bo BpeMs uccienoBanus 3HaueHne pCK® cHmkamoch 10 ypoBHS
Hke 25 mi/mus/1,73 M2, 1 MOTIH MIPOJIOJDKATH B CITydasix, KOT/a ObUT HEOOXOIUM JAHAIIN3.
CpenHuii BO3pacT NalMEHTOB UCCleayeMoi nomynsuuu cocrasuna 61,8 ner, 66,9 % nauneHToB
ObUTH MYyx)ckoro nona. Mcxoano cpennee 3Hauenue pCK® cocraBuno 43,1 mn/mun/1,73 M%, a
meauana A/Kp moun — 949,3 mr/r. V 44,1 % nanuentos 3nauenne pCK® cocrasisio ot 30 o
< 45 mor/mun/1,73 M2, y 14,5 % nanuentoB — < 30 mi/mun/1,73 M2. Y 67,5% nanuenTtos 6611 CJI
2 tuna. [TanueHTsl nomy4anu cTaHIapTHYIO Tepamnuio; 97,0% narueHToB Moaydand HHTHOUTOPHI
AII®D unu BPA.

Ha ocHoBaHMM peKOMEHJAMK HE3aBUCUMOTO KOMHUTETAa I10 MOHHUTOPHUHTY JaHHBIX
WCCJICIOBAHNE 3aBEPIIMIN JIOCPOYHO TI0 TPUYUHE BBIABICHHUS S()PEKTUBHOCTH JICUCHUS,
YCTAaHOBJIEHHOM 1O  TPOBEJACHUS  3alJIAHMPOBAHHOTO  aHalM3a. Janarnudno3ux
MIPOJIEMOHCTPHUPOBAI TPEBOCXOACTBO 10 CPABHEHUIO C TUIAaNe00 B MPEAOTBPAIICHUN TIEPBUYHON
KOMOMHHMPOBAaHHOW KOHEYHOM TOYKHM, BKItouarolleil ycroitunBoe cHikenne pCK® na > 50 %,
TEPMUHAJIBHYIO CTAIUI0 TIOYEYHOW HEIOCTATOYHOCTH, CMEPTh [0 TMPUYUHE CEePACYHO-
COCYAHMCTOTO 3a00JIeBaHUs WM CMEpPTh BCIEACTBHE OCJIOXHEHHA CO CTOpPOHBI mouek. Ha
OCHOBaHUU TpaduKa, MOCTPOCHHOTO ¢ MoMoIIbio MeTona Kammana—Meiiepa 1isi BpeMeHU 0

NEPBOro0  JIOCTM)KEHHS KOMOWHHPDOBAHHOM KOHEYHOW TOYKH, Od¢¢deKkT Tepanuu ObLI
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ot 08.08.2025 N= 15771

MIPOJICMOHCTPUPOBAH HAUYMHAS C 4 MECAICB JIGUCHHS W&XDE%R&ﬁBEMh' 'ch_a'llelmljllihﬁm;{

COOTBETCTBYET 2KCNEFPTHOMY OTYETY

(pucyHox 7).

Pucynok 7. Bpems 10 TmepBOro JIOCTHKEHUS KOMOWHHPOBAHHON KOHEYHOM TOYKH,
BKiIroyaronienn ycronunBoe cHmxeHue pCK® nHa > 50%, TepMUHAIBHYIO CTaIuI0 MOYEHYHOU
HEJOCTAaTOYHOCTH, CMEpPTh MO MPUYUHE CEPACYHO-COCYTUCTOro 3a00JieBaHUs WIH CMEPTh

BCJICJICTBUE OCJI0KHEHUH CO CTOPOHBI ITOYCK

—— — [nauebo
T 224 I
H j
; 20 y
e 184 e
3 16 - {' DanarnudpnosauH
I
2 14+
2 14
o
x 12 —
s

MauueHTsl, ¥ KOTOPBIX 6binn
3aperucTpupoBaHel ABNEHHA KOMNOHEeHTOB

KOMBMHUMpPOBaHHO

OP (95% OW): 0,61 (0,51, 0,72) 3Hauenue p < 0,0001
0= T T T T T T T T T
(U] 4 8 12 16 20 24 28 32 36

Mecausl nocne paHgoM13ayum

MauyweHTsl rpynnel pucka

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

Hpumeqauue: «MAaUCHTBI TPYIIbBI PHUCKAa» O3HAYACT KOJIUYCCTBO IMAIMCHTOB I'PYIIIBI pUCKa B Hadalie
repuo/a.

