COOTBETCTBYET 3KI(

ot 10.07 .2

(NMOCNEOOBATENLHOCT 0005]

OBLIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHHUE JIEKAPCTBEHHOI'O IPEITAPATA
®Dopaurmud, 5 Mr, TabIETKH, TOKPBITHIE TUICHOYHON 000JI0YKO#
@opaurnud, 10 mr, TabNIeTKH, MOKPHITHIE TNIEHOYHOH 000I0UKOI

2. KAYECTBEHHBIA U KOJIUMYECTBEHHBIN COCTAB

JleficTBylOIIIEE BEIIECTBO: JanarinQIio3uH.

Dopaurand, 5 mr, TablIeTKH, MOKPBITEIE INIEHOYHON 000JI0YKON

Kaxxnas tabnerka, HOKphITas IJIEHOYHOU 000109K0M, coaepkuT 5,00 mr nanarmuduiosnHa.

BcnomorarensHbie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npenapara: Manauton (E421) — 20,00 mr (cm. pasgen 4.4.).
Dopauraud, 10 Mr, TaGIETKH, MOKPHITIC IIICHOYHON 000JI0YKON

Kaxxnas Tabnerka, HOKpbITas MiIeHOYHOU 00004ukoid, coaepkut 10,00 mr nanarnudino3uHa.

BcnomorarensHbie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YUUTBIBATH B COCTABEC JICKAPCTBCHHOI'O

npenapara: ManauTon (E421) — 40,00 mr (cMm. pasgen 4.4.).
[TonHBII MTepedeHb BCIIOMOTaTeNILHBIX BEIICCTB MPUBECH B passeine 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabyieTKu, MOKPHITHIC INIEHOYHONW 000JI0YKOM.

Dopaurand, 5 mr, TabJIeTKH, MOKPBITHIE INIEHOYHON 000JI0YKON

prrJ'IHe ABOSIKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPLITHIC IIEHOYHOH O00O0J0YKOH >KEITOrO oBE€Ta, C

IPaBUPOBKOH «5» HA OJHOU CTOPOHE.

Ha nomnepeunom paspese BUIHO apo Ta0JICTKH O€I0ro WM IMOYTH OCJIOro IBETA.
Dopaurand, 10 mr, TabJIeTKH, MOKPBITEIE INIEHOYHON 000JI0YKOH

OBaJ'ILHLIe, ABOSIKOBBIITYKIIBIC, TIOKPBITHIC IJICHOYHOM 000JI0YKOH JKEITOro OBCTAa, C FpaBHpOBKOﬁ

«10» Ha 0gHOI CTOpOHE.

Ha MOMEPCUIHOM pa3pe3€ BUAHO AAPO Ta0JETKH OCIIOro WIIM MOYTH 0eJIoro OBCTA.

4, KINMHHNYECKMUE nannbie
4.1. Tloka3aHusi K NPUMEHEHUIO

[Tpenapat ®opaurnud nokasaH K NPUMEHEHHUIO Y B3pOCIbIX B Bo3pacTe oT 18 sieT.

CaxapHasblil 1naber 2 Trma

CaXapHBIfI ):[I/Ia6eT 2 Tuma Y B3pPOCIBIX MAallUCHTOB B HAOIIOJIHCHHUEC K JUCTC U (1)I/I3I/IIIGCKI/IM
YIOPAXKHCHUAM JJIA YITYHYIICHUA MNIUMKEMHUYCCKOTO KOHTPOJIS B KaUCCTBE:

MOHOTEPAINHU, KOTJa MpUMEHEHNEe MET(HOPMHUHA HEBO3MOKHO BBUY HEMEPEHOCUMOCTH;
KOMOMHHMPOBAHHOW TEparuu ¢ MET(GOPMHUHOM, MPOU3BOAHBIMU CYIb(POHUIMOUYEBUHEI (B
TOM 4YHUCIIe, B KOMOMHAIMd C MET(GOPMHUHOM), THA3OJIUIMHANOHAMHU, MHTHOUTOpAMHU
munentuauinentuaaszsl 4 (AII1-4) (B Tom ymcie, B KOMOMHAIMK C MET(HOPMHUHOM);
arOHMCTOM PeLeNTOPOB TitoKaroHomnoo0Horo nonunentuaa-1 (I'TIII-1) skcenatumom
MPOJOHTUPOBAHHOTO JIEHCTBUS B KOMOMHALIUU ¢ MET(POPMUHOM; MpenapaTaMyu HHCYIMHA
(B TOM yHcie, B KOMOMHALMU C OJHUM WJIM JBYMS TUIOTJIMKEMHUYECKUMH IpernapaTaMu
JUIsL TIEpOpalbHOrO MPUMEHEHMs]) MPU OTCYTCTBUM aJ€KBATHOTO TJIMKEMHYECKOTO
KOHTpOJISI Ha JAHHOM Tepanuu;

CTapTOBOM KOMOMHUPOBAHHOM Tepanuu ¢ METPOPMUHOM, MPH LEIECO00Pa3HOCTH JaHHOM
TEPAINH.

Caxapubiii aualGer 2 THMa y B3pOCHIBIX MAI[MEHTOB C YCTAaHOBJIEHHBIM JIMAarHO30M CEpAEYHO-
COCYIIUCTOrO 3a00JIeBaHUS WM ABYMsS M Oojee (hakTopamH CepeuyHO-COCYAUCTOrO pucka* s
CHIDKEHUS PUCKA FOCIIMTAIIA3ALUH 110 ITIOBOJY CEPACYHON HEJOCTATOYHOCTH.

* BO3pacT y My>K4MH > 55 et win > 60 5eT y KeHIIMH U HaJln4ue He MeHee OJHOro (akTopa
PHUCKa: IMCIUIUAEMHUS, apTepUaJIbHAs TUIIEPTEH3Us, KypEHUE.
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OCNEOOBATE
XPpOHHYECKAs CEpACYHAs HEJOCTaTOYHOCTh (MOCNEOOBATEI

CumnromMaTdeckasi XpOHUYECKast CepJieuHasi HEI0OCTATOYHOCTh Y B3POCIIBIX MAI[UEHTOB.
XpoHuyeckas 00Je3Hb MOYEK

XpoHuueckasi 00JIe3Hb MOYEK Yy B3POCIBIX IMAIMEHTOB C PUCKOM €€ MPOrPEeCCUPOBAHUS IS
YMEHbILIEHUSI PUCKA YCTOWYMBOTO CHUKEHHSI pPAacUe€THOM CKOPOCTH KIYyOOUYKOBOH (puimpTpanuu
(pCK®), nHacTymieHus TEPMHUHAIBHOM CTalud XPOHUYECKOM IOYEYHON HEIO0CTaTOUYHOCTH,
CMEPTU OT CEPACYHO-COCYAMCTOro 3a00JIeBaHMsl W TOCIUTAIM3ALUH [0 MOBOJY CEpICHHOMN
HEJ0CTaTOYHOCTH.

4.2. PesuM 103MPOBAHMSA U CNIOCOO MPUMEHEHUS

PexxuM fo3upoBanus

[Tepen Hauanom tepanuu npenaparom Qopauriaud ciaeayer OIeHUTh COCTOSTHIE BOIHO-COJIEBOTO
oOMeHa |, Mpu He0OXOAMMOCTH, BOCIIOJIHUTH 00beM IUpKyaupyromiei kposu (OLIK).

CJ1 2 tuna (caxapHblii quabder 2 Tuma)

Monomepanus: pekoMmeHyeMas no3a npenapata @opaurnug cocrasiser 10 mr 1 pa3 B cyTKu.
Kombunuposannas mepanus: pekoMmeHayemas no3a npenapara @opaurmud cocramsier 10 mr
1 pa3 B cyTku B KOMOMHAIMK C METGPOPMUHOM, NMPOU3BOAHBIMU CYJIb(HOHMIMOUYEBUHBI (B TOM
Yrcie, B KOMOMHAIMN C MET(OPMHUHOM), THA30IUIMHANOHaMH, uHrHOuTopamu JIII1-4 (B Tom
yucie, B KoMOMHauuu ¢ MmerdopmuHoM); aroHuctoM penentopoB [TIII-1 — skcenatuiom
IIPOJIOHTUPOBAHHOTO JICHCTBUS, B KOMOMHAIIMY ¢ MET(hOPMUHOM; TIpenapaTaMyu HHCYJIMHA (B TOM
yuciae, B KOMOMHAIMM C OJAHMM WIM JBYMS TUIOINIMKEMHYECKHMH IpenaparaMmu JAjs
NEPOPATILHOTO PUMEHEHHUS).

C nenplo CHUKEHHsI pycKa FMIIONTIMKEMHUH [IPU COBMECTHOM Ha3HaueHuu npenapata opauriaud
C MHCYIMHOM WM TIperapaTaMy, TOBBIIAIOIIMMH CEKPEIUI0 HWHCYJIWHA (Hampumep, ¢
IPOU3BOJIHBIM CYJIb(OHMIMOUYEBUHBI), MOXKET NOTPEOOBATHCA CHUXKEHHME J03bl MHCYJIMHA WU
IpenapaToB, MOBHIMIAIOIINX CEKPEIMIO HHCYITHHA.

Cmapmosas KomMOunuposanHas mepanus ¢ mem@opmunom: PeKOMEHAyeMas J03a Ipenapara
®Oopaurmud coctasusier 10 mr 1 pas B cyTku, q103a merdgopmuna — 500 mr 1 pa3 B cytku. B ciyuae
HEaJIeKBaTHOT'O TJIMKEMHUYECKOT0 KOHTPOJIS 103y MET(GPOPMHUHA CIIETYET YBETUUNTh.

C/l 2 muna y 63pocivix nayueHmos ¢ YCMAHOBNEHHbIM OUASHO30M CEPOeuUHO-COCYOUCHIOZO
3a601esanus unu 08ymsi u bojiee hakmopamu cepoOedHo-cocyOUCmo20 PUCKa Oisi CHUNCEHUSL PUCKA
20CNUMANU3AYUY N0 NOBOOY CepOeyHOol HedoCmamoyHocmuy. PeKOMEeHayeMas J103a Mpernapara
®opaurnud cocrasnser 10 mr 1 pa3 B cyTkH.

XpoHHYECcKas cep/ieYHast HEJIOCTaTOYHOCTh

Pexomennyemas no3a npenapara @opauraug cocrasiser 10 mr 1 pa3 B CyTKH.

XpoHuyeckas 607€3Hb NOYEK

Pexomenyemas no3a npenapara @opauraug cocrasiser 10 mr 1 pa3 B CyTKH.

OcoOble rpynnel NalueHToB

Tlayuenmul noswcunozo eospacma

VY nanueHToB NOKUJIOro BO3pacTa KOPPEKIMH 103kl Aanariudiio3rHa He TpedyeTcs.

Ilayuenmsi ¢ Hapywenuem yHKyuu nouex

Koppexkmuu 10361 B 3aBHCUMOCTH OT (YHKIIUH TTOYEK He TpeOyeTcs.

Crenyer oneHUTh (YHKIHIO IOYEK Mepe]l HayaJloM Tepanuu npenaparom Popaurnud u ganee
NP HATMYUA KITMHAYECKUX TTOKa3aHUH.

D¢ dextuBHOCTh anarnudaosnHa y nanueHtos ¢ C/I 2 Tuna B OTHOIIEHUH CHIDKEHUS YPOBHS
TJIIOKO3bI KPOBU 3aBUCUT OT (GYHKIIMHM NOYeK M yMeHblIaercd y nanueHToB ¢ pCKd wmenee
45 mn/mun/1,73-M%, W, BEPOATHO, OTCYTCTBYeT Yy TAIMEHTOB C THKENOH MOYEUHOM
HEJ0CTaTOYHOCTHIO.

[Ipumenenue npenapara @opauriand He peKOMEHAYETCs s JeUeHHs] XpPOHUYECKOH OOoNe3HU
MOYEK Y MAUEHTOB C MOJMKUCTO30M MTOUYEK HITH Y MAIUEHTOB, KOTOPBIM TPEOYETCs MM KOTOPHIE
HE/IaBHO IMOJTyYaJld MMMYHOCYIIPECCUBHYIO TEpPAIHIO MMOYEYHON HepoCTaTouyHOCTH. OXumaeTcs,
4yTO Hanaruguio3nH He OyaeT 3QPEKTUBEH y ATUX TPYIII MAIlMEHTOB.




COOTBETCTBYET SKCNEPTHOMY

PexoMeHIa1IHM 110 T103MPOBAHMIO TIPENapaTa B saBncHMOCTICOf TokA3ATE. '%'%)TC_'I{ pU>)

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

pCK® 45 nnm BbIe Koppexknuu 10361 HE TpeOyeTcs.
pCK® menee 45 no 25 Koppeknuu n0361 HE TpeOyeTcs.

[Tpumenenue npenapata @opauring He peKOMEHAYeTCs
JUIsL yJIydUIEHWs] TJIMKEMHYECKOTO KOHTPOJS Yy B3POCIBIX
MAIMEHTOB C CaxapHbIM Jua0eToM 2 TUIa.

pCK® menee 25 [IpoTrBOMOKa3aHO /JIs HAYalla TEPANUK, OAHAKO MAIlUEHTHI
MOTYT MPOJO/DKATh TEPANUI0 JUI YMEHBIIEHUS pHUCKa
cHmkeHuss pCK®, HacTymieHuss TEpMHUHAIbHOW CTaauH
XPOHUYECKOH IOYE€YHOW HEJOCTaTOYHOCTH, CMEPTH OT
CEpJICYHO-COCYIUCTOr0 3a00JIEBaHUs U FOCIUTANINU3ALMH 110
MOBOJY CE€PJI€YHON HEJOCTATOYHOCTH.

TepmunanbHas craaus |[IpoTuBonokazaHo.
XPOHUYECKOM MMOYEYHOMN
HEJ0CTaTOYHOCTH, Tpebyromias

IMMPOBCACHUA ANAIn3a

Iayuenmoi ¢ napyuienuem GyHKyuy nevenu
[Ipu neyeHOYHON HEJOCTATOYHOCTH JIETKOM MIIM CPEHEN CTENEHH TSAKECTH HEeT He00X0AUMOCTH
KOpPEKTHpOBaTh 03y npenapara. IlanueHTam ¢ IEYEHOYHOM HEAOCTATOYHOCTBIO TSIKEIION
CTETIEHH PEKOMEHyeTCsl HadajbHas 103a mnpemnapara 5 Mr. [Ipu xopomeil nepeHoCUMOCTH 1032
MOXeT ObITh yBenmuueHa 70 10 mr (cMm. paznenst 4.4. 1 5.2.).

€TH
bezonacHocth u 3pdekTuBHOCTD nanariaudio3uHa y MalueHToB Miaie 18 jieT He u3ydainuch
(cm. pazmen 4.3.).
Crnoco0 npuMeHeHus
BHyTpb, HE3aBUCHMO OT IpUEMA NUIIH, HE Pa3’KEBbIBAs.

4.3. TIpoTHBONMOKa3aHMA

e [unmepuyBCTBUTENBHOCTh WJIM HalW4YMe€ B aHAMHE3e AHTMOHEBPOTHYECKOTO OTeKa K

nanarnu@iIo3uHy W/HWIM K JI0O00OMY M3 BCIIOMOTATENBHBIX BEIIECTB, TEPEUNCICHHBIX B

paznene 6.1.

Caxapnbiit tuabet 1 Tuma (cm. pasaen 4.4.).

JlnabeTu4ecKuii KeToanua03.

Hapymenue dyukiun nouek npu pCK® <25 mn/mun/1,73 M? (17151 Hauana Teparnum).

TepMmuHanmbHast CTaANs XPOHUYECKON MMOYEYHON HEJOCTATOYHOCTH, TPEOYIOIIas MPOBEACHUS

JMan3a.

BepemeHHOCTB M TEpHO TPYTHOTO BCKAPMIIMBAHMUA.

e Bospacr 1o 18 et (B cBsI3U ¢ OTCYTCTBUEM KIMHHUYECKUX JAHHBIX MO 3((HEKTUBHOCTH U
6e3omacHOCTH Janariaugio3uHa B JaHHOW BO3PACTHOM MOMYJISIUN).

4.4. OcoOble yka3aHHSl M MepPbl PEJO0CTOPOKHOCTH IPU NPUMEHEHUH

C 0CTOpPOKHOCTBIO

[leueHOYHAs HENOCTATOYHOCTH TSXKEJIOW CTENEHH, MHPEKIUH MOYEBBIACIUTEILHON CHUCTEMBI,
MOBBILIECHHUE [T0KA3aTeNsl TEMAaTOKPUTA.
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OGuiee ykasaHue (MOCNEOOBATE]

Janarnugo3uH MpOTUBOMOKA3aH MAIMeHTaM C caxapHbIM auadetoM | Tuma (cM. mompaszien
«/InabeTrueckuii KeToanu103» B pasaeine 4.4.).

Hapymienune QyHKImm mouex

W3-3a OrpaHMYEeHHOrO OIbITA MNPOTHBONOKA3aHO HAYMHATH JI€UEHUE JAanarin@io3uHoM Yy
narueHToB ¢ CK® < 25 mu/muH.

OddexTuBHOCTh nanarau(Io3MHa B OTHOIICHWU CHIDKEHHS YPOBHS TUIIOKO3bI 3aBUCHUT OT
(ynKImMy movek u ymenpmaercs y nanuentos ¢ pCK® menee 45 min/mun/1,73 M2, 1, BeposTHO,
OTCYTCTBYET Y IMAIIMEHTOB C TSDKEJIOW MOYEYHON HEJ0CTaTOYHOCThIO (CM. pasnuensl 4.2., 5.1. u
5.2).

B ognom uccnenoanuu y manuentoB ¢ CJl 2 tuna ¢ HapyumeHueM (QYHKLUHU MMOYEK cpenHei
crenenn taxectu (pCK® < 60mn/mun/1,73 M%) HexenaTesbHbIE PEaKIMK B BUJE MOBBIIICHUS
KOHIIEHTpAlluu KpeaTuHuHa, ocdopa, mapaTUpEeonHOr0 TOPMOHA U apTepUaIbHONU TMIOTEH3UN
B TpyInie nanarii@ao3nHa OTMEYaIUCh y OONBIICH JOH MAIMeHTOB, YeM B TPYIIIE Imamneoo.
Hapymenne dyHKIMY nedyeHu

B xnmHMYecKHX MccieI0BaHUAX MOJIYYeHbl OTPaHUYEHHBIE JaHHbIE O IPUMEHEHUU IpenapaTa y
MNAIMEHTOB C HapylieHueM (QYHKIUU TMEeYeHH. DKCHO3MUIMs nanarnudio3rHa yBelWYeHa Yy
NAIMEeHTOB C HAPYIICHUAMHU (QYHKIIUHU IICYCHH TSDKEIOM creneHu (cm. pasmenst 4.2. u 5.2.).
[TpumeHeHue y nanueHToB ¢ puckomM cHuxkenus OIK w/nnu aprepraibHON THIOTEH3UH

B coorBercTBHM ¢ MEXaHHW3MOM JACHCTBHS Janariu(Io3WH YCHIMBACT IUYpe3, YTO MOXKET
MPUBOJIUTH K HEOOJIBIIIOMY CHHXKEHUIO apTepUaibHOrO JIaBJICHHS, OTMEUEHHOMY B KIIMHHUYECKUX
uccnenoBanusx (cM. paznen 5.1.). duyperndeckuit ekt Moxer ObITh O0siee BEIPAKECHHBIM Y
MAIMEHTOB C OYEHb BHICOKON KOHIIEHTPAIIHEH IIIOKO3bI B KPOBH.

Crnemyer coOm01aTh OCTOPOKHOCTH Y MAIMEHTOB, JJISi KOTOPHIX BBI3BAHHOE JANarin(Io3NHOM
CHI)KCHHME apTepUaJbHOrO JaBIICHUS MOXET MPEJCTaBIATH PUCK, HApUMEp, y MAalUEHTOB,
MOJIyYAIOLUX TUIIOTEH3UBHYIO TEPAIUIO, C SNU30/1aMU TUIIOTEH3UN B aHAMHE3€ UJIN Y MOXKHIIBIX
MAIEHTOB.

B cinydae WHTEpKYppeHTHBIX COCTOSIHMM, KOTOphIE MOTYT mpuBecTH K cHibkeHuio OIK
(HampuMep, KemyJ0YyHO-KUIIeUHbIe 3a00JIeBaHus), PEKOMEHAYETCS THIATENbHbII MOHUTOPUHT
OLK (manpumep, ¢usukanbHOe 00CiIe0BaHUE, HW3MEpPEHHE apTEepHAIbHOIO JaBIICHUS,
na0opaTOpHble MCCIEOBAHUSA, BKIOYAas TIEMATOKPUT U KOHIEHTPALUU HJIEKTPOJIUTOB).
BpemenHnoe npekpaiiieHue Je4eHus Janariuguo3nHOM peKOMEHAYEeTCs MallueHTaM, Y KOTOPBIX
pa3BUBAeTCS TUIIOBOJIEMHS, 10 €¢ KoppeKiuu (cM. paszen 4.8.).

JlnabeTHuecKnii KETOAIMI03

Coo01m1anocs 0 peAKMX ciyyasx AMadeTHYecKOoro KeToalu103a, BKIoYask yrpoXKarolue >KU3HU 1
JeTajgbHbIE Cllydyau Yy MalMeHTOB, Noiay4yaBmux nHruoutopsl SGLT2, Britouas nanarnugiao3uH.
B psage ciaydaeB kiMHMYecKas KapTHMHA COCTOSIHMSA Oblla HETUIIMYHOM, C YMEPEHHBIM, HUXKe
14 mmomns/n (250 Mr/am), MOBbILIEHUEM KOHIIEHTPAIMH TJIIOKO3bI B KPOBH.

Puck nuaberndeckoro keroammjao3a CieAyeT YYUTHIBATh MPHU TOSBICHUN HECHeUU(PUUECKUX
CUMITOMOB, TakuMX Kak TOIIHOTAa, pBOTa, aHOPEKCHs, O0Jb B >KMBOTE, Ype3MepHas >Kaxia,
3aTpyJHEHHOE JIbIXaHUE, CIIyTAHHOCTb CO3HAHUs, OBBIIIEHHAS YTOMIIIEMOCTh UJIM COHJIMBOCTD.
[Tpu mosiBlIEHHUU 3TUX CHMIITOMOB MAllMEHTOB CIEAYET HEMEIJIEHHO o0cjenoBaTh Ha HaJW4He
KETO0al|/103a, HE3aBUCUMO OT KOHILIEHTPALUH [JIIOKO3bl B KPOBH.

Y nanueHToB € MOAO3PEHUEM WM JUarHo30M JHa0eTHYeCKOro KeToaluao3a JieueHHe
nanarin@iIo3MHOM CleyeT HEMEAJICHHO MPEKPaTUTh.

Jledenue cienyeT NpUOCTAHOBUTH y MAIIMEHTOB, TOCIUTAIN3UPOBAHHBIX B CBSI3U C OOMIMPHBIMU
XUPYPTUYECKMMH BMEUIATEeIbCTBAMU WM OCTPHIMH CEPhE3HBIMH 3a00JE€BaHUAMU. Y OTHX
MAlMEHTOB PEKOMEHAYETCSl KOHTPOJIMPOBATh COJEp)KAaHUE KETOHOBBIX Tel. 3mepeHue
KOHIEHTPAallUM KETOHOBBIX TE€lI B KPOBHU IMpPEANOYTUTENbHEE, 4YeM B Moue. JleueHue
Janariango3MHOM MOKHO BO300OHOBUTH MPH HOPMaJIM3allMM KOHILIEHTPALMU KETOHOBBIX TEN U
CTaOMIIN3aLUU COCTOSHUS MAIMEeHTA.
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1y OTYETY

KOTOpPbIE€ MOTYT MpeIpacnoiaraTh K KETOAIMUI03Y.

K rpymnne BO3MOXHOT0 MOBBIILIEHHOTO PUCKA PA3BUTHUS IUA0ETHUECKOTO KETOAIH 10332 OTHOCSTCS
NAIMEeHTHl C HU3KUM pe3epBOM (QYHKIMHU OeTa-kieTok (Hampumep, nmanueHTsl ¢ CII 2 tuna c
HU3KUM ypoBHeM C-menTuaa WM JIATEHTHBIM AayTOMMMYHHBIM JHa0€TOM  B3POCIbBIX
(LADA-anabeT) wiv MalUeHThl ¢ MaHKPEaTUTOM B aHAMHE3E); MAlMEHTHI C 3a00JIeBaHUSIMU,
KOTOpBIE MPUBOASAT K OrpPaHUYEHHUIO MpUeMa MUK WIN TSHKEIOMY 00€3BOKUBAHUIO; MAlUEHTHI,
Yy KOTOPBIX CHUKCHBI JI03bI MPENapaTOB MHCYJIMHA; U MMAIIMCHTHI C TIOBBIIIICHHON MOTPEOHOCTHIO B
mpernapaTax HHCYJIMHA H3-32 OCTPOro 3aboseBaHMs, XUPYPTUYECKOTO BMENIATENbCTBA WM
3noynorpedsienuss  ankoroieMm. Crnenyer coOmogaTb OCTOPOXKHOCTh IPU  NPUMEHEHHUH
uHruouTopoB SGLT2 y Takux manyeHToB.

VY manueHToB ¢ IUa0eTHYECKUM KETOAIUA030M, BO3HUKIIUM BO BpPEMsl JICUCHHUS WHTHOUTOPOM
SGLT2, e pexkoMeHayeTcsi Bo30OHOBIeHHEe Teparnuu uHrHOMTOpoM SGLT2, ecnu He ObLI
BBISIBJICH U YCTPAHEH JIPYTOi SIBHBIN MPOBOLUPYIOIMUH (aKTop.

B uccnepoBanusax nanarnugao3nHa y MaldeHToB ¢ caxapHbIM quadberoM | THma 4yacto oTMevancs
muabernyeckui  keroamumo3. Jlamarmugo3uH TPOTHUBOMOKA3aH IS JICUYCHUS OOJBHBIX C
caxapHbIM quaberom 1 Tuma.

Hexportusupyromuii GacimuT npoMexHoCTH (ranrpeHa OypHbe)

Coo0m1anoch 0 MOCTPErHCTPAIIMOHHBIX CIy4asX HEKPOTHU3UPYIOUIEro (haciuuTa MPOMEKHOCTH
(taxxe HazpIBaeMOTro ranrpeHoid MypHbE) y KEHIIUH ¥ MY)KYHH, TPUHAMAIONUX HHIHOUTOPHI
SGLT2 (cm. pazmen 4.8.). OTo peaxoe, HO CEpbe3HOE U MOTEHUHUATBHO yrpoXarollee >KU3HH
SBJICHHE, KOTOpOE TpeOyeT HEOTIOKHOIO XHUPYPrHUYe€CKOro BMENIATENbCTBA W MPUMEHEHUS
AHTUOMOTHKOB.

[TaruenTamM pekoMeHAyeTCs 0OpaTUTHCS K Bpady B TOM Ciydae, €Clid y HUX MOSBHIUCH OOJb,
YYBCTBUTEIHHOCTh MPHU MIPUKOCHOBEHUH, SIPUTEMA UM OTEK B 00JIACTU FeHUTANU Wik o0nacTu
MPOMEKHOCTH B COYCTAHUU C JIMXOPAAKOW M HemomoranueM. Crenyer MOMHHUTH, YTO JIHOO
yporeHutanbHass uH(peknusa, aubo abciecc MPOMEKHOCTH MOTYT  MPEALIECTBOBATH
HEKPOTU3HUPYIOIIEMY (PaCIIUUTY.

[Tpu momo3penun Ha ranrpeny DypHbe npumeHeHue npemnapara Dopaurnud AOMKHO OBITH
MPEKPAIeHO W HAvyaTO He3aMeIUTENbHOE JiedeHUe (BKIII0Yasi aHTUOMOTHKU M XUPYPTUUYECKYIO
00paboTKYy).

Nudexmn MOYEBBIBOAAIINX IIYTER

DKCKpelusl TJIIOKO3bI C MOYOM MOXKET OBITh CBSI3aHAa C TIOBBIIMIEHHBIM PUCKOM HH(EKIUU
MO4YeBBIBOAAMUX TyTei. [losTomy mipu JsieueHuu mnuenoHedpuTa WIA ypOCEINCUCa CIEAyeT
pPaccMOTPETh BO3MOKHOCTh IPUOCTAHOBKH TE€pAIKH JanaringIo3uHOM.

[TarmeHTsl NOKUIOro Bo3pacTta (> 65 ner)

VY noxunsix nanueHToB puck cHkeHus OLIK moxeT ObITh MOBBINIEH, U UM Yallle Ha3HAYaloT
TUYPETUKH.

[Toxxumple MalMEHTHl Yalle WMEIOT HapylieHHe (YHKIUH TOYEeK W/WIM TOJIYYaroT JICYCHHE
AHTUTUTNIEPTCH3UBHBIMU TIPETIapaTaMu, KOTOPHIE MOTYT BBI3BIBaTh MU3MEHEHUs (YHKIIUU TIOYEK,
TaKUMH KaK MHTUOMTOPHI aHTHOTEH3WHIIpEBpaIamero GepMenTa u OJI0KaTOpbl PEIEeNTOPOB
anruorensuHa Il tnma 1. i1 manyeHToB NOKUII0ro BO3pacTa MPUMEHUMBI T€ K€ PEKOMEHJalluN
B OTHOIIICHUU (DYHKIIUU MTOYEK, YTO U JIUISL PYTUX MAIlMeHToB (cM. pasnensl 4.2.,4.4.,4.8.u 5.1.).

XpoHHUYECKas cep/iedHas HeI0CTaTOYHOCTh
OnpiT  npuMeHeHus  jJanariudiao3suHa Yy MAlUMEHTOB € XPOHHUYECKOW  cepleqHOM
HesocTaToyHOCThIO |V (yHKIMOHanbHOTO Kiacca o kiaccudukanuun NYHA orpanndes.

HNuduibTpaTuBHAs KapAMOMHONATHS
[Ipumenenue nanarnudo3vHa y NalUEHTOB € WHQUIBTPATUBHON KapAWOMHOINAaTHEH He
U3y4asochk.
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OneIT puMeHeHHsI nanarau@ao3uHa s JICYSHUS] XPOHUUYECKOM O0JIe3HU MOYEK y MAIUeHTOB
6e3 CJI 2 tuma u anbOyMHHYPUU OTCYTCTBYET. [laniueHThl ¢ anbOyMUHYPHEH MOTYT MOITYYUTh
OO0JIBIIIE TTOJIB3BI OT JICUEHUS Tanarin(ao3uHOM.

AMITyTanusi HKHUX KOHEYHOCTEH

VYBenuueHue Ciiy4aeB aMIyTallid HIDKHUX KOHEYHOCTEW (B MEPBYIO OYepellb, MaJbIEB CTOIbI)
HaOJII01aJI0Ch B JIOJATOCPOYHBIX KIIMHUYECKUX UCCIIEIOBAaHUAX TPUMEHEHH HHruonTopo SGLT2
y mariueHToB ¢ CJI 2 Tuna. HeusBecTHo, siBisieTcst Jin 310 3 dexrom mpenaparos kinacca SGLT2.
[Tamentam c caxapHbiM JauaberoM 2 TuUOa BaXHO PEKOMEHIOBATb  ITOCTOSHHBIN
npodUIaKTUYECKUIl YXOJ 32 CTOIaMHU.

