COOTBETCTBYET ZKCNEPTHOMY OTUETY
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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “P0%)

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITAPATA
BUJIAAPWII, 50 mr, TabneTku

2. KAUECTBEHHBIM 1 KOJITMYECTBEHHBIA COCTAB

JelicTByrolee BEUIECTBO: BUILAATJIUIITHH.

Kaxxnas tabnerka comepxut 50 M BUJIIaruITHHA.

BcrniomorarenbHble BeleCTBa, HATUYKME KOTOPBIX HA/I0 YYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: jakto3a 6e3soaHas — 47,82 mr (cMm. pasnen 4.4.).

[TonHbIl epedeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku.

TabneTku IIOCKOUMIMHAPHUIECKHE OT OEJI0TO 10 CBETIIO-KENTOTO [IBETA C PUCKOM C OJTHOU
CTOPOHBI U (PacKoH ¢ ABYX CTOPOH. JlomycKaeTcss MpaMOpPHOCTb.

JIunus paznoma (pucka) NpeJHa3HaueHa JIMIIb JUIS pa3jiaMblBaHUS C LEJIbI0 00JIer4eHus

[porjaTtbIBaHusd, a HC 1JIA1 pa3ACICHHA Ha paBHBIC 1O3bI.

4. KIMHUYECKHUE JJAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

JlexapctBennsiit npenapat BUJIJIAPUJI nokazan k MpUMEHEHHIO Y B3pOCIBIX cTapuie 18 et
nipu caxapuom auadere (C/]) 2 Tumna (B coueTaHuu ¢ JueToTepanuet u Gu3nyecKkumu
yIpaKHEHUSIMH):

- B Ka4eCTBE MOHOTEPAIUH B ciaydyae He3(p(PEeKTUBHOCTU AUETOTEPANIUU U (PUZNIECKUX
yIpakHEHUH y MAIMeHTOB ¢ HAIMYMEM MPOTUBONOKA3aHUN K TPUMEHEHUIO/HENepEHOCUMOCTH
MeT(opMHHa WU B ciaydae HeaddekTuBHOCTH MeT(hopMuUHa;

- B KOMOMHAIMK ¢ MET(OPMUHOM B KaueCTBE HA4aJIbHOM MEIUKaMEHTO3HOU TEparuy Mpu
HEI0CTaTOYHOM 3(pPEeKTUBHOCTU AUETOTEPANUH U GPUZUUECKUX YIIPAKHEHUI;

— B COCTaBE€ JBYXKOMITIOHEHTHON KOMOWHHUPOBAHHOM Tepanuu: ¢ MET(GOPMUHOM HIIN
THUA30JIMIUHANOHOM, WM C MHCYJIUHOM B ciy4yae Hed(h(PEeKTUBHOCTH AUETOTEpAIUH,
bu3NYeCKUX YIpaKHEHUN 1 MOHOTEpANNK 3TUMU MpenapaTaMu;

- B COCTaBe JBYXKOMIIOHEHTHOW KOMOWHUPOBAHHOM TEparuy ¢ IPOU3BOIHBIMHU
CyJIb(OHIWIMOYEBHHBI Y MAIIUEHTOB C HEJOCTATOYHBIM KOHTPOJIEM TTIMKEMUHU Ha OHE

MaKCHUMaAJIbHO nepeHochoﬁ A03bI IPOU3BOJHOTO CyJ'IB(I)OHI/IJ'IMOLICBI/IHLI WJIN TIpU HAJIMYHUU
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- B COCTaBe TPOHHON KOMOMHHPOBAHHOW TEpaNMK. B KOMOMHAIIMH C TIPOU3BOIHBIM
CyIb(OHUIMOUYEBUHBI U MET(HOPMHUHOM, Y MAIUEHTOB, PAHEE MOTYYaBIINX TEPAITHIO
IPOU3BOIHBIM CYJIb(POHMIMOUYEBHUHBI K MET(POPMHHOM Ha (POHE AUETOTEPANUH U (PU3UUECKUX
yNpaKHEHHUH, U He JOCTUTIINX aJIeKBATHOI'O KOHTPOJIS TJIMKEMUH;

- B COCTaBe TPOMHONW KOMOMHUPOBAHHOM Tepanuy B KOMOMHAIMY ¢ HHCYJIUHOM U
MET(GOPMUHOM, y ALIUEHTOB, paHee MMOJyYaBIINX UHCYIMH B CTAOMIIbHOM 03¢ U MET(HOPMUH
Ha (poHe nTueroTepanyuy U pU3MUECKUX YIPaKHEHHH, U He JOCTUTIINX aJeKBATHOTO KOHTPOJIS
TJINKEMUH.

4.2. Pe:kuM 103MPOBAaHNS M CIOCO0 NPUMeEHEHUs!

PexxnM 1o3upoBaHus

Hozy npenapara BUJIJIAPWUJI cneayet nmoadupaTh MHAUBUYATBHO B 3aBUCUIMOCTH OT

3¢ (HEKTHBHOCTH M TEPSCHOCUMOCTH.

Pexomenayemast no3a npenapara BUJIJJAPWJI 50 mr 1 unu 2 pasa B nenb. MakcumasibHas
CyTOYHas J03a npenapara cocrasiser 100 mr.

PexoMenayemas 103a mpemnapata B MOHOTEpAMH WM B COCTaBE KOMOMHUPOBAHHON TEPaIuu C
MeT(GOPMUHOM, THA3OIUIMHINOHOM WM WHCYIMHOM (B KOMOMHALIUU C METPOPMHHOM WM Oe3
metdopmuna), coctaBisietT SO mr uiau 100 Mr B CyTKH.

Pexomennyemas noza npenapata BUJIJIAPWUJI B cocTaBe nBOMHOI KOMOMHUPOBAHHOM Tepamnuu
¢ mpenaparaMu cynb(GOHMIMOYEeBHHBI cocTaBisieT S0 mMr 1 pa3 B cyTku yrpom. B 3Toii
NomyJsiuK nauueHToB 3¢ dextuBHOCTh NMpenapata BUJIJTAPWUJI B no3e 100 Mr B cyTku Obla
CXOJHOM ¢ TakoBOH B 7103€ 50 MI' B CYTKH.

PexomenoBanHas no3a npenapara BUJIJIAPUJI B coctaBe TpoitHON KOMOMHUPOBaHHON
Tepanuy (BUWIIATIUITHH + IPOU3BOAHbIE CYIb(OHUIMOYEBUHBI + MET(HOPMUH) COCTABIISIET
100 mr B cyTKH.

Ecnu nenu rivkeMuueckoro KOHTPOJIS He JOCTUTHYTHI Ha (pOHE IPUMEHEHUsT MaKCUMalbHOU
cytouyHoi 10361 100 MT, caeayeT paccMOTPETh BO3MOXKHOCTE J0OABIEHUS K Teparuu
npenapatoM BUJIJIAPUJI apyrux runorimkeMu4eckux MpenapaTroB, TAKUX, KaK METHOPMHUH,
IPOM3BOJIHBIE CYNIb()OHMIMOUEBUHBI, THAZ0JIUINHINOHBI WM UHCYIIUH.

Oco0ble TPVIIILI TAIMEHTOB

Ilayuenmvi ¢ napyuenuem GyHKyuy novex

VY nanueHToB ¢ HapyleHUueM (PYHKIIMH MTOYEK JIETKOU CTeNeHH (CKOPOCTh KITyOOUKOBOM
dunsTpanuu (CK®) >60 mu/mun/1,73 m2) u cpeaneii crenenn ¢ CK® 50-60 mn/mun/1,73 M2 He
TpeOyeTcst KOPPEKIIUHU peKrMa T03UPOBAHHMS ITperapaTta. Y ManrueHTOB ¢ HapylIeHueM (QyHKITHH

nouek cpenueit crernenu ¢ CK® 30-50 mn/mun/1,73 M? ¥ TSDKEJTON CTETeHN (CKD
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MAalMEeHTOB, HAXOIAIIMXCS HA TEMOIUAIN3€E WU POXOIAIIUX IPOLEAYPY FreMOIUaIn3a,
npenapar cieAayet NpuMeHaTh B 103e 50 mr 1 pa3 B CyTKH.

Jlemu

[IpumeneHnue BuAArIUOTHHA y 1eTeil 10 18 neT npoTuBonokasano. bezonacHocTh 1

3¢ (HEeKTUBHOCTh BUIIIATIIMIITHHA Y IETEH Ha TAaHHBI MOMEHT HE YCTAHOBJICHEI.

