COOTBETCTEBYET 2K

ot 06.05_2

OBIIASI XAPAKTEPUCTHKA JI EKAP&’BEEI%I%TEFI%‘I’IXPATA

.' [E F'T H"_'I MY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Bunparmuntud, 50 Mr, TaOJIeTKH.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JelicTBytoliee BENIECTBO: BUJAATJIMIITHH.

Kaxxnas tabnerka comepxut S0 M BUJIIarIunTHHA.

BcnomorarensHbie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YUHUTBIBATH B COCTABC JICKAPCTBCHHOIO

npemnapara: jaktosa (cMm. pasuensi 4.3, 4.4).

ITomubIi MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

Ta0OmeTku.

prrJ'ILIe IIOCKOIWJIMHAPUYCCKHC Ta0JIETKHU O€IOro Uian 0eIoro ¢ KeJITOBATHIM OTTEHKOM OBECTAa,

C puckoi u ¢ackoii. JlomyckaeTcsi He3HAUUTEIbHASI MPAMOPHOCTh MTOBEPXHOCTH TaOJIETOK.

4. KIMHNYECKUE JAHHbIE

4.1. Illoka3aHusl K IPUMEHEHHUIO

[Ipenapatr BunparmunTiH Mmoka3aH K NMpUMEHEHHIO mpu caxapHoMm auabere (CI) 2 Ttuma y

B3pPOCJIbIX IMAIUCHTOB (B COUYCTaHUU C )II/ICTOTepaHI/IeI\/’I n (1)I/I3I/ILIGCKI/IMI/I yrIpa)KHeHI/IHMI/I)Z

B KauyecTBE MOHOTepanmuu B ciydae Hed()(EKTHBHOCTH IUETOTepanuu U (HU3NYECKHX
YIPaXHEHUU y MAIMEHTOB c HaJIMYUEM IIPOTUBONIOKAa3aHUI K
MPUMEHEHUIO/HETIEPEHOCUMOCTH ~ MEeTPOpMHUHA WKW B choydae HedDPeKTUBHOCTH
MeT(HOpPMHUHA;

B KOMOMHAIMK ¢ MeTGOPMHHOM B KadecTBE HAyaJlbHON MeIMKaMEHTO3HOW Tepanuu Mpu
HeZ0CTaTOYHOU 3((HEKTUBHOCTH IUETOTEPANH U (PU3HUECKUX YIPA)KHEHUM;

B COCTaBe JBYXKOMIIOHEHTHOM KOMOWHUpPOBaHHON Tepamuu: C METPOPMHHOM WIH
TUA30JIUINHIMOHOM, WM C HMHCYJIMHOM B ciiydyae HeI()PEKTUBHOCTH AHETOTEpaIlny,
¢Gu3NYeCKUX YIpaXHEHUI 1 MOHOTEpANUU 3TUMHU TNIpernapaTaMu;

B COCTaBeé JBYXKOMIIOHEHTHOH KOMOWHUPOBAaHHOM Tepamuu C  MPOU3BOJHBIMU
Cy1b(OHMIMOUEBUHBl Y TAIlMEHTOB C HEJOCTAaTOYHBIM KOHTPOJEM TIJIMKEMUH Ha (oHe
MaKCUMAaJIbHO MEPEHOCUMOM /103bl MPOU3BOAHOTO CYIb(OHUIMOUEBUHBI WM NMPH HATUYUU

MIPOTUBOMNOKAa3aHUI K MPUMEHEHUIO/HENEPEHOCUMOCTH METPOPMUHA,

Crpanuna 1 u3 17
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N . (foc B HOCTE O001)
® B COCTaBe TpPOWHOW KOMOWHHMPOBAHHOMN TepanmﬁI "B"M Ha Elgl:tl-rrp HISBOI[;]HLIMI/I

Cyab(OHUIMOYEBUHBI U METPOPMUHOM, Yy TAIMEHTOB, paHEe I[OJIyYaBIIUX TEPAIUIO
MPOU3BOJHBIMU  CYNb(OHMIMOUYEBUHBI M METPOPMHHOM Ha (OHE JTUETOTEpanuu U
(bU3NYEeCKUX YIPaKHEHUH, U He JOCTUTIINX aJIeKBATHOTO KOHTPOJISI [NINKEMUH;

e B cCOCTaBe TPOHWHON KOMOMHHUPOBAHHON Tepanuu: B KOMOWHALMU C HWHCYJIUHOM H
MET(GOPMHUHOM, Y MAITUEHTOB, PaHee MOMyYaBIINX HHCYIIMH B CTAOUIBHOM 103€ M MET(POPMUH
Ha QoHe nueToTepanuy U PU3NYECKUX YIPAKHEHUH, U HE TOCTUTIINX aJJeKBaTHOTO KOHTPOJIS

TJIMKCMHUH.

4.2. Pe:kuM 103MPOBaHNS M CIOCO0 NPUMeEHEeHHUs!

PexxuM 1o3upoBaHus

Jlo3y mpenapara BunpariunTuH cieayer noAaOupaTh HHIMBUAYAJIbHO B 3aBUCUMOCTH OT
3¢ (HEKTHBHOCTH M IEPSCHOCUMOCTH.

Bspocnvie

Pexomennyemas nosa npenapata Bunparnuntun 50 mr 1 miam 2 pasza B JeHb. MakcuManbHas
CyTOYHas J03a npenapara cocrasisier 100 mr.

o3y 50 mr B cyTKH ciieryeT npuHUMaTh 1 pa3 B IeHb yTpoM, 103y 100 Mr B CyTKH CII€yeT IEIUTh
Ha 2 npuema — 1o 50 Mr ytpoMm u BeuepoMm. B ciyuae mpomycka mpuema mpemnapara cieayer
IOPUHATH TPOINYIIEHHYIO 103y Kak MOKHO ckopee. Ilpu sTom cinemyer u3beratb NpUHATHUS
YJIBOGHHOM J103bI B OZIMH JEHb.

Pexomennyemas no3a mnpenapara BungarmunTuH B MOHOTEpalmMM WJIM B COCTaBe
KOMOMHHMpPOBAaHHOW Tepanmuu ¢ MeT(HOPMHUHOM, THA30JUAUHINOHOM WM HHCYJIMHOM (B
KOMOUHaIMu ¢ MeThopMUHOM 1M 0e3 MeTdopmuHa) coctaniger S0 Mr uiau 100 Mr B cyTKH.
Pexomenyemas 103a npenapara Bungarnuntus B coctaBe JBOHHOM KOMOMHUPOBAHHOM Tepanun
¢ npenapartamu cysib(poHuIMoueBUHBI cocTaiseT 50 mr 1 pa3 B cyTku yrpoM. B aToii nonynsauuu
nanueHToB 3Q(HEeKTUBHOCTH BIWIaraunTHHa B 703¢ 100 Mr B CyTKM ObLjIa CXOJHOM C TaKOBOU B
no3e 50 Mr B CyTKH.

PexomeHnnoBanHas [o03a mpemnapata BunmparimnTuH B cocTaBe TpPOMHON KOMOMHHPOBaHHOM
Tepanuyu (BUJJAINIMOTHH + IMPOU3BOAHBIE CYIb()OHUIMOYEBUHBI + MET(HOPMHUH) COCTaBISET
100 mr B CyTKH.

