COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.05.2024 N= 10605

(NOCNEQCBATENEHOCTE 0003)

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Bunparmuntun [[x, 50 Mr, TabeTky.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JleicTByrO11I€E BEIIECTBO: BUIAATTIUIITHH.

Kaxxnas tabnerka coaepkut 50 Mr BUIAarIMITHHA.

BcnoMoraTenbHbIe BEIIECTBa, HAIMYHE KOTOPBIX HAIO0 YYHTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npenapara: jJakro3a 6e3BogaHas — 47,82 mr (cM. pasnen 4.4).

[TonHbIil nEepedyeHs BCIIOMOTraTEIbHBIX BEIIECTB MPUBEIEH B pazjee 6.1.

3. JEKAPCTBEHHAS ®OPMA
TaOmeTku.
Tabnerku Genoro WiM MovTd OeJoro IBETa, KPYIJIbie, TUIOCKOIMINHAPUYECKHE CO CKOIICHHBIMU

KpasiMH.

4. KIMHUYECKHUE JAHHBIE

4.1 Tloxka3zaHus K NPUMEHEHU IO

JlexapcTBenHnsbIil penapar Buinarmuntun [k mokasaH K MPUMEHEHHUIO TIpU caxapHoM auadere 2
THUIIA Y B3POCIIbIX NMALMEHTOB (B COYETaHUU C JUETOTepanueil 1 GU3NIeCKUMH YIPaKHEHUSIMH):

e B KayecTBe MOHOTepanmuu B ciydyae HEIP(PEKTUBHOCTH AUETOTEpANHu M (U3HUECKUX
VOpaXHEHUH Yy TMalMeHTOB C HAJIWYHMEM [OPOTHBOIOKA3aHUH K  MPUMEHEHHIO/
HENePEeHOCUMOCTH MET(HOpPMUHA WU B ciydae Hed((HEKTUBHOCTH METPOPMHUHA;

e B KOMOMHaIMU ¢ METGOPMUHOM B KauecTBE HAyalbHON MEIMKAMEHTO3HOW TEeparuu Ipu
HEJO0CTaTOYHOM (D (HEKTUBHOCTH TUETOTEPANTNU M (PU3HUECKUX YIPAKHCHUIA;

e B COCTaBE JIByXKOMIIOHEHTHOM KOMOMHHMpPOBAHHOM Tepamuu: C MeTGOPMUHOM WIU
TUA30JIUUH/IMOHOM, WJIM C HMHCYJIMHOM B ciydyae He3((EKTHUBHOCTH AUETOTEpaIuH,
¢u3nYecKuX ynpaxHeHUH 1 MOHOTEPAIIUU STUMU TperapaTaMu;

e B COCTaBe JIByXKOMIIOHEHTHOM KOMOMHHMpPOBAaHHOM Tepamuud C  MPOU3BOJHBIMU
CyIb(OHUIMOYEBUHBI Y TAIMEHTOB C HEIOCTaTOYHBIM KOHTPOJEM TJIMKeMHU Ha (OHE
MaKCHUMaJIbHO TIEPEHOCHMOM J103bI MPOU3BOIHOTO CYJIb()OHUIMOUYEBHHBI WIN NPU HAJTHYUU

HpOTI/IBOHOKaBaHI/Iﬁ K HpI/IMeHCHI/IIO/ HCTICPCHOCHUMOCTH MCT(l)OpMI/IHa;
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e B COCTaBe TPOMHONW KOMOMHHPOBAHHOW Tepamuu: B KOMOWHAIMM C TPOHU3BOJIHBIMH
CyIb(OHUIMOYEBUHBl W METHOPMUHOM, Y TAIMEHTOB, pPaHEe IMOJyYaBIIMX TEPANHUIO
MIPOU3BOJAHBIMU  CYNb()OHMIMOYEBUHEI W MeTGOpMHHOM Ha (OHE AUETOTEepanuu |
(u3NYEeCKUX yNpakHEHUH U HE JIOCTUTIIHNX aJIEKBATHOTO KOHTPOJIS TNIMKEMHUU;

e B COCTaBe TpPOWHOW KOMOMHUPOBAHHOW Tepamuu: B KOMOWHAIMM C WHCYJIMHOM H
MeT(POPMHUHOM, Y NAIIUEHTOB, PaHee MOIY4YaBIINX UHCYJIMH B CTAOUIBLHOM J103€ U METHOPMUH
Ha (hoHe AueToTepanuu 1 GPU3NYECKUX YIPAKHEHUH, U HE JOCTUTIIMX aJIEKBATHOIO KOHTPOJIS
TJIMKEMUH.

4.2 Pe:xuM 103MPOBAHUA M CIIOCO0 NPUMeEHEHUS

Pexxum 103upoBaHUS

o3y mnpenapata Buwmmarmunmun [k crnegyeT moaOupaTh WHAWBUIYadbHO B 3aBUCUMOCTH OT
3 (HEKTUBHOCTH ¥ IEPEHOCUMOCTH.

Pexomennyemas noza npenapara Bunparnuntun Jx 50 mr 1 unm 2 pasa B neHb. MakcumanbHast
CyTOUHasl J103a npenapata cocrasisier 100 mr.

Pexomennyemast j03a mpemnapata B MOHOTEPAllMKM WM B COCTaBe KOMOWHHPOBAHHOW TEparuu C
MeThOPMUHOM, THA3OJUIUHIAMOHOM WM MHCYJIMHOM (B KOMOWHAIMU ¢ MeTHOpMHHOM uiu 0e3
MeTtdopmuna), coctasiser SO mr wim 100 Mr B CyTKH.

Pexomennyemas no3a npenapara Buinarmuntus Jx B cocTaBe TBOHHON KOMOMHHUPOBAHHOM TEpATUH
C mpemnapaTtamu CyiIbPOHIUIMOUYEBUHBI cocTaBisieT 50 mr 1 pa3 B cyTku yrpom. B 310l monmymnsiiuun
nanueHToB 3¢ pexTuBHOCTH npenapara Bungarmuntud Ik B 1o3e 100 Mr B cyTku OblLIa CXOQHOM C
TakoBOH B J103¢ 50 MTI' B CYTKH.

PexomennoBannas nmo3a mpemnapara BunmparnuntusH kK B cocTaBe TPOMHOM KOMOWHHUPOBaAHHOM
Tepanuu (BUIAATTUNTHH + IPOU3BOJIHBIE Cylb(poHUIMOUEBHHBI + MeTopmMuH) coctasisaeT 100 mr
B CYTKHU.

Ecin nenu ramkeMH4ecKoro KOHTPOJIsSL HE JOCTUTHYTHI Ha (DOHE MPUMEHEHUs MaKCHUMajlbHON
cyrouHoii 10361 100 Mr, cienyeTr paccCMOTPETh BO3MOXKHOCTH JTOOABICHHS K TEpalluu MpernapaTom
Bunparnmuntun JIK Ipyrux runoriimkeMU4ecKuxX MpenapaToB, TAKUX, Kak MET(GOPMUH, TPOU3BOHbIE
CyIb(OHUIMOYECBUHBI, THA30IHIUHIUOHBI WIIK MHCYJIHH.

Oco0bIe I'pYHIIbl NAIMCHTOB

Iayuenmul ¢ Hapyuienuem hyHKyuu novex

VY HanueHToB ¢ HapylIeHueM (YHKIIMH [TOYCK JIETKOH CTeNeHH (CKOPOCTh KITyOOUKOBOH (DMIIBTpauu
(CK®) > 60 mu/mun/1,73 m?) u cpeaneii crenenn ¢ CK® 50-60 m/mun/1,73 m?> He Tpebyercs
KOPPEKIIMU PeKUMA JIO3UPOBAHUS NpernapaTa. Y MaueHTOB ¢ HAPYIICHUEM (BYHKIIUH TIOYEK CPeTHEH
crenenn ¢ CK® 30-50 mu/mun/1,73 m? u tsxenoii crenenn (CK® <30 mu/mun/1,73 M2), BKIodast

2
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TEPMHUHAJBHYIO CTaauI0 XpoHHUYeckoi Oone3nu mouek (XbII) y manmueHToB, HaXOMAUIMXCS Ha
reMoJMaiu3e WIK NPOXOAIIUX MPOoLEeaypy I'eMOoAuanu3a, Ipenapar cieayeT NPUHUMAaTh B J103€
50 mr 1 pa3 B CyTKH.

Jlemu

besomacHocTh U 3 peKTUBHOCT, MPUMEHEHHS TpernapaTa BIIJATJIMIITAHA y JeTedl 1o 18 met He
yCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Tayuenmul noswcunozo 6ospacma

VY nanMeHTOB MOXHWIOTO BO3pacTa HE TpeOyeTcs KOPPEKIUU pexuma J03UPOBAHHs TMpenapara
Bunpgarauntusa Jx.

