ot 09.10.2023 N= 19920
(Bxogawpi M3 N24252418)

COOTBETCTBYET KCNEPTHOMY OTYETY

E; MHCTPYKLIS ,_
I10 MEZIVILIMHCKOMY [IPAMEHEHHIO JIEKAPCTBEHHOT'O IIPEITAPATA
BEJIMETHA®

PEFHCTPATTHOHHBIIA HOMEP: JIT1-004547

TOPI'OBOE HAUMEHOBAHME: Benverus®

I'PYIIIIHPOBOYHOE HAUMEHOBAHHME: meTrdhopMuH + CHTaCIHITHH
JEKAPCTBEHHAS ®OPMA: TabneTky MOKPHITHIE TIIIEHOYHO# 00010UKOH

COCTAB

Oxna Tabnerka NOKpHITast INIEHOYHOH 000JI0UKO# COmePIKUT:

Ho3uponka 850 mr+50 mr:

Heticmeyrowue eeiyecmsa: cmamnmnna@ocd)a'ra MoHOTUApaT 64,25 Mr (3xBUBaneHTHO 50 Mr
CHTATJIMIITHHA) U MeTGOpMHHA rHAPOXIOpH 850 Mr.

Bcnomozamenvrvie eetgecmea: NeIoN03a MUKpOKpUcTammuueckas 96,64 mr, mosumon K-29/32
78,19 mr, Hatpus creapundymapar 22,34 mr, HaTpus naypuacyiasgar 5,585 mr;

o6onouxa mabremxu Onanpait® IT posossrit, 85F94182 (27,93 MI) Comep KUT: HOMMBHHUIOBEIH
coupr 49,950%, turama muoxcun (E 171) 6,000%, maxporon 3350 (mOMM3THIEHITIMKONB)
25,210%, ramex 18,470%, xene3a oxcun uepHsiii (E 172) 0,020%, xeneza OKCHA KpacCHbIH
(E 172) 0,350%.

Hosaposxa 1000 mr+50 mr:

Heticmeyiowue sewpecmea: curarnuntuaa Gpocdara monoruapar 64,25 mr (3XxBHBaNEHTHO 50 M
CHTanTANTHHA) U MeTdopMuHa raapoxiopua 1000 mr.

Bcnomozamenvrvle eewgecmsa: 1eIUII01032 MEKPOKpHCTAIUIHYecKad 112,3 mr, nosuﬁon K-29/32
91,00 Mr, Harpus creapugymapar 26,00 mr, Hatpus naypuncynsdar 6,500 mr.

O6onouxa mabnemiu Ouanpaii® 11 xpacasrit, 85F15464 (32,50 MT) COMEp/KHT: TIOTHBHHHIOBHI
CIHpT 48,300%, tutana muoxcun (E 171) 6,000%, makporon 3350 (MONH3THIEHTIIMKOND)
24,380%, tampk 17,870%, Kenesa oxcux gepHsti (E-172) 0,150%, sxenme3a OKCHX KpacHSUH
(E 172) 3,300%.

OIIMCAHHUE
Tadnerkn 850 mr+50 mr:
OBanpHEle ABOAKOBEHITYKIEIE TaONETKH, IIOKPHITEIE IUIGHOYHOW 0G0I0YKOH, pO30BOro 1Bera

IpaBUPOBKOH «515» Ha oAHOM CTOpOHE TabJIeTKH.
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COOTBETCTBYET KCNEPTHOMY OTYETY

Tadnerkn 1000 Mr+50 mr: ' \

OBampHBEIE [ABOSKOBBITYKJIBIE TaONETKM, IOKPHITHIE IUIGHOYHOW O0OONOIKOM, KpacHOBATO-

KOPHYHEBOI'O L{BETa C TPaBUPOBKOH «577» Ha OAHOM CTOpOHE TabMEeTKH.

PAPMAKOTEPAIIEBTHUYECKASI TPYIIIA: runornMkeMH4eckoe CPeACTBO I

NEepOpanbHOTO  IPMMEHEHHWs KOMOMHMpOBaHHOe (IMHENTHIMINENTHAA3BI-4-HHrHOHTOD +

Ouryanwn)
KOJ ATX: A10BD07

®APMAKOJIOTHYECKHE CBOHCTBA

®apmakoguHaMHKA

Ilpenapar Bemnmerus® mnpencramser coboit KOMOMHAIMIO JBYX THIOMIMKEMUYECKUX
OpenapaTop €O  B3aUMOJONONHAIOMMUM  (KOMIUIEMEHTAapHBIM) MEXAHH3MOM  JeHCTBHA,
IpeXHa3sHAYEHHYIO OJIA YIyYIIeHUs KOHTPONS INIMKEMHM y NMaIMEHTOB C CaxapHeiM auaberoM
2 tuna (C2): curarmnTiHa - uHruburopa depmenta aunmentupumentuaassi-4 (AI01-4), u
MeT(ho'pM]ma - DPEICTABATENS KI1acca GHTyaHHOB. ' '
CHTariunTHH SBIIETCS AKTHBHEIM IIPH  TIEPOPaJBHOM IpHEME, BEICOKOCEIEKTHBHBIM
naruburopom -4, nmpeanassayeHHsM it Jjedenus CI2. dapMakoIorMyeckoe AelCTBHE
KJracca npenapa:ron—uﬂmGﬁTopos JIIII-4- obycnoBaeno akruBanueil mHKpeTHHOB. MHrHOupys
AIII-4, cuTarIMNTHH MOBBINAET KOHUEHTPAUMIO JBYX M3BECTHHIX AKTHBHEIX TI'OPMOHOB
ceMedcTBAa MHKPETHHOB: IiokaroHonoxobuoro nentupa 1 (I'TII-1) m rmoxo303aBHCHMOrO
uHCy/mHOTponHoro mnomunentuaa (TMII). HMuxperwHsl SBISIOTCS YacTBIO BHYTPEHHe(
¢duznomoryueckoi CHCTEMB! PeryJiMH IOMEOCTa3a [IIIOKO3B. [IpM HOPMAIBHOM MIH
HOBHINEHHOM KOHNEeHTpamuu rmoko3sl kposu ITII-1 m T'MII crmocobeTBYIOT yBEIHUEHHIO
CHHTe3a H CeKpeuuM WHCyJIHH2 Oera-kneTkaMH momKenmymouHoi xenesel. ['TII-1 Tamke
MOAABASET CeKPelMIO IIIOKAroHa anb(a-KIeTKaMu NODKETYyA0YHOM JKefe3bl, CHIDKAsA, TaKHM
o0pa3oM, CHHTE3 IIIIOKO3bI B IEYSHH. JTOT MEXAHHM3M AEHCTBUA OTIHYACTCS OT MEXaHW3Ma
HeificTBUS TPOHM3BOAHBIX CYJAb(QOHWIMOYEBHHBI, KOTOpHIE CTHMYNHPYIOT BEICBOGOXKIEHHE
HHCYJIMHA Y IIPY HU3KHX KOHIEHTPAIMAX IJIIOKO35L KPOBH, YTO YPEBATO PA3BUTHEM CYIb(DOHMI-

HHAYLIMPOBAHHON THIIOIJIMKEMHUM He TOJNBKO y.nanuerToB ¢ CL2, HO M y 3H0POBBIX JIIONEH.

" Byayan BBRICOKOCENEKTHBHEIM U d(dexTnBHEM MHIuOnTOpoM depmenta JIII1-4, cuTarnunTiy

B TEPANEBTHUCCKUX KOHICHTPAIUAX HE NOJABIACT AKTHBHOCTH POACTBEHHBIX (bepmeH'ron

JAIMI-8 wma  JIIII-9. Curarmunrtdd  OTIMYaeTcs @O0 XHMHYECKOM  CTPYKType H



ot 09.10.2023 N= 19920
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COOTBETCTBYET JKCMNEPTHOMY OTYETY

dbapmaxonormueckoMy  feiictBuro ot amanmoros [IIII-1, mHCyAMHA, OPOM3BOAHBIX
CYyNb(QOHIIMOYEBHHFl HIM METIHTHHHANOB, OWIYaHWAOB, ArOHMCTOB TIaMMa-pENenTopos,
aKTHBHpPyeMbIX Npomudeparopom nepoxcucoM (PPARY), HHrHOMTOPOB anbga-rauKo3uaAassl |
QHAJIOTOB aMHJIHHA.

Memd);)pmun

MerdopMuUH SBIAETCS TI'HIOTIMKEMMYECKHM ITPETApaToM, IOBHIIAIOIMM TONEPAHTHOCTh K
raroko3e y manueHTtoB ¢ CJII2, cHmxas 6GasabHYX0 M IOCTIPAHAHAIBHYI0 KOHIEHTPALMIO
TMOKO3Hl B KpoBH. Ero dapmakonornaeckue MexaHH3MEL JEHCTBAS OTIMYAOTCS OT MEXaHU3MOB
JEeHCTBUA MEPOPANBHBIX THIIOTIMKEMUYECKUX MPEapaToB APYTHX KIIACCOB.

MergopMiH CHIKAET CHHTE3 CNIIOKO3bI B II€4eHHM M BCACHIBAHHE [IIOKO3El B KHMIIEYHHKE U
TIOBRIIAET YYBCTBHTENBHOCTE K MHCYJMHY ITyTEM YCHIIEHHS IEpPU(EPHUeCKOro 3axBara U
YTHIM3alMA TIHEOKO3E. B ommmumMe OT NpOM3BOAHEIX CYNHGOHUIMOYEBHHH! MET(HOPMHH He
BBI3EIBAET THITOIMIMKEMMH HHM y nanueHtoB ¢ C/I2, HM y 3RMOpOBBIX JIofei (3a ncxmoqeﬂneiw
HEKOTOPBIX ~ OOCTOATENBCTB, CcM. pazgen «C  OCTOPOXHOCTBIO») M HE  BEI3HIBAET
runepuncynuHeMun. Bo Bpems npuema MeTOpMHUHA CeKpelsa MHCYJIMHA HE H3MEHSETCH, IpH
3TOM KOHIEHTPAIMs MHCYJIMHA HATOMAK H CYTOYHOE 3HAYEHHE IUIA3MEHHON KOHLEHTPAILIMU
MHCYJIMHA MOTYT CHU3HTBCS.

ITepopaneHsli IpreM OXHOM X036l CHTArAUITAHA nanuerTamu ¢ CJ[2 nIpuBOIAT K MOAABACHHIO
aktuBHOoCcTH ¢(epMmenta HIIII-4 ma 24 49, 9TO COMPOBOXAAETCS 2-3-KPAaTHHEIM VBEIMUEHHEM
KOHIEHTpauun IMpKymmupyromux axtuBHeix I[1II1-1 um T'HIl, yBenudeHumeMm ILUTa3MEHHOH
KOHIIEHTpanyuy HHCynmuEa B C-nentupa, CHKeHHeM KOHIEHTPALWMH IJIIOKAaroHa U IUIa3MEeHHOH
KOHIIEHTPAIUY TJIIOKO3E HATOMEAK, & TAKKE YMEHbIIEHHEM aMILIATYIBI KONEOaHUH TIHKEMHH
[IOCHE IJIFOKO3HOH WIH INIIEBOH HArPY3KM. '

IlpueM cutarnunTuHa B cyTouHOM 503€ 100 Mr B TeueHue 4—-6 MecsueB 3HAYUTEIHLHO YIYYLIAN
dysxiuro  Gera-KmeTOK NOMKEMyHOYHOH kemessl y mammeHtoB ¢ CH2, o uem
CBHIETENHECTBOBAIM COOTBETCTBYIOIME M3MEHEHMs Takux Mmapkepo, kak HOMA-B (onenka
roMeocTasa B MojenH-f3), COOTHOIEHHe NPOMHCYIMH/MHCYJIMH, OIeHKa peakuun OeTa-KIIeTOK
TODKENTYIOUHOM JKele3bl IO JAHHEIM [TaHENH IOBTOPHBIX TECTOB HA TONEPAHTHOCTE K mumie. [lo
AasHEIM Knuanueckux uceneposanuit 11 u I dassr sddexTHBHOCTD INIMKEMUIECKOr0 KOHTPOMISL
CHTArTMITHHA B pexuMe S50Mrx2pasa B cyrknm (p/cyr) Obula  COMOCTAaBHMOHR C
a¢dexTrBROCTHIO peskumMa 100 Mr oguH p/cyT.