Ecnu nenu ramkeMuyeckoro KOHTPOJIS HE JOCTUTHYTHI Ha (pOHE MpPUMEHEHUs MaKCUMAallbHOMN
cyrouHo# 10361 100 Mr, cieayeT paccMOTPETh BO3MOXKHOCTh JOOABJIEHUS K TEpallK pernapaToM
BunparnunTuH qpyrux rUnoraIuKkeMHYecKUX MpenapaToB, TAKUX Kak MET(OPMUH, TPOU3BOIHBIE

Cy.]'II)(bOHI/IHMO'-IeBI/IHI)I, TUA30JIMAVMHANOH UJIW MHCYJINH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 06.05.2024 N= 2838
& 000

Oco0bl€e rpyIIIBI MAUEHTOB (MOCNEOOBATENEHOCTE 0001)

Tayuenmor nodcunozo 6o3pacma (= 65 nem)
Y manueHToB TMOXHIIOIO BO3pacTa He TpeOyeTcss KOppeKUusi peXuMa JI03UPOBAHUSA
BUJIJIATJIUIITHHA.
Tayuenmoi ¢ Hapywenuem yHKyuu novex
VY NauuMeHToB ¢ HapylmieHHeM (QYHKIHMHM MOYEK JIETKOH CTeNeHU (CKOPOCTh KIyOOUKOBOM
dunprparuu (CK®) > 60 mn/mun/1,73 M2) u cpenneii crenenn ¢ CK® 50-60 mn/mun/1,73 M? He
TpeOyeTCsl KOPPEKIUs PeKUMa JI03UPOBAHHUS Mperapara. Y MalueHTOB ¢ HapylnieHneM () yHKIIUA
nmouek cpenneit crememm ¢ CK® 30-50 mu/mun/1,73 M> u  Taxenoit cremenn (CK®
< 30 mut/mMun/1,73 M?), BKIIFOUAs TEPMUHAIBHYIO CTAMIO XpOHHYECKOH Gonesnn mouek (XBII) y
NAlMEHTOB, HAXOISIIMXCS HAa TIeMOAMAIN3E WIM NPOXOJSIIMX HPOLEAYypy T'eMOIUan3a,
BUWIJIATJIMIITHH CIIEAYET IPUMEHSTH B 03¢ 50 Mr 1 pa3 B CyTKH.

eTU
bezonacHoCTh M 3P PEKTUBHOCTh BUJIATTIMNTHHA y AeTeil B Bo3pacte oT 0 mo 18 ner ne Obuia
ycTaHOBJIeHA. J[aHHBIE OTCYTCTBYIOT.

Cnoco6 IIPUMCHCHUA

HpenapaT Bungarnmuntux MNPUHHUMAIOT BHYTPb HE3aBUCHUMO OT IIpUCMa ITHIIIH.

4.3. IIpoTBONOKA3aHUSA

e [ 'unepyyBCTBUTENBHOCTh K BUWIJATIMIITUHY W/UIIHU K JIIOOOMY U3 BCIIOMOTaTeNbHBIX BELIECTB,
MIEpPEYUCIICHHBIX B pa3zene 6.1;

e HacnencreeHnnas HENEPEHOCUMOCTh raJlakTO3bl, HEJ0CTaTOYHOCTh JIaKTa3bl,
IJIFOK030-TaJIakTO3HAast ManbabcopOIus;

e bepeMeHHOCTb, NEpUOJ TPYAHOrO BCKapMIMBaHHUS (B CBSI3M C HEIOCTaTOYHOCTHIO
COOTBETCTBYIOLINX JaHHBIX);

e CJI 1 Tuma;

e OcTpslif UM XPOHUYECKUN MeTabOINYeCKU anua03 (BKItoYas JUa0eTUYECKU KeToalu103
B COUETaHMHM C KomoM wim 0e3 TakoBoi. JlmabeTwyeckuii KeToamuao3 JOJDKEH
KOPPEKTHPOBATHCS MHCYJIMHOTEpaIuei);

e JlakTroanuno3 (B TOM 4ncCie B aHAMHE3E);

e Hapymenus GyHKINHU [T€YE€HH, BKIIOYas MOBBIIIEHNE aKTUBHOCTH «I1€Y€HOUHBIX» (PepMEHTOB
(amanunamunoTpancdepassl (AJIT) unu acnapraramunorpanchepasst (ACT) B 3 u 6oree pa3
BbIIIE BepXHel rpaHuiisl Hopmbl (3 X BI'H);

e Xponwnueckas cepaeunas HemoctarodHocTh (XCH) IV ¢ynkmmonansaoro kimacca (PK) mo

¢dbyakmonanpHOl  Kiaccudukamuu  Hpro-MoOpkckoil  KapAHOJIOTHYECKOH — acCcoIUalIiu
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(NYHA) (BBHIYy OTCYTCTBHSI JTaHHBIX KHHHHqé&;I');jg&g@ﬁ%E%H':f;"- ijprhé'}iléHHH

BUJIIATJIMIITHHA y 3TOW IPYyNIbl NAllUEHTOB);

o Jlerckuii Bo3pact a0 18 et (3¢pPexkTuBHOCTH U OE30MACHOCTH MpenapaTa He YCTAHOBIICHBI).

4.4. OcoOble ykazaHMsl M Mepbl NPeI0CTOPOKHOCTH IPH NPUMEHEHUH

Oco0ble yKa3auus

B NOKIMHUYECKHX HCCICAOBAHMUAX INPU NPUMEHEHHH B 103ax, B 200 pa3 NpeBBIIIAIOMNX
PEKOMEHIyeMbIE JIJIS YeJIOBEKA, Mpenapar He BhI3bIBAT HAPYIICHUH (EePTHILHOCTH.

[Tpr HEOOXOIUMOCTH MHCYJIMHOTEPAITMH BUJIIATJIMITAH MPUMEHSIOT TOJBKO B KOMOHMHAILIUU C
uHcynmuHoM. [lpenapar mnpotuBomnokazan y mnamueHtoB ¢ CJI 1 Tunma wim Ui JieUeHUsA
IMabeTHIECKOro KeToamnua03a.

CepsieyHass HEAOCTaTOYHOCTD

[lockonbky JnaHHble O MpuMeHeHMHM BujgarauntuHa y mnauveHtoB ¢ XCH I ®K mno
knaccupukanmn NYHA orpaHwdeHbl W HE TMO3BOJISIFOT CHelaTh OKOHYATEIHHBIA BBIBOI,
PEKOMEHIYETCA C OCTOPOKHOCTHIO IPUMEHSATh BUJIJATVIMITUH Y NAUEHTOB JaHHON KaTErOpUH.
He pexomennyercst mpumenenue puigarnunTiaa y manuentoB ¢ XCH IV @K no knaccudukanuu
NYHA, BBUy OTCYTCTBUS JAHHBIX KIMHUYECKUX UCCIEOBAHUMA O MPUMEHEHUH BUIIIATrIUITHHA
y HalUEHTOB 3TOW I'PYIIIIHI.

HaDVHIeHI/IG d)VHKHI/II/I IIOYCK

HOCKOHBKy OIIBIT NPUMCHCHUS BWIAAITIMIITUHA Y IALIUCHTOB C TepMHHaHBHOﬁ CTaI[HCﬁ XBH,
HaxXoJAIHnXCsA Ha TEMOJUAIN3C UIIH TPOXOJAIINX ITPOUCAYPY reMoAnajinia, OrpaHuvcCH, Iperapar
PEKOMCHAYCTCA NPUMECHATb C OCTOPOKHOCTBIO Y JTaHHOM KaTCropmu nanucHTOB.

HaDVHIeHI/ISI d)VHKHI/II/I IICYCHHU

[TockonpKy B peNKHX clydasx MpU MPUMEHEHHH BWJIIATVIUIITHHA OTMEYanoCh IOBHIIICHUE
aKTUBHOCTH aMHHOTpaHcepa3 (kak mpaBuiio, 0Oe3 KIMHUYECKUX TPOSBICHHI), Tepen
MPUMCHCHUEM BWIJIATIIMIITAHA, a TAKKEe W PETYJSIPHO B XOJE IEPBOTO ToJla IMPUMEHEHUS
npernapata (1 pa3 B 3 Mecsma), peKOMEHIYeTCs ONPENeNiaTh OMOXMMHUYECKHE IOKa3aTeln
byHkun nedeHd. [Ipu BBIABIEHUU TOBBIIICHHUS AKTUBHOCTH aMHUHOTpaHcdepas cieayer
MIPOBECTH MOBTOPHOE MCCIIEOBAHKE C LIEJbI0 MOATBEPIKICHUS pe3yabTaTa, a 3aTeM PETYISIPHO
MIPOBOJIUTH OTPEACIICHNEe OMOXMMUYECKUX TTOKa3aTesiel (PyHKIIMU MeUEH! JJ0 UX HOPMaTH3aIiu.
Ecim nipepwimenne aktuBHOCTH ACT wim AJIT B 3 mim Gonee pa3 Beime BI'H moareepxaeHo
MOBTOPHBIM UCCIIEIOBAHUEM, TIPErapaT peKOMEHIYeTCSI OTMEHHTb.

