COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 06.03.2023 N= 4270

HUHCTE YKHI/Iﬂﬂ OQCNEOOBATENEHOCTL 0005)

IO MEJUITMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O IIPEITAPATA
Suymer

PeruncrpanmnoHHbIil HOMep:
ToproBoe HauMeHOBaHNe: Saymer
I'pynnupoBovyHoe HANMEHOBAHME: MeTHOPMHUH + CUTATIIUIITHH

JlekapcrBeHHast GopMa: TabreTKH MOKPHIThIE INICHOYHOM 060I0UKOM

Cocras

Opna TabseTka, TOKPHITAs TUIEHOYHOH 000JI0UKOMN COMSPIKUT:

Tadaerkn S00 mr+30 mr:

Heticmeyrowue éeujecmea: cutarmunTura gocdarta Mmororuapat 64,25 mr (skpuBasieHTHO 50 MT
CUTATJIUIITHHA) U MeThopMuHa ruapoxiopua 500 mr.

Benomozamenvhuie 6enyecmea: NeINTI0I03a MUKpOKpUcTaILIndeckas 59,30 Mr, mopuaoH 48,23 wmr,
HaTpus creapuipymapar 13,78 mr, Hatpus naypwicyiasdart 3,445 Mr.

Obonouxa mabnemxu Onanpain® II pozossiit, 85F94203 (17,23 MI) COIEPIKHT:

nosuBuHWIOBEIA cnupT  47,800%, twrana gwmokcua (E 171) 6,000%, wakporon 3350
(monmmpTuneHrukoin) 23,500%, tanbk 22,590%, kpacutens keneza okcuj uepHsid (E 172)
0,005%, xpacurens xene3a okcul kpacHsiil (E 172) 0,105%.

Tabaerku 850 mr+30 mr:

Heticmeyowue sewjecmea: cutarauntuia gocdara moHoruapat 64,25 mr (sxkBuBaieHTHO 50 Mr
CUTATJUITHHA) U MeTGOopMHHA TUApoxXIIopua 850 Mr.

Benomozamensruie 6enjecmea: NEIDIIOI03a MUKpOKpUCTaIUIHdeckas 96,64 Mr, moBuI0H 78,19 mr,
HaTpus cteapwipymapar 22,34 Mr, HaTpus taypuicyibdar 5,585 mr.

Obonouxa mabnemxu Onaapai® II pozorsi, 85F94182 (27,93 MT) COepIKHT:

MOJUBUHUIOBRIM ciupT  49,950%, tutana jguwokcua (E 171) 6,000%, wmakporon 3350
(monupTUIeHIIMKOIL) 25,210%, tanbk 18,470%, kpacutens keneza okcuj uepHbid (E 172)
0,020%, xpacurensb xene3a okcu kpacHsli (E 172) 0,350%.

Tadmaerxn 1000 mr+50 mr:

Heticmeyowue eewjecmea: cutarauntuna gocdara moHoruapat 64,25 mr (3xkBuBaieHTHO 50 Mr
CUTArJUNTHHA) U MeThopmuHa ruapoxiaopua 1000 mr.

Benomozamensvie 6enjecmea: NRIUIIOI03a MUKpOKpUcTaiumndeckas 112,3 mr, moBuioH 91,00 mr,

HaTpus cTeapwipymapar 26,00 mr, HaTpus Jaypwicyibdat 6,500 mr.
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Obonouxa mabnemxy Onaapain® 11 kpacHbIH, 83 F15464 (3250 ety &5 psae O C 1o 0005

nosuBuHUIOBBIA cnupT 48,300%, twrana aumoxcua (E 171) 6,000%, wakporon 3350
(monmmpTUneHrMKoIb) 24,380%, tanbk 17,870%, kpacutens keneza okcuj uepHsid (E 172)

0,150%, xpacutensb xene3a okcul kpacHsld (E 172) 3,300%.

Omncanue

Tadmaerkn 500 mr+350 mr:

OBasnbHBIE JIBOSIKOBBINMYKJIbIE TaOJIETKH TMOKPHIThIE TUICHOUHOM 00OJOUYKOH, CBETIO-PO30BOTO
I[BETa C TPABUPOBKOM «575» Ha 0JTHOM CTOpOHE TaOIETKH.

Bua Ha uznome: ot 6e51oro 10 MouTH OeJIoTo IBETA.

Tadaerku 850 mr+30 mr:

OBasbHbIE JBOSIKOBBIMYKJIbIE TaOJIETKH MOKPHIThIE IUICHOUHOM 000J0YKOHM, pO30BOTO IBETa C
rpaBupOBKOH «515» Ha OHOM CTOpOHE TaOISTKH.

Bun Ha u3nome: oT 6eJIoro /1o MOUTH GeJIoTo I[BeTA.

Ta6aerxkn 1000 mr+50 mr:

OBasbHbIE JIBOSIKOBBIMYKJIbIE TaOJeTKHU TOKPHIThIE IUIGHOUHOM 000/I09KOH, KpacHOBAaTO-
KOPHYHEBOTO I[BETA C TPABHPOBKOM «577» Ha OJHOM CTOPOHE TaOJICTKH.

Bun gHa uzinoMe: oT 6e10ro 10 mouTH 6eJI0ro I(BEeTA.

(I)apMaROTepaHeBTI/I‘IeCRaH prl‘ll‘la: THIIOTJIMKCMHAYCCKOC CPECACTBO UL MEPOPAJILHOTO

MIPUMEHEHHS] KOMOHHHpOBaHHOE (OUT'yaHH/] + JUICTITHIWINCITHIA3bI-4-UHTHOUTOP )

Kox ATX: A10BD07

dapMaKroJIOTHYECKHE CBOIICTBA

dapmakoMHAMHKA

[Ipenapat SAnymet npeicrapisget coboi KOMOUHAIMIO IBYX THIOTIUKEMHUSCKUX MPEIapaToB co
B3aUMO/IOTIOIHSIOMUM (KOMIUIEMEHTAPHBIM) MEXaHU3MOM JISHCTBUS, INpEeAHA3HAYEHHYIO JUIS
VIAYUYIICHUSI KOHTPOJISI TJIWKEMHH Y TMAaIHeHTOB ¢ caxXapHbiM guaberom 2 tuma (CJI2):
CHUTArJIUNTHHA- WHTHOUTOpa (epmenTta gunentuauwinenTuaaszel-4 (JI1I1-4) u merdopmuna-
MpeJICTABUTEIS Kjlacca OUTyaHUIOB.

CUTarJMnTuH  SBJSIETCSI aKTUBHBIM TPHU  TEPOPATLHOM  TPHEME, BBICOKOCEICKTUBHBIM
unrubutopom JIIII1-4, npeanaznauenusiM st jeuenust CJ12. @apmakosoruueckoe JeHCTBHE

Kjacca npemnapaTop-unrudutopos JIII1-4 oGycnorieHo akTuBaiueil WHKpeTHHOB. MHrubupys
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JIIIII-4, CHTAarmuNTHH DOBBIAST KOHIIEHTPALUIO L['li—ly;:l :I;g(;g:féﬁ'fg Eﬂ&ﬁgﬁg&:’ i:WGHOB

CeMelCTBa HWHKPETHHOB: IitokaroHomnogooHoro mentuaa 1 (I'TIII-1) ¥ riIr0K0303aBHCHMOTO
uHcyJmHOTponiHOro mojunentuaa (I'MII). HMHkpeTHHBI SABJISIIOTCS YacThbiO BHYTPEHHEH
(U3HONOTHYSCKOW CHCTEMBI PETYJLIIHM  TOMeocTasa TJoko3bl. llpw HopmambHOM WM
MOBBLIMEHHOW KOHIEHTpaIuu Ttoko3bl kpoBu [TIII-1 u T'UIl crmocoOCTBYIOT YBEIUUCHHIO
CHHTE3a U CEKpellMH HUHCYJIWHa OeTa-KIeTKaMH mokeaydounHor skenmesbl. ['TIII-1 Takoke
MOJIARTISICT CEKPEIHIO TJIFOKaroHa ajib(a-KIeTKaMH TO/[KETy/TOUHOMN JKeNie3bl, CHHMIKAS, TaKUM
o0pa3oM, CHHTe3 IJIIOKO3bl B MEUCHH. DTOT MEXaHHU3M JCHCTBUSI OTIHYASTCS OT MEXaHH3Ma
JEUCTBHUST TIPOUBBOJIHBIX CYJIH(POHUIMOUSBUHBI, KOTOpPhIE CTUMYJHUPYIOT BBICBOOONKICHHE
WHCYJIMHA U TPU HU3KUX KOHICHTPAIMSIX TIIOKO3bI KPOBH, UYTO UPEBATO PA3BUTHEM CYIIH(OHUI-
WHYIIUPOBAHHOW THIIOTJUKEMHH HE ToJIbko y manueHToB ¢ CJI2, HO M y 370pOBBIX JIIOJEH.
Byayuu BeICOKOCENEKTURHBIM U ek THBHBIM UHTHOUTOpOM (hepmenTa J(III1-4, curarnuntus B
TEpANeBTHUSCKUX KOHICHTPAIMSIX HE MOJABISICT aKTHBHOCTH poACTBeHHBIX depmenton JIITI1-8
win JIII11-9. CHUTArIMNTHH OTJIHYAaeTCsS MO XUMHUYSCKOW CTpYKType W (hapMaKOJIOTHYSCKOMY
nevicteuio ot aHaigoroB [TIII-1, wWHCyJIWHA, TPOUBBOAHBIX CYJIb(QOHUIMOUSBUHBI WM
METJIMTUHUAOB, OUTYaHUI0B, aTOHUCTOB TaMMa-peleNnToOpoB, aKTUBUPYEMBIX NpoJiudepaTopoM
nepokcucoM (PPARY), uHruOuTOpOB aiib(a-rINKO3HU/1a3bl U aHAJIOTOB aMUJIHA.

Memdpopmun

MethopMuH SBISETCS TUMOTIMKEMUUYECKUM TIPENapaToM, IOBBIMIAIONIUM TOJICPAHTHOCTh K
rioko3e 'y manueHtoB ¢ CJ[2, cHmkas OazaibHYH0 M MOCTIPAHAHAIBHYIO KOHICHTPAIUIO
[JIF0KO3bI B KpoBU. Ero dapmakosorudeckue MeXaHU3MbI JEeHCTBUS OTIUYAIOTCA OT MEXaHU3MOB
JIeUCTBHSI TIEPOPAJIBHBIX THIIOTJIMKEMUYECKHX IIPENapaToB APYIHUX KJIacCoB.

MeThopMUH CHHIKAST CHHTE3 TJIIOKO3bI B MEUYCHH W BCACHIBAHHE TJIFOKO3bI B KHINCYHHUKE U
MOBBINMIACT UYYBCTBUTEILHOCTh K HHCYJHHY IyTeM VCHJICHHS MepudepUudeckoro 3axpata U
VTAJIU3AIMKA TJIIOKO3bl. B oTimumMe oT MpOU3BOAHBIX CYIL(QOHUIMOUYCBUHBI METQOPMHUH HE
BBI3BIBACT THIIOIJIMKEMHUU HU y manueHToB ¢ CJ/[2, HU y 30pOBBIX JIIOJEH (3a MCKIIOYSHHEM
HEKOTOPBIX  OOCTOSITENILCTB, CM. pasfen «C  OCTOpOIKHOCTBIO») M HE  BBI3BIBACT
runepuHcyaIuHeMud. Bo Bpems npuema MeTGopMUHA CeKpellds HHCYJIUHA HE U3MEHSCTCS, TIpU
STOM KOHIIEHTpAI[Usl WHCYJIMHA HATOMAK U CYTOYHOE 3HAUYCHHE IUIa3MEHHOM KOHIICHTpAIHH
WHCYJIMHA MOTYT CHU3UTHLCS.

IlepopasnbHbIi pHeM OJJHOM J03bI CUTAIJIMIITHHA NanueHTaMy ¢ CJI2 NpUBOAUT K ITOJAABJICHHUIO
aktupHocTu ¢epmenta JIIII-4 Ha 24 4, uTto compoBoxaaercs 2-3-KpaTHBIM YBEIHUSHUEM
KOHIICHTpauu nupKyJupyromux akTuBHbIX [TIII-1 w T'HIl, yBenudeHueMm IUTa3MEHHOU

KOHICHTpAIlUK HWHCYJIMHA H C-HeHTHHa, CHHUIKCHHUCM KOHICHTpAIlUHU I'JIFOKaroHa IUIa3MEHHOM
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MOCOENOR - Ti
KOHIOCHTpAIHKU TJIFOKO3bl HATOIMAaK, a TAaK¥KS ymeHbu{eﬁH "‘M ,HBI‘%E%&HHH”I‘ !MI/II/I

1ocJie IIIOKO3HOW WK NUIIEBOW HArpy3KH.

[Ipuem cutarnmuntuHa B cyTouHol go3e 100 Mr B TeueHue 4-6 MecAIeB 3HAYUTEIBHO YIIyUlIajl
(yHKIHIO OeTa-KIeTOK MoKy JOUHOH Kee3bl y narueHTos ¢ CJ12, o ueM CBHUIeTEILCTBOBAIIN
COOTBETCTBYIOIINE U3MEHEHUs TaKUX MapkepoB, kak HOMA- (omieHka romeocTtasa B MoJesu-f3),
COOTHOIIICHUE TPOUHCYIMH/UHCYJIMH, OLIEHKA peakiuu 6eTa-KISTOK MO IKEITYJOUYHOH HKelesbl 110
JAHHBIM TIAHEJM TMOBTOPHBIX TECTOB HAa TOJCPAHTHOCTh K mnumie. 1lo JaHHBIM KIMHHUYECKUX
ucciegoanuii I u III dasei >hpdhexTHBHOCTD IIMKEMHUUIECKOTO KOHTPOJISI CHTATIIUIITHHA B PEIKUME
50 mr 2 paza B cyTku (p/cyT) Oblia comocTaBuMoO# ¢ 3ddekTuBHOCTHIO peskuma 100 Mr oauH
p/CyT.

