COOTBETCTEYET 2KCNEPTHOMY OTUYETY
oT 26.12.2023 N= 27177

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Komo6oraus Ipoaonr®

Perucrpanmonnbiii Homep: JII1-Ne(002984)-(PT"-RU)
Toprosoe nanmenosanue: Kom6ormus I[Ipononr®

I'pynnupoBoyHoe HaMMeHOBaHMe . MET(HOPMUH + CaKCArJIUITHH

JlekapcTBeHHass ¢opma: Talbnerku ¢ MOAM(DUUIMPOBAHHBIM BBICBOOOXKJICHHEM, IOKPBITHIE

[UICHOYHOI 000JI0YKON

CocraB
Oona mabnemka ¢ MOOUPDUUUPOBAHHBIM BBICEODOIHCOCHUEM, NOKPLIMAA NJIEHOYHOU

obonouxoii, 1000 me + 2,5 me, cooeprcum:

Heticmeyiowue sewecmsa: metrpopmuna ruapoxiopun 1000 mr + cakcarmuntad 2,5 mMr

Aopo mabremku: merdopmuna rugpoxiopua B cmecu ¢ 0,5 % marnus creapara 1005,0 mr
(1000,0 mr merdhopmuHa ruapoxsopuaa + 5,0 Mr Maraus creapara), kapmeio3a Hatpus 50,0
mr, runpomermio3a 2208 393,0 mr, maraums creapar 2,0 Mr; nepswiii ciot 000104eUHO20
nokpoimus  (3awumusiil). Onaapaii 1l 6envrit (% m/m) 130,5 Mr [cnUpT TOJUBUHWIOBHIN
yacTu4HO ruaponusoBanHbii 40,00 %, tutana auokcun 25,00 %, makporon 3350 20,20 %,
tanbk 14,80 %], 1 M pacTtBOp XjopucTtoBogopoaHoi kuciotsl 1o pH 2,0+0,3*; emopoii crou
00010YeuH020 NOKpbiMuUs (akmugHulll): cakcarnmuntud 2,5 mr, Onazapaii |l 6ensrit 20,0 mr, 1 M
pactBop xJopucToBogOopoaHON KucaoThl 10 pH 2,0+0,3*; nienounas obonrouxka (mpemuu ciot
obonoueunozo noxkpvimusa (yeemnou)): Omnagpaii |l xénteiii (% wm/Mm) 48,0 mr [coupt
MOJIMBUHUJIOBBIA YacTU4HO Tujposim3oBaHHbid 40,00 %, tutana auokcua 24,25 %, Makporosa
3350 20,20 %, Tambk 14,80 %, kpacurenb okcun xenesa xénteii 0,75 %], 1 M pactBop
XJIOPUCTOBOIOPOIHON KuCIOThl 10 pH 2,0+0,3*, yepnuna ons namecenus maonucu: depHUIA
Omnakox cunuit** (% m/m) 0,03 mr [uHAUTOKapMUHA amoMUHUEBBIN Nak 16,00 %, mennak ~45
% (20 % srepudunmpoBanHsiii) B aTanoine 55,40 %, oyranon 15,00 %, nponunenraukois 10,50
%, n3zonponanon 3,00 %, 28 % pactBop ammonus rujapokcuaa 0,10 %].

Oona mabnemka ¢ MOOUPUUUPOBAHHBIM BbICEODONHCOCHUEM, NOKPLIMAA NIAEHOYHOU
oodonoukoi, 500 m2 + 5 me, cooeprcum:

Hevicmsyrowue gewjecmsa: merhopmuHa rupoxsopua 500 Mr + cakcariaunTuH 5 Mr

AHopo mabaemku: metrhopmuHa Tuapoxiopun B cmecu ¢ 0,5 % maraus creapara 502,5 mr (500,0

Mr merdopMHHa ruapoxjiopuaa + 2,5 Mr marHusi cteapata), kapmemo3a Hatpus 50,0 wmr,
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MUKpokpuctaimnaeckass 102,0 mr, marnus creapar 1,0 Mr; nepewiii crou obonoueunozo
nokpeimusi (3awummusiti): Omagpaii |l 6ensiii (% m/M) 99,0 Mr [cnHpT MOTMBHHHUIOBBIN
yactuyHo ruaponuszoBaHHbid 40,00 %, tutana guokcua 25,00 %, maxporon 3350 20,20 %,
tanbk 14,80 %], 1 M pactBOp XJ0pucTOBOAOPOaHOM KucioThl 10 pH 2,0+0,3*; emopoii crou
060n104eun020 nokpvimus (akmusnwiit): cakcarmuntun 5,0 mr, Omanpaii |l 6ensiit 20,0 mr, 1 M
pacTBOp XJIOPUCTOBOJOPOIHOMN KUCIHOTHI 10 pH 2,0+0,3%*; nienounas obonouxa (mpemuii cioii
obonoueurnozo noxpuimus (yeemmnoti)): Onanpait |l xentoBaro-xkopuuneBsiid (% m/m) 33,0 mr
[CIUPT MOJMBUHWIIOBBIM 4acTU4HO Tuaposn3oBaHHbil 40,00 %, maxporon 3350 20,20 %,
tutana auokcupn 19,58 %, tampk 14,80 %, kpacutens oxcup kenesa xeéntbii 5,00 % wu
KpacuTenb OKCU/I xene3a KpacHbiil 0,42 %], 1 M pacTBop XJIOpHCTOBOOPOAHOM KUCIOTHI 10 pH
2,0£0,3*; uepnuna onn uamecenuss naonucu: udepruna Omnakopn cuuuit** (% wm/m) 0,03 wmr
[MHAMrOKapMHUHA amoMUHUEBBIN nak 16,00 %, mennak ~45 % (20 % sTepudunupoBaHHbI) B
stanoine 55,40 %, 6yranon 15,00 %, nponunenriukonb 10,50 %, uzonponanon 3,00 %, 28 %
pactBop ammonus ruapokcuaa 0,10 %].

Oona mabnemka ¢ MOOUPUUUPOBAHHBIM BBICBODOINCOCHUEM, NOKPHLIMAA NJIEHOYHOU
ooonouxoi, 1000 me + 5 me, cooeprcum:

Heticmeyiowue sewecmsa: metrpopmuna ruapoxiopu 1000 Mr + cakcarmunTud 5 mMr

AHopo mabremxu: merdopmuna rugpoxiopua B cmecu ¢ 0,5 % maraus creapara 1005,0 mr
(1000,0 Mr merdopmuna rugpoxiopuna + 5,0 Mr MarHus creapara), kapmesuiosa Hatpus 50,0
mr, runpomenno3a 2208 393,0 mr, maraus creapatr 2,0 MT; nepswiii clot 000104e4H020
nokpoimus  (3awumusiii). Onaapaii |l 6envrit (% m/m) 130,5 Mr [cnUpT TOJUBUHWIOBHIN
yacTuyHo runposuzoBanHeiii 40,00 %, turtana muokcua 25,00 %, makporon 3350 20,20 %,
tanbk 14,80 %], 1 M pactBOp XJopucTtoBogopoaHoi kuciotsl 10 pH 2,0+0,3*; emopoii crou
0bon04euno20 nokpeimus (akmuenwiil): cakcarmuntul 5,0 mr, Onagpait |l 6ensiit 20,0 mr, 1 M
pacTBOp XJIOpUCTOBOAOpOaHON KuchaoThl 10 pH 2,0+0,3*; naenounan obonouxka (mpemui ciot
obonoueunozo noxpvimus (yeemnoti)): Omnampait |l poszoBwni (% wm/M) 48,0 mr [cnupt
MOJIMBUHUJIOBBIA YacTU4HO Tujposim3oBaHHbiid 40,00 %, tutana auokcua 24,25 %, Makporosn
3350 20,20 %, Tanbk 14,80 %, kpacutenb okcun xene3a kpacuHbii 0,75 %], 1 M pactBop
XJIOPUCTOBOIOPOIHON KHCIOTHI 10 pH 2,0+0,3*; uepnuna ons namecenus maonucu: depHUIA
Omnakon cunuii** (% m/m) 0,03 mMr [uHANTOKapMUHA aTIOMUHHEBBIA Jak 16,00 %, memnak ~45
% (20 % srepudunmpoBanHsiii) B 3Tanoine 55,40 %, oyranon 15,00 %, nponunenrimukons 10,50
%, nzonponanoi 3,00 %, 28 % pactBop ammonus rugpokcuaa 0,10 %].

*B cnydae HeoOxomumoctu s goeaeHust pH moxker ucnonb3oBathes | M pacTBop Hatpus

TUIPOKCHUIA.
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1y OTYETY

HaHCCCHUA HaAIIMCH. CJIG,[[OBBIG KOJMYCCTBA MHAUTOKApMHHA AJIFOMHUHUCBOTO JIaKa W IICJIJIaKa
OCTalOTCs Ha TabJeTKax IIpru HAHCCCHUU HAAIIMCH. PaCTBOpI/ITeHI/I, BXOAAIIUMC B COCTAaB YCPHUII,

YAAIAKTCA B IIPOIECCE IMPOU3BOACTBA BO BPEMS BBICYIIIMMBAHUSA.

Onucanue

Taodaerku 1000 mr + 2.5 mr:

KancynoBugHbie ABOSKOBBITYKJIbIC TaOJETKH, MOKPBITHIE INICHOYHOW 000JI0YKOH OT OJemaHo-
JKENTOTO JI0 CBETIIO-KENTOTO 1BEeTa, ¢ HaanmucsamMu «2.5/1000» Ha omgHOU cTOpoHEe U «4222)» Ha
JIPYroil CTOpOHE, HAHECEHHBIMA CHHUMU YE€PHUIIAMHU.

Taoaerku 500 mr + 5 Mmr:

KarcynoBuaHbie JABOSKOBBINYKIIbIE TaONETKH, MOKPHIThIE IUICHOYHON OOOJOYKOH OT CBETIIO-
KOPUYHEBOTO JI0 KOPUYHEBOIO I1BeTa, ¢ Haanmucamu «S5/500» Ha omgHOUM cTropoHe M «4221» Ha
JIPYToil CTOPOHE, HAHECEHHBIMU CUHUMH YE€PHUJIAMHU.

Taoaerku 1000 mr + 5 wmr:

KarcynoBuHbie IBOSKOBBINYKIIbIE TaOJIETKH, MOKPBITHIE IJIEHOYHOH OOOJIOUYKONH PO30BOIO
1Bera, ¢ HaanucaMu «5/1000» Ha ogHOM cTopoHe U «4223» Ha APYroi cTOpoHE, HAHECEHHBIMU

CUHUMH YCpHUJIAMHU.

dapmakoTepaneBTHYecKasi TIpPynna: CcpeacTBa s JIEYEHUs  caxapHOro jauabera;
TUIOTTIMKEMUUYECKUE  CPEACTBA,  KPOME  HMHCYJIMHOB;  KOMOMHAllMM  MEpOpajbHbBIX

THUIIOTTIMKEMHUYCCKUX CPEACTB.

Kox ATX: A10BD10

DapMaKoJIOrHYecKue CBOMCTBA

dapMaKkoIUHAMHUKA

Mexanusm oeiicmeus

[penapar Kom6ormus IIpomonr® oO6bemuHAeT /Ba TUIOIIMKEMHYECKMX IIperapaTta ¢
JOTIONHSIOIIMMHA  MEXaHU3MaMU JIEHCTBUS JUIsl YJIYUIIEHHUS TIJIMKEMHUYECKOIO KOHTpOIA Yy
NalUeHToB ¢ caxapHbiM  auaberom 2 tuma (C[2): cakcarnmumnThH, HWHTHOUTOP
munentunuinentuaassl 4 (AI1I1-4), u merdhopmuH, npeacTaBuTelNb Kilacca OUTyaHU0B.

Cakcaznunmun

B oTBeT Ha mpueM NHINM W3 TOHKOW KHUIIKK B KPOBOTOK BBICBOOOXKIAIOTCS TOPMOHBI-
WHKPETUHBI, Takue Kak riokarononomoousri mentua-1 (I'TII-1) u TIr0K0303aBHCHMBIIA

uHcynuHoTponHblil momunentuy (I'MII). OTtu ropmMoHbBI CcHOCOOCTBYIOT BBICBOOOMKICHHIO
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WHCYJIMHA U3 0eTa-KIETOK MO KETYIOYHON KeJIe3bl, SaBQC;I];U:gﬁj](;lL K IIEQ—E‘H&HHE TJTEOKOSI)I B

KpoBH, HO MHAaKTUBUPYIOTCS epmertom [II1I1-4 B Teuenne Heckonbkux MunHyT. ['TIII-1 Takxke
MOHMKAET CEKPELHMIO0 TIIOKaroHa B aib(a-KIeTKaX IOKEITYA0YHON JKene3bl, yMEeHbIas
NPOAYKIUIO TJIHOKO3bl B neyeHu. Y mnauueHToB ¢ C/I2 konnentpauus I'TIII-1 monmkeHa, HO
coxpansierca oTBeT uHcynuHa Ha ['TIII-1. CakcarnunTi, ABIsAACh KOHKYPEHTHBIM HHTUOUTOPOM
JIIII-4, yMmeHbIIAeT MHAKTUBALMIO T'OPMOHOB-MHKPETHMHOB, TEM CaMbIM, IIOBBIIIAs HX
KOHLIEHTPAllUl B KPOBOTOKE U NPUBOJAS K YMEHbBIIEHUIO KOHLEHTPALMHU TJIHOKO3bl HATOIIAK U
MOCTIE €JIbI.

