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OBLIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOEO TIPEMARATAL 1001 ;.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O ITPEITAPATA
Bunparmunrua+Merdopmun Kanon, 50 mr + 500 mr, TaOGneTKH, MOKPBITHIE IUICHOYHOMN
000J104KOM

Bunparnmuntua+Metrpopmun Kanon, 50 mr + 850 mr, TaOneTkd, MOKPHITHIE IJICHOYHOM
000J104KOi

Bunparmuntua+Metrpopmun Kanon, 50 mr + 1000 mr, TabieTku, MOKPHITHIE MICHOYHOMN
000J104KOi

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTByrOIIME BEIIECTBA: BIIAATIUITHH + MET(HOPMUH.
Buinarmuntua+Merdopmun Kanon, 50 mr + 500 mr, Ta0iaeTKy, HOKPBITHIE IICHOYHOMN

000JI0YKOH

Kaxnas Tabnerka, MOKpbITas MJICHOYHOW OOOIOYKOH, coiepkuT 50 Mr BHIIIATIMIITHHA W
500 mr meTdopmuHa (B BUIE THAPOXJIOPHIA).

BunnarnuntuatMerdopmun Kanon, 50 mr + 850 mMr, TaOJETKH, IMOKPBITHIE IIJICHOYHOM
000J10YKOH

Kaxxnass TabneTka, MOKpPHITas IUICHOYHOH O0O0JIOUKOM, comepUT S50 MI BHJIIArNIMITHHA U
850 mr merdopmuHa (B BUIE THIAPOXIOPHIA).
Buwinarmuntua+Merdopmun Kanon, 50 mr + 1000 mr, TabJIETKH, MOKPBITHIE INIEHOYHOM

000JI0YKOMH

Kaxxnas TabneTka, MOKpbITas TUICHOYHOM 000704YKOM, comepkut 50 Mr BHIJATIMOTHHA U
1000 mr meTdopmuHa (B BUIC THAPOXJIOPHIA).

[TonHBII TepedeHb BCIIOMOTaTeNIbHBIX BEIICCTB MPUBECH B passeie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE TIIEHOYHOU 000I0YKOM
Bunnarmuotua+Merdopmud Kanon, 50 mr + 500 mr, TaOJIETKH, OOKDPBITHIE INIEHOYHOU

0005104KOi

TabneTku Kpyriable JBOSIKOBBITYKJIbIE, TOKPBITHIE MJIEHOYHOW 000710UKOH kenToro 1seTa. Ha
MOTIEPEYHOM pa3pese Aapo OeI0ro Uilu MoYTH OeNoro IBeTa.

Bunnmarnmuonrua+Merdopmur Kagon, 50 mr + 850 mr, TaOJETKH, HOKPBITHIE ILUIEHOYHOM

000JI0YKOM

TabneTku oBaJIbHBIC IBOSKOBBIMYKIIbIE, TOKPHITHIE MJIEHOYHOM 000JI0UKOM JKeNTOoro 1BeTa. Ha
MOTIEPEYHOM pa3pese Aapo OeTOro UK MOYTH OeJIOTOo IBETA.

Bunmarmuntua+Merdopmun Kanon, 50 mr + 1000 mr, TaGieTKH, MOKPHITHIE IIIEHOYHOMN

000J109KOi
TabneTku oBaJIbHBIE IBOSKOBBINYKIIbIE, HOKPHITHIE IJIEHOYHOM 000J104KOM skenToro 1seTa. Ha
MOTIEPEYHOM pa3pese Aapo OEI0oro Uik MoYTH OeNIoro IBeTa.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

[Tpenapatr Bunparmuntua+Merdopmun KaHOH TOKa3aH K NPUMEHEHHIO Y B3pOCIBIX B
Bo3pacte OoT 18 ser mpu caxapHoMm nauabere 2 Tuma (B COYETAHWUU C AUETOTEpamueil u
($U3NUECKUMU YIPAKHEHUSMHU ).
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— Tpu  HEAOCTaTOYHOW dPQeKTUBHOCTH MOHGTEpanmil )BT taHImHHOM () i

NEPTHOMY OTYETY

MeT()OpPMUHOM;

— Yy NAIMeHTOB, paHee MOIyYaBIIMX KOMOMHHPOBAHHYIO TEPAIUIO BHIIATIMITHHOM U
MeT(GOPMUHOM B BUE MOHOIPENApaTOB;

— B KOMOWMHAIIUHU C TIPOM3BOJHBIMU CYJIb()OHUIMOYCBHHBI (TPOiHAs KOMOMHHPOBAHHAS
Tepanusi) |y  TAlMeHTOB, paHee  IMOJy4YaBIIUX  TEPAlHI0  MPOU3BOIHBIM
Cynb(OHWIMOYECBHHBI U METHOPMUHOM 0€3 JOCTHIKCHUS aJ€KBATHOTO KOHTPOJIS
TJIMKEMUH;

— B TpPOMHOH KOMOWHUPOBAaHHON TEpamuK C WHCYJIMHOM Yy IIallMEHTOB, paHee
MOJTyYaBIINX WHCYJIUHOTEPAIHNIO B CTAOUIBHON 03¢ U MET(HOPMHUH 0e3 JOCTHUKCHHUS
a/ICKBaTHOTO KOHTPOJIS TJIMKEMHH;

— B KayeCcTBE HAYAIBHOW Tepamuy y MalUeHTOB C CaXxapHbIM JUa0eToM 2 Tumna TpU
HEOCTaTOYHON S(P(EKTUBHOCTH AMETOTEPANUHU, (PUINUECKUX YIPAKHEHUH U TIPH
HEOOXOIMMOCTH YIIYUIICHUS KOHTPOJIS TIIMKEMUH.

4.2. PesxuMm 103MPOBaHNS U CTIOCOO MPUMEHEHUsI
PexxuM J103upoBaHus

Pexxum nosupoBanus npenapata Bunparnmuntua+Merdopmun KaHoH cienyer moaodupathb
UH/IMBUIYAJIbHO B 3aBUCUMOCTH OT 3((EKTUBHOCTH U IepeHocuMocTu Tepanuu. Ilpu
npuMeHeHun mnpenapata Bunparnuntunt+Merpopmun KaHoH He cieayeT mpeBblIaTh
PEKOMEH/I0BaHHYI0 MaKCUMaJIbHYIO CyTOUHYIO 103y BuiaaraunTusa (100 mr).
PexomennyeMyto HavanbHyto 103y npenapara Bunparnuntua+Mergopmun Kanon cnenyer
noa0upaTh, y4WThIBas UIMTENbHOCTh TeueHuss CJI (caxapHbiii auabeT) W TOKa3aTesu
[JIMKEMHH, COCTOSIHME TMallMeHTa U YK€ MPUMEHSBIIMECS Yy MalueHTa CXEMbl JIeYCHUS
BUJIIATJIMIITUHOM U/UITM MET(POPMHUHOM.

B ciydae mponycka mpueMa npenapara ciaeayeT NPUHATH MPOIMYIIEHHYIO 103y KaK MOYKHO
cKopee.
He pexoMenayercst npreM ABOMHOM 10361 Ipenapara B TEUEHUE 1 CyTOK.

Hauanvnasn oosa npenapama Bunodaznunmun+Mempopmun Kanon npu nesghghexmusnocmu
MoHOmMepanuu 8UI0ANUNMUHOM

Tepanuto npenapatoM Bunparmuntun+Merdopmun KaHOH MOXHO HauuMHaThb C OJHOM
tabsetku 103upoBkoit 50 mMr + 500 mr 2 pa3za B CyTKH; IOCJI€ OLIEHKH TEparneBTUYECKOTO
s dexTa 703y MOKHO MOCTENEHHO YBEINYUBATD.

Hauanvuas ooza npenapama Bunoacnunmun+Memgopmun Kanon npu nesghgpexmusnocmu
MoHOmepanuu Mem@popmMuHom

B 3aBucuMoct OT J03bl YK€ MPHUHAMAeMOro MeT(opMHUHA, TEparuio MpenapaToM
Bunparmuntua+Merdopmun KaHoOH MOXXHO HayMHATh C OJJHOM TaONETKU 03UPOBKOM 50 Mr
+ 500 mr, 50 mr + 850 mr wim 50 mr + 1000 Mr 2 pasa B cyTKH.

Hauanvuaa oosa npenapama Bunoazcnunmun+Memdgpopmun Kanon y nayuenmos, panee
NONY4aUIUX KOMOUHUPOBGAHHYIO Mepanuio GUIOASTUNIMUHOM U MeM@POPMUHOM 6 Guoe
omoenbHbIX Mabnemox

B 3aBucHMMOCTH OT 103 yK€ NPUHHMAaeMbIX BWIJAIIMITHHA WIK METHOpPMHUHA, TEparuio
npenaparoM Bunparnmuntua+Merdopmun KaHoH cinegyer HaumHATHR ¢ TAOJIETKH,
MaKCHUMaJIbHO OJTU3KOM 10 IO3UPOBKE K CYIIECTBYOIIeMY JiedeHuto, S0 mr + 500 mr, 50 mr +
850 mr mwin 50 mr + 1000 Mr U KOppPEKTUPOBATH 103y B 3aBUCHMOCTH OT 3((PEKTUBHOCTH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

mepanuu y nayuenmos ¢ C/] 2 muna npu He0oCmamouHou 2QpekmusHocmu ouemomepanuii
U Qusuyeckux ynpaxscHeHuu

B kadectBe crapToBoil Tepanuu mpenapar Bunmarmuntuat+Merdopmun KanoH criemyer
NpUMEHATh B HadasibHOM 103¢ 50 mr + 500 Mr OoAHOKpAaTHO B CYTKM M TOCJIE OLIEHKH
TepaneBTHUeCKoro 3(dexra mocreneHHo yBenuuyuBarh 103y 10 50 mr + 1000 mr 2 pasa B
CYTKH.

Kombunuposannas mepanus npenapamom  Bunoaerunmun+Memepopmun  Kanon  u
NPOU3BOOHBIM CYIbHOHUIMOUEBUHBL UNU UHCYTIUHOM

Joza mnpenapara Bunnarmuntuat+Merdopmun KaHoH paccuMThiBaeTcs MCXOAS U3 J03BI
Buinarauntuaa 50 mr 2 pasa B cytku (100 mr B neHp) u MerdopMuHA B J03€, PaBHOMN
NPUHUMaeMOl paHee B BUJIe MOHOMpenapara.

Oco0ble TpyNIIbI NAIUEHTOB

Tayuenmol ¢ napywenuem ¢hynKyuu novex

[lepen  HavamoM  Tepamuu  MeTHOPMUHCOICP)KAIIMMU  TIperaparamu  (TaKMMH  Kak
Bunparmunrua+Merdopmun  Kanon) crnenyer onpenenuts CK®  (ckopocTh  KITyOOUYKOBOI
(uibTpanyu), ganee cieayer KOHTPOJIMPOBATh JAHHBIN TOKa3aTelnb He pexe 1 pasa B roa. Y
HALUEHTOB C PUCKOM YXYIILIECHUs YK€ CYILECTBYIOIIEr0 HapyluIeHus! (PyHKLUH [TOYEK, a TaKXKe y
HOKWJIBIX MAIMEHTOB, (DYHKIHMIO ITOYEK CIIEAYET KOHTPOIMPOBATh Yallle, Hallpumep, Kaxple 3 —
6 MecsLEB.

VY nanueHToB C IMOYEYHOM HEIOCTATOYHOCTHIO, cpenHei creneHu TsxkecTH (¢ CKD 30 —
44 mn/mun/1,73 M%) Ipenapat cieyeT npuHEMATh 1o 1 Taberke B 03¢ 50 mMr + 500 mr 1 pas
B cyrkn; ¢ CK® 45 — 59 wmo/mmn/1,73 ™M? HavaneHas 03a  [pemapaTa
Bunnarmuntua+Merdopmun Kanon — mo 1 tabnetke B go3e 50 mr + 500 mr unu 50 mr +
850 mr, cyTouHas A03a npenapata He JobkHa npesbimath S0 mr + 1000 mr — 1 pa3 B cyTku. Y
nareHToB ¢ CK® <60 mi/MuH mnepes HayaloM Tepanuu MeT(HOPMHUHCOAEpPKALUMU
npenaparamu (TakuMu Kak Bungarnmuntua+Merdopmun KanoH) cienyer oueHUTh GakTopsl,
CHOCOOCTBYIOIIME YBEJIMYEHHIO pHUCKA pa3BUTUS JIAKTaTauuao3a. Y TAalUeHTOB ¢
CK® <30 w™i/MuH mnpuMmeHeHue mnpemnapara Bunparmuntuat+Merdopmun  Kanon
IIPOTUBONOKA3aHO, YTO 00YCIOBIEHO HaJIMUYUEM MET(OpPMHUHA B COCTaBe Mpernapara.

B 3aBHCHMOCTH OT TEKYyILEro COCTOSIHMSI (DYHKIUMHU IMMOYEK CIIEIyeT COOJNI0AATh CIEAYIOLe
PEKOMEHIALINHU IO TO3UPOBKE JEHCTBYIOIINX BEILIECTB IIpernapara:

CK®, mi/muH Metdopmun Bunpgarnunrun

MaxkcuManbHasi CyTOYHas /1032 COCTaBIISET
3000 mr. Ilpu yxyamenun GyHKUUHU Mouek | MakcuManbHast CyTOYHas

60 — 89
Ha (OHE MPUMEHEHHS CIEAYeT pacCMOTpeTh | mo3a coctanisier 100 mr.
BO3MOXHOCTH YMeHI)HIeHI/ISI JO3bI
HavanmpHast 1g03a He JODKHA IPEBBINIATH

45 59 1000 wmr, makcuManbHas CyYTOYHas J03a

cocraisteT 2000 mr.

MakcumannHas CyTOYHAasa

HavanbHast 10o3a He J0/DKHA MPEBBIIIATH
no3a cocrasiger 50 mr.

30—-44 500 wmr, MakcumallbHas CyTO4YHas [03a
cocrasisieT 1000 mr.