B pangoMusupoBaHHOM ILUIAIe00-KOHTPOJIUPYEMOM JIBOWHOM CIICTIOM € JIBOWHOW UMHUTaIMel
4-TIepHOTHOM TIEPEKPECTHOM HCCIICIOBAHUHM Y 3J0POBBIX JTIOOPOBOJIBICB HU3YUATU BIIMSIHHUE
CHUTATJIUNITAHA B KOMOHMHAIIMH ¢ METPOPMHUHOM, JIUOO TONBKO CHUTATJIMNOTHHA, JUOO TOJBKO
MeTdopMuHa, JTHOO0 TUANebo Ha W3MEHEHHe TUTA3MEHHBIX KOHIICHTPAIMH aKTUBHOTO W OOIIEro
I'llII-1 wu roroko3sl mocie mnpueMa numy. CpeHeB3BeNISHHbIE 3HAYSHUS KOHILEHTpPALUU
aktupHoro I'TIII-1 gwepes 4 4 mocie mpuemMa MUINU YBEJIWYUBAIUCH IPUMEPHO B 2 pasza mociie
IpHeMa TOJbKO CUTATJIMITHHA WM TOJILKO MeTGOpPMHHA B CpaBHEHHUH ¢ Iutane6o. CoueTaHHBIN
OpHeM CHTATJIHUNTHHA U MeTdopMHHA olecmeuuBall cymMmupoBaHue >pdexra ¢ 4-KpaTHBIM
yBeJIHUYeHUEM KOHIeHTpaluu akTuBHoro ['TIII-1 mo cpaBHeHHUIO ¢ AUHAMUKOU B TpyHIe mianedo.
[IpueM TOJILKO CHUTATJIMIITHHA COTIPOBOKAAICS YBEIUUSCHUEM KOHIICHTPAIIMHU TOJIBKO aKTHBHOTO
I'TIII-1 Bcmencteue wuuruOHpoBanusi (epmenta J[IIII-4, B To Bpemsi Kak TpHEM TOJBKO
MeT(OpMHHA COTPOBOKIAICS CHMMETPHUYHBIM YBEJIMUCHHEM KOHIIGHTpAallMM o0Iero u
aktuBHoro I'TIII-1. IloayueHHbIC JaHHBIC OTPAKAIOT PA3JTUIHBIE MEXAHUBMBI, JISKAIIHE B OCHOBE
yBeIuueHUs1 KoHneHTpanuu aktuBHoro ['TIII-1 mocme mnpuema »TUX JBYX [penaparos.
PesynbTaThl HCCIEIOBAHMSI TaKkKe MPOJEMOHCTPUPOBANIA, YTO HWMEHHO CHTATJIUIITHH, a He
MeTdopMuH, obecrieunBaeT NMPUPOCT KoHIeHTpanuu akTueHoro ['TII-1.

B wuccieoBaHUSAX Y 30pPOBBIX JIOOPOBOJIBIEB NpPHEM CHTATJIUNTHHA HE COMPOBOMIAJICS
CHWJKCHHMEM KOHIICHTpAallMM TJIOKO3bl M HE BBI3bIBAJ TUIOINIMKEMUH, YTO IOJTBEPIKIaeT
[JIFOKO303aBUCHUMBIN XapaKkTep UHCYJIUHOTPOITHOTO JISUCTBHUSI, U TTO/IaBJICHUS CHHTE3a TJIFOKAroHa.
Hecnedosanue no oyenxe cepdeuro-cocyoucmoit b6esonacrocmu cumaziunmuna (TECOS)

B uccrmeqoBaHUM MO OIGHKE cepieuHO-cocyaucToi OesomacHoctu cutarymntuna (TECOS)
MAIUeHTHI TPUHUMAIIK IipenapaT cuTaraunTuH 100 Mr B 1eHs (Wiu 50 Mr B JIeHb, €CJIM UCXOTHBIN
moKazaTellb PacueTHOH CKOpocTH KiyOoukopod dmistpanmun (pCK®) O6pu1 =30 wu
<50 mu/mun/1,73 M%) uim miane6o, KOTopble JOGABISUIMCH K CTAHAPTHOM TepalldM COTJIacHO

CYIISCTBYIOMMUM HAIHOHAJIBHBIM CTAaHJAApTaM IO OMNpPEISJICHHUIO IeNieBbIX ypoBHeW HbAic u
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KOHTPOJIIO Cep/IeUHO-COCYAUCThIX (PAKTOPOB | pHUCKA. ': %:QM&{%H 'éﬁ%}d%gra ':!;[%ﬁoz[a

COOTBETCTBYET SKCNEPTHOMY OTUYETY

HaOJIIo/IeHus1, COCTaBisiBIIero 3 roga, y mamueHtoB ¢ CJI2 mpuem mpemapaTa CUTATJIMIITHH B
JOTIOJIHEHHE K CTAHJAPTHOMY JICUSHUIO HE VBEIUUYWI PUCK CEPhE3HBIX HEIKETATSIBHBIX PeaKIui
(HP) co cTopoHBI cep/IeYHO-COCYAUCTON cucTeMbl (cooTHomeHnne puckos 0,98; 95%
noBeputenbHbIM uHTEpBAI, 0,89—1,08; p<0,001 p1s qokazaTenbcTBa OTCYTCTBUS IPEBOCXO/ICTBA)
WM PUCK TOCIHUTAJIM3AIMYU II0 IPUYUHE CEpIeYHOM HEAOCTATOYHOCTH (COOTHOLICHUE PHUCKOB
1,00; 95% nosepurenbusiii unTepBas 0,83-1,20; p=0,98 i paznmuuusi 4acTOThl PUCKOB), IO
CPAaBHEHHIO CO CTAH/IAPTHHIM JIeUeHHEeM Ge3 JIOMOJITHUTEIBLHOTO MIpUeMa MperapaTa CUTATJIAITHH.
dapMakoKUHeTHKA

Cumaziunmun

Beacwisanue

AbcomoTHasE OUOTOCTYITHOCTh CUTATIIMIITHHA COCTaBJIsieT puMepHo 87%. [lpueM cutarmuntuna
OJIHOBPEMEHHO € JKUPHOH MHUIIEH He OKa3pIBaeT BIUSHUS Ha (PapMaKOKMHETHKY Tpernapara.
Pacnpedenenue

Cpennuii o0beM pacripe/ieJICHHUs] B pABHOBECHOM COCTOSIHMM TOCJIe OJJHOKPATHOTO B/B BBEJCHUS
100 Mr CHTATJUITHHA Y 3J0POBLIX JOOPOBOJBICB COCTABIACT mNpuMepHO 198 1. Opakius
0o0paTHUMO CBSI3BIBAIOIIETOCS ¢ OeIKaMH IUIA3Mbl CUTATJIUITHHA OTHOCUTENILHO Heresnka (38%).
Memabonusm

[IpuGnuzutensno 79% CUTArJMNTHHA BLIBOAUTCS B HEU3MEHEHHOM BHJE TMOYKAMH,
MeTaboTrueckas TpaHchopMaIys mpenapaTa MUHAMATbHA.

ITocne BBemenuss '*C-MeueHHOrO CHTANIMNTHHA BHYTIph HpHMepHO 16% BBeJeHHOM
PaJIMOAKTUBHOCTH SKCKPETHPOBAJIOCH B BHJIE METAaOOJIMTOB CHUTATJUNTHHA. BbUIM BBLISIBICHBI
CJIeJTOBBbIE KOHIICHTpAITHH 6 MeTaGOJUTOR CHTATJIMITHHA, HE BHOCANIME KaKoro-imubo BKJaja B
mwiasMeHHyo J{I1I1-4-uHruCupyomyo aKTHBHOCTh CHTATJIMITHHA. B HCCICMOBAHHIX 71 Vitro
uzodepmenTsl cucteMsl ruToxpomMa CYP3A4 u CYP2CS8 ompenesieHbl B KauecTBE OCHOBHBIX
(bepMEHTOB, YUACTBYIONHUX B OTPAHUUSHHOM META00IU3Me CUTATJIUIITHHA.

Buiseoenue

Iocsie mpuema *C-MedeHHOTO CHTArJTMIITHHA BHYTPh 3I0POBBIMHE JOGPOBOJIBIIAME MPAKTHUSCKH
BCSI BBEJICHHAS Pa/IHOAKTUBHOCTH ObLIIa BRIBE/ICHA U3 OpTaHU3MA B TeUSHHE HEJeNH, B TOM YHCIIe
13% — uepez kumeyHuk U 87% — mnoukamu. Cpeanuii nepuoja nosyebiBedeHUs (T12)
CHUTArJIUNTHHA TpH nepopajibHoM mpueme 100 mr cocrtapiisieT npumepHo 12,4 4, moyedHBIN
KJIUpeHe — npumMepHo 350 mur/MuH.

BriBe/ileHHe CUTATJIMIITUHA OCYIECTRILICTCS IPEUMYIIECTBEHHO My TeM MOUYSTHOU BKCKPELUHU 110
MEXaHU3My AaKTHBHOW KaHalblleBoH cekpenud. CUTArTUOTHH SBISIeTCST  cyOcTpaToM

TpAHCIIOPTEpa OPraHUUSCKUX aHMOHOB uesoBeka TpeThero tuma (hOAT-3), yuactByromero B
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Mmponecce SJIMMHHAIUNA CHTAlJIMIITHHA ITOYKaM KHI/IHI/&EL?C‘K&E%MOCET@) %&CTII?I’ thT 3B

TPAHCIIOPTE CUTALJIUIITHHA He yCTaHOBJIeHA. Bo3MoskHO yyacTue P-rimmkonpoTenHa B MOYSYHOU
SJIUMUHAIIMKM CUTATJIMNITHHA (B KauecTBe cyOcTpaTa), OJIHAKO MHTUOUTOp P-riamkompotenHa
IUKJIOCIIOPHUH HE YMEHBINAST OUSYHBIN KIMPEHC CUTATIITUIITHHA.

JlaHHBIE HUCCICOBAHUM {7 Vifro TOKAa3aM, YTO CHUTAIJIMITUH HE SBISETCSI MWHTUOHUTOPOM
uzodepmerToB cuctembl utoxpoma P450 (CYP3 A4, CYP2CS8, CYP2C9 u CYP2D6).
Memepopmun

Bceacuvisanue

[Tocne mpuema BHYTph MeThopMHUH abcopOupyeTcs U3 kemyaouHo-kumeunoro tpakta (QKKT)
JOCTATOYHO TOJHO. AOGCOMIOTHAs OMOAOCTYIMHOCTh MeTHOpMHUHA YV 3TOPOBBIX JTOOPOBOJILIICB
coctapiisieT 50-60%. BpeMsi JOCTHKEHUS MAKCUMAJIbHOU KOHITEHTpalluH B iazMe KpoBH (TCmax)
Mocjie MepopajibHOTO MpHeMa coctapiasier 2,5 waca. llocnme mnpuema BHyTps 20-30%
HeabcopOupoBaHHOH (pakiuu MeThOPMUHA BRIBOJIUTCS Uepe3 KUleuyHuK. IIporece BcackiBaHUs
MeT(OpMHHA XapaKTepHU3yeTCsl HachlaeMocThio. [IpeamonaraeTes, uto GapMakoKMHETHKA eTro
BCcachblBaHMsl HenuHeNHa. llpu 1npuMeHeHMHM B peKOMEHJYEMBIX J103aX PpPaBHOBECHAs
KOHI[eHTpalusi MeTOpMHUHA B IJIa3Me KPOBH JIOCTUTACTCs B TeueHHe 24-48 4 U, Kak IPaBHIIO, HE
npepbimaeT 1 Mxr/miL. [Ipu ogHOBpeMeHHOM HpHUeMe MUK abcopOIus MeTGOpMUHA CHIIKASTCS
U 33/JIepKUBACTCA.

Pacnpeoenenue

MeTdopMuH ObICTPO pacTpe/eisieTcsi B TKaHH, CBS3bIBaHHE MeT(opMHHA ¢ OelKaMHU TUIA3MBI
He3HAUUTE/IbHO. MeThopMHUH pacTpeie/isieTcsi B SPUTPONUTAX. BeposiTHO, SpUTPOLUTHI
IPe/ICTABISIIOT co00M BTOPUUHBIM KOMIApTMEHT pacrpenesieHusi Metdopmuna. Cpennee
3HaueHUue Cmax MeTGOpMHUHA B HEIbHOU KpoBH HIKE, YeM Cpax B TUIA3ME U JOCTUTASTCS Uepes
Takoe xe Bpems. Cpenuuit o0bem pactpeenenus (Vd) konebietcs B quanasone 63-276 1.
Memabonusm

MeTtaGonuTel MeThOpMHUHA Y YeJIOBEKA HE WICHTHU(DUITUPOBAHBL.

Buiseoenue

MeTdopMUH BBIBOJIUTCS MOYKAMH B HEeM3MEHEHHOM Buje. lloueuHbidt KiaupeHC MeThopMHHA
coctapiseT >400 MUI/MHH, 9TO yKasbIBaeT Ha BBIBEACHHE MeTGOpPMHUHA 3a CUET KIyOOUKOBOU
($uIbTpalluK ¥ KaHaJIblleBo# cekpenuu. llocie mepopaiibHOTO TpHeMa TIepHO]T MOy BBIBSICHUS
(T12) coctaBmsier 6,5 4. Ilpu HapymeHHH (QYHKITUH MOYEK KIUPEHC MET(HOpPMHHA CHUIKACTCA
[IPOTIOPLIIMOHAJIBHO KJIMPEHCY KpeaTHHHHA, VyBeauuuBasi Tipn, YTO MOXKET MPUBOAUTHL K
VBEJIMUEHHUIO KOHI[CHTpALUU MeTGOpMHUHA B IJIa3Me KPOBH.

D apMAKOKUHEMUKA Y OMOETIbHbIX ZPYRI HAYUEHIMOE

Hayuenmot c caxaprsim ouabemom 2 muna
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Cumaenunmun

COOTBETCTBYET SKCNEPTHOMY OTUETY

{dapmMakOKHHETHKA CUTATTIUNITHHA V nanuenToB ¢ CJ[2 B 1nemoM cxo/iHa ¢ papMaKOKHHETUKOHN ¥
3J0POBBIX JOOPOBOJIBIIEE.

