COOTBETCTBYET 3KCMEPTHOMY OTYETY
 o120.11.2024 N2 25632
OBLIASI XAPAKTEPUCTHUKA JEKAPCTBEHHOIO TIPEMRAPATAC “00=)

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Bunparnunrun, 50 Mr, Karcyib

2. KAYECTBEHHBIA U KOJTUYECTBEHHBIA COCTAB
JelicTBytolliee BENIECTBO: BUIAATIMITHH
Kaxnas kancyna conepxut 50 Mr BUIIJarIMITHHA.
BcnomorarenbHble BelllecTBa, HaJU4YMe KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOI'O
npemnapara: Jakro3a (cM. paszaen 4.4).
[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIEH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsr.
Henpo3zpaunsie TBep/bie KeaaTUHOBBIE Kamncylibl Ne3, cocTosilue U3 JByX YacTel: KoJmayka u
Koprmyca 6eroro uwiu mo4yTtu Oemnoro 1era. CoaepXKUMoe Karicysl MOPOIIOK OEJIOro WIIM TOYTH
Oenoro uBera. Jlonyckaercs ymIOTHEHUE COJIEPKUMOTO Karcyil B KOMKH, KOTOPbIE PaCcChIMalOTCs
NIpU HaIaBJIMBAHUU.

4. KIIMHUYECKUE JAHHBIE

4.1. IlokazaHus K NPUMEHEHH IO
Bunnarnuntud nokaszaH K IpUMEHEHUIO MPU caxapHOM auadeTe 2 Tuna y B3pOCibIX MalueHTOB (B
COUYETaHWH C JUETOTepanueld U GU3NIECKUMU YIIPAKHEHUSIMH):
. B KauyecTBE MOHOTepanuH B ciiyyae HEd(PPEKTHMBHOCTH AMETOTEPANUU U (PUIUUECKUX
YOpaXHEHUH y MAIleHTOB C HAJMYHEM MPOTHUBOMOKA3aHUN K MPUMEHEHHI0/ HETIEPEHOCUMOCTH
MeThopMuHa WK B cirydae HedP(HEKTUBHOCTH METHOPMUHA;
. B KOMOWHAIUU ¢ MET(POPMUHOM B KaueCTBE HAYAIbHONW MEIUKAMEHTO3HOW Tepanuu Mpu
HEOCTaTOYHOH 3(PPEKTUBHOCTH AUETOTEPANUHU U PUZNIECKUX YIPAKHEHUH;
. B COCTaB€ JIBYXKOMIIOHEHTHOM KOMOMHHMpPOBAaHHOW Tepamuu: ¢ METHOPMUHOM HIIH
THUA30JIMIUMHINOHOM, UM C MHCYJIMHOM B ciy4yae Hed(hPEeKTUBHOCTU JUETOTepanuu, GU3NIECKUX
YIpaXKHEHU 1 MOHOTEpauu 3TUMU MpernapaTaMu;
. B COCTaBe JBYXKOMIIOHCHTHOW KOMOWHUPOBAaHHOW Tepamud C MPOU3BOIHBIMHU
CyJIb()OHMIMOYEBHHBl y TMAlMEHTOB C HEJOCTATOYHBIM KOHTPOJIEM TIJIMKEMHH Ha (QoHe
MaKCHMaJbHO MEPEHOCUMON J03bl MPOU3BOJHOIO CYJIb()OHUIMOYEBHHBI WIM TMpPHU HAJIUYUU
MPOTUBOMOKA3aHUH K IPUMEHEHUIO/ HEEPEHOCUMOCTH METPOPMUHA;
. B COCTaBe TPOHHONW KOMOMHHMPOBAHHOW Tepanmuu: B KOMOWHAIMKU C TPOU3BOIAHBIMH

