ot 28.04.2026 N2 8613
OBIIIAA XAPAKTEPUCTHUKA JIE|KAPC3TBEI:|I|HHIIEO-. MPEHAPATA?)

COOTBETCTBYET QRCHEFTHOMY QTYETY

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITIAPATA

WNuBoxkana, 100 mr, TabneTKH, TOKPHITHIE MJIEHOYHONH 0O0IOUKOA.

NuBokana, 300 mr, TabIETKHU, TOKPHITHIC INICHOYHONH 0O0JIOUKOA.

2. KAYECTBEHHBIN U KOJIMYECTBEHHbI COCTAB

JleiicTBytol1Iee BEMIECTBO: KaHATIN(PIO3MH

HWusokana, 100 mr, TaOJIETKH, MOKPBITHIE IJIEHOYHONH 000JI04YKO

Kaxnas tabnerka comepxkut 102,0 mMr xanarnmudiosuna remuruapara (uro sxBuBajgeHTHO 100,0 mMr
KaHarnmuQao3nHa).

BermiecTBa, Hamu4re KOTOPBIX HAIO YYMTHIBATH B COCTABE JIEKAPCTBEHHOTO MTpEMapaTa : HaTpui, JaKTo3a
(cM. pazgen 4.4).

MuBokauna, 300 Mr, TabineTKy, MOKPHITHIE TNIEHOYHONW 000JI0OUYKOM

Kaxnas tabmerka comepxut 306,0 mr kanariaudmo3suHa remuruapara (4to skBuBajieHTHO 300,0 mr
KaHarnuQao3uHa).

BermecTBa, Hamu4re KOTOPBIX HAI0 YYUTHIBATH B COCTABE JIGKAPCTBEHHOTO MTperapaTa: HaTpui, JaKTo3a
(cM. pazgen 4.4).

[TonHbIi epeyeHb BCIIOMOTaTENbHBIX BEIIECTB MPHUBEIEH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIICHOYHOW 000JI0UKOH.

HWusokana, 100 mr, TaOIETKH, MOKPLITHIE IIJIEHOYHONH 000I0YKOMN

Karcynoo6pa3Hbie TabneTKu ™, MOKPHITHIE JICHOYHONW 000JI0YKOM KEeNToro 1BeTa, C TpaBUPOBKON Ha
onHo# u3 ctopoH «CFZ», a Ha npyroit — «100».

*Ha monepeunom pazpese saapo TabieTKu 0eI0ro Wik o4t 0enoro LBeTa.

HuBokana, 300 mr, TabJIETKH, TOKPBITHIE IJIEHOYHONH 000JI0YKOM

Karicynoobpa3Hbie TabneTKH, TOKPHITHIE MIICHOYHONW 000JI0YKO# 0€10ro WM mo4tu Oenoro IBera, ¢
rpaBUPOBKOM Ha 0/1HOM U3 cTopoH «CFZy», a Ha npyroit — «300».

4. KIMHNYECKHUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHHUIO

IIpenapar MHBOKaHa 10OKa3aH K IPUMEHEHUIO Y B3pOCIbIX OT 18 jet:

e Caxapubiit quabet 2 tuna (C/12) B coueTaHuu ¢ AUETON U PU3NYECKUMHU YIPAKHEHUAMU 15
yJIy4IlIeHUs TTIMKEMUYECKOI0 KOHTPOJIS B KaUeCTBe:
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- MOHOTCpAIINH; (NOCCNEOOBATENEHOCTE 0012)
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- B COCTaBe€ KOMOMHHPOBAHHOW TEPaNUU C JIPYTMMH THIOTJUKEMHUYECKHMMH IperapaTamH,
BKJIFOYasl MHCYJIVH.

e CJI2 ¢ nmarHOCTUPOBAHHBIM CepAeUHO-coCynucThIM 3a0oneBanneM (CC3) B KoMOUHAIIUU CO
crangaptHoi Tepanueid CC3 ¢ 1enbio CHUKEHHS PUCKA CePbe3HBIX HEOIarompuaTHRIX COOBITHI
CO CTOpPOHBI CEpAECYHO-COCYAMCTOM cHCTEMbI (CEpAEYHO-COCYIUCTON cMepTH, He(aTalbHOro
uH(papkTa MUOKap/a U HedaTalbHOTO HHCYJIbTA).

e ]Iy CHUKEHU S pHCKA TEPMUHAIBHOM CTAJIMN XPOHUYECKOM ToYeuHor HegoctatouHoCTH (XITH),
JIBYKPATHOTO MOBBIIICHH S KOHIIEHTPAIlMH KpeaTHHUHA B [1J1a3Me KpoBU, cMepTH BeneacTeue CC3
U TOCHUTAJIM3ALMU IO TOBOJY CEpACYHOM HeAocTaTouHocTh y mnamueHtoB ¢ CH2 u
nuabetndeckoi Hedponartueit (JIH).

4.2. PesknuM 103MpOBaHNS U CIIOCO0 NMPHMEHEeHHUs

PexxuM 103upoBaHus

PexomeHnioBaHHast HauanbHas A03a KaHarauuosuHa cocraBisier 100 mMr pa3 B cyTKU. Y MallMEeHTOB,
YCIICUIHO MEepeHOCANMX 103y KaHariauguo3uHa B 100 Mr pa3 B CyTKM M C PacueTHOW CKOPOCTBHIO
Ki1y60ukoBoii punsrpanuu (pCK®) > 60 mu/mun/1,73 M?, mubo KIMpEeHCOM KpeaTuHUHA > 60 MiI/MHUH,
HYKIAIOIMXCs B 60jiee CTPOroM INIMKEMHUYECKOM KOHTPOJIE, 1032 MOXKET ObITh yBenuueHa 1o 300 mr
pa3 B cyTkH (cM. paszen 4.4). PekomeHnanuu no Koppekuuu 10361 B 3aBucumoct oT pCK® npuseaeHbl
B TaOmuie 1.

Tao6auna 1. Pekomenaanum no Koppekuun 1032,

pCK® (ma/mun/1,73 m?)
WIH KJIMPEHC Oo0masi cyrounas 103a kanarjangJio3nna
KpeaTuHHHA (MJI/MHUH)

Hauate ¢ go3er B 100 mr.
VY nmauueHToB, ycnemHo nepeHocsmux 103y B 100 Mr, KoTopsim

2 60 TpeOyeTcs IOMOJHUTENbHBIA TJIMKEMUYECKMHA KOHTPOINb, 03y
MO>KHO NOBBICUTE 10 300 mr.
Ot 30 10 <60P IpumensTs 103y 100 mr.
VY DanueHToB, YK€ NONYy4YaloIMX Ipenapar MHBokaHa —
<30b- ¢ NPOJOIKUTE TpueM B 03¢ 100 mrd,

ITpuem npenapara MITHBOKaHa HAYUHATh HE CJICAYET.

aCwm. pa3nensi 4.4,4.8,5.1us5.2.

b Ecnu TpeGyeTcest JOOUTHCS MOTIOTHUTENBHOTO KOHTPOJIS TIIMKEMHUH, CIELYET PacCMOTPETH BOMPOC O JT00aBIEHAH APYTHX
AQHTUTHIEPIITMKEMUYECKUX NPenapaTos.

¢ C oTHOWEHNEM anb0yMIHA K KpeaTHHUHY B Mo4e >300 Mr/T.

d HpOI[OJ'I)KaTB MMPpUEM BIUIOTH 0 MMPOBCACHUA NHUAJIN3a WIW TPaHCIIJIAHTa WX ITOYKH.

Cnenyet co0nroaaTh OCTOPOKHOCTH MPHU MOBBIIIEHUH J03bl Y MAI[MEHTOB B Bo3pacTe 75 JIEeT U cTaplie,
y nauueHToB ¢ umermumuca CC3 win Ipyrux NanueHToB, y KOTOPbIX HadaJlbHbIN MHIYLIMPOBAHHbIN
KaHarmu(Io3MHOM JUype3 TOBBINIAET PUCK HexenarenbHbIXx peakuuii (HP) (cm. pasmen 4.4). YV
MAIMEHTOB C JIOCTOBEPHBIMM IPU3HAKaMU T'MIIOBOJIEMUU PEKOMEHIYETCS KOPPEKTUPOBKA TaHHOTO
COCTOSIHUSA JI0 Hayasia JieueHus1 KaHarauGuo3uHoM (cM. paszaen 4.4).

[Ipn npumeHeHun KaHariIu@Io3MHA B JIOMOJHEHHE K TEpalnuud HHCYJIUHOM WIM CPEACTBAMH,
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YCHIIMBAIOIIMMU €T0 CEKPEUIO (HallpuMep, IPOU3BOAHBIMU CHUlbNOHUINOUEBIHE bl )5BS (Y MenBiieHns
pUCKAa THUIOTIIMKEMHUU MOXKET pPacCMaTpUBAThCA

BBILIEYKA3aHHBIX IpenapaToB (cM. pazaensl 4.5 u 4.8).

Oco0ble IPYIIIbI TAIHEHTOB

ﬂuua NnoJ2HCUNI0c0 803pacma

VY ManueHTOB MOXKHUIIOTO BO3pPACcTa CIEAYET YYUTHIBATh PUCK THMOBOJIEMHH W HAPYIICHUS (YHKIMH
nouek (cM. paszaen 4.4).

HabﬂleHMbl C NOYeYHOU HedOCMaAMOYHOCbIO

B neuenun IH npu pCK® or 30 mo < 60 mu/mMun/1,73 M2, B JONONHEHHE K CTAHJAPTHON TepaIyu
(HampuMep, MHTUOMTOpPaAMH aHTHOTEH3WHMIpeBpamaromero ¢epmenta [MAIID] wnmu OGmokaTopamu
aHTMOTEH3MHOBBIX perenTopoB [BAP]) cneayer ucnons3oBath 103y kKaHariaudiaosuna B 100 mr pas B
cytku (cm. Tabmuiry 1). [lockoynbKy y TalMEHTOB ¢ YMEPEHHBIM HapymieHHeM (QYyHKIIUH TOYEK
aHTUTUTIepTIMKeMIuYeckas 3(QGEeKTUBHOCTh KaHArIu(IIO3MHA CHHKEHA, a Y TAIlMEHTOB C TSDK €JIbIM
HapyleHreM QYHKIIUH [TI04YEK, CKOPEE BCETr0, 0HAa OTCYTCTBYET, B Cllydae He0OXOJMMOCTH B IOCTHKEHHUN
Oonee TrIyOOKOTrO KOHTPOJIA TIUKEMHH CIEAyeT pPacCMOTPETh BOMPOC O AO00AaBJICHUHM JPYTHX
AHTUTUIIEPTIIMKEMUYECKHX ITpernapaToB. PeKoMeH a1y o CHU>KEHHUIO J103 B 3aBUCUMOCTH OT 3HaUCH U
pCK® npusenens! B Tabmute 1.

Iayuenmul c neuenouHoU HeOOCMAMoOYHOCMbIO
VY manueHToB ¢ JIETKUM UITH YMEPEHHBIM HapyIIeHueM QYHKIUHY ITeYeHU KOPPEKIUS 03I He TpeOyeTcsl.

[Ipumenenue kaHarIu(Io3uHa HE U3YYEHO y MAIlMEHTOB C TSDKEJIBIM HapylIeHueM QYHKIUU IIEYeHH U
HE PEKOMEH/IOBAHO B 3TOW momyJiauuu (cM. pazaen 5.2).

CTHU

[IpuMeHnenue npenapara y aetei He nmokaszaHo. Mimeromyecs: Ha CeroOHSIIHUN I1€Hb JaHHBIE TPUBEICHbBI
B pazzaene 5.2; oJHaKo, MOCKOJbKY IPUMEHEHUE MpernapaTa y JeTeil He MoKa3aHO, HEBO3MOXHO J1aTh
PEKOMEHIALNH 110 PEXKUMY JO3UPOBaHUSL

Croco0 mpuMeHEeHHUs

s npuema BHYTpb.

[Ipenapar IHBOKaHa cielyeT NPUHUMATh BHYTPb pa3 B CyTKH, IPEANOYTUTEIBHO A0 IEPBOTO IIPH eMA
MUY 32 COOTBETCTBYIOIIMHI JeHb. TaOneTku cieayeT rioTaTh LEeJIUKOM.

B cirydae mporrycka 036l ee clieyeT MPUHSTH KaK MOKHO OBICTpEe MOCIIe TOT0, KaK MaIllieHT BCIIOMHUT
00 3TOM; BMECTE C TeM, He ClIeZlyeT MPUHUMATh B TOT )K€ J€Hb TBONHYIO J03Y.

4.3. IlpoTuBonokasanus

e [ Mnep4yBCTBUTEIBHOCTh K KaHArIU(IIO3WHY UM K JIFOOOMY M3 BCIIOMOTATEFHBIX BEIIECTB,
IIEPEUNCIEHHBIX B pazzene 6.1.

e Caxapubiit auabet 1 Tuna (C1).
o JlnaGernueckuii keroannaos (JIKA) (cm. pazgen 4.4).
e VY manueHTOoB, HAXOSAIIMXCS HA TUaJTU3e.

e [leueHoYHast HEJOCTATOYHOCTD TSIKEJION CTENEHU (CM. paznen 4.4).

3

COOTBETCTBYET QRCHEFTHOMY QTYETY




COOTBETCTEBYET QKCIHEFPTHOMY QTYHETY
ot 28.04. 2026 Ne 8613
e  XpoHUUECKas cepieuHas HEN0CTaTOYHOCTH T H1OV N hyHriEdoHaibEO0 CRitadea 1 Ao

ONISZLL AN

knaccuukanun Heto-Mopkckoil kapanoioriteekeoi-aceorrarr-INYHAD)):
4.4. Oco0Oble yka3aHUsl U Mepbl MPEA0CTOPOKHOCTH MPU MPUMEHEHNH

[Tpu npuMeHeHNH Ipenapara ciaeIyeT coOIoaTh OCTOPOKHOCTb:
e IIpu JIKA B aHamHe3e.

e VY ManMeHTOB C BBICOKMM PHUCKOM aMIyTAallMM HUXXKHUX KOHEYHOCTEH Ha (oHe Tepanuu
kaHarnudao3unoM (y naruentos ¢ C/I2 u nuarnoctupoBanHbiM CC3 niy HaTMYMEeM He MEHee
2-x daktopos pucka pazsutus CC3).

e VYV nanueHToB MMOXKUJIOro Bo3pacTa (B Bo3pacTe 65 JeT U cTapiie).
o vV ManguCeHTOB, IPUHUMAIOIINX TUIIOTCH3UBHBIC ITPCTIAPATHI UJIN KIICTJIICBBIC) ANYPCTHUKU .
e [Ipu apTepuanbHON TMIIOTEH3UU B aHAMHE3E.

IIoueyHass HeIOCTAaTOYHOCTh

O pexkTUBHOCTh KaHArIM(I03MHA B OTHOIIEHUM TJIIMKEMHUYECKOTO KOHTPOJS 3aBUCUT OT (QYHKIMU
MOYEK; y MalHMEHTOB C YMEPEHHBIM HapylleHHeM (QyHKUHMH Mo4yeK 3((PEeKTUBHOCTh CHHXKEHA, a y
MAIMEHTOB C TSDKENBIM HapylIeHHeM (YHKIIMH TOYeK, CKOpee BCEro, OTCYTCTBYET (CM. paszen 4.2).

V nanuenTtos ¢ pCK® < 60 mun/mMun/1,73 M? 1ii KIHpeHCcoM KpeaTHHHHA < 60 MII/MUH OTMedanach 6oee
BbICOKas yactoTa HP, cBs3aHHBIX ¢ yMeHbIIEHUEM 00beMa IUPKYIUPYIOUIeH KUIKOCTH (Hampumep,
OpPTOCTAaTUYECKOT O I'OJIOBOKPYIKEHUSI, OPTOCTaTUYECKOW TMIIOTEH3UH, TUIIOTEH3UH ), B OCOOEHHOCTU —
npu npumenennu A03bl B 300 mr. Kpome Toro, y mogoOHbIX NalMEHTOB OTMEUaIach 0ojiee BhICOKast
4acTOTa CIIy4YaeB MOBBIIICHHS KU, HAPSAAY C MOBBIIIEHUEM YPOBHEN KpeaTUHNHA CBIBOPOTKH U a30Ta
MOYEBHUHBI KPOBH (CM. pazzen 4.8).

Taxum o6paszoM, y manuenTos ¢ pCK® < 60 mi/mun/1,73 M? Wi KJIMPEHCOM KpeaTHHHHA < 60 MII/MUH
J03a KaHarau(uo3nHa He IoJkHa mpeBbimarh 100 Mr pa3 B cyTkH (cM. pasaen 4.2).

Bue 3aBucumoctu ot 3Hauenuit pCK® no Havana JedeHusi, y TMAIMEHTOB, MOJYYaIOIUX
KaHarIu$I03uH, OTMEYANIOCh MepBoHavdaibHOe cHMkeHne pCK®, ¢ mocnemyronmM ociiabieHueM ¢
TE€YEHHEM BpeMeHH (cM. pa3zaensl 4.8 u 5.1).

PekoMeH10BaH MOHUTOPUHT HapylIeHUs (PyHKIIMU MTOYEK, CIEAYIOIIMM 00pa3oM:

e Jlo Hayaia Tepanuy KaHarau(Io3MHOM U IO KpaliHel Mepe pa3 B FOJ1 [TOCIIe 3TOro (CM. pa3/esbl
42,48,5.1u5.2).

e Jlo Hayana CONMyTCTBYIOLIEH JeKapCTBEHHOM Tepanum, KOTopasi MO>KET MPUBOAUTE K CHUKEHHIO
(GYHKIINY TTOYEK, ¥ TIEPUOTUIYECKH MTOCIIE 3TOTO.

Nmeercss onbIT nmpuMeHenus Kanaramnosuna mis nedenus IH (pCK® > 30 mu/mun/1,73 m2) ¢
anpOyMuHypueil u 6e3 Hee. XOTs nedeHue KaHaraugIo3nHoM OblT0 3PdekTHBHO B 00eux Trpymmax
MAIMEHTOB, OOJBIIYIO TIOJIB3Y OH MOKET MIPUHECTH MAlUEHTaM C allbOyMHUHYPHEH.

[IpuMeHenre vy TMAalMEHTOB C BBICOKMM puckoM HP, cBs3aHHBIX ¢ yMEHbBIIEHHEM 00LeMa
LUAPKYIUPYIONIEH KUIKOCTH

B cBsi3u co CBOMM MEXaHM3MOM JICHCTBUS, KaHATIM(IIO3HMH, TOBBIIIAS BBIICICHHUE TJIIOKO3bI C MOYOH,
CIIOCOOCTBYET OCMOTHYECKOMY JUYype3y, 4YTO MOXKET IMPUBOJUTb K YMEHBLIEHHIO O00beMa
BHYTPUCOCYAUCTOW J>KUAKOCTH M TMAJCHUIO apTepHalbHOro pAaBieHus (cMm. pasgen 5.1). B
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KOHTPOJUPYEMBIX KIIMHUYECKUX UCCIIEIOBAHUAX Kafarnuduiodund y B3poCibiX HalludHToR TToBBincHue
gacTtoTel HP, CBs3aHHBIX ¢ yMEHBUIEHUEM O i -
OpPTOCTATUYECKOTO TOJIOBOKPYXEHUS, OPTOCTATUYECKON T'MIOTEH3UU WM THUIIOTEH3UHU), ObLIO OoJee
pacnipocTtpaneHo Ha jo3e B 300 Mr, Jare Bcero — B TeUCHHE EePBBIX 3 MecsieB (cM. paszaen 4.8).

Crnenyer coOuogaTh OCTOPOKHOCTh y T€X MAI[MEHTOB, U1l KOTOPHIX BBI3bIBAEMOE KaHATJIU()IO3UHOM
MaJiecHue apTepUalbHOrO JaBJIEHUS MOXET MPEJCTaBJIsATh OMAcCHOCTb, HalpuUMep, y MAalHEHTOB C
usBectHbiMu CC3, y nanuentoB ¢ pCK® < 60 mu/mun/1,73 M2, y nojy4arommx aHTUTUIIEPTEH3MBHYIO
TEpAaIuIo C TUIIOTEH3UEN B aHAMHE3€, Y MOJIyJYaroUMX JUYPETUKH, Y TIOKUIIBIX AIUEHTOB (B BO3pAcTe
65 ner u crapie) (cM. pa3aenst 4.2 u 4.8).

B cBsi3u ¢ ymeHblieHHMEM o0beMa LUPKYJIUPYIOLIEH XUAKOCTH, KaK MPaBUIIO, B TEUECHUE IMEPBBIX
6 HezeNb OT Havyajla Teparnuy KaHar T (GIO3HHOM OTMEUYAIOTCSI HEOOJIbIINE CHUKCHHSI CPETHUX 3HAYCHHI
pCK®. V mammeHToB, NPEApPaCloOOKEHHBIX K 0o0Jiee BBIPAXCHHOMY YMEHBIICHHIO 00beMa
BHYTPHCOCYANCTON KUJKOCTH, COTJIACHO ONMCAHUIO BBIIIE, HHOTIa OTMEYAIIUCh Oosiee CyIeCTBEHHbIE
cHmkeHus pCK® (> 30 %), ¢ mocneayoumM yJIydylleHHEM; B HEYacThIX ClIydasX 10 3TOMY MOBOJIY
TpeOOBAIOCH TPUOCTAHABIMBATH TEPAMUIO KaHATIU (PII03uHOM (CM. pasnen 4.8).

[TaruenTam cieqyeT pEeKOMEHIOBAaTh cOOOMIaTh O JKayno0aX, CBS3aHHBIX C YMEHBIICHHEM O0BbeMa
MUPKyJIUpYyomed KuAKocTH. KaHarmugno3uH HE pPEeKOMEHAYeTCs NPHUMEHSTh y MaIlMeHTOB,
NOJYYalOUX TETIeBble IUYPeTHKH (CM. pasgen 4.5) WiIM ¢ yXe CHIKCHHBIM 00BEeMOM
UPKYJIUPYIOLIEH KUAKOCTH, HAIPUMED, B CBSI3M C OCTPHIMH 3a00JIEBAHUSIMU (HAIIPUMED, KEITyT0OUHO -
KHUIIIEYHOT'O TPAKTA).

Ecnu y manueHToB, HoJyJyaroIux KaHaraugIo3uH, pa3BUBAIOTCS COMYTCTBYOIINE COCTOSHUS, KOTOpbIE
MOTYT TPUBOJUTH K YMEHBIICHHIO O0beMa LHUPKYIMPYIOIIEH KUIKOCTU (Hampumep, 3a00IeBaHMs
KENyIOYHO-KUILEYHOI'0  TpakTa), pPEKOMEHIyeTCs  MPOBOAUTh  TIIATENbHBII  MOHUTOPHUHI
BOJIEMHYECKOI'0 cTaTyca (Hampumep, IIyTeM BpaueOHOT 0 0CMOTpa, U3MEPEHUH apTepruaIbHOI0 JaBJIEHUS
Y TIPOBEJICHNEM JIAOOPATOPHBIX aHATM30B, BKIIIOYAst OI[EHKY (DYHKIIMH ITOYEK ), HAPSAY C SIEKTPOIUTAMH
CBIBOPOTKHU. Y TMAalMEHTOB C YMEHbIIEHHEM o0beMa IUPKYJIUPYIOUIeH KUAKOCTH BO BpeMs Tepanmuu
KaHarIu(a03uHOM MOXKHO PacCMOTPETh BOIIPOC O BPEMEHHOM MPHOCTaHOBKE PH eMa KaHariu (io3uHa
JI0 TeX TOop, MOKa He OyneT MpoBeAeHa KOPPEKLIHs UX COCTOSIHUS. B cilydae mpuoCTaHOBKH TEparvu
CIIelyeT pacCMOTPETh BOIPOC O 00Jiee YaCTOM MOHUTOPUHTE YPOBHEW TITIOKO3bI.

Jlnabetnuecknii keroannaos (JIKA)

VY nanueHToB, NOJIy4aloUX HHIMOUTOPEI HATPUH3aBUCHMOTI0 IEPEHOCUHKa rToKo3bl 2 Tuna (SGLT2),
BKJIIOYasi KaHArau(Io3uH, B peIKUX cilydasx oTrmeuanuchk ciydau JIKA, BKIOYas npeacTaBiIsioIIne
yIpo3y AJis )KU3HU U IPUBEIINE K CMEPTENBbHBIM HCX0/1aM. B psne ciiydaeB Hayajlo 3TOrO COCTOSIHUS
ObUIO aTUIHMYHBIM, C JIMIIb YMEPEHHBIM MOBBIIIEHUEM YPOBHEH IIIOKO3bI B KPOBH HMXE 14 MMOIB/I
(250 mr/mm). HewmsBecTHO, MOBBIMIAETCS JIU BEpOSATHOCTH pa3BuTus JIKA Ha 0Oosiee BBICOKHX J03ax
kaHarnudnosuna. Puck pazsutus JIKA, mo Bceil BUIUMOCTH, BBIIIE Y MAIMEHTOB C YMEPEHHBIM HIIH
TSDKEJIBIM HapylieHueM QYHKIUH MOYeK, OTyJaloluX HHCYIIUH.

Puck pazButns JIKA HeoOX0IMMO yUMTHIBATH B CIy4yasX Pa3BUTHS TaKUX Heclenn(UIECKUX Kanoo,
KaK: TOLIHOTa, PBOTA, AHOPEKCHs, O0OJIb B JKUBOTE, M3OBITOUHAS KaXIa, 3aTPYJHEHHUE IbIXaHMUS,
JI€30pUEHTAIM I, HEOOBIYHAS YTOMIIIEMOCTh UJIM COHIMBOCTD. ClielyeT MPOBECTH OLIEHKY MAI[MEeHTOB Ha
MpeaMeT HAIMYMs KETOAllMI03a Cpa3y >Ke MPH MOSBICHUU YKa3aHHBIX )Kalo0, BHE 3aBUCHMOCTH OT
YPOBHEH T'JIFOKO3bI B KPOBH.

v MMaguEHTOB C ITIOJ03PCHHUEM HA I[KA oo ¢ YCTAaHOBJICHHBIM JUArH0O30M TCPAIIHUIO KaHaI‘J'II/I(l)J'IOSI/IHOM
CICAyCT HEMCIJICHHO MMPCKPATUTD.
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Y NauueHTOB, FOCHUTAIM3MPOBAHHEIX 110 IOBOAY OCTPBIX| [TAKCTHIX | COMATHUCCKHX ) Ga0oI@BaH I,

CJIeZlyeT IPUOCTAHOBUTD Tepanuio. ClenyeT MpeKpIrHEb-FpHveHeHHeHaHaFFHHPHOSHH ATV

32 3 OHA 70 CEpPhe3HOT0 XUPYPruueCcKOro BMEMIATEIhCTBA, B TOM YHCIE a0JOMUHAIBHOTO U
OapuaTpUUECKOro, UITU IIOOBIX IPYTUX HHBA3UBHBIX IPOIIEAYD, CBA3AHHBIX C JUTUTEbHBIM T'OJI0JaHUEM.
Y 3TMX NanUeHTOB pPEKOMEHAYETCAd IMPOBOJUTb MOHMTOPUHI YPOBHEH KETOHOBBIX TeIl.
Hpe)IHOqTHTGHBHO HU3MCPATH YPOBHH KCTOHOBBLIX TCJII B KPOBH, 4 HC B MOYC. YuntrniBas nepuona
MOJIYBBIBE/ICHUSI KaHArIM(I03MHA, TIIOKO3YpUsl MOXET COXPaHAThCS MOJBINE, YeM OXKHAaJIoCh, a
MNposABJICHUC CUMIITOMOB I[KA Y HCKOTOPBIX MAIUCHTOB MOXCT MPOAOJDKATHCA IMOCJC IMPCKPAICHUA
npuema KaHarauduosura (cMm. pazmen 5.2). K yBenumuenuro mmurensbHocTH cumnToMoB JIKA moryT
NPUBOJUTH Apyrue (akTopbl, HE3aBUCUMbIE OT KaHAriu@uo3uHa, BKIOYas AeDUIUT HHCYIHHA.
Tepanuio kaHariIM(IO3MHOM MOXHO BO300HOBHTH IPH HOPMAJIH3AIlMU YPOBHEH KETOHOBBIX TEN H
cTaOuIM3al K COCTOSIHUS MalleHTa.