Mempopmun

MetdopMuH ABISETCS TUIOTTTUKEMUYECKUM MPEnapaToM, KOTOPBI YIy4IIaeT TOJIEPaHTHOCTh K
rmoko3e 'y mauveHtoB ¢ CJ/I2, moHmkas Oa3zaibHble W NOCTIPAHIUAIbHBIE KOHLIEHTPALUU
[IIOKO3bl. MeThOpMUH YMEHBIIAET MPOAYKILHIO TIIOKO3bl MEYEHBIO, MOHMKAET BCAChIBaHUE
[JIIOKO3bl B KHUIIEYHWKE M TOBBIIIAET YYBCTBUTEIBHOCTh K HWHCYJIHMHY, YBEJIUYUBAs
nepudepuyeckoe TOTNIONEHHEe W YTWIM3AlMI0 TIIIOKO3bl. B oTimyme oT mpemaparoB
CyJIb(OHMUIMOYEBUHBI, MET(HOPMUH HE BBI3BIBACT THIOTIMKeMHIO y manueHToB ¢ CZ2 wmm
3IOPOBBIX JIOICH (KpOoMe OCOOBIX CUTyaluil, cM. paznensl «C ocTopoxkHOCThIO» U «Ocobbie
yKa3aHUs»), U TUINEPUHCYIMHEMUI0. Bo Bpems Tepamuu MeTHOPMUHOM CEKpEIs HWHCYJIMHA
octaercsi 0€3 U3MEHEHU, XOTsI KOHLUEHTPAllMU HHCYJIMHA HAaTOIAK U B OTBET HAa IPUEM IHIIH B
TE€YEHHE JHS MOTYT OHMKAThCS.

Knunuueckan y¢pghexmusnocms u 6e3onacnocmp

Caxkcaznunmun

B 1BOIHBIX clenbIX paHIOMHM3UPOBAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKHX HCCIIEJOBAHMSIX
Tepanuio cakcarauntuaoM nosrydanu oosee 17000 mamuentos ¢ CL12.

Cepoeuno-cocyoucmoie ucxoobl

B unccnegoBanun SAVOR (OneHka cepaeyHO-COCYIUCTBIX UCXO/0B y MAlMEHTOB C CaxapHbIM
nuabeToM, MPUHUMAIOUIMX CAKCArJIMITUH) ObUIM H3Y4eHbl CEpIAEYHO-COCYAMCTBIE HMCXOIbI Y
16492 maumentoB ¢ CH2 (12959 manueHTOB ¢ MOATBEPKIEHHBIMHU CEPIEYHO-COCYIUCTHIMU
3aboneBanusmu (CC3), 3533 mammeHTa ¢ MHOXXECTBEHHBIMH (DakTOopamMH pHCKa CepAeYHO-
COCYIIUCTBIX ~OCIIO)KHEHHWH) W 3HadeHusMu 6,5 % < HbAlc <12 %. TlauueHTsl ObUIH
paHIOMU3HUPOBAHbI B JIB€ TPYMIbI AJs MprueMa cakcaraunThHa (8280 marueHToB) uiu mianedo
(8212 manueHToOB) B JOMOJHEHNE K CTAHIAPTHOM JIJIS1 KXKJIOTO peTHOHA TEpariy, HalpaBJICHHON
Ha KOHTPOJIb TTIMKUPOBAHHOTO FeMOITIO0MHA U (PaKTOPOB CEPAECUHO-COCYTUCTOIO PUCKA.

Bbu10 nmoka3zaHo, YTO CAaKCAIJIMIITUH HE YBEIMYMBAECT PUCK CEPACYHO-COCYIAUCTHIX OCJIOKHEHHN
(Takux kak cMmepTh oT CC3, HedaTanbHbl MH(MAPKT MHOKapaa, HedaTanbHBIA HIIEMUYECKUN

WHCYJIBT) TIO CPAaBHEHHWIO C Ianedo npu A00aBIEHWHW K CTaHIApTHOW 0a30BOH Tepamuu
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Taxoke ObLIO MOKa3aHO, YTO J100ABICHHE CAKCATIUNTHHA K 0a30BOI Tepanmuy HE YBEIHMYUBACT
PHCK KOMOMHUPOBAaHHON KOHEYHOM TOYKH, BKIItOYaBIIeH B cebs cmepTh oT CC3, HedaTanbHbIHA
UHpApKT MHOKap/a, HedaTaabHbI MIIEMUYECKMH HWHCYJIBT, TOCHUTAIM3ALMIO IO IOBOAY
XpPOHMYECKOH  CepJeYHOM  HEJOCTaTOYHOCTH,  HECTaOMJIBHOW  CTCHOKapIuu  WIH
peBacKyJIIpU3allid KOPOHAPHBIX apTepuid mo cpaBHeHuto ¢ miaredo (OP 1,02; 95 % AU 0,94,
1,11). O6mas cMepTHOCTH OblIAa COMTOCTaBUMON B IpyMIIax cakcariunThHa u mianedo (OP 1,11;
95 % 11 0,96, 1,27).

B wuccnenoBanum ObUIO OTMEYEHO YBEJIMYEHHWE YACTOThl TOCHUTAIM3ALUM [0 IOBOIY
XPOHUYECKON CEpPAECYHON HENOCTAaTOYHOCTH B rpyIre cakcarimuntuHa (3,5 %, 289 nauneHToB)
10 CPaBHEHHIO C rpynmol mianedo (2,8 %, 228 manueHToB) ¢ HOMHHATBHOW CTATUCTUYCCKON
3HAYMMOCTBIO (TO €CcTh 0€3 BBIMOJIHEHUS MONPABKH 1JI1 MHOKECTBEHHBIX KOHEUHbIX Todek) (OP
1,27, 95% JAA 1,07, 1,51; p=0,007). Y mnaumMeHToB ¢ XpOHUYECKOH CEepACYHOM
HEIOCTaTOYHOCTHIO HMJIM MOYEYHOW HEIOCTaTOYHOCTHIO, MOJyYaBIIMX CAKCATJHUITHH, HE OBLIO
OTMEUEHO 0oJiee BBICOKON 4acTOThI IEPBUYHON KOHEUHOM TOUKH, BTOPUYHON KOHEUHON TOUKHU U
o01iell CMEpTHOCTH 10 CPABHEHUIO C IPYMIOH 1aneoo.

B rpynme cakcarnmuntuHa quHamuka 3HadeHns HbALC Obuia mocroBepHO Gosiee BhIpaKEHHOM, a
NPOLICHT TAlMCHTOB, IOCTHUIIIKX IieneBoro 3HaueHus HDALC, Obur Bbllie, YeM B TpyIme
rtane6o. [Ipu 5ToM UHTEHCHU(PUKAIHS THITOTIMKEMHYECKON Tepaliy WK J00aBJIeHHE WHCYIIMHA
B IpyMIe CaKCarJUNTHHA NOTPEOOBAIMCH 3HAUUTELHO MEHBIIEMY KOJUUYECTBY MAIUEHTOB, YeM

B TpyIne mianeoo.

DapMaKOKHHETHKA

Caxcaznunmumn

DapMaKOKMHETHKA CAKCAarJTUNTHHA M €r0 aKTUBHOTO MeTaboyuTa, S-TUAPOKCU-CAKCATTUITHHA,
aHaJOTUYHA Y 3J0POBBIX M00poBObIEB M y manueHToB ¢ CJI2. 3HaueHus MakcUMallbHOU
koHueHTpanu# (Cmax) ¥ IUIOIIAAb O KPHUBOHM «KOHIeHTpanus-BpeMs» (AUC) cakcarnuntuHa u
€ro akKTHBHOTO MeTa0OoNIMTa B IUIa3Me MPOMOPIMOHATBFHO YBEIUYHBAINCH B JHAMA30HE 103 OT
2,5 mr g0 400 mr. ITocne oHOKPATHOTO MpreMa CaKCarIUIITHHA BHYTPh B J03€ 5 MT 3JI0POBBIMH
nobpoBonbiiamu  cpenane 3HaueHuss AUC cakcarmnTiHa W €ro OCHOBHOTO MeTaboimTa
coctaBi 78 Hrxu/ma u 214 arxu/mi, a 3HaueHus] Cmax B miazme — 24 ur/ma u 47 Hr/mi,
cootBercTBeHHO. Cpenusisi BapuadbenbHOCTh AUC u Chax cakcariunTHHAa W €ro aKTHUBHOTO
MeTaboauTa Obula MmeHee 25 %.

[Ipy TOBTOPHOM MPUMEHEHHWH TIperapara OJIWH pa3 B CYTKH B JOOOW JO3HPOBKE HE

HaOJIOZAaeTCsl 3aMETHOM KyMYJISIIMM CaKCarJIMIITUHA WJIM €ro akTUBHOro wmetabonurta. He
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COOTBETCTBYET 3KCMEPTHOMY OTYETY

oT 26.12.2023 N2 27177

Ha6mo/:[aeTc;{ 3aBUCHUMOCTH KIIMPCHCA CaKCArJIXUIITHHA Pflg{"_ll):a}%; Il"l_(')TIEQ'EGl);H%’ETOT Z[OBI)I )41

BPEMEHHU IIpU NIPUMEHEHUU B TeueHue 14 nHel oauH pa3 B CyTKU B j103ax oT 2,5 mr 1o 400 mr
CaKCarjIuITuHa.

Memdepopmun

Cmax MeT(hopMHHa MOIU(ULIIMPOBAHHOTO BBICBOOOXKACHUS JOCTUTAETCS, B CPEIHEM, 32 7 4aCOB.
Crenenp abcopOumu MerhopMHHA K3 TAaOJIETOK C MOAM(PHUIIMPOBAHHBIM BBICBOOOKICHUEM
yBeNnu4MuBaeTcsl npumepHo Ha 50 % mpu mpueme BO BpeMsi eabl. B paBHOBECHOM COCTOSHHH
AUC u Cpnax MerpopmMuHa MOAMGUIHMPOBAHHOTO  BBICBOOOXICHHUS  YBEIHMYUBAIHUCH
HEMPOINOPIUOHAIBLHO A03¢ B auana3zoHe 103 oT 500 go 2000 mr. Ilociae moBTOpHOTO mpuema
MeTgopMuHa MOIU(UIIMPOBAHHOTO BBICBOOOXKICHHS OH HE HaKalUIMBAJCS B IIJIa3Me.
MetdopMuH BBIIEISIETCS B HEU3MEHEHHOM BHJIE TIOYKAMH M HE TOJBEPracTcsi METa0OIM3My B
MIEYECHU.

Abcopoyusn

Caxcaenunmun

[Tocne mpuema BHYTph BcachIBaeTcs He MeHee 75 % TpHHATOM N03bl cakcaryimntuHa. [Ipuem
MUIIA HE OKa3bIBaJl CYIIECTBEHHOTO BIUSHUS Ha (hapMaKOKUHETHKY CAKCATJIUITHHA Y 3I0POBBIX
no00poBosbIleB. [IpuemM MUK ¢ BHICOKMM COAEPKAHHEM YKUPOB HE OKa3bIBasl BIUSHUSA HA Cmax
cakcarnuntuHa, Torna kak AUC yBennumBanack Ha 27 % 1O CpaBHEHHIO C IPHEMOM HATOIIAK.
Bpemst noctmkerust Cmax (Tmax) UTS CakcarfiWNTHHA YBEIMYHUBAIOCH MPUOIM3uTeNbHO Ha 0,5
yaca Ipu IpueMe rpernapara BMecTe ¢ IMHILEH 10 cpaBHEHHUIO ¢ pueMoM Hatomak. OaHako, 3T
W3MEHEHUS HE SBISIFOTCS KIIMHUYECKH 3HAYMMBIMHU.

Memdepopmun

[Tocne omHOKpAaTHOTO IpUeMa BHYTPh MET(GOPMHUHA MOTUPHUIIMPOBAHHOTO BEICBOOOKIEHUS Cmax
JocTUTaeTcs, B cpenHeM, depe3 7 yacoB, B auama3zoHe oT 4 g0 8 wacoB. AUC u Cmax
MeT(GOopMHUHA MOJU(PHUIMPOBAHHOTO BEICBOOOXK/IEHHSI YBEINUMBAINCH HETPOIOPIIMOHATILHO J03€
IpU €ro MpueMe OJUH pa3 B CYTKM B auamnazoHe 103 oT 500 go 2000 mr. MakcumanbHble
KOHIIEHTpAIIUHU Mpenapara B miazme kposu coctasisiror 0,6, 1,1, 1,4 u 1,8 Mxr/mur ipu npueme
103 500, 1000, 1500 u 2000 Mr onuH pa3 B CYyTKH, COOTBETCTBEHHO. XOTS CTENeHb abcopOIuu
(m3mepsiemass nmo AUC) wmerdpopmuHa u3 Tabnerok MeTPoOpMHHA MOAM(PUIMPOBAHHOTO
BBICBOOOXK/ICHHSI yBEITMIUBAETCS MpuMepHO Ha 50 % mpu mpueme BO BpeMsl elibl, IPUEM MTUIIN
He BIUT Ha Cmax M Tmax MeTdopmuHa. [Iummia ¢ HU3KMM M BBICOKHM COJIEP)KAaHHEM >KHPOB
OKa3bIBaJla OJMHAKOBOE BIHSHHE HAa TMapaMeTpbl (apMAKOKUHETHKH  MeT(hOpMHHA
MOJU(HUIIMPOBAHHOTO BHICBOOOXKICHHUSL.

Pacnpeodenenue

Caxcaznunmun
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CBsi3pIBaHHE CaKCArJIMITHHA M €ro OCHOBHOLO MeTaEIJJmmEc:L é‘[KL@QI:(!—L!I;C;DOTKH UIE[SOBI/I

HE3HAYUTENIFHO, TO3TOMY MOXKHO MPEINOJIOXKHUTh, YTO pAacCHpelesiCHHe CaKCArJIMNTHHA IpU
U3MEHEHHUAX OEIKOBOI'O COCTaBa CHIBOPOTKM KPOBH, OTMEYAIOIIUXCS TMPH TEUCHOYHOH WIIH
MOYEYHON HETOCTATOYHOCTH, HE OYJIeT MOJABEP>KEHO 3HAUUTEIbHBIM U3MEHEHUSIM.