[Ipu pa3BUTUM KENTYXW WM JPYTHX MPHU3HAKOB HapymieHus (YHKIUW TeYeHH Ha (OoHe
MPUMEHEHHUS BUJIIATTIUNTHHA, TEPAMHUIO MPErapaToM CIIeIyeT HeMEeJICHHO MpeKpaTtuTh. [locme

HOpMaJIM3aliy MoKa3arenell GyHKIUY TeYeHH JIeYeHNe IpernapaToM BO300OHOBISATh HETIb3S.
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CHiorKeMHs (NOCNEQOBATENEHO

W3BecTHO, 4dYTO TpemapaThl  CyAb(OHUIMOYEBHHBI MOTYT TPOBOLIUPOBATH  pPa3BUTHE
runornukemMun. CylecTByeT pUCK pa3BUTHS TMIIOTVIMKEMHUH IIPU OJTHOBPEMEHHOM ITPUMEHEHUN
BWIJIATJMITHHA C [penapaTaMu  Cyiab(GOHWIMOYEBUHBL. Ilpm HeoOXoauMoOCTH — cienyeT
paccMOTpeTh BO3MOYKHOCTh CHMIKEHMsI J103bl IPEnapaToB CyJb(OHUIMOYEBUHBI C IIEIIBIO
MUHHUMU3UPOBATh PUCK PA3BUTHS TUIIOTIIMKEMUH.

OcCTpBIii TAaHKPEATUT

[IpumeHeHrne BWIJArJIUNTHHA CBSI3aHO C PUCKOM pPa3BUTUS OCTpOro mnaHkpearura. Cremyer
npouH(GOpPMUPOBATh MAIMEHTa O CUMIOTOMAaX, XapaKTEepHBIX JUIs OCTporo maHkpearuta. [lpu
MOJO3PEHUH HA OCTPBIM MAaHKPEATUT Mpenapar cieayeT oTMeHUThb. He ciienyer BO30OHOBISATH
TEpANu0 BUIIATIAIITHHOM, €CJTH OCTPBIN MaHKPEATHT ObLT MOATBEPXKICH. Y MAIMEHTOB C OCTPHIM
MAaHKPEATUTOM B aHAMHE3€ MPUMEHSTh BUIJIATTIUITHH CIEAYET C OCTOPOKHOCTHIO.

BcnomorarenbsHbIe BEIECTBA

IIpenapar BunpgarmuntuH coxepKUT Jakro3dy. IlanmmeHram ¢ peako  BCTpedaromencs
HACJIECTBEHHOH HENEePEeHOCHMOCTHIO IaJlaKTO3bl, Ne(HUIUTOM JIAKTa3bl JIONApeil UM TIII0K030-

raJlakTO3HOM MalibabcopOLueli He clielyeT MPUHUMATh ATOT Iperapar.

4.5. B3aumopeiicTBue ¢ APYrMMH JIEeKAPCTBEHHBIMHM TMIpeniapaTtaMu W JApyrue BHIbI
B3aUMOJEHCTBUSA

BungarnmunTus 061a1aeT HU3KUM ITOTEHIIATIOM JIEKAPCTBEHHOTO B3aUMO/ICHCTBHSL.

[TockobKy BUILAATTIMIITHH HE sIBIIsIeTCs cyOcTpaTtoM epmerToB muroxpoma P450 (CYP), a takke
HE UWHTUOMpYET W HE HHIYIUpPYEeT 5TH (PEepMEHTHI, B3aUMOACWCTBUE BWINATIUNTHHA C
JICKapCTBEHHBIMH ~ TIperapaTaMy, KOTOpBIE SBIAIOTCA CyOCTpaTaMu, HWHTHOMTOpaAMH WA
unaykropamu P450 (CYP), manoBepositHO. [Ipu 0JHOBpEeMEHHOM MPUMEHEHHH BHJIIATIUITHH
TaKXe He BIUAET Ha CKOPOCTh METa00IM3Ma IpenapaToB, ABISIOIMIUXCS CyOcTpaTaMu (hepMEHTOB:
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1l u CYP3A4/5. Kiunuuecku
3HAYMMOTO B3aMMOJICHCTBHS BIIIJATJIMIITHHA C TIpenapaTaMy, Hanbojee 4acTo NCIOIb3yeMbIMU
npu Jsedenun CJI 2 tuma (MIMOEHKIAMMJIOM, MHOTJIUTAa30HOM, METGOPMHHOM) WU
o0NaalollMMU  Y3KUM  TEparneBTUYECKUM  JMana3oHoM  (aMJIOJUIMHOM, JIMTOKCHHOM,
PaMHUTIPHIIOM, CHMBAaCTaTHHOM, BaJICapTaHOM, Bap(haprHOM) HE YCTAaHOBJICHO.

Twa3unmel, TIIIOKOKOPTUKOCTEPOWIBI,  Tpermaparbl  TOPMOHOB  IMUTOBHIHOW  IKEJE3Bl,
CHUMITATOMUMETHKH MOTYT CHHXXATh THIIOTJIMKEMUYECKOe JEHCTBHE BWJIIATJUNTHHA, KaK M
JPYTUX MEPOpaTbHbBIX THUIIOTIMKEMUYECKHUX MPETapaToB.

YacToTa pa3BUTHSA aHTHOHEBPOTHYECKOTO OTEKa ObLiIa BHIIIE IPU OJHOBPEMEHHOM MTPHUMEHEHHH

BUJIIATJIMIITHHA C MHTUOMTOpPaMHM aHTMOTEH3MHIIPEBPAILAIOUIEro (epMeHTa, MpH 3TOM Oblia
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CXOJHOM C TaKOBOM B KOHTPOJIbHOM rpymie. B 6onbmngmégéMgﬂEaﬁ;%E%ﬁﬂ;féckﬂﬁ?fl oTeK

ObLI Cpel[HGI\/'I CTCIICHU TSXKCCTU U pa3pCHIaJICd CaMOCTOATCIIBHO B XOAC IMPOAOJIKCHUA TCPAIIUU

BUJIJAr IUIITUHOM.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

bepemeHHOCTD

JlocTaTOYHBIX MAaHHBIX MO NMPUMEHEHUIO BWJIATIMNTHHA Y OCPEMEHHBIX HET, B CBS3U C 4YeM
npernapaTr IpOTHUBOIOKA3aH BO BpeMsi OEPEMEHHOCTH. B TOKIMHMYECKUX MCCIEAOBAHUIX ObLIa
BBISIBJICHA PEMPOIYKTUBHASI TOKCUYHOCTH MPU NPUMEHEHUHU B BBICOKHX J1033aX, MOTCHIIMAIbHBIN
PHCK JIJISl YeJIOBEKA HEM3BECTCH.

JlakTamus

BunparnunTuH mpoTUBOIOKAa3aH B MEPUOJ] TPYAHOTO BCKapMIIMBAHUS, TOCKOJIBKY HEU3BECTHO,

IMPOHUKACT JIM BUJIJATJIMIITUH B I'PYJHOC MOJIOKO y 4Y€JIOBCKaA.

4.7. BiusiHde Ha CNOCOOHOCTH YNPABJSTH TPAHCIOPTHBLIMHM CpeICTBAaMU M padoTarb ¢
MeXaHu3MaMu

HccrnenoBanusl BIMSHUAS BWIATIMIITHHA Ha CIIOCOOHOCTh  YIPaBIATh TPAHCTIOPTHBIMHU
CpeICTBAMU WM pabOTaTh C MEXaHU3MaMH He MPOBOIWINCH. [Ipy pa3BUTHU rOIOBOKPYKEHUS Ha
dboHe mpUMeHEeHHsI MpernapaTa MalueHTaM He cleAyeT YIpPaBisTh TPAHCIIOPTHBIMU CPEACTBAMHU

Wi paboTaTh ¢ MEXaHU3MaMH.

4.8. Hexkenare/jibHbIE peakKUUU

Pesrome HexenarenpHbIX peakmumii (HP)

[Tpu npuMeHeHNH BUIIIaTIMNTHHA B MOHOTEpAIIMU WM B KOMOWHAIIMY C APYTUMU IIpenapaTamMu
6onbpmmHCcTBO HP OB1TH €100 BBIpa’k€HbI, UMENIHM BPEMEHHBIN XapakTep U He TpeOOBaIN OTMEHBI
tepanuu. Koppemsinun wMexay dacroroi HP  u  Bo3pactom, monoM, 3THHYECKOH
IIPUHAUIEKHOCTBIO, MPOJOJDKUTEIBHOCTBIO IMPUMEHEHHMSI WM PEKUMOM JIO3UPOBAHUS HE
BBISIBJICHO.