Hepezl HavaJIoOM TCpalinuunu KaHaFJ'II/I(I)J'IO?»I/IHOM CJICAyCeT pacCMOTPETb BOIPOC O TEX 0COOEHHOCTSX
AHaMHEC3a MalueHTa, KOTOPLIC MOTYT IpEeApacCIiiojiaratb K pasBUTUIO KETOAUA034a.

[TarmmeHTHl ¢ MOTEHITUABHO 00Jiee BBICOKUM pUCKOM pa3BuTHs [IKA BKIIOYAOT TEX MAIlMEHTOB, Y
KOTOPBIX HU3KUM pe3epB (QyHKIIUHU OeTa-KIETOK IMOPKEIyI0UHOM kene3bl (Hanpumep,c CJ2 u Hu3kuMu
ypoBHsMH C-nienTuia, 1100 ¢ JaTeHTHBIM Ay TOUMMYHHBIM T1a0E€TOM B3pOCIbIX, TU00 C TAaHKPEATUTOM
B aHaMHe3e), MAallMeHTOB C TEMHU COCTOSHHUSMM, IPU KOTOPBIX OTPaAaHMYMBAETCSA IMPUEM MHILM WU
MPOMCXOUT BEIpAXKEHHOE 00€3B0KUBAHUE, TALIMEHTOB, KOTOPHIM CHI)KAIOTCS 1035l HHCYJINHA, A TAK)KE
MalUEHTOB C IMOBBIUICHHOW MOTPEOHOCTHI0 B MHCYJIMHE B CBSI3M C MEAUIMHCKUMH HapYLICHUSMHU,
ONepaTUBHBIM BMELIATEJILCTBOM MJIM  370ymnoTpebieHueM ankorojeMm. Crenyer coOnojarhb
OCTOPOXKHOCTH IPU TpUMeHEeHUU HHTHOUTOpoB SGLT2 y 3TUX manueHTos.

Bozo6nosnsare Tepanuto uHruoutopom SGLT2 y mauuentos ¢ JIKA, panee pa3BuBmUMCS BO Bpemst
npuema uaruoutopa SGLT2, He pexomeHIyeTcs, 3a MCKIIOUEHHEM TeX CIy4aeB, KOT/a BBISBIIEH U
ycTpaHeH (pakTop, OJHO3HAYHO MPEAPAcIIoaraBIIMi K pa3BUTHIO TAKOTO 3MHU30/a.

bezomacrocth u 3phekTHBHOCTL MpuMeHeHu s kaHarudio3nHa y marernToB ¢ CJ[1 He ycTaHOBIIEHBI,
KaHarnmu(Io3uH He CleayeT MPUMEHSTh s JiedeHus mnanueHToB ¢ CJ{1. OrpanudeHHbIH 00HeM
JTAHHBIX, TTOJIYYEHHBIX B KIIMHUYECKUX UCCIEIOBAHUSIX, TTO3BOJISET MPEAIoararh, 4YTo y MalueHTOB C
CJ11, momyuaronmx wHruOutopel SGLT2, IKA BO3HUKAET ¢ TOH K€ YaCTOTOM.

AMOyTanuu HUWKHUX KOHEYHOCTEN

B 10ATOCpPOYHBIX KIMHUYECKUX MCCIECIOBAHUAX KaHAriauduiosnHa y B3pocibix mamueHToB ¢ CI2 u
u3BecTHbIM HanuuueMm CC3 mpu Hanmuuuu 1o kpaiiHedl mepe 2 dakTtopoB pucka pazsutus CC3
npuMeHeHue mpenapara HBokaHa COMPOBOXKIAIOCH MOBBINIEHUEM PHCKA aMIyTallMil HUKHUAX
KOHEYHOCTEeH, 0 cpaBHeHUIo ¢ 1anedo (0,63 u 0,34 coopiTuit Ha 100 4emoBEKO-IET COOTBETCTBEHHO),
3TO OBIJIO B OCHOBHOM 00YCIIOBJIEHO COOBITHSIMH CO CTOPOHBI AbIIEB HOT U ILTIOCHBI (CM. paznen 4.8).
B nonrocpoyHoM KITMHUYECKOM HCCIIeIOBaHNH Y B3pocibix mamueHToB ¢ CJ12 u JIH He Ob110 BBISIBIICHO
pasIMuYuii B PHUCKE aMIIyTallMid HHXHUX KOHEYHOCTEW MEXIy TMalMeHTaMH, [OJy4YaBIInMA
kaHarnudiao3us B 1o3e 100 Mr, mo cpaBHEHHUIO ¢ miuanedo. B 3ToM uccrieqoBaHuM MPUMEHSITUCH MEPBI
MPEOCTOPOKHOCTH, ONMMCAaHHBIE HUKE. [[0CKONBKY MEXaHU3M JIEHCTBUS PA3BUTHUS ITUX COOBITHI HE
YCTaHOBJIEH, ()aKTOPbI pHcKa aMITyTal[uii, KpoMe 00X (PaKTOPOB pUCKa, OCTAIOTCS HEU3BECTHBIMU.

[Tepen nauanom mpuema mnpenapara VHBOKaHa cieqyeT paccMOTpPEeTb T€ OCOOCHHOCTH aHaMHE3a
MalUeHTa, B CUJIy KOTOPBIX PUCK aMIIyTallid MOKET OKa3aTbCs IMOBBILIEHHBIM. B KauecTBe Mepbl
MPEIOCTOPOKHOCTHU CIEAYET PACCMOTPETh HEOOXOMMOCTD TIIATEILHOTO HAOMIOICHUS 32 MallMeHTaMu
C BBICOKMM pPHUCKOM aMIyTallMid, a Takke JaThb HAllMEHTaM YKa3aHUs OTHOCHUTEIBHO BaXXHOCTU
PYTHHHOTO IPO(UIAKTUYECKOI0 YXO0/ia 3a CTOIIaMU, € TIOIJIepKaHUEM a/IeKBaTHOT O OajlaHca XU JKOCTH.
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Cremyer Takke pacCMOTPETh BOIPOC O MPEKpalleyuu npu ey Hperapanai A nBoRania y 1A TOR C
SIBJICHUSIMU, KOTOpbIE MOTYT MPEALIECTBOBATH a %
KOHEYHOCTHU, UH(EKITUS, OCTEOMUEITUT U TaHTPEHA.

Hexkpornueckuii paciuut npoMexXHOCTH (Tranrpena OypHbe)

B Xome moOCTperucTpallMOHHOTO TNPUMEHEHHS OTMEYEeHBl CIyyal HEKpOTHYeckoro (aciuuta
MPOMEXHOCTU (KOTOPBIA Takke 0003HavyaeTcss TepMUHOM «raHrpeHa DypHbe») y MaIMEHTOB Kak
KEHCKOr'0, TaK M MY)KCKOI'o IoJia, rnonydaroumx uHruoutopsl SGLT2. D10 penkoe, HO cepbe3HOe
SBIICHUE, CO3/AoUIee IOTEHIMAIBHYIO YIrpo3y /s JKU3HH, IO TOBOJY KOTOPOro Tpedyercs
0e30T1araTesIbHOe XUPYprudeckoe BMEIaTeIbCTBO C aHTUOMOTUKOTEpAIuEeH.

[TanenTam cnemyer JaaTh pPEKOMEHIALMU O0pamiaThCss 3a MEIUIMHCKOW MOMOLIBI0 B CIydae
BO3HMKHOBCHHSI CIICAYIOIETO COYCTAHUS kKalo0: 00Jib, HEMPHUITHBIC OLIYIICHHUSI, JPUTEMA UIIH OTEK B
00JIaCTH MOJIOBBIX OPTaHOB HITH IPOMEKHOCTH, C INXOPAIKOH nitn 00mmM HegoMoranneM. Heooxoanmo
NOMHUTH O TOM, YTO pa3BUTHIO HEKPOTUYECKOro (acuuuTa MOXKET MPEIIIeCTBOBATh JIMOO
yporeHuTanpHas uHpeKIus, oo abcuecc mpomexkHoctd. [Ipu momo3pennn Ha ranrpeHy OypHbe
ClieqyeT TPUOCTAaHOBUTH INpHEeM TIpernapaTa HBOKaHAa M CPOYHO HA4aTh JICUeHHE (BKIIOYAs
aHTHOMOTUKOTEPANIUIO U XUPYPTrUUECKYIO0 00pabOTKY).

IToBEINIEHNE TEMATOKPUTA

Bo Bpems Tepanuu kaHarnu¢ro3nHOM OTMEUAIIMCh CITy4ar MOBBIIICHHS reMaTokpuTa (cM. paznen 4.8);
B CBSI3H C 3TUM TpeOyeTcsi MPOBOIUTH TIIATEIBLHBI MOHUTOPUHT IAHHOTO MTOKA3aTess Y Mal[MeHTOB C
HCXOJIHO TOBBIIIEHHBIM T€MAaTOKPUTOM.

JIuna moXKMjaoro Bo3pacra (B BO3pacTe 65 netu CTaDI_He)

VY ManueHToB MOKUIIOTO BO3PACTa MOXKET OBITH MOBBIIIEH PHUCK YMEHBIIEHUS 00beMa [IUPKYJIUPYIOLIEH
KHUJKOCTH, a TAK)K€ BBIIIE BEPOSTHOCTh MPOBEIEHUS T€pauu JTUYPETUKAMH U CHM)KEHHS (YHKIMN
nouek. Y maiMeHToB B Bo3pacTe 75 JIeT U cTaplie oTMevanach 6osiee Bricokas yacrora HP, cBsi3aHHBIX
C YMEHBIIIEHNEM 00beMa IUPKYIUPYIONIEH KU IKOCTH (HallpuMep, OPTOCTATUIECKOT'0 T'OJIOBOKPYKEHUS,
OpPTOCTaTUYECKOU TUITOTEH3UH, THIIOTeH31 ). Kpome Toro, y mog00HbIX MalMeHTOB OTMEYAIHUCh CITyYau
6ouee BeipaskeHHOTO cHIKeHUs1 pCKD (cm. pazaenst 4.2 u 4.8).

I'prbOKoBBIEe MHGMEKIINH HOJOBLIX OPraHoOB

Hcxons u3 MexaHu3Ma JEUCTBHS Iperaparta, KOTOPBIA 3aKIo4yaeTcs B MHTHOMPOBAHUM aKTUBHOCTU
SGLT2 ¢ yBenuueHUEM BBIJICIACHUS TJIOKO3bI C MOYOH, B KIMHUYECKUX MCCIECIOBAHUSX
KaHariau(ao3uHa OTMEYaINCh CIydad BYJIbBOBArMHAIBHOTO KaH/AM/103a Y JKEHILUH, a TaKkxke OalaHuTa
UM 0allaHOTIOCTUTA y MY KUHUH (CM. pazzaen 4.8). BeposTHOCTh pa3BUTHS MH(EKIUN BBIIIE y MYXKUYUH U
JKEHIIUH ¢ HATHYUEeM IPUOKOBBIX HH(EKIIMH MTOJIOBBIX OPraHOB B aHaMHe3e. ballaHuT 1 0alaHOTOCTUT
B OCHOBHOM pa3BHUBAJNCh y MYXUYHH, KOTOPHIM He ObLIa MPOBEACHA LMUPKYMIIU3US, U B HEKOTO PBIX
CIy4asix OTH SBIEHUS TPUBOIWIM K pPa3BUTHIO (UMO3a W/UIW TPOBEACHHUIO HUPKyMIH3UU. B
OOJIBITMTHCTBE CIIYYaeB 1O TOBOIY I'PHOKOBBIX HMH(EKIHI TTOJOBBIX OPTaHOB MTPOBOIMIIACH TOITHYCCKAS
MPOTUBOTPHUOKOBAs TEPAITHS, TMO0 HA3HAYABIIASACA MEAUITMHCKUM PAOOTHUKOM, JTHOO CAaMOCTOSITE ILHO,
Ha (OoHEe MPONOIDKEHU TpreMa npernapata MHBoOKaHa.

NHbexnny MOYEBBIBOIAIINAX TYTEN

B xoze mocTperucrpaniMOHHOIO NMPUMEHEHMs y MAlMEHTOB, MOJIyYaBIIMX KaHArIu(Io3uH, ObUM
JOKYMEHTHPOBAHBI CIIydyal OCJOXHEHHBIX MH(EKIHI MOYEBBIX ITyTEeH, BKIIOYas MHETOHEPPHUT U
YPOCEIICUC, KOTOPBIE YacTO MPUBOAMIM K IPUOCTAHOBKE JICYEHUs. Y NAIMEHTOB C OCIOXHEHHBIMU
MH(}EeKIUsIMI MOYEBBIBOAAIIMX IYTEH ClIeAyeT pPacCMOTPeTh BPEMEHHYIO IMPHOCTAaHOBKY MpHeMa

KaHarauQao3uHa.
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Oneir nmpumenenus npemnapara npu Il ¢yHknuonanpHOM Kiacce mno kiaaccudukanuun NYHA
OTpaHUYEH, a OTBIT IPUMEHEHU KaHarIu(I031Ha B KIMHUYECKHUX HCCIeI0OBaHUSIX Yy ManueHTos ¢ [V
dbyHKIIMOHATBEHBIM Ki1accoM o NYHA otcytcTByer.

JlabopaTopHble aHAINU3bl MOYU

B cBsm3um ¢ MexaHU3MOM HeﬁCTBHH, Yy MNaguEHTOB, ITOJYy4YaroIlnuX KaHal"J'II/I(bJ'IO?;I/IH, OTMEYArOTCs
MOJIOKUTCIIbHBIC PE3YJILTATHI dHAJIM3a Ha I'TFIOKO3YPUIO.

BcromorareabHbIE BENIECTBA

Jlakmo3sa

B cocraB mpenapara MlHBokaHa BXOAHUT JakTo3a (cM. pa3aen 2). [lamueHnTtam ¢ penko BCTpevaronencs
HACJIEJACTBEHHOM HEMEePEHOCHMOCTBHIO TallaKTO3bl, TOTAJIBHBIM NE(OUIIMTOM JIaKTa3bl WJIM TIHOKO30-
raJlakTO3HON ManbabcopOLHel He cleayeT MPUHUMATh TaHHBIN Mpenapar.

Hampuii
JlaHHBII JIEKapCTBEHHBIN TIpenapaT COACpKUT MeHee | MMouib HaTpus (23 Mr) Ha OAHY TalJIETKy, TO

€CThb IO CYTH, KHC COACPIKUT HATPHUA.

4.5. B3aumojgeiicTBHe ¢ JAPYrHMH JIEKADCTBEHHBIMH MNpenapaTaMM M Jpyrue BH/bI
B3aNMOdeHCTB U

DapMakoAMHAMUYECKHUE B3aUMOJACHCTBUS

Juypemuxu
Kanarmudmno3un moxker ycunuBath 3PQPEKT AUYPETUKOB M TOBBINIATH PUCK OOE3BOXKUBAHUSI M
TUTIOTEH3UH.

HHC)/JZMH u npenapamsl, nosblularoujue cekpeyuro URCyjauna

WHcynmuH W mpenaparhl, TOBBIMIAKIINE CEKPEIMI0 HMHCYJIMHA, TaKWe Kak IPOW3BOJIHbBIC
CyJ'IB(bOHI/IJIMO‘-IGBI/IHBI, MOI'yT BbI3bIBaTh THIIOTJIMKCMMHIO. HOBTOMy B Cliyda€ HCIIOJIB30BaHUs B
KOMOWHAITUH ¢ KaHAr I (DI03UHOM MOTYT ITOTPeO0OBaThCsl 00JIee HU3KUE T03bI MHCYIMHA UJIH MTperiapara,
MOBBIIIAIOIIETO CEKPEIUI0 MHCYINHA, YTOOBI CHU3UTh PUCK TUIIOTJIMKEMUH .

dapMaKOKHMHETHYECKIE B3aUMOJIEHCTBU S

Brusnue opyeux nexapcmeennvix npenapamos Ha KaHa2iuguo3un

Mertabonu3m kaHarnu@ao3nwHa MPOUCXOIUT, TJABHBIM 00pa3oM, NyTeM TIIOKYPOHHPOBAHUS
nocpeactBom  YI@-rmokyponosunrpanchepas  UGTIA9 u  UGT2B4.  Kanarnuduosux
TpaHcnoptupyercs P-rmukonporenHom (P-gp) m GemKOM pe3MCTEHTHOCTH paka MOJIOYHOM JKENe3bl
(BCRP).

Wunykroppl ¢epMeHTOB (TakMe Kak: pacTUTEIbHBbIE IIperapaThl, CoOJepxallue 3BepoOoi
NPOJBIPABICHHBIN, pHUbamMnuluH, Oapoutyparel, ¢eHobapoutan, QeHuTouH, KapOamasenuH,
pUTOHABUpP, 3(PaBUPEH3) MOTYT MIPUBOIUTH K CHIIKEHHIO HKCIO3UIMU KaHariuduosuHa. [locme
OJIHOBPEMEHHOI'0 MPUMEHEHHUsI KaHarauguo3suHa U pudaMnunuHa (MHIYKTOp pa3InYHbIX AKTHBHBIX
TPaHCIIOPTEPOB M (EPMEHTOB, METAOONM3UPYIOIUX JIEKAPCTBEHHbIE IpernapaTbl) Ha0JI0JaloCh
CHW)KCHHME IUIOMIAAM 1oA  (papMAKOKMHETHYECKOW KpPHUBOW, OIMMCHIBAIOUICH 3aBHCHUMOCTb
«xoHneHtpauus/spems» (AUC) kanarnudnosuna Ha 51 % u cpeaHeil MakCHMaIbHOM KOHIIEHTPALUH
(Cmax) Ha 28 %. Takoe CHUKEHHE CUCTEMHOMN 3KCMO3UIIMN MOXKET CHU3UTh 3(QPEKTUBHOCTb.
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Ecnu HeoOXoaumMo mpUMEHSTh HHIAYKTOP (epMeHTOB UGT| qnnqpmmﬂﬂcp[cl |anammqmmmww,
PEKOMEH1yeTCsl POBOJAUTH MOHUTOPUHT KOHLIEHTP
ka"arudiao3uH. CienyeT pacCMOTPETh BO3MOKHOCTD TTOBBIIIEHUsI 10361 710 300 Mr 1 pa3 B CyTKu, eciu
MaIMEHTHl TIepEeHOCAT JieueHue KaHariaudmosunom B mo3e 100 mr 1 pa3 B cytku, umeror CKOD
> 60 mu/mun/1,73 M? WM KIMPEHC KpeaTMHUHA > 60 MI/MHH B TPEOYIOT JOMOIHUTEILHOTO KOHTPOJIS
KOHIEHTPALlMU TIIOKO36I B KpoBHU. Y manuentos ¢ CK® ot 45 mu/mun/1,73 M2 1o < 60 mi/mun/1,73 M2
WU KJIMPEHCOM KpeaTuHuHa oT 45 mu/muH 10 < 60 MiI/MUH, MPUHUMAIONIMX KaHArTu(IO3UH B 103€
100 mr, momyyaromux oxHoBpeMeHHO MHAYKTOP UGT u TpeOylommx JOMOJHUTENBHOTO KOHTPOJIS
KOHI[EHTPAllUM TJIFOKO3bl B KpPOBH, MOXHO pPACCMOTPETh BO3MOKHOCTb IPUMEHEHUS APYTrUX
AHTUTUNEPTIIMKEMUYECKUX CPEJICTB.

KOJIGCTI/IpaMI/IH MOTCHIHUAJIBHO MOXKCT CHHUIKATh CUCTCMH YO OKCITO3U LI U IO KaHaFJII/Iq)JIO?;I/IHa. HpI/IHI/IMZU‘I)
KaHaruGI03uH ClIeyeT He MeHee 4eM 3a |1 4 mo wim 4epe3 4 - 6 9 mociie mpuemMa CeKBECTpaHTa
JKEITYHBIX KUCIIOT C [[eJIhbI0 MUHUMHU3AIIMU BO3MOXKHOT'O BIMSHUS Ha a0COpOIIHIO.

HccrnenoBanus B3aMMOACHCTBUN CBHUAETENBCTBYIOT O TOM, YTO MET(POPMHUH, THAPOXIOPOTHA3U],
OpaJIbHBIE KOHTPAIENTUBBI (ATHHUIIICTPAANOII M IEBOHOPT'ECTPE ), IUKIOCTIOPUH U/HITH TPOOCHEITH T HE
BIUSAIOT Ha (PapMaKOKMHETUKY KaHarau(Io3uHa.

Brusnue xanaznughnosuna na opyaue nexapcmeennvle npenapamoi

éZMZOKC'uH

Kombunanus kanarmudnosuna B no3e 300 mr 1 pa3 B cyTku B TedeHHe 7 JHEH C OJHOKPATHBIM
IpUMEHEeHHEeM TurokcruHa B 1o3e 0,5 Mr u nocnenyromum npuemom o 0,25 Mr B CyTKH B TeUeHHE 6 THEl
npuBena K noBbiieHWI0 Ha 20 % AUC u Ha 36 % Cmax JAUTOKCHMHA, BEPOSITHO, BCIEACTBUE
unrubupoBanuss P-gp. bouio oOnapyxkeno, uyto KaHariudiaosun uHrubupyer P-gp in vitro. 3a
nayeH TaMH, IPUHUMAIOIMMH JUTOKCHH HITH IPYTHE CepACUHBIC TIMKO3HIbI (HAIpuMep, AIUTUTOKCHH),
CJIEZyEeT OCYIIECTBJIATh COOTBETCTBYIOIIEE HAOIIOICHHE.

Jlumuul

OnHoBpeMeHHOE TpuMeHeHHe MHTHONTOpoB SGLT2 ¢ nmuTtreM MOKeT CHUIKATh KOHIICHTPAIUIO JTUTHUS
B CBIBOPOTKE KpoBU. HeoOX0auM YacThlii MOHUTOPUHT KOHIICHTPALIMH JIUTHS B CBIBOPOTKE KPOBU B
Havaje Tepanuu KaHariau(I03uHOM U NPU U3MEHEHUHU JI03bI.

[abueampan

BiusiHre oqHOBpEMEHHOT'0 MPUMEHECHU S KaHarauGio3nHa (cnadbiii muHruoutop P-gp) Ha naburarpana
stekcuiar (cyoctpar P-gp) He uzydanm. [lockonbKy KOHIIEHTpallMu JaburaTpaHa MOTYT BO3pacTaTh B
MPUCYTCTBUU KaHArmu(IIO3uHa, MPU NPUMEHEHUH JaburarpaHa B KOMOMHAIIMU C KaHarau(IO3MHOM
TpeOyeTcss MOHUTOPHHT MAIlMEHTOB Ha PEIMET MPU3HAKOB KPOBOTCUCHUSI MU aHEMUH.

Cumeacmamun

Kombunanus kanarnugnosunas go3e 300 mr 1 pa3 B CyTkH B TeueHue 6 THEH ¢ OJJHOKPAaTHBIM IPHEMOM
cumBactatuHa (cyoctpata CYP3A4)B noze 40 mr mpuBoauia k Bo3pactanuto Ha 12 % AUCu a9 %
Cmax cumBactatuHa u Bo3pactanuio Ha 18 % AUC u Ha 26 % Cmax KHCIOTBI CUMBACTATHHA. DTO
BO3pAaCTaHHE SKCIIO3UIIMM CHUMBACTaTMHA U €ro aKTMBHOTO METAa0OJIMTa HE CUMTACTCS KIMHHUYECKH
3HAYUMBIM.

Nurudbuposanue BCRP kanarmiino3nHoM Ha ypOBHE KUIIIEYHHKA HENb35 UCKIIIOUUTh, T03TOMY MOXKET
MMETh MECTO IIOBBIIIEHHWE 3KCIO3MLUU JIEKAPCTBEHHBIX IpenaparoB, TpaHcrnoptupyembix BCRP,
HaIlpuMep, HEKOTOPbIX CTATUHOB TUIIa PO3yBAaCTaTMHA U HEKOTOPBIX IPOTUBOPAKOBBIX IIPENAPATOB.
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B wuccrnenoBanmsx B3aumozaeHcTBUI KaHarmu(udsuH B PABHOEEEHOM FoQTTOSHMN  HE LoKa3bIBAT

KJIMHUYECKH 3HAYUMOTO >(dexta Ha (PapMaKOKHHEF eT() : AL SHEHB

(3TMHMIICTPAANONIA U JICBOHOPIecTpesia), TINOeHKIaMUa, TTapaneTraMmosia, THAPOXIOPOTHA3HIA I

BapdapuHa.

BinsgHue J1eKapCTBEHHOTO IIpeapara Ha pe3yJbTaThl JIA00PATOPHBIX MCCIIENOBAHUNA

Konuuecmeennoe onpedenenue 1,5-aneuopoentoyumona (1,5-AG)

[ToBbItIeHHE KOHIIEHTPALIMH TJIFOKO3bI B MOYE MpU IpueMe npenapara MlHBokaHa MOKET TPUBOIUTH K
3aHMKeHUIo ypoBHel 1,5-AG u nenaer ananus 1,5-AG HeHaaEKHBIM METO/OM IIPU OLIEHKE KOHTPOJIS
KOHUeHTpauuu Tioko3bl. [loaTomy onpenenenune 1,5-AG He ciielyeT HMCHOJB30BaTh MPHU OICHKE
IJIMKEMUYECKOTO KOHTPOJS y TMAalMEHTOB, MOJy4arolluxX KaHariauduo3suH. boiee moapoOHyro
nH(OpMAIIMIO MOXKHO MOJYYUTh, OOPATUBIIMCH K KOHKPETHOMY IPOHM3BOAWTENIO MAaTEpPHAJOB IS
onpenenenus 1,5-AG.

