COOTBETCTBYET IKCNEPTHOMY OTYETY
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OBILASI XAPAKTEPUCTHUKA JEKAPCTBEHHOPO TIPEITAPATA 7003

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
BUWIIJATJIMIITHUH I'N'IMKBUTABC, 50 mr, TabnieTku.

2. KAYECTBEHHBIA 1 KOJTMYECTBEHHBIIA COCTAB

JelicTByrolee BENIECTBO: BUILAATJIUIITHH.

Kaxxnas tabnerka comepxut 50 M BUJIIarIuNTHHA.

BcrnomorarenbHble BelecTBa, HaJM4YMe KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npemnapara: jakros3a (cM. paszaen 4.4.).

[TonHbIi mepeyeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerku.
Kpyribie miiocKoUMIMHAPUYECKHE Ta0JIETKU CO CKOIIEHHBIMU KpasiMu ((ackoil) ¢ IByX CTOPOH

oT 0€I0r0 40 CBETIIO-KEITOrO LIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenmapar BWIJATJIUIITUH TJINMKBUTABC mnoka3zaH K NPUMEHEHUIO Y B3POCIBIX IS
nedyeHus: caxapHoro muabera 2 tuma (CJI 2 Tuma) (B codyeTaHWM C AHETOTEparued Hu
(hU3NUECKUMU YITPAKHEHUSIMHU ):

- B KayecTBe MOHOTEpAINHUH B ciiydyae HEed(P(EKTUBHOCTU IHUETOTEpANUU U (PU3MUECKUX
yIpaKHEeHUN y MalMEeHTOB c HaJIMYUEM MIPOTUBOINOKA3aHUI K
MIPUMEHEHHUIO/HETIEPEHOCUMOCTH ~ MeThOpMHUHA WM B ciiydae  HedhPEeKTUBHOCTH
MeT(QOopMHHa;

- B KOMOWHaNW¥ ¢ METPOPMUHOM B KaU€CTBE HAYATHLHONH MEIMKAMEHTO3HOH Teparuu mpu
HEI0CTaTOYHOM A(PHEKTUBHOCTH AUETOTEpANTUU U (PU3UUSCKHUX YIIPAKHEHHI;

- B COCTaBe JBYXKOMIIOHEHTHONW KOMOWHHMPOBAHHOW Tepamuu: ¢ METPOPMHUHOM WU
TUA30JIMIUHINOHOM, WJIM C HWHCYJIMHOM B ciydae Hed(p(PEeKTUBHOCTH IHUETOTEpaIlvu,
(bU3nUeCcCKUX YIpa)KHEHUH U MOHOTEPAINHU dTUMH IIperapaTamu;

- B COCTaBe [IByXKOMIIOHEHTHOW KOMOWMHUPOBAHHON Tepanmuu C MPOU3BOJIHBIMU
CyIb(POHMIMOYEBUHBI Yy TMAIMEHTOB C HEIOCTAaTOYHBIM KOHTPOJEM TIJIMKEMHUHM Ha (oHe
MaKCHMAaJbHO MEPEHOCUMOM J103bI MPOU3BOJHOTO CYIb(POHUIMOUYECBUHBI WU TIPU HATHIUU

MIPOTUBOIIOKA3aHUN K MPUMEHEHUIO/HETIEPEHOCUMOCTH MET(HOPMHUHA;
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- B COCTaBE€ TPOWHON KOMOWHHPOBAHHOU Tepandig!"%*'lg%tﬁ{%ﬂﬁg I:iH 'ﬁ‘ngﬁQdﬁ'}%ﬂan

Cynb(OHUIMOYEBUHBl U MET(HOPMUHOM, y TALMEHTOB, paHEEe IOJY4YaBIIMX TEPAIHIO
MIPOU3BOJHBIMU CYJIb(OHUIMOUYEBUHBI M MeTHOpPMHUHOM Ha (oOHE JUeTOTepanuu u
(bM3NYeCKNX yNpaKHEHNH U HEe TOCTUTTINX KOHTPOJISI TTTUKEMHUN;

- B COCTaBE€ TPOMHOW KOMOWHHUPOBAHHOW TEpanmuH: B KOMOWHAIIMM C HWHCYJIHMHOM U
MeT(GOPMHHOM, y TMAIMEHTOB, paHEe IMOJIyYaBIIMX HWHCYJIMH B CTAaOWIBHON 03¢ U
MeTGopMHH Ha (OHE AMEeTOTepanuu U (PU3NUYECKUX YIPAKHEHHH, U HE JOCTUTIIHMX

AACKBATHOI'O KOHTPOJIA INTMKECMHH.

4.2. PexxuM 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!
Pexum no3upoBanus

Ho3y npemapata BUJIJATJIMIITUH T'N'IMKBUTABC cnenyer moaOupaTh WHIWBUIYAIBHO B

3aBUCUMOCTH OT 3()PEKTUBHOCTU U IEPEHOCHMOCTH.

Pexomennyemas nosa npenapata BUJIJIATJIMITTUH I'NIMKBUTABC 50 mr 1 umm 2 pasa B
cyTku. MakcuManbHas CyTouHas A03a npenapara cocrasiser 100 mr.

Pexkomenayemas 103a mpemnapaTa B MOHOTEpAMK UM B COCTaBe KOMOMHHUPOBAHHOMN Tepamuu ¢
MeT(HOPMUHOM, THA3OJIUINHINOHOM WUJIM MHCYJIUHOM (B KOMOMHAIMKU ¢ MeT(HOPMUHOM WiH 0e3
MeThopmuHa), coctaBiser SO mr wiu 100 Mr B CyTKH.

Pexomennyemas nosza mnpenapata BUJIJJATJIMIITUH TJIMKBUTABC B coctaBe nBOIHOMN
KOMOWHHUPOBAHHOM Teparuu C mperapaTaMu Cyiab(GpoHUIMOUYEBUHBI cocTaBisieT SO mr 1 pa3 B
CyTKH yTpoM. B 370l momymnsiuu namuenToB 3¢ dexktuBHocTh npenapara BUJIJIATJIMIITUH
I''IMKBUTABC B no3e 100 Mr B cyTKu ObL1a CXOIHOW C TaKOBOM B 7103€¢ 50 MI' B CYTKH.
PexomennoBannas nosa npenapara BUJIJIATJIMIITUH I'NIMKBUTABC B cocraBe TpoiiHOM
KOMOMHHMpPOBaHHOW Tepanuu (BWINAMVIUITUH + TPOU3BOJHBIE CYJIb()OHWIMOYEBHHBI +
MeTdopmun) coctaBnser 100 Mr B CyTKH.

Ecnu nenu ramkeMHYecKoro KOHTPOJS HE JOCTUTHYTHI Ha ()OHE NMPUMEHEHUS MaKCHUMAaJIbHOM
cyrouHo# 10361 100 mr, cieayeT paccMOTPETh BO3MOXKHOCTh TOOABJICHUS K TEPANUH MIPErnapaTom
BUJIAATJIMIITUH T'JIMKBUTABC npyrux THIOITIMKEMHYECKHX IPENapaToB, TaKHX, Kak
MeT(HOPMUH, MPOU3BOAHBIE CYIb(OHUIMOYEBUHBI, THA30JIUIUHANOH WM UHCYIIHMH.

Oco0ble rpyInbl NALKUEHTOB

Tayuenmor noxcunozo 6ospacma

VY manueHToB MOXHIIOTO BO3pacTa He TpeOyeTcsi KOPPEKIUs peKuMa J03UPOBaHUsI TpenapaTa
BUJIJATJIUIITUH I'N'TMKBUTABC.

