COOTBETCTBYET 3KCTIEPTHOMY OTYETY

ot 11.10.2023 N= 20121
B wiy M. 2o2475)

MHWHHCTEPCTBO 3JPABOOXP
HHCTPVKIIA

10 MEJUIIMUHCKOMY IIPUMEHEHUIO JIEKAPCTBEHHOTI'O [IPEIIAPATA
KCEJIEBUA®

Perncrpanmonnsiit nomep: JITI-004456
Toprosoe naumenosaune: Kcenepua®
MesxaynapogHoe HeaTEHTOBAHHOE HANMEHOBAHME: CUTAITIMITHH

Jlexapcreennas dopma: TabneTKY NOKPLITHIE MNEHOYHOH 06010UKOI

Cocras

Opnna Tabnerka NOKpeiTas MIEHOYHON 060N0UKOM COAEPIKUT:

\\;: Heiicmeyrowee eeugecmso: curarnauntuta pocara monoruapar 128,5 mr (a3xksupanentuo 100 mr
CHTArJIHIITHHA).
Bcnomozamenvuvie eewyecmsa: 1eIION03a Mmpoxpﬁcrannnqecxaﬂ 123,8 mr, xanenms
ruapodocdar HeusmenpyeHHblt 123,8 Mr, kpockapmennosa Hatpus 8,000 Mr, MarHus crTeapar
4,000 mr, HaTpus cTeapundymapar 12,00 mr; '
obonouxa mabnemxu Onap;paﬁ® II G6exerrit, 85F17438 (16,00 Mr) coepsKuT: II0JMBAHAIOBEIA
capt 40,000%, thrana muoxcup (E 171) 21,560%, makporon 3350 (mONMMITHIEHTIMKOJE)
20,200%, tanex 14,800%, xenesa oxcup xenthiii (E 172) 3,070%, sxenesa oxcuj KpacHmlid

(E 172) 0,370%.

Onucanune
Kpyrnbie nBOSKOBHINYK/blE TAaOJETKM OEXEBOro LBETA, HOKpHIThIE [17IEHOYHOH 000J104KO0i ¢

s
- CpaBUpOBKOH «277» Ha OfHOHM CTOPOHE U IyajIkue Ha JPYroi.

(I)apmaKOTepaneBanecKaﬂ rpynmna:; THIIOTIMKCMHIYCCKOC CpeacCTBO —

+ AUNENTUAMNNeNnTAa3b-4 HHrubuTop
KOJI ATX: A10BHO1

PapmaxoI0rHYecKue CBONCTBA
®apmakoAHHAMHKA
[penapar KceneBns® (CUTarIMNTHH) SBNSETCS AKTMBHEIM IpH INEpPOPANbHOM npueme,

BEICOKOCENICKTUBHEIM ~ HHTHOMTOpPOM  (epMeHTa  AunenTuawiunentunasei-4  (JI11-4),
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COOTEBETCTBYET 3K )
ot 11.10.2( g1

(Bxogawmit M3 N24252415)
H_OTIMUASTCS TI0

Fan v,

OpeAHasHA4YCHHEIM U1 JICUCHHA CcaxapHOoro

XMMUUYECKOH CTPYKTYpe ¥ (hapMaKoJIOru4eCKOMY JEHCTBUIO OT AHANOTOB [NIFOKArOHONOA0OHOIO
nentuga-1 (I'THI-1), nacynuHa, npou3BOJHBIX CY1bHOHUNIMOYEBHHbL, OUTYaHUJO0B, arOHUCTOB
raMMa-perenTopoB, aKTUBHpYeMHIX mnpoiupeparopom mnepokcucoM (PPAR-y), mHruburopor
anbda-TMIOKO3UIassl, aHaIOroB ammiuHa. Wurubupys [IIII1-4, CHTarIWOTHH IIOBHIIAET
KOHLIEHTpaUMIO JIByX TIOpMOHOB cemelcTBa uHkpertuHor: I'TII-1 u rmoxo3zo3aBUcUMOro
HHCyuHoTponyoro nojmmnentuaa (I'MII). I'opMoHBI ceMeiicTBa MHKPETHHOB CEKPETHPYIOTCS B
KHIICYHUKE B TEYEHME CYTOK, MX KOHIIEHTpPAaLMsd IOBBINAETCS B OTBET Ha IPUEM IIHIMH.
HukpeTuHsl SABAAIOTCA YaCTHIO BHYTPEHHEH (PU3MUONOrMUECKOM CUCTEMBL PETYJIALMU FOMEOCTasa
CoKo3sl. IIpyu HOpManbHOM MMM MOBLILIEHHONW KOHLEHTPaUUM TOKO3bl B KPOBU FOPMOHBI
CEMEHCTBa HHKPETHHOB CIIOCOOCTBYIOT YBEIMYEHHIO CHHTE3a HHCYJINHA, 4 TAKKe ero CeKpeIyy
GeTa-KIeTKaMH TTODKETyAOYHOM JKENe3sl 3a CUeT CHTHAJIBHEIX BHYTPUKIECTOUHEIX MEXaHU3MOB,
acCOLMUPOBAHHBIX € LMKIMHECKUM afeHo3uHMoHodochaTom (AMD).

I'TIII-1 Takxe cnocoGCTBYeT NoJaBNeHHIO NOBBILIEHHON CEKPELUH IIIOKaroHa anba-KieTkamu
HO/MKeNyNo4HOM >Keie3pl. CHIDKEHHE KOHIEHTpalMH INIOKaroHa Ha ¢oHe MOBHIIECHHS
KOHLICHTPAIM¥ HHCYJIMHA CIOCOGCTBYET YMEHBIICHHIO NPOXYKUME IJIIOKO3H! IIEYEHBIO, 9TO B
UTOre NPUBOAUT K YMEHBLIEHHIO IMUKEMUU. OTOT MEXaHU3M JIefiCTBUS OT/IMHAETCH OT MEXAHM3MA
ACUCTBUS NPOU3BOJAHBIX CYJb(POHMIMOUEBUHBI, KOTOPhIE CTUMYJIUPYIOT BbICBOOOXKAEHHE
MHCYJIMHA ¥ IPH HU3KOW KOHUEHTPAIMK IJIFOKO3BI B KPOBH, YTO YPEBATO Pa3BUTHEM CYIbOH-
HHAYLIUPOBAHHOW THIIOTIMKEMHUH HE TOJBKO Y NAIMEHTOB ¢ CaXxapHBIM AUa0eToM 2 THIa, HO U Y
3[J0POBbIX JIULI.

IIpy HU3KON KOHUEHTPALIMY FIHOKO3bI B KPOBU NepeHuCeHHble 3 (PEKTh HHKPETUHOB Ha BRIGPOC
HHCYJIMHA U YMEHbIICHHE CEeKPELH [oKarona He Habmoparotes. [TII-1 i CUIT se BnusioT Ha
BEIOpPOC INIIOKATOHA B OTBET HA I'MIIOMVIHKEMMIO. B (DH3MOJIOTHYECKHX YCIOBHSIX AKTUBHOCTH
MHKPETUHOB orpaHuuusaercs dpepmentom JIIII-4, KoTopblii GBICTPO MMAPONU3YET HHKPETHHBI C
00pa30BaHHEM HEAKTUBHbIX MPOJYKTOB.

CuTarTunTHH NpefoTBpalliaeT THAPOJIA3 UHKpeTHHOB (epmentoM JIIII-4, TemM cameiM
YBCIHYMBAsA IUIA3MCHHEIC KOHIEHTpamuu akTuBHEIX ¢opm ITII-1 u T[UIIL. Ilopemmas
KOHLIEHTPALMIO UHKPETHUHOB, CUTAMIUNITHH YBEIMIMBAET INIIOKO303aBUCUMbIN BBIOPOC UHCYNHHA
U cr10cOGCTBYET YMEHbIIEHHUIO CEKPELIMY IIOKaroHa. Y NaudeHToB ¢ caxapHpiM AuabeTom 2 TUna
C THIIEPIIMKEMUCH 3TH M3MEHEHUs CEKPEIMH MHCYJIHHA M TIIIOKArOHA MPHBOAAT K CHIDKEHHIO
KOHLEHTPAallMd [JIMKO3WIMPOBaHHOro reMoriobuHa HbAjc ® yMEHBIIEHMIO IUTa3MEHHOM
KOHLIEHTPALWH IIIOKO3bI, ONPE/IE/IIEMOi HATOILAK U 110CJIe HArpy304HOM NPoGHL.

Y nauueHTos ¢ caxapHeimM 14abeToM 2 Tuna npuem ofHoH 103s1 npenapara Keenesus® npusogur
K HHrMOHMpoBaHMIO akTMBHOCTH (epMmenra J[I1[1-4 B TeueHMe 24 yacoe, 4TO IPHBOJHUT K

YBCIMYCHUIO KOHUEHTPAlMU IUpKymupyromux uHKpetuHOR I[TIII-1 m T'MII B 2-3 pasza,
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(Bxogawmid M3 N24252415)

HapacTaHUIO IIJIa3MEHHOW KOHLIEHTPAaLUH HHCY
[JIIOKATOHA B I171a3Me KPOBY, YMEHbIIEHUIO [NIMKEMUH HATOLUAK, & TAKKE YMEHBIIEHUIO rMKeMun
10CJIe HATPY3KH [JIFOKO30# MM NUIEBOH Harpy3Ku.