CyTb(QOHMIMOYEBHUHBl U METGOPMUHOM, Yy TAIMEHTOB, paHEe [MOJIy4aBIIUX TEparuio



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 20.11.2024 N= 25632

MPOU3BOJHBIMU CYJIb()OHUIMOYEBUHBI U MET]C DMI/IHON}- Q{g &JJEQEPE’T'JMQ q/ITd_J'I/g;/IgééKHX

YIPaXXHEHU, U HE TOCTUTIMX aJ€KBATHOTO KOHTPOJISI IIMKEMUM;
. B COCTaBe€ TPOMHOW KOMOMHHPOBAaHHOM TEpamuu: B KOMOWHAIMM C HMHCYJIWHOM H
MeT(GOPMUHOM, y NMAIMEHTOB, paHee MOTYYaBIINX UHCYJIMH B CTAOWIBHON 103€ U MET(HOPMUH Ha
(GoHe nuerorepanuu U (PU3NYECKUX YNPAKHEHUH, M HE JOCTUTIIUX aJEKBAaTHOTO KOHTPOJIS
[JINKEMUH.

4.2. Pesxum 103MpPOBaHUs U CNIOCO0 MPUMEHEHHUS

PexxuM 103upoBaHus

Jo3y mnpenapata Bunparnmuntus criegyeT noadupaTh HMHIMBUIYATbHO B 3aBUCHUMOCTH OT
3¢ (HEKTUBHOCTH U IEPECHOCUMOCTH.

Pexomenayemast no3a npenapara Bunpgarnmuntun 50 mr 1 uiam 2 pasa B neHb. MakcumanbHas
CyTO4YHas 703a npemnapara cocranisier 100 mr.

Pexomenayemas 103a mpenapaTa B MOHOTEpANUU WM B COCTaBe KOMOMHUPOBAHHOM TEparuu ¢
MEeT(GOPMUHOM, THA30IUAMHINOHOM HIIM UHCYJIUHOM (B KOMOMHALIMU ¢ MET(HOPMUHOM M Oe3
MeThopMmuHa), coctapiser SO mr win 100 Mr B CyTKH.

Pexomenayemas no3a npenapara BuimarmunTiH B cocTaBe JBOMHON KOMOMHUPOBAHHOM Tepanuu
C mpemnapaTamu Cyab()OHUIMOUYEBUHBI cocTaBisieT SO Mr 1 pa3 B CyTku yTpoM. B aToit momysiiuun
nanueHToB 3QGEKTUBHOCTh BUIAArTHNTAHA B 03¢ 100 Mr B CyTKH ObLTa CXOJHON C TAaKOBOW B
no3¢e 50 Mr B CyTKH.

PexomennoBanHas j03a mpernapata BuimgarmuntuH B COCTaBe TPOWHOW KOMOMHHMPOBAHHOMN
Tepanuu (BIJIJATJIMIITUH + MPOU3BOJIHBIE CYIh(OHMIMOUEBUHBI + MeThopmuH) cocTaniseT 100
MT B CYTKH.

Ecnu nenu rmmKkeMUYecKoro KOHTPOJS HE JOCTUTHYTHI Ha (JOHE MPUMEHEHUsS MaKCUMaIbHON
cyTouHo# 10361 100 MT, cleayeT paccMOTPETh BO3MOKHOCTH TOOABJICHUS K TEPAIllUU ITPEenapaToM
Bungarnuntul Apyrux runoriikeMHUYecKUX MpenapaToB, TAKUX, Kak MET(HOPMHH, TPOU3BOAHbBIE
CyNb()OHMUIMOYECBUHBI, THA3OIUAMHINOH U UHCYJIHH.