B pasnoMu3upoBaHHOM mnaneb0-KOHTPOIMPYEMOM JIBOHHOM CIIENIOM ¢ JBOMHOM HMHTAnUEH 4-
MIEPHOIHOM nep'excpecmmw HCCAENOBAHAM Yy 3ZOPOBBIX AOOPOBOJBIEB HM3Yy4Yaau BIHTHHE

CUTATJIMNITHHA B KOMOMHAIWW ¢ MeT)OPMUHOM, JHOO TONBKO CHTATJIMOTHHA, JMOO TOIBKO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Mer(popMuHa, 160 mauebo Ha H3MEHeHHe IUIA3MEHHEIX KOHIEHTPAUUi aKTHBHOrO H ofmero
TTII-1 » rmoko3el nocne npuemMa mMmu. CpenHeB3BemEHHBIE 3HAYECHHSI KOHLEHTpALUH
axtusHoro I'TII-1 vepes 4 1 nocine npHeMa NHIM YBETHIHBATHCH 'l'lpHMEPHO B 2 pasa mnocie
IpHeMa TONBLKO CHTAIIMITHHA MIM TONBKO MeT¢opMuHA B cpaBHeHnH ¢ muanebo. CoueTaHHbIH
NpUEM CHTAarfMOTHHA M MerdopMuba obecnieunBan cyMMHupoBasMe 3dibexra ¢ 4-KpaTHBEIM
yBenuuenreM KonneHrpaiu axTtuBHoro I'TIII-1 no cpaBHeHmio ¢ auHAMuUKOH B Ipymnme
mnane6o. [IpaeM TOMBKO CHTarNMNTHHA CONPOBOMAAICH yBETHIEHHEM KOHIEHTPALHMM TOJIBKO
aktuHOro ITIII-1 BcmemcrBme uHrubGupoBanms depmenta JIIII-4, B TO Bpems Kak IpHeM
TONBKO MeTHOpMIIHA CONPOBOKIANCH CHMMETPUIHEIM YBEINIEHHEM KOHIIEHTpanuH o0mero u
axtuBHOro ITIII-1. TlomydeHHble DaHHBIE OTPAKAIOT Pa3NMYHEIE MEXAHH3MEI, JIeXalue B
OCHOBE yBeNHYeHns KOHHEeHTpauuy axktHeHoro I'TII-1 mocne mpuema 3THX ABYX IpenapaToB.
PesynpTaThl MCCIemoBaHMA TakKe NPOJEMOHCTPMPOBANH, YTO MMEHHO CHUTATJMIITHH, a He
MeT(popMHUH obecnieduBaeT NPHpOCT KOHUEHTpauuy axtueHoro I'TITI-1.

B mccremoBaHUSX Y 3I0POBEIX NOOpDOBONBLEB IIpHEM CUTAIVIMOTAHA HE CONpPOBOMAANCS
CHIDKEHHEM KOHUEHTPAIlMH TJIIOKO3EI M HE BBI3HIBA)l THIIONMKEMHH, YTO IOATBEPIKAAET
TYIIOK0303aBUCHMBIH XapakTep HHCYJIMHOTPOITHOTO JEHCTBHSA U MOJaBIEHHA CHHTE3a IIOKArOHa.
Hccnedosanue no oyenke cepoeuno-cocyoucmoit 6ezonacnocmu cumaznunmuna (IECOS)

B uccnemoBasum mo omeHke ceppredHo-cocynmcToid OesomacHocTn curarmunTuHa (TECOS)
[AMEeHTE NPUHUMaNK npernapar curarmuoTuH 100mr B pgess (unu 50 Mr B fgeHs, eciu
HCXOJHBIH ITI0KA3aTeNlb PacyeTHOH ckopocTH Kiaybouxopod ¢uisrpanun (pCK®) Gsur >30 u
<50 mu/vur/1,73 M%) wm mnaue6o, KOTOpsIe AOGABNATMCH K CTAHAAPTHON TEPANMH COTJIACHO
CYIIECTBYIOIIMM HAaIMOHANBHBIM CTaHHAapTaM IO ompeneneHHio ueneBbix yposHeit HbAic u
KOHTPONIIO CEpAEYHO-COCYOMCTHIX (hakTOopoB pucka. [lo 3apepmeHMH CpefHero nepuona
Habmonenys, cocTaBngBIero 3 roxa, y manuenToB ¢ CJI2 mpuem npemapara CHTAMVIMIITHH B
JONIONIHEHHE K CTaHAAPTHOMY JIEUEHHIO He YBEIHYII PHCK CePhEe3HBIX HeXenaTelbHBIX peaKIuil
(HP) co cropoHsr cepaeuHo-cOCYmMCTON cuctemsl (cooTHomenue prckos 0,98; 95%
poeepurenbHet  waTepBa)y, 0,89-1,08; p<0,001  mmm  pmokaszaTensCTBa  OTCYTCTBHUA
NPEBOCXOACTBA) MM PHUCK TOCHUTAIM3AUMH II0 NPUYHHE CEePaeYHOH HegoCTaTOYHOCTH
(coorHomenue puckor 1,00; 95% nosepurensHsiii nutepsan 0,83-1,20; p=0,98 nna paznuyus
YaCTOTHl PHCKOB), IO CPaBHEHMIO CO CTAHXAPTHHIM JeueHHEM 0e3 JOMONHUTENBHOrO IpHeMa
Tipenapara CHTAarIUITHH.

PapMaKOKHHETHKA

Cumaznunmun

Beacuvieanue
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

AGcomoTHas OMOINOCTYNIHOCTP CHTarMMOTHHA COCTaBifer npumepHo 87%. Ilpuem
CHTarTHIITHHA OQHOBPEMEHHO C JKHPHOMH IIHINEH He OKA3KIBAeT BIMSHUA Ha (apMaKOKHHETHKY
npernapara.

Pacnpeoenenue

Cpeauuii 06beM pacnpesienesus B paBHOBECHOM COCTOSHHMM TIOCNE OTHOKDATHOTO B/B BBECHUS

100 Mr cuTarnMnTHHA y 3M0POBEIX JOOPOBONBIEB COCTaBNAeT NpuMepHo 198 1. (Dpaxuml’

obparuMo CBA3EIBAIOMIErocs ¢ GeaKaMy IIa3MEI CHTAIJIMITHHA OTHOCHTENBHO HeBenuka (38%).
Memabonusm

[MpubmasurensHo 79% cHTarIAOTHHA BEIBOOUTCS B HEHN3MEHEHHOM BHJIE TMIOYKAMH,
Metabonmuueckas Tpanchopmanus npenapéra MHHHMAJIBHA.

[Tocne BBenenus '‘C-MEYeHHOro CHTAMIMNTHHA BHYTPh NpHMEPHO 16% BBemeHHON
PAIMOAKTHBHOCTH 3KCKDETHPOBATIOCH B BHAE METAGONMTOB CHTATVIMITHHA. BBUIM BBIBIEHH!
CIeNOBBIE KOHLEHTpaUMH 6 MeTaboNHTOB CHTArIMNTHHA, HE BHOCAIME Kakoro-mbo BkIana B
iasMeHHyo JIIII1-4-uarnbupyiomyio akTHBHOCTh CHTANMAOTHHA. B ucciienoBaHusx in vitro
m3oepmentrr cucremer nuroxpoma CYP3A4 u CYP2C8 onpexeneHsl B KadecTBe OCHOBHEIX
(epMeHTOR, YUaCTBYIOILKMX B OrPaHHYEHHOM MeTab0In3Me CHTATIMITHHA.

Buigedenue

Tocne npuema *C-MeueHHOro CHTATTHNITHHA BHYTDS 3M0POBEIMH H0GPOBONBIAMH NPAKTHYECKH
BCsS BBE/ICHHAS PaAHOAaKTHBHOCTE OBlIa BEIBE/IEHA U3 OPraHH3Ma B TEYEHHE HEJEH, B TOM YHCHE
13% — wuepes xumeunuxk u 87% — mnoukamu. CpemHmit nepkon nonyeesenenust (T1n)
CHTarJMITHHA IpH nepopamsHoM npueme 100 mr cocrasnser mpumepHOo 12,4 9, modeuHsrt
KIHpeHC — npuMepHo 350 mi/MuH,

BriBezeHMe CHTArTHIITHHA OCYIIECTBIAETCS NPEMMYIIECTBEHHO IyTEM IIOYEYHOM IKCKPELHH 110
MEXaHN3My aKTHBHOM KaHaipUeBOH cekpeuuu. CuTarmuntul sBiasercs cybcTparoM
TPAHCIIOPTEpa OPTraHM4YecKHX aHHOHOB denoBeka Tperbero Thma (hOAT-3), yuacreyromero B
npouecce THMUIHALUMU CUTAaNIMNTHHA rogkaMu. Kimmanyeckas 3Hauumocts yuactus hOAT-3 B
TPAHCIIOPTE CUTAIIMITHHA He yCTaHOBNeHa. BoaMoxeo ygacTue P-rivkonporesna B mouedHoH
AMHMUHAMKA CHUTarIMNTHHA (B KadecTBe CyOcCTpara), OAHAKO HHrHOMTOp P-rmmkomporenna
IIMKJIOCTIOPHH HE YMEHBIIAET MOYEYHEIH KIIMPEHC CUTATIHIITHHA.

JauHple HCCIeAOBaHMIl in Vilro TOKAa3aM, YTO CHUTArJIMOTHH HE SBJSETCS HHTHOMTOpOM
n3o¢epmenToB cucremsl nuroxpoma P450 (CYP3A4, CYP2C8, CYP2C9 u CYP2D6).
Memdpoprun

Bcacwuisanue




COOTBETCTBYET 3KCNEPTHOMY OTYETY
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(Bxogawpi M3 N24252418)

ITocne mpuema BIHyTpB MerdopMuH abcopOupyercs U3 xemyaouHo-kumeuHoro rpakra (JKKT)
JOCTaTOYHO MOMHO. AOcomoTHas OHOmOCTYNHOCTE MEeTQOPMHHA Y 3ZOPOBEIX AOOPOBOINBIIEB
cocraBiger 50-60%. Bpems ROCTHKEHHSA MAKCHMAJIBHOH KOHIEHTPAMHM B IUIa3Me KPOBH
(TCmax) mocne mepopambHOro mpuema cocraBiser 2,5 waca. [locme npuema BHYTpE 20-30%
HeaGcopOupoBanHo#i dpaxumu MerpopmMmHA BHIBOZMTCE dUepe3 KHINEYHMK. lIpomecc
BCACHIBAHMS MeT(QOPMHHA XapakTepusyercs HaCHIIAeMOCTHIO. llpenamosaraercs, d9ToO
(apMaKkOKMHETHKA €ro BCachIBaHWs HenuHeiiHa. [Ipy npuMeHeHMM B PEKOMEHAYEMEIX H03aX
paBHOBECHas KOHIEHTpauus MerdhOpMHHA B IUIa3Me KPOBH JOCTHTaercs B TedeHue 24-48 g u,
Kak npaBwio, He mnpeBeimaer 1 mxr/mu. IlpH ogHOBpeMeHHOM npHeMe mHmu abcopOuus
MeT(OPMHHA CHIKAETCS K 32/IEPIKHBACTCS.

Pacnpeoenenue

Merdopmun OBICTPO pacmpenensercs B TKAaHH, CBA3BIBaHME METHOPMHHA ¢ OelnKaMH Iia3sMbl
HesHauuTenbHO. MerhopMHUH pacrpeiensercs B 3PUTPOLUTAX. BEpOSTHO, 3PUTPOIUTHI
IOPEeACTABISIOT CcOOOH BTOPHYHEIM KOMIAPTMEHT pacnpenenenus Merdopmuna. CpexHee
3Ha4eHne Cmax MeTGOpMUHA B IIENBHOH KPOBU HIDKE, 4eM Cmax B IIa3Me, M JOCTHTAETCH Yepes
taxoe e Bpemsi. Cpenruit 006eM pacnpenenerns (Vd) konebnercs B ananasoxe 63-276 .
Memabonusm

MeraGonuts! MeTopMUHA Y FET0BEKA HE HAECHTH(PUINPOBAHEL.

Buigedenue

MerdopMHH BEIBOAUTCS NMOYKAaMH B HEH3MEHHOM BHJe. IloueuHnlif KIupeHC MeT(hOpMHHA
coctaBser >400 MI/MHH, 4TO YKa3FIBaeT HA BEIBEACHHE MeT()OPMHMHA 3a cUeT KIIyOO4YKOBOM
¢unpTpauK ¥ xaHANbLEBOH cexperuu. Ilocne nepopanbHOTO NpreMa NEPHOL TOTYBEIBEICHIA
(T1r) cocraBnser 6,5 4. Ilpn Hapymenun QyHKIHH DOYeK KIMpeHC MeThOPMAHA CHHKAETCH
OPOHOPLMOHANGHO KIHPEHCY KpeaTHHUHA, YBeNWuMBas Ti2, YTO MOXET NPHBOAHTH K
VBEJINYEHUIO KOHIIEHTPauy MeT(hOpMHHA B ILIA3ME KPOBH.

DapmaKoKUHeMUKa y 0IMOeNbHLIX ZPYRN HAYNUEHINOG

Hayuenmst ¢ caxapusim onabemom 2 muna

Cumaznunmun ;

dapmMaKoKHHETHKA CHTAarTHNTHHA Y naipentos ¢ CI2 B uemom cxomHa ¢ hapMaKOKMHETHKOH y
310POBEIX JOOPOBOJBIIEB.