Bce uyerplpe KOMIOHEHTa MEPBUYHONM KOMOMHMPOBAHHOW KOHEYHOM TOYKM MO OTAEIbHOCTH
BHOCHWJIN BKJIaJ B 3¢ ekt neuenus. Tepanus nanarauio3MHOM TakKe IPUBOMIIA K CHUKEHUIO
YacTOThI SIBJICHUI KOMOMHUPOBAHHOW KOHEYHOM TOUYKH, BKJIIOUYAIOUIEH yCTONYMBOE CHIKEHUE
pCK® Ha > 50 %, TepMHHAIBHYIO CTAJUI0 NOYEYHON HEIOCTATOYHOCTH, CMEPTHb BCIIEJICTBUE
OCJIOKHEHHUH CO CTOPOHBI MOYEK, a TaKXKe YacTOThl SIBJIEHUH KOMOMHMPOBAHHOW KOHEUHOU
TOYKM, BKIIOYAIOUIEH CMepThb MO MpPHYMHE CEPACYHO-COCYIUCTOro 3a0ojieBaHUSA U
TFOCHUTAIM3ALMIO 10 TOBOJY CEepJAEYHOW HenocTaTouyHocTH. JleueHuwe manariugio3nHOM
NPUBEJIO K YIYUYIIEHUIO 00IIel BBDKUBAEMOCTH Y AIIMEHTOB ¢ XPOHUYECKON OOJIE3HBIO MOYEK U
CTaTUCTHYECKH 3HAUMMOMY CHIDKEHUIO CMEPTH MO J11000i mpuyrHe (PUCYHOK §).

Pucynok 8. DddexT nedeHuss B OTHOIIEHUH MEPBUYHOW M BTOPUYHBIX KOMOWHHPOBAHHBIX

KOHCYHBIX TOYCK, X OTACIBbHBIX KOMIIOHCHTOB, 4 TAKXKC CMEPTHU 11O JIF000I MpU4YnuHEC
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
o7 08.08.2025 N= 15771
Mokazatenw QP (95% J1) ﬂauHEH#hI.:l‘lfhlli:ﬁi'b-jIJEA%EiP'T%glgéi}ﬁg]-r - ISH‘étITLriAe p

|n %

FARErUCTPUDOBAHE ABNAHKA
KOMNOHEHTOS KOMBWMHMpPOBAHHORA
KOHEYHOW TOUKM (YACTOTA ABNEHMIA)
Danarnudinoavd  MNnayabo
MepBWYHaA KOHEYHAA TOYKA (N=2152) (N = 2152)
KomMBWHMpOBAHHAR KOHEYHAR TOYKA,
BHNFOYAIOWAA YCToRuMBoe cHnmene pCHS Ha
250%, TEPMHHANLHYIO CTAAMK NOYEYHOR
HeAOCTATOMHOCTH, CMEPTE BCNEgCTEBHE —a— 197 (4.8) 312(7.5) 0,61(0,51,0,72) <0,0001
OCNOMHEHWA GO CTOPOHB NOYEK HNK CMEpTE Mo
NPHYMHE CepAeYHO-COCYAMCTON NATONOTHK

BTopHyHbié KOHEYHbIE TOYKH

KombnHupoBaHHan KOHeYHaR ToYKa,
BEMIOYAIOWAA YyeToORUMBOE cHMMeHWe pCKg
Ha 250%, TepMHHANBHYH CTAOHKD NOYEeYHOH
HEOOCTATOUYHOCTH MNTH CMERPTE BENeOcTEHE
QCNOMHEHWA CO CTORPOHE NOYeK