<30 [IpuMeHeHne MPOTUBOMOKA3aHO
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Ecnn HeoOXoammas 103a JUId OJHOTO W3 2-X NEHCTBYIOMIVXEBOIECTR- A¢, IOCTYRHA] U

IpUMEHEHNN npenapara BunparmmntuH+MeropMuH KaHOH, BMECTO KOMOHWHHPOBAHHOIO
mpernapara CleQyeT HCIIONb30BaTh JBa OTIEJBbHBIX MOHOIpENapara BWIJAIJMNTHHA U
MeThopMHUHa.
Ilayuenmel ¢ napywenuem @ynKyuu nevenu
[Tpumenenue npenapara Bungarmuntua+Merdopmun KaHoH He peKOMEHI0BaHO MallMEHTaM
C KIIMHUYECKUMH WM JTaOOpaTOPHBIMHU MPU3HAKAMU HapyIIeHUs (QYHKIMH NEUCHH, BKIIOYas
nanpeHToB ¢ nosbimienuem  AJIT  (ananmHamuuHOTpancdepasa) wim  ACT
(acmapratamunoTpancdepasa) > 3 x BI'H (BepxHsisi rpaHHIIa HOPMBI) 10 HayaJia JCYCHHS.
Tlayuenmui nodcunozo eospacma
Metdopmun BeiBoIUTCS HouKamMu. I10ckobKy y MalieHToB cTapiie 65 JeT 4acTo OTMevaeTcs
HapyleHue QyHKIUM 1oyek, 103y npenapata Bungarnuntua+Merdopmun KaHoH y 1aHHBIX
MAIMEHTOB CJIEYeT KOPPEKTHPOBAaTh, OCHOBHIBASCH HA IMOKa3aTeNsXx (yHKIHMU modek. [lpu
OPUMEHEHUN IIpernapara Yy HAalUMeHTOB crapue 65 1eT  HeoOXOIMMO  pEeryisipHO
KOHTPOJHPOBATH ()YHKIIHIO MTOYEK.

eTH
bezonacHocTh u 3 PeKTUBHOCTh MPUMEHEHMs Mpenapara y JeTeil B Bo3pacte a0 18 ner He
YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.
Crioco6 nmpuMeHeHus
[TpumeHstOT BHYTpb. {1 yMEHBIICHNS BBIPAKEHHOCTH HEKEIIATENIBHBIX PEAKIIMA CO CTOPOHBI

opranoB sxenyaouHo-kumednoro tpakra (JKKT), xapakrepHbix ans merdopMuHa, mperapar
Bunparmuntua+Metdopmun KaHoH TpUHUMAIOT BO BpeMs €]IbI.

4.3. TIpoTuBONOKa3aHUSs

— I'unepuyyBCTBUTENBHOCTh K BWJIAMIMITAHY WIA MeTQOpMHUHY, WIH J0O0My H3
BCIIOMOTaTENILHBIX BEIIECTB, IEPSUNCIICHHBIX B pa3zere 6.1.

— Iloveynas HEIOCTATOYHOCTH WM HapyllleHUe GYHKIUH MOYeK Tspkeson crenenu mpu CKO
< 30 mur/mun/1,73 M2,

— OcTpble COCTOSIHHSI C PUCKOM pa3BUTHs HapylleHus (DYHKIMU TOYEK: AeTHApaTaIlus
(moBTOpHAsE pBOTA, AMApes), TUXOPAJKa, TSKENble HHPEKINOHHBIE 3a00eBaHMs, COCTOSHUS
TUTMOKCHH (IIIOK, CENCUC, MH(MEKIINH MOYeK, OPOHXOIEeTOUHbIe 3a00JIeBaHNUS).

— KinHnyecku BbIpaXeHHbIE IPOSBICHUS OCTPBIX WM XPOHHUECKUX 3a00JeBaHM, KOTOPHIE
MOTYT TPUBOAUTH K Pa3BUTHIO TKAaHEBOM TUIOKCHU (B TOM 4YHCIE, OCTpas cepledHas
HEJOCTAaTOYHOCTh, XpOHWYECKas cepAeyHas HEJOCTaTOYHOCTh C  HECTAaOMIbHBIMHU
MOKA3aTeJSIMA TeMOTUHAMUKH, JIbIXaTeIbHAsI HEJIOCTATOYHOCTD, OCTPBIA HH(PAPKT MHOKAP/A).
— Hapymenus ¢yHKIMKM Te4eHH, BKJIIOYAs TMAIMEHTOB C TOBBIIMIEHHOW aKTUBHOCTHIO
«reueHouHbIX» (epmeHToB (AJIT umu ACT >3 x BI'H). [lockonbky y MalueHTOB C
HapylieHneM (QYHKIUWA TI€YeHH B psJie CIy4aeB OTMEdascs JaKTOaIUA03, BO3MOXKHO,
ABIIAIOIIMICA OAHOM W3 HexenartenbHbIX peakuuit (HP) mpum nmpumenenun merdopmmunza,
mperapar, cojJaep Kaiui BUIIATIAIITAH U MeTGOPMHUH, HE CIIeTyeT IPUMEHSTh Y TTAIIHCHTOB C
3a00JIeBaHUSMH TICYCHU WJTH HAPYIICHUSIMA OMOXUMUYECKUX MTOKa3aTeae (pyHKINN eYeHH.
— JuabeTrnyeckuil KeTOAUTO3; AMadeTHIecKas MpeKoma, koMa. J[nabeTnueckuii KeToamua03
ClIeTyeT KOPPEKTHPOBATh HHCYJIMHOTEPAITUCH.

— JlakraToanumo3, B TOM 4KClIe, B aHAMHE3e.
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— Ilpuem mnpemnapata B TeueHue 48 yacoB A0 U He MeéHES U |aa¢OR Hiokae poBeiehtis

PaIMOU30TOIHBIX WA PEHTTEHOIOTUYECKUX UCCICIOBAaHUH C BHYTPUCOCYTUCTBIM BBEICHUEM
Hoz1coIepKaILEro KOHTPACTHOTO BELECTBA.

— OOwmupHbIE XUPYPTUYECKHE ONEepaliii H TPaBMbl, KOTJA IOKAa3aHO IPOBEJCHHE
WHCYJTUHOTEPAITHH.

bepemeHHOCTD U MIEpUOJT TPYTHOTO BCKAPMIIUBAHHS.

Caxapnsiit quaber 1 tuma.
— XPpOHHUYECKHUM aJIKOTOJIM3M, OCTpasi aJIKOTOJIbHAsI MHTOKCUKAITHS.

Cobumoienne Hu3KokanopuitHon auetsl (Menee 1000 kkan/cyr).

4.4. OcoOble yka3aHMsl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH
[Ipenapar cnegyer NpUMEHSATh C OCTOPOKHOCTHIO:

— Y NaIMeHTOB C HAJIMYMEM MaHKPEeaTHTa B aHAMHE3E;

— Yy HalMeHToB B Bo3pacte crapiie 60 JieT, BBIMOJHSAIOMUX TSKEIyI (HU3HYECKYIO

paboTy, B CBSI3U C OBBIIICHHBIM PUCKOM PAa3BUTHSI Y HUX JIAKTATaIM034;

— y HaUeHTOB ¢ moue4yHoi HenocTaTtouHOCThIo ¢ CK®D 30 — 59 mn/mun/1,73 M.
VYV nanueHToB, NOJMy4YarIIMX JICUEHUE UHCYJIMHOM, MPENnapar, CoAepKalluil BUITAMIUITHH U
MeThOPMUH, He MOXKET 3aMEHUTh MHCYIHHOTEpanuto. [Ipenapar, coaepskamiuii BUIAArIUITAH
u MerhopMHH, HE clenyeT NpuMeHATh s Jedenus CJ[ 1 Ttuma wim nuabGeTmdeckoro
KeTOoaIu103a.
Buiparnunrug

Hapywenue ¢ynkyuu neuenu

[IpumeHenne mnpenapata KOMOMHALMHU BWIAAMIUNTHHTMET(GOPMUH HE PEKOMEH/I0BAHO
HalMeHTaM ¢ KITMHUYECKUMU WIN Ta00paTOPHBIMU PU3HAKAMH HapylIeHNs (PYHKIUH [IEYSHH,
BKIfouas nanueHTos ¢ noseienneM AJIT uan ACT > 3 x BI'H no naudana meuenns.

[Tpy npuMeHeHNnU BUJAATTIMOTHHA 3apPETUCTPUPOBAHBI PEKUE CIy4Yad HapyleHus (QyHKIUN
nevyeHu (BKIJIIOYash remaTuT). OTHU ciaydau, Kak I[paBWio, ObUIM OEcCHMITOMHBIMHU, Oe€3
KJIMHUYECKUX IMOCIEACTBHM, a IocjIe OTMEHbl TepanuM I0Ka3aTead (QYHKIUH TeYeHU
BO3BpaIainuck kK HopMme. Cremyer npoBecTy o0cienoBanne GyHKIUN MEYSHH TIEpe]T HauaaoM
Tepanuu npernaparoM KOMOMHAIIMY BUJAATIMIITHHMET(HOPMHH, 3aTEM KOHTPOJIMPOBaTh 1 pa3
B 3 Mecsla B TEYEHHE NIEPBOro roja NpUMEHEHMs Mpernapara, a gainee nepuogudecku. [Ipu
BBISIBICHUM TIOBBILIIEHNUS AKTUBHOCTUM aMHMHOTpaHc(epa3 cieqyeT MpOBECTH MOBTOPHOE
oOciieZloBaHUE C LEIbI0 TMOATBEPXKICHHUS pe3yibTaTa, a 3aTeéM peryaspHO INPOBOAMTH
orpeneneHne OMOXMMUYECKHX IMOKazaTesed (yHKIUM MeueHu J0 X HopManuzauuu. Ecnn
npesbiieHre akTuBHOCTH ACT nm AJIT B 3 unu Gosee pa3 Beiie BI'H moareepkaeno npu
MOBTOPHOM 00CIIeZIOBaHNU, MPUMEHEHHE IIpernapaTa JOJDKHO ObITh mpekpaieHo. [Ipu
pPa3BUTUH JKEITYXM WIM JAPYrUX MpPU3HAKOB HapylleHus (yHKIUU TIe4eHH Ha (QoHe
NPUMEHEHUs [pernapara KOMOMHAIMM BUIJArIUNTUH+HMETGOPMHUH TEpanuio ClaeayeT
HEMeMJIeHHO Mpekpatuth. Ilocne Hopmanu3anuu nokaszareneil QyHKIMM MEYeHU JeueHue
npenapaToM BO30OHOBIIATH HENb3s.

Metdopmun

Jlakmoayuoos

JlaxkToa1u 103 npeacTaBiseT co00i OueHb peikoe, HO TSAKEI0e METa00IMYECKOe OCIOKHEHUE,
Hau0oJiee 4acTO BO3HMKAIOIEE NPU PE3KOM YXYAIIEHUM (DYHKIMM IOYEK, a TaKkkKe MpH
KapJMOpECIUPATOPHBIX CUHApOMax, cemncuce. [Ipu pe3koM yXyAlleHMHM (QYHKIUH IHOYEK



COOTEBETCTEYET 3KC
ot 12.05.2025 N= 11959
IPOUCXOANT HAKOIJIEHHE MET(GOpMHHA B OpragusMe, 40| CITo¢o0umByeT [yBEMAaeHA0 (PHEKa

NEPTHOMY OTYETY

pa3BUTHUSA JAKTOALM03A.

B cnyuae neruaparanuu (HarpuMmep, CBSI3aHHOM C TSDKEIOH Juapeei Wi pBOTOM, TUXOPaIKON
WIM TOpU  yMEHBIICHUH  MOTPEOJIEHUS  JKUIKOCTH)  MAalMeHTy, NPUHUMAIOIIEMY
MeTQOpMUHCOAEpKAIIIME  Tpenaparsl,  CIeIyeT HEMEIJICHHO  IPEKpaTUTh  MpHUEM
BBIILICYKA3aHHBIX [IPENApaTOB U 00PATUTHCS 3@ MEIULIMHCKOM TOMOILBIO.

Y [anueHToB, NPUHUMAIOUIMX IIperaparhbl, CoAep)Kalue MeTGOpPMUH, CIEAYeT C
OCTOPOKHOCTBHIO HAYMHATH TEPAIMIO MperapaTaMu, CIIOCOOHBIMH PE3K0O YXYIIIAaTh (PYHKIUIO
nouek  (Hampumep,  TUNOTEH3UBHbIE  MpemapaThl,  JUYPETHKH,  HECTEPOUIHbBIC
npoTtuBoBocnanuTenbubie npemaparsl (HIIBIT)). K apyrum ¢axktopaM pucKa OTHOCSTCS:
370ynoTpebIeHUE alIkorojieM, HapylieHue (yHKIUU TIeYeHH, HealeKBaTHO KOHTPOIUPYEMBbIi
caxapHbIii 11abeT, KeToalu 103, IPOJOHKUTEIHLHOE r0JI0IaHne, COCTOSHUS, aCCOLIMUPOBAHHbBIE
C TUIIOKCHEH, a TAK)K€ OJIHOBPEMEHHOE NPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, CIOCOOHBIX
BbI3bIBATh JIAKTOAIN/103.

Huaenocmuka nakmoayudosa

Crnenyer npornH(pOpMUPOBATH MAITUEHTA W/HITH JIUII, OCYIIECTBISIONINX YXOJ 32 MAIEHTOM, O

pHCKe pa3BUTHS JIaKToaI103a. JIakToanua03 xapakTepusyercs aluJ03HON OJIBIIIKON, O0IbI0
B ’KMBOTE, MBIIICUYHBIMH CIIa3MaMH, aCTEHUEH U TMIOTepMUEN ¢ mocienyromiei komoit. [Ipu
pPa3BUTUH CHUMITOMOB, TO3BOJISIONIMX 3all0J03PUTh PA3BUTHE JAKTOAIM03a, MAIUEHTY
CIIeIyeT MPEeKPATUTh MpreM MeTHOPMUHCOAEPKAIUX MTPENapaTOB U HEMEJIEHHO 00paTUThCS
3a MEJIUIMHCKON nomouiblo. JJlaHHbIe 1a00paTOPHOTO U MHCTPYMEHTAIBHOIO 00CIe10BaHUS:
camkenne pH xposu (< 7,35), yBenwueHHWE KOHIICHTPAIMU JIAKTaTa B CHIBOPOTKE KPOBU
> 5 MMOJIB/JI, @ TaK)K€ YBEJIMYEHHbI aHUOHHBI WHTEpBaJll M YBEJIMYEHHE COOTHOLICHMS
JaKTaT/mupyBart.

Koumponb ¢pynkyuu nouex

[lepen nauanom Ttepanum cnenyer omnpeaenutb CK®, a Takke KOHTPOJIHUPOBATH IaHHBIN

nokazatreib ~ NEpUoJuYeckd  Ha  (oHe  Tepanum  mpenapatoM.  [IpuMeHeHHe
MeT(GOPMUHCOIEPKANTUX MPENAPaTOB MPOTUBONOKa3aHo y manueHToB ¢ CK® < 30 mu/muH;
OpU  HAJIUYUU  COCTOSIHHM, CIIOCOOHBIX HApyliath (YHKIHIO TIOYEK, MPUMCHCHHE
BBINIICYKA3aHHBIX MPENapaToB CIEAYET BPEMEHHO MPHOCTAHOBHUTD.