Tlayuenmwi noswcunoeo 6ospacma

VY nanueHToB MOKHIIOT0 BO3pacTa He TPeOyeTCsl KOPPEKIMU PeKrMa JI03UPOBAHUS Ipernapara
BUJIIAPUIIL.

Cnooco0 nnpuMeHeHus

Jo3zy 50 mr/cyT cneqyer npuHUMaTh | pa3 B AeHb yTpoMm, 103y 100 Mr/cyT creayer nenuTh Ha 2
npuema — 1o 50 Mr yrpom u BeuepoMm. B ciydae npomycka npuema npenapara ciaeyer IpuHSITh
IPOIMYIIEHHYIO 7103y KaKk MOXHO ckopee. IIpu 3Tom cienyer uzberarb NpUHATUS YABOSHHON
J103bl B OJIMH JI€Hb.

[Tpenapatr BUJIJIAPWJI npuHuMaioT BHyTph HE3aBUCUMO OT IpUEMa MHILH.

4.3. IIpoTHUBONMOKA3AHHS

- I'unepuyBCTBUTENBHOCTD K BUIIATIUIITUHY MITH K JIFOOBIM BCIIOMOTaTEIbHBIM
BEIIIECTBaM, [IEPEYHMCICHHBIM B pa3zene 6.1.

- bepemMeHHOCTD, rpy/IHOE BCKapMJIMBaHKE (B CBSI3M C HEIOCTaTKOM COOTBETCTBYIOILUX
JTAHHBIX ).

- Caxapwnbrii nuadet 1 Turma.

- OcTpblil MM XPOHUUECKUI MEeTabOIMUYEeCKH anu103 (BKiItoyas TuabeTnuecKuit
KETOAalU103 B COYETAaHUH ¢ KOMOI uin 6e3 TakoBoif). J[nabeTnueckuil keroanu03 10KEeH
KOPPEKTHPOBATLCS MHCYIUHOTepanuel. JlakraTanno3 (B TOM YUCIie M B aHAaMHE3e).

- Hapymenust pyHkuny neyeHuy, BKI0OYas MallMeHTOB C MOBBIILIEHHON aKTUBHOCTBIO
«T1eYeHOYHBIX» (hepMeHTOB (anannHaMuHoTpaHcdepassl (AJIT) nunu
acniapratamuHoTpaHcdepassl (ACT) B 3 u 6onee pa3 Bbllie BepxHel rpaHuiisl HopMbl (3XBI'H).
- Xpouunueckas cepaeunas HegocratouHocTh (XCH) IV ¢pynkumonansHoro knacca (PK)
10 (GyHKIHOHANBHO# Knaccudukamun Hpro-Mopkekoii KapIuoIorndeckoil acCcoruaim
(NYHA) (BBuay OTCYTCTBUS JaHHBIX KIMHUYECKHX HCCIEIOBAHUN O IPUMEHEHUN
BUJIIATJIMIITHHA y 9TOW I'PYyMNIIbI NAllUEHTOB).

- Hetckuii Bo3pact 10 18 et (3¢hekTHBHOCTS M 6€30MaCHOCTh MPUMEHEHHUS Tperapara
HE YCTAHOBJICHBI).

4.4. OcoOble ykazaHusl U1 MepPbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY

IIPUMEHEHNUN BUWJIJATJIUIITUHA Y IaHHOW KaTerOpUU OrPAHUYEHBI U HE MO3BOJISIFOT CHENIATh
OKOHYATEJIbHBIN BBIBOJ.

- VY nanueHToB ¢ TepMuHanbHOU craaueit XbII, Haxoasmmxcs Ha rTeMOAUaNu3€e Uik
MPOXOIAIIMX MPOUEAYPY FEMOAMAIN3A, TOCKOIBKY OIBIT IPUMEHEHUS BUJIIATIUIITHHA Y
JTAaHHOW KaTeropuu NallMeHTOB OTPaHUYECH.

— VY nanuueHToB ¢ OCTPhIM NAHKPEATUTOM B aHAMHE3E.

Oco0ble yKazaHus

B noxnuHMuYECKHX MCCIEN0BaHUAX MIPU IPUMEHEHUH B 103aX, B 200 pa3 npeBplIIatonmx
pPEKOMEH/IyeMbIe [T YelIoBeKa, MpenapaT He BbI3bIBAI HApYIIEHUH (pepTHILHOCTH.

[Tpu HeoOxomumocTu nHcymHOTepanuu npenapat BUJIJIAPUJI npuMeHSIOT TOJIBKO B
KOMOHMHAIMU ¢ UHCYTHHOM. [Ipenapar mpoTuBONoOKa3aH y NalMeHTOB ¢ caXapHbIM AruabeToM
1 Tuna unu 10 eyeHust IMabeTUYECKOro KeToalua03a.

Cepoeunas nedocmamouHocms

He pexomenayercs npumenenue BugarnunTiuHa y nannentoB ¢ XCH IV @K no
knaccudukanuu NYHA, BBUAY OTCYTCTBHSI TaHHBIX KIMHUYECKHUX MCCIEAOBAHUMN O
MPUMEHEHUU BUJIJATJIMIITUHA Y TTAIMEHTOB 3TOM TPYIIIIHI.

Hapywenus ¢pynkyuu nevenu

[TockonbKy B peIKUX Clly4asiX pU IPUMEHEHUHU BUIAATIUIITUHA OTMEYAIOCH TTOBBIILICHUE
AKTUBHOCTH aMHHOTpaHcepa3 (Kak IpaBuiio, 6e3 KIMHUYECKUX MPOSBICHUIA), TIepe]]
npumenenueM npenapara BUJIJIAPWJI, a Taxxke u peryaspHO B XOI€ TIEPBOTO rojia
npuMeHeHus npenapata (1 pa3 B 3 mecsiia), peKOMEHAYEeTCs ONpeaesTh OMOXUMHUYECKHE
nokazarenu GpyHkuuu nedeHu. [Ipu BeIsBICHUN MOBBIIICHHS aKTUBHOCTH aMUHOTpaHcdepas
CJIelyeT IPOBECTU IOBTOPHOE UCCIIEIOBAHUE C LIEJIBIO MOATBEPKACHUS PE3YJIbTATa, a 3aTEM
PEryJsipHO MPOBOIUTH OIpe/ieiIeHe OMOXUMUYECKUX MToKa3zaTened QyHKINN eUYeHu 10 UX
HOpMaJIM3aI1H.

Ecnu npessimenue aktusHoct ACT wnm AJIT B 3 i Gostee pas Boitiie BI'H noareepkaeHo
MOBTOPHBIM HCCJIEI0BAHUEM, MTPENapaT peKOMEHAYETCS OTMEHUTb.

[Tpu pa3BUTHM KENTYXU WIN APYTUX MPU3HAKOB HAPYIICHUs (PYHKIIUU MTeYeHU Ha (OHE
npumeHenns npenapara BUJIJIAPWIJT Tepanuto npenaparoM cienyeT HEMEJIEHHO MPEKPATUTb.
[Tocie HOpManM3anuu MoKa3aTese PyHKIIMN TIEYCHH JICYEHUE TTPenapaToM BO30OHOBIISTh
HEJb35.

T'unoenuxkemus

W3BecTHO, uTO MpenapaThl Cyab(HOHMIMOYEBUHBI MOTYT IPOBOLIUPOBATH PA3BUTHE

runornukemMud. CyliecTByeT puCK pa3BUTHUS THIIOTTIMKEMUN IIPU OJHOBPEMEHHOM IPUMEHEHUHU
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PaccMOTPETh BO3MOKHOCTh CHIDKEHUS JI03BI IPEMapaToB CYIb(HOHUIMOYCBUHBI C IICITBIO
MUHHUMH3UPOBATh PUCK PA3BUTHUS TUTIOTIIUKEMUHU.

Ocmpuii nankpeamum

[IprMeHeHre BUIIATIMIITHHA CBA3aHO C PUCKOM Pa3BUTHs OCTpOro nankpearura. Cuemyer
poruH(OPMUPOBATH MALMEHTA O CUMIITOMAX, XapaKTePHBIX JIJIs OCTPOro naHkpearura. [lpu
MOJIO3PCHHUH HA OCTPBIN MAHKPEATHT IIperapaT clieayeT OTMEeHUTh. He ciemyer BO30OHOBIATh
TEpaIuIo, eCH OCTPbIi MaHKpeaTUT ObLIT MOITBEPKICH.