Memappopmin

IIpu coxpanHO# (QYHKIMH MOoYeK (apMaKOKHHETHUSCKHE IMapaMeTphl MOCJe OJHOKPATHOTO U
MOBTOPHBIX IIpUeMOB MeThopMuHa y narueHToB ¢ CJ[2 U 310poBbIX JOOPOBOIBIER OJUHAKOBBI,
KYMYJISIIIAKA MeTGOpMHUHA TIPU TIpUEMe TEPANeBTHUSCKUX JI03 HE TIPOUCXO/TUT.

Hayuenmut c HapyuieHuem yHxyuU novex

Cumaznunmun

VY naIueHToB ¢ HapyuieHueM (PYHKIIUN MOUSK CPE/THEH CTENICHHU TSKECTH € PACUeTHON CKOPOCTHIO
kiIyGoukopod ¢uiabTparuu (pCK®) or 30 g0 <45 mur/mun/1,73 M? oTMeUaln NIpUMEPHO
2-kpaTHOoe YyBelnueHue ItasMeHHoM AUC cHUTarIunTuHa, a y TAlUeHTOB ¢ TSDKEJIOW |
TePMHHAJILHOW cTajuel (Ha remonmanuse) ypeauueHue 3HaueHuss AUC OplTo 4-KpaTHBIM TIO
CPAaBHEHHIO ¢ KOHTPOJIHbHBIMU 3HAUCHHUSIMHU Y JIOOPOBOJIBIEB ¢ HOPMAIBHON (YHKITHEH MOYeK.
Memdagopmun

Y mnanueHTOB €O CHH)KGHHOM IoueyHOM (yHKIMEHW Nepuo]l MOJIYBBIBEJCHUS Iperapara
VUTHHSSTCS, a TIOUSUHBIN KIMpPEHC CHIKaeTcs (eM. pazyiensl «lIporuponokazanus» U «Ocolble
YKazaHUSD? ).

Hayuenmot c Hapyuienuem yHxyuu neveru

Cumaznunmun

Y DaInueHTOB ¢ TCUYCHOYHOW HEJOCTATOYHOCTHIO CpelHel creneHu TspkecTH (7-9 OaioB 1o
mkaie Yann—IIs10) cpennne 3HaueHust AUC U Cpax CHTAMIUIITAHA TTOCIIE OJHOKPATHOTO IIpUEMa
100 Mr yBenmuuBaroTest ipuMepHo Ha 21% 1 13% COOTBETCTBEHHO 10 CPABHEHUIO CO 3/]0POBBIMHU
nobporombiiamu. [logo6Has pazHUIA He SIBJISIETCS KIIMHAYECKH 3HAUUMOM.

Her xJIWHWYECKMX [JaHHBIX O TPHUMEHEHHMHM CHTATJIMIITHHA Y TAIUEHTOB C TMEUYSHOYHOH
HEJIOCTATOUHOCTBIO TKETIOW cTemeHu TspkecTH (Ooznee 9 Oawiop mo mkane Yaitna—llsio).
OpHako, y4YMTHIBas NPEHMYIECTBEHHO IOYSYHBIM IyTh BBIBEJICHMS IIpeliapata, 3HAUMMbIe
U3MeHeHUs (GapMaKOKHHETUKH CUTATJMITHHA Y MAIIUEHTOB ¢ MEUSCHOUYHOW HETOCTATOUHOCTHIO
TSDKEJION CTETICHH TSIKECTH HE MPOTHOBUPYIOTCSL.

Memapopmiin

Hccnenopanust GpapMakOKMHETUUECKUX MapaMeTpoB MeT(GOpMHHA y MAIUEHTOB C MEYSHOUYHOU
HEeJOCTATOYHOCTHIO HE IIPOBOTHIIUCE.

Ion

Cumaenunmun
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[OJIOBasi ~ IPUHAUIEKHOCTL  HE  OKasbplBajla  KJIMHUYECKHM  3HAYUMOIO  BJIIMSHHUSA  Ha
(hapMaKOKUHETUUESCKHE MTapaMETPhl CUTATJIUIITHHA.

Memappopmin

(dapMakOKMHETHUECKHE TMAapaMeTpbl MeTGOpMHUHA HE OTIUYAIUCH CYIIECTBEHHO Y 3/0POBBIX
noOpoBonbilee W mamueHToB ¢ CJ[2 ucxond w3 MoJoBOM mnpuHaUIekKHOCTH. [lo maHHBIM
KOHTPOJIHPYEMbIX KIWHHUUSCKUX HCCIISIOBAHUU TUIOTIMKeMUUeckhe >PPekThl MeTPOpMHUHA Y
MYKUUH U KSHIIHH ObLITH aHAJIOTHYHBIMH.

Hoocunvie navuermet

Cumaznunmun

[To jMaHHBIM TOMYJBSIIIMOHHOTO (hapMAKOKMHETHYECKOTO aHalu3a JAHHBIX KIMHHYECKHUX
ucciaegosanuii [ u Il ¢asel Bo3pacT MalMEHTOB HE OKA3bIBAT KIIMHUYESCKU 3HAUMMOTO BIIMSIHUS HA
(dhapMaKOKHHETHUSCKHE TTApaMeTpbl CHTANIMNTHHA. KOHIIEHTpAIUs CUTATJIUITHHA Y TOXKHIIBIX
narueHToB (6580 sieT) OblTa mpuMepHO Ha 19% Bhilne, yeM y 6oJiee MOJIOBIX MAIIHSHTOB.
Memdagopmun

OrpanuyeHHble JaHHbIE W3 KOHTPOJHMPYEMBIX  (apMaKOKMHETHUYSCKHUX  HCCIIEJOBAHHUN
MeT(OpPMHHA Y 3J0POBBIX TMOXKHWIBIX JOOPOBOJBICE TO3BOJSIIOT 3aKIIOUUTh, UYTO OOIMUH
IUIa3MEHHBIM KJIMPEHC Ipernapara ¥y HHUX CHHIKACTCS, IEePHOJ IOJIYBBIBEIACHUA Y UIMHSECTCA, a
3HaueHUE Chax YBEJMUUBACTCS MO CPABHEHHUIO C MOJIOABIMH 3TOPOBBIMU JTOOPOBOJIBIAMHU. DTH
JaHHBIE O3HAYAIOT, UTO BO3PACTHbIC HW3MeHEeHHI (papMaKOKMHETHKH Tpernapara oOYCIOBICHBI
CHUIKCHHEM BBIICTUTEILHON (PYHKIIMU MTOYCK.

Jemu u noopocmku 0o 18 nem

CHTarMITHH

QapMaKOKHHSTHKA CHTAIUNTHHA (oHOKpaTHas qo3a 50 mr, 100 mr wiu 200 Mr) Oputa Heclie[0BaHA y
neteii (B Bospacre o1 10 1o 17 net) ¢ caxapHeiM guabeToM 2 THIA. B 5T0# MOy ISIHH CKOPPEKTHPOBaHHAS
no joze AUC cutarmuntiHa B wiasMe ObUla puMepHo Ha 18% HWKe 10 CPaBHEHHIO CO B3POCIIBIMH
MaIHEHTaMHU ¢ caxapHbIM JuabeToM 2 THma npH npueme 1o3bl 100 Mr. D10 He cuHTacTCs KIHMHHYCCKH
3HAYMMBIM Pa3IHYHEM, OCHOBAHHBIM Ha TUTocKoM cooTHomeHud OK/D ] mexry nozamu 50 mr u 100 Mr
Y B3pPOCIIBIX.

HccnenoBanuii ¢ NPUMEHEHHEM CHTATIHIITHHA Y AeTeH Mita e 10 JIeT He poBOHIIOCE.

Pacosaa npunaonexncrocmeo

Cumaznunmun

ITo namubIM aHamH3a QaApMAKOKHHETHUSCKHUX JIAHHBIX KJIMHUYeCKUX uccieqoBanuii [ u I dazer
pacoBasi  NPUHA/UIC)KHOCTH  HE  OKasplBaJla  KJIMHUYECKM  3HAYUMOIO  BJIMSIHUSL  Ha

(dapMaKOKHHETHUSCKHE TIapaMeTpbl CHUTAIJIMIITHHA, B TOM UHCIe Y MpeJICTaBUTEICH
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SBPOTICONTHON U MOHTOJIOUTHOU pac, MpeJICT ureseii %ﬁ&&%‘é&ﬁﬁ&hﬁz‘ ‘:é{:p%ﬁ '%:Hp'}'/mx

STHUYECCKUX U PACOBBIX TPYIIII.
Memdagopmun

Uccnenopanuiéi 1o MOTCHIMAILHOMY  BJIMSHUIO  PAacoOBOM  TPUHA/UISKHOCTH  Ha
(bapMaKOKHHETHUSCKHE TIapaMeTphl MeThOpMHUHA HE MPOBOAIWIH. [0 TaHHBEIM KOHTPOJIHPYEMBIX
uccnenoBanui Methopmuna y narueHToB ¢ CJ[2 runorimkeMuIecKoe JeHCTBHE MpenapaTta ObLIo
CPaBHUMBIM y TIPEJCTABUTEIICH €BPOTICOUTHON, HETPOUTHOU pac U JIATHHOAMEPUKAHCKUX CTPaH.

Huoexc maccet mena (HMT)

Cumaanunmun

[Io naHHBIM CIOKHOTO W TMOMYJSIMOHHOTO aHaIW3a (PapMAKOKHHETHUYSCKUX IMapaMeTpPOB M3
kmHrYeckuX uccaenopanuii [ u I ¢pasert UMT He okasbIBall KITUHHYSCKH 3HAYAMOTO BITUSTHHS HA

(l)apMaKOKHHeTI/IIIeCKPIe mapaMeTpbl CATArJIMIITHHA.

IToka3zanus K NpUMECHCHHN IO

Caxapubiii 1uabeT 2 THNA y B3pOCIIBIX MAIUSHTOB B Bo3pacTe oT 18 JieT U cTapime.
MoHoTtepanus

[Ipenapat SIHymMeT mokazaH B KauecTBe CTapTOBOM Tepanuu y nmanueHToB ¢ CJ12 muist yiaydimeHus
[JIMKEMHUYSCKOTO KOHTPOJIST Tpu Hed(PPEKTUBHOCTH JUETOTEpaluUd U COOJIOJICHUS PeKUMa
(pU3HUECKUX HATPY3OK.

[Ipenapat SIHymeT mokazaH B KauecTBE JOMOJIHEHUS K JIUSTE U PeIKUMY (PU3UUESCKUX HATPY30K
JUISL YIIyUIIeHUS] TIIMKeMHUYECKOTO KOHTPOJIsd y nanueHToR ¢ C/[2, He JOCTHIIHUX aJeKBaTHOTO
KOHTPOJISI Ha (POHE MOHOTEPAITHH MET(GOPMHHOM HIIH CUTATIIMIITHHOM, JTUOO y MAIUSHTOB, paHee
MOJIYIABITHX KOMOHHUPOBAHHYIO TEPAITUIO STHMH JBYMSI TIperapaTaMu.

KoMOuHmpoBaHHas Teparnus

JIns yayunieHus: TIUKEMHUUYECKOT0 KOHTPOJISI B JIOMOJIHEHHE K JUETOTEpAllUM U (PU3HUSCKUM
Harpy3Kam:

- B KOMOMHAIIUU ¢ TIPOU3BOJAHBIM CYJIb(OHHIMOUYCBHHBI (TpOHAasE KOMOUHUPOBAHHASI TePATIUSL:
MeT(OPMHH + CHTATJIUOTHH + TPOU3BOJHOS CYIb(QOHUIMOYCBUHBI) Yy TMAIIMEHTOB, paHee
MOJIYIAIOIUX TEPANUIO TIPOU3BOJHBIM CYIH(POHMIMOUSBUHBI B MeT(OPMHUHOM Oe3 JIOCTHIKEHHUS
aJIeKBaTHOTO TIIMKEMUYECKOTO KOHTPOJLS,

- B KOMOMHAIIUU ¢ THA3OJIUIUHIAOHAMU (TpolHasi KOMOMHUpOBAHHAS Tepamnus: MeTHOpPMUH +
CHUTArJUNTHH + THABOJIUIUHTUOH (aroHucT PPARy-peuentopos, AKTUBUPYEMBIX
npoidepaTopoM  TMEPOKCHCOM)) Y  MAlMEHTOB,  paHee  MOJYYAaBIIUX  Tepamuio
THA30JIUUHIAOHAMU © MeTGopMHUHOM Oe3 JIOCTHIKEHHUS aJIeKBAaTHOTO TJIMKEMHUYECKOTO
KOHTPOJIS,

9
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CHUTArJIUIITHH +I/IHOyJIHH) Y HNAIUCHTOB, paHCC IIOJIYUABHIUX TCpalluIO CTAOHILHBIMH J03aMH

HHCYJIMHA U MeT(bOpMHHa Oe3 JOCTHXKCHHUS aACKBATHOI'O TJIMKEMHUUCCKOT'O KOHTPOJIA.

HpO THBOIIOKAa3aHUA

I'unepdyBCTBUTENBHOCTE K CHUTAIJIMNITHHY, METQOPMHUHY W/HWIH K J000OMy H3

BCIIOMOTaTeJIbHBIX BEIIECTB B COCTAaBe Iperapara.

Caxapnbiit tuaber 1 Tumna.

Hapymenue ¢ynknuu nouek ¢ pCK® menee 45 amw/mun/1,73 M* (cMm. pazaen «Ocobble

YKazaHUsD ).

OcTpbie COCTOSIHHS, MPOTEKAIONHE C PUCKOM PAa3BUTHUS HapyIIeHUH (YHKITUH MOYeK:

— jgeruapatanusi (MOBTOpHAsl PBOTA, JHapesi), JIMXOPAJKa, THKEIbIe WH(PEKIIHOHHBIS
3a00J1eBAaHHS,

— COCTOSIHMSI THUNOKCHHM (IIOK, CeNCUC, HHPEKIUH TOoUYeK, OpOHXO-JIETOYHbIe
3a00JIeBaHUS).