OILIeHKY pe3yNbTaTOB aHaIKM3a MOYH
BcenencrBue Mexanum3ma JIEWCTBHSI MperapaTa pe3yJbTaThl aHalu3a MOYM Ha TJIOKO3y Y
MAIEeHTOB, IPUHUMAIOIINX Janariu@io3uH, OyayT MOI0KUTEIbHBIMH.

BcrnomorarenbHble BelecTBa
[Tpemapat @opaurnud coxepxut MmanaUTON (E421). JlanHOE BCIIOMOTATEIHHOE BEIIECTBO MOXKET
OKa3bIBaTh cllaboe clabuTeNbHOE IeHCTBUE.

4.5. B3auMmopeiicTBHe ¢ JAPYrHMH JIEKAPCTBEHHBIMHM IIpenapataMd W JApyrue BHABI
B3aMMOJEHCTBHSA

dapmakoMHAMUYECKOE B3aUMOJIeHCcTBUE

Jluypemuxu

Janarnu¢no3uH MOXeT yCWIMBAaTh JAMYPETUUYECKUH HPGPEKT THABUIHBIX U «IIETJIEBBIX»
JUYPETUKOB ¥ TIOBBIIATH PUCK Pa3BUTHsI 00€3BOKMBAHUS M apTEPUATBHOW THIIOTEH3MU (CM.
pasznen 4.4.).

Hncynun u npenapamul, nosviuiaroujue cekxpeyuro UHCYIuHa

Ha ¢one mpuMeHeHMs MHCY/IHMHA M MpPENapaToB, MOBBIMAIOIIMX CEKPEIMI0O MHCYJINHA, MOXKET
BO3HHUKATh TUIOTIUKEMHEsS. [109TOMY ¢ 11eN1bI0 CHUYKEHUS pUCKa TUITOTIIMKEMUHN TIPU COBMECTHOM
OPUMEHEHUN Janarin@iao3uHa ¢ HHCYJIMHOM WIM IIPernapaTtoM, IOBBIIIAIONIUM CEKPELHUIo
WHCYJIMHA, MOXET TOTPeOOBaThCSI CHMW)KEHUE J03bI WHCYJIMHA WJIM TpernapaTa, MOBBIIIAOIIEro
CEeKpeInio HHCyarHa (cM. paszaenst 4.2. u 4.8.).

PapMaKOKMHETHYECKOE B3aUMOJICHCTBHE

Metabonu3m nanarinu@iao3rHa, B OCHOBHOM, OCYILECTBIISETCS MOCPEICTBOM TIFOKYPOHUIHOMN
KoHbroramu nop neicrsuem UGT1A9.

B xome wuccienoBaHuii in Vitro mamarnudio3MH He WHrHOMpOBam H30(DEPMEHTHI CHCTEMbI
mutoxpoma P450 CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, u ne unaynuponan uzopepmentsl CYPLA2, CYP2B6 niu CYP3A4. B cBs3u ¢ 3Tum
HE OXXHIAETCS BIMSHUS Janariu(iIo3WHa Ha METa0OJIMYECKUH KIMPEHC COIYTCTBYIOMINX
IpenapaToB, KOTOPble METabOIM3UPYIOTCS MO/ AEUCTBUEM STHX U30(DEPMEHTOB.

Bnusanue opyaux n1ekapcmeenHblx npenapamos Ha 0anaziu@io3un

HccnenoBanust B3auMOJCHCTBUH € y4acTHEM 3[0pPOBBIX J1OOPOBOJIBIIEB, B OCHOBHOM,
NPUHUMABIIUX OJHOKPATHYIO 103y Manariudio3nHa, moKa3alid, 9To MeT(HOPMUH, MHOTIINTA30H,
CUTArJIMNTHH, TIUMENUPUJ, BOrIMO03a, THAPOXJIOPOTHA3WA, OyMETaHu7, BajcapTaH WIU
CHUMBACTaTHH HE OKa3bIBAIOT BIUSHUS HA (apMaKOKHHETUKY Jararinio3uHa.

[Tocne coBMecTHOro mMpUMEHEHUs Aanariuduio3nHa ¥ pupamMIMIKdHA, UHIYKTOpA Pa3IUYHbIX
aKTUBHBIX TPAHCIOPTEPOB W (EPMEHTOB, METAOOIU3UPYIOMINX JICKAPCTBEHHBIE IPEMapaThl,
OTMEYEHO CHIKeHue cucteMHoil akcnosuimu (AUC) nanarnudioszuna Ha 22%, npu OTCYTCTBUU
KJIMHWYECKH 3HAYMMOTO BIMSHHUS Ha CYTOYHOE BBIBEJACHHWE TJIOKO3BI TMouykamu. He
pEeKOMEH/yeTCs KOPPEKTUPOBaTh 03y mpenapara. KiIMHWYEeCKM 3HAYMMOTO BIMSHUS TIPH
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¢denobapbuTanom) He OXKUIAETCS.

[Tocne coBmecTHOro mpuMeHeHHs nanariudio3nHa U Me(peHaMOBOH KHUCIOTHI (MHTHOMTOpA
UGT1A9) ormeueno yBenudeHne Ha 55% CHCTEMHOHN SKCIO3WIMU Hamariuduio3nHa, HO 0e3
KJIMHUYECKH 3HAYMMOTO BIIMSHHUS Ha CYTOYHOE BBIBEJACHHE TJIOKO3bI TMouykamu. He
PEKOMEHIyeTCSI KOPPEKTHPOBATh 103y Mpernapara.

Brusanue oanaznughnozuna na opyeue iekapcmeenHvie npenapanvl

OpnHOBpeMEHHOE MpUMEHEHHE aanariu(io3nHa W TMPEenapaTroB JUTHSI MOXKET HPHUBECTH K
CHIDKEHHIO KOHIICHTPAIIUU JIUTHS B CHIBOPOTKE KPOBH M3-32 BO3MOXKHOTO YCHUJICHUS BBIBEICHHS
JTUTHS ¢ MOYOH. MokeT moTpeboBaThCsl KOPPEKIIUS JO3bI Iperapara JUTHSL.

B wuccnemoBaHusX B3aUMOJCHCTBUH C ydaCTHEM 3J0POBBIX JOOPOBOJIBLIEB, B OCHOBHOM,
OJIHOKPATHO MPUHUMABIIHUX 03y Mpemnapara, Janariugio3uH He BIUI Ha (papMaKOKHUHETUKY
MeT(QOpMHUHA, THOTIMTA30Ha, CUTATJIMIITHHA, TIUMEIIMPH/IA, THAPOXJIOPOTHA3UIa, OyMETaHuaa,
BajicapTaHa, AUrokcuHa (cyocrpar P-gp) wim Bapdapuna (S-sapdapus, cyocTpar nzopepMenTa
CYP2C9), unu Ha aHTHKOAryasUUMOHHBIA 3(]dexT, omeHuBaeMblii Mo MexayHapOAHOMY
HopMmanu3oBanHOMYy oTHomeHnio (MHO). [IpuMenenne omHOKpaTHOW H03bI nanariudio3uHa
20 mr u cumBacratuHa (cyocrpara nzopepmenta CYP3A4) npuBoauio k mosbimeHuto Ha 19%
AUC cumbacratiaa u Ha 31% AUC cuMmBacTatMHOBONW KHUCHOTHL. [IOBBIIEHHE DKCIIO3UIIMH
CHUMBAcCTaTHHA U CUMBAaCTAaTUHOBOW KUCIIOTHI HE CYUTACTCS KIIMHUYECKU 3HAYUMBIM.

Brusanue na onpeoenenue 1,5-ancuopoentoyumona

O1eHKa TIMKEMUYECKOTO KOHTPOJISI C TIOMOIIBIO OIpenesieHus 1,5-aHruaporIionuToia He
PEKOMEHIYETCs, TOCKOJIbKY HW3MEpeHue 1,5-aHTHIPOTNIIONHUTONA SBISETCS HEHAJICKHBIM
METOJIOM JIJIsl TIAIIMEHTOB, NMPUHUMAIOIIMX UHrHOUTOpbl SGLT2. JI1s OIEHKH TIIMKEMHUYECKOTO
KOHTPOJIS CJICYeT MCIIOIh30BaTh aTbTePHATUBHBIC METOIBI.

pyeue 83aumooeticmeust

BrusiHue xypeHus, TUETHI, MpUeMa PACTUTEIBHBIX MPENapaToB M yIOTPEOICHUS aaKOToJs Ha
napaMeTpsl (apMaKOKUHETHKH Janariidio3nHa He U3y4anoch.

4.6. DepTUIBHOCTD, 6€PEMEHHOCTD U JAKTALHUSA

bepeMeHHOCTB

B cBs31 ¢ TeM, 4To npuMeHeHue Aanariugo3nHa B epuoi 0epeMeHHOCTH He U3YyY€eHO, ITperapar
IPOTHBOIIOKA3aH B MEPHO OEpEMEHHOCTH. B cirydae muarHocTupoBaHus OEpEMEHHOCTH TepaIHs
Janaryin$iIo3MHOM JI0JKHA OBITh IIpEeKpaleHa.

Jlakranms

HeusBecTHO, MpOHUKaeT M Aanariu¢o3uH W/MIU ero HeaKTHBHbIE METaOOJIUTHl B IPYyJIHOE
MOJIOKO. Hemnp3s MCKIIOYUTH PHUCK ISl  HOBOPOXACHHBIX/MianeHueB. [lamarnmiao3ux
IPOTHBOIOKA3aH B NEPUOJ] TPYAHOTO BCKapMIIMBAHUSI.

4.7. BiusiHMe Ha CHOCOOHOCTH YNPAaBJSATH TPAHCIOPTHBIMH CPeICTBAMH U PadoTaTh C
MeXaHUu3MaMHu

HccnenoBanuii 1Mo W3y4eHHMIO BIMAHUS Janariugio3nHa Ha CIIOCOOHOCTh K YIPaBIICHUIO

TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHU3MaMH HE TPOBOAMIIOCH.

4.8. HexenateJbHbIe peaKIUu

Pestome npoduiis 6e3onacHOCTH

C/[2 muna

B xnmnnueckux uccnenoanusx 6onee 15000 mamumentoB ¢ CZI 2 Tuma mosydyand TEparuio
JanariuQIO3HHOM.

[lepBuyHas orneHka O€30MACHOCTH M TEPEHOCUMOCTH OblIa MNpOBEIEHa B MpPEABAPUTEIHHO
3aJaHHOM  OOBEAMHEHHOM aHanuse 13 KPaTKOCPOYHBIX (mo 24 HEJIelb)
T1a1e00-KOHTPOJIUPYEMBIX ~ UCCIEOBaHUN ¢ ydactueM 2360 malueHTOB, TMOTyYaBIIMX
nanaruduio3ud B go3e 10 mr, n 2295 manueHToB, MoaydaBIInx miamneoo.
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B wuccnenoBaHumM cepACUYHO-COCYIUCTHIX HEXOJI0B 'E&érlﬁ@%ﬁggﬂﬁ'&f: [-{TE' ':lél:' it"I/IHa

(uccnenoanue DECLARE, cm. pa3nen 5.1.) 8574 nanuenta noinydanu ganariaugIio3vH B 103€
10 mr, n 8569 manueHTOB MOJIy4asiu Tuianedo Mpu CpeaHel MPOJOKUTEILHOCTH Tepanuu 48
MmecsieB. B nienom, cpeanss sxcno3unus aanariaudiosuna cocrtasmia 30623 nanuenTe-roaa.
Haubonee yacTbiIMu MOOOYHBIMHU PEAKIUSMHU, OTMEUEHHBIMH B KJIMHUYECKUX HCCIIEIOBAHUSX,
OBLIM TeHUTAITbHBIC UH()EKIIHH.

XpoHuueckas cepoeyHas HeOOCMamoyHOCMb

B wuccnemoBaHuM CcepAeYHO-COCYIUCTBIX HCXOJOB MPU MPUMEHEHUH Janariudio3uHa Yy
MAIMEHTOB C XPOHUYECKON CeplIeYHON HEAOCTATOYHOCTHIO CO CHMKEHHOH (pakiueil BeIOpoca
(uccnenoanue DAPA-HF) 2368 nanuenToB monydanu ganariauduiosuH B no3e 10 mr, u 2368
NAIMEHTOB MOJIydalH IJianedo mpu cpeaHedl MpOoJIOJDKUTENBHOCTH Tepanuu 18 MmecsueB. B
UCCIIeyeMYIO MOMYJISAIuio Bonuy namueHTsl ¢ C/[ 2 tuma u namueHTsl 0e3 auabdera, a Takke
nanuenTsl ¢ pCK® > 30 mur/mun/1,73 M2. B mccieioBaHnu CEpPAECYHO-COCYJIUCTBIX UCXO0B MPHU
MPUMEHEHUU Janariu(io3uHa y MAlHeHTOB ¢ XPOHUYECKOW CEpJeYHON HEJO0CTAaTOYHOCTHIO C
bpaxiueii BoeiOpoca neBoro skemymouka > 40% (DELIVER) 3126 nauwentoB mnonyvanu
nmanarnuduosuH B gmo3e 10 mr, w 3127 mNanWeHTOB MONyYald IDIanedo Tpu CpeaHel
MPOJOHKUTEIFHOCTU Tepanuu 27 MecsieB. B momymsiuio naiueHToB BXxoauau nanueHTsl ¢ CJ1
2 tumna u 6e3 quabera, a Takxke narueHTs ¢ pCK® > 25 mi/mun/1,73 M.

OO6muii mpoduns Oe3omacHOCTH Aanmariu@io3nHa y MAUEHTOB C XPOHHYECKOH CepedHOi
HEJ0CTATOYHOCTHIO COOTBETCTBOBAII M3BECTHOMY MPOQIIII0 OE30MaCHOCTH anarindao3nHa.
XpoHnuueckas 6onesHb nouex

B uccrnenopannu no oneHke 3¢ (HEeKTUBHOCTH JanariugIo3nHa B OTHOIICHHH TIOYSTHBIX UCXOIOB
y TanueHToB ¢ xpoHudeckoil Oonesnpio mouyek (DAPA-CKD) 2149 namueHTOB moiydyanu
namarnagiosuH B go3e 10 wmr, mw 2149 manmeHTOB mosydanu 1oianebo TpU  CpeaHer
MPOJOHKUTEILHOCTH Tepanuu 27 MecsieB. B nuccienyemyro NOMyNSIUIO BXOAWIU MMAlUEHTHI C
CJ1 2 tuma, 6e3 CJ1 2 tuma, ¢ pCK® > 25 u <75 mn/mun/1,73 M2 n anbOyMunypHeii (COOTHONIECHHE
anpOymuH/KpeatuuH B Moue (A/Kp moun) > 200 u < 5000 mr/r). JleueHue npoaosmKaiu, eclu
pCK® cumxanack Meree 25 mn/mun/1,73 M2,

OO6muit npoduinb 6e30macHOCTH JanaraudIo3uHa y TAllMeHTOB ¢ XPOHUYECKOW OOJIE3HBI0 MTOYEK
COOTBETCTBOBAJI U3BECTHOMY MPOUITI0 0€30MacCHOCTH Aanariudio3uHa.

Pesrome HexenarenpHbIX peakmn

HexenatenbHble peakid, OTMEYCHHBIE B IUIAe00-KOHTPOIMPYEMBIX HCCICTOBAHHSIX
nanaraudao3uHa ¥ MPH [MOCTPErHCTPAIIMOHHOM HaOJOIEHUH, IPUBEIEHBI Jajiee M0 TEKCTY.
HesxenatenbHble peakiiuy He ObUTH J10303aBUCHMBIMU. HeskenaTenbHble peakiini pacipe/iecHbI
[0 CHCTEMHO-OPTaHHBIM KJIacCaM C yKa3aHHWEM YacTOThl WX BO3HHUKHOBEHHS: OUYCHb YacTO
(>1/10), gacto (>1/100, wo <1/10), Hewacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, HO
< 1/1 000), ouens peako (< 1/10 000) u gacToTa HeM3BECTHA (HA OCHOBAHUN UMEIOIINXCS TAHHBIX
OIIEHUTh HEBO3MOKHO).

1

OueHb yacro | Yacro” | Hewacro™ | Peixo | Ouens peaxo

HUnghexyuu u unsazuu
BynbBoBarunu | ['puOkoBbIe HexpoTtusupyromm
T, OamaHUT U | HUHPEKIUOHHbIE 71 bacuut
CBA3aHHBIE  C | 3a00NMeBaHUS POMEKHOCTH
HAMU (ranrpena
TeHUTAIIbHBIC ®ypube)>?
I/IH(l)eKI_[I/II/I*’Z’g,
uHpeKIus
MOUYEBBIBO,ISII]
ux myTeit >

Hapywenusa memabonuzma u numanus

['unorimkeMus ‘ ‘ CHuxeHue ‘ Juabernueck
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B KOMOHMHAIMU C KETOoaIu/103
IIPOU3BOHBIM (npu
CyIb(hOHUIMOYEB MPUMEHEHUU
VHBI WU npu CI 2
MHCYIIMHOM)? tumna)>>t
Hapywenus co cmoponul HepeHoll cucmemul

["onoBoKkpyx)e

HUE

JKenyoouno-Kuuleunvie HapyuleHus

3anop, CyXoCTb
BO pTY
Hapywenus co cmoponvl Kojicu 1 NOOKOJICHBIX MKAHEll
Coirp?

AHTHOHEBpPOTHYEC
KU OTEeK
Hapywenus co cmoponuvl mbluieunotl, ckeiemHou u cOeOUHUMENbHOU MKAHU

‘ Bouib B ciuHe ‘ ‘ ‘
Hapywenus co cmoponvl nouexk u Mouesblgo0suyux nymei

Husypus, Hukrypus TyGynounrepcTu-
nomaypus *° UAJIbHBII HEQPUT
Hapywenus co cmopoHvl penpo0yKmusHoU cucmembvl U MOJIOYHBIX JHcele3
BynbeBoBarunaib
HBIN 3yL[**,

TEHUTAJIBHBIA 3Y[

Jlabopamopnvle u uncmpymenmanbHvle OaHHble

IToBrIIEHHE IToBeITIIEHHE
3HAUYCHUS KOHLIEHTPaLUHU
FeMaTOKpI/ITa7, KpeaTuHUHA B
CHIKECHHUE KpPOBH Ha
MMOYEUHOTO HadaJIbHOM »JTare
KJIIMpEHca TepaHI/II/I**’Z,
KpEaTMHHWHA Ha | MOBBIIICHUE
HavyaJlbHOM KOHLIEHTPaLUHU
JTame MOYEBHHBI B
TepaHI/II/Iz, KpOBI/I**,
JACIUIIAIEMUS] | YMEHbIICHUE

8

Macchl Tena’
! Mpencrapnensl naHHbIe NMpEMEHEHHs Tpemapata a0 24 Hemenb (KPaTKOCPOYHAS Tepars)
HE3aBUCUMO OT IIPHEMA JOIOJHUTEIBHOIO TMIIONIMKEMUYECKOTO IIperapara.

2 CM. COOTBETCTBYIONIHIA TTO/Ipa3eN HIDKe ISl TIOMyUeHH s TOTONTHUTENbHOM HHOPMAIIHH.

3 By/IbBOBAaruHMUT, GAJTAHUT ¥ CBA3AHHBIE C HUMHU T€HUTATbHbIE HHDEKIMK BKIIFOYAIOT, HAPUMED,
CIIeyIOIlle 3apaHee OIpeeNieHHbIe MPEANOYTUTENbHbIE TEPMHUHBI: BYJIbBOBAarMHAJIbHYIO
IpuOKOBYI0 MH(DEKILMIO, BarMHAJIbHYIO MH(EKIHIo, OanaHuT, TPUOKOBYIO MH(EKIUIO MOJOBBIX
OpraHOB, BYJbBOBATHHAIBHBIA KaHHU/03, BYJbBOBATUHNT, KaHTUI03HBIN OAaJTaHUT, TEHUTATBHBIN
KaHIM]103, HHPEKIHIO MOJIOBBIX OPraHOB, HH(EKIIUIO MOJOBBIX OPraHOB Y MYKUHMH, MH(DEKIIUIO
MOJIOBOTO 4JIeHa, BYJIbBUT, OaKTepHaIbHBIA BarMHUT, a0CLECC BYJIbBBI.

* Mugexius MOUYEBBIBOAAMIMX ITyTell BKIIOYAET ClEMYIOIIUe IMPEANOYTHTEIbHbIE TEPMUHDI,
NIEPEYNCIICHHBIE B TOPSAKE yOBIBAaHUS YAaCTOTHI: MH(MEKIUS MOYEBBIBOISIINX ITyTECH, IUCTHT,
UH(EKIMsT MOYEBBIBOJSIIUX ITyTeH, BbI3BaHHas Oaktepusamu poxaa Escherichia, unrdexus
MOYETIOJIOBOT'O TPAKTa, MUETOHEPPUT, TPUTOHUT, YPETPUT, MH(EKLIUSA TOUYEK U IPOCTATUT.
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TEPMHHBI: 00€3BOKMBAHUE, TUTIOBOJIEMUSI, apTepUaTbHas TUIIOTECH3USI.

® [Monuypus BKIIOYAET MPEANOYTUTEIbHBIE TEPMHHBI: MOJUIAKHYPHS, TIONHYPUS U YCHUIICHHE
ypesa.

! Cpennue w3MeHeHMs 3HAYeHHs I'eMAaTOKPUTA OT MCXONHBIX 3HadeHWil coctaBuan 2,30% B
rpynne pamarmuduoduna 10 mr mo cpaBHenuto ¢ — 0,33% B rpynme muane6o. 3HaueHUs
remarokputa >55% otmeuensl y 1,3% mnanuentoB, nonydaBmux ganarinuduodun 10 mr, mo
cpaBaeHHIO ¢ 0,4% ManMeHToB, MOMyYaBIINX 1ae0o0.

8 Cpennee m3MeHeHue CIeqyIOMMX TOKa3aTeneil B MPOIEHTaX OT HCXOMHBIX 3HAYCHHH B IPyIIIe
nmanarnudosnna 10 Mr u rpynme 1mianedo, COOTBETCTBEHHO, COCTaBUIIO: OOIIMA XOJECTepUH
2,5% no cpaBuenuto ¢ 0,0%; xonectepun-JIIIBII 6,0% mno cpaBHeHuto ¢ 2,7%; XojecTepuH-
JITTHIT 2,9% no cpaBHenuto ¢ — 1,0%; Tpurmunepuast — 2,7% mo cpaBaenuto ¢ — 0,7%.

SCm. paznen 4.4.

Y Hexenarensuas peakius oTMedeHa Py IIOCTPErUCTPAIMOHHOM HabroeHuH. Chillb BKIIF0YAET
CIEyIOIINe MPEANOYTUTENbHBIE TEPMUHBI, MEPEUYUCICHHbIE B MOPSAIKE YaCTOThI Pa3BUTHUS B
KJIMHUYECKUX HCCIIEJOBAaHMSX: ChIllb, F€HEPAIM30BaHHAsl Cblb, 3yJAllasl Cblllb, MaKyJE3Has
CBIIb, MAKYJIOMAIYyJIe3HAasI ChIIlb, MyCTYJIE3HAS ChINb, BE3UKYJIE3HAS ChIIIb, SPUTEMATO3HAS ChIIIb.
B mnane6o-KOHTpOIUMPYEMBIX KIMHUYECKUX HCCIICIOBAHUSIX WM HCCIEIOBAHUSAX C AKTUBHBIM
KOHTpoJieM (Tpyria, mojiydaBiias ganarinuduiosud: N = 5936, kouTponbHas rpymma: N = 3403)
4acToTa pa3BUTHS CHIMU ObLIa CXOXKEH y MalueHToB, monydaBmmx gamarauduiosud (1,4%), u
MAIEeHTOB B KOHTPOJIbHOU rpymie (1,4%).

1 Ormeueno B mccaenoBaHHM CepAEYHO-COCYAUCTHIX MCXO0B y mTaruentos ¢ CJ| 2 Tuma
(DECLARE). YactoTa ocHOBaHa Ha TOJJOBOM MOKa3arede.

* Ormeuensl y > 2% MalueHToB U Ha > 1% daie, ¥ y 6OJIbIIEr0 KOIMYECTBA MALMEHTOB (KaK
MUHHMYM, Ha 3) B rpymiie aanarauduo3usa 10 Mr mo cpaBHEHHIO ¢ Tpynnoi miamneoo.

™ Onenens! uccenoBaTeaeM Kak BO3MOYKHO CBA3aHHBIE, BEDOATHO CBA3AHHBIE MIIM CBA3AHHBIE C
uccienyeMoil Tepanueid 1 ormeuensl y > 0,2% maruenToB U Ha > 0,1 % yamie u y Gojbliero
KOJINYECTBA MMALMEHTOB (KaK MUHUMYM, Ha 3) B rpymme ganariaudguo3uda 10 Mr mo cpaBHEHHUIO C
rpymnmoi mianeoo.

Onucanue OTENbHBIX HEXKETaTeIbHBIX PeaKIuit

Bynveosazunum, 6ananum u cési3anHvle ¢ HUMU 2eHUMANbHbLE UHDeKyUU

B o0benmHeHHBIX MaHHBIX MO Oe3omacHOCTH 13 wuccienoBaHUi BYJIbBOBAarMHUT, OallaHUT U
CBsI3aHHbIE C HUMHU F€HUTaJIbHbIe UHPEKN oT™MeUeHbl Y 5,5% u 0,6% naueHToB, IPUHUMAaBIINX
nanariaudnosun 10 mMr u miane6o, COOTBETCTBEHHO. bonbimHcTBO MH(EKIN ObUH cnabo win
YMEPEHHO BBIPaXCHHBIMHU; HAYAIBHBIN KypC CTaHIApTHOHN Tepanuu ObuT 3P PEeKTUBEH, B CBSI3U C
YeM MalMeHTHI PEeJIKO MpeKpallaly MpueM Janariudo3nHa. OTH HHPEKIUU Yallle pa3BUBaIUCh
y xeHiuH (8,4% u 1,2% npu npumeHeHnu aanariaudao3uHa U 1iamnedo, COOTBETCTBEHHO), a Y
MAIUEHTOB C TAKUMU UHPEKIMIMU B aHAMHE3€ OHU Yallle PelUANBHPOBAIIH.

B wuccnenoBanmn DECLARE konmudecTBO TAIMEHTOB C CEPhE3HBIMH HEXKeIaTebHBIMH
SBIICHUSIMUA B BHJI€ T€HUTAIBHBIX MH(EKIM ObUIO0 HEOOJBIIUM M COATAHCHUPOBAHHBIM: IO 2
MaryeHTa B Tpyme aanarin@io3nHa u Tpymme miarneoo.

B uccnenoanuu DAPA-HF He Ob110 ManueHToB ¢ cephe3HbIMU HEXKENIATEIbHBIMY SIBJICHUSMU B
BHJIC TCHUTAIBHBIX HMH(DEKIWH B TpyIIe aamariudio3nHa, B TPyIIe Ianedo cepbe3Hoe
HEXKEJATEeNIbHOE SIBIICHUE 3aperucTpupoBano y 1 manuenTa. B rpynne nanarnmuduosunay 7 (0,3%)
MAIUEHTOB OBUTM OTMEUCHBI HEXKEIATeIbHBIC SBIICHUS, TPUBOIUBIIHE K MTPEKPAMICHUIO JICICHHUS
BBUJly TeHUTAIbHBIX UH(EKINI, U HU y OJHOTO MallMeHTa B Tpymre Tianebo. B uccienopanuu
DELIVER y 1 (<0,1%) namueHTa B KaXIOW Tpylme JEYeHUS OTMEUYEHO CEephe3HOe
HE)KeNaTelbHOE SIBIICHNE B BHJIE TCHUTAJIBHBIX HHekuui. B rpynne ganarnmudiosuna y 3 (0,1%)
MAIUEHTOB OTMEUEHBI HEXKeIIaTSIIbHbIC SIBIICHUS, TIPUBOIUBIIHAEC K TPEKPAMCHUIO JICUCHHS BBUITY
TeHUTAIBHBIX MHPEKIUH, a B TPyMIIe MIanedo0 manueHToB C TAKUMHE SBICHUSMHU HE OBLIO.

B uccnenosanuun DAPA-CKD 6puo 3 (0,1 %) manueHTa ¢ cepbe3HBIMU HeEKelaTelbHBIMU
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COOTBETCTBYET 3KCNEPTHC
ot 10.0 S Mz 17

. OCNENOBATENEHOCTE O005)
SIBJICHUSIMH B BUJIC TCHUTAJIbHBIX HHPEKIIUN B TPYIIIIE nd&rm&m@é‘ﬂﬁa'n I OHOTO TialelTa ¢

TaKUMH SIBJICHUAMHU B Tpymnne ruiane6o. B rpynne manmarmuduosuna y 3 (0,1%) mauueHTOB
OTMEYEHbl HEXKENaTeJIbHbIE SBJICHUSA, MPUBOJMBILNME K IPEKPALICHUIO JIEYEHUs M3-3a
TeHUTANBHBIX MH(EKUUH, a B TPyIIe Mianedo MauueHTOB ¢ TaKUMH SBJICHUSAMHU He Obuio. O
pPa3sBUTHM CEPbE3HBIX HEXKENATEeJNbHBIX SBJIEHUM B BHJE TCHUTAIbHBIX MH(EKIUd U
HE)KEJIATENbHBIX SBJICHUN B BHUJAE TCHUTAJIBHBIX WHQEKIMHA, MPUBOAMBIIMNX K MPEKPAILICHUIO
nedenws, y marueHToB 6e3 CJ] 2 tura He coo0manoch.

Hexpomusupyrowuii pacyuum npomedxcnocmu (canepena Pypnve)

Coo01manoch 0 MOCTPErUCTPALIMOHHBIX CIIydasX pa3BUTHUs TraHrpeHsl OypHbe y MalMEHTOB,
npuHUMaromux UHruouTopel SGLT2, Bitovas nanarnuguio3us (cM. paszaen 4.4.).

B uccnenopanun DECLARE y 17160 nanuentos ¢ C/] 2 Tumna u MmeauaHoO MPOI0KUTEIIBHOCTH
Tepanuu 48 MecslEeB BCEro ObUIO 3aperucTpupoBaHO 6 cilydaeB raHrpeHbl OypHbE: OJIMH B
rpymne, nojy4aBuiel ganarau@iiosut, 1 5 B rpymnne mianeoo.

T'unozcnuxemus

YacToTa pa3BUTUS TUIOINIMKEMUHM 3aBUCeNla OT THUMa 0a30BOM Tepamuu, HCIOJb3yeMOill B
KJIMHAYECKUX MCCIIeIOBaHUAX y nanpenTo ¢ CJ1 2 Tuma.