BcnoMorarenbpHEIC BEIECTBA

IIpenapar cofepKUT B CBOEM COCTaBe JakTo3y. IlanmenTam ¢ penko BCTpevaromencs
HACJIE/ICTBEHHON HETIEPEHOCUMOCTBIO TaJIaKTO3bl, JSQHUIIUTOM JIAKTA3bI JIOTIAPEH HIIN TIFOK030-
rajJjakTo3HOM MajbaOcopOuueil He ciieyeT IpUHUMATh 3TOT Mpenapar.

4.5. B3aumopeiicTBHe ¢ JPYTMMH JIEKAPCTBEHHBIMH NPeNapaTaMM U Apyrue BUAbI
B3aMMOJEHCTBHSA

Bunparnuntus o61agaeT HU3KUM OTEHIMAIOM JIEKAPCTBEHHOI'O B3aUMOJICHCTBUS.
[TockonbKy BUIIIATIIMIITUH HE ABIAETCS cyOcTpaToMm gepmenToB nuroxpoma P450 (CYP), a
TaKXe He MHTUOUPYET U He HHAYLMPYET 3TU (PEepMEHTHI, B3aUMOICHCTBHE BUIIJIATTIUIITHHA C
JIEKapCTBEHHBIMU MperapaTaMu, KOTOPbIE ABJISIOTCS CyOCTpaTaMu, MHTUOMTOpaMH WU
unaykropamu P450 (CYP), manosepositHo. [Ipu olHOBpeMEHHOM NPUMEHEHUH BIIIJArIUITHH
TaKXe He BJIMSAET Ha CKOPOCTh META00IM3Ma IPENapaToB, ABJSIOMUXCI CyOcTpaTaMu
depmentoB: CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2EI u CYP3A4/5.
Knunndecku 3HauMMOT0 B3aMMOIEHCTBUS BUJIAMNIMIITHHA C IIpenaparaMu, HauboJiee 4acto
ucnoib3yemMbiMu nipu jedeHun CJ/12 (rmubeHkiaMu1oM, MUOTIUTa30HOM, MET(OPMUHOM) UITU
00J1aJaloIMMH Y3KUM TepaneBTUYECKUM JHara3oHOM (aMJIOJAUIIMHOM, TUTOKCHHOM,
pPaMHUITPUIIOM, CHMBAaCTaTHHOM, BaJICApTaHOM, Bap(haprHOM) HE YCTaHOBIIEHO.

Tuazuapl, TIIOKOKOPTUKOCTEPOU B, IPENapaTbl TOPMOHOB IUTOBUIHOM JKeJe3bl,
CUMIATOMHUMETUKH MOTYT CHUYKaTh THIIOTIIMKEMUYECKOE IeWCTBUE BUIIATJIMIITHHA, KaK U
JPYTUX NEPOPATBHBIX THIIOTTIMKEMUYECKUX MTPETIApaTOB.

YacToTa pa3BUTHsS AaHTMOHEBPOTUYECKOTO OTEKa ObLIa BBIIIE IPU OJJHOBPEMEHHOM ITPUMEHEHUN
BWIJIATJIMIITUHA C MHTHOWTOpPAMU aHTHOTEH3UHIIpeBpamaroniero pepmenta (AIID), mpu sTom
Obl1a CXOJIHOM ¢ TaKOBOM B KOHTPOJBHOM rpymmne. B GonpIHCTBE ciy4yaeB
AQHTMOHEBPOTUYECKUI OTEK OBbLI CpeIHEH CTENEHH TSHKECTH U pa3perancs CaMOCTOSATENBHO B
XO0/J1€ IPOAOJIKEHUS TEPAITNN BUJIIATJIUIITUHOM.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTDH U JIAKTAIUS

bepemeHHOCTD
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4yeM IpenapaT MPOTUBOIOKA3aH BO BpeMsl OEPEMEHHOCTU. B TOKIMHUYECKUX MCCIIEJOBAHUSIX
OblLi1a BBISIBJIEHA PENPOAYKTHUBHAS TOKCUYHOCTh IIPU IPUMEHEHUH B BBICOKHX 033X,
MOTEHUUAIbHBIA PUCK VISl YEJIOBEKA HEU3BECTEH.

Jlakranus

ITpenapatr BUJIJIAPWJI npoTHBoOIIOKa3aH B EpUOJ IPYJHOTO BCKAPMIIMBAHUS, IIOCKOJIbKY
HEU3BECTHO, IPOHUKAET JIM BWIJATJIUITHH B IPYJAHOE MOJIOKO Y YEJIOBEKA.

4.7. BiusiHde HA CIOCOOHOCTH YNPABJISATH TPAHCHOPTHBIMH CPeACTBAMH H PadoTaTh
MeXaHM3MaMH

HccnenoBanus BIMSAHUS BUIAATIUITHHA HA CIOCOOHOCTD YIPABIIATh TPAHCIOPTHBIMU
CpeACTBaMH MM paboTaTh C MEXaHU3MAaMHU HE MTPOBOIUIIHCE.

[Tpu pa3BUTHUHU TOJIOBOKPYKEHUS Ha (POHE MPUMEHEHUS Ipernapara rnainyueHTaMm He CIIeyeT
VIPaBISATh TPAHCIOPTHBIMU CPEJICTBAMU HIIM PabOTaTh C MEXaHU3MaMH.

4.8. Hexkes1aTelbHbIE peaKIUH

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[Tpu npuMeHeHNH BUJIAATIUITUHA B MOHOTEPANUY WM B KOMOUHAIIMH C APYTUMU IIpernapaTamMu
OOJIBIIMHCTBO HEKEIATEeNbHBIX PEaKIHid ObLITH c1a00 BhIpaKEHBI, IMEIIM BPEMEHHBIN XapakTep
U HE TpeOOBaM OTMEHBI Tepanuu. Koppensun Mex/ 1y 4acTOTOW HEXKENaTeIbHBIX PeaKInuit
(HP) u Bo3pacToM, mosioM, STHUYECKON MTPUHAIIICHKHOCTHIO, TPOIOJKUTEIEHOCTHIO
MPUMEHEHHUS WIH PEKUMOM JI03UPOBAHMSI HE BBISBJICHO.

YacToTa pa3BUTHS AaHTMOHEBPOTUYECKOTO OTeKa Ha (JOHE Tepanuy BUIAATIMITUHOM COCTaBIIsIa
>1/10000, <1/1000 (rpagarust «peako») u OblLIa CXOJHON C TAKOBOM B KOHTPOJBHOM TpyIIIeE.
Haubouee gyacTo ciryyan aHTHOHEBPOTHYECKOTO OTE€Ka OTMEYAINCH TIPU TIPUMEHEHUH TIperapara
B KOMOMHAIMK C MHTMOUTOpPaMU aHTMOTEeH3UHIpeBparatonero gepmenra (AIlD). B
OOJIBIIMHCTBE CITy4yaeB AaHTMOHEBPOTUUYECKHUM OTEK OBLI CpeTHEH CTENEeHNU TSXKECTH U
paspemiancsi CaMOCTOSITETIHHO B XOJ1€ TIPOJIOJKEHUS TEPAITMU BUIIJATITUIITHHOM.

Ha ¢one Tepanuu BUIIArIUIITHHOM PEAKO OTMEYATHCh HAapyIeHUs (QYHKIMH NeUYeHH (BKITI0Yast
rernaTuT) 6ECCUMITOMHOIO Te4eHus. B OONbIIMHCTBE Ci1y4yaeB JaHHbIE HAPYLICHUS U
OTKJIOHEHUS MoKa3aTesiell pyHKIUHU eYeHN OT HOPMBbI pa3pelItiIuch CaMOCTOATENbHO 0e3
OCJIOXKHEHHUH TIOCIIe TIPEKPAIeHHs Tepanuy rpernaparoM. [Ipyu npuMeHeHnN BIIIIATIAIITHHA B
no3e 50 mr 1 nnu 2 paza B CyTKH 4acTOTa yBEJIMYEHHS] aKTUBHOCTH «I1€4E€HOYHBIX» (DEPMEHTOB
(AJIT umu ACT >3xBI'H) cocrapmnsina 0,2 % wnu 0,3 %, cooTBETCTBEHHO (TI0 CPABHEHHIO C

0,2 % B KOHTPOJLHOM TpyMIe). YBEIMUECHHE aKTUBHOCTH «TI€UYEHOYHBIX» (PEPMEHTOB B
OOJIBITMHCTBE CITy4aeB ObLIO OECCHMITOMHBIM, HE TIPOTPECCHPOBAIIO U HE COTPOBOXKIAIOCH

X0JIECTa30M HJIN KENTYXOM.
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B npenenax xaxmou rpymisl opraios u cucreMm opranos HP nepeunciensl B nopsiake
YMEHBIICHHUS YaCTOThI BCTPEYaeMOCTH. B mpenenax kaxaoi Irpynsl 4aCTOTHl BCTPEYaeMOCTH
HP yka3aHbl B IOpsiIKE YMECHBIICHUS TSHKECTH.