Croco0 npuMeHeHus

o3y 50 mr/cyt cnenyetr npuHuMaTh | pa3 B aeHb yTpoM, no3y 100 mr/cyTt ciemayer neinuTh Ha 2
npueMa — o 50 Mr yrpom u BedepoMm. B ciydae mpormycka nmpuema mpernapara clieayeT NPUHSTh
MPONYIICHHYIO 103y KaK MOKHO ckopee. [Ipu aTom criexyeT n3deraTh NpUHSATHS YIBOCHHOH /1035 B
OJIUH JICHb.

[Ipenapat Bungarnuntus [ npuHUMAOT BHYTPb HE3aBUCUMO OT MPHEMa MUIIIH.

4.3 IlpoTruBonokazaHus

e [unepuyBCTBUTENBHOCTh K BUJAATIMIITUHY MU K JIFOOBIM BCIIOMOTaTEIbHBIM BEIIECTBAM,
MEePEYNCICHHBIM B nopaszaene 6.1.

e (Caxapnbiii quaber 1 Turma.

e  OcTpblii WM XPOHUYECKHUI META0OIMUECKUH alua03 (BKIItoYasi TuabeTHUIeCKUd KeTOaIl103
B COUYETaHMM C KOMOW wimm 0e3 TakoBoi). JlmabeTrmueckwii KeToamma03 JODKEH
KOPPEKTUPOBAThHCSI MHCYIMHOTEpanuel. JlakraTau1o3 (B TOM YUCie U B aHAMHE3E).

e Hapymenus ¢yHKIMM T@e4eHH, BKIIOYAs MAIUEHTOB C IOBBIIIEHHOW AaKTUBHOCTBIO
«TEYEHOYHBIX) bepmeHTOB (aslannHaMuHOTpaHC(Epas3bl (AJIT) W
acnapraramuHotrpancdepassl (ACT) B 3 u Oonee pa3 BbIIE BEpXHEW T'PaHHUIBI HOPMBEI,
(3xBT'H).

e Xponudeckas cepaeunas HepocrtaTouHocTh (XCH) IV dynkmmonansaoro kmacca (OK) mo
dynkimonanbHoi  knaccudukauun  Hpro-MOpKeKkoil  KapaHONOrHYecKol  acColMaliu
(NYHA) (BBuay OTCYTCTBUSI JaHHBIX KIMHUYECKUX MCCIEIOBAHUN O TPUMEHEHHUH
BWJI/IArJIMIITHHA Y 3TOW I'PYIIIbI MAllUEHTOB).

4.4 Oco0ble ykazaHUS U MepPbI NMPeT0CTOPOKHOCTH NMPHA MPUMEHEHU N

Oco0ble yKa3aHus
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B J0OKIMHHMYECKHX WCCIENOBAHUAX MPU MPUMEHEHUHM B J03ax, B 200 pa3 mnpeBbIIIAIOLIUX
PEKOMEHTyeMble JUIsl YeJIOBEKa, BIJIJATIUIITHH HE BbI3bIBAJI HAPYIIEHUN (EpTUIBHOCTH.

[Ipy HeoOXOaMMOCTH MHCyIMHOTEpanuu mpenapar Bunparmuntud /XK NpUHMMAaOT TOJIBKO B
KoMOMHanuu ¢ uHCynuHOM. [Ipenapar mpoTHBONOKa3aH y MalMeHTOB ¢ caxapHbIM AuadeToMm 1 Tuna
WIN JUIS JIeYeHUs] T1abeTHYeCKOro KeToalua03a.

Cepoeunas HeoocmamouHocms

[TockonbKy naHHble 0 TpuMeHeHnH Bruariuntuia y nanueHtoB ¢ XCH I ©K no kinaccudukammm
NYHA orpannyeHsl W HE MO3BOJSIIOT CHENAaThb OKOHYATENbHBIM BBIBOJ, PEKOMEHAYETCS C
OCTOPOXHOCTBIO IPUMEHATH NpenapaTr Bunparmuntul /X y naMeHToB TaHHON KaTeropuu.

He pexomennyetcs npuMmenenue Bugarauntua y nanueroB ¢ XCH IV @K nmo knmaccudukanum
NYHA, BBUJy OTCYTCTBHUSI JIAaHHBIX KIMHUYECKUX UCCIEIOBAHUN O MPUMEHEHUH BUJIJIarIUIITHHA Y
MalUMEHTOB 3TOU TPYIIIBL.

Hapywenue ¢ynkyuu nouex

[TockoJIBKY ONBIT NMPUMEHEHUS BWIAATJIWINTHHA y TALUEHTOB C TepMUHaIbHOW cragued XbII,
HaxXOoJIIMXCSl HAa TeMOAUANIN3€ WIH NPOXOIAIIMX MPOLENypy IFeMOMaan3a, OrpaHuydeH, mpenapar
PEKOMEHYeTCs IPUMEHSATH C OCTOPOKHOCTBIO Yy JAHHOM KaTErOpHH MalMeHTOB.

Hapywenus ¢ynxkyuu nevenu

IlockonbKy B pEIKMX CIIy4asX @pH NPUMEHEHUM BHIIJATJIMITHHA OTMEYAJIOCh IIOBBIIICHHUE
aKTUBHOCTH aMUHOTpaHchepas (Kak mpaBuiio, 6€3 KIMHUYECKUX TPOSBICHUN), Tepe] MPUMEHEHUEM
npenapara Bunnarmuntus [k, a Takke U peryaspHO B XOJ€ IIEPBOro IojJla IPUMEHEHUS IIpenapara
(1 pa3 B 3 Mecs11a), peKOMEHIyeTCs OTNpeIeATh ONOXUMHUECKHEe MoKa3aTeln GyHKIUY nedeHu. [Ipu
BBISIBJICHUM TIOBBIIIEHUS aKTUBHOCTH aMHUHOTpaHcdepa3 cleJyeT TPOBECTH IOBTOPHOE
HCCJIEI0BAHUE C LENbI0 MOATBEPKIACHUS pe3yibTaTa, a 3aTe€M PEryJsipHO MPOBOJUTH ONPENEICHHE
OMOXMMHYECKUX II0KazaTeiaed (YHKIMM TMe4YeHH [0 HuX HopMaiumzanuu. Eciau mnpesbleHue
aktuBHOcTH ACT wmmm AJIT B 3 wnmm OGonee pa3 Beime BI'H moarBepkaeHO TOBTOPHBIM
HCCIIEI0BAaHNUEM, IIPENapaT PeKOMEHAYETCS OTMEHUT.

[Tpu pa3BUTHH )KENTYXH WIH APYTUX NPU3HAKOB HApyIIeHUs (QYHKIMY Me4eHH Ha (POHE IPUMEHEHUS
npenapara Bungarmuntun [k Tepanuio npemapaTtoM cieAyeT HeMeMJIeHHO mnpekpatuTh. [locie
HOpMAaJIM3allMY TToKa3aTeNiel (yHKIMU TIEUYCHH JICUYCHHE MTPETiapaToM BO30OHOBIISITh HEIb3S.
T'unoenuxemus

W3BecTHO, 4TO mpenapathl CyIb()OHIIMOUYEBUHBI MOTYT MTPOBOIMPOBATh PA3BUTHE TUIIOTJIMKEMHUH.
CymiecTByeT pUCK pa3BUTHS THIIOTJIMKEMHUM MPU OJHOBPEMEHHOM MPUMEHEHUHM BHJIATJIUITHHA C

npenaparamMu Cyib(GoHWIMOUEBUHBL. [Ipn HEOOXOAMMOCTH ClEAyeT PacCMOTPETh BO3MOXKHOCTH



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.05.2024 N= 10605

(NOCNEQCBATENEHOCTE 0003)

CHIDKEHUS J03bl TPEnaparoB CyJIb(POHUIMOYEBUHBI C IEIbI0 MHHUMHU3HPOBATH PUCK PAa3BUTHS
TUIIOTJINKEMUH.

Ocmpuwiui nankpeamum

[Ipumenenue npenapata Bunparmuntua [ CBsI3aHO ¢ PUCKOM Pa3BUTHsSI OCTPOIrO MaHKPEATUTA.
Cnenyet nporH(pOpMHUPOBATH MALMEHTA O CUMIITOMAX, XapaKTEPHBIX JJIs1 OCTporo nankpeatura. [Ipu
MOJIO3PEHNU Ha OCTPBIM IMAHKpPEaTUT Mpernapar cileayeT OTMeHUTb. He ciemyeT BO30OHOBISATH
TEpaIuio, €CIM OCTPBIM MaHKpeaTUT ObLI MOATBEPXKAEH. Y MAIMEHTOB C OCTPHIM MAHKPEATUTOM B
aHaMHe3€e MPUMEHATH npenapaT Bungarnuntus [’k cienyeT ¢ 0CTOPOKHOCTBIO.