Oco0ble rpyInel NAKUEHTOB

Tayuenmvl ¢ HapyweHusMU PYHKYUU NOYEK

VY mnamueHTOB ¢ HapymieHHeM (QYHKIMHM TOYEK JIETKOM CTENmeHW (CKOPOCTh KIyOOYKOBOH
dusrpanuu (CK®) >60 mn/mun/1,73 M%) u cpeaneit crenenu ¢ CK® 50-60 ma/mun/1,73 m? He
TpeOyeTcsi KOPPEKLUHU PeXUMa J03UPOBaHUS IpenapaTa. Y MalueHTOB ¢ HapylIeHHeM (yHKIIMU

nouek cpenuerr crenenn ¢ CK® 30-50 mn/mun/1,73 M2

u Tsokenon crenenn (CKO <30
mi/mMue/1,73 M?), BKIIIOYas TePMHUHAIBHYIO CTAIHI0 XpOHMUYecKkod OGome3nu mouek (XBII) y
ManuCHTOB, HAaXOAAMUXCA Ha TICMOAUAIU3C WM MNOPOXOJAIIUX IMPOLCAYypY TreMojualinia,

npemnapar ciaeayeT npuMeHsaTh B go3e 50 Mr 1 pa3 B cyTKu.
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Iayuenmul nosxxcunoco 6o3pacma (cmapuie 65 nem)

[TarmeHTam MOXMIIOTO BO3pacTa KOPPEKIUS 1036l HE TpeOyeTcs.
CTHU
BuiigariintvH NpoTUBOIIOKAa3aH y IETeW U MOAPOCTKOB Miauie 18 ner.

Croco0 IIpuMeHeHus

Ho3zy 50 mr/cyt ciaenyer npuHuMarth 1 pa3 B ieHb yTpoM, 103y 100 Mr/cyT cienyer nenuTh Ha 2
npuema - o 50 Mr yTpom u BeuepoM. B ciydae mpormycka npuema mpernapara clieAyeT NpUHITh
MPOMYIIEHHYIO 103y Kak MOKHO ckopee. [Ipu aTom crieyer u3deraTs NPUHATHS YABOSHHOM 103
B OJIUH JICHb.
BungarnunTiH NpuHIMAOT BHYTPh HE3aBUCUMO OT MPUEMa TTHIIH.

4.3. IIporuBomoKka3zaHus
- 'unepuyBCTBUTENBHOCTh K BWINATIMOTUHY WM K JIIOOBIM BCHOMOIaTeIbHBIM BEILECTBAM,
MIEPEYUCIICHHBIM B pazzene 6.1.;
- caxapHbIil quadet 1 Tumna;
- OCTpPBIA WM XPOHMUYECKUH META0ONIMYECKUH anuao3 (BKIIOUYas AMAaO0CTHUYSCKUN KETOaIuao3 B
COYECTaHWUHM C KOMOW Wi Oe3 TakoBoH). JlmaGeTndyeckuidl KeToaIua03 JI0DKEH KOPPEKTUPOBATHCS
WHCYJIMHOTEpanuen. Jlakroarumos (B TOM 4KCiie U B aHAMHE3E);
- HapyuIieHust PYHKIMU TIeYEHH, BKITFOYAs MAIIMEHTOB C TIOBBIIICHHON aKTHBHOCTBIO «II€UCHOYHBIX)
depmenToB (anmannHamuHOTparchepassl (AJIT) wim acnapraramunoTpancdepassl (ACT) B 3 u 6onee
pa3 BhIle BepxHel rpanuisl HopMel (3XBI'H);
- XpoHumdeckas cepuaeuHas HemoctarouHocth (XCH) IV ¢ynkumonansroro kmacca (®K) mo
dyHKIHOHANBHO Kinaccuukarm Hero-Mopkckoii kapauonornueckoii accommaryu (NYHA) (BBuy
OTCYTCTBUS JaHHBIX KIIMHHMYECKUX HMCCIIENOBAHUM O MPUMEHEHUH BIJIIATIMIITHHA y 3TOW TPYIIIBI
MAIFEHTOB).