J1J1s1 OLIEHKM YaCTOThI BCTPEYAEMOCTH HEXKENATSIbHBIX PEAKIMA UCTIONh30BAIMCh CIICTYIOIIHE
KpuTepuu: odeHb yacto (>1/10), wactro (>1/100, <1/10), mHewacto (>1/1000, <1/100), peaxo
(>1/10000, <1/1000), ouens peako (<1/10000), yacTora HeM3BeCTHA (MIOCKOJIBKY COOOIICHUS
MIOJIYYEHBI B JOOPOBOJIBHOM TOPSIIKE OT TOMYJISIIMH HEOMPEISIIEHHOTO pa3Mepa, JOCTOBEPHO
OIIPENICIIUTh YaCTOTYy Pa3BUTHA AaHHBIX HP He mpencTaBiiseTcsi BOSMOXKHBIM, B CBSI3U C YEM OHHU
KJIaccu(UIMPOBAHbBI KAK 4aCTOTa HEM3BECTHA).

HDI/I IIPUMCHCHUH BUWJIAATJIMIITHHA B MOHOTCPAIIuu

[Tpu npumeHeHnu BuigarmunTuHa B go3e 100 Mr B CyTKM 4acTOTa OTMEHBI TEPAlIUU B CBSA3H C
pa3BuTHEM HekenaTenbHbIX peakiuii (0,3 %) Obuta He BbIle TaKOBOH B rpymie miare6o (0,6 %)
vy nipenapata cpaBHenus (0,5 %).

Ha ¢one moHOTepanuy BuaaarmunTHHOM B 7103€¢ 100 MT B CyTKH 4acTOTa pa3BUTHUS
TUIIOTTIMKEMHUH 0€3 YBEJIMUEHUs CTEIIEHH TSKECTH coCTOsiHUS cocTaisina 0,4 %, 4ro
COIOCTaBHMO C IpernapaToM cpaBHeHus u mianeto (0,2 %).

Macca Tena He U3MEHSUIACh 110 CPABHEHUIO C HCXOJHON B KIIMHUYECKUX MCCIICAOBAHMIX, KOT/Ia
BuigarunTuH 100 Mr B CyTKH NpUMEHsUTH B KauecTBe MoHoTepanuu (—0,3 kr u —1,3 kr B

rpyniax BUIAArIIAIITUHA U rmaue6o, COOTBCTCTBGHHO).

Hugpexyuu u unsasuu

Ouenb penko WNHpexunn BepXHUX AbIXaTEIbHBIX IMyTeH, Ha30(hapuHTUT

HapymeHu;l Memaboauzma u NUmanus

Heuacto ['unmormikemus

Hapywenus co cmoponul Hepenoii cucmemvl
Yacro I'onoBokpyxeHUE

Heuacto T'onosHas 0oJb

JKenyoouno-kuwuieunvie HapyuieHus

Heuacto 3anop

Hapywenus co cmoponwl cocyoos

Heuacro [epucdepuyeckue oreku

Hapywenus co cmoponul mbluteunotl, ckeiemHou u COeOUHUMENbHOU MKAHU

Heuacto ApTtpairus

I[OJ'II‘ OCPOYHBIC KIIMHUYCCKUC UCCIICAOBAHUSA ITPOAOJKUTCIIBHOCTBIO 10 2 JIET HE BEHIIBUIIN
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PHUCKOB IIPU IPUMCHCHHUU BUJIAATrIMIITUHA B MOHOTCPAIIUU.

[Ipu npuMeHenny BumarmmnTiHaa B o3e 100 Mr B cyTKH B KOMOMHAIMHK ¢ MET(OPMUHOM

[Tpu npumeHennu BungaraunTuHa B 1o3e 100 mr/cyT B koMOMHAIUU ¢ METHOPMHUHOM WIIH
m1anedo B COUeTaHUU C MET(HOPMHUHOM CIIy4aeB OTMEHBI TEPAIlluU B CBS3H C Pa3BUTHEM
HE)KEJIaTEeJIbHBIX PEAKIMil HE 0TMEYAJIOCh.

[Tpu npumeHenun BugarmuntTyuHa B o3¢ 100 Mr B CyTky B KOMOMHAIMN C MET(HOPMHHOM
TUIOTIMKeMHs oTMeudanach B 1 % ciydaes (B rpymnime mianedo + MeThopMUH — HEYacTo

(0,4 %)).

B rpymnme npumeHeHus: BUIJArIUITHHA HE HAOII0IAI0Ch Pa3BUTHSI THIIOTIIMKEMHH TSHKETION
CTEIIEHHU.

Macca Tena He U3MEHSIACh M0 CPABHEHUIO C UCXOJHON B KIIMHUYECKHUX UCCIIEJOBAHUSIX TIPU
npuMeHeHnr KomOuHanuu Buiaarmuntuia 100 mr B cytku u merdopmuna (+0,2 kr u —1,0 kr B

rpynnax BUJIAAMIMIITHHA U IJ1a11e00, COOTBETCTBEHHO).

Hapywenusa memabonuzma u numanus

Yacto ['unormikemus

Hapywenus co cmopoHul HepeHou cucmembl
Yacto Tpemop, ronoBHas 601b, TOJIOBOKPYKEHHE

Heuacto IToBeIIeHHAsS YTOMJIAIECMOCTD

Kenyoouno-Kuueunvie HapyuleHus

Yacrto TomHoTa

Jlonrocpodnble KIMHUYECKUE NCCIIEIOBaHMS MIPOJIOJKUTENBHOCTBIO J0 2 JIET HE BBISIBUIIN
KaKHUX-JTMOO0 JIOTIOJIHUTENbHBIX OTKJIOHEHUH Npoduiist 6€301MacHOCTH UIIH HENpPeABHICHHBIX
PHUCKOB IIpU IPUMEHEHNUN BUJIIATJIMIITHHA B KOMOMHALIUU C MET(GPOPMHUHOM.

W3ydeHne npuMeHeHNs KOMOMHAIMY BUJIAArIUITHHA U METQPOPMUHA B KAUECTBE CTApPTOBOM
TEpanuy MpH caxapHoM Juadere 2 TUIa He BBISIBUIIO OTKIOHEHUH Mpoduis 0€30MacHOCTH WU
HEIPEABUICHHBIX PUCKOB.

HDI/I IIPUMCHCHUU BUWJIAATJIUIITHHA B J103€ 50 MF/CVT B KOM6I/IHaHI/II/I C ITIPOU3BOJHBIMH

CYIbOOHMIMOYEBHUHEI

[Tpu npuMeHeHNH BUIAATIUNTHHA B 03¢ 50 MI/CYT B KOMOMHAIIMY C TTUMEMHPUIOM YacTOTa
OTMEHBI TepaIiy B CBSI3U C pa3BUTHEM HEXeNaTeNbHBIX peakiuii cocrasisiia 0,6 % (mo
cpaBuenuto ¢ 0 % B rpyrme rmuMenupua + miamnedo).

Yacrota Pa3BUTHA TUIIOTTIMKEMUH Y ITALIUCHTOB, IMOJTYYAaBIINUX BUJIAATJIUIITUH B 103€ 50 MF/CYT

BMECTE C MIMMENUPUAOM, cocTaBuia 1,2 % (mo cpaBaenuro ¢ 0,6 % B rpymnme miamnedo +
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rmMenupua). B rpymnmne npuMeHeHrs BIIIIATIAIITHHA H%ﬁﬂ%gg@h (1C Tb 0008)

TUIIOTJINKEMUH TSOKEJIOH CTEIEHU.
Macca Tena He U3MEHsIIACh 110 CPABHEHUIO C UCXOJIHOM B KIIMHUYECKHUX MCCIIEAOBAHUSX, KOTIa
BUJIJATIMIITAH B 103¢ 50 Mr ouH pa3 B CyTKH n06asisuid K rimuMenupuay (—0,1 kr u —0,4 kr B

I'pyliax BUJIIAArJIUIITUHA U nnaue6o, COOTBCTCTBGHHO).