142 (3.3) 243 (5,8) 0,56 (0,45, 0,68) =0,0001

Kﬂ“ﬁl‘lHHpﬂBaHHﬂﬂ KOHeé4YHaA ToYKa, BKNHYarowan
CMEPRTE NO NPHYMHE CepaevYHO-COCYAHCTON

I
NaTonorMi K rocNHTaNnMIagAK Ne Noeoay 100 {2.2) 138(3,0) 0.71(0,55,0,92)
CEepAEUYHDA HEAOCTATOUHOCTH
CMepTe no nobol NpUUHHe —a—— 101 (2,2) 146 (3.1} 0,69 (0,53, 0,88)
KomnoHeHTe KoMBMHHPOBAHHEIX
KOHEUHLX TOYeK
YeTorureos cHusmedne pCRO = 50% ——— 112 (2,8) 201 {4,8) 0.53 (0,42, 0,67)
TepMAHRNLHAR CTAAWA NOYEHHDR
HEOCTATOMHOCTH —_— 109 (2.5) 161 (3,8) 0,64 (0,50, 0,82)
YeTolunaei ypoaese pCROD
< 15 Mn/mmk/ 1,73 M2 —a— 8419 120(2,8) 0,67 (0,51, 0,88)
HonrocpoyHoe NeysHe N4annmIom . B8 (1,5) 99 (2,2) 0,66 (0,48, 0,90)
TpaHCINAHTALMA NOYKA 301) 8(0,2)
CMepTe No NDpWYKUHE CRpASYHO=COCY AMCTOR — 85 (1,4) 80 (1,7) 0,81 (0,58, 1,12)
NaTonoriK ' ! ! R
CMapTe BCNafocTBAS SCNOMHEHWA CO CTOROHE NoYeK 2 (0,0} 6{0,1)
locnuTanisauma no nosoay —a— a7 (0,8} 71(1,8) 0,51 (0,34, 0,76)
CEPASYHOR HENOUTATOMHOCTH
I T 1
0,34 0,7 1 1,2
B nonsay ganarnudonoanisa | B nonsay nnayebo

Ilpumeuanue: KOMMYECTBO MEPBBIX SBJICHUN 110 OTJCIBHBIM KOMIIOHEHTaM KOMOWHUPOBAaHHON KOHEYHOM
TOYKH SBJISIETCS (PaKTUIECKUM KOJIMYECTBOM TEPBBIX SBICHUN KaXKIOTO KOMIIOHEHTa M HE CyMMHpPYETCS
C KOJIMYECTBOM SIBJICHUI B KOMOMHUPOBaHHON KOHEYHOH TOUKE.

Uacrora BO3HUKHOBEHHWS SBICHHWH MpPEJCTaBICHA KaK YHCIO YYaCTHUKOB, Y KOTOPBIX OBIIO
3apEerUCTPUPOBAHO SIBIICHHE KOMIIOHEHTOB KOMOWHHPOBaHHOW KOHeYHOW Touku, Ha 100 maumeHTto-jer
MOCJIEAYIOIIET0 HAOIIIOICHMSL.

OneHKM OTHOLIEHWS PHUCKOB HE NPEACTABICHBl sl MOATPYNI € OOIIMM YHCIIOM SIBICHHH,
COCTaBJISIIOIIMM MeHee 15 B 00enx rpymnmnax ucciaeJoBaHusl.