Memdepopmun

He mpoBommmmck wuccienoBaHus — pacmpenesieHuss MeTGopMuHAa  MOAUGUIIMPOBAHHOTO
BBICBOOOXKJICHHSI, OJHAKO Kaxyluidcs o0beM pacmpeaeieHus MerdopMuHa  1mocie
OJIHOKPAaTHOTO MpHeMa BHYTPh TabeTOK MeT(OpMHUHA HEMEUICHHOTO BBHICBOOOXKIECHUS B J103€
850 mr, B cpemHeM, cocTaBuil 6544358 1. MeThopMUH B HE3HAYUTEIHPHOU CTETICHH CBS3BIBACTCS
¢ OenKaMu TIa3Mbl KPOBH.

buompancghopmayun

Cakcaenunmun

CakcarinunTiH MeTa0oIu3UpyeTCs, TIIaBHBIM 00pa3oM, P y4acTHUH U30(EPMEHTOB IIUTOXPOMA
P450 3A4/5 (CYP3A4/5) ¢ obpa3oBaHneM aKTHBHOTO OCHOBHOI'O METa0OJIMTa, HHIHOUPYIOIIEe
neiictBue kotoporo B otHomeHnuu JI1I1-4 BeipaskeHo B 2 pa3a ciabee, 4eM y cakcarjJunTHHa.
Memdepopmun

HccnenoBanust C  OJHOKPAaTHBIM  BHYTPHUBEHHBIM  BBEJIEHHEM IIpemapara  370pPOBBIM
JTOOPOBOJIBIIAM MTOKA3bIBAIOT, YTO MET(GOPMHH BBHIBOJIUTCS B HEM3MEHEHHOM BHJIE MOYKAMH, HE
MoJBEpraeTcss MeTaboIM3My B TieueHH (Y JIF0/IeH He BBISBICHBI META0OJHUTHI) U HE BBHIBOJIUTCS
yepe3 KUIIEYHHUK.

numunauusn

Caxcaenunmun

CakcarmunTHH BBIBOJUTCS TOYKaMH M depe3 kumiedHHK. [locie ogHOkpaTtHOTO mpuema 50 mr
medenHoro *C cakcarnuntuna 24 % 103bl BBIBOAMIMCh MOYKAMH B BHJE HEH3MEHEHHOIO
cakcaruntdHa W 36% — B BHAE OCHOBHOrO MeTabonuTa cakcaraunTuHa. OOmas
PaAMOaKTUBHOCTh, OOHApYKEHHAass B MOYe, COOTBETCTBOBajNA 75 % MpUHATON 03Bl Mpernapara.
Cpenuuii MOYeUHbINH KIMPEHC CaKCarIMNTHHA COCTaBMII OKoJio 230 MII/MHH, cpeHee 3HauYCHUe
KIIy0ouKoBOH (uibTparuu — npumepHo 120 miu/mMuH. {151 0OCHOBHOrO MeTabosuTa MOYeUHBINH
KJIMPEHC OB COMOCTaBHM CO CPEIHUMH 3HauYeHHSIMHU KiyOoukoBoi ¢uibTpaiuu. Okono 22 %
o011eil paA0akTUBHOCTH ObLIIO OOHAPYKEHO B (PeKaIHSIX.

Memdghopmun

[Toueunslit KTUpeHC MpUMepHO B 3,5 pasa BbilIe kiupenca kpeatunuHa (KK), uro ykaspiBaer Ha
TO, YTO KaHAJbIEBasl CEKpeLMs SIBIIETCS OCHOBHBIM IyTeM BhIBeleHHs MeTdopmuna. ITocie
npueMa BHyTpb npumepHo 90 % abcopOupoBaHHOIO Mpenapara BHIBOAUTCS MOYKaMU B TEUEHUE

NEepBbIX 24 4acoB, MPHU 3TOM NEPHOJ NOJYBBIBEACHUS W3 ILIa3Mbl paBeH IpuMepHo 6,2 Jaca. B
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COOTBETCTBYET SKCNEFTHOMY OTHETY

oT 26.12.2023 N2 27177

KPOBH TIEPHOJ IOJIYBBIBEACHHUS COCTABIISET HDI/IMI;II;HE)'-lEﬁ E'HJEQ%HI—'CJ:IJE(BBMEHBHO

SpuTpouruTapHad Macca MOXET OBITH YaCThIO pacupCaciICHUsA.

Hapywenue ¢pynkyuu nouex

Caxkcaznunmun

B wuccnenoBanuu (QapMakOKHMHETHYECKHX MapaMeTpOB CakcariunTiHa B Jo3e 10 mr y
NAlMeHTOB C XPOHUYECKUM HapylIeHHeM (QYHKUUU MOYEeK PA3JIMYHOM CTENEHH TSHKECTH H
MAIMEHTOB C HOPMaJIbHON (PYHKIIMEH MoYeK ObUIO MOKa3aHO, YTO CTENEHb TSHKECTU HApYLICHUS
byHKIuN novyek He BiuseT Ha Cmax CaKCAriaUNTHHA U €r0 OCHOBHOTO METa0O0IHUTa.

VY NanueHToB ¢ HapylmIeHWeM (QYHKIMU MOYEK JISTKOH CTeIeHH TsKecTH (pacdeTHas CKOpPOCTh
kimy6ouxoBoii punsTparmu (pCK®) > 45 mn/mun/1,73 M?) 3rauenns AUC cakcaranunTuHA U ero
OCHOBHOro Mertabonuta Obuin B 1,2 m 1,7 pa3a Bblllle, 4eM aHAJIOTMYHBIE MapaMeTpbl y
MAIMEHTOB C HOPMAIBbHOHN (PYHKIIHEH MOYeK.

VY mnanueHToB ¢ HapymieHneM (QYHKOMM To4ek cpenHeil crenmeHu Tsokectd (pCK®D 30-45
mi/mun/1,73 M%), TaxensiM HapymenueMm ¢ynkimu nouek (pCK® 15-30 mm/mun/1,73 M?),
TEPMHUHAIILHOM CTaJMel IMOYEeYHOW HEIOCTaTOYHOCTH Ha remomuanusze 3HadeHus AUC s
CaKCariuITHHA M €ro aKkTUBHBIX MeTabonuTOB ObUIM B 2 pa3a Bblle, yem 3HaueHue AUC y
[AIMEHTOB ¢ HOPMAJIbHON (DYHKIIMEH MMOYEK.

CakcarmunTHH BBIBOAMUTCS TIPU TEMOHAIHI3E.

Memeopmun

VY mnanueHToB ¢ HapylleHMeM (QyHKUUMM moudek (rmo pesyibratam usmepeHuil KK) nepuon
MOJTyBBIBeIeHUST MeT(opMHHA W3 TUTa3Mbl M KPOBU YJUIMHSETCS, W TIOYEYHBIH KIMPEHC
CHIKAETCs MPONOpUMOHAIBHO yMeHbmeHno KK.

Hapywenue gpynkyuu neuenu

Caxkcaznunmun

VY nanueHToB ¢ HapylieHueM (YHKIUU MEeUEHU JIETKOM, CpeiHel U TsHKEJIOoW CTeNneHH He ObLIo
BBISIBIICHO KJIMHHYECKH 3HAYUMBIX W3MEHEHHH MapaMeTpoB (papMaKkOKHHETUKU CAKCATJIAIITHHA,
MOSTOMY KOPPEKLHS J103bI JJIS TAKUX MTallMEHTOB HE TpeOyeTcsl.

Memdgopmun

He mnpoBoammuch (apMakOKMHETHYECKHE WCCIeOBaHUsT MeT(GopMHHA Yy TAIMEeHTOB C
HapymeHHeM (QyHKIIHY TICUYSHH.

Juya noscunozo ¢ozpacma

Caxcaenunmun

He TpeOyeTcst KOppeKIus 0361 Ha OCHOBAaHHWH TOJIBKO BO3PACTHBIX MapaMeTpOB. Y MOKHIIBIX

(65-80 5meT) UMeeTCs MOBBIIIEHHE TEOMETPHUECKOTO CpeiHero 3HaueHusT Cmax CaKCarMITHHA Ha
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
oT 261122023 N= 27177

23 % u AUC Ha 59 % mno cpaBHEHHIO C MOJIOJBIMU '(Elé:-léi-f@—l EQf;EBﬂ;%%'reTﬁhélnﬁgﬁﬂ B

(bapMaKOKMHETHKE AaKTUBHBIX META0OJUTOB CAKCATJMIITHHA COOTBETCTBYIOT pa3HuUsAM B
(bapMaKOKMHETHKE  CaKCAarJIMOTHHA B  O3THX  BO3pAcTHBIX rpymmax. Ha  pasnuune
(apMaKOKHHETHYECKUX MMAapaMETPOB MEKIY MOMKHIBIMH U MOJIOABIMU BIHSFOT MHOYKECTBECHHBIC
(baKkTopbl, KOTOpPBIC BKJIIOYAIOT B CeOs CHIDKCHHE MOYCYHOW (YHKIHMH M METabOIMIECKOrO
MOTEHI[MAJIA C TIOBBIIICHHUEM BO3pacTa.

Memopmun

OrpaHuYeHHbIC JaHHbIC KOHTPOJIHMPYEMbBIX HCCICIOBAHUH (apMaKOKHHETHKH MeTHOpMHHA Y
3JI0POBBIX TOKUIIBIX JTOOPOBOJIBLIEB MO3BOJIAIOT TPEANOI0KNUTh, YTO OOIIUI TIa3MEHHbIH
KJIUpEHC MeT(GOpMHUHA MOHMXKACTCS, MEPUOJ IOJYBBIBEACHUS yBenuuuBaeTcs, a Cmax
MOBBIIIACTCS 10 CPABHCHHIO CO 3HAYCHUSAMH OTHX IapaMETPOB y 3I0POBBIX MOJIOBIX
n00poBoIbIieB. [10 3TUM JaHHBIM, H3MEHEHHE B IapaMeTpax (papMakOKHHETHKH MeT(hOpPMHUHA C
YBEJIMUYCHUEM BO3PACTa, B OCHOBHOM, O0YCIIOBJICHO M3MEHCHHEM (DYHKIIUH MOYCK.

He crnenyer masHagats npenapar Kom6Gormus IIpononr®

nanuentaMm crapuie 80 Jer, Kpome
ciIyJaeB, Korjia o pesynbraraM uzmeperns KK moareepknena HopMaibHast QyHKIHS MTOYCK.
/emu

Cakcaenunmun

He npoBoaunuce uccnenoBanus GapMaKOKHHETHKH CAKCATJTUNITHHA Y IeTEH.

Memdepopmun

He mnpoBogmiock wuccnenoBaHuil  (apMakOKMHETHKM MeT(hOpMUHA MOAM(PHUIHPOBAHHOTO

BBICBOOOKICHUS Y ACTEH.

Iloka3zanus K NPUMEHEHHIO

Caxapublii auaber 2 TuUma B COYETAaHUU C JUETOH M (U3MUECKUMH YHPAKHEHUSMH IS

YIIYYLICHUS TIIMKEMUYECKOTO KOHTPOJISA Y B3POCIIbIX MAl[UEHTOB!

e y TANMEHTOB C HEAJCKBAaTHBIM TINIMKEMUYECKMM KOHTPOJEM Ha MaKCHMAJIBbHON
NepeHOCUMOH 103€ MeT(HOpMHUHa;

e B KOMOMHHPOBAHHOM IPUMEHEHUU C IPOU3BOIHBIMU CYJIb()OHUIMOYEBHUHBI, THTHOUTOPaMH
HAaTpUH3aBUCUMOIO TIEPEHOCUMKA TIJIOKO3bl 2 THUNA, INpernaparaMd HHCYJIMHA IIpU
OTCYTCTBHMHM /IEKBAaTHOTO TNINKEMUYECKOTO KOHTPOJIS HAa JAHHOM TepaIlny;

® Yy MAalMEHTOB, YK€ MOJy4arollMX KOMOMHAIMIO CaKCarJunTHHAa W MeT(GOopMHHA B BHUIE

OTHENBHBIX TA0IETOK.

IIporuBonoxkasanust

o TUIICPYYBCTBUTCIBHOCTh K MeT(i)OpMI/IHy, CakCariimnTuHy W JApPpYIrudM KOMIIOHCHTaM
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COOTBETCTEBYET 2KCNEFPTHON
oT 26.12.2023 N2 27177

(nocneno BATENLHOCTL 0005 )

¥ OTYETY

npernapara;

Cepbe3HBIC PEaKIUU THIEPUYyBCTBUTEIBHOCTH B aHaMHeE3€, BKIIOYAIONIUE aHA(PHIAKCHIO,
aHa(UIAKTUYECKU 0K U aHTHOHEBPOTHUYECKUI OTEK K Jto0omy nnruduropy JAI1-4;
caxapHblif quaber 1 Tuna (mMpuMeHEHHE HE U3YYEHO);

Jr000f  BHJ OCTPOr0 METabONIMYEeCKOro amuao3a (JlakraTanuao3, JAua0eTHYeCKUi
KETOaInI03);

nuabeTnyeckas mpekoMa;

Hapymenne GyHKIUK nodek Tskenoi crenenn (pCK® < 30 mun/mun/1,73 m?);

OCTpBIE COCTOSIHUSA, MPH KOTOPBIX MUMEETCS PUCK Pa3BUTHS HapyIIeHUS (PYHKIHUU TOYEK,
TaKHe KaK:

00€e3BOKHBaHUE,

TsDKeTast nHpeKuus,

IIOK;

OCTpO€ WM XPOHHYECKOE 3a00JIeBaHME, KOTOPOE MOXKET BBI3BaTh THIIOKCHUIO TKaHEH,
HanpuMmep:

cepJie4Has WM JIbIXaTeNbHasi HEJOCTaTOUYHOCTD,

HE/IaBHO MEPEHECCHHbIN NH(pAPKT MHOKAp/a,

IIOK;

MEYEHOYHAasl HEJJOCTaTOYHOCTb;

oCTpasi aJIKOroJbHasi MHTOKCHUKAIIMSI, aJTKOTOJIN3M;

nerujapartanus (Mpu pBOTE, AUApee), JIUXOpajKa, TsHKeNble MHPEKIIMOHHbIE 3a00J1eBaHus,
COCTOSIHUSL TMIOKCUM  (IIOK, CENCUC, HH(EKIUH MOUYEBBIICIUTEIBHON CHCTEMBI,
OpoHXxosierouHble 3a00JI€BaHNA);

Cepbe3Hble XHUPYpPrMUECKHe Olepalud U TpaBMbl (KOrja IIOKa3aHO IPOBEACHUE
MHCYJIMHOTEpAINuHn);

nepuoJi MeHee 48 4acoB 70 U B TeueHHe 48 4acoB MOCIe MPOBEICHHs paJAHOU30TONHBIX WU
PEHTT€HOJIOTMYECKUX MCCIIeI0BAaHUN C BBEIEHUEM HOICOIEPKALUX KOHTPACTHBIX CPEJICTB;
OepeMEHHOCTb, MIEPHOJ IPYIHOTO BCKAPMIIUBAHMS,

coOuroieHue TumokanopuiiHoi aueTs (< 1000 kkan/cyT.);

BPOXKJCHHAs] HEMEePEHOCHMMOCTh TallakTO3bl, JIAKTa3Has HEIOCTaTOYHOCTh M TJIIOKO30-
rajlakTo3Has MajababcopOus;

Bo3pact 10 18 jer (6e3omacHOCTh U 3((HEKTUBHOCTH HE U3YUaIIHCh).