Jnabetnueckuii ketoaru03; AuabeTUUecKas IpekoMa, KoMa.

Knunudecku BhIpasKeHHBIC MPOSIBJICHUSA OCTPHIX U XPOHUUYESCKHUX 3a00JIeBaHUH, KOTOPbIS

MOTYT MPUBOUTH K PA3BUTHIO TKAHEBOM TMIIOKCHUH (B TOM YHCJIE OCTpasi U XpOHUYECKas

cep/ieuHas HEJOCTATOYHOCTh C HECTAOMJIBHBIMH  IOKa3aTeJIIMH  TeMOJIMHAMUKH,

JIbIXaTeIbHASI HeOCTATOUYHOCTD, OCTPBIM HHPAPKT MHOKAp/Ia).

OOCmupHble XUPYPTUUSCKUE OIepallid W TPaBMbL, KOTJa I[IOKA3aHO IIPOBE/ICHHE

UHCYJIMHOTEpanuu (cM. pazfen «Ocobble yKazaHUs» ).

[TeyenouHast HeTOCTATOUHOCTh, HapyIIeHHE (PYHKIIUU IICUCHH.

XpOHUUESCKUHN AJIKOTOJIU3M, OCTpasi aJIKOTOJIbHASI HHTOKCUKALIHSL

BepeMeHHOCTD, IEPUO/T TPYAHOTO BCKApMIIUBAHHUSL.

JlakToanu103 (B T.4. B aHAMHE3E).

IIpuem mpemnapata B TeueHwe 48 4 10 M He MeHee 48 U MOCIe BHYTPUCOCYIUCTOTO

BBEJICHHST HOJICOAEepIKALIero KOHTPACTHOIO BemecTBa (cM. pasfen «BzaumopaeicTeue ¢

JIPYTUMH JIEKAPCTBEHHBIMHU CPEJCTBAMIY).

CobmroieHue runokajgopuiinoi nuetsl (Menee 1000 kka/cyT).

Bospact 1o 18 neT (mockoibky 2 PeKTHBHOCTH B 0€301MacHOCTh TIPUMEHEHHUS TIpeTiapaTta

y IeTeH | MOJPOCTKOB 710 18 J1eT He ObLIM MOATBEPIK/ICHBI ).

C octo POKHOCTBIO
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

- Y HOXKMJIBIX MAITUEHTOB (cM. pazjen «Ocolble yKazaHUs» ),
- y HAIlUeHTOB ¢ HAJIMYMEM MAaHKpeaTUTa B aHaMHe3e (cM. pazaen «Ocobble yKazaHUsm» ),
- IIpY OAHOBPEMEHHOM IIPUMEHEHHH € JIUTOKCHHOM (CM. pasfen «BzaumoeHcTBHe ¢ APYTUMHU

JICKAPCTBCHHLIMHA Cpe,Z[CTBaMI/I»).

HpI/IMeHEHI/Ie npu ﬁepeMeHHOCTI/I H B IIEPHOI I'PYAHOI'0 BCRAPDMJINBAHH S
bepemenHocTh

Kinuaudeckux JaHHBIX O MPUMEHEHMHM KOMOWHAITUH MET(OpPMHUHA U CUTATJIMITHHA B TIEPUOT
OepemeHHOCTH HeT. MccieioBaHus HA JKUBOTHBIX MPHU MPUMEHEHUH CUTATJIMIITHHA B BBICOKHUX
J03ax MoKa3aiu ero sMOpHo- U (eToTokcuueckoe jericteue. [Ipumenenne npenaparta IHymMeT B
nepuoq OepeMeHHOCTH NPOTHUBOMOKa3aHO. B ciyuae IUJIAaHUPOBAHUS WM HACTYIUICHUS
OepeMeHHOCTH TPUEM TIpeTiapaTta ciieayeT MpeKpaTUuTh, MalUeHTKA JO/DKHA OBbITH MepeBe/ieHa Ha
HWHCYJIMHOTEPAIHIO.

JlaHHBIE O MPOHUKHOBEHHM B MOJIOKO JAKTHUPYIONIUX JKMBOTHBIX KOMOMHAIIMM MeT(OpPMHUHA U
CUTArJIUNTHHA OTCYTCTBYIOT. Mcciie/loBaHUS HAa KUBOTHBIX IMPH BBEJICHUUM MOHOINPETIAPATOB
MOKa3aJiy, 9T0 MeTQOPMHUH U CUTATIUNTHH (B 3HAYUTEIILHOM KOJIMUYESCTBE) MIPOHUKAIOT B MOJIOKO
JAKTUPYIOMUX Kpbic. HeT JaHHBIX 0 MPOHUKHOBEHUH CUTATJIUIITHHA B TPY/THOE MOJIOKO UeJIOBEKa,
MET(GOPMHUH MPOHUKAST B HEOOJBIMUX KOJIHYECTBaX. B CBSI3U ¢ HEBO3ZMOKHOCThIO UCKITIOUSHUS
pucka BozHukHOBeHMs1 HP y pebGenka, mpumeHeHHe mpemapaTa SIJHyYMET B MEpHOJ TPYIHOTO

BCKapMJIHBaAHHA IIPOTUBOIIOKA3aHO.

Cnoco0 NPpUMECHCHUSA 1 J0O3bI

[IpuHUMAIOT BHYTPb.

Oo61as vHgopManmst

Pexxum tozupoBaHus IpenapaTa SIHyMeT JOJDKeH HOAOMPaThes MHIUBHIYAIBHO, MCXOMS U3
TeKyIed Tepanuu, >PQPeKTUBHOCTH M IMEPEHOCHMOCTH, HO HE TPEBbIMAas MaKCHMAIbHYIO
PEKOMEH/TYeMYIO CYTOUHYIO 103y cutariuntua 100 mr u metdopmuna 2000 wmr.

IIpenapat SlHymeT cieAyeT NpUHUMATh 2 p/CYT BO BpeMs e/Ibl, L[EJIMKOM, HE pa3KeBbIBas, C
IOCTEIICHHBIM YBEJIMUSHHEM J103bl MeT(OpPMHUHA IIPU HEOOXOAMMOCTH € II€JIbI0O MUHUMH3AIHU
Bo3MOKHBIX HP co croponsr xemynouHno-kumeuHoro tpakra (OKKT), xapakrepHbIX Ui
MeThopMHUHA.

CraproBas Tepanus

[Tanuentam ¢ CJ[2 ¢ HeaIeKBaTHBIM TJIMKEMHUUSCKUM KOHTPOJIEM Ha (poHe coOIIOIeHUS TUETHI U

peKuMa (bI’ISI/I‘IeCKI/IX Harpysok peKOMCHAYCMadA HavaJIbHaA J03a IIpeIiapaTa ﬂHyMeT COCTaBJISICT
11
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500 mr Metdopmuna + 50 Mr CUTArJUITHHA 2 P/CYT. Hﬁﬂéﬁ}%'%%“ﬂwﬁfﬁﬁ& Eﬁé}&g%f'—loro

[JIMKEMHYECKOTO KOHTPOJISI NIPU IIpHEeMe YKa3aHHOM JI03bI, ITOKa3aHa IIOCTEIICHHAs THTpalus
npenapata ¢ 1eibpo muauMusauu HP co croponsr JKKT, accoruupoBaHHBIX ¢ METHOPMHUHOM,
10 j1o3bl 1000 Mr metdopmuna + 50 Mr CUTArJIMIITHHA 2 P/CYT.

na nayuenmos, He 00CMUIHIUX (O0CKEAMHO20 2/IUKEMUYECKO20 KOHMPONA HA (hoHe
MOHOMEPANUU MAKCUMATbHOU REPEeHOCUM O 003011 MempopMuna

PexoMenayemast HauaslbHasi J103a Npenaparta SIHyMeT JUIs1 TallUeHTOB, He JOCTUTIIUX a/IeKBaTHOTO
KOHTPOJII HAa MOHOTepalmMM MeT(QOpPMHHOM, [JODKHA  OOECHCUHUTh PEKOMEHIYEMYIO
TepaINeBTHUECKYIO CYTOUHYIO o3y cuTarjuntuHa 100 mr, T.e. mo 50 Mr cuTarjuntTuHa 2 p/cyT
IUTIOC TeKYIIas /103a MeT(OpMHUHA.

Jna nayuenmos, He 00CHMUIHIUX (0CKEAMHO20 2/IUKEMUYECKO20 KOHMPONA HA (oHe
MOHOmMEPAnuy CHMAZ/IURMUHOM

PexomMenayemast HauasibHasl J103a Npenaparta SIHyMeT /Uil TallUeHTOB, He JOCTUTIIUX a/IeKBAaTHOTO
KOHTPOJISI HAa MOHOTEpAMH CHTATJIUOTHHOM, coctapimsger 500 mr merdopmuna + 50 mr
CHUTarIUNTHHA 2 p/cyT. B nanpHe#meM /103a MokeT ObITh yBesmueHa o 1000 mMr metdhopmuHa +
50 Mr cuTarMNTHHA 2 p/CYT U1 JOCTHXKECHMs TJIMKEMHYECKOro KOHTpoJs. Pexomengyercs
IOCTeIICHHAs] TUTpAIUsl O3Bl JUIsI MUHHUMH3AIUM CBSI3aHHBIX ¢ MET(HOPMHHOM IOOGOUHBIX
s¢ppexror co crtoponsl JKKT. IlanueHntam, IpHHUMAIOIMUM CKOPPEKTHPOBAHHYIO BBHTY
HapymeHus: (YHKIMM T[OYeK JI03y CHTArJuNTHHA, JIeYeHHe IpenaparoM SIHymer
IIPOTUBOMOKA3aHo (cM. pazaen «lIpoTuBomokazaHus»).

Jna nayuenmoes, pamnee ROIYUAGUIUX KOMOUHUPOGAHHYIO MEPANUIO CUMAZIURMUHOM U
MempopMuUHOM 6 610e MOHORDENnapamos

IIpu mepexoge oT KOMOWHMPOBAHHOHM Tepanuu MeTQOPMHUHOM H CHUTAIJIMIITHHOM B BHJC
MOHOIIpeIapaToB HadajbHas /103a Ipenapara SIHyMeT T0JDKHA COOTBETCTBOBATH NIPUHUMAESMBIM
J103aM MOHOIIpENapaToB MeT(OPMHUHA U CUTATJIMIITHHA.

Jna nayuenmos, He 00Cmuziiux A0eKeammno20 2IUKeMIUYecKo20 KOHMPOA RPU RPUMEHeHUuN
KOMOUHAUUU RPOU3E00HOZO0 CYLb (DOHUIMOUEEUHBL 1L MeMPOpMUHA

HauanbHas 1o3a mpenapara SIHyMeT JoJDKHA 00eCHeUUTh PEKOMEH/IYEMYI0 TepaleBTHUYECKYIO
CYyTOUHYIO J103y cuTarunTuHa 100 mr, T.e. mo 50 mr cutarmuntuHa 2 p/cyT. Havampuyio 103y
MeTPOpPMHHA ONPEACISIIOT MCXOJS W3 YPOBHS TJIMKEMHUYSCKOro KOHTPOJSI M TekylueH (eciu
HAIlMeHT NPUHHUMAET HTOT Ipemapar) o3bl MeT(OpMHUHA. Y BEJIHYEeHHE J03bI MeTPOpMHHA
JOJDKHO OBbITh IOCTENEHHBIM ¢ meiabio MuHuMH3aruu HP co cropomsr JKKT. Ilamuentam,
IPUHUMAIOIUM IPOU3BOAHOE CYJIb(QOHIIMOUSBUHBI, Oy/IeT pallMOHAIBLHBIM CHU3HTH TEKYIIYIO
JI03Y JUISl CHUIKEHUSI pUCKa CY/Ib(QOHMI-UHIYIUPOBAHHON TUIOTJIMKeMHUH (cM. pazgen «Ocolble

YKazaHUus» ).
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/lna nayuenmos, He docmuziiux adeKeammnoz KN HoCK G20 KOHIPONS W}_n’z: r'z_[m;};(gféuuu

Komobunayuu memgpopmuria u azonucma PPARy-peyenmopoe (muazonudunouona)
HauansHasi qo3a npemapara SIHyMeT JOJKHA COOTBETCTBOBAThH CYTOUHOMN /03¢ CUTATJIUIITHHA
100 Mr, T.e. mo 50 Mr cUTATrIUNTHHA 2 P/CYT U paHee IPUHUMAaeMOU To3e MeThopmuHa. B ciryuae
HEOOXOIUMOCTH YBEJIMUSHUSI J03bl MeT(GOopMHUHA PpPEeKOMEHJOBaHA TOCTeNCHHAs] THTpAIUs
npemnapara ¢ nesibio MmuauMuzanuu HP co croponst JXKKT.

/Jlna nayuenmos, He 00CMUZIUUX A0EKEAMHO20 2TUKEMUYECKO20 KOHMPOJIA AP HPUMEHeHU I
KOMOUHaUUU UHCYTTUHA U MemPOpMUHA 6 61 de MOHOmepanuu

HauanpHasi qo3a mpemapara SIHyMeT JIOJKHA COOTBETCTBOBATH CYTOUHOM /03¢ CUTATJIUIITUHA
100 mr, T.e. mo 50 Mr CUTATJIUNTHHA 2 P/CYT U paHee IPUHUMaeMOH To3e MeTopmuHa. B ciryuae
HEOOXOUMOCTH YBEJMUSHHUSI J03bl MeT(GOpMHUHA PpPEeKOMEHJOBaHA TMOCTENICHHAs] THTPAIUs
npenapata ¢ neiabo MuauMuzanua HP co croponsr XKKT. IlarueHTaM mMoskeT moTpeOoBaTHCA
CHHIKCHHE JO3bI MHCYJIMHA JUUTS MPETOTBPAISHUSI PUCKA THUIOTIUKEMHUHU (cM. pasaen «Ocolbbie
YKazaHUusD» ).