YacroTa pa3BUTHS aHTHOHEBPOTHUECKOIO OTEKa Ha (pOHE Tepanuy BUIJArJIUITUHOM COCTaBIIsIa
> 1/10000, HO < 1/1000 (Tpamamus «peako») u Obliia CXOTHON C TAKOBOM B KOHTPOJIBHOM TPYIIIE.
Haubosnee yacTo ciyyan aHTHOHEBPOTUYECKOTO OTEKA OTMEYAIMCh MPH MPUMEHEHHUH Mperapara
B KOMOMHAIIMM C WHTUOMTOpaMH aHTHOTEH3MHIIpeBpararonmero ¢gepmenra. B GonblnHCTBE
CIy4aeB aHTMOHEBPOTUYECKHMH OTeK ObLI cpelHeH CTEeNeHH TSHKECTH U pasperancs
CaMOCTOSITENIHO B X0/1€ TPOJOKEHUSI TEPAUy BUIIATIIUIITHHOM.

Ha ¢one Tepanuu BUIIArTUOTUHOM PEIKO OTMEYAINCh HApyIIEeHHUs (PYHKIUY MeYeH! (BKJIIoYast

FeHaTI/IT) 0ecCHUMITOMHOIO TeUeHUs. B OOIbIIMHCTBE CJIy4aCB NaHHBIC HAPYIICHHUA U OTKIIOHCHUA
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nokasarenei (yHKIUHU IeYeHH OT HOPMBI pa3pellinch O CTOATENEHO e ochosKHer T TocTe

IpeKpalleHus Tepanuu npemnaparom. [Ipu npumeHennu BuiaraunTuHa B 1o3e 50 mr 1 wiu 2 pasza
B CYTKH YaCTOTa YBEIMYCHHSI aKTUBHOCTHU «11e4eHOYHBIX» pepmeHToB (AJIT mm ACT >3 x BI'H)
cocrapisina 0,2% wumm 0,3%, coorBercTBeHHO (10 cpaBHEHHIO € 0,2% B KOHTPOJBHOU IpyIIIe).
VYBenuueHue aKTHUBHOCTU <«II€YCHOYHBIX» (EPMEHTOB B OOJIBIIMHCTBE Ciy4yaeB ObLIO
0ecCHUMIITOMHBIM, HE POTPECCUPOBAIIO U HE COITPOBOXKAAIIOCH XOJECTa30M UJIU JKEITYXOH.

HP crpynmupoBaHbl B COOTBETCTBHH C Kiaccudukaiyei opranos u cucrem opranoB MedDRA. B
npeJenax Kaxa0i rpynnbl OpraHoB U cucteM opraHoB HP nepeunciensl B mopsiike yMEHbILICHUS
4acTOThI BCTpeuaeMocTu. B mpezenax KaxIoil rpynmsl 4acToThl BcTpedaemoctu HP ykazaHbl B
HOPSI/IKE YMEHBIICHUS TSHKECTH.

Jlnsa ouenku yactoThl BctpedaeMocTd HP ncnonbp3oBanuch clieqyronme KpUTeEpUn: o4ensb 4acmo
(= 1/10); yacmo (= 1/100, o < 1/10); Hewacmo (> 1/1000, Ho < 1/100); peoko (= 1/10000, HO
< 1/1000); ouens peoxo (< 1/10000); uacmoma neussecmmna (He MOKET OBITH OLICHEHA HA OCHOBE
MMEIOIIUXCS IAHHBIX ).

Ilpu npumenenuu sundaznunmuna 8 MOHOmepanuu

[Tpu npumeHeHnu BUIAAraTunTHHA B 03¢ 100 Mr B CyTKHM 4acTOTa OTMEHBI TEPAlluU B CBSI3H C
pazsutueM HP (0,3%) Obinma He Bbimie TakoBoi B rpymme miane6o (0,6%) wiam nmpenapara
cpasuenus (0,5%).

Ha ¢one wmonorepanuu BuigarauntdHoM B go3e 100 Mr B CyTKM YacToTa pa3BUTHUS
TUIOTJIMKEMUH 0e3 yBEIMYEHHUS CTENEeHH TsSKecTh cocTtosiHus coctapisuia  0,4%, 49to
COIIOCTABUMO C TpenapaToM cpaBHeHus U mianebo (0,2%).

Macca Tena He U3MEHsIIach 10 CPAaBHEHHIO C UCXOAHOHN B KJIMHUYECKHX HCCIICAOBAaHUIX, KOT/Ia
BusaarmunTuH 100 Mr B CyTKM IpUMEHsUTU B KadecTBe MoHOTepanuu (-0,3 kr u -1,3 kr B rpynnax
BUJJIATJIMITAHA U TU1a11e00, COOTBETCTBEHHO).

Hnghexyuu u unsaszuu

Ouens pedxo: NHPEKINN BEPXHUX JbIXaTeIbHBIX MyTeH, Ha30(papuHTHUT.

Hapywenus memabonusma u numanus

Heuacmo: runornukemus.

Hapywenus co cmoponwl HepeHoti cucmembl

Yacmo: TOJIOBOKPYKEHUE;

Heuacmo: ronoBHas 00Jb.

Hapywenus co cmoponwl cocyoog

Heuacmo: nepudeprudeckie OTeKH.

Kemyoouno-kuuieunvie napyuieHus

Heuacmo: 3amnop.
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Hapywienus co cmoponbl MblueyHoll, CKelemuoil u coedtiimetorbdTmcany 2HOCTE 000T]

Heuacmo: aptpanrus.

JlonrocpouHble KIMHUYECKHUE HCCIEAOBAHUSA NPOJODKUTEIBHOCTBIO 0 2 JIET HE BBISIBWIU
KaKuX-1100 JOMOJHUTENIbHBIX OTKJIOHEHUH mpoduis Oe30MacHOCTH WM HEMpeIBHICHHBIX
PHUCKOB MpY IPUMEHEHUHU BUJIIATJIUIITHHA B MOHOTEPATHH.

Ipu npumenenuu eunoaznunmuna 6 0ose 100 me 6 cymxu 6 KomouHayuu ¢ Memg@opmuHom

[Tpu nmpumeneHnn BuarmnTuHa B 1o3¢ 100 Mr B CyTKM B KOMOMHAIMH ¢ MET(HOPMUHOM HIIN
mianedo B coueTaHUU ¢ MEeT(HOPMUHOM ClydyaeB OTMEHBI Tepanuu B cBs3u ¢ pazsutueM HP ne
OTMEYaJIOCh.

[Tpu mpumeHeHun BwimaraunTuHa B Ao3e 100 Mr B CyTKM B KOMOWHAIMH C MET(HOPMHHOM
TUTIOTJIMKEMHUS oTMedanachk B 1% ciydaes (B rpynme miare6o + merdopmun aHeuacto (0,4%)). B
rpynne NpUMEHEHHUs BHIJATTIUNTHHA HE HAOIIOAANoCh pPAa3BUTHS THIOTIIMKEMHH TSDKEIOU
CTETICHH.

Macca Tena He U3MEHSAJIACh 110 CPABHEHHUIO C MCXOJHOM B KIMHUYECKHX HCCIEAOBAHUAX MPU
npuMeHeHnrn KoMOnHanuu Buiaarauntuaa 100 mr B cytku u merdopmuna (+0,2 kr u -1,0 xr B
rpynmnax BUJIJAATIMITAHA U I1a1e00, COOTBETCTBEHHO).

Hapywenusa memabonuzma u numanus

Yacmo: TUTIOTIIMKEMHUSL.

Hapywenus co cmoponvl nepgnoti cucmembi

Yacmo: Tpemop, roioBHas 00J1b, TOJIOBOKPY>KEHUE;

Heuacmo: noBbIIIEHHAS yTOMIIIEMOCTb.

Kenyoouno-kuuieunvie napyueHus

Yacmo: TomHoOTA.

JlonrocpoyHble KIMHUYECKHWE HCCIEAOBAHUSA MPOJOKUTENFHOCTEIO 0 2 JI€T HE BBISIBUIU
KaKuX-T100 JOMONHUTENbHBIX OTKJIOHEHUH Mpoduis Oe30MacHOCTH WM HEeMpeIBHICHHBIX
PHUCKOB IIPH TPUMEHEHNY BUJIIATIANITHHA B KOMOWHAIIUU C MET(HOPMIHOM.

N3yuenne nmpuMeHeHUss KOMOWHAIIMU BWJIJATJIMIITHHA U METHOpPMHHA B KayeCTBE CTapTOBOM
tepanuu ipu CJ1 2 Tumna He BBIABHIIIO OTKJIOHEHUH Mpoduiis 6e30MacHOCTH UK HETIPEABUICHHBIX
PHCKOB.

