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IO MEJUIMIUHCKOMY NPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
BEJIMETHSA

PETMCTPAIIMOHHBII HOMEP:

TOPI'OBOE HAUMEHOBAHMUE: Benverus

I'PYINIIUPOBOYHOE HAUMEHOBAHMUE: methopMuH + CUTaraIunTuH
JIEKAPCTBEHHASI ®OPMA: TabneTkH, MOKPHIThIC IUIEHOYHOU 000JI0YKOM

COCTAB
Opna TabneTka, HOKPHITasl IJICHOYHOU 000JI0YKOM, COIEPIKHUT:

JlozupoBka 850 mr + 50 Mr

Heticmsyrowue sewecmsa: wmetdopmuHa rtuapoxiopun 850 Mr u cutarmunTtuHa (ocdara
MoHOTHUpaT 64,25 Mr (SKBUBaJIEHTHO 50 MT' CUTAarIMIITHHA).

Bcnomocamenvuvie  6ewjecmea:  1EINION03a  MHUKPOKPHCTANIMYECKasi, IOBUIOH, HATpHUS
creapwidymapart, HaTpusl JTaypHICyIbQar;

Obonouxa madremxu: Onanpain® 11 po3ossiii, 85F94182 comep KuT: MOIMBUHUIOBBINA CIIMPT, THTaHA
muokeun (E171), makporon 3350, Tanbk, Kpacutenb xene3a okcun udepHslii (E172), kpacutens
xene3a okcun kpacHeril (E172).

Jlozuposka 1000 mr + 50 mr

Heticmeyrowue sewecmsea: metrpopmuHa tuapoxiopun 1000 mr um curarmmntuHa (docdara
MoHorupat 64,25 Mr (3kBUBaJIEHTHO 50 MI' CUTArIMIITHHA).

Bcnomocamenvuvlie  6ewjecmea:  TEITION03a  MUKPOKPHCTAUIMYECKAs, IOBHJOH, HATpPUS
creapuidymapar, HaTpHs Jaypuicyibdar.

Ob6onouxa madremxu: Onanpain® 11 xpacusiii, 85F 15464 conepKuT: MOJIMBUHUIOBEIN CIIMPT, THTAHA
muokeun (E171), makporon 3350, Tanbk, Kpacutenb xene3a okcun udepHsli (E172), kpacutens
xene3a okcun kpacHeril (E172).

OIIMCAHHUE

Taodnerku 850 mr + 50 mr

OBaJsibHBIC, JIBOSIKOBBIMYKJIBIE TaOJETKH, MOKPBIThIE IUIEHOYHOW O00OJIOYKOM, PO30BOr0 IBETa C
TpaBUPOBKOM «515» Ha 0JTHO# CTOPOHE TAaOJIETKHU.

Tabaerku 1000 mr + 50 mr

OBasbHBIC, JBOSKOBBIMYKIbIE TaOMETKH, TOKPBITbIE I[UICHOYHOW OOOJIOUKOM, KpacHOBATO-
KOPHYHEBOTO I[BETA C TPABUPOBKOM «577» HA OJTHOM CTOPOHE TAOJIETKH.

OAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA: cpenctBa ais JiedeHUs caxapHOro auadera;
TUIIOTJIUKEMHNUYCCKHUC Cpe,Z[CTBa, KpOMe I/IHCy.]II/IHOB; KOM6I/IHaLII/II/I HepOpaJILHBIX TUIIOTJIMKECMHNYCCKUX
CPEICTB.

Kog ATX: A10BDO7.



COOTBETCTEBY

®APMAKOJIOTMYECKHUE CBOMCTBA (NOCNEOCE

DdapMakoAUHAMUKA

[Ipenmapatr mnpeacrtaBiser coOOW KOMOWHAIMIO JBYX THIOTIMKEMHYECKHX IMpenapaToB CO
B3alMOJIOTOHSIOMMM  (KOMIUIEMEHTAapHbBIM) MEXaHU3MOM JIEHCTBUS, IPEIHA3HAYEHHYIO JUId
YIYUIIEeHUS] KOHTPOJISA TIIMKEMHUH Y TIAIIMEHTOB ¢ caxapHbIM auadetom 2 tuna (C/12): curarmuntuHa
— uHruouropa ¢epmenta aunentuawnentuaassl-4 (AI11-4), u MeTdopMuHAa — MpEICTABUTEIS
KJiacca OUTyaHUIOB.

CUTaruMnTUH SBISETCS AKTUBHBIM IIPU MEPOPATLHOM MPHUEME BBICOKOCEIIEKTUBHBIM HHTUOUTOPOM
JIITI-4, npeanasnayeHHbIM 171 Jeuenust C/12. @apmMakoJIoruyeckoe IeMCTBHE Kiacca MpenapaToB-
uaruburopos /AI1I1-4 oOycrnosneHo aktuBanueir nHkpeTuHoB. Uurubupys HAIII-4, curarmuntux
MOBBIIIAET KOHIIEHTPALMIO JBYX M3BECTHBIX AKTUBHBIX T'OPMOHOB CEMENCTBA WHKPETHHOB:
rmokarononogooHoro  mentuga-1  (I'TII-1) ©w  TIIOKO303aBUCHUMOTO  MHCYJIMHOTPOITHOTO
nommmnentuaa (I'UIT). MHKpeTHHBI SBIASIOTCS YacThi0 BHYTpPEHHEH (DH3MOIOTHYECKON CHCTEMBI
peryJsiiud roMeocrtasa riatoko3bl. [Ipn HOpManbHON WM MOBBIIIEHHOM KOHIIEHTPALUU TJIIOKO3bI B
kpoBu I'TIT1-1 u TUIT cmocoOCTBYIOT YBETUYEHUIO CHUHTE3a U CEKPEIIMH WHCYJIMHA OeTa-KIeTKaMHu
nouxkenyouHoi skene3bl. ['TIII-1 Takke mMONABISET CEKPELHIO TJIOKaroHa aib(a-KiIeTKamMu
MOJKETYOYHON JKene3bl, CHIXKAsi TaKUM 00pa30M CHHTE3 IIIOKO3bl B MEYEHU. JTOT MEXaHU3M
JNCUCTBHUSL OTIMYAETCS OT MEXaHHM3Ma JCWCTBHSI MPOU3BOIHBIX CYyJIb()OHWIMOYEBHHBI, KOTOPHIC
CTUMYJIMPYIOT BBICBOOOXK/IEHHE WHCYJIMHA W MPH HU3KUX KOHIEHTPALMUAX TIIOKO3bl KPOBHU, UTO
9YpeBaTo pa3BUTHEM CYJIb()OHWI-UHAYIIUPOBAHHOW TMIOTIMKEMHUH HE TOJBKO y manueHToB ¢ C/12,
HO M y 3JI0POBBIX JIFOJICH. Byay4uu BBICOKOCEIEKTUBHBIM U 3P (EKTUBHBIM HHTHOUTOPOM (epMeHTa
JIIII-4, cuTarmunTyH B TEPANIEeBTUYECKUX KOHLIEHTPALMX HE MOJABIseT aKTUBHOCTH POJICTBEHHBIX
dbepmentoB [AII-8 wmm [AIII-9. CutarmunTuH OTIMYAETCS MO XHUMHYECKOM CTPYKType H
¢dapmakonornueckomy naedctButo or anaioroB [TIII-1, wHCynuHA, TMPOM3BOIHBIX CYJIb(HOHMI-
MOYEBHUHBI WJIM METJIMTUHUIOB, OWTyaHUIOB, aroOHHCTOB TaMMa-peleNnTOpOB, AKTUBHPYEMbIX
npomudeparopom nepokcucoM (PPAR-y), nHruOUTOpOB anb(da-rioKo3uaa3sl ¥ aHAJIOTOB aMUJTHHA.

Memdghopmun

MeTdhopMuUH SBISETCS TUIOTIMKEMIYECKUM MPENapaToM, TOBIIIAOIIUM TOJIEPAHTHOCTH K TTIIOK03€
y nanueHToB ¢ C/12, cHmxkas 6a3anbHYI0 U MOCTIPaHINaIbHYI0 KOHIIEHTPAUIO ITIOKO3bI B KPOBHU.
Ero d¢apmakonorudeckre MeEXaHH3MbI JCHCTBHS OTJIMYAIOTCS OT MEXaHU3MOB JICHCTBUS
MEPOPATIbHBIX TUIIOTJIMKEMUYECKUX MPENAPATOB APYIUX KIACCOB.

MeTq)OpMI/IH CHHXKACT CUHTE3 I''TFOKO3bI B IICYCHU U BCACBIBAHUE I'NTFOKO3bI B KUIIICYHHUKE U ITOBBIIIIACT
YYBCTBUTEJIHHOCTh K HUHCYJIMHY MyTeM YCWIEHHS Mepudepruyeckoro 3axpara M yTHIH3AIHUH
IJIIOKO3bl. B oTinMume OT NpOM3BOAHBIX CYJIb(OHWIMOYEBUHBI MET(GOPMHH HE BBI3BIBACT
runoraukeMun HU y manueHToB ¢ CJI2, HM y 3I0pOBBIX JIOJIeH (32 MCKIIOYEHHEM HEKOTOPBIX
00CTOSTENLCTB, cM. pa3zen «C OCTOPOKHOCTHIO») U HE BHI3BIBACT TMIICPUHCYIMHEMUU. Bo Bpems
npruemMa MeTQOopMHUHA CEKpeIs MHCYJIMHA HE M3MEHSETCS, IPU 3TOM KOHIEHTpAalus HHCYJIHHA
HAaTOLIAaK U CYyTOYHOC 3HAYCHUC I1a3MEHHOU KOHICHTpAallUW MHCYJIMHA MOT'YT CHU3UTBLCA.

[TepopanbHbIii TIpUEeM OJHOM J03bl CUTAIMNTHHA marueHTamMu ¢ C/I2 mpuBOIUT K IMOJIaBJICHUIO
aktuBHOCTH (epmenta JIIII-4 Ha 24 wyaca, 4TO CONMpPOBOXKAAETCS 2-3-KpaTHBIM YBEIMYCHHEM
KOHIIEHTpauuu I1upKyaupyromux aktuBHbiXx [TIII-1 w T'UIl, yBennueHwneM ma3MEeHHOU
KOHILIEHTpaluu WHCynIuHa U C-mentujaa, CHUKEHUEM KOHIEHTpAlMU TJIOKaroHa M IUIa3MEHHOM
KOHIIEHTPALIMH TJII0KO3bI HATOIIAK, a TAKKE YMEHbILIEHUEM aMILIUTY/Ibl KOJIEOaHUH TTTMKEMUH TOCTIe
TJIFOKO3HOW WJIH MHILEBON HArPy3KH.

[Ipuem cutarmuntuHa B cyrouHoM no3e 100 Mr B TeueHue 4—6 MecCsLEB 3HAUUTEIBHO YJIyUIlIal

GYHKIUIO0 0eTa-KJIETOK MOJKEIYA0YHON kKene3bl y manueHToB ¢ C/[2, o yem cBUAETEeIhCTBOBANIN

COOTBETCTBYIOIIME U3MEHEHHS Takux MapkepoB, kak HOMA- (omeHka romeocraza B Mojaeu-f3),

COOTHOIIIEHUE MPOUHCYJIMH/UHCYIINH, OIEHKA Peaknu OeTa-KIETOK IMOKETYJOUYHOM Kele3bl 1Mo

JAaHHBIM TAHEJM MOBTOPHBIX TECTOB HAa TOJEPAaHTHOCTh K muimie. [lo JaHHBIM KIMHUYECKHX
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50 Mr x 2 pa3a B CyTKH OblJIa COIOCTaBUMOI1 ¢ 3 pekTuBHOCTHIO peskuma 100 mr 1 pa3 B CyTKH.

B panmoMuzupoBaHHOM MIanie00-KOHTPOIMPYEMOM JBOMHOM CJIETIOM C JBOWHOW HMMHTAITUEH
4-neproTHOM TEPEKPECTHOM HCCIEIOBAaHUM Y 3I0POBBIX JOOPOBOJIBIEB M3Yy4alddl BIHSHHE
CUTArJIMNTHHA B KOMOMHAUU € METQOPMHUHOM, JIMOO TOJBKO CHUTArJUNTHHA, JTHOO TOJBKO
MeTdgopmuHa, 1100 manedo Ha M3MEHEHHE IJIa3MEHHBIX KOHIICHTpAalWd aKTUBHOTO M OOIIEro
['TITT-1 u raroko3sl mociie npuema nuiny. CpeTHeB3BEIICHHbIC 3HAYEHNUSI KOHIIEHTPAlUU aKTUBHOTO
I'TITI-1 yepe3 4 yaca nociie npuemMa MUY yBEIUYUBAINCH IPUMEPHO B 2 pa3a Iocjie IpuemMa TOJIbKO
CUTAIJIMNTHHA WJIW TONbKO MeTdopMuHAa B cpaBHeHMM C Iuianie6o. CoueTaHHBIM mpueM
CUTarJIMNTHHA U MeTPopMHHA olecreunBasl cyMMupoBaHue 3¢dexra ¢ 4-KpaTHBIM yBEIHMYCHHEM
koHneHtpanuu aktuBHoro I'TIII-1 mo cpaBHeHuto ¢ quHaMKUKON B Tpynme miane6o. [Tpuem Tonpko
CUTArJIMITHHA COMTPOBOXKAJICS YBEIMUEHUEM KOHLIEHTpaluy ToabKo aktuBHoro I'TIII-1 BcnencTeue
naruoupoBanus pepmenta [I1I1-4, B To BpeMs Kak MpueM TOJIBKO MeT(HOpPMHUHA COMPOBOKIAICS
CUMMETPUYHBIM yBETUYEHUEM KOHIEHTpauuu obuiero u aktuBHoro ['TIII-1. ITony4yeHnHsle naHHbIC
OTPaXKalOT PA3UYHBIE MEXaHU3MBbI, JEKallle B OCHOBE YBEJIMUYEHHUS KOHIIEHTPAIMM aKTHBHOI'O
I'TIII-1 mnocne mnpuemMa 3TUX JABYX IpenaparoB. Pe3ynbTaThl  HCCIENOBAaHUS — TaKkKe
MPOJEMOHCTPUPOBAIM, YTO HMEHHO CUTArJIMNTHH, a HE MEeTPOpPMUH 00ecredyrBaeT HpPUPOCT
KoHLleHTpauuu aktusHoro ['TITI-1.