CrenuanbHbIX UCCIISTOBAHUM O OlleHKe 6e30MacHOCTH U H(P(PEeKTUBHOCTH Mepexo/ia ¢ JeUSHUs
JPYTUMH THUIOTJIMKEMUYSCKUMHU TpelapaTaMyd Ha JiedeHHe KOMOWHUPOBAHHBIM IpelapaToM
Slaymer He mnpoBogmwiochk. JlioObie w3Menenust B JeueHHH CJ[2 JTOJDKHBI TPOBOJUTHCA C
OCTOPOJKHOCTBIO M TI0J] KOHTPOJEM COOTBETCTBYIOIHMX IapamMeTpOB ¢ YYeTOM BO3MOXKHBIX
W3MEHEHUN TJIMKEMHUYECKOTO KOHTpOJIA. Bee marmeHThl JOJBKHBI MPOIODKATh PEKOMEHIYEMYIO
JUETY C aJICKBATHBIM pacIpe/Ie/ICHUEM YIJICBOJIOB B TCUSHUE JHS.

IIpumMeHeHIie Y TTALMEHTOB B 0COOBIX KIMHUYECKHX I'PYIIax

Y nayuenmos c napyuwienuem gynxuyuu nouex

Heo6xoqumMo NpoBOIUTE OICHKY (PYHKITHH MOYESK JI0 Havalla IPUMEHEHHs penapara SIHyMeT u
Ha (poHe mpoBoguUMON Tepanmuu (He pexxe | paza B roj). Y MAlUEHTOB C BBICOKUM PUCKOM
MIPOTPECCUPOBAHUSI HApYIICHUsI (PYHKIUU TMOYSK U Y TMOXKWIBIX MalUeHTOB (YHKIMIO MOUYEK
CJIe/TyeT OIICHUBAThH vallle — Kak/ple 3-6 mecses. Koppekiuu 0361 npemnapaTta y MalueHToB ¢
HapymeHHeM (QYHKIUM modek Jjierkoi crenenn (pCK® 60-89 mu/mun/1,73 M%) He TpebyeTes.
Cumxenne pCK® menee 45 mu/mun/1,73 M? Ha doHe Tepamuu TpeGyeT NpekpalieHHs TIpHeMa
npenapata. [IpuMmeHeHHe mpemapara y TAIlMCHTOB ¢ HapylieHHeM (YHKIHH TOYEK CpeTHel
CTeIIeHH TSDKECTH U Tsokesol crenenu (¢ pCK® menee 45 mw/mun/1,73 M%) npoTHRONOKA3aHO,

TaK KaK TaKHM ITallUCHTaM Tpe6yeTCSI OoJiee HU3KAA J03a CHUTArJIMIITHHA — HE Oonee 50 Mr B CYTKH.

CK® mu/mun Metdopmun CurarimnTux
60-89 MaxkcumanbHast cyTroyHas | MakcumasnbHast CyTOUYHAs
nosa cocrapisieT 3000 mr. noza cocrasisget 100 mr.
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MicHes BRIT paCCMH}gé;[gEIJE. BATENBHOCTE 0003)
YMEHBIIICHUE JTO3BI B
COOTBETCTBHU CO CTETECHBIO
CHUKECHUS PYHKITUH TTOUCK.

45-59 MaxkcumanbHast cyToyHas | MakcumasnbHast CyTOYHAs
nosa cocrapisieT 2000 mr. noza cocrasiget 100 mr.
HauanpHas no3a cocTapisieT
He Gosee ITOJIOBUHBI
MaKCUMAaJIbHOH J103bI.

30-44 MakcumanbHas cyTouHas | MakcumanbHast CyTOYHAs
nosa cocrapisieT 1000 mr. Jo3a cocTapisgeT S0 Mmr.
HavanpHasi no3a cocTapisieT
He Gonee MIOJIOBUHBI
MaKCUMAaJIbHOH JT03bI.

<30 Metdopmun MaxkcumanbHast CyTOUYHAs
MIPOTUBOIMOKA3AH. J103a COCTABJISIET 25 MT.

Y nayuenmoe ¢ neuenounoit HedocmamouHocmsio

IIpumenenne mpenapata SIHyMeT Yy TAaIUEHTOB ¢ II€YEHOYHOM HEJOCTATOYHOCTHIO
IIPOTUBOIIOKA3AHO.

Y noxcunvix nayuenmoe

Tak Kak OCHOBHBIM IIyTE€M BBIBEJICHUS CHUTATJUNTHHA U METHOpPMHUHA SIBJISIFOTCS] TMMOYKH, PUCK
Pa3BUTHUS CBA3AHHOTO ¢ MET(GOPMUHOM JAKTOALN/I03a ¢ BO3PACTOM YBEJIUUUBACTCSL.

YV demeit u nodpocmxoe 6 eo3pacme oo 18 1em

SlaymMeT He clieAyeT NPHUMEHSTH JeTIM M ToApocTkaM B Bozpacte oT 10 mo 17 ner wu3-3a
HeJ0CcTaTOYHOU () (PeKTHBHOCTH mpemnapata. SIHyMeT He u3ydascs y jgeteit B Bospacte g0 10 ser.
IIpexpamieHue mpHeMa TpenapaTta TpPH TpoleAypax BBedeHHs HOICOAePKAIIUX
KOHTPACTHBIX IperapaToB

Manuentam ¢ pCK® 45 m/mun/1,73 M* u <60 mor/mun/1,73 M> ¥ HaiMuMeM B aHaMHe3e
3a00JIeBaHUM TEUeHH, AJIKOTOJIU3MOM WJIH CepACUHOM HEJOCTATOUHOCTH WM MAaIUeHTaM,
KOTOPBIM Oy/IeT IPOBOJIUTHCS UCCIICOBAHNE ¢ BHYTPUCOCYIUCTHIM BBE/ICHUEM HOJICO/IepIKANINX
KOHTPACTHBIX BEMISCTB, HEOOXOAUMO MPEeKPAaTUTh MpHeM TMpenapara SIHyMeT J0 WIH BO Bpems
uccienopanusa. Crenyer mnopropHo ouneHUTh pCK® wuepesz 48 gacop mocie mNpoueaypsl
BozoOHopnieHne mnpuema mpemnapata SIHYMET BO3MOMKHO TpHU TOJTBEPIKICHUHM CTAaOWIHLHOU

$pyukImu mouek (cM. pazaes «Ocobble ykazaHUsI»).
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ITob6ouHoe geiicTBUE

00630p npoduis Ge30MacHOCTU

B MOCTPETUCTPATUOHHOM IIEPHUOJLC COOGII[&.]'IOCL 0 CCPBE3HBIX HP, BKIIIOYAIOMIUX MMAHKPCATUT U

PeaKIiu THIICPUYYBCTBUTCIIBHOCTH. I'mmoraukeMust oTMeYanach IIpAu IIpUCMC IIpelapara B

COUCTAaHHWHU C UHCYJIMHOM H IIPOU3BOJHBIM Cy.]'leOHPIJ'IMO‘IeBIrIHbI.

CutarsmnTuH ¥ MeT(hopMuH

HP pacupeaciICHbl 10 CHCTCMHO-OpraHHBIM

KJJacCaM B COOTBCTCTBHH CO CJIOBapeM JJIA

peFYJI}ITopHOﬁ JACATCIbHOCTH MedDRA ¢ YKasaHueM 4YaCTOTbl HX BO3HHKHOBCHHA COTJIACHO

pexomenanusMm BO3: ouens acto (=1/10); wacto (=1/100 - <1/10); mewacto (=1/1000 - <1/100);

peaxo (=1/10000 - <1/1000); ouens penxo (<1/10000) u yacToTa He yCTaHOBICHA (HE MOMKET ObITh

YCTAaHOBJICHA HA OCHOBAHHUH JOCTYIIHBIX I{aHHBIX).

HP, BaperuCTpUPOBAHHLIC B KJIHMHHUYCCKUX HCCIICAOBAHUAX MOHOIIPCIIaApaTOB CHUTAIJIUMIITHHA U

MeTGOPMHHA, a TAKXKE B OCTPETUCTPALIMOHHOM IIepHO/Ie TIPUMEHEHHUS NpenapaTa SIHyMeT.

HexenaTeanHan PpearkIA

| Yacrora HP

HapyuieHusi co cTOpOHBI KPOBH U JIMM (pa THYECKOI CHCTEMBI

TpOM60LII/ITOHeHH$I

| Penxo

HapyuieHusi co cTOPOHBI HMMYHHOI CHCTEMBI

PeaKluy ruiepYyBCTBUTCIILHOCTH, B TOM
#
qUuCJIC aHa(i)I/IJ'[aKCI/ISI dl

YHacTtoTa He YCTaHOBJICHaA

HapyureHusi co cTOpOHBI 00MeHA BellleCTB M IINTAHMS

THIIOTJTHKSMHS | Yacto
HapyueHusi co cTOPOHBI HEPBHOI CHCTEMBI

COHJIUBOCTD | Heuacto

CPEITOCTCHHU A

Hapymemm CO CTOPOHDbLI I[leﬂTeJH)HOﬁ CHCTEMbI, OpraHoB Ppyl[l-[Oﬁ RJICTKH 1

*
HHTCPCTHIHAIILHOC 3a00JIeBaHHE JISTKUX

| YacToTa HE YCTaHOBJICHA

Hapymeﬂml CO CTOPOHDBI KEJIYIOUMHO-KHIIEYHOT'0O TpaKkTa

Juapest Heuacto
TONTHOTA HacTo
METEOPHUZM Yacto
3a10p Heuacto
00JIb B BEpXHEH YaCTH JKHBOTA HeugacTo
pBOTa Yacto

pi Ed
OCTPBIU IMAHKPEATUT e

YacToTa He YCTaHOBJICHA

daTanbHBIN U He(aTATHHBIN

TeMOPPAarHIecKUi H HeKPOTHICCKUH
£

NAHKPeaTHT *|

YacTtoTa He YCTaHOBJICHA

Hapyme}mn CO CTOPOHBI KOKH H IMOJAKOKHBIX TKaHeH
3

3y Heuacto

AHTUOHEBPOTUUSCKUH otex ! YacToTa HE YCTAaHOBJICHA
CBITID *| YacToTa HE YCTAHOBJICHA
Kparm]sﬂmu;a*’T YacToTa HE YCTAHOBJICHA

& #*
KOXXHBIN BACKYJIHT 1

YacToTa He YCTAaHOBJICHA
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 06.03.2023 N2 4270
HexenaTe bHAs peakinis UL ey St P - = | B WU
sKkc(OIMATHRHBIE 3a00JIeBAHHS KOXKH,
pKJIEOuast cuupoM Crrpenca-J[xoHcoHa | HERTATS H FETHORIIRHE
OyJIIe3HbIH IeMBUTOnT YacToTa HE YCTAHOBJIEHA
HapylieHHsi 0 CTOPOHBI CKeJIeTHO-MbIIIEYHON H COeTMHUTE/TbHONH TKAHM
apTPAIITHST YacToTa He YCTAHOBJISHA
MHAITHST YacToTa He YCTAHOBJISHA
60JTb B KOHSUHOCTSIX | YacToTa He YCTAHOBJISHA
60JIb B CTIMHE YacToTa HE YCTAHOBJIEHA
apTPOTATHS YacToTa HE YCTAHOBJIEHA
Hapyuienusi co CTOPOHBI TTOYeK H MOYE€BBLIBOISIIHX ITyTeil
HapynieHHe QYHKINH MOYeK YacToTa HE YCTAHOBJIEHA
0CTpasi HOUSHHAS HEJJOCTATOUHOCTD | YacToTa HE YCTAHOBJIEHA

*HeskenmaTe TbHBIC peakIMy ObLITH BBISIBIICHBI B XO/I¢ MMOCTPETHCTPAITHOHHOTO HAGIIIOTCHUSL.
t Cum. pazgen «Ocolble yKazaHUuD).
T Cm. uadopmanmro o Hecrnedosaniio cepoeuro-cocyorcmoii bezonacrocmu TECOS umxke.

Onucariiie 0moenbHbIX HeXHCEeAMETbHBIX PeaKjiLil

Hexotopsie HP naGmioganucs Gosiee 4acTo B HCCICOBAHUAX ¢ KOMOWHHUPOBAHHBIM IPUEMOM
MeTGOpPMHHA M CHTAIJIMITHHA C JPYTMMH THUIOTJIMKEMHUYSCKUMH IIperapaTaMH, HEXKelIH B
HCCJIeIOBAHMSIX MOHOTEPAIIMH CUTATJIMITHHOM U MeThopMHUHOM. OHH BKJIIOYAIH THIIOTJIUKEMHUIO
(dacToTa: 0UeHb YACTO B KOMOMHAIIMK C MPOU3BOJHBIM CYJIb(QOHUIMOYESBUHBI U UHCYJIUHOM),
3amop (Y4acTo IMpH MPUMEHEHWH B COUSTAHMHM ¢ IIPOM3BOJHBIM CYJIb(POHUIMOUSBUHBI),
nepudepuuecKui 0TeK (4acTo IpU NPUMEHEHHH B COYSTAHUH ¢ TUOTJIUTA30HOM), FOJI0BHas 60JIb
U CYXOCThb BO pTy (HE4acTO NpU KOMOMHAILIUU ¢ HHCYJIMHOM).

CurarimnruH

B uccie1oBaHUSAX MOHOTEpAIIMH CUTATJMITHHOM B o3¢ 100 Mr 1 p/cyT B cpaBHeHHH ¢ IU1anebo
coobmaioch o Takux HP, xak ronoBHast 60J1b, THIOTIMKEMHUS, 3a1I0P U TOJIOBOKPY KEHHE.
Coobmanocs o HP, 3aperucTpupoBaHHBIX B ATOH TPYIIIe MAIUSHTOB, HE3aBUCUMO OT HAJIHUMS
IPUYUHHO-CIIC/ICTBEHHOM CBSI3U € JISKApCTBEHHBIM IIpeapaToM, TAaKUX KaK MHQEKIUS BEepXHUX
JBIXaTEeNIBHBIX IyTeH M Haz0(apUHTUT, HAOIIOAABIIUXCS B HEe MeHee 5% ciryuaeB. Kpome Toro,
coobmaioch 00 ocTeoapTpuTe U OOJIM B KOHEUHOCTH € YacTOTOM «HeuacTo» (Ha >0,5% Bhime
Cpeu IPUHUMABIINUX CUTAIJIMIITHH, YeM B KOHTPOJILHOM IPYyIIIE).