Bnuanue na apmepuanvroe oasnenue

B panpoMusupoBaHHOM Maneb0-KOHTPOIHPYEMOM IMIEPEKPECTHOM HCCIIEJOBAHUM C YYaCTHEM
NALMEHTOB € ApTEPUANIbHOM TMIIEPTEH3MEH COYETaHHbI NPUEM [UMOTEH3UBHBIX MPENapaTosn
(onHoro v Gonee U3 CIIMCKA: HHTHOUTOPEI aHTMOTEH3UHIIpeBpalnaomero gepmenta (AIlD),
QHTaroHUCTH PEIENTOpOB aHTHOTeH3uHa [l, GroKkaTopsl «MeIIeHHHIX» KaJdbLIMEBEIX KAHAJIOB,
Gera-aapeHOOIOKATOPEL, AMYPETHKM) C CUTAMNIMOTHHOM B LIEJIOM XOPOLUO [EPEHOCHIICS
naiyedTamuy. Y 3Toi KaTeropuy NaluMeHToB CUTALIMITUH IPOAEMOHCTPUPORA HE3HAUMTEbHOE
TMITIOTEH3MBHOE IEHCTBHE: B CyTouHOH no3e 100 Mr CHTarmunTHH CHIDKaN CpeXHECYTOYHOE
aMOyJIaTOpHOE 3HAYEHUE CHCTOJIMYECKOr0 apTepHaibHOro Aaeiaeuus (AJ) Ha 2 MM pTYTHOTO
cronfa no cpaBHEHMIO ¢ rpynnod mnaue6o. ¥ nauuentop ¢ HopmanbHbiM AJl He HaGmopanu
runoTexsusHoro s¢dexra.

Bnuanue na snexmpogusuonozuio cepoya

B panzoMu3upoBaHHOM IUTane00-KOHTPOIUPYEMOM IIEPEKPECTHOM HCCICAOBAHUH Y 3M0POBBIX
AOOPOBOJILLIEB CUTArJIMITUH MPUHUMANCS OJHOKpaTHO B Ao3e 100 mr unu 800 mr (8 xparHoe
OpeBbllIEHHE peKoMeHayeMod mo3bl), nubo nnauebo. Ilocne mnpuema pexomeHayemoi
TepaneBTHYeckod 10361 100 Mr, Kakoro-jmubo BIMAHMA IpenapaTa Ha MPOJOJDKHTENHFHOCTH
uHTepBana QT xak B MOMEHT €T0 MaKCHMaJBHOM IUIa3MEHHOM KOHIIEHTPAIMH, TaK U B JIPYIUX
TOYKAX MpPOBEPKM HA MPOTHKEHMU Beero uccnepopanus ve Habmoaanu. Ilocne npuema 800 mr
MaKCUMMajlbHOE€ YBEJMYEHME CKOPPEKTUPOBAHHOIO [0 Iwauebo CcpeaHero u3MeHeHus
JUIMTENEHOCTH MHETEepBaia QT 10 cpaBHEHMIO C HCXOJHBIM 3HAYCHUEM 4Yepe3 3 9 Iocie IpueMa
npenapata coctaBwio 8,0 mcek. IlogoOHoe He3HaYHTENBPHOE YBENMUCHHE OBUIO OIEHEHO KakK
KnuHuvecku HesHauumoe. [locne npuema 800 Mr no3bl 3HaYeHWEe MaKCHMAalbHONM NNa3MEHHOH
KOHUEHTPAUMY CUTArMIITHHA NMPUMEPHO B 11 pa3 npeBbllliano COOTBETCTBYIOIEE 3HAYEHHUE
rocie npyueMa tepaneBTudeckoi no3sr 100 mr. ’

Hccnedosanue no ouenke cepoedno-cocyoucmoii oesonachocmu cumaznunmuna (TECOS)

B uccnenopanuu no oueHke cepieuHo-cocyaucroil GezomacHoctu curaruntuda (TECOS)
nauuenTsl npuHuMany curarnuntud 100 Mr B aens (unu 50 Mr B JeHs, €ciM MCXOJHBLIM
NIOKa3aTeNlb PacUeTHOM CKOPOCTH Kiybouxopoil ¢mmerparmn (CK®) 6pmr >30 wu
<50 m/mun/1,73 M2), uni nnane6o, KOTOpbie KOOABISUIMCH K CTAHIAPTHOM TEPAIMM COITIACHO
CYWECTBYIOLUMM HalMOHANbHBIM CTaHAAPTAaM 110 onpejeneHuto uenesbix ypoHedh HbAIC u
KOHTPOJIKO  CepAIeuHO-COCYAUCThIX (akTopoB pucka. [lo 3aBepiueHuMM cpepHero nepuoja
HaOMOAEHHsA, COCTAaBHBINETO 3 rofa, y NAlMEHTOB C CaXapHBIM AHaGeToM 2 THIIA IpHeM

CATalNIAIITHHA B JOIIOJIHCHHWE K CTaHAAapTHOMY JICHEHUIO HE YBEIUYNII PHUCK CEPBE3HBIX
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ot 11.11

(Bxopawmit

23 N 20181

. M3 N=4252415)
HeXeNaTenbHBIX peaKIMi CO CTOPOHEI Cephed
0,98; 95% poseputensHblit uuTeppan, 0,89-1,08; p<0,001 ans gokasaTenbCTBA OTCYTCTBMSA
IPEBOCXOACTBA) MM PHUCK TrOCHOUTANM3ALMM 0O [PUYMHE CEPAEUHON HEeNOCTATOYHOCTH
(cootnomenue puckor 1,00; 95% moeepurensHent uaTeppat 0,83-1,20; p=0,98 mia pasmmums
YacTOTEl PHCKOB), [0 CPAaBHEHMIO CO CTaHJAPTHEIM JieYeHUEM 0e€3 JOMOJHUTENBHOrO IpueMa
CUTarnuNnTUHa.

PapMaKOKMHETHKA

PapMaKkOKMHETHKA CHTAlJANTHHA BCECTOPOHHE ONMCaHA Y 3HOPOBEIX JHI] M TAIMEHTOB C
caxapHeiM juaberom 2 Tuna. Y 3J0pOBBIX Il M[OCAe [epopaisHoro mnpuema 100 mr
CUTArIMOTHHA OTMeuaercs ObicTpas abcopbuus npenapara ¢ JOCTIDKEHMEM MAaKCUMAJIbHOM
KoHUEHTpaud (Cmax) B HHTEpBale oT 1 710 4 yacoB ¢ MoMeHTa Ipuema. [Liomans o KpHBoi
"xoruentpanua-peMsa’ (AUC) yBenmduBaeTCs INpPONOPLMOHANBHO [03€ M COCTaBIAeT Y
300poBbIX CcyOnekToB 8,52 MkMounb/nxuac npu mpueme 100 Mr BHYTPb, Cmax COCTaBIANA
950 umone/n. Ilnasmensas AUC curarnunrusa ysenuuuBajacs npubausurensHo Ha 14% nocine
cleayromero npuema no3sl 100 Mr mpenapaTa 1o JOCTIKEHHIO PABHOBECHOTO COCTOAHHMS IIOCIIE
npueMa mepBod [Jo3el. BHyTpn- B MexcyObekTHBle Koahduuments: Bapuaimu AUC
CUTArIUNTUHA ObLNM HE3HAUUTENbHBIMM. '

Abcopoyua

AbcomoTHas 6HOIOCTYITHOCTS CHTAIJIMIITHHA COCTABIET NpUOIM3UTENbHO 87%. IlocKombKy
COBMECTHEIH @pHeM CHTalHITUHA W OKUPHOM TNHMIM He oKaseiBaeT o>(ddexkra Ha

dbapmakokuneruky, To npenapar Kcenepus®

MOYKET HA3HA4YaThCs BHE 3aBUCUMOCTY OT MpUeMa
MUY,

Pacnpeodenenue

Cpennuii 065eM pacTipe/ieleHHs] B PABHOBECHOM COCTOSIHHH IIOCJIE OJHOKPATHOH 1035 100 Mr
CHUTArNUNTYHA Yy 3/0POBbIX J06pOBONBLEB COCTaBNsSeT NpubnusutensHo 198 n. P@pakuus
CHUTAIIMITHHA, CBA3LIBAIOLIASACA C IUIA3MEHHbIMHU O€JIKaMH, OTHOCUTENLHO HU3KA U COCTABJISET
38%.

Memabonusm

[Mpubnusurensho 79% cuTarnunTUHA BHIBOJUTCS B HEM3MEHEHHOM BMAE IOYKAMMU.
Metabonuzupyercs NIk HE3HAYUTENLHAS YACTH HOCTYNMBLIETO B OPraHU3M npenapara.