4.6. ®epTWIBLHOCTDH, 0€PEMEHHOCTb M JAKTAIUSA

bepemeHHOCTH

HccrnenoBanuii mpuMeHeHUs: KaHarmu(iao3uHa y OCpEeMEHHBIX JKEHIIMH HE TMPOBOIUIOCH. B
HCCIICAOBAaHUAX Ha JKWUBOTHBIX BbIABJIICHA PCOPOAYKTHUBHAA TOKCUYHOCTDH KaHaFJII/I(i)J'IO?,I/IHa. B
M CCIICZIOBAaHUSIX HA )KUBOTHBIX ITOOOYHBIE 3((PEKTH B OTHOIICHUH TTOYEK HAOIIOIATICH Y MOJIOBIX KPBIC
IpH IPUMCHCHHUH KaHArIu(Io3MHa B TIEPUOJI Pa3BUTHS MOYEK, COOTBETCTBYIOUIMI KOHILY BTOPOTO H
TPEThbeMy TPUMECTpaM OCpEeMEHHOCTH ueioBeka. [IpuMeHeHne kaHarau(Io3nHa MPOTHBOMOKA3aHO B
nepuoj; 6epeMEeHHOCTH.

JlakTanus

B uccnenoBanusx Ha )KUBOTHBIX OBLJIO MTOKA3aHO, YTO KaHATTU(PIO3UH U €0 MeTa00IMThI TPOHUKAIOT B
MOJIOKO JIAKTHUPYIOLIMX KpbIC. Tak kak HEM3BECTHO, TPOHUKAET JIM KaHATJIU(PIIO3UH HIIH €r0 METaO0IUTHI
B TPYyIHOE MOJOKO YENOBEKa, HEeJh3s HCKIIYUTH PUCK Uil peOeHKa, B CBS3M C 4YeM IMpUEM
KaHarau(ao3uHa B IEPHOJ] TPYIHOTO BCKAPMIIMBAHUS ITPOTHBOIIOKA3AH.

DepTUILHOCTD

BrnusHue kanarnuguo3nHa Ha (GepTUIBHOCTD Yy YeJIOBeKa He M3y4yeHo. BrnusHus Ha GepTUIbHOCTH B
X0JIe MCCTIe0BAaHUM Ha )KMBOTHBIX HE HAOIIOAAIOCh (CM. pasaen 5.3).

4.7. BumnsiHMe Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeAcTBAaMH M padorarh ¢
MeXaHu3MaMu

M HBOKaHa He OKa3bIBAET BJIMSHUE HAa CIIOCOOHOCTD YIIPABJIATh TPAHCIIOPTHBIMU CPEICTBAMH U pabOTaTh
C MexaHu3MamH. TeM He MeHee, MalMeHTbI JOJDKHBI OBbITh OCBEIOMIIEHBI O PUCKE BO3HMKHOBEHMS
TUIIOTJIMKEMUU B Cilydae MPUMEHEHHUS KaHar 1M (uIo3MHAa B KaUueCTBE JOMOJIHEHUS K Tepanuy HHCYJIMHOM
WJIM IIpenapaTamMy, YCUIUBAIOIIMMHU €70 CEKPELHIO, O MTOBBIIIEHHOM pHUCKe pa3Butusa HP, cBA3aHHBIX C
YMEHBIIEHUEM BHYTPUCOCYIUCTOr0 00BeMa (IOCTypalbHOE TOJIOBOKPYKEHHE) M 00 YXYIIICHUU
CIIOCOOHOCTHU YHPABJISITH TPAHCIIOPTHBIMU CPEICTBAMU U ME€XaHU3MaMH Ipu pazsutuu HP.
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 28.04 2026 Ne 8613
4.8. HexkenareabHble peaknuu (NOCCNEOOBATENEHOCTE 0012)

L L

Pesrome npoduiisg 6e300acHoCTH

besonacHocth kanarnmudo3nHa Oblia orieHeHa y 22645 B3pocibix namnuenToB ¢ CJ12, Bxmrouas 13278
MalUeHTOB, MOTYYaBIINX KaHArIu(uo3uH, u 9367 maueHToB, MOTy4YaBIIUX TEPANUIO CPaBHEHUS B 15
JBOMHBIX CIENbIX KOHTponupyembix uccienoBanusx I11 u IV ¢a3. Beero 10134 B3pocnbix marueHra
MOJIy4aiy JICYeHHUE B JIBYX I€JCHANPABICHHBIX CEPACUYHO-COCYIUCThIX HCCIENOBAHUSX MPU CpeaHel
mutensHocTH Tepanuu B 149 Henmenb (223 wemenu B uccrnenoBannu CANVAS u 94 Henmenu B
uccnenoanun CANVAS-R), u 8114 B3pocibIx ManieHTOB NOJIy4ay JIeYeHUE B 12 NBOWHBIX CIIENBIX
KOHTPOJIMPYEMBIX KIuHNYeCKuX uccienoBanusx 11 u IV ¢a3, npu cpenHeil 1IuTeIbHOCTH Teparuy B
49 uenmenb. B oTmenbHOM uWccleOBaHUM JUIS U3y4YeHUs HePpOIOTMUECKHX HCXOAoB Bcero 4397
B3pocabix nanuednToB ¢ CA2 u JIH monmydanu tepamnuto, CpeaHsis JIUTEIbHOCTh KOTOPOM COCTaBMJIA
115 Henene.

[TpenBapuTenbHas oleHKa 0€3011aCHOCTH U MEPEHOCUMOCTH OblIa OCHOBaHa Ha aHAJIM3€ €IMHOTO ITyJia
JaHHbIX (n = 2313) yeThlpex 26-HeAETBHBIX MIAIE00-KOHTPOIUPYEMBIX KIMHUUECKUX MCCIIEIOBAHUI
(MoHOTEepanuu W J00aBJICHUS K Tepamud METPOPMHUHOM, MeT(GOPMHUHOM B KOMOWHAIIUHU C
MPOM3BOJHBIMU CYJTb(OHUIMOYEBHHBI, @ TaKXKe METPOPMHUHOM M MHOTJIMTA30HOM) Yy B3POCIBIX
nanueHToB. Hanbonee wacto ormeuaBmmmucs HP Bo Bpemss Tepanmuu OBUTH THUIIOTIIMKEMHS TPH
NPUMEHEHUH TpernapaTta B KOMOMHALMHU C WHCYJIMHOM JMOO MPOU3BOAHBIM CYIb(HOHUIMOUYEBUHBI,
BYJIbBOBATMHAIBHBIA KaHIWA03, MH(OEKIMA MOYEBBIBOSIIMX MyTEeH, a TaKkKe MOIUypUsS WU
noyyakuypus (T.e. yactele Mouencnyckanus). HP, npuBonusmmmu k otmene tepanuun 'y > 0,5 % ot
o0miero uucna NAlUEHTOB, MOJIYYaBIIUX KaHArauguo3MH B OSTUX HUCCIEIOBAHUAX, OBLIM
BYJIbBOBAaruHaimbHbIM KaHaua03 (0,7 % mMalMeHTOK XEHCKOTO I[ojia), a Takke OalaHUT WM
6amanomnoctut (0,5 % mamueHToB MyKcKoTo 1mojia). J{is orenku Habmonapmxcs HP Opuii mpoBeneHs!
JIOTIOJIHUTENbHbIE aHAJIM3bI 0€30IaCHOCTH (B TOM YK CJIE JOJATOCPOUHBIX JAHHBIX ) HA OCHOBaHU U JAaHHBIX,
MOJIyYeHHBIX BO BCEH MHporpamMme KIMHUYECKUX pPa3paboTOK KaHariuguosnHa (Kak B rIamedo-
KOHTPOJUPYEMBIX, TaK M B HCCIIEJOBAHUSAX C aKTUBHBIM KOHTPOJEM), C 1eibio BhisiBieHus HP (cm.
Tabmuny 2) (cM. paznenst 4.2 u 4.4).

TabnuuHoe PE3IOME HEXKEIATCIbHBIX PeaKIINI

HP, nepeuucnennsie B Tabmuue 2, OCHOBaHBI Ha aHalM3e E€AMHOTO Myla JaHHBIX Manebo-
KOHTPOJIMPYEMBIX UCCIENOBAHUN U UCCIECAOBAHUN C AaKTUBHBIM KOHTPOJIEM, ONTMCaHHbIX Bblle. HP, o
KOTOPBIX OBLIO COOOIIEHO B XOJ€ IMOCTPETHUCTPAIMOHHOTO MPUMEHEHUs KaHariaudiIo3uHa, TakkKe
BKJIIOYEHBI B 3Ty Tabmuny. [lepeuncnenupie Huxke HP kmaccuuuupoBaHbl 0 4acToTe U cCHCTEMaM
opranoB. Kareropuu 4acToThl OPEeNsItOTCs COTJIACHO CIIEAYIOIIEMY MPUHIINITY: O4eHb yacTo (> 1/10),
gacto (> 1/100, Ho < 1/10), Hewacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, o < 1/1 000), oueHb
peaxo (< 1/10 000), yactora Hen3BecTHA (Ha OCHOBAHUHW WMEIOIIMXCSI TAHHBIX OIEHUTh HEBO3MOYKHO ).

Tadauua 2. Cnucok HexkesnaTeabHbIX peakuuii (mo MedDRA) B Bue Tad/inibl, 0CHOBAaHHBIH Ha
J1ae00-KOHTPOJTHPYEMBbIX® M HCCJICOBAHUAX ¢ AKTUBHBIM KOHTPOJIEM®, a TAK:Ke HA OCHOBAHHMH
ONBITA MOCTPETHCTPALMOHHOIO MPUMEHEHUS.

Kaacc cucrem HexenareabHble peakunu
OpPraHoB
YacroTa
Hughexyuu u uneazuu

0YCHb YaCTO | BynbBoBarmHanbHbIH KaHH103)
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COOTBETCTBYET QRCHEFTHOMY QTYETY

4acTo Bananut wmm  Gananomocqut™, uHOEKIAE [ MOBEBHEOHAMMC: Ty Tel( §
(HI/IeHOHeq)pI/IT I/I ypOCeHCIJ\/ vllrivalipl D AUA\/ 11\}\/11_[\/1 Yiv lyuullullll\ll A\
MIPUMEHEHUSI)

yactoTa HensBecTHa | Hexkpornueckuit haciuut npoMexnoctu (ranrpena Oypupe)?

Hapywenusa co cmoponsl uMMYHHOI cucmembl

peako | AnadunakTHyecKas peaKius

Hapywenus memaodooausma u numanus

OYEHb YaCTO l'unornukemus: — Npu NPUMEHEHUH B KOMOMHALMM C WHCYJIWHOM WU
MIPOU3BOAHBIMU CYJIbHOHUIMOYECBUHBIC

HEYacTo O0e3BokuBaHmE?

pEAKO Jnabernyeckuii KeToanu 103’

Hapywenua co cmoponsl HepEHOUL cucmembpl

HEYyacTo | HocTypainbHOe TOI0BOKPYXKeHHE?, 0OMOPOK®

Hapywenusa co cmoponwl cocyoos

HEYaCcTO | I'unoreH3us?, oprocTaTn4ecKasi FTMIOTEH3U?

Hapywenusa co cmoponwl s#ce1y00uUHO-KUUIEUH020 MPAKma

4acTo | 3anop, xaxnal, TonmoTa

Hapywenusa co cmoponsl Koxcu u NOOKONCHBIX MKaAHel

HEYaCTO DOTOUYBCTBUTEIBHOCTb, CHITIHE, KpATMBHUIIA

peaxko AHTHOHEBPOTUYECKUN OTEK

Hapywenusa co cmoponsl MbluieuHoil, KOCHHOU U COeOUHUM e/IbHOIL MKAHU

HEYacTo | Hepenom kocreith

Hapywienus co cmoponsl nouek u mouegvle00auiux nymeil

4acTo [MonuypHs WK MOJUTAKUYPHS

HEYacTo [Toyeunass HEAOCTATOYHOCTH (B OCHOBHOM — Ha (pOHE CHUKEHUS 00beMa

HUPKYJIUPYIOMIEH KU JIKOCTH )

Jlabopamopnuie u uncmpymenmanvHvle 0aHHble

94acTo Jlucnunuaemus', TOBBIIEHUE TEMATOKpUTa ™

HEYacTo [ToBbIlIEHHE KOHIEHTPAIIUM KPEATUHHUHA B IUJIa3Me KPOBHU ", TIOBBIIIIEHHUE
KOHILIEHTPAIIMU MOYEBUHBI B KPOBH®-°, OBBILIEHNE KOHLIEHTPALIMH KAl B
KpOBU P, TIOBHINIEHHE KOHIIEHTpaluu (ocdara B KpoBu 4

Xupypzuueckue u MeOuyuHcKue npoueoypl

HEYacTo AMNyTaluu HUKHUX KOHEYHOCTEH (TJIaBHBIM 00pa3oM MalbleB U CPEIHEN
YaCTH CTOIbI), OCOOCHHO Yy IMAI[MeHTOB C BBICOKMM PHUCKOM 3a00JIeBaHUMI
cepaua®

& CBf3aHO C yMEHbBIICHUEM 00beMa NUPKyTUPYIOen KUAKOCTH; cM. pa3nen 4.4. u onucanue HP Huxe.
b Cwm. pasnen 4.4 u omucanue HP nmxe.
¢ Cwm. onucanue HP Hioke.

4 Cwm. pasnen 4.4.

¢ Ipodunu maHHBIX 6€30T1a CHOCTH, 0CHOBa HHBbIE HA WHAMBHYaJIbHBIX PETUCTPAIIMOHHBIX UCCIIe0BaHUSIX (BKIIOYa ST
WCCIIEOBAHNUS Y TALIMEHTOB C YMEPEHHBIM HapyIleHHeM QYHKUIUHN TMOYeK; y MOKUIBIX MalUeHTOB [B BO3paCTe OT

> 55 et 1o < 80 neT]; y MaIMEHTOB C TOBBIIICHHBIM CEPJIETHO -COCY TUCTHIM 1 HE(PPOTOTHIECKIM PUCKOM) B IETIOM

cooTBeTcTBYIOT HP, yKazaHHBIM B JaHHOH TabnHIe.

f TepMI/IH OKaXxJa» BKIIIOYACT CICAYIOIUE TECPMHUHBL: JKaX1a, CYXOCTb BO PTY U NOJIUIUIICHUA.

g TepMI/IH «CBITIb» BKIOYACT CICAYIOMNUEC TCPMHUHBI: DPUTEMATO3HAA ChIllb, TCHEPAJTIN30BaHHA A CBIIlb, MAaKYyJI C3HAA

ChIllb, MAKYJIOTIAIyJIE€3HA ChIIb, NAITYJIC3HAA ChIIb, ChINb C 3y IOM, ITYCTYJIC3HAA ChIITb U BE3UKYJIIPHAA CBIIIb.
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 28.04 2026 Ne 8613

h. Cpsa3aHO ¢ KOCTHBIMH NepesoMaMu; cM. onucanre HH auxe. (NOCNEOQOBATENBEHOCTE 0012)

L L

E TepMUHBI «OIUYPUS» WU «I0JUIAKUYPUsD BKIH0Ya 0T CIEAYTOMIIE TCP MIHET: TTOITHY PITT, TIOIITa KTy PIOT, TaCTBE

MOYCHCITY CKa HHSI, HUKTYPHsI, a TAKOKe YBeIH4YeHre 00beMa OTAEISIEeMOH MOYH.

I TepMI/IH ((ByHBBOBaFHHaHLHBIﬁ KaHAUI03» BKIOYACT CICAYIOMNUE TCPMHUHBL. ByJ'H)BOBaFI/IHaHI)HHﬁ KaHIua03,
BYJIbBOBATUHAJIbHA A I'pI/I6KOBa$I I/IH(l)eKHI/Iﬂ, BYJIbBOBATUHUT, BaTWHAJIbHAA HH(beKIIHﬂ, BYJIBBUT H I’pI/I6KOBaH
TCHUTAJIbHA I/IH(l)eKHI/I}I.

k. TepmuHBl «OanmaHWT» MU «5aNaHOMOCTUT» BKIIOYAIOT CIEAYIONHE TEPMHUHBL OallaHUT, 0alia HOTIOCTHT,
KaHIUAO3HBINA 0aIaHUT, a TAKXKE TPHOKOBA I HH(EKIHS IOTOBBIX OPTAHOB.

. CpenHue npoUEHTHI OT HCXOIHBIX 3HAYEHHUH JUI1 CpaBHEHUA KaHaTIuduo3uHa B 1o3ax 100 mru 300 Mr ¢ mane6o,
cooTBeTcTBeHHO: 3,4 % 1 5,2 % mo cpaBuenuto ¢ 0,9 % mist obmero xonecrepuna; 9.4 % u 10,3 % mo cpaBHEHHIO
¢ 4,0 % nns xonecTepuHa JUMOMPOTEHHOB BeicoKo# mutoTHOCTH (JITIBIT); 5,7 % 1 9,3 % 1o cpasuenuto ¢ 1,3 % ams
XOJIeCTepHHA TUNONPOTEeHHOB HUu3KoH mnoTHocTH (JITTHIT); 2,2 % u 4,4 % no cpasrenuto ¢ 0,7 % xoyecTepuHa He-
JITIBIT; 2,4 % u 0,0 % 1no cpaBHeHuto ¢ 7,6 % 1Sl TPUTITULEPUIOB.

M. CpelnHue U3MEHEHHs] OT UCXOIHBIX 3HAUCHUH IS reMaToKpuTa coctaBmwiu 2,4 % u 2,5 % ang kaHaraugio3uHa B
no3ax 100 mru 300 Mr cooTBETCTBEHHO, 10 cpaBHeHuto ¢ 0,0 % s miaunedo.

1. CpelnHue NpPOLEHTHbIE W3MEHEHMs OT MCXOJHBIX 3HAUEHMH sl KpeaTuHuHa coctaBwid 2,8 % u 4,0 % ans
kaHaraudio3uHa B 103ax 100 mr u 300 Mr COOTBETCTBEHHO, 10 cpaBHEHHIO ¢ 1,5 % mis miaie6o.

o CpelHue IPOICHTHBIC U3MEHEHHS OT UCXOJIHBIX 3HAYCHUH JIJI1 a30Ta MOYEeBUHBI KpoBU cocTaBmiu 17,1 % u 18,0 %
IU1si KaHaraudiao3uHa B 1o3ax 100 mr u 300 Mr COOTBETCTBEHHO, 10 CpaBHEHHIO € 2,7 % miis miaiebo.

P- CpenHue MPOIEHTHbIC U3MEHEHUS OT MCXOJIHBIX 3HAUCHMH JJIsl Kaius B KpoBu coctaBwiu 0,5 % u 1,0 % nns
kaHanudiao3uHa B 103aX 100 mMr u 300 Mr cOOTBETCTBEHHO, IO cpaBHeHHIO ¢ 0,6 % 115 miane6o.

9-  CpenHue MPOLCHTHBIC U3MEHECHUS OT UCXOJHBIX 3HAUCHUH s pocdaTa B CBIBOPOTKE cocTaBuin 3,6 % u 5,1 % ans
kaHaTTHdao3uHa B 103aX 100 Mr u 300 Mr cOOTBETCTBEHHO, IO cpaBHEHMIO ¢ 1,5 % s miane6o.

Onwncanue OTJICNIbHBIX HEXKEIAaTSAbHBIX peaKIIni

Jluabemuueckutl kemoayuoos

B nonrocpounom uccienoBaHuu HEPPOIOTHUECKUX HCXOA0B, TPOBEICHHOM Y B3pPOCIBIX MAI[MEHTOB C
CJ2 n IH, yactora ciayyaeB KA, noaTBepKaeHHBIX IPU CTaHJApTU3UPOBAHHOMN OLEHKE, COCTaBHIIA
0,21 (0,5 %, 12/2 200) u 0,03 (0,1 %, 2/2 197) na 100 genmoBeko-IeT HAOTIOAECHUS B TPYIIIax
kaHarnudiao3una B goze 100 mr u mnamne6o coorBercTBeHHO; U3 14 manuentoB ¢ JIKA y 8 (7 — Ha
Tepanuu KaHarauduozuaoMm B go3e 100 mr u 1 — Ha Tepanuu mnamnebo) 3HaueHus pCK® no nagana
nedenus cocrapysid ot 30 1o < 45 mi/mun/1,73 M2 (cM. paszaen 4.4).

Amnymayuu HUNCHUX KOHeYHOCmeu

VY B3pocneix nanuenToB ¢ C/I2 u ¢ ycranosneHHbM CC3 mm o kpaitHeil mepe 2 (akropamu prcka
pasButus CC3 Tepanus kaHarau(pIo3MHOM COIPOBOXK/AAIACH MOBBIIIEHUEM PUCKA aMITyTallui HUKHUX
KOHEYHOCTeH, uTo HaOmonanioch B oOwenuHeHHoOM mnporpamme CANVAS, cocrosBuieit u3
uccinenoBanuii CANVAS u CANVAS-R — AByX KpyIHBIX IJIUTEIbHBIX paHIOMU3HPOBAHHBIX I1J1a11€00-
KOHTPOJIMPYEMBIX HCCIEIOBaHUH, TJe mpoBoauiack onenka 10134 mamumenTtoB. /[ucbananc Havan
OTMEYaThCcsd YK€ Ha MEepBBIX 26 Hepensx Tepanuu. CpenHss MpONOHKUTEIBHOCTh HAOIIOACHHUS 3a
nanuenTaMu B uccnenoBanmusix CANVAS u CANVAS-R cocrasisiia, COOTBETCTBEHHO, 5,7 1 2,1 roja.
BHe 3aBUCHMMOCTH OT TOro, Kakas Tepanus MpOBOIMIACH — KAaHArJU(IO3UNHOM WM IUTalebo — pucK
aMITyTanuii Op11 HanboJiee BRICOK y MAllMEHTOB C HCXOHO MMEBIIMMCS aHAMHE30M paHee MPOBEICHHbBIX
amnyTanuii, 3aboneBaHuil nepudepruuecKux cocya0B U HelponaTueil. Puck ammyranuu He 3aBUCEN OT
no3bl. Pezynbratel 06beuHenHol nporpamMmmbel CANVAS, oTHOcsAImuMeECs K aMIyTalusIM, U3J105KEHbI B
Tabmuue 3.

B nonrocpounom uccnenorannu CREDENCE, rae nmpoBouiack orieHKa HeppoIoruuecKuX HCX0I0B Y
4397 B3pocnbix nauuentos ¢ C/12 u JIH (cm. paznen 4.4), He 0TMEYaIOCh Pa3IMUMid B pUCKE aMITy Talli
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ot 28.04 2026 MNe 8613
HIDKHUX KOHEUHOCTEH Mpu NpuMeHeHu U KaHarnuiosnna B 1031100 Mr[{m npammqnnmnunaﬂgﬁq 1,2
u 1,1 cooprTus Ha 100 yenoBEKO-IIeT COOTBETCTBEHH -
B npyrux nccienoBanusx npuMeHeHnus kanaraudiaosunanpu CJ2, rue yqaCTBOBaﬂa 0611135[ MOIYJIAL A
B3pOCIBIX MAIUEHTOB ¢ quabeToM B KoiudecTBe 8114 demoBek, He HAOII01aI0Ch Pa3IMUUi B PUCKE

aMIyTalUi HUKHUX KOHEYHOCTEH, 10 CPABHEHUIO C KOHTPOJIBHOU IOIYJIALUEN.

Ta6nauna 3. UnTerpupoBanublii aHaan3 amnytanuii B ucciegopanuax CANVAS u CANVAS-R.

Ilnane6o Kanaraundozun
N = 4344 N =5790
OOmiee YuCI0 TAIUEHTOB C COOTBETCTBYIOUTUMH
coObITHsAMH, N (%) 47(L1) 14024)
Yacrora pa3sutus (Ha 100 4enoBeko-JeT) 0,34 0,63
0
OTtHomenne puckoB (95 % JIM) no cpaBHEHHUIO C 1,97 (1.41 — 2.75)
ranebo
Maunbie amnyTanuu, n (%)* 34/47 (72,3) 99/140 (70,7)
Bonbnme amnyranmu, n (%)t 13/47 (27,7) 41/140 (29,3)

IMprmeuaHne: 4acTOTa OCHOBAaHA HA KOJIMYECTBE TAIINEHTOB, KOTOPHEIM OBIIa IIPOBEJICHA 110 KpaifHel Mepe oHa a MITyTa ITus,
a He Ha o0IIeM KOJIMYecTBe cIydaeB amimyTanuil. HaGmroneHnue 3a manneHTaMy pacCUUTHIBaSTCS € THA | 10 IepBO# JaTe
aMITyTanuyu. Y HEKOTOPHIX MaIMEHTOB MPOBOAMIIOCH Oolee OAHOM aMmyTalmi. [IponeHT MaybIX ¥ OONBIINX aMITyTa i
OCHOBaH Ha Hau0OOJee BEICOKOM YPOBHE aMITyTalnil IS KaXKI0TO MaIUeHTa.

* TIaJIBIIBI ¥ CPETHIH OT/EJI CTOIIBL.

+ ToyieHb, HUKE ¥ BBIIE KOJICHA.

Cpenu Tex yudactHukoB mporpamMMmbl CANVAS, koTopsiM Oblla IpoBeAeHa ammyTalus, HauOosee
4acToil JIOKamu3alue B 00enX TeparneBTHYECKHX I'pyMNIax ObUIM Malblbl U CPEIHUM OTIEN CTOIIBI
(71 %) (cm. Tabmuiy 3). MHOXECTBEHHBIC aMIyTallu¥ (B HEKOTOPBIX CIydasx — OOEUX HMKHUX
KOHEYHOCTEH ) HaOII0JaJIUCh HEYACTO, a UX J0JIs B 00CHX TepareBTUUECKUX TPyMIax Obljga CXOXKeH.

Camble pacrpocTpaHEeHHbIe METUIIMHCKHE SBJICHUS, IPH KOTOPBIX TpeOOoBajach amMITyTalus, B 00enx
rpynmnax JiedeHus ObUTH TpenCcTaBleHbl WH(EKIHMSIMU HIDKHEH KOHEYHOCTH, s3BaMH Ha (oHe
IMabeTHUYecKOoil CTOMbI, 3a00JIeBaHUAMH MepUPEPUUIECKUX apTepuil U TraHTpeHo (cM. paznaen 4.4).