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

VY mnamueHToB ¢ HapymeHHeM (QYHKIUMM TOYeK JIETKOM CTEeNeHH (CKOPOCTh KIYOOYKOBOM
2



COOTBETCTEYET 2KCNEPTHOMY OTUETY
o1 16.08.2024 N 17097
unsrpanun (CK®) > 60 mn/mun/1,73 M?) u cpgaueit crééiin’ (eKdr 50 E 60t/ fnter 75342 e

TpeOyeTcst KOpPEKLUs pekuMa JI03UPOBaHUs Mpenapara. Y MalueHTOB ¢ HapyleHHeM () yHKIHH
nouek cpenneit crenenun ¢ CK® 30 — 50 mu/mun/1,73 m?> u tsoxenoit crenenu (CK® <30
mi/mus/1,73 M%), BKIIOYas TEPMHUHANBHYIO CTAAHI0 XpOHMYecKoi OonesHu modek (XBII) y
NAl[MEHTOB, HAXOIALIMXCA Ha TeMOJUAIM3e WIM NPOXOIAIIUX MPOLEAYpy TeMOAHAIu3a,
npernapar ciaeayeT npuMeHsaTh B 1o3e 50 Mr 1 pa3 B cyTku.
eTH

besonacHocth u 3ddexkruBHocTh npenapara BUJIJATJIMIITUH T'JIMKBUTABC y nereit B
BO3pacTe miaimie 18 JeT Ha JaHHBIM MOMEHT HE YCTAHOBJICHBI. JlaHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

BnyTps.

Ho3y 50 mr/cyT cinexyer nmpuHUMaTh | pa3 B IeHb yTpoMm, 03y 100 mMr/cyT crneayer nenuTh Ha 2
npuema — 1o 50 Mr yrpom u BedepoM. B cityuae mpomycka npuema npenapara cieayeT IpuHITh
MPOMYIIEHHYIO 103y KaK MOKHO ckopee. [Ipu aTom ciemyer n3derats MpuHSATHS YABOCHHOM 036
B OOUH JICHb.

[Ipenapar BUJIJTATJIMIITUH T'NIMKBUTABC crnemyer mpuHUMaTh HE3aBUCUMO OT IpUEMaA

MTHUIIHA.

4.3. llpoTuBONMOKA3aHUS

- T'unepuyBCTBUTENBHOCTh K BWIJATJIWNTHHY WX K JIOOBIM BCIIOMOTraTelIbHBIM
BEILIECTBAM, IEPEUYUCIEHHBIM B nojipasaene 6.1.

- Caxapwnsiii muaber | tuma.

- OcTpslif UM XPOHHYECKUN META0OTMIECKHA alua03 (BKII0OYast TMa0eTHUECKUN KeTOaIN103
B COUETAaHUHU C KOMOU nin 06e3 TakoBoM ). /[nabeTuiaecKknii KeToarua03 J0JKEH KOPPEKTUPOBATHCS
UMHCYyIMHOTepanuei. Jlakrtatanuio3 (B TOM 4ucCiIe U B aHaAMHE3e).

- Hapymenus ¢yHKOuHM T€U4eHH, BKIIOYAs TMAIMEHTOB C TOBBIIICHHONW aKTHBHOCTHIO
«T1EYEHOYHBIX» bepmeHTOB (amaHMHAMHHOTpaHC(Eepasbl (AJIT) W
acnaptatamuHoTpancdepassl (ACT) B 3 u 6osee pa3 Bbllie BepxHel rpanuiibl HOpMbl, (3XBI'H).
- Xponmueckas cepaeuHas HemocrarouHocTh (XCH) IV dynknumonansaoro kmace (PK) mo
GyHKIIMOHATBHOU KiIaccuukam Hb}O-ﬁOpKCKOﬁ kapauonorndeckoi accoruanuu (NYHA)
(BBUY OTCYTCTBUS JaHHBIX KIIMHUYECKUX MCCIEIOBAHUIN O MPUMEHEHUH BIIIJATIUNITHHA Y ITON

TPYIIIBI TAIUEHTOB).
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Oco0ble yKazaHus

B noximHHMYECKHX HCCIENOBaHMAX IpPU IPUMEHEHUMH B 103ax, B 200 pa3 mpeBblIIarOIIMX
pPEKOMEHAYEeMbIE JUIsl YeJIOBEKa, IIPEenapar He BbI3bIBAT HApYIIEHUH (epTHUIbHOCTH.

[Tpr HEOOXOIUMOCTH MHCYJIMHOTEPANNU BWIAANNIMITHH IPUMEHSIOT TOJIBKO B KOMOMHALUU C
uHcynuHoM. [IpenapaT nportuBonokasan y nauuenToB ¢ CZI 1 nnm i neyeHus quadeTHyecKoro
KETOoal1103a.

CepJieusast HeJOCTaTOYHOCTE

[TockoyibKy [aHHBIE O NOpPUMEHEHUM BuigarmnTuHa y nanueHtoB ¢ XCH I ®K no
knaccupukanmn NYHA orpanudeHsl W HE MO3BOJSIOT CHENaTh OKOHYATENbHBIA BBIBOJ,
PEKOMEH/IYETCs C OCTOPOKHOCTBIO MPUMEHSTh BUIIAMIUITHH Y NAMEHTOB JaHHOM KaTeropuu.
He pexomenayercs npuMmeHeHue BruinarmnTiHa y nanuenToB ¢ XCH IV ©K no knaccudukanun
NYHA, BBUIY OTCYTCTBHS JaHHBIX KIMHUYECKUX UCCIECTOBAHUN O MPUMEHEHUH BUJIJArIMITUHA
y NaIME€HTOB ATOU TPYIIIIHI.

ITarmeHTHl ¢ HApYIICHHEM d)VHKHI/II/I ITOYCK

[TockoJibKy OMBIT MPUMEHEHUS BWIAATJIUIITHHA Y MAIMEHTOB ¢ TepMuHaIbHOU cranueit XbII,
HaXOJSIIMXCS Ha TeMOJAMAIN3€ WM MPUXOMAIIMX MPOUEAYpy TeMOAHaNu3a, OrpaHUYEeH,
npenapar peKOMEH]IyeTCsl IPUMEHSTh C OCTOPOKHOCTHIO Y JAaHHOM KaTEropuu MalueHTOoB.

ITarmeHThI ¢ HapyImcHucCM d)VHKHI/II/I IICUYCHU

[Tockonpky B penKHX clydasx MpU MPUMEHEHMHM BWJIIAIVIUIITHHA OTMEYaioCh IMOBBIIICHHE
aKTUBHOCTH aMHUHOTpaHcdepa3d (Kak MpaBwio, 0€3 KIMHUYCCKUX TMPOSBICHUN), Tepen
NPUMEHEHHEM BWIIATIIMIITHHA, & TAaKKE€ U PEryJSIPHO B XOJ€ IMEPBOTO rojia MpPUMEHEHUs
npermapata (1 pa3 B 3 wmecsma), peKOMEHIYETCS ONPENeNiiaTh OMOXMMHUYECKHE IOKa3aTeln
¢byHknun nedeHd. [lpu BBIABIEHWH TMOBBIIEHUS AKTUBHOCTH aMHHOTpaHcdepas criemyeT
IIPOBECTU MOBTOPHOE HCCIIEIOBAHHUE C LIENBIO0 MOATBEPKACHUS pe3ysibTara, a 3aTeM PEryJspHO
IPOBOJIUTH ONpeeNeHrne OMOXMMUYECKUX NoKa3aTenel QyHKIMH NMeYeHN 10 UX HOPMAJIN3aLUH.
Ecnu noseimenne ACT u AJIT B 3 mnu 6onee pa3 Boiie BI'H moaTrBep:keHO MOBTOPHBIM
UCCJIEIOBAaHUEM, TIpenapaT peKOMEHAYETCSI OTMEHUTh.

[Ipu pa3BUTUM >KENTYXH WM JAPYTrUX IMPU3HAKOB HapyIIeHWs (QYHKIUH IeYeHH Ha (QoHe
IPUMEHEHHs BUIAMVIMIITUHA TEpalMIO MpEnapaToM cCielyeT HeMeaneHHO npekpatuts. [locie
HOpMaJTU3aIiH MToKa3aTene (PyHKIMY MeYeHH JIeUeHUE MPETapaToM BO30OHOBIIATH HEIb3S.