B HUCCIIEA0BAHUAX Y 3JOPOBEIX I[O6pOBOJ'II>HeB IMPHUEM CUTAIJIMIITUHA HC COIIPOBOXIAJICA CHUKCHHUEM
KOHICHTpAalIMKU TJIFOKO3bl U HC BbI3bIBAJI T'MIIOTTIMKCMHUH, YTO MOATBCPKIAACT TJIFOK0303aBUCHUMBIN
XapakTep MHCYJIUHOTPOITHOT'O ,I[efICTBPIH U IMOJaBJICHHUA CUHTE3a I'NTFOKaroHa.

Hccneoosanue no oyenke cepoeuno-cocyoucmoii vezonacnocmu cumaziunmuna (TECOS)

B uccienmoBaHMM MO OLIEHKE  CEPAEYHO-COCYAMCTON  O€30MacHOCTH  CHUTArJUNTHHA
(TECOS) nauuentsl npunumanu npenapat cutarnuntud 100 mr B nenp (uaum 50 Mr B JieHb,
€CIM WMCXOAHBIM TIOKa3aTelb pacyeTHOW CKOpoCcTH KiyOoukoBoit ¢unbTpammu (pCKD)
6611 > 30 1 < 50 mu/mun/1,73 M%) unu miane6o, KOTopele J0OABIAINCH K CTAHJAPTHON Tepanuu
COTJIACHO CYIIECTBYIOLIMM HallMOHAJIBHBIM CTaHAAPTaM [0 OINpeeeHHIO 1iesieBbIX ypoBHEH HbA ¢
U KOHTPOJIIO CEpIACUYHO-COCYAUCTHIX (akTOpoB pucka. llo 3aBepiieHUH CpeaHEro IMepHoaa
HaOI0JIeHUsI, coCTaBHBIIEro 3 roma, y manmueHtoB ¢ CJI2 mpuem mpemapata CHTArjJunTHH B
JIONIOJTHEHWE K CTaHJApTHOMY JICUYCHHMIO HE YBEJIMUYWJI PUCK CEPhE3HBIX HEKENATENbHBIX PEeaKIUn
(HP) co croponbl cepreuHo-cocyaucToil cuctembl (cooTHomeHue puckoB 0,98; 95 %
noseputenbHbIi uHTEpBal, 0,89-1,08; p <0,001 nns nokazarenbcTBa OTCYTCTBUS IPEBOCXOACTBA)
WU PUCK TOCTIUTAIIM3AIMH 0 IPUIMHE CePACUYHON HEIOCTATOYHOCTH (CooTHOIIEeHHe puckos 1,00;
95 % nosepurensubiii uHTEpBan 0,83—-1,20; p = 0,98 114 pa3nnyus 4aCTOTHI PUCKOB) I10 CPABHEHUIO
CO CTaHJapTHBIM JieueHUuEeM 0e3 TOMOIHUTENLHOTO MpUueMa fpenapara CUTarJIunTHH.

DapMaKOKHHETHKA
Cumaznunmun
Abcopoyus

AGcomtoTHas OMOJOCTYTHOCTh CUTATJUNTUHA cocTaBisieT mpuMmepHo 87 %. [lpuem curarnuntuna
OJTHOBPEMEHHO C JKUPHOI MHUIIel He OKa3bIBaeT BIMAHUSA Ha (PapMaKOKUHETHKY Ipernapara.

Pacnpeoenenue

Cpennuii 00beM pacripelelcHisi B PABHOBECHOM COCTOSHUU TIOCJIE€ OJHOKPATHOTO B/B BBEICHUS
100 Mr cuTarMNTHHA Y 3J0POBBIX JOOPOBOJIBIIEB COCTABIsET MpuMepHO 198 11. dpakius obpaTumMo
CBSI3BIBAIOIIETOCS ¢ OSIKAMM IIJIa3Mbl CUTAIJIMIITHHA OTHOCUTEIHHO HeBerKa (38 %).
buompancgopmayus

[Mpubnuzutenpbao 79 %  cuUTarmunNTUHA BBIBOAWTCS B HEM3MEHEHHOM BHJE IOYKaMH,
MeTabosueckas TpancopMmaliys mpernapaTta MUHUMAJIbHA.
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MY OTUETY

PalMOAKTUBHOCTH JKCKPETUPOBAIIOCH B BHUJAE META0OJIMTOB CUTATJHMNTHHA. BBUTH BBISBICHBI
CJIeZIOBbIE KOHLIEHTpAlMM 6 METa0OJIMTOB CUTArJMIITHHA, HE BHOCALIME KaKOro-imbo BKIana B
wia3MeHnyo JI1I1-4-uHrubupyronyro aKTUBHOCTh CHUTAINIMNTHHA. B HcciaenoBaHusx in Vitro
m3odepmentsl cuctembl muToxpoma CYP3A4 u CYP2C8 ompeneneHbl B KauecTBE OCHOBHBIX
(epMEeHTOB, Y4aCTBYIOIIUX B OTPAHUYCHHOM METa0O0IN3ME CUTATIUIITHHA.

Onumunayus

ocne npuema '*C-MeueHOro CHTArIUNTHHA BHYTPh 310POBBIMH JOOPOBOIbIAMU HPAKTUYECKH BCS
BBEJICHHAs PaJMOaKTUBHOCTh ObljIa BBIBEICHA U3 OPraHU3Ma B TEUEHUE HEAEH, B ToM uucie 13 % —
yepe3 kumeuyHuk U 87 % — noukamu. Cpeanuil nepuon nonybiBeaeHus (T) curarmntuHa mpu
nepopainbHoM nipueme 100 Mr coctaBisger npumepHo 12,4 4yacoB, MOYEHYHBIN KIUPEHC — MPUMEPHO
350 mu/mMuH.

BriBenenne cuTaraunTHHA OCYIIECTBISICTCS MPEUMYIIECTBEHHO IYTEM IMOYEHYHOW HKCKPEIUH
0 MEXaHW3My aKTUBHOW KaHajiblleBOW cekpenuu. CHUTAarmunTHH SBISIETCS  CyOCTpaToOM
TpaHCIIOpTEpa OPTaHUYECKUX aHUOHOB uenoBeka Tperbero Ttuma (hOAT-3), ydactByromero
B TIpoIlecce DIUMUHAIMN CUTArTUNTHHA modykaMu. Knuaudeckas 3Hauumocth ydactuss hOAT-3
B TPAHCIIOPTE CHUTATJIUITHHA HE YCTaHOBJICHA. BO3MOXHO ydacTue P-TIIMKOMPOTEHHA B TIOYCYHOM
NMMHHALIMY CHUTArJIMNTHHA (B KadecTBe cyOCTpaTa), OJHAKO HWHTHOUTOpP P-TIMKOMPOTEHHA
[UKJIOCTIOPUH HE YMEHBIIIAET MOYCUHBIN KJIUPEHC CUTATJIUIITHHA.

JlaHHBIE WCCNEAOBAHUW in Vitro TIOKa3ald, YTO CHUTATJUITUH HE SBISETCS HWHTHOUTOPOM
nzodepmenToB cuctemsl mutoxpoma P450 (CYP3A4, CYP2CS, CYP2C9 u CYP2D6).

Memgpopmun
Abcopoyus

[Tocne mpuema BHYTpb MeT(hOpMHH abcopOupyercs u3 xemyqouHo-kumeyHoro tpakta (OKKT)
JIOCTaTOYHO TIOJNTHO. AOCOIIOTHAasE OMOMOCTYMHOCTh MET(HOpPMHUHA Y 3J0POBBIX JOOPOBOJIBIICB
coctasisieT 50-60 %. Bpems noctikeHuss MakCUMallbHOM KOHLEHTpauu B 11a3mMe KpoBU (TCmax)
[oCJIe MEepOopaIbHOrO IpueMa cocrtaBiuser 2,5 wyaca. Ilocime mnpuema BHyTppr 20-30 %
HeabcopOupoBaHHOW (pakuuu MeTOpMHHA BBIBOAUTCS 4epe3 KUIIeyHUK. [Ipormecc BcachiBaHUS
MeT(hOpMHHA XapaKTepu3yeTcs HachlmaeMocThio. [Ipenmonaraercs, 4To (apMakOKHHETHKA €ro
BCachIBaHUs HelMMHEHHa. [Ipu mpuMeHeHnu B peKOMEHAYyEeMbIX J03aX PaBHOBECHAs] KOHIICHTpALUs
MeT(hopMrHa B TUTa3Me KPOBH JIOCTUTAETCS B TeueHue 24—48 4acoB M, Kak MPaBUIIO, HE MPEBHIIIIACT
1 wmxr/ma. Ilpy ogHOBpeMEHHOM TMpuemMe NHIM a0copOIus MeTPOpMHHA CHUXKAETCS U
3a71epPIKUBACTCSL.

Pacnpeoenenue

Merdopmun OBICTpO pacmpenesnsieTcss B TKAaHH, CBs3bIBaHHE MeT()OpMHUHA ¢ OeTKaMH TUTa3Mbl
HE3HAYUTENbHO. MerpopMHuH pacmpenensieTcss B JIPUTPOLUTAX. BeposSTHO, APUTPOLUTHI
MPEJCTABISIOT cO00M BTOPUYHBIA KOMITAPTMEHT pactperneneHust Mmergopmuna. CpeHee 3HaUCHHE
MaKCUMaJIbHON KOHIIEHTpauu B miaa3Me KpoBU (Cmax) METGOpPMUHA B LIETIbHOI KPOBU HUXKE, YEM
Cmax B IIa3Me, U JOCTHTAeTCA 4epe3 Takoe ke Bpems. Cpenmnuii oobem pacmpenenenus (Vd)
KousiebieTcst B uanazoHe 63—-276 1.

Buompancgopmayus
MeTtaboauTsl MeT(hOPMHUHA y YellOBeKa He UICHTH(HIIUPOBAHBI.
Onumunayus

MetdopMuH BBIBOAMTCS MOYKaMU B HEM3MEHHOM BHjE. l[lodeuyHblit KiaupeHC MeTdopMHHA
coctaBisier > 400 MI/MUH, YTO yKas3blBaeT Ha BBIBEICHHE MET(POpPMHUHA 3a CUET KIIYOOUKOBOM
¢buIbTpanuy U KaHATBIEBON cekpermu. [locne nepopanbHoOro npuema nepuo noryBsiseaeHus (1)

coctaBmsieT 6,5 wacoB. Ilpm Hapymennn GyHKIHH TIOYEK KIUPEHC MeT(HOpPMHUHA CHIDKACTCS
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KOHI[EHTPALMK METPOPMUHA B IJIa3Me KPOBHU.
DapmakoKuHemuKka y omoeabHblX ZPYRn NAUUEHM 08
Hayuenmut ¢ caxapuvim ouabemom 2 muna
Cumaenunmun

dapMaKOKMHETHKA CUTAINIMITHHA Yy manueHToB ¢ C/I2 B memom cxonHa ¢ (hapMaKOKMHETHKOU
Y 3JI0POBBIX I0OPOBOJIBIIEB.

Mempopmun

[Ipu coxpaHHON (QYHKIMM TOYeK (apMaKOKHMHETUYECKUE IapaMeTphbl Mocie OAHOKPATHOTO
Y TMIOBTOPHBIX TpueMoB MeThopmuHa y nanueHToB ¢ C/12 u 310pOBBIX TOOPOBOIIBIIEB OJTUHAKOBHI,
KyMyJLus MeT(OpMUHA TIPU MTPHEME TEPATIEBTUYECKUX J103 HE MPOUCXOIUT.

Hayuenmut ¢ napywenuem ynkyuu novex
Cumacnunmun

Y manmueHToB ¢ HapylmleHMeM (YHKUMU TOouYeKk cpeaHed cremeHn TsbkectH ¢ pCKD
ot 30 10 < 45 mn/mMun/1,73 M? OTMeuanu MPUMEPHO 2-KpaTHOE yBeIHYeHHE TIa3MEHHOM TLIOMAIH
o KpuBol «koHUeHTpauusa-Bpems» (AUC) curtarnunTvHa, a y MAIUEHTOB C TSKEION H
TepMUHAIILHON cTanuel (Ha remomuanuie) yBenuueHue 3HaueHus AUC Obuto 4-KpaTHBIM IO
CPaBHEHHIO ¢ KOHTPOJBHBIMH 3HAYCHUSMHU Y JOOPOBOJIBLIEB C HOPMAIBbHOHN (PyHKITHEH moyeK.

Memdghopmun

VY manueHToB CO CHWXKEHHOW modeyHoi ¢yHkimend Ty meTdopmuHA yHIHHSAETCS, a MOYCUHBINA
KIIMPEHC CHUKACTCA.