Metdopmun

B KIMHHYECKHX M TOCTPETHCTPAIIMOHHBIX MCCIICAOBAHUSAX METPOPMHHA OUEHb YacTo
coobmasioch 0 cuMnToMax co croponsl XKK'T, Takux kak TONTHOTA, pBOTa, JUapesi, 60JIb B JKUBOTE
U IIOTeps alllleTHTa, Yallleé BCEro BO3HUKAIOMUX B Hadale Tepallud U B OOJBIIMHCTBE CIIydaeB
CIIOHTaHHO paspemaromuxcs. Jlonmomaurensusie HP, cBszannbie ¢ MeTGOpMHUHOM, BKIIIOUAIOT
METAUIMYSCKUH NPUBKYC BO PTY (YACTO); JIAKTOAM/I03, HApYIIeHUs (PYHKIMH TIeUSHH, TeTIaTuT,
KpalMBHHUIA, SpUTeMa U 3y/[] (04eHb pe/Iko). YMeHbIIeHHe abcopOimu BuTaMuHa B1a, CBs3aHHOE

C JUINTCJIIBHBIM IIPUMCHCHUCM MeT(l)OpMI/IHa, B CBOIO OUCpPEb B OUCHBb PCJAKHX CIYYadAX MOXMKET
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CTR A005). .
MeratobaactHoM

MMPpUBOJUTH K KNIMHHYCCKH 3HAYHMOMY ,[[e(l)I/II_II/I’

AHEMUH).

HcenenoBanue 1o olieHKe cepaedHo-cocyaucToii 6ezonmacHocTu cutarjumntiuHa (TECOS)

B uccnegoBanue mo oreHke cepAeuHo-cocyqucton 6e3onacuoct cutaruntiuia (TECOS) Ob110

BKJTIOUSHO 7332 manuenTa, KoTopble mpuHuMaiy cutarauntad 100 mr 1 p/cyT (wm 50 mr 1 p/eyT,

eciau UCXoaHbIH mokazatenb pCK® 6pin1 230 m <50 mu/mun/1,73 Mz), " 7339 manueHTOB,

MPUHAMABIIHX TUIae6o, B oOmel momyIsiun

IMMaIUEHTOB, KOTOPBIM OBUIO HazHAYEHO JICUEHHE

(“intention-to-treat™). Hccrmeqyemplii mpenapaT (CHTAlJIMNTHH WIH TUTane0o) Jo0aBmsuicss K

CTaH,E[apTHOf"I Tepanuu COIJIAaCHO CYHMCCTBYIONIUM HAUOHAJIBHBIM CTaHJdapTaM II0 BbI60py

1esieBoro ypoBHs HbAjc ¥ KOHTpOIIO cepaeuHO-CcoCyAUCThIX paKkTopoB pucka. OOmias yacToTa

BO3HHUKHOBCHHS CCPbE3HBIX HP Y [MalUCHTOB, IIPUHUMABIIHUX CUTAIJIUIITHUH, ObLIa TaKOM JKE, KaK

Y HAallUCHTOB, IIPUHUMABIIHAX nﬂaue60.

B momysiuy manueHToB, KOTOphIM ObUTO HazHaueHo JiedeHHe (“intention-to-treat’™), cpeau Tex,

KTO HCXOIAHO IIOJIy4HaJl UHCYIIMHOTCpAIIUIO W/ UIu Ipemapathl CyJ'II:q)OHI/IJ'IMOIIeBI/IHBI, JqacToTa

BO3HHKHOBCHHA 3IIH30/10B TSDKEJION THIIOTJIMKEMUH COCTaBHJIA 2,7% Y HAllUCHTOB, IPUHUMABIIHUX

CUTAIJIUIITHH, U 2,5% Y INAalUeHTOB, IIPHHHAMABIINUX Hnaue60. Cpe,ZII/I MMalUCHTOB, UCXOJHO HC

MOJYYAaBIIUX HWHCYJIHH W/ WIH IperapaTbl CyJ'II)(l)OHI/IJ'[MOIIeBI/IHLI, JacToTa BO3HHKHOBCHHSI

SIIU300B TSKEJION THIIOTJIMKEMHUH COCTaBHIIA 1,0% Y NAOUCHTOB, IIPUHUMABIIHUX CUTArJIUIITHH,

u 0,7% y NanueHTOB, NMPpUHUMABMIUX Iutanebo. YacToTa BOZHUKHOBEHMSI IOJTBEPIKISHHBIX

SKCHepTHBOﬁ CJIy4acB IIaHKpeaTuTa CoCTaBuJIa 0,3% Y HAaITUCHTOB, MIPUHUMABIINX CUTAlJIUIITHH,

u 0,2% y manueHToB, IPUHAMABIITHX TLIaIe0o0.

Ilepeno3upoBka

CurarimnrTiuH

Bo BpeMiA KIIMHUYCCKHUX HCCHeﬂOBaHHﬁ Y 3HO0pPOBBIX I[06p0BOJ'[bIIeB OHHOKpaTHbIﬁ IIpUueM

CHUTAaIJIUIITHHA B JO3C 10O 800 Mr B OEJIOM XOpOILIO IICPCHOCHIICA. MuHuMaiIbHbIE H3MEHSHHUS

HHTCpBaJIa QT, HS CUHUHTAOONIUCCA KIHHHYCCKH 3HAa4YHMbIMH,

HUCCIIeIOBAHUN CUTArJIMNITHHA B CyTO‘IHOﬁ J03¢

H3y4dajach.

OTMCYAJIUCh B OJHOM H3

800 mr. [loza cBeime 800 Mr B CyTKH y JIIo/eH He

B KIMHHYECKHX HCCIIEOBAHMSIX MHOTOKpaTHoro mpuema npemnapara (I ¢asel) kxakux-iu6o

CBSI3aHHBIX ¢ JedueHueM cutaruntuaoMm HP npu npueme npenapara B cytounou o3¢ g0 400 mr

Ha IPOTSDKCHUH 28 THEH He OTMeYalu.

B ciydae mepedo3HpOBKH IiesiecooOpazHO

MpOBCACHUEC CTAHAAPTHBIX BCIIOMOTATCIIBHBIX

MepolpusiaTHi (yaajieHwe eme HeBcocaBmierocsi mnpemapata w3 JKKT, momuTopupoBanue
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MoKazaTesiel JKU3HeAeITeIbHOCTH, BKIodas K1), a ‘ﬁi@ﬁe—'ﬁa@&&:ﬁéﬁ—@ 'éiﬂﬁ[.rgﬁd%ﬁgéémﬁ

Tepamuy Mpu HeOOXOTUMOCTH.

CUTArJMITHH YMEPEHHO JUATM3UPYETCS: TIO JJAHHBIM KJIMHUYSCKUX UCCIICIOBAHUN B TeUeHUE 3—
4 qacoBOro ceaHca /MajM3a BBIBOJWIOCH ToJibko 13,5% pmo3pl. B cilyyae KIMHHUYECKOM
HeOoOXOJUMOCTH HA3HAYAIOT TPOJIOHTHPOBAHHBIN Temojuaiu3. JlaHHBIX 00 >pdexTuBHOCTH
[IEPUTOHEAIBHOTO JTUATIN3a CUTATJIMIITHHA HET.

Merdopmun

Bonpmas nepeno3upoBka MeTGOpMUHA MOXKET HMPHUBECTH K JIAKTOAIUIAO3Y, KOTOPBIH SIBIISIETCS
HEOTJIOKHOM cHUTyaluedl U TpeOyeT HSKCTpeHHOH TOCTHTAIIM3AIMU B CTallMoHap. PazButue
JAKTOAIN/I03a HAOIIOAI0Ch TpUMepHO B 32% BCexX CilydyaeB Mepeo3UpOBKH MeThOpMHHA
(em. pazmen «OcoObie ykazanusa. JlakToamumos»). Camplii >PEKTHBHBIA METOJ YIAJICHUS

JJaKTaTa i MeT(I)OpMI/IHa - FCMOJHUAJINS.

BSaHMOIIei/'ICTBHe C JIPYTHMH JICRAPCTBCHHBIMHA CpEACTBaAMM

CurarsmnTuH U MeT(hopMuH

OpHOBpeMeHHBIH MIPHEM MHOTOKPATHBIX /103 cHTarauntuHa (mo 50 mr 2 p/cyT) U MeTdopMUHa
(mo 1000 Mr 2 p/cyT) HE CONPOBOKIAICS 3HAYUMBIMH H3MCHCHHSIMH (PapMaKOKHWHETHUYSCKHUX
MapamMeTpOB CUTATJUITHHA WM MeTdhopMuHa y naiueHTos ¢ CJ12.

Uccnenopanuii MexKIICKapCTBEHHOTO BIMSHUA Ha (papMaKOKMHETUUSCKHUE TIapaMeTphl Iperapara
SIHyMeT He TPOBOJWIH, OJTHAKO MPOBEJICHO JOCTATOUHOE KOJIUIESCTBO MOJOOHBIX UCCIISJOBAHUN
10 KAKIOMY U3 JEHCTBYIOIUX BEISCTB MpernapaTa: CUTATJIUIITHHY U MeTQOpMUHY.

Aanxozone

[Ipu ankorodbHOW HWHTOKCHKAIIMHM YBETHUHBACTCS PUCK PA3BUTHS JIAKTOAIM307a OCOOSHHO B
cydae: HeJOCTATOYHOTO THUTAHHUS, COONIOACHUS HU3KOKAJIOPHUHHON JHETHl M TMEUYCHOUHOH
HEJTOCTATOUHOCTH.

Hoocodepoucawue penmzenokonmpacmusie cpedcmea

[Ipuem npenapata SIHyMeT q0JKeH ObITH MPEKPAISH JI0 I BO BpeMsi IIPOLIeyphl BU3Y AITU3AIIHA
U He JJOJKEeH ObITh BO30OHOBJICH B TCUSHHE KaK MHUHUMYM 48 U 1ociie HCCIIeIOBAaHUS U IO TOTO,
KaKk (QYHKIMS TodYeKk ObIa TOBTOPHO OICHEHAa W TpH3HAHA CTaOWIBHOU (CM. pas/eibl
«IIporuponokazanusi» U «OcoOble YKa3zaHUI»).

CurarimnTuH

B uccnegopaHusIX 1Mo B3aMMOACHCTBUIO ¢ JIPYTUMU JISKAPCTBEHHBIMU CPEJACTBAMU CUTATIUIITUH
He OKa3bIBaJl KIIMHUYSCKU 3HAUUMOTO BIIMSHUS Ha (PapMaKOKUHETUKY CJIeTYIONINX TPEnapaToB:
MeT(OpMHUHA, POCHUIJIMTA30HA, TIHMOCHKIAMHUAAa, CHMBAcTaTHHA, BapdapuHa, MepopaIbHBIX
KOHTpAIeNTUBOB. OCHOBHIBASICh HA DTUX JAHHBIX, CUTATJIUNTHH HE MHTUOUPYET U30(epMEHTHI
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My e

cuctembl urToxpoma P450 (CYP) CYP3A4, 2C8 niu 379/ i{l%&%&?‘ﬁ%%ggﬁﬁgﬁﬂlc%&wn

YTO CHUTATJIMNTHH Takke He momaieT u3odpepmentsl CYP2D6, 1A2, 2C19 u 2B6 u He
unayuupyetr CYP3A4.

[To pjaHHBIM MOMYJSIHOHHOTO (apMaKOKHHETHUSCKOTO aHadu3a mnaruento ¢ CJI2
COIIYTCTBYIOIMIAsI Tepalysl He OKa3bIBajia KIMHUYESCKH 3HAUMMOTO BIUSHUS Ha (papMaKOKHUHETUKY
CUTATJUNTHHA. B HccieJoBaHUM OLIGHUBAIH psIJT MperapaToB, Hauboee YacTo UCIOIb3YSeMBIX
narpeHTamMu ¢ CJ[2, B TOM 9Hciie TUIIOXOJICCTepUHEMHUSCKUE Tpenaparhl (CTaTHHBI, GUOpaTHI,
93eTUMHUO), aHTHATpETaHThl (KJIOMUIOTpes), TUMOTeH3UBHBIE Tpemnapathl (MHruOuTOpHl AlID,
AHTArOHUCTHI penenTopoB aHruoTeHzuHa I, Oeta-aapeHoOI0KaTOPhI, GIOKATOPHI «MEJICHHBIX»
KaJIbITUE BBIX KaHaJIOB, THJIPOXITOPOTHAZHT), AHAIIbTeTUKH u HECTSPOU/THBIC
[IPOTUBOBOCTIAJIUTEIILHBIC IpenapaThl (HampokceH, TUKITO(eHAK, 1eJIeKOKCHO),
aHTUAenpeccanTsl (OynponuoH, (IYOKCeTHH, CepTpPAIMH), AHTUTUCTAMUHHBIE (I[ETUPU3HH),
HHTHOUTOPHI TIPOTOHHOM TMMOMIIBI (OMETPa3zoi, JIAHCOMPAa30J) W Tpenapatsl JUISL JICUSHUS
SPEKTWIBHOU JUCHYHKINU (CHITeHADIIT).