Memdghopmun

[Ipu coxpaHHO# (QyHKIMH IOUeK (PapMAKOKHHETHUECKHE NApaMeTps! NOCIE OAHOKPAaTHOrO X
MOBTOPHEIX IpHEMOB Mer(opMuHa y mauneHToB ¢ C/I2 u 310pOoBBIX 0OPOBOSILIEB OMHHAKOBEI,

KyMyJIALHM MeT(HOPMHUHA IIPY TIPHEME TEPaIeBTHYECKUX 103 He IPOUCXOAUT.



COOTBETCTBYET ZKCNEPTHOMY OTYETY
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Iayuenmut ¢ napywienuem Qyuxyun nouex

Cumaznaunmun

V mnaumeHTOB ¢ HapymeHMeM (YHKUHM IIOY9€K CPeIHedl CTeNeHH TSKECTH ¢ PacyeTHOM
CKOpOCTBI0 KiyGoukoBoit ¢umbrpanum (pCK®) or 30 mo <45 mm/mmu/1,73 M> orTMedann
IpUMEPHO 2-KpaTHoe yBeanuenue miasMedroit AUC curamunTuHa, a y NaIUeHTOB C TOKEIOH
U TepMHUHAILHON cTazmelt (Ha remoxuanuse) ysenuuenue 3Hauenns AUC Obu10 4-KpaTHEIM IO
CPaBHEHHIO C KOHTPOJILHBIMU 3HAYEHHSIMH y ZOOPOBOIBLEB C HOPMAIBHOH QYHKIHEH IIOYEK,
Mempopmun

VY nauueHTOB CO CHIDKEHHO# moveqHon (ynximeit T1, Metdopmuna y;mnuxél‘ca, a NOYeYHEIA
KJIHPEHC CHIKAETCH.

Hayuenme: ¢ napymenuem ynkyuu nedenu

Cumaznunmumn ‘

VY mnauMeHToB C TEUEHOYHOH HEXOCTATOYHOCTHIO CpeiHed cremeHM Tsoxectd (7-9 GamioB 1o
mkane Yainp—IIero) cpeaume 3uagednss AUC M Cpax CHTATIMOTHHA IOCHE OZHOKPATHOTO
npuema 100 mr yBemuuuBaroTcs npuMepHo Ha 21% u 13% coorBeTcTBEHHO TIO cpamienmo co
30poBEIMH oOpoBonbiaMu. [logo6Has pa3Huna He SBIsAETCS KIMHIIECKH 3HAYHMOM.

Her xnvHAYEeCKMX HaHHEIX O NPHMEHEHMH CHTATIMITHHA Yy NaUMEHTOB C MEYCHOYHOH
HEJOCTaTOYHOCTBIO TSDKENIOH cremeHH Tsaxectu (Ooxee 9 6amnoB mo imkame Yaitna—IIsio).
Onnako, yuMTHIBas TIPEHMYIIECTBEHHO IIQUEYHBIHA NyTh BRIBENEHWS lpernapara, 3HAUHMEIE
HU3MeHeHNs (hapMAKOKUHETHKH CHTATJIMIITHHA Y MAIMEHTOR C MEYEHOYHON HENOCTATOYHOCTHIO
TSDKENOH CTENEHHN He POTHOZUPYIOTCS. ‘

Mempopmun |
HccnenoBanna (GpapMaKOKHHETHYECKHX OapaMeTpoB MeTOpMHHA Y IMAUHEHTOB C MEYEHOYHOH
HEIOCTaTOYHOCTHIO HE TIPOBOMITUCE.

Hon

Cumaznunmun

[Io manHBIM aHamu3a (HapMaKOKMHETHYECKUX NAHHBIX KIMHHYIecKnx uccnemosanuii I u II daszsr
[ONIOBass  NPHHAIUIEXHOCTE HE  OKasplBaja KIMHMYECKM 3HAYUMOTO BIMAHMA HA
(hapMaKOKHHETHYECKHE IApAMETPEl CUTATNIUIITHHA. ‘

Memdghopmun

dapMakOKHHETHYECKHe mapaMeTpsl MeThOpMHHA He OTAMYAIMCH CYMIECTBEHHO Y 3J0POBBIX
zobpoeonbles ¥ mammeHToB ¢ CJ/I2 mcxons w3 mONOBOM IpuHAIeXHOCTH. [lo AaHHBIM
KOHTPOJMPYEMBIX KIMHHYECKHX HCCIEAOBAHHH ruroriuxeMuaeckie 3¢ dextsr Merdopmuna y

MYXXYHH U JKCHIINH OBUTH aHAJIOTHYHEIMH.
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Hosrcunsie nayuenmot

Cumaznunmun

IIo ma#HEIM TONYIALHKOHHOIO (apMAKOKHMHETHYECKOTO aHaNu3d MJAHHBIX KIHHHYECKHX
uccnenopanuii I i Il dazsr Bo3pacT mauMeHTOB He OKa3hIBaJ KIMHWYIECKH 3HAYMMOrO BIMSHHA
Ha (papMaKOKMHETHYECKWEe MapaMeTPEl CHTArIMNTUHA, KOHLEHTpalUs CHTATIMITHHA Y
NOXHIBIX IanueHToB (65-80 mer) Obma mpumepHo Ha 19% Brmue, uem y Gollee MONOIBIX
MaIEHTOB.

Memdgpopmun

OrpanudenHele  JaHHBIE M3  KOHTPONMPYEMEIX (DapMAKOKMHETHYECKHMX HCCIeNOBAHMH
MerdhopMUHA Y 3IOPOBBIX IOXHIBIX AOOPOBOJBLEB MO3BOJAIOT 3aKMIOYUTH, 4TO OOIIMif
IUNIa3MEHHBIM KIMpPEHC IIpenapara y HHX CHWKaercsa, 12 ymmuHsercsa, a 3HadeHHe Cmax
YBENHYMBAETCS MO CPaBHEHHIO C MOJIOABIMM 3J0POBEIMH XOOPOBOABIAMM. OTH JaHHEIE
O3HAYAKT, YTO BO3PACTHEIE U3MEHEHHWs 1 (APMAKOKMHETHKHM mpemnapara O00yCIOBIEHBI
CHIKEHHEM BBIAEITHUTENHHOM (DYHKIHH IOYEK.

Hemu u nodpocmxu oo 18 1em

Cumaznunmun

®apMakokuHeTHKa CHTarMNTHHA (oxHOKpaTHas xo3a SOmMr, 100 mMr mmm 200 Mr) Obuia
HccnenOBaHé. y Zzereii (B Bospacte or 10 mo 17 ner) ¢ caxapusmm auaberom 2 Thna. B oToi
TIONY LMK cKoppekTHpoBaHHas o Ao03e AUC curarnmunTuHa B rrasme 6si1a npuMepro Ha 18%
HIDKE II0 CPABHEHUIO CO B3POCHEIMH IAIMEHTAMH C CaXxapHeM AHa0eToM 2 THIA IIpH IpHEMe
o361 100 Mr, D10 He cuuTaeTCs KIMHHYECKH 3HAYUMEIM Pa3lIHIHeM, OCHOBAHHBIM HA ILTOCKOM
coorHomennn OK/DJ mexay nozamu 50 Mr 1 100 Mr y B3pOCIBIX.

Hccnenosanuii ¢ npUMEHEHUEM CUTATIIMIITHHA Y Aerel mnamme 10 ner He MpOBOIHIIOCE.
Pacosas npunaonexncnocms

Cumaznunmuy

[To mamneEIM arann3a GapMaKOKAHETHIECKHX NAHHBIX KimHudeckux uccnenosanuit I u II daser
pacoBas NpPHHAIEXKHOCTH HE OKa3bIBAla KJIMHMYECKW 3HAYMMOTO BIMSHHS HA
¢dapMakOKMHETHUECKHE TNapaMeTpPEl CHUTAlyMOTHHA, B TOM 4HCIE Yy TpEACTaBUTEeH
€BPOIICOMIAHON W MOHTOIOMAHON pPac, IPEACTABHTENECH JaTHHOAMEPUKAHCKHX CTPaH M APYTHX
STHHYECKHX ¥ PACOBEIX IPYIIIL

Memdpopmun .

Hccrienopanmit 10 MOTEHIIMAGHOMY — BIMSHHIO  pPacoBOM — NPHHAMISKHOCTH  HA
(apMaxokHHETHUECKHE TapaMeTpsl MeTHOPMIHA He NPoBO K. [10 JaHHBEIM KOHTPOIHPYEMBIX

uccnenoBanuit Merdopmuaa y nauuentoB ¢ CJ/I2 runornmkeMmaecKoe NEHCTBHE NIpenapara
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COOTBETCTBYET KCNEPTHOMY OTYETY

OBLIO CPAaBHUMEBIM Y ITPEACTABUTENIEH €BPOTICOMIHON, HErPONIHOM PAC M JATHHOAMEPHKAHCKUX
CTpaH.

Hndexc maccel mena (UMT)

Cumaznunmun

Ilo maHHEIM CHOMKHOTO ¥ IONYJIALHOHHOTO AHANHM3OB (apMaKOKHHETHUECKUX NapaMeTpoB M3
knuanvecknx ucenegosanuii 1 # 11 dassr MMT He okasslBan KNMHUYECKH 3HAYUMOIO BIMSHUSA

-

Ha (papMaKOKMHETHUECKHE IIaPAMETPHI CUTATIHIITHHA.

IIOKA3AHIA K IPHMEHEHHIO
Caxapuetit quader 2 TuIa y B3pOCIBIX IIAIMEHTOB B Bo3pacre OT 18 yieT u crapme.

MoHnoTepanns

’

IIpenapar Bemmerns® mokasan B KadecTBe CTapTOBOit Tepamuy y maumentos ¢ CH2 mns

VAyUIIEeHHs INIMKEMHYECKOTO KOHTPOJIS TpH He3)(HEKTUBHOCTH ANETOTEpaNMH M COOMIONCHMS
pexuMa HH3MIECKHX HATPY30K.

Ilpenapar Benmerus®

IIOKa3aH B KauecTBE MONONHEHHS K KUETe H POKUMY OH3MIECKHX
HATPY30K Ul VIy9IIeHHs IIMKEeMHYECKOrOo KOHTpOas y manmentoB ¢ C/2, He mocTurmmx
aIeKBaTHOTO KOHTpONA Ha (hoHe MOHOTepanmun MeTHOPMHUHOM WIH CHTATTMOTHHOM, Jubo y
MalMeHTOoB, paHee MOMYYaBUIMX KOMOHHHPOBAHHYIO TEPAIIMIO STHMHU ABYMS NpeIapaTaMH.
Kom0uanpoBanHas Tepanus

Jst ynydiuenust TIMKEMAYECKOTO KOHTPONS B JONOJHEHHE X AMETOTEPamuH M (HU3MIecKHM
HarpysKam:

- B KOMOMHAIMH C MPOH3BOAHBIM CynbhORmIMOYeBAHEI (TPOHHAS KOMOMHHPOBAHHAS TEPANHI:
MeTgOpMHH + CHTArJMUTHH + TPOU3BONHOE CYyNb()OHHIMOYEBHHEI) y TANMEHTOB, paHee
NONYYalOmMMX TEPamHi0 [pPOM3BOIHBIMU  CynboHmIMOUeBHHEI H  MeTdhopmmuoM Ge3
JOCTHXKEHHS aJIeKBATHOTO TIIMKEMIYECKOTO KOHTPOJLS,

- B KOMOMHAIMHK C THa3ONMIMH/MOHAMH (TPOiHas KOMOMHHMPOBaHHAS Teparus: metdopmuH +
CHTArJMNTHH + THazomuanHAnoH (aroruct PPARy-penentopoB, akTuBHpyeMBIX nponndepaTom
IIEPOKCHCOM)) V NAaUWeHTOB, paHee TONYYaBIIMX TEPaNHI0 THA3ONHAMHAHOHAMHM U
merhopMuHOM 6e3 JOCTHKEHUS aReKBATHOTO INIMKEMHYECKOTO0 KOHTPOJIS,

- B KOMOMHALMM C HHCYNdHOM (TpoifHas KOMOMHMpOBaHHAs Tepanmsi: wmerdopMmuH +
CUTACTMOTHH +UHCYIMH) Y TAIMEHTOB, paHee MOJYYaBIIMX TEPANHI0 CTAOHIGHBIMH J03aMH

HHCYINHA U Me’l‘(bopMPIHa 6e3 nocTIKeHHS AACKBATHOTO IIMUKEMNIECKOTO KORTPOJIA.