BcnomorateapHBIC BEIIECTBA

[TarmeHThI ¢ peaKo BCTpeyarolleiicss HACIECTBEHHON HEMEPEHOCHMOCTBIO TalaKTO3bl, JeUIUTOM
JIaKTa3bl, TJIFOKO30-TATAKTO3HOM MasibaOCcopOIeil He cieayeT MPUHUMATh TaHHbBIN Tperapar.

4.5 B3aumopgeiicTBHe ¢ JAPYrHMH JIEKAPDCTBEHHBIMH MpenapaTaMu M Jpyrue BHAbI
B3aMMOJCCTBUSA

Bunparnmuntud o6agaeT HU3KUM MOTEHIIUAIOM JIEKAPCTBEHHOTO B3aUMOICHCTBUSL.

[TockonbKy BHIAATIUNITAH HE siBIsieTcs cyOcTpaTtoM depmenToB nutoxpoma P450 (CYP), a takxke
HE UWHTHOMpYeT HW HE HHIYNUPYeT OTH (EpPMEHTHI, B3aMMOJCHCTBHE BIIAATIMITHHA C
JICKapCTBEHHBIMH  TIperapaTaMu, KOTOpbIC SBISIOTCS CyOCTpaTaMd, WHTHOMUTOpaMH WA
unayktopamu P450 (CYP), manosepostHo. IIpu OgHOBpEeMEHHOM NPUMEHEHMHM BWJIIATIUITHH
TaK)Xe HE BJIMAET Ha CKOPOCTh MeTaboiM3Ma MpenapaToB, SBISIOMUXCS cyOcTpaTaMu (GepMEHTOB:
CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

Knuanueckn 3HauyMMOro B3aMMOJCHCTBMS BWIJArJMIITHHA C HpernaparaMu, HauOojiee YacTo
MCI0JIb3yeMbIMU TIpH JieueHuu C/] 2 tuna (rimmbeHkiIaMu1oM, MHOTIIMTa30HOM, METHOPMHUHOM) WITH
00TaJalONIMMH Y3KUM TEPaNeBTUUECKUM JHANa30HOM (aMIJIOJUITUHOM, JUTOKCHHOM, PAaMHUIIPUIIOM,
CUMBACTaTHHOM, BaJIcCapTaHOM, BaphapruHOM) HE YCTaHOBJIECHO.

Tuazunael,  TIIIOKOKOPTHUKOCTEPOMBI,  Mpenaparbl  FOPMOHOB  IIUTOBUJHOM  JKEJE3bl,
CUMIIATOMUMETHUKH MOTYT CHMXKaTh TMIIOTIMKEMHUYECKOE JIEHCTBUE BWIJATIMIITHHA, KaK U APYTUX
MEPOPATBHBIX MPOTUBOIUAOCTUYECKUX MTPETIAPaTOB.

YacroTra pa3BUTUSI aHTHOHEBPOTHYECKOTO OTEKa ObLIA BBIIIEC MPH OJHOBPEMEHHOM MPUMEHEHHUU
BWJIJIATJIMIITHHA C MHTHOUTOpaAMH aHTHOTEeH3UHIpeBpaniarmiero gpepmenra (AlID), npu sTom Obia
CXOJ/IHOH C TaKOBOH B KOHTPOJIbHOW rpymnme. B GOJbIIMHCTBE CllydaeB aHTHOHEBPOTHUECKUN OTEK
ObUT CpefHeW CTENEeHH TSDKECTH W Pa3perialicsi CaMOCTOSITENIbHO B XOJE MPOJOJDKCHHS Teparuu
BUJIJATJTUITAHOM.

4.6 ®epTHIBLHOCTDH, 0€PEMEHHOCTDb U JIAKTAIUA

bepeMeHHOCTB
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JloCTaTOYHBIX TaHHBIX 110 MTPUMEHEHUIO BUIIJIArIUIITHHA Y OEpEMEHHBIX HET, B CBSI3U C UEM Ipenapar
MIPOTUBOIIOKA3aH BO BpeMsi OepeMEHHOCTH. B NOKIMHMYECKHX HCClIe[JOBaHUAX Obljla BBISBIICHA
pPEeNpOyKTUBHAS TOKCUYHOCTb IPH MIPUEME B BBICOKUX JI03aX, MOTEHI[MAJIbHBIM PUCK JIJIS YeJIOBEKa
HEU3BECTEH.

Jlakranus

[Ipenapar Bungarnuntun [ NpoTHBOIIOKa3aH B MEPUOJ TPYIHOTO BCKapMIIMBAHMS, MOCKOJIBKY
HEU3BECTHO, MPOHUKAET JIM BUIAATIMIITUH B TPYHOE MOJIOKO y YeJIOBEKa.

4.7 Buusinme Ha CHOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHU CPeACTBAMM U PadoTaTth C
MeXaHu3MaMu

HccnenoBanus BAUSHUS BUJIATJIMIITAHA HA CIIOCOOHOCTh YIPABIISATH TPAHCTIOPTHBIMH CPEICTBAMU
WM paboTaTh ¢ MEXaHU3MaMH He MPOBOAWINCH. [Ipu pa3BUTHH TOJIOBOKpYXKEeHUs Ha (GoHE Ipuema
mpernapara MaueHTaM He CIEAYeT YNpaBisTh TPAHCIOPTHBIMH CPEJICTBAaMU WKW paboTath C
MEXaHU3MAMH.

4.8 He:xkesaTebHBbIE peakiuU

Pesrome npoduiist 6€30macHOCTH

[Ipu npuMeHeHNH BUIIATJIMNITAHA B MOHOTEpANUK WIM B KOMOWHAIMKM C JPYTMMH TpernapataMmu
OOJBIIMHCTBO HEXENATEIBbHBIX peaKuil ObUTH c1a00 BBIPA’KEHBI, UMEJIM BPEMEHHBIN XapakTep U He
TpeboBa OTMEHBI Tepanuu. Koppemsiiuu Mexay 4acToToil HexenaTenbHbIX peakiuit (HP) u
BO3pPAacTOM, IIOJIOM, 3THUYECKON MPHHAJUIEKHOCTBIO, IMPOJOJDKUTEIBHOCTHIO MPUMEHEHUS WU
PEXXKUMOM JIO3UPOBAHUSI HE BBISIBIICHO.

Yacrora pa3BUTHs aHTMOHEBPOTUYECKOIO OTeKa Ha (hOHE Tepanuy BWIJATIUITHHOM COCTaBjsLIa
>1/10000, <1/1000 (rpagamus «peakoy) Obliia CXOHON ¢ TAKOBOM B KOHTPOJIbHOM rpymme. Hanbomee
9acTo CIy4au aHTMOHEBPOTUYECKOTO OTEKAa OTMEYATIUCH MTPHU MPUMEHEHHUH Tperapara B KOMOMHALIUN
C MHruOMTOpaMu aHruoTeH3uHIpenpamawmero ¢epmenta (AIID). B OonpmmHCTBE CiydyaeB
AQHTMOHEBPOTUYECKUI OTEK OBLI CpeIHEH CTENEHH TSHKECTU M Pa3pelialicsi CAMOCTOSITEIEHO B XOJIE
MIPOAOJKEHUS TePAK BUIIATIUIITHHOM.

Ha ¢one Tepanuu BUIAArIMOTHHOM PEIKO OTMEUYAIHCh HApyIICHUS (YHKIHMH TEYeHU (BKIIOUAs
rernaTtuT) 0ECCUMITOMHOIO Te€YEHHUs. B OONBIIMHCTBE CllydyaeB JaHHBIC HAPYIICHHS M OTKIOHEHUS
nokaszatesieil (YHKIIMU TIEUYEHU OT HOPMBI Pa3pelIMIUCh CaMOCTOSTENIbHO 0€3 OCI0KHEHUH Tociie
MpeKpalieHus Tepanuu npenaparom. [lpu npueme BunparmunTiHa B 103¢ S0 mr 1 unm 2 pasza B CyTKu
4acTOTa yBEIIMYCHUS aKTUBHOCTHU «11e4eHOUHBIX» PpepmeHTOB (AJIT mnun ACT >3xBI'H) cocrassna
0,2% wuma 0,3% coorBeTcTBeHHO (10 cpaBHEHHIO ¢ 0,2% B KOHTPOJBHOW Trpymie). YBeEIHMYEHUE
AKTUBHOCTH «IICYCHOYHBIX» (PEPMEHTOB B OOJBIIMHCTBE CIIy4aeB ObLIO OECCUMIITOMHBIM, HE

IporpeCcCUpoOBaJIO U HE COIIPOBOKIAIOCH X0JICCTAa30M HUJIA )KGHTyXOﬁ.
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HP crpynmupoBaHbsl B COOTBETCTBUH C Kiaccudukaiueii opranoB u cuctem opranoB MedDRA. B
npejaenax KaxJa0W IpyIibl OpraHoB U cucteM opraHoB HP mepeuuciieHbl B nopsiike yMEHbIICHHUS
4acTOThl BCTpeUaeMOCTU. B mpenenax kaxjoi Tpymiibl 4yacToThl BecTpeuaemocth HP ykazanbl B
MOPSAJIKE YMEHBUIEHUS TSIKECTH.