Hugpexyuu u unsasuu

OueHb peniko Hazodapunrur

Hapywenusa memabonuzma u numanus

Yacto T'unornmukemus

JKenyoouno-kuweunvie HapyueHus

Heuacrto 3anop

Hapywenus co cmoponul nepenoii cucmemul

Yacto Tpemop, ronoBHas 601k, TOJIOBOKPYKEHHUE, ACTECHUS

[Ipu npuMeHEeHNH BUIAArJuITHHA B J1o3¢ 100 MI B CYTKH B KOMOMHAIIMH ¢ THA30JMIMHINOHOM

[Tpu npumeHennun BugarmuntTuHa B 7o3e 100 Mr/cyt + THa3omuanHANOH U TU1anedo +
THUA30JIMIUHNOH CITy4aeB OTMEHBI TEPANHNH B CBS3HU C PAa3BUTHUEM HEXKEIATEIIbHBIX PEaKIui HE
O0TMEYaJIOCh.

[Tpu npumeHeHnu BunAaraunTuHa B 103 100 Mr B CyTKH + MHOTIMTAa30H OTMEYANIOCh Pa3BUTHE
runornukemun B 0,6 % cirydaes, a y MalMeHToB, MOMyYaBIINX I1anedo + MHOTIUTa30H, — B
1,9 % ciygaeB. B rpyrmie npuMeHeHNS BIIAATIUIITHHA HE HAOIIOJAIOCh Pa3BUTHS
TUINIOTJIMKEMUH TSHKEJION CTENEeHHU.

B uccnenoBanuy npuMeHeHUs BUIIANIMIITHHA B KAYECTBE AOTIOIHUTEIBHOM Tepanuu K
MUOTJIMTA30HY a0COMOTHOE YBEIHMUEHUE MACChl Tella B TPYIIIe Mane0o U BUIAArIunTHHA

100 mr B cyTkH coctaBuiio 1,4 u 2,7 KT, COOTBETCTBEHHO.

[Tpu no6aBnenuu BuagaraunTrHa B 103¢ 100 Mr B CyTKHM K TUOTJIMTA30HY B 03¢ 45 Mr/CyT
4acToTa pa3BUTUA MepU(epuIecKux 0TeKOB cocTanisiia 7 % (mmo cpaBHeHuto ¢ 2,5 % Ha hoHe

MOHOTCPAIINU HI/IOFJ'II/IT8.3OHOM).

Hapywenus co cmoponwl cocyoos

Yacro [epucdepuyeckue oreku

Hapywenus memabonuzma u numanus
Yacto VYBeauueHne Maccel Tena

Heuacto T'unornmukemus

Hapywenus co cmoponul HepéHoll cucmembl
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Heuacto I'onosHas 6016, acTeHUs

[Ipy npuMeHEeHNH BUJIJArJIMITHHA B J103¢ S0 Mr 2 paza B CYTKH B KOMOUWHAIIUU C HWHCYJIIMHOM

(c MmerhopMuHOM WK O€3 HEro)

[Tpu npuMeHeHnu npenapara B KOMOMHAIMK C MHCYJIMHOM (B KOMOWHAIMK ¢ MET(HOPMUHOM HITH
0e3 MeTgopMUHa) YacTOTa OTMEHBI Tepanuu BeieacTBue pa3sutus HP Ovuta pasna 0,3 %, B
rpynme Tepanuy BIIJATJIUITHHOM, B TPYIIE MIanedo ciiy4aeB OTMEHbI Teparuu He ObLIO.

[Tpu npumMeHeHnH mpenapaTa B KOMOMHAIIMU C UHCYJIMHOM (B KOMOMHAIIMK ¢ METPOPMUHOM UITU
6e3 MeT(hopMIHA) HE OTMEYAJIOCh YBEITHMUSHHSI PHCKA Pa3BUTHS TUIIOTTTUKEMHH IO CPABHEHUIO C
KoMOuHarmel miarebo + nncynut (14 % B rpynne sungarimuntiaaa U 16,4 % B rpymme
miane6o).

VY 2 manueHToB B rpyIie BIIJATTUNTHHA U y 6 MallMEeHTOB B TPYIINE Mianedo pa3Buiach
TUTOTJIMKEMHUS TSDKEJION CTETICHH.

Ha momeHT 3aBepiieHus HCClieJOBaHUS pernapaT He OKa3bIBaMI BIMSIHHAS Ha CPETHIOI Maccy
Tena (Macca Tena yBenuumiach Ha +0,6 Kr 1o CpaBHEHHUIO C UCXOJAHOMW B IPYIIE BUWIAATJIUIITUHA,

a B TpyIIIe m1anedo ocTanach HEM3MEHHOI).

Hapywenus co cmoponul nepenoii cucmemvl

Yacto TI'onoBHas 6016, 03HOO

Kenyoouno-Kuuleunvie HapyuleHus
Yacro TourHoTa, ractpos3odareaabHbid pedIroKc

Heuacro Junapest, MeTeopusm

Hapywenusa memabonuzma u numanus

Yacto ['unmormikemus

HDI/I IIPUMCHCHUU BUWJIAATJIUIITHHA B 103€ 50 mr JiBa pa3a B JICHb B KOM6I/IHaHI/II/I C IpfénaparaMu

CYIbMDOHMIMOYEBHUHBI 1 METHOPMHUHOM

Cny4aeB oTMeHBI Ipenapara, cBsi3aHHbeIX ¢ HP B rpynne koMOMHUpPOBaHHOM Tepanuu
BIWJIJIATJIMIITUHOM, MET(OPMUHOM M TMNIMMENHUPHUIOM, OTMEUEHO He Obu10. B rpymmne
KOMOMHHMPOBAHHOMW Tepamuu 1ianedo, MeTGOPMUHOM U TTIUMENUPUIOM YaCTOTa OTMEHBI
npenapara, cBsizannoi ¢ HP, cocrasumna 0,6 %.

['mnornukeMust oTMedanach 4acTo B ooenx rpynnax (5,1 % B rpymnmne KoMOMHUPOBAHHOMN
Tepanuy BUIAAMIMITUHOM, METGOPMUHOM U TauMenupuioM u 1,9 % B rpynme
KOMOMHHMPOBAHHOW Tepamnuu 1ianedo, METpOPMUHOM U TIUMenupuom). B rpymme
BUJIIATJIMIITHHA OTMEUYEH OAMH SMU30/ TUIOTIMKEMHH TSXKEJION CTETIEeHH.

Ha moMeHT 3aBCPIICHUA UCCIICIOBAHNA 3HAYUMOTI'O BIIMSHUS HAa MACCy TCJIa BBIAABIICHO HC OBLIIO
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Hapywenus memabonuzma u numanus

Yacto T'unornukemus

Hapywenus co cmoponul HepaHoii cucmemul

Yacro ['osoBOKpyKEHUE, TPEMOD

Hapyweﬁuﬂ CO CIMOPOHbBL KOJHCU U NOOKOJCHBIX MKAHEl

Yacto lMunepruapos

Obwue napywenus u peakyuu 8 mecme 86e0eHus

Yacrto Actenns

ITocTperucTpalliOHHLIC MCCICIOBAHUS

Bo Bpems npoBeneHus IOCTPEruCTPallMOHHBIX UCCIIEJOBaHUM ObLIIN BBISBIIEHBI ciaenytoniue HP
(TTOCKOJIBKY COOOIIEHHSI OTY4YEHBI B JOOPOBOJILHOM MOPSAAKE OT MOMYJISAIINH HEOIPEIEIEHHOTO
pa3Mepa, JOCTOBEPHO OIPENEIUTh YaCTOTy pa3BUTHs JaHHBIX HP He mpencrasisercs
BO3MOYKHBIM, B CBSI3M C U€M OHU KJIACCU(PHUIMPOBAHBI KAK «4aCTOTa HEU3BECTHAY).
Kenyoouno-kuweunvle Hapyuienus: 4acTOTa HEU3BECTHA — IAHKPEATHUT.