Iocne pBenenus *C-MedeHHOro CHTANIMIITHHA BHYTPS IPUGIH3HTENBHO 16% paJMoaKTUBHOTO
CHTAIVIUNTHHA BEIBOJWIOCH B BUJIE €ro MeTabouToR. Byt o6Hapy xeHbl cﬁenm 6 MeTaboIUTOB
CUTArIUNTUHA, BepoaTHO He obnagaomue JIIII-4-uHrubupyroweid akTMBHOCTHIO. B
MCCeJIOBaHUSIX i Vitro 6bL10 BHISBIEHO, YTO NIEPBUYHBIMU M30(EPMEHTAMY, YHACTBYIOILUMH B
OTPaHMYEHHOM MeTaboIH3Me cUTarIunTuHa, seismorcss CYP3A4 u CYP2CS.

Buigeoenue

COOTBETCTBYET 2KCI EH:'—H HOMY OTYETY
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(Bxogawmi M3 N24252415)

Hocne BBegeHHs !“C-MedeHHOTO — CHTAITMNTMHA _ BHYTDh  3JOPOBBIM JODPOBOABIAM
npubmusurensyo 100% BBeneHHOro cuTarnunTUHA BhIBOAMNOCH: 13% uepes kuueynuk, 87%
[oYKaMy — B TeYeHHe OJHOM Helenu mnocie mnpuema npenapara. Cpeaunuilt nepuop
[OJTyBBIBEACHHSA CUTAIIMNTHHA IIPH NepopanbHoM IpueMe 100 Mr coctaBiseT IpHOIIH3HTENLHO
12,4 qaca; no4e4HHIN KIIMPEHC COCTABIACT NPUOIM3HTENLHO 350 Mi/MuH.

BriBenenue cuTarnunTMHa OCYLUECTBISETCS [EPBUYHO IIyT€M DKCKPELMM IIOYKAMH IO
MEXaHU3My aKTHBHOH KaHaIbIeBOM cekpelnd. CHTarIMNTHH SABIAETCS CyOCTpaToM JUIf
TPaHCIIOpTepa OpraHUIeCKHX aHHOHOB 4enoBeka Tperhero tuma (hOAT-3), koTopEIi ¥ MOXeET
ObITH BOBNIEYEH B IPOLECC BBIBEACHUA CUTALIMOTUHA noukamu. KiMHUYECKM BOBJEUEHHOCThH
hOAT-3 B TpaHCOPT CUTAITUIITHHA He U3yuanack. CUTAITIMOTUH TaKKe SBIAETC Cy6CTpaToM
P-IIHKONPOTENHA, KOTOPHIA TakKe MOXKET YYaCTBOBAThH B IIPOLECCE BHIBEACHHS CHTATIMIITHHA
noyxamu. OJHaKO IHKIOCIOPHH, SBJLIFOIIMHACA HHIMOMTOPOM pP-TJIMKOIPOTEHHA, He YMEHBINAN
NOYE4HbIH KIIUPEHC CUTATIUIITUHA.

DapMaKOKUHEMUKA Y OMOEILHIX ZDYHAN RAUUECHINOE

Iayuenmur ¢ noueynoii nedocmamounocmvio

OTKpHITOE HCCIEfOBAaHHWE CHTAINMITHHA B J03¢ 50 MI B CyTKH OBUIO NPOBEHNEHO € IENBLIO
M3y4eHus ero (apMaKkOKMHETUKM y NALUEHTOB € Pa3/iM4HON CTENEHbI0 TSHKECTH XPOHUYECKOro
HapyiieHus GyHKUMH OYeK B CPABHEHUM C KOHTPOJIBHON IPYNNo# 340poBbIX J06poBonbLes. B
HCCIIENIOBaHYE OBUIM BKJIIOYCHBI [TALMEHTH] ¢ HapyIeHUAMH $YHKIMH OUeK JIETKOH, cpeaHel 1
TAKEIIOH CTETIEHM TSDKECTH, @ TAKKe MAI[UeHTHl ¢ TEPMIHAIBHOU cTafueil XpOHHUeCKOo 601311
noyex (XbII), nyxparomuecs B auanuze. Kpome Toro, BnusHue HapylueHus QyHKIUMU TIOHYEK HA
¢apmMaKOKHUHETHKY CUTAITIMOTHHA y NALMEHTOB C CaXxapHbIM AuabeToM 2 TMNA W HApYIUEHUEM
GyHKIMM MOYeK JIerKoH, cpelHeld WM TSOKENON CTeNeHM TDKECTH (BKIOYAs TEPMHHAIbHYIO
cragmo XbBII) onenmBanmu ¢ HCHONB30BaHMEM MOMYIAUUOHHBIX (HapMAKOKMHETHIECKHX
aHaNu30B.

Vpenuuenue nnasmensoii AUC curarnuntuna npuGnuzutensHo B 1,2 u 1,6 pas no cpaBHEHHIO ¢
KOHTPOJIbHOM TPYNIIOH OTMEHalloCh y MAIlHEHTOB C IT0YEYHOM HEZOCTATOYHOCTHIO JICTKOM
crenenn Taoxectd (CK® ot >60 muv/mun/1,73 M 1o <90 mn/mue/1,73 M?) M y TaLMeHTOB ¢
NOYeHHOH HENOCTATOYHOCTHIO cpearedl creneHu Txect (CK® or >45 ma/mun/1,73 M 10
<60 mn/mun/1,73 M%), COOTBETCTBEHHO. Ilockonbky yBenuueHue 3TOM BENMYMHBLI HE SABISETCS
KINHHYECKY 3HAYMMEIM, KOPPEKTHPOBKAa JO3H Yy OSTHX [aMeHTOB He Tpebyercs.
[lpubnmzutensHo AByKpaTHOE yBeqMueHHe IU1asMeHHOH AUC CHUTArTMNTHHA OTMEYAloch Y
NalMeHTOB € II0YEYHOM HENOCTATOMHOCThIO cpenHedi crenedu Twxectw (CK®  or
>30 mn/mun/1,73 M* go <60 mn/mun/1,73 M%) 1 npuGnU3UTENLHO YETBLIPEXKPATHOE Y MaleHTOB
C TOYEYHON HEJOCTaTOYHOCTRIO TKeNoH cremeHu Tspkect (CK® <30 mn/vun/1,73 M),

BIUIIOYAs MalMEHTOR ¢ TCpMUHAIBHON ctagnei XBI1, Hyxnaromuxcsa B quanuse. CUTArIMITHH B
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COOTBETCTBY

HE3HAYHMTEIFHOM KOJIMYECTBE YAASIICA BO Bpe
BBEJIGHHOM /10361 GbLIO BbIBEJEHO U3 oprasusma B TeyeHue 3—4 4acoBOro ceaHca auaNu3a,
Hayaroro 4epes 4 uyaca nocne BBEAEHUA IpenapaTa. Takum 00pasoM, Mjid JOCTHXEHMA
TEPANICBTHYECKOH KOHLEHTPALMM CHTATIMOTHHA B IUIa3Me KpOBH (CXOJHOH C TaKoBO#l y
HallHeHTOB C HOpManbHOH ¢yHKIme# mouex) y mammentoB ¢ CK® <45 mi/mun/1,73 m?
peKoMeHI0BaHbl Gonee Hu3KMe 03b1 (cM. pasaen «Crnoco6 npuMeHeHUs U J03b1»).

Ilayuenmoi ¢ neyeHouHOT HEOOCMAMOYHOCMIBIO

Y ManueHToB ¢ NIeYeHOYHOH HEJOCTATOYHOCTRIO CpefHel cTenenu TkecTH (7—9 Gasios mo
uikane Yaina-IIeto) cpennsis AUC u Cpax cHUTarUMNTHHA OpyY 0HOKpaTHOM npueme 100 mr
YBEJIMHUBAIOTCA Npubu3uTenbHo Ha 21% u 13%, coOTBETCTBEHHO, B CPAaBHEHMMU C
KOHTpPONBHO# TPYIIIOif 3H0POBEIX [0OpoBobLeB. TakuM 06pa3zoM, KOppeKIUHM 1036l IpenapaTa
Kcenepns® npu napymenusax GyHKIuK IeUeHH JeTKOH ¥ CpeIHeil CTETIeHH TSHKECTH He
TpebyeTcs.

Her knuHuueckux AaHHBIX O NPUMEHEHUW CUTACTMOTMHA Y IMALUMEHTOB C MEHEHO4HOMN
HeIOCTaTOYHOCTHIO TSDKEIION cTerieHu TsokecTH (6osee 9 H6ajutoB 1o mkane Yaitna-IIs0). Oxnako
BCJIEACTBHE TOIO, YTO CHTAlJUNTHH IEPBHYHO BBIBOJUTCA IOYKAMH, HE CIEAYET OXKHAATH
3Ha4YUMOrO M3MEHeHUs (apMaKOKMHETMKM CMTAIMOTHHA Y M[AUMEHTOR C IIEYEHOYHOM
HEJOCTATOYHOCTHIO TSDKENON CTENeHH TSKECTH.