B wuccnenoBanusax nanarnu@io3vHa B KauecTBE MOHOTEpalMM, B KadyecTBEe JOOaBJIEHUS K
MeT(QOpPMHUHY B B KaUeCTBE T0OABJICHUS K CUTATIUNITUHY (C MeTGOpMUHOM MK 6e3 MEeTPOpPMHHA)
IPOJOJDKUTENBHOCTBIO 10 102 Hexmenb yacToTa ciydaeB JIETKOW TMIOTIMKEMUHU Oblia CXOKei
(<5%) B rpymmax jeueHus, BKIOYas Iiane00. Bo Bcex HCCIeIOBaHUAX CAydad TSOKEIOH
TUIOTJIMKEMHUH OBLIIM OTMEUEHBbl HE4acTO, U UX 4acToTa Obljla CONOCTaBUMa MEXAY IpyniaMu
JmanariaugIo3uHa U Taneoo.

B uccnenoBanusax panaraugiio3nHa B KayecTBe JOOaBlIeHUs K IpenapaTy Cyiab(OHUIMOUYEBHHBI
WK TIpernapary WHCYJIMHA OTMEUYCHA OoJiee BBICOKAs YacTOTa TUITOrIMKeMun (cM. paszaen 4.5.).

B wuccnenoBanun po6aBneHust fanariniao3nHa K o ruMenupuay Ha 24 u 48 Henene
HE3HAYUTENIbHBIC SITU30/1bI THIIOTIMKEMHN PErCTPUPOBAINCH Yallle B TPYNIE Aanaraugo3nHa
10 Mr u rmumenupuna (6,0% u 7,9% coOOTBETCTBEHHO), YeM B TpyIHIe Iuianedo u rimMenupuia
(2,1% wu 2,1% COOTBETCTBEHHO).

B uccnenoBanuu no0asienus ganarauduio3nHa K npenapaTaM WHCYJIMHA STU30/1bl BEIPAXKEHHON
runornukeMu  Obutm  3apeructpupoBanbl  y  0,5% wu  1,0% manmeHToB, MOJyYaBIIMX
nanarnugiosud 10 Mr u npenapatel MHCYIMHA Ha 24 1 104 Hexensx cooTBETCTBEHHO, Uy 0,5%
NAMEHTOB, MOJYyYaBIIMX IUaledo U npenapatsl HHCYAMHA Ha 24 u 104 nenensix. Ha 24 u 104
HEJIeNsIX He3HAYUTENbHbIE SMHU30/Ibl TUIIOTTTMKEMUH OBLIM 3aperUCTPHUPOBAHbI, COOTBETCTBEHHO,
y 40,3% u 53,1% manueHTOB, moy4aBmux ganariauduo3und 10 Mr u npenapaTsl HHCYJIMHA, U Y
34,0% u 41,6% naiueHToB, NOJYyYaBIIUX [U1aLe00 U MpenapaThl HHCYINHA.

B  wuccnemoBanum  goGapiienust  pamariaudiao3wHa K MEeTQOPMHUHY M Mpenapary
CyIb(OHUIMOUEBUHBI 10 24 Hezlenab He ObUIO 3aperuCTPUPOBAHO HU OJHOTO SMHU30/1a TSDKENOM
runornukemMun. HesHauutenbHble 3MHU30/1bI TUMOTTIMKEMUH OBLIM 3aperucTpupoBanbl y 12,8%
NalMeHTOB, MoTyYaBIMX ganarin@iao3ud 10 Mr B couetanuu ¢ MeT(OpMUHOM M IpenapaTamMu
Cynb(OHIWIMOYEBHHBI, U Y 3,7% NalleHTOB, MOJIy4aBIINX I1a1e00 B COYETAHUU C MET(POPMUHOM
U TIPOU3BOJIHBIMH CYJIb(OHUIMOYEBHUHBI.

B wuccnenmoBanmn DECLARE He 0TMEUYeHO TOBBIIIEHHOTO pHCKA pPa3BUTHS —TSHKEIOU
TUIOTJIMKEMHUH TIPU TEpanuy AanariugiIo3uHOM MO0 CpaBHEHHUIO ¢ muianebo. Cinydau TspKenon
THITOTIIMKEMHH 3aperucTpupoBanbl y 58 (0,7%) manueHToB, MoTydaBIIAX Aanaraudo3u, n'y 83
(1,0%) nmarueHToB, MOMyYaBIINX IUIAE0o.

B uccnenoanun DAPA-HF ciaydam Tspxenoit rumorimkemMun 3apeructpupoBanbl y 4 (0,2%)
NaIMEeHTOB Kak B Tpymine nanariudao3nna, Tak u B rpymnme 1ianedo. B uccnenosannu DELIVER
CITy4au TsDKEJION THIOIIMKEMHH 3apeructprupoBanbl y 6 (0,2%) nareHToB B rpyrie Aanarau@ao3nHa
uy 7 (0,2%) naumenToB B rpymnre mianeto. Cirydan TsHKenoi TUIIOTTUKEMHUN HaOFOTATCh TOJIBKO Y
narrieHToB ¢ CJ1 2 tuma.

B uccnenoanun DAPA-CKD Tspkenas runornukemus 3apeructpuposana y 14 (0,7%) nanueHTos
B rpynne aanariudaosuna u 'y 28 (1,3%) nanueHToB B rpymie mianedo U Habio1anach TOJIbKO
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COOTBETCTEYET 3K(
ot 10.07.2

(NOCNENOBATENBHOCTb 0005)

y mareHToB ¢ CJ] 2 turma.

Cruorcernue OLIK

B oObeauHeHHbIX HOaHHBIX MO Oe3omacHocTH 13 uccnegoBaHUN HEXeNIaTelbHbIE PEakiuy,
ykaspiBatoiue Ha cHrmkenne OLIK (Bkimrouast cooOmieHust 00 00€3B0KMBAHUH, THIIOBOJIEMUN WITH
aprepualibHON rumnoreHsuu), otmeueHsl y 1,1% wu 0,7% mnauueHToB, NPUHUMABIINUX
namarnagiosud 10 Mr m muane6o, COOTBETCTBEHHO; CEPbE3HBIE HEXKEIaTelIbHBIE PEaKIIHU
ormeueHsl y < 0,2% maiueHToB, U OHU ObUIM COMOCTaBUMBI B rpynnax ganarivdiao3una 10 mr u
wiare6o (cm. pasaen 4.4.).

B wuccnenoBanun DECLARE komnuecTBO TAaIlMEHTOB C SBICHUSMH, YKa3bIBAIOIIMMH Ha
camwkenne OLK, 6b110 cOanancupoBaHo Mexy rpymnmamu jgedenus: 213 (2,5%) u 207 (2,4%) B
rpynnax ganariudiio3nHa U riamnedo, cooTBeTcTBeHHO. Cephe3Hble HeXellaTelbHbIE SIBICHUS
obun 3apeructpupoBansl y 81 (0,9%) u 70 (0,8%) mamuentoB B rpymme nanariu@io3nHa u
1ane0o, COOTBETCTBEHHO. SIBIIEHUS B 11€7I0M ObLIN cOalaHCHPOBAHBI MEXKY I'PYIIIAMU JICUCHUS
[0 BO3PACTHBIM KaTErOpUsM, TNPUMEHEHUIO JTUYPETUKOB, apTEPUAIbHOMY [aBJICHUIO U
NPUMEHEHHUI0O WHTHOMTOpa aHTMOTEH3MHIIpeBpalaroniero ¢epmeHTa/baokaTopa perenTopoB
aaruorensuna Il tuna 1. Cpenu manuentos ¢ ucxomguoit pCK® <60 mn/mun/1,73 M? B rpymnie
nmanarinudo3uHa oTMedeHo 19 ciydyaeB cepbe3HbIX HEeXKeNaTeNbHbIX SIBICHUH, YKa3bIBAIOIINX HA
cumxkenue OLK, u 13 — B rpynme mane6o.

B uccnenosanun DAPA-HF siBnenus, ykaspiBarouue Ha cHmkenue OLIK, 6putn otmedensl y 170
(7,2%) nanmenTtoB B rpymie ganarmudiaosuna u 153 (6,5%) B rpynme miane6o. B rpymme
nanariaudaosuHa  Ob10  MeHbine nanueHtoB (23 ([1,0%)] manueHToB) € cepbe3HBIMU
HE)KENaTeNIbHBIMU SIBJICHUSIMH B BHJE CHMIITOMOB, yKa3blBarommx Ha cHikeHune OLIK, mo
cpaBHeHuIo ¢ rpymmoi mianedo (38 [1,6%] maumentoB). PesymbTarThl ObUIM OAMHAKOBBIMHU
HE3aBUCHMO OT UCXOAHOro Hanuuus auadera u ucxogHo pCK®d. B uccnenoBanun DELIVER
KOJIMYECTBO TMALIMEHTOB C CEPhE3HBIMH HEXKENATeIbHBIMU SIBICHUSMU B BHUJIE CHUMITOMOB,
ykaspiBatomux Ha cHmkeHnue OLIK, cocrasmiio 35 (1,1%) B rpynme gamarmuduiozuna u 31 (1,0%)
B TpyInne mianeoo.

B wuccnenoBannn DAPA-CKD komu4ecTBO TAIMEHTOB C SIBJICHUSMH, YKA3bIBAIOIIMMH Ha
camkenne OLIK, cocraBuno 120 (5,6%) B rpynme mamarnudnosuna u 84 (3,9%) B rpymme
mane6o. B rpynmne mamarnudnosuna y 16 (0,7%) maniueHTOB OTMEYEHBI CEPhE3HBIE SIBJICHUS B
BHJIE CUMIITOMOB, yKa3biBatomux Ha cHumxeHue OLIK, u y 15 (0,7%) nmauueHtoB B Tpymme
iane0o.

HHuabemuyeckuii kemoayudos npu C/[ 2 muna

B uccnenoannn DECLARE ¢ Meamanoil mpogoInKUTENBHOCTH Tepanuu 48 MecsIeB ciydan
IUabeTHYecKOoro KeToaluao3a ObUIM 3aperucTpUpoBaHbl y 27 MallMEHTOB B TPYyIIe
nanarauguosuda 10 mr m 12 namnueHtoB B rpymnme Iuiane6o. JlaHHbIE SIBJIEHHS BO3HUKAIIU
pPaBHOMEPHO B TEUEHME NEPUO/Ia UccieoBanus. B rpynmne ganarnudno3nHa u3 27 NalueHToB ¢
IMabeTHYECKUM KETOalu1030M 22 MoJydaid COMYTCTBYIOLIYIO MHCYJIMHOTEpANHi0 Ha MOMEHT
pasBuTHs sBIeHMd. [Ipeapacnonararonme K pa3BUTHIO TUa0ETHUECKOro KeToalua03a GakTopsl
ObLTH OXkuaaeMbIMu s onysiiuu ¢ CJ1 2 tuma (cm. pasaen 4.4.).

B nccnenoanun DAPA-HF sBienus anabeTnyeckoro KeToamu103a Obuid 3aperucTpUpOBaHbl Y
3 mammentoB ¢ CJI 2 tuma B Tpymme panarau@iao3wHa, B TPYyMNE IuTanedo clydacs
nuabernyeckoro keroarnuaosa He Obuto B uccnemoBanmn DELIVER ciayuyanm nuabernyeckoro
KeToalu103a OblIN 3aperucTpupoBansbl y 2 mauuentoB ¢ CJ] 2 Tuna B rpynme aanarivdao3uHa,
a B rpymre 1ianedo ciayyaeB JuabeTHUECKOro KeToalua03a He 0TMEYaIoch.

B nccrnenoBannu DAPA-CKD siBnenns muabeTHdeckoro KeToaruo3a He 3aperuCTPHpPOBaHbl HUA
y OJIHOTO TAIIMEeHTa B TpymIe nanarnudiao3uHa, HO oTMevanuch y 2 nmanueHToB ¢ CJl 2 tuma B
rpynme miaueoo.

Unghexyuu mouesvigooauux nymetl

B o0bennHEeHHBIX JMaHHBIX 1O Oe3omacHOCTH 13 mccnemoBaHnii MHOEKIIMH MOUYEBBIBOISIIINX
MmyTel Jarie OTMEUEHBI IPU MPUMEHEeHUH nanarinudiosnna 10 Mr, uemM npu npuMeHEeHUH 11aneto
(4,7% no cpaBHenuto ¢ 3,5%, COOTBETCTBEHHO; cM. pa3zzaen 4.4). bonpmuHcTBO MHDEKIM ObLTN
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COOTBETCTBYET :
ot 10.0

c11ab0 UM yMEPEHHO BHIPAYKEHHBIMHU; HA4aJIbHB{H KYPC dﬁHHﬁB%ﬂ%ﬁ :fépaﬁ'njﬁ OB IGheKTHBeR,

B CBS3M C Y€M MAIMEHTHI PEJIKO MPeKpaIlaiyd IpIMEeHEeHHE qanaringio3nHa. ITH HHPEKINUY Jaiie
pPa3BUBAINCH y JKEHIIMH, a y MalUeHTOB C TAaKUMH HMH(QEKIUSIMU B aHAMHE3€ OHHU dYalle
pEeLUIMBUPOBAIIN.

B wuccnenoBanuun DECLARE cepbe3nbie ciiydanm WHQEKIUMH MOUYEBBIBOIAIIUX MyTeH
PETUCTPUPOBATUCH MEHEE YacTo JIs Aanariauduiozuna 10 mr o cpaBHeHwuo ¢ manebo: 79 (0,9%)
aBieHuit no cpasHeHuto ¢ 109 (1,3%) siBineHusiMu, COOTBETCTBEHHO.

B wuccnenoBannn DAPA-HF Cepbe3nbie HekenaTeNnbHBIC SBICHUS B BUIAC WHOEKIIHA
MOUEBBIBOIALIMX MyTel Obutn oT™MeueHbl y 14 (0,6%) nmanueHToB B rpyie aanarindio3uHa u
17 (0,7%) manmentoB B rpymnne miane6o. B rpynmne manarnudioswHa U mianebo Obuio mo 5
(0,2%) manueHTOB C HEXeNaTeJIbHBIMU SBJICHUSIMH, IPUBOJUBIIUMHI K MPEKPALICHUIO JICYCHUS
BCJICJICTBHE Da3BUTHUA WHGEKIU MoueBbBOAAmMX myTreid. B wucciaenoBanun DELIVER
cepbe3HbIe HEeXKeTaTeNbHbIC BICHUS B BUIe HHPEKINUH MOYEBBIBOISIIINX MyTel ObUIH OTMEUYEHBI
y 41 (1,3%) nanmenToB B rpymme ganariaudiaosuna u 37 (1,2%) nauueHtos B rpyrre mianedo. B
rpynne pamarmuduoduHa y 13 (0,4%) manuMeHTOB OTMEUYEHBbI HEXKeNaTelbHbIe SBJICHHS,
MPUBOJUBIINE K MPEKPAIICHUIO JICUCHUS BCICACTBHC Pa3BUTHS WHQPEKIUNA MOYECBBIBOISALINX
nyreil, a B rpynmne miane6o —y 9 (0,3%) nanueHTos.

B wuccnenmoanmn DAPA-CKD cepbe3Hble HeXeNaTebHBIC SIBJICHUS B BUAC WHOEKIMA
MOUEBBIBOANIMX MyTei oTMedeHbl y 29 (1,3%) nanuentoB B rpynne nanariudiao3uHa u y 18
(0,8%) nmanmenToB B rpymnme miarne6o. B rpynmne nanarmudgnosuna 6smio 8 (0,4%) manueHToB ¢
HE)KeNaTeNbHBIMU SIBICHUSIMH, TPHUBOJAMBIIMMU K TPEKPAICHUIO JICUCHHs] H3-3a HHQEKIHii
MoueBbIBOINX TTyTei, u 3 (0,1%) maruenTa B rpyme miane6o. KommvectBo mammentos 6e3 CJ1
2 Tuna, y KOTOPBIX BOSHHUKJIA CEPbE3HbIC HeXeNaTelIbHbIC SBJICHHSI UJIH HeXeNaTelIbHbIC SBJICHMUS,
MIPUBOJIUBIIIKE K IPEKPAILICHHUIO JICUCHUS U3-3a MH(DEKIIUN MOUYEBBIBOSIINX MTyTeH, ObLTO CXOKUM
Mmexay rpynnamu sederus (6 [0,9%] mo cpaBuenuto ¢ 4 [0,6%)] anst cepbe3HbIX HEXeTaTeIbHbBIX
apinennit; 1 [0,1%] mo cpaBHeHuro ¢ O JuIsi HeXeNaTeNbHBIX SBICHUHM, MPUBOJUBIIAX K
MPEKPAIIECHUIO JICYEHUS ).

Tlosviwenue konyenmpayuu KpeamurHuna

HexxenaTtenpHble peakiiy, CBS3aHHBIE C TOBBIIICHHEM KOHIEHTPAIMM KpeaTUHUHA, ObLIM
CTPYNIIUPOBAaHBI (HAIPUMEP, CHIKEHHUE MMOYEHHOT0 KIIMPEHCa KpeaTHHUHA, HapylIeHne () yHKIINH
MOYeK, TOBHIIICHNE KOHIIEHTpAINi KpeaTHHUHA B KpoBU U cHIDkeHne CK®). B o0bennHeHHbIX
JaHHBIX 0 Oe3omacHOCTH 13 uccnenoBaHuil JaHHAs Tpyma peakuuid Obuia otMeueHa y 3,2% u
1,8% manuenToB, momy4yaBiux aanaravdao3ud 10 mMr u mnane6o, COOTBETCTBEHHO. Y MAIMEHTOB
C HOpMaJbHOU (DyHKIIMEH MOYEK WM HapylleHueM (PyHKLHHU MOYEK JIETKOH CTeNneHH (MCXOJHO
pCK® > 60 wmu/mun/1,73 M%) 5Ta Tpymma peakiuii 6bima 3apeructpupoBana y 1,3% u 0,8%
NAMEHTOB, MOTy4YaBIIKX fanariaudio3ud 10 Mr u miane6o, COOTBETCTBEHHO. JTH peakliiy Yallie
OTMeuanuch y maueHToB ¢ ucxomHoit pCK® > 30 u <60 mu/mun/1,73 m? (18,5% B rpymme
nanariuduosuna 10 mr mo cpaBHenuro ¢ 9,3% B rpynme 1iane6o).

JlomoHUTENbHAS OlIEHKA MAlMEHTOB C HeXeNaTeNbHBIMU SBJICHUSMH, CBSI3aHHBIMU C (YHKIIUEH
MoYeK, MoKazaja, YTo y OOJBIIMHCTBA ATHX MAI[MEHTOB OTMEUEHO HW3MEHEHHE KOHIICHTpaluu
KpeaTHHUHA B ChIBOPOTKEe Ha < 44 MkMouib (< 0,5 MI/m1) OTHOCHTEIBHO UCXOIHOTO 3HAUCHHUS.
[ToBbIlIEHNE KOHIIEHTpAIMM KpPEeaTHHHWHA B IEJIOM ObLIO BpEMEHHBIM Ha (hOHE MPOJOIKEHUS
Tepanuu Wik 0OpaTUMBIM TOCIE MTPEKPALICHUS TEPATHH.

B uccnenosannn DECLARE, BriTIO4YaBIIeM MOKMIBIX MAMEHTOB M MAIMEHTOB C HApyIICHUEM
dynximu nouyek (pCK® menee 60 mn/mun/1,73 m?), pCK® cHmXanach ¢ TeueHHEM BPEMEHHU B
oOeux rpynmax JedeHus. Yepes 1 ron Ttepanuu cpenHee 3HaueHue pCKD B rpymme
nmanariaugo3uHa ObIJI0 HEMHOTO HUXeE, a yepes3 4 rojia Tepanuy — HEMHOTO BBIIIIE 110 CPAaBHEHUIO
¢ Tpynmnoi riamueoo.

B uccnenoannn DAPA-HF, a takxke B uccnenoBanuu DELIVER pCK® camkanack ¢ TedeHneM
BpEMEHH Kak B Tpymrne ganaraudio3nHa, Tak u B rpymnme 1iamnedo. B nccnenoBannu DAPA-HF
HayaIbHOE CHIKeHHE cpeanero 3Hadenus pCK® cocrapuno —4,3 mn/mun/1,73 M? B rpymnme
nanarmagosuHa u —1,1 Mi/mMun/1,73 M? B rpynme mane6o. Yepes 20 Mecsnen n3menenne pCK®
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 10.07.2025 N2 17167

OTHOCHTEJILHO MCXOJHOTO 3HAYEHHS OBLIO CXOKHM B rb%h%;;' EHREAL E—Jgt3H1'v;ﬁ7’1Jr_ﬁkf7jll:}§ ' m%8

rpynne ganarmudiosuHa u —4,5 mia/mun/1,73 M2 B rpynne miane6o. B uccnenosanuu DELIVER
cHmkeHue cpeaHero 3Hadenus pCK® uepes 1 mecsn cocraBmino —3,7 mi/mun/1,73 M2 B rpymme
nanarmagosusa u —0,4 mn/mMun/1,73 M2 B rpynme muane6o. Uepes 24 mecsna uzmenenne pCK®d
OTHOCHTEJIPHO MCXOJHOTO 3HAYEHHUS ObIIO CXOXKHM B IPyMax jedenus: —4,2 miu/mun/1,73 M2 B
rpynne aanarmadosuna u —3,2 mi/mun/1,73 M? B rpymme miane6o.

B wuccnenoBanun DAPA-CKD pCK® cHmwkamach ¢ TEYCHHEM BPEMEHHM KakK B TPYIIIE
nanarnudio3nHa, Tak U B Tpymme 1ianedo. [lepBonavyansHoe (Ha 14 1eHB) CHIDKEHUE CPeIHEH
pCK® cocraBuno —4,0 mu/mun/1,73 M? B rpynne nanarmudnosuna u —0,8 mu/mun/1,73 M2 B
rpynne turane6o. Yepes 28 wmecsieB usmenenne pCK® oTHOCHTETHHO HCXOTHOTO 3HAYCHHS
cocraBmuino —7,4 mMn/mMun/1,73 M? B rpynme ganaraudiosnHa u —8,6 Min/mMun/1,73 M? B rpymme
1ane0o.

CooO11eHne 0 MoJa03peBaeMbIX HEKeNaTeIbHBIX PeaKIUsIX

BaxHo coo0mare O MOAO03pEBAaCMBbIX HEXKENATeNbHBIX PEAKIHAX IIOCIE PETUCTPAIH
JIEKapCTBEHHOT'O Tpernapara ¢ 1ebl0 00ecrnedeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0NTb3a — PHUCK» JIGKAPCTBEHHOTO Tperapara. MeAWIMHCKUM paOOTHHKAM PEKOMEHIYETCS
coo0IaTe O JIIOOBIX MOI03PEBACMbBIX HEXKENATENIbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
4yepe3 HAMOHAIBHBIC CHCTEMBI COOOIICHHS O HEXKEIATeNbHBIX PEAKIMAX TOCYIapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccniickas @enepanys

®OenepanibHas ci1yx0a 1Mo Ha3opy B cdepe 31paBOOXpaHEHUs

Anpec: 109012, r. Mocksa, CriaBsiHCKasl III0OIIaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekrpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Tlepemno3upoBka

CuMOTOMBI

Janarnugno3un 0Oe30maceH M XOpOIIO IEPEHOCUTCS 3J0POBBIMU J0OpPOBOJIBLIAMH  TIPU
OJTHOKpaTHOM mpueMe B jo3ax 10 500 mr (B 50 pa3 Belme pekoMeHayemoit 1103bl). I'moko3a
omnpezensaach B Moue Iocje pruema npenapara (Kak MUHUMYM, B Te4eHHE 5 JHEH mocie npuema
1036l 500 Mr), mpy 3TOM HE BBISIBICHBI cliydan 00€3BOKMBAHUS, apTePHAbHOM TUIOTECH3HH,
AIIEKTPOJIUTHOTO JaucOanaHca, KIMHUYECKH 3HAYMMOro BIUsHHUS Ha umHTepBan QTC. Yacrora
pa3BUTHS THUIOTIIMKEMUU ObLTa CXOXEH ¢ YacToTod mpu mpueme Iuianebo. B kamHMYeckux
UCCIIEIOBAaHMSIX Y 3/IOPOBBIX TOOPOBOIBIEB 1 marueHToB ¢ C/] 2 Tuna, MpuHUMaBIINX Mperapar
OJIMH pa3 B cyTkH B A03ax a0 100 mr (B 10 pa3 BbIlle MaKCHMaIbHONH pEKOMEHAYEMOU J03bI) B
TE€YeHHEe 2 Henesb, 4YacToTa Pa3BUTHUS THUIIOTIMKEMUHU OblIa HEMHOTO BBIIIE, YEM IpU IpHUEMe
mrane0o, W HE 3aBHceNa OT J03bl. YacToTa pa3BUTHS HEXKENATeNbHBIX SBICHHHA BKIIOYast
00€3BOKMBAHNE WIIH apTePUATbHYIO THITOTEH3HIO, ObIJIa CX0XKEH ¢ 4acTOTOW B rpyIie Iuiamneoo,
IpPU 3TOM HE BBISBICHO KJIMHUYECKH 3HAYUMBIX, J0303aBHCHMBIX H3MEHEHUH J1a00paTOPHBIX
MoKa3aresei, BKJIIoYasi ChIBOPOTOUHYIO KOHIEHTPAIUIO 3JIEKTPOIUTOB U OMOMapKepoB (hyHKIUU
MOYEK.

Jleuenue

B cinydae mepeno3upoBKH HEOOXOIMMO MPOBOIUTH IMOJJIEPKUBAIOLIYI0 TEPANUIO, YUUTHIBAS
COCTOSTHUE MallMeHTa. BriBeienne nanarin@ao3uHa ¢ oMol FreMoJualin3a He U3y4aioch.

5. ®APMAKOJIOIT'MYECKHUE CBOMCTBA

5.1. dapmakoaguHAMHYECKHE CBOIICTBA

dapMakoTeparieBTHYeCKass TpPyMNa: THIIOTIMKEMHYECKOe CPEJICTBO Ui IEPOPATTLHOTO
MPUMEHEHHS — UHTUOUTOP HATPUII3aBUCHUMOTO MEPEHOCYHKA TITIOKO3bI 2 THIIA.

Kox ATX: A10BKO1
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COOTBETCTBYET :
ot 10.0

(MOCNEONCBATE] I:.—'ZZ..-Z_ 5 0003)

MexaHu3m AeNCTBUS

Mamarnudnosua — MomHblii (koHctanta uHruoupoBanus (Ki) 0,55 HM), CeaeKTHBHBIA |
00paTHMBbIi HHTHOMTOP HATPUI-TIIIOKO3HOTO KOTpaHcnoprepa 2-ro tuma (SGLT2).
Nurun6upoBanre SGLT2 mamarnudio3nHOM BBI3BIBAET CHIDKCHHE PeabCOPOIIMHU TIIFOKO3BI U3
KITyOOYKOBOTO (UIbTpaTa B TPOKCUMATBHBIX IMOYEYHBIX KaHAIBIAX C COMYTCTBYIOUINM
CHI)KEHHEM peaOcopOIuK HATPUsl, MPUBOAS K BBIBEICHUIO TJIFOKO3bI MOUKAMHU U OCMOTHYECKOMY
muype3y. Takum o0pa3oM mganaraugUio3WH YBEIMYMBACT JOCTAaBKY HATPHsl K JUCTATbHBIM
KaHaJbllaM, 4YTO YCHJIMBAaeT KaHAJIbLIEBO-KIyOOUKOBYI0 OOpaTHYIO CBSI3b M CHIIKAeT
BHYTPUKIyOOYKOBOE JaBJICHHE. JDTO B COYETAHUU C OCMOTHYECCKUM IHYPE30M TMPUBOAHT K
YMEHBILIEHUIO TMEeperpy3ku 00bEMOM, CHUKCHHMIO apTEepPHabHOTO HAaBJIICHHUS U YMEHbBIIECHUIO
OpeIHarpy3kd ¥ TIOCTHArpy3KH, YTO MOXKET OKa3blBaTh OJArompusTHOE BIMSHHE Ha
pPEMOJICIIUPOBAHKE CEP/ILla U AUACTOINYECKYIO (PYHKIIHIO, a TAKXKE COXPAHATH (DYHKIUIO MOYEK.
B xmmanuecknx umccnenoBanuax DAPA-HF, DELIVER u DAPA-CKD 6nuto mOKa3aHO, 4TO
OJaronpusATHOE BIUSHUE Aanariu@io3nHa Ha CEep/Ile U MOYKH 3aBUCUT HE TOJIBKO OT CHIKEHUS
KOHIICHTPAIlMHU TJIIOKO3bI B KPOBU U HaOI01aeTcs He ToJbKo y nanueHToB ¢ C/I 2 tumna. [dpyrue
3¢ (}exThl BKIIOYAIOT MOBBIIICHHE TeMAaTOKPUTA U CHUKEHHE MACChI Tela.

Janarnugno3nH CHIKAeT KOHIEHTPAIMIO TIIFOKO3bI TUIa3Mbl KPOBH HATOIIAK M TIOCIE MpHeMa
UM 32 CYET YMEHbIIECHUs peabcopOIuu TIIIOKO3bl B TMOYEYHBIX KaHAlblLAX, CIIOCOOCTBYS
BBIBEJICHHIO TIIFOKO3BI TIOYKaMU. BeiBeieHIe MITI0K03bI (TII0K03yprueckuii 2pdext) Habmogaercs
yIKe TOCJIe pueMa IepBoi 036l Mpenapara, COXpaHIeTCs B TEUCHUE MOCIEAYIoMUX 24 4acoB U
MPOJIOJDKACTCS HA TPOTSDKEHUU Beel Tepanuu. KonumuecTBO TIFOKO3bI, BRIBOJMMOM IMOYKaMH 3a
CYET 3TOTr0 MEXaHMU3Ma, 3aBUCUT OT KOHIIEHTPAIIMH TTIOKO3bI B KPOBU U OT CKOPOCTH KITyOOUKOBOM
¢unbrparuu (CK®). Takum oOpazom, y MalMeHTOB ¢ HOPMAITLHON KOHIICHTPAIMEH TIIFOKO3BI B
KpOoBH Ha (poHE MpHMEHEHHs Aanariu@io3uHa OoTMEYaeTcs HU3Kas CKIOHHOCTh K Pa3BUTHIO
runorukemud. Jlanarnmndao3ud He HapyliaeT HOPMAIBHYIO MPOJYKIIUIO YHIOTEHHOU TIIFOKO3BI
B OTBET Ha THMOTIMKeMuro. JlelicTBue mamariugo3rHa He 3aBUCHT OT CEKpEIUU WHCYIWHA U
YYBCTBHTEIHLHOCTH K MHCYJIMHY. B KIIMHUYECKUX MCCIICAOBAHUSIX Janarin@ao3uHa 0TMEYaIoCh
yiyuiieHue Gpynkimn oera-kierok (tect HOMA, homeostasis model assessment).