JUI4 OLEHKHM YacTOThl BCTPEYAEMOCTU HEXKENATEIbHBIX PEAKLUUN HCIIOJIB30BAINCH CIIEAYIOIINE
Kputepuu: o4deHb dacto (>1/10), gacto (=>1/100, <1/10), mewacto (>1/1000, <1/100), pemnko
(=1/10000, <1/1000), ouennp peaxo (<1/10000), yacToTra Heu3BecTHa (IIOCKOJBKY COOOLICHHS
MOJTy4eHBbl B JOOPOBOJBHOM TOPSJIKE OT TMOIMYJSAIUU HEOMPEISICHHOTO pa3Mepa, ITOCTOBEPHO
ONPEJENIUTh YacTOTy pa3BUTHsA JaHHBIX HP He mpencraBisiercs BO3MOXKHBIM, B CBSI3U C YEM OHHU
KJIaCCH(HUIIMPOBAHBI KaK «4aCTOTa HEU3BECTHAY).

IIpu nprMeHEeHNY BUIIATIMITHHA B MOHOTEPAIUU

[Ipu npueme Bunnarnuntuya B 103¢ 100 Mr B CyTKM 4acTOTa OTMEHBI TEPAIIUU B CBSI3U C Pa3BUTHEM
HexxenatenpHbIX peakuuii (0,3%) Oblia He BbIlIEe TaKOBOM B rpymie wiane6o (0,6%) nin npenapara
cpaBuenus (0,5%).

Ha ¢one monoTepanuu BunaarmunTHHOM B 03¢ 100 Mr B CyTKM 4acTOTa pa3BUTHS THUIOTIIMKEMUU
0e3 yBENMYEHUSI CTENCHU TSKECTH COCTOSHUS cocTaBisuia 0,4%, 4To COMOCTaBHUMO C MpErnapaTom
cpaBHenus u mianebo (0,2%).

Macca Tena He M3MEHSJIACh 0 CPABHEHHUIO ¢ MCXOJHOM B KJIMHMYECKMX MCCIENOBAHMSX, KOTJa
BungaraunTiH 100 Mr B cyTKHM npuUMeHsUH B KadecTBe MoHoTepanuu (-0,3 xr u -1,3 kr B rpymnmax

BWJIJATJIUTNITHHA U TU1a11e00 COOTBETCTBEHHO).

Hngpexyuu u uneasuu

Odenb penko Nudexum BepXHUX AbIXaTeIbHBIX MTyTeH, Ha30(papuHTUT

Hapywenus memabonuzma u numanus

Heuacto T'unormukemus

Hapywenus co cmoponvl HepeHotl cucmemol

Yacto l'onoBokpyxkeHue

Heuacro T"osoBHas 6016

Kenyoouno-kuweunvle napyuienus

Heuacto 3anop

Hapywenus co cmopoHul cocy0os

Heuacrto [Tepudepuueckue orexku

Hapywenus co cmopoHvl mbluieutol, ckeiemHol U COeOUHUMEeNbHOU MKAHU

Heuacrto ApTtpanrus
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JloArocpouHbie KIMHUYECKHE MCCIICIOBAHMS MPOJIODKUTEILHOCTBIO 10 2 JIET HE BBISBHIIM KaKHX-
100 JTOMOJHUTEIBHBIX OTKIOHEHHM Npoduis 06e30MmacHOCTH WM HENpeABHIECHHBIX PUCKOB IpHU
MIPUMEHEHUH BUIJATIMIITHHA B MOHOTEPAIHH.

Ipu npueme BuaraunTrHa B 103€ 100 Mr B CyTKH B KOMOUHAIIMK ¢ MET)OPMUHOM

[Tpu mpueme BunparmunTuHa B j03e¢ 100 Mr/cyT B KOMOMHAIMU ¢ METQOPMHUHOM WJH TjIanebo B
COYETAaHUU C MET(MOPMHHOM CIIydaeB OTMEHbI TE€palMMu B CBSI3U C PA3BUTHEM HEKEIATEIbHBIX
peakuii He 0TMEYaJoCh.

[Tpu nmpueme BunparnunTiHa B 703€¢ 100 Mr B CyTKH B KOMOMHAITUH ¢ MET(HOPMUHOM TUIIOTITUKEMUS
orMevanach B 1% cnyuaeB (B rpynmne miane6o + merdpopmun — nHewacto (0,4%)). B rpynme
MPUMEHEHUS BIIIJATIUIITHHA He HAOII01aI0Ch PA3BUTHUS THIIOTITUKEMUH TSHKEION CTETIECHH.

Macca Tena He M3MEHsJIACh IO CPAaBHEHMIO C MCXOJHOW B KJIMHUYECKHX HCCIIEOBAHUSAX NpPHU
npuMeHeHUuH koMOuHanuu BuigarauntuHa 100 mr B cytku u merdopmuna (+0,2 xr u -1,0 kr B

rpymmnax BUJiAarjiviTiHa 1 rmaueGo COOTBGTCTBGHHO).

Hapymenuﬂ MemabonrusmMa u NUManus

Yacto I'unornmukemMus

HapymeHuﬂ CO CMOpPOHDbL H€p6H01Z cucmemsl

Yacro Tpemop, rosoBHast 60JIb, TOJIOBOKPYKEHUE

Heuacto IIoBrIIeHHAS YTOMIISIEMOCTD

Kenyoouno-xuweunvie HapyuleHus

Yacto TorHora

I[OJ'IFOCpO‘-IHI:IC KIIMHUYCCKHUC HCCIICAOBAHUA IPOAOJDKHUTCIbHOCTBIO 10 2 JeT He BBISIBHIN KaKUX-
100 JOINOJIHHUTCIIBHBIX OTKJIOHCHUM HpO(l)I/IJ'ISI 0e30MacHOCTH MU HCTIPCABUACHHBIX PUCKOB IIpU
MNPUMCHCHUU BUJIAATIMIITHHA B KOM6I/IHaI_II/II/I C MCT(l)OpMI/IHOM.

I/I3y‘leHI/I€ MNPUMCHCHHA KOMGI/IHaI_II/II/I BUJIJarJUIITHHA U MCT(i)OpMI/IHa B KQ4CCTBC CTapTOBOfI TCparnnu
npun caxapHoM I[I/I3.6€T€ 2 TuIa HE BBIABWIO OTKJIOHSHHH HpO(i)I/IJ'ISI 0e30MacHOCTH  HIIH
HCMPCABHUACHHBIX PHCKOB.

Ilpu  npueMe BHIJATIMOTHHA B A03€ 5 0  wmr/ CyT B KOMOMHAIIMKA _ C IIPOM3BOAHBIMH

CVJ'IBd)OHI/IJIMO‘IeBI/IHBI

[Tpu mpueme BunmparmuntuHa B 03¢ 50 MI/CyT B KOMOWHAIIUK C TJIMMEIUPHUIOM YacTOTa OTMEHBI
TEparuu B CBSI3U C Pa3BUTHEM HEXeNaTesbHbIX peakiuil coctasisiia 0,6% (mo cpaBHenuro ¢ 0% B
rpynme rauMenupu + miameoo).

YacToTa pa3BUTHs TUNOTIIMKEMHH Yy MAIMEHTOB, MOJTYYaBUIMX BWIJATIWOTHH B 03¢ 50 mr/cyr

BMECTE C TIIUMENHUPHUIOM, cocTaBuia 1,2% (1o cpaBHenuto ¢ 0,6% B rpymre rianedo + riImMenupu).
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B rpynme mpuMeHeHUs BWIIATNIMIITHHA HE HAOMIOANOCh Pa3BUTHSA TUIOTIMKEMHH TSDKEIOU
CTETICHHU.

Macca Tena He HW3MEHsJIAch 10 CPAaBHEHHUIO C HUCXOJHOM B KIMHHYECKHUX HCCIIEJOBAaHUAX, KOIJa
BUJIJATTIUTNITHH B 103€ 50 MT 0J1MH pa3 B CyTKU 100aBisiiu K raumenupuay (-0,1 kr u -0,4 kr B rpynmnax

BWJIJATTIUTNITHHA U TU1a11e00 COOTBETCTBEHHO).