[IpeumyiecTBo Tepanuu JanariauiIo3MHOM ObLJIO COOCTaBUMBIM y MAIIMEHTOB C XPOHUYECKON
6one3npto mouek ¢ CJl 2 tuma u 6e3 takoBoro. Ilpumenenue namarnugiao3uHa MTPUBOIUIO K
CHIDKEHMIO YacTOThl JIOCTHKCHHS TEPBUYHOM KOMOWMHUPOBAHHOM KOHEUHOW  TOYKH,
BKJITOUaroneil ycrounoe cHmxkeHne pCK® na > 50 %, TepMUHAIBHYIO CTaAMIO MOYEYHOMN

HEJOCTAaTOYHOCTH, CMEpPTh IO MPUYHHE CEPAECYHO-COCYAMCTON TMAaTOJIOTMH WIH CMEpPTh
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 08.08.2025 N= 13771

BCJIEJICTBHE OCJIOKHEHUU CO CTOPOHEI ITOYEK: orHOLLIeHI/'iE| 'r_)'njcﬁgs]'—: 5"61 "T_‘%I:%':H'I/f :O%j' %)",79)
p

quist maruenToB ¢ CJ1 2 tuma u 0,50 (95 % JAU: 0,35, 0,72) nns 6onbubix 0e3 CJI 2 Tura.
[IpenmymiecTBO Tepamuu Aanariu(iIo3WHOM TIO CPaBHEHUIO C IUIANed0 B OTHOIICHUU
NEPBUYHOI KOHEYHON TOYKM OBUIO COMOCTABUMBIM B IPYIHX KJIHOYEBBIX MOATPYIIAX, BKIHOYAS
pCK®, Bo3pacT, 1o ¥ peruoH.

eTH
C/[ 2 muna
B ximnHMYeckoM ucciaeoBaHuM y JeTeld U moJApocTKoB B Bo3pacte oT 10 go 24 ner ¢ C/l 2 tuna
39 nanueHToB ObUTM PaHJIOMU3UPOBAHBI B Ipymy aanariudiao3una B 1o3e 10 mr, a 33 nanuenTa
— B TpymiTy Iianedo B Ka4ecTBe KOMOMHUPOBAHHOHN Teparuu ¢ METPOPMUHOM, HHCYIIMHOM WITH
¢ KxomMOuHanuel MeTdopmMuHa U HHCYJIMHA. Ha MoMeHT pangomm3armu 74 % manueHToB ObUH
mianmie 18 net. CkoppekTupoBaHHOE cpefHee u3MeHenue ypoBHst HbAlc ot nucxogHoro ypoBHs
110 24 Henenau Ipu MPUMEHEHUH Janaringio3uHa 1o cpaBHEHUO ¢ 1iarnedo coctaBuio —0,75 %
(95 % OU: —1,65, 0,15). B Bo3pactHoii rpymme miaziiie 18 eT CKOPPEeKTHPOBAHHOE CpeIHee
u3MeHenne ypoBHs HbAlc mpu mpumeHeHuu nanaraudo3WHAa MO CPAaBHEHHIO C TUIAIE00
coctaBuiio —0,59 % (95 % AU: —1,66, 0,48). B BozpacTHoOl rpynme oT 18 neT u crapiie cpeanee
u3MeHeHue ypoBHs HbAlc oTHocuTEnbHO MCXOQHOTrO YpoBHS cocTtaBuio —1,52 % B rpymne,
nosnyvaBmiet nanarmuduiosud (n = 9), u 0,17 % B rpynmne, nmonydaBmiei tarnedo (n = 6).
O¢bekTuBHOCT, U 0€30MacHOCTh OBUTM AHAJOTMYHBI COOTBETCTBYIOIIUM TTOKA3aTelsiM,
HAOMOITaeMBIM Yy  B3pPOCIBIX TAIMEHTOB, MONyJaroImux jaanarnudiao3ud. JlampHeiimiee
MOJTBEPXK/IeHNE 0€30MacHOCTH U MEPEHOCUMOCTH OBLIO MOJTYYEHO B JOMOJHUTEIHLHOM MEpUOJIe
WCCJIEI0BAHMS, TIPEIHA3HAYCHHOM JIJIs1 OIICHKHU 0€30MaCHOCTH, TIPOJIOJKUTEILHOCTRIO 28 HEe/lelb

(cm. pasnen 4.2).