[Tockonbky MeT(hOPMHH B 3HAYUTEIHHON CTEIICHN BHIBOIUTCS TOYKAMH, PUCK €r0 HAKOTUICHUS
Y Pa3BUTHSI JIAKTOAIIN 032 BO3PACTACT C YBEIIMUCHUEM CTEIICHH TSHKECTH HApYIIECHUS () YHKIIHH
noyek. [ToCKOIBKY MOKUIION BO3pacT MOYKET COMPOBOXKIATHCS YXYAIIIEHHEM (PYHKITUHU ITOYEK,
y TAlWEHTOB JIaHHOM  KaTeropuu  CieAyeT TIIATSIbHO  KOPPEKTUPOBATh  JIO3Y
MeT(GOPMUHCOIEPKANUX MPEAPaToOB Ui M0A00pa MUHUMAIBHOM J103bI, 00ECIeUnBaIOIICH
aJICKBAaTHBIN TITIUKEMUYECKUH 3D (EKT, C peryasipHbIM KOHTPOJIEM (PYHKITUH MOYEK.
Bszaumooeticmeus

Qonospemennoe npumeneHue MeOUKAMEHMO3HbIX CPEOCME, GIUAIOWUX HA (DYHKYUIO NOYEK UL

pacnpeoenierue mem@opmuna
Crnenyer coOIOaTh OCTOPOKHOCTh TPH OJHOBPEMEHHOM IPUMEHCHHH C IpernapaTamu,
CIIOCOOHBIMH BJIMSITH Ha (YHKIMIO TIOYEK, OKA3bIBAIONIMX BBIPAKCHHOE BIIMSHHE Ha

reMOJIMHAMHUKY WJIM MHTMOUPYIOIIME TMOYEYHBIH TPAHCIOPT W MOBBIMIAIOIINE CHCTEMHYIO
HKCIO3ULIUIO MeT(hOpMHUHA.



COOTBETCTBYET 2KC
ot 12.05.2025 N= 11955
IIpumenenue tioocodepoicawjux penmeeHKoHmpPacmHolX, [EPEOH ) (O, BRTRPMCOCYQUTIITED

NEPTHOMY OTYETY

86e0eHUs
BHyTprBeHHOE BBEJCHHE PEHTTCHKOHTPACTHBIX  HOJCOJCPXKAIIMX  CPEICTB  MOXKET
IPOBOLIMPOBAThH PAa3BUTHE KOHTPACT-UHIIYIIUPOBAHHON He(POTIATHH, IIPUBOIS K aKKYMYJISIIIHA
MeThOpMHUHA B OpraHU3ME M YBEJIMYCHUIO pHUCKA PAa3BUTHS Jakroamumo3a. [Ipuem
MeT(HOPMHUHCOISPIKAIINX TPEIapaToB CIeAyeT BPEMEHHO MMPEKPATHTH MEePe]l MPOISTyPOi UTH
Ha BpeMs MPOBEJCHUS MPOIIEyphl; BO3OOHOBIISATH IIPUEM ClIelyeT He paHee 48 4acoB mocie
MPOBEJICHUS MPOLICAYPHI, MOCIIE MOJIYICHUS JIA0OPATOPHOTO TOATBEPKIACHHS CTaOUITH3AIIUN
(GYHKIIUH TTOYCK.

Ynompebnenue arkocons

VY CTaHOBIIEHO, YTO 3TaHOJ YCWIMBACT BJIMSHHE METPOpPMHHA Ha METa0OIHM3M JIaKTaTa.
[TanmenTa cieyer npexynpeanTh 0 HeJOMyCTUMOCTH 3JI0yOTPeOICHUs aIKoTroieM Ha (oHe

IPUMEHEHUS MET(HOPMHUHCOIEPKALIUX [TPENapaToB.

AJKOroibHas MHTOKCHKALMSl acCOLMUpPOBAaHA C YBEJIMUEHUEM pHCKa JAKTOaluJ03a, B
0COOEHHOCTH MPU JAJIUTEIBHOM TOJIOAAHUN, HETOCTATOYHOM UTAaHUM U HapyIIEHUU (QYHKIUU
IICYECHHU.

Coodeporcanue sumamuna Biz

VYcraHoBieHO, 4TO METGOpPMHUH HpuMepHO B 7 % ciy4yaeB BbI3bIBAET OECCHUMIITOMHOE
CHIDKEHHE KOHIIEHTpallui BUTaMHHA B12 B cbIBOpoTKe KpoBHU. [10100HOE CHM)KEHHE B OYEHb
pEeIKUX CcllydasX NPUBOIUT K pa3BuTHiO aHemuu. Ilociae oTmeHbl MeTGopMHMHA W/WIH

3aMECTUTEIHPHON Tepalii BUTAMUHOM Bi2 CBIBOpOTOUYHAsT KOHIICHTpAIUs BUTaMHHA Bio
OBICTPO HOpPMATHM3YETCs. Y MalMEHTOB, MOTYYAOIINX MET(HOPMHUHCOICPIKAIIUE TTPETapaThl, He
pexe 1 pasza B roj ciaeayeT KOHTPOJIUPOBATH MTOKA3aTEH OOIIEKIMHUISCKOTO aHaIi3a KPOBH.
[Tpw BBISBICHUH OTKJIOHEHHMH IeMaTOJOTHYECKHUX IMOKa3aTelieii OT HOPMBI CIIeIYyeT YTOYHHUTH
STHOJIOTUIO TaKUX HAPYIICHWA W TIPOBECTH COOTBETCTBYIOIIEE JieUeHHE. Y HEKOTOPBIX
MAIMEHTOB (HampuMep, MalMeHTOB C HEJOCTATOYHBIM MOTPeOJICHHEM WM HapyHICHUSIMHU
BCACBHIBaHMs BUTaAMHHA Bi12 MM KanubIs) CYIIECTBYET MPEIPACIIONOKEHHOCTh K CHUKEHHUIO
KOHIIEHTpAlluu BUTaMUHA Bi2 B CHIBOPOTKE KpOBH. Y TaKUX MAIMEHTOB OMpeAeNeHUe
KOHIIEHTpAallMu BUTaMuHa B12 B CBIBOpOTKE KpOBU He pexe 1 pa3a B 2 — 3 rofa MOKET UMETh
JTUArHOCTHYECKYIO TICHHOCTb.

Tunoxcus

CepaedHo-cOCYyIMCThIN  Kosutanc (IIOK), OCTpas CcepleyHas HeI0CTaTOYHOCTh, OCTPBIM
WH(pApKT MHUOKapJa € JPYIHe COCTOSHHUS, JUIS KOTOPBIX XapaKTepHa THITOKCEMHUS,
ACCOLIMMPOBAHKI C TAKTOAIMI030M, a TAKXKE MOTYT CIIOCOOCTBOBAThH MPEPEHALHOM a30TEMUHU.
[Ipy BO3HUKHOBEHHHU BBIIIECYKA3aHHBIX COCTOSSHUN TpPUMEHEHUE MeT(HOPMHHCOACPKAIINX
MpernapaToB CleyeT HEMEUICHHO MPEKPATHUTh.

Xupypeuueckue emewamenvcmea

Ha Bpemst Xupypruyeckux BMEIIATEIbCTB C OOIIEH, CNHUHAIBHOW WIM SNUIypalbHON
aHecTe3uel (3a HCKITI0OUYEHUEM MaJIbIX OIepallkii, He CB3aHHBIX C OFpaHUYeHHEM MOTPEOICHUS
UMM U KUIKOCTH) IPUMEHEHHE MeT(HOPMHUHCOIEPKALUX MTPENapaToB CIEAYET OTMEHUTh.
BozobHoBneHNe mpuemMa mpemnapaTa BO3MOXKHO HE paHee, yeM uepe3 48 wyacoB mocie
BMEUIATEIbCTBA WJIU I10CJIE BOCCTAHOBJIEHUS MEPOPATIBLHOrO IPUEMA MHILM T1OCIIE TOTYyYEHUS
71a00paTOPHOTO MOATBEPKACHUS CTAOMIN3aUK (PYHKIIMH MTOYEK.

Iayuenmel ¢ napyuieHuem GYHKYUY neyenu

[TockonbKy y MalMEHTOB C HapylleHHeM (QYHKLIUU TEYEHH B psjie CIydaeB OTMEYalcs

JAKTOALMI03, SBISIIOIIMKWCS OJHOW W3 HEXKENATENbHBIX pEAKUUW IpU MPUMEHEHUH



COOTEBETCTEYET 3KC
ot 12.05.2025 N2 11959
MeT(QOPMHHA, NpenapaT KOMOMHALUKY BUJIAArIHNTHH-METDOPVEEHE /CTIEM)eH MPAMEAITH Y

NEPTHOMY OTYETY

MAIMEHTOB C 3a00JIeBaHMSMH TICUCHH WM HAapyLIICHUSMH OHOXUMHUCCKUX IOKa3areicu
(GYHKIIUH TTICUYCHH.
Yxyowenue cocmoanus nayuenmog ¢ C/{ 2 muna, panee omee4asuux Ha mepanuro

[Tpu BBISBICHUHM OTKJIOHEHUS JTA0OpAaTOPHBIX TMOKa3aTelied OT HOPMBI WJIHM MPH MOSBICHUU
KIIMHUYECKUX CHUMITOMOB YXY/IIICHHS OOIIEro CocTOSHUS (O0COOGHHO TMpU HEYETKO
BBIPAKEHHOW M CMa3aHHOW CHMIITOMATHKE) Y MAalMEHTOB C MPEAIIECTBYIOIIUM a/IeKBaTHBIM
OTBETOM Ha TEpaNuIo CIeAyeT He3aMeJIUTEIHHO MPOBECTH JIAOOPATOPHYIO AUATHOCTUKY JUIISI
BBISIBJICHMSI KETOALIM103a W/WJIH JIaKToaua03a. [Ipy BeIsBIEHUN alii103a ClIeyeT HEMEUIEHHO
MPEKPATUTh MPUMEHEHHE Mpenapara U MPOBECTH HEOOXOAUMbIE MEPbl KOPPEKIIMH COCTOSHUS
nanueHTa.

lunoenuxemus

Kak mpaBuiio, runoraukeMusi He OTMEUYAETCA y MAIMEHTOB, MOJYYaOIIUX TEPAIUI0 TOJIBKO
mpernapaToM KOMOWHAIMK BWJIIATJIMIITUH+METGOPMHUH, OJHAKO OHAa MOXKET BO3HUKATh HA
dboHE HUBKOKAIOPUWHOW JWeThl (KOrJa WHTCHCHBHAs (DU3WUECKas Harpy3ka He
KOMITICHCUPYETCS] KAJIOPUHHOCTBIO MUIIH), THO00 Ha QoHe ynoTpebiieHus ainkorois. Pazputue
TUIOTJIMKEMHUH HanboJiee BEPOSTHO Y TOKUIIBIX, OCIIa0JICHHBIX WM UCTOIIEHHBIX MAI[UEHTOB,
a TaKoke Ha (JOHE TUIONUTYUTApU3Ma, HAATIOYEUHUKOBON HEJOCTATOUHOCTH WJIH aJIKOTOJIBHOM
WHTOKCHKAIUU. Y TOXWJIBIX MAlMEHTOB W Y JIMI, MOJy4aromux OeTa-aJpeHOOI0KATOPHI,
JTUArHOCTHKA TUIIOTJIMKEMUN MOXET OBITh 3aTpy/IHEHA.

CHuoicenue 3ghekmusnocmu 2unonuKemMuyecKux cpeocmas

[Tpu ctpecce (Muxopanake, TpaBMe, WHPEKIUH, XUPYPrUYECKOM BMEIIATEILCTBE H T.I.),

pa3BHUBAIOIIEMCs Y NAIIMEHTOB, MOJIYYalOIUX TUIIOTIIMKEMUYECKHE CPEACTBA 10 CTaHAAPTHOU
CXeMe, BO3MOXKHO pe3Koe CHMXEHHE 3()D(PEKTUBHOCTU IMOCIEIHUX Ha HEKOTOopoe BpeMms. B
JAHHOM CJIy4ae MOXKET BO3HHMKHYTh HEOOXOJUMOCTh BPEMEHHOI'O IMpEKpallleHUs Tepanuu
KOMOMHAIMe  BUJJArTUNTHUHTMETPOPMMH W TEpeBOAa Ha  HMHCYJIMHOTEPAIHMIo.
Bo300HOBNIEHME JIeueHHs penapaToM, COAEepP KaMM BHIIAATIUIITHH U MET(GOPMHH, BOZMOKHO
1I0CJIE OKOHYaHMsI OCTPOTO MEpUOa.

4.5. B3aumoaeiicTBue ¢ JAPYrHMH JIeKAPCTBEHHBIMHU MNpenaparamMu W Jpyrue BH/bI
B3aNMO/1eCTBUA
Bunmarnuorud u metdopMuH

ITpu omHOBpeMeHHOM npumeHeHun BuigariunTtuHa (100 mr 1 pa3 B cytku) u merdopmHHA
(1000 mr 1 pa3 B CyTKH) KIMHMYECKH 3HAYUMBIX (PapMaKOKHHETHMUYECKHX B3aUMOJCHCTBUI
MEXJIy HHMMHU OTMEUYeHO He Obu1o. JlekapcTBeHHbIE B3aMMOJEHCTBHA IS KaKJIOTO
JENCTBYIOIIEr0 BEUIECTBA XOPOIIO U3YUEHBI.

Hwuxe mnpencraBneHa wumeromascs HHQOpPMAIUS IO B3aUMOJCHCTBUIO IS KaXJOTO
JIEACTBYIOIIETO BEIIECTBA.

Bunparnmuntux

Bunparnuntun o61asaeT HU3KUM MOTEHIIMAJIOM JIEKAPCTBEHHOT'O B3aUMOACHCTBHUS.
[TockonpKy BUJIIATJIMIITUH HE SIBISETCS CyOCTpaTOM (PepMEHTOB CHCTEMBI IIuTOXpoMa P450
(CYP), a Takxke He MHTHOUPYET U HE UHAYIUPYET 3T U30(PEPMEHTHI, €r0 B3aUMOAECHCTBHE C
JIEKapCTBEeHHBIMH IIperapaTaMH, KOTOpbIE SIBISAIOTCS CyOcTpaTamMM, HHTHOUTOpaMHM WM
unaykropamu P450 (CYP), manosepositHO. [Ipy 0AHOBpEMEHHOM IPUMEHEHUH BUJIIATTIUIITUH
HE BIUSET Ha CKOPOCTh METa0OoNM3Ma MpEeraparoB, SBISIOMUXCS cyOcTpataMu ()epMEHTOB:
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.



COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 12.05.2025 N= 11959
Knnandeckn 3Ha4MMOrO B3aUMOJEHCTBHS BHIIIATIUNITHHA)C [TEEPOPAISHEIMEHIPETaparaMy,

HauOojiee 4YacTo MPUMEHSAEMbIMH Ipu JedeHud CJ[2Z2 Tuna (JIMOCHKIAMHIIOM,
HUOIIUTA30HOM, METPOPMHUHOM) WIH 00JaAI0IIUMU y3KUM TEeparneBTUYECKUM Hara30HOM
(aMJIOAMIIMHOM, AUTOKCUHOM, PAMUIIPUIIOM, CHMBAaCTaTHHOM, BaJICapTaHOM, Bap(aprHOM) He
YCTaHOBJIEHO.