SGLT?2 cenekTHBHO dKCIIpeccupyeTcs B moukax. Jlamarmmdiio3nH He OKa3pIBaeT BO3ACHCTBHS HA
JIpyTHe TEPEeHOCUMKH TIIIOKO3bI, OCYIIECTBIISIFOIIME TPAHCIOPT TIIOKO3bI K MepH(pEepUIecKuM
TKaHsM, H posiBisieT 6onee yem B 1400 pa3 Gonbinyto cenekTuBHOCTE K SGLT2, ywem k SGLTIL,
OCHOBHOMY TPAHCIIOPTEPY B KUILIEYHHUKE, OTBEYAIOIIEMY 32 BCACHIBAHUE TIIFOKO3BI.

®dapmakoanHamuueckue G HeKThl

[Tocne mpuema namariuduio3uHa 370pOBBIMU A00poBOJbllaMu U mamueHtamu ¢ CJ[ 2 tuma
HAOMIOIAIOCh  YBEJIMYEHUE KOJIMYECTBA BHIBOJAMMON TMOUYKaMH TJIOKO3bl. [lpu mpueme
nmanariaudosnnaa B 1o3e 10 Mr/cyrku B Teuenue 12 Hepens nauenTamu ¢ CJ[ 2 Tuna npuMepHO
70 T IIIIOKO3BI B CYTKU BBIAEISIOCH MOYKaMHU (4TO COOTBETCTBYET 280 KKaJI/CyTKH). Y MalMeHTOB
¢ CH 2 Tuma, mpuHUMaBIIMX Aanariau@uo3uH B go3e 10 Mr/cyTku umrtenbHO (10 2 IeT),
BBIBE/ICHHE TIIIOKO3BI ITOJEP/KUBAIOCh HA MPOTSHKEHNN BCETO Kypca TEPaInu.

BriBegenue TUIOKO3bI TMOYKaMU MpU NPUMEHEHUH Janariuduio3nHa Takke MOPUBOJIUT K
OCMOTHYECKOMY INYpe3y U yBEIHUeHHIO o0beMa Moun y naruenTos ¢ CJl 2 tuna. YBenuueHue
o0bema Moun y manueHToB ¢ CJ[ 2 Tuma, mpuHUMABIIMX Janariaudo3ud B 1o3e 10 mr/cyTkw,
COXPaHSJIOCh B TeUeHue 12 Helenb U COCTaBIsUIO MPUMEPHO 375 Mil/CyTKH. YBelnyeHne oobema
MOYM CONPOBOXKJAIOCH HEOONBIIUM W TPAH3UTOPHBIM TOBBIIIEHHUEM BBIBEIECHUS HATpUs
MOYKaMH, YTO HE IPUBOJAWIIO K U3MEHEHUIO KOHIIEHTPALIMU HATPHUS B CBIBOPOTKE KPOBH.

Kpome Toro, ormeuanoch KpaTkoBpeMeHHOE (B TedeHHe 3-7 aHEH) yBEIHMYEHHE SKCKpEeInu
MOUYEBON KHUCIIOTBI C MOYOM, CONPOBOXKAABIIEECS YCTOMYMBBIM CHM)KEHHEM KOHIEHTPALUU
MOYEBOW KHUCJIOTHI B CHIBOPOTKE KpOBH. Uepe3 24 Heenu CHUKEHHE KOHIEHTPAUH MOYEBOU
KHCJIOTHI B CBIBOPOTKE BapbupoBaio oT —48,3 1o —18,3 mxmons/n (ot —0,87 no —0,33 mr/mn).
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COOTBETCTEYET 3K(
ot 10.07.2

(nocneno BATEN

Kinnanueckas 2¢dekTUBHOCTE M 0€30I1aCHOCTE

C 2 tuma

VYiydiieHue KOHTPOJISl TIMKEMUU U CHIDKEHHE 3a00JIeBa€MOCTH U CMEPTHOCTH MO IPUYUHE
CEpAEUYHO-COCYIUCTON MATOJOTUU U OCJIOKHEHUI CO CTOPOHBI ITOYEK SIBIISIOTCA HEOTHEMIIEMOM
yacteio nedenus CJI 2 Turma.

Jnst oueHKH >(PQPEKTUBHOCTH KOHTPOJS TIMKEeMHUH M Oe3omacHOCTH Jamariugio3nHa ObL1o
npoBefeHO 14 [BOMHBIX CHENBIX PaHAOMU3UPOBAHHBIX KOHTPOJHUPYEMBIX KIMHHUYECKUX
uccienoBanuii ¢ yuactuem 7056 B3pocibix naunenTos ¢ CJ1 2 tuna, B KoTopbix 4737 nanueHToB
nonydanu  ganariauduiosud. 12 WccnepoBaHUW  OpeaycMaTpUBalld  IEPUOJ  JICUCHUS
MPOJIOKUTENIBHOCTBIO 24 Helenu, 8 uccieJOBaHui — JIOMOTHUTENIbHBINA TEPUO]T JJOJITOCPOYHOTO
nedeHus: ot 24 no 80 Hemenb (0OIIas MPOJOKUTEILHOCTh MccienoBanuii — 104 wenenwm), 1
HCCIIe0BaHUE TIPEYyCMAaTPUBAJIO MEPUO]] JICUCHHUS MPOAOIKUTEIBHOCTBIO 28 Helenb, U eie 1
WCCAEAOBAaHUE — TIEPUOJ JICUEHUS TMPOAODKHTENbHOCTRIO 52 u 104 wHemenmu (oOmias
IIPOJOJKUTENBHOCTD UcciaenoBanus — 208 Henens). Cpennss npogomkurenbHocts CJ 2 Tuna y
nanueHToB Bapbuposaina oT 1,4 10 16,9 net. YV 50% nauuenToB ObUI0 HapylIeHHE GYHKIIMH TOYEK
JeTKOM creneHu TshkecTH, 11% mammeHToB — HapymieHne (yHKIHMHA NMOYEK CpelHEH CTeneHH
TsoKecTH. 51% manueHToB ObLUTH MYy>KCKOT0 TIoJ1a, 84% mpHUHAIe AT K eBpONeouIHOM pace, 8%
— K MOHTOJIOUJTHOM pace, 4% — K HerpouaHoi pace, a 4% -k Apyrum pacoBbiM rpymmnam. Y 81%
ManueHToB 3HaueHue nnjekca maccel tena (MMT) cocraBuiio > 27. Kpome Toro, 6110 MpOBEACHO
7IBa MJ1a11e00-KOHTPOIMPYEMBIX HCCIIEIOBAHUS IPOIOJDKUTEIHLHOCTHIO 12 Helenb Y MalueHTOB ¢
C/J1 2 tuna c HeaJeKBaTHBIM KOHTPOJIEM INIMKEMHUH U apTePUAIbHON TUIIEPTEH3HH.

s onenku 3¢ dekra gamarmudoznHa B 03¢ 10 Mr mo cpaBHEHHIO ¢ IIane00 B OTHOIICHUU
CEpJCYHO-COCYIUCTRIX M TOYEUHBIX HMCXOJOB OBUIO MPOBEICHO HCCIIEOBAHUE CEPJICYHO-
cocyauctbix ucxongoB DECLARE, B kotopom npunsiiu yuactue 17160 nauuenros ¢ C/1 2 Tuna ¢
JMarHOCTHUPOBAHHBIM CEPJICYHO-COCYAUCTHIM 3a00I€BaHNEM WJIH 0€3 Hero.

Koumponw enuxemuu

Monomepanus

g ouenku OezonmacHocTH U 3 @PeKTUBHOCTU JManariu@io3rHa B KaueCTBE MOHOTEPANUU Y
NAIMeHTOB C HeaJaekBaTHbIM KoHTpojemM CJI 2 Tuma ObUIO TPOBENEHO [BOIHOE clenoe
1a11e00-KOHTPOJIMPYEMOE  MCCIEI0BaHUWE  MPOJOJDKUTENBbHOCThIO 24 Hemenn  (C
JIOTIONTHUTEBHBIM TIepuooM JsieueHus ). [Ipu mpueme mamarnmudruoszuHa 1 pa3 B CyTku ObLIO
oTMeuYeHO cratuctuuecku 3Haunmoe (p < 0,0001) ymeHblIeHHE YPOBHS TIJIMKHPOBAHHOIO
remorsioouna (HbAlc) mo cpaBHeHuto ¢ mpuemom rmiarebo (tabuumna 1).

B nomonHuTensHOM miepuoe JieueHus cHibkenne ypoBHs HDAlc coxpansiiocs BioTh 10 102
HeZenu (CKOPPEKTUPOBAHHOE CPEAHEE N3MEHEHHE OTHOCUTENBHO UCXOAHOTO ypoBH:: —0,61 % n
—0,17% nnst nanarnudiao3usa 10 Mr u mianedo COOTBETCTBEHHO).

Taéauua 1. Pesyabrarel, mnoaydennnie 4epes 24 wegesim (LOCFYH) B
I1a1e00-KOHTPOJIMPYEMOM HCCJIeIOBAHMH TNpPUMEHeHMs aanaraudJio3diHa B KavyecTBe
MOHOTEpANuu

MonoTepanus
Janarnudgiosun Inanedo

10 mr
N? 70 75
HbA1c (%)
Hcxonaubiil ypoBeHb (CpeiHee) 8,01 7,79
H3MeHeHne OTHOCUTEIIBHO UCXOTHOTO ypOBHSI3 -0,89 -0,23
Pa3sHOCTh OTHOCHTENHHO MUIAIe00° -0,66*
(95% J11) (-0,96, —0,36)
% manmeHToB, TocTHrmux ypoBHs HbAlc < 7%
3HaueHue, CKOPPEKTHPOBAHHOE OTHOCHUTEIILHO 50,8° 31,6
HCXOJJTHOTO YPOBHS
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COOTBETCTBYET 3KI(

ot 10.07.2

Macca Tena (kr) LI TEAVER
Hcxonuplii ypoBeHb (CpeaHee) 94,13
H3MeHeHne OTHOCUTEIIBHO UCXOMHOTO yp013H513 -3,16
Pa3sHOCTh OTHOCHTEIBHO IUIane6o0° -0,97
(95% J1N) (-2,20, 0,25)

1 LOCF: MePEHOC JJAHHBIX MOCJIEIHETO (10 TPUMEHEHHUS HEOTJIOKHOU Tepanuu JJis alueHTOB, Y
KOTOPBIX OHA IPUMEHSJIACH) HAOJIOICHUS BIIEPE/I.

2 Bce paHIOMH3MPOBAHHBIE TAIIMEHTHI, TTOTyJHBIINE He MeHee | 03Bl HCCIIeIyeMOoro Ipernapara
B JIBOMHOM CJIETIOM PEXXHME B KPATKOCPOUYHOM JIBOMHOM CIIEIIOM MEPHUO/IE.

3 Cpennee 3HaueHME, PaCCUNTAHHOE METOIOM HAMMEHBIIMX KBAaJPATOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEJIbHO UCXOJTHOTO YPOBHS.

4p <0,0001 mst pazmums ¢ mwianeo.

® BBU/y BBINOIHEHHS MOCIENOBATENLHOIO CTATUCTUYECKOTO AHANM3a BTOPHYHBIX KOHEYHBIX
TOUYEK OIIEHKY CTATUCTHUECKON 3HAYMMOCTH HE ITPOBOIMIIH.

Kombunuposannas mepanus

B uccrienopannu He MeHbIIEH 3)PEKTUBHOCTH C aKTHBHBIM KOHTPOJIEM TPOIO0KATEITHHOCTHIO
52 Henenu (¢ JOMOTHUTEIBHBIMU MIEPHOJAMHU JICYSHHSI TPOJAOJKUTENBHOCTBIO 52 1 104 Henemnn)
MIPOBOMIIA OIEHKY JamnariugJio3MHa B KadecTBE MO00aBIICHUS K Teparmud METGOPMHUHOM IO
CPaBHEHUIO C MPOU3BOJHBIM CYNIb()OHUIMOYEBUHBI (TTUMHU3UI) B KauecTBE A00aBICHUSA K
Tepanuu MeT(HOPMHUHOM Y MAIUCHTOB C HeaJeKBAaTHBIM KOHTposieM riukemun (HbAlc > 6,5% u
< 10%). 1o pe3ynbraTam uccieqoBaHus ObUIO OKa3aHO CXOJHOE CpeHee YMEHBIICHUE YPOBHS
HbAlc oTHOCHTEIBHO MCXOMHOTO YPOBHS BILIOTH JO 52 HEACTH [0 CPABHCHHIO C Teparuen
TJIMIIUA3HU]IOM, YTO CBHIECTEIBCTBYET O HE MeHbIeH d(h(PeKTUBHOCTH Tepanuu Janaraudio3uHOM
(trabmuma 2). Yepes 104 Hemenu CKOPPEKTHPOBaHHOE cpeaHee nm3MeHenue ypoBHs HbAlc
OTHOCHUTENIbHO HMCXOJHOro ypoBHs coctaBuwino —0,32% nns manarnudnosuna u —0,14% npns
rmunusuaa. Yepes 208 Hemenb CKOPPEKTHpPOBaHHOE cpenHee u3MeHeHwe ypoBHs HbAlc
OTHOCUTEJIBHO HMCXOJHOro ypoBHs coctaBwio —0,10% pnsa pamarnudnosuna u 0,20% s
rmnu3uaa. Yepes 52, 104 u 208 Hemenb CTaTUCTUUECKH 3HAYMMO MEHbINAs J0JIs MAIMeHTOB B
rpynre aanarnudunosuna (3,5%, 4,3% u 5,0% cooTBeTCTBEHHO), IEpeHecIa 0 KpaiiHe Mepe OAUH
SMU30J] TUMOTIMKEMHHM 10 CpaBHEHHIO c rpynmod rmmnusuga (40,8%, 47,0% u 50,0%
COOTBETCTBEHHO). J{0oJig MalueHToB, OCTaBIIMXCsA B uccienoBanuu depe3 104 u 208 Henmenb,
cocraBmia 56,2% u 39,7% B rpynne nanarnudiaosuna, u 50,0% u 34,6% B rpymnne raunu3uaa.

Tabauua 2. Pesyabrarbl, nodaydennnie uepes 52 megean (LOCF!) B cpaBHUTeaLHOM
HCCJIEeJOBAHMU C AKTHBHBIM KOHTpPOJIeM IO OLeHKe Ao0aBjeHusi AanariauduiosuHa u
TJIMIIA3HAA K Tepanuu ¢ MeT(popMUHOM

IToka3aTteib Janmaraudgaoznn I'nunu3ung B
B J00aBJieHHEe K | J00aBJIeHHE K
MeT(GOPMHUHY MeT(GOPMHUHY

N2 400 401

HbAlc (%)

Wcxonnplit ypoBeHb (CpemaHee) 7,69 7,74

HM3MeHeHre OTHOCUTENLHO UCXOIHOIO ypOBH}I3 -0,52 -0,52

Pa3HOCTH OTHOCHTENBHO TEpamuu TIWUMU3UIAOM B -0,00*

COYETaHUM C MET(hOPMUHOM®

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

Macca Tesa (kr)

VcxonHblil ypoBEeHb (CpeHee) 88,44 87,60

HN3MeHeHne OTHOCUTENHLHO UCXOIHOIO ypOBH;{3 -3,22 1,44

Pa3HOCTH OTHOCHTENBHO TEpamuu TIWUMH3UIAOM B —4,65°

COYETaHUH ¢ METGOPMHHOM®
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COOTBETCTE?
oT 1.: :7 '-'

| (95% JIN) 1055405

L LOCEF: MEPEHOC JIAHHBIX TOCIEAHETO HAOMIOACHUS BIIEPE/.

2 PanIOMU3MPOBAHHEIE U TIONTyYaBIIHE JICIEHHE TIAIUEHTH C HCXOIHOM OIEHKOH 1 KaK MHHUMYM
OJIHOM OIIEHKOH 3((HEKTUBHOCTH TIOCIIC UCXOIHOTO YPOBHS.

3 Cpenmee 3HaueHMe, pacCUMTAHHOE METOOM HAMMEHBIIMX KBAAPATOB, CKOPPEKTUPOBAHHOE
OTHOCHUTEIILHO UCXOHOTO YPOBHSI.

4 He wmenpmas 3(p(EKTUBHOCTh 1O CPAaBHEHHIO C Tepanuell TIMIU3HAOM B COUETAHHH C
MeT(hOpPMUHOM.

°>p <0,0001.

[Ipumenenne pamarnuduio3uHa B KadecTBe J00OaBIEHUS K Tepamuud METGOPMHUHOM,
[JIMMENUPHUIOM, MET(HOPMUHOM M MPOU3BOJIHBIM CYJIb()OHUIMOYEBHHBI, CUTArJIUIITUHOM (C
METGOPMHUHOM WM O€3 HET0) WK IpenapaToM HHCYJINHA PUBEJIO K CTATUCTUYECKH 3HAYMMOMY
ymeHbleHuto ypoBHs: HbAlc yepes 24 Henenu mo cpaBHEHUIO ¢ mpueMoM ruiaiedo (p < 0,0001;
TabauIe! 3, 4 u 5).

VYmenbinerue yposas HbAlc, nabmomaemoe yepes 24 Helelin, HOCUIIO YCTOWYHMBBIH XapakTep B
UCCIIEeIOBaHUAX Ja00aBieHus naanariudiaosuHa (K MHMMENUPUAY WM IpernapaTy HHCYJIHMHA)
COIJIACHO JAaHHBIM, IOJYYEHHBIM BIUIOTH 110 48 Heaenb Tepanuu (rumenupun) u 104 Henenb
Tepanuu (mpenapat uHCylIuHa). Yepe3 48 Hemenb mMpuMeHEHUs Aamariu@io3nHa B KauyecTBe
N00aBIEHHS] K TEPAlTUM CUTATTUNTHHOM (C METQPOPMHUHOM HIIH 0€3 HEero) CKOPPEKTHPOBAHHOE
CpelHee M3MEHEHHE OTHOCHTENILHO HMCXOJHOTO YpOBHS Ul manariaudio3uHa B ao3ze 10 mr u
wiane6o cocrasmwio —0,30% u 0,38% coorBercTBeHHO. B mccnenoBanum mamariudiio3nHa B
KavyecTBe Jao0aBiicHUS K Tepamuu MeTGopMUHOM ymeHbineHue ypoBHs HDAlc coxpansuioch
BIJIOTh 10 102 Henenu (CKOPPEKTHPOBAHHOE CpEHEE W3MEHEHHME OTHOCHUTEIBHO HCXOJHOTO
ypoBHs: —0,78% u 0,02% st nanarnudiosuna 10 mr u mianedo coorBeTcTBeHHO). Yepes 104
HE/IEIW WCCIIEeNOBaHUs Aanariu@io3nHa B KadecTBEe JOOABICHUS K TEpaluu MpernapaToM
MHCYNMHA (B KOMOWHAIMM C JIOTIOJIHUTENBHBIMU THITOTJIMKEMUYECKHMMHU TIpernapaTaMu Wi 0e3
HUX) CKOPPEKTHPOBAHHOE CpelHee yMeHblieHue ypoBHsS HDALcC OTHOCHTENBHO HCXOIHOTO
ypoBHs coctaBuiio —0,71% u —0,06% ma ganarnudnosuna 10 Mr 1 mianedo cOOTBETCTBEHHO.
UYepes 48 u 104 Hepenu y nallieHToB, OJIydyaBIINX Aanarindiao3ud B 1o3e 10 mr, 103a npenapara
MHCYJIMHA OCTaBalach CTaOMIBHOM IO CPABHEHUIO C UCXO/AHBIM YPOBHEM U B CPEHEM COCTaBJIsIIA
76 E]l/cytku. B rpymnme, monydaBmiei Tutanie60, HaOMIOJAIOCh CPEIHEE YBEIMYEHUE 03B
npenapara uHcynuHa Ha 10,5 Ell/cytku u 18,3 EJl/cyTkM OTHOCHTEIBHO MCXOJIHOIO YPOBHS
(cpenusas noza: 84 EJll/cytku u 92 EJl/cytkun) uepe3 48 u 104 Henpenu coorBeTcTBeHHO. Jl0ms1
MalUeHTOB, OCTaBIIMXCS B HcciaenoBanuu uepe3 104 Henmenum, cocraBuna 72,4% B rpymme,
noy4aBiiei ganarnudaosun 10 mr, u 54,8% B rpymne, moaydaBiien mianedo.

Ta6auna 3. Pe3yabTaThl m1aned60-KOHTPOJIMPYEMbIX HccaeA0BaHMN Aanariauduo3uHa B
Ka4yecTBe J00aBJeHHS K Tepanuu MeT(GOPMHMHOM HJIHM CUTAIJIMITHHOM (C MeT()OPpMHHOM
nin 0e3 Hero) NpoaoJKNTeabHOCThI0 24 Hegean (LOCF®)

Kom0OunnpoBanHas Tepanus (100aBJieHHE)
Mergopmun’ Wuru6urop JAIII-4
(cutaraunTun®) £ merdgopmun

1

HManaraudgaosun | [lnanedo | Janaraudaosun nanedo
10mr 10mr

N* 135 137 223 224
HbA1c (%)
Hcxonusii YPOBEHb 7,92 8,11 7,90 7,97
(cpennee)
HN3menenue -0,84 -0,30 —-0,45 0,04
OTHOCHUTEJIEHO
HCXOJIHOTO YPOBHS®
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.07.2025 N= 17167
(MoOENenoc éné'eEJ'II:HC!ET:u 0003)

Pa3HOCTH OTHOCHTEIBHO —0,54°

me6o°
(95% J1N) (0,74, -0,34) (0,62, -0,34)
% NalieHTOoB,
AOCTHT X YPOBHS
HbAlc < 7%

3HaueHue, 40,6" 25,9
CKOPPEKTUPOBAHHOE
OTHOCHTEIILHO
HCXOJIHOTO YPOBHSI
Macca Tesa (kr)

HUcxonusiii YPOBEHb 86,28 87,74 91,02 89,23
(cpenuee)

HN3smenenue —2,86 -0,89 2,14 -0,26
OTHOCHUTEIILHO

HCXOJHOTO YPOBHS®

PasHocte OTHOCHUTEIBLHO —1,97° -1,898

mwiare6o°

(95% J1N) (-2,63,-1,31) (-2,37,-1,40)

! Mergopmun > 1500 mr/cyrku.

2 CurarmunTus 100 Mr/cyTku.

8 LOCF: nepeHoc JaHHBIX MOC/IEIHEr0 HAGMOAEHH S (10 IPUMEHEHNS HEOTI0KHON Teparuu s
MAIMEHTOB, Y KOTOPBIX OHA IPUMEHSIIACh) BIEPE.

* Bce paHI0MU3MPOBAHHbIE ALIMEHTHI, IOIYyYHBIINE He MeHee | 103l HCCileyeMOoro mpernapara
B JIBOMHOM CJIETIOM PEXHUME B KPaTKOCPOYHOM JABOMHOM CJIEIIOM NEPHO/IE.

° CpenHee 3HAaYCHUE, PACCYUTAHHOE METOJOM HAMMEHBIIMX KBAaJPaToB, CKOPPEKTHPOBAHHOE
OTHOCHUTENIbHO UCXOJIHOTO YPOBHSI.

6 p < 0,0001 nns pasnUuMs OTHOCHTENHHO Teparyy IMIanebo B COYETAHWH C MepOPaTbHBIM
TUINOTIMKEMUYECKHUM MTPETapaToM.

"p < 0,05 nnsa pasnuMuMs OTHOCHTENHHO TEPAalUM IIAe00 B COYETAHUH C ITEpPOpaibHBIM
TUIOTIMKEMUYECKHUM MTPETapaToM.

Ta6auna 4. Pe3yabTaThl MJIane00-KOHTPOJIMPYEMBIX HcciaenoBanuii Aanaraudgio3nHa B
KayecTBe 100aBJIeHUs K TePANUU NPONU3BOIHBIM CYJb(OHNIMOYeBHHBI (IITUMENNUPUI) HIH
MeT(OPMHHOM H MPOU3BOJAHBIM CYJIb(OHUIMOYEBUHBI MPOI0TKUTEIbHOCTHIO 24 Heleau

Kom0OnnnpoBanHas Tepanus (100aBJieHHE)
IMpoussoanoe IMpousBoanoe
CYJIb(POHMIMOYEBHHBI CyJIb()OHMIMOYECBHHBI B
(rmumenupuat) COYeTAHUH ¢ MeT(GOPMHHOM?
HManaraudaosun | [lnanedo | Janarauduao3un nanedo
10mr 10Mmr
N3 151 145 108 108
HbA1lc (%)*
Ucxoausrii YpOBEHB 8,07 8,15 8,08 8,24
(cpennee)
HsmeneHnue -0,82 -0,13 —0,86 -0,17
OTHOCHTEIIBHO
FICXOJTHOTO YPOBHS"
Pa3HocTh OTHOCHUTEIBLHO -0,688 -0,698
we6o°
(95% 1) (-0,86,-0,51) (-0,89, -0,49)
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COOTBETCTBYET 3K
ot 10.07 .2

= —
T TTELL DS

% NMaINUEHTOB,

AOCTUTIINX YPOBHS
HbAlc < 7% (LOCF)®
3HaueHue, 31,78 13,0 31,88 11,1
CKOPPEKTUPOBAHHOE
OTHOCHUTEJIBHO
MCXOJHOI'O YPOBHS
Macca Teja (kxr)
(LOCF)®
HUcxonusiii YPOBEHb 80,56 80,94 88,57 90,07
(cpenuee)
HUsmenenue —2,26 -0,72 —2,65 -0,58
OTHOCHUTEIIBHO
HCXOIHOTO YPOBHS®
Pa3nocte OTHOCHUTEIBLHO —1,548 2,078
wiare6o°
(95% A1) (-2,17,-0,92) (2,79, -1,35)

! Tnumenmpun 4 mr/cyTku.

2 MerdopMuH  (leKapcTBeHHbIE (OPMBI C HEMEMIEHHBIM MM  MPOJOHIHPOBAHHEIM

BBICBOOOXKIeHHEM) B J103€ > 1500 MIr/CyTKH B COUETAaHMU ¢ MAaKCUMAaJIbHOW MEPEHOCUMOM 10301

(moyKkHA  COCTaBISITH HE  MEHEE IIOJIOBUHBI  MAaKCHMajibHOW  J03bl) IMPOU3BOJIHOTO

Cy/b(OHMIMOUEBUHBI B TEUEHUE KAaK MUHUMYM 8 HEJIeNb /10 BKJIIOUEHHSI B UCCIIEIOBaHUE.

3 PanjoMU3MpOBAHHEIE M OTyYaBIIHE JeUeHHE TAIMEHTHI ¢ HCXOIHOH ONEHKON 1 KaK MUHHUMYM

OJTHOM OLEHKOW 3((HEKTUBHOCTH MOCIIE UCXOAHOTO YPOBHSL.

* Cton6upt 1 u 2 — anamus yposus HbAlc ¢ npumenennem merona LOCF (cM. npumeuanue 6);

ctonbusl 3 u 4 — ananu3 ypous HbAlc ¢ npumenenuem metoga LRM (cMm. npumevanue 7).

® Cpennee 3HaueHHe, PACCYNTAHHOE METOJOM HAMMEHBIINX KBAJPaToOB, CKOPPEKTHPOBAHHOE

OTHOCHUTEJIBHO UCXOJHOTO YPOBHSI.

® LOCF: mepeHoc JaHHBIX TOCTEAHEro (MALMEHTHl 10 MPUMEHEHMS HEOTIOKHOH Teparum)

HaOII0IeHUs BIIEPE].

" LRM: mpo0sIbHbIil aHATN3 TTOBTOPHEIX H3MEPEHHIA.

8p < 0,0001 11 pasnUuMs OTHOCUTENHHO TEPANMK IUIANe60 B COYETAHHH C TIepOpambHBIM(-H)

TUIONIMKEMUYECKUM(-H) ITpernapaToM(-aMH).

Taéauua 5. Pesyabrarnl, mnoaydennnie 4epes 24 megesm (LOCFYH) B
1a1e00-KOHTPOJIUPYEMOM HCCJICIOBAHNH aanarjangio3nna B KayecTBe
KOMOMHHPOBAHHOI Tepanuu ¢ HHCYJIHMHOM (B KayecTBe MOHOTEPANMHU WM B KOMOMHAIINH
¢ epOpaJIbHBIMYU THIOIJIMKEMHUYEeCKMMHU NpenapaTamMmu)

Ioka3zarenn JanaraudJozun 10 Ilnaunedo B
MI' B KOMOMHAIINH C KOMOMHAIIHH C
HHCYJIMHOM =* HHCYJIMHOM *
nepopajbHble nepopajbHble
THIOTJIMKEMHYECKHE | THNOTJIMKEeMUYecKne
npenaparbi’ npenaparbi’
N2 194 193
HbAlc (%)
VcxonHblil ypoBEeHb (CpeHee) 8,58 8,46
HN3MeHeHne  OTHOCUTEIBHO  HCXOIHOTO -0,90 -0,30
YPOBHS
Pa3HOCTb OTHOCHTEJBHO MIAe60° -0,60*
(95% J1N) (0,74, —0,45)
Macca Tena (kr)
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COOTBETCTBYET 3KI(

ot 10.07.2

VcxoaHbIi ypoBEHD (CpeaHee) \g4pg IELUEA

N3menenue OTHOCHTEIBHO HCXOJIHOI'O -1,67

YPOBHS®

Pa3sHOCTh OTHOCHTENBHO MUIAIe00° -1,68*

(95% J1N) (-2,19,-1,18)

Cpennsist cyrounasi 103a uucyyauna (EJI)°

Hcxonuslii ypoBeHb (cpenHee) 77,96 73,96
H3MeHeHne  OTHOCUTENBHO  HCXOIHOTO -1,16 5,08
YpOBHST®

Pa3sHOCTh OTHOCHTEIBHO IUIane6o0° 6,234

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

[TaiueHTBI  CO  CHIDKCHHEM  CPEIHEH 19,7° 11,0
CYTOYHOH N103bI MHCYJIMHA HE MEHEEe 4YeM Ha

10% (%)

! LOCF: nepeHoc JaHHBIX MIOCIETHETO (10 MK B ATy IEPBOTO MOBBIMIEHUS 03bI MHCYIMHA, TIPH
HEOOXOUMOCTH ) HaOJIIOICHUS BIIEPE/I.

2 Bce paHIOMU3HPOBAHHBIE MAIIMEHTHI, OTyYHBIINE He MeHee | 1035l HCCileyeMoro mpenapara
B JIBOMTHOM CJICTIOM PEXHME B KPAaTKOCPOYHOM JBOMHOM CIIETIOM MEPHO/IE.

3 Cpennee 3HaueHMe, PACCUMTAHHOE METOJOM HAMMEHBIIMX KBAaJPAaTOB, CKOPPEKTHPOBAHHOE
OTHOCHUTEIIbHO UCXOTHOTO YPOBHS U HAJIMYHS MEPOPATHHOIO THIIOTTIMKEMUYECKOTO Mpernapara.
4p < 0,0001 g1 pasnuuEs OTHOCHTENBHO TEPANMH IUIANE00 B COUYETAHWH C MHCYIMHOM
MepopalIbHbII THIOTTMKEMUYECKHH Mpenapar.