Hayuenmut ¢ napywenuem ynkyuu neuenu
Cumacnunmun

VY nanMeHToB C IEYEHOYHOW HEJOCTaTOYHOCThIO cpenHeil cremeHu Tsokectd (7-9 Oamios
o mkane Yauna — [Ipro) cpenane 3HaueHUsT AUC U Cpax CHUTArJUNTHHA TOCJIE OJHOKPATHOTO
npuema 100 mr yBenmuuBaioTcst mpuMepHo Ha 21% u 13% COOTBETCTBEHHO IO CpPaBHEHUIO
CO 37I0pOBBIMH 00poBOIbLIaMu. [lono0Has pa3HuIa He SBIISIETCS KIMHUYECKH 3HAYUMOM.

HCT KIIMHUYCCKUX HJaHHBIX O HpI/IMeHeHI/II/I CUTAI'JIMIITUHA y IIaIqUCHTOB C HC‘-IGHO‘IHOﬁ
HEJIOCTAaTOYHOCTHIO TSDKEION CcTereHu TsokecTr (6omee 9 6ammos no mkane Yaiuna — [1s10). OgHako,
y‘II/ITBIBaSI HpeI/IMYH_IeCTBeHHO HO‘IG‘-IHBIﬁ OyTb BBIBCACHUA HpenapaTa, 3HAYUMBIC HN3MCHCHUS
(hapMaKOKMHETHKH CHTAlNIMIITHHA Yy TAIMCHTOB C TICYCHOYHOM HEIO0CTATOYHOCTBIO TSDKEION
CTETICHH HE TIPOTHOZUPYIOTCS.

Memdghopmun

HccnenoBanust (apMaKOKMHETUYECKUX MapaMeTpoB MeT(OpMUHA y TMALMEHTOB C IMEYEHOYHOU
HEJ0OCTATOYHOCTBIO HE IPOBOIUIIUCE.

Ilon
Cumacnunmun

[To manHbIM aHanmu3a (papMaKOKMHETUYECKUX MaHHBIX KIMHHYeckuXx uccienoanmii 1 u I ¢assr
MOJI0Bas NPUHAJICKHOCTh He OKa3bIBasa KIIMHUYECKH 3HAYNMOTO BIUSTHUS
Ha (apMaKOKHMHETHYECKHE TTapaMeTPhl CUTATJIUIITHHA.

Memdghopmun

dapMaKOKMHETHYECKUE MapaMeTpbl MeT(HOpMHUHA HE OTIMYAINCh CYIIECTBEHHO Yy 370POBBIX
nobpoBosbiieB u manueHToB ¢ CJI2 wucxoas w3 TOJMOBOM MpuHAIEKHOCTH. [lo gaHHBIM
5
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Yy MY>XYHH U )KCHIIUH ObUTH aHATOTHYHBIMH.
Iostcunvie nayuenmeol
Cumaznunmun

[Io paHHBIM MOMYJSLMOHHOIO  (H)apMAKOKMHETHMUYECKOTO aHaIM3a JaHHBIX  KIMHUYECKUX
uccnenoBanuii [ u Il $a3pl, Bo3pacT manMeHTOB HE OKAa3bIBAN KIMHUYECKH 3HAYUMOTO BIHMSHUS
Ha (papMaKOKMHETHUYECKHE MapaMeTpbl CUTarIUNTHHA. KOHIEHTpanus CUTariauNTUHA Y MOXKUJIBIX
narueHToB (65—80 net) Opu1a mpuMepHo Ha 19 % Bolle, 4eM y 6011ee MOJIOABIX MAIUEHTOB.

Memdghopmun

OrpaHu4eHHbIE JaHHbIE U3 KOHTPOJIUPYEMBIX (DapMaKOKWHETHUECKUX. UCCIeI0OBaHUN MeT(hopMUHa
y 3J0POBBIX MOXUJIBIX JT0OPOBOJIBLEB MO3BOJSAIOT 3aKIIOYUTh, YTO OOLIMH MJIa3MEHHBIN KIMPEHC
IpernapaTa y HUX CHukaercs, T yanuHseTcs, a 3Ha4eHHE Cmax YBEJIMYMBAETCS IO CPABHEHUIO C
MOJIOJBIMU 370POBBIMHM JOOpPOBOJIBIIAMU. OTH JaHHbIE O3HAYAIOT, YTO BO3PACTHBIE H3MEHEHHUs
(apMaKOKMHETHKH IIperapaTta 00yCIIOBIEHbI CHIPKEHUEM BbIICIUTENbHON (DYHKIH MOYEK.

Hemu u noopocmku 0o 18 nem
Cumaznunmun

dapMaKOKMHETHKA CUTaraIunTHHA (ogHOoKpaTHas go3a 50 mr, 100 mr umu 200 mr) ObLTa UCCIe10BaHa
y npererr (B Bo3pacte oT 10 mo 17 mer) ¢ caxapHeiM amabetoMm 2 Tuma. B »Tol momymnsuu
ckoppektupoBanHasa o no3e AUC curarnmuntiHa B Iuia3me Oblia mpuMepHo Ha 18 % Hmke 1o
CPaBHEHHIO CO B3POCIBIMH MAIlMEHTAMH C caxapHbIM auadberoM 2 Tuma npu npueme 1036l 100 mr.
OTO HE CUMTAeTCs KIMHUYECKH 3HAYMMBIM pPa3IMdMeM, OCHOBAHHBIM Ha IUIOCKOM COOTHOIICHUU
OK/D]J] mexnay nozamu 50 mr u 100 Mr y B3pocibIX.

HccnenoBanuii ¢ npUMEHEHUEM CUTArTMIITUHA Y eTeid mutaamie 10 JieT He mpoBOAMIOCH.
Pacosas npunaonesxcnocmeo
Cumaznunmun

[To manHBIM aHANMM3a (PapMaKOKMHETUYECKUX TAHHBIX KIMHUYeckuX uccienoBanuii [ u 11 ¢assi,
pacoBast MPUHAJICKHOCTh HE OKa3kIBaja KIAHAYECKH 3HAYUMOT'O BIUSTHUS
Ha (apMaKOKMHETHYECKHE TMapaMeTphl CHUTArNMITHHA, B TOM 4YHCIE Yy MpeJCTaBUTENCH
€BpPOINECOMTHOM M MOHTOJIOWJTHOM pac, MPEACTAaBUTENECH JATHHOAMEPHKAHCKUX CTpaH U JIPYTHX
STHUYECKUX U PACOBBIX I'PYIIIL.

Memdghopmun

HccnenoBanuii 1Mo MOTEHIUAIFHOMY BIIMSHHUIO PAcOBOM TNPHHAUICKHOCTH Ha (apMaKOKH-
HETHYECKHE MapaMeTpbl METGOpMUHA He TIPOoBOMIN. [10 TaHHBIM KOHTPOJIUPYEMBIX HCCIIEI0BaHUN
MeTdopmuHa y nanueHToB ¢ CJ12, runoraukemMudeckoe IeHCTBHE Ipenapara OblJI0 CPaBHUMBIM Y
MpeCTaBUTENEH €BPONEOUTHOM, HETPOUHOM pac M JIAaTUHOAMEPUKAHCKUX CTPaH.

Hnoexc maccot mena (MMT)
Cumaznunmun

HO JAHHBIM CJIO)KHOI'O H HOHYJISIL[I/IOHHOFO AHAJIN30B (I)apMaKOKI/IHCTI/I‘IeCKI/IX HapaMeTpOB
n3 kimHndeckux uccaenoannii [ u Il daser, UMT He oka3pIBall KITMHUYECKH 3HAYUMOTO BIIMSHUS HA
(bapMaKOKMHETUYECKHE TapaMeTPhl CUTATJIUNITHHA.

ITOKA3AHUA K IPUMEHEHHWIO

[Tpenapar Benmertns moka3zaH K HPUMEHEHHUIO Y B3pOCIIBIX AIIMEHTOB C CaxapHbIM TuabeToM 2 Tuma.
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MoHoTepanus

IIpenapat BenmeTus noka3aH B KauecTBE CTapTOBOM Tepanuu y nanueHTos ¢ C2 mid ynydiieHus
TJIMKEMUYECKOTO KOHTPOJS MpH HEAPPEKTUBHOCTH AMETOTEPAllMM U COOJIOJCHHUA pPEXUMa
(U3HYECKUX HATPY30K.

IIpenapar BenmeTrus noka3aH B KauecTBe JAONOJIHEHUS K JUETE M PEXKUMY (PU3HMUECKUX
Harpy3oK Ui YJIy4IIE€HUs IJIMKEMHUYECKOTOo KOHTpojis y mnauumeHToB ¢ CJI2, He mocTurmmx
aJIeKBAaTHOTO KOHTPOJISI Ha (POHE MOHOTEpanuu METPOPMHHOM WM CHUTAINIMITHHOM, JIHOO
y MalUeHTOB, paHee MOTyYaBIINX KOMOMHUPOBAHHYIO TEPAMIO STUMHU ABYMS IpenapaTaMu.

KomOunupoBanHasi Tepanus

JUist yiaydmeHus TIUKEMHYECKOr0 KOHTPOJIS B JOMOJIHEHHE K JAMETOTEpanud U (U3NYECKUM
Harpy3Kam:

- B KOMOMHAaIMM C MPOU3BOJIHBIM CYJIb()OHMIMOUYEBHHBI (TPOMHAsE KOMOMHHUPOBAHHAsS TEpaIHs:
MET(GOPMHUH + CUTArJIUITHH + IPOU3BOJHOE CyJIb(OHWIMOYEBUHBI) Yy TALMEHTOB, paHee
MOJTYYaBIIUX TePaIHIO MPOU3BOIHBIMHU CYJIb()OHUIMOYEBUHBI U MET(GOPMHHOM 0€3 TOCTHKEHUS
aJICKBaTHOTO ININKEMHYECKOTO KOHTPOJIS;

- B KOMOMHAIMM C THA30JMIMHAMOHAMHU (TpoiiHas KOMOWHHpOBaHHAas Tepamus: MeT(HopMuH +
CUTArJUIITHH + THA30JIMIUHINOH (aronucr PPARy-peuentopos, AKTUBHPYEMBIX
npoaudeparopoM  MEPOKCHCOM)) Yy  MAlHUeHTOB, paHee  IMONYYaBIIUX  TEPAIHUIO
TUA30JUIMHANOHAMU U MEeTQOpPMUHOM 0€3 JOCTHKEHHS aJeKBAaTHOTO TJIMKEMHYECKOTO
KOHTpOJIS;

- B KOMOWHAIIMH C MHCYJIUHOM (TpoiHasi KOMOMHMPOBAaHHAS TEPAMHKS: MET(POPMHH + CUTATJIUTITHH
+ MHCYJIMH) y TAIMEeHTOB, paHee IMOJIyYaBIIMX TEparnuio CTaOMJIbHBIMU J03aMU WHCYJIMHA U
MeTgopMHHa 0€3 JOCTIKEHUS aIEeKBATHOTO TIIMKEMHYECKOTO KOHTPOJIS.

IMPOTUBOIIOKA3AHUA

e [umepuyBCTBUTEIBHOCTh K  CHTarJIMOTHHY,  METQOPMHUHY  W/WIM  KaKOMY-IHOO
U3 BCIIOMOTaTEeNbHBIX BEILIECTB MIpenapara.

e Caxapnsiii auabet 1 Tuna.

e [Iloyeuynas HeIOCTATOYHOCTh WM  HapymeHue (Qynkuun nodek (pCKD  menee
45 mn/mun/1,73 M?).

e OcTphble COCTOSHUS, MPOTEKAIOUINE C PUCKOM Pa3BUTHSI HAPYIIEHUH (QyHKIMH MOYEK:

- pmeruzapatanus (MOBTOpHAsh PBOTA, auapes), JIMXOPaIKa, TSKENblie HH(EKIMOHHBIE
3a00sIeBaHus,

- COCTOSIHMSI TUITOKCHH (ILIOK, CETICUC, MH(EKINU MOYeK, OPOHXO0JIErOUHbIE 3200I€BaHU).
e JnaGeTnyeckuii KETOAIMI03; THabeTHYeCKas MpeKoMa, KoMa.

e KiMHHMYECKH BBIpa)KEHHBIC IMPOSBICHUS OCTPHIX U XPOHHYECKUX 3a00JIeBaHUM, KOTOpPbIC
MOTYT MPHUBOJIUTH K Pa3BUTHIO TKAHEBOW T'MIIOKCHUU (B TOM YHCJE OCTpasi U XPOHUYECKas
cepAeyHass ~HEJOCTAaTOYHOCTh C  HECTAaOMJIBHBIMH  TIOKa3aTelssMU  T'€MOJMHAMMKH,
JbIXaTeNbHask HeI0OCTaTOYHOCTh, OCTPBIA HHPAPKT MUOKapAa).

e OOwmMpHBIE XMPYpPrHYECKHE ONepalMd W TPaBMbl, KOIJa IIOKAa3aHO IIPOBEIEHUE
MHCYJIMHOTepanuu (cM. pasaen «Ocolble YKa3aHusm»).

e [leueHoYyHast HEIOCTATOYHOCTh, HAPYIIEHUE (PYHKIIMH MTEYCHH.

e XpOHHMYECKUI AIKOTOJIU3M, OCTPOE OTPABJICHHUE AJTKOTOJIEM.
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e bepeMeHHOCTh, MEPHO/ TPYTHOTO BCKAPMITUBAHHMS

COOTBETCTBYET ZKCNEPTHOMY OTUETY

e JlakToamnumo3 (B TOM YHCII€ B aHAMHE3E).

e [IpumeHeHne B TeueHHE HEe MeHee 48 4acoB 10 M B TeueHUe 48 4acoB MOCIE€ MPOBEACHUS
pa,Z[I/IOI/ISOTOHHBIX NN peHTI‘eHOJIOFI/I‘-IeCKI/IX I/ICCJIGI[OBaHI/If/’I C BBCICHUECM fIOI[COI[Cp)KElH.[CFO
KOHTpPACTHOTO BemecTBa (cM. paszmen «B3aumopeiicTBue ¢ IpyruMu JieKapCTBEHHBIMH
CpPEICTBaMUY).

o (CoOmoaenue runokanopuitHoi quetsl (Menee 1000 kkan/cyT).

e Bospacr o 18 ner (mockosnbky 3¢ (heKTHBHOCTS U 0€301MacHOCTh MPUMEHEHHsSI IIpenapara y
JETeH ¥ IOAPOCTKOB A0 18 JeT He OBLIN MOTBEPKIACHBI).