Metdopmun

Dypocemud yBeIUUNBACT MMOKA3aTeIM MAaKCUMaIbHON KOHIICHTpAIKUU B T1a3Me KPOBH (Cmax)
W Iom@am 1moja  (papMaKOKMHETHYECKOM KpuBOW  «koHIEHTparwmsi-Bpems» (AUC)
MeT(hopMHUHA, HO HE BIUSACT HA €ro NMoueyHbl kinupeHc. Merdopmun cHuxaeT Cmax 1 AUC
bypocemuia 1 TakkKe He BJIUSAET Ha €ro MOYeYHbIH KIUPEHC.

Hugeounur yBenmumBaer BcachiBaHue, Cmax W AUC wMerdopMmHA; KpoME TOro, OH
YBEJIMYMBAET BBIBEJCHHE €ro IodykamMu. MeTrhopMuUH MpakTHYECKM HE BIUSET Ha
(dapMaKOKMHETHYECKHE TTapaMeTphl HA(eTUIrHa.

Imubenknamuo He BiMseT Ha (apMaKOKWHETHUYEeCKHe/(papMaKoJMHAMUYECKHE ITapaMeTphl
merpopmuna. MerdopmuH, B 1menoM, cHKaeT Cmax 1 AUC rimOeHkIamMuna, OJHAKO
BenMurHA dppeKTa CUIbHO Bapbupyet. [1o 3Toi npuunHe KIMHUYECKOe 3HAYSeHHE M0J00HOTO
B3aUMOJICHCTBUS OCTAETCSI HESICHBIM.

Hoocodeporcawue penmeenkonmpacmuvie cpedcmea

[Tpuem MeThOpMHHCOAEPIKAIIUX IPENapaToB CleIyeT BPEMEHHO OTMEHUTH JI0 HPOLETyphl
WIA Ha BpeMs NPOBEJECHUs MPOLEAYpPbl; BO30OHOBIATH MPUEM cielyeT He paHee 48 yacoB
1OCJI€ TIPOBENCHHS] NPOIEAYpHl, MOCIEe MOJIY4YeHHs JAaOOpaTOPHOTO IOATBEPKACHUS
cTabmnm3annu GyHKIUH ITOYEK.

IIpenapamui, chudicaiowjue Kiupenc mempopmuna

ComnyTcTBylOIIee NpUMEHEHHE NPEnapaToB, BIMAIOMMX Ha OOIIHME CHCTEMBI KaHAJIBIIEBOTO
TPAaHCIOPTA, TMPUHUMAONINX YYacTHE B TOYEYHOW HKCKpennu MeTdopMHHA (HAIpHMeEp,
UHTUOMTOPOB  OPraHUYECKOro KaTHOHHOTro TpaHcmoprepa-2[OCT2]/6enka  skcTpy3un
JIEKapCTBEHHBIX mpenapatoB ¥ TokcuHOB [MATE], Takux kak paHONa3uH, BaHIETAHHO,
JOJYTETpaBUp U LIUMETHJIUH), MOKET MPUBOAMUTH K IOBBIMIEHUIO CHUCTEMHOW 3KCIO3UIMU
MeT(opMHUHa.

Cyocmpamul mpancnopmepa opeanudeckux kamuonos 1 u 2 (OCTI u OCT2)

MetdopmuH siBisercs cyoctpatom opranndeckux kaTuoHoB OCT1 u OCT2. [Ipu coBmMecTHOM
NPUMEHEHHU C MET(HOPMHUHOM:

— uHrubutopsl OCT1 (Takue Kak BepamamMmui) MOTYT CHU3UTh TMIIOTIMKEMHYECKOE
neiictBue MeTopmuHa;

— usHaykropel OCT1 (Takme kak pupaMOUIMH) MOTYT YBEJIMYHUTh BCAaChIBAHUE
metdopmuna B XKKT u ycuIuTh €ro runorimkeMuyeckoe 1eHCTBHE;

— uHrubutopsl OCT?2 (Takue Kak UUMETHIUH, 10JTyTerpaBup, paHOIa3uH, TPUMETOIIPUM,
BaH/IeTaHUO, M3aBYKOHA30Jl) MOTYT CHHU3UThH BBIBEJCHHE MET(POpPMHHA MOYKAMHU H
NPUBECTH K YBEMUYEHHUIO €r0 KOHIEHTPAIUHU B IJIa3Me KPOBH,

— unrubutopsl OCT1 u OCT2 (Takue Kak KpU30THHHO, osanmapu®) MOTYT CHU3HUTH
TUIOTIIMKEMHUYECKOE IeHCTBIE METHOPMHHA.

Hpyeue npenapamoi

Hexotopble mpenapaTsl MOTYT OKa3bIBaTh HEOJAronpHATHOE BIMSHHE HAa (YHKLIHUIO TOYEK,
YBEJIUYHMBAsI TAKUM 00pa3oM PUCK pa3BUTHSA JakToanuao3a, Hanpumep, HIIBII, B Tom uncne
CEJICKTUBHBIC WHTUOUTOPHI ITUKIOOKCUTEeHa3bl-2 (uHruoutopel [1OI-2), wuHrHOUTOpHI
aHTHOTEH3WHIIpeBpalarnero ¢gepmenta (MHTUOUTOphl AIID), muypeTuku, B 0COOCHHOCTH



COOTEBETCTEYET 3KC
ot 12.05.2025 N= 11959
«TIETIIEBBIEY. Y MAMEHTOB, NOTYyYaONMX Tepainio MeT(POPMARCO IR XIEAMH peTapaTany
B Hayaje JIeYeHHs, a TakXKe IMpPH OJHOBPEMEHHOM IPUMCHEHHM BbILICyKa3aHHBIX
JIEKapPCTBEHHBIX CPEJICTB CJIEIyeT TUIATeIbHO KOHTPOJIUPOBATH QYHKITHIO TTOYEK.

VY 310pOBBIX JOOPOBOJIBIIEB MPU OAHOBPEMEHHOM MPUMEHEHUH MET(POPMHUHA U IIPOIPAHOIIOIA,

a TaKke MpU MpuMeHeHHH MeTdopMuHa W uOynpodeHa He HaONI0AANOCh W3MEHEHHS HMX
(apMaKOKMHETUYECKHX TTOKa3aTeIeH.

Hekortopeie mnpenapaTbl MOTYT BBI3bIBaTh THUIEPIIIMKEMHUIO U CHOCOOCTBYIOT CHUKEHHIO
3 PEKTUBHOCTH TUITOTIIMKEMUYECKUX cpeaCcTB. K mogoOHbIM mpenapaTaM OTHOCSTCS THA3UIBI
U Jpyrue JAUYPeTHKH, TIFOKOKOPTHUKOCTEPOMJIbl, (DEHOTHA3UHBI, TIJIIOKArOH, IpernapaTsl
FOPMOHOB IIMTOBUJHOM JKejie3bl, B TOM YHCJIE€ JICBOTUPOKCUH HATpPUs, 3CTPOIEHBI,
HepopaJibHble KOHTPALCNTUBbl, (EHUTOMH, HMKOTHMHOBAas KHUCIIOTA, CHMIIATOMUMETHKH,
0JI0OKaTOpbl «MEIJIEHHBIX» KaJbIMEBBIX KaHAJIOB M uW30HMa3uI. Ilpu omgHOBpeMEeHHOM
IPUMEHEHUU MOJOOHBIX MpEnapaToB WM, HAIpPOTHUB, B CIy4yae UX OTMEHBI PEKOMEHAYETCS
TIIATEIBHO OIICHUBATh d(P(HEKTUBHOCTH KOHTPOJIS TIMKEMHH, a TAK)KE€ KOPPEKTHPOBATH 103y
MeT(opMHUHa.

He pexomenmyeTcst 0THOBPEMEHHBIH MpHUEM J1aHa30J1a BO M30€KaHNUEe TUIEPTINKEMHIYeCKOTO
neiictBust nocieanero. [Ipu HeEoOXOAMMOCTH JieUEHMs JaHA30JI0M U IOC]e IMpeKpalleHus
nprema nocjeHero TpedyeTcst KOppeKIus 103bl MET(GOPMHUHA 101 KOHTPOJIEM KOHLEHTpAIH
IJIFOKO3bI KPOBH.

Xnopnpomazun nipu npuMeHeHUH B O6onbux go3ax (100 Mr B 1eHb) MOBBIIACT INIMKEMUIO,
CHUKasl BBICBOOOXKIeHNE UHCYIMHA. [Ipyu nedeHnn HelpoienTukamMu U Mocie NpeKpalleHus
npueMa  TOCHeOHHX  TpeOyeTcst  KOppeKmus 1036l Ipemapara  KOMOWHAIMH
BUJIIATIMIITUH+MET()OPMHUH MOJI KOHTPOJIEM KOHLEHTPALIUHU TIIFOKO3bl KPOBH.

Hnvexyuonnvle f-2-cumnamomumemuxy TIOBBIIAIOT TIUKEMHUIO BCIEICTBHE CTHUMYIISIIUU
B-2-anpeHopenenitopoB. B 3TOM ciiydae HeoOXOIUM  KOHTPOJL  riuKeMuu. [lpu
HEOO0XO0/IMMOCTH PEKOMEHIyeTCsl MPUMEHEeHHe UHCYINHA. [Ipu 0qHOBpEMEHHOM MPUMEHEHUH
MeTGopMHHA €  TPOU3BOAHBIMH  CYJIb()OHMIMOYEBHHBI, HHCYJIMHOM,  aKapOo30ii,
CIMLIMIIATAMH BO3MOXHO YCHJIEHUE TUIIOTIIMKEMUYECKOTO JEHCTBUS.

[Tockonbky mpH TNpUMEHEHHMH MeT(GOpMUHA Y MAIMEHTOB C OCTPOM alKOTrOJIbHOM
MHTOKCHKAIMEH MOBBIIIAETCS PUCK Pa3BUTHUSA JIAKTOALUA03a (B OCOOEHHOCTH, ITPH I'0JI0/IaHNUH,
UCTOLIEHUH  WJIM  HapylleHWH (QyHKUMM TE4YeHH), TNpuh [pHeMe KOMOMHAIUu
BUJIIATIMIITUH+METQOPMUH  CIIETyeT BO3IEPKUBATHCS OT YHNOTPEOJIEHUS aJIKOrois |
JIEKapCTBEHHBIX CPE/ICTB, COJAEPKAIIMX ATHIIOBBIA CIIUPT.

MeTdopMHUH MOXKET CHIKATh JISHCTBUE aHTUKOATYJISTHTOB HEMPSAMOTO ACHCTBUS.

4.6. ®epTHIBHOCTDH, 0€PEMEHHOCTD M JIAKTALMSA

bepemenHocTh

[Tpenapar, comepkamuii BUIJATIANTAH U METQOPMHUH, IIPOTUBOTIOKA3aH MPU OEPEeMEHHOCTH.
JIoCTaToOYHBIX MJAaHHBIX TIO0 TPHUMEHEHHWIO TIIperapara, CoOJEpKallero BWINATIUNTAH U
MeTGopMuH, y OEpeMEHHBIX HET, B CBSI3M C 4YeM INpenapaT MPOTHBOIIOKa3aH BO BpeMs
OepeMeHHOCTH. B mccinenoBaHnsX BIJIAATIANITHHA HAa )KHBOTHBIX TIPU BBEJICHUH BBICOKHX /103
ObuIa BBISIBIEHA PEMPOAYKTUBHAS TOKCUYHOCTb. MccienoBanus MeTopMrHa Ha >KMBOTHBIX
MOKa3aJli OTCYTCTBUE PENPOAYKTUBHOW TOKCHMYHOCTH. [TOTEeHIMaNbHBIA PUCK AJS 4eJIoBeKa
HEH3BECTEH.
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ot 12.05.2025 Ne 11959
Jlaxranus (NOCTNEQOBATENBLHOCTL 0001)

JoxnuHaudeckrue 3a00eBaHUs TMOKa3alM, YTO BWJIAALJIMITAH M MCETQOPMHUH NPOHUKACT B
MOJIOKO JIAKTUPYIOIIUX KMBOTHBIX. HET JaHHBIX 0 MPOHUKHOBEHUHY BUJIJATJIMIITUHA B TPYAHOE
MOJIOKO 4YeJOBeKa, MeT(GOPMHUH TMPOHUKAET B HEOOJBIIMX KOJIMYECTBaX. B cCBs3M C
HEBO3MOXKHOCTHIO UCKITFOUCHHUS PHCKA BOSHHUKHOBEHHS HEXKEIIATEIBHBIX PEaKIUil y peOeHKa,
MPUMEHEHHE Tperapara, COACPIKAIIEro BUJIATIMIITAH U METPOPMUH, B TEPUOJ T'PYIAHOTO
BCKapMJIMBaHUs IPOTHUBOMOKA3aHO.

DepTHIILHOCTD

HccnenoBanuii  BIMSHMSA — Tpernapata KOMOMHAMHM — BWIAATTUNTHHMETGOPMUH  HA
(GepTHIBHOCTh Y YellOBEKa HEe MPOBOAMIOCH. B HccienoBaHMAX y KMBOTHBIX NPHMEHEHHUE
BIIIIATNIMNTAHA B fA03aX, B 200 pa3 MNpeBHIIIAIONIMX PEKOMEHIyeMble, HE BBI3BIBAIIO
HapyIIeHNH (HepTUIEHOCTH.

He Obuto OTMEYEHO OTPHULIATENFHOTO BIMSHUS HAa (PEPTHIBLHOCTh y CaMIIOB M CaMOK MpH
npuMeHeHnn MmetrdopmuHa B no3ax 600 MI/KT B CYTKH, YTO NPUOIU3UTENHHO B 3 pasa
NPEBBIIACT PEKOMEHIOBAHHYIO 03y AJIs YesioBeKa (IpH Mepecyere Ha IJI0NIa b TOBEPXHOCTH
TEma).

4.7. BiusiHue HA CNOCOOHOCTH YNPABJSITH TPAHCHOPTHBIMHU CpeACTBAMM U padoTaTh ¢
MeXaHNU3MaMH

Bnusinue npenapara, coepkaiiero BUWIAAraIunTHH U MET(hOPMHH, Ha CIOCOOHOCTH YIPAaBISATh
TPAHCIIOPTHBIMU CPEICTBAMU M MEXaHU3MaMH He U3y4yanock. [Ipu pa3BUTHH TOJOBOKPYXKEHUS
Ha (hoHEe mpHUMEHEeHHs TpenapaTa CIeIyeT BO3JIEPKUBATHCA OT YIPABICHHUS TPAHCIOPTHBIMU
CpEJICTBAaMHU M MEXaHU3MaMHU.

4.8. HexkesiaTeibHbIe peakiuu
Pesrome mpoduis 6e3o00acHOCTH

Bunoaznunmun+memgpopmun

[IpencraBiaeHHble HUXKE JTaHHBIE OTHOCATCS K IPUMEHEHHIO BUJAATIMITHHA U METQOPMHHA B
MOHOTEpAnuu 1 B KOMOMHAIUH.