® p < 0,05 nug pa3sauuMs OTHOCHTENHHO TEPAaNMH IUIAaNeb0 B COYETAHMM C HHCYIMHOM =+
MepOopalIbHbII THIOTTMKEMUYECKHH Mpenapar.

® [TopbImenne 10361 MpenapaTa MHCYIMHA (BKJIOYAs MHCYIHH KOPOTKOTO JEHCTBHS, MHCYIIMH
cpenHell mpOoJOHKUTETFHOCTH EHCTBUS U 0a3adbHBI HHCYJIHMH) JOMYCKaJIoCh TOJNBKO B CIydae
COOTBETCTBUS TALIMEHTOB NPEABAPUTEIFHO 3aJaHHBIM KPUTEPUSM KOHIIEHTPAIIMH TIFOKO3BI B
1a3Me HaTOIIaK.

"HcexomHo 50% TMaMenToB MOTydaan MOHOTEPAIHIO TIPENapaToM HHCYIIHHA; S0% MaIieHToB B
JIOTIOIHEHHE K Tepamnuy MHCYIMHOM MpUHUMANU | Win 2 mepopaibHBIX: THIOTIMKEMHUYECKUX
npenapata: u3 3Toil rpynisl 80% npuHUMaIu TOIbKO MeTQopMuH, 12%  npuHUManu
MeThOpPMUH B KOMOMHAIIMU C MPOU3BOJHBIMH CYTb()OHUIMOYEBHHBI, & OCTAIbHBIE MAlUEHTHI
MPUHUMAITY IPYTHE TIepOPATbHBIE THITOTIIMKEMUYECKHE TTPErapaThl.

Kombunuposannuas mepanus ¢ mem@opmunom y nayuenmos, panee He nopyyasuiux mepanuio

B o6meii cnoxxnoctu 1236 nanueHToB ¢ HeanekBaTHbIM KoHTposiem CJl 2 tuna (HbAlc > 7,5%
u < 12%), paHee He MOJyYaBUIMX TEPAIUIO, IPUHSAIN ydacTUE B 2 MCCIIEIOBAHUSAX C aKTUBHBIM
KOHTPOJIEM NPOAOKUTEIBHOCTRIO 24 Hexenu Juisi OoleHKH 3¢ (EeKTUBHOCTH U 0€30IacHOCTH
KOMOMHUPOBaHHOH Tepanuu AanarauduozuHoM (5 mr niam 10 Mr) B coueTanuu ¢ MeTOpMUHOM
y MallMEeHTOB, paHee HE MOJIyYaBIIUX TEPAINHIo, 10 CPABHEHUIO C MOHOTEpamnue.

Jleuenue namarnmuduoszuHom B 103e 10 Mr B komOuHanuu ¢ MmetrdopMuHoM (B 1o3e a0 2000 Mr B
CYTKHM) OOECHeunsio CTaTUCTUYECKH 3HauuMmoe yiyuiienue ypoBHs HbAlc mo cpaBHeHuio c
MoOHOTepanuel (tabiuua 6) ¥ mpuBeslo K 0osee BBIPAKEHHOMY CHMKEHHMIO KOHIEHTpaluu
rimoko3el B MazMe Haromak (I'TIH) (mo cpaBHeHHMio ¢ MoHoTepamueil) u macchl Tena (1o
CPaBHEHHMIO C Tepanuei MeT(pOpMUHOM).

Tabauua 6. Pesyabrarbl, mnoaydennnie uepes 24 megean (LOCF!) B cpaBHUTeILHOM
HCCICJOBAHMU € AKTHUBHBIM KOHTPOJIEM 110 OILCHKE KOMﬁl/IHI/IpOBaHHOﬁ TEpauu
ganarauga03uHOM U MeT()OPMHHOM Yy NALNMEHTOB, PaHee He MOJYYABIIHX TePANHnIo
Iloka3zarennb Hanarimgaosun | Janaraudguiosun | Merdpopmun
10 mr B 10 mr
COYETAHUH C

21



COOTBETCTBYET 3KI(

ot 10.07 .2

MeT(boMHOM' HOCHEOOEA
N?2 2112 2192
HbAlc (%)
Hcxonuplii ypoBeHb (CpeaHee) 9,10 9,03 9,03
H3MeHeHnEe OTHOCUTEIHHO -1,98 -1,45 -1,44
HUCXOIHOTO yp0BH}I3 0,534
Pa3HOCTH OTHOCUTENILHO TEpAIHH
nanarmudIo3uHOMS
(95% AN) (-0,74,-0,32)
Pa3HOCTh OTHOCUTENBHO TEpANTuu -0,544 -0,01
MeThopmuHOM®
(95% JIN) (0,75, -0,33) (0,22, -0,20)

! LOCF: nepenoc jaHHbIX HOCIEHETO (0 MPUMEHEHHS HEOTIOKHON Teparuy s AlUEeHTOB, y
KOTOPBIX OHA IPUMEHIACh) HAOIIOAEHUS BIEpE.

2 Bce paHIOMU3HPOBAHHBIE MAIIMEHTHI, IOTyYHBIINE He MeHee | 1035l HCCileyeMOoro mpenapara
B JIBOMHOM CJICIIOM PEXHME B KPATKOCPOUHOM JBOMHOM CJIEIIOM MEpUOJIE.

3 Cpennee 3HaueHMe, PACCUMTAHHOE METOJOM HAMMEHBIIMX KBAaJPAaTOB, CKOPPEKTHPOBAHHOE
OTHOCHTEJIBHO UCXO/JHOTO YPOBHSL.

“p <0,0001.

Kombunuposannas mepanus ¢ 5kCeHamuooM NPOIOHSUPOBAHHO20 BbLCE0OOINCOCHUS

B nBoiiHOM cenoM Hcciael0BaHUU ¢ aKTUBHBIM KOHTPOJIEM MPOAOJDKUTEIBHOCTIO 28 HEelNb
CpPaBHUBAIM  KOMOWHHPOBAaHHYIO  TEpaluio0  Janariu@io3sMHOM W IKCEHATHUIOM
IIPOJIOHTUPOBAHHOIO  BBICBOOOKACHUS  (arOHUCTOM  PELENTOPOB  TJIFOKArOHONOJ00HOTO
nentyaa- 1 ([TIII-1)) ¢ moHoTepamuei nanarin@IO3MHOM M MOHOTEpANueil IKCCHATHIIOM
IIPOJIOHTUPOBAHHOI'O BBICBOOOK/ICHUS Y MAIMEHTOB C HEaI€KBAaTHBIM KOHTPOJIEM INIMKEMUU IpU
MoHoTeparuu MmethopmuaoM (HbAL1c > 8% u < 12%). Bo Bcex rpymimax jgedeHus ObUIO OTMEUSHO
cHmkeHne ypoBHs HbAlc mo cpaBHEHHIO ¢ UCXOAHBIM YpOBHEM. B rpymme KOMOMHUPOBaHHOM
Tepanuu aanariau@ro3uHoM B 03¢ 10 Mr 1 5KCEHATHIOM MTPOJIOHTHUPOBAHHOTO BHICBOOOKICHHS
OBLJIO OKa3aHOo OoJiee BhIpaKeHHOE CHIbKeHne ypoBHs HDAlc OTHOCHTENIBHO HCXOIHOTO YPOBHS
0 CpaBHEHHIO C MOHOTepamnueld [amariau@Io3MHOM ¢ MOHOTEpAalHed JKCEHATHIIOM
MIPOJIOHTUPOBAHHOT'O BBICBOOOXKEHHUS (Tabnuua 7).

Tabaupma 7. Pe3yapTarbl HCC/ICJOBAHHS TepanuH JANArJau(uIO3MHOM H IKCEHATHAOM
NPOJIOHTMPOBAHHOTO BHICBOOOK/IEHHUS 110 CPABHEHHUIO ¢ MOHOTepanueii Aanarjn@uao3nHoM
W MOHOTepanueil JKCEeHATHAOM IPOJOHTHPOBAHHOIO BbICBOOOKACHHS (NMALMEHTHI
nonyJssuud ¢ HasHayeHHbIM JiedeHuemM (ITT)) B komOuHamum ¢ meTdopMHHOM
NPOAOJIKMTEIbHOCTHIO 28 Heeslb

Ioka3zarenn Janmaraudiao3un Janmaraudgio3un JKCeHATH]
10 mr 1 pa3 cyTku B 10 mr 1 pa3 MPOJIOHTMPOBAHHOTO
KOMOMHALMH C CYTKH B BbICBOOOK/ICHUSA
JIKCEHATHIOM koMOuHanuu ¢ | 2 mr 1 pa3 B HeesI10
MPOJIOHTHPOBAHHOIO | Muanedo 1 pas B B KOMOMHALIMH C
BbICBO0OOXK/IeHUS 2 HeeJ10 mianedo 1 pas B
Mr 1 pa3 B Heleq110 CYTKH
N 228 230 227
HbA1c (%)
Hcxonusii YPOBEHb 9,29 9,25 9,26
(cpennee)
HN3menenue -1,98 -1,39 -1,60
OTHOCHUTEIIHO
MCXOJIHOTO yPOBHS
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COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 10.07.2025 N2 17167

(Mg NOBATENBHO G Ha0005]

Cpenssis  pa3HOCTh B

MU3MEHEHUN
OTHOCHUTEJIBHO
UCXOJHOIO YPOBHS
MEXTY
KOMOMHHMPOBaHHOU

Tepanved u Tepanuen
OJIHMM TIPETapaTomM

(95% J111) (-0,84, -0,34) (0,63, -0,13)
% NalMEeHTOB,

AOCTUIHINX YPOBHsI 44.7 19.1 26,9
HbAIC < 7% ’ | |

Macca Tesa (kr)
Hcxonusiii YpOBEHB 92,13 90,87 89,12
(cpennee)
HN3smenenue -3,55 2,22 -1,56
OTHOCHUTEIIEHO
MCXOJHOTO YpoBHs'
Cpenssisi  pa3HOCTh B -1,332 —2,002
M3MEHEHUU
OTHOCHUTEIIEHO
UCXOHOTO YPOBHS
MEXTY
KOMOMHHPOBaHHOU
Tepanued M Tepanueu
OJIHUM TIpernapaToM
(95% A1) (2,12, -0,55) (=2,79,-1,20)

N - konuyecTBO manueHToB, J[U - noBepUTeIbHBIN HHTEPBAI.

! CxoppexTnpoBanHBIE CpelHNE 3HAUCHNUS, PACCUNTAHHBIE METOJJOM HANMEHBIINX KBAJPAaTOB, U

Pa3HOCTh B UBMEHEHUH OTHOCUTEIBHO UCXOJHOTO YPOBHA uepe3 28 Helenb CMOJAEIUPOBAHBI C

HCIOJIb30BAHUEM MOJIENIM CO CMEIIAaHHBIMU 3 dexTamu st MOBTOpHBIX u3Mepenuid (MMRM),

KOTOpasi BKJI0Yajia BapUaHT Teparuu, PeriuoH, cTpary ucxoaHoro yposus HbAlce (< 9,0% wmm >

9,0%), Hememto JEeYEHUsST W B3aMMOJICHCTBHE «Tepamusi-HEAENs» B KauyeCTBE IOCTOSHHBIX

3HAYEHUH U 3HAUYEHUE UCXOJHOTO YPOBHS B KaueCTBE KOBAPHUATHI.

2p <0,001.

$p<0,01.

Bce 3HaueHus p CKOPPEKTUPOBAHBI C MOMPABKOI Ha MHOXKECTBEHHOCTb.

B crarucrtuueckuil aHanu3 He BKIIOYAIW HM3MEPEHHUS, IOJIYYEHHBIE I[IOCNIe TNPUMEHEHUS
HEOTJIOXKHOM Teparuy, a TaKkKe MOocIe MPexkIeBPEMEHHOT0 MpeKpaleHHs IpreMa HCCIIeyeMoro
npernapara.

Konyenmpayus anwoxo3sul 6 niasme namowax

[Tpumenenne mamarmuduiosuHa B go3e 10 Mr B KkadecTBE MOHOTEpAliid WM B KadecTBE
n00aBieHUsT K Teparnud MeT(HOPMUHOM, TIIIMMENUPUAOM, METHOPMHHOM M MPOU3BOIHBIM
CyJIb(OHUIMOYEBHUHBI, CUTArJUNTHHOM (C MeThOpMHUHOM MM 0O€3 HEro) WU Mpenaparom
MHCYJIMHA TPUBENO K CTaTUCTHYecKu 3HaunMomy cHikeHuto I'TIH (ot —1,90 no —1,20 mmoub/m)
[oT —34,2 mo —21,7 mr/mi]) mo cpaBHeHUIO ¢ maredo (ot —0,33 10 0,21 mmons/n [oT —6,0 10 3,8
Mmr/an]). Itot ¢ dexT Habmonancs yepe3 1 Helemto JIeYeHHUsI U COXPAHSUICS B MCCIICJOBAHMSIX,
npoaoJkaBmuxcs 10 104 Hegens.

KomOunupoBannas Ttepanus npanarimuduosmHom B o3¢ 10 Mr wum  3KkceHaTHIIOM
IIPOJIOHTUPOBAHHOTO BBICBOOOKAEHUS TPUBOJIMWIA K CTATUCTUYECKM 3HAYMMO OOJIbIIEMY
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COOTBETCTBYET :
ot 10.0

camwkennio I'TIH uepe3 28 Henmens nedeHus: —3,66 bl 3—5638:!\31?72513 I:I'I?)I:E):;[-JHTB?I'-IG-.I;II/.I.IIE} c —

2,73 mmonb/n (—49,2 mr/mn) B rpymnmne MoHOTepanuu aganariauduosunom (p < 0,001) u —
2,54 mmone/n (—45,8 Mr/m) B rpynme MoHoTepanuu dkceHaTuaoM (p < 0,001).

B cnenmansHOM uccnenoBanuyu y namuentos ¢ CJI 2 tuna ¢ pCK® > 45 u < 60 mn/mun/1,73 M2
Tepanus aanariaudao3uHoM npusena k cHmkeHuto ['TIH gepes 24 nenenu: —1,19 mmons/n (—21,46
Mr/mi) o cpaBHeHuto ¢ —0,27 mmons/n (—4,87 mr/mn) B rpynmne miare6o (p = 0,001).
Konyenmpayus enoko3sul 6 niazme nocie npuema nuuiu

[Tpumenenue namarnugiosuna B go3e 10 Mr B kauecTBe 100aBICHUS K TEPAUU TIUMETTHPUIOM
MPUBOJIMIO K CTAaTUCTUYECKH 3HAYUMOMY CHIDKCHHMIO KOHIICHTpAIMU TJIOKO3bI uepe3 2 yaca
IocJie IpueMa MUIM 4epe3 24 Helenu JeUeHus, KOTOPOEe COXPAaHSIOCh BIJIOTH 10 48 HENENH.
[Ipumenenue nanarnudozuna B 1o3e 10 Mr B kauecTBe 100aBIeHUs K TEPAUK CUTATTUITHHOM
(c merhopMHrHOM WK O€3 HETO) MPUBOIUIIO K CHIDKEHUIO KOHIICHTPAITUH TITFOKO3HI uepe3 2 yaca
rocJie mpreMa Muiy depe3 24 Helenu JeueHusi, KOTOPOe COXPaHsIOCh BILIOTH 10 48 HENeNH.
KomOunupoBannas tepanus npanarimuduosmaom B o3¢ 10 Mr wum  skceHaTHIOM
MIPOJIOHTUPOBAHHOTO BBICBOOOXKICHUS MPHUBOJIWIA K CTATUCTHUYECKU 3HAYUMO OOJbIIEMY
CHID)KEHUIO KOHIIEHTpALUH [IFOKO3bI Yepe3 2 yaca Moclie npuemMa Mnuiy yepes 28 HeJelnb JeueHus
10 CPAaBHEHUIO C MOHOTEpANei KaXk/IbIM MPenapaToM B OTAECIbHOCTH.

Macca mena

[Ipumenenue nanarnudiao3una B 03¢ 10 Mr B kauecTBe 100aBIEHUS K Tepanui METQPOPMUHOM,
[JIMMENUPUIOM, MET(GOPMHUHOM M IPOU3BOJIHBIM CYJIb(OHUIMOUYEBUHBI, CUTAIMITUHOM (C
MeThOpMHUHOM WM 0€3 HEro) WiM IMpernapaTaMH HMHCYIMHA TPUBOIWIO K CTaTHUCTUYECKU
3HaYMMOMY CHHKEHHUIO Macchl Tena uepes 24 nenenu (p < 0,0001, Tabmuust 3 u 4). OTH 3ddexThI
HOCHJIM YCTOWYHMBBIA XapakTep B JOJITOCPOYHBIX HccienoBaHusx. Yepe3 48 yacoB pasHOCTh
3HAYCHUH, MMOJIy4YEeHHBIX B TPYIINE 100aBICHUS AanariaugIio3nHa K Teparnuy CUTArIUITHHOM (C
MeThopMUHOM uiu 0€3 Hero) U B TpyIne, noiay4yasiiei miamnedo, cocrasuna —2,22 xr. Yepes 102
HE/IeW PAa3HOCTh 3HAYEHHUH, TOJTYYEHHBIX B TPyIIe A00aBICHHs Aanariudio3nHa K Teparnuu
MEeT(GOPMHUHOM U B TpYyIIe, Nody4yaBilel mianedo, ¥ pa3HOCTh 3HAUEHUH, OJTYYEHHBIX B TPYIINe
noOaBieHMsl Janariauguio3uHa K Tepanud WHCYJIMHOM W B Tpymne, MoJiydaBlueid mianeoo,
coctaBuia —2,14 xr u —2,88 KI COOTBETCTBEHHO.

[Ipn npumeHeHun B KadecTBe 100aBlEeHUS K Tepanuu MeTGOPMHUHOM B HCCIEIOBAaHUU HE
MeHbIel 3 PEeKTUBHOCTH ¢ aKTUBHBIM KOHTPOJIEM Aanariugio3uH NPUBOIWI K CTATUCTUYECKU
3HAYUMOMY CHIKEHHUIO Macchl Teja [0 CPaBHEHUIO C MpUMEHEHHWeM riaunusuia (Ha —4,65 kr
yepes 52 nenenu [p < 0,0001, Tabnuna 2], kotopoe coxpansiiock yepe3 104 u 208 Henensb (—
5,06 kr u (—4,38 KI COOTBETCTBEHHO).

[Ipumenenune namarnugiozuHa B go3e 10 Mr B kayecTBe KOMOWHUPOBAaHHOM Tepamuu ¢
HKCEHATHJOM IPOJIOHTHPOBAHHOTO BBICBOOOXKIACHUSI TPUBEIO K CTAaTUCTUYECKH 3HAYUMO
OosblIIEeMy CHMKEHMIO MAacChl Tejla MO CPaBHEHHIO ¢ MOHOTepamuell KaxJbIM IpernapatoM B
OTZIeTTbHOCTH (Tabmuna 7).

B wuccnenoBanum c¢ ywactuem 182 mnaumentoB ¢ CJ[ 2 THma ¢ UCHOJIB30BaHUEM
JIBYXOHEPreTHUeCKON peHTI€HOBCKOW aOCOpOLIMOMETPUH /JIsl OLIEHKH KOJMYECTBEHHOT'O COCTaBa
TeNa NPOAOCDKUTEIBHOCTBIO 24 HeNenu 1O JAaHHBIM M3MEPEHUH C HCIOJIb30BAaHUEM
JBYXOHEPreTUUeCKONH PEeHTTeHOBCKOM abcopOIMOMeTpUH MpU NMPUMEHEHUH Janariudiio3nHa B
noze 10 mMr B coueTaHudn Cc MET(GOPMHHOM II0 CPAaBHEHHUIO C IUIaled0 B KOMOMHAIUHM C
MeT(hOPMHUHOM OBLIO TOKa3aHO, COOTBETCTBEHHO, CHUKEHHE MacChl TeJla U JKUPOBOM MaccChl Tena,
a HE TOoTeps MBIIIEYHOW Macchl WIM >KMIKOCTH. B monmccienoBaHMM € HMCIOJIb30BAHUEM
MarHMTHO-PE30HAHCHOW TOMorpaduu MpUMeHeHue jaanarid@iao3suHa B KOMOMHAIMM C
METGOPMHUHOM HMPOBOJUIIO K KOJTMYECTBEHHOMY YMEHBIIIEHUIO BUCLEPATIBHOM KUPOBOI TKAaHH 1O
CPaBHEHHUIO C IPUMEHEHHEM IU1a1e00 B KOMOMHAIIMY ¢ METGOPMUHOM.

Apmepuanvroe dasnenue

Ha ocHoBanuu ananusza oObeAMHEHHBIX NaHHBIX 13 miane0o-KOHTPOIUPYEMBIX HCCIIEIOBAHUN
[0 3apaHee MpeIyCMOTPEHHBIM MEPEMEHHBIM depe3 24 Helenu Tepanuu Janariu@io3uHoM B
no3e 10 mMr ObLIO TTOKa3aHO M3MEHEHHE CHUCTOIMYeckoro aprepuanbHoro nasieHus (CAJl) Ha
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.07 202" -
—3,7 MM PT. CT. U JIUACTOJIUYECKOTO apTEPUAILHOIO ': Q%J;MIT(EAE%HI—:1|8TR/IHIB;I CT.

OTHOCUTEIIHO UCXOHOTO YPOBHS M0 cpaBHEeHUIO ¢ u3MeHenueMm CAJl na —0,5 mm pt. c1. u A/l
Ha —0,5 MM PT. CT. B rpymre, noxydasiieil miane6o. CxonHble U3MEHEHHs HAOIIOAATUCH BIUIOTh
1o 104 Henenu Tepanuu.

KombOunupoBannas Ttepanus nanariudguosuHoM 10 Mr B KOMOMHAIIMM C  9KCEHATHUIOM
MIPOJIOHTUPOBAHHOTO BBICBOOOKACHUSI TMPUBOJIMIA K CTATUCTUYECKH 3HAYMMO OOJBIIEMY
camwkenanio CAJl depes 28 muemens (4,3 MM pT. CT.) MO CpPaBHEHHIO C MOHOTeparuen
nanarmuduosuaom  (—1,8 mm  pr. cr., p < 0,05 um MOHOTepamued SKCEHATHUIOM
[IPOJIOHTUPOBAHHOIO BeICBOOOKACHHUS (—1,2 MM pT. cT., p < 0,01).

B 2 nmnane60-KOHTPOIMPYEMBIX UCCIIEAOBAHUIX MPOJOKUTENILHOCTRIO 10 12 Henenb, B o0mmen
cinoxkHoctd, 1062 manueHTa ¢ HeaaeKBaTHbIM KoHTposiem CJI 2 Tunma W aprepuaibHOU
THNEPTEH3UH (HECMOTpST Ha TPEALISCTBYIOIIYIO CTAOWJIBHYIO TEpanui HHTHOUTOPOM
aHrroTeH3uHIpeBpainariiero gepmenta (AIID) unu 610kaTOPOB perenTopoB aHTHOTeH3MHA [1
(BPA) B omHom uccnenoBanuu u uHruOutopom AIID umu BPA B coderanuu ¢ emie OgHUM
AQHTUTUIIEPTCH3UBHBIM  MpemapaToM B  JIPYroM  HCCIEJOBAaHMM) TMONy4Yaldd  TEparuio
nanarnuduosnaoM B no3e 10 mr wm miane6o. YUepes 12 Henmens B 000MX HUCCIICIOBAHHUSIX
npuMeHenue ganarnuduosuHa B go3e 10 Mr B coueTtaHMM CcO  CTaHAApPTHOU
IIPOTUBOANA0ETUYECKON Tepanueil npuseno K yayuuieHuto ypoHs HbAlc u camxenuro CA/L,
CKOPPEKTUPOBAHHOMY C Y4ETOM Iutanebo, B cpenneM Ha 3,1 u 4,3 MM PT. CT. COOTBETCTBEHHO.

B cnenuansHOM HcciienoBanuyu y naruentos ¢ CJI 2 tuma ¢ pCK® > 45 u < 60 mn/mun/1,73 m?
yepes 24 Hefenu Tepanus Aanariu@ro3nHoM npuBena K cHikeHuto CAJl B moI0KeHU cus:
—4,8 MM PT. CT. IO CpaBHEHHIO ¢ —1,7 MM PT. cT. B rpymte miaie6o (p < 0,05).

Koumpone enuxkemuu y nayuenmos ¢ HapyuieHuem yHKuuu nouex cpeouell cmeneHu msicecmu
(xponuueckas 6ore3ub nouex cmaduu 34, pCKD > 45 u < 60 mn/mun/1,73 m?)

D¢ddexTuBHOCTD Nanarnudio3uHa Oblia OllEHEeHa B CIEIHATbHOM HCCIEI0BAHNUH Y MALUEHTOB C
CJ1 2 tuma ¢ pCK® > 45 u < 60 ma/Mun/1,73 M? ¢ HealeKBaTHBIM KOHTPOJIEM TJIMKEMUHU TIPH
CTaHJIapTHOM JieueHuu. Tepanus aanaraudio3uHoOM MpuBena K yMeHbleHuo ypoBHs HbAlc u
MaccChl TeJla 10 CpaBHEHUIO ¢ Ianedo (Tadbumia §).

Ta6auna 8. Pe3yabtarbl, moaydeHHble 4yepe3 24 Hedelu B IJIane00-KOHTPOJMPYEMOM
HCCJICOBAHNN NpuMeHeHus1 nanaraugaosuna y nanueHtoB ¢ CII 2 tuna ¢ pCK® > 45 n
< 60 ma/mun/1,73 m?

Janarauduiozun’ 10 mr Inane6o!
N2 159 161
HbA1c (%)
Hcxonusri YPOBEHb 8,35 8,03
(cpenuee)
HN3MeHeHnne  OTHOCHUTEIBLHO -0,37 -0,03
FICXOJTHOTO YPOBHS>
Pasnocts OTHOCUTENLHO -0,34%
wIare6o?
(95% 1) (0,53, -0,15)
Macca teaa (kr)
Hcxonusii YPOBEHb 92,51 88,30
(cpennee)
H3menenue (%) -3,42 2,02
OTHOCHUTEIILHO HCXOIHOTO
YPOBHS
Pasnoctes B m3menenuu (%) ~1,34*
OTHOCHTEINBHO m1ane6o’
(95% JAN) (2,15, -0,69)

! Metdopmun unu MmeThopMuHa THAPOXIOPH BXOAWIN B CTAHIAPTHYIO Tepanio 69,4% u 64,0%
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COOTBETLC T YET .
1: i
MalMeHTOB B TPYIIE, MOJyYaBIne mamaraudio3uH B 'Ebze 1('}%{1* -'1/1 B-rpl?/nne r[on'yqasmen

1ane0o0, COOTBETCTBEHHO.

2 CpenHee 3HAYCHME, PACCUNTAHHOE METOIOM HAMMEHBIIMX KBAaJIPATOB, CKOPPEKTUPOBAHHOE
OTHOCUTCIIBbHO UCXOAHOI'O ypOBHﬂ.

3 OnpeneneHo Ha OCHOBAaHMM CpEIHETO 3HAYEHHS, PACCUMTAHHOTO METOJOM HAMMEHBIIHX
KBaJ[paTOB, CKOPPEKTUPOBAHHOTO OTHOCHUTEILHO HCXOHOTO YPOBHSIL.

4p <0,001.

Hayuenmoi ¢ ucxoonvim yposnem HbAlc >9%

Ha ocHOBanuM aHanM3a JaHHBIX MAIMEHTOB ¢ MCXOAHBIM ypoBHeM HbAlc > 9,0% mo 3apaHee
MPEelyCMOTPEHHBIM TEepeMEHHBIM Tepanusi nanarivdraosusom B jgoze 10 mr mpuBoguna k
CTaTHCTUYECKH 3HAYMMOMY yMeHblIeHWI0 ypoBHs HDAlc uepe3 24 Henmenu npuMeHeHus B
KauecTBE MOHOTEpamnuu (CKOPPEKTUPOBAHHOE CpeJHEe M3MEHEHHWE OTHOCUTEIBHO HCXOIHOTO
ypoBHs: —2,04% u 0,19% mnst nanarnudno3una B 1o3e 10 Mr 1 muane6o COOTBETCTBEHHO) U MPH
N00aBJICHUH K Tepanuu MeT(HOPMUHOM (CKOPPEKTUPOBAHHOE CpEIHEE U3MEHEHHE OTHOCUTEIBHO
ucxoanoro ypoBus: —1,32% u —0,53% muist nanarnudao3uHa u miamnedo COOTBETCTBEHHO).
Cepoeuno-cocyducmule u noyeyHvle Ucxoobl

HccnenoBanmne BausiHUS nanaraudio3nHa Ha cepaedHo-cocyauctoie ucxonasl (DECLARE) —
MeXIyHapOIHOE MHOTOIICHTPOBOE PaHIOMU3UPOBAHHOE JIBOITHOE ciernoe
1ae00-KOHTPOIMPYEMOE  KIMHUYECKOE  WCCIICAOBAHHE ISl ONpPENCNICHUS  BIMSHUSA
nanariaugo3rHa Ha CeplIeYHO-COCYAMCThIE UCXOAbl MPHU ero JA00aBJIeHUU K TeKylleil 0a30Boi
Tepanuy Mo CpaBHEHUIO c Iuianebo. Y Bcex mauueHToB Obw1 CJl 2 Tuma m nubo 1Ba u Oonee
JIOTIOTHUTEBHBIX (DPAKTOPOB pHCKa Pa3BUTHUS CEPICYHO-COCYAUCTOr0 3a00seBanus (Bo3pacT > 55
JeT y MyX4uH wid > 60 5eT y KEeHIMH W OAMH Wik Oojiee W3 ClIeAYmmX (akTopos:
TUCIUIIUACMHUS, apTepuaabHas THIEPTEH3Us WM TabaKOKypeHHe), TUOO0 TUarHOCTHPOBAHHOE
CepACYHO-COCYUCTOE 3a00IEBaHHE.

N3 17160 pangoMu3upoBaHHBIX nanueHToB y 6974 (40,6%) ObLI0 AMArHOCTUPOBAHO CEPACUHO-
cocyaucroe 3aboneBanue, ay 10186 (59,4%) TakoBoe oTcyTcTBOBa0. B 00111€# ciokHOCTH 8582
nalueHTa ObUIM paHIOMU3UPOBAHBI B TPYIITY MPUMEHEHUs Aanariudio3nHa B 1o3e 10 mr, a 8578
MalMEHTOB — B TPYIY IJ1ane0o0; MeanaHa JJIMTENbHOCTH HaOI0eHHsl cocTaBmiia 4,2 roja.
Cpennuii Bo3pacT MalMeHTOB UCCIEeNyeMOU nmonysiiuu coctaBui 63,9 roga, 37,4% nanueHToB
ObLTH JKeHCKOro mosa. B oOmielt crmoxkHoctu 22,4% mamuenTtoB crpaganu CJ] 2 tuma Ha
MPOTSHKEHUH < 5 JeT, cpenHsaa nponospkutensHocts Cll 2 tuma cocraBmia 11,9 ner. Cpennee
3Hauenne ypoHs HbAlc cocrasnsamno 8,3%, cpennmit UMT — 32,1 kr/m?.