C OCTOPOXHOCTBIO

-y NaIMeHToB ¢ HapymeHneM GpyHknuu noyek ¢ pCK® 45-59 mn/mun/1,73 m?;

- Y IOXKWJIBIX MAUEHTOB (CM. pasnen «Ocolbie yKa3aHus»);

-y MalMeHTOB C HAIMYUEM TTaHKpeaTuTa B aHamHe3e (cM. pazaen «OcoObie yKazaHus»),

- IpU OJHOBPEMEHHOM IPHUMEHEHUH C JUIOKCHMHOM (cM. pasnen «B3aumonelicTBue ¢ Apyrumu
JIEKapCTBEHHBIMH CPEJICTBAMUI ).

INPUMEHEHME IIPU BEPEMEHHOCTHM W B IIEPHOJA TIPYJIHOI'O
BCKAPMJIUBAHMUAA

bepemenHoCTh

KnuHuYecknX MaHHBIX O MPUMEHEHHWH KOMOMHAIMM MET(QOpPMHHA W CHUTATJIMITHHA B TEPUOJ
6€p€MCHHOCTI/I HET. I/ICCHGI[OBaHI/IH Ha )KUBOTHBIX TIPH IIPUMCHCHUU CUTAIJIMIITUHA B BBICOKHUX 103aX
mokazanu  SMOpuo- W (ETOTOKCHYECKOE  JICHCTBHE. [Ipumenenne  KoMOWHAIIMH
MET(GOPMHH + CUTATTUITHH B MEPHOJ OEPEMEHHOCTH MPOTUBOIOKA3aHo. B ciydae miuaHupoBaHus
WJIA HACTYIUTIEHHs] OEpEeMEHHOCTH MPUEM Iperapara ClieAyeT MPEKPaTUTh, MAIMeHTKA J0DKHA ObITh
IIEpEBEICHA Ha HHCYJINHOTEPAIIHIO.

I'pynHoe BckapMmJnBaHue

JIaHHBIX O TPOHUKHOBEHWHM B TPYAHOE MOJOKO JKMBOTHBIX KOMOHMHAUUM MeT(HOpMHHA
U CHUTaIIMITHHA OTCYTCTBYIOT. McciemoBaHnsi Ha XKMBOTHBIX TPH BBEJCHUH MOHOIPEIApaTOB
MoKa3aJid, 4YT0 MET(HOPMHUH M CUTATTUNTHH (B 3HAUUTEIHHOM KOJHYECTBE) MPOHUKAIOT B MOJIOKO
JAKTUPYIOIIMX Kpblc. Her maHHBIX O NPOHMKHOBEHWH CUTATNIMNTHHA B TPYJHOE MOJIOKO
YeJoBeKa: MET(POPMHH MTPOHUKAET B HEOOJIBIINX KOJHMYECTBaX, pUCK Bo3HUKHOBeHUs HP y pebenka
HeNb3s UCKIIOYNTH. [IpuMeHeHne KOMOWHAIMU MeT(GOPMHUH + CUTATTUNTHH B TEPHOJ TPYIHOTO
BCKapMJIUBAHMSI IPOTHUBOITOKA3aHO.

CIHOCOBb ITPUMEHEHMUSA U 103bI
IIpuHUMAIOT BHYTpPb.
Oo0mast uapopmanus

Pexxum no3upoBaHusi mpenapara BenMeruss MOMKEH MOAOUPATHCS HWHIWBHIYAbHO, HWCXOMS
U3 TeKyleW Tepanuu, >PQPEKTUBHOCTH W TEPEHOCHUMOCTH, HO HE MpPEBBIIAsS MaKCUMAJIbHYIO
pPEKOMEHIyEMYIO CyTOUHYIO 103y cutarmntuHa 100 mr u metrdopmuna 2000 mr.

[Ipenapat Benmerus cneayeT npuHUMAaTh 2 pa3a B CyTKH BO BpeMs €/Ibl, IIEJIUKOM, HE Pa3KeBbIBas,
C TIOCTENIEHHBIM YBEJIMYEHUEM 103 MET(POPMHUHA MPU HEOOXOAMMOCTH C MEIhI0 MUHUMHU3AINN
Bo3MOKHBIX HP co croponsr skemymgouno-kumieydHoro tpakra (OKKT), xapaktepHbIx mis
MeT(QOpMHHA.



COOTEETCTBY

(MOCNEOOE

PexoMenganum mo 103MpoOBaHUIO

Pexxum posupoBanus mpenapara BenmMeTuss JOMKEH MOAOUPAThCS WHIWBHIYATbHO, HCXOIS W3
Tekyuie tepanuu, 3((EKTUBHOCTH U TMEPEHOCHUMOCTH, HO HE TMpeBbIlIas MaKCUMaJIbHYIO
pPEKOMEHIYEMYIO CyTOUHYIO 103y cutarmntuHa 100 mr u metdopmuna 2000 mr.

Cmapmoeasa mepanus

[Marmentam ¢ C/I2 ¢ HeaeKBaTHBIM TIIMKEMHUYECKUM KOHTPOJIEM Ha (OHE COONIOACHUS JUETHI U
pexnMa pU3NYECKUX HArpy30K peKoOMeHIyemas HadallbHas J103a npenapara BenMerus cocrasisier
850 mr wmerdopmuna + 50 Mr curarmuntuHa 2 paza B CyTku. llamueHTam, HE JOCTUTIIUM
a/JIeKBaTHOTO TJIMKEMHUYECKOr0 KOHTPOJS NpU IMpHEMe YKa3aHHBIX /03, MOKa3aHa IMOCTETeHHas
TUTpalys IpernapaTta ¢ LEJbl0 MUHUMHU3aLuu HexenarenbHblx peakuuil (HP) co croponst JKKT,
aCCOIMUPOBAHHBIX ¢ MeTPOopMUHOM, /10 10361 1000 Mr meThopmuHa + 50 Mr cuTaraunTuHa 2 pasza B
CYTKHU.

Jna nayuenmos, ne Oocmuwiux adeKeaAmMHO20 2NUKEMUYECKO20 KOHMpOaA Ha ¢one
MOHOMeEPAnUU MAKCUMAIbHOIU NEPEHOCUMOU 00301l Mempopmuna

PexoMenayemas HauanbHas 103a npenapara Benmerus A NaleHToB, HE JOCTUTIINX aJeKBaTHOTO
KOHTPOJS HA  MOHOTEpamuu  MeT(HOPMHHOM, JIOJDKHA  OOECHEeYHuTh  PEKOMEHIIYEMYIO
TEpaNeBTUYECKYIO0 CYTOUHYIO 103y cutarauntuHa 100 mr, To ecth mo 50 Mr curarauntThHa 2 pasa
B CYTKH IUTIOC TEKyIIas 103a MEeTQOpPMHHA.

ﬂll}l nauuenmoe, He 00CMUZWUX AOCKBAMHO20 2IMUKEMUUECCKOZ0 KOHmpoas Ha d)oue
MOHOmMepanuu cuma2jiunmuHom

Pexomenayemas HauanbHas 103a npenapara Benmerus A NaleHToB, HE JOCTUTIINX aJ€KBATHOTO
KOHTPOJISl HA MOHOTEPAITUU CUTATTUITHHOM, cocTaBisieT 850 mr merdopmuna + 50 MI CUTar TN THHA
2 pa3a B cyTku. B nmampHelimeMm mo3a moxkeT ObITh yBenmuueHa no 1000 mr merdopmuna + 50 mr
CUTArJWNTHHA 2 pa3a B CYTKH IS JOCTH)KCHUS TIMKEMHYECKOTO KOHTpoJs. PekomeHmyercs
MOCTENEHHAsT TUTPAIUS I03bI I MUHUMHU3AIUHA CBSI3aHHBIX C METHOPMUHOM MOOOYHBIX 3P (HEKTOB
co croponsl JKKT. [TanmenTtaM, IpHHUMAIOIIUM CKOPPEKTHPOBAHHYIO BBUIY HApYyIICHUS (PyHKIUN
MOYeK 103y CHUTArJUNTHHA, JIEYEHHE IMpernapaToM BenMmeTuss npoTUBOIIOKa3aHO (CM. pasfien
«IIpoTUBOIIOKA3aHUAN).

/lna  nayuenmos, pamnee RNOAYHABUIUX KOMOUHUPOBGAHHYIO MEPARUIO CUMAZIUNMUHOM
u Mmemgopmunom 6 euoe MOHONpPenapamos

[Ipu mnepexone OT KOMOMHMpPOBAaHHOW Tepanmuud MET(HOPMHUHOM U CUTArJMOTUHOM B BHUJIE
MOHOIIpENapaToOB HavalbHas 1032 mpernapaTa BenMeTus omKHA COOTBETCTBOBATh MPUHUMAEMBIM
7103aM MOHOTIpenapaToB MeTGpOpMUHA U CUTATJIUITHHA.

/na nayuenmos, He 00CMUZUIUX AOCKEAMHO20 2TUKEMUYECKO20 KOHMPOIA NPpU NPUMEHEHUU
KOMOUHauuu npou3e00H020 cyibhOHUIMOUEBUHBL U MEMPOPMUHA

Havanpnas no3a mpemnapara BenMerusi qomkHA 00ECTIEUUTh PEKOMEHIYEMYIO TEPareBTHUECKYIO
CyTOUHYIO 103y cutarunTruHa 100 mr, To ecth o 50 Mr cutarnuntrHa 2 pasza B cyTku. HadanbHyto
103y MeT(GopMUHa OMPEACISIOT UCXOAS U3 YPOBHS TITUKEMUYECKOTO0 KOHTPOJIS M TeKylen (eciu
MalUeHT MPUHUMAET 3TOT IpenapaT) A03b MeT(hopMUHa. YBEeIUUYeHHUE 10361 MET(HOPMHUHA TOJIKHO
ObITh TocTeneHHbIM st MuHHMEU3aiuu HP co croponsr XKKT. IlanmuenTtam, nmpHHUMAOIIAM
MIPOU3BOJIHOE CYJIb(OHUIMOYEBUHBI, OYIET palliOHATBHBIM CHU3UTH TEKYIIYIO 103y AJIsl CHIOKCHUS
pucka cynb(OHWI-UHAYIIUPOBAHHON THIOTIHKEMIH (CM. pasnen «Ocolbie yKa3aHus).

/lna nayuenmos, He 00CMUZWUX AOCKBAMHO20 2TUKEMUUECKO20 KOHMPOJIA NPU NPUMEHEHUU
Komounayuu memgpopmuna u azonucma PPARy-peyenmopos (muazonudunouona)

HauanbHasg no3a mpenapata BenmeTrus 1omkKHa COOTBETCTBOBaTh CYTOYHOHM J03€ CHUTAIJIMIITHHA
100 mr, To ecTh o 50 Mr CUTArIUNTHHA 2 pa3a B CyTKH U paHee MPUHUMAEMON 03¢ MeT(HOpMUHA.

9
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npenapara ¢ uenbto muHumuzanu HP co croponst XKKT.

/lna nayuenmos, He 00CMUZUWUX AOCKBAMHO20 2TUKEMUUECKO20 KOHMPOJIA NPU NPUMEHEHUU
KOMOuUHauuu UHCyIuna u Mem@opmuna ¢ euoe MoHomepanuu

Havanpnas nosa mpemapata BeameTuss AOMKHAa COOTBETCTBOBAaTh CYTOYHOM [103€ CUTArJIUITHHA
100 mr, To ecTh o 50 Mr CUTArIUNTHHA 2 pa3a B CyTKH U paHee MPUHUMAEMON 03¢ MeT(HOpMUHA.
B ciydae HeoOxonuMocTH yBeIMUEHHS 1036l METGOPMHUHA PEKOMEH/I0BAHA IIOCTENIEHHAs! TUTPaLUs
npernapara ¢ nenbto mMunumuzanuu HP co croponsr JXXKT. IMTanmentam moxer motpeOoBaThes
CHWKEHHME J03bl MHCYJIMHA JJs NPeNOTBpAIlEHUs pUcKa runoriaukeMuu (cM. pasgen «OcoOsble
YKa3aHUs).

CrienimaibHBIX MCCIIEIOBAHUN IO OIEHKE 0e30macHOCTH U 3(P(EKTUBHOCTH TEepexoja C JICUCHUs
APYTUMH THIIOTJIMKEMUYECKMMH TpenapaTaMd Ha JIe4eHHE KOMOMHUPOBAHHBIM MpPErnapaToM
Benvernss He mpoBomunock. JlroObie wu3meHenus B sedeHun CJI2 MOWKHBI MPOBOAMUTHCS
C OCTOPOKHOCTBIO M TMOJ KOHTPOJIEM COOTBETCTBYIOUIUX MApaMETPOB C YUYE€TOM BO3MOXKHBIX
W3MEHEHUN TIMKEMHUYECKOTO KOHTPOJsA. Bce manueHThl JOKHBI MPOJIOJDKATE PEKOMEHIYEMYIO
,Z[I/IeTy C aICKBATHBIM pacnpeﬂeneHHeM YI‘JICBOILOB B TCUCHUC IHA.