Hngpexyuu u uneasuu

Odenb peako Hazodapunrur

Hapywenus memabonuzma u numanus

Yacto I'unornmukemMus

Kenyoouno-xuweunvie HapyuleHus

Heuacto 3anop

HapymeHuﬂ CO CMOpPOHDbL H€p6H01Z cucmemsl

Yacto TpeMop, T'OJIOBHAasd 6OJ'IB, TOJIOBOKPYXKCHHEC, ACTCHUA

IIpu opueMe BryygarauoTuHa B 1o3e 100 Mr B CYTKM B KOMOMHAIINY ¢ THA30JIHINHIHOHOM

[Tpu mpueme BungarauntuHa B 103¢ 100 Mr/cyT + THA30IMAUHINOH U THIAE00 + THA3OIUIUHINOH
CJIy4aeB OTMEHBI TEPAIUH B CBSI3U C Pa3BUTHEM HEXKEJATEIbHBIX PEAKIIUH HE OTMEYAIOCh.

[Ipu npueme BungarimuntuHa B g03e 100 Mr B CyTKM + NHOTJIMTAa30H OTMEYaJiOCh Pa3BUTHE
runoriaukeMud B 0,6% citydaeB, a y MalMeHTOB, MOJyYaBIINX IJIanedo + muorimrazoH, — B 1,9%
cirydaeB. B rpymnmne npuMeHeHus BUIIATTUITHHA He HAOJII0JaI0Ch Pa3BUTHS TUTIOTIIMKEMUH TSKEIIOH
CTCIICHU.

B wuccrnenoBaHMM TPUMEHEHMS BWJIJATIUMNTAHA B KA4eCTBE JIOMOJIHUTEILHOW Tepamuu K
MUOTJINTA30HY a0COJIIOTHOE YBEJIIMYCHHE MACCHI T€JIa B TpyIie ianedo u Buwiaarimuntaaa 100 mr B
CYTKH cocTaBuiio 1,4 u 2,7 KT COOTBETCTBEHHO.

[Tpu no6anennn BuaarmunTrHa B 03¢ 100 M B CyTKM K MHOTJIMTAa30HY B J103€ 45 MI/CyT yacToTa
pasBuTHs nepudepruIecKux OTEKOB cocTaBisuia 7% (mo cpaBHeHHIO ¢ 2,5% Ha GoHEe MOHOTEpanuu

MUOTIIUTA30HOM).

Hapywenus co cmopoHul cocy0os

Yacrto [lepudepuueckue oTexku

Hapywenus memabonuzma u numanus
Yacto VYBennueHnne Macchbl Tejla

Heuacto T'unorimmkemust

Hapywenus co cmoponvl HepeHotl cucmemol

Heuacto T"omoBHas 6016, acTEHUS
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IIpu npuemMe BUIJIATIMOTHHA B J103€ 50 mr 2 pa3a B CYTKH B KOMOMHAIIUN C HHCYJIMHOM (C

MeThOpMHUHOM MK 0€3 HET0)

[Ipu npuMeHeHnyn npenapara B KOMOMHAIIMK ¢ MHCYJIUHOM (B KOMOUHAIMU ¢ MeT(HOopMUHOM Ui 6e3
MeTpOpMHUHA) YacTOTa OTMEHbI Tepanuu BcieactBue pasButus HP Owvia paBna 0,3%, B rpymnme
Teparnuu BUIATIMITUHOM, B IpyIIe 1anedo ciyyaeB OTMEHBI Tepanuu He ObLIO.

[Ipu npuMeHeHuy npenapara B KOMOMHAIIMK ¢ MHCYJIUHOM (B KOMOUHAIMU ¢ MeT(HOopMUHOM HUiu 6e3
MeTpOpMHUHA) HE OTMEYaJOCh YBEJIMYECHUS pPHUCKA PA3BUTUS THIIOTJIUKEMHUH I10 CPAaBHEHUIO C
KoMOuHanuel miare6o + uacynut (14% B rpynne BunparmuntuHa u 16,4% B rpynme miamne6o).

VY 2 pauMeHTOB B Ipynne BWIAAMNIMITHHA U y 6 MalMeHTOB B Tpymme Iulanedo pas3Buiach
THIIOTJIUKEMUS TSKEJION CTETICHH.

Ha moMmeHT 3aBepieHus ucciaeloBaHus MpernapaT He OKa3blBall BIAMSHHUSA HA CPEJHIOI0 Maccy Tela
(Macca Tena yBenmumiach Ha +0,6 KT 1O CpPaBHEHHUIO C MUCXOJHOW B TPYIIE BWIAATIHMIITHHA, A B

rpyImmne mianedo octagach HEU3MEHHOM).

Hapymenuﬂ Memabonuzma u NUManus

Yacto I'unornmukemMus

Kenyoouno-kuuieynvie HapyuieHus
Yacto TomHoTa, racTpos3odareanbHbIil pedIroke

Heuacto Hwnapes, Mmeteopuszm

Hapywenus co cmoponvl HepeHot cucmemol

Yacro I'onoBHas 060J1b, 03HO0

IIpu nmpuemMe BHIIJATJMIITHHA B JI03€ 50 mr JABa pa3a B ACHb B KOMOMHAIIMUA C nperaparamMmu

CVJ'IBd)OHI/IJ'IMOquI/IHBI n MeT(bODMI/IHOM

CnyyaeB OTMEHBI Tmpemnaparta, CBsizaHHBIX ¢ HP B rTpymnme KOoMOMHHMpPOBAaHHOW —Tepanmuu
BWIIATJIMIITAHOM, METQOPMHUHOM M  TIUMENHPUAOM, OTMEYeHO He Obuto. B rpymme
KOMOWHUPOBAHHOW TepaIvy Iiane0o, METGOPMHUHOM H TIIUMEITUPHIOM YaCTOTa OTMEHBI Mpernapara,
cesi3anHoi ¢ HP, cocrasuia 0,6%.

['umornukemust orMevanach 4acto B obeux rpynmnax (5,1% B rpynmne KoMOMHUPOBAaHHOW TEpanuu
BWJIJATTTUNITAHOM, MeT(HOPMUHOM U TiimMenupuaoM u 1,9% B rpyrne KOMOMHUPOBAHHON TEpAITUU
wiane6o, METPOPMUHOM M TIMMENHUPHUAOM). B rpynme BuigarivntuHa OTMEYEH OJWH DITH30/1
TUITOTJINKEMHUH TSKEJION CTEITEHH.

Ha mMoMeHT 3aBepiieHusi MCCIECIOBAHMS 3HAYUMOTO BIIHMSIHHS HAa MacCy Tella BBISBICHO HE ObLIO

(+0,6 xr B rpynmne BuwigarmntyaHa v -0,1 kr B rpymre miamne6o).

Hapywenus memabonuzma u numanus
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Yacto I'unornukemust

Hapywenus co cmoponuvl Hepenoti cucmemvl

Yacto l'onoBokpyxkeHue, TpeMOop

Hapymeﬂuﬂ CO CMOPOHbBL KOIMCU U NOOKOJICHBIX MKAHEl

Yacrto lNunieprunpos

Obwue napyuwieHus u peakyuu 8 mecme 66e0eHUs

Yacto Actenus

IlocTperucTpanoHHbIC UCCIICIOBAHUS

Bo Bpemsi mpoBeneHUS TOCTPETUCTPAIIMOHHBIX HCCIICJJOBAHUN OBUIM BBISBJICHBI CJICTYIOIIUE
HEeXeJaTelbHble peakiuu (TOCKOJIBKY COOOIIEHUS TMOJy4eHbl B JIOOPOBOJIBHOM TMOPSAKE OT
MOMYJISIIIAA  HEOTIPE/ICTIEHHOTO pa3Mepa, JOCTOBEPHO OIPENeNUTh YacTOTy Pa3BUTHS JaHHBIX
HE)KEJIaTeNIbHBIX PEaKIMii He TPEACTaBISIETCS BO3MOKHBIM, B CBSI3U C YEM OHH KJIACCH(DUIIUPOBAHBI
KaK «4acTOTa HEM3BECTHAY).

JKenyoouno-xkuweunvie Hapyuienys: 4acTOTa HEM3BECTHA — TAHKPEATHT.

Hapywenuss co cmoponsl neuenu u cenyegvlgooawjux nymetl: 4acTOTa HEM3BECTHA — TEMATHUT
(pa3pemuBIIMIiCS CaMOCTOSITEIBHO TIOCJIE€ OTMEHBI JIEKAPCTBEHHOTO Tperapara), MOBBIIICHUE
aKTHBHOCTH «II€YCHOYHBIX» (PepMEHTOB (pa3peuimBIIeecs CaMOCTOSTEIbHO TIIOCIE OTMEHBI
JIEKapCTBEHHOTO TperapaTta).

Hapywenusi co cmoponsl MbluieyHotl, ckeiemuoll U COeOUHUMeIbHOU MKaKU: 4acToTa Hen3BeCTHA —
MUAITHSL.

Hapywenuss co cmopomnvl KOXCU U HOOKOJMCHBIX MKAHeu: YacTOTa HEW3BECTHA — KpaluBHUIIA,
skchomaTUBHOE M OyJjIe3HOe MOpPaKeHUS KOXKH, BKIIOYAss OyJUIe3HBIH meM(Urons, KOXKHBINA
BaCKYJIHT.