Hcxonno y 10,0% manueHTOB B aHaMHE3€ OTMeEUanach CepAeydHas HEAOCTaTOUYHOCTh. CpenHss
pCK® cocrapuna 85,2 wmw/muu/1,73 Mm% Y  7,4% mnamuentos pCK® 6bima MmeHee
60 mn/mMun/1,73M%. Y 30,3% namueHToB HAGMIONANACh MHKPO- WIH MAKpOAIbOyMHHYpHS
(cootnomenne A/Kp moun > 30 u < 300 mr/t wium > 300 MI/T COOTBETCTBEHHO).

Hcxonno Oospmiags yacTh  manueHToB  (98%) monydanmd  OOUMH MM HECKOJBKO
MIPOTUBOANA0ETHUECKHX TIperapaToB, BKItouas MmeTgopMmuH (82%), npenapatsl nHCyIuHA (41%)
U TIPOU3BOIHBIE CYNIb(HOHUIMOUYEBHHBI (43%).

[lepBuyHblE KOHEUHBIE TOYKH BKIIOYAIM BpeMS O PAa3BUTHS TIEPBOTO  SIBICHUS
KOMOMHUPOBAaHHON KOHEYHOM TOUYKHM, BKJIFOYABILIEH CMEPTh MO MPUYMHE CEPIEYHO-COCYIUCTOM
MaTOJIOTUH, NH(APKT MUOKApAA WIHM UIIEMUYECKUH MUHCYNIBT (OCHOBHBIE CEPIEYHO-COCYIUCThIE
COOBITHS), a TAKXKE BPEMs 10 Pa3BUTHUS MEPBOTO SBICHUS KOMOMHHUPOBAHHOW KOHEYHON TOUKH,
BKJIIOYABIIEH TOCIUTAIN3AIIMIO IO TIOBOY CEPJIEYHON HEJOCTATOYHOCTH UITH CMEPTBH 110 IPUUKHE
CepACYHO-COCYIUCTOr0  3a0ojeBaHus.  BTopuuHble  KOHEYHBIE  TOYKM  BKJIIOYAIU
KOMOWHUPOBAHHYIO KOHEYHYIO TOYKY TTOYSUHBIX UCXOJ0B M CMEPTH IO JFO0O0H MpHUIHHE.
OcHognbie cepoeuno-cocyoucmoie coobimus

Hamnarmuduosus B 1o3e 10 Mr mpogeMOHCTpUPOBAI HE MEHBIITYIO YPPEKTHBHOCTH IO CPAaBHEHUIO
¢ T1ane0o B OTHOIIEHNH KOMOMHUPOBAHHOM KOHEYHOM TOUKH, BKIIFOUAIOIEH CMEPTh 110 IPUYHHE
CepJICYHO-COCYIUCTOM  MATOJOTUH, UH(GAPKT MHUOKapAa WIM HIIEMHUYECKHH HHCYIbT
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(omHOCTOpOHHEE 3HaueHue p < 0,001). (MOCNEOOQBATENBHOCTL 0005)

¥ OTYETY

Xponuueckasn cepoeunas HeOOCMAMOYHOCHMb UMU CMEPMb NO NPUYUHE CepOeyHO-COCYOUCTNOU
namonozuu

Hamarnmudguioszun B 1o3e 10 Mr mpogeMOHCTPpHUPOBAIT TPEBOCXOJICTBO IO CPABHEHHIO C TUIANE00 B
NPEJOTBPAIICHHA  TEPBHYHOW  KOMOMHHMPOBAaHHOW  KOHEYHOW  TOYKH,  BKJIFOYAIOMICH
TOCITUTAM3AIIHIO 110 MIOBOY CEPACYHON HEAOCTATOYHOCTH WIIM CMEPTh 10 MPUIHHE CEPICTHO-
cocynucToil marojoruu (pucyHok 1). Paznuume sddexra Tepanuu ObUIO JOCTUTHYTO 3a CUET
TOCIIUTAM3AIMH 110 TTOBOIY CEPICYHON HEIOCTATOYHOCTH 0e3 pa3iuuus B OTHOIIEHHUU CMEPTH
0 IPUYMHE CEPACYHO-COCYTUCTOM MaTOIOTHH (PUCYHOK 2).

[IpeumymiecTBo Tepanuu AanariuIO3WHOM MO CPaBHEHUIO C IUianedo HabIoanoch y
MAIMEHTOB C JMAarHOCTHPOBAaHHBIM CEPJCYHO-COCYAUCTHIM 3a0oJieBaHHEM M 0e3 TaKoBOTO, C
HCXOJHOU CepIeUHON HEOCTATOYHOCTHIO WM O3 TAKOBOH, U OBLIO COMOCTABUMBIM B KITFOYEBBIX
MOJrpyImnax, BKI4Yas Bo3pacT, o, pyakiuro nouek (pCKD) u peruon.

Pucynok 1. Bpemsi 10 nepBoii rocnutaju3anuu Mo MOBOAY CepPAeYHOH HEIO0CTATOYHOCTH
WIH CMEPTH MO NMPUYUHE CePAeYHO-COCYIMCTOH MATOJOTHHI
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Mecsiub nocae panaomu3aunu
[lanmenTol rpynnb pueka
Nanarnudno3nn: 8582 8517 8415 8322 8224 8110 7970 7497 5445 1626
I1nanedo: 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573

«larenTsl IpyINIbl PUCKa» O3HAYAeT KOJMYECTBO IALMEHTOB IPYIILI pUCKa B Hadalle
nepuoza.
OP — oTHOMIEHNE pUCKOB, IV — OBEpUTENBHBIN UHTEPBAI.

Pe3ynbTarhl, MmoMyd4eHHbIE IS TMEPBUYHBIX M BTOPUYHBIX KOHEYHBIX TOYEK, TMOKa3aHbl Ha
pucyske 2. [IpenmytiecTBo Tepanuu ganarin(iIo3nHOM IO CPAaBHEHHIO C IJ1aie00 B OTHOIICHUH
OCHOBHBIX CEpACUYHO-COCYIUCTBIX COOBITHI Toka3zaHo He Owbuio (p = 0,172), B CBS3M C 4eM
COTJIaCHO  METOJMKE  MPOBEJACHUS  TOJATBEPKIAIONINX  HWCIBITAHUNW  HMCCIEIOBAHUSA
KOMOMHHPOBAHHOW KOHEYHON TOYKHM IMOYEYHBIX HMCXOJOB M CMEPTU MO JIOO0W MpUYHHE HE
BBITIOJTHSUTH.
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Pucynok 2. D¢p¢ekr jedyeHnsi B OTHOMIEHHU neanLm‘Ei}m%ﬁéJmlﬁugﬁI '_l'cgi:lgéﬁblx

TOYCK U MX KOMIIOHCHTOB, 2 TAKKEC BTOPHYHBIX KOHCYHBIX TOYECK U UX KOMIIOHCHTOB

Janarandguoyn Ilnanebo Orwmotnense
n (%) n (%) puckos (95% Inaqenne p
(N=8582) (N=8578) 1H)

IepBHYHbIE KOHEYHBIE TOYKH

locnHTaAM3a LKA 10 N0BOAY

cepaeqHOM 0.83
HEJOCTATONHOC TH/CMEPTH O =R 417 (4,9) 496 (5,8) 0 ?3' 0.95 0,005
NpHYIHEE CepleunO~CocYIHCTO i (0.73,095)
NATONOIHMH
KomGuinpoBannan Koneunan
TOUKA, BIINYAKOLIAN CMEPTE 110 0.93
NPHYHHE CEPALYHO-COCYAHCTOTO = 756 (8.8) 803 (94) 034' 103 0,172
3aGonesannn/undaprr ( -1,03)
MHOKa pla/HileMHYeC KHil HICYALT
KomnonenTs komGH HIt pOBAHHBIX
KOHEUHBIX TOYEK
lFocnuTanu3atis no nosogy 0,73
CepAcHHOR HENOCTATOYHOCTH — 2.3 28633 (0,61, 0,88) baad
CMEPTb N0 NPHYHHE CEPACYHO- 0,98
cocyaucroro 3abonesavus ~4 529 el . (0,82, 1,L17) 0530
HudapkT Mmuokapaa ol 393 (4.6) 441(5.1) (© ?{.]',‘3?0” 0,080
M e MHYECKHIA HHCYALT + 235(2.7 231(2.7) (© 3:"0:2” 0916
Brophunbie KOHEYHBLIE TOYKH
KoMOHHHPOBAHHAR KOHEYHAR
TOYKA 04E4YHBIX HCX000B 0,76
KoMnoHeHTsl KoMGHHHPOBAHHO i =) S 480(5.6) (0,67, 0,87) <0.001
KOHEYHOH TOYKH NOYEYHBIX HCX00B:
Ycroiuueoe cHixenne pCKO - | 120 (1.4) 221 (2,6) © 403‘5{‘]‘.6?) <0,001
TepMHHANbHAA CTAMMA 031
NOYEYHO i HEAOCTATOYHOCTH l G(Al) 19(02) (0,13,0,79) 0.8
CmepTs BeneacTeHE 0.60
OCNOMHEHHI CO CTOPOHLI ol 1 6(<0,1) 10 (0,1) (© 22‘ 1.65) 0,324
novek s
| 0,93
Cwepth 1o ni0boil npuunne - 529 (6,2) 570 (6,6) © 32' 1,04) 0,198
B mone3y nanarnwmdinosuna B none3y nuaticho

T T T =T=T=TT
02 04 06 0B 112 16

KomOuHupoBaHHass KOHEYHass TOYKAa T[IOYEYHBIX MCXOJOB BKJIIOYAET: YCTOWYMBOE
noaTeepskaenHoe cHmkenne pCK® ma > 40% no pCK® < 60 mn/mun/1,73 M2, u (wim)
TEPMUHAJIBHYIO CTAJUI0 IOYEYHOM HEJOCTAaTOYHOCTH (auamu3 > 90 nHell wuimm
TpaHCIUIAHTALUS II0YKH, YCTOWUYMBBIN ITOATBEPKICHHBIN YPOBEHb
pCK® < 15 mn/mun/1,73 M?), u (Mm) cMepTh BCIIEACTBHE OCTIOKHEHMH CO CTOPOHBI MOYEK
WM CMEPTH 110 MPUYNHE CEPIEYHO-COCYUCTOrO 3a00JI€BaHUS.

3Ha4yeHus p SBIAIOTCS JABYCTOPOHHMMHU. 3HAUEHUS P Ul BTOPUYHBIX KOHEUHBIX TOYEK U
OTIENFHBIX KOMIIOHEHTOB SIBIISIIOTCS HOMHHAJTBHBIMH. Bpems 10 pa3BHTHS TIEPBOTO
SBJICHUS KOMOWHUPOBAaHHON KOHEYHOM TOYKM aHAIM3UPOBAJIM C TOMOUIBIO MOJEIH
NPOTIOPIMOHANBHBIX pUCKOB Kokca. KommuecTBO mepBBIX SIBICHHH TIO OTIEIBHBIM
KOMITOHEHTaM KOMOMHHUPOBAHHOW KOHEYHOH TOUKH SIBIIAETCS (DAKTUUECKUM KOJIUYECTBOM
NEPBBIX SBJICHUN KaXXIOTO KOMIIOHEHTa W HE CYMMHPYETCSl C KOJMYECTBOM SIBIICHWUH B
KOMOMHUPOBAHHOM KOHEUHOW TOUKE.

AW — noBepuTenbHbIA HHTEPBAI.

Hegponamus

Tepanus manarnudro3uHOM MPHUBOIMIA K CHHKCHHIO YaCTOTHI SIBIEHUH KOMOWHHUPOBAHHOM
KOHEUYHOM TOYKH, BKIIOYAIONICH TMOATBEpKIeHHOE ycToWunBoe CcHmwkeHne pCKOD,
TEPMUHAJIBHYIO CTAJUI0 IOYEYHOM HEIOCTAaTOYHOCTH, CMEPThb BCIEACTBHE OCIOXKHEHHMU CO
CTOPOHBI TOYEK WM CMEPTh MO MPUUYHHE CEpAEUHO-COCYIUCTOro 3aboneBanus. Paznuna Mexay
rpynmnamMu ObUTa OO0YCJTIOBIIEHA CHUKCHHEM YHWCIIA SBICHHA KOMIIOHEHTOB KOMOWHHUPOBAHHOUN
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KOHEYHOM TOYKM ITOYEYHBIX MCXOJOB, BBH}OqafoﬂJ!gpr Jm’aﬁqﬁBoe' EHI/I)KEHHG pCKdD

TEPMHUHAIBLHYIO CTQJIMI0 MOYEYHONW HEIOCTATOYHOCTH W CMEPTh BCIICJCTBUE OCIIOKHEHHUU CO
CTOpPOHBI MoYeK (pucyHoK 2). OtHomenue puckoB (OP) mo BpeMeHn 10 pa3BuTHs HedpomaTHu
(ycroitunBoe camxenue pCK®, repMunanbHas craausi HOY€YHOM HEAOCTATOUHOCTH WU CMEPTh
BCJIC/ICTBUE OCJIOXHEHH cO cTOpoHbl modvek) coctaBuio 0,53 (95% JAU: 0,43, 0,66) ansa
nanarnugao3uHa 1o CPaBHEHHUIO ¢ T1are0o.

Taxxe Tepanus nanariu@iIo3MHOM CHHXKalla PUCK HOBBIX CJIy4aeB Pa3BUTHS YCTOMUYMBOI
aneoymunrypun (OP: 0,79 [95% AU: 0,72, 0,87]) u npuBoauia Kk 60y1ee BEIPAXKEHHOW perpeccuu
Makpoansoymunypuu (OP: 1,82 [95% IAU: 1,51, 2,20]) no cpaBHeHUIO ¢ maneoo.

XpoHuYecKas cepedHas HeJJ0OCTaTOYHOCTh

HUccneoosanue DAPA-HF: xponuueckas cepOeunas HeOOCHmAmoOYHOCHb CO  CHUICEHHOU
dpaxuuetl sblopoca n1eso2o sicenyoouxa (PBJDK < 40%)

Uccnenoanue namarnmuduo3nHa U MpeI0TBPALICHUS HEOIArOMPUATHBIX UCXOI0B IPHU CEPICTHON
HenocrarouHoct (DAPA-HF) - MexayHapoaHOe MHOTOIICHTPOBOE paHIOMHU3UPOBAHHOE
JBOMHOE CJIETOE IUIale00-KOHTPOIUPYEMOE HCCIEAOBAaHUE y TMAIMEHTOB C XPOHHYECKOU
cepaeunoit HemocratouHocThio (II-IV  dyHkmonanpHell Kiace mo kiaccupukanuu Hero-
Mopkckoii acconmarmn kapauonoros [NYHA]) co cHmkeHHO# (pakimeii BbiOpoca (hpakipms
BbIOpOca sieBoro xenyaouka [OBJIK] <40 %) - npoBoanIu € 1eIbI0 YCTaHOBUTH 3D (HEKTHBHOCTh
nanariaugIIo3nHa 0 CPAaBHEHUIO C TUTANe00 B OTHOIICHUY CHYDKCHHUS PHCKA CMEPTH TI0 IPUYHUHE
CEepJICYHO-COCYIUCTOrO 3a00IeBaHMsI U YXYAILICHUS TEUCHUS CEPJACYHON HEIOCTATOYHOCTH MPHU
no0aBJICHUH JanariaugIo3uHa K CTAaHAAPTHOW TEpaInu.

N3 4744 nauuenToB 2373 manueHnTta ObUIH paHAOMU3UPOBAHBI B TPYIIY Aanarin@io3uHa B 103€
10 mr, a 2371 nmaumeHT - B rpynmy riamnedo; MenuaHa HaOMIOACHUs cocTaBuia 18 mecsues.
Cpennuii BO3pacT MalyueHTOB UCCIeayeMON MOMYJISIUN cOoCTaBmI 66 set, 77% nanueHToB ObUIn
MY>KCKOTO T0J1a.

Ucxomano 67,5% manuentoB 6butn oTHeceHH! ko Il kiaccy mo NYHA, 31,6% — III knaccy u 0,9%
— k IV knaccy. Mennana ®BJIXK cocrasuna 32%; B 56% ciyuyaeB cepiieuHasi HEIOCTaATOYHOCTh
MMea UIIEMUYECKYI0 dTHOJIOTHIO, B 36% — HEMIIEMUYECKYIO ATHOJIOTHIO U 8% — HEU3BECTHYIO
stuosioruto. B kaxoit rpynme neuenus 42% nanueHToB uMmenu B anamuese CJ/I 2 tuma, eme 3%
MAIMEHTOB B KAKIOW TpyIIe JeueHus: OblT OTHECeHbI K manuenTam ¢ CJ] 2 Tuna Ha OCHOBaHUU
yporast HbAlc > 6,5%, 3aperucTpipOoBaHHOTO KaK MPH BKJIIOYCHUH B MCCIIEOBAHUE, TaK U MPU
pangomuzauuu. [lanueHTsl nomydanu crasaapTHyro Tepanuto: 94% mnanuentoB ¢ CJ/I 2 Tuma
nonydanu tepanuto uHruouropamu AIID, BPA wnm aHrMoTEH3MHOBBIX pPELENTOPOB U
Henpuin3uHa uaruéuropom (11%), 96% nonyuanu Gera-aapeHo60KkaTophl, 71% — O610KaTOPHI
MUHEPAIOKOPTUKOUJHBIX  peunentopos, 93% — nauyperuku; y 26% NanueHTOB ObLI
MMIUTAaHTUPOBAHHBIN KapInoBepTep-aehuopuiIsITop.

B wuccnenoBanue Obimu BKmoueHsl mamueHthl ¢ pCK® > 30 ma/mun/1,73 M?> HA MOMEHT
srirouenns. Cpennsis pCK® cocrasuna 66 mn/mun/1,73 M2 Y 41% nanuentos pCK® 6b11 MeHee
60 mn/mMun/1,73 M2, y 15% narmenToB -Meree 45 mu/Mun/1,73 M2,

Cmepmb no npuduHe cepoedno-cocyoucmozo 3a001e6anus u yxyouieHue medeHus XxpoHu4ecKkou
CcepoeyHoll HeOOCMAamMoOYHOCMU

Jamarnuguo3uH TPOAEMOHCTPUPOBAT TPEBOCXOJCTBO IO CpPaBHEHHIO C IUanebo B
MPEAOTBPAIEHUN TIEPBUYHON KOMOMHHUPOBAHHOW KOHEYHOW TOYKH, BKIIFOYAIOIIEH CMEpPTH IO
MPUYMHE CEePACUYHO-COCYIUCTON MATOJOTHMH, TOCHUTAIM3alUI0 10 TOBOJIY CEpACUYHOU
HEJIOCTATOYHOCTH WJIM AKCTPEHHOE OOpallieHue 3a MOMOIIBI0 B CBSI3M C YXYAIICHHEM TEYCHUS
cepaeunoit Henocratounoctu (OP: 0,74 [95% JAU: 0,65, 0,85]; p < 0,0001). Dddext Habnromancs
B CaMOM Hadyajie U COXPaHsUICS Ha MPOTSHKEHUH BCETO UCCIEAOBAHUS (PUCYHOK 3).

29
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Pucynok 3. Bpemsi 10 mnepBoro JXoCTHKEHHS @%‘ﬁ%&ﬁ%ﬂﬁ”k 'PIGEEVIZl:i:I(EKn,

BKJIKOYAKIIEH CMePTh M0 NPUYUHE CePAEYHO-COCYAUCTON MATOJOTHH, TOCTTUTAINU3ALHUIO 110
MOBOJIY CepAeYHON HeI0CTATOYHOCTH MJIH IKCTPEeHHOe ofpaleHne 3a MOMOIIbI0 B CBSI3H C
yXy/AIIeHHEM TeYeHUsl cepeYHOl HeT0CTATOYHOCTH
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Mecsubl nocie paHAOMH3AUNA

[~]
(2]
o
o

HIHEHTHI IFPpYNNLi pucKa
Jlanarnudaosun: 2373 2305 2221 2147 2002 1560 1146 612 210
Inaue6o: 2371 2258 2163 2075 1917 1478 1096 593 210
OKCTpeHHOe O0OpalleHHe 3a IOMOIIBI0 B CBSI3U C YXYIIIEHHMEM TEUYEHHs] CEepAcUHOU
HEI0CTaTOYHOCTH OBUIO OINpPEJeNIeHO KaK CPOYHOE, BHEIUIAHOBOE OOCIIEOBAHUE BPAuoM,
HAlpuMep B OT/IEIIEHUH HEOTIOXHOH MOMOINM, BBI3BAaHHOE YXYAUICHHEM TEUYCHUS
CepAeYHON HEI0CTaTOYHOCTH, KOTOpoe TpeOyeT jedeHHs (IOMUMO TOJBKO MOBBIIICHHS
JI03BI TIEPOPATTEHBIX TUYPETUKOB).
«[TareHTsI rpymnIbl pucka) 03Ha4aeT YMCIIo MalMeHTOB TPYIIBI pUCKa B HaYalle MepHoAa.

Bce TPU KOMIIOHCHTA HepBHqHOﬁ KOM6HHHpOBaHHOﬁ KOHEYHOM TOYKHM 110 OTAEIFHOCTH BHOCUJIH

BKJIaa B 2QdeKT nedeHus (pucyHok 4). 3aperucTpupoBaHO HECKOJIBKO SKCTPEHHBIX OOpaIIeHu
3a MOMOIUIBIO B CBSI3U C YXYAIICHUEM TEUEHHUSI CEPJCYHON HEIOCTATOUHOCTH.
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Pucynok 4. IddexT JieyeHus B OTHOLICHUU nepBullr_llé;ﬁ-lmﬁﬁmE' 'FI';)E :k%;l';';i:hoﬁ

1y OTYETY

TOYKH, €€ KOMIIOHCHTOB, 4 TAKKEC CMEPTH 110 JII000H NnMpUu4inHe
[TanuenTsl, y KOTOphIX Obl/IH
3aperHCTPHPOBAHbI ABJICHHS

N e >
[Toxasaren Ol KOMNOHeHTOB KoMOGunnposannoli  OTHOLICHHE 3HaueHue p
(95 % 1) KOHEYHOM TOUKH (YacToTa ABICHMIA) PHCKOB
St ces e _(95% M)
OMOHHHPOBAHHAA KOHE'THaA TOYKA, Jlanai ,||,|(I|_|umu [11a1e6o
BK/IIOYAKOIIAR CMEPTE MO NPHYHHE
CEPAEUHO-COCY IMCTOrO 3a60/1eBaHNS, (N=2373)  (N=2371)
FOCHHTAAHZALHIO 1O NOBOY CEPASUHOH . . .
, - Y 2(15 5 <
HEZIOCTATONHOCTH HITH KCTPEHHOC 386(11.6)  502(15.6) 0.74 (0.65, 0.85) <0.0001
o0patieHHe 3a NnoMOLLLLK B CBA3M C
YXY/UIECHHEM TCHCHHS CepeYHOM
HE/IOCTATOMHOCTH
| ()Cllll'l'a.‘ll‘l'laullﬂ no nosoay - :} | ((,()) } l 8 '(’.h’ 07() (('“{(). ()83) l,(](x”
CEPACHHOIN HEAOCTATOMHOCTH
IKCTpeHHOE 0DpalleHHE 3a o 10(0.3) 23(0.7) 0.43 (0.20,0.90) 0.0213
NOMOLIBIO B CBS3H C
YXY/UIICHHEM TEYSHHS
CePACHHON HEOCTATOYHOCTH
CMEPTD 110 NPHUHHE CEpACHHO- - 227 (6.5) 273(7.9) 0.82 (0.69, 0.98)  0.0294
COCY/IMCTOrO 3a601eBaHMs i P ==
CMEpTS 1o MoGOH 5 276(7.9)  329(9.5) 0.83(0.71,097) 0.0217
NpHYHHE
0.5 08 1 135 2
B nons3y B nosas3y
,1anar.1mb:lo3nna niaauebo

OKCTpeHHOe O0OpalleHHe 3a IOMOIIBI0 B CBSI3U C YXYIIIEHHMEM TEUYEHHs] CEepACUHOU
HEI0CTaTOYHOCTH OBUIO OINpPENeNIeHO KaK CPOYHOE, BHEIUIAHOBOE OOCIIEIOBAHUE BPAuoOM,
HarpumMep B OTACICHUU HEOTIOKHOM IIOMOIIIHM, BBISBBAHHOC YXYAIICHUEM TCUCHUA
CepAeYHON HEI0CTaTOYHOCTH, KOTOpoe TpeOyeT JiedeHus: (IIOMUMO TOJBKO TMOBBIIICHUS
JI03bI IIEPOPATIbHBIX UYPETUKOB).

KonnyecTBo nepBbIX SABICHUN MO OT/EIbHBIM KOMIIOHEHTaM KOMOMHUPOBAHHOM KOHEUHON
TOYKHU ABIACTCS (i)aKTI/I‘IeCKI/IM KOJIMYCCTBOM IICPBBIX SIBJICHAH KaXX10ro KOMIIOHEHTA U HE
CYMMHPYETCs C KOJTMYECTBOM SIBJIEHUH B KOMOMHUPOBAaHHON KOHEYHOM TOUKE.

YacTtoTa BOSHUKHOBECHHUS SIBJICHUIN MMpeacCTaBJICHA KaK YUCJI0 YHAaCTHHUKOB, Y KOTOPBIX ObBLIO
3apErUCTPUPOBAHO SIBJIEHUE KOMIIOHEHTOB KOMOWHUPOBAaHHON KOHEYHOM Touku, Ha 100
HanueHTe-JIeT MOCIeAYIONEeTo Ha0IoeHNSI.

3Ha4yeHus p U OTACIbHBIX KOMIIOHEHTOB KOMOMHHPOBAHHOM KOHEYHON TOUYKU U CMEPTHU
110 J1r000i MMPHUYUHEC ABJIAOTCA HOMHHAJIbHBIMU.

[Ipumenenue gamarnu@Iio3rHa TakKe MPUBOIMIO K CHIDKEHHIO OOIIEro KOJMYecTBa ClydyaeB
TOCHUTAJIM3AIMH 10 TIOBOJLY CEpPACYHON HEOCTaTOYHOCTH (TIEPBUYHON U MOBTOPHON) M CMEPTH
M0 MPUYUHE CEePACYHO-COCYIUCTON marojoruu: 567 ciaydaeB B Tpynne nanariudiao3uHa Io
CpaBHEHHMIO C 742 ciydasMu B rpynmne mianedo (oTHocutenbHas yactota: 0,75 [95% JAU: 0,65—
0,88]; p=0,0002).
[IpeumymiecTBo Tepanuu Janariniao3MHOM HAOMI0AaIOCh Yy MAIlMEHTOB C  CeplAedHOM
HegocraTouHocThio ¢ CJI 2 Tumna u 6e3 TakoBoro. [lpuMenenue nanarnudiao3nHa TPUBOIUIO K
CHIDKEHHIO YaCTOThI MEPBUYHON KOMOMHUPOBAHHON KOHEYHOM TOYKH, BKIIOYAIOIIEH CMEPTH 110
IPUYMHE CEpJCYHO-COCYAUCTONW MATOJOTMM, TOCHMTAIM3alMI0O 10 IOBOAY CEpACYHOU
HE/I0CTaTOYHOCTH WJIM HKCTPEHHOE OOpalleHre 3a MOMOIIBIO B CBSI3U C yXYAIICHHEM TEUECHUS
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CEpIEYHOM HEIOCTaATOYHOCTH y nanuenTos ¢ CJI 2 TI/IHAQGI;?)E’)%Ifgs%) _ﬂI/f' _0'6'3_69011)' ¥ Ges

takosoro (OP: 0,73 [95% AU: 0,60, 0,88]).

[IpenmyriecTBo Tepanuu qanariaugI03MHOM 110 CPAaBHEHUIO C I71a1e00 B OTHOIICHUN IIEPBUYHON
KOHEYHOW TOYKM OBUIO COMOCTaBUMBIM B JPYTUX KIIIOUEBBIX MOATPYINAX, BKIHOYAs
COIYTCTBYIOIIYIO TE€PANUIO CepJeuHoil HenoctaTouHocTH, ¢pyHkiuio noyek (pCKD), Bo3pacr,
MIOJT ¥ PETHOH.

Hcxon, cooOmiaemblii malMeHTaMu: CUMIOTOMBI XPOHHUYECKOW CepAeyHOW HEeZ0CTaTOYHOCTU
D¢ ekt neyenus nanarau@ao3MHOM B OTHOIIEHHHM CHMIITOMOB CEPIEYHON HEZOCTATOUYHOCTH
OLICHHMBAJIM C TMOMOINBIO OOILEro mMmokasareis cCUMOTOMOB 1o KaH3acckoMy ONpPOCHHUKY IS
6onbubIx kapaunomuonatuend (KCCQ-TSS), KOTOpbIi MO3BOJISET NPOBOIUTH KOJINYECTBEHHYIO
OLIEHKY YaCTOTHI U TSHKECTU CUMIITOMOB CEPJIEYHON HEAOCTATOYHOCTH, BKIIIOYAsl yTOMIIIEMOCTb,
nepudepuyeckre 0TeKH, OBIIIKY U OPTOMHO3. 3HaueHus rnoka3atens BappupytoT oT 0 mo 100,
npuyeM 6osiee BHICOKHIT 0assl COOTBETCTBYET JIYUIIEMY COCTOSIHUIO 3J0POBbSI.

Tepanus nanaraugro3uHOM MPUBOAMIIA K CTATUCTUYECKH 3HAUMMOMY U KIIMHHYECKH 3HAYUMOMY
MPEUMYIIECTBY MO CpPaBHEHHI0O C TIUanedo B OTHOLIEHUH CHMIITOMOB CEepJCYHOMN
HE/I0OCTaTOYHOCTH, oneHnBaeMbIx 1o m3mMeneHnro KCCQ-TSS vepe3 8 mecsieB oT MCX0IHOTO
ypoBHS (BeposATHOCTh mpeumyinectsa: 1,18 [95% AU: 1,11, 1,26]; p < 0,0001). Yacrora u
TSOKECTh CUMIITOMOB BHECIIM BKJIQJ B PE3yNbTaT, MOMYYCHHBIH MO 3(PPEKTUBHOCTU TEpPATUH.
[IpenmyriecTBO HaOIIOAATIOCH KaK B YIY4YIIEHUH CUMIITOMOB CEpACUYHOI HEIOCTATOYHOCTH, TaK
U B IPEIOTBPAIICHUH YXYIIICHUS CAMIITOMOB CEpACYHON HETOCTaTOYHOCTH.