IIpumeHeHNe y MAaLIMEHTOB B 0COObIX KIIMHUYECKHX IPyNnax
Y nayuenmoe ¢ napywenuem ¢ynkyuu novex

Heo6xoanmMo npoBoauTh OLEHKY (DYHKIMU MOYEK J0 Hadajga NpUMEHEHMs npenapaTta Beamerus u
Ha (¢oHe mpoBoxuMMON Tepanuu (He pexke 1 pasa B rof). Y NaIMEHTOB C BBICOKUM PHCKOM
IIPOrPECCUPOBAHUS HAPYIIEHUS (DYHKIMH OYEK U Y MOKHIIBIX MALIMEHTOB (DYHKIIUIO TOYEK CIEAyeT
OLICHMBATh Yallle — KaKJple 3—6 MecsLEB.

Koppexknust 103561 Ipenapara y manueHTOB ¢ HapylmieHneM (yHKINUU movek Jierkoi crenenu (pCKD
60-89 mn/mun/1,73 M*) He Tpebyercsa. Cumxenme pCK® wmenee 45 mu/mun/1,73 m?
Ha (QoHe Tepamuu TpeOyeT TMpekpalleHus mpueMa mpemnaparta. IlpumeneHue mnpenapara
y TMAalHUEHTOB C HapylIeHWEeM (YHKIMH TMOYEK CPEIHEH CTENEHU TSDKECTH U TSHKENOW CTeTeHH
(c pCK® menee 45 ma/mun/1,73 M?) MpOTUBOIOKA3aHO, TAK KaK TAKMM TallMeHTaM Tpebyercs 6oree
HU3Kas J103a CUTaraunTHHA — He OoJee 50 MT B CYTKH.

CK® mn/mun Metdhopmun CurarnmunTuH

60-89 MakcumanbHas cyTouHas | MakcuMaibHas CyTOYHas
noza coctasiger 3000 wmr. | go3a cocraBisgeT 100 mr.
Moxer OBITh pPacCMOTPEHO
YMEHBIIIEHUE JIO3BI
B COOTBETCTBHM CO CTCIICHBIO
CHWKEHHUS (DYHKITMH TTOYEK.

45-59 MakcumanbHas cyTouHas | MakcuMaibHas CyTOYHas
noza coctasiger 2000 wmr. | go3a cocraBisgeT 100 mr.
HauvanpHnas mo3a cocTaBiseT
HE Ooiee MOJIOBUHBI
MaKCHUMaJIbHOM JT035I.

3044 MakcumanbHas cyTouHasi | MakcumasnbHas CyTOYHas
mo3a coctaBisger 1000 wr. | mo3a cocraBnser S0 mr.
HavannHas no3a cocTaBiIsIeT
HE Ooitee IMOJIOBUHBI
MaKCHUMAaJILHOU JTO3EI.

<30 Metdopmun MaxkcumManbHas CyTO4YHas
MIPOTUBOIIOKA3aH. 1034 COCTaBJIAET 25 MT.
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ot 09.12.2025 Ne 30552

YV nayuenmoe ¢ neuenounoii HedoOCmMamouHoCmoio (MOCNEOOBATENEHOCTS 0002)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

IIpumenenne npenapara Benmerus y NanMEHTOB € IIEYEHOYHOW  HEAOCTATOYHOCTHIO
IIPOTUBOINIOKA3aHO.

VY noorcunvix nayuermoe

Tax Kak OCHOBHBIM IIyTEM BBIBCACHHA CHUTArJIMIITUHA WU MCT(bOpMI/IHa SABJIAIOTCA IIOYKH, PHCK
Pa3BUTHA CBA3aAHHOTI'O C MeT(bOpMI/IHOM JIaKTOAIna03a ¢ BO3paCTOM YBCINYHUBACTCA.

YV oemeiti u noopocmkos 6 eozpacme 0o 18 nem

bezonacHocts U addexTuBHOCTL mpenapar Benmerus y ngereit B Bospacre ot 0 go 18 mer
He ycrtaHoBJeHbl. [Ipemapar mpoTHBOIIOKa3aH B JaHHOW BO3pacTHOW rpymme. MMeronuecs Ha
CErOJHSAIIHUI JI€Hb JaHHbIC IIPUBEJEHBI B paszcie «PapMaKoJIOrH4ecKue CBONCTBAY.

IIpexpamenne npuemMa npenapara npu npouexIypax BBeIeHHs HOICOTePKAMMX KOHTPACTHBIX
npenapaTron

[Manuentam ¢ pCK® 45 mn/mun/1,73 M> u <60 wmn/mun/1,73 M> n HanuuumeM B aHaMHe3e
3a00JIeBaHUI MTEUYEHH, AIKOTOJIM3MOM WIH CEPACUHON HETOCTATOYHOCTH WIIH MAIIMEHTaM, KOTOPBIM
OyZeT TpOBOAMTHCS MCCIEAOBAHHE C BHYTPUCOCYIHUCTBIM BBEACHHEM  HOJCOIEpIKALINX
KOHTPACTHBIX BEIIECTB, HEOOXOIMMO MPEKPATUTH MPHUEM IpernapaTa BenmmeTwst 10 Wi BO BpeMs
uccinenoanusi. Crenyer mnoBTOpHO oueHUTh PCK® yepe3 48 wyacoB mocie MNpoLEayphl.
Bo3oOHoBnenne npuema npemnapata Benmerus BO3MOXKHO TpH TOATBEPXKICHUM CTAOMIBHOU
GbysKIuH moyek (cM. pazaen «OcoOble yKa3zaHus» ).

IMOBOYHOE JIEMCTBUE

00630p npoduis 6e30mMaCHOCTH

B mocTperucrpanimoHHOM mepuone cooOmanock 0 cepbe3Hbix HP, BKIIOUaBIIMX MaHKpPEATHT
U peaklud TUIMEPUyBCTBUTEIBHOCTH. [WMOTIMKEMHUS OTMedajach MpH IpUeMe Mpernapara
B COUETAHUM C UHCYJIIMHOM H MPOU3BOIHBIM CYJIb(OHUIMOUYEBUHBI.

CurariunTud U MeTOpMHH

HP pacnpeneneHbl 1O CHUCTEMHO-OPraHHBIM KJIacCaM B COOTBETCTBUU CO  CIIOBapeM
Uit peryistopHon aestenbHocTh MedDRA ¢ yka3anueM 4acTOThl MX BO3HMKHOBEHHUS COTJIACHO
pexomennanusm BO3: ouens gacto (> 1/10), wacto (> 1/100 — < 1/10), newacro (> 1/1000 — < 1/100),
peako (> 1/1000 — < 1/1000), ouens peako (< 1/10000) u yacToTa HeW3BeCTHa (Ha OCHOBAHUH
MMEIOIINXCS TAHHBIX OLEHUTh HEBO3MOKHO).

HP, 3apeructpupoBaHHblE B KIWHHYECKHX MCCIECJOBAHUAX MOHOIPENAPATOB CHUTArIMITHHA
u MeTpopMHMHA, a TakKe B TOCTPETHCTPALIMOHHOM TIepHOJe TNPUMEHEHUs KOMOWHAIMU
MeTGOPMUH + CUTATJIUITHH.

HexenaTenbHast peakuus Yacrora HP

HapymeHnnsi co CTOPOHBI KPOBU M JTUM(PATHYECKON CHCTEMBI

TPOMOOIUTONICHHUS penko

HapyumeHnust co CTOpOHbI HMMYHHOM CHCTEMBI

pCaKknuu TUIICPYYBCTBUTCIBHOCTH, qacToTa HEU3BCCTHA

*
B TOM YHCJIC aHa(l)I/IJ'IaKCI/IfI o+

Hapyenust co cTopoHbl 00MeHa BelecTB M MUTAHUS
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COOTBETCTBYET 3KCMEPTHO
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MY OTYETY
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1

FI/IHOI‘JII/IKCMI/ISIT

(MOCAERHEATENBHOCTE 11

HapyuieHusi co CTOPOHBI HEPBHOM CHCTEMBbI

COHJIUBOCTH

HEYacTo

HapymeHuss ¢o0 CTOPOHBI JAbIXaTelbHOM

U CPeIoCTeHHs

CHCTEMbI,

OpraHoB

TPYAHOM  KJIETKH

*
HHTCPCTULIHAIIBHOC 3a007eBaHueE JIETKUX

JacToTa HCM3BCCTHA

HapyuieHusi co CTOPOHBI JKeJTYT0YHO-KHIIIEYHOT0 TPAKTA

auapest HEYacTo
TOIIIHOTA 4acTo
METEOpU3M 4acTo
3arop HE4acTo
00J1b B BEpXHE YacTH KUBOTa HEYacTo
pBOTa 4acTo

OCTpBIif MAaHKpeaTuT * -+

H4aCTO0Ta HCU3BCCTHA

daranpHbli W HedaTadbHBIA TeMOpparu-

(V) o sk
YECKHUU U HEKPOTUUCCKHU IMAHKPEATUT o+

JacToTa HCUM3BCCTHA

HapyuieHust co CTOPOHBI KOKHM U MOJKOKHbIX TKaHel

*

3yA

HCYacToO

o *
AHT'MOHCBPOTUYECCKHUU OTCK o+

qacToTa HEU3BCCTHA

*
CHIITb o+

H4aCTO0Ta HCU3BCCTHA

KpaHI/IBHI/IHa*’T

qaCTO0Ta HCU3BCCTHA

(V) sk
KO>XHBIU BACKYJIUT o+

qacToTa HEU3BCCTHA

sKc(honMaTUBHBIE 3a00yIeBaHUS KOXH,

BKJII0Yas cuapoM Crusenca — JxoHcona !

qaCToTa HCU3BCCTHA

(V) sk
OyJu1e3HbIN TeMpUTOH T

qacToTa HEU3BCCTHA

HapymeHnnsi co CTOPOHBI MbIIIEYHOMH, KOCTHOH M COeIUHUTEILHONH TKAHU

*
apTpanrus

H4aCTO0Ta HCU3BCCTHA

sk
MHAJITUA

qacToTa HEUM3BCCTHA

*
00JIb B KOHEYHOCTAX

qacToTa HEM3BCCTHA

k
00JIb B CLIUHE

qaCTOTa HCU3BCCTHA

*
apTponarus

qacToTa HEU3BCCTHA

Hapymenusi co cTOpoHbI MOYeK U MOYEBBIBOASIIIUX MyTel

HapyIeHne (pyHKIUU T0YeK

H4aCTO0Ta HCU3BCCTHA

sk
ocCTpasd nmo4ycyHasd HEJOCTATOYHOCTDb

JacToTa HCU3BCCTHA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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“HeskenarensHbie peakiu ObLIN BBISIBJICHBI B XO/I€ T CTperHc&amdgﬁtpor 'HJ@MHT/IHT' -

'Cwm. pasnen «Ocobble yKazaHHs».
ICwm. madopmarmro o Mccredosanuio cepoeuno-cocyoucmoii bezonacnocmu TECOS HiDKe.
Onucanue omoenbHbLX HeHCeNamelbHbIX PeaKyull

Hexoropeie HP naGmromanuch Oosee 4acTo B HMCCIEIOBAHUSAX C KOMOWHHMPOBAHHBIM IMPHUEMOM
MeTQOpMHMHA W CHUTAMJIMOTHHA C JPYTMMH THIOTJIMKEMHYECKHMMH TIIperapaTaMu, HEXelu
B HCCJICZIOBAHUSX MOHOTEPAIIH CUTATIUIITUHOM U MEeTGOopMHHOM. OHU BKITIOYAIU TUITOTIIMKEMHIO
(vacroTa: OYeHb YaCTO B  KOMOMHAIMM C  TPOM3BOJHBIMU  CYJIb()OHHUIMOUYEBUHBI
U UHCYJIMHOM), 3amop (Y4acTo TMpH TPUMEHEHWH B COYCTAHMHM C  TPOU3BOIAHBIMHU
CyIb(OHUIMOYEBUHBI), Tepupepuyecknii oTeKk (YacTo TMpH MNPUMEHEHHH B COUYCTAHUU
C TMOTJIUTA30HOM ), TOJIOBHYIO 0O0JIb M CYXOCTh BO PTY (HEYACTO NMPU KOMOWHAIIUUA C HHCYJTHHOM).

CuTaraunTug

B uccnenoBanusix MoHOTepanuu cuTariunTdHOM B Ao3e 100 mr 1 pa3 B CyTKM B CpaBHEHUU C
iane6o coodmanock o Takux HP, kak ronoBHas 6016, TUIOTJIMKEMIS], 3aI0P U TOJIOBOKPYKEHHUE.

Coobmanocs 0 HP, 3apeructpupoBaHHBIX B 3TOH TpyIe MAMEHTOB, HE3aBUCUMO OT HATHYUS
MPUYMHHO-CJICICTBEHHOM CBSI3U C JICKQpPCTBEHHBIM MpPENapaToM, TaKUX KaK HMH(EKLIUsS BEPXHUX
IbIXaTeNbHBIX MyTel W Hazo(hapUHTUT, HaOmonaBmuxcsa B He MeHee 5 % ciydaeB. Kpome Toro,
co001I1a710ch 00 0cTeoapTPUTE U OOIU B KOHEUHOCTH C YaCTOTOU «HedacTo» (Ha > 0,5 % Bblte cpenu
MPUHUMABIINX CUTAIJIUIITHH, YeM B KOHTPOJILHOH IpyIIIe).