Ilosscunvie nayuenmuol

Bospact  mammeHTOB  He  OKasplBan = KIMHHYECKHM  3HAYMMOro  BO3JEHCTBHA  Ha
bapmMaKOKMHETHYECKUE NapaMeTpbl cUTarmunTiHa. 110 cpaBHeHUIO ¢ MOJIOABIMY MALIMEHTAMH, Y
NOXKUIILIX NaUMeHToB (65-80 neT) KoHUEHTpalus cUTarnUnTHA NpubnuzurensHo Ha 19% Boiwue.
Koppeknuu 1035l npenapara B 3aBHCHMOCTH OT BO3pacTa He TpeOyeTcs.

Hemu 1 nodpocmru 00 18 nem

dapmakoKkuHETUKa cuTarnunTuHa (onHokparHas jgosza 50 mr, 100 mr uam 200 mr) 6bna
uccnefopaHa y jaerel (B Bospacte ot 10 no 17 ner) c caxapHbiM auaberom 2 tuma. B sroii
NOMYJIALMH CKOPPEKTHPOBaHHas 1Mo Jo3e AUC cutarimunTiHa B Iia3Me Obuia mpHMepHo Ha 18%
HIDKE 10 CPRBHEHHMIO CO B3pOCIIBIMM ITALHEHTaMH ¢ CaXapHEIM AuabeToM 2 TUTIA IIPH IIpUeMe 0351
100 mr. DTo He cumTaeTCs KIMHMYECKH 3HAYMMBIM DPA3jiMMUEM, OCHOBAHHLIM HA IJIOCKOM
cootHouenun OK/PJT mesxny nosamu 50 mr u 100 mr y B3pocsix.

Wccnenopanmii ¢ npuMeHeHHEM CUTAlVIMIITHHA Y AeTelt Muaame 10 JieT He IpoBOAMIOCE.

IToxazaHus K IpUMeHEeHHIO
MonoTepanus
Ipenapar KceneBns® mnoxasaH Kkak HONOJHEHME K AWeTe M (H3MUECKHAM HArpy3KaM UL

YIIy4IICHHS ITUKEMUYECKOr0 KOHTPOJIS Y MAIIHeHTOR ¢ CaXapHbIM JUabeToM 2 THIA.



COOTBETCTBYET 3K(
ot 11.11( ,
(Bxogawmit M3 N24252415)

Kom6nnupopannas Tepanus
Kombunuposanue c memgpopmuriom

Ipenapar Kcenepus®

B KoMOMHauuu ¢ MET(QOPMMHOM [OKa3aH HAUMEHTaM C CaxapHbM
A¥abeToM 2 THIIA [JIs YTy JIIeHHS ITMKEMIYECKOro KOHTPOJIS B KAYeCTBE CTAPTOBOH TEPaIHH WK
KOIZa aueTa H QU3HIecKas Harpy3ka B COYETAHHM C MOHOTEpamuel OJHNM M3 MEPEIHCIeHHEIX
[penaparos HE MPUBOJAT K a6KBATHOMY [MIMKEMUYECKOMY KOHTPOIIO.

Kombunuposanue c npou3soonvimMu CyavhoHUnMouesunbl

[Ipemapar Kcenepus® B KoMOMHALMM C IpPOM3BOJHEIMH CYIb(DOHWIMOYEBHHH ITOKa3aH
NalMeHTaM C CaxapHbiM AuaberoMm 2 TMDA JJi Yly4lU€HUs [JIMKeMU4ECKOr0 KOHTpOJIs, KOrja
Auerta 1 (Gu3KuecKas Harpy3ka B COYETaHMM C MOHOTepanuedl OAHMM M3 NEPEeUMCIIEHHBIX
IpenapaToB HE NPHBOIAT K aCKBaTHOMY INIUKEMHYIECKOMY KOHTPOJIO.

Kombunupoeanue c azonucmamu PPAR-y

IIpenapar Kcenepus® B xomMOuHAUMM C aroHMCTaMu PPAR-y (TuazonuauHauoOHaMK) MoKasaH
[AlMeHTaM C CaXapHbIM AuaberoM 2 TUNa A4 yJydlleHus CIMKeMHUYECKOro KOHTPOSs, Koraa
aveTa W ¢uspdeckas Harpy3ka B COYETaHMH C MOHOTEpalHedl OJHMM H3 IIEPEUHCIIEHHBIX
IIpeapaToB He IPUBOIAT K aJeKBaTHOMY INIMKEMHYECKOMY KOHTPOJIIO.

Kombunuposanue c MempopmuHom u npouzeo0HbIMU CY1bHOHUNMOYEGUHDI

Mpenapar Keenepus®

B KOMOMHaLMK ¢ METGOPMUHOM U NPOU3BOAHBIMU CY/bPOHUIMOYEBUHEL
NIOKa3aH IalMenTaM C caXapHBIM JuabeToM 2 THIA JIS YIIYHDICHUS IIIMKEMUAYSCKOro KOHTPOIS,
Korja jeTa U (H3uyecKas Harpyska B COYCTaHHM C Tepamuedl ABYMs W3 IEPEUHCIICHHBIX
[penapaToB He NPUBOAAT K a[ieKBaTHOMY TNIMKEMMHECKOMY KOHTPOJIIO.

Kombunuposanue c memgpopmunom u azonucmamu PPAR-y

Ilpemapatr Kceneens® B koMbumammu ¢ MerdopmMmHoM ¥ aroHmctamMua  PPAR-y
(THa30MONHANOHAMH) IOKa3aH MAalUHEeHTaM ¢ caxXapHeIM auabeToM 2 THNA IS YIIyYIUIEHUS
FNIMKEMUHECKOrO KOHTPOS, KOra JueTa 1 pu3nyecKas Harpys3ka B COUETAHUHU C TEpanuel JByMs
U3 NEPEYMCIIEHHBIX PENapaToR He NPUBOJAT K aJEKBATHOMY INIMKEMUUECKOMY KOHTPOJILO.
Komdunupoearnue c uHcynunom

[Ipenapar Kcenerus® noxazan nanpeHTaM ¢ caXapHBIM AHa0eToM 2 THIIA B KAYeCTBE JOMOTHEHHMSI
K uHCynuHy (¢ unm 6e3 merdopmMuHA) B TeX ClydasX, Korja auera, U3UHecKue HArpysKkd u

cTabunpHasg A03a UHCYJINHA HE NIPUBOJAT K aI€KBATHOMY INIMKEMUA4YECKOMY KOHTPOJIKO.

IIpoTuBonOKazaHns

- FUNEPYYBCTBUTENILHOCTL K CHTArNIMIITUHY W/MAM K MOOGOMY H3 BCIIOMOIaTeNbHBIX
BELIIECTB;

- 0epEeMEHHOCTB, IIEPUOJ IPY/IHOTO BCKAPMIIMBAHH;

- caxapHbIit quabet 1 THIa;
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(Bxogawmit M3 N24252415)

- IrabeTHYecKuil KeToarunos;
- Bo3pact A0 18 net (nockonrky 3dexTHBHOCTL 1 630N1aCHOCTH PUMEHEHMS NPenapaTa

y JieTel 1 noapocTKOB A0 18 net He Gbuin NoATBEPKAEHbL).

C 0CcTOPOXHOCTHIO

Hapymenne ¢pynxknuu nouex

OcCHOBHOH IIyTh BBRIBEJEHHA CHTAIVIHITHHA K3 OpraHM3Ma— IoYeqHas SKCKpelws. Jlua
HOCTIDKCHHS TAKMX )K€ IUIa3MEHHEIX KOHLCHTPAINH, KaK U Y TALHEHTOB ¢ HOpMaNbHOM G yHKIeH
nouek, nauvenram ¢ CK® <45 mn/mun/1,73 M?, a Taioke nayueHtam ¢ TEpPMUHANBHON cTaaueit
XBbII, Tpebywoweil remoauanuza Wy NEPUTOHEANBHOro Auanuza, TpebyeTcs MNPOBOAUTE
KOPPEKIMIO (CHIDKEHHE) 035l CHTAIAITHHA (CM. pazgen «Croco® DNpUMeHeHHT M [TO3HL
[lanueHTE! ¢ MOYeuHOH HEAOCTATOYHOCTERION).

IIankpeaTur

Cwm. pazgen «Ocobsle ykazanus. ITankpeaTur.

Ilpumenenne Bo Bpems 6epeMEHHOCTH H B IIEPHO/] IPYAHOI0 BCKAPMIIHBAHHS
bepemeHHoCTD

KonTpoaupyempix KNUHUYECKHUX UccenoBaHui 3QdeKTUBHOCTH 1 6E30NaCHOCTH CUTAr/IMOTUHA
y 6epeMeHHEIX HE IIPOBOJAMIOCE.

Ipnmenerne npenapara Keenepua® B nepuos 6epeMeHHOCTH IPOTHBONIOKA32HO.