I'unormukeMust

W3BecTHO, 4YTO mpenapaThl  CyJdb(OHMIMOYEBMHBI MOTYT IPOBOLIMPOBATH  pa3BUTHE
runornukemMun. CylecTByeT pUCK pa3BUTHsI TMIIOIVIMKEMUH IIPU OJTHOBPEMEHHOM NPUMEHEHUH

BWIJIATJMIITHHA C TpenapatamMu  Cyiab(GOoHMIMOYEBHUHBL. [lpn HeoOXomumocTH —ciemyer
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paccMOTpPEeTh BO3MOYKHOCTh CHIIKEHHUS J103bI npenaﬂﬂgg'mﬁﬁm%IF IE:I'-IIJ,%SIBIO

MUHHUMHU3UPOBATh PUCK PA3BUTUSI TUIIOTJIMKEMUMU.
OcCTpBIii TAaHKPEATUT

[Ipumenenue npenapara BUJIIATJIMAIITUH T'JIMKBUTABC cBsizaHO ¢ PUCKOM pa3BUTHS

octporo na"kpeatura. Cienyer npoMH(GOPMHUPOBATh NAlUEHTa O CUMIITOMAX, XapaKTEPHbIX JIs
ocTporo nankpearura. [Ipu mogo3peHun Ha OCTpBIN ITAHKPEATUT IIperapar ciieyeT OoTMeHUTs. He
ciieyeT BO30OHOBIISATh TEPANUIO, €CJIM OCTPBIA MAHKPEATUT OBbLI MOATBEPXKACH. Y MalUEHTOB C
OCTPBIM MaHKpeaTuToM B aHamHe3e npumeHaTh npenapat BUJIJIATJIMITTUH I'NIMKBUTABC
CJIEyeT C OCTOPOKHOCTBIO.

BcrnioMorarennHBIC BEIIECTBA

JlaHHBII mpernapar COAEpKUT JIakTo3y. [Ipu HacineaCTBEHHONM HENEPEHOCHMOCTH TaJIaKTO3BI,
neguuuTe JaKTa3bl UM TIOKO30-TAJAKTO3HOH MalbaObcopOLMM MPUMEHSTh 3TOT Npernapar He

CIemyerT.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aHMOJAEHCTBUSA

Bunparnuntun o61asaeT HU3KUM MOTEHIMAIOM JIEKAPCTBEHHOT'O B3aUMOJICHCTBUS.

[TockonbKy BUIIAarTUNTHH HE sABJsieTcs: cyocTpaToM pepmenToB nutoxpoma P450 (CYP), a takxe
HE WHTUOWpPYET M HE WHAYIUPYET OSTH (EepMEHTHI, B3aWMOJACUCTBHE BWIIATIIMITHHA C
JICKapCTBEHHBIMU IIperapaTaMM, KOTOpbIE SIBJSIOTCS CyOcTparamMu, HWHTHOMTOpaMu WM
unaykropamu P450 (CYP), manoBepositHo. [Ipy oqHOBpEeMEHHOM MPUMEHEHUW BHJIATJIUIITHH
TaK)Ke He BIUSET Ha CKOPOCTh METa0O0IN3Ma MPENapaToB, ABISIONINXCS cyOcTpaTaMu (PepMEHTOB:
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

Knunuyeckn 3HauMMOro B3auMMOJEHCTBUS BWIJATJIMIITUHA C TpernaparaMmy, Hambosee 4acTo
ucrnonb3yemMbiMu 1ipu jiedeHun CJI 2 tumna (rmuOeHKIaMUI0M, THOTJIUTa30HOM, METHOPMHHOM)
Wi 00NAaIKUMU  y3KUM TEPANeBTUYECKUM JTUANa30HOM (aMJIOJUIIUHOM, JUTOKCHHOM,
paMUTIPUIIOM, CHMBAaCTaTHHOM, BaJICApTaHOM, BappapruHOM) HE YCTAHOBJICHO.

Tuasuapl, TIIOKOKOPTUKOCTEPOHUIbI,  Ipemaparbl TOPMOHOB  IIUTOBUAHOW  JKEJE3bl,
CUMIATOMUMETUKH MOTYT CHID)KATh TUIOIIMKEMHYECKOe ACeHCTBHE BWJIJATTUNTHHA, KaKk U
JIPYTUX IEPOPATBHBIX MPOTHBOIUA0CTUUECKUX MTPETIAPaTOB.

UYactoTa pa3BUTHSI aHTHOHEBPOTUUYECKOTO OTEKa ObLIa BBIIIE MPU OJHOBPEMEHHOM IMPUMEHEHUHT
BWIJATJIMIITUHA ¢ WHTHOMTOpaMU aHTHOTEH3MHIpeBpamamiero ¢epmenta (AIID), mpu sTom
ObLJIa CXOTHOU C TAKOBOM B KOHTPOJILHOM rpytine. B G0NbIIMHCTBE ClIydyaeB aHTHOHEBPOTHYECKUNA
OTEK ObUI CpelHEH CTENeHU TSHKECTH M pa3pelialcsi CaMOCTOSATENIBHO B XOJ€ MPOJOIDKEHHS

TCpaIuu BUJLAArJIMIITUHOM.
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4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemennoctb
JocraTouHplx naHHBIX 1o npumeHeHuto npenapata BUIHATJIMIITUH TI'NIMKBUTABC y

OepeMEeHHBIX HET, B CBSI3M C 4YeM Ipernapar MpOTHUBONOKa3aH BO Bpems OepeMeHHOCTH. B
JOKIMHUYECKUX HCCIEeOBAaHUSAX Oblla BBIABIEHA PENPOAYKTHBHAs TOKCHUYHOCTb IIpU
MPUMEHEHHUHU B BBICOKUX J03aX, MOTEHIIMATbHBIN PUCK JIJIsl YEJIOBEKA HEM3BECTEH.

Jlakranus

[Ipemapar BUJIIATJIMIITUH TJIMKBUTABC npoTtuBonokazan B TEpUO TPYIHOIO
BCKapMJIMBaHUs, MTOCKOJIbKY HEU3BECTHO, MPOHUKAET JIM BWIJAINIMITHH B T'PYAHOE MOJIOKO Yy

YCJI0OBCKaA.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHHu3MaMH

UccnenoBanus Baustaua npenapata BUIIJATJIMIITUH T'JIMKBUTABC Ha cnocoOGHOCTH
YIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMHU HJIM paboOTaTh ¢ MEXaHM3MaMH HE MPOBOAMIUCH. [Ipu
Pa3BUTHUU FOJIOBOKPYKEHUS Ha (pOHE MPUMEHEHHUs IIpernapaTa HalleHTaM He ClIelyeT YIpaBsTh

TPAHCIIOPTHBIMU CPEACTBAMH UM pabOTaTh C MEXaHU3MAMHU.

4.8. He:xennaTesibHbIE peaKIUU

Pesrome mpoduist 6e30nacHOCTH

[Tpy npuMeHeHUH BUJIIATTIUNTHHA B MOHOTEPANUU WK B KOMOMHAIIUMK C JPYTUMH NpenapaTaMmu
OOJBIIMHCTBO HexenarenbHbIX peakiuii (HP) Obun cna®o BbIpaskeHBI, MUMENN BPEMEHHBIH
XapakTep U He TpeOoBanu oTMeHBl Tepanuu. Koppemsiuun mexay yactotroi HP u Bo3spactom,
II0JIOM, DTHUYECKOW INPUHAMIEKHOCTBIO, IMPOJODKUTEIBHOCTBIO NPUMEHEHUS WIH PEKUMOM
JIO3UPOBAHUS HE BBIABIICHO.

YacroTra pa3BUTHS aHTHOHEBPOTUYECKOTO OTEKa Ha (poHe Teparnuu BUIIJArIMIITHHOM COCTaBIISIA
>1/10000, <1/1000 (rpanmamusi «peakoy») Oblla CXOJHOM C TaKOBOM B KOHTPOJIHOM TpyIIeE.
HanGonee yacTo ciiydan aHTHOHEBPOTUYECKOTO OTEKa OTMEYalINCh ITPU NPUMEHEHHUH Mpenapara
B KoMOnHanmu ¢ narnoutropamu AII®. B GonbmnHCTBE clTydaeB aHTHOHEBPOTHYECKUI OTEK OBLT
CpeIHEN CTENEHM TSHDKECTU M pa3peliacss CaMOCTOSITENIbHO B XOJ€ IMPOJOJDKEHHUS TEparuu
BUJIIATJIUIITHHOM.