Metdopmun

B xIMHIYECKUX U TOCTPErUCTPAIMOHHBIX UCCIEA0BAaHUAX METQPOPMHUHA OY€Hb YaCTO COOOIIAIOCH O
cumnToMax co ctoponbl JXKT, Takux Kak TOIIHOTA, pBOTA, Auapesi, OONb B JKUBOTE U MOTEps
amnmeTuTa, Yalle BCEro BO3HUKAIONIMX B Hayaje TEParmuyd U B OOJBIITMHCTBE CIIy4aeB CIIOHTAHHO
pazpematontuxcs. Jlononmuurensapie HP, cBs3aHHbIe ¢ MET(HOPMUHOM, BKIFOYAIOT METAJLTUICCKHIMA
MPUBKYC BO PTY (YacTo); JIAKTOAIMI03, HApyIIECHUS (PYHKIMU TIEUCHU, T'eNaTUT, KPaluBHUIIA,
sputeMa ¥ 3yJ (OUeHb peaKo). YMEeHblIeHue adcopOumu BuTaMuHa Bio, CBsI3aHHOE C TUTEIHHBIM
MpUMEHEHHEM MeThOpMHHA, B CBOIO OUYEpeIb B OYCHb PEAKUX CIIydasX MOXKET MPUBOJIUTH K
KIIMHUYECKH 3HAUUMOMY JeUIUTy BUTaMruHa B (HampuMep, K Meraio0IacTHOW aHEMUMN).

HccaenoBanue 1o oueHkKe cepaedHo-cocyaucTou 6esonacHoctu curarauntuna (TECOS)

B nccnenoBanue mo oueHke cepaeuHo-cocynuctoit 6e3zomnacHocty curarnuntuHa (TECOS) Obuio
BKJTIOYeHO 7332 mammeHTa, KoTopbie mpuHuMai cutaraunTaH 100 mr 1 pa3 B cytku (wam 50 mr
1 pa3 B cTyku, ecaum McXoiHelii mokazatens pCK® 6vm1 >30 u <50 mn/mun/1,73 m?),
n 7339 manMeHToB, MPUHUMABIIMX IUIale00 B OOIICH MOMYJISIHMH IMAIMEHTOB, KOTOPBHIM OBLIO
HaszHaueHo JeueHue (“‘intention-to-treat”). Mccaemyemblii mpenapar (CUTArdUNTHH WK IUIanedo)
n00aBysUICd K CTaHAAPTHOM TepamuM COTJacHO CYIIECTBYIOIIMM HallMOHAJIBHBIM CTaHAAapTaM IO
BbIOOpY 1eneBoro ypoBHss HbAic M KOHTPOIIO CepAeyHO-COCYIUCTHIX (hakTopoB pucka. OOrmas
4acTOTa BOZHUKHOBEHUS cepbe3HblX HP y manueHnToB, mpMHUMAaBIINX CUTATIIUITHH, ObLIa TAKOM XKe,
KaK y MalueHToB, IPUHUMABIINX I1J1a11e0o0.

B momysiiuu narmeHToB, KOTOPHIM OBLIO Ha3HAYeHO JiedeHue (“intention-to-treat”), cpenu Te€X, KTO
UCXOIHO TIONyYaldl MHCYJIMHOTEpANUI0 W/WIM TpenapaTsl Cyab(OHWIMOYEBUHBI, YacTOTa
BO3HUKHOBEHMS MU30/I0B TSKEJION THUIOTJIMKEMHH cocTaBuia 2,7 % y manyueHToB, MPUHUMABIIIHNX
cuTarmunTuH, u 2,5 % y TalWeHTOB, MPUHUMABIIMX IU1ane6o. Cpenu MalMEeHTOB, UCXOIHO
HE TIOJIyYaBIIMX HWHCYJIWH W/WIW Tpenapathl Cylab()OHUIMOUYEBUHBI, YaCTOTa BO3HUKHOBECHHS
3IIN3010B TH)KGJIOﬁ TUIIOTJIMKEMHUHN COCTaBUJIa 1,0 % y nanucHTOB, HpI/IHI/IMaBIJ_II/IX CUTArJIMIITUH, U
0,7% y manuMeHToB, NPUHUMABIIMX TUIane6o. YacTora BO3HHUKHOBEHHUS TOATBEPIKICHHBIX
IKCIIEPTU30M cilydaeB naHkpeaTuta coctaBmia 0,3 % y nauueHToB, IPUHUMABIIMX CUTATJIMITHH, U

0,2 % y manueHToB, MPUHUMABIIHNX I1a11e00.
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COOTBETCTEBYET 3
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MEPEJO3UPOBKA (MOCNEOQOBATENEHOCTE 0002

25 Ne 30552
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Cumaznunmun

Bo Bpems KJIMHMYECKHMX HCCIEAOBAaHUN Yy 3I0pOBBIX JOOPOBOJIBLIEB OJHOKPATHBIA MpPHEM
CUTarIunTHHa B Jo03¢ a0 800 Mr B LEJIOM XOpoWO MNepeHocwics. MHUHHMMaabHblE M3MEHEHUS
untepBasia QT, He cuuTaromyecss KIMHUYECKM 3HAYUMBIMHM, OTMEUAIUCh B  OJHOM
U3 MCCIEIOBAaHUN cHUTariunTuHa B cyTouHod no3e 800 mr (cm. paszmen «®dapmakonnHaMuKa.
Brustaue Ha snektpodusunonoruio cepanay). Jlosa ceeime 800 Mr B CyTKH y JIFOACH HE H3ydaliach.

B xiIuHMYeCKHX WCCIeNOBaHUSX MHOTrokpatHoro mnpuema mnpemnapara (I ¢asp) kakux-nmu6o
CBSI3aHHBIX C JieueHreM cutarnmuntuHoM HP nipu npueme npenapara B cytouHnoit no3ze 10 400 Mr Ha
MPOTSKEHUU 28 THEN HE OTMEYaIIH.

B cinyuae mnepeno3upoBKHM 11€JI€COO0Opa3HO IMPOBENEHHE CTAHIAPTHBIX BCIOMOTraTEIbHBIX
MeponpusaTuil (yganeHue enie He Bcocaswierocs mnpenapara u3 JKKT, MonuTOpHpoBaHMe
MoKazaTeNne Ku3zHeneaTreabHOCTH, Biiodas OKI'), a Takke Ha3HaAYeHHE CHMIITOMATHYECKON
TEpanuy Npu He0OXOAUMOCTH.

CUTarmunTUH YMEPEHHO AMATU3UPYETCs: MO JTaHHBIM KIMHHUYECKHX HCCIIEJOBAaHMUN, B TEUEHHUE
3—4-yacoBoro ceaHca Juajiu3a BBIBOAWIOCH TOJbKO 13,5% nmo3bl. B cioyuae kimHU4ecKon
HEOOXOAMMOCTH Ha3HA4YalOT TPOJOHTHPOBAHHBIM reMoiuanu3. JlaHHBIX 00 3¢ ¢hEeKTUBHOCTH
MEPUTOHEANBHOTO JUaN3a CUTATJIUIITHHA HET.

Memdghopmun

PazButue makToammmosa HaOmoganoch npuMepHo B 32% BceX CiIydaeB IeEpeIo3UPOBKU
Metropmuna. Cambiii d)PEKTUBHBIA METOJ yJIajeHHUs JakTara W MeT(HOpMUHA — TEeMOIAHAIIH3.
Bonbmas mepeno3upoBka METGOpPMHUHA MOXKET NPUBECTH K JIAKTOALUAO3Y, KOTOPBIA SBISETCA
HEOTJIOXKHOM CUTyalue u TpeOdyeT SKCTPEHHON TOCIIUTAIU3AINH B CTAI[HOHAP.

B3AMMOJIEMCTBHUE C IPYTUMHU JEKAPCTBEHHBIMU CPEJICTBAMUA

CurariunTud U MeTOpMHH

OnHOBpEMEHHBIN MPUEM MHOTIOKPATHBIX 103 cUTariunThHa (mo 50 mMr 2 pa3a B CyTKH) U
Meropmuna (mo 1000 mr 2 paza B CyTKH) HE CONMPOBOXKIAJICS 3HAYUMBIMU H3MECHCHHUSIMH
(apMaKOKMHETUYECKHX TapaMETPOB CUTATTIMNTHHA WK MeTpopMuHa y manueHToB CL2.

HccnenoBanuii MexieKapCTBEHHOTO BIUSHUS Ha (apMaKOKHMHETHYECKHE MapaMeTpbl KOMOMHAINH
MeT(HOPMHUH + CUTATTUITHH HE IPOBOIUIIH, OJHAKO MPOBEACHO JOCTATOYHOE KOJUIECTBO MOT00HBIX
UCCIIEIOBaHMM 10 Ka)KIOMY U3 JEHCTBYIOIIUX BEUIECTB Mpenapara — CUTArIUuITHHY U METHOPMHUHY.

Ankozonw

[Ipn ankorosbHOW WHTOKCHKAIIMM YBEIMYMBACTCS PHUCK PA3BUTHUS JIAKTOAIM03a, OCOOCHHO
B CJIy4ae HEJIOCTATOYHOTO TIHTaHUS, COOJIONCHUS HU3ZKOKAIOPUWHOW JUETHl M TEUYECHOYHOM
HEOOCTAaTOYHOCTH.

Hoocooeparcawue penmeeHoKonmpacmuvle cpeocmaa

ITpuem xomMOMHaIMKM METGOPMHUH + CUTAIJUNTUH AOJDKEH OBITh IpPEKpalleH 10 WM BO BpeMs
IpoIielyphl BU3YaJIH3allly U HE JOJKEH ObITh BO3OOHOBIICH B TeUEHUE KaK MUHUMYM 48 4acoB mocie
UCCIIEIOBaHMsl U JI0 TOTO, KaK (yHKIHs MOYeK ObUIa IIOBTOPHO OLICHEHA M MPHU3HAHA CTaOMJIbHOU
(cM. paznensl «IIpotuBonokazanus» u «OcoOble YKa3aHUm»).

CHuTarJunTuH

B nccnenoBaHusx 1o B3aMMOACHUCTBUIO C APYTHMH JEKAPCTBEHHBIMH CPEICTBAMH CHTArTIMIITHH HE
OKa3bIBaJl KIMHUYECKH 3HAYMMOTO BIMSHHA Ha (apMaKOKMHETUKY CICAYIOMIMX IIPErapaTos:
MeTQOpMHMHA, POCHUIVINTa30HA, TIUOEHKIaMHIa, CUMBAcTaTHHa, BapdapuHa, MEePOPATBHBIX
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COOTBETCTEBY

KOHTpaUCITUBOB. OCHOBEIBasICh Ha 3THUX JaHHBIX,

cucteMmsbl riutoxpoma P450 (CYP) CYP3A4, 2C8 unu 2C9. [lanHble in vitro CBUIETEIBCTBYIOT, YTO
CUTATJIMIITHH Takke He mojasisieT uzohepmentel CYP2D6, 1A2, 2C19 u 2B6 u He uHAYIUPYET
CYP3AA4.

[To maHHBIM MOMYJISIITIOHHOTO (hapMaKOKHHETHIECKOTO aHayin3a nmanueHToB ¢ CJ12, comyTcTByomas
Tepanusi He OKa3blBaja KIMHUYECKH 3HAYMMOTO BIHUSHHUS Ha (PApMaKOKMHETHUKY CHTATJIAIITHHA.
B uccrnenoBanuu oneHUBaM psijl MpemnapaToB, HanOoJIee YacTO UCTIOIb3YeMbIX maruenTamu ¢ CJ12,
B TOM 4HCJIE€ TUIIOXOJECTEPUHEMUYECKUE TMpernaparbl (CTaTHUHbBI, (UOpaThl, 33ETHUMHUO),
AQHTUATPETaHTHI (KJIOMUIOTPEN), TUIIOTEH3UBHBIC Tpernaparhl (MHrHOuTOphl AIID, aHTaroHUCTHI
peuenTopoB aHruoteHsnHa II, GeTa-agpeHOOIOKATOPHI, OJIOKATOPHI «MEIJICHHBIX)» KaJIbLUEBBIX
KaHaJIOB, TUIPOXJIOPOTHA3N]T), aHATBI€TUKU U HECTEPOUTHBIE TPOTUBOBOCTIATIUTENbHBIE MTPENapaThl
(HampokceH, TUKI0(peHaK, IeJIeKOKCH0), aHTuaenpeccanTsl (OynponuoH, (IryoKCeTHH, CEpTPaIUH),
QHTUTUCTAMUHHBIC (IIETUPHU3WH), HMHTHOUTOPHI MPOTOHHOW TMOMIIBI (OMEMpasoj, JAHCOMPA30Jl) H
IpernapaTsl AJIs JICYSHUS SPEKTHIIbHON AucHyHKIMK (criaeHadu).

Otmeuanu yBenuuenue AUC (11%), a Taxxe cpeanel Cmax (18%) aurokcuHa mpu cOBMECTHOM
MNPUMCHCHUU C CUTATJIMIITUHOM. 3910 YBCINMYCHHUC HC CUUTACTCA KIIMHUYCCKHU 3HAYMMBIM, OTHAKO ITPpU
OJTHOBPEMEHHOM IPHEME TMTOKCHHA PEKOMEHIYeTCs HAaOI0ICHNE 3a TAllUCHTOM.

Otmeuanu yBenuueHHe AUC U Crmax cuTarnunTuHa Ha 29% 1 68% COOTBETCTBEHHO MPU COBMECTHOM
OJHOKPaTHOM IE€pOpaJIbHOM IpHeMe cUTaraunTuHa B go3ze 100 Mr v nukiocrnopuHa (MOILIHOTO
MHTUOUTOpa p-rMKonporenHa) B go3e 600 mr. YkasaHHble M3MEHEHUS (hapMaKOKWHETHYECKUX
[apaMeTpPOB CUTATJIMIITUHA HE SBIISAIOTCA KIMHUYECKH 3HAUMMbBIMH.