4.4. Oco0Oble yka3aHUusl U MePbl MPEIOCTOPOKHOCTH NPHU MPUMEHEHNH

Oco0ble yKa3aHus

IIpy HEOOXOAMMOCTH WHCYJIMHOTEpANMU Tpernapar BUIAarIunTHH NPUMEHSIOT TOJIBKO B
KOMOMHAIIUK ¢ MHCYJIMHOM. [Ipemnapar nmpoTHBONoOKa3aH y MaeHToB ¢ caXxapHbIM auabeTom 1 tuna
WIN JUTA JISYEHUsI AUaOEeTUUECKOr0 KEeTOau103a.

Cepeunast HeIOCTATOYHOCTD

[lockonbKy naHHple O INpuUMEHEHMM BuwgaraunTiHa y mnauveHtoB ¢ XCH I ®K mno
knaccupukanmn NYHA orpanuueHbl WM HE TO3BOJSIOT CHIENaTh OKOHYATENIBbHBIA BBIBOJI,
PEKOMEHIYETCA C OCTOPOKHOCTHIO MPUMEHSTh BUIJATJIMITUH Y TAIUEHTOB JaHHOM KaTErOpUH.

He pexomenayercs npuMmerenne Buaarauntuia y nanueHToB ¢ XCH IV ©K no knaccudukanuu
NYHA, BBUly OTCYTCTBUS JAHHBIX KIMHUYECKUX UCCIEAOBAaHUIN O MPUMEHEHUN BUJIIATJIUIITUHA
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y MalMEeHTOB 3TOM TPYIIIIHI.
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Hapviuenue dyHKIMHT 11I0YEK

ITockonbKy ONBIT NMPUMEHEHUS BUIAATIUIITAHA y MANUEHTOB ¢ TepMuHaibHOW cramuei XblI,
HaXOJAIIMXCS Ha TEMOJUAIN3E WIN MPOXOAAIIMX MPOLENypY FeMOIUAIN3a, OTPaHUYEH, NIPErapar
PEKOMEH Iy €TCsl IPUMEHATD C OCTOPOKHOCTBIO y JAHHOW KaT€rOpyy MalluEeHTOB.

HaDVI_HeHI/IH (bVHKHI/II/I IICYCHHU

[TockonbKy B peaKuX ciydyasx MpH HNPUMEHEHWH BWJIATIMOTHHA OTMEYaoCh IOBBIIICHHUE
aKTHBHOCTH aMHUHOTpaHcdepa3 (Kak TMpaBwio, O3 KIMHUYECKUX TMPOSIBICHUI), Tepen
IPUMEHEHHEM BIWIJAIJIMIITHHA, @ TAKXKE U PETYJIIPHO B XOZ€ NEpBOro roja npumenenus (1 pas B
3 Mecsia), peKOMEHIyeTCsl ONpeneisiTh OMOXMMHUYECKHE IMoKa3zaTenu (yHKuuu nedeHu. llpu
BBISBJICHMM TIOBBIICHUS AKTUBHOCTH aMHUHOTpaHcdepas3 cielyeT MpOBECTH IOBTOPHOE
UCCIICIOBAaHUE C LENbI0 IOATBEPXKACHUS pe3ysbTaTa, a 3aTeM peryjsipHO IPOBOAUTh
ornpeeneHne OMOXMMHUYECKUX ToKa3aTeneld QyHKIMU eUYeHH 1O UX HOPMATU3aIiH.

Ecnu npessitnenne aktuBHoct ACT unmu AJIT B 3 munu 6onee pas Beimie BI'H nmoareepxaeHo
MOBTOPHBIM UCCIICIOBAaHUEM, TpEenapaT PpeKOMEHAYETCS OTMEHHUTD.

[Ipr pa3BUTHM KENTyXW WIM JAPYIMX NPU3HAKOB HapylIeHUs (QYHKLUUU TEYeHH Ha (oHe
IPUMEHEHHs BWIJAIMIITHHA TEpalnuio IpenapaToM clegyeT HEMEAJIEHHO NpekpaTutsb. [locie
HOpMaJTU3aIiH MToKa3aTene (QyHKIUK MeYeH! JIeYeHUE MPErapaToM BO30OHOBIIATE HEIb34.