Ilpu npumenenuu eunoaeniunmuna 6 0ose 50 me 6 cymku 6 KoMOUHaAyuu ¢ NpousB0OHbLIMU
CYIbOOHUIMOYUEBUHb]

[Tpu mprMeHeHnU BUIIAArTUITHHA B 03¢ SO MT' B CyTKU B KOMOMHAIIUY C TTUMETHPUIOM 4acTOTa
OTMEHBI Tepanuu B cBa3u ¢ pa3zutuem HP cocraBisna 0,6% (nmo cpaBuenuto ¢ 0% B rpymnme
TIAMENUpPHI + 1m1aneo).

YacroTa Pa3BUTHUA TUIIOTIIMKEMHHU Y MAIUCHTOB, IMOJYYaBIINX BUJIJATJIUIITUH B O03€ 50 mT B
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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CyTKM BMECTE€ C TIHUMenupuaom, cocraBuna 1,2% 'QE&I@Q&%&H‘H@%%@I :'éj:i;'};y"nne

wiane6o + rauMenupun). B rpynmne nmpuMeHeHHs BUIAATIHMITHHA HE HAONIONATIOCh Pa3BUTHS
TUTIOTJIMKEMUH TSDKEJION CTETICHHU.

Macca Tena He U3MEHSIACh M0 CPABHEHHUIO C MUCXOAHON B KIMHUYECKUX HCCIIEIOBaHUIX, KOTa
BWIJATTIMITAH B 703¢ 50 Mr B cyTku nobapisuid Kk rmaMmenupuny (-0,1 kr u -0,4 xr B rpynmax
BUJJIATJIMIITAHA U TUIA11e00, COOTBETCTBEHHO).

Unghexyuu u unsazuu

Ouenb pedko: Ha30(papHUHTHUT.

Hapywenus memabonuzma u numanus

Yacmo: TUNIOTJIMKEMUS.

Hapywenus co cmoponvl HepeHoll cucmemul

Yacmo: TpeMop, TOJIOBOKPYKEHHUE, TOJIOBHAS 00JIb, aCTEHUS.

Kemyoouno-kuuieunvie HapyueHus

Heuacmo: 3anop.

Ipu npumenenuu sundaznunmuna 6 0oze 100 me 6 cymku 8 KOMOUHAYUU ¢ MUAZOTUOUHOUOHOM
[Ipu npumenenuu BwigarauntuHa B Jo3e 100 Mr B CyTKM + THA30JUOUHAMOH U
iane0o + THA30JIMINHINOH, CIIy4aeB OTMEHBI Tepanuu B CBA3M ¢ pa3BuTreM HP He oTMeuanocs.
[Tpu npuMeHeHun BuaaruntTuHa B 1o3e 100 Mr B CyTKkH + IHOIIMTAa30H OTMEYAIOCh Pa3BUTHE
runiornukemuu B 0,6% cinydaeB, a y HalMeHTOB, MOJy4YaBIIUX IUianedo + nmuoriurtas3oH, B 1,9%
ciydaeB. B rpymnme npuMeHeHHs BHIJArJIUNTHHA HE HAOIIOJANOCh Pa3BUTUSA TUIIOTIMKEMUU
TSKEJION CTETEHMU.

B wccnenoBaHWM TPUMEHEHHS BIIIATJIUNTHHA B KadecTBE JIONOJHUTEIBHON Tepamuu K
MTUOTJINTa30Hy a0COJIFOTHOE YBEIIMYCHHWE MAcChl Tejia B TPyIIe Iriane0o W BUJIANIAIITHHA
100 mr B cyTku coctaBuiio 1,4 u 2,7 Kr, COOTBETCTBEHHO.

[Tpu noGaBnenun BungaraunTuHa B 03¢ 100 Mr B CyTKH K MUOTJIMTA30HY B 103€ 45 MI' B CYyTKHU
yacToTa pa3BUTUA Nepudepudeckux OoTeKoB cocTaBisuia 7% (mo cpaBHeHuIo ¢ 2,5% Ha ¢oHe
MOHOTEPANUN TUOTIIUTA30HOM).

Hapywenus memabonuzma u numanus

Yacmo: yBennueHUE MacChl Telna;

Heuacmo: runornukemus.

Hapywenus co cmoponvl nepenoti cucmemol

Heyacmo: ronoBHas 6011b, aCTCHUS.

Hapywenus co cmoponwl cocyoog

Yacmo: nepudepruyeckne OTeKH.

Ilpu npumenenuu eunoaznunmuna 6 0oze 50 me 2 paza 6 cymxku 8 KOMOUHAYUU C UHCYTIUHOM (C
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Memeopmunom unu 6e3 Hezo)

[Tpu npuMeHeHnn npenapaTa B KOMOMHAIIMY C MHCYJIMHOM (B KOMOWHAIMK ¢ MET(HOPMUHOM MU
6e3 MeT(hopMrHa) YACTOTa OTMEHBI Tepanuu BeieacTeue pa3sutus HP Ovina paBua 0,3% B rpymme
Tepanuy BUWIAANIMITUHOM, B IpYIIIE MJ1anedo ciiydaeB OTMEHbI Tepanuu He ObLI0.

[Tpu npuMeHeHn BUIIATIMITHHA B KOMOMHALIMY ¢ MHCYJIMHOM (B KOMOMHALIMU ¢ MET(OPMUHOM
wii 6e3 MeTpOopMHHA) HE OTMEYAIOCh YBEIMYCHHS pPHCKA DPAa3BUTHUS TUIIOTIMKEMUHU TI0
CpaBHEHHMIO ¢ KoMOuHanuel muane6o + uncynuH (14% B rpynmne BuinparnunTuHa u 16,4% B
rpymne 1iane6o). ¥ 2 naiyeHToB B rpyIie BUWIJATIUNTHHA U Y 6 NAlMeHTOB B rpyMIie mianedo
pa3BUWIIACh TUIIOTJIMKEMUS TSKEJIOHN CTENEeHN.

Ha moMmeHT 3aBepiiueHus necie1oBaHus penapaTr He oKa3blBaJl BIMSHUS HA CPEIHIOO Maccy Tela
(macca Tena yBenuumiach Ha +0,6 KT 0 CPaBHEHUIO C UCXOAHOW B IPYIIE BUJIAINIUIITHHA, A B
rpymne mianedo ocrajgach HEU3MEHHO).

Hapywenusa memabonuzma u numanus

Yacmo: TUIIOTIIMKEMUSL.

Hapywenus co cmopoHbl HepeHOll cucmembl

Yacmo: TojioBHasg 00J1b, 03HOO.

Kenyoouno-kuweunuvle napyuienus

Yacmo: TONIHOTA, racTpo330dareanbHbIil pedirtokc;

Heuacmo: nuapesi, METEOpU3M.

Ilpu npumenenuu sunoaznunmuna 6 0oze 50 me 2 pasa 6 cymku 8 KOMOUHAYUU C NPEnapamamu
CYNbPOHUNMOYEBUHBL U MEMPOPMUHOM

CnyuyaeB OTMeHBI mpenapaTa, cBs3aHHbIX ¢ HP B rpynme KoMOMHHpOBaHHOW Tepanuu
BUJIATJIMIITUHOM, METGOPMUHOM U TJIMMENHUPUIOM, OTMEYeHO He Obuto. B rpynme
KOMOMHUPOBaHHON Tepanuu Iuianed6o, MeTGOPMMHOM U TIIIMMENUPUAOM 4YacToTa OTMEHbI
BHJIJIATIUIITHHA, CBs3aHHOU ¢ HP, coctaBmia 0,6%.

['unornukemus orMevanach 4acto B o0enx rpynnax (5,1% B rpynmne KOMOMHUPOBAHHOM Tepanuu
BUJIIATJIMIITUHOM, MeT(GOpMHHOM U muMenupuaoM u 1,9% B rpynmne KOMOMHHPOBAHHOMN
Tepanuy 1ianedo, MeThOpMUHOM U TMNIMMENUPUAOM). B rpymnme BungarnuntTuHa oTME4eH OAMH
AMU30/1 TUIOTJINKEMUH TSKEIION CTENEHHU.

Ha MomeHT 3aBepiiieHHs NCCIIeIOBaHMs 3HAYMMOTO BIIMSHUS Ha MaccCy Teja BBISIBICHO HE ObLIO
(+0,6 xr B rpynne BungaraunTuHa u -0,1 kr B rpymnmne miameoo).