IMPOTHUBOHOKA3AHMA
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COOTBETCTBYET KCNEPTHOMY OTYETY

[MIepayBCTBUTENBHOCT K CHTATIMOTHHY, MeTGODMHHY MIH KakoMy-mubo w3

BCIIOMOTATENbHEIX BEMECTB npenapaTa Bemverns®.

Caxapuernit quaber 1 Tuna.

IToueynasn HemOCTAaTOYHOCTP MHIM HapymeHne QyHkuun mouek (PCK® menee

45 mn/vun/1,73 m2).

OcTpsle COCTOSAHUA, NPOTEKAIOIIHE C PUCKOM Pa3BUTHA HAPYIIEHHH QYHKIMH MO9eK:

— peruppatanus (NOBTOpPHAs PBOTA, Auapes), JTHXOpalka, TDKENBle MHPEKUHOHHEIE
3a00IeBanny,

— COCTOSHHA THUNOKCHM (WIOK, cemncuc, HMHGEeKUMHd Iouek, OpOHXO-Jero4HsIe
3a60/1eBaHHs).

Huabernueckuid Ke'réaum::os; IuabeTHyeckas npeKOMa, KOMa.

KimmHuaeckn BRIpaKeHHBIE NPOABIEHHAS OCTPEIX H XPOHMYECKAX 3a60IEBaHMIA, KOTODHIE

MOT'YT IPUBOIMTE K PA3BUTHIO TKAHEBOH THIIOKCHH (B TOM 9HCIIE, OCTPAs H XPOHHIECKAS

cepJedHas HENOCTATOYHOCTh C HEeCTaOMNBHRIMH TOKas3aTeNaMH IeMOXMHAMHKH,

IBIXaTelbHAs HEOCTATOYHOCTE, OCTPEIH HH(ApKT MHOKApAa).

O6mmpHBIE XUPYPrHYeCKHEe OIEpalldd M TPAaBMEBI, KOTAA MOKa3aHO NPOBEACHHE

HHCyIHHOTeparmH (cM. paszen «Ocobbie ykazaumsi»).

ITeuenounas HeXOCTaTOUHOCTD, HapyLIeHHE (DYHKIM TeTcHH.

XPOHHYECKUIH ATKOr'OJIN3M, OCTPOE OTPABJICHHE alIKOTOJIEM.

BepeMeHHOCTH, NEPHOJ TPYAHOTO BCKAPMIIHBAHMS.

JlaxToamunos (B T.4. B aHaAMHe3e).

IIprvenenne B TeueHne He MeHee 484 g0 m B Teuenme 48y mocne NpoBeXeHHs

PaIVOM30TONHBIX MM  DEHITCHONOTHYECKHX  HCCNENOBAHHH C  BBEAEHHEM

HOACOAEP:Kamero KOHTPaCTHOIrO BemecTBa (CM. pasmen «B3auMopeHCTBHE C APyTHMH

JIEKapCTBEHHBIMH CPEICTBAMHUY).

Cobmozenne runoxanopuitHoit quers! (Menee 1000 kxkan/cyT).

Bo3spacr no 18 ner (nockonesky 3¢ ¢ekTHBHOCTE H 6€30MaCHOCTh TPUMEHEHHS TIpenapara

y AeTel 1 moApocTKOB 10 18 ner He ORUIN OATBEPIKACHE).

C OCTOPOXHOCTBHIO
- ¥ NAUMEHTOB ¢ HapymenneM (yukuuu nodek ¢ pCK® 45-59 ma/vmn/1,73 m%;
- Y IOXMIIBIX NalHeHToB (cM. paszen «Ocobbie yka3aHua»);

- y NAMERTOB C HATMYMEM NAHKPeaTHTa B anamuese (cM. pasaen «Ocofkle YKazaumus»);
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- IIPH OJHOBPEMEHHOM IPHMEHEHHH C AMTOKCHMHOM (cM. paspen «B3auMmopeiicTBre ¢ ApYyTAMU

JIeKAPCTBEHHBIMU CPEICTBAMMY).

NPAMEHEHUE IPH BEPEMEHHOCTH H B IDIEPHOA TIPYIHOI'O
BCKAPMIUINBAHU A

BepersenHocTs

KipuHu4ecKHX JaHHBIX O MPUMMEHEHMHM KOMOWBalMH MeT(OpMHHA M CHTAarJIMIITHHA B IEPHOX
OepemenHocTH Her. HccenoBaHuA Ha XKUBOTHEIX IIPH NPHMEHEHMH CHTAarJIMOTHHA B BHICOKHX
no3ax Iokasamd ero 5MOpuo- u (QeroTokcmyeckoe peiictue. I[lpnMeHeHme mpemapara
Benmerus® B nepuon GEepEMEHHOCTH IIPOTHBONOKA3aHO. B cllyuae IIAHMPOBAHMS WIH
HACTYIUIeHHs OEPEMEHHOCTH NpHeM Ipenapara CleAyeT NPeKPaTHTh, HaljeHTKa JOJKHA OBITh
nepeseeHa Ha HHCYIMHOTEPAITHIO.

I'pyanoe BckapminBanrne

JlaHHEIE O NPOHMKHOBEHHH B IPYRHOE MOJNOKO J>KMBOTHBIX KOMOMHAUKM MeT(popMHHA ¥
CUTATNIMITHHA OTCYTCTBYIOT. HlccnenoBaHus Ha JKHBOTHBIX NPH BBEAEHMH MOHONPENAPATORB
TIOKa3a1H, YTO MeT()OPMHH M CHTarIMNTHH (B 3HATUTENFHOM KOIMYECTBE) MPOHMKAIOT B MOJIOKO
TaKTHPYIOmMMX Kpeic. Her maHHEIX O NPOHMKHOBEHHM CHTATIMIOTHHA B TPYAHOE MOIOKO
qenoBeka, MeT(hOPMHUH OPOHMKAET B HEOONBIIMX KONMYECTBAX, PHUCK BO3HHKHOBeHns HP y
pefenka Henp3s MCKIOYMTH. lIpHMeneHMe npenapara BenMerns® B mepuon IPYAHOrO

BCKapMJIMBAHHUS NPOTHBOIIOKA3aHO.

CIIOCOBb I'PMMEHEHHAS A JO3bX

[IpmHMMAaIOT BHYTDE.

Oo6mas nadopmarast

Pexxum 103upoBanus npenapata Bemverus® momxeH nom6UpaTeCa WHAMBHIYATEHO, HCXOMS U3
TeKymei Tepanuy, 3(p(eKTHBHOCTH M IEPeHOCHMOCTH, HO He NpPEeBHas MaKCHMAIBHYIO
PEKOMEHIYEMYIO CYTOUHYIO 203y curarnuntuda 100 mr u merdopmuna 2000 mr.

IIpenapar Bemverus® cnexyer npurnmars 2 p/CyT BO BpeMs €/IEI, LENMKOM, HE Pa3KeBEIBAsd, C
TIOCTENEeHHBIM yBETMYeHHeM 03Bl MeT)OpMHHA NpH HEoOXOAMMOCTH C LIENbI0 MHHUMH3AIMH
Bo3MOXKHEIX HP co croponst xemymouno-kumieynoro tpakra (JKKT), xapaxrepmerx mms
MeThopMuHa.

PexoMeHnaauuu 10 AO3HPOBAHHIO -

Hauambnas xo3a mpenapara BenMmerus® 3aBHCHT OT TeKymiell TMIIOTIHKEMHYECKOH TEpAIHH.

Ipenapar Bemverns® cnenyer npuauMars 2 p/CyT BO BpEMs €JIBI, LENTHKOM, He Pa3KeBHIBas.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
N 2077 k Soan

o1 09.10.2023 N2 19920
(Bxopawmi M3 N24252418

Jna nayuenmos, He OdocmuziuX adeKeAMHO20 TUKEMUYECK020 KOHMPpONA HA (Qone
MOHOMEPANUU MAKCUMANBHOL nepeHocuMolt 0030l Mem@opmuna |
PexoMengyemas HavyalbHas 1033 npenapata Benmerns® IS NAOMEHTOB, HE JOCTUITUHX ‘
afeKBaTHOTO KOHTPONSA Ha MOHOTepanuu MeTOPMHHOM, AOIDKHA 00eCeduTh PEKOMEHIYEMYIO |
TepaneBTUYECKYI0 CYTOUHYIO 103y cuTarmmruHa 100 Mr, T.e. mo 50 Mr curarnmunTusa 2 p/cyT
MIIOC TeKyInas n03a MethopMuHa.

Jna nayuenmos, panee ROAYUAGUIUX KOMOUHUDPOGAHHYI0 MEPANNIO CUINMAZAUNMUHOM U
Mem@POPMUHOM 8 U MOHONPERAPAINOE

Ilpu mepexoxe oT KOMOHMHHMPOBAaHHOH TepamMH MeT(GOPMHHOM M CHTATIIMOTAHOM B BHIE
MOHONPENApaToB HAuanbHad 032 npenapara Benmerns® IOWKHA —COOTBETCTBOBATH
TIPMHUMAEMEIM JJ03aM MOHOIIPENapaToB MerGOpMHHA M CHTATJINIITHHA.

Hna nayuenmos, ne docmuzuiux adexsamnozo enuKeMUECKo20 KOHMpORs npu npUMeHeHuu
KOMOUHAWNN RPONU3GOOHO20 CYNL(HOHIUNIMOYEGUHBI I MENPOPMUNA

Havanshas josa npemapara BemMerus®  momxma  ofecmeunts  pPeKOMEHIyeMYIO
TEPaeBTHIECKYI0 CYTOUHYIO 103y curarmimTiHa 100 Mr, T.e. no 50 Mr cutarnuntaHa 2 p/CyT.
HayansHyro 103y MeT(OpMHH2 ONpEeessior MCXOIS M3 YPOBHSI [ITHKEMHYECKOrO KOHTPOJIT M
TeKyme# (ecnu manueHT MPHHEMAET 3TOT NPENapar) AO03sI MeT(POpMHHA. YBEIHYEHHE JO3BI
MerdopMHHAa HOWKHO OBITh NOCTENeHHBIM Jus MunuMmuzauun HP co croponmr JKKT.
ITauuenTaM, NpUHMMAOOIMM ITPOM3BOAHOE CYJIB(POHMIMOYEBHHE, OyIer pamHOHANBHEIM
CHHM3HMTD TEKYIIYI0 A03y AN CHIDKEHHMSA DHCKA CYNb(OHUI-WHIYLUPOBAHHONW IHIOTIMKEMHH
(cm. paspen «Oco0sie yka3aHus»).

:ZInu nayuenmos, ne 00CIMUZIUUX A0EKGAINHO20 2NUKEMUHECK020 KONMPONA NPU NPUMEHEHIU
xombunauun mempopmuna u azonucma PPARy penenmopoe (muazonuounouona)
Hauanenas no3a npenapara Beamerus® nomxsa cOOTBETCTBOBATH CYyTOUROI 103€ CHTATIMIITHHA
100 M, T.e. mo 50 Mr curarnunTHHA 2 p/CyT M paHee NPHHHMAEMOH no3e MeTdopmuHa. B
caydae HeOOXOIMMOCTH YBENMYEHHS IO3BI MeT)OpPMMHA peKOMEHJOBaHa TIOCTeIeHHas
THTpaUus npenapata ¢ nenbio Muaumusamuu HP co croponsr XKKT.

Ana nayuenmog, He docmuzutix A0EK6AMHO20 2NUKEMUHECKO20 KOHMPONSR P NPUMEHEHNN
KOMOUHAUUN UHCYRUNA I MEMDOPMUNRA ¢ GUOC MONOMepanuY

Hauanenas 103a npenapara Benmerus® momkHa cOOTBETCTBOBATE CYTOMHOM J(03€ CHTATIMIITHHA
100 Mr, T.e. mo 50 Mr curarnunTHHa 2 p/CYT M paHee NMpHHHUMaeMoil mose MeTdopmmua. B
Ciydae HEoOXOZMMOCTH YBeNHMeHHs JO03bl MeT()OpMHMHA pPEKOMEHIOBAHA IIOCTENeHHas

TUTpauug npenapara ¢ nensid Munnmmsauuu HP co croporsl JXKT. Ilanmenram moxer
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COOTBETCTBYET KCNEPTHOMY OTYETY

noTpeOOBaThCA CHIDKEHHME X035l HHCYJIMHA s NPEeAOTBPAICHMS PHCKA THIIOTIMKEMHH
(cm. paspen «Ocobsle yrazaHus»).

CreuuansHEIX HCCIIEOBAHUIA IO OLEHKe 0e30MacHOCTH M 3(h(eKTHBHOCTH Nepexosa C JeYeHus
APYIHMM THIOTTMKEMHYECKMMH IpenaparaMH Ha JedeHHe KOMOMHMPOBAHHBKIM IIPErapaToM
Benmerus® me nmposoaunock. Jlio6sle M3Menenus B neuenuu CI2 NOMKHBE NPOBOAUTECH C
OCTOPOXHOCTBI) M TIOJ] KOHTPOJEM COOTBETCTBYIONIMX NapaMeTpoB ¢ YYETOM BO3MOMHBIX
H3MEHEeHHMH IIMKeMHYECKOro KOHTposs. Bce mauueHTs! JODKHE! IPOAOIIKATh PEKOMEHIYEMYIO
JHeTy C afeKBaTHEIM pacupezielieHueM YIIIeBOAOB B TEYESHUE JTHA.