5.2. dapmMakoKkMHeTHYeCKHe CBOICTBa

Abcopbrus

[Tocne mpuema BHYTpb Aanariuguio3uH OBICTPO M TMOJHOCTHIO BCACHIBAETCS B JKEITYJOYHO-
KHIIEYHOM TpakTe. MakcuMaibHas KOHIEHTpalus namariudiosnHa B 1uiazmMe KpoBH (Cmax)
OOBIYHO JIOCTHTAeTCs B T€UEHHE 2 4YacoB MOcie mpuema Haromak. CpeJHue reoMeTpruYecKue
3HaueHus: Cmax u AUC s nanarnuiao3MHa B PaBHOBECHOM COCTOSHUHM TIOCTE TIpHeMa
nanarmuduiosnHa B go3e 10 Mr oauH pa3 B CYTKH cocTaBisuid 158 Hr/ma m 628 Hr-u/mi,
COOTBETCTBEHHO. AOCOIIIOTHAasE OMOAOCTYIHOCTh AanariugIio3nHa Mpu MpueMe BHYTPb B J103€
10 mr cocraBusier 78 %. IlpueM mnuiM ¢ BBICOKMM colepKaHUEM KUPOB CHUXKAT Cmax
nanarnudinosuna Ha 50 %, ynauHsT Tmax (BpeMs JOCTHKEHHSI MAKCUMaIbHOW KOHIICHTPAIUH B

miasme) npuMepHo Ha 1 dac, Ho He BiausiI Ha AUC 1mo cpaBHEHHIO C IPUEMOM HATOIAK. DTH
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ot 08.08.2025 N2 15771

(SRR LR

W3MEHEHUS HE SIBISIIOTCS KIIMHUYECKHA 3HAYUMBIMH. Haﬂ%ﬂﬁ&gﬁ'ﬁgwﬁgﬁﬁﬁﬁﬁf&'xw

COOTBETCTBYET SKCNEPTHOMY OTUYETY

BO BpCMd IMpUcMa MUY, TaK U BHEC CTO.

Pacnopenenenne

Hanarnudnosun npumepno Ha 91 % cBsa3piBaeTcs ¢ O6enkamu. Y MalMEHTOB C Pa3IMYHBIMU
3a00JIeBaHUSIMU, HAIIPUMEp, C HApYIIEHUAMU (YHKIUU MMOYEK WM MEYEHH, ITOT [OKa3aTeslb He
u3meHsuicsi. CpenHuil 00beM pacrpenenieHus: Aanariugio3nHa B PABHOBECHOM COCTOSHUHU
cocraBuia 118 .

buotp aHC(bODMaI_[I/IH

Hanarnudunosun Merabonusupyercss ¢ o00pa3oBaHuEM, TIJIaBHBIM 00pa3oM, HEAKTHUBHOIO
MeTabonuTa qanarmugio3nH-3-O-TIIoKypOHHIA.

Janarnuguo3un-3-O-TIOKYpOHU B JPyTUe METaOO0JUTHl He OKA3bIBAIOT TUIIOTIIHKEMHUYECKOTO
neiictBus.  Jlanarmudunosun-3-O-TnokypoHus;  Gopmupyercs moj  JIedcTBHEM  (epMeHTa
ypumunandocdar-raokyponosuiarpancdepassl 1A9 (UGT1AY), npucyTcTByIOLIEero B neueHu u
noukax, m3opepmeHTsl nutToxpoma CYP BoBiedeHbI B METa0OIU3M B MEHBIIICH CTEIICHH.
DJIMMUHALHS

Cpennuii mepuoj moNyBbIBeAEHUS U3 Miaa3Mbl KpoBU (T12) y 300pOBBIX J0OpPOBOIIBLIEB
coctaBmsl 12,9 yacoB mocne OJHOKPATHOrO mpuemMa gamnariudo3nHa BHYTph B o3¢ 10 wr.
Cpenauii OOmMN CHCTEMHBIM KJIHMPEHC jJanarii(io3nHa TpH BHYTPHUBCHHOM BBEJICHUU
coctapisit 207 MiI/MUH.