Metdopmun

I'nubenknamud: B WCCIEAOBAHUU MEXJICKAPCTBEHHOTO B3aUMOJICUCTBUS OJHOKPATHBIX 03
MeThopMuHa U rmOeHKIamuaa y mamueHtoB ¢ CJ[2 He HaOmOmany KakKux-JIMOO H3MEHEHHMA
(hapMaKOKHHETHYECKHX U (papMaKoJMHAMUYECKUX TapaMeTpoB MeThopMuHa. MI3MeHeHns 3SHaYCHU
AUC u Cmax mmbeHkiamuna OblM  BbICOKOBapuaOenbHbl. Hemoctatounas wuHbopMarms
(OMHOKpATHBI TPHEM) H HECOOTBETCTBHE IUIA3MEHHON KOHIIEHTpAIlMH TJIMOCHKIAMHIA
HabI0gaeMbIM (papMakoIMHAMUUECKUM 3 (eKTaM CTaBsIT MO/ BONPOC KIMHUYECKYIO 3HAYMMOCTb
3TOr0 B3aUMOJIEUCTBUSL.

@ypocemud: B HCCIECNOBAHUU MEXKIEKAPCTBEHHOIO B3aUMOACMCTBHUS OJHOKPATHBIX 1103
MmerpopmuHa u  (dypocemMmma |y  3I0pOBBIX  JOOPOBOJIBIIEB  HAOMIOJAIM  WU3MEHEHHUE
(hapMaKOKMHETHUECKUX TMapaMeTpoB o0Oomx mpemnaparoB. DypocemMus yBEeTUYHMBAI 3HAYCHUE
KOHIEHTpauuu Cmax METGOpPMHHA B TUIa3Me U LENbHOM KpoBU Ha 22%, 3HaueHne AUC merdopmuHa
B LIEJIbHOM KpoBH Ha 15%, He U3MEHSS IPU ATOM MTOYEUHBIA KIMpEHC npenapaTa. 3Ha4eHUs! Cmax U
AUC ¢ypocemuna B cBoro ouepenb cHu3winch Ha 31% u 12% COOTBETCTBEHHO, a MEPUOJ
NOJyBBIBeIeHUST CHM3MWICS Ha 32% 0e3 CyIIEeCTBEHHBIX HM3MEHEHUH TMOYEYHOro KIIMpEeHca
bypocemunia. MHpopmanuss 0 MexJIEKapCTBEHHOM B3aHMMOJCHCTBUM JBYX IpenaparoB Ipu
JUINTEIbHOM COBMECTHOM IPUMEHEHUU HET.

Hugpeounun: 1npu  WCCIEIOBAaHUU  MEXKJICKApPCTBEHHOTO  B3aWMMOJICHCTBHs — HUDEIUITMHA
1 MeTopMHHA TIOCTIE OJHOKPATHOTO TpHeMa MpenaparoB 3A0POBBEIMU TOOPOBOIBIIAME BBISBUIIH
yBenuueHue 1mia3MeHHBIX Cmax U AUC Mmerdopmuna Ha 20% u 9% COOTBETCTBEHHO, a TaKXkKe
YBEIMUYEHUE KOJMYECTBA, BBIACISIEMOro MOYkamMu MeTGopMHuHA. Tmax ¥ TEPUOJ TMOTYBHIBEACHUS
MeThopMrUHa HE M3MEHWIUCh. B ocHOBe — yBenuueHune abcopOiuu MeThOpMHHA B MPUCYTCTBUU
HudeaunuHa. Bausaue merdpopMuHa Ha papMaKOKUHETUKY HU(DEUIUHA MUHUMAIIBHO.

Ilpenapamut, chuscaroujue Knupenc mem@opmuna: COBMECTHBIN IPUEM JIEKAPCTBEHHBIX CPEJICTB,

BIUSIOUIMX HA IIOYEYHBIE KAHAJIBLIEBBIE TPAHCIOPTHBIE CHUCTEMBI, YYaCTBYIOIIME B I1OYEUHOU

uyMMUHAIMKM  MerdopMuHa  (Hampumep, TPaHCHOPTEP OpPraHUYECKUX  KATHOHOB-2

(OCT2)/ uarubuTopsl BhIBEIECHHs JIEKApCTBEHHBIX HpenapaTtoB U TokcuHOB (MATE), Takue kak

paHoJIa3UH, BAaHAETAHUO, JOITYTETPAaBUP U IMMETHU/INH ), MOXKET YBEJIUYNUTh CUCTEMHYIO SKCIIO3ULIHIO
15




COOTBETCTBYET 3K( MY OTUETY

ot 09.12.2025 Nz 30552

L L s wd

MeT(hOpPMUHA U MOXET MOBBIIIATH PUCK PA3BUTHSA JaK] OaIII/ITIOég.I'éT:l';l i &J‘éﬁﬁ&tﬂfgnh—(ﬁh-ﬁﬁéﬁh

COBMECTHOTI'O IIpUE€Ma YKa3aHHBIX IIPENapaToB.

OpHOBpeMEHHOE NMPUMEHEHHE C HUMETHIMHOM CHUXKAET CKOPOCTh BBIBEACHHUS MET(HOpPMHUHA, YTO
MOXET MPUBOJIUTH K PA3BUTHUIO JTAKTOALU03A.

MetdopMuH MOKET CHIKATh IEHCTBHE aHTHKOATYJITHTOB HEMPSIMOTO JCHCTBUSI.

Cyb6ctpatsl Tpancnioprepa opranndeckux katuoHoB 1 u 2 (OCT1 u OCT2): merdopMuH sBiseTCs
cybctpaTtom opranmdeckux katoHoB OCT1 u OCT2 u TpaHCIOPTEpOB MHTHOMTOPOB BBHIBEICHUS
JIEKapCTBEHHBIX MpenapaToB u TOkcHHOB (MATE).

[Ipu coBMeCTHOM MPUMEHEHHH ¢ METHOPMUHOM:

- unrubutopsl OCT1 (Takme Kak BepanmamMui) MOTYT CHHU3UTh THIIOTJIMKEMHYECKOE JEHCTBUE
MeT(hOopMUHA;

- unaykropel OCT1 (Takme kak pupaMOHUIMH) MOTYT YBEJIWYHTH BCAachlBaHHE MeET(HOpMHUHA
B JKEJIyJ0YHO-KHILIEYHOM TPAKTE U YCHWJIUTh €0 THIIOTIIMKEMUYECKOE IEHCTBHE;

- uarubutopsl OCT2 wmmu MATE (Takme kak LHMMETHIWH, AOIYyTETpaBUp, pPaHOJA3WH,
TPUMETOIIPUM, BaHJIETAaHUO, N3aBYKOHA30JI) MOT'YT CHU3UTh BbIBEIEHUE MET(HOPMHIHA TOYKAMU
Y IIPUBECTHU K YBEJIIMUYEHHIO €70 KOHILIEHTPALMU B IJIa3Me KPOBH;

- wuaruoutopel OCT1 wmw OCT2 (Takue Kak KpU3OTHHUO, oJjamapud) MOTYyT CHH3UTh
TUTOTJIMKEMUYECKOE JIeWCTBHUE METPOPMUHA.

/Jlpy2ue: HEKOTOpBIE ITpenaparhl 00J1aAat0T TUNEPrIMKEMIYECKUM OTEHIIMAIOM U MOTYT BMEIIAThCs
B HaJlA)XEHHBIH KOHTPOJIb HaJ IiMKemued. [umornmkemuyeckoe neicTBue MeT(hopMHUHA MOTYT
CHWJKaTh: INIIOKaroH, THMa3WJHbIE U JIPyr'He AUYPETHKH, INIFOKOKOPTUKOCTEPOUAbI, (PEHOTHAZHHBI,
npenaparsl  IUTOBUIHOM JKeJe3bl, ACTPOTCHBbI, IEpPOpajbHbIC KOHTPALCTITUBBL, (HEHUTOUH,
HUKOTHHOBAsI KHCJIOTa, CUMIIATOMHUMETHKH, OJOKATOpPBl «MEAJEHHBIX» KaJbI[MEBBIX KaHAJIOB,
JIEBOTUPOKCUH HATpUs M u30HUa3uA. IIpu Ha3HaueHMM IEPEUYMCIICHHBIX IPENapaToB IALMECHTY,
NOJyYalIleMy  KOMOMHAIUI  MET(QOPMHUH + CUTAIJIMITUH,  PEKOMEHAYETCA  TIIATEIBHOE
HaOJI0ICHNE 32 TapaMeTPaMu TIIMKEMHYECKOT0 KOHTPOJIS.

[lpy omHOBpPEeMEHHOM TIpHEME 3J0POBBIMH JOOPOBOJBIIAMH MET(HOPMHHA U IPONPAHOIIOA
wii MeTdopMHUHa U nOynpodeHa He HaOIMIONaMH U3MEHEHHs (papMaKOKMHETHYECKUX IapaMeTpoB
3THX IMIPENapaToB.

Jluie He3HayWTeNbHAs 4YacTb MeT(OpMHHA CBSA3BIBACTCA C OEIKaMHU IUIa3Mbl, CIEIO0BATEILHO
ME>KJIEKapCTBCHHBIE B3aMMOICHCTBUS MET(OPMUHA C TIperapaTaMy, aKTUBHO CBSI3BIBAIOIIUMHUCS C
OenkamH Ia3Mbl (canuUMIaTaMy, CyidbpaHUIAMHIAMH, XJIOpaM(PEHHUKOIOM M MPOOCHEIHIOM),
MaJIOBEPOSITHBL, B OTJIMYHE OT IPOM3BOJHBIX CYIb(OHHIMOYEBUHBI, KOTOPHIE TAKXKE AKTHBHO
CBSI3BIBAIOTCSA C O€JNIKaMM TUIa3MBbl.

OCOBBIE YKA3AHUA

KomOunammst MeTopMuH + CUTArJUNTHH HE JOJDKEHA MPHUMEHSATHCS y MAlMEHTOB C CaxapHbIM
nuaberoMm 1 Tina U 1uabeTUYECKUM KETOAAI030M.

UccnepoBanusi Ha KUBOTHBIX TMOKa3ajdd OTCYTCTBUE BIIMSIHUS TEpamuud MOHOIpenaparamu
CUTaraunTHHa U MeTdopMuHa Ha ¢epTunbHOCTh. MccnenoBaHne KOMOWHALMK CUTArJUNTHHA
1 MeT(hOpMUHA Ha )KUBOTHBIX HE MPOBOAUIOCH.

OcTpblil TAHKPEATHT

Puck pa3Butusi octporo maHkpearuta cBszaH ¢ npuMmenenuem JIII1-4 unruburopos. IlanmeHTs
JOJDKHBI OBITH TPOMH(POPMHUPOBAHBI O XAPAKTEPHBIX CUMIITOMAX OCTPOTO MaHKpEaTHUTa: CTOWKHE,
cWIbHBIE Ooyu B kuBoTe. KiMHMUeCKHe MpOsBIEHUST TAaHKPEaTUTa UCUe3aliy MOoCcTe MpeKpalleHus
npueMa CHUTaraunThuHa (C Wiu 0e3 MOJACP)KUBAIOIIETO JICYCHHS), HO OYEHb PEIKO COOOIIaINCh
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MI0J103pEHUS Ha MIAaHKPEaTUT HE00X0IMMO IIPEKPATUTH IpUEM KOM6I/IHaI_II/II/I
MeT(GOPMUH + CUTATJUNTHH U JPYTUX MOTEHIMAIBHO OMACHBIX JIEKAPCTBEHHBIX MPENapaToB; e€Ciu
OCTpbIM MaHKpEaTHT MOATBEPAWICA, MPHEM KOMOMHALMU METPOPMHH + CHUTAIJIMOTHH HE CIEIyeT
BO300HOBIIATE. ClielyeT MPOSBIATH OCTOPOKHOCTh y MAIMEHTOB C MAHKPEATUTOM B aHAMHE3E.

JlakToanmnmo3

JlakToanuno3 — peakoe, HO Cepbe3HOE META0OINYECKOE OCIOXKHEHHE, pa3BUBAIOLIEECs Yallle BCETO
IpY OCTPOM MOYEUHOW HENOCTATOYHOCTH, CETICUCE WJIM IMATOJOTHH JIETKUX U cepaua. Ilpu octpoi
MOYEYHON HEJTOCTATOYHOCTH MPOMCXOANUT HAKOIJIEHHE MET(OPMHHA, YTO MOBBIIIAET PUCK PA3BUTHUS
JIAKTOAIM103a.

B cnywae neruaparanuu (cuibHas pBOTa, AWapes, JUXOpaJKa WIM CHUXKEHHOE MNoTpelseHue
KHUJIKOCTH) TpUeM MeT(OpPMHHA HY>KHO BPEMEHHO IPEKPAaTUTh U CIEAyeT OOpaTUThCA K Bpauy.
[IpenapaThl, KOTOpblE MOTYT PE€3KO YXyAIIaTh (PYHKUIHIO MOYEeK (Takue KaK TUIIOTEH3UBHBIC
U HECTEPOUJHBIE NPOTHUBOBOCHAIUTENBHBIE IPENapaTsl), CIEAyeT Ha3HayaThb C OCTOPOKHOCTBIO
y TalMeHTOB, MojydyaBmIMX MeTdopmuH. Jlpyrumu (aktopamMu puUcCKa pa3BUTHUS JaKTOALUI03a
SBIISIIOTCSL YpPE3MEpPHOE YHOTpeOJIeHUE ajaKOrojisi, MeYeHOYHasi HEAOCTaTOYHOCTh, HEaJeKBaTHBIM
TNIMKEMUYECKUH KOHTPOJIb, KETO3, JJIUTENbHOE TOJOJlaHuE U JIIOObIE COCTOSHUS, CBS3aHHbBIC
C TMIIOKCHEM, a TaK)KE€ COMYTCTBYIOLIEE NPUMEHEHNE JIEKAPCTBEHHBIX NIPENAapaToB, KOTOPHIE MOTYT
BBI3bIBaTh JakToanmunao3 (cMm. pazgensl «lIpoTuBomokazanus» u «B3auMmopeicTBue ¢ JpyruMu
JIEKapCTBEHHBIMU CPEACTBAMI).