Ha ¢one Tepanuu BUIarIunTHHOM PEIKO OTMEYAIMCh HApyIIeHUs] (YHKLINHU IeUeHH (BKIII0Yast
renaTuT) 6ECCUMITOMHOIO TeYeHUs. B O0NIbIIMHCTBE CilydaeB JaHHbIE HAPYIIEHHUS U OTKIOHEHHUS
nokasaresei (yHKIHUU IEYeHU OT HOPMBI pa3pelImINCh CAMOCTOATEIBHO 03 OCIIOKHEHHI TocIie

IpeKpaleHus Tepanuu npenaparom. [Ipu npumenennu BugarauntyuHa B 1o3e 50 mr 1 wnm 2 pasa
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B CYTKH YaCTOTa YBEITUYCHUSI aKTUBHOCTH «HG‘ISHOHHLI)%Q%Q‘DM@%‘X%E I:I/HIQ %hgggéTH)
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coctasisiia 0,2 % umu 0,3 % cooTBeTcTBeHHO (110 cpaBHeHHIO € 0,2 % B KOHTPOJIBHOM TpYIIIE).
VYBenuyeHne AaKTHBHOCTU «II€UYEHOYHBIX» (EpMEHTOB B OOJBLIIMHCTBE CIy4aeB ObLIO
0eCCUMITOMHBIM, HE IPOTPECCUPOBATIO U HE COMPOBOXKIAIOCH XOJIECTA30M MUIIH KEITYXOH.

HP crpynmupoBaHbl B COOTBETCTBUY C KJIacCH(pUKaIMEe opraHnoB u cuctem opranoB MedDRA. B
IpeJenax Kaxa0i rpynnsl OpraHoB U cucteM opraHoB HP nepeuncriensl B opsiike yMEHbILIEHUS
4aCTOTHI BCTPEYAEMOCTH. B mpezenax kaxaoi rpymnisl 4acToTsl Bctpedaemoctu HP yka3aHel B
NOPSIKE YMEHBIIECHUS TSKECTH.

Pe3roMe HexxenaTeabHbIX PEAKIINN

HexenartenpHbple peakiny NEPEYNCIICHBI HUXKE B COOTBETCTBUU C KIIaCCH(PUKAIIMEH TT0 OCHOBHBIM
CHUCTEeMaM M OpraHaM M YacTOTe BCTPEUAEMOCTH, KOTOpas Oblia OMmpeleleHa B COOTBETCTBUU C
kinaccudukanueir BecemupHoit opranmzaruu 3apaBooxpanenus (BO3): ouenp wacto (> 1/10);
gacTto (> 1/100 u < 1/10); mewacto (= 1/1000 u < 1/100); peaxo (= 1/10000 u < 1/1000); oueHpb
peako (< 1/10000); wactoTta Heu3BecTHa (HE MOXET OBITH YCTAHOBIIEHA HAa OCHOBAHHH
MMEIOIIUXCS TAHHBIX ).

Ilpu npumenenuu sundaziunmuna 8 MOHOMepPanuu

[Ipyn npumenennn BungaraunTuHa B A03€ 100 Mr B CyTKM 4acTOTa OTMEHBI T€pPAlMKU B CBSI3U C
passutuem HP (0,3 %) Obuta He Bblme TakoBoi B rpymnme mianebo (0,6 %) mnm mpenapara
cpaBaenus (0,5 %).

Ha ¢one MonoTepanmuu BuigariuntuHOM B go3e 100 Mr B CyTKM YacToTa pa3BUTHUS
TUIOIIMKEMUH 0e3 YBEJIMYeHHUsS] CTENeHU TsDKecTH cocTosiHus coctaBmsuia 0,4 %, uto
COIIOCTAaBUMO C TIpernapaTtoM cpaBHeHus u miainebo (0,2 %).

Macca Tena He U3MEHSJIACh M0 CPABHEHUIO C UCXOIHOW B KIIMHUYECKUX MCCIEAOBAHUSIX, KOTAA
BuigaraunTuH 100 Mr B CyTKH IPUMEHSUTH B KauecTBe MoHOTepanuu (-0,3 kr u -1,3 Kr B rpymmax
BWJIJIATJIMIITHHA U TI1a11e00, COOTBETCTBEHHO).

Hngpexyuu u uneazuu

OdeHb peKo — HHPEKIIUU BEPXHUX JbIXaTeNbHBIX yTel, HA30(apUHTHT.

Hapywenua memabonuzma u numanus

HeuwacTo — runornukemus.

Hapywenusa co cmoponsl HepeHOIl cucmemul

YacTo — ro’noBOKpyKEHHUE.

Heuacrto — ronoBHas 60Jb.

Hapywenusa co cmoponsl cocyoos

Heuacto — nepudepuueckue oTexH.
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Kenyoouno-kuweunvie napyuienus

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Heuacto — 3anop.

Hapywienus co cmoponvl mbluieunoil, CKeJ1emHoil U COeOUHUMeIbHOU MKAHU

Heuacrto — apTpainrus.

JonrocpouHsle KITMHUYECKHUE UCCIIEN0BAHNS MPOAOKUTEIBHOCTBIO /10 2 JIET HE BBIIBIIIM KaKHX-
1100 JTOTIOIHUTENBHBIX OTKIOHEHUH pOoQuIs 6€30MaCHOCTH WM HEMPEABHICHHBIX PUCKOB MPH

MPUMCHCHUHN BUJIAATTTUIITUHA B MOHOTCpAIINN.

IIpu npumenenuu sunoaznunmuna 6 0oze 100 me 6 cymku ¢ KomOUHayuu ¢ MemgpopmMuHom

[Ipu npumenenuu BuimarauntuHa B jno3e 100 mr/cyt B komMOMHAmuM ¢ MeTHOPMUHOM HIIH
ianedo B COUETaHUU C MET(GOPMHHOM CIydaeB OTMEHBI TEpanuH B CBs3U ¢ pa3zButheMm HP He
O0TMEYaJIOCh.

[Ipn nmpumenennn BuiagaraunTuHa B n03¢ 100 Mr B CyTKM B KOMOWHAIMHU ¢ METHOPMHHOM
THITOTIIMKEMHSI oTMeuanoch B 1 % ciydaeB (B rpymnrme mianebo + merdpopmut Heuacto (0,4 %)).
B rpynne npuMmeHeHHs BHIAATNIMOTHHA HE HAONIOJAIOCH PA3BUTHUSI THIIOTIMKEMHU TSKEIIOH
CTETEHH.

Macca Tena He M3MEHsUIaCh MO CPAaBHEHUIO C MCXOAHOM B KJIMHUYECKUX HCCIEAOBAHUS MPU
npuMeHeHnr koMOnHanuu Busnarauntuia 100 mr B cytku u merdopmuna (+0,2 kr u -1,0 kr B
rpymnmax BUJAATTUITHHA U 11a11e00, COOTBETCTBEHHO).

Hapywenua memabonuzma u numanus

YacTo — runoriuKeMus.

Hapywenusa co cmoponsl HepeHOIl cucmembpl

YacTto — TpeMop, rojIoBHast O0JIb, TOJIOBOKPYKEHHE.

Heuacto — noBbllIeHHAS. yTOMIISIEMOCTb.

Kenyoouno-kuweunvie napyuienus

Yacro — TomHoTA.

JlonrocpoyHble KITMHUYECKUE UCCIIETOBAHMS IPOIOJDKUTEIBHOCTHIO JI0 2 JIET HE BBISBHIN KaKHX-
100 AOMOJIHUTENBHBIX OTKIOHEHUH Mpoduis 6€30MacHOCTH UM HENPEABUACHHBIX PUCKOB MIPU
NPUMEHEHUU BUJIIATJIMIITHHA B KOMOMHALIUN C MET(QOPMUHOM.

W3ydenne npuMeHeHHs KOMOMHALMHU BWJINATIUNTHHA U MET(GOPMHHA B KAauyeCTBE CTApTOBOM
tepanuu npu CJ1 2 Tuma He BBIIBUIIO OTKJIIOHEHUH PO uIIst 6€30MaCHOCTH HITH HEeNPEABHICHHBIX
PHUCKOB.