C 0CTOPOKHOCTHIO
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COOTBETC TEn Y ET FJKCNEPTHOMY OTYETY
or 26.12 2023 N2 27177

V s B Bo3pacte crapiie 60 JeT, BRITOTHAIONIUX Tﬂ)KGJIQIO &ﬁ%e&v%’@@w'( EOBBIm'e:ﬂHaﬂ

OIMMaCHOCTL pa3BUTHUA naKTaTaqu[ma); Yy NalMCHTOB C MAHKPCATUTOM B aHAMHC3C (CBSI3I: MCKAY
MMPpUEMOM CaKCarJIMITHHA W MMOBBIICHHBIM PHUCKOM PA3BUTHA IMMAHKPCATHUTA HC yCTaHOBJICHa); y
IMallMCHTOB C CCpI[C‘lHOﬁ HEAOCTATOYHOCTHIO B AaHAMHE3E; Y IMMAIITMCHTOB C HAPYIICHUEM (bYHKHI/II/I

TI0YeK cpeaHeil M Tsvkenoit crenenu B anamuese (pCK® < 45 mn/mun/1,73 m?).

IIpumeHenne npu GepeMEHHOCTH M B IIEPHO/L I'PYAHOI0 BCKAPMJIUBAHHSA

B cBs3u ¢ TeM, uTo NpuMeHeHue npenapara Kom6ornus Ipononr®

B 1epuoJi 0EpeMEHHOCTH He
M3YYEHO, HE CJIe/lyeT Ha3HayaTh Mpenapar B mepuoj 0epeMeHHOCTH.

HeunsBecTHO, MPOHUKAET M CAKCATIUITUH MM METGOPMHH B TpyaHOE MOJIOKO. [Tockonbky He
MCKJIIOUEHa BO3MOKHOCTh IIPOHHKHOBeHHs mpemapara Kom6ormus IIpomonr® B rpymmoe

MOJIOKO, IIPUMCHCHHEC IIpCIIapaTa B IICPUOJ I'PYAHOI'0 BCKAPMIIMBAHUA ITPOTUBOIIOKA3aHO.

Cnocod npuMeHeHHs U 103bl

BuyTpb, 01MH pa3 B CyTKM BO BpeMmsl ykHMHA. TaOleTku cieayeT NporjaTbiBaTh LEJIMKOM, HE
pa3KeBbIBasl, HE U3MeNbyas U HE pa3iaMbIBasl.

o3y cienyet moaOupaTh HHIUBUIYAIBHO.

V TaIMeHTOB, TIONYYalomuX MeThOPMHUH, 103upoBKa penapara Kom6ormus Ipoxonr® nomkHa
colepkatb MeTGOpPMHUH B YK€ IpPUHUMAeMOW [03€¢ WIM B HauOojiee TepaneBTUYECKU
cooTBeTcTBYMOIIEi no3e. Ilocne mepexona ¢ MeTpopMrHa HEMEAJICHHOIO BBHICBOOOXIECHUS Ha
MeTGOPMUH MOAM(PUIMPOBAHHOTO BBICBOOOXKACHUS CIEAYEeT TINATENIbHO KOHTPOJIMPOBATH
KOHIEHTPALMIO TJIFOKO3bl B KPOBHM M COOTBETCTBYIOUIMM 00pa3oM HPOM3BOAUTH KOPPEKIIHIO
JTO3BI.

[TanMeHThl, KOTOPHIM MOKa3aH CAKCArJUNTHH B 03¢ 2,5 MI' B KOMOMHAIMM ¢ MET(GOPMUHOM
MO I (UILIMPOBAHHOTO BHICBOOOKIEHHS, MOTYT ToNy4aTh npenapar Kom6ornus Iponorr® 1000
Mmr + 2,5 mr. [TanrerTam, KOTOPBIM TOKa3aH MPHUEM CaKCarjuNTHHA B J103€ 2,5 MT, U KOTOPHIE
paHee He ToJydasid MeTHOPMHH, UM KOTOPBIM Tpedyercst go3a Merdopmuna 6omee 1000 wmr,
cllefyeT MPUHUMATh CAKCArUITHH U MET(OPMHUH B BUJE OTJEIBHBIX MPENapaToB.
MakcumanbHasi CyTOYHas 703a: CaKCarjJuNTHHA 5 M U MeTQOpMHHA MOIUGPHUIMPOBAHHOTO
BBICBOOOXKIeHUs 2000 MmT.

He npoBoaunoch crenuanbHBIX HCCIEAOBaHUN 0€30MacHOCTH M 3(PQPEKTUBHOCTH Ipernapara
Kom6ormu3 [Iponour® y narueHTos, paHee MOMydaBIIMX APyTHe THINOTIMKEMUYECKHE CPECTBA
U nepeBeicHHBIX Ha Tpenapar Kom6ormus Ipononr®. Brocuth uzmenenus B Tepanuio CJI12
CIIEyeT C OCTOPO’KHOCTBIO W TPU COOTBETCTBYIOIEM KOHTPOJIE KOHIEHTpPALUU TJIIOKO3bI B

KpPOBH.
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oT 26.12.2023 N2 27177

(NOCNEOQCOBATENBHOC T.:u 0003)

Ilpumenenue 6 0codvix cpynnax nayuenmos

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Tayuenmul ¢ HapyuwieHuem GbVHKuuu no4yexK

Jlo nauana tepanuu mpenapatrom KomGormus ITpomonrr®

U TIEPUOMYECKH — Ha (OHE Tepanuu
naueHTaM clieyeT OlleHUBaTh (GYHKIHMIO ouek (cM. moanyHKT «Hapyuienune GyHKINU modex»
nonpaznena «®dapmakokuHetukay u nonpazgen «Dynkuus mnouek» pazgena  «OcobOble
yKa3aHUs»).

Ipenapar Kom6orius [ponorr® NpoTHBOIOKA3aH MAlMEHTaM ¢ HapylieHHeM (QYHKIMH HOYeK
tsmkenoit crenenn (pCK® < 30 mn/mun/1,73 m2).

He cnenyer HaunHaTh Tepanuio npemapatom Kom6ormus Ipononr® namuentam ¢ pCK® 30-45
mi/mun/1,73 M2, Ecnu Ha (oHe Tepanuu oTMedeHo croiikoe camkenne pCK® < 45 mn/mun/1,73
M%, HEOOXOIMMO OLEHHTh MOJIb3y M PHCK NPOJOJKEHHsS Tepamuu. IIpu 3ToM MakcHMalbHas
cyTouHas 103a npenapata Kom6ormus Ipononr® gomkna 6biTh orpanudena 1000 mr + 2,5 mr
(cM. monpazaen «DyHKus mouek» pasnaena «OcoOble yKa3aHUus»).

® ecmu Ha (oHE IEUeHHS

Heo6xomumo mpekparuts npuem mpenapata KomOormms Ilpomonr
pCK® camxaercs < 30 mn/mun/1,73 M2,

HGMMEHmbl NnoJAHCUI020 603pacma

HOCKOHLKy MCT(i)OpMI/IH M CAKCArJIMIITUH BBIBOJATCA IIOYKaMHU, IIpCriapar Komboraus HpOHOHF®

ClIeflyeT TMPHMEHSATh C OCTOPOXKHOCTHIO B IOXKWIOM Bo3pacte. KOHTpoimb (QyHKIMH IMOYEK
HEOOXO0UM Jis MPEeAOTBPALEHUS METPOPMHUH-ACCOLMUPOBAHHOTO JIAKTATALIN103a Y MOKHIIBIX
MAIEHTOB.

/emu

be3onacHocTh M 3((EeKTUBHOCTh MPUMEHEHUs Mpenapara y MNalnueHToB Miaame 18 yer He

U3YyYaJluCh.

IToGouHnoe neiicTBue

TepaneBTuyecKre KIMHAYECKHE Ucceq0BaHus TabneTok mpenapata KomGornus ITpononr® me
IPOBOAMIINCH, OJJHAKO ObLIa MPOJEMOHCTPUpPOBaHA OMOIKBUBAJIEHTHOCTh IpenapaTta KomOoraus
[ponour® 1 0HOBPEMEHHO NPUHUMAEMBIX HPENAPaTOB CAKCATTMITHHA M METGOPMHHA.
Cakcaznunmun

Kpamxkuu 0630p npodhuns bezonacnocmu

B miectr MBOWHBIX CIEMBIX KOHTPOJIUPYEMBIX HCCIICIOBAHUAX KIMHUYECKOW O€30MacHOCTH U
3¢ (HEeKTUBHOCTH, TMPOBEIEHHBIX JJIsi OLEHKH BIUSHUS CAKCAarJUNTHHA Ha TIUKEMUYECKUUN
KOHTpOJIb, NpuHuMaiu yuyactue 4148 mamuentoB ¢ C/12, u3 koropsix 3021 manueHT mosyyan
CaKkCarjaunTuH. B paHIOMU3HPOBAHHBIX KOHTPOJHUPYEMBIX JIBOWHBIX CJEMBIX KIWHUYECKUX

UCCIIEIOBAaHMAX  (BKJIIOYAsh HCCIEAOBAaHUS IO pa3padoTke Ipemnapara W B paMKax
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MOCTPETUCTPAITMOHHOTO TMpuMeHeHus1) Oosee |17000 ngkme};ll%t—rl:'cli C@h&wqiml qF :

SKCMEPTHOMY OTYETY

CaKCarJIUIITHHOM.
B oObenuHeHHOM aHanm3e ngaHHbIX 1681 mamuenra ¢ CJI2, Bkiaroyas 882 maIMeHTOB,
MOJIyYaBIIUX CaKCATrJUIITHH B J03€ 5 MI, PaHJIOMHU3UPOBAHHBIX B IISTH JIBOWHBIX CJIEIBIX
1a11e00-KOHTPOJIMPYEMBIX HUCCIICIOBAHMIX KIMHUYECKOW Oe3omacHOoCTH U A()PEKTUBHOCTH,
MPOBEJICHHBIX ISl OIEHKM BIMSHHS CAaKCATJIMIITHUHA HAa TJIMKEMUYECKHH KOHTPOJb, 00IIas
4acTOTa HEXKENATEIbHBIX SBJICHUN Y MAIMEHTOB, TOTYYaBIINX CAKCATJIMIITHH B 03¢ 5 MT, OblIa
CXOJTHOM C TaKOBOH y MAI[MEHTOB, MOJyYaBIIKX IIane6o. [IporeHT npekpaiieHus Teparnun u3-3a
HEXEJNAaTeJIbHBIX SBJICHUNA OBLI BBIIIC y MAIMEHTOB, IMOJIYYaBIINX CAKCATJIMITHH B J103€ 5 MT, 10
CpaBHEHHIO C MAIlMEHTaMH, ToJTy4aBmuMu iane6o (3,3 % mno cpaBHenuto ¢ 1,8 %).

Ilepeuenv nHedceramenvbHblx peakyull 8 suoe madauubl

HexenarenbHble peakiuu, 3aperucTpUpoBaHHble y > 5% malnuMeHTOB, MOJYyYaBIIUX
CaKCarIMIITAH B JI03¢ 5 MI, W dYalie, 4eM Yy NAalMEeHTOB, IMOJYyYaBIIUX IUIanebo, Win
3apEruCTPUPOBAHHBIC Y > 2 % MAIMEHTOB, MMOJIYYaBIINX CAKCATJIUITHH B J103¢ 5 Mr, 1 Ha > 1 %
Yarie 1o CPaBHEHHUIO C MAIMEHTaMU, TOJy4aBIIMMH I11a11e00, MpUBeICHbI B Ta0mIe 1.

HexenarenbHble peakiMu MEPEYHCICHBl 10 cucTeMHo-opraHHbiM kiaccam (COK) wu
a0COJIIOTHOW 4YacTOTE BO3HHMKHOBEHHs. YacToTa ompeaessercs CISAyIONMM o0pa3oM: OYeHb
gacto (> 1/10), wacto (> 1/100, no < 1/10), Heuacro (> 1/1000, no < 1/100), peaxo (> 1/10000,
HO < 1/1000), ouyenp peaxo (< 1/10000), gacrora HemsBecTHA (HA OCHOBAHHHM HMEIOIIUXCS

JaHHBIX OLICHUTH HCBO3MO)I(H0).

Ta6auna 1. Yacrora HexkenaTeIbHBIX peakuuii ¢ pacnpeaeaennem no COK

Yacrora HesKelaTeIbHbIX PEAKUMHA B
COK 3aBHCHMOCTH OT CX€MbI JICUEeHH S

HexxenarenbHas peakuus CakcaraunTun + mergpopmun’

Nudexuuu u uHBA3UM

WHudexius BepXHUX JbIXaTeNbHbIX MyTe | YacTo

WHudexius MOUYeBbIBOIAIINX My Tel Yacro
l"actposnTeput Yacto
Cunycur Yacto
Punodapunrur Yacto?

HapyueHust co CTOpOHBI HEPBHOM CHCTEMBbI

T'onoBHAas 00JIb YacTto

Key104HO-KHIIICYHBbIC HAPYLLICHHUS
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COOTBETCTBYET 3KC

1y OTYETY

MEPTHON
ot 26.12.2(

PBoTa Yacto

123 N 27177
PPy e e ey e

(MOCAERCBATENEROC TS 0005

! BkmouaeT cakcaraunTHH B JOMOIHEHHE K METGOPMUHY U CTAPTOBYIO KOMOUHHPOBAHHYIO

Tepanuio ¢ METGOPMHUHOM.