Ormeyann yenmuenne AUC (11%), a taoke cpeqaeil Cmax (18%) AUrOKCHHA IPA COBMECTHOM
IIPUMEHEHHUH C CUTAIJIMITHHOM. DTO YBEJIMYSHUE HE CUUTACTCS KIIMHUYSCKH 3HAYUMBIM, O/HAKO
IIPH OJHOBPEMEHHOM IIpHEMe JTUTOKCHHA peKOMEHTyeTCs HabIo/IeHUE 32 MTAIlHeHTOM.
Ormevanm ypemuueHue AUC u Chax cuTarmuntuHa Ha 29% U 68% COOTBETCTBEHHO IIpH
COBMECTHOM OJIHOKPATHOM IIepOpaibHOM HpueMe mpemapara SIuysus® B goze 100 Mr u
IUKJIOCIIOpHUHA (MOIIHOTO HHTrHOUTOpa P-rimkonporenna) B Joze 600 Mr. YkazaHHbIC H3MSHEHUS
(hapMaKOKHHETUUISCKUX MTAPAMETPOB CUTATJIUNITHHA HE SIBJISIOTCS KIIMHUYSCKH 3HAUUMBIMH.
Metdopmun

Tnubenxnamud: B WCCICIOBAHUU MEKIICKAPCTBEHHOTO B3aMMOJCHCTBHS OJHOKPATHBIX [103
MeTdopMHuHa U TiHOeHKIaMuAa v marnueHToB ¢ CJ[2 He HaOmromaiu KaKuX-TU0O0 HW3MEHEHHUU
(bapMaKOKUHETHUSCKUX U (apMaKoJUHAMHYESCKUX TapaMeTpoB MeTdopmuHa. H3meHeHuUd
sHaueHUH AUC u Cpax raubeHkiaamMuga OblTM  BhICOKOBapualenbHbl. HemoctaTouHas
uHpopManus (OJTHOKpATHBIH TIpHEM) H HECOOTBETCTBHE IUIA3MEHHOW KOHICHTpAIUU
rIHOSHKIIaMUIa  HaOIrogaeMbIM — apMakoJUHAMHUUSCKUM  d(dekTaM CTaBsAT MO BOIPOC
KJIMHUYECKY IO 3HAUUMOCTh 3TOTO B3aUMOACHCTBUSIL

@Dypocemud: B WCCICIOBAHUH MEHUIICKAPCTBEHHOTO B3aMMOJCHCTBHS OJIHOKPATHBIX J03
MeTopMUHA U (QypoceMuaa |y  3A0POBBIX JOOpOBOJIbIIEB HAOMIONAIM  H3MEHEHME
(phapMaKOKMHETHYECKUX MMapaMeTpoB oOouX mpemnapaToB. DypoceMul YBeJIUUYUBAJI 3HAUCHUE
KOHIeHTpalul Cnax MeTQOpMHHA B IUIa3Me W IeIbHOH KpoBHM Ha 22%, sHaueHue AUC
MeT(OpMHHA B IeJIbHOM KpoBHU Ha 15%, He U3MEHSISI IPU STOM MOYSUHBIM KJIUPEHC Ipernapara.

3uaueHUS Chax 1 AUC 0CeMHU/IA, B CBOIO ouepe/ib, CHU3WIUCEH Ha 31% 1 12% COOTBETCTBEHHO
2 2

19



COOTBETCTBYET 3KCMEPTHOMY OTUETY
7 NP2 MNe 4270

gl
ot 06.03.2023 N2 427(

a Tepuoj TOJyBbIBeAeHHST cHH3WIcS Ha 32%o Ges &%é&%ﬁb@fq@p{tﬁgﬁﬁg :ﬁgagéﬁoro

KimpeHca gpypocemuia. MadopManiuu o MexIIeKapCTBEHHOM B3aUMO/ICHCTBUH JIBYX MPENapaTon
MIPHU JUTUTEJILHOM COBMECTHOM MPUMEHEHUH HET.

Hudhedunun: 1upu uccieIOBAaHUM MEAUICKAPCTBEHHOTO B3aMMOJCHCTBUS HUDEIUNHHA U
MeT(OpMHUHA TOCJIe OJTHOKPATHOTO MpHEMa TPEnapaToB 3J0POBBIMU JOOPOBOJIBIIAMH BBISIBUIN
yBenuueHue MmiazMeHHbIX Cmax 1 AUC Merdopmuna Ha 20% u 9% COOTBETCTBEHHO, a TaKKe
VBEJIMUCHUE KOJIMYESCTBA BHIISIIIEMOTO MOUYKaMu MeT(GopMHUHA. Trax U MEPHUOJ MOTYBBIBEICHUS
MeT(OpMHHA HEe U3MEHIWINCH. B ocHOBe — yBenuueHue abcopOIiuu MeT(OpMUHA B IPUCYTCTBUU
Hupenunuaa. Bausiaue metdopMuHa Ha GpapMakoOKUHETHKY HUDESTUTTHHA MUHUMAJTLHO.
Ilpenapamer, cHuxcawouwje KiupeHc memdhopmuHa: COBMECTHBIM TIPUEM JICKapCTBEHHBIX
CPE/ICTB, BIMSIONUX Ha IOYCUHbIE KAaHAJIBIEBbIE TPAHCIOPTHBIE CHCTEMbI, YYACTBYIOIIHE B
MOYeYHOW »IMMHHALIMA MeThOopMHHA (HAIpHUMep, TPAHCHOPTEp OPraHUYeCKUX KATHOHOB-2
(OCT2) / uHruGuTOPHI BHIBEICHUS JISKAPCTBEHHBIX MpenapaTor U TokcuHOB (MATE) Takue kak
paHOJA3WH, BaHACTAaHWO, JOMYTETPABHpP M IUMETHIHH), MOMKET YBEJIHUYHTh CUCTEMHYIO
SKCTIO3UIIHMI0 MeT(POPMHUHA U MOKET HOBHIMIATH PUCK Pa3BUTHUSA JakToanuao3a. CliefyeT OlleHUTh
II0JIB3Y M PUCKH COBMECTHOTO IpHeMa YKa3aHHBIX IIPeNapaToB.

OaHOBpeMeHHOE IPUMEHEHHE ¢ IMMETHIUHOM CHHXKAET CKOPOCTh BBIBEICHUS MeTPOpMHUHA, YTO
MOJKET IPUBOJIUTH K PA3BUTHUIO JAKTOALUI03A.

MeTthopMUH MOKET CHIKATH JEHCTBUE aHTHKOATYJISTHTOB HETIPSIMOTO JISUCTBHSL.

Cybcmpamet mpancnopmepa opzanudeckux kamuoroe 1 u 2 (OCTI u OCT2): merdpopmun
siBysieTcst cyocTpaToM oprannueckux kKarnoHoB OCT1 u OCT2 u TpaHCTIOpTEpOB HHTUOUTOPOB
BBIBEICHUS JISKAPCTBEHHBIX MpernapatoB U TokcuHOB (MATE).

[Ipu coBMECTHOM MPUMEHEHHH ¢ METHOPMUHOM:

- uarubuTopel OCT1 (Takme Kak BepamaMmiI) MOTYT CHH3HTH THIIOTJIMKEMHYESCKOE JICHCTBHE
MeThopMUHA.

- uaaykTopel OCT1 (Takue Kak puaMmuIH) MOTYT YBEJIHYHUThH BCachiBaHHEe MeTQOpMHHA B
JKEITYTOYHO-KHUIIEYHOM TPAKTe U YCHIIUTh €TI0 THIOTJIUKeMUYECKOe IS UCTBHE.

- uaruouTopel OCT2 wm MATE (takme kak IMMETHIWH, JOJYTeTPABHp, PaHOJA3HH,
TPUMETOIIPHUM, BaHIeTAaHUO, H3aBYKOHA30JI) MOTYT CHU3UTH BhIBSICHHE MET(HOPMHUHA MMOUYKAMH U
MIPUBECTH K YBEJIMUSHHUIO €T0 KOHIICHTPALIUH B ILIa3Me KPOBH.

- wuarudutopel OCT1 m OCT2 (Takue Kak KpU3OTHHHO, oJjanmapud) MOTYT CHHU3HUTH
TUIOTJIMKEMHUECKOE JIHCTBHE MeT(hopMHUHA.

/Jlpyzue: HekoTopble IMpemapaThl 0O0JIAAIOT THUHISPTIMKEMHUYSCKHM IMOTCHIIMATIOM H MOTYT
BMEINIAThCSI B HaAJAKEHHBIM KOHTPOJIb HaJl INIMKeMUeW. ['mmorimmkemuueckoe AeHCTBHE

MeTGOpMHHA  MOTYT  CHHXKATh:  DJIFOKAaroH, THasWAHbIE W  JIpYIHe  JIHYPETHKH,
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MOCOEAORATE OLEOCTL (05!
TJIFOKOKOPTUKOCTEPOH/IBI, (PEeHOTHA3HHBIL, npenapamiﬂlﬁn/rp&;h'mnl '—;Icéﬁfei‘zﬁi;T-a OTeHBL,

nepopajibHble KOHTPALICNITUBBL, (DEHUTOMH, HHUKOTHHOBAS KHCIIOTA, CHMIIATOMHUMETHUKH,
OJIOKATOPBI «ME/VICHHBIX» KaJbIIHEBBIX KAaHAJIOB, JICBOTHPOKCHH HATpHsi W W3oHHazu. llpu
HAa3HAUCHUHM TICPSUHCIICHHBIX TIPeNaparoB TMAIMEHTy, TOJydalomeMy Tpenapar SIHyMer,
peKOMEH/TyeTCsl THIaTeIbHOS HAOJII0/IeHHE 3a TapaMeTpaMH IIMKEMHYECKOT0 KOHTPOJISL

IIpu ogHOBpEeMEHHOM IIpUeMe 3OPOBBIMHU JOOPOBOIBIIAMH MET(OPMHUHA U MPOTIPAHOJIONA WIH
MeTdopMuHa U uOynpodeHa He HAOMIOMATH U3MEHEHHS (papMaKOKMHETHYSCKHX MapaMeTpoOB
STUX MPETapaTOB.

Jlumbs He3HAUHTENIbHAS TPOMOpHHS MeTHOPMHUHA CBSI3BIBACTCS ¢ OeJIKAaMH  TTA3MBI,
CJIETOBATENILHO, MEKIICKAPCTBEHHbBIC B3aMMOJICHCTBHS MeTQOpMHUHA C TpernaparaMu, aKTHBHO
CBSI3BIBAIOIIUMHUCS ¢ OeJIKaMHU T1JIa3Mbl (CATUITMIATAMH, CYJIb(paHUIaAMUATAMH, XJTOpaM(PEHUKOTIOM
U IpOGCSHEIH/IOM ), MATTOBEPOSTHBI, B OTJIMYKE OT IPOU3BOIHBIX CYIb(OHIUIMOUESBUHBI, KOTOPHIE

TakKe aKTHBHO CBSI3BIBAIOTCS ¢ OeJIKaMH IIJIa3MBI.

Oco0ble yka3zanust

[Ipenapat SIlHyMeT He JIOJDKEH NPUMEHATHCS Y MALUEHTOB € CaxapHbBIM jauabetoMm 1 Tuma u
a0 THUSCKUM KETOAIH/I030M.

HccnemoBanusi Ha JKUBOTHBIX IIOKA3alM OTCYTCTBHE BIMSIHHUSL TEpallMd MOHOIpENapaTaMu
CUTAIJIMIITHHA U MeThOpMHHA Ha (PepTUIHHOCTH. MccaeioBanne KOMOHHAIIMY CUTATJIUNTHHA U
MeTGOpPMHHA Ha JKUBOTHBIX HE IIPOBOUIIOC.

OcTphIii MaHKpeaTUT

Puck pa3BUTHS OCTpOTo MaHKpEaTHTa CBsI3aH ¢ nmpuMeHeHueM unrudutopor JIIII1-4. TamueHTs!
JIOJDKHBI ObITH TPOUH(POPMHPOBAHBI 0 XapaKTePHBIX CHMIITOMAaX OCTPOTO NMaHKpeaTUTa: CTOHKuUe,
CUJIbHBIC O0JM B JkuBOTe. KiIMHUYecKHe NposBIICHUS TAHKPeaTUTa UCUSRAITH [IOCIe TIPEKpaIeHus
[IpueMa CUTArJUNTHHA (¢ WK 6e3 MO/ Iep KUBAIOIIETO JSUSHHUsI), HO OUSHb PeKO coo0Mmalnuch
CIIydad HEKPOTHRHMPYIOUMIETO WJIM TeMOpparudyeckoro IaHKpeaTHTa WHIM cMepTu. B cimyuae
IIOJIO3PEHUs] Ha IAHKpeaTUT HeoOXOJUMO IpeKpaTUTh IpuUeM Ipenaparta SIHyMeT M JIpyTHX
IIOTEHIIMAJILHO OIIACHBIX JICKAPCTBEHHBIX MIPENIapaToB, €CJIU OCTPhIM MaHKPEaTUT IOATBEPAIIICS,
IpueM Mpemnapata SIHymMeT He cieayeT Bo3oOHOBIATH. CleqyeT MpOSBISITH OCTOPOXKHOCTH Y
HAIUEHTOB C IAHKPEaTUTOM B aHAMHE3eE.

JlakToaimnos

JlakToaruo3 - pejKoe, HO CepbesHOe MeTabOJMUSCKOe OCIOMNKHEHME, pa3BUBAIOINeecs dalle
BCEro IIPU OCTPOH ITOYEYHOM HEOCTATOYHOCTH, CEIICUCE WM IATOJIOTHH JISTKUX M cepana. Ilpu
OCTpOH MOUYSUHON HEJOCTATOUYHOCTH IIPOUCXO/IUT HAKOIUICHHE MeT(hPOPMHHA, YTO MOBBIIAST PUCK
Pa3BUTHS JAKTOALU03A.
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B ciyuae gerugparanuu (CWIbHAs pBOTa, JUdpes], ﬂﬂ%b‘a:f&g%ﬁp%'éﬁ—ﬁs&gﬁfféé: Eéﬁ%égﬁéHHe

JKUIKOCTH) TIpUeM MeT(GOpMHUHA HYXKHO BpeMeHHO MIPEKPATUTD U CJIeYeT OOpaTUThCA K Bpady.
[IpenapaTbl, KOTOpbIe MOTYT Pe3KO YXYAMAaTh (PYHKIUIO MOUSK (Takue KaK TUIOTESH3UBHBIC U
HECTEPOU/IHbIE MTPOTUBOBOCTIATIUTEIbHBIC TpENapaThl), CISIYET HA3HAUATh ¢ OCTOPOIKHOCTHIO Y
HAIAUSHTOR, MOJIyJaromux MeTdopMuH. Jlpyrumu (akropaMu pUcKa pa3BUTHS JIAKTOAIIH103a
SBJIIOTCS. Upe3MepHOe YIOTpeOIeHHe AIKOT0JI, TIeUeHOUHAsl HeJOCTATOUHOCTh, HeaIeKBAaTHBIN
TJIMKEMHYSCKHH KOHTPOJIb, KeTO3, JUIUTEIILHOE TOJIOJaHUe U JIFOObIC COCTOSIHHUSA, CBSI3aHHBIC C
TUIIOKCHEH, a TAaKJKe COMYTCTBYIOIEe IPUMEHEHHE JIEKAPCTBEHHBIX MPEeNapaToB, KOTOPhIE MOTYT
BBI3BIBATH JIAKTOAIM103 (CM. pazfeibl «IIpoTuBomnokazanusy» U «BzaumoJielcTBHE € JAPYTUMH
JIEKApCTBEHHBIMHU CPEACTBAMMI ).