Ilpu npumenenuu eundaciunmuuna 6 o0oze 50 me/cym 6 KomOuHayuu ¢ NPOU3B0OHLIMU

CYNbPOHUIMOYEBUHDL
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[Ipn mpumeHneHnuu BwiImaraunTuHa B 03¢ 50 Mr/cyT B %‘&énlﬁﬂbﬁﬁﬁﬁﬂkéﬁ%ﬂs&%&om

COOTBETCTBYET 2KCNEPTHOMY OTYETY

OTMEHBI Tepanuu B cBs3u ¢ pazButuem HP cocramsia 0,6 % (mo cpaBaenuto ¢ 0 % B rpymre
TIIMMENHUpU + 11aneoo).

Yacrora pa3BUTHS THIOTIIMKEMHH MAlMEHTOB, MOJy4YaBUIMX BUJJATIUNTUH B J03e 50 Mr/cyr
BMeCTe ¢ raumenupujomM, coctaBmna 1,2 % (mo cpaBhenuto ¢ 0,6 % B rpymnme maneb6o +
rmMenupua). B rpymine npuMeHeHrs BIIIATTUITHHA He Ha0II01a7I0Ch Pa3BUTHS TUIIOTIMKEMHAH
TSKEJIOW CTETEHMU.

Macca Tena He U3MEHSIACh MO CPABHEHUIO C MCXOJHOW B KIMHUUYECKUX HCCIEIOBAaHUAX, KOT/Ia
BWJIJATJIMIITAH B 03¢ S0 MT oauH pa3 B cyTKu A00aBisuiy K rimmenupuny (-0,1 xr u -0,4 kr B
rpymnmax BUJIAATIUITHHA U 11a11e00, COOTBETCTBEHHO).

Hngpexyuu u uneazuu

Ouenb penko — Ha30(hapuHTHUT.

Hapywenua memabonuzma u numanus

Yacro — runoraukeMust.

Hapywenusa co cmoponsl HepeHOIl cucmembyl

Yacrto — TpeMop, TOJIOBOKPYKEHUE, F0JI0OBHAs 00JIb, aCTEHHUSL.

Kenyoouno-kuweunvie napyuienus

Heuacro — 3anop.

Ipu npumenenuu eunoacrunmuna 6 0oze 100 me 6 cymxu ¢ KomoOuHayuu ¢ muazonuOUHOUOHOM
[Ipu mpumenenun BwiImarmunTHHa B 1o3e¢ 100 mr/cyr + THA30IMAWMHAWOH M Tutanebo +
THUA30JIMIUHIUOH CITy4aeB OTMEHBI TEPANKH B CBsI3U C pa3ButueM HP He oTmeuanocs.

[Ipu npumenenun BunaarauntuHa B o3¢ 100 Mr B CyTKH + MHUOMIMTa30H OTMEUYAJIOCh Pa3BUTHE
runornukemuu B 0,6 % ciaydaes, a y marMeHTOB, MOTyYaBIIUX Iuane6o +muormura3od — B 1,9 %
ciydaeB. B rpymnme npuMeHeHUs BHJIJArJUNTHHA HE HAOI0ANOCh Pa3BUTHSI TMIIOTTIMKEMUU
TSKEJIOW CTETIEHMU.

B wuccnemoBaHuu npuUMEHEHUs BWIJAMIUNTHHA B KAyeCTBE JOMOJHUTEIBHON Tepanmuu K
MUOTJIMTA30HY a0COIIOTHOE YBETMUYEHHUE MacChl Tejia B Tpymiie tianedo u Buinaarmuntuaa 100 mr
B CYTKH cOoCcTaBwiIO 1,4 1 2,7 Kr, COOTBETCTBEHHO.

[Ipu no6apnennu BuigarmuntuHa B o3¢ 100 Mr B CyTKM K MUOTJIMTA30HY B 03¢ 45 MI/cyT
4acToTa pa3BUTUA Nepupeprudeckux oTeKoB coctasisuia 7 % (mo cpaBHenuto ¢ 2,5 % Ha done

MOHOTEPANUN MTUOTIUTA30HOM).

Hapywenua memabonuzma u numanus:

Yacto — YBCIMYCHUC MACCEHI TCJIA.
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HeuyacTo — runorinukeMus.

Hapywenua co cmoponsl HepeHOIL cucmemul:
Hewacto — ronoBnast 00J1b, aCTEHHS.
Hapywenusa co cmoponsl cocyoos:

Yacto — nepudepuyueckre OTeKH.

Ilpu npumenenuu eundaenunmuna 6 0oze 50 me 2 paza 6 cymku 6 KOMOUHAYUU C UHCYTUHOM (C
Memepopmunom unu 6e3 Hezo)

[Tpu npruMeHeHnn penapara B KOMOMHAIIMY C HHCYJITMHOM (B KOMOWHAIUU C METHOPMHUHOM HUJITH
0e3 MeThopMHHA) YACTOTa OTMEHBI TEPAllMU BCJECICTBUE PA3BUTHS HEKEIATEIBbHBIX pPEaKIni
obuta paBHa 0,3 % B rpymme Tepanuy BIWIJATIUNTHHOM, B TPYyMIE Ianedo CiydacB OTMEHBI
Tepanuu He OBLIO.

[Tpu nprMeHeHnn Ipenapara B KOMOMHAIIMY C HHCYJITMHOM (B KOMOWHAITUU C METHOPMHUHOM HUJTH
0e3 MeT(hopMrHA) HE OTMEUYAIOCH YBEIIMUEHUS PUCKA PA3BUTHUS TUIIOTIIMKEMHH TI0 CPAaBHEHUIO C
KoMOuHarmel minanedo + uncynus (14 % B rpynme BungariunTiaaa u 16,4 % B rpymmne mianeoo).
VY 2 panueHtoB B rpylme BWIJArJIUNOTHHA W y 6 HAIMEHTOB B Ipymme Imianedo pa3Buiiach
TUIOTJIMKEMHUS TSDKEJIOW CTeTeHH.

Ha moMeHT 3aBepiiieHus uccaeI0oBaHus Mpenapar He OKa3bIBAN BIHSIHUS Ha CPETHIOI0 MacCy Tena
(Macca Tena yBenuuuiach Ha +0,6 Kr IO CPaBHEHHIO C MCXOJHOW B TPYIIE BUIJATIUITHAHA, a B
rpyIIe mianedo ocTarach HEM3MEHHOM ).

Hapywenua memabonuzma u numanus:

YacTo — runoraukeMust.

Hapywienusa co cmoponst HEpEHOIl cCUCMEeMbl:

YacTo — roiosHast 6016, 03HO0.

Kenyoouno-kuwieunvie napyuienus:

Yacro — TomHoTa, ractpod3odareanbHblid pedIokce.

Heuacro — quapes, mereopusm.

Ilpu npumenenuu sunoaciunmuna 6 0oze 50 me 06a paza 6 0ewb 8 KOMOUHAYUU C NPenapamamu
CYNbHOHUIMOYEBUHBL U MEMPOPMUHOM

CnyyaeB OTMEHBI Ipemapara, cBs3aHHbIX ¢ HP B rpynme KoMOWHUpPOBaHHOH Tepanmuu
BUJIIATJIMIITUHOM, METGOPMUHOM U TIUMENUPUIOM, OTMEYeHO He Owuio. B rpymme
KOMOMHHMpPOBAaHHOW Tepanuu Iuianebo, METPOPMUHOM U TIUMENHUPUIOM YacTOTa OTMEHBI

npemnapara, cea3anHoi ¢ HP, cocrasuna 0,6 %.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

BUJIATJIMIITUHOM, MeTQOpMUHOM H Thumenupugom u 1,9 % B rpynme KOMOWHHpPOBaAHHOMN
Tepanuu 1ianedo, METGOPMUHOM U TIUMENHPUAOM). B Tpymme BUIAarmuNTHHA OTMEUYEH OJMH
SMU30/ TUTIOTJIMKEMUH TSXKEJION CTETICHU.

Ha MomeHT 3aBepliieHus uccie0BaHus 3HAUMMOr0 BIUSHUSL HA Maccy Tejia BBISBICHO HE ObLIO
(+0,6 xr B rpynmne BungarauntuHa u -0,1 Kr B rpynmne miane6o).

Hapywenua memabonuzma u numanus

YacTo — runoriuKeMus.