Tlepuon rpyaHOro BCKApMIAMBAHNS

HaHHle O IIPOHMKHOBCHHUN CHUTACJIMIITUHA B I'PYAHOE MOJIOKO YE€JIOBEKa HET. HPHMCHeHI/lC

npenaparta Kceneens® B mepuos rpyaHOro BCKapMIIHBaHUS HPOTHBOIIOKA3AHO.

Cnocob npuMeHeHHs M 10361

IIpunnMaoT BHYTpS.

PexomenayeMast fo3a npenapara Kceneusa® cocragmaer 100 mr 1 pas B CyTKu BHYTph B Ka4ecTBe
MOHOTEPANNH, UK B KOMOMHAIMY ¢ METGOPMUHOM, U MIPOU3BOJHEIMHE CYJIb()OHHIMOYEBHHEL,
uny arouucramu PPAR-y (Tuasonuaunavonamu), uny uHcynuHoMm (¢ unu Ge3 metdopmuna),
1160 B KoMOUHALWY ¢ METOPMUHOM ¥ IPOUZBOAHBIM CY/b(HOHUIMOUEBUHbI, U METGOPMHUHOM
u aroHucTaMu PPAR-y.

[penapat Kcenepns® MoxeT IPUHAMATHCA HE3ABUCHMO OT IpHEMa TIHIIH. PexcuM mo3upoBanus
MeT(GOPMHHA, MPOU3BOAHBIX CYJb(POHUIMOYEBUHEl M ATOHUCTOB IPPAR-fy JOIDKEH 1noaduparTscs
HCXO/15l U3 PEKOMEHJOBAHHbIX 103 ITsl 3THX JIEKAPCTBEHHBIX CPE/ICTB.

[lpu xomGunMpoBanuH mpemnapara Kcenerus® ¢ NpOM3BOAHEIME CYIh(GOHHIMOYEBUHEL HIH C

HHCYJIMHOM TpPaJULMOHHO DPEKOMEHAYEMYIO 03y MPOHU3BOJHOTO CYIB()OHIIMOYEBHHE WK
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(Bxomauyi M3 Ned2 52415)

HHCYNHHA 1e7leco00pa3HO  YMEHBIINTH T cynbGoH-
HHAYUMPOBAHHON MM MHCYIMH-UHAYUMPOBaHHON runornukemud (cM. pasgen «OcoGble
yKazanus. 'unoriukeMus»).

B ciydae ecnm mampeHT MpomycTH IpueM mperapara Kcenesusa®, mpemapar JlOJDKEH OBITh
HPHHAT KaK MOXHO OBICTpee IIocie TOro, Kak NMAalMeHT BCIOMHUT O IpOIYINEHHOM IpHeMe
npenapara.

HepmomycTyim mpuéM fBoiHoOM 10351 ipenapata Kcenepns® B ofHH ¥ TOT ke eHS.

IIpuMeHeHMe Y NANHEHTOB B 0COOBIX KIHHHYECKHX IPynnax

IIanueHTHI € MOYEYHOM HEJOCTATOYHOCTHEO

BBuay Heo0X0QUMOCTH KOPpPEKUMH [O3bl MALMEHTaM C [OYEHYHOW HEeJOCTATOYHOCTHIO
PEKOMEH/IyeTCS NpPOBOJUTH OLECHKY (YHKIMH IMOYeK A0 Hadala JICUCHHS CHUTArJIAITHHOM H
[IEPHOJUYECKH B IIPOLIECCE JICUSHHUA.

MMauuenram ¢ noueyHoOH HEJOCTATOUHOCTHIO NErKOW CTENEHM TKECTH (pacueTHash CKOPOCTh
xiy6oukopoit punsrpaun (CK®) ot >60 mn/mun/1,73 M? no <90 ma/mun/1,73 M2,) KOppeKuuu
mo3sl npenapara Kcenesus® ne Tpebyercs.

Jna nanueHtoB ¢ HapymeHweM (yHkium nodek cpepsedl cremeHH TskectH (eGFR ot
>45 mn/mun/1,73 M? po <60 ma/mun/1,73 M%) Koppekuun o3l npenapafa Kcenesus® ue
Tpebyercs.

VY mauyeHToR ¢ MOYeYHOH HEIOCTATOYHOCTHIO CpeqHel CTeNeHH TSKECTH B okaszareiamu CKO
oT >30 miw/mun/1,73 M? mo <45 mur/Mun/1,73 M? 1032 CUTATIMIOTHHA JIOJDKHA COCTaBJIATH 50 M
1pa3 B CcyTkM; y NaUMEHTOB € MOYEYHOW HENOCTATOMHOCTHIO TsKenoil crenenn (CK®
>15 mi/mun/1,73 M* po <30 Ma/mun/1,73 M?) MM TepMMHANBHOM CTajuell XPOHMYECKO
noyeuHoi Hegoctatounoctd (CK® <15 m/mur/1,73 m?), HY>KIAIONIUXCS B reMOJUalIN3e YN
IICpPUTOHEANIBHOM JUATIHN3€, 1038 CUTATIMITHHA JOJDKHA COCTABIATE 25 Mr 1 pa3 B cyTKH. B cesizn
C OTCYTCTBUEM pHUCKM Ha Tabnetke npenapara Kcenesus® m HeBO3MOXHOCTBIO obecreueHus
YKa3aHHOTO PEXMMA [JO3UPOBaHUs CHTArMITHHA, CHTAINMNTUH B mpenapate Kcenesua® ue
JOJDKEH NPUMEHATECS Y 9THX [TAUEeHTOB. MoryT OBITh pacCMOTpPEHEI JIEKAPCTBEHHEIE IIPEeTIapaThl
CHTaIJIMITHHA JPYTUX IPOU3BOAUTEINCH B COOTBETCTRYIOIIMX JO3UPOBKAX.

HanneHTsl ¢ MeYEHOUHOM HEJOCTATOYHOCTHIO

He Ttpebyercs xoppexuuu pno3sl npenapata Keenesus® y nauyMeHToB ¢ MeveHOYHON
HEJOCTATOYHOCTBIO JIETKOH H CpefHell cTeneHW TsDKeCTU. [lpemapar He HCCIEHOBANCA Y
DAlHMEHTOB ¢ NIEYEHOYHOH HEOCTATOYHOCTHIO TSLKENION CTEIIEHH TSOKECTH.

IoxxHble HanmeHThl

He Tpebyercs xoppexuuu 10361 npenapara Kcenepua® y noxuneIx nauueHTos.

Y pereii H NOAPOCTKOR B Bo3pacTe A0 18 ner

Ipenapar Kcenerus® He crefyeT mpuMeHATh IeTAM M IOAPOCTKAaM B Boapacte oT 10 go 17 mer
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ot 11.10.20
(Pxonauug |

H3-3a HEOCTATOYHOM 5 dekTUBHOCTH TIperapal

Bo3pacte Ao 10 ner.

ITo6ognoE HeiicTBHE

Ob630p npopuna bezonacnocmu

Coo01anock 0 Cepbe3HbIX HEXENAaTeNbHbIX peakuusaX, BKJIIOHABLIMX HAHKPEaTUT M peaxiuu
TUTIEPYyBCTBHTEMEHOCTH. [ HIIOTTHKEMIIO PErHCTPUPOBAIHA TIPH IIPHEME HpPeTIapaTa B COYeTAHUM
¢ cynsdorunmoveBuno (4,7%-13,8%) u uacyaunoM (9,6%) (cm. pas,z:[eh «OcoObIe yKazaHHs»).
Tabnuya HexcenamenbHvIX peaKyuii

HexenarensHele peakuuy nepeuncnersl Hwke (Tabnuua 1) no cucteMHo-opraHHbIM Kjlaccam U
gacroTe. YacToTH omnpeaeneHs! Kak: o4enb dacto (>1/10); wacrto (=1/100 - <1/10); nedacto
(=1/1000 - <1/100); penxo (=1/10000- <1/1000); ouens pemxo (<1/10000) m uactoTa He
yCTaHOBJIeHA (Heb3s YCTAHOBUTH Ha OCHOBAHUM JIOCTYIHbIX JAHHbIX).

Tabnuua 1. YacToTa HexenaTenbHblX pPeakiUil, BbUIBJICHHBIX B IL1ale00-KOHTPOIMPYEMBIX
KIMHAYECKHX HMCCIIE[OBAHUAX CUTATJIUNTHHA B MOHOTEPANMM M IPU IOCTPETHCTPALIHOHHOM

HabIoIeHAMN.

HezkenateabHasi peakiusi | Yacrora nexenarensnoii peaKIuu
Hapymenus co cTOpoOHbI KPOBH H '
JHMQPATHYIECKOH CHCTEMbI

TPOMOOLIMTONEHUS | Penko

HapyuieHusi co cTOpoOHbI HMMYHHOM CHCTEMBI

PeaKUMy rUNepHyBCTBUTENBHOCTH, B TOM
uncne aHapunaxcus !