ITpumenenue y nayuenmos 6 0coGvIX KINHUYECKUX ZPYRNAX

Y nayuenmos ¢ napywenuem ynxyuu novex

Heobxomumo mnpoBozuTh OUEHKY ()YHKIMHA MOYEK 10 HaJana UpMMEHEHHs Ipernapara

Benmerus®

" Ha'fbone IPOBOAMMON Tepanuy (He pexe 1 pasa B rox). Y NAUMEHTOB C BHICOKHM
PHMCKOM NIPOrpECCHPOBAHUA HapylleHHs (DYHKUMH IOYEK M Y NOXWIGIX INalHeHTOB (QYHKIHIO
IIO9EK CIIeMyeT OLEHMBATH Jalle — Kaxasle 3-6 Mecsles.

Koppekuuy 10381 mpenapata y NAMEHTOB C HApYMUEHHEM (YHKIMM IIOUEK JIerkoif CTemneHu
(pCK®D 60-89 mr/vun/1,73 M%) me Tpebyerca. Cumxenue pCKD Meﬂée 45 mn/mun/1,73 m* Ha
(one Tepanuyn TpebyeT NpexpameHns pueMa npenapara. [IpuMeneHre npenapara y NalHeHTOB
¢ HapymeHueM (yHKIHMH ITOYeK CPENHEH CTeneHn TsHKeCTH U Tsokenoi crenenu (¢ pCK® menee
45 Mn/vun/1,73 M?) MPOTHBONOKA3aHO, TAK KAK TAKMM NANMEHTaM Tpebyercs Gomee HU3KAs 1034

CUTArIHNTHHA — He Oonee 50 Mr B cyTKH.

CK® mn/mun Merdopmin CHraraunrax
60-89 MaxcumaneHas cyrouHas | MaxkcuMmanbHas CYTOYHAas
’ no3a cocrasiaet 3000 v Jo03a cocrasuger 100 mr.

Moxer OBITE pPacCMOTpPEHO
yMEHbIIEeHNe HO3BI B
COOTBETCTBUH CO CTEIEHELI0

CHIDKEHHUS (PYHKIUH ITOYEK.

45-59 MaxcumManpHas cyrouHas | MaxcuMansHas CYyTOYHas
no3a coctasiraeT 2000 mr. no3a cocrasaser 100 mr.

Hauanpruas mo3a cocraBisier

He Gonee MTOJIOBHHEL
MAaxKCHMAaIILHOH HO3BI.

30-44 MakcnmanbHas cyrouHas | MaxcuMansHas CyTOYHas
nosa cocrapisier 1000 mr. Josza cocrasser 50 Mr.
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COOTBETCTBYET KCNEPTHOMY OTYETY

Havanegas po3a cocTaBiser
He Gonee TIOJIOBHUHBI
MaKCHMAJTEHOM NO3BL
<30 Merdopmvun MaxkcumanpHas CyTOYHas
MMPOTHUBOIOKA3aH. 033 COCTaBJIAET 25 MT.

YV nayuenmoe ¢ neuenounoii HedocmamoyHOCMbIO

[Ipumenesve npenapata Bemmerns®

y TanMeHTOB C NEe4EHOYHOH HEeAOCTATOYHOCTHIO
IPOTHBOIIOKA3aHO.

Y nooicunvix nayuenmos

Tax Kax OCHOBHBEIM ITyTEM BHIBEJIEHMS CUTAINMHNTHHA U MeTHOPMHHA ABJIAIOTCSA [IOYKH, PHCK
DasBUTHS CBA3AHHOTO C MET(OPMHUHOM JIAKTOAMAO3a C BO3PACTOM YBEINUHBACTCS.

Y 0emeii u nodopocmxos 6 sospacme 0o 18 nem

[penapar Benmerns® He ceayer NpUMEHATH AETAM M NOAPOCTKAM B Bospacte or 10 1o 17 ner

H3-3a HEAOCTaTOuHOM 3(hdexruBHoCTH npenapara. IIpenapar Benmerna®

He H3Yy4aNncs y JeTei B
Bo3pacrte 10 10 ner.
Ilpexpawjenne npuema npenapama npu npoyedypax esedeHus  i100coOeplcanjux

KOHmMpacmisix npenapamos

Ipuem mnpenapata Benmerns®

HeobxoauMo  mpekpatute naumentam ¢ pCK®
>30 mi/vun/1,73 M2 1 <60 m/mun/1,73 M?, ¢ HamMumeMm B aHaMHe3e 3a0oneBaHMl IeUeHH,
AIKOTONM3MOM HIIM CEPAEYHON HEAOCTATOYHOCTH MK Y MAIMEHTOR, KOTOPHIM HOICONEp KAIHiA
KOHTpACT OyneT BBOAWTECS BHYTPHapTEPHANBHO, AO WM BO BpeMs HcclegosaHus. Clenyer

noBTopHO oneHHTs pCK® uepes 48 gacop mocme npouneayprl. BozoGHoBnenne mnpuema

npenapata Benmerns® BO3MOXKHO IpH NOATBEPXCNEHMM CTAGMNBHON (YHKIMH IIOUeK

* (cMm. pazzen «Ocobsle ykazaHUs»).

INOBOYHOE JEACTBHE

O630p npodunsa GesonacHoCTH

B noctperncrpamonHoM nepuone coobmanocs o cepre3nsix HP, BIIIOYABIIMX MAHKPEATHT M
PeaKuuH IMIEepYyBCTBUTENBHOCTH. I'UNOITIMKEMHs OTMEYaAnach NpPH NpHEME IIpenapara B
COYUETAaHUHN C MHCYINHOM H ITPON3BOOHBIM CyJIleOHIdJ]MOquHHH.

CurarsmnTad ¥ MeThopmMuH

HP pacnpenenesel no CHCTEMHO-OPTAHHBIM KJIACCaM B COOTBETCTBHH CO CJIOBapeM JULi

“perynaropHoit gestensHoctH MedDRA ¢ ykazaHHeM 4YacTOTEI MX BO3HMKHOBEHHS COLJIACHO
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pexomenpaimsam BO3: owens wacto (>1/10); wacto (>1/100 - <1/10); mewacro (=1/1000 -

<1/100); peaxo (>1/10000 - <1/1000); ouyens peaxo (<1/10000) u yacTora He ycTaHOBNEHA (HE

MOXeET OHITH YCTAaHOBIICHA Ha OCHOBAHHM JOCTYIIHBIX I[aHHLIX).

HP, 3apernCTpHpOBAHHEIE B KIMHMYECKMX MCCIEA0BAHHAX MOHONPENAPATOB CHTATJIMITAHA U

MeTOPMHHA, 2 TAKKE B IOCTPErHCTPALMOHHOM JIepHOAE TPHMEHeH s npenapara Bemverus®

HexenarenbHast peaKinas | Yacrora HP

Hapymenus co cTOpOHBI KPOBH H JAM(pATHUECKOMH CHCTEMBI

TPOMOOLHTONEHHS | Penxo

Hapymenus o CTOPOHBI HMMYHHOMH CHCTEMEI

PeaKnuu runepIyBCTBATEIILHOCTH, B TOM

st Yacrora He ycraHoBneHa
yuce aHaQUIAKCHs

Hapynrenns: co croponn! 00MeHA BeNIeCTB H MUTAHMS

CHIOOTIAKEMHSA Yacro

Hapymenusi co CTOPOHBI HEPBHOM CHCTEMBbI

COHJIMBOCTD | Heuacto

Hapymennsi co CTOPOHBI ABIXATENBLHOH CHCTEMBI, OPTAHOB IPYAHOM KIETKH H
cpeaocTeHnst

HHTEpCTHIHANBHOE 3a00IeBaHue IeTKHX . | YacToTa He yCTaHOBNEHA
HapyineHHst cO CTOPOHBI KeJYA0YHO-KHIIEYHOr0 TPAKTA

Jyapes Heuacro
TOINHOTA Yacro
METEOPH3M Jacto
3a10p ’ Heuacro
00JIb B BEPXHEH 4aCTH JKHBOTA Heugacto
pBOTa YacToTa

OCTpHIii IaHKpeaTHT *1*F JacToTa HE YCTAHOBJIEHA

taTansHEI 1 HedaTAIBHBIH

TeMOpparu4ecKkuit 1 HeKPOTHYECKUI YacroTa He yCTaHOBIIEHA

NIAHKPEaTuT *|

HapymieRnst co CTOPOHEBI KOKH H IIOTKOKHBIX TKAHEH

3ya Heuacto
AHTHOHEBPOTHUECKHI! OTeK ! UacToTa He YCTAHOBJIEHA
chImp JacToTa He YCTAHOBIEHA
xpanusaMna ! YacToTa HE YCTAHOBJIEHA

~ ]
KOJKHBIN BACKYJIHT "1 Yacrora He yCcTaHOBlIEHA

3KC(1JOJIH3TPIBHBIE 3a0oneBaHus KOXH,

o YacroTa He yCTaHOBIEHA
BKI0Yasg cHEApoM Crusenca-JI>KOHCOHA *

6ymnesnslit nemdyronn YacToTa He YCTAHOBIEHA

Hapymeumx CO CTOPOHBI CKEJETHO-MBIIMEYHOH N COEAMHUTEILHOH TRAHN

apTpayTHs JacTOTA He YCTAHOBIEHA

MUAITHS Yacrora He yCTAHOBIEHA

6OIE B KOHEIHOCTAX HacToTa He yCTaHOBJIEHA

6onb B cinHe YacToTa He yCTaHOBjIEHA

apTpomaTHs YacToTa He YCTaHOBIEHA
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HexenarenbHast peakuns | Yacrora HP
Hapyiuenust co CTOPOHBI IOYEK ¥ MOYEBLIBOAAMMX NyTei

Hapymienne GYHKIUH HOYeK Jacrora He YCTaHORJIEHA
OCTpas IOYeuHas HENOCTATOYHOCTE Yacrora He YCTaHOBJIEHA

*HexenarenbHble peakiuy OBUIH BEISABIEHB B XOA€ IOCTPErHCTPAUHOHHOTO HAG/IOAEHHU.
T Cm. pasgen «Ocobrre ykasaHusy.
1 Cm. undopmamuio o Hecnedosarnuio cepdeuno-cocyoucmoii bezonacrnocmu TECOS nauxe.

Onucanue omoenbHbIX HeXCenamenbHoIX peaKyuti

Hexotopsie HP nabGmopanuce Gonee wacto B MCCIENOBaHUAX ¢ KOMOMHMPOBAHHBIM IIPHEMOM
MerdOpMHMHA M CUTATJIHITHHA C APYTHMMH THIOTIMKEMHYECKHMH NpENapaTaMH, HEXEIH B
HCCIEIOBAHUAX  MOHOTEPAalMH CHTarTMOTHHOM ¥ MerdopmuuoM. OHM  BKIIOYAIH
THIOTTHKEMHMIO (4aCTOTA: OUEeHb YacTO B KOMOMHALMM C MPOHU3BOHBIMH CYJIb(OHHIMOIEBUHEL
M HHCYJMHOM), 3amnop (9acTo 5npd NpPHUMEHEHMH B COYETAHMM C IPOH3BONHBIMH
CyIb()OHAIMOYEBHHEI), Nepudepryeckuil OTek (YacTO0 NIPHM NPAMEHEHHH B COYETAHHH C
THOTTMTa30HOM), FONIOBHAS 6OJIB ¥ CYXOCTE BO PTY (HEYACTO NPy KOMOMHALAK C MHCYIHHOM).
CurarnanTue

B uccnemoBanusax MOHOTEpaMH CUTATIMITHHOM B 03¢ 100 mMr 1 p/cyT B cpaBHennu ¢ nnane6o
coobmanocs o Takux HP, xak ronosHas 60Jib, TMIOTTIHKEMHUS, 3a1I0P M TOJIOBOKPY KEHHE.
Coobmanocs 0 HP, 3aperncTpupOBaHHEIX B 3TOH IPyNIe NanHMEHTOB, HE3ABHCHMO OT HAIMYHS
TPHYMHHO-CNIEACTBEHHON CBA3M C JIGKAPCTBEHHBIM TIPENApaTOM TAKMX KaK WHOEKU¥A BEPXHMX
JBIXaTENBHBIX IyTel B HA30(aPHHTHT, HaGMIONABIIMXCA B He MeHee 5% ciy4aeB. Kpome Toro,
coobmanocs 06 ocreoapTpuTe X GOMM B KOHEYHOCTH € 4acTOTOH «HewacTon (Ha >0,5% BBImte
CpeIy NPHHHMABIINX CHTAIIUITHH, YeM B KOHTPOJLHOM rpyme).