C006H_ICHI/I€ 0 IMOA03PE€BACMBIX HCKECJIATCIIbHBIX PCAKITHAX

BaxxHo coo0mare o 1moo3peBacMbIX HEXKENATENbHBIX PEaKIUsIX IOCJE PErucTpaluy mnpenapara ¢
LeJIbI0 00ecTieYeHHs HeMTPEPhIBHOIO MOHUTOPUHTA COOTHOLIEHHSI «I10JIb3a — PUCK» JIEKAPCTBEHHOTO
npenapara. MeIUIIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs cooOIarh O JIFOOBIX TMOJ03pEBaEMBbIX
HE)KeJIaTeJIbHBIX peaKkIUsaX JEKapCTBEHHOIO MpenapaTa yepe3 HallMOHAJIbHbIE CUCTEMbI COOOIEHUS
0 HEXKENATEIIbHBIX PEaKIUsIX TOCyIapCTB — WICHOB EBpa3Hiickoro "KOHOMHUYECKOTO CO03a.
Poccuiickaa ®edepayus:

®denepanbpHas ciryx0a 1Mo Haa30py B chepe 31paBOOXpaHEHUS

109012, r. Mocksa, CnaBsHcKasl miomajis, i. 4, ctp. 1

Ten.: +7 800 550 99 03
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Anpec 211, moutsl: pharm@roszdravnadzor.gov.ru

http://www.roszdravnadzor.gov.ru

Pecnyonuxa Benapycs:

VII «lJeHTp 3KCTIEPTU3 U UCTIBITAHUN B 3/[pABOOXPAHEHUN»

220037, r. MuHck, ToBapuiieckuii nep., 2a

Ten.: +375 (17) 299 55 14

daxc: +375 (17) 299 53 58

Tenedon otnena papmakonamzopa: + 375 (17) 242 00 29

DnexTpoHHas moyTa: repl@rceth.by

http://www.rceth.by

Pecnybnuxa Kazaxcman:

PITI ma IIXB «Haumonanenslii LleHTp 3KCOEPTU3BI JEKAPCTBEHHBIX CPEACTB M METULIMHCKUX
m3nenuit»  Komurera MemumuHCKOro ¥ (papMameBTHYECKOro  KOHTPOJsT ~ MUHHUCTEpCTBa
3npaBooxpanenus Pecny6muku Kazaxcran

010000, r. Acrana, paiton AnMartsl, ip. baysip:kana Mowmslnyssl, 2/3

Ten.: +7 (7172) 78-99-11

http://www.ndda.kz

Pecnybnuxa Kupeuszus:

JlenapTaMeHT JIEKapCTBEHHOTO OOECIEeYeHUs W MEIUIIMHCKON TEXHUKH Mpu MUHHUCTEPCTBE
3npaBooxpanenus Pecriyonuku Kupruzus

720044, r. buiikex, yiu. 3-s Jlunus, 25

Ten.: +996 (312) 21-92-78

http://pharm.kg

Pecnybnuxka Apmenus:

AO3T «HayuHblii HEHTp SKCHEPTU3bl JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTMM MM. AKaneMuka .
["aGpuensinay

0051, r. EpeBan, np. Komuraca, 49/5

Ten.: +374 (10) 23-16-82/08 96/47 32/20 91

dakc: +374 (10) 23 21 18/29 42

["opstyas muHMS OT/IENIa MOHMTOPUHTA Oe3omacHoCcTH JekapcTB: +374 (10) 20 05 05,

+374 (96) 22 05 05

http://pharm.am

4.9 Tlepeno3upoBka

CHUMIITOMBI
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BunparnuntuH Xopomo nepeHocuTes npu npueme B g03e 10 200 Mr/cyT.

[Tpu npueme npemnapata B 103e 400 Mr/cyT MOKeT HaOIIOAATHCS OOJIB B MBIIIIAX, PEAKO — JIETKHE U
TPAH3UTOPHBIE MAPECTE3UH, JIUXOPAJKA, OTEKH U TPAH3UTOPHOE MOBBIINICHWE AKTUBHOCTH JIUMA3bI
(Beimie BI'H B 2 paza). [lpu yBenuuenuun 103sl BUuagaraunTuHa 10 600 Mr/cyT BO3MOXKHO pa3BUTHE
OTEKOB KOHEYHOCTEH, COMpPOBOXIAIOIIMUXCS MAPECTe3UsIMH U  MOBBIIIEHHEM aKTHUBHOCTH
kpeatuHpochoknunaszpl, C-peakTuBHOTO Oenka u Muorinoomna, akrusHoctd ACT. Bee cummromsr
NEePEeIO3UPOBKH M H3MEHEHHUs J1IabOpaTOpHBIX IOKa3arenael oOpaTuMbl IOciie NpeKpalieHus
MPUMEHEHUs Tpernapara.

Jleuenue

BriBenenne mpemnapara M3 OpraHM3Ma C TOMOINBIO JHalin3a ManoBeposTHO. OJHAKO OCHOBHOU
ruiposin3Hblii Metabomut BuigarnuntuHa (LAY 151) moxker ObITh ynaneH M3 OpraHu3Ma IyTeM

reMmoaualimi3a.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoanHaMHyeCcKue CBOiiCTBA

dapmakoTepaneBTHUECKas TPYIIA: CPEICTBA IS JICYCHHUS CaXapHOTO aquadera; TUIMOrIMKEeMUYECKIe
CpeICTBa, KpOME MHCYJIMHOB; MHTHOUTOPHI nunentuauinentuaassi-4 (JAI111-4).

Kox ATX: A10BH02

MexaHu3M aercTBUs

Bunparnuntul, npeacraBuTeNb Kiacca CTUMYJSTOPOB OCTPOBKOBOIO arapara 0 KeNTyA04HON
JKEJIE3bl, SBISIETCS MOIIHBIM U CEJEKTUBHBIM MHTHOMTOpOM aunentuawminentunasbi-4 (II111-4),
YIIYYIIAIOIIMM TIUKEeMHUECKH KOHTposb. MHarnduposanne BuiaariauntuaoMm [I1I1-4 mpuBogut k
YBEIMYEHHUIO 0a3albHOTO U TMOCTIPAHIUAIBHOTO JHJIOTEHHOTO YPOBHS MHKPETHHOBBIX TOPMOHOB
I'TIII-1 (rmroxarononono6ubii mentun 1) m TUIl  (Tmroko303aBUCHMBIR  MHCYJIWHOTPOITHBIH
MOJTUTIETITH]T ).

dapmakouHaMuyeckue d3pdexTol

[Tpu npueme BummarmuntuHa B 103¢ S0—100 Mr B CyTKH y MallMEHTOB C CaXapHBIM AHa0eTOM 2 TUIa
(CHA 2 Tuma) oTmeuaeTcss yiuydiieHHe (YHKIHH [-KIETOK MOJUKENTyI04HOM jkene3bl. CTeneHb
yiydiieHust QyHKIUH -KI€TOK 3aBUCUT OT CTENCHH UX MCXOJAHOTO MOBPEKIACHUS; TaK y il 6e3 CJ]
2 Tumna (¢ HOpMaJIbHON KOHIICHTPAIMEW TITFOKO3bI B TUIA3M€ KPOBM) BWIIIATJIUITHH HE CTUMYIIUPYET
CEKPELMIO NHCYJIMHA U HE CHU)KAET KOHLEHTPALUIO TJIFOKO3BI.

[ToBbrmas koHueHTpauuto saaoreHHoro I'TII-1, BungaraunTHH yBEeIMUYUBAET YYBCTBUTEIBLHOCTH O

KJIIETOK K TIJIKOKO3€, 4YTO IPUBOAUT K YJIYUYLIECHUIO TIJIIOKO303aBUCHMOM pPEryJsiiud CEKpELHH
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rirokarona. CHU)KEHHE MOBBIIIEHHOW KOHLIEHTPALMU [JIFOKaroHa BO BPEMsI €7lbl, B CBOIO OY€pE/ib,
BBI3bIBAET YMEHbIICHHE HHCYJIMHOPE3UCTEHTHOCTH.

VYBenuueHne COOTHOIIEHUS HWHCYJIMH/TJIIIOKaroH Ha (OHE THUIEpPriuKeMuH, O0O0YyCIOBICHHOE
noBblieHreM koHnieHTpauuu ['TII-1u ', BbI3bIBaET yMEHBIIEHUE TPOIYKIIUHU TJIHOKO3bI IEYEHBIO
KaK BO BpeMs, TaK U MOCJe NpueMa MHIIH, YTO MPUBOJUT K CHIKEHHIO KOHIEHTPALMH TJIFOKO3bI B
IU1a3Me KpOBH.