[TarueHTHl WWIM YXaKUBAIONIUE 3a HUMHU JIMIA JIOJDKHBL OBITH OCBEJIOMJIGHBI O PHCKE
JakToanuo3a. JlakToanuao3 XapakTepu3yeTcsl alUA0oTHYSCKOW OJBIIKON, GOJBI0 B JKUBOTE,
MBIIIEYHLIMU CY/IOPOTaMH, acTeHUEW M TUIOTepMHEM ¢ mocleayromed komod. B ciydae
MIPEJINOIAraeMbIX CHUMITTOMOB TAITHSHT JIOJDKSH MPEKPATUTh MpHeM MeTGOpMUHA U HEME/JICHHO
oOpaTuThes K Bpady. J[MarHOCTHYeCKUMH J1a0OpaTOPHBIMYU MOKA3aTEIISIMU SBJICTCS CHUXKEHHO®
pH xpoeu (<7,35), yBelqMUeHHOE COJep)KaHME JaKTaTa B IUIa3Me KpoBH (&5 MMoJb/1T) H
VBEJIMUESHUES AHHOHHOTO HHTEPBAJIa U COOTHOIICHUS JIAKTAT/ IHPYBAT.

MonuTopuHr GyHKIMU MOYeK

pCKQ®, kiupeHC KpeaTHHUHA CJIeJlyeT OICHHUBATH JO Hayajla Tepallid U PETYJSIPHO, HE Pexe
1 paza B rog, Ha ¢oHe mpuema mnpenapata. [IpH BO3HUKHOBEHHH COCTOSIHMH, MOBBIMIAIOMIUX
BEPOSITHOCTH YXY/IIeHUsI (PYHKIIUU MTOUSK IIPHEM TperapaTa clielyeT BpeMeHHO IPEKPATUTh.
[IpeumyInecTReHHBIN MyTh BBIBEICHUSI MET(OPMHUHA U CUTAIJIMIITHHA — MMOYSYHAS] SKCKPEIHSL
Puck HakoTuieHUS MeT(OPMHUHA U PA3BUTHS JIAKTOAIIHN/103a HAPACcTAST MPOMOPIIUOHAILHO CTeTIeHH
HapymieHus1 GyHKIHH movek. lIpemapat SIHyMeT MpoTHUBOMOKA3aH MpU HapyHIeHUH (DYHKIHUU
MOYEK CPeHEH CTEIeHH TKECTH U TshKesou cTeneHu marmeHTam ¢ pCK® <45 mu/mun/1,73 M2
(em. paznen «Cnocob mpumeHeHUs W J103bD», «lIpoTuBomokazanus», «OcoOble YKa3zaHUSL
JlakToarumos3»).

I'vmormxemust

[TaruenTsl, ToONydaromue mpemapaT SlHyMeT B KOMOWHAIMHM € TPOU3BOJHBIM
CYJIb(OHUIMOUCBUHBI WJIH HHCYJIHHOM, MOTYT TOJBEPTAThCS PUCKY PA3BUTHS T'HTOTJIMKSMHUH.
[TosToMy MoskeT ObITh HEOOXOJUMO YMEHBIIEHUE JJO3bI IPOU3BOHBIX CYJIb()OHUIMOUYCBUHBI WIH
HUHCYJIMHA.

Peaxiiuy runepuyBcTBUTE/TLHOCTH

B mocTperucTpalluOHHBIX  HMCCICJOBAHUAX  COOOMIATOCH O  CEephe3HBIX  peaKIHsIX

THIICPYYBCTBUTCJIBHOCTH Y MMAIIUCHTOB, IMOJYUYABIIHUX CUTATJIAIITHH. Z[aHHI)Ie PEaKIiuy BKIOYaJIN
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P aTal =)

aHa(UIAKCHIO, AHTHOHEBPOTHUSCKUN OTEK U c@onna’fgﬁﬁ;ﬁg Sliiite %Eﬁ%gﬂ%ﬁ,'%ﬁﬁéqaﬂ

cunjipoM CtupeHca-J[xxoHcoHa. JlaHHbIEe peakIIiU BOZHUKAIHU B TeUSHHUE TIEPBBIX 3 MECSIIEB TOCIIe
Hayaja JICUCHUs] CHUTAIJIMIITHHOM, HEKOTOpble HaOIIOJAMCh MOCie IpUeMa IEepBOU JI03bI
npenapata. Eciau mogospeBaeTcs pa3BUTHE PEAKIIMH TUIIEPUYBCTBHUTEIBHOCTH, HEOOXOIUMO
MpEeKpaTUTh TIpUeM Tpenapara SIHyMeT, OIICHUTH JIPYTHe BO3MOJKHbIC NMPUUYUHBI pazsuTus HP u
Ha3HAYUTH JIPYTYIO THIOTIUKEMHISCKY O Tepanuio (cM. pasaen «I[loGounoe neiicTeue»).
bynesunni nemdgpurony

Y nanuentoB, npuHuMasmmx JIIII1-4 uHruGutophl, BKIIOYAS CHTATIHNTHH, COOOMIATIOCH O
MOCTPETUCTPAITMOHHBIX  CIIyYasiX BO3HUKHOBeHHUs OyiuiesHoro mnemdurouga. B cioydae
MO03peHMs Ha OyJUIe3HbIN eM@uron] HeoOX0IUMO TIPEKPATUTh TIPUEM TIpenapaTta SIHyMeT.
Xupyprudeckue BMellIaTe/ IbCcTBa

[Ipumenenue npenapara SIHyMeT ciie/lyeT MPEeKpPaTUTh HA BpeMs MPOBEJICHUS XUPYPTHUSCKOTO
BMeNIaTeILCTBA MO/ O0MIeH, CIHHATBHOHN WK STIHTypajibHOM aHecTe3nel. Tepamust MokeT ObITh
BO300HOBJICHAa HE paHee, UeM uepe3 48 4 moclie omepariii WiH BO30OHOBJICHHUS MEPOPAILHOTO
MpUeMa MHIH | TIPH YCJIOBHH, UTO MouyedHasi PyHKIMsA OblIa TTOBTOPHO OICHEHA W NPHU3HAHA
CTaOMJILHOM.

BeeneHue iiofacoe praliux KOHTPACTHBIX NPeNapaToB

BuyTpucocyucToe BBEIeHHE HOJICOEPIKANUX KOHTPACTHBIX MIPEMApaTOR MOKET MPUBOJTUTH K
KOHTPAcT-UHAYIIMPOBAHHON HedpomaTuu, KOTopasi B CBOIO oUepelb NMPUBOJIUT K KyMYJIALHA
MeT(OpMHHA W TOBHIMICHHOMY PHCKY Pa3BUTHS JakToamuao3a. ClieayeT MpeKpaTHTh NpHEM
npemnapata SIHyMeT /10 WK BO BpeMs UCCJICOBAHUS U HE BO3OOHOBIISITH JICUSHHUE B TSUSCHHE, TIO
KpaiiHe# Mepe, 48 1 mociie HCCiIeTOBaHUsI TIPH YCIOBUH, YTO MOUYeqHAast PyHKIHS ObLi1a MOBTOPHO
OTICHEeHA U IpU3HaHA cTaOWILHOM (cM. pasfensl «IIpoTuBomnokaszanus u «Ocobble yKa3aHUs»).
N3MeHeHHe KIMHMYECKOTO C€TATyca MALMEHTOB ¢ paHee KOHTPOJMPYEMBIM caxapHbIM
auadeToM 2 THITA

[Ipu mosiBiaenuu Ja00PATOPHBIX OTKIOHEHMHM WM KIMHUYECKUX CHMIITOMOB 3abosieBaHus (B
O0COOCHHOCTH JI000TO HE MOIAIOIIETOCS YSTKOW HICHTH(HKAIIMH COCTOSIHHA) yV TAaIlUeHTa ¢
mpexae aJekBaTHO KoHTpoJupyembiM CJ[2 Ha doHe MeueHUs mpemapatoM SIHYMET B MEPBYIO
ouepeqb ClelyeT He3aMeUIMTEIbHO HCKIIIOUATh KeTOAlWI03 WM Jakroanuao3. OIleHka
COCTOSIHUSI TAIlMeHTAa [IOJDKHA BKJIOUATh AaHAJIM3bl KPOBH Ha DJIGKTPOJIUTHI M  KETOHBI,
KOHIICHTPAIIMIO TJIOKO3bI B KpOBH, a Takke (mo mnokazanusiMm) pH kpoBu, muiazMeHHBbIS
KOHIICHTpAIIUU JIaKTaTa, TUpyBaTa U MeTdopmuna. [Ipu pa3BuTun amumosa JoO00H 3THOJIOTUH
CIeAyeT HEMEICHHO TIPeKpaTHuTh NpueM I1penapata SHyMeT W TNPUHATH JIpYrUe

COOTBETCTBYIOIMIHE KOPPEKTUPYIOIIHUE MEPBI.
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MEXaHu3IMaMH

He MMpOBOJUIIOCH HUCCIeIOBaHUH 10 H3YUYCHHUIO BJIMAHHA IIpCIiapaTa HHyMeT Ha CHOCOOHOCTH

VIIPaBJATE TPAHCIIOPTHBIMHA CPCACTBAMHU H pa60TaTb ¢ MexaHHu3MaMH. TeM He MCHEC, CIICAYCT

YUHUTBIBATE CJIYHaH I'OJIOBOKPYIKCHHA U COHJIMBOCTH, OTMCYABIIHUCCH IIPH IT

ITomumo 53TOro, MNManuCHThI MOOJDKHBI 3HATH O PHCKE BO3HHKHOBCHHA

pHEME CUTAIJIMIITHHA.

THIIOTJINKEMHUHU  TIpHU

OJHOBPCMCEHHOM IIPHMCHCHHUH IIpCIlapaTa ﬂHYMeT ¢ MMPOU3BOAHBIM CYJ'IL(IJOHI/IJ'[MOIIGBHHLI HUJIn

HHCYJIMHOM.

®opma BbIILYCKA

TabneTkn MOKpHITHIE TWIEHOUHOU 06om0uKko, 500 Mr+50 mr, 850 mr+50 mr, 1000 Mr+50 mr.

ITo 14 tabmetox B 6muctep u3 mwienku [IBX/TID/TIBJX u amroMuHHEeBOM (DOIBTH.

ITo 1, 2, 4, 6 win 7 GMCTEpOB BMECTE ¢ HHCTPYKITHEH 110 IPUMEHEHHUIO TIOMEIIAIOT B KAPTOHHYIO

HavKy.

Y ciioBust XpaHeHUsI
XpaHUTH NIpU TeMIlepaType He Boime 25 °C.

XpaHHUTh B HEIOCTYITHOM JIJIST JISTSH MecTe.

Cpoxk rojgHocTn

Tadaerkn 500 mr + 50 mr

3 ropa.

Taodomerxku 850 mr + 50 mr, 1000 mr + 50 mr
2 ropa.

He IMPUMCHATH 110 HCTCUCHUHN CPpOKa I'OJHOCTH, YKa3aHHOTO Ha YITAaKOBKE.

YcaoBus OTIIyCka

OTIyCKaIOT 1O peLenTy.

I[epmaTenb/Bnaﬂeﬂeu PETUCTPAINHUOHHOI0 YIOCTOBEPCHHS

Mepk Hlapn u [loym b.B., Hugepnanasl

IIpousBoauTesn

IIpousBoacTBO TOTOBOI JleKapcTBeHHOI hopMbI
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
03 2023 N° 4270

oT Ub.U3 2023 N= 4.2/0

(NOCNEANOBATENBHOCTL 0005)

ITateon Ilysprto-Puko HHk., ITyspTo-Puko

Patheon Puerto Rico Inc.

State Road 670 Km. 2.7, Manati, 00674, Puerto Rico (USA).

WA

AKIIMOHEpHOE 00IIeCcTBO «XHUMHUKO-papMaleBTHICCKUH KOMOHWHAT «AKPUXHWH»
(AO «<AKPUXHH»)

142450, Mockopckas o6nacts, Horunckuit paiion, r. Crapas Kynaena, yi. Kupoea, 1. 29.
PacoBIMK/YIakoBIIHK / BhIIyckaoluii KOHTPOJIbL KadecTBa

Mepxk Tapn u loym b.B., Hunepinanasl

Merck Sharp & Dohme B.V., the Netherlands

Waarderweg 39, 2031 BN Haarlem, the Netherlands

WIu

AKIIMOHEpHOE o01ecTRO «XHUMHUKO-(papMaIleBTHISCKUH KOMOHUHAT «AKPUXHWH»
(AO «AKPUXHH»)

142450, MockoBckas o6iacth, Horunckmii paiion, r. Crapas Kynapna, yi. Kuposa, 1. 29.

Opranmnsanus, IPUHAMAKOIIAsI IPeTeH3NU NMoTpeduTeieii
000 «MCJ]] ®apMacblOTHKAICH

yi. Tumypa @pynze, a. 11, c1p. 1

r. Mocksa, Poccust, 119021

Tel.: (495) 916-71-00

dakc: (495) 916-70-94

Crnenmaauct OoTAcIa IO pa60Te
C PEryJITOPpHBIMH OpraHaMu

000 «MCJI ®apMacklOTHKAJIC) A.JL. DUTHHTOH
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