Hapyumenus co cropoHbl 00MeHAa BelECTE H NHTANHS

YacToTa He ycTaHOBIEHA

runornukemus’ Yacro
HapyumieHnns: ¢o cTOpoHbI HEPBHOH CHCTEMEI

rojosHas 6o.b Yacto
TOJIOBOKPY2KEHUE Heuacto

Hapymennsi co cTOPOHBI JbIXATEIHLHON CHCTEMBI, OPraHOB IPYAHON KIETKH H
CpeoCTeHusl

MHTEPCTUILHAILHOE 3a00IeBaHNe JITKHX YacToTa He YCTaHOBJICHA
Hapymenus co cTopoHbI KeJIyJ0YHO-KHIIIEYHOro TPAKTa

3anop Heuacto

pBoTa’ YacToTa He YCTaHOBNEHA
OCTpbI nankpeaTuT * YacToTa He yCTaHOBNEHA
daransHbiii 1 HedaTanbHbIT

reMoppaqufcxnﬁ H HEKPOTHYECKHH YacToTa He ycTaHOB/IEHA

HAHKPEaTHT '
Hapyuennsi co CTOPOHBI KOKY M NOJKOXKHBIX TKaHei
*

3y4 Hewacto

AHCMOHEBPOTMHYECKMA OTeK ! YacToTa He YCTAHOBNIEHA
CHIIE T YacToTa He YCTAaHOBJCHA
KpanuBHHIA ! YacToTa He YCTAaHOBJICHA
KOXKHBIH BacKymuT ' YacToTa He YCTaHOBJICHA
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TR T = FTI7
HexenatenpHas peakius |____YacroTad HexKenaTeILHOH peaKIuu
SKcoMaTUBHEIE 3a00JICBaHUS KOXH,

"t YacToTa HEe yCTaHOBEHA

pmoyas cuaapoM CtuseHca-J/[KOHCOHA *
6ynnesusiii nempurons. YacToTa He ycTaHOBIEeHa
HapymeHust co CTOPOHBI CKENETHO-MBIIIEYHOH H COEJHHATENBHON TKAHH
apTpanrus’ YacToTa HE YCTaHOBJeHa
MHUAITHA YacToTa HEe YCTAaHOBJICHA
6016 B CIIMHE YacToTa He YCTaHOBJICHA
apTpONaTusi. YacToTa HE YCTaHOBJICHA
HapyumeHnusi co CTOpoHbI HOYEK H MOYEBBIBOAANINX My Teil :
HapyLuenve GyHKuum noyex” YacToTa He YCTaHOBJEHa
OCTpast 0YEYHas HEAOCTATOYHOCTD YacToTa He yCTaHOBJEHA

*HexenarenbHble peakluy 6bL14 BbIABIEHB! B X0J€ NOCTPErMCTPALMOHHOIO Ha6mo)1emm.

TCm. pasgen «OcoBrle yKazanusy.

 Cm. mrdopmamio o Hccrenoparmro cepaeaHo-cocyqHeT ok 6esomacaoct u TECOS awke.
Onucanue omoenbHbIX HeHceNamenbHuIX peaKkyuil
IlomMEMO CBA3aHHBIX C [perapaToM HEXENATeNBHBIX peakiui, ONHCAHHBIX BHILIE,
HeXeNaTeNbHbIe PeaKiiuy PerucTPUPOBAIY HE3aBUCUMO OT HallMuMs CBS3Y C NPENapaToM, eciiy
OHM pa3BUBaNUCh KaKk MUHUMYM Yy 5% u Gonee nayueHTOB, MOJMy4YaBLUMX CUTATNUNITHH, B TOM
yycne nHQEeKLMY BEPXHUX AbIXaTeNbHbIX IyTel U Hazohapuurut. HexenarenbHbiMuU peakiuamu,
MOAJIEXKABIIMMY  PETHCTPAalldM  AOIIOJHUTEIPHO, BHE 3aBHCHMOCTH OT HAlM4HA CRI3HU C
npenapaToM, OBUIM peakUWH, KOTOpHIe Yalle pasBHBAIKCE Yy IIAlIUEHTOB, OJy4aBIIMX
CHTalIUNTHH (YacToTa He AocTHrana ypoBHA 5%, Ho Opina Gonee yeM Ha 0,5% BEIie B rpymmiax
CHUTArJMITHHA [10 CPABHEHUIO C KOHTPOJIbHON IPYNIOi); OHY BKIIOYAIM OCTE0apTpo3 u Gonb B
KOHEYHOCTSIX.
HexoTtopele HexesaTenpHEIE peakiMM pPEerHCTPHPOBANINCH Yamle B UCCIEJOBaHUAX C
KOMOMHMPOBaHHEIM IIPUMEHEHHEM CHUTAITUIITHHA M APYTHX [UIONIHKEMUYECKHX NPEIapaToB,
HEXEJM B HCCIEA0BAHMAX MOHOTEpanmuM CUTArAMOTUHOM. OHM BKIIIOHANM [UIIOTIIMKEMUIO.
(4acToTa: 04€Hb YACTO B KOMOMHALMY C IPOU3BOJHAIMU CYIIbPOHUAMOUEBUHbI U METPOPMUHOM),
rpun (Jacto Ha (hoHe npHeMa HHCYIHHA (¢ MET(hOPMHHOM K 0e3 Hero)), TOIIHOTA K pBOTa (JacTo
B KOMOMHaImMH ¢ MeT(hOpMHHOM), B3OYTHE JXHBOTa (YaCTO NpPH NPUMEHEHHH BMECTE C
METQOPMHMHOM MJIM MNMOIIMTa30HOM), 3amop (4acTo NpPU I[PUMEHEHMM B COYETAHUM C
[POU3BOJAHBIMU CYyb(GOHMIMOYEBUHL U MeTQOopMUHOM), nepudepuyecKue OTeKH (4acTo mpu
IPAMCHEHHH B COYETAHMH C IIMOTIMTa30HOM MM KOMOHHAIMEeH IHOTIUTa30Ha 1 MeT(OPMHHA),
COHJIHBOCTE M AHMapes (He4acTo NpU KOMOMHAIHMHU ¢ METGOPMUHOM), H CYXOCTh BO PTY (HEJacTo
npu xomOuHauuy ¢ uHcynuHoM (¢ MeThopmunom u Ges Hero)).
Hccrenopanue 110 OLeHKe CEPAETHO-COCYAHCT OH Ge30acHOCT H cuT armunt HHa (TECOS)
B nccnenosanme 1o oneHke cepaeqHo-cocyqucTol 6e3onmacHocty cutarmunruna (TECOS) 6xu10
BKJIFOYEHO 7332 NauyeHTa, KOTOphIe IPUHUMaH cuTariunTid 100 mMr B nexs (wiu 50 Mr B JcHS,

€C1 MCXOJHbIH N0Ka3aTeNb PacYETHOM ckopocTH Ki1y6oukosoit hunstpauun (CKD) 6bi1 >30 n
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<50 mi/mus/1,73 M%), u 7339 maryeHToB, mp

NaLMeHTOB, KOTOphIM Obuno HasHayeHo nedenue (“intention-to-treat”). Mccnenyemelii npenapar

(curarnunTuy vy nanedo) nobaBmancs K CTaHAAPTHOM Tepamuu COrMAacHO CYLUECTBYIOLIMM

HAaMOHAIBHBIM CTaHZAapTaM Mo BEIOOpY ILiesieBoro ypoBHA HbAic M koHTpomo cepaedHo-
COCYOUCTEX (akTopoB pucka. OOmas 4acToTa BOSHHKHOBEHMS CEPHE3HBIX HEKEIaTelbHBIX
peakuuii y NalMeHTOB, NPMHUMABLUMX CHTArJIMOTHH, ObUla Takod e, Kak y NalMeHTOB,
[PUHMMABIOHX IUTANe6o.

B momymsnuy nanpeHToB, KOTOPEIM GBUTO HasHadeHo Jiedenue (“intention-to-treat”), cpenu Tex,
KTO HCXOAHO I10Jiy4an uucynymOTepanmo ld/lfll'[l/l npenapaTbl Cynb(i)OHldJ'lMO‘-leBl/lel, HacToTa
BO3HUMKHOBEHMS 3MM30/10B TsLKENON IMIOrIMKeMun coctasuna 2,7% y nayueHToB, IPUHUMAaBLUMX
CHUTAIJIUITUH, ¥ 2,5% y NmalueHToB, NpMHUMAaBIMX IUtaneto. Cpenu MALMEHTOB, HCXOIXHO HE
[TOJy4aBIIMX HHCYJIMH H/WIM IXpernaparsl CyIs(QOHHIMOYEBUHEI, YacTOTa BO3IHUKHOBEHMS
SMHM30/10B TsXKEN0# runornuxemuy cocrasuna 1,0% y nanueHToB, IpuHUMaBIIMX CUTATTIMITUH,
u 0,7% y nauueHroB, npuHuMaBMx nnaue6o. YacTora BO3HUKHOBEHMSA NOATBEPXKAECHHBIX
SKCIIEPTU30H ClTyyacB naHKpeaTHTa coctapwia 0,3% y nmaupeHToB, HPHHUMABIIAX CHTATTTUIITHH,

1 0,2% y manyeHToB, NpHHAMABIINX IDT1aneoo.