Heofceﬂameﬂbelepeam;uu, C6A3AHHblEe C YMEHbULEHUEM obvema uupkyﬂupymmeﬁ IHCUOKOCU

[To pesynbraraMm aHanmM3a €AMHOTO MyJia JaHHBIX YETHIpEX 26-HEAETbHBIX IIae00-KOHTPOINPYEMBIX
UCCIIEIOBAaHUM y B3pOCIBIX MalMeHTOB udacToTra Bcex HP, cBs3aHHBIX ¢ yMeHbIIEHHEM o0bema
MUPKYJIUPYIOMIEH >KUAKOCTH (HAMpUMEP, OPTOCTATUYECKOTO TOJOBOKPYXKEHHS, OPTOCTATUYECKON
TUIIOTCH3UU, THUIIOTCH3UU, O0E3BOKMBAHUS M CHHKONAJIBHBIX 3MHU30.I0B), coctaBuia 1,2 % misa
kaHarimudio3uHa B go3e 100 mr, 1,3 % g kanarmudiaosuna B go3e 300 mr u 1,1 % mis miame6o.
YacTora Ha Tepamuu KaHATIM(QIO3MHOM B IBYX UCCIEIOBAHUIX C aKTUBHBIM KOHTPOJIEM ObLIa CX0XKa C
TaKOBOM Ha Teparnuu mpernaparaMu CpaBHEHUSL.

B onmHOoM M3 mccnenoBaHuM, CIenMalbHO MPOBOAMBILUXCS S JIOITOCPOYHOM OIIEHKU CEpJEeYHO -
cocyauctbix ucxon10B (CANVAS), rae B3pocible ManueHTs! ObLUIN B LIEJIOM cTapuie U ¢ 00Jiee BBICOKOM
4aCTOTOM OCJIIOKHEHHMH caxapHOTo nquadeTa, yactoTa pasButus HP, cBs3aHHBIX ¢ yMEHBIIIEHHEM 00beMa
LU PKYJIUPYIOLIEH 5K IKOCTH, cocTaBuiia 2,3 coObiTus Ha 100 yenoBeko-yeT i KaHarau(iao3uHa B 103e
100 mr, 2,9 — nns kanarimduiozuna B o3¢ 300 mr u 1,9 — s mnane6o.

i onenku aktopos pucka 3tux HP Obu1 mpoBeaeH 6onee KpynmHbIA aHAIN3 €AMHOIO TyJla JaHHBIX
(N = 12441) B3pocnbIx manueHToB u3 13 kouTponupyemsix ucciepoBanuit [11 u IV a3, rae uzyvanuce
0o0e no3bl ka”arnuguosuHa. 1o pesyinpraram 3TOro aHainusa €IUHOrO IyJa JaHHBIX Yy MallMEHTOB,
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MOJIYYAIOIIUX TETIEBbIE JTUYPETUKHU, C MCXOAHBIM
< 60 mir/mun/1,73 M2, a TakKe y NALUEHTOB B BO3DAeFe—7-5-Het—H-PapHie-B-HeAOM-0TMEHAHAeb-00H0e
BBICOKas yactoTa 3Tux HP. ¥V manueHToB, noayyaromux neTiaeBble JMypeTUKH, 4acToTa coctaBuia 5,0
s kaHarnugmosuna B go3e 100 mr u 5,7 mns xanarnuduiosnHa B go3e 300 Mr, 1Mo CpaBHEHHIO C
4,1 coOprTusiMu Ha 100 yenoBeKo-JIeT IPUMEHEHHUS B KOHTPOJIBHOH Ipynie. Y MalueHTOB ¢ HCXOIHBIMU
sgagenuamu pCK® or 30 mu/mun/1,73 m? mo < 60 mu/mmn/1,73 M2 gacrora cocraBmia 5,2 s
kaHarmudiaosuna B go3e 100 mr u 5,4 mns kaHarnuduosuHa B go3ze 300 Mr, mo CpaBHEHHUIO C
3,1 coOpiTusiMu Ha 100 YemoBeKo-IeT MPUMEHEHUSI B KOHTPOJIBHOU T'pyIine. Y MalMeHTOB B BO3pacTe
75 net u crapie yactoTa cocraBuia 5,3 st kanaraudiao3unaB nosze 100 mr u 6,1 11 kanariauduo3uHa
B no3¢ 300 mr, o cpaBHeHHIo ¢ 2,4 coObiTHsasMU Ha 100 YenoBeKO-JIeT MPUMEHEHHS B KOHTPOJBHOM
rpynie (cMm. pasznensl 4.2 u 4.4).

B nonrocpounom uccnenoBanny HeHPOIOTHUSCKUX MCXOJO0B y B3pocibix nmanueHToB ¢ CJ12 u JIH
4acToTa COOBITUH, CBA3aHHBIX C YMEHbLIEHHEM 00beMa LIUPKYIUPYIOLIEH KU IKOCTH, cocTaBuia 2,84 u
2,35 coObituit Ha 100 yenoBeko-neT it kKaHariauduiosnHa B 103¢ 100 mr u miaiedo COOTBETCTBEHHO.
Otmevasioch yBenM4deHUE 4acToThl 1o Mepe najgenud pCK®. ¥ nauuentos co 3HaueHuem pCK® ot 30
110 <45 mi/mun/1,73 M? gacToTa cilyyaeB yMEHbIIEHHs 00beMa M PKYIMPYIOIIEH KU IKOCTH ObLjIa BBIILE
B Tpymre kanariauduosnna (4,91 coositus Ha 100 yenoBeko-JeT), 0 CPABHEHHIO C TPYIIION TIamneto
(2,60 cobpiTHs Ha 100 YemoBeKo-IeT); BMECTE ¢ TeM, B moarpymnmax co 3HaueHueM pCK® ot > 45 no
<60 u ot 60 10 < 90 Ma/mMun/1,73 M? pa3HOCTB 110 YACTOTE MEKLY TPYIIaMH Obla CXOKEH.

B otnensHOM HcclieIoBaHNY, IPOBOAUBIIEMCS ISl OEHKHU CEPACYHO-COCYAUCTBIX NCXO/I0B, a TAKXKE B
Ooyiee KpyMHOM aHajlHM3e €AMHOTO MyJa JaHHBIX, HApSIy C OTACTBHBIM HCCIIECIOBAHUEM IJIs OLICHKU
He(POJOTUUYECKUX HMCXOM0B, dacTtora HP, CBS3aHHBIX C yMEHBIIEHHEM OOBEMa IUPKYJIHUPYIOIICH
KHUIKOCTHU, a Takke cepbe3Hbix HP, cBs3aHHBIX ¢ yMeHbIIeHHEeM 00beMa IUPKYIUPYIOLIEH KU IKOCTH,
B rpymnmnax KaHarau(iao3uHa He MOBBIIIANACh.

Tunocnuxemus npu npumeHeruu KClHLZZJlMQb]ZO:?MHd 8 Kauecmee OONOJIHEHUs K mepanuu UHCYJIUHOM UlU
cpedcm@aMu, ycuausearmumu e2o cekpeyuiro

YacTora pa3BUTUS THUMOTJIMKEMUHM Oblla HHU3Ka (cocTaBisis mnpubnusutensHo 4 %) BO Bcex
TEPANeBTUICCKUX TPYyITIaxX, BKIOYas U Iianedo, Mpy MpUMEHESHHUH ITpernapara B BHIe MOHOTEPAITHN U
B KadecTBe no0OaBieHust k Methopmuny. [Ipu nobasiennu kaHarnu@ao3nHa K TEpanuu WHCYIHMHOM
TUTNOTIIMKeMust HaOmonanack y 49,3 %, 48,2 % u 36,8 % B3poCHbIX MallMEHTOB, MOJYYaBIINX
ka"ariuao3uH B 1o3e 100 mr, kanarnuduiosud B 1o3e 300 mMr u manedo, COOTBETCTBEHHO, a TSIK eJiast
runoriukemus pazsuBaiacby 1,8 %, 2,7 % u 2,5 % B3pOCIbIX MallMEHTOB, MOTYYaBIINX KaHAr T (II03UH
B no3e 100 mr, kanarmudno3un B po3e 300 mr m 1uranebo cooTBeTcTBeHHO. [Ipm moGaBieHuu
KaHarau(Io3uHa K TEPaluy TPOU3BOJHBIMU CYJIb(QOHUIMOYCBUHBI THUITOTJIMKEMUS HAOII01a1ach y
4,1%, 12,5 % u 5,8 % B3poCHbIX NAIMEHTOB, MONydYaBIIUX KaHarmudiosudn B no3e 100 wr,
kararnudiao3ud B 03¢ 300 Mr u mnanedo cCoOOTBETCTBEHHO (CM. paszaenst 4.2 u 4.5).

I pubkosvle ungexyuu noro08vlix 0Op2aros

BynpBoBaruHanpHBIM KaHAMI03 (BKJIIOYAas BYJIHBOBArMHUT M BYJIBBOBarMHalbHBIE TPHOKOBBHIC
nHpexnun) ormevanuce y 10,4 % u 11,4 % B3pOCIBIX MAMEHTOK YKEHCKOTO IO, IMOJYyYaBIINX
ka"Hariuiao3uH B 03¢ 100 mr u kaHariaudiao3ud B go3¢ 300 Mr, COOTBETCTBEHHO, IO CPAaBHEHHIO C
32% y TamMeHTOK JKEHCKOro TIoja, Noidy4yaBmmMx Iuiane6o. bBosbmmHcTBO — ciiyyaes
BYJIbBOBarvHAJILHOTO KaHJWI03a pa3BUBAJIMCh B TEUEHHE TEPBBIX 4 MeCsleB Tepanuu
kaHarnudiao3unoMm. Cpenu MalMEHTOK XEHCKOro Ioja, MOdy4yaBmMX KaHariudmoswH, y 2,3 %
oTMevYanoch Oojee oaHoro ciaydas undexkuun. Beero y 0,7 % ot obuiero yucia nanueHTOK Tepamnus
KaHaru$I03uHOM ObllIa OTMEHEHA B CBSI3U C BYJbBOBAarMHAJIBHBIM KaHIU030M (cM. pasnen 4.4). B
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pamkax mnporpammel CANVAS wmenmana mnmmijensHOCTH || M@K H GpUTal | 1BBIME: T8, (Kpyine
KaHarnu(ao3uHa 0 CPAaBHEHHUIO C TPYIION mianedes:

Kananno3uelil 6anaHuT uiau 0aJaHONMOCTUT Pa3sBUBAICA y B3POCIBIX MallMEHTOB MYKCKOI'O IOJa ¢
gactoroit 2,98 u 0,79 coOpiThit Ha 100 YemoBeKO-JIET CpeIr MOTY4YaBIIMX KaHATIM(IIO3WH U T1a1eto
COOTBETCTBEHHO. Cpe/iu MaleHToB MY»KCKOT0 [10J1a, TOTy4YaBIIuX KaHariu(iaosus, y 2,4 % Obu10 601ee
onHoro ciydvast uHdekuu. Yactora ciiydaeB OTMEHbI KaHArau(Io3uHa NalueHTaMu My>KCKOro IoJia B
CBSI3U C KaHJUJO03HBIM OaJaHUTOM UK OanmaHonmocTuToM coctaBisia 0,37 coOsitus Ha 100 yenmoBeko-
ner. ®umos peructpupoBaics ¢ uacrotod 0,39 u 0,07 cobpitus Ha 100 dyenmoBeko-leT cpenu
MOJIy4aBIIMX KaHArau(ao3uH U mianedo cOOTBETCTBEHHO. L{[MpKyMIIM3Us BHIMOIHSIACH C YaCTOTOU
0,31 u 0,09 cobpitusi Ha 100 YenOBEeKO-IET cpeAM MOJYYaBIIMX KaHArIU(IO3MH W 1UIane6o
COOTBETCTBEHHO (CM. paznen 4.4).

Hnpexyuu mouesvrso0sawux nymeti

B KJIMHUYECKUX MCCIEOBAHUSX y B3POCHBIX MAIlMEHTOB MH(MEKIMH MOYEBBIBOAAINIMX MyTeH yarie
OTMeYaNuch pH npueme kanarauduosnra B no3zax 100 mr u 300 mr (5,9 % u 4,3 % COOTBETCTBEHHO),
no cpaBHeHuto ¢ 4,0 % nHa Tepanuu 1anebo. bonpmmHCTBO HWHGEKUUH OBLIM JETKUMU WU
YMEpPEHHBIMH, a TIOBBIIIEHUS YacTOTHl cepbe3Hbix HP He nHabmiomamock. B sTux wumccnemoBaHUMsX
MalMCHTHI OTBEYAIIM Ha CTaHJApPTHOE JICUeHUE Ha (POHE TPOIOIHKAFOIICHCS Tepauy KaHar TH(IIO3UHOM.

TeM He MeHee, B XOJE€ NOCTPErMCTPAlMOHHOIO NIPUMEHEHUs Yy NAlUEHTOB, IOIy4YaBIIMX
KaHarmu(ao3uH, ObUTH JOKYMEHTHPOBAHBI CIy4Yan OCIOXHEHHBIX WH(EKIHI MOYEBBIBOSIIMX ITYTEH,
BKJIIOYasi MUETOHEPPUT U YPOCETICUC, KOTOPbIE YaCTO MPUBOIMIN K IPUOCTAaHOBKE JICUCHHUSI.

Kocmuuie nepejiombl

B uccrnenoBanuu, npoBOAMMOM JIJIsl OIIEHKHU cepaeuHo-cocyaucThix ucxonoB (CANVAS) cpenu 4327
B3pOCJIBIX MAIIMEHTOK, MOJIy4aBIINX JIEYEHHUE, ¢ YCTaHOBJICHHbIMU CC3 Ui ¢ HaJIU4YMeM MO KpanlHei
Mepe IBYX (haKTOpOB PUCKA UX PA3BUTHUS, YACTOTA THOOBIX KOCTHBIX MEPEIOMOB, IIOTBEPKICHHBIX TIPU
CTaHIapTU3MPOBAHHOM O1leHKe, cocTaBuia 1,6, 1,8 u 1,1 na 100 uenoBeko-neT HaOMIOACHUS B TPYIIIax
ka"Harnmugio3uHa mo 100 mr, kanarnudmosnna mo 300 Mr u miuanedbo COOTBETCTBEHHO, MPU ITOM
JqucOanaHe Mo 4YacToTe MepeioMOB B OCHOBHOM IMPUXOJIUJICS HA MepBbIe 26 HeeNb Teparui.

B nByx Apyrux DoarocpodYHBIX MCCIAEAOBAHUSIX y B3POCIBIX MAllMEHTOB, a TaKXKe B MCCICIOBAHUSX,
MPOBEICHHBIX B OOIIEl MOMYJSIINU B3POCIBIX MAIlMEHTOB C CaXxapHbIM AuabeToM, He HalIt0Ianoch
pa3nuuvii B PUCKE MEPEeIOMOB MEXIy TpYNIaMH TEpamuu KaHarau(IO3MHOM, MO CPaBHEHHIO C
KOHTPOJIbHBIMU. B 1pyrom uccieaoBanuu, IpoBeIEHHOM JJIsi OHEHKH CepIeUHO-COCYAUCTBIX NCXO/I0B
(CANVAS-R) cpenu 5807 momydaBIIuX JIeYEHU € B3POCIBIX MAllMEHTOB ¢ ycTaHOBIeHHbIME CC3 1160
1o KpaifHel Mepe aAByMmsi (aKkTOpaMu PHCKa WX Pa3BUTHS, YaCTOTa BO3HUKHOBEHHS BCEX KOCTHBIX
MepeIOMOB, TTOATBEPKJACHHBIX MPU CTaHIAPTHU3UPOBAHHOM o1leHKe, coctaBuna 1,1 u 1,3 coOwbiTus Ha
100 yenoBeko-1eT HaOMIOIEHUS B TpyMNNax KaHarnudao3uHa u miamnedo COOTBETCTBEHHO.

B nonrocpoyHoMm uccieoBaHUU, TPOBEACHHOM Il OIIEHKH HEPPOIOTHIECKUX UCXOJIOB, C YU4aCTHEM
4397 nony4aBiMx JieueHue B3pocabix nanueHToB ¢ CJ12 n JIH, yactora BO3HUKHOBEHU S BCEX KOCTHBIX
MepeioMOB, TOATBEPKIECHHBIX TMPU CTAaHJAPTU3UPOBAHHOW OLIEHKE, cocTaBuia 1,2 coOwITUS Ha
100 genoBeko-eT HAOMIOICHUS KaK B TpyIie kaHarmduo3uHa mo 100 mr, Tak u B rpynie miamne6o. B
JIpyrux ucciaenoBanusax kanarauduosuna npu CJ12, kyna Bkirodanach oOuias MomnyJisiius HalueHTOoB C
caxapHelM 1auaberoM B KojaumdecTBe /729  B3pOCHBIX MAIMEHTOB, W T/A€ TMPOBOJIMIACH
CTaHJAPTU3UPOBAHHAS OI[EHKA KOCTHBIX IMEPEIOMOB, YaCTOTa BOSHHUKHOBEHHS KOCTHBIX IEPETOMOB,
MOJTBEPKACHHBIX MPHU CTAHAAPTU3MPOBAHHOM oleHke, coctaBuia 1,2 u 1,1 nva 100 yenoBeko-yer
HaOJIOACHUS B TPpyIIe KaHAr MM (I03UHA U B KOHTPOJIBHOMU rpyIiie cooTBeTcTBeHHO. [locne 104 He nenp
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Tepanuy HeONaronpusATHOrO BAMAHUSA KaHArnu@nojuHa Ha MAHSPANBH Y0 NOTHAETH KOCTHOM Tkalm

BBIABJIEHO HE OBIIIO.

Oco0ble IPYINIBI HAITMEHTOB

Jluya noxcunozo 6ospacma (6 eospacme 65 nem u cmapuie)

[To pesynmbTaTam aHanmM3a €IMHOTO MyJa JAaHHBIX 13 mMmIane0o-KOHTPOIUPYEMBIX HCCICIOBAHUN U
MCCIIEIOBAaHUM C aKTHUBHBIM KOHTpoOJieM, Mpoduiab OE30MacHOCTH KaHariaugo3uHa y TMOXKUIIBIX
MalMeHTOB B 1[€JIOM COOTBETCTBYET TAKOBOMY Yy 00Jiee MOJOBIX MAllMEHTOB. Y MallMeHTOB B BO3pacTe
75 nmetr um crapme Obina Bhimie yactota HP, cBA3aHHBIX ¢ yMeHbLIEHHEM O0beMa LHUPKYIHPYIOIIeH
KHUAKOCTHU (TAaKUX KaK OPTOCTATUUYECKOE TOJIOBOKPYKEHHE, OPTOCTATHYECKasi TUIIOTEH3U S, THIIOTEH3HS),
cocraBuBIias 5,3, 6,1 u 2,4 coobiTus Ha 100 yenoBeko-neT npuMeHeHus kanarnudiosuna B go3e 100 mr,
kaHarmudnosuaa B go3e 300 Mr ¥ B KOHTPOJBHOM TpYINIE COOTBETCTBEHHO. [Ipm mpuMeHeHnH
ka"arnuiao3uHa B 1o3e 100 mr u kanarauduosnna B qo3e 300 Mr ormeuanuck cirydan cHkeHuss pCKD
(-3,4 u -4,7 mut/mun/1,73 M?), IO CpaBHEHUIO C KOHTPOJIBbHOI rpymmoi (-4,2 miu/mun/1,73 m?). Cpennue
ucxonusle 3nadenns pCK® cocrapunm 62,5, 64,7 1 63,5 mi/mMun/1,73 M2 Ha Tepanuu KaHAr T PIO3MHOM
B 03¢ 100 mr, Ha Tepanuu kKaHAr M ¢Io3uHOM B 103¢ 300 MT ¥ B KOHTPOJIBHOM I'PYIITIE COOTBETCTBEHHO
(cm. paznenst 4.2 u 4.4).

Toueynasn nedocmamoyunocmo ¥y nayuenmoe ¢ Heo0oCmAamoyHbiM KoHmpoJiem CﬂZ

V B3pOCIBIX HALMEHTOB ¢ UCXOMHBIMU 3HadeHusMu pCK® < 60 mu/mun/1,73 M? Gblla BEILIE YacTOTA
HP, cBs3aHHBIX C yMEHbBIICHUEM 00beMa IMUPKYJIUPYIOMICH )KUIKOCTH (HAlpUMep, OPTOCTATHICCKHIX
T'OJIOBOKPY)KEHHH, OPTOCTATUYECKOW THUIOTEH3UM, THUIIOTEH3WH), KOoTopas coctaBmia 5,3, 5,1 u
3,1 coObiTus Ha 100 yenoBeko-neT mpuMeHeHUs KaHaraudnozuHa B no3e 100 mr, kanarnudiao3uHa
300 mr u mae6o cooTBETCTBEHHO (CM. paszaensl 4.2 u 4.4).

OO6mas yactoTa ciiyuyaeB MOBBIIIEHUS YPOBHEW Kajlusg B CHIBOPOTKE Oblja BhIIIE Yy MAIUEHTOB C
YMEpEeHHBIM HapylieHueM (QyHKIHH moyek, coctaBuB 4,9, 6,1 u 5,4 cobbitus Ha 100 "yenoBeko-neT
npuMeHeHus KaHarnudnosuna B gosze 100 wmr, kanarmmgnosmna B go3e 300 mMr u maredo
COOTBETCTBEHHO. B 11€710M, cityuau MoBbIIIEHUH ObLITH TPAH3UTOPHBIMU U HE TPEOOBAHU CIIeU(HUIHOIO
JICYEHUSI.

VY manuMeHTOB ¢ yMEpPEHHBIM HapylleHHeM (yHKIHUHM IMOoYeK Ha o0enX /J03ax KaHarauQiIo3uHa
OTMEYAINCh CITyYad MOBBIIICHHUS KpEaTHHUHA CBIBOPOTKU Ha 9,2 MKMOJIB/T M a30Ta MOYEBUHBI KPOBH
npumepHo Ha 1,0 MMOJIB/1.

YacTora Ooiee BbipaxkeHHbIX cHIKeHHI pCKD (>30 %) Ha kakom-1100 3Tarne jedyeHus coctaBuia 7,3,
8,1 m 6,5 coopiTs HA 100 yenmoBeko-JIeT MpuMeHeHus KaHaruduiosnHa B qo3e 100 mr, kanaraudao3una
B 103¢ 300 Mr u mnane6o cooTBeTcTBeHHO. [Ipu Hcmonp30BaHNY MOCTETHUX 3HAUEHUH MTOCIIE MCXOTHBIX
4acToTa MOJOOHBIX CHHYKCHU M cocTaBmIIa 3,3 y MAallMEeHTOB, MOTy4YaBIIMX KaHarau(ao3uH B 1o3e 100 mr,
2,7 y manueHToB, noixy4aBimx KaHariauduosuH B 1o3e 300 mr, u 3,7 coObitus Ha 100 uenoBeko-ier
npuMeHeHus Tanedo (cM. pasaen 4.4).

VY manueHToB, MOMYy4YaBIIMX KaHArJIuQJIO3WH, BHE 3aBUCHUMOCTH OT HCXOAHBIX 3HaueHU pCKOD,
OTMEYaJIOCh IMepBOHaualbHOE CHMXeHue cpeaHux 3HaueHuil pCK®. ITocne storo 3nauenuss pCKD
OCTaBaJUCh CTAOMJILHBIMU WJIH ITOCTEHEHHO MOBBIIIAINCEH HA (1)OHG MMPpOAOJIKCHU A TCpaIlnuu. CpCILHI/Ie
3HaueHusa pCK® Bo3Bpamamiucy K UCXOAHBIM MOCIE OTMEHBI Tepaluu, YTO MO3BOJISIET MPEANoarath
BO3MOXHYIO pOJIb TCMOANHAMUYCCKHUX U3MEHEHUH B DTUX U3MEHEHUIX (I)YHKLII/II/I ITIOYCK.

Iloueunas nedoocmamounocms y nayuenmos c /[H npu CJ/[2

B uccnenoBanum ¢ I[OJ'IFOCpO‘lHOﬁ OHGHKOﬁ He(prJ'IOFI/I‘{eCKI/IX HCXOH0B, MPOBCACHHOM Y B3pPOCJIbIX

naruenTos ¢ C/12 u JIH, yacrota Hedpoaornyeckux coObITHI ObliIa BEHICOKOH B 00€UX Tpymmax, HO B
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rpynne kanaraguaosuna nuxe (5,71 cooeitus na 100 uenosex§HIeT) 10 [ApaBreHHIq & FRYITToH fufaieo
(7,91 coOpiTus Ha 100 uenoBeko-ner). Yacrora cepb i
TaKk)Ke HUXKE B rpyMie KaHarauiuo3rnHa, yeM B rpymnine miamnedo. Yactora Hedposornueckux coObITHIA
OblIa HUKE B TpyMIe KaHarauuio3nHa, 4eM B Irpymie miaiedo, Bo Bcex Tpex crpatax pCKd; nanboiee
BBICOKAs 4acTOTa He(poIornueckux coObITU oTMeuanachk B crpare co 3HadeHusMu pCK® ot 30 no
<45 ma/mun/1,73 M2 (9,47 u 12,80 cobbiTus Ha 100 uen0BeKO-IET MPUMEHEHUS KaHAr T (IIO3MHa 1100
naanedo0 COOTBETCTBEHHO).

B uccnenoBanuu ¢ JOATOCPOYHOM OIEHKOW HEPPOIOTHUECKIX UCXOIOB HE HAOIIOAAOCh pa3sTudnii B
YPOBHSAX Kallisl CBIBOPOTKH, IIOBBIIICHHUS 4YacTOThl HEXKEJATEIbHbIX SBJICHUU, CBS3AHHBIX C
rUurepKaIneMueit, a Takke ciiydaeB adCOIIOTHOTO (> 6,5 MOKB/) UM OTHOCUTENHHOTO (00siee BepxHel
IPaHUIIbl HOPMBI U C TIOBBIIIEHUEM OT MCXOJHBIX 3HaUeHUH Ha > 15 %) MoBBIMIEHUS YPOBHS Kaaus
CBIBOPOTKH MEXIy IpynnamMu kaHariaudao3una B go3e 100 mr u mmare6o.

B nenom, Mexay rpynmnamMu OTCYTCTBOBAJ AUCOANaHC MO CIydasM OTKJIOHEHHH CO CTOPOHBI YPOBHEH
¢docdara, kak Bcero, Tak U B Kakoi-mn6o u3 kareropuit mo pCK® (ot 45 no < 60 nubo ot 30 mo
<45 ma/mun/1,73 m? [knupenc kpeatuHuHa oT 45 10 < 60 1160 ot 30 10 < 45 Mi/mMuH]).