[Ipu ananuze JaHHBIX PECHOHJIEHTOB JOJS MAIUMEHTOB C KIMHUYECKU 3HAYUMBIM YIYYIICHUEM
KCCQ-TSS gepe3 8 mecsIieB 110 CPaBHEHUIO € MCXOIHBIM YPOBHEM (KOTOPOE OIPENENISIOCH KaK
5 u 6osee OanoB) OblIa BHIIIE B TPYIIE JIEYCHUS anariudIo3MHOM MO0 CPAaBHEHUIO C TPYIIIOH,
noyyaBined riane6o. Jlons mamueHTOB ¢ KIMHUYECKHM 3HAYUMBIM YXYAIIEHHEM (KOTOpoe
OTpeeNsiioch Kak 5 u Oosee 6aymioB) OblIa HIKE B TPYIIE JEUEHUS AANariu@IIO3UHOM IO
CpPaBHEHHMIO C TPYIIOW, MOdy4aBmiel mmianebo. [IpenmmymiecTBa Tepanuu aanaraugIo3nHOM
COXPAHSUIUCH NP IPUMEHEHUH 00J1ee KECTKUX MOPOTrOBBIX 3HAYEHUH JIs OOJIBIINX KIMHUYECKU
3HAYMMBIX U3MEHEeHMH (Tabnuia 9).

Taéauna 9. KoinuecTBo U J10J1s1 MANMEHTOB ¢ KJIMHUYECKH 3HAYHMBIM yJIy4llleHHEM WJIH
yXy/llleHHeM 001Iero nmokasaressi cumMnTomoB no KanzacckoMmy onpocHuKy st 60J1bHBIX
kapauomuonartueii (KCCQ-TSS) yepe3 8 mecsineB

HN3menenne HJanaraugaosun ITnanedo
OTHOCHTEJIbHO 10 mr n' = 2062
HCXOIHOI0 n! = 2086
YPOBHs 4epe3 8
MecsieB
OTHolIEeHnE
o (1)
Vayuirenune n (%) ¢ ) n (%) ¢ ) mancos® 3uauenne pb
yJavaIIeHHeM yJavaIIeHHeM (95% JIH)
> 5 Gawon 933 (44,7) 794 (38,5) a Oé’lf 2) 0,0002
> 10 6anos 689 (33,00 579 (28,1) a 015’1f 2) 0,0018
> 15 Gamios 474 (22,7) 406 (19,7) a 011’1f 19 0,0300
OTHoleHnE
o (1)
Vxyamenune n (%) ¢ 4 n (%) ¢ 4 IAHCOB® 3nauenne pb
yXyALIeHHEM yXyALIeHHEM (95% JIH)
> 5 Ganos 537 (25.7) 693 (33,6) o 7%’8(‘)‘ 29) <0,0001
> 10 Gamos 395 (18,9) 506 (24.5) 0,85 <0,0001
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! Yucno mammentoB ¢ 3apeructpupoBaHHbIM 3HaueHHmeM KCCQ-TSS WM NamMeHToB coO
CMEPTEIbHBIM UCXOA0M J0 OKOHUAHUS 8 MECSLEB JICUEHMUS.

2YycI1o MaMeHTOoB, Y KOTOPHIX HAOMIOIAI0Ch YIyUIlIeHHe He MeHee yeM Ha 5, 10 uim 15 6auioB
10 CPABHEHMIO C UCXOJHBIM YpPOBHEM. 3HAUEHUs JJIS MMALIUEHTOB CO CMEPTEIbHBIM UCXOOM J10
OKOHYAHUS YKa3aHHOIO MEPHOJa BPEMEHU COOTBETCTBYIOT OTCYTCTBUIO YIyUIICHHUS.

3 Ilpu yyuuieHuy OTHOLIEHHUE ITAHCOB > | 03HAYAET IPEUMYIIECTBO TEPAITHH AANariuhI03HHOM
B no3e 10 mr.

4 Yycno nanueHToB, y KOTOpIX HaOII0MaIoch yXy/AIIeHHe He MeHee deM Ha 5 umu 10 6anios mno
CPaBHEHUIO C MCXOJHBIM YpPOBHEM. 3HAY€HHUS AJI MalMEHTOB CO CMEPTEIbHBIM HCXOJOM JI0
OKOHYAHUS YKa3aHHOIO [IEpHOJa BPEMEHU COOTBETCTBYIOT YXYALIEHUIO.

S [Ipu yXy/IIeHHH OTHOIIEHHE MAHCOB < 1 03HAYaeT MperMyIIecTBO Tepanyy Aanariu(I03uHOM
B 03¢ 10 mr.

®3nauenns p ABNAIOTCA HOMUHATBHBIMA.

Hegponamus

bbu10 3aperucTpupoBaHo HECKOJIBKO SIBIEHUN KOMIIOHEHTOB KOMOMHUPOBAHHOM KOHEUYHOU TOUKU
MOYEYHBIX MCXO/0B (MOoATBepkaeHHOe ycToHunBoe cHumkeHne pCK® > 50%, TepmuHanbHas
CTaaus MOYEYHOU HEAOCTATOYHOCTU WJIM CMEPTh BCIICICTBHE OCJIOXKHEHUW CO CTOPOHBI MOYEK);
yacToTa siBJeHui coctaBuia 1,2% B rpynmne, nomy4dasiield nanariauduiosus, u 1,6% B rpyme,
oJiyyaBiIel mianeoo.

Uccnedosanue DELIVER: xponuueckas cepoeunas Hedocmamounocms ¢ PBIDK > 40 %
Ouenka panarnu@iio3uHa mis YJAy4dIIEHUS KadecTBa JKM3HM TMALMEHTOB C XPOHUYECKOM
CepJICYHON HEJOCTAaTOYHOCThIO C coxpaHeHHoW (pakuuerr BoiOpoca (DELIVER) -
MEX/IYHapOJAHOE  MHOIOLEHTPOBOE  pPaHIOMH3MPOBAHHOE JBOMHOE ciemoe  Iuianedo-
KOHTPOJHMPYEMOE HCCIeAOBaHNE y MAIlMeHTOB Bo3pacTe > 40 JieT ¢ XpOHUYECKOW cepledHon
HegocraToyHocThio (kiacce II-IV mo NYHA) ¢ ®BJIK > 40% u npuszHakamMu CTPYKTYpPHOTO
3a0oneBaHus cepiia, KOTOpPOe MPOBENU AN ONpENeNeHUs BIMSHHS Aanariu@o3uHa Io
CPaBHEHHIO C IUIAaled0 Ha YacTOTy CIy4yaeB CMEPTH MO NPUYMHE CEpIACYHO-COCYAMCTOMN
MaTOJIOTUU U YXYJIIEHUE TEYEHUS CEPJIEYHON HETOCTATOUHOCTH.

N3 6263 nanuenTtoB 3131 manueHT Obul paHIOMM3UPOBaH B Tpymmy nanaraudiao3uda 10 mr, a
3132 naruenTa — B rpymiy mianedo; MeauaHa mpoA0JKUTENbHOCTH HAOMIOAeHHs cocTaBmIa 28
MecsueB. B uccnenoBanme Brmounnn 654 (10%) namueHTa ¢ MOAOCTPOM CcepAedHOM
HEJ0CTATOYHOCTHIO (T.€. PAaHJOMHU3UPOBAHHBIE BO BpEMs TOCIIUTAIU3AIINHU 110 TIOBOTY CepJICYHOMN
HEJO0CTaTOYHOCTU WM B TeueHue 30 gHEH mocie BBIMUCKH U3 cTanuoHapa). CpenHuit Bo3pact
MAIMEHTOB UCCIIeyeMON MOMYISIIIMK cOCTaBmIl 72 roja, 56% manueHToB ObLIM MYXKCKOTO MoJja.
Hcxonno 75% mnauueHToB ObIIM OoTHEceHbl oTHocwinch Ko II kmaccy mo NYHA, 24% — x 111
kiaccy u 0,3% — x IV xnmaccy. Meanana ®BJIK cocraBuna 54%. ¥V 34% mnanuentor ®BJIK
cocraBuna < 49%, y 36% — 50-59% u y 30% — > 60%. B kaxmoii rpynmne neuenus y 45%
nanueHToB B aHamHe3e Obu1 CJ] 2 tuma. basoBas Tepamus BKIIOYalla HHTUOUTOPBI
ATI®/BPA/aHrMOTEeH3MHOBBIX PELETITOPOB U HEMPUIM3UHA UHTHOUTOP, OeTa-aJpeHOOI0KATOPBI
(83%), muypetuku (98%) 1 6JI0KaTOPH MUHEPATOKOPTUKOUTHBIX perientopoB (43%). Cpennsis
pCK® cocraBuna 61 mn/mun/1,73 M2. V 49% marueHToB pCK® cocraBuna < 60 mu/mun/1,73 M,
ay23% — <45 v/mun/1,73 M2y 3% — < 30 m/mun/1,73 M2,

Jlamarnugio3uH mpoaeMOHCTPUPOBAT MPEBOCXOJCTBO MO CPABHEHUIO C IIae00 B CHIKEHUU
YaCTOTHI JIOCTHIKEHUSI KOMOWHUPOBAHHON KOHEYHOM TOYKH, BKIIOYAIOIIEH CMEPTh MO MPUYHHE
CEepJEYHO-COCYIUCTOTO 3a00JIeBaHMsl, TOCTIMTATIU3AIUIO 110 IIOBOAY CEP/ICYHOM HETOCTATOYHOCTH
WIM JKCTPEHHOE oOpallleHHue 3a TMOMOINbI0 B CBSI3U C YXYAIIEHHEM TEYEHMsI CepJeHHOMN
negocratounoctu (OP: 0,82 [95% AU: 0,73, 0,92]; p = 0,0008) (pucyHox 5).
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Pucynok 5. Bpemsi 10 mnepBoro JXoCTHKEHHS @%‘ﬁ%&ﬁ%ﬂﬁ”k 'PIGEEVQ:{:I(EKH,

BKJIIOYAKIIEH CMePTh M0 NPUYUHE CePAEYHO-COCYAUCTON MATOJOTHH, TOCTTUTAIN3ALHUIO 110
MOBOJIY CepAeYHON HeI0CTATOYHOCTH MJIH IKCTPEeHHOe ofpaleHne 3a MOMOIIbI0 B CBSI3H C
yXy/AIIeHHEM TeYeHUsl cepeYHOl HeT0CTATOYHOCTH

254

R

Jlanarangino sum

104

Koneuno# rouxu (%)

Janarang03mn B cpasuennn ¢ naauebo

OP (95% JiN): 0.82(0.73,0.92) 3uauenne p 0.0008

T T T L} T T T T T T T 1

0 3 6 9 12 15 18 21 24 27 30 33 36
Mecsiubi nocie panioMu3auuu

IausenTey, Y KOTOPHIX HLLTH JAPCIHCTPHPOBA LI
SABJACHHS KOMIOHEHTOB Kombuuuponannoi

Mauuentul rpynnes pucka

Janarmpnosun: 3131 3040 2049 2885 2807 2716 2401 2147 1982 1603 118 801 389
Mnauebo: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

DKCTpeHHOe OOpalleHHe 3a IMOMOIIBI0 B CBSI3W C YXYIIICHHMEM TEUYECHHs CEepACUHOU
HEJ0CTaTOYHOCTU OBbLIO ONpPEAENIEHO KaK CPOYHOE, BHEIUIAHOBOE 00CJE0BaHUE BpauoM,
HanpUMep B OTACICHUM HEOTJIO)KHOM TOMOINHM, BBI3BAHHOE YXYIIICHHEM TEYECHUS
CepACYHON HEIOCTaTOYHOCTH, KOTOPOE TpeOyeT JiedeHUs: (IIOMHUMO TOJBKO TTOBBIIICHUS
J103bI IEPOPATIBHBIX TUYPETUKOB).

«[TaniveHTsl rpynmbl pUCKay O3HA4YaeT KOJIMYECTBO IMALIMEHTOB TPYIIBI PUCKAa B Hauaie
nepuoza.

Ha pucynke 6 mpeacTasiieH BKIJIaJ] TpeX KOMIIOHEHTOB MEPBUYHON KOMOMHUPOBAHHONW KOHEUHOU
TOYKH B 3PPEKT IeueHus.
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Pucynok 6. DddexT JieyeHUs] B OTHOLICHUU nepsﬂl‘&&ﬁjmﬁ&mﬁ 'FI';)E :k%;{%ghoﬁ

TOYKH U €€ KOMIIOHCHTOB

TTameHTsL, ¥ KOTOPRIX OBLTH

R OTHOWIEHHE PHCKOB 3aper i?:gg::?::; .:H.'rcmm ( l'nm%u'clmc
(95 % JIH) ) PHCKOB
KOMOHHMPOBAHHOK KOHeuHO (95% JIH)
TOMKM (MacToTa ABJCHH)
Hanarandaosun  [Inauedo
(N=3131) (N=3132)
KoM OHHHpPOBAHHAA KOHEHHAN TOMKA,
BREIOYAKILAS CMEPTH 110 [IPHUHHE CePASHHO- |
COC}',‘IHC'II\!'{\ 'iﬂf‘l‘l.‘lL‘BaHHﬂ. FOCTTHTANHZALLH DY |
Mo NOBOIY CEPACUHON HEOCTATOMHOCTH HIH | 512 (7,8) 610 (9,6) 0,82(0,73,0,92)
IKCTpPeHHOE 0OpalleHHe 3a MOMOILLIO B CBA3H —— |
C '\'\}',U.LUEIIHCM TCYHCHHHA thp,'lellHOI‘i |
HENOCTATOYHOCTH
["ocnuTanm3aims rno NoBoIy —_— 329 (5,0) 418 (6,5) 0,77(0,67, 0,89)

CepaeYHON HEJOCTATOMHOCTH

IKCTpeHHOE 0DpalleHHE 3a NOMOIEIO
B CBAIH C YXYLIEHHEM TeUeHHA —_— 1 60 (0,9) 78 (1,1) 0,76 (0,55, 1,07)
CEPASYHOIN HEAOCTATOMHOCTH

CMEpTE N0 NPHYHHE CEPACHHO-

b b 23133)  261(38) 0.88(0,74,105)

L] T T 1
0.5 08 1 1.25 2

B none3y
nanaraudnoinya
BKCTpeHHoe o6pameHHe 3a TIOMOLIBKO B CBA3HM C YXYAUICHUEM TCUYCHUA CEPACUHOU

HEJIOCTATOYHOCTH OBLIO OMPENETICHO KaK CPOYHOE, BHEIUIAHOBOE OOCJIEIOBAHUE BPAYOM,
HallpUMEP B OTACJIECHUM HEOTIIOKHOM IIOMOLIM, BBI3BAHHOE YXYALICHUEM TEUYCHUS
CEp/IEYHON HEIOCTAaTOYHOCTH, KOTOpOe TpeOyeT jedeHus! (MOMHUMO TOJBKO IOBBIIICHUS
JI03BI TIEPOPATLHBIX JUYPETUKOB).

KonuuecTBo nepBhIX SBJICHHH MO OTACIBHBIM KOMIIOHEHTaM KOMOMHUPOBAHHOW KOHEYHOM
TOUKH SBISIETCS (DAKTMUECKUM KOJIWYECTBOM IMEPBBIX SIBICHUN KaXJI0TO KOMIIOHEHTA U HE
CYMMUPYETCS ¢ KOJUYECTBOM SIBIEHUN B KOMOMHUPOBAHHON KOHEYHOM TOYKE.

YacToTa BO3HUKHOBEHHS SIBJICHUI MIPEICTABICHA KAaK YUCIIO YYACTHUKOB, Y KOTOPBIX OBLIO
3apETUCTPUPOBAHO SBJICHHE KOMIIOHEHTOB KOMOMHUPOBAHHOW KOHEYHOM Toukw, Ha 100
MaIUeHTa-JeT MOCIeIYIOIIero HaOI0IeHuUSI.

AHanM3 CMEPTH MO MPUYNHE CEPJICUHO-COCYAUCTOr0 3a00JIeBaHus, IPEJACTABICHHON 3/1€Ch
B KauecTBE KOMIIOHEHTAa MEPBUYHON KOHEUHOH TOYKH, TaKkKe MPOBENU MPH (HOpMATbHOM
KOHTpPOJIE OIIMOOK MEPBOTO poja, T/I€ OHA BHICTYIAja B KAY€CTBE BTOPUYHONW KOHEYHOMU
TOYKH.

B nonb3y nnaueo

Janarnugo3uH MpoAeMOHCTPUPOBAT MPEBOCXOJICTBO M0 CPABHEHUIO C II1ale00 B CHMKEHUU
o0miero ymciaa CoOBITHI CepAeuHON HEIOCTaTOYHOCTH (OMpeNeIsieMOro Kak IepBUYHAs U
MIOBTOpHAs TOCHHUTAIM3allUs [0 IOBOAY CEPACYHOM HENOCTATOYHOCTH WIH OSKCTPEHHbIE
oOpallleHusi 3a MOMOUIbIO B CBS3M C YXYALUICHHEM TEUEHHUs CEepACYHOM HEIOCTaTOYHOCTH) U
CMEpTH 1O NMPUYUHE CEePACUHO-COCYAUCTOro 3aboneBanus: 8§15 ciiyuaeB B rpymie, nojydaBiien
nanarmuduiosnH, 1o cpaBHeHHIO ¢ 1057 cinywasmMu B rpymme, Mody4yaBmied Turane6o
(otHOcutenwHas yactora: 0,77 [95% [AU: 0,67, 0,89]; p = 0,0003).

[TpenmymiecTBo Tepanuu nanariaugI03WHOM 110 CPAaBHEHUIO C MUI1a1e00 B OTHOIICHUH TTEPBUIHOM
KOHEYHO! TOYKHM Habmomanock B noarpynnax nanuentoB ¢ ®BJDK < 49%, 50-59% u > 60%.
Oddexr Tepamum TakxkKe ObUT  CONOCTaBUM B  JIPYIMX  KIIOYEBBIX  MOArpyMHmax,
KJaccu(UIMpPOBaHHbBIX, HAIPUMEp, 1O Bo3pacty, noiy, kiaccy NYHA, yposaio NT-proBNP,
MOJJOCTPOTro CTaTyca CepACYHON HEAOCTATOYHOCTH U Hamuuuio CJI 2 tumna.
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. MOCNENOBATENEHOCT R 0005
Hcxoo, coobwaemvlii nayuenmamu: CUMRIMOMbL XDOHume’CKO%_ ocunou IFle(}'deamv'lmolcmu

COOTBETCTBYET 3KCMEPTHOMY OTUETY

Tepanus nanarmu$Io3MHOM NPUBOAMIA K CTATHCTHYECKHM 3HAYUMOMY TPEUMYILIECTBY IIO
CPaBHEHHUIO C IJae00 B OTHOIIEHWH CUMITOMOB CEpJEUYHON HEIOCTATOYHOCTH, OLEHUBAEMBIX
0 u3MeHeHuto depe3 & wmecsaueB oT wucxonHoro ypoBHsi KCCQ-TSS (BepostTHOCTB
npeumymiectsa: 1,11 [95% JU: 1,03, 1,21]; p = 0,0086). YacToTa U TSKECTh CUMITOMOB BHECIIH
BKJIQ/I B PE3YJIbTAT, OJyYSHHBIH 110 3()(h)eKTUBHOCTH TEPAITUH.

[Ipu ananm3e pecrnoHACHTOB J0JIA MAIMEHTOB CO CpeaHHMM (> 5 OallJIOB) WU CHIBHBIM (> 14
0amnoB) yxymmenueM 3HaueHus KCCQ-TSS dgepes 8 mecsieB Mo CpaBHEHHIO C MCXOJIHBIM
ypOBHEM ObljIa HUXKE B TPYIIE JeueHus Janaraudio3uHOM: cpeiHee yXyAllleHne Ha0Iroaanoch
y 24,1% mnauueHTOB, NPUHUMABIIMX Aanarid@io3uH, Mo cpaBHeHHIO ¢ 29,1% mnanueHTos,
MPUHUMABIIKX 11ane6o (otHowmeHue maHcos: 0,78 [95% JAU: 0,64, 0,95]); cunbHOe yXyAleHue
Habmoxanoce y 13,5% mnanueHToB, NMPUHUMABIIMX AanariaugIio3uH, mo cpaBHeHuio ¢ 18,4%
MalUeHTOB, MPUHUMaBIINX IuTanebo (otHomenue maHcos: 0,70 [95] % AU: 0,55, 0,88]). Hons
MAIMEHTOB CO CJIA0BIM MJIM CPEIHUM yiydiieHueM (> 13 GasioB) WU CHIIBHBIM YITy4IICHUEM
(> 17 6anoB) He OTJIMYATIACH MEXKTY TPYIIIIAMH JICUCHHUS.

Xponuueckas cepdeunas nedocmamounocms 8 ucciedosanusix DAPA-HF u DELIVER

B ananuse o6benuHeHHbIX naHHbIX uccienoBannii DAPA-HF u DELIVER oTtHomeHue puckos
U manariaudio3uHa 10 CPaBHEHHIO C IIane00 B OTHOMICHWH KOMOWMHHPOBAHHOW KOHEYHOUN
TOYKH, BKJIIOUYAIOIIEH CMEPTh MO MPUUYNHE CEPJICYHO-COCYAUCTOM MAaTOJIOTUU, TOCTTUTAIU3AIIUIO
10 TIOBOJAY CEPACUYHON HEIOCTATOYHOCTH WJIM IKCTPEHHOE OOpalleHue 3a MOMOIIBI0 B CBSI3U C
YXYALIEHUEM TEeUeHUsl CeplIeyHON HemocTaToyHocTH, cocraBuio 0,78 (95% HAU: 0,72, 0,85),
p <0,0001. Dddext nedeHus ObLT COMOCTABUM I Bcero auanazoHa 3HadeHuin ®BJDK 6e3
ocnabnenus 3¢ dexra B 3aBUCUMOCTH OT 3HaueHuss OBJIK.

Ha ocHoBanmm aHayim3a 0oOBeAWMHEHHBIX AaHHBIX HccienoBanuii DAPA-HF u DELIVER mo
3apaHee MpeAyCMOTPEHHBIM: NIEPEMEHHBIM Ha YPOBHE MAIMEHTOB IPUMEHEHHE Janaringio3nHa
MPUBOJAWIO K CHHKEHHUIO pUCKA CMEPTH MO MPUYUHE CEPACUYHO-COCYIUCTON MATOJIOTHH TIO
cpaBHeHuto ¢ miarebdo (OP: 0,85 [95% IU: 0,75, 0,96], p = 0,0115). [TonoxurensHbiid 3P et
JedeHus1 OBbLIT IPOJIEMOHCTPUPOBAH B 000X UCCIICTIOBAHMSIX.

XpoHuyeckasi 601€3Hb HOYEK

HccnenoBanmne mo olieHKe BIMSHHS Aanmariu@io3nHa Ha MOYEYHBIE MCXOJAbI U CMEPTHOCTh OT
CEPJIEYHO-COCYAUCTHIX 3a00JI€BaHU Yy TMAIMEHTOB C XPOHHYECKOW OOJE3HBIO IMOYEK
(DAPA-CKD) — MexayHapoJHOE MHOTOIIEHTPOBOE PaHIOMU3HPOBAHHOE JIBOWHOE CIENoe
1a11e00-KOHTPOJIMPYEMOE HCCIIEIOBAaHUE y TAIMEHTOB C XPOHUYECKOH OOJIE3HBIO MOYEK C
pCK® > 25 u < 75 mn/mun/1,73 M? u ans6ymunypueii (A/Kp moun) > 200 u < 5000 mr/r) —
MIPOBOAMIIN ISl ONIPEAETICHUS BIUSHUS, KOTOPOE OKa3bIBAET Jamariu¢uio3vH M0 CPaBHEHUIO C
mianebo mpu g00aBIeHUMM K CTaHAApTHOW 0a30BOM Tepamuy Ha YacTOTy JOCTHIKEHUS
KOMOWHUPOBAaHHON KOHEYHOW TOYKH, BKIIOYaromel ycroitunBoe cHmkeHne pCK® na > 50%,
TEPMHUHAIBHYIO CTAJUI0 MOYEYHOW HEAOCTATOYHOCTH (OINpelesieMyl0 KaK CTOMKOe 3HaueHUe
pCK® < 15 mu/mun/ 1,73 M, JOJITOCPOYHOE JICUCHHUE JUATH30M WJIA TPAHCTUTAHTAIMS TTOYKH),
CMEpTh 10 MPUYHHE CEPJICYHO-COCYAUCTOrO 3a00JIeBaHMsI UM CMEPTh BCIIEACTBUE OCIOKHEHUIN
CO CTOPOHBI TIOYEK.

N3 4304 naunenToB 2152 nanueHTa ObUIM paHJOMU3UPOBAHBI B Tpyny AanariudiozuHa 10 mr,
a 2152 manuenTa — B rpynny miamnedo; MeauaHa nepruoja HaOIoAeHNs cocTaBuia 28,5 Mecsna.
Jleuenue mpooiKaiM, eciu Bo Bpems ucciaegoBanusi 3Hauenne pCK® cHmxanoce 10 ypoBHS
Hmke 25 mu/mun/1,73 M2, M MOTJIM TPOJIOJDKATh B CIIy4asiX, Korja OblT HEOOXOAUM JIHAIN3.
Cpennuii Bo3pacT MalMeHTOB UCClenyeMoi nonynanuu coctaBuia 61,8 roaa, 66,9% naiueHToB
Ol My>kckoro mona. Mcxomgno cpennee 3Hauenne pCK® cocraBuio 43,1 mun/mun/1,73 M2, a
meaunana A/Kp moun — 949,3 mr/r. V 44,1% namuentos 3Hadenne pCK® cocrasmsio ot 30 g0
< 45 mur/mun/1,73 M2, y 14,5% nanuentoB — < 30 mu/mun/1,73 M2. Y 67,5% mauuenrtos 66u1 CJI
2 tuna. [lanueHTs! MOMy4Yanu cCTaHgapTHYIO Tepanuio; 97,0% maueHToB moryyald HHTHOUTOPHI
AII® nnu BPA.
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1y OTYETY

3aBEPIIMWIA JOCPOYHO IO MPHUYMHE BBISBICHUS 3(PPEKTHUBHOCTU JIC€YCHMS, YCTAHOBICHHOMW 0
MIPOBEICHUS 3aIUIAHUPOBAHHOTO aHanu3a. Jlanarnuguo3us npoaeMOHCTPUPOBAJ MPEBOCXOACTBO
[0 CPaBHEHHUIO C TUIane0o B MPEIOTBPAICHUH IEPBUYHON KOMOWMHUPOBAHHON KOHEYHON TOUYKH,
BKJIIOYaromen ycronunBoe cHikeHne pCK® na > 50%, TepMHHANIbHYIO CTA[HUI0 MOYEYHOU
HEJ0CTaTOYHOCTH, CMEPTh 10 IPUYHMHE CEPAEUHO-COCYIUCTOro 3a00JIEBaHUS WIM CMEPTh
BCJIE/ICTBUE OCIIOKHEHHI CO CTOPOHBI ITouek. Ha ocHoBaHuu rpaduka, moCTPOSHHOTO € TOMOUIBIO
Mmetona Karuiana-Meiiepa /Ui BpeMeHH J0 MEPBOrO JTOCTHKEHUS KOMOMHUPOBAHHON KOHEUHON
TOUYKH, 3 PexT Tepanuu ObUT MPOJIEMOHCTPUPOBAH HAUMHAA C 4 MECALIEB JICUCHUS U COXPaHSIICA
710 KOHIIa UCCIIeJ0BaHus (PUCYHOK 7).

Pucynox 7. Bpemsi 10 mnepBoro J0CTH:KEHHS] KOMOMHUPOBAHHOW KOHEYHOW TOYKH,
BKJIKOYaouieil ycroiiuuBoe cHukenue pCK® na > 50%, TepMHHAIBHYIO CTAAUIO TOYEYHOM
HEJ0CTATOYHOCTH, CMEPTh MO NPHYHMHE CePAeYHO-COCYIMCTOro 3a00/1eBaHUsl WM CMepTh
BCJIEJICTBHE OCJI0KHEHHUH CO CTOPOHBI MOYeK

24

™ == [lnaue6o

20 4
18 .
16 - P Jlanarandnodun
14 =
12 4

10 =

IMaumenrnl, y KOTOpbIX ObLIK
3APETHCTPHPOBAHKI SBJICHHS KOMIIOHEHTOB

KOMOHHHPOBAHHOH KoOHCUHOH ToYKH (%)

OP (95% JIH): 061 (0.51, 0.72)3nauenne p 20 0001
= 10 T T T T T T T T T
0 4 g 12 16 20 24 28 32 36

Mecsiubi noc/ie paAHAOMH3ANMK

IMaumenTsl rpynno pucka
Janaraudnosun: 2152 2001 1955 1898 1841 1701 1288 831 309 31
Thauebo: 2152 1993 1936 1858 1791 1664 1232 774 270 24

«[TaniMeHThl rpynmbl pUCKa» O3HA4YaeT KOJIMYECTBO IMAlMEHTOB IPYIIBI PUCKAa B Hauaie
nepuoza.