Hapywenus co cmopoHbl neuenu u Jcendesbigo0sauux nymeti. 4acToTa HEM3BECTHA — FelaTUT
(pa3peLMBILUICS CaMOCTOSTENBHO I10C]IE OTMEHBI JIEKAPCTBEHHOT'O TIpernapaTa), OBbIILIECHHE
AKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB (pa3pelnBLIEecs: CAMOCTOSTEIbHO IOCIE OTMEHBI
JIEKapCTBEHHOTO IIpenapara).

Hapywenus co cmopoHbl Mblule4HOU, CKeIeMHOU U COeOUHUMENbHOU MKAHU. YaCTOTa
HEU3BECTHA — MUAJITHUA.

Hapywenus co cmopoHbl Kodicu u NOOKONHCHBIX MKaHel: YaCTOTa HEU3BECTHA — KPAaIIMBHUIIA,
9KC(HOIMATUBHOE U OYyJUIE3HOE MOPAXKEHUs KOXKH, BKJItOYasi OyJUIe3HbIN eMpUTron 1, KOKHBIN
BaCKYJINT.

Coo0111eHne 0 HeXKeNaTEIbLHBIX PEAKIIHIX

BaxxHo coo01maTh 0 M0J03peBaeMbIX HEKENATEIbHBIX PeaKUsaX M0CIe perucTpanun
JIEKapCTBEHHOTO Mpernapara ¢ LeIblo 00ecreueHus] HeIPEePbIBHOIO MOHUTOPUHIA COOTHOILICHHSI
«T10J1b3a — PUCK» JIEKaPCTBEHHOI' 0 IpenapaTta. MeAUIIMHCKUM pabOTHUKAaM PEKOMEHyeTCs
€000111aTh O JHOOBIX MOJ03PEBAEMBIX HEXKENATEeNIbHBIX PEaKUsiX JIEKapCTBEHHOIO IpernapaTa
yepe3 HallMOHAJIbHbIE CUCTEMbI COOOIIEHHSI O HeXeNaTebHBIX PEaKIMsIX rOCy1apCTB — YWICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr'0 COI03a.

Poccuiickas ®@eoepayus

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpaneHus: Poccuiickoit deneparim

Anpec: 109012, r. MockBa, CrnaBsiHCKas TUIOIIa b, a. 4, cTp. 1
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Tenedon: +7 (800) 550-99-03 (MOCNEOQBATENEHOCTE 0008)

DnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caitt: www.roszdravnadzor.qov.ru

4.9. Ilepeno3upoBka

CuMnOTOMBI

BunparnmunTiH XOpOIIo MepeHOCUTCs PU MPUMEHEHUH B 7103€ 710 200 Mr/cyT.

[Tpu npumeHenun npenapata B g03e 400 Mr/cyT MokeT HabII0JaThCsl OOJIb B MBIIIIAX, PEIKO —
JIETKHE U TPAH3UTOPHBIE MMAPECTE3UH, JIMXOPAIKA, OTEKH U TPAH3UTOPHOE MOBBIIICHUE
akTuBHOCTH Jinuma3sl (Beiie BI'H B 2 pa3za). [Ipu yBennueHuun 10361 BIUIIATJIMIITHHA 10

600 mr/cyT BO3MOXHO pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOXKIAIOIINXCS MAPECTE3UAMH U
MOBBIIIEHUEM aKTUBHOCTH KpeaTHH(]ochokmHasbl, C-peakTUBHOTO OeJIKa U MUOTJIO0MHA,
aktuBHOCTH ACT. Bce cumMnTOMBI Iepe1o3upOBKU U U3MEHEHUs 1a00paTOPHBIX IOKa3aTenen
00paTuMBbI IOCIIE IPEKpaIleH!s IPUMEHEHUs Mpenapara.

Jleuenue

BriBeienue npemnapara u3 opraHu3mMa ¢ IOMOIIBIO UaIH3a MATOBEPOSTHO. OJJTHAKO OCHOBHOM
rUpoInu3HbIN MeTabonuT BuiaarunTiHa (LAY 151) Mmoxer ObITh yaneH U3 opraHusma 1nyreM

reMmoauainsia.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. @apmakoauHaAMHUYecKHe CBOiicTBA

®dapMakoTepaneBTUYECKas TPYIIa: CPeACTBA IS ISYSHUS CaXapHOTo 11adeTa;
TUTIOTIMKEMHYECKHE CPEJICTBA, KPOME MHCYJIIMHOB; MHTHOUTOPHI TUTICHTHIXICITH 1361 -4
(JAII1-4).

Kon ATX: A10BHO02.

MexaHN3M e CTBUS

BunarnunTtus, Kak NpeacTaBUTENb KI1acca CTUMYJIATOPOB OCTPOBKOBOIO aIlliapara
MOJIKEITYI0YHOM JKeJIe3bl, SIBJISETCS MOILIHBIM U CEJIEKTUBHBIM HHTHOUTOPOM
munentuauinentuaasbi-4 (JI1I1-4), ynydmaromum raiukeMudeckuii KOHTpob. MHrubupoBanue
BuiarauntuHoM JI1I1-4 npuBoAXT K yBeNHYEHHIO 6a3aJIbHOTO U MOCTIIPaHIMAILHOTO
SHIOTE€HHOI'0 YPOBHS HHKPETUHOBBIX TopMOHOB ['TIII-1 (Tmrokarononono6usiit nentun 1) u
['UII (rnrox0303aBUCUMBINA HHCYJTHMHOTPOITHBIHN MOJUIIENITH).

dapmakoguaamMuyeckue d3PHeKTol

ITpu npumenenny BunAarnunTiHa B 1o3e 50—100 Mr B CyTKM y MalIUEHTOB C CaxapHbIM
nuaberom 2 tuna (C/] 2 Tuna) otMedaeTcs yayulieHne QyHKIUU B-KJIETOK MOKeNy104YHOM

JKECIIC3bI.
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y murg 6e3 CJ1 2 tuma (c HopManbHOW KOHIIEHTPAIIMEH TIIOKO3bI B TUIa3Me KPOBH) BHJIIATTUITHH
HE CTUMYJIUPYET CEKPELUI0 UHCYIMHA U HE CHU)KAET KOHLIEHTPALUIO TJIIOKO3bI.

[ToBblimas koHueHTpamuio 3uaorensoro I'TI-1, BungaraunTuy yBe1m4uBaeT
YYBCTBUTEIHHOCTD 0-KJIETOK K ITFOK03€, YTO MPUBOJAUT K YAYUIICHHUIO TII0KO303aBHCUMOM
pEryJIiLiuy CeKpeluu rirokarona. CHuKEeHHE MOBBIIIEHHONW KOHIIEHTPALMU TJIF0OKaroHa BO BpeMsi
€/lbl, B CBOIO OYEpE/b, BHI3BIBAET YMEHBIIEHUE HHCYJINHOPE3UCTEHTHOCTH.

VYBenuueHue COOTHOIICHUS MHCYJUH/TIIIOKAaroH Ha (pOHe TUIepriIuKeMuu, 00yCIOBICHHOE
noBbIienreM KoHeHTpauu ['TIIT-1 u I'UII, BeI3pIBacT yMEHBIICHUE MPOTYKIIMH TIFOKO3BI
[IEYEHBIO KaK BO BPEMs, TaK U IOCJIE PUEMa MUIIY, YTO IPUBOJUT K CHXKEHUIO KOHLEHTPaLUu
[JIFOKO3BI B I1JIa3M€ KPOBH.

Kpowme Toro, Ha (hoHEe MpUMEHEHHSI BUIIIATTUNTHHA OTMEUYACTCSI CHUYKEHUE KOHIICHTPAIUU
JUMNHIOB B IUIa3Me KPOBHU MOCIIE MpUeMa MHILHU, OJHAKO 3TOT 3((EKT He CBSA3aH C €ro
neiicreuem Ha ['TII1-1 wu TUI u ynydmenneM GyHKIIMA OCTPOBKOBBIX KJIETOK
MOJKEITYT0YHOM kene3bl. M3BecTHO, uTo nosblienre koHeHTpanuu I'TII-1 moxxer npuBoauTh
K 3aMeJIJICHHUIO OMTOPO>KHEHUS eIy IKa, OJIHAKO Ha (JOHE MPUMEHEHHUS BUIaTJIUIITHHA
noao0Horo 3¢ dexTa He Habro1aeTCs.