Hapywenusa memabonuzma u numanus

Yacmo: THIIOTTINKEMUSL.

Hapywenus co cmopoHbl HepeHOll cucmembl

Yacmo: TOIIOBOKPYKEHHUE, TPEMOD.

Crpanwnma 10 u3 17



COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 06.05.2024 N= 2838

Hapywienus co cmopousl Koxcu 1 noOKOICHbIX JKaHell (NOCNEOOBATENEHOCTE 0001)

Yacmo: runiepruapos.

Obwue napywenus u peakyuu ¢ Mecme 68e0eHUs.

Yacmo: acTeHus.

Tlocmpezucmpayuonnule uccieo008anus 8UI0ATUNMUNHA

Bo BpeMms npoBeneHMsI TOCTPETUCTPALIMOHHBIX UCCIIEI0BAaHUM ObUIM BBISIBIEHHI cienytomue HP
(TTOCKOJIBKY COOOIIEHUS MOTYyYeHBI B IOOPOBOJIBLHOM MOPSAIKE OT HOMYJISIMH HEOTPEAETICHHOTO
pa3Mepa, JIOCTOBEPHO OIpENeInTh YacToTy pa3Butus naanHeix HP He mnpencrasnsercs
BO3MOXXHBIM, B CBSI3U C Ue€M, OHU KJIACCU(PUIIMPOBAHBI KAK «4aCTOTa HEU3BECTHAY).
Kenyoouno-kuuieunvie napyuenus

Yacmoma neuzeecmna: NaHKPEATUT.

Hapywenus co cmopoHvl neuenu u sicenuesvi800auux nymet

Yacmoma Heuzgecmua. renaTuT (Pa3pelIUBIIMICS  CaMOCTOSATENBHO IOCIE€  OTMEHBI
BUJJIATJIMIITAHA), TIOBBIIICHUE AKTUBHOCTH <«IICYCHOYHBIX» (epMEeHTOB (pa3pernBiieecs
CaMOCTOSITENILHO MOCTIE OTMEHBI BUJIIATJTUIITHHA).

Hapywenus co cmopoHbl Kodtcu 4 NOOKOICHBIX MKAHel

Yacmoma HeuzsecmHa: KpanuBHUIIA, SKCPOIHMATUBHOE U OyIIIE3HOE MOPAKEHUS KOKU, BKIIOYAs
OyJUTIe3HBIN TIEM(PUTOUI.

Hapywenus co cmoponwl mbluieunotul, CKeiemHoul u cOeOUHUmMenbHOU MKAHU

Yacmoma HeuzsecmHa: MAANTUSL.

Coo01tenne o nono3pesaeMbix HP

Baxxno coobmats o moio3peBaembix HP mocie peructpaiuu 1ekapcTBEHHOTO MperapaTa ¢ [elibio
obecrieueHnsT HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHUS «IIOJb3a — PUCK» JICKAPCTBEHHOTO
npenapaTta. MeIuIMHCKUM pabOTHUKAM PeKOMEHIYETCsl COOOIIaTh 0 JIFoObIX o03peBaeMbix HP
JIEKapCTBEHHOTO Tpernapara uepe3 HallMOHalbHbIe cucTeMbl coobmenus o HP rocymapcts —
4IeHOB EBpa3suiickoro 5JKOHOMHUYECKOIO CO03a.

Poccniickas @enepanns

®OenepanbHas ciryx0a 1Mo Ha30py B cepe 31paBOOXpaHEHUs

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru
Caiit B I/IH(bOpMaI_[I/IOHHO-TGHCKOMMYHI/IKaHI/IOHHOﬁ CCTHU «I/IHTCpHCT»Z

https://www.roszdravnadzor.gov.ru/
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(NOCNEODBATENEHO

4.9. Ilepeno3upoBka

CuMnOTOMBI

BungarnunTis Xopolio nepeHocuTes Ipyu NpuMeHeHnu B o3e 10 200 Mr B CyTKH.

[Tpu npumenenuu npenapara B 1o3e 400 Mr B CyTKU MOXKET Ha0It01aThesl 00JIb B MBIIIIIAX, PEAKO
JIerKasi ¥ TpaH3UTOpHAs MapecTe3us, TUMXOPaKa, OTEKU U TPAH3UTOPHOE MOBBIIIEHNE AKTUBHOCTH
munaszel (Bbie BI'H B 2 paza). IIpu yBennuenun no3el BuiagarnuntuHa g0 600 mMr B CyTku
BO3MOXXHO Pa3BUTHE OTEKOB KOHEYHOCTEH, CONPOBOKIAAIOIINXCS MApEeCTe3Uel U MOBBIIIEHUEM
aKTUBHOCTH KpeaTuHpochokuHazbl, C-peakTUBHOTO Oeiika 1 MuoriioouHa, aktuBHoctu ACT. Bee
CUMIOTOMBI MEPEeIO3UPOBKM U HM3MEHEHHUs JabOpaTOpHBIX TOKa3aTelie oOpaTUMBI TOCTe
MpEeKpaIieHus: TPUMEHEHUS BUIAATIUIITHHA.

Jleuenue

BoiBesieHMe BUIAArIUITAHA M3 OpPraHU3Ma C IOMOILNBIO JWaiu3a ManoBepossTHO. OgHaKo
OCHOBHOH ruaponu3Hbli MeTabonut BuiaarmuntuHa (LAY151) moxer ObITh ynajgeH wu3

opraHu3ma IIyTeM reMmouainia.

5. DPAPMAKOJIOTMTYECKUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®apMakoTepaneBTUYeCKass  Ipymma:  CcpeacTBa  Juld  JIGUEHUsT — caxapHoro  aualera;
TUIOTIMKEMHYECKHE CPEACTBA, KPOME HWHCYJIWHOB; WHTHMOMTOPHI AUIMENTHAWINEHTHAA3HI-4
(AAT1-4).

Kon ATX: A10BH02

Mexanusm geiicTBus

BunparnuntuH, npeacTaBUTENb Klacca CTUMYJIATOPOB OCTPOBKOBOIO anmapara Mo KeIy104HON
KEeJe3bl, SBIISETCS] MOIHBIM U CEJICKTUBHBIM MHTHOMTOPOM aunentuaminentuaasbi-4 (AI111-4),
YIy4IIAIOUIUM TTIMKEMUYECKUN KOHTpoib. MIHrubuposanue sungarnuntadoM I1I1-4 npuBogut
K YBEIMYEHHIO 0a3aJbHOrO0 M MOCTIPAHAMAIBLHOTO HHJIOTEHHOTO YPOBHS HWHKPETHHOBBIX
ropmonoB  I'TIII-1  (rmrokaroHomomoOuHbi mentun 1) u  THUIL  (rmroko303aBUCHUMBIN
WHCYJIMHOTPOIIHBIH IOJMIIENTUL).

dapmakoagnaammdeckne YO HeKTol

[Tpu npumenennn BuigaraunTrHa B 103¢ S0—100 Mr B CyTKH y TAIIMEHTOB C CaXxapHBIM JTHa0eTOM
2 tuna (CJ] 2 tuna) ormeuaercs yiydlleHHE (YHKUUU [-KIETOK IMOJKETYJOYHOM >KEJe3bl.
Crenenp ynydiieHus QyHKUIUN B-KJIETOK 3aBUCUT OT CTENIEHH MX MCXOJHOTO MOBPEXKICHUS; TaK
y jury 6e3 CJI 2 tumna (c HopMaTbHON KOHIIEHTPAIIMeH TIFOKO3BI B TTa3Me KPOBH) BHJIIATJIUIITUH
HE CTUMYJIUPYET CEKPEIUI0 HHCYINHA U HE CHI)KAeT KOHIIEHTPAIUIO TIIIOKO3bI.

[ToBpimas KOHICHTPAUIO SHAOTCHHOT'O FHH-I, BUJIAATJIAIITUH YBCIIMUUBACT YyBCTBUTCIIBHOCTD
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0-KJIETOK K TJIIOKO3€, YTO MPHUBOJIUT K YIYUIIEHHUIO rﬁﬂ&éolgﬁyéﬁﬁ&—lf-%hﬁnﬁﬁ éel'c'ﬂéunn

rirokaroHa. CHUKEHUE MMOBBIIIEHHOM KOHIEHTPALMU IIIF0OKaroHa BO BPEMs €/1bl, B CBOIO OUEPElb,
BbI3bIBAET YMEHbBIIIEHUE UHCYITMHOPE3UCTEHTHOCTH.