Janarnugno3us U ero MeTabOoIUThI BHIBOAATCSA, MPEUMYIIECTBEHHO, TOYKaMH, U TOJIBKO MEHEe
2 % BBIBOAMTCA B HewsMeHeHHOM Buje. Ilocme mpuema 50 mr *C-pmanmarmudnosuna 6b110
oOHapyxkeHo 96 % paauoaktuBHOocTH — 75 % B Moue u 21 % — B dexanusx. [lpumepHo 15 %
PaIMOAaKTUBHOCTH, OOHApY)KCHHOH B  (QeKamusaxX, TMNPUXOIWIOCh HAa  HEW3MCHCHHBIH
Jmanariaugo3uH.

JIn"elHoCTh (HEIMHEHHOCTB)

Okcro3unusl  Aanaraudao3uHa  YBEIMYHBANIACH MPOMOPIIMOHAIBHO YBEIUYCHHUIO O3B B
nuanazone ot 0,1 mo 500 mr, a QapmakokWHETHYECKHE CBOWCTBA Jamaraudio3nHa He
U3MEHSUIUCh C TEYEHHEM BPEMEHU MpPU MHOTOKPATHOM €XEIHEBHOM IpHEME B TEYEHHE /0
24 Henenb.

q)aDMaKOKI/IHeTI/I‘-IeCKaﬂ-d)aDMaKO)II/IHaMI/I‘-IeCKaSI 3aBUCHUMOCTH

Iloyeunasn neoocmamounocmo
B paBHOoBecHOM cocTosHuu (mpueM mganarnuduioduHa B jgo3e 20 Mr B TeueHue 7 JHEN)
CHCTEeMHasl 3KCro3uius nanarinuduo3nna y nanueHtoB ¢ CJl 2 tuna u HapymeHueM (yHKIUN

MOYEK JIETKOM, CPEAHEH WIIM TSHKETION CTeTeHH (OmpeaenseMon Mo KIMPEHCY WoTreKkcoia) Obuia
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Ha 32 %, 60 % u 87 % BbIIIE, YEM y MALMEHTO
COOTBETCTBEHHO.

KoandecTBO I'II0KO3bI, BRIBOJAUMOM IMOYKAMHU B

COOTBETCTBYET 3KCNEPTHOMY OTYETY

08.08.2025 N= 19771

oT Yo

AL

B S S

s ¢ CJ1 3 b VP Marderdf Sy indm it okex,

TEUYEHHUE CYTOK MpH MpHeMe nanariudiao3nHa B

PaBHOBECHOM COCTOSAHHUH, 3aBUCCITIO OT COCTOSHUA (1)YHKHI/II/I Modyek. Y IareHToB C CH 2 THIIA U

HOpPMaJIbHOW (PYHKITMEH IIOYeK, W C HapymeHueM (QYHKIHUUA IOYEK JIETKOH, CpeIHeW WIn

TSDKEJIONM CTENEHUM B CYTKH BBIBOAMIIOCH &5,

52, 18 u 11 r TIIOKO3BI, COOTBETCTBEHHO.

HCI/I3BGCTHO, OKa3bIBACT JIKM I'€MOJHAIN3 BJIMAHUC HA 3KCIIO3UIIUIO nanamm(bnoslzma. Bnusnaue

CHHIXCHHUA (bYHKHI/II/I IMIO4Y€K Ha CHCTCMHYIO

OKCIIO3WIUMIO IIpf€rapara OLCHHUBAJIM Ha

MONYJISAIIMOHHON (papMakoKkuHeTHYecko monenu. CrpornosupoBanHas mojnenbio AUC Obuia

BbIIC Yy ITIAalIUCHTOB C XpOHHqGCKOﬁ 0O0JIC3HBIO IIOYEK IIO CpaBHCHHIO C IIalUCHTaMH C

HOpMaJIbHOW (YHKIIMEH MOYEeK M CYIIECTBEHHO HE pa3iMyaliach y MAIlMEHTOB C XPOHHYECKOM

00J1e3HBIO ITOYEK C CI[ 2 tina uiu 0e3 HET'0, YTO COIIaCyCTCs € paHEC ITOJTYUYCHHbIMU JaHHBIMU.