Merdopmun

B KIMHHYECKMX M IOCTPErMCTPALMOHHBIX HCCIENOBaHMAX MeTQOPMHHA OYEHEL YacTo
coobmanoce o cummromax co croponsl XXKT, Takux kak TOMHOTA, pBOTa, quapes, GOib B
MUBOTE M NOTEPs ANIETHTa, Yallle BCEro BOZHUKAIOMMX B Hayalle Tepanuu U B GOIbLIIMHCTBE
CIy4aeB CIOHTaHHO paspemaromuxcs. Jlonmomnurensnsle HP, ceasanusie ¢ MeTGOpMHHOM,
BKJIIOYAIOT METAJUIMYECKUH IPHUBKYC BO PTY (YacTo); NaKTOAUMA03, HapymeHus (QYHKLIHH
NIEYeHH, TEeNaTHT, KPANMBHMIR, 3pHTEMa M 3yx (OYeHb penxo). YMeHbmleHHe abcopbuuu
BHTaMuHA B2, CBA3aHHOE C JUTHTENBHEIM IPUMEHEHHEM MET()OPMIHA, B CBOIO OYepels B OYEHb
PeOKHX CIy4asX MOXET NPHBOAWMTL K KIMHHYECKH 3HAUMMOMy HOeuIiuTy BHTaMmHA Biz
(Hanpumep, kK MeranobaacTHOIN aHeMHH).

Hccnenosanne no oneHKe cepAeIHO-cOCYANCTOH Ge3omacHoctu curarauntiaHa (TECOS)

B wuccnenoBanne mo oleEHKe cepaedHO-cOCyaucToil Oesonacmoctd curarnmuntuea (TECOS)

6rputo BKIIOYEHO 7332 namueHTa, KOTOpPbIe MpUHKUMany curarianTud 100 mr 1 p/eyt (mma 50 Mr
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1p/cyr, ecnm wucxomuemi mokazatens pCK® 6emn 230 w <50 m/mun/1,73 M%), u
7339 nauneHTOR, NPUHMMABIIMX Ianebo, B oOIIEeiH MOMyJALHMH NAlMEHTOB, KOTOPEIM OBLIO
HaszHaueHo neyenue (“intention-to-treat”). MccnemyeMsiii mpenapar (CHTArIMITHH WM mIaueto)
00aBIsUICS K CTAHAAPTHOMN TEpauy COTaCHO CYINECTBYIONMM HAIMOHAIBHEIM CTAHAAPTAM II0
BeIOOpPY ueneBoro ypoBHsA HbAic M KOHTPOIIO CepRedHO-cOCYTUCTHIX (hakTopoB pucka. Obmas
YacTOTa BOSHHKHOBEHHUA cepbe3HbIX HP y nanueHToB, NpUMHUMABIINX CHTATJIMITHH, OBLIA TaKOH
e, KaK y IalHeHTOB, IPHHAMABIIKX m1anedo.

B nomynsaurm namyeRToB, KOTOPEIM ObLIO HazHaveHO JeueHue (“intention-to-treat”), cpemu Tex,
KTO HCXOXHO TNOIyd4aJl HHCYMHHOTEPANHIO H/WIM IpENapaTsl CYJb(OHHIMOYEBHHEI, JacTOTa
BO3HHKHOBEHUS OJNH30A0B TSDKENAOM THOOrMKemuy cocraBuna 2,7% y NAalUeHToB,
IPHHHMABIINX CHTarJIMOTHH, K 2,5% y anueHTOB, NPUHUMAaBMIHX mwiaueto. CpexH naiyenTos,
HCXOZHO HE IONy4YaBIINX HHCYJMH WH/WIM [Openaparsl Cyab()OHMIMOYEBHHEI, YacTOTa
BOSHHKHOBEHMS 3MH30M0B TsDKENOM rHnornumkemuu cocraswia 1,0% y namuenTos,
IPHHUMABIMUX curarmunoTad, ¥ 0,7% y mnaumenToB, npuamMaBmux Iianebo. Yacrora
BO3HHKHOBEHHS TOXTBEPKAEHHBIX JKCIEPTH30H ciydaeB mnaHkpeatuta cocraeuiaa 0,3% y

NAHAEHTOR, IIPUHUMABIINX CHTArIHOTHH, U 0,2% y nmauuenToB, MPUHUMABIIHX IL1ane6o.

INEPEIJO3SHPOBKA

Cumaznunmun

Bo BpeMs KIMHHYECKHMX HCCIENOBAaHMH y 3JOPOBEIX AOOPOBONBLEB ONHOKPATHHLA MpHEM
cCHTarAnTHHA B 703¢ A0 800 Mr B neynoM XOpomo nepeHocuics. MHHUMAaTbHbIE M3MEHEHUs
uatepsana QT, He cuMTaromuecs KIHHWYECKH 3HAYMMBIME, OTMEYAIMCh B ONHOM M3
HCCNIEAOBAHNM CHTATIMNTHHA B cyTouHOH no3e 800 Mr (cm. pasmen «PapMakoauHAMUKA.
Bnnsave na snexrpodusuonoruio ceppuay»). Mosa cseune 800 Mr B CyTKM y oAeil He
H3y4aJiack.

B xmuEMYECKMX MCCIEAOBAHMIX MHOrOKpaTHOro mpuema mnpenapara (I dass)) xaxux-mu6o
CBs3aHHBIX C JiedeHneM curarmuntiaoM HP npu npueme npenapara B cyTouHoi qo3se 1o 400 mr
Ha npomxcenni«x 28 nHel He oTMEUANIN.

B cnygae nepenosupoBku nenecoo0pasHO NPOBEAEHHE CTAHAAPTHEIX BCIOMOraTENbHEIX
MeponpuaTui (ymameHuwe eme HeBcocaBmerocs mnpemapara u3 JKKT, mouuropuposanue
nokasaTeneil xusHenesTensrocTH, Bimowyas OKI), a Taike HasHaueHHe CHMIITOMATHYECKOM
TEepaIMH IIpH HeOOXOANMOCTH.

CHTarMnTHH YMEPEHHO AUATM3HPYETCS: IO JaHHEIM KIMHHYECKHX HCCIEJOBAHHMH B TEUEHHE

34 yacoBoro ceanca AguanH3a BEIBOAMWIOCH TONBKO 13,5% nosel. B ciyuae ximmHHYeCKOit
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HeoOXOAMMOCTH HA3HAYAIOT LPOJOHTHpOBaHHEI remoxuaymms. Jammeix 06 sddexruBHOCTH

" MIEPUTOHEANBHOIO AAaN3a CHTAlTHIITHHA HET.

Memdgpoprtun

Pasputie naxroamumosa HaOmomamocs npuMepHO B 32% BCeX CHOyd4aeB NEPENO3HPOBKH
merhopmuna, Camerit 3bdexTUBHEI MeTOA yZaneHus nakrara ¥ MeT(hOpMHHA — reMOTHAIH3.
Bonpmas nepeno3uposka MeTHOPMHHA MOXET NPHBECTH K JAKTOAUUIO3Y, KOTOPEIH ABIAETCA

HEOTJIOKHOI CHTYyanueit 1 Tpedyer SKCTPEHHOH rOCIMTaNH3a|H B CTAI[HOHAP.

B3AMMOJENCTBHE C JIPYI'AMHA JJEKAPCTBEHHEIMH CPEJCTBAMH

- CHTArJHNTHH ¥ MeTHOPMHH

OnHOBpEMEHHEI IpHeM MHOTOKPaTHBIX 03 curaruntasa (mo S0 mr 2 p/cyt) u Merdhopmuna
(mo 1000 Mr 2 p/cyT) He CONMPOBOMNKHAICH 3HAUHMBIMH H3MEHEHHSIMM (apMaKOKHHETHIECKUX
[apaMeTPOB CHTATIMOTHHA MK MeThopMuHa y nanuenToB CI12.

HccnenoBanuii MesxIeKapCTBEHHOTO BIMSHUA Ha (hapMaKOKHHETHIECKHE ITapaMeTpEI IIpenapara
Bemmerns® He' mpOBORMNM, ONHAKO IPOBENEHO JOCTATOUHOE KONMYECTBO IOXOGHEIX
HCCIEJIOBAHNH TI0 KAXKAOMY H3 MNeHCTBYIONMX BELIECTB Ipenapara, CHTALANTHHY M|
MeT(HOPMHHY.

Anxozone

IIpu ATKOTONBHOR HMHTOKCHKALMH YBENMYUBAETICA DHUCK Pa3BUTHs JAKTOAaLH304a OCOOEHHO B
CIIy4dae: HeJOCTAaTOYHOTO NMTaHus, COONMIONEHHS HU3KOKAJIOPUHHOH AMETHl M IeUeHOYHOMH
HEJOCTATOYHOCTH,

Hodcodepoicauyue penmzeHoKONMpacmHwvie cpedcmea

[lpuem npenapata Bemverus®

OOokeH OBITh NpeKpalieH JO MM BO BpEMA IIPOLEAYPHI
BH3YAIH3alMH H He J0JLKeH OBITh BO300HOBIIEH B TeUeHHWEe Kak MHUHHMyM 48 u mocne
HCCIIEAOBAHKA H K0 TOTO, KaK (YHKIIHA mouek ObLIA IIOBTOPHO ONEHEHAa M NPH3HaHa CTaOuNBHOM
(eM. pazpenst «IIpotusonokaszanusy u «Ocolbie ykasaHus»).

Curarannrun

B uccnenoBaHuax mo B3aMMOAEHCTBHIO C APYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH CHTArNIUITHH
He OKa3bIBaJI KJIMHUYECKH 3HAYHMOTO BIHMSHUA Ha (hapMaKOKHHETHKY CIEZYIOMUX IpenaparoB:
MeT(hOPMUHA, DPOCHINIMTA30HA, TINOEHKIAMHAA, CHMBACTaTHHA, BapdapuHa, NepopasbHEIX
KOHTpanenTueoB. OCHOBBIBASICH HA 3THX JAAaHHBIX, CHTANIUNTHH HE MHIHOHUpyeT M30()epMeHTHI
cuctems! nuroxpoma P 450 (CYP) CYP3A4, 2C8 wm 2C9. Jlauusie in Vifro CBHAETENbCTBYIOT,

9TO CHTANIMITHH TakKke He IOHABILIET M30(EpPMEHTHI CYP2D6, 1A2, 2C19 u 2B6 u me

uaaynupyer CYP3A4.
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[Io paHHBIM DOMYJSIUMOHHOrO  (hapMAaKOKMHETHYECKOro aHanmnsa mnamuentos ¢ CJI2
CONYTCTBYIOILAs "reparmx He OKa3b1Basa KITMHHIECKH 3HAYMMOTO BITHSHNSA HA (PapMaKOKHHETHKY
CHTArUNTHHA. B HCCIefoBaHMH OLIEHHBANH PsiJ| penaparoB, Haubonee 9acTo MCIONbL3YEMBIX
nauuenramu ¢ C/[2, B TOM YHCIie THIIOXONECTEPHHEMIMECKHE TIPenaparsl {CTaTHHEL, (GubpaTsl,
93eTHMMO), aHTHATpEranTsl (KIOMMZOrPEN), TMIOTEH3UBHBIE mpenapatsl (urruburopst AIID,
AHTATOHHUCTHI penenTopoB aurvorensuHa Il, 6era-anpeHoOnoKaTOPEL, 6I0KAaTOPH! «MEIIEHHBIO)
KaJIbIHEBEIX KaHaJIOB, THAPOXJIOPOTHA3UN), aHAIBIETHKH u HECTEPOUHEIE

IIPOTHBOBOCTIANIHTCIIGHBIC npenapartsr (Hanpoxcen » I[HKJIO(i)eHa.K, uenexoxcnfi) R

anTuzenpeccantsl (OynponmoH, (UIyOKCETHH, CEPTpalWH), AHTHTMCTAMHHHBIE (LETHPH3HH),

MHTHOUTOPE! NPOTOHHOH NOMIEI (OMENpa3on, JaHCONpa3on) M Ipenaparsl MId JIeYeHus
apekTIIBHON muchynkimu (cHngenabun).