Hapywenus co cmoponsl Hep8HOIL cucnempl

YacTo — roja0BOKpyKEHUE, TPEMOP.

Hapywenua co cmoponsl K0icu u n0OKOICHbIX MKAHel

4acTo — TUIEePruapo3.

Oobuue napyuienus u peakyuu 6 Mmecme 66e0eHuUA

Yacto — acTeHus.

IlocTperucrpallmiOHHEIC UCCICIOBAHMUS

Bo Bpems mpoBeeHrs MOCTPEruCTPAIIMOHHBIX UCCIEA0OBaHNI ObUTH BBISBIEHBI cieaytomue HP
(TTOCKOJIBKY COOOIIEHUS MOYYCHBI B JOOPOBOJILHOM MOPSIKE OT MOMYJSIIUNA HEOTPEIEICHHOTO
pasmepa, JOCTOBEpPHO OMNPENEIUTh YacToTy pa3Butus naHHeix HP He mnpexacrasisercs
BO3MOJKHBIM, B CBSI3M C UeM OHU KJIaCCU(DHUITMPOBAHBI KaK «4aCTOTa HEM3BECTHAY).
Kenyoouno-kuueunvie napyuwenus: 9acToTa HEM3BECTHA — TAHKPEATHT.

Hapywenusa co cmoponsl neuenu u yHceauesvle00Auiux nymeil: 4acToTa HEM3BECTHA — FeNaTUT
(pa3pemmBIIMACS CAMOCTOSITENILHO TMOCJIE OTMEHBI JICKAPCTBEHHOTO Tperapara), MOBBIIMICHUE
AKTHBHOCTH «II€YCHOUYHBIX» (EPMEHTOB (pa3peniuBIIeecss CaMOCTOATEIBHO TIOCIe OTMEHBI
JIEKapCTBEHHOTO Mpernapara).

Hapywenusa co cmoponst Koxcu u ROOKOMCHBIX MKAHel. YacTOTa HEM3BECTHA — KPAlMBHULIA,
9KC(POIMATUBHOE U OyJIe3HOE MOPAXKEHHUS KOXHU, BKIIOYas OyJsIe3HbIH meM(urons, KOXKHBIHN
BaCKYJIHUT.

Hapywenus co cmopoHbl MbluleUHOlU, CKEJIeMHOU U COCOUHUMETbHOU MKAHUX YacTOTa

HCU3BCCTHA — MUAIT'Us.

COO6H_ICHI/IH 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare 0 MOJ03peBaeMbIX HEXKENATeNbHBIX pEeaKIusiX I[OoClie pPETUCTpaluu
JICKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHnsi HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHUS

«I0JIb3a — PHUCK» JIEKAPCTBEHHOTrO Mpemnapara. MeAUIUMHCKUM pPaOOTHUKAM PEKOMEHAYeTCs
11
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4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXENATEIbHBIX PEaKIUsIX rOCydapCTB — YICHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccuiickas @enepanus.

®depnepanbHas cinyx0a 1Mo Haa30py B chepe 31paBOOXpaHCHUS.

Anpec: 109012, r. Mocksa, CraBstHCKast miiomaip, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTH «HTepHeT»:

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

4.9. [lepeno3upoBka

CuMnOTOMBI

BunparnunTiH XOpOIIO MEPeHOCUTCS IPU MPUMEHEHUH B 103e 10 200 Mr/cyT.

[Ipu npumenenun npenapara B 1o3e 400 Mr/cyt MoxeT HaOMIOAaTHCSl OOJIb B MBIIIIIAX, PEIKO -
JeTKHe W TPaH3UTOPHBIE IapecTe3uH, JUXOpaaKa, OTEKM U TPAH3UTOPHOE IOBBIIICHHE
aktuBHOCTH Juna3bl (Beie BI'H B 2 pa3a). [Ipu yBenuduenun 10361 Buigarauntuaa a0 600 mr/cyr
BO3MOYKHO pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOKIAIOLIMXCS MAPECTE3UIMH U TOBBIIIEHHEM
aKTUBHOCTH KpeaTuHdpochokuHassl, C-peakTuBHOTO Oenka u Muornoduna, aktuBHocTH ACT. Bee
CUMITOMBI TEPEeIO3UPOBKUM U M3MEHEHUs J1abopaTOpHbIX IoKa3zaTeneld oOpaTUMbI MOcCIe
MpeKpaleHus MPUMEHEHHs Mpernapara.

Jleuenue

BriBeienue npenapaTa U3 opraHusMa C MOMOIUIBIO JUaNN3a MalToBeposTHO. OTHAKO OCHOBHOM
ruApoan3Hbid Metabonut Bungarauntuaa (LAY 151) MoxkeT ObITh yiajieH u3 OpraHu3Ma MyTeM

reMoIraIn3a.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

®dapMakoTepaneBTUYeCKass  Tpymma: CpeacTBa  JUid  JIeueHuss  caxapHoro  aualera;
THUIIOTTIMKCMHUYCCKHUE CpCACTBA, KPOMC HWHCYJIHNHOB, I/IHI‘I/IGI/ITOpBI I[HHGHTH,Z[HHHGHTHI[&BBI-“-
(AATI-4).

Koxg ATX: A10BHO02

MexaHu3M JIeHCTBUS

BI/I.HI[aFHI/IHTI/IH, MMPpEACTAaBUTCIIb KJIACCAa CTUMYJIATOPOB OCTPOBKOBOT'O allliapara HOI[)KG.Hy,Z[O‘-IHOI\/'I

JKEJIe3bl, SBIISETCS MOIIHBIM U CENIEKTUBHBIM MHTHOUTOpOM munentuauinentuaasbi-4 (AI111-4),

12
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

K YBENUYCHHIO 0a3ajlbHOTO0 M MOCTIPAHAMATHLHOTO JHIOTCHHOTO YpPOBHS HWHKPETHHOBBIX
ropmonoB  I'TIII-1  (rmrokaronomomoOHbi  memtun 1) u  [UIl  (Tmrok0303aBUCHMBIIA
WHCYJIMHOTPOITHBIN TIOHITCIITHT).

dapmakogngamuyeckue P PeKTel

[Ipn npumenenun BunpariuntuHa B go3e 50 — 100 mr B cyrku y mamuentos ¢ CJI 2 Tuna
OTMEUaeTCsl yiydiieHue (yHKIUU [-KIETOK MOKETYA0YHOU kene3bl. CTeneHb YIydiIeHus
GyHKIMH B-KJIETOK 3aBUCUT OT CTENEHH X MUCXOJHOTO MOBpexaAeHus; Tak y nul 6e3 CJI 2 tuna
(c HOpMaJIbHOIM KOHIEHTpaluel IIIOKO3bl B IJIa3Me€ KPOBHU) BWJIIATJIMIITUH HE CTUMYJIUPYET
CEeKpELHI0 MHCYJIMHA U HE CHIXKAET KOHLEHTpAlui0 TIOKO3bl. [lOBbIIIas KOHIEHTPALUIO
sugoreHHoro I'TIII-1, BUNJaraunTuH yBeIUYMBAET YyBCTBUTEIBHOCTD O-KJIETOK K TJIIOKO3€E, YTO
OPUBOIUT K YJIYYIICHHUIO TIIOKO303aBUCHUMON PETYNSLMHM CEKpeuuu riatokaroHa. CHIDKEHUE
MOBBIIICHHON KOHILIEHTPAILIMU TJII0OKaroHa BO BpeMsl €/ibl, B CBOIO OU€pe/ib, BbI3bIBAET YMEHBIIICHHE
WHCYJIMHOPE3UCTEHTHOCTH.

YBenuueHne COOTHONIICHHS] WHCYIWH/TIIOKaroH Ha (OHE THUIEPTIUKEMUHU, OO0YCIOBICHHOE
noBbiieHneM KoHneHTpauuu ['TITI-1 u ['MII, BeI3bIBaeT yMeHbIIEHHE MPOIYKIIMU TIIFOKO3bI
MEYEHbI0, KaK BO BPEMsl, TaK U MOCJIE MTpHeMa MUILH, YTO MPUBOAUT K CHIXKEHUIO KOHIEHTPaLUU
[JIFOKO3BI B IJIa3M€ KPOBH.