OTMmedeHbl pekue ciaydyau pa3BUTHS aHTHOHEBPOTHMYECKOrO OTeKka Ha (hOHE Tepanuu
mpenapaTtoM cO CXOJHOM YacTOTOM B KOHTpoJibHOW Tpynme. Haumbonee wacto cimydan
AQHTMOHEBPOTUYECKOTO0 OTeKa OTMEYAJIMCh MpPH MPUMEHEHHM IpernapaTa B KOMOMHALUU C
MHIHOMTOpaMu aHTHoTeH3UHNpeBpaaomero ¢pepmenta (MAIID). B 6onpmmHCTBE Ciiydaes
AQHTMOHEBPOTUYECKUN OTEK OBLI JIETKOM CTEMEeHHW M pa3peliajics CaMOCTOSATENbHO B XOj€
IIPOJOJKEHUS] TEPAMU BUIIATJIMIITUHOM.

Ha ¢one Tepanum BWIAATIUITHHOM PEIKO OTMEYATUCh HapylleHHs (QYHKIUM TeYeHU
(BKJItOUAs renaTuT) OECCUMIITOMHOTO TeUeHUs. B GONbIIMHCTBE CilydaeB JaHHbIE HApYILIEHUS
Y OTKJIOHEHHMsI MOKa3aTenael (yHKIMH MMeYeHH OT HOPMbI pa3pelaiich CaMOCTOSITENIbHO Oe3
OCJIO’)KHEHUH Tocye MpeKpalleHus Tepanuu npenaparoM. [lpu npruMeHeHnn BUIIarIuInTiHA B
no3e 50 mr 1 nim 2 pa3a B CyTKH YacTOTA MMOBBIIIEHUS aKTUBHOCTHU «I1€Y€HOYHBIX» (PEPMEHTOB
(AJIT mwmu ACT B 3 pasa Beimie BI'H) cocraBnsna 0,2 % wiu 0,3 % cooTBeTcTBEHHO (T10
cpaBHeHutio ¢ 0,2 % B KoHTposibHOW Tpymnme). [loBbIlIeHHE AKTUBHOCTU «IIE€UYEHOYHBIX)
(depMeHTOB B OOJBIIMHCTBE CIy4aeB ObUIO OECCHMIITOMHBIM, HE IMPOrPECCHpPOBAIO M HE
COIPOBOKAAIOCH X0JIECTA30M MJIU JKEITYXOH.

BunparnmunTuH He OKa3bIBaJl BIMSHUS Ha Maccy Tejla npu J00aBICHUH K MET(POPMUHY.
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Kenyoouno-kuweunvie napywenuss npu NpUMEHEHUN METHOPNIHE PEIHETPHPTIOTES (OUEHE

NEPTHOMY OTYETY

yacto. Yacrora HP co cropoust XKT, Ha (QoHE KOMOWMHHPOBAHHOW Teparnu
BUJIZIATJIMIITUHOM M MET(GOPMHUHA THUAPOXJIOpUaoM coctaBisuia 13,2 % (mpu mpuMeHEeHUH
50 mr 1 pa3 B aeHb wim 2 pasza B JeHb). [Ipu nmpuMeHEHUH MOHOTEpanuu MeTHOpMUHA —
18,1 %.

Pe3roMe HexeNnaTeNIbHbIX peakuii

Hwxe npuBenenst HP, BO3MOXHBIE Kak NpU NPUMEHEHWH KOMOMHHUPOBAHHOW Teparmuu
BIWIJIATJIMIITUHOM M MET(GPOPMUHOM, TaK U MOHOIPENAPAaTOB BIIIJATIUIITHHA U MET(HOPMHHA.
HP pacnpeneneHbl mo CHUCTEMHO-OPTaHHBIM KJlaccaM B COOTBETCTBHM CO CIIOBapeM JUIs
perynaropHoii nestenbHocTH MedDRA, ¢ ykazaHneM 4acTOThl X BO3HUKHOBEHHS COTJIACHO
pexomenaanusam BO3: ouens uacmo (> 1/10), wacmo (> 1/100, Ho < 1/10), Heuacmo (= 1/1000,
HO < 1/100), peoko (> 1/10000, rHo < 1/1000), ouens peoxo (< 1/10000), vacmoma neuzeecmua
(Ha OCHOBAaHMH MMEIOIUXCS TAHHBIX OIICHUTh YAaCTOTY HEBO3MOJKHO).

HP, 603m0s1cHble npU RPUMEHEHUU KOMOUHAUUU 6UT0AZTURMUH + MemBopMUH.
Hapywenus memabonuzma u numanus. 4acTo — TUIOTIIMKEMUS.

Hapywenus co cmopoHbl HepeHOlU cucmemsl. 4YacTo — TPEMOp, TOJOBHas OOIb,
TOJIOBOKPYKEHHE; HEYaCTO — MOBBILIICHHAS] YTOMJIISIEMOCTb.

Kenyoouno-kuuieunvie HapyuieHus: 9acTo — TOUTHOTA.

JlonrocpoyHble KIMHUYECKUE MUCCIEIOBAHUS MPOJIOJDKUTENBHOCTHIO A0 2-X JIET HE BBISIBUIIU
Kakux-mu00 u3MeHeHuil npoduias Oe30MacHOCTH WU HENpPEIBUICHHBIX PHUCKOB IPHU
NPUMEHEHUH BUIIJATIUIITHHA B KOMOWHAIIMH C MET(OPMHUHOM.

W3yuenne mpuMeHEHHss KOMOMHAIIMYM BHJIATJIMOTHH + METQOPMHUH B KaueCTBE CTApPTOBOU
tepanmun npu CJ[2 Thnma He BBIABWIO OTKJIOHEHHUW mpoduias Oe30MacHOCTH WU
HETIPEe/IBUICHHBIX PUCKOB.

B kombunayuu c uncynunom

B KOHTpONMpyeMBbIX KIMHUUYECKUX MCCIEIOBAHUAX MPU MPUMEHEHUHN BUJIATIUNTHHA B J03€
50 mr 2 pa3a B JileHb B KOMOMHAIIUU C MHCYJIMHOM B COYETaHUM ¢ MET(HOPMUHOM N O€3 HEro,
4acTOTa OTMEHBI TEPAMU B CBSA3H C Pa3BUTHEM NMOOOUHBIX peakiuii coctasuina 0,3 % B rpymme
BIWJIJIATJIMIITHHA, IPU 3TOM B IpyIIe Mianedo ciaydyaeB OTMEHBI Tepaniy He ObLIO.

Yactota rumornukeMuu Obla comoctaBumoid B obeux rpynmax (14,0 % B rpymnme
BuAarunTuHa u 16,4 % B rpynne mianebo). B rpynne BuigaraunTiHa OTMEUEHBI Cydyau
THITOTIIMKEMHH TSHKEJION CTENeHH y ABYX IMAallMEHTOB, B TPYIIIe Tuanedo — y 6 marreHToB.

Ha mMoMeHT 3aBepiieHHs MCCIeI0BaHUS BUIIIATIMIITHH HE OKa3bIBAJI BIUSHHS HA CPEIHIOIO
Maccy Tena (macca Tena yBennueHa Ha +0,6 Kr MO CpaBHEHHUIO C HMCXOJHOW B TpymIe
BIWJIJIATJIMIITHHA, B TPYIIIE MJ1ane60 N3MEHEeHUH He OTMEUEHO).

HP y manumentoB, nony4aBmux BuiaarmunTuH 50 Mr 2 pasa B JieHb B KOMOMHAIMM C
UHCYJIMHOM (C MET(OPMHUHOM HMJIH O€3 HETro), MPeICTaBICHbI HIDKE.

Hapywenus co cmoponvl HepéHoti cucmemvpl: 4aCTO — rojioBHasi 00JIb.

Kemyoouno-kuuieunvie HapywieHus: 4YacTO — TOUIHOTA, racTpol3odareaibHbIi pediirokc;
HEYacTo — JUapesi, METEOPU3M.

Jlabopamopnvie u uncmpymenmanvhvie OaHHvle: 9aCTO — CHUKEHHE KOHIIEHTPAIUH TITFOKO3bI
B KPOBHU.

Obwue HapyuieHus: u peakyuu 8 mecme 68e0eHus: 9acTo — 03HO0.

B kombunayuu c npenapamamu cynv@oHuIMoue6UHbL

Cny4yaeB OTMEHBI Tperapara, CBS3aHHbIX C pa3ButueM HP B rpynme xoMOMHHMpOBaHHOMN
Tepanuy BUJIATTUMITUHOM, MET(HOPMUHOM H TIIMMENHUPHUIOM, OTMEUEHO He Oblio. B rpymme
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KOMOMHMPOBAHHOM Tepanuu Iiane6o, MeTqopMUHOM] (W [THAMEHAPEIOM- gacrena] HP

cocrasmia 0,6 %.
['unornukeMus orMevanach yacto B oOeux rpymnmnax (5,1 % B rpymnmne KOMOMHHPOBAHHOMN
Tepanuy BWIIANIMNTHHOM, METGOpMHHOM M DmMmenupuaom u 1,9 % B rpynme
KOMOMHHPOBAHHOW Tepanmuu Iu1ane0o, METPOPMHUHOM U TIMMENUpHIoM). B rpymme
BIJIJIATJIUIITUHA OTMEYECH OJIMH 3MHU30/T TUIIOTJIMKEMHH TSKEJION CTEIICHH.

Ha momeHT 3aBepiiieHus UCCIIeI0BaHUsI 3HAUMMOTO BIUSHUS HA MACCy TeJla BBISIBJICHO HE OBbLIO
(+0,6 xr B rpynmne BuigarauntuHa u -0,1 Kr B rpynme miane6o).

HP y mamumenToB, mosmy4aBmmx BuigarauntuH 50 mMr 2 pa3a B JeHb B KOMOWHAIUU C
MeT(HOPMHUHOM M TIperapaTaMu CyJIb(HOHUIMOUYEBUHBI, TIPEICTABICHBI HIDKE.

Hapywenus co cmoponul HepsHotl cucmempi: 4aCTO — TOJOBOKPYKEHUE, TPEMOP.

Hapywenus memabonruzma u numanus: 9aCTo — TUIIOTTIMKEMUS.

Hapywenus co cmoponul kodcu u noOKON#CHbIX MKaHel: 9aCTO — TUIIEPTUAPO3.

Obwue napyuweHus u peakyuu 8 mecme 86e0eHUs: 4aCTO — aCTCHUSL.

Bunoaznunmun ¢ monomepanuu

Hngpexyuu u ungazuu: OYCHH pEAKO — WH(YEKIUN BEPXHHUX JBIXaTEIbHBIX IYTEH,
Ha30(apHuHTHUT.

Hapywenusa memabonuzma u numarnus: He4acTO — TUIIOTTIUKEMHUSL.

Hapywenus co cmoponvl HepeHOU cucmemsbl: 4aCTO — FOJIOBOKPYKEHHE; HEYACTO — T'OJIOBHAS
00JIb.

Kenyoouno-kuweunvie HapyuieHus: He4acTo — 3arop.

Hapywenus co cmopoHnvl mvluieyHot, ckeremuou U coeOUHUMmMenNbHou MKAHU: HEYacTo —
apTpanrus.

Hapywenus co cmoponwl cocyoos: HedacTo — nepudepuyecKue OTEKH.

[Ipu mnpumMeHeHMH KOMOWHHPOBAHHOW TEpanuy BIIJATJIMIITHHOM H METHOPMHHOM HE
OTMEYAJIOCh ~ KJIMHUYECKH 3HAUYMMOIO TMOBBIINIEHHWS YacTOThl BbllIeyKa3aHHbIX HP,
OTMEUaBIINXCS MIPH MPUEME BHIJArTUNTHHA.

Ha ¢one monorepanuu BungarauntaHoMm 50 Mr 1 pa3 B JeHb 4acTOTa OTMEHBI TEPAINUU IO
npuunHe HP cocraBuna 0,2 %, 50 mr 2 paza B aenb 0,1 %, a B rpynmne miamne6o — 0,6 %, B
rpymre npenapata cpaBaenus — 0,5 %.

B wuccnenoBaHMM MOHOTEpanmWM BWIAATJIWITAHOM YacTOTa pPa3BUTHS THUIOTIMKEMHUHU
coctasisuia 0,5 % cpenu manueHToB, nodydaBmux BuaaraunTad 50 mr 1 pa3 B nens u 0,3 %
- 50 mr 2 pa3za B zieHb, 1o cpaBHeHuto ¢ 0,2 % B rpynnax mianedo u npenapara cpaBHEHUS.
CepbesHbIX U TsDKenbix HP He ObL10 BBISBICHO.

MomnoTepanus BUIAATIUITHHOM HE OKa3bIBajla BIMSHUS HA Maccy Tena.

Jonrocpounblie KIMHUYECKUE UCCIEIOBAHUS MPOJOIKUTEIBHOCTBIO O 2-X JIET HE BBISBUIIU
KaKuX-TH00 JOMOJHUTENbHBIX OTKIOHEHUH Mpoduiis 0e30MacHOCTH WM HENpPeIBUICHHBIX
PHUCKOB MPY TPUMEHEHNUW BUJIJATJIMIITHHA B MOHOTEPATTHH.

Memgpopmun ¢ monomepanuu

Hapywenus memabonuzma u numanus: 0O49€Hb 4aCTO — CHIDKCHHE alIeTHTa; OYeHb PEIKO —
JIaKTaTalHI03.

Kenyoouno-kuuieunvie HapyuleHuss: O4€Hb 4aCTO — METEOPU3M, TOLTHOTA, PBOTA, Auapesi, 0601b
B JKMBOTE; YaCTO — JIUCTEB3HUSI.

Hapywenus co cmopoHul newenu u dicenuesbl800auyux nymeti. O4eHb PEIKO — TeTaTuT.
Hapywenus co cmoponsl Kodicu u n0OKONCHbIX MKAHel: 0YeHb PEIKO — KOXKHbBIE peakiuu (B
YaCTHOCTHU, IPUTEMA, 3y]I, KPAaIUBHUIIA).
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Jlabopamopnvle u uncmpymenmanbHbvie OaHHble: OYeHB[ PeAKO—T]| YMEHBHICHKE BCACHBAHHA

BUTaMHHA B12, U3MeHeHUe mokazaTeneil PyHKIIUN CUCHH.

YMeHbllIeHne BCachblBaHUsI BUTAMUHA B12 1 CHMYKEHHUE ero KOHLIEHTPALUU B CBIBOPOTKE KPOBU
Ha (oHEe MpuUMEHEeHHUs MeTQOopMHUHA OTMEYaOCh OYEHb PEIKO Yy MAlMEHTOB, MOJY4aBIIUX
npemnapar B TCUCHUC JJIUTCIBHOIO BpEMCHHU, U, KaK ITPABUJIO, HC TPCACTABIIAIO KIIMHUYCCKOI'O
3HA4YCHUA.

Cne;[yeT YUYUTBIBATH BO3SMOKXHOCTh YMCHBIICHHS BCACBIBAHUSA BUTAMHHA B12 Y MalMCHTOB C
MErajyio0JIaCTHONW aHEMUEH.