Ormeqann yBemuenue AUC (11%); a aroke cpegneit Cmax (18%) OUrokCHHa IpH COBMECTHOM
IPHMEHEHHH C CHTATIMNTHHOM. 3TO yBelMYEeHHE HE CUMTAETCH KIMHMUECKH 3HAYUMEIM, OIHAKO
IIPH OTHOBPEMEHHOM ITPHEME TUTOKCHHA PEKOMEHAYETCS HaboieH1e 32 MAIMEHTOM.
Omveuamu ysemuuenne AUC u Cuax cHTarmmmTaEa Ha 29% H 68% COOTBEICTBEHHO MpH
COBMECTHOM OJHOKDATHOM IEPOPaJEHOM MpPHEME CHTarIumTHHa B Jo3e 100Mr m
nuKIocnopusa (MomHoro uHruburopa P-rimukomporenmna) B mosze 600 mr.  VkaszaHHbe
M3MEHEeHNs (hapMaKOKMHETHYECKMX M[APAMETPOB CHTATIHIOTHHA HE SBJIAIOTCS KIMHHYECKH
3HAYHMBIMH.

Merpopmun

Tnubenxnamud: B MCCNENOBaHMM MEXIIEKAPCTBEHHOTO B3aUMONEHCTBHS OHHOKPATHBIX 03
merdopmuna ¥ rimbenknamuma y nanuento ¢ CJI2 He HaGmogany Kakux-mu6o M3MEHEHMI
(apMakokMHETHUECKHX M (apMAKOZHHAMMYECKHX TapaMerpoB Mer(opmmua. H3MeHeHms
sHaueHHH# AUC wu Cpax riubenxknamupa Onumm Bblcoxosapua(ienbﬁm. Henocrarounas
uHbopmanus (OQHOKPATHBIH IIpUEM) M HECOOTBETCTBHE IUIA3MEHHOH KOHLEHTPALMH
rmubeHKnamuaa HaOmonaeMbsIM  (apMakoguHAMMYECKMM 3((eKTaM CTaBST IOX BOIPOC
KIIMHHYECKYH) 3HAYMMOCTb 3TOTO B3aUMOJEHCTBH.

@ypocemud: B WCCIEJOBAHHHM MEXIIEKAPCTBEHHOTO B3aUMOJEHCTBHA OAHOKDPATHBIX O3
MerpopMHHa U (Qypocemuma y 3HOPOBEIX JOOpOBOJIBUEB HAOMIOHAIM  M3MEHEHHE
tapMakOKMHETHYECKHNX IapamMerpoB oOoux mpernaparoB. (dypoceMun yBejMuyHMBaN 3HaYeHHE
KoHHeHTpauuh Cuax MeTdopmuHA B 1uIa3Me H HenbHOH KpoBH Ha 22%, 3xagenue AUC
MeT¢opMuHa B LENBHOH KPOBH Ha 15%, He M3MeHss IPH 3TOM IIOYEYHBIH KIMPEHC Iperapara.
3navenns Cmax B AUC ¢ypocemuna, B cBol ouepems, cumsmmmce Ha 31% u 12%

COOTBETCTBEHHO, 2 IEPHOJ MOJIYBHIBEAEHH CHU3UWICA Ha 32% 6e3 CYmeCTBEHHBIX H3MEHEHHIH
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novyeuHoro xupenca pypocemuza. HudopMauun o MexnekapcTBEHHOM B3aMMOAEHCTBHH JBYX
TIPenapaTos NPy JUTHTEFHOM COBMECTHOM IIPMMEHEHUH HeT.

Hugeounun: Tipn HCCIENOBAHUM MEXJIEKAPCTBEHHOIO B3aNMOIEHCTBMA HU(emunmuHA H
MeTHOPMUHA [10CIe OAHOKPATHOIO NPHEMA IPENapaToB 30POBEIME A0OPOBONBLAMH BEIABAIA
yBenudenue mwiasMeHHBIX Cmex 1 AUC merdopmuna 52 20% u 9%, COOTBETCTBEHHO, a TAKKe
yBeJIMIeHHe KOJMHECTBA BIENSEMOTO TIOTKAMH MeT(hOpMHUHA. Tmax ¥ NEPHOA NONYBEIBENEHHS
MeTOpMHHA He U3MEHUIMCh. B ocHOBe — yBennuenue abcopbuny MeTopMHUHA B TIPUCYTCTBUH
Hubenvmusaa. Bausane meTrdhopmuHa Ha GapMakOKMHETUKY HUPEANIINHA MUHKUMAIBHO.
IIpenapamul, cnusicalouiue KIupenc MemGopmuna: COBMECTHBI NpPHEM JIEKapCTBEHHBIX
CPEACTB, BIMAIONIMX Ha NOYeYHble KaHANbLEBBIE TPAHCIIOPTHEIE CHCTEMBI, YYAaCTBYIOIUUE B
NOYeYHOH 3IMMHHAIMM MeTdhopMHHAa (HampHMep, TPAHCIOPTEDP OPraHHYECKHX KATHOHOB-2
(OCT2) / vurn6uTOpE! BEIBEIEHMS JIEKAPCTBEHHAIX Npenaparos ¥ TokcuHoB (MATE) Takue kax
PaHONa3HH, BAHACTaHMO, MONYTEIPaBHP M LMUMETHIMH), MOXET YBEIMYHTH CHCTEMHYIO
3KCIO3HITHIO MET(GOPMHIHA H MOKET [OBBINATH PUCK Pa3BUTHS NaKTOaUuua03a. CIeayer ONeHUTE
TIONB3Y ¥ PHCKHY COBMECTHOTO ITPHEMa YKa3aHHbIX MPEIIapaTos.

OmHOBpeMeHHOe IPUMEHEHHe C IUMETHIMHOM CHIXKAET CKOPOCTh BHIBENEHHA MET(OpPMHHA,
YTO MOXET IPHBOAUTH K Pa3sBHUTHIO JIAKTOAMI03a.

MertdopMuH MOXKET CHIDKATh ASHCTBYIE aHTHKOArYJITHTOB HENPAMOrO JEHCTBHA.

Cybempamvr mpancnopmepa opzanuseckux xamuonog 1 u 2 (OCT1 u OCT2): merhopmun
asaserca cybcrparom opraundeckux katHoHoB OCT1 u OCT2 u TpauCnopTepoB HHIUGHTOPOB
BEIBEJIEHH JIEKAPCTBEHHBIX NIpenapaToB ¥ TokcuHoB (MATE).

IIpu coBMecTHOM NpUMEHEHUH C MET(HOPMHUHOM:

- marubnrToper OCT1 (Taxme kak Bepamammi) MOIYT CHH3HTbh THIIOTIIMKEMHYECKOE NEHCTBHE
merhopMuHa.

- uapykropsl OCT1 (Takue kax pudaMIMIMH) MOTYT YBEIMYHTh ncaCLiBaHne MeThOpPMHUHA B
HETYZOTHO-KHIIETHOM TPAKTE M YCHIHTh €r0 IHIIONINKEMUIECKOe NeHCTBHE.

- nuruburopel OCT2 nmmn MATE (takme kax IMMETHAMH, HONYTErpPaBHpD, PAHONA3HH,
TPUMETONPUM, BaHIETAHUO, H3aBYKOHA30]) MOTYT CHH3HUTh BEIBEJEHHE METHOPMUHA IOUKAMHU U
NIPHBECTH K YBEIMYESHHIO €0 KOHIIEHTPAIMH B IJIa3Me KPOBH.

- uaruburopst OCT1 u OCT2 (taxme Kak KPH30THHHG, onamapub) MOTyT CHU3HUTB
THIIOTJTMKEMIYEeCKOoe AeHCTBHE MeT¢hOPMIHA.

Jlpyzue: BexkoTOophle npenaparsl O0NAamalOT TIHMIEPTIMKEMHYECKAM IIOTEHIHAIOM H MOIYT
BMEIIATECH B HAJAKEHHBIH KOHTPONb HAX TmHkeMmueil. I['UmorimkeMirdeckoe HeiCTBHe

MeropMHHR  MOTyT  CHMKAaTh:  IVIOKArOH, THA3HAHBIE M  OPYTHE  THYPETHKH,
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TIIFOKOKOPTHKOCTEPOHAS], ()EHOTHA3WHEBI, NpPENapars! IMMTOBMAHOM JKENe3bl, ICTPOTEHE,
TNIepopanbHEe K:om-pauenmnm, (EHUTOMH, HHMKOTMHOBasS KHCJIOT3, CHMIATOMHMETHKH,
ONOKaTOpPE! «MEAJIEHHBIX» KAJIBLIHMEBBIX KAHANOB, JEBOTHPOKCHH HATpHs M H30HMa3uf. Ilpu
HA3HAYEHHH IIEPEINCIEHHBIX NPENapaToB MAUMEHTy,. MofdydaomeMy mnpenapar Bemverns®,
PEKOMEHAYeTCs TINaTelnbHoe HabmoaeHue 3a TapaMeTPaMH IIIHKEMHYECKOT0 KOHTPOJIS.

I[Ipu ogHOBpEMEHHOM NpHeMe 3A0POBBIMH A0OPOBOIBLAMM MET()OPMHHA H IPOIIPAHOIONA HiIH
MerdopMuHa M ubynpodena He HabGmomann u3MeHeHus (papMAKOKMHETHYECKHX [APAMETPOB
3THX MpPENaparos.

JIumb He3HauMTENbHAs 9acTk MEeTGOPMHHA CBS3RIBAETCA C OelNKaMu IUIA3MBI, CIENOBATENBHO,
MEsKJIEKapCTBEHHBIE B3aUMOEHCTBHIS MeTQOPMHIHA C IIpenapaTaMy, akKTHBHO: CBA3EIBAIOIIMMUCS
¢ Oemxamm mmasMel  (cammmpuratamu,  cynsdaHMnamMuiaMu,  xuopaMdeHuMkonoM u
npoGeHeIHIOM), MATOBEPOATHEL, B OTIMUME OT IPOM3BOSHBIX CYNb(OOHUIMOYEBHHE], KOTOPhIE

TaKke aKTHBHO CBA3BIBAIOTCA C OENIKaMH IUTa3MEL.

OCOBLIE YKA3AHUS

Ipenapar Benmerns® He XOMmKEeH NPUMEHATHCS y MAMEHTOB ¢ CaxapHbIM auaberoM 1 Tuma M
IMaDETHIECKHM KETOALMIO30M.

Hccnepopanua Ha KHBOTHBIX IIOKA3aH OTCYTCTBHE BIMSHHS TEpPAlMM MOHOTpErnaparaMu
CHUTarJIMITHHA ¥ MeTQopMHHa Ha (epTiubHOCTS. Vccnenopanne kKOMOHHAIAM CHTATIMITHHA U
MeT(OpMHHA Ha KHUBOTHBIX HE TIPOBOAMIIOCH.

OcTtpeiit naHKpeaTuT

Prick pa3sBuTHA OCTPOro IaHKpeaTHTa cBs3aH ¢ npumenendem JIII1-4 narnburopos. IlamuenTs
IOIDKARL OBITh NPOMH(POPMHMPOBAHEI O XaPaKIEPHHIX CHMITOMaX OCTPOrO INAHKPEATHUTA:
CTOHMKHE, CHJIBHBIE OOJNM B >kxuBOTe. KIIHHMYECKHE NPOSBJIEHHS MAHKPEATHTA HMCYE3AIH HOCIE
NPEKpaleHHs NPHEMa CHTATIMITHHA (C MM 6e3 NOaaepKUBAIOIIErQ JICYEHHS), HO OYeHb PEAKO
coo0Imanycey Cy9aH HEKPOTH3HPYIOIIErO MIIH TEMOPPArHIECKOr0 NAHKPEATHTA W/MJIA CMEPTH.
B ciyuae nofo3peHns Ha NaHKPeaTHY HeoGXO0MMO NPeKPaTUTh pueM npenapara Bemvetus® n
APYrHX TIOTEHIMAIBHO ONACHHIX JIEKapPCTBEHHBIX IIPENapaToB, eCIM OCTPEHI MaHKpEeaTHT
TIOATBEpANICS, TIpueM Ipenapata Bemmerna® ue cnemyer Bo3oGHOBIATE. CieyeT MposBnATH
OCTOPOXKHOCTE Y NAIJMEHTOB C IIAHKPEATHTOM B aHAMHe3e,

JlakToaumuno3

.HaI(TOBJ.IHHOS— peaKoe, HO CEpBE3HOC Merabonuaeckoe OCIIOKHCHHE, pPasBHBAIOLIEeCd dYamie

BCEro IpH OCTPOH MOYEYHOH HEAOCTATOYHOCTH, CENCHCE HILH [IATOJOTHH JIETKHX U cepaua. IIpu
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OCTpPOH MOYeYHOH HEAOCTATOUHOCTH NPOMCXOMUT HAKOIUIEHHe MeT()OPMHHA, 4TO UOBBHILIAET
PHCK pa3sBUTHS JIAKTOALMI032.