I'unornukemMust

W3BecTHO, 4dYTO mpenapatbl  CyJdb()OHWIMOYEBHHBI MOTYT IMPOBOLIMPOBATH pa3BUTHE
runornukemMuu. CyImecTByeT pUCK pa3BUTHUS TUIIONNIMKEMUN IIPU OJHOBPEMEHHOM IPUMEHEHUU
BWIJATJMIITHHA C TpenapaTaMu  CyJIb(QOHWIMOUYEBUHBL. [Ipm HEOOXOAMMOCTH  CledyeT
paccMOTpeTh BO3MOXKHOCTH CHIDKEHHS J103bI NPENapaToB CyJb()OHUIMOYEBHUHBI C IIEINBIO
MUHHUMHU3UPOBATh PUCK PA3BUTHSI TUIIOTJINKEMUU.

OcCTpbIi TaHKPEATUT

[IpumeHeHne BWIIJArIUMOTHHA CBSI3aHO C PUCKOM pa3BUTHUs OCTpOro mnaHkpearura. Cremyer
nponH()OPMUPOBATH MAIMEHTAa O CHUMIITOMAaX, XapaKTEPHBIX IJIsl OCTPOro mnaHkpearuta. [Ipm
MOJO3PEHUM Ha OCTPBIM MAaHKPEAaTUT BWIAAMIUMNTUH CclIeAyeT OTMeHHTb. He craemyer
BO300HOBJIATh TEPANHUIO BUJIATJIMIITUHOM, €CIM OCTPBI MaHKPEaTUT ObUI MOATBEPKACH. Y
MNAlMEHTOB C OCTPbIM IMAHKPEATUTOM B aHAMHE3€ MPUMEHSATh BWIJANIMIOTHH CIEIYyEeT C
OCTOPOXKHOCTBIO.

BcnoMorarebHEBIC BEISCTBA

[TanmeHTaM C peaKo BCTPEUYAONIEHCS HACIEACTBEHHONM HEMEPEHOCUMOCThIO TalaKTO3bl,
NeGUIUTOM JIaKTas3bl JIOMAped WM TJIIOKO30-TaJIakKTO3HOW ManbabcopOuueit He criemyer

MIPUHUMATh 3TOT IIpernapar.
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4.5. B3auMojaelicTBHE C JPYTUMH J KaDCTBé _:;M i 'z'i 1 % IHE'—BI-/IIILI
py b pertapatANH 1 apyIHe By