Coo0111eHnEe 0 MO03PEBAEMBIX HEXKEIATENBHBIX PEAKIIUIX

BaxxHo co00maTh 0 mogo3peBaeMbIX HEXKEIIATSIIbHBIX PEAaKIIUAX TTOCIIC PETUCTPAIlNH ITperrapara ¢ mebio
oOecrieueHHsl HEMPEePHIBHOTO MOHHTOPHWHTA COOTHOIIEHUS «IOJIb3a — PHUCK» JICKaPCTBEHHOrO
npemnapata. MeIUIMHCKUM pPaOOTHHKAM PEKOMEHAYeTCs coolmarh O J00BIX I0J03PEeBacMbIX
HEXEJIATeIbHBIX PEaKIMsIX JIEKApCTBEHHOTO Mperapara 4epe3 HaluoOHaIbHbIE CUCTEMBI COOOIIECHUS O
HEXKeJaTelIbHbIX PEAKIHUAX FOCYIapCTB — WIEHOB EBpa3niicKOro 3KOHOMUYECKOT'0 COK03a.

Poccuiickas @enepanus Pecny6nuka Kazaxcran

denepanpHas ciayk6a 1o Hamopy B chepe PITI mwa TIXB  «HammonansHBIN — 1IEHTP
3IpaBOOXpPaHEHHUS SKCHEPTU3bl  JIEKAPCTBEHHBIX  CPEACTB U
MEIUIIUHCKUX 151 (SN 0507003 Komurera
MEIUIIMHCKOTO M (papMarieBTUYECKOTO KOHTPOJIS

MuHuctepcTBa 3ApaBOOXpaHeHUs PecmyOnuku
Temn.: +7 800 550 99 03 Kazaxcran

On. moura: pharm@roszdravnadzor.gov.ru wim A npec: 010000, r. Acrana, yi1. A. Mmanosa, 1. 13
npr@roszdravnadzor.gov.ru Ten: +7 7172 23 51 35

Anpec: 109012, r. MockBa, CrnaBsHCKas
iom@aab, 1. 4, crp. 1

Caiit: www.roszdravnadzor.gov.ru . noura: pdle@dari kz

Caiit: www.ndda.kz
4.9. Ilepeno3upoBka

CHUMOTOMBI

OnHokpaTHbIe 103l KaHarauguosnHa, focrurasime 1600 mry 3nopossix iui 1 300 Mr 1Ba pa3a B I€Hb
B TeueHue 12 Hegenp y maruenToB ¢ C/[2, kak mpaBuIi0, XOpOIIO MEPEHOCUITUCH.

Jleuenune

B cnyuae mepemo3upoBKH HEOOXOAMMO MPOBOJUTH OOBIYHBIC MOACPKUBAIOIINE MEPOTPHSTHS,
HAaIlpUMEp, YIAJIUTh HE BCOCABIIEECA BEILIECTBO U3 KEIYJOYHO-KUILIEYHOI'O TpakTa, IPOBOAUTHL
KIIMHUYECKOe HaOINlo/IeHWe W MPOBOJIUTH MOJACPKUBAIOIIEE JICUEHHWE C YYETOM KIMHHYECKOro
cocTtosiHUs TanueHTa. KaHarnmu@umo3uH MpakTUUYECKW HE BBIBOAHJICS IPU MPOBEIACHUU 4-9acOBOTO
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ananusa. He oxwupaercs, 4ro xanarnu@uosuH OyfieT BBIBOMHTHCH HIOCPEHCTBONE BEPHTOHCATBHOrO

Juanusa.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA
5.1. ®apmakoguHAMH4YeCKHe CBOMCTBA

dapmMakoTeparneBTHYeCcKas TPYIIa: CPeACTBa s JICUCHHS CaXapHOro quadera; TUIMOTIIMKEMUYCCKIe
CPEICTBa, KPOME MHCYJIIMHOB; HHTUOUTOPHI HATPUH3aBUCUMOTO TEPEHOCYNKA TIFOKO3bI 2-T'0 TUIIA.
Kon ATX: A10BKO02.

MexaHu3M JIEUCTBUSI

bbuto mokas3aHo, 4TO y MAallMEHTOB C CaXapHbIM JUMa0eTOM HMMEEeT MECTO IOBBIIIEHHAs MouyeuHas
peabcopOIust TITFOKO3bI, YTO MOXET CIIOCOOCTBOBATH CTOMKOMY IOBBIIIEHU IO KOHIIEHTPALIMH TJTFOKO3bL.
SGLT2, skcipeccupyeMblii B TPOKCUMAaJIbHBIX TOYEUHBIX KaHaJIbllaX, OTBETCTBEHEH 3a OOJIBIIYIO YaCc Th
peabcopOIuu TIIFOKO3bI U3 TPOCBETA KaHAJIBIIA.

Kanarmudnosun ssnsercs uaruouropom SGLT2. Murubupys SGLT2, xanarnu@iao3nH yMeHbIIaeT
peabcopOIMIo mMpoIeane GuIbTPaHIo TIIFOKO3bl U CHHKACT MOYeYHBIN mopor it Tiroko3sl (TTI11),
TEM CaMbIM IMOBBIIIAS BBIBEACHUE TIIOKO3bI MOYKAMH, YTO MPUBOJUT K CHUIKEHUIO KOHLEHTPAIUU
IJIIOKO3bl B TJIa3M€ KPOBHU IMPHU MOMOIIM MHCYJIMHHE3aBUCHUMOI'0 MexaHu3ma y mnauueHToB ¢ CJI2.
YBenuueHne BhIBEICHUS TITFOKO3bI TOYKaMH TTocpeicTBOM HHTHOUpoBanust SGLT2 Takyke mpuBOIUT K
OCMOTHYECKOMY JMYpe3y, MOUYErOHHbI 3(QEeKT MNPUBOAUT K CHUXKEHHUIO CHCTOJIMYECKOTO
apTepHalibHOTO JaBJICHUS; YBEIUYCHUE BbIBE/ICHUSI TTIIOKO3bI TOUKaMH IPUBOAMT K ITOTEpE KaJopuil u,
KaK CJIEJICTBUE, CHU)KEHUIO MacChl Tea. B KITMHUUeCKHUX HCCleIOBAHUIX TAKKE OTMEUAIOCh yITydllIeHHE
(byHKIIMHT OeTa-KJIETOK MOKENTy104HOM skene3bl (mo nanasiM HOMA -uHaekca) U ceKkpelny HHCYIHA.

B uccnenosanusix 111 gas3sl npumenenne kanarnuguosuna B 1o3e 300 Mr 10 ezbl MPpUBOIUIO K OoJiee
BBIPAKEHHOMY CHUXEHHMIO MOCTIPAHIMAIbHOTO MOBBIMIEHUS KOHLEHTPALMM TJIIOKO3bI, YeM IIpH
npumeHeHun B go3e 100 wmr. Ortor 3ddeKkr Moxker ObITh O0T4aCTH OOYCIOBJICH MECTHBIM
WHTUOMpPOBaHUEM KUMIEYHOTO TiepeHocunka SGLT1 ¢ yuerom TpaH3UTOPHO BHICOKHMX KOHIICHTpPAIMA
KaHarnu(ao3MHa B MPOCBETE KUIIEYHMKA O BCachlBaHMs Mpenaparta (KaHarau@iao3uH SBIISETCS
uaru6ouropoM SGLTI ¢ HM3KOI akTHBHOCTHIO). B riccnenoBanmsax He ObLIO BBISBICHO MAIbabCcopOLIMH
[JIFOKO3bI IPY MPUMEHEHUH KaHariudio3uHa.

[To naHHBIM JOKJIMHUYECKUX MOJIENIEH caXxapHOro nuadera U KIMHUYECKUX UCCIENOBAHUM, OIOKUPYS
SGLT2-3aBucumMyio peabCcopOIMIO TIIOKO3bl M HATpHs, KaHArIU(IO3WH YCHIMBAET IOCTYIUICHHES
HaTpHs B JMCTAIBHBIC KaHAIBIIBI, TEM CaMbIM YKPETUIss TyOyJI0rIoMepy IsIpHYI0 OOpaTHYIO CBSI3b, YTO
CHUKAeT BHYTPUKIYOOUKOBOE JIaBJICHHE U MOABJISET TUIEPIPONU(epalvio U TOTEHIIUATbHO MOXKET
o0manate HegpornpoTeKTUBHBIM d(hexToM. [Tockonpky HepporpoTeKTUBHBIN 3P dekT KaHarmdao3uHa
HaOII0/1aeTCsl Ha YPOBHE OTIEIBHBIX HEQPOHOB M HE 3aBHCHUT OT CTEIIEHW KOHTPOJIS THIEPTII MKEMUH
(koTopast 3aBMCHUT OT OOILIEro KOJWYecTBa (PYHKUHMOHUPYIOUMX HE(PPOHOB), MpPEayHpeKacHUe
TATBHEHINET0 yXyIIeHUs (PyHKIIUH TTOYEK TPEIITOI0KUTEITLHO OyIeT HaOMI0AaThCs JaXKe Y allieHTOB
C y’K€ HMEIOIIMMHUCS HapyIICHUSIMU.

dapmakoanaamMuueckue 3HheKThl

B Xxone KIMHUYECKHX MCCIeI0BaHUM 11OC/IE OJHOKPATHOTO U MHOI'OKPAaTHOT'O NEPOPAIBHOIO MpHemMa
kaHarnuduao3uHa B3pocabiMu nmauveHtamu ¢ CJI2, IIIIT no3o3aBucHMO yMEHbILIAJCS, BbIBEJCHHUE
TJIIOKO3bI TTOYKaMu yBenumunBasiock. HauanpHoe 3HaueHue IIIIT cocraBmsuio okono 13 mmons/m,
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(HAGIFOIANOCH- [ |pHC) (ITPUMEHERIN

0 106 OJ1b/ - YTO-CBUASTEIHCTBYET-0

MakCcUMajibHOE€ CHMXeHue 24-uacoBoro cpeadero [T
kanarnudiao3una B 1o3e 300 mr 1 pa3 B IeHb U COCTEBAAHO-0F4
HHU3KOM PUCKE BOBHUKHOBEHHUS TUTIOTIIMKEeMUH Ha (poHe ieueHust. B uccnenoBanusix | passl y manueHToB
¢ CJ12, momyuaBmmx kaHariaudmosun B go3e 100 mr wmm 300 mr, cHmwkenue TN mpuBoaniio k
MTOBBIIIICHHUIO BHIBEICHUSI TTIIOKO3bI Toukamu Ha 77 — 119 r/cyTku; Habmo1aeMoe BEIBEICHUE TITFOKO3bI
no4kamu cootBercTByeT norepe ot 308 1o 476 kkan/cytku. Cumxenue [1I11" u noBbleHe BoIBEICHUS
TJIFOKO3bl TTIOUKAaMU COXPAHSUIOCh B TE€UEHHUE 26-HEAENbHOr0 mepuoja tepanuu y namuentos ¢ C12.
Habnronanock ymepeHHOE yBenueHne CyToqHoro oobema Moun (< 400-500 Mi1), KOTOpOE CHUKAIOCH
yepe3 HECKOJBbKO JAHEH mpuMeHeHus npenapata. Habmonanocs npexojsinee NOBBIIICHUE BbIBEACHUS
MOYKaMH MOYEBOM KHUCIOTHI O JIecTBUEM KaHarnu@uo3uHa (mossimeHue 10 19 % mno cpaBHeHHIO ¢
HMCXO/JHBIM 3HA4Y€HHEM B JeHb 1, u 3areM cHuxeHue 10 6 % B nenb 2, 1 % B gens 13). D10
CONPOBOXK/JIATIOCHh COXPAHSIOMIMMCS CHUKEHUEM KOHILIEHTPAllMd MOYEBOM KHUCJIOTHI B IIa3ME€ KPOBHU
npuMepHo Ha 20 %.

[Tpumenenue kaHarauo3uHa oAHOKpatHO B no3e 300 Mr mepea mpHEeMOM CMEMIAHHOW UM
B3pociabiMu narueHTamu ¢ CJI2 BI3bIBAJIO 33/1€PKKY BCACHIBAHUS IIIOKO3bI B KUILEUYHUKE U CHUYKEHUE
MOCTIPAaHIMaIbHON IIIMKEMUH IIOCPEACTBOM IIOUEYHOI'O U BHEIIOYEUYHOTO MEXaHHU3MOB.

B xone xknmuHmueckux uccienoBanuii 60 3M0pOBBIX B3POCIBIX TOOPOBOJIBIIEB MOTYYAIH OJHOKPATHO
nepopanbHo KaHaraudao3uH B goze 300 mr, kanarnudiao3wH B go3e 1200 mr (B 4 pasa BbIe
MaKCUMAaJTbHOW PEKOMEHIyeMON J03bI), MOKCH(rokcauH 1 1iamnedo. He Obu10 0TMEUEHO 3HAYMMBIX
n3MeHeHuil nurepBana QTc HU npu npuMeHeHHnH KaHariau(Io3uHa B pekoMeHa0BaHHoM 103e 300 mr,
HU TpU puMeHeHun kaHarnuduosuHa B go3e 1200 mr. [Ipu nmpuMeHeHun kaHarnugao3uHa B 103€
1200 Mr MakcumanpHasi KOHIICHTpAIMs KaHarIu(uo3nHa B TU1a3Me KpoBH ObLTa mpuMepHO B 1,4 pasa
BBIIIIE PABHOBECHON MaKCUMAJIbHOW KOHIIEHTPAIlUH ITocie TpueMa kanariauduosuna B 1o3e 300 mr 1 pa3
B JICHb.

Dynxyus bema-kiemox

UccnenoBanus mpuMeHeHus KaHariauio3nnay nanueHToB ¢ CJ[2 yka3pIBaloT Ha yiydnieHue GyHKIMH
0eTa-KJIETOK, COTJIACHO JAaHHBIM OIIEHKHM MOJEIM I'OMEOoCTa3a B OTHOIIEHUHU (YHKIUU OeTa-KIEeTOK
(homeostatic model-2 assessment index %B; HOMA2-%B), u yiydmieHue CKOpPOCTH CEKpEIud
WHCYJIMHA MPU MPOBEJCHUHU TECTA TOJIEPAHTHOCTH K ITIOKO3€ CO CMEIIAHHBIM 3aBTPAKOM.

Kimanueckas 23 deKTHBHOCTE U 0€30I1aCHOCTD

VYiydmieHne TIMKEMHYECKOTO KOHTPOJIA, a Tak)Ke CHWIKEHHE YacTOTHl CEPIeYHO-COCYIUCTHIX H
He(pOoJOrnyecKux COOBITHH, HApsSAy CO CHUKEHUEM CMEPTHOCTH, SBIISIOTCS OCHOBOIOJIArarolMMU
acrekramu jeuenus CJ12.

T uxemuueckasn s¢gpgpexmusnocms u He3onacHocmn

B 10 #BOHHBIX CHENbIX KOHTPOJHUPYEMBIX KIMHUYECKUX HCCIEAOBAHUAX OS()(PEKTUBHOCTH MU
0€30MmacHOCTH, TPOBEICHHBIX C IENbI0 OLEHKH 3(PQeKToB mpenapara MHBOKaHAa B OTHOIICHUH
TJTMKEMHUYECKOT0 KOHTPOJIS, B 00IIel ciioxHOCTH mpuHsu1 yuactue 10501 B3pocasiii mamuent ¢ CJ12.
PacoBoe pacnpenenenne Obuio ciemyromuM: 72 % OTHOCHUIIMCH K €BPOIEOUIHON pace, 16 % Oblmm
a3UaTCKOT0 MPOUCXOXKIEHHUS, 5 % MallMeHTOB OTHOCUIIUCH K HEIrpOUJHOU pace u 8 % - mpencTaBuTesnen
npyrux rpyni. 17 % nanueHToB ObLTN JTaTHHOAMEPUKAHCKOT O MTPOUCXOXKIEHUS. 58 Y% MmanueHToB ObU
My»ckoro nosia. CpenHuil Bo3pacT B 00l MOMyNAIMU MAalMEHTOB COCTaBIsuT 59,5 roaa (auamna3oH
21 - 96 ner), npu 3Tom 3135 nanueHToB OblIM B Bo3pacTe 65 sieT u crapuie, a 513 manueHToB ObLIN B
Bo3pacrte 75 sier u crapme. Y 58 % nauuentos ungekc Maceol tena (MMT) cocrasisun > 30 xr/m2. B
porpamme KIMHHYECKUX pa3padoTok Obun n3ydeHsl 1085 manunentos ¢ ucxoanoit pCK® B auamnazone
ot 30 mu/mun/1,73 M2 1o < 60 mi/mun/1,73 M2.
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L=

Kanarmudno3un wusyyanrm B BHJAE MOHOTEpAalUU, B COCTaBE JABYXKOMIIOHEHTHOW Tepamuu C
MeTGOPMHHOM, B COCTaBE JBYXKOMIOHEHTHOH Tepanuu ¢ MPOU3BOAHBIMU CYJIb(POHUIMOUEBHUHBL, B
COCTaB€ TPEXKOMIIOHEHTHOW Tepanuu ¢ MEeT(GOPMHHOM M INPOU3BOJHBIMU CYJIb(HOHUIMOUYEBUHBL, B
COCTaBe TPEXKOMITOHEHTHOH Teparuu ¢ MeT(OPMHUHOM U MTUOTIUTA30HOM, a TAK)KE IPH €ro 100aBICHUN
K uHCynuHy (cM. Tabmuny 4). B nenom, kaHarau@ao3uH MO3BOJSUT JOOUTHCS KIMHUYECKH U
cratuctuiecku 3HauuMbIX (p <0,001) pe3ynbTaToB MO CpaBHEHUIO C IUTale00 B OTHOLIEHUH
TJIMKEMUYECKOT O KOHTPOJIs, BKIIOYAs Takue Mokaszarenu kak HbA ic, MpoLeHT NalueHToB, y KOTOPhIX
nocturanuch ypoBHU HbA1c < 7 %, uamenenus riarokosbl miasmbl HaTomak (I'TIH) oT ucxomubx
3HA4YEHU M, a TaK)Ke MOCTIIPaHIMaIbHOM TJII0KO3bI Yepe3 2 yaca 1mocie NuiieBoi Harpysku. Kpome Toro,
Ha0JII0/1a10Ch CHUKEHUE MACChl Tella U CUCTOJIMYECKOI'0 apTEPUAIbHOTIO JIaBJIEHUS 10 CPAaBHEHUIO C
1aneoo.

Kanarmudno3un Takke u3yd4add B BHJAE TPEXKOMIOHEHTHOM Tepanuu C MeTPOPMUHOM U
CUTArJIMITUHOM, a TAK)KE€ IPUMEHSUICS B peXKUME TUTPAIUU J103, HAYUHas ¢ UcX0AHOM 1036l B 100 Mr, €
nocienyromeit tutparuern g0 300 Mr yxe k Hedene 6 y MAIMEHTOB, KOTOPBIM TpeboBacs
JIOTIOJTHUTENBHBIN NIMKEMUYECKH I KOHTPOJIb, IPU yca10BUH afekBaTHON pCK® 1 y10Bia€TBOpUTEIBHON
nepeHocuMocTH kaHaraudnosuna B 1o3e 100 mr (cm. Tabouny 4). Kanarnudnosus, npuMeHsSBIIMIICS B
pPeKUME TUTPALMHU J03, MO3BOJSUT JOOUTHCS KIMHUYECKH U CTaTUCTHYecku 3HauuMbIx (p <0,001)
pe3yJIbTaTOB 10 CPABHEHUIO C TUIAle00 B OTHOIICHUH TITUKEMUYECKOro KOHTpOJIs, BKioyass HbA 1c u
ITIH ot ucxomHbIX 3HauYeHWH, Nmpu craTucTudecku 3HayuMoM (p <0,01) ymydmieHWu TpPOLCHTA
HalMEHTOB, y KOTOPbIX JocTUranuch ypoBHU HbA 1. <7 %. Kpome Toro, Habmoanocs CHUKEHHUE MaCChI
TeJIa ¥ CUCTOIMYECKOT0 apTEepUaIbHOTO IABJICHHS 10 CPAaBHEHUIO C 11aredo.

Tadiuuua 4. PesyabTarsl oneHOK 3G (peKTHBHOCTH B IIaNe00-KOHTPOJIUPYEMbIX KJIMHHYECKHX
HCCIe0BAHNAX?

MonoTtepanus (26 Heaelb)
KanariaudJiosun Iaue6o
100 mr 300 mr (N =192)
(N =195) (N =197)

HbA ;. (%)

M cxomHbIN YPOBEHB (CpeaHee 3HAUYCHHE) 8,06 8,01 7,97
H3meHeHmne oT UCXOJHOTO YPOBHS

(CKOPPEKTHPOBAHHOE Cpe/IHEee 3HAUCHNUE) 0,77 -1,03 0,14
Pa3HocTh M0 cpaBHEHUIO C TIae00 0.91b 116
(CKOpPpEeKTUPOBAHHOE Cpe/iHEe 3HAUEHUE) ’ ’ H/IT®
(95 % JIH) (-1,09; -0,73) | (-1,34; -0,98)

IIpoueHT NanueHToB, JOCTUTIINX b b

ypoBms HbA e <7 % 44,5 62,4 20,6
Macca teJsa

Hcxonublil ypoBeHb (cpeaHee

3HAYEHME), B KT 85,9 86,9 87,5
[IporieHTHOE U3MEHEHHE OT HCXOIHOTO
YpOBHS (CKOPPEKTUPOBAHHOE CpPE/IHEE -2,8 -3.9 -0,6
3HAUYCHHE)
Pa3HocTh 110 CpaBHEHUIO € M1aLE00 9b 3.3b
CKOPPEKTUPOBAHHOE CPEHEE 3HAUCHUE ’ ’ H/TIC
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JBYyXKOMIIOHEHTHAsi Tepanust ¢ MeTrgpopmMunoM (26 nexenn) OCENOBATENEHOCTE OD12)
Kankarmirdrosm— Tnancoo +
MeThopmu MeT(hOpMUH
100 mr 300 mr (N = 183)
(N =368) (N =367)
HbA 1. (%)
WcxonHblil ypoBeHb (cpeiHee 3HaUEHUE) 7,94 7,95 7,96
W3meHnenue ot uCXOJHOTO YPOBHS
(CKOPPEKTUPOBAHHOE CPEIHEE 3HAYCHUE) 0,79 0,94 0,17
Pa3HocTb 10 cpaBHEHHUIO € I1a11€00 0,620 0771
(CKOppEKTHPOBAaHHOE CPETHEE 3HAUCHHUE) g i H/IT®
(95 % JI) (-0,76; -0,48) | (-0,91; -0,64)
IIpoueHT NanMeHTOB, 10CTUITIIMX
yposms HbA . <7 % 45,5b 57,8b 29,8
Macca reJia
Hcxonnsiit ypoBeHb (cpeaHee 88.7 85.4 86.7
3HAYEHHUE), B KT
[IpouieHTHOE HU3MEHEHHUE OT UCXOTHOTO
YPOBHS (CKOPPEKTUPOBAHHOE CPEAHEE -3,7 -4,2 -1,2
3HAYCHUE)
Pa3HocTh Mo cpaBHEHHUIO C MIanedo 95b .gb
(CKOPPEKTUPOBAHHOE CPEIHESE 3HAUCHHEC) ? ? H/II¢
(95 % JIH) (-3,1; -1,9) (-3,5; -2,3)

TpexxkoMnoHenTHasi Tepanusi ¢ MeT()OPMHHOM M NMPOM3BOJHBIMH CYJIb()OHUIMOYEBHHBI

(26 Henesnb)

KanariaudJio3un + Ilnanedo +
MeT(OPMHUH U IPOU3BOIHBIE MeT(OPMHUH U
CYJ1b(OHHIMOYEBHHBI MPOMU3BOIHbIE
100 mr 300 mr °y“""’];’:}'l‘$“‘°"e'
(N =157) (N =156) (N = 156)
HbAlc (%)
M cxoauplil ypoBEHB (CpeiHEee 3HAUCHHUC) 8,13 8,13 8,12
H3meHeHne OT MCXOTHOTO YPOBHS 0,85 1,06 0.13
(CKOpPEKTUPOBAHHOE Cpe/IHEe 3HAUCHUE)
Pa3HOCTh 10 CpaBHEHUIO C M1aredo b b
(CKOPPEKTHPOBAHHOE CPEAHEE 3HAUCHHE) 0,71 -0,92 H/II¢
(95 % JTH) (-0,90; -0,52) | (-1,11; -0,73)
IIpoueHT NanMeHToB, T0CTUTITIIHX b b
yposus HbA . <7 % 432 56,6 18,0
Macca TeJia
Hcxonnsblit ypoBeHb (cpeaHee 03,5 93,5 90.8
3HAYEHUE), B KT
[IporieHTHOE U3MEHEHHE OT HCXOHOTO
YPOBHS (CKOPPEKTUPOBAHHOE CPEAHEE 2,1 -2,6 -0,7
3HAYCHHE)
Pa3HOCTH 10 CPaBHEHMIO € TUIAIE00 -1,4° -2,0b H/IT®
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(ckoppekTupoBaHHOE cpenHee 3HaueHue)| (-2,1; -0,7) (RICNBNOBATENBHOCTE O
(95 % AN)
Jlo6aByenne k uucyuHorepanmun? (18 nexesn)
KanarinmndJio3nn + nHCyJIUH Ilnanedo +
100 mr 300 mr HHCYJIMH
(N =566) (N =587) (N =565)
HbA ;. (%)
Hcxonnsiil ypoBeHB (CpeHee 3HAYCHUE) 8,33 8,27 8,20
N3meHeHmne OT UCXOJHOTO YPOBHS 0.63 0.72 0.01
(CKOPPEKTHPOBAHHOE CPEAHEE 3HAUCHHE)
Pa3zHocTh Mo cpaBHEHHUIO C Maedo b b
(CKOPPEKTHPOBAHHOE Cpe/Ce 3HAUCHHE) | ;%650 56 0 ;3%730 65 H/II®
(95%J—IH) ('> () ) (" s Y )
IIpoueHT NanueHToB, 10CTUITIIHX
ypoBust HbA . <7 % 19,8° 24,7 77
Macca tesa
Wcxonublit ypoBeHb (cpeanee 96.9 96,7 977
3HAYCHHUE), B KT
[IporieHTHOE M3MEHEHHE OT UCXOTHOTO
YPOBHS (CKOPPEKTUPOBAHHOE CpPE/IHEE -1,8 -2,3 0,1
3HAYCHHC)
Pa3HocTb 10 cpaBHEHHUIO € I1a1e00 b b
(CKOPpPEKTHPOBAHHOE CpeHEE 3HAUCHHE) 1.9 2.4 H/II¢
(-2,2; -1,5) (-2,8; -2,0)

(95 % JTH)

TpexxkoMnoHeHTHasi Tepanus ¢ MeT()OPMHUHOM U CUTATJTMNTHHOM® (26 HeleJib)

Kanaraudaozun + Tnaneo + Merdopmun
MeThOpMUH U
B — U CHTATJTHNTHH
(N =107) (N'=106)

HbA . (%)
M cxomHbIN ypOBEHD (CpeaHee 3HAUCHHE) 8,53 8,38
H3meHeHne oT MCXOAHOTO YPOBHS

-0,91 -0,01
(CKOppEKTHPOBAHHOE CPETHEE 3HAUCHHUE)
Pa3zHocTh Mo cpaBHEHHUIO C Maedo -0.89b
(CKOPPEKTUPOBAHHOE CPEIHESE 3HAUCHHE) (-1,1 9’_ 20.59)
(95 % JAN) T
IIpoueHT NanueHToB, J0CTUITIIHX 3t 12
ypoBHsi HbA ;. <7 %
Yposens I'ITH (Mmr/m)
W cxomHbIN ypOBEHB (CpeaHee 3HAUCHHE) 186 180
H3mMeHeHne 0T HCXOAHOTO YPOBHS 30 3
(CKOppPEKTHUPOBAHHOE CPEIHEE 3HAUCHUE)
Pa3nocTh mo cpaBHEHUIO C 1ae60 b
(CKOppPEKTHPOBAHHOE CPEIHEE 3HAUCHHUE) (-40: -14)
(95 % AN) ’
Macca tesa
HcxoHbIN ypoBEHb (CpeaHee 93,8 89,9
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3HAYCHHUE), B KT (NOCNEONOBATENBHOCTE OD12)
[IpouenTHOE U3MEHEHHE OT UCXOTHOTO
YPOBHS (CKOPPEKTHUPOBAHHOE CPEIHES 3,4 -1,6
3HAYCHUE)
Pa3HocCTb MO cpaBHEHHUIO € I1a1e00 _1.8b
(CKOppPEKTHPOBAHHOE CPETHEE 3HAUCHHUE) (2 7_’ 0.9)
20 b

(95 % IAN)

3 TMomynsus "coryiacHO HA3HAUYEHHOMY JIEUEHHUIO", OCHOBBIBASICh HA MOCIEAHEM HAOJIOJICHUU B WCCIIEI0BAaHUH,
MPEAIIECTBYIONIEM Ha3Ha YCHUIO a HTUTUIIEPTIINKEMHUUECKON TepaTuy «CIa CeHUS».

p <0,001 no cpaBHeHuto ¢ mIamnebo.