B ciyuae nermaparaumm (CHiubHAs PBOTR, AMApes, JIMXOPAAKA WIH CHIDKEHHOE NOTpeOneHHe
’KHAKOCTH) IPHEM MeTGOPMHHA HY»KHO BpeMEHHO IPEKPATUTS H CIEAyeT 00PAaTHTECA K Bpayy.
ITpenaparsy, KOpome MOTYT Pe3KO YXyAmars (yHKIHMIO Nodek (Takue Kak THIOTEH3HBHbLIE U
HECTepONAHBIE NPOTHBOBOCIANINTENbHEIE NIPENapaThl), CIIEAYeT Ha3HAYaTh C OCTOPOXKHOCTRIO Y
NaUMeHToB, MoiaydaBmux Merdopmud. JIpyrumu ¢akTopaMu DHCKA Pa3sBUTHA JIAKTOALMA03a
SIBJISIIOTCS YPE3MEpPHOE yIoTpeblieHne aTKorois, NeUYeHOUHAsT HEOCTaTOYHOCTh, HeaieKBATHEIN
TIIMKEMHYECKHiIl KOHTPONb, KeT03, AMUTIENBHOe TOJIOAAHHE U JIOOBIe COCTOAHUS, CBSA3aHHEIE C
IHIIOKCHEH, a TAaloKe COMYTCTBYIOIIEe MPUMEHEHHE JIEKapCTBEHHBIX NPEeNapaToB, KOTOPEIE MOI'YT
BBI3BIBATh JakToauumo3 (cM. paspenst «IIpoTuBomokazanus» u «B3auMomelCTBHE C ZPYTHMH
JIEKapCTBEHHEIMH CPEACTBAMMY).

[TaupenTs! WHIM YX2KHBAIOMME 33 HAMH JIMUA JO/DKHBI OBITH OCBEJOMJICHEI O PHCKE
nakroanunosa. Jlakroanmumos xapakTepu3yercd alMAOTHYECKOH ONBIMIKOIH, OONBI0 B XKHUBOTE,
MBIIIEYHBIMH CYJOPOraMH, acTeHHeH M TUIIOTepMHed ¢ nociexymoumeid xomoi. B ciyuae
NPEAIIONAraeMeIX CHMIITOMOB ITAMEHT XODKEH MPEKPaTHTh IPHEM MeThOPMUHA H HEMENICHHO
obpaTtuTCa K Bpauy. JMarHoCTHYECKHMH 1a00paTOPHEIMH IIOKA3aTEISMHU SABJISETCS CHIDKEHHOE
3nauenue pH xporu (<7,35), yBennueHHOE COAEPKAHME NAKTATa B IUIa3Me KPOBH (>5 MMOJIb/1)
H YBEIMYEHHE AaHHOHHOTO MHTEPBAJIA H COOTHOLIEHUS JIAKTaT/IMpyBaT.

MonuTopHHr GyHKIHA NOUEK

pCK®, xiupeHc KpeaTHHHHA CleqyeT OLEHHBATh A0 HAYaja TEPAlHH M PETYISPHO, HE pexe
1 pasa B rog, Ha done npuema npenapara. [Ipy BO3HUKHOBEHHH COCTOSHHH, [TOBBIIAMOMIHX
BEPOATHOCTE YXYAUIEHHA (hYHKIMH IOYEK MPHEM IPENapaTa CIeLyeT BpEMEHHO IIPEKPATHTS.
IIpeHMynIecTBeHEBIH ITyTh BHIBEAEHHS MeThOPMHHA M CHTATJIMIITHHA — ITOYEYHAH JKCKPELHs.
Puck nHakommenus MeT(OpPMMHAa M Dpa3BUTHA IaKTOAUMAO32 HAPACTAET NPONOPLIAOHAIBHO
creneHH HapymeHus ¢yHkimu nouek. IIpenapar Benverusa® npoTHBONOKAa3aH NPH HAPYINEHUH

GyHKIHY IO4eK cpegHeH CTENEHM THKECTH M TDKENOH cremeHH maudenram ¢ pCKO

- <45 mn/vun/1,73 M* (cM. pasmen «Cnocof npuMeHeHHs M a03b1», «IIpOTHBOmOKA3AHUAY,

«Ocobrre ykazanus. Jlakroanumos»).

I'nnormmkemus

[aumenTs, nomyvamomue npenapar Benmerns® B KOMOMHANMM C  NPOM3BOXHBEIMU
CyNb(QOHHIMOYEBHHBI WIM MHCYJIMHOM, MOTYT HOJBEPraThCH PHCKY PA3BHTHS THIOOTIHKEMHH.
Iloatomy Moxer OBITH HEODXOMUMO CHIDKEHHE HO3HI MPOM3BOAHEIX CYJIB(HOHHIMOYEBHHE! HIIH

HHCYJIHHA.
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Peaknuu runepuyBCTBHTENLHOCTH

B nocrperscTpalMOHHBIX ~ HCCIEAOBaHMAX  COOOIIANOCE O  CEPBE3HBIX  PEaKIHAX
THIEPUyBCTBUTEILHOCTH Y MIAIHEHTOB, OTYYABIIMX CHTATNMITHE. JIAHHEIE PEAKIIMA BIIOYATH
aHa()MIIaKCHIO, AHTHOHEBPOTHIECKHNH OTEK M 3KC(OIHAaTHBHEIE KOXKHEIE 3a00A€BaHAs, BKIIOTA
CHHAPOM CTnBeﬁca—)IKOHcona. JlaHHBle peaknuM BO3HHMKANH B TEYEHHE NEPBBIX 3 MECsIeB
NOCIIe Hayalla Je4eHHA CHTArIHIITHHOM, HEKOTOPhIe HaOMIONaINCh TIOCHIEe ITpHEMa IIEPBOi 036
npenapara. ECIH monospepaercs pa3BUTHE PEAKIMM THIEPYYBCTBHIENBHOCTH, HE0OXOOuMO
TIPEKPATHTS [IPHEM Npenapara Benverns®, oueHHTs APyTHe BOIMOXKHEIE IPUUHHE passirys HP
¥ Ha3HAYATE OPYIYIO THIOTIMKEMHYecKyIo Tepanuio (cM. pasgen «Ilo6ouroe neficTerey).
Bynne3nniit nemburons

Y naumentos, npuauMasmux JIII-4 uHTHOHTOpEHI, BKIIOYAs CHTArJMOTHH, cOOOmMAanock o
TOCTPErMCTPALMONAEIX  CIYYasX BO3HHKHOBEHMS OymIessHoro memduronmma. B ciyuae
TI0/103peHust Ha OyuiesHnli nemdurons Heo6X0XMMO IPEKPATHTS PHEM npenapara Bemverns®.
XHpyprayecKkne BMENIATENILCTBA

Ilpnvenenve npenapata DBemMerus® cmeayeT TpPeKpaTHTh Ha BPEMS  IIPOBENEHHS
XHPYPrH4ecKOro BMEIIATENsCTBA NOA 0Omei, CIMHANPHON HIM SMHAYPANBHON aHACTe3ueil.
Tepanmnsa moxer 6brTh BO300HOBIEHAa He paHee, ueM uepe3 48 4 mocne onepamuu WM
BO300OHOBIIEHMS IEPOPANBHOrO PUEMA 1 IIPH YCJIOBHH, YTO No4edHas HyHKius GbUIa IOBTOPHO
OLleHEeHa M NPH3HaHa CTaOMIBHOM.

Beenenue fonconepxalmx KOHTPACTHBIX NPENAPATOB

BuyTpHncocyaucroe BBeEHHE HOACOACPKAMMX KOHTPACTHEIX PENAPATOB MOXKET NPUBOIUTE K
KOHTPAaCTHO-HHIYyIMPOBAHHOH Hed)pomaTy, KOTopas B CBOK O9€PENb MPUBOIMT K KYMYJISALHH
MeT(GOpPMHUHA H IOBBIIEHHOMY PUCKY Pa3BUTHS JIAKTOALKI03a.

Cnepyer mpekpatuTs Ipuem npenapara Bemmerns® 0 wim BO BpeMS MCCIEIOBAaHHS M HE
BO300HOBJIATH JleueHHE B TeYeHHUe, N0 KpaiiHel Mepe, 48 4 mocie UCCIeOBAHMA P YCIOBHH,
qr0 nodedHas (yHkuus ObUIa MOBTODHO OLEHEHAa M TNpH3HAHA CTaOWIBHOM (CM. pasnen
«IIpornBonokazarmmsm 1 «Ocobble yKa3zaHusy).

H3menenne KIHMHHYIECKOTO CTATYCA NAIHEHTOB ¢ AeKBATHO KOHTPOMMPYEMBIM CAXAPHBIM
auadeToMm 2 THIIA

Ilpu TOSIBIEHAN 1a0opaTOPHEIX OTKJIOHEHWH WIH KIMHUYECKHX CHMITOMOB 3afonesanus (B
ocobennocTn m060ro He MOAIAIOIIETOCS YETKON HAESHTH(HKAUWH COCTOSHHSA) y MalMeHTa C
Tpexe afeKBaTHo KOHTpoaupyembim CJ{2 Ha done neuenns npenaparom Benmmerus® B nepsyio
odepensr CleAyer He3aMEMNMTENbHO MCKIIOUMTE KeTOAUMAo3 MIM JakToauumos. OueHka

.

COCTOfAHHA TMNaUHEHTa AOJDKHA BKIKYATh AHAJMM3Bl KPOBH HA JJEKIPOJHTEI M KETOHEI,
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KOHIIEHTpAllMI0 TIIOKO3l B KPOBH, a Takke (o mokasammsM) pH xpoBM, miasmenHsie
KOHLEHTpauuy Jaxkrara, nupyeata u merdopmuna. IIpu passurnu auuposa n06oi 3THONOTHH

®

Cleayer HEeMEQIEHHO OTMCHHMThP NpPHEM IIpenapara Bemverns H IIpHHATE JOpPYyTHE

COOTBETCTBYIOIHE KOPPEKTHPYIOIIHE MEPEL.

BJIMAHUAE  HA CIIOCOBHOCTh YIIPABJISATDH TPAHCIIOPTHBEIMHA
CPEICTBAMMU H PABOTATH C MEXAHHU3MAMHA

He npoBomuiocs HecenoBanmii N0 M3yUeHHIO BIUaHUs npenapata Benmverus® na cnoco6rocTs
YIIPaBJIATh TPAaHCIIOPTHEIMM CPEACTBAMHA M pa0oTaTh ¢ MeXaHH3MaMH. TeM He MeHee, CIemyer
YUYUTEIBATh CIydau TONOBOKPYKEHHS H COHIMBOCTH, OTMEUABLIMECS IPU IPUEME CHTATIAIITHHA.
IToMuMo 3TOrO, MAIMEHTH! AOJDKHBI 3HATH O PHCKE BO3HHKHOBEHHMS THIOIIMKEMAH IpH
OIHOBPEMEHHOM NPUMEHEHHH npenapara Benmerus® ¢ npousBoankME cy:m(bonmmoqennm;r

HJIA HHCYJIHHOM.

®OPMA BBIITYCKA
Tabnerxy noxprITHE IIeHOYHOMH 06onogakoit 850 mr+50 mMr, 1000 Mr+50 Mmr.
Ilo 14 Tabnerox B Gmicrep u3 nnemxu IIBX/IID/IIBAX wm amoMuuneBoil ¢omsrn. Ilo

4 GucTepa NOMEINAIOT B KAPTOHHYIO MTaUKy BMECTE C MHCTPYKUMEH 110 IPHMEHEHHIO.

YCJIOBHUSA XPAHEHUS
XpaHuTH NpH Temneparype He Beime 25 °C.

XpaHUTE B HEAOCTYITHOM IJLT JeTed MecTe.

CPOKITOJHOCTH
2 roxa.

He IIPEMEHATE 10 HCTEYEHNH CPOKa TOJHOCTH, YKa3aHHOI'0 Ha YIIaKOBKe.

YCJIOBUS OTIIYCKA
OtmyckaroT o penenty.

IOPUIAYECKOE JIMIIO, HA UM KOTOPOI'O BBIJIAHO PETHCTPAITHOHHOE
YAOCTOBEPEHHE
«bepmmu-Xemn Al», ['epmanus

T'munuxep Ber 125, 12489 Bepnun, I'epmanus
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INPOU3BO/IUTEJIb

IIpouseeneno:

3A0 «bepmun-Dapma»

248926, r. Kanyra, 2-it ABTOMOOHIIBHBIN TTPOE3 N, 1. 5.
¥YnakosaHo:

3A0 «bepmun-Dapma»

248926, r. Kanyra, 2-it ABTOMOOMIIbHBIIH IPOE3 ., 1. 5.
Beinyckaomuii KOHTPOIb KaYecTBa:

3A0 «bepnun-Dapmay

248926, r. Kamyra, 2-it ABTOMOOMIIBHBII ITPOE3 I, 1. 5.

NMPETEH3UU NOTPEBUTEJIEA HATIPABJISITH 110 AJIPECY:
IIpecnenckas nabepexnas, a. 10,

busnec-uentp «bamus na Habepexnoii», biok b,

r. Mocksa, Poccus, 123112

Ten.: (495) 785-01-00

bakc: (495) 785-01-01
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