2 TonbKO IPHU CTAPTOBOI KOMOMHUPOBAHHOM TEPaITHH.

Onvim nocmpezucnmpayuOHHO20  NPUMEHEHUA no OQHHbIM _KIUHUYECKUX UCCIC0068AHUN U

CNOHMAHRHbIX COO6M4€HMIZ

B Ta6J'II/IHC 2 IMPUBCACHBI JOIIOJHUTCIBHBIC HEXEIATCIIBbHBIC PEAKINH, KOTOPHIE OTMECYAINCh B

X04€ TMOCTPCrUCTPalMOHHOTIO IMPUMCHCHUA CaKCarJUIITUHA. YacToTa OoCHOBaHa Ha JaHHBIX

KJIMHUYECKUX MCCIIEI0OBAHUN.

Tadauna 2. YacToTa 10NMOJHUTEIBLHBIX HeKeJIaTeJIbHBIX PeaKIUii ¢ pacnpenejeHueM 1o

COK

COK

HexenarennHas pCaKnuAg

YacToTa HekKeIaTeIbHbIX PeaKImiil

Hapyuienust co cTopoHbI MMMYHHOM CHCTEMbI

Peakiuy TMIepuyBCTBUTENBHOCTH (CM. Pa3iesl Heuwacro
«[IporuBonokazanus» u «OcoOble yKazaHHsD)
AHauakTHYeCKHe peaKkiuy, BKI0Yast

aHa(UIAKTUYECKUH TIOK (CM. pa3/eibl Penxo
«IIpotuBomnokazanus» U «OcoOble yKa3aHUsD»)
Kesry104HO-KHIIEYHBbIC HAPYIICHHUS

TomHoTa Yacto
[Tankpearut Heuacto
3anop HenssectHo

HapyumeHnust co CTOPOHBI KOKHM U IMOAKOKHBIX TKaHel

AHTMOHEBPOTHYECKUI OTEK (CM. pa3iesbl

«IIpotuBomnokazanus» U «OcoOble yKazaHUs) Penko
Hepmarur Heuacro
3yna Heuacto
Chinp? Yacto
KpanusHuna Heuacro
Bynnesnslit nemdurona HewnssectHo

1

OI_ICHKI/I 4aCTOTbl OCHOBAHBI Ha O6’bCI[I/IHCHHOM

aHaJau3e KIMHUYECKUX HCCICIOBaHUMN

MOHOTCPAIINU CAKCATJTIUIITUHOM, CAKCArJIUIITHHA B JOIOJHCHUC K MeT(bOpMI/IHy, CTapTOBOﬁ
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COOTBETCTBYET SKCNEFTHOMY OTHETY

oT 26.12.2023 “1-7'1"-'

KOMOWHUPOBAHHOH Teparnuu ¢ METPOPMHHONL 1 caxcéﬂmnﬂﬁl; B %oﬁ@ﬂﬂéhhe K rrpenapaTaM

Cy.Hb(l)OHI/IJIMO‘-IeBI/IHBI U K TUA30JIMAUHIUOHAaM.
O1H PCaKIMU TAKKC OBLIH BBISBIICHBI B X04€ KIIMHUYCCKUX I/ICCJIC,Z[OBaHI/Iﬁ A0 peructpanuu,

HO HC COOTBETCTBYIOT KPUTCPUAM, YKa3aHHBIM IJIA Ta6J'II/II_[BI 1.

Pezynvmamut uccneoosanus SAVOR

B uccnenoBannu SAVOR npunumanu ydactre 8240 manueHTOB, MOTYyYaBIIMX CAKCATJIHUITHH B
o3¢ 5 mMr wid 2,5 Mr oauH pa3 B cyTkd, u 8173 marmueHTa, moyiydaBmmx Iianedo. OOmas
4acTOTa HEXKENAaTeJIbHBIX SBJICHUA Yy TMAalKUEHTOB, I[OJyYaBIIUX CAKCAIJIUIITUH B 3TOM
UCCIIeIOBaHNM, ObUla aHaJorMyHa TakoBoW B rpymme mianedo (72,5 % mnporus 72,2 %,
COOTBETCTBEHHO).

YacrtoTa MOATBEPXKACHHBIX SIBICHUN maHKkpeatuta coctaBuia 0,3 % Kkak y MalMeHTOB,
MOJTyYaBIIUX CAKCATJUNTHH, TaK ¥ y TAIlMEHTOB, MOJyYaBUIMX IIANed0, B MOMYIALUN BCEX
PaHAOMU3HPOBAHHbBIX MTAIUEHTOB.

YacTtoTa peakiuil runepuyBCTBUTEIBHOCTH cocTaBuiia 1,1 % Kak y ManMeHTOB, MOTY4YaBIIUX
CaKCarjuITUH, TaK U y MalMEeHTOB, MMOJIYyYaBIIUX Mareoo.

OO0mmas 4acTtoTa TUIOTIMKEMUU (3apEerHCTPUPOBAHHON B JHEBHHKAX MAI[MEHTOB) COCTABIISAJA
17,1 % y mnanueHToB, MOJdydYaBIIMX cakcarauntud, U 14,8 % y mDanueHToB, MOTy4YaBIIUX
miane6o. [IpolleHT ManuMeHTOB € 3aperuCTPUPOBAHHBIMM BO BpEeMsSl JIEUEHUS SBICHUSMU
TSDKEJION TUITOTJIMKeMHUH (ompeaessieMol Kak siBJeHue, TpeOyrolee MOMOLIH IPyroro Jinia) Obut
BBIIIIE B TPYIIE CaKCarIMITHHA 10 CpaBHEHMIO C rpymmod ranedo (2,1 % u 1,6 %,
COOTBETCTBEHHO). [lOBBINIEHHBIH pHUCK THOOON TUNOTIMKEMUU W TSHKEJIOM THMIOTIIMKEMUH,
BBISIBJICHHBIN B TPYyIIE CaKCArIMITHHA, HAOIOAICs, B OCHOBHOM, y MAllMEHTOB, MOIYYaBIIMX
IPOM3BOJIHBIE CYJIb()OHUIMOYEBUHBI MPU BKJIIOUYEHUHM B HCCIIEIOBAaHUE, HO HE y MAI[MEHTOB,
MOJIy4aBUIMX MPU BKJIIOYEHUU B MCCIIEJOBAaHWE MOHOTEPANMIO IpenaparaMy WHCYJIMHA HWIH
MerhopmuHoM. [loBBIIIEHHBIN pUCK JIOOOH H  TSHKEJIOW TUIOTJIMKEMHUH, B OCHOBHOM,
HaOJIIOIaNICsl y MAIIMEHTOB ¢ UCXOAHBIM coaepkanreM HbAlc <7 %.

CHuxeHue KoimdecTBa JUM(OIMTOB B KpoBH ObLTO 3apeructpuposano y 0,5 % mnamnueHTos,
MOJTy4aBIIUX cakcariunTuH, Uy 0,4 % manueHToB, MOIy4aBIInuX 1maneoo.

['ocnuTanuzanus 1O TOBOAY CEpACUYHOM HEAOCTATOYHOCTH uYalle oOTMeyanach B TpyIe
cakcarmuntuHa (3,5 %) 1o cpaBHeHHMIO ¢ Tpynmoi rmane6o (2,8 %) ¢ HOMHUHATBHOU
CTaTUCTHYECKOW 3HAYMMOCTBIO B MOJIB3Y Iianebo (otHomenue puckoB = 1,27; 95 % 1IU 1,07,

1,51); p=0,007).

Onucarnue omoenbHbiX HeXCeaamelbHblL peaxyuil
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COOTBETCTBYET 3KCMEPTHOMY OTYETY

oT 26.12.2023 N2 27177

HexenarenpHbie ABJICHUA, CBA3b KOTOPBIX [ HGK&]&HQGHEE& ﬁbde-ﬁggllthM -lr_IO “MH g

UCCJIEIOBATENS, 110 MEHbILIEH Mepe, HE UCKIII0Yallach, 3apErUCTPUPOBAHHBIE, 110 KpalHEH Mepe,
y 2 TaIMeHTOB, MOJYYaBIIUX CAKCATJIUNTHH B J03€ 5 MI, IO CPaBHEHHIO C KOHTPOJIBHHOM
TPYIIO, IEPEYNCIICHbI HUXKE C pAaCHpe/IeICHHEM M0 CXeMaM JICUCHHUS.

B kauecTBe MOHOTEpanuu: TOJIOBOKPYKEHHUE (YaCTO) U YTOMIISIEMOCTD (4acTo).

B kauectBe nonoiaHeHus K MET(HOPMUHY: JUCTICNICHS (4aCTO) U MUAITHS (4acTo).

B kauectBe CTapTOBOW KOMOWHHPOBAHHOW Tepamuu C MET(HOPMHHOM: TacTpUT (Yacro),
apTpanrus’ (HedacTo), MUaNTHs (HE4acTo) M SPEKTHIbHASA MChYHKIMS (HEUacTo).

B kauectBe JfomonHeHHs K METGOPMUHY U MPOU3BOAHBIM  CYIb(HOHUIMOYEBHUHBIL:
rOJIOBOKPY>KEHHE (4acCTO), YTOMIIIEMOCTh (4acTO) U METEOpU3M (4acTo).

1

Bo Bpemsi mOCTMapKETHHTOBOTO HAOJOJICHUSI OTMEYAINCh CIydaW apTpalruu (CM. pas3jaen

«Oco0bIe yKa3aHus»).

T'unocnuxemus

[Ipu oIlCHKE THITOTIMKEMHUU KaK HEXEIATSIIBHOTO SBJICHHS OICHUBAINCH BCE COOOIIECHUS O
TUIOTJIMKEMHH; COMMyTCTBYIOIEE U3MEPEHNE KOHIIEHTPAIIMU TJIIOKO3bI HEe TpeboBanock. YacTtoTa
3apETUCTPUPOBAHHON THIMOTIIMKEMUH MPU NPUMEHEHHHM CaKCArJIMITHHA B J03€ 5 MI IO
CPaBHCHHIO C TUIAae00 B JOMONHEHHE K MeThOopMUHYy coctaBuia 5,8 % mo cpaBHeHuto ¢ 5 %.
YacToTra 3aperucTpupoBaHHOW THUIOTJIMKEMUU cocTaBuia 3,4 % y paHee HE JICUCHHBIX
MAIMEHTOB, MOJTYYaBIIUX CAKCArJUITHH B J03¢ 5 mr u metgopmuH, u 4,0 % y manueHTOB,
MOJTy4aBIIUX TOJIbKO MeTopmuH. [Ipy Ha3HAUEHUN CaKCATTUNTHHA B IOTIOJHEHHE K UHCYITUHY
(c meTrdopMuHOM uu 0e3 Hero) o0Ias YacToTa 3apErUCTPUPOBAHHBIX CIY4YaeB TMITOTIMKEMUU
coctaBuia 18,4 % mist cakcarmmnTyuHa B 103e 5 Mmr u 19,9 % s miane6o.

[Ipy mpuMeHEeHUH CakcarJuNTHHA B JOMOJHEHHE K Tepanuud MeT(HOPMUHOM M TPOU3BOIHBIM
CyITb()OHUIMOYEBHHBI 00II1asi YaCTOTa 3apEerUCTPUPOBAHHBIX CIyYyaeB TUMOTIIMKEMUU COCTABHIIA

10,1 % mis cakcarmunTUHA B 103€ 5 Mr 1 6,3 % s mae6o.

Jlabopamopnvlie u uncmpymenmanbHvle OaHHblE

B KIMHHYECKMX HCCIENOBaHUAX YacTOTa HEXKENATENbHBIX SBJICHUN, NPEIACTABICHHBIX
W3MEHEHUSMU J1a0OpaTOPHBIX TapaMmeTpoB, OblIa AHAJOTHMYHOW Yy TAIMEHTOB, MOJTYYaBIINX
CaKCarjJunTHH B JI03€ 5 MI, TO CpPaBHEHUIO C TMAalMeHTaMH, MOJYYaBIIMMHU IIareoo.
HabGmromanoce  HeOonblioe  CHUXKEHHE  aOCONMIOTHOTO  KoiuyecTBa  TUMQONHUTOB. B
O00BEIMHEHHOM aHallM3e IUIAneb0-KOHTPOIUPYEMbIX HCCIeIOBaHUN HAOIIOJANOCh CpelHee
CHIKEHHE UCXOJIHOTO CPETHETO aOCOTIOTHOTO KOJMUYeCTBa JIUMGPOIUTOB (mpudam3uTeasHo 2200

KJIETOK/MKJ) Tpubau3uTenbHo Ha 100 KIEeTOK/MKII IO CpaBHEHHIO ¢ Tpynmo miamnedo. Cpennee
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COOTBETCTBYET SKCNEFTHOMY OTHETY

oT 26.12.2023 N2 27177

a0COJIIOTHOE KOJMYECTBO JUM(DOIIMTOB OCTAaBRJIOCH CTgénnblﬁ,‘Hw %II Eel_)kbelﬂr;el-ail;w ﬁ'b_ﬁeMe

npernapara MpOJAODKUTENBHOCTRI0 0 102 Hemenb. CHMKEHHE KOTMYECTBAa JTUMQOIMTOB HE
OBLIO CONPSAKCHO C KIMHUYCCKHW 3HAYMMbIMU HCKCIIATCIIbHBIMU PCAKIIUAMU. Knmunnueckas
3HAYMMOCTh CHW)KCHHUSI KOJIMYECTBA JMM(OIMTOB MO CPaBHEHHUIO C TPYNIOH IuIanedo

HCHU3BCCTHA.

Memepopmun

Jlannvle Knunuyeckux UCCIE006AHUN U nocmmdapKemuHzoeble odannvie

B tabmuue 3 mpencraBieHbl HexenarenbHble peakuuu ¢ pacnpeaeneHueM no COK u mo
KaTeropusM 4acToThl. Kareropum 4acToTsl OCHOBaHBI HA MH(POPMALIUHU, UMEIOIEIHCS B KPaTKOM

XapaKTEePUCTHKE JIEKapCTBEHHOTO cpencTBa MeThopmuH B EBponeiickom Corose.