¢ H/Il= He mpuUMEHNMO.

Kanarnugnosun, 1o06aBIsieMslii K HHCYJIHHY (C IpYTHMH a HTUTUIIEPIITHKEMIYECKIMH TIpenapaTaMi Win 0e3 HUX).
¢ Kanarnudmnosun B go3e 100 mr ¢ Tutpanueit 10 300 mr.

p <0,01 mo cpaBHEeHHIO C MIaLEe6o.

& Y 90,7 % yuacTHUKOB B IrpyTIe kaHarnuao3uHa npousonnia Turpaims 10 300 mr.

[ToMuMO H3JIOKCHHBIX BBINIE HCCICAOBAHUH, PE3yJIbTaThl OICHKH TITUKEMHYECKON d(PPEKTUBHOCTH,
HaOMI0aBIIEHCS B OTICIBHON YacTH MCCIeA0BaHus ¢ 18-HeaenpbHOM TBYXKOMIIOHCHTHOM Tepanueil B
KOMOWHAIUA C TIPOU3BOJHBIMHU CYIh(OHUIMOUEBHHBI, a TaKKe B 26-HENCIHHOM WCCIICOBAHUN
TPEXKOMIIOHEHTHOW Tepanuu ¢ MeTGOPMUHOM ¢ THOTJIWTA30HOM OBUIM B II€JIOM CPaBHUMBI C
HaO0JII0IaBIIUMUCS B JPYTHX UCCIEIOBAHUSIX.

HUccneodosanus ¢ akmusnvim KORmpoJiem

Kanarmgno3nH cpaBHUBAJICS C TIIMMETTHPUIOM B COCTaBE ABYXKOMITOHEHTHOM TepaTiy B KOMOMHAITN
¢ MeT(hopMHUHOM; KpOME TOTO, OH CPaBHUBAJICA C CHUTAIJIMIITUHOM B COCTaBE TPEXKOMIIOHEHTHOH
Tepanuy B KOMOMHAIIMK ¢ MET(OPMHUHOM U MPOU3BOJHBIMU CyIb(POoHMIMOUEBUHBI (cM. Tabmuiry 5).
Crenenp cHmxeHus HbA 1c OT ucxoqHbIX 3HaueHU npu npueme kanaraudiosuna B no3e 100 mr B
COCTaBe IBYXKOMITOHEHTHOMU Teparnuu ¢ MeTpOpMUHOM OblIa CX0Xka CO CTENeHbI0 CHIKeHUs HbA 1c mpu
MPUMEHEHUH TIIMMETHPU/a, a B 03¢ 300 Mr — nmpeBocxoawia TakoByo (p <0,05); Takum o6pazom, Oblia
JloKa3aHa 1o KpaiHell mepe paBHast 3(p(eKTUBHOCTD. J[01s1 MallMeHTOB, MOMyYaBIINX KaHarTu(II03UH B
no3e 100 mr (5,6 %) u kanaraudnosut B 1o3e 300 mr (4,9 %), y KOTOpBIX OTMeUascs o KpaiiHeil mepe
OJIMH DITM30]1/COOBITHE TUTIOTJIMKEMHUH 32 52 He/IeNu Tepanun, OblIa HUXKe, YeM B TPYIIIE, MOTyqaBIIei
riumenupun (34,2 %). B ucciaenoBanuu, rjie mpoBOIUIOCH CpaBHEHUE KaHarnudiao3una B 1o3e 300 mr
¢ cutarmuntuHoM B 1o3¢ 100 Mr B cocTraBe TPEXKOMIIOHEHTHOW Tepamuu ¢ METHOPMUHOM U
MPOU3BOJHBIMH CYJIH(OHUIMOUECBUHBI, KaHArIU(IIO3UH TO KpaitHe mepe He ycrynan (p <0,05)
CUTATJIMNTHHY IO cTeneHu cHumxeHuss HbA 1 mpeBocxoaui ero (p <0,05). YactoTta 3nu3040B/coObITHI
TUIOTIIMKEMHUH TP TpueMe KaHariaudosnHa B 7o3e 300 mr u cutarnuntuHa B 103e 100 Mr coctaBuiia,
cootBeTcTBeHHO, 40,7 % u 43,2 %. Kpome Toro, HabI01a70Ch 3HAUUMOE CHUIKEHUE MACCHI Tella |
CHUCTOJIMYECKOTO AapTEepUabHOTO JIaBJIEHUS, MO CpPaBHEHUIO KaKk C TIUMENHPHUAOM, TaK U
CUTATJIUTITHHOM.

Tabéauna 5. Pe3yabTaThl 0IeHOK 3()(PEKTUBHOCTH B KJIMHUYECKHX HCCJIETOBAHUAX ¢ AKTUBHBIM
KOHTpoJIeM?

CpaBHeHHe ¢ INITMMENMPUIOM B COCTaBe JIBYXKOMIIOHEHTHOH Tepanmuu ¢ MeTGOPMUHOM
(52 Henesn)

KanariaudJiosun + I'numenupun (B
MeT(OPMUH pexxuMe TUTPALMH)
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100 m 3000w E [ O Bk veTqopy| 1 11012
(N =483 (N =485) (N =482)
HbA . (%)
Hcxonnblit ypoBeHb (cpeaHee 7.78 7.79 7.83
3HAYCHUE)
H3meHeHne OT HCXOAHOTO YPOBHS
(CKOPPEKTUPOBAHHOE CPEIHEE -0,82 -0,93 -0,81
3HAYCHHE)
Pa3zHocTh MO cpaBHEHUIO C
[IIMMENUPUAOM (CKOPPEKTUPOBAHHOE -0.01b -0,12b H/Ie
cpeaHee 3HaYCHHE) (-0,11; 0,09) | (-0,22;-0,02)
(95 % JAN)
IIpoueHT NanueHToB, T0CTUTTIIHX
yposst HbA . <7 % 53,6 60,1 55,8
Macca Tesna
Hcxonnsiit ypoBeHb (cpeaHee 86.3 86.6 86.6
3HauYeHUE), B KT
[IporieHTHOE U3MEHEHHE OT UCXOTHOTO
YPOBHS (CKOPPEKTHUPOBAHHOE CPEIHEE 4,2 -4,7 1,0
3HAYCHUE)
Pa3HocTh O CpaBHEHUIO €
TIIMMENHPUIOM (CKOPPEKTHPOBAHHOE -5,2b -5,7° H/Ie
CcpeHee 3HaUCHUE) (-5,7; -4,7) (-6,2; -5,1)
(95 % JAN)

CpaBHeHHe ¢ CHTAIVIMIITHHOM B COCTAaBe TP EeXKOMIIOHEHTHOH Tepanuu ¢ MeT()OPMHUHOM U

MPOU3BOJHBIMHU CYJIb(OHWIMOYEBHHDI (52 Hexe )

Kanaraudao3un B 103e | CUTArIMnOTUH B /103€
300 mr + merpopmun u | 100 mr + merpopmuH
NMPOU3BOIHbIE U MPOU3BOIHbIE
CYJIb()OHMIMOYEBHHBI | CYJIb(POHNIMOYEBHHBI
N =377 (N =378)

HbA . (%)

HcxonHblil ypoBeHb (CpeaHee 8.12 8.13

3HAYCHHE)

H3meHeHmne oT UCXOJHOTO YPOBHS

(CKOPPEKTUPOBAHHOE CpEIHEE -1,03 -0,66

3HAYCHHE)

Pa3HOCTB IO CPABHEHHUIO C 0.37b

CUTArJIMITUHOM (CKOPPEKTHPOBAHHOE -0.5 O" 0.25) H/AT®

cpeanee 3aavenue) (95 % JA1) T

IIpoueHT NanueHToB, T0CTUTTIIHX 476 35.3

ypoBHsi HbA . <7 %

Macca reJia

Wcxonublit ypoBeHb (cpeanee 87.6 89.6

3HAYCHHE), B KT

[IporieHTHOE U3MEHEHHE OT UCXOTHOTO

YPOBHS (CKOPPEKTUPOBAHHOE CPE/IHEE -2,5 0,3

3HAYCHHC)
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Pa3HoCTh 110 CpaBHEHHUIO C
CUTATJIMIITHHOM (CKOPPEKTUPOBAHHOE
cpennee 3HadeHue) (95 % JAN)

-2,84

'I I'-\. Mo

P ]

It

LOBATENBHOCTE |

IL/AIC

1012)

(_333; '232)

Iri/1rr

a

npeAICCTBYOIICM Ha3HAYCHUIO aHTHmHCpFﬂHKCMHqCCKOﬁ TCpaInn «CIla CCHUS».

b p<0,05.

¢ H/I1= He mpuMeHNMO.

4 p<0,001.

HOHyJ’IﬂHI/Iﬂ "cornacHo Ha3Ha4YC€HHOMY J'IC‘IGHI/HO", OCHOBBIBAsICh Ha IMOCJICOIHEM Ha6J'IIO}leHI/II/I B HCCJICI0BAaHUM,

Kanaenugpnosun ¢ memepopmunom 6 kxauecmee KOMOUHUPOBAHHOU Mepanul Nepeou TUHUU

KomOunanust kanarnuduo3nHa ¢ MeTGOPMUHOM H3ydanach B KadeCTBE MEPBOW JUMHUHM TEPANUH Y
nanueHToB ¢ CJ12 mocne HeappekTHBHOCTH AMETH B PU3NUEeCKUX Harpy3ok. Kanarnugosus B 103ax
100 mr u 300 Mr B KOMOMHANUU C METGOPMHUHOM 3aMEJUIEHHOTO BBICBOOOXKIEHUS BBI3bIBAET
CTaTUCTHUYECKH JOCTOBEpHO Ooiee BoIpakeHHoe ynyuymeHue HbAic 1o cpaBHeHHIO Kak C
COOTBETCTBYIOMUMH jJo03amMu KaHariaudmosuna (100 mr u 300 Mr) B BUJE MOHOTEpAnuM, TaKk U C
MeT(HOPMUHOM 3aMEeICHHOTO BRICBOOOXKIEHUS B BUAe MOHOTepanuu (cMm. Tabmuiry 6).

Tab6nuna 6. Pe3yabTaThl 26-HeqeJbHOI0O KIMHMYECKOTO HCCJIEJOBAHMA KaHArJiudJio3uHa B
KayecTBe KOMOMHMPOBAHHON TepanuM MePBOl JHUHUM ¢ MeT()POPMHHOM, MPOBOAMMOIO C
AKTHBHBIM KOHTpOJIeM*

Kanarau- Kanarau-
JIO3MH B /103€e|()J103UH B 103€
Mergopmun b 100 mr + ¢ 300 mr +
3amemnien- | Kanarim- | Kanarnu-
MeThopMuH | MeT(OPMUH
IMapamerpnl HOI'0 ¢ao3un B | ¢pa03uH B
3aMe/1JIeH- 3aMe/1JieH-
3¢ppexTnBHOCTH |BBICBOOOKIE- [103e 100 mr (103e 300 mr HOTO HoTo
HUSA (N=237) | (N=238)
(N =237) BBLICBO0OK1€- | BLICBOOO:XK /1€~
HHS HUA
(N =237) (N =237)
HbAlc (%)
Hexonnbiit yposers 8,81 8,78 8,77 8,83 8,90
(cpenHee 3HaUEHUE) ’ ’ ’ ’ ’
H3menenue ot
JICXORTIOTO YPOBIDE -1,30 1,37 1,42 1,77 1,78
(CKOPPEKTHPOBAHHOE ’ ’ ’ ? ’
CpeJiHee 3HaYCHUe)
PasnocTth Mo
CPaBHEHHIO C
KaHarM(I031uHOM B -0.40*
moze 100 mr (-0 59’ 0.21)
(CKOpPPEKTHUPOBAHHOE T
CpeliHee 3HaYCHUE)
(95 % ANt
PasnocTb 1o
CPaBHEHUIO C -0,36%
KaHaraIugI03UHOM B (-0,56; -0,17)
no03e 300 mr
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—&

(CKOPPEKTHPOBAHHOE (NPCNEOOCBATENEHOCTE 0012)

cpeaHee 3HauYeHHE)
(95 % AN)T
Pa3zHocTh o
CPaBHCHHUIO C

MeT(GOPMHHOM

3aMeIJICHHOT O -0,06% -0,11% -0,46% -0,48*
O —— (0,26, 0,13)(-0,31; 0,08)| (:0,66, -0,27) | (:0,67; -0,28)
(CKOPPEKTHPOBAHHOE

cpeaHee 3HaueHue)
(95 % ANt
IIponenT
NalMeHTOB,
JAOCTHUIIIMX YPOBHS
HbA . <7 %
Macca Tesna
Hcxonubiii ypoBEHb
(cpengHee 3HAUCHHE)
[IponieaTHOE
W3MEHEHHE OT
HCXOOHOI'0 YPOBHS 2,1 -3,0 -39 -3,5 -4,2
(CKOpPEKTHPOBAHHOE
CpeJHee 3HaYCHHE)
PasnocTh 1Mo
CPaBHEHHIO C
MeT(GOpMUHOM
3aMeJIEHHOT O -0,9%% -1,8% -1,4% 2,14
BBICBOOOXKIECHUS (-1,6; -0,2) | (-2,6; -1,1) (-2,1; -0,6) (-2,9; -1,4)
(CKOppEKTUPOBAHHOE
cpeaHee 3HaYCHHE)
(95 % aAN)t

* Tlomynsauus "coracHO Ha3HAUYEHHOMY JICUECHHUIO".

43 39 43 5088 5788

T Cpennee 3HaueHHE MO METOJY HAWUMEHBUIMX KBAaJPATOB, CKOPPEKTHPOBAHHOE MO0 KOBAPHATAM, BKIIOYAS HCXOJHOE
3HauYeHHe U GaKTop CTpaTU(UKAIHH.

¥ p=0,001 ¢ koppekuueii.
§ p<0,01 c xoppekuueii.
% p <0,05 ¢ koppexuueii.

Oco0ble IpyIIbI HAIUEHTOB

B Tpex wucciaenoBaHUsAX, MPOBEICHHBIX B OCOOBIX MOMYJSNMIX (HAIMEHTHI IOXKHIIOrO BO3pacTa,
MAlMEHThl C PAaCYETHOM CKOPOCTBIO KiIy0O4KoBOM (uiabrpanuu ot 30 wmi/mun/l,73 M? 10
< 50 mur/mun/1,73 M2, a Takke manuentsl ¢ CC3 WM BHICOKUM PUCKOM UX Pa3BUTHS), KaHATIIUPIO3MH
N00aBISUICS K TEKYIIeH CTaOMIIbHOM aHTHIMA0eTHYecKoi Tepanuu (B BUAE AUETHI, MOHOTEPAITHH UI
KOMOWHHMPOBAHHOW TEparun).

ﬂuua NOJHCUTIOC0 803pacma

B o0mieit cnnoxxnoctu 714 namueHToB B Bo3pacTe oT > 55 set 1o < 80 jeT (227 maiueHToB B BO3pacTe OT
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COOTBETCTBYET QKCNEPTHOMY QTHYETY
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65 mo < 75 ner u 46 nauMeHTOB B Bo3pacte OT 73 no < 80 biet)/ chHed e BATH biM-ITAKeMHHET KM

KOHTPOJIEM, MOJyYaBIIME TEKYIIYI) aHTHUIUA0CTH eIy Ho—FOParrio—(AHTHFHHOPFAHEMH IO SHHVIH

npernapaTaMu U/Wid B BUJE TUETHI ¢ (GU3HMYECKOI Harpy3Koi ), MpUHUMAJIU YYacTHE B IBOMHOM CIIETIOM,
J1a11e00-KOHTPOJTUPYEMOM HCCIIEIOBAHUN Ha MpOTsokeHnu 26 Heaenb. Ha mozax 100 mr m 300 mr,
COOTBETCTBEHHO, OTMEYANUCh cTaTucTrdecku 3Haunmbie (p < 0,001) usmenenust HbA 1c oT ucxoaHsix
3HaYeHUH Mo cpaBHEHUIO ¢ manedo Ha -0,57 % u -0,70 % (cMm. paznenst 4.2 u 4.8).

Hayuenmor ¢ pCKD < 60 mn/mun/1,73 m?

B ananuze egunoro nyna gaHHelx no nanueHtaMm (N = 721), y kortopbix ucxoauslie 3HaueHuss pCKd
cocrapysuid ot 45 mu/mun/1,73 M2 no < 60 mi/mun/1,73 M2, Tepanus KaHarau(IO3MHOM IIPUBENA K
KJIMHUYECKH 3HAUMMOMY CHIDKeHUIo HbA . mo cpaBHeHuto ¢ miaune6o Ha -0,47 % y momydaBIIMX
kararmudiao3ud B 1o3e¢ 100 mr u Ha -0,52 % y momywaBmmx kaHarimduo3ud B go3ze 300 mr. Cpem
NAlMEHTOB ¢ WcXoaHbiMu 3HaueHusmu pCK® B  gmanasome or 45 wu/mun/1,73 Mm% 1o
< 60 mu/mMun/1,73 M2, monydaBimux KaHarauduosud B go3ax 100 mr u 300 Mr, oTMEYanoch cpeaHee
yJIy4llIEeHUE MPOLIEHTHOr0 U3MEHEHHU s Macchl Tella 1Mo CpaBHEHMIO ¢ mianedo Ha -1,8 % u Ha -2,0 %
COOTBETCTBEHHO.

B anamuze emunoro nyna ganHbix nmo nauueHtaM (N = 348) ¢ ucxonubiMu 3HadeHusiMu pCKO
<45 ma/mun/1,73 M? KaHarnuQIO3MH NPUBEN K YMEPEHHOMY CHHXKeHHI0 HbAic mo cpaBHEHMIO ¢
niane6o Ha -0,23 % y momywaBmmx kanarnudiao3ud B go3e 100 mr u Ha -0,39 % y momydaBmimx
kaHarnu@ao3uH B 1o3e 300 mr.

BOJNBIMHCTBO NAUEHTOB ¢ KCXOAHBIMU 3HaueHuAMH pCK® < 60 mu/mun/1,73 M2 nonydanu MHCYJIMH
W/UIU Tpou3BOAHbBIE CylbhoHMIMOUYeBUHBL. [Ipu no6aBieHnn kaHariau@ao3uHa K MUHCYIUHY W/UIU
MPOU3BOAHBIM CYTb(POHUIMOUYEBUHBI, OTMEYATIOCH YBEIMYEHUE SMTH30,10B/COOBITHI TUITOT IMKEMHU U, 9TO
COOTBETCTBOBAJIO  OXHJAEMOMY  YBEIMYCHHUIO YacTOThl THUIOTJIMKEMHH TIpU  J100aBJICHUH
JIEKapCTBEHHOT O Ipernapara, IpuMeHeHHe KOTOPOTo caMo To cebe He COMPOBOKAACTCS THIOTTUKEMHUEH,
K HHCYJTMHOTEPANTUH U/UIIA POU3BOIHBIM CyITb(HOHUIMOYEBUHEI (CM. pasnen 4.8).

I'mrox03a mira3Mel HAaTOLIaK

B uyerbipex miane00-KOHTPOIUPYEMBIX HCCIEIOBAHUAX Y B3POCHBIX MAIlMEHTOB MNPUMEHEHHE
KaHarmu(Io3WHA B BHJI€ MOHOTEPANIUU MM B BUJAE NOOABJICHUS K OJHOMY WJIH JIBYM HEpOpPaTbHBIM
aHTUTUIIEPTIIMKEMUYECKIM ITperapaTaM IpUBelo K cpefHeMy cHHbkeHuto ypoBHel ['TIH oT ncxoanbx
3HAYEHUH MO CpaBHEHUIO ¢ Ianedo B aAuana3oHe or -1,2 Mmons/n 10 -1,9 MMOJIB/T y MOTy4aBIINX
kaHarnudiao3ul B n1o3e 100 mr, a y nmoiyyaBmmx KaHariauguosuH B go3ze 300 mr — B quamazoHe OT
-1,9 mmounp/n 110 -2,4 MMOJIB/JI. DTH CHUKEHUS COXPAHSUTUCh HA BCEM MPOTSHKEHUU MepHo/ia TEPANIUU U
NpHUOIMKATUCh K MAKCUMAJIHOW BBIPAKEHHOCTH TOCIIE IEPBOTO THS TEPAIUH.

ITocTnpanauanpHast TJII0K03a

B ycnoBusix mpoObl co cMeIIaHHOW MUIIEBOM HArpy3Koi KaHarau(Io3uH B BUA€ MOHOTEPAIIUY UITH B
BUAC Z[O6aBJIeHI/I$I K OAHOMY HJIM ABYM IIEPOPATbHBIM AHTUTUTICPTIIMKCMUYCCKHUM ITPpEIIapaTaM BbI3bIBAT
y B3pPOCIBIX MalMEHTOB CHUKEHHUE YPOBHEH MOCTIPAHINAIBHOM TIIFOKO3bI OT MCXOJHBIX 3HAYEHUH TI0
CpaBHEHUIO C TI1anedo B Auamna3oHe ot -1,5 MMoIb/ 70 -2,7 MMOIIB/N y MOTyYaBIINX KaHATTU ()IO3MH B
no3e 100 mr, a y momydaBmmx kanariaudio3ud B goze 300 Mr — B amama3one ot -2,1 MMONB/ 110
-3,5 MMOJIB/IT, 9TO OBLIO OOYCITOBJIEHO KaK CHH)KEHUSIMH KOHIIEHTPAIIA A TITFOKO3bI JI0 TPHeMa MUTIH, TAK
Y CHIDKEHUSIMHU TIOCTIPAHIUAIBHBIX KOJICOaHUN ypOBHEH TITIOKO3BI.

Macca Tena

Kanarmudmnos3un B 1o3ax 100 mr 1 300 Mr Kak B BUJIe MOHOTEPAITUU, TAK U B COCTABE JIBYXKOMITOHCHTHOM
UM TPEXKOMIIOHGHTHOW TEpanuy B YCIOBHUSIX TO0ABICHUS K JAPYTUM Ipernaparam, MPUBOAUI K
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CTaTUCTUYECKHU 3HAYMMOMY IPOLEHTHOMY CHMKEHUIO MacCH]| *I;enn]|341[2,6‘,ﬂ¢zgem m@;ppam{éﬂmw c
nane6o. B 1ByX 52-HeenbHBIX HCCIETOBAHMSX C AKFHE
KaHarau(ao3uHa ¢ MIMMENUPUAOM U CUTATJIMIITHHOM, OBLIIM TIOCTUTHYTHI CTOMKHE U CTaTHUCTH YECKU
3HAYMMBbI€ CpPEJHHE TPOLIEHTHbIE CHUKEHUS MacChl Teida IpHU J00aBlIeHUM KaHariau@iao3nHa K
metdopmuny, cocrapupmme -4,2 % u -4,7 % y nonydyaBmmx kanarnau@ao3us B go3ax 100 mr u 300 mr
COOTBETCTBEHHO, IO CPaBHEHMIO ¢ KoMOmHauueil rimmenupuna u merpopmuna (1,0 %), a cpenu
NoJlyyaBUIMX KaHariauguosuH B jno3e 300 mMr B kKoMOMHAUMM ¢ MET(GOPMHUHOM M HPOU3BOHBIMU
CYIb(POHUIMOUYEBUHBI — Ha -2,5 %, 110 CPAaBHEHUIO C CUTArJTUITHHOM B KOMOMHAIIUU C MET(POPMUHOM U
pou3BOAHBIMU cylibhoumaModeBuHbI (0,3 %).