Kpome Toro, Ha (hoHe mpuema BHIJATIMIITHHA OTMEUYACTCS] CHM)KEHHE KOHIEHTpALMH JIMIUIOB B
IU1a3Me KPOBH IOCIIE PUEMa MUIIH, OJJHAKO ATOT YPQeKT He cBs3aH ¢ ero aerictBuem Ha [ TII-1 wn
['UIT n ynyumerreM QyHKIIUHA OCTPOBKOBBIX KJIETOK MOKETYTOUHOM JKEIe3bl.

U3zBectHO, yTO noBbIieHne KoHIeHTpamuu [ TITT-1 MoxeT mpuBOIUTH K 3aMEIJICHUIO OMTOPOKHEHUS
KETyAKa, OJIHaKO Ha ()OHE MPUMEHEHUS BIJIIATJIMIITHHA T10,100HOTO A (dexTa He Habmo1aeTcs.
[Ipu npueme BunparnunTuHa y 5795 nauuentos ¢ CJl 2 Tuna B TedueHue 52 Helelb B MOHOTEPATHHI
WA B KOMOMHAIIMKA ¢ METHOPMUHOM, POU3BOJAHBIMH CYJIb()OHUIMOYEBHHBI, THA30JIUIUHANOHOM,
WM UHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE JJIUTENBHOE CHUKEHUE KOHIIEHTPALUU TIIMKUPOBAHHOTO
remorsiobuna (HbA1c) u rimoko3sl KpOBH HATOIIAK.

[Tpu mpuMeHeHnn KOMOMHAIIMK BWIIATJIMOTHHA U MeT(HOpPMHUHA B Ka4eCTBE HAYaIbHON Tepamuu y
nauueHToB ¢ C/] 2 Tuna B TeueHue 24 Helleab 0TMEYAIOCh 10303aBUCUMOE CHM)KEHHE KOHUEHTpaI|
HbAlc B cpaBHeHMHM ¢ MOHOTepanvel JaHHbIMU npenapatamu. Ciiydan pa3BUTHS TUITOTIUKEMHUH
OBLITM MUHUMAJIBHBI B 00€UX TPYIIaxX TEPAIHH.

[Ipu npueme BungarnuntuHa B 103e 50 mMr 1 pa3 B cyTku B TeueHue 6 Mecsues y namueHTon ¢ CJ1 2
TUTA ¢ HapylmieHneM (yHKIUMU MOYeK cpeaHel (ckopocth kinyboukoBor (uubrpaiuu (CKD) >30,
<50 mu/mun/1,73 M%) umu Tsoxenoit (CK® <30 mu/mun/1,73 M?) CTEneHH OTMEYANoCh KIMHUYECKH
3HaYMMOeE CHIKeHue KoHueHTpauuu HbA lc o cpaBHeHHIo ¢ miamne6o.

[Ipu mpueme BwinarimntiHa B 03¢ S0 mMr 2 pasa B CyTKHM B KoOMOWHanuu c/6e3 metpopmMuHa H
uHCYIMHOM (cpennsisi no3a 41 EJl/cyT) ObL10 mpoieMOHCTPUPOBAHO CHIDKEHHE Toka3aTtenss HbAlc
Ha 0,77% oT ucxogHoOro cpenHero 3HaueHus 8,8% CO CTATUCTUYECKH JIOCTOBEPHOM pa3HULEH C
wrane6o 0,72%. YacToTa rUnorIMKeMUd B TPYIIE BIIAATIUIITHHA CPAaBHUMA C TAKOBOW B TpyIIe
wrane6o. [Ipu mpumenennn BuwimarmunTuHa B 03¢ 50 Mr 2 paza B CyTKM B KOMOWHAIIUU C
MetpopmuHoM (>1500 mr/cyt) um rimmenupugoMm (>4 Mr/cyT) ObUIO TOKa3aHO CTATUCTHUYECKU
3HaunMoe cHxeHue ypoBHs HbAlc Ha 0,76% oT ucxonHoro cpeanero 3HaueHus 8,8%.

5.2 ®apmakoknHeTHYECKHE CBOIiCTBA

AOGcopbums

[Ipy npueme BHYTph HATOLIAK BWJIAATIMITHH OBICTPO BCAChIBaeTCsi, a €ro MaKCHUMallbHas

KOHIIeHTparus B 1uia3Me KpoBH (Cmax) JocTuraetcss uepe3 1,75 waca mocine mpuema. Ilpu

14



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.05.2024 N= 10605

(NOCNEQCBATENEHOCTE 0003)

OJTHOBPEMEHHOM IPHEME C TTUIIEH CKOPOCTh a0COPOIMH BUIIIATTUITHHA CHIKACTCS HE3HAUNTEIIBHO:
oTrMeyvaercs: yMeHbleHUE Cmax Ha 19% 1 yBenmueHue BpeMeHH! ee TOCTHKEHUs A0 2,5 yacoB. O1HaKo
IIPUEM ITHIIY HE OKA3bIBACT BIMSIHUS HA CTETIEHb a0COPOLIMHU U IIOMIAb O] KPUBOM «KOHIEHTPAIUS
— Bpemsi» (AUC).

Bunparnuntun ObICTpO BcachIBaeTcsi, a €ro adcooTHas OMOJOCTYIHOCTh IOCIE NMpUeMa BHYTPh
coctaBisieT 85%. Cmax 1 AUC B TepaneBTUYECKOM JMaIa3oHe 03 YBEIMYUBAIOTCS MPUMEPHO
MPONOPIMOHAIBHO JI03€.

Pacnpenenenne

CreneHb CBS3bIBAHUS BWIJAIVIMOTHHA ¢ OeIKaMu IU1a3Mbl KpoBU HU3Kas (9,3%). Bunnarnuntun
pacmpenenseTcss paBHOMEPHO MEXIy IUIa3MOW KpPOBH U JpUTpolmTaMu. PacrpeneneHue
BIWJIJIATJIAIITHHA TIPOMCXO/UT, MPEIIOIOKUTENBFHO, SKCTPABACKYISIPHO, O0BEM pacrpesieieHus B
PaBHOBECHOM COCTOSIHUU TIOCJIe BHYTPUBEHHOTO BBeeHMs (Vss) coctaBiusieT 71 .

Buorpancdhopmanus

OCHOBHBIM TyTEM BBHIBEICHUS BHWIAATIMITHHA SBIsieTcs OuorpaHcopmanms. B opranmsme
gyenmoBeka 69% 103bl mpenapara mnojaBepraercs Ouotpanchopmanuu. OCHOBHOW MeTabOIHUT —
LAY151 (57% no3el) ¢apMakoIOrMYecKd HEAKTUBEH W SIBICTCS MPOJAYKTOM THAPOJIN3a
nuaHokoMnoHeHTta. Okoso 4% 1036l penapara MnoABEPraTCs aMUIHOMY TUAPOIIHU3Y.

B jnoknumHuyeckux wuccienoBaHUsX oTMmedaeTcs nojioxutensHoe BhusHue JIII1-4 wa ruaponus
BUJIJAraunTHHa. Bunnarnmuntun metabonusupyercs 0e3 ydactusi nzodpepmMeHToB nuroxpoma P450.
Bunpgarnmuntun He saBisietcs cyOctparom uzodepmentoB P450 (CYP), ne umHrubupyer u He
UHIYyIHUpYyeT u3odepMenTsl muroxpoma P450.

DIUMUHAIUS

[Tocne mpuema npenapaTta BHyTpb 0K0JIO 85% 03Bl BBIBOAUTCS NMOYKaMU U 15% — uepe3 KUILIEUHUK.
[loueunass sKckpeLMss HEU3MEHEHHOro BWIJAraunTuHa coctasisieT 23%. [lpu BHyTpUBEHHOM
BBEJICHUH CPETHHI NEPUOJ TOJTYBBIBEJACHUS JOCTHTaeT 2 4acoB, OOIIMI TUIA3MEHHBIH KIMPEHC U
MOYEYHBIM KJIMPEHC BWIJATJIMNTHHA cocTaBsitoT 41 /4 m 13 n/u coorBercTBeHHO. [lepuon
nonyBbiBesieHust (T1,) mociie mprueMa BHYTPh COCTABIISIET OKOJIO 3 4acoB, HE3aBUCUMO OT J03bI.

dapMaKOKHMHETUKA B 0CO0BIX cJIydasax

Tayuenmul noscunozo eo3pacma (65 rem u cmapue)

VY 310poOBbIX TOXWIBIX Jrosel (=70 ner) obmee Bo3aekicTBue BugarmuntuHa (100 Mr ogue pa3 B
CYTKH) YBEIMYHMBAJIOCH Ha 32 %, MPU 3TOM NHUKOBAasi KOHIIEHTPALUS B TUIa3Me KPOBU yBEINYHUBAJIACh
Ha 18 % 1o cpaBHEHHUIO C MOJIOABIMU 310pOBBIMU JFOAbMHU (18—40 net). Tem He MeHee STH U3MEHEHUS
HE CYUTAIOTCA KIMHUYECKU 3HauuMbIMH. MHru6uposanue JI111-4 BUnarnunTHHOM HE 3aBHCUT OT