Tadoauna 3. YacTtora HexeJaTebHBIX peakuuii Ha MeT(OpPMHH, BBISIBJEHHBIX B Xoje
KJIMHUYECKHX UCCICA0OBAHMH U MOCTPErUCTPALMOHHOI0 NPUMEHEeHUs

COK

HexenarennHas pCaKnuAa YacrToTa Hexe1aTeJbHbIX pealcum“a

Hapyumenusi MmeTado1u3Ma U MUTAHUS

CHMKeHue KOHICHTpPAlUH B CBIBOPOTKE

kpoBu/nepunut Buramuna Bio Yacto

JlakTaranunos Ouens penko

Hapyme}mﬂ CO CTOPOHBI HepBHOﬁ CUCTEMBbI

Meramueckuil IpUBKYC BO PTY Yacto

)Ice.]'lyIIO‘IHO-KI/IIIIe‘IHLIe HapyumcHus

1

XGHYHO‘IHO-KI/IHIG‘-IHBIG CHUMIITOMBI OueHnp yacTo

Hapymenust co cTOPOHBI EYECHHN U KETYCBBIBOASAIINX My Tel

Hapymenust pyHKIuM neyeHu, renatut OueHnb penko

Hapyme}mﬂ CO CTOPOHBI KOYKHU U MOAKOKHBIX TKaHeil

KpanuBHua, spurema, KO>XHbIH 3y Ouens peaxo

! H(CJ'I}U]O‘-IHO-KI/H_HC‘-IHBIC CUMIITOMBI, TAKUC KAK TOMIHOTA, PBOTa, AUAPCH, 00JIb B JXKMBOTE U

MOTepsA aIlIeTHUTa, 4Yalme BCCTO BO3HUKAIOT B HadaJl€e TCpalud U B OOJIBIITMHCTBE CJIy4acB

pa3pemnarTcs CIIOHTAHHO.

Ilepeno3upoBka
Caxcaznunmun

[Ipyn nnurensHOM NpueMe mpenapara B A03aX, 40 80 pa3 IpeBBILIAIINX PEKOMEHIOBAHHBIE,
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COOTBETCTEYET 2KCNEPTHOMY OTUYETY
o1 26.12.2023 Nz 27177

(NOCNEOQCOBATENBHOC T.:u 0003)

CHMIITOMOB MHTOKCHUKaIIWUMU HE OIMMCAHO.

B ciydae nepeno3upoBKy clenyeT IPUMEHITh CUMIITOMATHYECKYI0 Tepanuto. CakcariaunTuH u
€ro OCHOBHOHM MeTaOOJUT BBIBOAATCA W3 OpPraHM3Ma MpPU MOMOINM TeMoJauain3a (CKOPOCTh
BeIBeIcHUS — 23 % 10361 3a 4 yaca).

Memdepopmun

3aperucTpupoBaHbl Clay4dau Nepeo3upoBKH MeT(hopMuHa, B TOM uyHcie mnpueMm Oomee 50 T.
ITpumepro B 10 % cnyuyaeB pa3BuUBajach TMIIOIVIMKEMHs, HO €€ IIPUYMHHAs CBA3b C
MeTGopMHUHOM He ycTaHoBieHa. B 32 % ciywaeB nepeno3upoBKM MeTQOpPMHUHA Yy MAaLUEHTOB
HaOmoancst Jlakraranuao3. MeThopMUH BBIBOAWTCS NpU AMANIN3E, HPU ITOM KIHPEHC

nocturaer 170 mur/mMuH.

B3aunmopeiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CPeICTBAMH

CoBMecTHOE TpPUMEHEHHWE MHOTOKpATHBIX 103 cakcariuntuHa (2,5 Mr 2 pa3a B CyTKH) U

merpopmuua (1000 mr 2 pasa B CYTKH) 3HAUYMMO HE BIUSJIO Ha (PapMaKOKHHETHUKY

CaKcarMITHHa Wik MeTgopmuHa y nanueHTo ¢ CJ12.

@opMaNbHBIX HCCIEIOBAaHUN JIEKAPCTBEHHBIX B3auMojeWcTBui mpenapata KomOormus
®

HpOJIOHF HC IIPOBOAUIIOCH. HpI/IBCI[eHHBIC JajJle€ CBCACHHA OCHOBaHbl Ha ,Z[OCTyrIHOﬁ

UHPOPMALIAN O KaXKJIOM U3 ACHCTBYIOIINX BEIIECTB.

Cakcaznunmun

AHaJIM3 JaHHBIX KIMHUYECKUX UCCIIEIOBAHHI TIO3BOJISIET MPEAINOJIAraTh, YTO PUCK KIMHUYECKU
3HAYMMBIX B3aMMOCHCTBHI CaKCArJIMIITHHA C JIPYTMMHU JIEKAPCTBCHHBIMH CPEJICTBAMH TPU UX
COBMECTHOM IIPUMEHEHUHU HEBEIIHK.

MeTtabonu3M cakcariunTHHAa MPEUMYIIECTBEHHO OIOCPEIOBaH CUCTEMONH HU30(EepPMEHTOB
nuroxpoma P450 3A4/5 (CYP3A4/5). B wuccriemoBaHusx IN VIitro ObUIO0 TOKa3aHO, dYTO
CaKCarJIMIITHH U €r0 OCHOBHOM MeTabonuT He HHruoupytot nzodpepmentel CYPLA2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6, 2E1 u 3A4 u He unaymupyioT nzopepmertsl CYPLA2, 2B6, 2C9 u 3A4.
B KJIMHUYECKHX HCCIEOBAHUAX C YYaCTHEM 3JIOPOBBIX JTOOPOBOJBIICB MeT(HOpMUH,
[JIMOCHKIIAMUT, THOTJIUTAa30H, IUTOKCUH, CHMBACTaTHH, OMEIPA30JI, aHTAUbl U (PaMOTHINH HE
OKa3bIBAIM 3HAYUMOTO BIUSHUSA Ha (DAPMAKOKWHETHUKY CAKCATJIMIITHHA M €ro OCHOBHOTO
MeTabomuta. Kpome TOro, cakcarIMliTHH HE OKa3blBAI 3HAYMMOTO BJIHUSHUS Ha
(dapMaKOKUHETUKY MeT(POpPMUHA, TIMOCHKIAMHUIA, MUOTJIMTA30HA, TUTOKCHHA, CUMBACTAaTHHA,
JICHCTBYIOIINX BEUIECTB KOMOWHUPOBAHHBIX OPAJIbHBIX KOHTPALEHTHBOB (ITUHHIACTPAIUON U
HOPTECTHMAT), JHJITHA3eMa WIIM KETOKOHA30J1a.

O}IHOBpCMeHHOG MNPUMEHCHUEC CaKCarjviTHHa C JWITHAa3€MOM, YMCPCHHBIM I/IHFI/I6I/ITOpOM
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COOTBETCTBYET SKCNEFTHOMY OTHETY

oT 26.12.2023 N2 27177

nzodepmenta nuroxpoma CYP3A4/S5, nmoBbimajio Cmax {/ﬂb_cUél %Q( grn&ﬁ%'é' 1—=12E ES"‘% nB 2 1

pasa, COOTBETCTBEHHO, & COOTBETCTBYIOIIME 3HAUYEHUS U aKTUBHOTO META0OJMTa CHU3UIIMCH
Ha 44 % u 34 %.

OpnHOBpeMEHHOE TPUMEHEHHE CaKCarJuNTHHA C KETOKOHA30JI0M, MOUIHBIM HMHTHOMTOPOM
CYP3A4/5, noseimano Cmax 1 AUC cakcarnuntuHa Ha 62 % u B 2,5 paza, COOTBETCTBEHHO, a
COOTBETCTBYIOIIIME 3HAYCHUS JIJISI aKTUBHOTO METa0OIUTa CHU3WIUCH Ha 95 % u 88 %.

[lpy COBMECTHOM NPUMEHEHHHM C MOIIHBIMU HHTUOUTOpaMu wu3odpepmenToB CYP3A4/5
(HampuMep, KeTOKOHA30J, aTa3aHaBUp, KIAPUTPOMUIIMH, MHAUHABUDP, UTPAKOHA30], HE(a30/10H,
Hel()HHABUP, PUTOHABUP, CAKBUHABHP M TEJIUTPOMUIIUH) 1032 npenapara Kom6ormus [ponsonr®
JIOJKHA OBITH OTpaHUYEHA MPUMEHEHUEM ero B 1o3upoBke 1000 mr + 2,5 mr.

OnHOBpEeMEHHOE TPHMEHCHHE CaKCarJUNTHHA C PHPAMIUIMHOM, MOIIHBIM HWHIYKTOPOM
uzopepmentoB nuroxpoma CYP3A4/S, cumxkano Cmax 1 AUC cakcarnuntuna Ha 53 % u 76 %,
COOTBETCTBEHHO. PudaMnuiuH B H3y4YeHHOM [uana3oHEe 103 HE BIUSI Ha HKCIO3UIUIO
aKTUBHOTO MeTaboymta u nHruOuposanue aktuBHocTH [I1I1-4 B tutasme (cm. pasnen «OcoObie
yKa3aHUs»).

CoBMecTHOE MPUMEHEHHME CaKCalJIUIITHHA C HMHAYKTOpaMd H30(EepMEHTOB LUTOXpPOMa
CYP3A4/5, nomumo pudamnuiimHa (TaKUMU Kak kapOaMas3enuH, JeKkcameTa3oH, peHobapouTa
¥ (PSHUTOWH), HE M3y4alOCh U MOXET MPUBECTH K CHUKCHHUIO KOHIICHTPAIIMHA CaKCATJUIITHHA B
IUIa3Me ¥ K YBEIHMYEHHUIO KOHIIEHTPAIMH €ro OCHOBHOTO Merabonurta. Ciemyer TIIATelbHO
OIICHUBATh TIUKEMUYECKUH KOHTPOJIb MPH OJHOBPEMEHHOM INPUMEHEHHH CaKCarlUITHHA C
MOIIHBIM HHIYKTOPOM H30(epmeHToB 1uToxpoma CYP3A4/5.

BimsiHMe KypeHUWs, NUEThI, PaCTUTEIBHBIX MPEapaToB WIH aJIKOToJiI Ha (PapMakOKHHETHUKY

CaKCarjJIMiiTuHa CricquaJbHO HEC U3Yy4allOoCh.

Memepopmun

Convmcmewomee NPpUMEHEHUE HE pekomem)yemc;z

KaTI/IOHHI)Ie npenapaTLI, KOTOpI)IG 3JII/IMI/IHI/Ipy}OTC$I C IIOMOIIBKO KaHaJ'II)HeBOI\/JI CereHI/II/I
(Hampumep, IUMETUINH), MOTYT B3aUMOJICHCTBOBATh C METHOPMUHOM, KOHKYPHUPYs 3a 00Iue
TPAHCIIOPTHBIE CHUCTEMBI MOYEYHBIX KaHabIeB. MccrienoBanue, MpOBEACHHOE C ydacTuem [
3JIOPOBBIX JOOPOBOJIBIIEB, MTOKA3AJI0, UTO ITUMETHANH B j103¢ 400 MT 2 paza B CYTKH YBEITUIHBAI
cuctemuyto skcrozunuio merhopmuaa (AUC) Ha 50 % 1 Cmax Ha 81 %. Takum obpazom, mpu
O/JIHOBPEMEHHOM NPUMEHEHUN KATUOHHBIX IMpEnapaToB, KOTOPbIE BBIBOASTCS C IMOMOIUIBIO
KaHAJBbIIEBOM CEKpelHH, CIEAyeT PAcCMOTPETh HEOOXOAMMOCThH TIIATENTFHOTO MOHHTOPHUHTA
TJIMKEMUYECKOT0 KOHTPOJISL, KOPPEKUMH JO03bl B TMpeleiax pPEKOMEHAYEMOro pexuMa

JO3UPOBAHUA U W3MCHEHHH B JICUCHUH caxapHoro I[I/Ia6eTa.
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Anxoeonw

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

AJKOTOJIbHAsE MHTOKCUKAIUS COMPSDKEHA C MOBBIMIEHHBIM PUCKOM JIAKTATAaIlM03a, OCOOCHHO B
cllydae TOJOAAHUS, HEAOCTATOYHOTO THMTAaHUS WIM HApYHIeHHs (QYHKUUMU TIECUYECHU H3-3a
merdopMuHa B cocrase mpenapata Kom6ormus IIpononr® (cm. pasaen «Ocobble ykazaHHsm»).
Cnenyer wuzberaTh YHOTpeOJIEHUS AaJIKOTOJs M JIEKApPCTBEHHBIX IPENapaTroB, COJEpPIKaIINX
AJIKOTOJIb.

Hoocodepacawue konmpacmmuvie seujecmsa

BuyTpucocynuctoe BBedeHUE HOACOAEpKAIIUX KOHTPACTHBIX BEIIECTB MOXKET MPUBECTH K
HedponaTuu, WHAYUUPOBAHHOM KOHTPACTHBIM BEHIECTBOM, YTO HPUBOJUT K KyMYJISLUU
MeTGOopMHHA W TOBBIIIEHHOMY PHUCKY JakTatanuaosa. [Ipumenenue npemapara KomOormus

[Ipononr™

ClleyeT NPEeKpaTUTh HE MEHee 4eM 3a 48 4acoB /10 MpoLenypbl JUArHOCTHUECKOMN
BU3YaJH3allid 1 BO30OHOBUTH HE paHee 4eM uepe3 48 yacoB mocie Hee, MPH YCIOBHUH, YTO
byHKIMS TOYeK OblJa TOBTOPHO OIEHEHAa M TMpU3HAaHA CTaOWIbHOW (CM. pa3fielnbl
«IIporuBomnokazanus» u «OcoObie yKa3zaHUD?).

Kombunayuu, mpebyiowue cobaodenus mep npedocmopoACHOCINU NPU UCNOIb306AHUL

[ TFOKOKOPTHKOCTEPOH Il (CUCTEMHBIE W MECTHBIC), 0OeTa2-aipeHOMUMETHKH W JIUYPETHKH
001aJaf0T COOCTBEHHOM TUTIEPTIIMKEMUYECKOH aKTUBHOCTBI0. Heo0X01umMo mponH(popMHUpPOBaTh
00 2TOM TalMeHTa ¥ MPOBOAUTH 0OJIee YaCThIi MOHUTOPHUHI KOHIICHTPAIIMH TIIFOKO3BI B KPOBH,
O0COOCHHO B HayvaJjie JICUCHUS STUMU JICKAPCTBCHHBIMH TperapaTamMu. [Ipn HeoOX0IUMOCTH 103y
TUTOTJIMKEMHYECKOTO JIEKaPCTBEHHOTO CpPEJCTBA CIEIyeT CKOPPEKTHPOBaTh MpPHU JICYCHUU
JIPYTUM JIEKapCTBEHHBIM MPENapaToM U MpHu NPeKpaIeHUH TePAUU.