Bce derbipe KOMIOHEHTa MEPBUYHON KOMOWHUPOBAHHOW KOHEYHOW TOYKH MO OTIEIHHOCTH
BHOCUJIM BKJIaZ B 3pdekt nedeHus. Tepanus ramarnudaio3nHOM TakKe MIPUBOIMIIA K CHUKEHHUIO
YacTOTHI SIBJICHUM KOMOMHUPOBAHHONW KOHEYHOW TOYKH, BKITFOYAOIIEH YCTOWYMBOE CHIDKECHUE
pCK® nHa > 50%, TepMUHAIBHYIO CTaAWIO0 MOYECYHOW HEIOCTATOYHOCTH, CMEPTh BCIIEIICTBHE
OCIIO’)KHEHUH CO CTOPOHBI MTOYEK, a TAKKE YaCTOTHI IBIICHUH KOMOMHUPOBAHHOM KOHEUHOW TOUYKH,
BKJIIOYAIOIIEH CMEPTh MO MPUYUHE CEPlIEYHO-COCYAUCTOTO 3a00JI€BaHMsI U TOCTIUTATU3AIHIO 110
MOBOJIy CEpPACYHON HEIOCTAaTOYHOCTH. JleueHune mamarnudIo3MHOM MPHUBENO K YIYUIICHUIO
o0mieil BBDKMBAEMOCTH Y TAIMEHTOB C XPOHUYECKOW OOJIE3HBIO MOYEK M CTAaTUCTUYECKHU
3HAYMMOMY CHUKEHHUIO CMEPTH IO TOOOH mpuunHe (PUCYHOK 8).
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Pucynok 8. ¢ dekr jeueHus B OTHOMIEHU U epBuqdﬂ@ﬁﬂ%ﬁ%ﬁ%ﬁ%%ﬂﬁ&%m

KOHCYHBbIX TOYCK, UX OTACJIbHbIX KOMIIOHCHTOB, 4 TAKXKE€ CMEPTH 110 10001 NpUHYUHEe
3APCTHCTPHPOBAHE! ABICHHA

IMokazarenn OP (95 % JIH) KOMIIOHCHTOR KOMOHHHPOBAHHO# OP (95% /1K) 3uauenue p
KOHEYHOT TOUKH (YaCTOTa ABNEHHMIT)

Janarimdnoznu Iaanebo
IlepBHuHas KOHeYHas TOUKA (N=2152) (N=2152)

KomOunuposannasn KoHeunasn 104xa,
BRIIOYAIOUIAS VCTORYNBOC CHIAKEHHE
PCK® na = 50 %, TePMHHAIBLHYIO CTAAHIO
NO4EHHOI HEIOCTATOMHOCTH, CMEPTH
BCJACACTBHE 0CA0KHEHNIT CO CTODOHBI NOYEK
HJH CMEPTH N0 NPHYHHE CEPACHHO-
COCYAHCTON NATOIOTHH

197(4.6)  312(7.5) 0.61(0.51,072) <0.0001

Bropnunbie koHeuHble TOYKH

KomOuHHPOBAHHAS KOHEUHAN TOYKA,

BRIIOYAIOMAS YCTOHYHBOC CHHACHHE

PCK® na > 50 %, TepMURAILHY IO o 142(3.3) 243(5.8) 0.56(0.45 068) <0.0001
CTAAMIO NOYEHHONH HEAOCTATONHOCTH WK

CMEPTH BCACACTBHE 0CA0KHEHHIH €O

cmpouu nouex

KomOHHHPOBAHHAS KOHCHHAR TOYKA,

BRTIOYAIONUIAN CMEPTH 110 TIPHYHHE

CePACHHO-COCYAHCTON NATOIOIHH H — - 100(2.2) 138(3.0) 0.71(0.55.0.92)
TOCTIHTAIMIANNIO 1O noBoAaY CfPJC‘IHO“

HEAOCTATOMHOCTH

Cmeprs no 06oii npuanne — 101¢2.2) 146(3.1)  0.69(0.33, 0.88)

Komnonen s xoMOHHHPOBAHHBIX
KOHEUHBLIX TOMEK

Yerolunsoe crskenne pCK® na > 50 % = 112(2.6) 201(4.8) 0.53(042,067)
Tepmunanbnas craams noucuHoN " y
HEAOCTATOMHOCTH R 109(2.5) 161 (3.8) 0.64(0.50,0.82)
Yeroftuusblii ) 1L pCKD < o
e ] 84(1.9)  120(28) 0.67(051,088)
< 15 ma/mun/1,73 m
JloArocpouoe nedenie Ananmon ; ™ 68(1.5) 99(22)  0.66 (0.48. 0.90)
IpancrianTaums novKn
3. $(0.2)
CMEPTE 110 NPHYHHE CEPACHHO- " 65(1.4) 8O(1.7) ORI (0.58.1.12)
COCYAMCTON NATONOIHM ; ? : T
CMEPTH BCICACTBHE OCIOMHCHNIH CO
CTOPUHBE TIOHER 240.0) 6(0.1)
[NocnuTanniauns no nosoay - - - - >,
CCPACHHON HEAOCTATOYHOCTH 37(0.8) 71(1.6) 051034, 0.76)
034 0.7 ) (9 P
B nemay | B nomoy
Aanaraugaosuna naanedo

KonundecTBo nepBbIX SABIEHUH MO OTAETHHBIM KOMIIOHEHTaM KOMOMHUPOBAHHOW KOHEYHOMN
TOYKH SIBJSIETCS (PAaKTUUECKUM KOJMYECTBOM IEPBBIX SBJICHUN KaKIOTO KOMIIOHEHTA U HE
CYMMHPYETCS C KOJIMYECTBOM SIBIIEHUH B KOMOMHUPOBAHHON KOHEUHOU TOUKE.

YacToTa BO3HUKHOBEHHUS SIBIICHUN MPEJICTABIIEHA KaK YUCIIO YIaCTHUKOB, Y KOTOPBIX OBLIO
3apEruCTPUPOBAHO SIBICHHE KOMIOHEHTOB KOMOMHHUPOBAHHOW KOHEUHOW ToukH, Ha 100
MaIUeHTAa-JIET MOCIEAYIOIIETO HAOII0ICHHS.

O1eHKH OTHOIIIEHUSI PUCKOB HE TPECTABIICHBI Ui TIOATPYII C OOIUM YUCIIOM SIBIICHUH,
COCTABJISIONIMM MeHee 15 B 00enx rpynmnax uccieoBaHusl.

[TpenmymiecTBO Tepanuy Aanariau(Io3nHOM OBIJIO COOCTaBUMBIM Y ITAIMEHTOB ¢ XPOHHUYECKOH
6one3npto noyek ¢ CJI 2 tuna m Oe3 takoBoro. Ilpumenenue namarnnguo3nHa MPUBOAMIO K
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. DCNENOEBATENEHOCTE.ODNA)
CHIDKCHHIO YacTOThI  JOCTH)KCHHS —TEPBUYHOM KI(J;l\/IGHH]/rUt—)IBaﬁHOI/F“ IkoHét[Hoﬁ" -~ 1OYKH,

BKItoyaroneil ycroiunBoe cHuxkeHue pCK® nHa > 50%, TepMUHAIbHYIO CTaJUI0 MOYEYHOMH
HEJOCTaTOYHOCTH, CMEPTh [0 MPHYMHE CEePACYHO-COCYTUCTON MaTOJOTHH WM CMEpPTh
BCJICJICTBHE OCJIOXHEHUN CO CTOPOHBI MOYEK: OTHOIIEHHE puckoB - 0,64 (95% 1AU: 0,52, 0,79)
st maruenToB ¢ CJ1 2 tumna u 0,50 (95% AU: 0,35, 0,72) nus 6onbnbix 6e3 C/I 2 Tuma.
[IpenmytiecTBO Tepanuu qanariaugI03HHOM 110 CPAaBHEHUIO C TUIAe00 B OTHOIICHUH TEPBUIHON
KOHEYHON TOYKM OBUIO COMOCTAaBUMBIM B JAPYTUX KIIOUEBBIX moiarpymmax, Bkiarodas pCKD,
BO3pAacT, I10JI ¥ PETHOH.

eTH
C/l 2 muna
B ximHuyeckoM uccineoBaHuu y AeTel U moapocTkoB B Bo3pacte oT 10 no 24 ner ¢ C/l 2 tuna
39 manueHTOB OBUIM paHIOMM3MPOBAaHBI B Tpynmy pgamarnuduosuHa B jgoze 10 mr, a
33 manueHTa — B TpyIIy IUianedo B Ka4yeCTBE KOMOMHUPOBAHHOW TEpalMM C MET(POPMHHOM,
MHCYJIMHOM WK ¢ KoMOuHanuei merdopmuHa u MHCynuHa. Ha MomeHT panmomusauuu 74%
nanueHToB Obutd Mitazmie 18 ser. CkoppeKTUpOBaHHOE cpeaHee u3Menenue yposas HbAlc ot
MCXOJ/IHOTO YPOBHS A0 24 HEAETH IpU MPUMEHEHNUHU Janaringio3nHa 0 CPAaBHEHUIO ¢ TU1anedo
cocraBuino —0,75% (95% HAU: —-1,65, 0,15). B BospactHoil rpynme wmuamgme 18 jer
CKOpPpEKTHPOBaHHOE cpeHee nu3MeHenune yposas HbAlc npu npumeneHnn nanariu@aio3uHa mo
cpaBHeHUIO ¢ Tuianebo cocraBuio —0,59% (95% AU: —1,66, 0,48). B Bo3pacTHO# rpymnmne oT
18 et u crapmie cpenHee u3MeHeHue ypoBHs HDAlc oTHOCHTENBHO HCXOTHOTO YpPOBHS
cocraBuio —1,52% B rpynne, nonyyaBiied mamarnmuduosuH (n = 9), u 0,17% B rpynme,
nosydaBmedt 1mianebo (n = 6). DddekTuBHOCT, W 0e30macHOCTh ObUTM  aHAJOTHYHBI
COOTBETCTBYIOIIUM TMOKAa3aTesIM, HAOIIOAAEMbIM Yy B3POCIBIX MalMEHTOB, MOIYYaIOIIUX
nanarnugnosuH. JlanpHeiee moaTBepxKaeHue 6€30MaCHOCTH U IEPEHOCUMOCTH OBIIO IMOIY4EHO
B JIOTIOJHUTEIHFHOM IEPUOJIE UCCIIEOBAHMS, MPEAHA3HAYEHHOM JJIsi OLIEHKH Oe30IMacHOCTH,
IIPOJOJIKUTEIBHOCTBIO 28 HEIEb.

5.2. dapmakokMHeTHYeCKHE CBOICTBA

Abcopbrus

[Tocne mpuema BHYTpb Aanariau@io3uH OBICTPO U TOJHOCTHIO BCACHIBAETCS B KEIYAOYHO-
KUILIEYHOM TpakTe. MakcuManbHas KOHIEHTpaiws nanariuiduio3nHa B 1iasme KpoBH (Cmax)
OOBIYHO JTOCTUTaeTCsl B T€UEHHE 2 4YacoB Iocie mpuema HaTomak. CpeaHue reoMeTpuyueckue
3HaueHUsd Cmax U AUC nans pamarnuguio3yHa B paBHOBECHOM COCTOSIHMM IOCJE TpUEMa
nanarmuduiosnHa B go3e 10 mr oguH pa3 B CyTKu cocTaBisui 158 Hr/mn u 628 Hr-u/mi
COOTBETCTBEHHO. AOCONIIOTHAS OMOAOCTYNHOCTH Aanarauduio3nHa Npu MpueMe BHYTPh B J103€
10 mr cocrtaBnsier 78%. IlpueM UM C BBICOKUM COJCPIKAHUEM IKUPOB CHUKAT Cmax
nanarnugiaoznsa Ha 50%, yuinHAT Tmax (BpeMs JOCTHXKEHUS MaKCHUMajibHOM KOHLIEHTpPALMH B
ia3me) nmpumepHo Ha | gac, Ho He Bimstn Ha AUC 1o cpaBHEHHIO ¢ TPUEMOM HATOIIAK. DTH
U3MEHEHUS He SBJISIIOTCA KIMHUYECKH 3HaunMbIMU. [Ipenapat ®@opauriand mMoxer npuHUMAThCS
KaK BO BpeMs IpHeMa MUIIH, TaK U BHE €ro.

Pacnpenenenue

Hanarmuduosna npumepHo Ha 91% cBs3piBaeTcs ¢ Oenkamu. Y TAIMEHTOB C Pa3TMYHBIMU
3a00JIeBaHUAMH, HAIIpUMEp, C HApYIIEHUAMHU (DYHKIMU TTOYEK WIM MEeYEeHHU, 3TOT MOKa3aTelb He
u3MmeHsics. CpenHuil o0beM pacripeenieHus: Aanariu@uo3rHa B PaBHOBECHOM COCTOSHUU
cocraBui 118 7.

buorpanchopmarus

Hanarnugnozun Merabonusupyercss ¢ 00pa3oBaHHMEM, TIJIaBHBIM 00pa3oM, HEAKTUBHOTO
MeTabonuTa ganarmugro3nH-3-O-TIIoKypOHH/IA.

Hanarnugnozns-3-O-TIIoKYpOHHU]T U IpyTHe METa0OIUThHl He OKa3bIBAIOT (PapMaKoIOrHYECKOro
neiictus.  Jlamarmuguo3un-3-O-TmokypoHn  GOpMHUpYeTCss TOJ  JelcTBHEM (depMeHTa
ypuauHaudocaT-rimokyporosuntpancdepassl 1A9 (UGT1A9), npucyTcTByIONIETo B MEYEHH U
nmoyvkax, nzopepmeHTsl nuroxpoma CYP BoBjeUeHB B METa00JIM3M B MEHBIIICH CTEIIEHHU.
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DIMMHHALS (MOCNEOOBATE]

Cpennuii nepuo MoJTyBbIBEICHUS U3 T1a3MbI KpOoBH (T1/2) y 3I0pPOBBIX TOOPOBOIBIIEB COCTABIISLI
12,9 yacoB mociie 0THOKpaTHOTO MprueMa aanariudiao3una BHYTpb B 103¢ 10 mr. CpeaHuii 00mmmii
CUCTEMHBIN KJIHMpEHC nanariudio3uHa MpU BHYTPUBEHHOM BBEIEHUU cOCTaBIsT 207 MII/MUH.
Janarnuguo3us u ero MeTaboJIUThl BHIBOAATCSA, MPEUMYILIECTBEHHO, TOYKaMHU, U TOJIBKO MEHEe
2% BBIBOAMTCA B HeM3MeHeHHOM Buze. Ilocme mpuema 50 wmr “C-manmarmugnosmna 6wu10
oOHapyxeHo 96% pamuoakTuBHOCTU — 75% B Moue u 21% — B ¢ekanusax. [Ipumepno 15%
pPaIMOaKTUBHOCTH, OOHAPYKEHHOHM B  (QeKamusX, MNPUXOAWIOCh Ha  HEU3MEHEHHBIN
Janariugo3uH.

JInHeHHOCTh (HEINMHEHHOCTD)

Oxcno3unus  Janaraudio3rHa  yBEIMYUBANAch MPOMOPIMOHAIBHO YBEIUYEHHUIO 1036l B
muana3one ot 0,1 1o 500 mr, a hapMaKOKUHETHYECKHUE CBOMCTBA JamariugIo3nHa He U3MEHSUINCh
C TeYEHUEM BPEMEHHU IIPU MHOTOKPATHOM €KE€THEBHOM IpUEME B TeUEHHE J10 24 HeJelb.
IToyeyHas HEIOCTATOYHOCTD

B paBHOBecHOM cocTossHuM (pueM aanarnu@io3uHa B 1o3e 20 Mr B TeueHue 7 THel) cucTeMHas
sKcno3unus nanarnudaosuna y nauentoB ¢ CJl 2 Tuna u HapymeHneM GyHKIUN TOYEK JIETKOM,
CpeIHel WM TSKENol cTerneHu (ompenensieMoi Mo KIupeHcy norekcona) Ovuia Ha 32%, 60% u
87% BbIme, yem y nanuenToB ¢ CJ] 2 Tuma u HOpManbHOUW (DyHKIMEH MOYeK, COOTBETCTBEHHO.
KonnuecTBo 11t0K03bI, BEIBOJUMOM MOYKAMH B T€UEHUE CYTOK MpHU MpueMe aanarindio3uHa B
PaBHOBECHOM COCTOSIHWH, 3aBUCEIIO OT COCTOSIHUA (pyHKIMH rmouek. Y nanuentoB ¢ CJl 2 tuma u
HOpMaIbHOU (DYHKIHEH MMOYEK, U C HapylIeHueM (YHKIIHH IMOYEK JIETKOM, CpeTHEeH WU TshKeIon
CTENEHU B CYTKHM BBIBOJMJIOCH 85, 52, 18 m 11 T riroko3sl, cooTBeTCTBEHHO. HeusBecTHO,
OKa3bIBACT JIM TeMOJMAN3 BIMSIHHE HA SKCHO3MIMIO JManarnudio3nHa. BiusHue CHUXEHUS
(GYHKIMM TOYEK Ha CHCTEMHYIO SKCHO3UIIMIO TperapaTa OLEHWBAIU Ha MOMYJISIIMOHHON
dapmakokuHeTnueckoit moaenu. Crnpornozupoannas mojenbio AUC Obuia Bbllle y MallueHTOB
C XpOHHYECKOH 00JIE3HBIO MTOYEK 110 CPABHCHHIO C TMAIUCHTAMH ¢ HOPMATbHOW (YHKIIMEH ITOYEeK
U CYIIECTBEHHO HE pazNuyanach y MAlMEHTOB ¢ XpOHHUECKOH Oone3Hbto moyek ¢ C/] 2 tTuna unu
0e3 Hero, YTO COTJIACYETCs C paHee MOJTyUYeHHBIMU JaHHBIMH.

IleyeHOYHAsI HEIOCTATOUYHOCTh

VY nmanueHToB ¢ MeYeHOUYHON HEA0CTATOYHOCTBIO JIETKOW MJTH CPETHEN CTENEeHU THKECTH (KJ1acChl
A u B no Yaitna-I1s10) cpennue 3nadennst Cmax 1 AUC nanarnudno3uHa ObIIH, COOTBETCTBEHHO,
Ha 12% u 36% BbIIIE 110 CPAaBHEHUIO CO 3J0POBBIMHU J0OpOBOJbIIAaMH. JlaHHBIE paznuyus He
SBIISIOTCS KJIMHUYECKH 3HAYMMBIMH, TOSTOMY KOPPEKTUPOBKH J03bl Aanarivdio3uHa mnpu
MEYECHOUYHON HEJOCTATOYHOCTH JIETKOW M CpPEeIHEH CTeNEeHH TSKECTH He Tpelyercs (CM. pasjaen
4.2.). Y ManuMeHToB C NMEYCHOYHON HEI0CTaTOYHOCThIO Tspkenoi crenenu (kimace C mo Yaitnn-
[Te10) cpemnme 3HaueHWss Cmax W AUC nmanarmmduosmna Obutn Ha 40% u 67% BhIIIE,
COOTBETCTBEHHO, IO CPABHEHHIO CO 3I0POBBIMU JOOPOBOJIBIIAMH.

Jlnna nmoxusioro Bospacra (= 65 aer)

He oTmedanochs KITMHUYECKH 3HAUUMOTO YBEIMYECHHS SKCIIO3UIIMHU Y TAIUEHTOB B Bo3pacte A0 70
neT (eciau He yYUTHIBATh JApyrue (akTopbl, TOMUMO BO3pacTa). TeM He MeHee, MOKHO OKHJIaTh
YBEJIMUYEHUS YKCIIO3UIUH 3a CUET CHIDKEHUS (DYHKIIMU TTOYEK, CBSI3aHHOTO ¢ Bo3pacToM. [laHHBIE
00 9KCTO3UIMY y MAlIMEHTOB B Bo3pacTte crapiie 70 JeT HeT0CTaTOYHBI.

[on

Y oxennmH cpenHee 3HaueHne AUC B paBHOBECHOM cocTosHMM Ha 22% TpeBBIIIaeT
AQHAJIOTUYHBIN MOKa3aTeNb Y MY>KUHH.

PacoBas npuHaJIE)KHOCTD

KinHnueckn 3HaUMMBIX pa3MyUil CUCTEMHOW 3KCIO3MIMH y TPEACTaBUTEIIEH €BPONECOUIHOM,
HETPOUIHON M MOHTOJIONJTHOM Pac HE BBISABJIEHO.

Macca Tena

OtmeudeHbl Oojiee HU3KHME 3HAUEHHS SKCIO3MIMM MpHU TMOBBILIEHHOW Macce Tena. [lostomy y
MAlMEeHTOB C HU3KOW MAaccoM Tena MOXET OTMEUYaThCs HEKOTOPOE MOBBIIIEHUE 3KCIO3ULINUU, a Y
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MAllMEHTOB C MOBBIIIEHHON MAacCOW Tejla - CHIDKEHHE 'ﬂcn‘o;lml%ﬂ -hana'mlﬁ(bnb'm/ma:' 'Gz[ﬁaxo

JaHHBIE PA3JINYUS HE SBJIAIOTCS KIMHUYECKU 3HAUMMbIMHU.
eTu

dapmakoKHHETHKA U (hapMaKkoAMHAMUKA (TIIIOKO3ypusl) Ipu puMeHenuu y neteii ¢ CJ1 2 tuma B

Bo3pacte oT 10 1o 17 et ObUIM aHaJIOrMYHBI COOTBETCTBYIOLIMM [TOKA3aTeIsIM, HA0JII0JaeMbIM Y

B3pocCibIx nanuenToB ¢ C/] 2 tuma.

5.3. JlaHHbI€ 0 TOKJIMHUYECKOH 0€30MacHOCTH

Ha ocHOBaHMU JaHHBIX, HOJYYEHHBIX B TPAJAMLHMOHHBIX JOKIMHUYECKUX UCCIENIOBAHUAX (TaKUX
KaK HccieqoBaHus (papMaKkoIoruyeckon Oe30MacHOCTH, HCCIEIOBAHUS TOKCHYHOCTH IIPH
MHOTOKPaTHOM BBEICHHMM, UCCIIEIOBaHMS I€HOTOKCHUYHOCTH, KAaHLEPOr€HHOIO IOTEHUHUAIa U
UCCIICIOBAaHHUS PEIPOJYKTUBHONM TOKCHYHOCTH), OCOOBIX PHCKOB JJIsl 4€JIOBEKa BBISIBICHO HE
6bu10. B uccnenoBaHMM KaHLIEPOr€HHOCTH MPOAOIDKUTEIBHOCTIO 2 roja ObUIO IOKa3aHOo, YToO
nanarin$Io3uH He BBI3bIBAET PA3BUTHUS OIyXOJICH HU y MBILICH, HU Y KPbIC TPU IPUMEHEHUH HU
B OJIHOM U3 UCCIEAYEMBIX J03.

PenpoyKTHUBHAs U OHTOTr€HETHYECKas TOKCUYHOCTh

[Tpsamoe npumeHeHne fanariu@ao3uHa y MOJIOJBIX KPBIC-OThEMBIILEH 1 HENPSIMOe BO3JIeiiCTBHE
Ha TO03/IHUX CPOKaxX 0€peMEHHOCTH (II€PHO/Ibl BpEMEHH, COOTBETCTBYIOIINE BTOPOMY U TPETHEMY
TpUMECTpaM OEPEMEHHOCTH y YE€JIOBEKa C TOYKU 3PEHHs] BHYTPUYTPOOHOIO pa3BUTHs IMOYEK Y
YeJIOBEKa) U B MEPUO]I JAKTA[UHU CBSA3aHbI C NOBBILIEHHONW YaCTOTOM U (MJIM) TSXKEION CTENEHBIO
pacIIMpeHysl TIOYEUHBIX JIOXAHOK U TIOYEYHBIX KAHAJIBLEB Yy IOTOMCTBA.

B wuccrnenoBaHMM TOKCHMYHOCTH Ha HEMOJOBO3PENbIX JKUBOTHBIX IPU HEMOCPEACTBEHHOM
IPUMEHEHHUHU Aanariauduio3uHa y MoJIOJbIX KpbIc B Bo3pacte oT 21 n1o 90 nHeil o pacimupeHuun
MOYEYHBIX JIOXAHOK M MOYEYHBIX KAaHAJIbLIEB COOOIAIOCh MIPU MPUMEHEHUH BCEX YPOBHEW [103;
9KCIIO3ULUS y MOTOMCTBA IIPU CaMOM HU3KOM HCIBITYEMOW I03€ INpPEBBIIIATa MAKCUMAJIbHYIO
pEeKOMEHAYEMYIO 103y JUIs 4eloBeka B > 15 pa3. Takke nmpu NpUMEHEHUH BCEX YPOBHEH 1103
HaOJII0aMM  JI0303aBUCHMOE YBEJIMYEHHE MAacChl MOYEK W MAaKpOCKOIMYECKHE TNPU3HAKU
runeprpoduu nouek. Pacmpenue noyeuHbIX JOXaHOK U MOYEYHBIX KaHAJIbLIEB, HA0I01aeMOe Y
MOJIOJIBIX KHMBOTHBIX, HE OBUIO MOJHOCTHIO OOpPaTUMBIM B TE€UYEHHE MEPUOJa BOCCTAHOBICHMS,
COCTABJISIBIIETO MTPUOIM3UTENHHO 1 MecsII.

B oTnenpHOM HMccIe10BaHNN IPEHATATIBHOTO U TIOCTHATAIBHOTO PAa3BUTHS Mpenapar NpUMEHSIIN
y OepeMeHHBIX CaMOK KpbIC B IepuoA ¢ 6 JaHs rectauuu A0 21 JHS NOCTHATaJIbHOIO NEpHUoia,
TakuM 00pa3oM, MOTOMCTBO IOJIBEPrajii BIMSHUIO MpenapaTa Kak BHYTPUYTPOOHO, Tak M BO
Bpems Jlaktanuu. (OLeHKy 9KCIIO3ULMHU Aanarin@io3uHa B MOJIOKE My TOTOMCTBA IPOBOAMIIN B
paMKax JIOTIOJIHUTENBHOro HuccieoBaHus.) OTMedanoch YBEJIMYEHHE 4YacTOThl U TSKECTH
pacIIMpeHus] MOYEUHBIX JOXaHOK Yy B3pOCIOro MOTOMCTBA CaMOK, IMOJIyYaBIIMX Mpenapar, HO
TOJILKO B CaMOil BEICOKOM HCIIBITYEeMOH J103€ (COOTBETCTBYIOIIME SKCIIO3UIMHU Aanariaugio3uHa y
CaMOK M NOTOMCTBa IPEBBIIIAIN SKCIIO3UIIMIO0, HAONI0IaeMyl0 y 4YeJoBeKa MpPH MPHUMEHEHUU
MaKCHUMaJIbHOH PEKOMEHAYeMO#l /103bl JUIsl 4YeloBeKa, COOTBETCTBEHHO B 1415 um 137 paz).
JlononHuTeNnbHBIE TMPU3HAKM OHTOT€HETUYECKOW TOKCHYHOCTH OrPAaHUYMBAIIUCH CHIXKEHHEM
Macchl Tejla MOTOMCTBA U HaOJIIOJAIMCh TOJBKO NMPHU MPUMEHEHHUHU 103 > 15 MI/Kr/cyTKH (4TO
COOTBETCTBOBAJIO JKCIO3MIMM Yy IIOTOMCTBA, B = 29 pa3 MpEeBBIIAIONIEH 3KCHO3UIHIO,
Ha0JII01aeMyI0 y YeJIoBeKa IPpU MPUMEHEHUH IIpenapaTa B MAaKCUMalIbHOW pEKOMEHTyeMOH J103€).
[TosiBNieHHe MPU3HAKOB TOKCUYHOCTH JJIi MAaTEPUHCKOrO OpraHu3Ma OTMEYalloCh TOJBKO MpHU
caMOW BBICOKOM HCHBITYEMOH JJ03€ M OTPaHMYMBAIOCh BPEMEHHBIM CHMKEHHUEM MAcChl Tela U
notpebieHuss nuuM. MakcumalnbHas [103a, HE MNPHUBOJANIAs K Pa3BUTHIO HAOIIOJaeMBbIX
HexxenarenbHblX 3¢ dexkroB (NOAEL), B OTHOIIEHMH OHTOI€HETHYECKOM TOKCHYHOCTH
(HauMeHbIIas UCHBITyeMasl J03a), COOTBETCTBYET KPAaTHOM CHUCTEMHOW SKCIO3WLMHU Y CaMOK,
npubim3uTensHo B 19 pa3 mpeBbIIAIONIEH SKCIO3UIMIO, HAOIIOAaeMyl0 y uelloBeKa MpHu
NPUMEHEHUN MaKCUMaIbHONW PEKOMEHIyeMOIl 103bI JIJIs UeIOBeKa.

B 10mONMHUTENBHBIX HCCIEAOBAaHHUIX SMOpPHO(ETATEHOTO Pa3BUTHS Ha KpbICaXx U KPOJHUKaX
nanarin@iao3uH HPUMEHSUIM ¢ HWHTEpBaJaMM, COBIAJAIOIIMMU C OCHOBHBIMHM IMEPHOAAMU
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. COCNEOOBATE HOC TR Q005!
OpraHoreHesa y Kaxjaoro Bujaa. Hu npu ogHoit u3 HCHBIT‘SJQMBIX-ll[O;IV 'KD'OIH/IKBB ifre"Haﬁmt),uaJ'IOCb

MPU3HAKOB TOKCUYHOCTH JJII MATE€PUHCKOTO OpraHu3Ma WU MPU3HAKOB OHTOTE€HETUYECKOU
TOKCUYHOCTH; HauOOJIbIIIasg UCTIBITYeMas 1032 COOTBETCTBYET KPAaTHOM CHCTEMHON 3KCIO3HIINH,
npubim3uTenbHo B 1191 pa3 mpesblmaronield MakCUMaJIbHYIO PEKOMEHIYEMYIO 103y IS
yenoBeka. [Ipu mpuMeHeHMM Ha KpbicaX Aanariu(io3uH He BbI3bIBAI 3MOPHOJIETAILHOTO U
TEPATOTEHHOI0 JEHUCTBUS TMPHU HKCIO3UIMH, 10 1441 pa3a mpeBblIAIONICH MaKCUMAaIbHYIO
PEKOMEHIyeMYIO J103Y ISl YeJIOBEKa.

6. ®APMALIEBTUYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeJibHBIX BENIECTB
[enmros103a MUKPOKpPUCTATITNYECKAS
Mannuton (E421)

KpeMH#us: nMOKCcHT KOJIIIOUTHBIN O€3BOAHBIN
Maruus creapat

Tomosas nienounas obonouxa:
IToNnMBUHUIOBBINA CIIUPT

Twurana nuokcun

Makporoin 3350

Tanbk

Kpacurens xene3a okcun xentoiil (E172)

6.2. HecoBMecTHMOCTH

Henpumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

2 roja.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPH XPaHEHUH

XpaHuTh NpH Temnepatype He Boie 25 °C.

6.5. XapakTep u cojiep:kaHue NEPBUYHON YIAKOBKH

ITo 15 Tabnerox B 6muctep u3 Gonbru amomuaueBoi u wieHku [IBX/ IITOXD unu [IBX/TIBAX.
ITo 2 6aucTepa BMECTe ¢ TUCTKOM-BKIIA/IBIIIEM B KAPTOHHYIO MauKy.

6.6. OcoOble Mepbl NPeJIOCTOPOKHOCTH TPH  YHUUYTOKEHUHM  MCIOJIb30BAHHOIO
JIeKAPpCTBEHHOr0  Tpenapara WJIH  OTXO0JA0B, MOJYYEeHHBIX TOCJe NpPUMEeHeHHUs
JIEKAPCTBEHHOI0 Npenapara, u ipyrue MAaHUMyJISIHM C pernapaToM

OcoOble TpeOOBaHUS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS
ITonpmia

®dapmanertuuecknii 3aBoj «[IOJIBOAPMA» AO

yi. [lenprmunbcka 19, 83-200 Craporapa ['nanbcku

Ten.: +48 58 5631600

®daxc: +48 58 5622353

Anpec anekTpoHHON ouThl: phv@polpharma.com

7.1. TlpencraBuTe/ib AepiKaTesisi perucCTPAIMOHHOIO YA0CTOBEPEeHUs!

[Iperen3un norpeduTeseil HAPABIATH M0 AJPECY:

Poccus

AxuuonepHoe oOmiectBo «Xumuko-hapmaneBtuueckuii komobunat «AKPUXUH» (AO
«AKPUXHWHy)

142450, MockoBckast 061acth, r.0. boropoackuit, r. Crapas Kynasna, yi. Kuposa, 1. 29.
Ten./akc: +7 (495) 702-95-03.

Anpec anekrponnoit moutsl: info@akrikhin.ru
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8.  HOMEP PETHCTPAIIMOHHOTO YJIOCTOBEPE TS =~ TENEHULTE 0005)

9. JIATA NMEPBUYHOM PETUCTPALIMU (IIOATBEPXKJIEHUA PETUCTPAIINH,
INEPEPETUCTPALIUN)
JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
OOmast  xapakTepucTHKa  JieKapcTBeHHoro  mpenapata  @opaurimud  goctymHa  Ha

MHPOPMAIMOHHOM TIopTane EBpa3uiickoro HSKOHOMHYECKOTO COK3a B HH(POPMAIMOHHO-
KOMMYHUKAIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/
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