OTtaenbHbIE Cllydan OTKJIOHEHUS JTa0OPATOPHBIX MOKa3aTesael (yHKIIUU IEYeHH OT HOPMbI UITU
Clly4au TernaruTa, KOTopble HabMo1anuch Ha oHe MpUMeHeHUsT MeT(OpPMUHA, pa3pelIaauch
MOCJIE €r0 OTMEHBI.

Ilocmpecucmpayuonnsle ucciedo6anus

JKenyoouno-kuuieunvle HapyuieHus: 9aCTOTa HEU3BECTHA — MAHKPEATHT.

Hapywenus co cmoponsi neuenu u dceniegblgo0sauux nymeti. 4aCToTa HEU3BECTHA — FENaTUT
(pa3pemmBIINICS CAMOCTOATEIBHO TIOCIE OTMEHBI JISKAPCTBEHHOTO TIperiapara), MOBBIIICHUE
AKTUBHOCTH «IIC€YCHOUYHBIX» (PEPMEHTOB (pa3peuInBIICeCsS CAMOCTOSITEILHO TOCIE OTMEHBI
JIEKapCTBEHHOT'O IIpernapara).

HapymeHuﬂ CO CmOpOHbL Mbll/l/lellHOZZ, CKeNemHol U COeOUHUMENbHOU MKAHY: YacToTa
HEU3BECTHA — MUAJITHUSA, apTPAIITHS, B PEAKUX CIydasX BbIPaKEHHAas.

HapymeHuﬂ CO CMOPOHbL KOJMCU U NOOKOMCHBIX MKAHel. YaCTOTa HEU3BECTHA — KpalliBHUIIA,
9Kc(HONMATUBHOE U OYJUIE3HOE MOPAKEHUS KOXKH, BKITIOYas OYJUIe3HBIN MTeMpUTONT, KOKHBIN
BaCKYJIHT.

Coo00111eH1Ee 0 TT0/I03PEBAEMBIX HEKEJIATeIbHBIX PEaKIIHIX

BaxHo coo0miare O TOM03pEBAaEMBIX HEXKETIATEIbHBIX PEAKIUAX IOCIEe PETUCTPAIHH
JEKapCTBEHHOTO Tperapata ¢ I[eNbl0  O0ECIeYeHUsT HEeMPephIBHOTO MOHUTOPHUHTA
COOTHOIIIEHUS «II0JIb3a — PHUCK» JIEKaPCTBEHHOTO Mpernapara. MeaulIuHCKUM pPabOTHHKaM
pEeKOMEHIyeTcsl cooOIaTh O JIOOBIX MOJIO3PEBAEMBIX  HEXKENATEIbHBIX  PEaKIHIX
JIEKapCTBEHHOTO Tperapara 4epe3 HallMOHAIbHBIE CUCTEMBbI COOOIECHUS O HEXKENaTeIbHBIX
peaKIMAxX rocyiapcTB — wieHoB EBpa3uiickoro 5KOHOMHUYECKOT0 COI03a.

Poccuiickas ®@eoepayus

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKas III0IIaab, 1. 4, ctp. 1.

Tenedon: + 7 (800) 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. lepeno3npoBka
BunnarmunoTug

Cumnmonmbi

B xnmmHMYecKuX uccneaoBaHus Ipy mpruemMe mpenapara B 103e 400 Mr/cyT HaOmr01amuch 6011
B MBIIIIAX, PEIKO — JIETKHE TPAH3UTOPHBIE MApECTE3UH, JIUXOPAIKa, OTEKH U TPAH3UTOPHOE
MOBBIIIIEHHEe aKTHUBHOCTU Jmmnasbl (Belie BI'H B 2 pasza). [lpm npumMeHeHum m03bI
BugarmnTiHa 1o 600  Mr/cyr  BO3MOXKHO  pa3BUTHE  OTEKOB  KOHEYHOCTEH,
COTPOBOKIAOIIMXCS MMAPECTe3UEH U MOBBIIICHUEM KOHIICHTPAIIUU KpeaTHHUH(POCPOKHHA3HI,
C-peaktuBHOro Oenka u Muorinobuna, aktuBHOocTH ACT. Bee cuMmnTomsl niepeio3upoBKU U
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U3MEHEHUs1 J1a00paTOpHBIX IIOKas3aTeneil ucyesaoT ([0ce] HIpekpalieHisH mpaMeHeH s

npemnapara.

Jleuenue

BriBegenue mpemnapaTa U3 opraHu3Ma c OMOIIBI0 AHalin3a MaIoBeposATHO. OTHAKO OCHOBHOM
ruaponu3Heil Metabonut BuigarmunTiHa (LAY 151) mMoxer ObITh ynaneH W3 OpraHu3Ma
MyTeM reMOIuaIn3a.

Merdbopmun

Jleuenue

Haun6oiee a3 pexTuBHBIN METO YAAICHHS JIAKTaTa ¥ METHOPMHHA — FEMO/IHAIIN3.

B cnydae mepeno3upoBKH HEOOXOAMMO IMPOBOIUTH COOTBETCTBYIOIIEE CHUMIITOMATHUECKOE
JieYeHue, OCHOBBIBASACH HAa COCTOSIHUY MALIMEHTAa U KIMHUYECKUX MPOSIBICHUSX.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOIicTBA

@dapMakoTepaneBTUYECKass TpyIa: CpeiacTBa JUlsl  JIeUEHUs  caxapHoro jaualera;
TUIOTJIMKEMUYECKUE  CPEACTBA, KpOME  HMHCYJIMHOB, KOMOMHAIlUU  IEpOpabHbBIX
THIOTTIMKEMUYECKUX CPE/CTB.

Koxn ATX: A10BDO08

Mexanusm JjieficTBus

B cocras npenapara Bunparnmuntua+Merdopmun KaHOH BXOIAT JBa I'MIIOTIIMKEMHYECKUX

CpPEICTBAa C pa3HBIMU MEXaHM3MaMM JIEHCTBUS: BUJIATJIMIITHH, OTHOCSIIMICS K Kiaccy
uHruOuTOpOB aumnentumwmentuaassl-4 (AI11-4), u merdopmun (B BUAE THAPOXIOPUIA),
MpeJCTaBUTeNb Kiacca OuryaHuaoB. KomOMHanMsg STHX KOMIIOHEHTOB I0O3BOJISIET OoJiee
3¢ (PEKTUBHO KOHTPOJIUPOBATh KOHIIEHTPAIMIO TJIFOKO3bI KpoBU y marueHToB ¢ CJI 2 Tuma B
TedeHue 24 4acos.

BunpgarmuntuH, OpeACTaBUTENb — Kjlacca  CTUMYJISTOPOB  OCTPOBKOBOTO  ammapara
NO/DKETYAOYHOM  Kene3bl, celeKTMBHO uHrubupyer ¢epment /JIIII-4, ynyumas
INIMKeMU4ecKui KoHTpousb. MIHrnoupoBanue aktuBHocTd [I111-4 BBI3bIBaeT yBeanMueHHE Kak
0a3aJpHOrO, TaK M MOCTHPAHAMAIBHOTO 3HJOT€HHOTO YPOBHS MHKPETHHOBBIX T'OPMOHOB:
rimokarononogooHoro nentuga 1 tuma (I'TII-1) 1 raoK0303aBUCUMOTO UHCYJIUHOTPOITHOTO
nonunentuaa (I'NUII).

MeThopMUH CHUXAET MPOAYKIUIO IIIOKO3bl MEUYEHBbIO, YMEHbIIAET BCAChIBAHUE TJIFOKO3bI B
KHUILIEYHUKE U CHUKAET MHCYJINHOPE3UCTEHTHOCTDh 3a CUET YCWJICHMs 3aXBaTa M YTHUIM3AIl[UU
TJIFOKO3bI NTepU(peprUUeCKUMH TKaHAMH.

MetpopMHUH  HMHAYUUpPYET  BHYTPUKICTOUYHBI  CHHTE3 TJMKOTeHa, JEHCTBYS  Ha
[JIMKOT€HCUHTETAa3y, U YCHJIMBACT TPAHCIIOPT IIIOKO3bI HEKOTOPHIMH MEMOpPaHHBIMU OeTTKaMu-
nepeHocurkamu Tioko3bl (GLUT-1 u GLUT-4).

PapmakoanHamuyeckre 3G HeKTh

Bunoaznunmun+memgpopmun

bezonmacHocTh W 3((EeKTUBHOCTH OTAETBHBIX KOMIIOHEHTOB IIperapara, a TaKkke
OJTHOBPEMEHHOE MX MPUMEHEHHE ObLTH M3YYEHBI paHee B KIIMHUYECKUX MCCIIEIOBAHMSX, IJIC
YCTaHOBJICH JOTOJHUTEIBHBIA IMOJOXHUTENBHBIN 3(dekT nodaBneHns BUIJATIMOTHHA K
Tepanuu MET(OPMUHOM Y MAIIMEHTOB C HealeKBaTHO KOHTpompyeMbiM CJ1 2 Tuma.

B KJIMHMYECKHX WCCIEIOBaHMSIX BIWINATIMITHH HE OKa3bIBAJl BIUSHUS HAa Maccy Tella IpU
n00aBIIeHUH K MET(HOPMHHY.
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Bunoaznunmun (MOCNEOCBATENEHDCTE 0001)

(CMEPTHOMY OTUETY

[IpumeHeHue BuariunTuHa y nauueHtoB ¢ CJ] 2 THIla NPUBOAUT K ObICTPOMY U HOJHOMY
uHruouposanuio aktuBHocTu [I1I1-4, koTOopoe HabI01aETCSA HA TPOTSHKEHUH 24 4acoB.
[ToBbimas koHnentpauuto [TII-1 w T'UMIl, BuagaraunTAH BBI3BIBACT YBEIUYCHUE
YYBCTBUTEIHHOCTH [-KJIIETOK TIOJKEITYIOYHON JKeNe3bl K TIIOKO3€, YTO MPHBOIUT K
YIIYYIICHHUIO TJII0K0303aBUCUMON CEKpeluu UHCYNNHA. [IpuMenenne BUIAaraiunTuHa B 103aX
50 mr u 100 Mr B cytku y nmauueHToB ¢ CJ/] 2 Tuna BBI3BIBAJIIO 3HAYUTEIHHOE YJIYUILICHUE
nokasaresnei QyHKIUH B-KIETOK.

Crenenp ynydnieHusi QYHKIUH -KJIETOK 3aBUCUT OT CTEINEHHM UX HCXOJHOTO MOBPEXKICHUS,
tak y moged 06e3 CJI (¢ HOpManbHOW KOHIICHTPAIMEH TJIIOKO3bI B IIJIa3ME€ KpPOBH)
BUJIIATJIMIITAH HE CTUMYJIMPYET CEKPEIMI0 MHCYJIMHA U HE CHUYKACT KOHIEHTPALIUIO TIIIOKO3bI.
[MoBpimIas KOHIIEHTPAIUIO0 SHIOI€HHOI'O I'TIII-1, BIJIIATJIUIITUH YBEIINYMBAET
YyBCTBUTEIBHOCTh O-KJIETOK K TJIFOKO3€, YTO MPUBOAMUT K YIYUYIICHHIO TJIFOKO303aBUCUMOI
peryisiiiuu CeKperuu rokaroHa. CHU)KEHUE MOBBIIIICHHOW KOHIIEHTPAIUH TJIFOKaroHa mociie
€/Ibl, B CBOIO OYEPE/ib, BHI3BIBACT CHIDKEHUE UHCYJTMHOPE3UCTEHTHOCTH.

YBenu4eHWe COOTHOIICHUS WHCYJIMH/TIIOKAaroH Ha ()OHE THUIEPTIUKEMHUHU, OOYCIIOBICHHOE
MOBBIIICHHEM KOHIICHTPAIIUU WHKPETUHOBBIX TOPMOHOB, BBI3BIBAET YMEHbIIICHUE MPOTYKIIUU
TIIOKO3bI TIEUEHBIO0 KaK BO BpeMs, TaK U MOCIe MpHeMa MHILIU, YTO IPUBOIUT K CHUKCHHIO
KOHIIEHTPAIUU TIIOKO3bI B IJIa3Me KPOBH.

Kpome Toro, Ha (poHe nmpuMeHEHHs] BUIAATIMITAHA OTMEYAOCh CHUKEHHE KOHIICHTpAIlUU
JUNHIOB B IJIa3Me KPOBH TOCJC MpUeMa UM, JaHHBIH 3((EKT He CBS3aH C YIy4IICHHEM
(YHKIMM OCTPOBKOBBIX KJIETOK MOJKEITYTOYHOU JKENe3bl M OMOCPEIOBAHHBIM BIUSHUEM
BWIJATJIMIITUHA Ha aKTUBHOCTh HHKPETUHOBBIX TOPMOHOB.

N3BectHO, uTO mOBbIIEHHE KOHUEHTpamuu [TIII-1 Moxer npuBOAWTH K 3aMEIJICHHIO
OTIOPOYKHEHUS JKEIy/Ka, OJHAKO Ha (pOoHE MpUMEHEHHs BUWIAArJIUNTHHA N0J00H0ro 3 dexTa
He HaOIrogaeTcs.

Memeopmun

MetdopMuH yaydiiaeT TOJEPAHTHOCTh K IIOKo3e y manueHtoB ¢ CJI 2 Tuma, cHuxkas
KOHIIEHTPALUIO TJTFOKO3BI B IJIa3M€ KPOBH KakK J10, TaK U MOCIE €bl.

B otnuune ot mpou3BOAHBIX CYIb(POHUIMOYEBUHBI, MET(OPMUH HE BHI3BIBACT TUITOTJIMKEMUHN
HU y nanueHToB ¢ CJl 2 Tumna, HU y 3I0POBBIX JIFOJCH (32 UCKITIOUEHUEM OCOOBIX CITYYaeB).
Tepanusi mpenapatoM HE MPUBOJIUT K PA3BUTHUIO THUNEpUHCYIMHeMuu. [lpu mpumeHneHun
MeT(hopMHUHA CEKpeIrs UHCYJIMHA HE MEHSETCS, B TO BpeMs KaK KOHIIEHTpAIUsl WHCYJIMHA B
MJ1a3Me KpOBU HATOIIAK U B TEUEHUE THSI MOKET CHUKATHCA.

[Tpu mpumeneHun MeTGOpMHUHA B TEPANEBTUUYECKUX /033X B KIMHUYECKHX HCCIEIOBaHUIX
CpelHEeN MpOJOKUTENILHOCTH, a TakkKe B JUIMTENbHBIX KIMHUYECKUX HCCIEAOBAHUSIX
OTMEUEHO OJIArOMpHUATHOE BIUSHUE HA META0O0IM3M JIUTIONPOTEHI0B BHE 3aBUCUMOCTH OT €0
BIIUSHUSI Ha TIWUKEMHIO: CHU)KEHHE KOHIICHTPAIIMM OOIIEro XOJEeCTEepHHa, XOJeCTepHHa
JUTIOTIPOTENIOB HU3KOU IJIOTHOCTU Y TPUTIUIIEPHUJIOB.