HekoTtopeie JekapCcTBEHHBIC Tpermaparbl MOTYT HETaTHBHO BIHATh Ha (DYHKIHIO TIOYEK,
MOBBIIIAS PUCK JIAKTATAIlM103a, HAPIMEP HECTEPOUIHBIC MPOTUBOBOCTIAIUTEIIBHEIE TIPETIapaThl
(HIIBII), Bkjrouast celeKTHBHbIe WHrHOMTOPHI HukKiIookcureHassl (ILIOTY) |l, MHrHOUTOpSHI
AHTMOTEH3WHIIPEeBpaliaIiero (epMeHTa, AaHTarOHHCTHI pelenTopoB aHruoteHsuHa |l u
JTUYPETUKH, OCOOCHHO TICTIIEBbIC AUYPETHKHU. B Hauane MpUMEHEHUs 3TUX MPerapaToB WIH TPU
UX TMPUMEHCHHUM B KOMOWHAIMKM C METPOPMUHOM HEOOXOJMMO TPOBOJUTH TIIATCIHHBIN

KOHTPOJIb (PYHKIIUH ITOYEK.

OcoOble ykazaHus

Oowee

[penapar Kom6ormus ITponour® mpoTHBONOKA3aH MAlMEHTaM C caxapHbIM auaderoM 1 Tuma
WM JTSI ISYeHUS TUabeTHYeCKOro KeToaua03a.

Ocmputii nankpeamum

[Ipumenenne wunruOoutopoB JIIIII-4 OO CBSI3aHO C pa3BUTHEM OCTPOTO TMAHKpeEaTHTa.
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TlalyeHTsl  JOJKHBI  OBbITh  NPOMH(pOPMUPOBAHBL 0" WDM“T%WTOMEX OCTﬂoro

NaHKpeaTHTa: MPOJODKUTENbHAs!, MHTEHCUBHAsL 00Jb B oOnacT skuBoTa. [Ipu momo3peHun Ha
pa3BUTHE MAHKPEATUTAa HEOOXOAUMO TIPEKPaTUTh IpueM npenapara Kom6ormus Ipononr®; npu
HOJTBEPXKIEHUH TUarHo3a He cleyeT BO30OHOBIIATh TEpaluio. Y MalUeHTOB C TaHKPEATUTOM B
aHaMHe3e Ipenapar cielyeT NIPUMEHATh C OCTOPOKHOCTBIO.

Bbun mosydeHsl CIOHTaHHBIE COOOIIEHHUSI O CIy4asx OCTPOro MaHKpeaTHTa Ha (OHE mpuema
CaKCarjuITUHA B IOCTMAapKETUHIOBOM IIEPHO/IE.

Jlakmamauuoos

JlakTaTanumo3 — 3T0 OYEHb PEIKOE, HO CEPbE3HOE META00IMUYECKOE OCIOKHEHHUE, KOTOPOE Yallle
BCET0 BO3HUKACT MPH PE3KOM YXYIIIEHHH (YHKIUU TOYEK, CEPACYHO-IETOYHBIX 3a00I€BaHUIX
i cericuce. Kymymnsmust MeThopMIHA TPOUCXOIUT MPH PE3KOM YXYAIIECHUH (PYHKIIHH MTOYEK U
YBEJIMUUBAET PUCK JIAKTaTal1103a.

B caywsae oOe3BokuBaHMs (CHJIbHAs JAuapes WM pBOTA, JIMXOpaJKa, Xap, CHUKEHUE
NOTpebIeHNs KUAKOCTH) TIpHUMeHeHre npenapata KomGormus ITpononr® criemyeT BpeMeHHO
IIPEKPATUTh U PEKOMEHAYETCSl 00OpaTUThHCS K Bpauy.

[Tauventam, NpUHMMAKOLIMM  MET(QOPMHUH, CIEAyeT C  OCTOPOKHOCTBIO  Ha3Ha4aTh
JIeKapCTBEHHbIE IpenapaThl, KOTOpPblE MOTYT BbI3BaTb OCTpOE HapylleHHe (YHKLIHUU IOYEeK
(HampuMep, THIMOTeH3MBHBIE TpenapaTsl, auypetuku u HIIBII). [Ipyrumu ¢dakropamu pucka
pa3BUTHS JIaKTAaTalMA03a SIBJISIOTCS UYpEe3MEpHOE YNOTPEOJeHHE ajKOroJis, IeYeHOYHast
HE/I0CTaTOYHOCTh, HEAOCTATOUYHO KOHTPOJUPYEMbIH TuabeT, KeTo3, JJIMTENbHOE ToJIoJaHue U
Jr00ble COCTOSTHMSI, CBSI3aHHbIE C THUIOKCHEH, a Takke OJHOBPEMEHHOE IpPHUMEHEHHE
JIEKapCTBEHHBIX  CPEACTB, KOTOpblE MOTYT  BBI3BaTh  JIAKTaTaluao3 (CM.  pas3jensl
«[IpoTuBonOKa3aHus» U «B3aumMoaencTBrE ¢ APYTHUMH JICKAPCTBEHHBIMH CPEICTBAMUNY).
[TarMeHTh! W/MiK IMLA, OCYLIECTBISIOIINE 32 HUIMH YXO/1, JOJKHBI OBITh TPOMH(GOPMHUPOBAHBI O
pucKe JakTaranuao3a. Jlakraranumo3 xapakTepusyeTcsl aliJI0THUYeCKOM OJBIIKOH, 001bI0 B
JKUBOTE, MBIIICYHBIMU CIIa3MaMM, aCTEHHUEH M THIIOTEpPMHEH C mocnenyromen komou. Ilpu
MOJO3PEHUM Ha JIAKTAaTaUUJ03 MAlMEHTy CJeAyeT IPEeKpaTUTh IPUMEHEHUE Ipernapara
Kom6ormus IIponoHr® M HeMemneHHO OOpaTUThCA 3a MEIULMHCKOH momombio. Ilpu
71a00paTOPHBIX UCCIIEAOBAHUAX OOBIUHO BBIABIIETCS cHIDKeHUE PH kpoBu (< 7,35), mOBbIIEHHE
KOHIIEHTpAIlUU JIaKTaTa B IJIa3Me BbIIIE 5 MMOJIb/JI, @ TaKXKe yBeJIMYEHHE aHHOHHOTO pa3pbiBa U
COOTHOILEHUS JIAKTAT/IUPYBAT.

Dyukyua novek

[Tockonbky MeT(OpPMUH BBIBOIUTCS MOYKAMH, (PYHKIIMIO MOYEK CIIEeTyeT OLEHUBATh:

. Jlo Hauvama JiedeHMsT M PEryJspHO BO BpeMs Tepanuu (CM. TOApa3/eibl

(((DapMaKO,Z[I/IHaMI/IKa», (((I)apMaKOKI/IHCTI/IKa», pa3aciibl «Cmnoco06 NPpUMCHCHUA U OO3bD» U
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«IToGouHoE neicTBHEY).

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

. VYV mnamuentoB co 3HaueHusMH pCK®, npuOmmKaromuMucs K COOTBETCTBYIOIIUM
HapyIEHUIO (PYHKLIUU TOYEK CpelHEH CTENEHH TSHKECTH, M Y MOKHIIBIX NAllMeHTOB — He
MeHee 2-4 pa3 B ro/l.

o VY nanuMeHToB ¢ HapylmeHHeM (yHKIUM MOYEeK CpeJHEed CTEeNeHH TSKECTH, Y KOTOPBIX
pCK® > 30 ma/mun/1,73 M? u < 45 mn/mun/1,73 M2, Ipu OTCYTCTBUH APYTUX COCTOSHMIA,
KOTOpbIC MOTYT yBEIMYMTh PUCK JIAKTaTallM103a, J03a npenapara Kom6ornus [Tpomonr®

coctapisieT 1000 mr + 2,5 mMr onuH pa3 B cyTku. He pekoMeHayeTcsi HauuHaTh JICUEHUE

npenapatom Kom6ormus ITpomonr®

y TakuX NalMeHTOB. Y HajylekaluM o0pa3om
WH(OPMUPOBAHHBIX IMAIIMEHTOB JICYCHUE MOXKET OBITh MPOJOJIKCHO IO TIIATEIbHBIM
HaOJIFOJEHUEM.

. [penapar Kom6ormus Ipononr® npotusonokasan namuentam ¢ pCK® < 30 mn/mun/1,73
M%, U €ro NMpHUMEHEHWe JOIKHO OBITh BPEMEHHO MPEKPANIEHO MPU HAIMYMH COCTOSHHIA,
U3MCHSIONMX (QYHKIHUIO MoYeK (CM. paszen «I [poTHBOMOKa3aHus»).

CHmwkeHnue QYHKIUU TIOYEK Y TOXWIBIX TAIMCHTOB BCTPEYASTCS YacTO W IMPOTEKaeT

6eccumnToMHO. OCOOYI0 OCTOPOKHOCTH CIEAYeT NPOSBIATH B CUTYyalUsX, Korga (yHKIUS

MOYEK MOXKET HapYLIUThCS, HAIPHUMEp, MPH Hayaje Tepanmuu TUIOTEH3UBHBIMU CPEICTBAMU,

quyperukamu nin HIIBIL.

Xupypzuueckoe emeuwiamenbcmeo

[Tpumenenue npenapata Kom6ormus ITpononr® cieayeT npekpaTuTh BO BPEMs XHPYPrUUECKOTO

BMeEIIATeNbCTBA MOA OOINel, CIMHANBFHOW WM SMUIypalbHONH aHecTe3uel. Tepamuio MOXKHO

BO300HOBUTH HE paHee 4eM dYepe3 48 4YacoB mMocie XHPYpruvyeckoro BMeENIATeNIbCTBA HIIU

BO300OHOBJICHUSI TEPOPATLHOTO MUTAHUS MPU YCIOBUHU, YTO (DYHKIMS MOYEK ObLja MOBTOPHO

OIICHEHA U TIPU3HAHA CTAOMIHHOMN.

Beeoenue i1oocooeprcanjux Konmpacmuulx euyecme

BuyTpucocyaucroe BBeleHHE HOACOIEpKAIIUX KOHTPACTHBIX BEIIECTB MOXET IPHUBECTH K

HeponaTuu, HMHIYIUPOBAHHOM KOHTPACTHBIM BEIIECTBOM, YTO MPHUBOAUT K KyMYJISIIUA

MeT(hopMUHA W TIOBBIIIEHHOMY PHUCKY JakTaTtarugosa. [Ipumenenue mpemapata KomOornms

[Ipononr® cieayeT NpekpaTHTh He MeHee yeM 3a 48 4acoB [0 MpOLEAypsl JIUArHOCTHYECKOi

BU3YaJHM3allii M BO30OHOBUTH HE paHee 4eM uepe3 48 yacoB mocie Hee, MPH YCIOBHH, YTO

byHKIMS TOYeK OblJa TOBTOPHO OLEHEHAa M MpU3HaHAa CTaOWIbHOW (CM. pasnensbl

«IIporuBomnokasanus» u «B3anMoaeicTBre ¢ IPYrMMHU JIEKAPCTBEHHBIMU CPEACTBAMUY).

Hapywenusa co cmoponul Koxcu

B  [oKIMHMYECKMX TOKCHKOJIOTMYECKHX HCCISIOBaHUIX COO6I_I_[3.J'IOCB O J3BCHHBIX U

HEKPOTUUYCCKHUX MOPAKCHHUAX KOXHU Ha KOHCYHHOCTAX 00e3baH. B KIMHHYECKHX HUCCICIOBAHUAX
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oc OB HOCTH 0005)
HE OTMEYEHO IMOBBIIIEHUS YacTOTHl BO3H KHOBGHPII;I‘ nt;ltlr:at‘;ALE 'I/ITEQ)I:}IH/IT 'ﬁn';r'mécca

unruoutopos JIII1-4 onucaHbl mocTperucTpaloOHHbIE Ciay4yau pa3BUTHs cblU. ChINNb TaKke
OTMEUEHA KakK HeXelarelbHas peakuus I[pud IPUMEHEHUM CaKcarjunTuHa (cM. paszgen
«ITobounoe neiicTBue»). B cBA3M ¢ ueM B pamMKax CTaHJAPTHOTO BEICHHS MAllMEHTOB C
caxapHbIM JMAa0ETOM PEKOMEHIyeTCs MPOBOAUTH HAONIOJCHHE Ha MpeIMeT BO3MOXKHBIX
HapyLIEHUH CO CTOPOHBI KOXKH, TAKUX KaK BOJIJIBIPH, SI3BbI WJIU CBIIIb.

Bynne3nwtii nemghuzouo

[Ipu mocTpeructpanmoHHOM npuMeHeHnn HHruouTopoB JIIII1-4, B ToM 4Ymclie cakcariMITHHA,
ObLIM OTMEYEeHBl ciayyau OyJuiesHoro mnem@urouaa, TpeOOBaBUIEro TrocnuTaIu3anuu. B
ONMCAHHBIX CIOyyasX MalMEeHThl OOBIYHO OTBEYAJM HA MECTHYI0 WIM CHCTEMHYIO
MMMYHOCYTIPECCUBHYIO TE€paNuio U Mpekpamienue npuema naruouropa AII1-4. [Tpu passutnn
BOJJbIpell MIM u3bABIEHMHA Ha QoHe Tepamuu rpenapatom Kom6ormms Ilpomonr® wu
MON0O3peHUH Ha OyIiie3Hbl neMurous cieayeT MpeKkpaTUTh MpueMm mpemnapata KomOormaus

® n O6paTI/ITI)C$I K JepMaroJiory [mjiid YCTAaHOBJICHHMA AJWAarHoda W Ha3HAYCHHA

IIposonr
COOTBETCTBYIOIIETO JieueHus (cM. pasnen «[lobounoe neiictBue).
Peakuyuu cunepuyecmeumenbHocmu

I[Ipenapar Kom6ormus Ipononr®

HeJb3sl IPUMEHATh Y MallUEHTOB, Y KOTOPBIX OblIa OTMeueHa
cepbe3Hasi peakuus TUIEePUyBCTBUTEIbHOCTH K uHruomropy JIII-4 (cm. pasmen
«IIpoTHBOIIOKa3aHUN).