[TarueHTH! W/UIK yXa)KUBAIOLIUE 32 HUMH JIULA TOJKHBI ObITh OCBEIOMJIEHBI O PUCKE JIAKTOALUA034.
JlakToanumo3 xapakTepu3yeTcs alUAOTHYECKOW OJBIIIKON, OONbI0 B JKUBOTE, MBIIICUHBIMH
CyJoporaMu, acT€HHEH W THUIOTEpMHUEH C Tocieayroned komoi. B ciyuae mpeamonaraembix
CUMITOMOB TAIIUEHT IOJKEH NMPEKPATUTh MPUEM MeTPOpPMUHA i HEMEJICHHO OOPAaTUTHCS K Bpady.
JlnarnoctTuyeckuMu J1a00OpaTOPHBIMH TOKa3aTeNsiMU SIBJISIETCSl CHUKEHHOe 3HaueHue pH kpou
(<7,35), yBenuueHHOE cOAEpKAHHME JaKTaTa B IUIa3Me KpOBH (> 5 MMOJB/II) ¥ YBEITUYCHUE
AHMOHHOTO MHTEpBaja U COOTHOILLIEHUS JIAKTaT/IUPYBaT.

MoHUTOPUHI QYHKIHMH IT0YEK

pCK®, ximupeHc KpeaTHHHHA CIEAyeT OIEHMUBATh J10 Haydaja Tepanuu W PEryJsipHO, HE pPexe
1 paza B ron, Ha QoHe mpuema mnpenapaTa. [Ipy BO3HMKHOBEHHHM COCTOSHHM, MOBBIIIAIONINX
BEPOATHOCTH YXY/IIeHUs (QYHKLINU OYEK, IPUEM IpernapaTa ciaeayeT BPEMEHHO MPEKPaTUTh.

[TpenmyniecTBEHHBIN MyTh BbIBeIEHHUS MET(HOPMUHA M CUTATIMIITUHA — TIOYEYHAast SKCKperus. Puck
HAKOIUIEHUS MeT(POpMUHA M Pa3BUTHUS JIAKTOAIM1032 HAPACTA€T MNPONOPLUOHAIBHO CTEIEHH
Hapymeruss QyHKuuu modyek. KomOuHammst MeThOpMUH + CUTATTUNTHH MPOTHUBOMOKA3aHa MPH
HapymeHnn (PYHKIIUU TOYEK CPEIHEH CTEIECHH TSHKECTH M TOKeNou creneHu maruentaM ¢ pCKO
< 45 mn/mun/1,73 M2 (em. pasaen «Crocob IpUMeHeHus U 1036y, «IIpoTuBonokasanusy, «Ocobbie
ykazaHus. Jlakroanumosy).

I'mnoriankemMust

[TanmeHTHl, MONTydaomue KOMOMHAIIMIO METQOPMHUH + CUTAIJIUIITUH COBMECTHO C MPOU3BOJHBIMU
CYJIb(OHUIMOUYEBUHBl WM HHCYJIMHOM, MOTYT TOJBEPraTbCs PHUCKY PA3BUTHUS THIIOTIMKEMHH.
[TooTomy MOXeT OBbITh HEOOXOAMMO CHH)XEHHME J103bl TPOU3BOAHBIX CYJIb(QOHUIMOUYEBUHBI
WJIU MHCYJIMHA.

Peakuum runepyyBCTBUTEIbHOCTH

B mocTperucTpallMOHHBIX ~ HCCIEAOBAHUSAX  COOOMIANIOCH O  CEphEe3HBIX  pPeaKIusax
TUMEePYYBCTBUTEIBLHOCTH y TMAllMEHTOB, MOJYYaBIIMX CUTATIMITHH. J[aHHBIE peakiuu BKIIOYAIH
aHa(uIaKCHIO, aHTMOHEBPOTHUYECKUI OTEK M HKC(HOIMATUBHBIC KOXKHBIE 3a00JI€BaHMs, BKIIOYas
cunzipoM CtuBeHca — /[>koHcoHa. [[aHHbIE peaKMy BO3HUKAIU B TCUCHUE MIEPBBIX 3 MECSIEB MOCIIE
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Ecnu mogo3peBaercst pa3BUTHE PEAKLIUU TUIIEPUYBCTBUTEILHOCTH, HEOOXOAUMO MPEKPATUTH IPUEM
KOMOMHAIMKU MET(QOPMHH + CUTArJIMNTHH, OLEHUTh JPyrue BO3MOXKHbIE MPUUYMHBI pa3Butus HP n
HA3HAYUTh JIPYTYIO TUIIOTJIMKEMUYECKYI0 Tepanuio. (cM. pazaen «Ilobounoe aeiicTue»).

bynnesuwvtit nemgpuzouo

VY namuwentroB, npuHuMmaBmux JIII1-4 wuHruOuTOpHl, BKJIIOYAs CHUTATJIMIITHH, COOOLIANOCH
O TIOCTPErUCTPALMOHHBIX CIy4asX BOZHUKHOBEHHUs Oyiie3Horo neMdurounsa. B cinydae nono3penus
Ha Oyne3HbIN nemMQpurons HE00X0IMMO IIPEKPATUTh IpUEM KOMOWHAINU
MET(GOPMHUH + CUTATJIUITHH.

Xupypzuueckue emewiamenvcmea

[TpumeHeHre KOMOMHAIMM METPOPMHH + CUTAINIMITHUH CIIEAYyeT NPEKPATUTh HA BPpEMsl IPOBECHUS
XUPYPTUYECKOr0 BMEIIATENbCTBA O] OOINEH, CIUHAJIBHOW WIM OSNUIYpabHONW aHecTe3ueil.
Tepanusi MokeT OBITH BO30OHOBJICHA HE paHee 4YeM depe3 48 YacoB TMOCIE Omeparuu Wiu
BO300HOBJICHHSI TIEPOPATBLHOTO NpUeMa, U MPHU YCIOBHHU, YTO MOYEeYHAs (PyHKIUS ObUIa TOBTOPHO
OLIEHEHA U MpU3HaHa CTaOUIBHOM.

Beenenne ifogcoaepkamux KOHTPACTHBIX IPENapaToB

BryTtpucocynucroe BBeaeHHE HOACOAEpPKAUIMX KOHTPACTHBIX IIPENApaToB MOXKET IMPUBOIUTH
K KOHTPACT-WHAYLHMPOBAaHHOW HedpomaTtuu, KOTopas, B CBOIO Ouyepe/b, NPUBOAUT K KyMYJISIHUU
MeT(hOpMUHA U MOBBIIIEHHOMY PUCKY Pa3BUTHA JaKTOALNUI03a.

Crnenyer mnpekpaTHTh IpHeM KOMOMHAaUUMM MeT(HOPMHUH + CUTArJIMITHH JO0 WIA BO BpeMs
WCCIeOBaHUS M HE BO30OHOBIATH JICUCHHWE B TEUYCHHE, MO KpalHed wmepe, 48 dYacoB mocie
WCCIICIOBAHMsI TIPU YCJOBUH, YTO IMOY€YHas (YHKUUs ObUla MOBTOPHO OIICHEHA M TNpU3HAHA
ctabwibHOM (cM. pazaen «I[IporuBonokazanus» u «Ocolble yKazaHUS»).

N3MmeHeHMe KIMHHUYECKOTO CTATYCA MANMEHTOB C A1eKBATHO KOHTPOJIHPYEMbIM CAXaPHBIM
auaderoM 2 Tuma

[Ipu mnosiBIeHUM J1a0OPATOPHBIX OTKIOHEHWH WM KJIMHUYECKUX CHMIITOMOB 3a00JeBaHUs
(B 0ocoOEHHOCTH JTIO00TO HE TOMJAIOIIETOCS YETKON HIASCHTU(UKAIMU COCTOSIHHS) Yy TMalMeHTa C
npexnae  anekBatHo — KoHTponupyembiM — C/12  wHa  ¢QoHe  neueHus — KomOuHarmen
MeT(HOPMHUH + CUTATJUITHH B IIEPBYIO OYEPE]lb CACAYET He3aMeIITUTCIIbHO UCKITFOYHTh KETOAITUI03
WJINA JIAKTOAIIM103. OLICHKa COCTOAHUA IMAIIMCHTA JOJI’KHA BKJIIFOUATh aHAJIN3bI KpOBI/I Ha Z-)HCKTPOJII/ITBI
M KETOHBI, KOHIICHTPAIINIO TJIFOKO3bI B KPOBH, a Takxke (10 mokazaHusM) pH KpoBH, IIa3MEHHBIC
KOHIIGHTpALlMU JlaKTaTa, nupyBata W merdopmuna. Ilpu pa3Butum amumo3a J000H 3THOJIOTHU
ClIeTyeT HEMEIJICHHO OTMEHHUTh MMPHUEM KOMOMHAIIMH MET(OPMUH + CUTATIMIITHH U IPHHSTH APYTHE
COOTBETCTBYIOIINE KOPPEKTUPYIOIINE MEPHI.

BcnomoraresbHbIE BellleCTBA

JIaHHBIN JIEKapCTBEHHBIN MpenapaT coAepKuT MeHee 1 Mmounb (23 Mr) HaTpust B OAHOM TabieTke,
TO €CTb, 10 CYTH, KHE CONEPIKUT HATPU».

BJIMAHUE HA CIIOCOBHOCTD YIIPABJIATD TPAHCIIOPTHBIMU CPEJACTBAMHU "
PABOTATDH C MEXAHU3MAMMU

He npoBoausock ucciaeqoBaHUi 1O U3yUEHHUIO BIUSHUS KOMOMHAIIMM MET(QOPMHH + CHUTArIUITHH
Ha CIIOCOOHOCTH YNPaBIIATh TPAHCIIOPTHBIMU CPECTBAMHU U pabOTaTh ¢ MexaHu3Mamu. TeM He MeHee
CIIEAyeT YYMTHIBATh Cllydyal TOJIOBOKPYKEHHMsSI W COHJIMBOCTH, OTMEUaBLIMECS IpU IpUEME
cuTarnunTHHA. IIoMHMO 3TOro, NanueHTs! TOJDKHBI 3HATh O PUCKE BOSHUKHOBEHHUS T'MIIOTTIMKEMHN
IpU OJHOBPEMEHHOM NPUMEHEHHH KOMOWHAIMM MET(GOPMHH + CHUTAINIMOTHH C MPOU3BOJAHBIMU
CyIb(OHUIMOUYEBUHBI WIIX UHCYJINHOM.
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®OPMA BBIITYCKA (MOCNEOQBATENEHOCTE 0002)

TabneTku, MOKPHITHIE MIIEHOYHOU 0001049k, 850 Mr + 50 mr, 1000 Mr + 50 Mmr.

I[To 14 Tabnetoxk B Omucrep wu3 tienku [IBX/TID/TIBAX wu amromMuHHEBOW  (OJIBIH.
ITo 4 GnucTepa ¢ MHCTPYKIHMEH O IPUMEHEHHUIO B KAPTOHHOM MayKe.

YCJIOBUSA XPAHEHUSA

XpaHuTh Npu TemnepaType He Boie 25 °C.

XpaHHUTh B HEJAOCTYITHOM JIJIsI IETE€ MECTE.

CPOKT'OJHOCTH
2 roja.

He OPUMCHATH 110 UCTCUYCHUU CPpOKA T'OAHOCTHU, YKA3aHHOT'O HAa YIIAKOBKC.

YCJIOBUSA OTIIYCKA

OTnyckaroT o peLenty.

IOPUINYECKOE JIMIIO, HA UMSA KOTOPOI'O BbBIIAHO PEI'MICTPAIIMOHHOE
YAOCTOBEPEHHE

«bepmun-Xemu Al'», 'epmanus

I'munukep Ber 125

12489, bepnun, ['epmanus

MNPOU3BOAUTEJIb

IIpou3sBeneno:

3A0O «bepnun-Papmar

248926, r. Kanyra, 2-it ABToMOOMIIBHBIN TIP-11, 1. 5.
YnakoBaHo:

3A0O «bepnmun-Papmar

248926, r. Kanyra, 2-it ABTOMOOWIIBHBIH Mp-1, 1. 5.
Brinyckawimmii KOHTPOJIb Ka4yecTBa:

3A0O «bepnun-Papmar

248926, r. Kanyra, 2-it ABToMOOUIIBHBIN TIP-11, 1. 5.

MPETEH3UU NOTPEBUTEJEN HAIIPABJISITH IO AJIPECY:
Poccuiickas @enepanus
00O "bepnun-Xemu/A.Menapuau"

123112, r. MockBa, [Ipecnenckas HadbepexHnas, 1. 10, BI] «banras na HaGepexxuoi»,
biok b

Tenedon: +7 (495)785-01-00
®dakc: +7 (495)785-01-01

OnektpoHHas nmoyra: office-russia@berlin-chemie.com
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