[Tpu npumenenuu BunAarmunTuHa y 5795 nanuentos ¢ C/] 2 tuna B TeueHue 52 Henenb B
MOHOTEpAINU WM B KOMOMHALUHU ¢ METPOPMHUHOM, TIPOU3BOTHBIMH CYJIb()OHIIMOYECBHHEI,
TUA30JIUIUHANOHOM, UM UHCYIMHOM OTMEYaIOCh JOCTOBEPHOE JAIUTEIBHOE CHIYKEHUE
KOHIIEHTPALUH IIHKUpoBaHHOTrO remMoriaoonHa (HbAlc) u rimoko3bl KpoBH HATOIIAK.

[Tpu npumMeHeHNH KOMOMHAIMY BUJIAArJIUITHHA U METQOPMHUHA B KaU€CTBE Ha4aJIbHOU Tepanuu
y naruenToB ¢ C/] 2 tumna B TeueHue 24 Heenb 0TMEUAIoCh 10303aBUCUMOE CHUKEHUE
koHueHTpauun HbAlc B cpaBHeHUU ¢ MOHOTepanuel JaHHbIMU NipenapaTamu. Cirydan
pPa3BUTHUSA THIOTIIMKEMHUH OBLITM MUHUMAJIBHBI B 00€UX TPYITaX Teparui.

[Tpu npumeHeHun BunAaraunTuHa B 1o3¢ 50 Mr 1 pa3 B CyTKU B TeueHHE 6 MECSIIEB Y
nanuenToB ¢ CJ] 2 Tuna ¢ HapynieHneM (PyHKIIMU TTOYEK Cpe/iHel (CKOPOCTh KITyOOUKOBOM
dumsrpamun (CK®) >30, <50 ma/mun/1,73 M%) um txenoit (CKD <30 mn/mun/1,73 M)
CTETEHU OTMEUaJIOCh KIIMHUYECKH 3HaUuMMoe CHIKeHHe KoHIeHTpaun HbA 1c no cpaBHeHuto ¢
rwiane0o.

[Tpu npumMeHeHnH BUIAArIUNTHHA B 03€ 50 Mr 2 pa3a B CyTKM B KOMOMHAaLUHU c/6e3
MeT(opMUHA U HHCYTHHOM (cpeassist 1o3a 41 EJI/cyT) ObII0 MpoIeMOHCTPUPOBAHO CHIKEHUE
nokazaresnst HbAlc na 0,77 % ot ucxoaHoro cpeanero 31aueHus 8,8 % co cTaTUCTUYECKH
JIOCTOBEpHOM pazHuLei ¢ mianedo 0,72 %. YacToTa rUNONIMKEMHUH B TPYIIE BIIIJATIUNTHHA

CpaBHMMa C TaKOBOM B rpymmne mianedo. [Ipu npumenennn BuiaarnuntuHa B 1o3e 50 mr 2 paza
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MOKa3aHO CTaTUCTUYECKH 3HaUnMMoe cHIbKeHue ypoBHs HbAlc na 0,76 % ot ucxonHoro
cpenHero 3HadeHus 8,8 %.

5.2. ®apMaKkoKUHeTHYECKHE CBOHCTBA

AOGcopOuus

[Tpu nmpueme BHYTPh HATOIIAK BIJIJATIUNTHH OBICTPO BCACKIBACTCS, & €T0 MAKCUMAIIbHAS
KOHLeHTpauus B 11a3me KpoBHU (Cmax) focturaercs uepes 1,75 yaca nocne npuema. [Ipu
OJIHOBPEMEHHOM IMpUEMe C MUIIEH CKOPOCTh aOCOPOLINY BUIIATIMIITUHA CHIYKAETCS
HE3HAYUTENbHO: OTMeYaeTcsl ymeHbllleHuEe Cmax Ha 19 % 1 yBennueHne BpEMEHH €€ TO0CTHKEHUS
10 2,5 wacoB. OJTHAKO IPHEM UM HEe OKA3bIBACT BIMSHUS HA CTETICHb a0COPOLINY U TIOIIA T
1oJ KpuBoil «koHueHTpauusa-spems» (AUC).

Bunparnuntun ObICTPO BCachIBaeTCs, a €ro a0COMI0THAS OMOJOCTYITHOCTh MOCHE IpUeMa BHYTPb
coctaBisieT 85 %. Cmax 1 AUC B TepaneBTHUECKOM AHaIia3oHe 103 YBEIUYUBAIOTCS TPUMEPHO
MPOMOPIIMOHAIBHO J03€.

Pacnpenenenne

CreneHb CBsA3bIBaHMSI BUWIATTUITHHA ¢ OeIKaMu 11a3Mbl KpoBU HU3Kas (9,3 %). Bunnarnuntun
pacnpezenseTcss paBHOMEPHO MEXAY IJIa3MOi KpOBHU | pUTporuTamu. Pactipenenenue
BIWJIJIATIIUIITHHA IPOUCXOIUT, MPEIIOI0KHUTEIBHO, SKCTPABACKYISIPHO, 00BEM paclipeieieHus B
PaBHOBECHOM COCTOSIHUU 110CJI€ BHYTpUBEHHOr 0 BBeaeHUs (Vss) coctasisier 71 1.

BI/IOTDaHCd)ODMaHI/IH

OCHOBHBIM IIyTEM BBIBE/ICHUS BUIIJJArIMIITHHA sIBIsieTCs OuoTpaHcopmanus. B opranusme
yesnoBeka 69 % nmo3bl mpenapara noasepraercs ouorpancpopmannn. OCHOBHONW METa0OJIUT —
LAY151 (57 % no3sl) hapMakoJOruIecKd HEAKTHBEH M SBJISICTCS TPOJTYKTOM THIPOIIH3a
uaHo-koMmoHeHTa. Okoino 4 % 1036l penapaTa Mo ABepraroTcs aMUIHOMY THAPOIIU3Y.

B noknmHMYEeCcKHX MccaeI0BaHUAX oTMedaeTcs nojoxurenbHoe BausHue JAI111-4 na ruaponus
BWIIATTIMIITAHA. BunparmunTue Metaboim3upyercst 0e3 ydacTus u30pepMEeHTOB IIATOXPOMaA
P450. Bunnarnuntun He asnsercs cyoctparom uzopepmenton P450 (CYP), e unrubupyer u
HE UHAYIUpYyeT n3opepMeHThl nutoxpoma P450.

DJIMMUHALNS

[Tocne mpuema npemnapara BHyTpb 0K0JI0 85 % /103bI BIBOAUTCA MOUKkamMu U 15 % — uepes
kumrevHuK. [Touednast sKckperys HeM3MEHEHHOTO BUWIATIUITHHA cocTaBisieT 23 %. [lpu
BHYTPUBEHHOM BBEJICHUU CPEIHUN NIEPUO/I MOITYBBIBECHUS JOCTUTAeT 2 YacoB, OOLIHIA
IUIa3MEHHBINA KIMPEHC U MOYE€UYHbIN KIMPEHC BUIJArIUIITUHA COCTaBIsoT 41 j1/9 u 13 11/y,
cootBeTcTBeHHO. [leproa momyBwiBenenus (T72) mocne nmprema BHYTPh COCTaBIISIET OKOJIO

3 4acoB, HE3aBUCUMO OT O3
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2026 Nz 5141
(NOCNEQCBATENEHOCTE 0008)

dapMakOKMHETHKA B 0COOBIX ciayyasax

Tayuenmul noscunoeo 6ospacma (65 rem u cmapuie)

Y 310pOBBIX MOXKWIBIX JroAeH (>70 ner) obmiee Bo3neicTBue BugarauntiuHa (100 Mr oqus pas
B CYTKH) YBEJIUYUBAIOCH Ha 32 %, PU 3TOM MHUKOBAasi KOHLIEHTPAIUs B I1J1a3Me KPOBU
yBenuuuBaiach Ha 18 % mo cpaBHEHHUIO C MOJIOIBIMHU 310poBbIMH 0 bMU (18—40 net). Tem He
MEHEe 3TH U3MEHEHUS HE CYMTAIOTCS KIIMHUYECKU 3HaunMbIMU. MHrnouposanue JAI111-4
BUJIIATJIMIITHHOM HE 3aBUCHUT OT BO3pacTa MAallMEHTa B IPEJeiax UCCIEA0BaHHbBIX BO3PACTHBIX
rpym.