VBenn4yeHne COOTHOLICHUS MHCYJIMH/TJIIOKAroH Ha (OHE THUIEPIiIMKeMHUH, OOYCIOBIEHHOE
noBbimieareM KoHreHTpamuu [TII1-1 u 'HUII, BbI3pIBaeT yMeHbIIEHHWE MPOIYKIIUU TIIFOKO3bI
IIEYEHBIO KaK BO BpPEMs, TaK U IOCJIE IPUEMa MU, YTO IPUBOAUT K CHUKEHHUIO KOHLIEHTPALUU
[JIFOKO3bI B I1JIa3M€ KPOBH.

Kpome Toro, Ha (hoHe NpUMEHEHUs BWIJATJIMIITHHA OTMEYAeTCsl CHUXKEHHME KOHIEHTpaluu
JMIKJOB B IUIa3Me KPOBH IOCIIE IIpUeMa MUIIY, OAHAKO 3TOT 3 QEKT HE CBSA3aH C ero JeHCTBUEM
Ha ['TII-1 niumu ['UII u ynyumennemM (QyHKIIUN OCTPOBKOBBIX KJIETOK IMOKEITYIOUYHON KEJE3Bbl.
N3BectHOo, urOo mnoBbimieHue KoHueHTpauuu [TIII-1 Moxer npuBOIUTH K 3aMEAJIEHUIO
OINOPOKHEHUS KeyKa, OJHaKO Ha (OoHEe MPUMEHEHHs BUIIJArJIUITHHA 0J00H0ro 3¢ dexra He
HaOJIFOJaeTcs.

[Tpu npumeHenun BuigaraunTuHa y 5795 nanuentoB ¢ CJl 2 tuma B TeueHue 52 Henenb B
MOHOTEpANuy WIA B KOMOMHAIMU C MET(POPMUHOM, MPOU3BOAHBIMU CYIb(POHUIMOYECBUHBI,
TUA30JUJAMHAMOHOM, WJIM MHCYJIMHOM OTMEYaJoCh JIOCTOBEpHOE JUIMTEIbHOE CHHKEHHE
KOHIIEHTPaLUH MIUKUpoBaHHOTrO reMorinoouna (HbAlc) u riroko3sl KpoBH HATOILAK.

[Tpu mpuMeHeHNH KOMOWHAIIMY BIJIATIMOTHHA U MeT(hOpMUHA B KaYeCTBE HAYaIbHON Teparnuu
y nanueHtoB ¢ CJI 2 Tuma B TedeHue 24 HeAelb OTMEUaNoOCh J10303aBUCUMOE CHIKEHHE
koHueHTpauun HbAlc B cpaBHeHUM ¢ MOHOTepamnueil JaHHbIMU Ipenapatamu. Citydau pa3BUTHUS
TUIOTTIMKEMHUH ObUTM MUHHUMAJIbHBI B 00€UX IpyIIax TepanuH.

[Tpu npuMeHeHnH BUIArIUNTHHA B 103€ 50 Mr 1 pa3 B CyTKU B TeueHHE 6 MECSIIEB Y MAllUEHTOB
¢ CI 2 tuna c HapymieHrueM (QyHKIUU MOYEK CpeAHel (CKOpOCTh KiIyOO4YKOBOW (UIbTpALUU
(CK®) >30, < 50 ma/mun/1,73 M%) wmm Tsxenoit (CK® < 30 ma/mun/1,73 M%) cremenu
0TMEYaJI0Ch KIMHUYECKHU 3HaUMMOe CHIDKeHUe KoHIleHTpauuu HbAlc no cpaBHeHuto ¢ miare6o.
[Tpu npuMeHeHnu BUIIJAraunTiHa B 1o3e 50 Mr 2 pasza B CyTKU B KOMOMHa1UU ¢/0e3 MeTpopMuHa
U MHCYIUHOM (cpeansist 1o3a 41 EJl B cyTkn) ObUIO MPOAEMOHCTPUPOBAHO CHUKEHUE MTOKa3aTeNs
HbAlc na 0,77% oT ucxomgHoro cpeaHero 3HaueHus: 8,8% co CTaTHCTHYECKU JIOCTOBEPHOU
pasHuueit ¢ rutane6o 0,72%. YactoTa TUNOrIMKEMHM B TpYIIE BWIJArJIMITHHA CPaBHUMA C
TakoBOW B rpymme miane6o. [Ipu nmpumenennn BuiigaraunTuHa B 103¢ S0 Mr 2 paza B CyTKHU B
KoMOMHamu ¢ MeThpopMuHoM (=1500 Mr B CyTKM) U MIIMMENUPUAOM (= 4 MI B CYTKH) OBLIO
MOKa3aHO CTaTUCTUYECKU 3HaUMMoe cHxkeHue ypoBHs HbAlc Ha 0,76% 0T HCXOHOTO CpeIHEro

3HaueHud 8,8%.
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5.2. ®apMaKoKHHEeTHYEeCKHE CBOIiCTBA (NOCNEOOQBATENEHO

AOGcopbuus

[Ipy mpueme BHYTPb HATOINAK BWJIJATJMITHH OBICTPO BCACBHIBACTCS, a €r0 MaKCHMalbHas
KOHIIeHTpanus B 1ia3mMe KpoBU (Cmax) mocturaercs 4depes3 1,75 waca mocie mpuema. I[lpu
OTHOBPEMEHHOM MpHEME C TMHIIeH CKOpOCTh aOCcOopOLUMM BHIIATTUITHHA CHUKACTCS
HE3HAUUTENIbHO: OTMevaeTcsl yMeHblIeHue Cmax Ha 19% 1 yBenmueHue BpeMeHU €€ JOCTUKECHUS
1o 2,5 yacoB. O1HaKO MpUeM MHILK HE OKa3bIBAeT BIUSHUS Ha CTENEeHb a0COpOIUU U TUIOMIAIb
10J1 KpUBO# «koHIeHTparus-spems» (AUC).

Bunparnmuntus OBICTPO BCachIBAETCA, @ €ro a0CO0THAS OMOIOCTYITHOCTh TIOCIIE IpUeMa BHYTPh
cocraBisieT 85%. Cmax 1 AUC B TepaneBTHYECKOM JIMANa3oHE J03 YBEIMYHUBAIOTCS MPUMEPHO
IPONOPLUOHAIIBHO JI03€.

Pacnopenenenne

CreneHb cBsI3bIBaHUS BWIJAIMIITUHA ¢ O€JIKaMu I1a3Mbl KpoBU HU3Kas (9,3%). Bunparnuntux
pacnpesenseTcs PpaBHOMEPHO MEXAY IUIa3MOW KpOBH M SpuTpouuTaMu. Pacnpenenenue
BIWJIJIATIIUIITHHA TIPOUCXOIUT, MPEIMOI0KUTEIHHO, IKCTPABACKYIISIPHO, 00BEM pacIpeesieHus B
PaBHOBECHOM COCTOSIHUU 110CJI€ BHYTpUBEHHOI 0 BBeeHUs (Vss) cocTaiusieT 71 1.

BI/IOTDaHCd)ODMaHI/IH

OCHOBHBIM IIyTe€M BBIBEJICHHS BWJIAANIMOTHHA sBIseTcs OuoTpaHchopmauus. B opranuzme
yenoBeka 69% m03bl mpenapara mojaBepraercs ouorpanchopmaimu. OCHOBHOM MeTa0oJUT -
LAY151 (57% no3sl) (apMakoIOrM4ecKM HEaKTUBEH M SBISETCS MPOIYKTOM THIPOJIM3a
uaHokomrnoHenTta. Okono 4% 1036l Ipenapara MoABepraeTcst aMuAHOMY THIPOIIU3Y.

B noknuHMYeCKUX MCCleoBaHMUAX oTMeuaeTcs nosioxkurensHoe Bausaue JAIII1-4 Ha ruaponus
BWIJIArIUNTUHA. Bunparnmuntun metabonusupyercs 6e3 ydacTHs M30()epPMEHTOB IUTOXpOMa
P450. Bunnarnuntus He siBasercst cyoctparoM nzopepmentoB P450 (CYP), ne unrubupyer u He
UHAYLUpYeT u3opepMeHThl uToxpoma P450.