B cy6nonynsiuu narmentoB (N =208), yq4acTBOBaBIIMX B UCCIIEIOBAHUU IBYXKOMIIOHEHTHOM Tepanuu
¢ MeT(OPMHHOM U aAKTUBHBIM KOHTPOJIEM, KOTOPBIM IIPOBOIMIIACH JBYXIHEPT €THUCCKAS PCHTT CHOBCKAsA
abcopOImoMETpHs 1 KOMITBIOTEPHAs TOMOTpadusi OpIOIIHON MOJIOCTH JIJIs1 ONIPEICIICHUS pac IPEACIICHHS
JKUPOBOW M 0€3:KMPOBON Macchl, YCTAaHOBJIEHO, YTO MPUMEPHO JBE TPETH OT MOTEPHU MAcChl TeNa Ha
Tepanuyu KaHarTugIIO3UHOM ObLTH 00YCIIOBJICHBI YMEHBIIIEHHEM HMEHHO XHUPOBOW MAacChl, IPH 3TOM
YMEHBIIIEHNE BUCIEPATBHOT0 ¥ a0IOMUHAIBHOT'O MOAKOKHOT'0 KU pa MPOUCXOIUIIO B CXOKEH CTENEHHU.
JBectn onuuHamgate (211) nanueHTOB W3 KIMHUYECKOTO HCCIEAOBAaHUS, MPOBOAMBILETOCS B
MONYJISAIUA TAIUCHTOB IMOXHUJIOTO BO3pacTa, MPUHSIM Yy4YaCTHE B OTACIBHOM KOMIIOHCHTE
MCCIIEIOBAHUS C W3YYEHHEM paclpelesicHUus >XUPOBOW W OEIKUPOBOM Macchl MyTeM MPOBEICHUSA
aHaJM3a, OCHOBAHHOTO HA JBYXOHEPreTHUECKOW PEHTTeHOBCKOM abcopOimomerpuu. Ilpu 3TomM ObLI1O
YCTaHOBJICHO, YTO TPHMEPHO JBE TPETH IOTEPH BEca Ha TepanuHu KaHArIu(IOo3WHOM OBLIH
00yCIOBJICHBI TOTEPEl MMEHHO MAacChl >KMPOBOM TKaHU IO CpaBHEHUIO C Tuiane0o. 3Ha4HMbIX
W3MEHEHHH INIOTHOCTU KOCTHOM TKaHH — KaK TPAOEKYJIIPHOT0, TaK U KOPTUKAILHOTO KOMITOHEHTA — HE
Ha0J110/1a710Ch.

ADTGDPIEU'H)HOC JAaBJICHUC

B mname0o-KOHTpOIMpPYEeMbIX HCCIeIOBaHUIX Tepanus kKaHaraudiaosuaoM B no3ax 100 mr u 300 mr
BbI3bIBAJIa CPEIHUE CHIIKEHHUSI CHUCTOJIMYECKOTO apTepuajbHOroO JaBlieHUs Ha -3,9 MM pT.CT. U
-5,3 MM PT.CT. COOTBETCTBEHHO, IO CpaBHEHHUIO ¢ 1uianebo (-0,1 MM pT.CT.), IpU MEHEee BHIPAKEHHOM
3¢ deKTe B OTHOIICHUH JHACTOIMYECKOT0 apTePUATBHOTO IaBJICHUSI, CPETHUE U3MEHEHHS KOTOPOTO Ha
Tepanuu KaHarnuiao3uHoM B ao3ax 100 mr m 300 mr cocraBwim -2,1 MM pT.CT. U -2,5 MM PT.CT.
COOTBETCTBEHHO, 110 CpaBHEHUIO € 1aie6o (-0,3 MM pT.cT.). 3HAYMMBIX U3MEHEHHUH YaCTOThI CEPIICTHBIX
COKpanieHui He HaOJI01aI0Ch.

IMarmenTs! ¢ ncxonubIiMU 3HaUYeHUSIMU HbA 1c o1 > 10 % 10 <12 %

B oTaensHOM KOMITOHEHTE MCCIEIOBAHUS, T/I€ yY4aCTBOBAIM MAlMEHTHI C UCXOJHBIMH 3HAYCHUSMU
HbAicotr > 10 % g0 < 12 %, nonyvaBiime kaHarjau(ao3uH B BUA€ MOHOTEpAIINU, TEpaIius IpUBesa K
cHKeHUsM HbA 1c oT ncxomubix 3HaueHui (0e3 koppekunu mno 3¢ dexty mianedo) Ha -2,13 % u -2,56 %
Cpeu MmoJTydaBIMX KaHaruguiosuH B 1o3ax 100 mr u 300 Mr, COOTBETCTBEHHO.

Cepneuno-cocyauctble ncxonsl B mporpaMme CANVAS

D¢ dexT kanarnu}ao3nHa B OTHOIIEHUH CEPJICYHO-COCYUCTHIX COOBITUH Y B3pocibIX manueHToB ¢ C/12
U ycTaHoBJIeHHbIMU JuarHo3zamu CC3 0o puCKOM MX pa3BUTHS (IPU HAIMYMM ABYX UM Oosee
CePICUHO-COCYAUCTHIX (PakTOpOB pricka) m3ydaics B nmporpamme CANVAS (mpencraBnssiieli coooi
oobequHeHHbIl aHanu3 wuccienoBanuii CANVAS m CANVAS-R). Dtu wmccienoBanus ObLIH
MHOTOLIEHTPOBBIMH, MEKTYHAPOIHBIMH, PAHIOMU3UPOBAHHBIMH, ABOMHBIMU CJIEMBIMU, IPOBOAMIINCE B
HapajuleNIbHbIX IPYIIaX, CO CXO)KUMHU KPUTEPUSIMU BKITFOUECHU/HEBKIIIOUEHUSI U B CXOXKUX TOMYJISILIUSIX
nanueHToB. B nporpamme CANVAS npoBoaniIoch CpaBHEHUE PUCKA PAa3BUTHS 3HAUUMBIX CEPICUHO-
COCYAMCTBIX COOBITHM, YTO ONPENENsIOch Kak KOMOMHHMpPOBaHHAs KOHEYHAas TOYKA, BKJIIOYABILIAs
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CEep/ICYHO-COCYANUCTYIO CMepTh, WHGApKT MHOKapna 0Oe3 qm:emwmjipm mpxqm| Mjmmyﬁs’r] ﬁe:«:
CMCPTCJIIBHOI'O UCXOOa, MCKAY I'pylIlaMU KaHar 1y (g a

Tepanuu caxapHoro nuadera u atepockieporrnueckux CC3.

B nccrnenoBannu CANVAS yyacTHUKHM CITydalilHBIM 00pa3oM pacnpeiessuiuch B cooTHomeHuu 1:1:1
JUISL TIpOBEACHUS Tepanuu kaHariuduo3nHoMm B 1o3e 100 mr, kanarmuduozunom B 1o3e 300 Mr umm
cooTBercTByIoumM Iutanedo. B uccnemoBanum CANVAS-R yuacTHUKM cioyyailHbIM oOpa3om
pacmpenensiiuch B COOTHOIIeHuH 1:1 i mpoBeneHus Tepanuu KaHariauduo3uaoMm B goze 100 mr um
COOTBETCTBYIOLIMM ILIAIe00, IIPHU 3TOM JOIMyCKanach TUTpaIus A0 1036l B 300 Mr (B 3aBUCHMOCTH OT
MEPEHOCUMOCTH M TIIMKEMHYECKUX IMOTpeOHOoCTe) mocne Hemenu 13. Jlomyckaiach KOPpEeKIHs
COITYTCTBYIOLICH aHTUIMA0ETUUECKO Teparmu, a Tak:Ke Teparnuy aTepoCcKiepo3a, COriacHo CTaHAapTam
JIeYEHUsI ATUX 3a00JIEBaHUI.

Bcero neuenune momyumsn 10134 B3pocneix nanuenta (4327 B uccnenoBanun CANVAS u 5807 B
uccinenoBanun CANVAS-R: Bcero 4344 nanuenTta ObUM cilydaiiHBIM 00pa3oM pacrpeseneHbl JUls
MPOBEACHUS Tepanuu Imianedo, a 5790 — nmus Tepanuu KaHarau@JIO3UHOM), MPU ITOM CPEIHSIA
JUTUTETBHOCTh Tepanuu coctaBuia 149 nenens (223 nenenu B uccienoBannu CANVAS u 94 nenenu B
uccinenoBanud CANVAS-R). CBeneHus 0 BUTAIBHOM CTaTyce ObUIH MOIXy4eHbl y 99,6 % y4yaCTHUKOB
OT OOIIIEero YKCIia y9acTBOBABIIMX B 000MX uccienoBanusx. CpeqHuil Bo3pact coctaBuil 63 roaa, 64 %
ObUTH MY>KCKOTO mojia. ¥ 66 % manueHToB B aHaMHe3e uMenuch nuarsocrupoBannsie CC3,y 56 % B
anamuese umenacek UBC, y 19 % umenuces nepedpoBackyisipHbie 3a0oneBanus, y 21 % - 3a0oneBanus
nepudepruueckux cocynoB; y 14 % B anaMHe3e uMenach cepJeuHas HeJ0CTaTOYHOCTb.

Cpennee ucxoanoe 3HaueHue HbA 1. cocraBuno 8,2 %, a cpenHss JIUTENbHOCTh caxapHoro quadera —
13,5 rona.

OGs3aTeNIbHBIM YCIIOBHEM SBIsUIOCH 3Hauenne pCK® > 30 mur/mun/1,73 M? Ha MOMEHT BKIKOYEHHS B
uccnenoBanue. Mcxoanas GyHKIus modek Obljia B HOPME UJIH € JIETKUM HapymeHneM y 80 % namueHTos,
a'y 20 % MalnueHToB — ¢ YMEpEHHbIM HapyiienueM (cpennee sHauenne pCK® 77 mu/mun/1,73 m?).
N cxoano marueHTs ToJTyYalid 110 KpailHel Mepe OJIMH aHTUIMa0eTHUYECKUI JIEKapCTBEHHBIN Mperapar,
BKJTI0Yast MeThopmuH (77 %), uncynuH (50 %) u nponsBoaHbIe CyIbHOHUIMOYEBUHBI (43 %).

[TepBuuHoii koHeuHOW Toukoi B mporpamme CANVAS sBnsnocs BpeMs 10 NEPBOIO pa3BUTHA
3HAYUMOTO CEpACYHO-COCYUCTOr0 OCIOKHEHHS. BTOPHYHBIMM KOHEYHBIMH TOYKAMH, COTJIACHO
MpolieIype MOCIeI0BaTeNFHO 00yCIIOBICHHOT 0 aHATN3a TUIIOTE3, OBLITH 00I1[ast CMEPTHOCTh M CEPJICUHO -
COCYAUCTast CMEPTHOCTb.

VY manueHToB, BOIIEAIINX B €UHBIN MyJ JaHHBIX, OCHOBAHHBIX HA IpyNmax KaHariaudao3nHa (anamms
eIMHOr0 MyJja JaHHBIX Mo KaHariudiosuny B gosze 100 mr, kanarnudnosuny B goze 300 mr u
ka"armuiao3uny ¢ tutparuen mo 100 mr go 300 mr), Obla HUXKE YacTOTa 3HAYMMBIX CEPIICYHO -
COCYJIMCTHIX OCJIOKHEHHUH, 10 CpaBHEHUIO ¢ ruranebo: 2,69 u 3,15 manueHToB, COOTBETCTBEHHO, Ha
100 uenoBeko-neT (OTHOIIEHHE PUCKOB B aHAJIM3€ equHOro nyina ganueix: 0,86; 95 % J1U; 0,75, 0,97).

CornacHo rpadukam Karmmana-Meiiepa 1Mo MEpBBIM 3MH30/IlaM 3HAYUMBIX CEPACUYHO-COCYIUCTHIX
OCIIO’)KHEHHH, TPEICTaBICHHBIM HI)XKE, CHUXXCHUE YacTOThl 3HAYMMBIX CEPACYHO-COCYAUCTHIX
OCIIO)KHEHHH B TpynIie KaHarim@iao3nHa HaOII0AaIoCh y)Ke Ha Hepele 26 M COXPaHsIOCh Ha BCEM
MPOTSHKEHU W OCTaBINEHCs YacTH uccienoBanus (cM. PucyHok 1).
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Pucynoxk 1. Bpems 10 nepBoro 3nu3o/1a 3Ha4YUMb

COOTBETCTBYET QRCHEF THOMY OT4E
ot 28.04 2026 Ne 8613

cepaeuHO-COCY TUOTBIX, 0 ¢/ 10K Henni | (1011 7)
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Bpewms (nemenn)
Y4acTHUKn
Mnaue6o 4347 4239 4153 4061 2042 1626 1240 17 1187 1156 1120 10485 7449 216
Kawarupnosiu 5785 56T2 BRGS Sy 4343 2884 2355 2513 2460 2419 2363 2311 1651 445

B oOmeit cnoxsnoctu y 2011 B3pocnbix mnaunueHToB 3HadeHne pCK® cocraBmsmo ot 30 no
<60 mr/mun/1,73 M?. Pe3ynbrarThl M OLEHKH 3HAYUMBIX CEPAEYHO-COCYAMCTHIX OCIOKHEHHH B

noarpynmax ¢ pCK® ot 30 mo < 60 mu/mun/1,73

M2, ot 30 mo < 45 mu/mun/1,73 M2 u or 45 no

< 60 mu1/mMun/1,73 M? COOTBETCTBOBAJIM Pe3yJIbTaTaM B OOIIEH MOIMYJIALUY.

Kak nmoka3zano Ha PucyHke 2, Kaxabplil KOMIIOHEHT 3HAYMMBIX CEPJCYHO-COCYAMCTHIX OCIOKHEHUN B
PaBHOM CTENEHH BJIMSUT HA PE3yJbTaThl 001IeH oleHKH. Pe3ynbraTel s 103 kanariuduosuda 100 mr u
300 Mr COOTBETCTBOBAJIM pe3yJIbTaTaM Uil OObEAMHEHHBIX JO3MPOBOYHBIX IPYIIII.

Pucynok 2. D¢dekr Tepanuum B OTHOUIEHHWH TEPBUYHOIN COCTABHON KOHEYHOW TOYKH H ee

KOMIIOHCHTOB
[Tnane6o (n=4347)
YHcno y4acTHUKOB Ha
100 genoBeko-ier

Kanarnudnosun (n=5795)
Yucno y4acTHUKOB Ha
100 genoBeko-1eT

OrHouenue puckos (95 % 1)

CocraBHasi KOHEYHas TOYKA, BKIIOYAIOIAs CepJIeIHO -
COCYJHCTYIO CMEPTh, HedaTalbHblil HHOAPKT
MHOKap1a uin HedaTalbHbIH HHCYJIBT (BpEMs 10
HEPBOTO COOBITUS; MOMYJIAHA «HA3HAYEHHOTO
neucHn»)!

CepaeuHO-COCy IUCTast CMEPTh

HedaranbHblii HHGAapKT MHOKapaa

HedaranbHblit HHCYIBT

3,15

1,28
1,16
0,84

1 3nauenne P nis mpesocxonctea (nBycroponnee)=0,0158.

O6masa cmeptaocts B iporpamme CANVAS

2.69 0,86 (0,75-0.97)
i [
1,16 —— ' 0,87(0,72-1,06)
097 |—.—r| | 0,85 (0,69-1,05)
0,71 —a—t— { 0090(0,71-1,15)
I 1 1
0.50 1.00 2,00

_d

B nmonp3y xaHarnuguo3uHa B nons3y miane6o

B 00beauHEeHHOM IpyIIie KaHar T (IIO3WHA OTHOIICHUE PUCKOB JUIs OOIIEH CMEPTHOCTH 1O CPaBHEHHIO
¢ utane6o Owu10 paBuo 0,87; 95 % nosepurtensublii uatepsan (W) (0,74, 1,01).

CoObITHUS CEpIEYHOU HEIOCTATOYHOCTH, TpeboBaBme rocuuranniamnuu, B nporpamme CANVAS
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Kanarnmao3us cHIKaJ PHCK CepIeYHOM HET0CTaTAUHOCTH, TPROY OTTeH ToC i Tai3ailuil,[§-B SPoTIbIx
MalMeHTOB 1O CPABHEHHUIO C MJIAe00 (OTHOIICHUE PHeweB~0;67-95-%6-H14+0:52-0:87-

Hedponornueckue koneynsie Toukn B nporpamme CANVAS

Bpewmst 10 mepBOro moATBEPIKICHHOT'O B XOJI¢ IKCIEPTHOM OIICHKU COOBITHS He(poraTtuu (yIBOCHHUE
YPOBHSI KpeaTHHHUHA B CBIBOPOTKE KPOBM, MOTPEOHOCTh B 3aMECTHTEIBHON MOYEYHOW TEepamuu U
rovyeyHasi CMepTh), OTHOIIEeHHWe puckoB cocrasimsuio 0,53 (95 % JU: 0,33, 0,84) B rpymnme
kanarnudiaozuna (0,15 cobeitus Ha 100 yenoBeko-neT) mo cpaBHeHuUro ¢ mianedo (0,28 cobbiTus Ha
100 yenoBeko-ner). Kpome Toro, kaHarnuQao3uH yMEHbIIAN IPOTPECCUPOBAHKE ATBOYMHUHYPUHU Ha
25,8 % mno cpaBHeHuto ¢ mianebo Ha 29,2 % (otnomenue puckos: 0,73; 95 % JAU: 0,67, 0,79) y
MAalMeHTOB C UCXOHOW HOPMO- U MHUKPOATLOYMUHYPHEH.

Hedponornueckue ncxoasl B ucciaeqgopannu CREDENCE

Bmusaue kanarmudnosnnaa 100 Mr Ha mouedHbIe siBJICHUS Y B3pocibix mamuenToB ¢ CJ12 u /IH ¢ pCKD
or 30 1o < 90 mu/mMun/1,73 M? u ansOymunypueit (ot > 300 go 5000 Mr/r KpeaTMHHHHA) U3ydald B
uccnenopanun CREDENCE (uccnenoBanue KIMHUYECKOW OLEHKM KaHAariu(ao3nHa U TMOYEUHBIX
ABJIGHUM TMpU caxapHOM Juabere ¢ ycTaHOBJIEHHON Hedpomaruei). ITo OBIJIO MHOTOIIEHTPOBOE,
MHOTOHAIIMOHANILHOE,  PAaHJIOMH3MPOBAaHHOE,  JBOWHOE  ClleNoe,  IUIale00-KOHTPOIHPYEMOS
ucciefaoBanue B napamwienbHbix rpynmnax. B uccnegopanun CREDENCE cpaBHuBaim pruck coObITHI
COCTaBHOW KOHE4YHOI Touku JIH, BKiIrOYaronei TepMUHANBHYIO CTAIMI0 OYE€YHON HEJOCTATOYHOCTH,
YABOEHHUE KpPEaTUHUHA CHIBOPOTKM W TOYEYHYIO HIJIM CEPACYHO-COCYAUCTYIO CMEpPTh, B TpyImmax
ka"ariudo3uHa 100 Mr u rianedo B JOMOTHEHNE K CTaHAapTHOM (hoHOBOM Tepanuu JIH, Bktouaromei
uAII®D nnu BAP. Kanarnugnosun B 103e 300 Mr B JaHHOM UCCIIEIOBAaHUU HE U3yYaJICsl.

B uccnepoBanuu CREDENCE yuacTHUKOB paHIOMH3UMPOBAINA B COOTHOLIEHMM 1:1 ans momyueHus
ka"HarimudnosuHa 100 mr wm mane6o co crparudukanueir mo pCK® na ckpunumure: or 30 g0
<45 mu/Mun/1,73 M2, ot 45 g0 < 60 mi/mun/1,73 M? u or 60 mo < 90 mu/mun/1,73 m2. Tepanuio
kaHarmudiao3uHOM B 103¢ 100 MT mpogoipKaiy 10 Havaia Jualiv3a Wi TPAHCIUIAHTAI[UH TTOYKH.

B oOmeii cmoxuoctn 4397  B3pOCABIX YYACTHUKOB IIOJYYMJIM JICYEHHE CO  CpeaHEH
npoAoIDKUTENbHOCTRIO 115 Hepenb. Mennana Bo3pacrta Oblia paBHa 63 rogam, 66 % ObUIM MYKCKOTO
noJa.

Cpennuit ucxonusii ypoBenb HbAic Obima paBen 8,3 %, HCXOAHOE MEAMAHHOE COOTHOIICHUE
anpOyMHHa/KpeaTHHIHA B Moue — 927 mr/r. Hanbomnee yacto mpuMEHSIBILIMMHUCS IPU UCXOAHOM OIICHKE
aHTUTUIIEPTIIMKEMUYECKUMU TIpenapaTtamMu Oblid uHCynuH (65,5 %), Ouryanuasr (57,8 %) u
npousBoAHbIe cynbhoHuaMoueBUHbI (28,8 %). Ilpaktuyecku Bce ydacTHUKH (99,9 %) Ha MOMEHT
panaomusauuu noaydanu HAII® umn BAP. ITpumepno 92 % ydacTHUKOB Modyyanu npenaparsl Jyis
neuenust CC3 (kpome uAIID/BAP) npu ncxoaHoii ouenke, u3 HUX npumepHo 60 % anTuarperantsl (B
TOM YHCJIE alleTUIICATUIIMIIOBYIO KHCIOTY) U 69 % — CTaTUHBI.

Cpennss ucxoanas pCK® cocrasnsina 56,2 mi/mun/1,73 M?u npuMepHo y 60 % MOMYJISIUK HCXOIHAT
pCK® cocrassna < 60 mi/mun/1,73 m2. Ipouent nanuentos ¢ CC3 B anamuese cocrasui 50,4 %; y
14,8 % nmanueHTOB B aHaMHE3€ UMENIACh Cep/IeUHas HEJOCTATOYHOCTb.

[TepBuuHO¥ cocTaBHOU KOHEUHOH Toukoi B muccienoBann CREDENCE 0bu10 Bpems 10 IepBOTo U3
CJIEAYIOUMX COOBITHH: TepMHHaIbHOW modeyHod HenocratroyHocTH (TIIH, 4ro ompepensuoch kak
pCK® < 15 mu/mun/1,73 M2, Hauaao XpOHMYECKOTO AMAIN3a WM TPAHCIIAHTALIUS TIOYKH ), YABOCHHUE
KpeaTHHUHA CBIBOPOTKU U IOYEUHAs UM CEPACUHO-COCYIUCTasi CMEPTh.

Kanarnmudnosux B 103e 100 Mr cTaTUCTUUYECKH 3HAUMMO CHUYKAJl PUCK PAa3BUTHS IIEPBOTO U3 COOBITHIA
IIEpBUYHOM COCTaBHOM KOHEYHOM Touku, BKiroudaromend TIIH, ynBoeHue kpeaTnHuHA CBIBOPOTKU U
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MOYEUHYI0 WJIM CepAeUHO-cocynucTyo cmepth [p<(,0001; omomemlhq' p,mzlq.(mi Q0,10 95 % |2,112i[j {),,57
0,84] (cm. Pucynok 4). Dddekt Tepanuu ObII CXOM-E

cTparax, BbliesieHHbIX Ha ocHoBaHUU pCK®, u y yuactHukoB ¢ CC3 B aHaMHe3e U 663 HETO.

Ha ocnoBanum xpuBoit Kamrana-Meiiepa 11 BpeMEHH JI0 TIEPBOTO COOBITUS COCTaBHON MEPBHUYHON
KOHEYHOU TOUKH (cM. HIke), ekt kanarmudrnosuna B goze 100 Mr Tepanuu IposBIISUICS, HAUUHAS C
Henenu 52, ¥ COXpaHsUICs 10 KOHIIa uccienoBanus (cM. Pucynok 3).

KaHaFJII/I(I)J'IOSI/IH B J103€ 100 Mr craTHMCTHYECKHM 3HAYMMO CHMKAI PHUCK CEPACHYHO-COCYAUCTBIX
BTOPUYHBIX KOHCYHBIX TOYCK, O UEM CBUACTCIILCTBYIOT JAHHBIC Ha PI/ICYHKC 4,

Pucynok 3. CREDENCE: BpeMsi 10 nepBoOro co0bITHsI COCTABHOI NMePBUYHON KOHEYHO TOYKH

(Uccnenosanue 2843 1754-DNE300 1: nomy isiuus «Ha3Ha4eHHOr O JICUEHHsD)

30
OTHOLWWeEHNEe PUCKOB
28 - KaHarnnnosuH B (95 % ,CI.IF/)I)*

26 - cpaBHeHUMU c nnauebo 0,70 (0,57, 0,84)

% Yy4aCTHUKOB C COBbITUAMMN

Mnaue6o
KanarnnunosuH

o
|

0 28 52 TE 104 130 156 1o
Y1Cno naumeHToB ¢
PUCKOM HacTynneHus BpCMH (Henenn)
cobbiTns

Mnaue6o 2199 2178 2132 2047 1725 1129 G21 170
KanarnudnosnH 3202 81 45 2081 1784 1211 G4& 185

* 95 % JIU (moBepUTEIbHBIN HHTEPBA I JJISI TOBTOPSIOIIUXCS ONEHOK) ISl IEPBUYHON KOHEYHOW TOYKH C 4aCTOTOU OTINOOK
I TMma 1Tt MHOXKECTBEHHBIX CpaBHEHHH, KOHTPOJIUPYEMOH Ha IBYCTOPOHHEM ypoBHE 3HaUMMOCTH 0,05.
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Pucynok 4. Iddexr Tepanuu B OTHOUMIEHHH ¢OCTABHOMN|DECPBHIHOM KOHEMHOW (TOUKN] 1 ee
KOMIIOHEHTOB, 2 TAKKe BTOPUYHbIX KOHEYHbIX TOeR

Inanedo Kaunaraudgaosun Otnomenne puckos (95% JIH) 3nauenue
n/N (%) Yacrora /N (%) YacroTa P
coObITHIT HA CcoOBITHI Ha
100 yenoseko- 100 yenoseko
Koneunas Touka Jer ner
IepBuuHas cocTaBHas KOHEYHAs TOYKA 340/2199 (155) 6,12 245/2202 (11,1) 432 Fed ! 0,70 (0,57,0,84)* <0,0001
TIIH 165/2199 (7.5) 2,94 116/2202 (5,3) 2,04 [y 0,68 (0,54,0,86) 0,0015
V iBOCHHE KpeaTHHUHA CBIBOPOTKU 188/2199 (8.5) 3,38 118/2202 (5,4) 2,07 [P 0,60 (0,48,0,76) <0,0001
IMoueunas cMepTh 5/2199 (0,2) 0,09 2/2202 (0,1) 0,03 : - -
C-C cmeprs 140/2199 (6,4) 2,44 110/2202 (5,0) 1,90 I-H 0,78 (0,61,1,00) NS
CocraBHasi KoHeuHasi Touka: C-C cmepts/I'CH 253/2199 (11,5) 4,54 179/2202 (8,1) 3,15 + 0,69 (0,57,0,83) 0,0001
C-C cmepTb, HehaTasbHbii IM 1 HedaTaibHbli HHCYJIbT 269/2199 (12,2) 4,87 217/2202 (9,9) 3,87 aal i 0,80 (0,67,0,95) 0,0121
I'CH 141/2199 (6,4) 2,53 89/2202 (4,0) 1,57 H-I 0,61 (0,47,0,80) 0,0003
CocTaBHast KOHEYHasl TOYKA: YIBOCHHE KPEaTHHHHA CHIBOPOTKH 22412199 (10,2) 4,04 153/2202 (6,9) 2,70 e - 0,66 (0,53,0,81) <0,0001
TIIH u noyeyHas cMepTh |
C-C cmepts 140/2199 (6,4) 2,44 110/2202 (5,0) 1,90 o | 0,78 (0,61,1,00) NS
OO6uias CMEpPTHOCTh 201/2199 (9,1) 3,50 168/2202 (7,6) 2,90 ; 0,83 (0,68,1,02) NS
CocraBHas kKoHeuHas Touka: C-C cMepTh, HedaTanbHblii M, red
HeaTanbHelil nHCYNIBT, I'CH ¥ rocrmranmsaiis o noBoIy "‘%I
HecTabWIbHOH CTeHOKapMH 361/2199 (16,4) 6,69 273/2202 (12,4) 4,94 i 0,74 (0,63,0,86) NS
rol

| I I B
025 050 1.00 200 4.00
— —
B noms3y B none3y mane6o
KaHarN(Io31uHa

JWN - noepurenbHbiii uHTEpBa; TIIH - TepMuHanbHas moueuHas HepocTaTouHOCTh; C-C - cepuedno-cocyaucras; NS -
craTucTuuecku He 3HaunMo; I'CH - rocnuranuzanus 1o noBoAy cepAeuHON HeJocTaTOuYHOCTH; UM - nHpapKT MUOKapaa.