Ileyenounas neoocmamournocmo

VY manueHToB ¢ HapyleHueM (pyHKIIMH MeYeHH JIETKON U cpellHel creneneit Tsokectu (6-9
OasioB o mkane Yaina-11s10) nocine ogHOKpaTHOrO MPUMEHEHHUS IIpernapaTa 0TMEYAeTCs
CHI)KEeHHE OMoocTynmHOCTH BunarnuntuHa Ha 20 % u 8 %, cooTBETCTBEHHO. Y MAIIMEHTOB C
HapylieHueM QyHKIUU nedeHu Tspkenoi crenenu (10—12 6amnos no mikane Yaitng-I1sio)
OMOOCTYIMHOCTh BUJIJIATIMIITHHA MOBbIIIaeTcs Ha 22 %. YBenuueHue Wik yMEeHbIIEHUE
MaKCUMaJIbHOM OMOJOCTYITHOCTH BIJIIATIMITHHA, HE npeBbiatomiee 30 %, He aBiseTcst
KIIMHUYECKH 3HaUMMbIM. Koppemsiun Mexxy CTEeNeHbIO TSKeCTH HapylleHuH (GyHKIUHY eYeHU
1 OMOJOCTYIMHOCTBIO IIperapara He BBISIBICHO.

Tloueunas nedocmamounocmo

VY nmanueHToB ¢ HapylieHueM (PYHKITUU TTOYeK JIETKOU, cpenHen uimu Tsokenon crenenn AUC
BUJIIATJIMIITHHA YBETUYUBAIIACH TIO CPABHEHHIO CO 3J0POBBIMU J0OpoBosbliamu B 1,4, 1,7 u

2 paza cootBeTcTBeHHO. AUC metabonurta LAY 151 yBenuuuBanace B 1,6, 3,2, u 7,3 pasza, a
metabonura BQS867 —B 1,4, 2,7, u 7,3 pa3za y naiueHTOB ¢ HapyIeHueM QyHKIIUH TOYEK
JIETKOM, CpeTHEH U TSAXKeNIol cTerneHel COOTBETCTBEHHO. OTpaHNYeHHbIE JaHHbIE Y MAIUEHTOB C
TEPMHUHAILHOM CTaJNel XpOHNYECKOH O0Ie3HH MOYEK YKa3bIBAIOT HA TO, YTO MOKA3aTeNN
JTAHHOMW TPYIIIBI CX0KH C TAKOBBIMHU Y MAIIMEHTOB C HApYIIeHHEM (DYHKIIUU MOYEK TAKEIOM
crenenu. Konnentpanus merabonura LAY 151 y manmenToB ¢ TepmuHanbHOU ctagueit XBbI1
yBEJIMYUBaIach B 2—3 pasa 110 CpaBHEHUIO C KOHIIEHTpAIMel Y MallueHTOB C HAPYILIEHUEM
GbyHKIIMY MOYeK Tsbkenor creneHu. [Ipu mpumMeHeHnn mpemnapaTa y MallueHToB ¢ HapyIIeHUEM
(GYHKIIH TOYEK MOXKET MOTPeOOBATHCS KOPPEKIIHS T03bI.

BriBeienre BUAArIUMNTHHA TPU FEMOJUANIN3E OrpaHUYEHO (Yepe3 4 yaca 1ocje OJHOKPAaTHOTO
npuemMa coctaBisieT 3 % mpu JUIMTETBHOCTH TIpolieyphl 6oiee 3—4 dacoB).

Iemu

dapMaKOKHHETUYECKHE 0COOCHHOCTH BUIAATIMIITHHA y JETei U OJIPOCTKOB Mutajiie 18 jer He

YCTaHOBJICHBI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2026 Nz 5141

6. DPAPMAIIEBTUYECKHUE CBOICTBA (MOCTIEQOBATENEHOCTS 0008)

6.1. IlepeyeHb BCIOMoOraTeIbHbIX BellIeCTB

[ennron03a MUKPOKpUCTAIIMYECKAS

JlakTo3a 6e3BoHAs

Kapbokcumeruiakpaxman HaTpust

Marnus creapat

6.2. HecoBMeCTHMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

2 roza.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUHU

[Tpu Temnieparype Huxe 25 °C B OpUrHHANBHON yIIaKoBKe (OJIMCTEp B MayKe Wi OaHKa B MAYKe)
JUTSL 3aIIMTHI OT CBETA.

6.5. Tum u conep:kaHue ynakoBKu

ITo 7, 10, 14 TabneTok B KOHTYPHYIO SYEMKOBYIO YIIAKOBKY U3 IUIEHKH [TOJIMBUHUIXJIOPUIHON U
(b oIy aTIOMHHUEBOM MeuaTHOH akupoanHo, ieHku [IBX/TIBAX/TIBX v
[MIBX/TIXT®D, unu Gponabru anroMUHHEBOW MHOTOCIOMHON U ()OJIBIH aTIOMUHUEBOM MeYaTHON
JIAKUPOBAHHOM.

[To 30 wim 50 TabneTox B GaHKY MOJIMMEPHYIO U3 MOJUIPOINUIICHA WIH IMOTUITHIIEHa HU3KOTO
JABJICHUSI, YKYTIOPEHHYIO HATATHUBAEMOMN WJIM HABUHYMBAEMOW KPBIIIKON TOJTUMEPHOM JIJ1s
JIEKaPCTBEHHBIX CPEJICTB U3 MOJIMIIPONIAIIEHA WU MOJIUATUIIEHA HU3KOTO IaBIEHUS C KOHTPOJIEM
MIEPBOr0 BCKPBITHSI UM 0€3 HETO, C YIUIOTHSIOLIUM 3JIEMEHTOM WM 0€3 Hero.

Ha 6aHky HakIeuBaIOT AITUKETKY CAaMOKJIESIIYIOCS.

Kaxnyro 6anky mnu 2, 4, 8 uinn 12 KOHTYpHBIX SYEHKOBBIX YIAKOBOK C MHCTPYKIIUEH 10
MEIUIUHCKOMY MTPUMEHEHHIO (JIMCTKOM-BKJIAJIBIIIEM ) TIOMEIIAIOT B MTAYKy U3 KapTOHA.

6.6 Oco0ble MepbI NPEAOCTOPOKHOCTH NMPH YHHYTOKEHUHU UCTIOTb30BAHHOIO
JIEKApPCTBEHHOI'0 MpenapaTa UM 0TX0/0B, II0JIy4YeHHbIX N0c/ie IPMMEeHeHHUs
JICKapCTBEHHOI'0 Mpenapara, 1 Apyrue MaHUIyJIs MU ¢ PenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

JIto60€e KOMYEeCTBO HENCIIOIb30BAHHOTO Mpernapara WK pacxXoAHble MaTepHalIbl JOJIKHBI
YHUUTOXKAThCS B COOTBETCTBUU C YCTAHOBJICHHBIMU HAallMOHAJILHBIM 3aKOHOAATEIHCTBOM

TpeOOBaHUSIMHU.

7. AEPKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
o 1.3.:.’_‘:- 2026 N2 5_141 )
O61IECTBO C OPaHUYEHHON OTBETCTBEHHOCTBIO Bendapv) FOHG “BEL DR M Y002)

124460, r. MockBa, BH.Te€p.I. MyHULIMNIAIBbHBIN OKpYr CHUIMHO, T. 3eI€HOrpal, IPOCIEKT
['enepana Anekceesa, 1. 50
7.1. IlpeacraBuTe b AeprKaTeJisi perHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccniickas @enepanys

OO0111ecTBO ¢ OTPaHUYECHHON OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-M»)
124460, r. MockBa, BH.T€p.I'. MyHULIUNIAIbHBIN OKpYT CUJIMHO, T. 3€JE€HOrpal, MPOCIEKT
I'enepana Anekceena, 1. 50

Ten.: +7 (495) 925-88-11

E-mail: safety@velpharm-m.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA IEPBUYHOM PETUCTPAIIMU (TOATBEPKJIEHWS PETUCTPAILINN,
INEPEPETUCTPALINN)

JlaTta nepBoii perucTpanuu:

10. JATA HIEPECMOTPA TEKCTA
O6mas xapaktepuctuka JiekapctBeHHoro npernapata BUJIJIAPWUJI noctynna Ha
nH(pOpMalMOHHOM TIopTasie EBpa3uiickoro 5KOHOMHYECKOTo cor3a B MHGOPMAIMOHHO-

KOMMYHUKAIMOHHOM cetn «HTepHeT» hitps://eec.eaeunion.org/.
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