IIpy nocTperncTpallMOHHOM NPUMEHEHUM CaKCAIJIMITHHA, B TOM YHCIE B CIIOHTAHHBIX
COOOLIEHHAX M KIMHMYECKHX HCCIEOBAaHMUIX, OTMEUAIUCh CIEAYIOIINE HeXelaTellbHbIe
peakuuu: Cepbe3Hble PEAKIUH TUIEPUyBCTBUTEIBHOCTH, BKIIOYas aHA(PUIAKTHUYECKYIO
peakuuio, aHaQuIaKTHYECKUH 110K M aHTHOHEBpOTHUECKU oTeK. [Ipu nmogo3peHun Ha pazBuTue
CEpbE3HONM PEAKIMH TUIEPUYBCTBUTEIBHOCTH K CaKCAIJIMITHHY CIELYeT IpPEKPaTUTh
npuMeHenne npenapata Kom6ornus IIponodr®, OHEHHTh ApyrHe BO3MOKHBIE HPUYUHBI
pa3BUTHS SBJICHUS U Ha3HAUYUTH AJIbTEPHATHBHYIO TEPANUIO CaxapHOro auadera (CM. pas3zaesbl
«IIporuBonokazanus» u «IloGouHoe ACHCTBUEY).

H3menenue KTIUHUYECKO20 COCMOARUA nAYUEHMOE6 ¢ panee Konmpoaupyemovim C/2

Tax Kak JaHHBIA JIEKapCTBEHHBIHN MpenapaT coAepKUT MET(HOPMUH, IPU BBISBICHUU y MallUEHTA
¢ CJ12, xoTopblii paHee XOpOIIO KOHTPOJIMPOBAJICA Ha Tepanuu mpernapatoMm KomOormus

[pomnonr®

, OTKJIOHEHHMH J1a00paTOpHBIX IMOKa3aTened uiau 3aboseBaHus (OCOOCHHO B ciydae
HESICHOTO JMarfo3a), HeoOXOAMMO €ro He3aMeUIMTENIbHO 00CeoBaTh Ha NMpeiMeT Haludus
KeToaluao3a WM Jakraranuno3a. OOcnenoBaHHe  JODKHO — BKJIIOYATh — OMpeesieHHe
KOHHeHTpaHHI\/’I OJICKTPOJUTOB U KETOHOB B CBIBOPOTKE KPOBU, I'NNTFOKO3bI B KPOBU U, ITPHU HAJTNYINN

noka3zaHui, pH KpoBH, KOHIIEHTpaluil JaKTaTa, nupyBaTa u MerdopmuHa. [Ipu BOSHUKHOBEHUU
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JIEKapCTBEHHOIO MpernapaTa U HauaTb KOPPEKTUPOBATH ATO COCTOSIHUE.

Cepoeunan nedocmamoynocmsp

B uccnenoBannn SAVOR Ob110 OTMEUEHO HEOOJIBIIOE YBEIUYCHUE YACTOTHl TOCTIUTAIM3AIINN
10 MOBOJY CEPACYHON HEIOCTATOYHOCTH B TPYIIE CAKCATJIUIITHHA 1O CPABHEHHIO C T'PYIIION
miane0o, XOTs TPUYMHHO-CIICICTBEHHAs CBs3b HE ObUIa YyCTaHOBJIEHA (CM. ToIpa3ziel
«Dapmakonunamukay). Cremyer coOr0aTh OCTOPOXKHOCTH MPU MPUMEHEHHH Ipernapara

Kom6ornus ITpomonr®

y TMauuMeHToB ¢ (aKkTopaMu pHUCKA TOCHUTAIU3ALUUA IO TOBOAY
CEpIEUHON HEIOCTATOYHOCTH, TAKUMHU KakK CepJeudHas HEJOCTAaTOYHOCTh B aHAaMHE3€ WU
HapylieHne (QYHKIUK TIOYEK CpeaHEd U TsKENON crerneHu. llamueHThl JTOJDKHBI  OBITh
npouH(GOPMHUPOBAHBI O  XapaKTEPHBIX CHMIITOMAaxX CEpPACYHON  HEAOCTATOYHOCTH U
HEO0OXOIUMOCTH HEMEAJICHHO COO0IATh O TAKUX CUMIITOMAX.

Apmpancusn

[Ipu moctpeructpanrioHHOM mnpuMeHeHnn uHrHOMTOpoB JIIII-4 oTMedeHwl ciaydan Oonmu B
CycTaBaX, B TOM uucjie cuwibHOM (cM. pasnen «l[lobounoe peiicTBue»). Y malUeHTOB
Ha0II0/1a10Ch 00JIerYeHrne CUMIITOMOB TOCJIe PEeKpalleH s TpreMa mpernapara, a y OTAeIbHBIX
MAIMEHTOB OTMEYAJICS PEIUAUB CHUMITOMOB MpPH BO30OHOBJICHUU NMPUMEHEHHS TOTO K€ WU
npyroro unruburtopa JIIII-4. Bo3HuWKHOBEHHME CHMITOMOB TMOCJE Hayajga MPUMEHEHUS
npenapara MOXET OBITh OBICTPHIM WJIM OTMeYaThCsi Ha (oHe nuTenbHOUM Tepanuu. [lpu
pa3BUTUU CHUIBHOM OOJM B CycTaBax CJeIyeT OICHHUTh IeIeCO00pPa3sHOCTh MPOJAOIKEHUS
MIPUMEHEHHUS Mpenapara B KaxJ0M OTACIbHOM CIydae.

Ilayuenmsut ¢ 0c1adIEHHBIM UMMYHUNEMOM

[TaiuenTsl ¢ ocnabNEHHBIM  HWMMYHHUTETOM,  HallpuMep, TAIlMEHTHhI, TEepEeHEeCIIne
TPaHCIUIAaHTAl[MI0 OpraHa, WM MalHUeHTbl, y KOTOPBIX JIMarHOCTHPOBAH CHUHAPOM
UMMYHOJIe(UIITA YeIOBEeKa, HE YYaCTBOBAIM B KIMHUYECKHX HCCIIEIOBAaHUSX CAKCATIHITHHA.
Taxkum o6pazom, npoduis 3¢ (PEKTUBHOCTH U OE30MACHOCTH CAKCATJIUIITUHA Y 3THX TMAlUEHTOB
HE YCTaHOBJIEH.

Ilpumenenue c mowgnvimu unoykmopamu uzopepmenma CYP3A4

[Tpumenenue unaykTOopoB m3odepmenta CYP3A4, Takux kak kapOamaszemnuH, IeKCaMeTasoH,
dbenobapOutan, GpeHuTOMH W pUAMIIUINH, MOXXET CHU3UTH THUIOTJIMKEMHUUYECKOE JCHCTBUE
cakcariaunTuHa (cM. pazaen «B3anmonencTBre ¢ IpYyruMU JIEKAPCTBEHHBIMU CPEJICTBAMI ).
CHudicenue KOHUEeHmMpPauuu 8 cbleopomke Kposu/oepuyum sumamuna B1,

MeTthopMUH MOXKET CHIJKATh KOHIICHTpAIluio BuUTamMuHa Bi» B cbiBopoTke KpoBu. Puck
CHIDKEHHUS KOHIIEHTpAIlMM BUTaMHWHA Bi» MOBBIMIAETCS C yBEIWYEHHEM 10361 METHOpMHHA,

MMPOAOIKUTCIIBHOCTU JICHCHHA H/unu IIpyu HAJIMYUHK Yy MAIUCHTOB q)aKTOpOB pHUcCKa }Ie(l)I/IHI/ITa
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BuTamuHa Bi. B ciyuae mono3penus Ha aeduimrt BHTalupma'E;(;% “Jpﬁwﬁ I_lrrf)'n TARENI

COOTBETCTBYET SKCNEFTHOMY OTHETY

HelponaThH) CJIEeAyeT KOHTPOJMPOBATh KOHLEHTPALMI0 BUTaMHHAa Bi2 B CHIBOPOTKE KPOBH.
[Tepuonuuecknii KOHTPOJIb KOHIIEHTPAIIMK BUTaMUHa B12 MOkeT OBITH HEOOXOIUM MalleHTaM C
(dakTopamu pucka aeduuurta ButamuHa Biz. Tepanuio merdopMUHOM cieqyeT HpoaoJIKath,
€CJII HE BO3HMKAaeT HENEPEHOCHMMOCTb J3TOr0 Ipernapara WM IPOTUBONOKA3aHUA K €ro
NPUMEHEHHIO, a TaKKe MPOBOIUTH KOPpEKIHio Aeduuurta BUTamMHHA B12 B COOTBETCTBUH C
JEHCTBYIOIIMMH KIMHUYECKUMU PEKOMEHIALUSAMU.

Komobunuposannaa mepanus c npenapamamu, CHOCOOHbBIMU 6bI36a4Mb ZUNOZTUKEMUIO
[TpenapaThl MHCYIMHA U IPOU3BOAHBIE CYIb(OHWIMOUEBUHBI MOTYT BBI3bIBATh I'MIIOTJIMKEMHUIO.
C 11e71bI0 CHMKEHHS PUCKA THIIOTIMKEMUH IPH TIpUMeHeHuH Tpenapata Kom6ormus [pononr® B
KOMOMHAIlUM C MpenaparaMd HHCYJIMHA WM IpernaparaMmy, IOBBILIAIOUIUMH CEKPELHIO
MHCYJIMHA (IIPOM3BOAHBIMU CYJIb(OHUIMOYEBUHBI), MOKET IMOTPEOOBATHCS CHUXKEHUE J103bl
IIPenapaToB NHCYJINHA WIN IIPENapaToB, NOBBIIIAOIINX CEKPELIMIO HHCYIINHA.

Ilpouas ungpopmayusn

HeaktupHble MHrpenuenTsl npemapata Kom6Gormus IIpononr® MOryT BBIBOAUTHCA depes

KHIIICYHUK B BHJC MHFKOﬁ, BJIAYKHOM MacCChbl, KOTOpasd MOXCT COXPaHATb (1)OpMy HpHHHTOﬁ

TaOJIETKH.

Biausinne Ha cnocoOHOCTD YHIPABJIATH TPAHCHIOPTHBIMHU CPEACTBAMHU, MEXaHU3IMAMMU
HccnenoBanuii 1o HU3YUCHUIO BJIMAHHA CaKCAIJIUIITHHA Ha CIIOCOOHOCTh K BOXICHUIO
ABTOTPAHCIIOPTA U YIIPABJICHUIO MEXaHU3MaMU HE IPOBOJAUIIOCH.

CnenyeT YUYUTBIBATh, YTO CAKCATI'JIUIITHH MOKET BbI3BIBATH I'OJIOBHYIO 00k,

dopMa BbINIYCKa

Tabnemxu ¢ MOOUPUYUPOBAHHBIM 8bLCBODOICOEHUEM, NOKpPbIMble NieHouYHoU obonouxoti, 1000
me + 2,5 me

[To 7 Tabmerox B mepdopupoBaHHBIN OnucTep W3 GOJBIU ATIOMHUHUEBOH; 10 4 win mo §
nepopupoBaHHBIX OJUCTEPOB C MHCTPYKIUEH MO NPUMEHEHHI0O B KapTOHHYIO IaykKy C
KOHTPOJIEM MIEPBOT0 BCKPBITHUS.

Tabaemku ¢ MOOUDUYUPOBAHHBIM 8bICBOOOINCOCHUEM, NOKPbIMblE NAEHOYHOU 00010uKoU, 500 Mme
+ 5 me

[To 7 Tabnerok B mnephopupoBaHHBI Onucrep u3 (QOJBIUM  ATIOMUHUEBOH; 1o 4
nepopupoBaHHBIX OJHMCTEpa € MHCTPYKUIMEH MO MNPUMEHEHHI0 B KapTOHHYIO Nauky C
KOHTPOJIEM MTEPBOTO BCKPHITHSI.

Tabnemxu ¢ mMoouguyuposanHviM 6b1c80002COeHUEM, NOKPbIMbLE NIeHoyHou obonoukou, 1000
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me + 5 me

[To 7 Tabnerok B meppopuUpoBaHHBIM OmucTep U3 (GOJIBIH  ATIOMHHHEBOW; MmO 4
nephopupoBaHHBIX OJHcTEpa C HMHCTPYKUMEH MO MNPUMEHEHHI0 B KApTOHHYIO Naudky C

KOHTPOJIEM II€PBOI'0 BCKPBITHUA.

YciaoBust XxpaHeHUs
ITpu Tremneparype He Boime 30 °C.

XpaHUTh B MECTaX HEJOCTYITHBIX JJIs JICTEH.

Cpok rognocTu
3 rona.

He MMPUMCHATH 11O UCTCUCHUHN CPOKA 'OAHOCTH, YKA3AHHOT'O HA YITAaKOBKC.

YcaoBust ornycka

OTITyCKarOT MO pelenTy.

Buaanesen/aepxartelib perucTPaAalMOHHOIO Y10CTOBepPeHusl

Actpa3eneka FOK Jlumuren, BenukoOpuranus

1 ®pencuc Kpuk Asenro, Kemopumk buomenukan Kammyc, Kem6pumk, Benmnkoopuranus CB2
0AA

AstraZeneca UK Limited, United Kingdom

1 Francis Crick Avenue, Cambridge Biomedical Campus, Cambridge, United Kingdom CB2
0AA

IIpousBoauTesn (Bce cTaaMu MPOU3BOACTBA)

Actpa3eneka @apmacerotukaic JIII, CIITA

4601 Xaitysi1 62 Uct, MaynT Bepuon, Uaaunana, 47620, CILIA
AstraZeneca Pharmaceuticals LP, USA

4601 Highway 62 East, Mount Vernon, Indiana, 47620, USA

Opranuzanus, IPUHAMAKOLIAS NPETEH3UH NMOTpeduTeIei:
00O Actpa3enexka @apMacblOTHKAI3
123112, r. Mocksa, 1-it KpacHorBapueiickuii mpoesn, a. 21, ctp. 1, atax 30, komHats! 13 u 14

Ten.: +7 (495) 7995699
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ProductQuality.ru@astrazeneca.com

© AstraZeneca 2019-2023

27