5.2. ®apmakoKUHEeTHYeCKHE CBOHCTBA
Bunparnuntua+merdopmMuH
B uccnenoBanusx nokaszana OnoskBuBasieHTHOCTh 10 nokazatensiM AUC u Cmax Ipenapata

Bunparnmuntua+Metdopmun Kanon B Tpex passbix goszupoBkax (50 mr + 500 mr, 50 mr +
850 mr 1 50 mr + 1000 Mr) U BUIAArIMOTHHA U MET(HOPMUHA, TPUHATHIX B COOTBETCTBYIOLTHX
J103ax B BHJIE OTAETbHBIX Ta0JIETOK.
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 12.05.2025 N2 11959
Ilpyem mumy He BIMSET HA CTENEHb M CKOPOCTH BCAGBIBAHTS [BREIATHATHHAA. B LCOCTaBe

npenapara Bunmparmuntua+Merdopmun KanoH. 3HadeHMSI Cmax 1 AUC MeTdopmMuHa B
cocraBe mnpenapara Bunnarnmuntuat+Merdopmun KaHoH mnpu OZHOBpEMEHHOM IpHEME C
nuniei cHwkanuck Ha 26 % u 7 % coorBercTBeHHO. Kpome Toro, Ha (oHe mpuema nmuiu
3aMeISUIOCHh BCachIBaHUE MET(POPMHUHA, YTO MMPUBOIUIIO K YBEIIMUCHUIO BPEMEHU TOCTHIKEHUS
MaKCUMaIbHOU KOHIIEHTPAUUHU (Tmax, OT 2,0 10 4,0 9). [TogooHOe M3menenne Cmax 1 AUC Ha
dboHEe TpHeMa TUIIM OTMEYAIOCh M B Cllydae NPUMEHEHUsS METGOpPMHUHA B OTICIHHOCTH,
OJIHAKO B TIOCJICHEM cllydyae M3MEHEHHUs ObUIM MEHee 3HAUMTEeNbHBIMU. BrusHue mumm Ha
dbapMakOKMHETHKY  BWIJAIJIMIITHHA U MeTopMUHA B  COCTaBe  Ipernapara
Bunparmuntua+Merdopmun KanHoH He oTiMyanoch OT TakoOBOrOo IMpH IMpueMe OO0OHX
[pernapaToB B OTAEIbHOCTH.

Buniparnuntux

Bcacvisanue

[Tpu mpueme BHYTpb HATOLIAK BUJIIAMVIUIITUH OBICTPO BcachIBaeTCsl, @ €r0 Cmax JOCTUTAETCS
yepe3 1,75 yaca nocne npuema.

[Ipy OHOBpPEMEHHOM HIpHEME C MHILEH CKOPOCTh aOCOPOIMHM BUIAATIMIITHHA CHHUYKAETCS
HE3HAYUTEIIbHO: OTMedaeTcss yMmeHblleHHMe Cmax Ha 19 % u yBenundyeHue BpeMeHH ee
JOCTIOKEeHUsT 10 2,5 yacoB. OnHaKko MpHeM MNHIIM HE OKa3blBAET BIMSHUS Ha CTEIEHb
BcacbiBanus 1 AUC.

Bunnarmuntun ObICTpO BcachlBaeTCs, a €ro abCONMIOTHAs OMOJOCTYIHOCTh IOCE IpHeMa
BHYTpb cocTaBisieT 85 %. Cmax 1 AUC B TepaneBTUYECKOM JUana3zoHe 03 YBEIUYUBAIOTCS
IPUMEPHO MPONOPLIUOHAIBHO JI03€.

Pacnpeoenenue

CreneHb CBA3BIBAHUS BWIJATJIMIITHHA C O€KamMu Tuta3Mbl KpoBu HU3Kas (9,3 %). Ilpemapat
pacmpenensercs paBHOMEPHO MEXAYy IUIa3MOM M spuTpouuTamu. Pacnpenenenue
BIJIJIATJIMIITHHA TPOUCXOTUT MPEANOI0KUTEIBHO IKCTPABACKYIISIPHO, 00bEM pacnpe/ieleHus
B PaBHOBECHOM COCTOSIHMHM IOCJI€ BHYTPUBEHHOT0 BBeAeHUs (Vss) coctapiser 71 1.
Memabonusm

buotpancdopmarus sBiasieTcss OCHOBHBIM ITyT€M BBIBEJCHMS BWIJArIMITHHA. B opranunsme
YeJIOBeKa TMOJBEpraeTcsi mpeBpamieHuo 69 % no3pl npemnapara. OCHOBHOW MeETaOOJUT,
LAY151 (57 % no3sl), papMakoIOru4ecku HEaKTUBEH U SBISETCS MPOAYKTOM THIpPOJIH3A
1MaHo- kommnoneHTa. Oxoio 4 % /10361 Ipenapara MoABEPratoTCs aMUAHOMY THAPOJIU3Y.

B wuccnenoBanusix in vivo y xuBoTHbIX C nepuuutom JIII1-4 oTmedaercs vacTuyHOE
MOJIOKHUTETIBHOE BIMSHUE JAHHOTO (pepMEHTa Ha FUIPOJIN3 BUIIJArIMIITHHA. BUnaarmunTis He
MeTa0OoIM3UpyeTCss NMPH ydyacTUu Hu30(epMeHToB cucTeMbl utoxpoma P450. ITo manHBIM
UCCIICIOBAaHUN in Vifro BWIJATJMITUH HE MHTHOMPYET M HE MHIYIUPYET H30()epMEHTHI
cuctemsl iuToxpoma CYP450.

Buigeoenue

[Tocne npuema BHYTph MEUEHHOTO PaIMOAKTUBHON METKON BUIJIIATJIUIITHHA OKOJIO 85 % 10351
BBIBOAMUTCS TOYKaMH M 15 % dYepe3 KHWINEYHWK, MOYEUHAS SKCKpEIHs HEHM3MEHEHHOTO
BUIIIATTUIITAHA cocTaBisieT 23 %. [Ipu BHYTpUBEHHOM BBEJICHHUH Y 3/I0POBBIX JTOOPOBOJIBIICB
CpeIHMH TepHoJ| MOJYBHIBEIEHUS NOCTUTaeT 2 YacoB, OOIMIMH TUIa3MEHHBIH KIUPEHC WU
MOYEUHBIH KIUPEHC BUWIAMIUNTHHA cOCTaBIAOT 41 51/4 u 13 1/4 coorBercTBeHHO. [lepuon
nonyBbiBeieHus () mocie npremMa BHYTpb COCTABIISET OKOJIO 3 4aCOB HE3aBUCUMO OT JI03BI.
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Jluneunocmo (MOCNEOOBATENEHOCTL 000713

Bunparnuntun ObICTpO BcachIiBaeTcs, aOCOMIOTHAS OWOAOCTYIHOCTD IIOCIE IpHeMa BHYTPb
cocraBnsieT 85 %. Cmax u AUC BuIjarmuntuHa YBEIMUYUBAIOTCS MPHUOIU3UTEIBHO
MPOMOPLUOHAIILHO J103€ MPU IPUMEHEHUH B IMAaNa30He TePAEBTUUECKUX J03.
DapmakoKuHemuKa 8 0coObIX CIYYaAsX

Llon

VY ManueHToB )KEHCKOr0 U MYKCKOTO I0JIa Pa3IMyHOTO BO3pacTa M C pa3IMuHbIM MHIACKCOM
macchl Tena (MMT) He oTMeueHO M3MeHeHHH (apMakOKMHETUKU BuWijarauntuHa. CTerneHb
uHruOupoBanus aktuBHocTH JI1I1-4 BUngarnunTuHOM He MEHSAETCS B 3aBUCUMOCTH OT MOJa.
Qorcupenue

He ormeueno Bnusans UMT Ha (hapMakoKuHETHYECKHE TapaMeTphl BHiiaaraunTuHa. CTerneHb
uHruOupoBanus aktuBHoctu [III1-4 BuimariunTHHOM HE MEHSIETCS B 3aBHCUMOCTH OT
BesmunHbl IMT.

OmHuuyecKas NPUHAOIeHCHOCHb

DTHUYECKAs TPUHAIIICKHOCTH HE BIUSAET HA (papMaKOKMHETHKY BHJIIATJIUIITHHA.

Ilayuenmoi ¢ napywenuem Qyukyuu neyeru

VY manueHToB ¢ HapylieHueM (YHKIMH MEYeHHU JIETKON U cpefHeit creneHu Tsxectu (6 — 10
6amnoB no mkane Yaiina-I1p10) mociae olHOKPaTHOTO NMpUeMa BUJIATJIMIITHHA BHYTPb B J103€
100 Mr ormedaercs CHI)KEHHE OHOJOCTYNMHOCTH BuigarnuntiHa Ha 8 % u 20 %
COOTBETCTBEHHO. Y MAallMEHTOB C HapylIeHHeM (YHKIIUU MeYeHH TsbKemoi crenenu (12 6anos

no mkane Yainn-IIpfo) OMOMOCTYMHOCT BHIIATTIMOTHHA MOBBIIAeTC Ha 22 %.
MakcumanbHOE  M3MEHEHHE  OMOAOCTYNHOCTM  BWJArJIMNTUHA  (YBEIMYEHUE  WIIHU
yMeHbllieHue), B cpeHeM 10 30 %, He sABiseTcs KIMHUYecKH 3HaunMbIM. Koppemnsiun Mexny
CTENEHbIO TSKECTH HapyIIEHWH (QYHKIMM MEYeHW M OMOJOCTYNHOCTBIO Ipernapara He
BBISIBJICHO.

Iayuenmoi ¢ napywenuem hynkyuu novex

VY nmanueHToB ¢ HapylleHueM (yHKIMM MOYeK Jerkoi, cpenneit i tsokesnaon crenenn AUC
BIJIJIATJIMIITHHA YBEIMYMBAIACh 110 CPABHEHMIO CO 37J0POBBIMHU J00poBoiblamMu B 1,4, 1,7 u 2
pa3a cootBeTcTBeHHO. AUC Mertabonuta LAY 151 yBenuuuBanace B 1,6, 3,2 u 7,3 pa3, a

mertabonuta BQS867 — B 1,4, 2,7 u 7,3 pa3 y mallueHTOB C HApyIICHHEM (PYHKIIUU TOYEK
JIETKOM, CpelHEN U TSXKEJION CTENEeHH COOTBETCTBEHHO. OrpaHUYeHHbIE JaHHbIE Y MAllUeHTOB
C TepMUHAIBHOW cTaguen XpoHudeckoil OosiesHu mouek (XbII) ykaspiBaloT Ha TO, YTO
MOKa3aTelu y JaHHOW TPYMIbI CXOKU C TAaKOBBIMH Y IMALMEHTOB C HapylleHHeM (YHKIUU
MIOYEK TSKEJION CTETEHH.

Konuenrtpanuss merabonmura LAY151 y mnamuentoB ¢ TepmuHanbHOW cragueit XbBII
yBEJIMUUBaANach B 2 — 3 pa3a [0 CPAaBHEHUIO C KOHIIEHTPALMEN y MAllMEHTOB C HAPYLIEHUEM
(GYHKIMU TOYeK TsDKEeNOoW CTemneHu. BbiBeeHMe BWIJATJIMNTUHA TP TEeMOAMAIN3E
orpanuueHo (3 % npu NpoBelIeHUU MPOLEAYPHl JIUTENBHOCTHIO Oosiee 3 — 4 yacoB uepes 4
yaca IocJie 0JIHOKpaTHOro IpueMa Ipernapara).

Ilayuenmul 6 6o3pacme > 65 1em

MaxkcuManbpHOe yBenmdeHue OuonoctymHocTH Ha 32 % (yBenmmueHue Cmax Ha 18 %),
OTMEUYCHHOE y TalueHToB crapme 70 jer 0e3 COMAaTHYeCKOW IaTOJOTUU IpHU TpHEMe
BUJIIATUNTAHA B 03¢ 100 MI B CYTKH, HE SIBJIICTCS KJIMHUYCCKH 3HAUMMbBIM U HE BJIMSET Ha
unru6uposanue JI1I1-4.
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emu (NOCNEQCBATENEHOCTE 0001)

dapMakOKMHETHYECKHE 0COOEHHOCTH BUJIAAMIMITHHA y 1E€TeH U OAPOCTKOB Mialamie 18 JIeT
HE YCTaHOBJICHBI.

Metdopmun

Bcacvisanue

AbcomoTHas OMOIOCTYITHOCTh MET(GOpPMUHA MPH MpHeMe BHYTph B g03e 500 mr Haromak
coctaBisia 50 — 60 %. Cmax gocTHraercs uyepes 2,5 gaca nocie npuema. [lpu yBennyenun
OoJHOKpaTHOM 103kl mpemapara oT 500 mr go 1500 mr u ot 850 mMr go 2250 Mr BHYTpS,
O0TMEYaJI0Ch OTCYTCTBHE 3aBUCUMOCTH (PAPMAKOKMHETHYECKUX [IapaMETPOB OT JO3bI.

Ortor 3¢¢exrT o0ycIOBIEH HE CTOJIBKO H3MEHEHHEM BBIBEJEHHUS IIpenapara, CKOJIBKO
3aMe/JIeHueM ero BcacbiBaHMA. Ha QoHe mpuema muimmy cTeneHb U CKOPOCTb BCACBIBAHUSA
MeT(OPMHUHA TaKXKe HECKOJIbKO CHUKAIUCh. Tak, Ipu 0OHOKPATHOM IIpHEME Npernapara B 03¢
850 mr BmecTe ¢ nuiel, orMedanoch cHUKeHUE Cmax puMepHo Ha 40 %, AUC Ha 25 % u
yBenU4YeHUE Tmax HA 35 MUHYT.

Knuanyeckoe 3HaueHNe JaHHBIX ()aKTOB HE YCTAHOBIICHO.

Pacnpeoenenue

IIpu omHOoKpaTHOM mpueme BHYTpb B Jo03e 850 Mr kaxyuuiics oObeM pacnpeneneHus
metdopmuHa coctaBisieT 654 + 358 1. MeThopMHUH NPaKTUUECKU HE CBA3BIBACTCA C OEJIKaMu
IUIa3Mbl KPOBH, B TO BpeMs KakK IPOM3BOJAHBIE CYJIb()OHMIMOUYEBUHBI CBA3ZBIBAIOTCS C HUMHU
6onee yem Ha 90 %. MeThopMHH NPOHHUKAET B APUTPOLMTHI (BEPOSTHO YCUJIECHHE 3TOrO
mpoiuecca co BpemeHem). llpu mnpumeHeHun MerpopMuUHA 1O CTaHIAPTHOM CXeMe
(craHzapTHble /032 M 4YacToTa IpPHEMa) PaBHOBECHAs KOHLEHTpalus B IUIa3ME KpPOBU
nocturaercs B TeueHue 24 — 48 yacoB M, Kak MpaBWJIo, HE mpeBblmaeT 1 Mxr/mi. B xone
KOHTPOJIMPYEMBIX KJIMHUYECKUX HccIeA0BaHUNH Cmax METPOpMUHA B IJa3Me€ KpPOBU HeE
npeBbllIana 5 MKI/MJ (Jaxe MpH MpueMe B MaKCUMAJIbHBIX J103aX).