DJIMMUHALNS

[Tocne mpuema mpemnapaTa BHYTPh OKoJIO 85% 03Bl BBIBOAMTCS mMoukamMu U 15% — uyepes
kuieyHuk. IlouedyHast sKckpelus HEM3MEHEHHOro BWIJAriunTuHa coctasisieT 23%. [lpu
BHYTPUBCHHOM BBEJCHHH CpPEAHHMH TEPUOJl TIONYBBIBECHHS IOCTHTAaeT 2 4YacoB, OOIIWi
IUTa3MEHHBIA KIMPEHC M TOYEYHbIH KIMpPEHC BUJArIUNTHHA cocTaBisitoT 41 1/a u 13 n/y,
coorBercTBeHHO. Ilepuon momyswiBenenus (T12) mocne mpueMa BHYTPb COCTaBISIET OKOJIO
3 gacoB, HE3aBUCHUMO OT JIO35I.

DapmakoKkunemuka ¢ 0CoObIX CAYUAAX

Tayuenmor noxcunozo eo3pacma (65 nem u cmapuie)
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V 310pOBBIX NOKUIIBIX J0zeH (>70 neT) o6mieq Bo3z[el71l::l;|1'3_p'fé-EE%%%E?&EW?&TMT'EI&H pa3s

B CYTKM) yBenu4yuBajloch Ha 32%, mpu 3TOM MNHMKOBas KOHLEHTpaLUs B IUIa3ME€ KpPOBU
yBenuurBaiach Ha 18% 1o cpaBHEHHIO C MOJIOABIMHU 310poBbIMH JtoapMH (18 — 40 ner). Tem He
MEHEe A3TH HW3MEHEHHUS He CYHMTAIOTCS KIMHUYECKH 3HauyuMbIMU. Murubuposanue JIII1-4
BUJIIATJIMIITUHOM HE 3aBUCUT OT BO3pacTa MaldeHTa B MpejesiaX HCCIEIOBAHHBIX BO3PACTHBIX
TPy
Ileuenounas nedocmamouHocms
VY manueHToB ¢ HapymeHueM G YHKIMH IEYSHH JIETKOW U cpeaHel cTenenei Tshkectr (6—9 6amios
no mkasne Yaitna-IIpio) mocie oHOKPaTHOro MPUMEHEHUs IpernapaTa OTMEUYaeTcsl CHHXKEHUE
OouonoctynHocTy BuigaraunTuHa Ha 20% u 8% COOTBETCTBEHHO. Y NMAlMEHTOB C HAPYLIEHUEM
dbyHKMM nedeHn Tsokeno crenenu (10-12 6amnoB mo mkane Yaina-I1pr0) OMOI0CTYTHOCTH
BUJIATJIMIITHHA TIOBBIIIaeTcs Ha 22%. VYBenuueHuWe WIM YMEHbIIEHHE MaKCUMaIbHON
OMOOCTYIMTHOCTH BIJIJATTUNTHHA, He npeBbimatomiee 30%, He ABIeTCs KIMHUYECKA 3HAYNMBIM.
Koppensimuu Mexay CTENeHbI0 TSKECTH HapylIeHUH (YHKIHWU MEYeHH U OMOIOCTYIMHOCTHIO
Ipernapara He BbISIBJICHO.
Iloueunas nedocmamounocms
VY nmanueHtoB ¢ HapyuieHHeM (DYHKIMU TOYeK JIETKOH, cpenned mnu Tsokenoit cremenu AUC
BWIJATJIMIITUHA YBEJIMYUBAJIACH 10 CPABHEHHIO CO 3JI0POBBIMH J0OpoBoJbliamu B 1,4, 1,7 u 2 pa3a
cootBercTBeHHO. AUC Mmerabonmurta LAY 151 yBennuuBanace B 1,6, 3,2, u 7,3 pa3a, a metabonnra
BQS867 — 8 1,4, 2,7, u 7,3 pa3a y mallMueHTOB C HapylIeHHEeM (PYHKIIMU MTOYEK JIETKOU, CpeHel U
TSKETION CTeNeHed COOTBETCTBEHHO. OrpaHMuYEHHbIE JTaHHbIE Y MAIlMEHTOB C TEPMHHAJIbHOU
CTajiuel XpOHUYECKOM OOJIE3HN MOYEK YKa3bIBaIOT Ha TO, YTO MOKA3aTeIU JAaHHOU I'PYIMIbI CXOKU
C TaKOBBIMH Y TALIMEHTOB C HapylleHUeM (PYHKIIMM MOuYeK Tshkeno creneHu. KoHueHTpanus
metabonuta LAY 151 y nanuenToB ¢ TepmuHansHoi craauei XbII yBennunBanacek B 2—3 pasa 1o
CPaBHEHMIO C KOHIICHTpAIUEH y MallMEeHTOB ¢ HapylIeHueM (YHKIIMH MOYEK TSHKEION CTETEHH.
[Tpu nprMeHeHnH npernapara y NalMeHTOB C HapyllleHueM (QyHKIIUU TOYEK MOXKET OTPeO0BaThCs
KOPPEKILIHS JO3BI.
BriBefieHre BUIIarIMIITHHA MIPU TEMOUAIN3E OTpaHUUEHO (depe3 4 yaca Mmociie OJHOKPAaTHOTO
npuema coctanisieT 3% MpH JUIUTEIBHOCTH MpoLeaypsl Oosee 3—4 yacoB).

eTu
dapMaKOKHHETHYECKHUE OCOOEHHOCTH BUJIATIIUIITHHA Y IETEH U MOJPOCTKOB Muaame 18 et He

YCTaHOBJICHBI.
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6. PAPMAIIEBTUYECKHE CBOMATBA MPCTIEAUBATENBHOCTE 000T)

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
Lemmon03a mukpokprctammyeckas (MKII-102)
Jlakro3a

KapOoxcumernnkpaxmai HaTpus

Marnus creapar

6.2. HecoBmMecTHMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpoOK XpaHeHus1)

3 rona.

6.4. Oco0ble MepbI NPEeAOCTOPOKHOCTH NIPH XPAHEHHUH
XpaHutb 1pu Temmneparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

I[lo 10, 14 Ttalbnerok B  KOHTYPHYIO  SYCHKOBYIO  yNAaKOBKY W3  IUJICHKU
HOJIMBUHUIIXJIOPHTHON/TIOTMBUHUIIN IEHXIOPHU THON 1100 IUIEHKU
MOJTMBUHUIIXJIOPHTHON/TIOTMBHHIIH ICHX IO P THON/ TTOTMBHHUIX IO PATHON u donbru

AJIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

Wnu no 10, 14 TabneTok B KOHTYPHYIO SUEHKOBYIO YIIAKOBKY U3 MaTepuana KOMOMHUPOBAHHOIO
Ha OCHOBe (hoJIbru (TPEXCIOWHBIN MaTepuas, BKIIOYAIOIIUN allOMUHUEBYIO (OJBTY, IJICHKY U3
OPUEHTUPOBAHHOTO TMOJUAMHA, TMOJIUBHHWIXJIOPUIHYIO IUIEHKY) W (DOJBIU alllOMMHHUEBOMN
ME€YaTHOW JJAKUPOBAHHOM.

1,2,4,6,8 unu 12 KOHTYPHBIX STYCHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIIUEH 11O METUITUHCKOMY
MPUMEHEHHUIO MTOMEIAI0T B KAPTOHHYIO YIIaKOBKY (TAUKYy).

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHUH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WJIM OTX0JA0B, TMOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOT'0 Mpenapara u Apyrue MaHUMyJISAUMHU ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccus

000 «ATomm»

445351, Camapckas 00:., r. XKurynesck, yin. ['mapoctpourenei, . 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

Crpanwnma 16 u3 17


mailto:ozon@ozon-pharm.ru

COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 06.05.2024 N= 2838

7.1. IlpeacTaBUTENb AepKATe/IsA PerHCTPAHJHHOrO yhberoneperms | = |EHOCTE 0001)

[Iperensun norpeOUTENEH HAIPABIISITE 10 aAPECY:

Poccus

000 «O308»

445351, Camapckas 00:1., T.0. JKurynesck, r. XXurynesck, yi. ['mapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PET'HCTPAIIMOHHOTI' O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUS
PETACTPAIIAU, TEPEPETVCTPALIAN)

Jlata nepBoii perucTpaiuu:

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepucCTHKa JIKQpCTBEHHOIO Ipernapara BuigarauntuH — JOCTyNlHA  Ha
uH(pOPMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOH cetn «uTepHeT» https://eec.eaeunion.org/.

Crpanuna 17 u3 17


mailto:ozon@ozon-pharm.ru