Ilepeno3uporka

Bo Bpems KIMHHYECKHMX MCCIEIOBaHHH Ha 3J0POBEIX JOOpOBOJIBLAX pa3oBas jmo3a 800 mr
CHTAIJIANTHHA B IIEJIOM XOPOIIO TepeHoCHIach. MuHNMasbHEIe H3MeHeHmst uaTepeaia QTc, He
CUMTAIOIMECS KIMHUYECKH 3HAYMMBIMU, OTMEYalUCh B OJHOM U3 MCCIIE[0BaHMIi CUTATTMOTIHA
B no3e 800 mr B cyrku. Jloza cBbie 800 Mr B CyTKM y JIIO/IEH HE U3y4anach.

B [ daze xiMHWYECKMX HCCIESOOBAHMMA MHOTOKpPATHOTO IpHeMa KaKMX-JTUOO CBA3aHHBIX C
JIeUeHHEM CUTAIMITUHOM HeXeTaTeIbHBIX peakLifii IIpH [IpUeMe Ipernapara B CyTOYHOH’ 03¢ 10
400 mr Ha npoTskeHuy 28 qHed He OTMeYasu.

B cnyuae nepeno3upoBky HEOOXOAMMO HayaTh CTAHAAPTHbIE NMOAJEPIKMBAIOLIKME MEPOTNIPUATHS:
yAaneHue HeabcopOHUPOBAHHOTO Ipenapara U3 XelyHOUHO-KHIIEYHOro TPaKTa, OCYINECTBICHHE
MOHUTOPHPOBaHMA IIOKa3aTejlel KU3HeAesaATeNbHOCTH, Bmodas OKI', a Takke HasHadeHME
NOAJEP)KUBAIOLLCH TEpPAanuy, eciy TpedyeTcs.

Curtarnuntud cnabo auanusupyercs. B wimHuueckux wucciemoBaHusx Tojibko 13,5% moswl
YHAIAIOCh U3 OpraHu3Ma B TeUeHHE 3—4 4acoBOro ceaHca guajinza. [IpoloHrupoBaHHEIM AUaTH3
MOXeT HasHayarhCs B Clyuae KIMHAYECKOH HeoOXOJMMOCTH. JIaHHEIX 06 3(QeKTHBHOCTH

NEPATOHECANILHOIO Aualy3a CUTArliurTuHa HET.

Bsaumoneﬁcrnne € IpYrumMu JIeKapCTBeHHBIMHU CpeACTBaAMH

B unccnegopanuax oo B3aHUMOACHCTRHIO C APYTHMH JIEKAapCTBCHHBIMU CPpCACTBaMH CUTAIJIUIITHH
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<
{ B TRETA

(Bxopgawmid M3 N=4252415)
He OKa3hIBaJl KIMHUYECKH 3HauuMoro 3¢ dexra

MeTGOpPMHUHA, POCUINUTA30HA, [NUOEHKIaMMla, CUMBACTAaTHHA, BapdapuHa, NEPOPalbHbIX
KoHTpauenTusos. OCHOBBIBAsACH HAa 3TUX JAHHBIX, CUTANIMOTHH HE MHMUOMPYET u30(epMEHTHL
CYP3A4, 2C8 mu 2C9. OCHOBEIBasCH HA JaHHBIX in Vilro, CUTATJIHITHH TaloKe He HHTHOUpyeT
nzodepments: CYP2D6, 1A2, 2C19 u 2B6 u ve napyuupyet modepmeHT CYP3A4.
MHorokpaTHelii npuem MerdopMUHa B KOMOMHALMM C CUTArJMOTMHOM HE OKa3blBaj
CYIIECTBEHHOrO BIMSAHMS Ha (papMaKOKHHETUYECKHE IapaMeTphl CUTarIMITHHA Y NAlUEHTOB C
caxapHBIM AuabeToM 2 THIa.

ITo paHHBIM 0OOYJAUMOHHOrO (apMAaKOKMHETUHECKOrO0 aHany3a MalUeHTOB C CaxapHbIM
auaberoM 2 TUIA COMyTCTBYIOLIAs Tepanusi He oKasblBala KIMHMHECKM 3HA4MMOrO BIMAHHA Ha
($apMakOKUHETHKY CHTAaITMIITHHA. B mccnemoBaHwM omEHWBANH psifi NpemapaToB, Haubolee
4acTO  MCIIONB3YyeMBIX OONBHBIMM  CaXxapHBIM JAudabeToM 2 TWma, B TOM  9HCIE:
rdnonunyaeMyyeckue  npemaparbl  (cratuHbl, (ubparsl, 33eTMMMG), aHTUArperaHThl
(wionuporpen), aHTUrUNepTeH3uBHble mnpenaparbl  (uHruburopst  AII®, aHTaroHUMCThH
penenTopoB aHruoTeHzuHa 1, GeTa-anpeHoO6I0KaTOPE], GIIOKATOPE! «MEIJICHHBIX» KaIBIMEBHIX
KaHaJIOB, THAPOXJIOPOTUA3H/), HECTEPOUITHBIE IIPOTHBOBOCTIAIUTEIIBHEIC IIPENapaTs! (HallpOKCEH,
aukinodeHak, uUenekokcub), aHTuaenpeccaHthl (OympomuoH, (UIyOKCETHH, CepTpaluH),
AHTUIMCTAMUHHbIE mpenapaThl (LETUPU3UH), MHTHMOMTOpPHl MPOTOHHOH IOMIBL (OMErpazol,
JTaHCOTPa30JI) U MpenapaThl 1A JICUSHHA SPEKTHIbHOM AuchyHKIMH (cHiaeHadmI).

Brimo otmeueno HeGonmpmoe yeenmuaerne AUC (11%), a Tawxe cpenHelt Cmax (18%) puroxcuna
[IPA COBMECTHOM [PUMEHEHUM C CUTATJIMIITUHOM. DTO YBEJMUYCHUE HE CUMTAETCH KIMHHYECKU
3HauumMbIM. He pexomenjyeTcs M3MEHEHUE J[03bl HM [JUFOKCUHA, HU CUTAIJIMOTHHA IIpU
COBMECTHOM HX NIPUMEHEHHU.

Bruto ormeueno yemuueHuie AUC U Cpax cuTarmunTaHa Ha 29% u 68%, COOTBETCTBEHHO, Y
NalMeHTOB MPU COBMECTHOM NPUMEHEHUM Pa3oBoil nepopanbHoi Ao3b1 100 Mr cuTarnunTyya U
pazoBoii nepopanbHol A03bl 600 M LKKIOCNOPUHA, MOLIHOIO MHrUOUTOPA P-IIIUKOMPOTEHHA.
Habmomaemblie n3MeHeHns PpapMaKOKHHETMYECKHAX XapaKTEePUCTUK CUTATIHITAHA He CYUTAIOTCS
KIVMHAYEeCKH 3HauMMBIMU. He pekoMmeHmyeTcs M3MeHeHHMe A03BI mpemapara Kcenepus® npu
COBMECTHOM INPHMEHEHUM € LMKIOCIOPUHOM W APYIMMM MHIMOMTOpamMM p-IIMKONpOTeHHA
(Hanpumep, KETOKOHA30JI0M).

INonynauuoHHEI (apMaKOKMHETHYECKHMA aHAlN3 MAalUCHTOBR Y 3IOPOBHIX JOOPOBROJEBICE
(N=858) na mupoKuii CIIeKTp CONMYTCTBYIOIIMX IpernapaTor (N=83, npHOIH3UTEILHO MOJIOBHHA
113 KOTOPBIX BBIBOJMTCS IOUKAMMU) HE BHISBUI KAKMX-TM60 KITMHUHECKU 3HAUUMBIX 3P DEKTOB ITUX

BEHIECTB Ha (l)apMaKOKHHCTHKy cUuTarnMnTHHa.

Ocobm e ykazaHus
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ot 11.10.20

Bxopaupi M3 Mz

Ilanrpear ar
Briny nonyueHs! cOoO1EHMS O pa3BUTHU OCTPOrO NAHKPEATUTa, BKIIOYAs FeMOPParuyecKuii iy
HEKPOTHYECKMH C neTalibHeIM M 0€3 NEeTanbHOro MCXoJa, y MNalUEHTOB, MPUHUMAIOLIUX
curarmuntud  (cM. pasgen  «[loGoumoe — gmeiictehe»).  IlaleHTHI  JODKHEI  OBITH
IpOHHMOPMIPOBAHH O XapaKTepHBIX CUMIITOMAX OCTPOTo IAHKPEATHTA: CTONKHE, CHIbHEIE GOITH
B >xupore. KnuHuueckue nposiBieHus MaHKpeaTUTa MCYE3aNM IOCHE NpPEeKpalleHUs npuema
CUTaITMITHHA. B cily4ae nomo3peHysa Ha HaHKpeaTUT HeoOX0IUMO MPEKPATUTH IIPHEM IIperapaTa
Kcenepns® n pyrux NoTeHIMANIEHO ONACHHIX JeKAPCTBEHHEIX IIPEIapaToB.