Memabonusm

[Ipy OnHOKpAaTHOM BHYTPUBEHHOM BBEIEHUHM MET(HOPMHHA 3/I0pPOBBIM J00pPOBOJIBLIAM OH
BBIBOJMTCS MOYKAMU B HeM3MeHEeHHOM Buje. IIpu 3Tom mpenapaT He MeTabonu3upyercs B
neyeHu (y 4eIoBeKa He BBISBJICHO HUKAKMX METa0O0JIMTOB) U HE BHIBOJUTCS C JKEITUbIO.
Buigeoenue

[TockonpKy MOYEYHBIH KIMpPEHC MET(GOpMHHA MPUMEPHO B 3,5 pasza NpeBbIIIAET KIMPEHC
kpeatrHuHa (KK), 0cHOBHBIM IyTeM BbIBEJICHUS Mpernapara BIsSeTCs KaHalblIeBasi CEKpeLusl.
[Tpu npueme BHYTpb npumepHo 90 % BcocaBieics J03bl BBIBOJUTCS MOYKAaMU B T€UEHHUE
nepBbIX 24 4; pu 3TOM T U3 KPOBU COCTABIIAET OKOJIO 6,2 yacoB. Ty MeThopMuHa U3 IIETBHON
KpPOBHM COCTaBJISIET OKOJIO 17,6 yacoB, 4TO yKa3blBaeT Ha HAKOIUIEHWE 3HAUYUTEIBHOW 4YacTH
npernapara B SpUTPOLIUTAX.

DapmarokuHemura 8 0coObIX CIYYAsX

Llon

VYV nanueHToB MyKCKOro u keHckoro nosa ¢ CJI 2 Tuma He OTMEYEHO 3HAYMMBIX Pa3iinyuvid
(bapMaKOKMHETHUECKHUX MapaMeTpoB MeT(HOpMUHA. AHAJIOTMYHBIM 00pa3oM B KIMHHUYECKHUX
HCCJIEIOBAaHUSIX HE OTMEUEHO HM3MEHEHHS THIOTIMKeMuyeckoro sgdexra MeTrdhopMuHa Yy
My>K4uMH U xkeHIuH ¢ C1 2 tuna.

Iayuenmul ¢ napyuieHuem GyHKYUY nevenu

Y manmueHToB ¢ HapymleHHeM (YHKIHMM T€YeHH H3y4yeHHe (HapMaKOKHHETHUECKUX

0coOeHHOCTEN MeTopMIHA HE TTPOBOAMIIOCH.
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layuenmul ¢ napywenuem yHKyuu novex MOCNEODBATENEHOCTE 00017

VY nanueHtoB ¢ HapyuieHHeM (pyHKUIMU Moyek (OLeHuBaeMou 110 KK) T METPOpMUHA U3
I1a3Mbl U LETbHOW KPOBH YBEIMYMBACTCS, @ €ro IMOYEYHBIH KIMPEHC CHUXKACTCS
nponopiroHaibHo cHUKeHnto KK.

Ilayuenmui 6 603pacme > 65 1em

[Io orpaHW4eHHBIM JaHHBIM ()aPMAKOKMHETHYECKHX HCCICIOBAHUW y  30POBBIX
JNOOpOBOJIBIIEB B BO3pacTe > 65 JeT OTMEYaloCh CHH)KEHHE CYMMAapHOTO IUIa3MEHHOTO
kiaupeHca metgopmuHa u yBenuueHHE Ty, M Cmax IO CpaBHEHHMIO ¢ 0oJjiee MOJIOJIBIMU
T00pOBOIbIIAMH. DTH OCOOEHHOCTH (papMaKOKWHETHUKH MeT(hOpMUHA y JIUI cTapiue 65 ner,
BEPOSATHO, IIPEKJIE BCErO, CBS3aHbI C U3MEHEHHEM (YHKIIMH [TOYEK, B CBSI3U C UEM Y MAlIUEHTOB
crapmie 80 netr mpuMmeHeHue npenapara Buwimarmuntuat+Merdopmun KaHOH BO3MOXKHO
TOJBKO Mpu HOpMasibHOM KK.

emu
dapMaKOKHHETHIECKHE OCOOEHHOCTH MET(OPMHHA y AETEH U MOIPOCTKOB Miasmie 18 et e
YCTaHOBJIEHBI.
Lllayuenmvi paznuuno SmHu4ecKol NPUHAOIEHCHOCTIU

Her  nmoka3atenbCTB  BIUSHHSI ~ OTHHYECKOW  NMPHHAJICKHOCTH  TAIMEHTOB  HAa
(hapMaKOKMHETHIECKHUE 0COOEHHOCTH MET(HOPMHHA.

B KOHTpoOnIupyeMbIX KIMHHYECKUX HCCIeAoBaHUAX MeTdopMuHa y nmanueHtoB ¢ CJ[ 2 tuma
pa3IMYHON OSTHUYECKOW NPUHAIJICIKHOCTH THUIOTIIMKEMUYECKOe JICHCTBUE Mpernapara
MPOSIBIISIIOCH B OJIMHAKOBOH CTETICHHU.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. [lepeyeHb BCIOMOTraTeJbLHBIX BellIECTB
Bunnmarnmuonrua+Merdopmur Kanon, 50 mr + 500 mr, TaOJeTKH, HOKPBITBHIE IIEHOYHOM

000JI0YKOM

Aopo:

Kapb6okcumernunkpaxmai HaTpHUs

Kpemuus nuokcua KoJsIouIHbIN

Makporois 6000 (TOAUITUIICHTIIUKOJIb)

Harpus creapundymapar

IMosumon K-30

[{enmrono3a Mukpokpuctanueckas (tun 101)

Inenoynas obonouka sxcenmozo yeéema: TATPOMENIo3a (THAPOKCUIPONIIMETUIIIIECIUTION03a),
TUMpOosio3a (THIPOKCHUIIPOTIUIIIEIIIION03a), KpAaCUTelb Kejle3a OKCHUJl KpacHBIA, KpacHTelb
XWHOJIMHOBBIN JKENTHIH, TaJbK, THTaAHA JTUOKCH/I.

Bunparmuntuat+Merdopmun Kanon, 50 mr + 850 mr, TaOJEeTKH, MOKPBITBHIE IJIEHOYHON

000J104KOi

Aopo:

Kapbokcumeruiakpaxman HaTpHst

Kpemuust nTMOKCH KOJITTOWAHBIN

Makporos 6000 (oJTU3TUIICHTJIUKOJIb)
Hatpus creapundymapar

[ToBumon K-30

[enmrono3a MukpokpucTtanaeckas (tun 101)
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IInenounas obonouka dHcenmo2o yeéema: TUIIPOMEIIO3a (AP ORCATPOIA T HIICTHON032),

TUTPOJI03a (THAPOKCUTIPOTIMIIIIEIIIION03a), KPACUTEIbh JKejle3a OKCHJI KpaCHbIM, KpPaCHUTCIb
XHWHOJIMHOBBIN JKEJITHINA, TAJIbK, TATAHA JUOKCHI.
Bunarmuorua+Merdopmudg Kanon, 50 mr + 1000 mr, TaOJIETKH, ITOKPBITHIE IJIEHOYHON

000J104KOi

Aopo:

KapOoxcumeTunkpaxman HaTpus

KpemHuus 1MOKCUI KOJITIOUAHBII

Makporoa 6000 (TToJIM3TUIICHTIUKOJIb )

Hatpus creapundymapar

IToBumoun K-30

[emtronosza mukpokpuctandeckas (tum 101)

Inenounasn obonouka sxenmozo yeema: TANPOMEIIIO3a (TUAPOKCUIPONMIMETUIILEIUII0I03a),
TUIposio3a (TUIPOKCUIIPONIUIILIEIIII0I03a), KPACUTENb *Kejle3a OKCHUJ KpacHbIM, KpacuTElb
XUHOJIMHOBBIH JKENTHIN, TATBK, TATAHA JTUOKCH/I.

6.2. HecoBMecTUMOCTDH
He npumenumo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs )
2 roja.

6.4. Oco0ble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHUH
XpaHuThb Npu TeMIiepaType He Bblie 25 °C Bo BTOpUYHON yIIaKoBKe (Mayke KapTOHHOM).

6.5. XapakTep U coaep:kaHHe MEPBUYHOI YIAKOBKH
Bunnarmuotua+Merdopmudg Kanon, 50 mr + 500 mr, TaOJIeTKH, OOKDPBITHIE INIEHOYHOU
000JI0UKOH

ITo 7, 10 nnu 14 tabneTox B KOHTYPHYIO siueiikoByro ynakoBky u3 muieHku [IBX/TID/TIBJIX
i [IBX/TIXT®D u donbru antoMuHUEBON NI€YaTHOM JTaKHPOBAHHOM.

ITo 60 mmm 90 TabneTok B 0aHKY MOJUMEPHYIO VISl IEKAPCTBEHHBIX CPEACTB U3 MOJMITUIICHA
HU3KOTO JaBJeHUS WK nonmdTuientepedranata. Kpoika usz nonudtuiiena (25 % IIOH] +
75 % I1OB/] wiin HU3KOTO JaBJIEHUS) WIH MOJIUIIPOIUIICHA.

ITo 1, 2, 3, 4, 6, 8§ KOHTYPHBIX TYEHKOBBIX YIaKOBOK Mo 7 Tabnetok wm o 1, 2, 3,4, 5,6, 9
KOHTYPHBIX SYEHKOBBIX yHmakoBoK 1o 10 Tabnetok, wim mo 1, 2, 3, 4 KOHTYPHBIX STYEUKOBBIX
ymakoBKH 10 14 TabneTok, uiu 1o 1 6aHKe MOJIMMEPHOHN AJIs JIEKApCTBEHHBIX CPEJICTB BMECTE
C JINCTKOM-BKJIQIBIIIIEM MTOMEIIAIOT B TAYKY U3 KapTOHA JUTSI MOTPEOUTENHLCKON Taphl.
BuinarmmoruatMerdopmud Kanon, 50 mr + 850 Mr, TaOjeTKH, MOKPBITBHIE IJIECHOYHON
000J109KOM

[To 7 miu 10 TabneTok B KOHTYPHYIO silueiKoBYI0 ynakoBKy u3 ruieHku [IBX/IID/TIB/IX nmu
[MBX/TIXT®D u ¢onbru amoMUHUEBON NI€YaTHOM JTaKUPOBAHHOM.

[To 60 umn 90 Tabnerok B 6aHKY MOJMMEPHYIO Ul JIEKAPCTBEHHBIX CPEJICTB U3 MOIUITHIICHA
HU3KOTO JIaBJICHUS WIM NoiudTHIeHTepedTanara. Kpeimka u3 nmonustuiena (25 % IIOH/ +
75 % IIOB/] wiin HU3KOTO JaBJIEHUS) WIH MTOJIUIIPONIUIICHA.

[To 1, 2, 3, 4, 6, 8§ KOHTYPHBIX TYEHKOBBIX YIIAKOBOK 10 7 Tabnetok wm o 1, 2, 3,4, 5,6, 9
KOHTYPHBIX STYEHKOBBIX yHakoBOK mo 10 TabmeTok, wiau mo 1 OaHke MOIMMEpHON st
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JIEKapCTBEHHBIX CPEICTB BMECTE C JIMCTKOM-BKJIa AbIIIEM [IONEIEART B TAH K- HE KapEoAd it

MOTPEOUTEITHCKON TaphI.
Bunnarmuorua+Merdopmuda Kagon, 50 mr + 1000 mr, TabJIETKH, IIOKPLITHIE IIEHOYHOM
000JI0YKOH

[To 7 nm 10 TabaeToK B KOHTYPHYIO s4eiikoBYI0 ymakoBKy u3 mieHku [IBX/TID/TIB/JIX unu
[IBX/TIXT®3 u Gonbru arroMIHUEBOH 1e4aTHON JIAKUPOBAHHOM.

[To 60 nmm 90 TabneTok B OaHKY MOJMMEPHYIO JUIS JIGKAPCTBEHHBIX CPEICTB U3 TOTUITUIICHA
HU3KOTO JaBJICHUS WK modudTuiaeHTepedranara. Kpeimka u3 mommatunena (25 % I[MIOH]] +
75 % IIOB/] wiiv HU3KOTO JaBJIEHUS) WM MOJIUIIPOIIUIICHA.

ITo 1, 2, 3, 4, 6, 8 KOHTYpPHBIX STYECHKOBBIX YITAKOBOK 1o 7 Tabmerok wm no 1, 2, 3,4, 5,6, 9
KOHTYPHBIX SYCHKOBBIX YIMakoBOK mo 10 Tabmerok, wim 1o 1 OaHKE MOTMMEPHOU IS
JIEKaPCTBEHHBIX CPEACTB BMECTE C JIMCTKOM-BKJIABIIIEM TOMEUIAIOT B MMaYKy U3 KapTOHA JIJIs
OTPEOUTETBCKOM Taphl.

6.6. Oco0Oble Mepbl TNPEIOCTOPOKHOCTH TPH YHUUYTOKEHHM MCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0 NMpenapaTa Ui 0TX010B, MOJTYy4YeHHBIX Moc/ie NPUMeHeHHUs Mpenapara,
U Ipyrue MaHUMYJISIMAH C MIPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPALIUOHHOI'O YOCTOBEPEHUS
Poccniickas @enepanys

3A0 «Kanondapma mpogaKIiH»

141100, Mockogckas 06u1., T. lllenkoBo, yn. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54.

OnekrponHas moura: safety@canonpharma.ru

7.1. IlpeacraBuTe/Ib AeprKaTeJIsl periCTPALMOHHOIO YI0CTOBEPEHHUS
[Tperen3un norpeduTeseil HAIPaBIATH 110 AJPECY:
Poccuiickas ®enepanus

3A0 «KaHoHpapma mpoJgaKIIH»

141100, Mockogckas 06u1., T. lllenkoBo, yn. 3apeunas, 1. 105.

Tem.: +7 (495) 797-99-54.

OnekrponHas noura: safety@canonpharma.ru

8. HOMEP PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS

9. IATA MEPBUYHOM PETMCTPAIIMA (ITOJATBEPXKJIEHUSA PETUCTPAIINN,
NEPEPET'UCTPALINN)

Jlata nmepBoii peructpanuu:
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10. JATA IEPECMOTPA TEKCTA

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.05.2025 N= 11953
(NOCNEOOBATENEHOCTE 0001)

OOGmias xapakTepHCTHKA JIEKApCTBEHHOro mperapara Buamarmuntua+Merdopmun Kanon
JoCcTymHa Ha HWHOOPMAIMOHHOM mopTaie EBpa3swiickoro 3KOHOMHYECKOrO COH3a B
nH(pOpMaIIMOHHO-KOMMYHUKAIIMOHHOM cetu «HTepHeT™ https://eec.eaeunion.org/.
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