Kpome Toro, Ha ¢oHEe TpHUMEHEHHs BWIJATIUNTHHA OTMEUYACTCS CHIDKCHHE KOHIICHTPAIMH
JUNHIOB B IUIa3Me KPOBU TOCTIE MpUeMa MUILH, OJHAKO 3TOT 3G (EKT He CBSA3aH C €ro JAeHCTBUEM
Ha ['TII1-1 nou TUII u ynmydmerrnemM GyHKIIMA OCTPOBKOBBIX KJIETOK ITOJIKEITYA0YHOM JKeIe3bl.
W3BectHo, yTto mnoBbiueHue koHueHTpauuu [TIII-1 Moxer npuUBOAUTH K 3aMEAJIEHUIO
OTIOPOKHEHUIO JKeTy/IKa, OHAKO Ha (pOHE MPUMEHEHUS BUJIIArTMITHHA 0J00HOTO Y deKTa He
HaOJIFOJaeTcs.

[Ipn npumenennun BwigarauntuHa y 5795 mauwentoB ¢ CJI 2 thuna B TeyeHue 52 Henenb B
MOHOTEpANUA WU B KOMOWHAIMU C MET(HOPMHHOM, MPOU3BOJHBIMU CYJIb(QOHUIMOUYEBUHBI,
TUA30JIUIUHIUOHOM, WJIM MHCYJIMHOM OTMEYaloCh JOCTOBEPHOE JJIUTEIBbHOE CHH)KEHHUE
KOHIICHTpAIlUU TJIMKUpoBaHHOTO reMoryioonHa (HbA 1¢) u rimroko361 KpOBH HATOIIAK.

[Tpu npuMeHeHUN KOMOMHALIMY BUJIAATIMIITHHA U MEeT(HOPMUHA B KaUeCTBE HayaJIbHOH Tepanuu
y nauueHtoB ¢ CJ[ 2 Tuma B TeueHue 24 Heaenb OTMEYAIOCh J10303aBUCUMOE CHUKEHHE
KoHIeHTpanuu HbA ¢ B cpaBHEHNH ¢ MOHOTEpanuel JaHHBIMU npenaparamu. Cirydan pa3BUTHs
TUIMOTIMKEMHUH ObUTH MUHUMAJIbHBI B 00€HX TPYIIax Tepanuu.

[Ipu npuMmeHeHnn BuaAaraunTiuHa B 1o3e S0 Mr 1 pa3 B cyTku B TedeHUE 6 MECALIEB Y MAllMEHTOB

¢ CJ1 2 tuna ¢ HapymeHueM ¢yHKIME Touek cpeaneit (CK® > 30, <50 mn/mun/1,73 M?) unm
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enoit (CK® < 30 wnhas/1,73 1) crenesy orvesd RS REAGRATE TEHIG1E AMRme

koHueHTpauun HbAlc no cpaBHenuto ¢ mianedo.

[Ipu npumeHeHny BUiIaraunTruHa B 103¢ 50 Mr 2 pasa B CyTKU B KoMOuHamu c¢/6e3 methopMuHa
u uHcynmuHOM (cpenssisi no3a 41 EJl/cyT) ObII0 mMpoaeMOHCTPUPOBAHO CHUKEHHUE TOKA3aTels
HbAlc na 0,77 % ot ucxomHoro cpeaHero 3HadeHus 8,8 % €O CTaTUCTUYECKH JTOCTOBEPHOU
pasHuuei ¢ rane6o 0,72 %. YactoTa TUMOTIMKEMHUH B TPYIINE BWIIATIUNTAHA CPaBHUMA C
TaKOBOW B rpynmne ruiane6o. [Ipy npumeneHun BuiaaraunTuHa B 1o3¢ 50 Mr 2 pas3a B CYTKH B
koMOuHammu ¢ Methopmunom (> 1500 mr/cyT) u rmumenupuaoM (>4 Mr/cyT) ObIJIO TTOKa3aHO
CTATUCTUYECKU 3HaUYNMOE CHIbKeHue ypoBHs HbAlc Ha 0,76 % OT HCXOIHOTO CpeHEero 3HaUYeHUs

8,8 %.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AbGcopbuus

[Ipn mpueme BHYTph HATONIAK BWJIIATJIMITAH OBICTPO BCACHIBACTCS, & €r0 MaKCHUMallbHasi
KOHIEeHTpauuss B IuiasMe KpoBH (Cmax) HocTuraercs depe3 1,75 waca mocne npuema. Ilpu
OJIHOBPEMEHHOM TpHUeMe C TMHIIEH CKOpOoCTh abcopOuuMM BUIAAMIMITAHA CHIDKAETCS
HE3HAUYUTEJIbHO: OTMeYaeTCsl yMEHbIIEHHE Cmax Ha 19 % 1 yBennueHre BpeMEeHH €€ TOCTUKEHUS
70 2,5 gyacoB. OJIHaKO NpUEM MUIIKA HE OKa3bIBACT BIMSHUS HA CTENEHb aOCOPOIMH H TUIOIMIAb
noJ KpuBoil «koHueHTpanusa-spems» (AUC).

Bunparnuntus 6pICTPO BCachlBaeTCs, a €ro adCOM0THAS OMOIOCTYTHOCTh MOCTE MpUeMa BHYTPh
coctaBisieT 85 %. Cmax 1 AUC B TepaneBTUYECKOM JUana3oHE J03 YBEIHUYMBAKOTCSA MPUMEPHO
IPONOPLUOHAIIBHO J103€.

Pacnpenenenue

CreneHb CBA3bIBAHUS BUIIATJIUIITHHA C OelIKaMu T1a3Mbl KpoBH HU3Kas (9,3 %). Bunparnuntux
pacmpenensercs pPaBHOMEPHO MEXIy IUIa3MOM KpoBUM M spurpouutamu. Pacmpenenenue
BIJIJIATJIMIITHHA TIPOUCXOJUT, MPEINOI0KUTEIHHO, IKCTPABACKYIISIPHO, 00BEM pacIipe/ie/ieHus B
PaBHOBECHOM COCTOSIHUU TOCJI€ BHYTPUBEHHOIO BBeieHus (Vss) coctasisieT 71 1.

Buorpancdhopmarims

OCHOBHBIM IyT€M BBIBEJICHUSI BWJIJATJMNTHHA fBIsAETCS OuoTpaHcpopmanus. B opranuzme
yenoBeka 69 % nmo3el mpenapara mozsepraercs Ouorpanchopmaruu. OCHOBHOW METa0OIHUT
LAY151 (57 % no3sl) ¢GapMakoIOTUYECKH HEAKTHBEH U SBISETCS MPOIYKTOM THIPOIH3a
nraHokoMiioHeHTa. Okoi10 4 % 1036l penapaTa MoABEpracTcsi aMuIHOMY TUAPOIU3Y.

B noknmMHHYECKHX HCCIIEIOBAHUAX OTMeuaeTcs nosnoxutenbHoe BiusHue [I111-4 va rugponus
BUJIATJIMIITAHA. Bunmarmuntun meTtabonusupyercss 0e3 ydactus HM30(hepMEHTOB ILUTOXpPOMa

P450. Bunnarnuntus He siBisiercs cyocrparom uzopepmertoB P450 (CYP), He unrubupyer u He
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HHIyIHUpYeT n30epMeHThI ruToxpoma P450.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

DIMMUHALIUA

[locne mpuema mpenapata BHYTph OKOJIO 85 % 403bl BBIBOAMTCA Modkamu u 15 % - yepes
kumeyHuk. [loueyHass sKCKpenus HEM3MEHEHHOro BWJAAriunTuHa coctaBisieT 23 %. Ilpu
BHYTPUBEHHOM BBEICHMM CPEJIHUNA TMEpPHOJ TOJIYBBIBEJCHHUS JOCTHUraeT 2 4YacoB, OOIIUi
IUTa3MEHHBIA KJIMPEHC M TMOYEYHBIH KIMPEHC BWINATIUNTHHA cocTaBisiioT 41 n/u u 13 n/4,
cootBeTcTBeHHO. [lepuon monyswiBenenust (Ti2) mocie mpuemMa BHYTPb COCTABIISIET OKOJIO 3
4acoB, HE3aBUCHMO OT JI03bl.