T'umormaxemus

Ilo naHHBIM KTMHUYECKUX UCCIEAORAHUI CUTATIMNTHHA YACTOTA BOZHUKHOBEHMS THIIOIIMKEMUMI
OpY MOHOTEpAallid M KOMOMHHpOBAaHHOHW TepamMM C IIperaparaMi, He BBI3BIBAIOIIUMU
THIOITIMKEMUIO  (MeTQOPMHUH, IIMOITIMTA30H), OBIIA COIOCTaBMMa C YacTOTOM pa3sBHTHSA
runornukemuu B rpynne mnnaue6o. Kak u B chnyuae mpuema JApyrux TUIOCIMKEMHYECKHX
NpenapaTos COBMECTHO € CYJIb(OHUIMOYEBMHON MNM HMHCYIMHOM, YacTOTA BO3HMKHOBEHMS
THIIOTJIMKEMUY IIPM TPHMEHEHWHM CHTAIIMITHHA B KOMOMHAIMM C HHCYJIHHOM HIH
IPOU3BOIHEIMH CyJIb(OHUIMOYEBHHEI OBUTa BEHILIE, YeM TIpH mpueMe Ivianebo (cM. pasmen
«ITobounoe peiicTeue»). C LENbLIO CHIDKEHMA PUCKA pasBUTHS MHCYIUH- WU CYNbQOH-
HUHYLMPOBAHHOM TUIOTIKeMUK JI03y WHCYNMHA MNM MPOU3BOAHOIO CYyNb(OHUIMOUSBUHBL
ClIeyeT yMeHBIIHTE (M. paszien «Criocod IpIMEeHeHUS | JI0351»).

Peakuyuu zunepuyecmeumenvnocmu

B xopme mocTperucTpalloOHHOr0 MOHUTOPUHIA MPUMEHEHUS CUTAIJIMITAHA ObUIA BBISBIEHBI
CEphE3HbIE PEaKLMX TUIEPUYBCTBUTENbHOCTU. JlaHHBlE peaKUMM BKIOHanM aHa(UIaKCHIO,
AHTHOHEBPOTUYECKHH OTEK, OKC(ONMATUBHEIE KOXHBIe 3a00NeBaHMs, BKIIOYAS CHHOPOM
Ctusenca—/IxoncoHa. IlockosbKy 5TH JaHHEIE OBUIM TIOMyYEHHI JOOPOBOJIGHO OT IOIYJIAIHM
HEONPE/IENIEHHOr0 Pa3Mepa, YacTOTY M NPUYUHHO-CIIEACTBEHHYIO CBSA3b JAHHBIX peakiuil ¢
Tepanueil onpeeNnuTh HEBO3MOXKHO. JlaHHble peakiy BO3HUKANM B TeUEHUE NEPBLIX 3 MecsleB
HOCJIe HayYaja JISYeHHs CUTAITIMIITHHOM, HEKOTOphIe HabMIOqauch TI0cie IpHeMa IepBOi J035I
npenapata. EcIM 1ogo3peBaeTcd pasBUTHE PEAaKUUM THIEPYYBCTBHTCIBHOCTH, HEOOXOIMMO
npeKpaTuTh npueM npenapara Kcenesus®, oUEHUTh ApYrue BO3MOXKHBIE IPUUUHBI PA3BUTHSA
HEe)XeNaTe/lbHOW pPeakuuu ¥ Ha3HA4YUTh APYTYI0 MEAMKAMEHTO3HYIO Tepanuio s JieueHHus
caxapHoro guabera (cM. pazmemsr  «llpoTHBomokasamms» u  «[loboynoe meiicTBHe.
IlocTperncTpanuonHsie HAOMOOCHUAY ).

IlprMenenne y AL MOX HITOIO BO3PACT 4

B xnunnyeckux uccnenoBaHusx 3¢ ¢peKTUBHOCT U GE30MACHOCTL CUTAIMNTHHA Y TOXKHUIBIX
manueHTor (=65 net, 409 nmanyenToB) OBUIM CPAaBHEMBI ¢ STHMH IIOKa3aTeNsMH Y HalHEHTOB

Moiioxe 65 neT. KoppekIum M03B B 3aBHCHMOCTH OT BO3pacTa He Tpebyercs. Iloxmible

14



ot 11.10.2023 N= 20181
(Bxoosuwp

HALKMEHTH Yalle CKIOHHBI K Pa3BHTHIO -HapyIIe
APYr¥X BO3DACTHbIX Ipynmnax, HeoOXoauma KOppeKlus [03bl y MalMeHTOB € BhIPAXKEHHBIM
HapyleHnem QyHKuuu nodex (cM. pasaen «Cnocob npuMeHeHus U J03b1»).

Bynnesnuwii nemepuzouo

¥ nanuentos, npuHEMaBIuX JI1I1-4 HErEOUTOPE], COOOINATHCE IOCTPErMCTPALIMOHHEIE CITyYan
BO3HMKHOBEHUS Oysne3Horo mnemduronja, TpeOYOLIEr0 rOCHUTANM3ALMM. B COOOLIEHHBIX
CllydasX IALMEHTHl  BBI3JOPABIMBAaIM JHOO OT MeCTHOH, JHOO0 OT CHCTEMHOM
HMMYyHOCYTpecuBHOM Tepamu¥ ¥ otMeHsl JIIIII-4 wmmruburopa. IlalMeHTH HODKHE OBITH
npouH(GOpMUpPOBaHbEl 0 HEOOXOJUMMOCTH COOOLIATH O PA3BUTUM BOJIALIPEH UM U3bAIBIECHUN B
XO/e JleYeHHsl MpenapaTom Kcenesus®. B Clyyae MoAo3peHus Ha OyinesHbld nemdurous
HeoOX0oMMO IIpeKpaTuTh IpueM Ipenapata Kcenesus® m o6paTThCA K AepMaTONory it

AUATrHOCTHKY X Ha3HAYCHHUA COOTBCTCTBYIOIICTO JICUCHM.

Biusanme Ha CmocoGHOCTR YNMPaBIATH TPAHCIOPTHEIMH CpEeACTB2ZMH M paboTaTh ¢
MeXaHH3MaMu

He mpoBoamiiocs nccneopanuii o H3y4eHuo BAMAHMSA Ipernapata Kcenerns® Ha cnoco6HOCTE
YOPARIATHL TPAHCHOPTHBIMU CpejcTBaMU M paboTaTts ¢ MexaHusmamu. TeM He MeHee, He
OXKMJIAETCS OTPHMUATENILHOrO BiMsAHMA npenapata Kcenesus® Ha crnocoGHOCTb ympaBiaTh

TPaHCIIOPTHEIMU CPpE€ACTBAMH H pa60TaTr> ¢ MCXaHN3MaMHU.

®opma BHITyCcKa
Tabnerky, nokpriThie mieHo4HoM obonouxoi, 100 mr.
Ilo 14 Tabnerok B 6muctep u3 mienxu [IBX/TIS/NIBIX u amomunueroit possru. Ilo 2 6mucrepa

IIOMELIAOT B KAPTOHHYIO NIaYKy BMECTE C HHCTPYKLHMEH TI0 [IPHMEHEHHIO.

Ycnopusi xpaHenns
XpaHUTE 1IpH TeMriepatype He Beiime 25 °C.

XpaHUTH B HEJTOCTYITHOM IS JIETEH MECTE.
Cpox rognoctn
3 rogna.

He UPAUMCHATD ITO KCTCYCHUH CPOKA OAHOCTH, YKA3aHHOI'C Ha YIIAaKOBKE.

YcaoBust ormycka

OrtmyckatoT o perernry.
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COOTBETCTEBYET 2KCNEPTHOMY QTUETY
ot 11.10.2023 N= 20181

(Bxogauyin M3 N24252415)
Baagenen peracTpanuoHHOTO yuocmnepemmg&pmnzm“"ﬁ)flfgpn}anu{i 415)

I'nunuxep Ber 125, 12489 Bepnun, I'epmanus

HpomsonnTenL

IIponseegeno:

3A0 «bepnun-Papmar

248926, r. Kaiyra, 2-it ABTOMOGHMIBHEIA pOE3, 1. 5.
VnakoBaHo:

3AO «bepnun-Papmar

248926, r. Kanyra, 2-ii ABTOMOOUNBLHBIN [Ipoe3, 1. 5.
Brinmyckalomuii KOHTPOJIb KadecTBa:

3A0 «bepnun-Dapmay

248926, r. Kanyra, 2-it ABToM0oOuNbHBIM npoe3n, 1. 5.

Oprannzanysi, PHHUMAIOIIAS NPeTEeH3UA OT MOTPeduTENe il
» [Ipecnenckas HabepexHad, a. 10,

busuec-uentp «bawna Ha HabepexxHoit», briok b,

r. Mocxaa, Poceus, 123112

Tel.: (495) 785-01-00

daxkc: (495) 785-01-01

Cneuuanucr otaena no pabore
C pEryJIATOPHBIMU OpraHaMu

000 «MC]], ®apmacsroTHKAIICY O#taHron A.JL
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