ITlevenounas neoocmamournocmo

Yy IMalMCHTOB C IICYCHOYHOM HEAOCTATOYHOCTBIO JIETKOM WJIN cpezIHeﬁ CTCIICHU TAXCCTHU (KJIaCCI)I

A u B mno Yaina-Ileto) cpennue 3HadeHUS Cmax

n AUC panarmudno3uHa OblIH,

COOTBETCTBEHHO, Ha 12 % wm 36 % BbIIE MO CPAaBHEHUIO CO 3JO0POBBIMH JOOPOBOJIBIIAMH.

I[aHHBIe pa3inuua HE SABJEIIOTCA KIIMHUYCCKHU 3HAYUMbIMHU, ITIOOTOMY KOPPCEKTHPOBKU HJO3bI

Janariu@Iio3nHa Mpy MEUYSHOYHOM HEJOCTATOYHOCTH JIETKOW M CPEIHEW CTENeHU TSHKECTH He

Tpedyercs (cMm. pasnen 4.2). Y MalMeHTOB ¢ MEUYEHOYHOM HEJ0CTAaTOYHOCTHIO TSDKEJION CTETICHH

(xnacc C no Yaitnn-IIsto) cpennue 3HaueHust Cmax 1 AUC nanarnmudiosuna 6sum Ha 40 % u

67 % BBIIIC, COOTBETCTBECHHO, IO CPABHCHHUIO CO 3JOPOBbIMU ,Z[O6pOBOJ'IBI_IaMI/I.

Jluya noorcunoeo eospacma (= 65 1em)

He orMedanochk KIMHAYECKH 3HAYUMOIO YBCIMYCHUA SKCIIO3UIMK Y TAITUCHTOB B BO3PACTC OO

70 ner (ecnu He Y4YMTBHIBaTh Apyrue (hakTopbl, HIOMUMO Bo3pacTa). TeM He MeHee, MOXKHO

OKNJAaTh YBCIIMUCHUSA OKCIIO3ULINHA 3a CUCT CHUKCHU (bYHKLII/II/I IMOYCK, CBA3AHHOT'O C BO3PaCTOM.

JlanHbIe 00 IKCIIO3UINK Y TTAIMEHTOB B Bo3pacTte crapiie 70 JIeT HeJ0CTaTOYHBI.

Ion

VYV xeHumuH cpenHee 3HaueHMe AUC B paBHOBECHOM COCTOSSHUM Ha 22 % mpeBbIIIaeT

aHAJIOTMYHBIA IOKa3aTelb Y MYXXYHH.
Pacosas l’lpuH(laﬂe.?fCHOCl’l’lb

KimHMYecKkn 3Ha4MMBIX pa3iIMyuil CUCTEMHOU

SKCHO3UIIMHU Y TIPEACTABUTENCH €BPONEOUIHOM,

HET pOPI,Z[HOfI 1 MOHTOJIOMTHOM pac HC BLISABIICHO.

Macca mena

OtmeudeHbl Oojiee HU3KHME 3HAUEHHS SKCIO3MIMU MpHU MOBBIIEHHOW Macce Tena. Ilostomy y

IMaIMCHTOB C HHU3KOH MacCOM Tejla MOKET OTMEJaThCs HCKOTOPOC MOBBINICHUC OKCIIO3UINH, a Y
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MAaEHTOB C ITOBBLINIEHHONH MaccoW Tejla — CH

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 08.08.2025 Ne 19771

LA

B S S

oxenne o HahA Gz’ Oliaxo

JAaHHBIC pa3In4usd HC ABJIAIOTCSA KIMHUYCCKU 3HAYNMbIMU.