Oco0nIe I'pYHOIbI TAaMEHTOB

Tayuenmul noscunoco 6ospacma (65 1em u cmapuie)

VY 310pOBBIX MOKHUIBIX TrofeH (>70 ner) obmiee Bo3aeiicTeue BunarauntiuHa (100 Mr ogun pas
B CyTKH) YyBelnuuuBajiochb Ha 32 %, mpu 3TOM MHUKOBasg KOHLEHTpalUs B IUIa3Me€ KpOBHU
yBenuuuBaiach Ha 18 % mo cpaBHEHHIO C MOJIOJBIMU 310pOBbIMU Jt0bMU (18 — 40 net). Tem He
MEHEE OSTH HW3MEHEHHsI HE CUUTAIOTCAd KIMHUYECKH 3HauuMbiMU. Wurubuposanume JIII-4
BUJIIATJIMIITHHOM HE 3aBUCHUT OT BO3pacTa IMAllMEHTa B MPEesiaX MCCIEIOBAHHBIX BO3PACTHBIX
TPYIIIIL.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

VY manueHToB ¢ HapyumeHHeM (YHKLIHU TOYEK JIETKOH, cpeaHed winm Tsoxenoi creneHu AUC
BIWIJIATJIMIITHHA YBEJIMYMBACTCA 110 CPABHEHHUIO CO 3/I0pOBBIMHU a00poBoiblamu B 1,4, 1,7 u 2
pasa, coorBerctBeHHO. AUC metabonmuta LAY 151 yBenmuuuBanace B 1,6, 3,2, u 7,3 pasa, a
merabonuta BQS867 -8 1,4,2,7, u 7,3 pa3a y MallueHTOB C HapymIeHueM (yHKIIMH TTOYEK JIETKOM,
CpeIHEH W TSKENION CTENeHeH, COOTBETCTBEHHO. OrpaHMUYEHHBbIE [aHHBIE y NAlMEHTOB C
TepMuHanbHOM craguer XbIl yka3plBalOT Ha TO, YTO IOKA3aTeId JaHHOU TPYIIBI CXOXKHU C
TaKOBbIMH y MAallMEHTOB C HapylleHHWeM (QYHKIMHU IMOYEK TsKenol crerneHu. KoHueHTpauus
merabonuta LAY 151 y nmanuentoB ¢ TepmuHanbHOU cTaaueit XbII yBennunBanace B 2 — 3 pasa
10 CPABHEHHUIO C KOHLIEHTpAIMEH Y TAIlMeHTOB C HAPYIICHNUEM () YHKIIH TIOYEK TSDKEJIOH CTereHH .
[Ipu npuMeHeHnu npenapar y HalMeHTOB ¢ HapyIIeHneM (DYHKIIMH TOYEK MOXKET MOTPEOOBATHCS
KOPPEKLUs JO3BbI.

BriBenenue BUIIarIMIITHHA NTPU TEMOIMAIN3E OTpaHUYeHO (depe3 4 yaca mocjie 0JIHOKPaTHOTrO
npuema coctasisieT 3 % MpH JUIMTENTBHOCTH NMpoLeaypsl 6osee 3 — 4 yacoB).

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

VY manueHToB ¢ HapylmieHHeM (YHKIMU TEYEHU JIETKOW W CpeaHed creneHed TsokecTH (6 — 9
6aymtoB mo mikane Yanna-IIpro) mocne OgHOKpaTHOTO MPUMEHEHHS MpernapaTa OTMEYaeTcs
CHIDKeHHe OnomocTynHocTH BuiaarnunTiuHa Ha 20 % u 8 %, COOTBETCTBEHHO. Y MAIMEHTOB C

HapymeHneM (yHKiuu nedeHu Tspkenoil crerneHu (10 — 12 GamnoB mo mkane Yaitna-IIsio)
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OMOJIOCTYIMTHOCTh BWJIJIATJIMITHHA TIOBBIIIAETOSA _Ha 25"'%7-@9&31&‘:%&%@':%': l;ﬂellrﬂllj}éHHe

MaKCHUMaJbHOH OWOJOCTYITHOCTH BWJIJAIIMITUHA, He mpesbimatoniee 30 % He sBuseTcs
KJIMHUYECKH 3HAYUMBIM. KOppensnuu Mexy CTeNeHbIO TSHKECTH HapyIIeHUH (PyHKINH MeYeHH

1 OMOJOCTYIHOCTBIO IIPErapar He BhISIBICHO.

eTu
dapMakOKHHETHYECKHE 0COOEHHOCTH BIJIAATIIMIITHHA Y IETeH U MOAPOCTKOB Mutajime 18 et He

YCTAHOBJICHEI.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
[lemtroi03a MUKPOKPUCTAIUTHYECKAS

JlakTo3a Oe3BoHAs

Kapbokcumerniakpaxmain HaTpus

Marnus creapat

6.2. HecoBMecTHMOCTL

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHus)

2 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh NIpU Temmeparype He Bbie 25 C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH.

I[Io 7 umun 10 TabneToxk MOMEMIAIOT B YMAKOBKY sUEHKOBYIO KOHTYpHYyI0 3 OlIA/An/IIBX
(opreHTHPOBAHHBIN MOIUAMU//ATIOMUHHI/TTOJIMBUHUIXJIOPU/T) TUICHKH M (POJIBTH aTFOMUHUEBOM
MEeYaTHOW JJAKUPOBAHHOM.

ITo 3, 6 mnm 12 ynakoBOK sil9eHKOBBIX KOHTYPHBIX 0 10 Ta01eTOK BMECTE C TMCTKOM-BKJIA IBIIIIEM
MOMEIIAIOT B AYKy U3 KapTOHA.

[To 4, 8 wnu 16 yrmakoBOK siY€HKOBBIX KOHTYPHBIX MO 7 TaOJIETOK BMECTE C JINCTKOM-BKJIABIIIEM

IMOMCINAIOT B ITAYKy M3 KapTOHA.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCT npu' || Vabrioseiir | uenoasiokdtsoro

JICKapPCTBEHHOI'0 Npenapara Wil 0TX0A0B, NMOJY4YeHHBIX MOCJIe NPUMEHEeHNUs Npenapara u
Apyrue MaHUMYJIALUH ¢ IPenapaToM

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.

7. AEP KATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanys

OTtkpeiToe akmuoHepHoe ooéOmectBo "®dapmcranmapt-Jlekcpencrtea" (OAO "®dapmcrangapt-
Jlexcpencrna")

Anpec: 305022, Kypckas o611, r. Kypck, yi. 2-a ArperatHas, a. 1a/18

Ten.: +7 (4712) 34-03-13

Qaxc: +7 (4712) 34-03-13

OnekTpoHHas nmoyrta: leksredstva@pharmstd.ru

7.1. llpeacTaBuTe/Ib 1€epKATENA PETHCTPALMOHHOIO Y10CTOBEpEeHM

IIperen3uun norpedbuTeiell HANPABIIATS 10 AJIPECY:

Poccuiickas @enepanus

OtkpeiToe akmuoHepHoe ooéOmectBo "®dapmcranmapt-Jlekcpencrea" (OAO "®dapmcrangapt-
Jlexcpenctna")

Anpec: 305022, Kypckas o6m., T. Kypck, yi. 2-s1 Arperathasi, 1. 1a/18

Ten.: +7 (4712) 34-03-13

Qaxc: +7 (4712) 34-03-13

DOnekrpoHHas nouta: leksredstva@pharmstd.ru

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHHUA

9. JTATA NEPBUYHON PETMCTPAIIMUA (IIOATBEPXJIEHUSA PETMCTPAIINM,
INEPEPETUCTPALINN)

JlaTa nmepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO6mas xapaktepucTuka JekapctBeHHoro mnpemnapata BUJIJIATJIMIITUH TJIMKBUTABC
IOCTymHa Ha WHGOPMAlMOHHOM TopTanie EBpasuiiCKOro SKOHOMHUYECKOTO0 COI03a B

UH(POPMALIMOHHO-KOMMYHUKAIMOHHOU cetn «HTepHeT» http://eec.eacunion.org/
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