* 95 % AW (noBepUTENbHBINA HHTEPBAJI AJIS HOBTOPSIOMIMXCS OL[CHOK) [UISl IEPBUYHON KOHEYHOW TOYKH C 42 CTOTOH OIIHOOK
I TMma A1t MHOXKECTBEHHBIX CpaBHEHUN, KOHTPOJIUPYEMOM Ha JIBYyCTOPOHHEM ypoBHe 3HauuMocTu 0,05.

Jyist mpoBEepKU MEPBUYHOM M BTOPHYHBIX KOHEYHBIX TOUYCK A(P(PEKTHBHOCTH HCIOIBH30BAIH ABYCTOPOHHUN YPOBCHB aib(a
0,022 1 0,038, COOTBETCTBEHHO.

f Cepz(etmo-cocyzmcm;{ CMEPTH BXOAUT B COCTABHYIO ICPBUYIHY IO KOHCUHYIO TOYKY U BO BTOPHYHY IO KOHCYHY IO TOYKY, IJIA
KOTOPBIX Obl1a BBIIIOJTHEHA (l)OpMaJ'ILHaFI IMMPOBEpKa rumoTe3.

Kak mokazano Ha Pucynke 5, y manueHToB, mojlydyaBIIMX Iiane0o, HaOI01aI0Ch POrpeccupylolee
muHeitHoe cHkeHne pCK®d ¢ TeueHneM BpeMeHH; B TpyIINe KaHArTu (I03uHa, HAPOTHB, HA0II01aI0Ch
0CTpOE CHUXKEHME Ha Hezlese 3 ¢ MOCHIeAYIONUM O6osiee MeATICHHBIM CHH)KEHUEM C TEUEHUEM BPEMEHH;
nocye Hefenu 52 BBIYMCIEHHOE 10 METOly HauMEHBIINX KBaapaToB cpeanee cHuxkenne pCK® 6b110
MEHBIIIE B TPYIIIC KaHArIU(PIIO3WHA IO CPABHEHUIO C TPYIIION T1are6o, 3pGeKT Teparnuu COXpaHsuics
JI0 KOHIIA JICYCHHUS.
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——&—nauebo ===&==* KaHarnndnosnH

B unccnenoBanun CREDENCE yactoTa mode4HbIX HEXeJaTeNbHBIX sIBJIEHUN Oblila HUXKE B I'pyIIe
ka"ariugao3uHa B 1o3e 100 Mr mo cpaBHeHUIO ¢ rpynmnoi miamnebo (5,71 u 7,91 na 100 yenoBeko-ier B
rpynnax kaHariaudaosuna B go3e 100 Mr u mane6o COOTBETCTBEHHO).

5.2. PapMaKOKMHETHYECKHE CBOICTBA

dapMakOKMHETHKAa KaHArJIuQIo3uHa y 3I0pOBBIX JOOPOBOJBLEB CXOJHAa C (hapMaKOKMHETUKON
kaHarnuduao3uHa y nauuenToB ¢ C/12. ITocie ofHOKpaTHOr o IpreMa BHYTpb KaHaraugIo3uHa B 103aX
100 mr u 300 Mr 370pOBBIMH JA0OPOBOJIBLIAMU KaHArIU(IO3UH OBICTPO BCACBIBACTCS, MAKCUMAJIbHA S
KOHIIGHTpalMsi B IUIa3Me€ KpOBU (CpelHee 3HAueHHE BPEMEHHU JOCTHKEHUS MaKCHMaJlbHON
KoHIeHTpauM (Tmax)) mocturaercs yepe3 1-2 dvaca. IlnasmenHbie Cmax 1 AUC kanariaudiao3una
YBEIMYUBAIUCH JO30IPONOPIIMOHANBHO NPYU MPUMEHEHUH npenapara B no3ax or 50 mr go 300 mr.
Kaxynmiics KoHeuHbIH mepuo1 noxyBsiBeieHus (t1/2) cocraBui 10,6 yaca u 13,1 yaca npu npuMeHeHNn
kaHarnudozuna B go3ax 100 mr u 300 Mr, cooTBETCTBEHHO. PaBHOBECHOE COCTOSIHME JIOCTUTAIOCh
yepes 4 — 5 mHel mocie Hadana Tepanuu kaHarimuguo3nHoM B o3¢ 100 mr wim 300 mr 1 pa3 B cyTKw.

dapmakOKMHETHKA KaHariaugo3uHa HE 3aBUCUT OT BPEMEHH, HAKOIUIEHHME Ipenapara B ILJIa3Me
nocturaet 36 % 1ocie MHOIOKpaTHOIO ITpueMa.

AOGcopbus

Cpennsist abconoTHast OMOOCTYITHOCTh KaHArIU(I03WHA COCTABIISIET MPUMEPHO 65 %. Ynorpebienue
MIUIIY C BBICOKUM COJIEpKaHUEM JKUPOB HE BIUSIIO HAa (PapMAKOKUHETHKY KaHATTH(IO3UHA; TTOITOMY
KaHarM(I03uH MOYKHO MPUHUMATh KaK BMECTE C TTUIIEH, Tak 1 0e3 Hee. OTHAKO C y4ETOM CIIOCOOHOCTH
KaHarau(ao3MHa CHHOKATh ITOBBIIICHHE MOCTIPAHIUAIBHON TJIMKEMHH BCICACTBUE 3aMEJICHUS
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BCACBIBAHUS TJIIOKO3bl B KHUIUCYHUKE, PEKOMEHIYETCA NPUHUMATH [KAHAFmM QHosHE| MEpe, NEPEbmMm

yHoTpeOIEHUEM MHILH.

Pacopenencaue

Cpennuii 06beM pacnpeeneHusl KaHarau@ao3uHa B paBHOBECHOM COCTOSIHUM T10CJIE€ OJHOKPATHOM
BHYTPUBEHHOU MH(]Y3UHU y 310POBBIX JIoJeH cocTaBuia 83,5 11, YTO CBUAETENLCTBYET 00 OOMIMPHOM
pacripeniesieHun B TKaHAX. KaHarnn$no3uH B 3HAUUTENbHON CTETIEHU CBSI3bIBAETCS ¢ O€NKaMH I1J1a3Mbl
(99 %), B ocHOBHOM ¢ anbOyMUHOM. CB$3b ¢ OelKaMM He 3aBUCUT OT KOHIIEHTpAIlMU KaHar i (Io31Ha B
ma3me. CBs3b ¢ OeIKaMHu I1J1a3Mbl 3HAYMMO HE M3MEHSETCSl y MAMEHTOB C TOYEYHOM I MTeYSHOYHOH
HEJ0CTaTOYHOCTBIO.

BI/IOTDaHCd)ODMaHI/IH

O-TIIOKypOHHpPOBAaHUE  SBIISIETCS OCHOBHBIM  NIyTeM  MeTaboiu3Ma KaHarjaudiao3uHa.
['mokypoHHpOBaHKE TPOUCXOTUT B OCHOBHOM C y4acTUeM YpuIuHIUochaT-rIroKypoHUITpaHchepas
1A9u2B4 (UGT1A9 u UGT2B4) no nByx HeakTUBHBIX O -I'TIOKYPOHHIHBIX META00IUTOB. Y BEINYCHUE
AUC xanarmudosuna (Ha 26 % u 18 %) HaOM0AaI0Ch Y B3POCIHBIX MAIlMEHTOB-HOCUTENEH ajuiesneit
renoB UGT1A9*3 u UGT2B4*2, coorBerctBenHo. He oxxmmaercs, uro manHbli 3ddekT Oyaer nuMeTh
KJIMHUYECKYI0  3HAaYUMOCTb. CYP3A4-onocpenoBaHHblii  (OKHCIUTEIBHBIN ) METa00IN3M
KaHarIuI03uHa B OpraHu3Me YeJI0BeKa MUHUMAaNICH (MpUuOIu3uTebHo 7 %).

DIMMHUHALIHUS

[Tocne mpueMa OAHOKpaTHOM 1036l '*C-kaHarmu@uo3uHa MepopaibHO 3I0POBBEIMU JT0OPOBOJILIAMA
41,5%, 7,0 % wu 3,2 % BBEIEHHOW pPaJAMOAKTUBHON J03bI OOHAPY)KMBAJIOCh B Kajie B BUJC
KaHarmu(iao3uHa, THAPOKCUIMPOBAHHOTO MeTabomuta ¥ O-TIIOKYPOHHAHOTO  MeTabonuTa,
COOTBETCTBCHHO. KI/IHIGLIHO-HG‘IGHOLIHEUI pGIII/IpKy.HSIIII/I}I KaHaFJII/I(i)JIO?,I/IHa 6BIJIa HC3HAUYUTCJIbHA.

[Tpubnusutenbao 33 % BBEACHHOM pai0aKTUBHOM 10361 OBIJI0O 0OHAPYKEHO B MOYE, B OCHOBHOM B BUJIC
O-rmokypoHuIHBIX MeTaboauToB (30,5 %). Menee 1 % 10361 BHIBOAUTCS B BUJIE€ HEM3MEHEHHOIO
kaHarnudiao3uHa noukamu. [loyeunblit KIMpeHc npu NpuMeHeHnH KaHaraudiao3una B 1o3ax 100 mr u
300 mr BapwsupoBai ot 1,30 mo 1,55 mu/MuH.

Kanarnmudno3uH OTHOCHTCS K MpemaparaM ¢ HU3KUM KIHPEHCOM, CPEIHUN CHCTEeMHBIA KIHMPEHC
COCTaBJISICT MPUMEPHO 192 MII/MUH y 3M0POBBIX JIFOACH MOCIIe BHYTPUBEHHOTO BBEICHUSL.

Oco0ble IPyIIIbI TAIMEHTOB

Toueunas neoocmamounocms

Cmax KaHarIuQo3nHa ymMmepeHHo yBenuuuBanach Ha 13 %, 29 % u 29 % y nauueHToB ¢ HapyLIeHHEM
GYHKIIUM TIOYEK JIETKOW, CpeAHed M TSHKeJIOW CTeNeHU, COOTBETCTBEHHO, HO HE Y TMallMEeHTOB,
HaXOJAIIUXCs Ha remoauanuie. [lo cpaBHEHUIO CO 3I0POBBIMH JIOOPOBOJBIIAMH, CHIBOPOTOUYHBIN
nokazarenb AUC kanarnudnosnHa ypenuuupaics npumepHo Ha 17 %, 63 % u 50 % y nmanueHTos ¢
JIETKOM, CpeqHEeH W TSHKENOW CTEeNeHbI0 IMOYEYHON HEIOCTaTOYHOCTH, COOTBETCTBEHHO, HO OBLI
OJIMHAKOB Yy 3JI0POBBIX JOOPOBOJIBIIEB U NAMEHTOB ¢ TepMuHanbHOM XITH.

BLIBC,Z[GHI/IC KaHaFJ’II/I(bJ'IOBI/IHa MMOCPCACTBOM UAIN3a OBIII0 MUHHUMAJIBHEIM.
Ileuenounas neoocmamouHocms

[Tocne mpumenenus kanarnudiosnHa B no3e 300 Mr OomHOKPATHO, MO CPaBHEHHIO CO B3POCIBIMU
MalMeHTaMU C HOpMaJIbHOU (pyHKIIMEH MeYeH !, y MallHeHTOB C IEYEHOYHOM HEAOCTATOYHOCTHIO JIETKOM
crenenu (kiacc A no mkane Yanna-I1pt0) nokazarenu Cmax 1 AUCo nmoBeimanuch Ha 7 % u 10 %,
COOTBETCTBEHHO, U CHWXanuch Ha 4 % u noBbeimanuch Ha 11 %, COOTBETCTBEHHO, y MAIlMEHTOB C
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IICYEHOYHON HEJOCTAaTOYHOCTRIO CPeHEH cTeneny| TsokecTH [(Kmadd (B mamrikdid Haitn {Is0). | Dm
pa3InuMs HE PACLIEHUBAOTCS KaK KIMHUYECKH 3HaY - i
HEJIOCTAaTOYHOCTBIO JIETKOW WJIM CpeAHEH CTeNeHW TsbKecTH He Tpelyercs. Knmuudeckuit ombIT
MPUMEHEHUS Ipernapara y MarueHTOB ¢ TeYeHOYHON HEeIOCTAaTOYHOCTRIO TshKenon cTenenu (kinace C 1o
mkane Yaitnna-I1p10) OTCyTCTBYET, TOATOMY IPOTHBOIOKA3aHO MPUMEHEHNE KaHAr T (IIO3UHA Y TAaHHON
TpYMIIbI MAIUEHTOB.

J]zma noJHCUI0c0 803pacma

CoriacHo pe3yibTaraM MONYJSIIHOHHOTO (PapMaKOKMHETHYECKOT'0 aHajM3a, BO3PAcT HE OKa3bIBAI
KJIIMHUYECKH 3HAUMMOTO BJIMSIHUS Ha PapMaKOKHHETUKY KaHarmm(ao3nuHa.

pyaue epynnvi nayuenmoe

Koppekiuu 10361 ¢ yueTom moiia, pacbl/aTHUYeckol npuHayiexHoctu uimu UMT He tpebyetcs. Ou
XapaKTEepUCTUKM HE OKa3blBAIM KIMHHUYECKHM 3HAuuUMOro »s¢ddexra Ha (HapMaKOKHHETUKY
KaHarau(Io31uHa, COrJIacCHO pe3ysibTaTaM (papMaKOKHHETHUECKOTO MOMYJISIIHOHHOI0 aHAIIN3A.

Jletn (B Bo3pacte ot 10 no 18 ner)

dapmakoknHeTHKA U (hapMaKoIMHAMUKA KaHATTH(I03MHA ObLIIH U3yUYeHBI y IeTeld B Bo3pacte 10 jer u
crapiie ¢ CJ12. [1pu nepopansHOoM Tiprieme kaHarimduo3nHa B go3ax 100 mr u 300 Mr HaOMIOAATICH
9KCIO3UIUH U OTBET, COOTBCTCTBYIOIIHNEC TAKOBBIM Y B3POCJIbIX TAIIUCHTOB.

5.3. /laHHbIe JOKJIMHUYECKOH 0e30MacHOCTH

B noxiMHWYeCKMX JaHHBIX, TOJIYYEHHBIX II0 pe3yJbTaTaM CTaHJApPTHBIX HCCIEAOBaHUN
bapMakoioruyeckoit 6e30MacHOCTH, TOKCHYHOCTH MTPU MHOTOKPATHOM BBEIEHUH M T€HOTOKCUYHOCTH,
0COOBIN Bpe IS YeIOBEKA HE BBISIBJICH.

KaHIICDOFCHHOCTI) 1 MYTAarcHHOCTb

Kanarnudmno3uH He moBbIIIaT YacTOTy Pa3BUTHUSI OMYXOJEH y caMIlOB UJIM CaMOK MbIIIEH B 2-J€THEM
nccaenosannu Ha go3ax B 10 mr/kr, 30 mr/kr u 100 mr/kr. Ha nan6onee Beicokoi mo3e B 100 Mr/kr
3HaueHuss AUC npeBsimatoT B 14 pa3 TakoBble Ha kinHHYeckod no3e B 300 mr. Kanarmmudosun
MOBBIIIAT YaCTOTY Pa3BUTHUS TECTUKYJSPHBIX OMyXoyed u3 KieTok Jleiauray camioB KpbIC Ha BCEX
u3ydeHHbIX f03ax (10 mr/kr, 30 mr/kr u 100 Mr/kr); Ha HauMeHsbInei go3e B 10 mr/kr nokaszarenu AUC
COCTaBJISIFOT MPUMEPHO 1,5 pa3a OT TaKOBBIX MPH MpHUeMe KIMHIYeCKor 1036l B 300 mMr. bonee BbicOKue
no3bl  KaHariupaosuna (100 Mr/kr) y caMmoB M CaMOK KpbIC MOBBIILIAIM YacTOTY pa3BUTHUA
(eoXpoMOLIMTOM U OIyXOJIei MoYeuHbIX KaHanbleB. Ha ypoBHe oTcyTcTBUA HabmomaeMoro s gexra
(NOEL) B orHomeHuu pa3BUTHSA (HEOXPOMOIIMTOM U OIYXOJICW IMOYCUHBIX KaHAIBLIEB, KOTOPBIA
coctaBisin 30 mr/kr/cyT, 3HaueHust AUC npumepHo B 4,5 paza NpeBBIILIAIOT TAKOBBIC IIPU €KEAHEBHOM
npueme KimHu4deckoi 103el B 300 mr. Mcxoast u3 AOKJIMHUYECKUX UCCIIEJOBAaHU M, a TAK)KE KIMHUYECKUX
MCCIeA0BaHNM U1l yTOUHEHUSI MEXaHU3Ma, pa3BUTHE ONyXOJIeH U3 KIJIETOK Jlelinra, KIeTOK MO4YeYHbIX
KaHaJIbLIEB U (DEOXPOMOIIMTOM CUMTAETCS Crelr(pHIHOI 0COOEHHOCTBIO KPBIC KaK BUJa. B bI3piBacMble
KaHarau(ao3MHOM OIyXOJHM IOYEYHBIX KaHAIbLEB U (PEOXPOMOLUTOMBI Y KpPBIC, IO-BUIUMOMY,
00yCcIoBJIEHBI MallbabCcOpOIel YTIIEBOIOB B CBSA3U C HHTHOUPYIOIIEH aKTUBHOCTHIO KaHATJIH (PIIO3MHA B
otHomieHUU SGLT] B KuIIEUHNKE KPBIC; B KIMHUYECKUX UCCIIE0BAHUAX, IPOBEIEHHBIX JJIs1 yTOUHEHUSI
MeXaHu3Ma, He OBIJIO BBISBICHO MahaOCOPOIIMHU YTIIEBOJOB y YEIOBEKA Ha J03aX KaHariu(io3nHa, B
2 pa3a MPEeBBIAIINX MAKCUMAIbHYI) PEKOMEH/IOBAHHYIO KIIMHUYECKYIO A03y. OIyX0JId U3 KJIETOK
Jleiigura conpoBOXKIAIOTCS NOBBIIIEHUEM YPOBHS JIOTEMHU3UpYolero ropmona (JII'), urto sBigercs
M3BECTHBIM MEXaHU3MOM (popMHpOBaHUs onmyxosied u3 kierok Jleiiaura y kpeic. B 12-HexenbHOM
KJIIMHUYECKOM HCCIIEIOBAaHUH Y MAIIMEHTOB MY>KCKOT0 T10J1a, TOJTy4aBIINX KaHATTU(I031H, YBETUUCHUS
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ypoBHs JII" 6e3 cTuMyIsIiu HEe 0TMEYaoCh. (NOCNEOOBATENBHOCTE 0012)

L

[To manHBIM TecTa DiiMca ¢ METa0OIUYECKOW aKTHUBAIMEU WK 0€3 Hee KaHarJIu(Io3WH He O0Jagal
MyTareHHbIM JielicTBUEeM. B aHanmu3e Ha kiieTKax JUMQOMBI MBILIH in Vifro KaHarau@ao3uH obsajan
MYTareHHbIM JeMCTBHEM, HO TOJIBKO IIPU OTCYTCTBUU META0OIMYECKOM akTHBaluu. B uccnenoBanuu
00pa3oBaHUsl MUKPOSZIEP Y KpbIC MOCIE MEpOpalbHOIO BBEIEHUS Ipernapara in vivo U B TeCTe C
oOpaszoBanueM JJHK-komeT y kpblc ociie nepopaabHOro BBEICHUS Ipenapara in vivo KaHariaugio3uH
He 00J1a/1a1 MyTareHHbIM HJIM KJIACTOT€HHBIM JIeHICTBUEM.

PCHDOIIVKTI/IBHaSI TOKCUYHOCTDb

B uccnenoBanum npe- 1 MOCTHATAIBHOI'O Pa3BUTHS MPUMEHEHHNE KaHArIu(I031HA Y CAaMOK KPBIC C JHS
rectauuu 6 mo neHp jgaktauuu 20 NPUBOAUIO K CHUXKEHHIO MAacChl Tela MOTOMCTBA MYMXCKOrO U
JKCHCKOr'o I11ojia Ha na03aX, TOKCHUYHBIX B OTHOIICHWHW OpraHu3Ma MaTCpu, KOTOPLIC IMPCBLIIIAIA
30 Mr/kr/cyT (IMOKa3aTeny SKCIO3UIINHU COCTABIISIIN > 5,9 paza OT TOCTUTAEMBIX Y YEJIOBEKA ITPU ITPH EME
KaHarnu@ao3uHa B 103€, PEKOMEHI0BaHHOM [Tl uenoBeka). TOKCHYHOCTh B OTHOIIEHUH MaTEPUHCKOrO
OpraHM3Ma OrpaHWYMBaJIaCh 3a/Iep’KKOM Habopa Macchl Tena.

Kanarmudiao3un He mpoaeMoHCTpUpOBa 3PPEKTOB B OTHOMIEHUH (DEPTUILHOCTH U PAHHETO Pa3BUTHS
SMOpHOHA Y KPBIC B MIOKA3aTENIAX SKCIO3UINH A0 19 pa3 BhIlIe TAKOBBIX Y YeJIOBEKa MPH MPUMEHEHUH
npenapara B MAKCUMaJIbHOM J103€, PEKOMEHJOBAHHOMW JIJT YEIOBEKa.

6. PAPMAIIEBTUYECKHWUE CBOMCTBA
6.1. Ilepeyennb BcnoMoraTeJibHbIX BellleCTB

SIapo TabimeTkn

[emmtom03a MUKPOKPUCTAIITUYECKAS
JlakTo3a 6e3BogHAs
Kpockapmennosa HaTpust
I'mnposoza

Marnus creapar

[Tnenounas 060J10YKa

HMuBokana, 100 Mr, TabieTku, MOKPHITHIE INIEHOYHOU 000JI0UYKOM

Onaopaii I 85F 92209 scenmutii

ITOMMBUHUIIOBBIN CIIUPT, YACTUYHO T'UIPOJIU30BAHHBIN

Turtana quokcU

Makxkporoa 3350

Tanbk

Kpacutens xene3a okcup sxentsiid (E172)

HuBokana, 300 mr, TableTKH, MOKPHIThIE MJIEHOYHON 000104KOH
Onaopaii II 85F 18422 6enviii

ITonmnBUHMIIOBEINM CIIUPT, 4aCTUYIHO FI/I,Z[pOJ'II/ISOBaHHHﬁ
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Turana nuokcna (NOCCNEOOBATENEHOCTE 0012)

Maxporoi 3350

Tanbk

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHsI)

3 rona.

6.4. OcoObie Mepbl NPEAOCTOPOKHOCTH NPU XPAHEHUHU
XpauuTth npu Temneparype He Boie 30 °C.

6.5. XapakTep u coaep:kaHue YIIaKOBKH

ITo 10 TabieTok MOMEMAOT B TOJUBUHUIXJIOPHI/ATFOMUHHUEBBIE OJIMCTEPHI.

1, 3,9 uiu 10 GirucTepoB BMECTE € JTMCTKOM-BKIIAABIIIEM TOMENIAIOT B KAPTOHHYIO MAUKYy.

He Bce pa3mepsl yiakOBOK MOT'YT OBITh JIOCTYITHBI JUIS peaTi3aIlii.

6.6. OcoOble Mepbl NMPEAOCTOPOKHOCTH NPH YTWIM3ALMH HCIOJIb30BAHHOIO JIEKAPCTBEHHOIO

npenapara ujiM 0TX040B, NOJYYEHHbIX MOC/e IPUMEHEHH JIEKAPCTBEHHOI0 NIpenapara, u Apyrue
MAaHHUIYJISIHMH C NIPEnapaToM

Becbp ocraBmmMiics JEKapCTBEHHBIN Npenapar M OTXOAbl CJIEIYyeT YHHUYTOXHUTH B YCTaHOBJIEHHOM
HOpSZIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O Y IOCTOBEPEHMA

Poccuiickas @enepanus
00O «/Ixxouncon & J[>KOHCOH)

Poccus, 121614, r. Mocksa, yn. Kpeutarckas, a. 17, kopr. 2
KonrtakTabIe TENe)OHBI:

Tem.: +7 495 755 83 57

®daxc: +7 495 755 83 58

Oun. mouta: DrugSafetyRU@its.jnj.com
7.1. llpeacTaBuTeIb Aep:KaTENsi PETHCTPALMOHHOTO YA0CTOBEPEHUSA

[Iperen3uu notpeduTeneil HapPaBIATh IO AJpPeCy:
Poccuiickas ®enepanus
00O «/I>)xoHcoH & [[>KOHCOHY

121614, r. Mocksa, yn. Kpeutarckas, 1. 17, kopr. 2
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KonTakTHbBIC TEIEhOHBI: (NMOCNEOOBATENBHOCTE 0012)

Temn.: +7 495 755 83 57

®axc: +7 495 755 83 58
On. noura: DrugSafetyRU@its.jnj.com

Pecniybnuka Kazaxcran
TOO «Johnson & Johnson Kazakhstan»

050040, r. Anmatsl, yn. TumupszeBa, gom 42, 6ok 23A
KoHnrtakTHbIC TENE)OHBI:

Tem.: +7 727 356 88 11

®dakc: +7 727 356 88 13

On. moura: DrugSafetyKZ@its.jnj.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

JITT-Ne(003925)-(PT-RU)
JITT-Ne003925-TTI-K Z

9. KATEI'OPUSA OTIIYCKA JIEKAPCTBEHHOI'O IIPEITAPATA

JlexapcTBeHHBIN penapaT OTHOCUTCS K KaTErOPUU OTITYCKa [0 PELENTy.
OOmas xapakTepuUCTHKa JEKapCTBEHHOro IpemnapaTa VIHBOKaHa JOCTymHa B €IMHOM peecTpe
3apeTUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpeACTB EBpa3suiickoro 53KOHOMHUYECKOTO COK3a U Ha

oduIIMaIbHOM CaliTe YIIOJIHOMOUEHHOI'0 OpraHa (3KcrepTHoi opranuzanuu) https:/grls.rosminzdrav.ru/
(https://lk.regmed.ru/Registet/EAEU_SmPC).
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