B3aUMOJACHCTBUSA
BunparnunTus 061a1aeT HU3KUM MOTEHIIMAIOM JIEKAPCTBEHHOT'O B3aMMOICHCTBUSI.
[TockonpKy BWINArIMOTHH HE siBIsieTcsa cyOctpatom depmentoB mutoxpoma P450 (CYP), a
TaKk)Ke HE MHTUOMpPYET U HE MHAYLUUpPYET 3TH (DepMEHTHI, B3aUMOACWCTBUE BUIAArIUNTHHA C
JICKapCTBEHHBIMU TIperaparaMu, KOTOphIC SIBISIFOTCS CyOCTpaTraMu, HWHTHOUTOpaMH WA
unaykropamu P450 (CYP), manosepositHo. [Ipy 0qHOBpEMEHHOM NMPUMEHEHUM BUJIIATJIMIITUH
TaK>Ke He BIIUSET Ha CKOPOCTh MEeTab0IM3Ma MpenapaToB, ABJSAIONINXCS cyocTpaTaMu (EepMEHTOB:
CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.
Kinandecku 3HAYMMOro B3aMMOJCHCTBHUS BWINATIUIITHHA C TMpenaparaMu, Hawboyee 9acto
UCIIONIB3YEMBIMA TIPU  JieueHUW caxapHoro muabera (CJ) 2 Tuma (mMOEHKIAMUAOM,
MUOTJIMTA30HOM, MET(GOPMUHOM) WU OOJaNaIOIMMU Y3KHUM TEpPaneBTUUYECKUM AHAa30HOM
(aMJIOTUTIMHOM, JTUTOKCUHOM, PaMHUIIPHIIOM, CHMBACTaTUHOM, BaJICAPTaHOM, Bap(papuHOM) HE
YCTaHOBJIEHO.
Tuasuapl, TIIOKOKOPTUKOCTEPOHBI,  Tpernaparbl TOPMOHOB  IIUTOBHIHON  Kele3bl,
CUMIATOMHUMETUKH MOTYT CHIKAaTh THIOINIMKEMHUYECKOEe JEeWCTBHE BWIAATIMNTHHA, KaK M
JIPYTUX NEPOPATbHBIX MPOTHUBOINA0ETUYECKUX MTPENapaToB.
YactoTa pa3BUTHSI aHTHOHEBPOTUYECKOTO OTEKa ObLIA BBIIIE MIPH OJHOBPEMEHHOM MPUMEHEHUU
BUJIATJIMIITHHA C WHTHOMTOpPAMH aHTHOTEH3MHIIPEBPAIIAIONIEr0 (epMeHTa, MpU ITOM Oblia
CXOJTHOM C TAKOBOW B KOHTPOJILHOM rpyrine. B O0JbITMHCTBE CiTydaeB aHTHOHEBPOTHYCCKUM OTEK
OBLT cpeHel CTENEeHM TSKECTU U pa3peliaicsi CaMOCTOSITEIbHO B XOJI€ MPOJIOJDKEHUST Tepanuu
BUJIATTUIITUHOM.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTD U JAKTALMS
bepeMeHHOCTh
JlocTaTOUHBIX JaHHBIX MO MPUMEHEHUIO BWIJATJIUNTHHA y OEpEeMEHHBIX HET, B CBSA3H C YeM
mpernapaTr MpOTUBOMOKAa3aH BO BpeMsi OEPEeMEHHOCTH. B TOKIMHHYECKUX UCCIICOBAHHIX Oblia
BBISIBJICHA PEMPOAYKTUBHASI TOKCUYHOCTh MIPHU MPUMEHEHHH B BBICOKUX J103aX, MOTCHIIMATBHBIN
PHUCK I YellIOBEeKa HEM3BECTEH.
Jlakranus
BungarnunTuH mpoTHBOINIOKA3aH B MEPHO TPYIHOTO BCKAPMIIMBAHMS, MIOCKOJIBKY HEH3BECTHO,
MPOHUKACT JIM BWIATIHUIITAH B TPYIHOE MOJIOKO y YeJIOBEKA.

4.7. BuausiHMe HA CIIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMU CPEICTBAMM U
padoTaTth ¢ MEXaHU3MaAMU
HccnenoBanusi BIMSIHHUS —BHIATIUINTHHA HA CIOCOOHOCTH YHPABISATh TPAHCHOPTHBIMU
CpeICTBAMU WM pabOTaTh C MEXaHU3MaMH HE MPOBOIWIHCH. [Ipy pa3BUTHH TOJOBOKPYKEHUS Ha
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win paboTaTh ¢ MexaHu3MamHu (CM. pasnen 4.8).
4.8. HexenaTelbHble peakiuu

Pesrome mpoduiist 0e3onacHOCTH

[Tpu npuMeHeHNH BUIIIATTIMIITHHA B MOHOTEPAIIMU WM B KOMOMHALIMU C APYTUMU MIpenapaTaMu
OOJIBIIMHCTBO HEXKEIATEIBHBIX PeaKInii ObLITH c1a00 BBIPAKEHBI, IMETTH BPEMEHHBIN XapakTep U
He TpeOoBaIM OTMEHBI Tepanuu. Koppensaiuu Mex 1y 4acToToi HexkenarenbHbIX peakiuii (HP) u
BO3pacTOM, IOJOM, 3THHUYECKON MPUHAIJIEKHOCTHIO, MPOJOHKUTEILHOCTBIO MPUMEHEHHS WU
PEXUMOM J03UPOBAHUS HE BBISBIICHO.