CTHu

dapmakOKMHETHKA M (papMakoIWHAMKKa (TIIFOKO3YpHs) npu npuMeHeHuun y nererd ¢ CJl 2 tuma

B BO3pacCTeC OT 10 a0 17 net OBLIM aHAJIOTUYHBI COOTBETCTBYIOIIIMM ITOKA3aTCIIAM, Ha6J'IIOI[aCMBIM

y B3pociblx nanuuenTos ¢ CJ1 2 tuma.

6. ®APMAIIEBTUUECKHUE CBOWCTBA
6.1. IlepedyeHnb BcmoMoraTeJbHBIX BelECTB
[ennron03a MUKPOKpUCTAIIIINYECKAS]

JlakTo3a 0e3BoHAs

KpocnoBunon

Kpemuust 1MoKcu KOJITOUAHBIN

Marnus creapar

Inenounas obonouxa (Onadpau® AMB II benviit 884180040)

[TormmBunMoBHIHA criupT (E1203)

Tanbk (ES53b)

Turana auoxcun (E171)

['munepuna MoHOKanpuiokarpar (tun 1)

Harpus naypuncynsdar

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpoK XpaHeHuUs )

2 roja.

6.4. Oco0Oble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Ipu Temneparype He Boime 25 °C.

6.5. XapakTtep U copepkaHue NEPBUYHON YIAKOBKH

I[To 30 Ttabmerok B 6aHKy U3 TOJHUATUIIEHA BBICOKOM INIOTHOCTH C 3aBHHYMBAIOIIMMUCS

KPBIIKAMHA U3 TTOJUIIPOIUIJICHA C OCYIIUTCIICM HUIIN oe3 HETO, C 3allIUTON OT JeTEeH WU 0e3 HEC, C

KOHTPOJIEM [IEPBOTO BCKPBITHS UK O€3 HETO.

[To 1 Ganke BMeCTE C TMCTKOM-BKJIAIBIIIEM TOMEIIAIOT B TAYKY U3 KapTOHA.

I[To 10 Tabnerok B GnucTepe U3 MIEHKH nonuamuy/amoMuauit/I1BX u ¢ponbru antoMuHUEBOH.

ITo 3, 6, 9, 12 unu 18 OMUCTEpOB BMECTE C JIMCTKOM-BKIAIBIIIEM IMOMEINAIOT B TAYKy W3

KapToHa.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH nprt Vaitirtoweir. | Henonsiotatitoro

JIEKAPCTBCHHOI'0 nmpemnapara HJIH 0TX0/10B, MOJIYYC€HHBIX mocJje NMNPUMEHECHUSA
JICKAPCTBCHHOI'0 IIpenmapara i APpyrue MaHuIyJaluu ¢ mpenmapaTom

Oco0bie TpeOOBaHUSI OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccniickas @enepanys

000 «<AMEJIAPT»

109316, r. MockBa, Boarorpajackuii mpocnexT, a. 42, k. 24, stax 2, koM. 11.1
Temn.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snekrponnoii moutsl: info@amedart.ru

7.1. IlpeacraBuTe b AepKaTe/sl PperucCTPAIHOHHOIO YA0CTOBEPEHH S

[Iperen3un norpedUTENEeH HAOPABIATE 110 aIPECY:

Poccniickas @enepanys

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuii mpocrekT, 1. 42, k. 24, stax 2, koM. 11.1
Tem.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snexTpoHHO# ouTsl: info@amedart.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

9. JIATA NMEPBUYHOM PETUCTPALIMU (IOATBEPXJIEHUS PETMCTPAIIUMU,
INEPEPETUCTPALINN)

Jlata nepBoii peructpanuu:
10. JATA ITEPECMOTPA TEKCTA
OO0mas xapakTepucTHKa JekapcTBeHHoro npemnapara Janarmudnosua-AMEJIAPT noctymna Ha

uH(pOpMallMOHHOM TopTasie EBpa3uilckoro 5KOHOMHYECKOro co103a B HMH(POPMAIOHHO-

KOMMYHUKaIMoHHOM cetn «VHTepHeT» https://eec.eaeunion.org.
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