BO3pacTa maMeHTa B IIpEACIaX UCCIICAOBAHHBIX BO3PACTHBIX I'PYIIIL.
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Ileuenounas neoocmamournocmo

VY nanueHToB ¢ HapylmieHHeM (DYHKIMH MTeYEHH JIETKOW U CpellHel cTemneHen TshkectH (6—9 6amioB
no mkane Yaina-I1pr0) mociae OgHOKPATHOTO MPUMEHEHHUsS TperapaTta OTMEYAeTCs CHIDKCHHE
o6uonoctynHoctu BujparmntuHa Ha 20% u 8% cOOTBETCTBEHHO. Y NAIMEHTOB C HApYyLIEHHEM
¢byHkuun nedeHu Tspkeno crenenu (10-12 GamnmoB mo mkane Yaitna-Ilsro) OnogocTymHOCTH
BWIIAIJIMNITUHA TOBBIMIAeTcss Ha 22%. VYBeauMueHHe WIM yMEHbUICHHE MaKCHUMaJbHOU
OMOJOCTYITHOCTU BHJIJATJMUITHHA, He npeBblmatoniee 30%, He sBiseTCS KIMHUYECKH 3HAYUMBIM.
Koppemsuun Mexay CTENeHbIO TSDKECTH HapyHIeHWH (YHKIUU TEeYeHH W OHOJIOCTYITHOCTHIO
npernapara He BBISBIIEHO.

Iloyeunas nedocmamoynocmeo

VY manueHToB ¢ HapymieHHeM (QYHKIIMM TOYeK JIETKOW, cpeaHe wim Tsokenoi crenenn AUC
BWJIJIATJIMIITHHA YBEJIMYMBAJIACH [0 CPABHEHUIO CO 370POBBIME J00poBoibiamu B 1,4, 1,7 u 2 pasza
coorBercTBeHHO. AUC Mertabomuta LAY 151 yBenmuuBanacs B 1,6, 3,2, u 7,3 pa3za, a metabomnmra
BQS867 — B 1,4, 2,7, u 7,3 pa3a y NalMeHTOB ¢ HapylIeHHEeM (YHKIMU MOYEK JIETKOW, CpeHeH U
TSKEJION CTeNeHe COOTBETCTBEHHO. OrpaHMYEHHbIE TAHHBIE Y TAIMEHTOB C TEPMUHAIILHOM CTagueit
XPOHHYECKOM OOJIE3HH TTOYEK YKA3bIBAIOT HA TO, YTO IMOKA3ATEIIN JAHHOU TPYIIITBI CX0XKH C TAKOBBIMU
y TAIUEeHTOB C HapymeHneM (QYHKIHH TOYeK TshKenoi crenenu. KoHueHTpanuss Merabonurta
LAY151 y manmentoB ¢ TepmuHanbHoi cragueit XbII yBennunBanace B 2—3 pasza o CpaBHEHHIO C
KOHIIEHTpAIMe! y MalMeHTOB ¢ HApYyIIEHHUEM (DYHKIIMHU MOYEK TSHKEIO0N CTEeNeHH.

[Ipu nmpuMeHeHUN npenapaTta y NalUEHTOB C HApYIIEHUEM (YHKIMU MOYEK MOXKET MOTpeOOBaThCS
KOPPEKIUS 103bI.

BriBesieHne BUIIArIMIITHHA TPU TeMOJMAln3e OrpaHHyYeHo (depe3 4 yaca 1ocie OJAHOKPATHOTO
npuemMa cocrasisieT 3% Mpu ATUTETLHOCTH Mpoueaypsl 6oiee 3—4 yacos).

Jlemu

dapMaKOKHHETHYECKUE OCOOCHHOCTH BWJIIATIIMNTHHA y JE€TEH W MOJPOCTKOB Miajime 18 jer He

YCTAHOBJICHBI.

6. DPAPMAIIEBTUYECKHE CBOMCTBA

6.1 [lepeyens BcoMOraTeIbHbIX BENIECTB
LEJUTI0JI03a MUKpOKpucTauinyeckas (tun PH-102)
naKTo3a 0e3BoIHAs

KapOOKCUMETHIIKpaxMajl HaTpHs

MarHus creapar

6.2 HecoBMeCcTUMOCTE
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He npumenumo.

6.3 Cpok roaHocTu (CpOK XpaHeHHsl)

3 rona.

6.4 Oco0Obie MepbI MPEIOCTOPOKHOCTH IIPH XPAHEHUH

[Tpu Temneparype He Boite 30 °C.

6.5 XapakTrep u coiep:kaHue NEPBUYHOH YIIAKOBKHU

[To 7 umm 14 Tabnerox B Omuctep u3 MHorocioiiHoro marepuana OITA/Amo/TIBX u ¢onsru
ATIOMUHHUEBOU.

ITo 2, 4, 8 wim 12 GMcTepoB BMECTE C JIMCTKOM-BKJIA IBIIIEM B KAPTOHHOM MavyKe.

ITo 28 wnm 56 Tabnetok B OaHke moimMepHOW u3 monmdTWwieHtepedtanata (I[19T), 3akperroit
3aBUHYMBAIONIEHCS KPBIIIIKON M3 TIOJUAITHIIEHA C KOHTPOJIEM TIEpPBOTO BCKphITHS. Ha Oanky HaHeceHa
CaMOKJISSIIAsACS ATUKETKA 13 OymMaru 3TUKETOYHOH MM U3 MOJIMMEPHBIX MAaTEPUaJIOB.

[To 1 Ganke BMeCTe C JIMCTKOM-BKJIQIBIIIEM B KAPTOHHOH MavKe.

He Bce pazMepsl yriakoBOK MOT'YT OBITh TJOCTYITHBI JIJISl pEeaTH3allHH.

6.6 OcoOble Mepbl IPEAOCTOPOKHOCTH NMPU YHUUYTOKEHUH HCIO0Jb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara Win OTX0A0B, MOJYYEeHHBIX IOCJIe NMPUMEHEHUS JIEKAPCTBEHHOIr0 Ipemnapara, u
Apyrue MaHUNYJISUMHU C PenapaTom

OcoOble TpeOoBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOT'O YAOCTOBEPEHUSA
000 «/Ixonac Ikcioum», Poccust

140200, MockoBckas 00:1., T. BockpeceHck, yin. MockoBckast, 1. 45M, oduc 4
Temn.: +7 (499) 503-01-92, +7 (980) 194-89-33

DnexTpoHHas nmoyTa: info@jodas.ru

7.1. llpeacTaBuTeNb AepKATEIS PErHCTPALMOHHOTO YA0CTOBEPEHHSA

IIperen3un notTpebuTeNell HAOPABIATE IO aJAPECY:

Poccuiickas ®enepanms

000 «lIxonac Dxcoum», Poccus

140200, MockoBckas o0, r. BockpeceHck, yin. MockoBckas, a. 45M, oduc 4
Ten.: 8 (499) 503-01-92

OnexTpoHHas moura: info@jodas.ru

Pecny6nuka benapyce

3A0 «/IxuBad®apmy, 220024, r. MuHck, yi. babymkuna, a. 13, k. 313

Ten.: (+375 33) 917-49-05
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OnektpoHHas noyra: djivapharm@gmail.com

Pecny6nuka Kazaxcran

TOO «Prime Asia», 050000, r. Anmatsl, Mkp-H Hyp Anatay, yin. Temupoek Kosxxakees, gom 70
Ten.: +7 (702) 822 50 01

OnextpoHHas nmoyTa: Primeasiallckz@gmail.com

Pecniyonuka Kupruzus

OcO0O «Mencepuc.KGy», 720051, r. bumkex, yn. Kypmawkan Jlatka, x. 131-133
Ten.: +996 312 36-90-39

DnextpoHHas moyTa: medservice.kg@mail.ru

PecnyOnuka ApmeHus

00O «Pynuym Tpamunry, r. EpeBan, yn. Kouapsin, 1. 18/52

Ten.: +37495663668

OnektpoHHas noyra: rudiumtrading@gmail.com
8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHUSA
9. JTATA TEPBUYHOH PETUCTPAIIMU (IIOATBEPXKJIEHUSA PETUCTPAIIUH,

IHNEPEPEI'MICTPALIUN)

Jarta nepBoi peructpaiuu:
10. IATA IEPECMOTPA TEKCTA
OOmasi XapakTepuUCTHKA JIEKAPCTBEHHOTO mpenapara Bwimarmuntun Jx  gocTymHa Ha

uHQOpPMAMOHHOM —mopTasie  EBpa3wiickoro IKOHOMHYECKOTO COr03a B HH(POPMAIOHHO-

KOMMYHUKaIIMOHHOH cetu «HTepHeT» https://eec.eaeunion.org.
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