YactoTa pa3BUTHsI aHTHOHEBPOTHYECKOTO OTeKa Ha (pOHE Tepanuy BUIIATIMIITUHOM COCTaBIIsIIA
>1/10000, <1/1000 (rpamarmusi «penko») U ObLIa CXOIHOM C TaKOBOW B KOHTPOJHHOW TPYIIIIE.
Haubonee yacTo ciayyan aHTHOHEBPOTUYECKOTO OTEKa OTMEUAIHNCh PU MPUMEHEHHUH MIpernapara
B KOMOMHAalNMU C WHTHOMTOpaMHM aHTHOTECH3WHIpeBpamawmero ¢epmenta (AIID). B
OOJIBITMHCTBE CIIy4aeB aHTMOHEBPOTUUECKUN OTEK OB CpeTHEH CTETIEHH TSHKECTH U pa3peracs
CaMOCTOSITENIBHO B X0/1€ ITPOJOJDKEHMSI TEpaMK BUIAATTIUIITHHOM.

Ha done tepanuu BIIIArTUOTHHOM PEIKO OTMEYAINCh HapyLICHHUS GYHKIMH MeUeHU (BKII0Yast
renaTut) 6€CCUMITOMHOTO TeueHus. B 601bIINHCTBE CiTy4yaeB JaHHbIC HAPYIIECHUS U OTKIOHEHUS
nokasaresei (yHKIUHU IeYeHU OT HOPMBI pa3pelIiinch CAaMOCTOATENIBHO 0€3 OCTIOKHEHUH 1ociie
npeKpanieHus Tepanuu npenaparom. [lpu npumenenun Buigarmuntraa B 1o3e 50 mr 1 unm 2 pasza
B CyTKH YacCTOTa YBEIUUYCHUS aKTUBHOCTH «TeueHOUYHBIX» (pepmenToB (AJIT wmm ACT >3xBI'H)
cocraBisiia 0,2% wnu 0,3% coorBercTBeHHO (110 cpaBHEHHUIO ¢ 0,2% B KOHTPOJIBHOM TpymIie).
YBenuueHne AaKTUBHOCTH «IEYEHOYHBIX» (EPMEHTOB B OOJIBIIMHCTBE CIy4aeB ObLIO
0eCCUMITOMHBIM, HE IIPOTPECCUPOBAIIO U HE COTPOBOXKIAIOCH XOJIECTA30M MIIH JKEJITYXOM.

HP crpynmupoBaHbl B COOTBETCTBHH ¢ Kilaccudukaiue opraHoB u cucteM opranoB MedDRA. B
npeJenax Kax/a0il rpynmnsl opranoB U cucteM opraHoB HP nepeuuncnensl B mopsake yMeHbIIEHUS
4aCTOTHI BCTPEYAEMOCTH. B npenenax kaxxaou rpynisl 4acToTel BcTpedyaeMoctu HP ykasansl B
MOPSIIKE YMEHBIICHUS TSKECTH.

JIJ1s OLIEHKM 4YacTOThl BCTPEUAEMOCTH HEXeNaTeNIbHBIX PEaKUuil MCIOIb30BAIUCH CIEAYIOIINE
Kputepuu: odeHb 4acto (>1/10), gacto (>1/100, <1/10), mewacto (>1/1000, <1/100), peako
(>1/10000, <1/1000), oyenp penko (<1/10000), gacTora HeWs3BeCTHA (IIOCKOJIBKY COOOIICHHS
MOJIy4YEeHbI B JOOPOBOJIBHOM IMOPSIKE OT IMOIMYJIALUN HEONPEAEICHHOTO pa3Mepa, JOCTOBEPHO
OTIpeAeNIUTh YacToTy pa3BuTHs AaHHbIX HP He mpencraBnsercs BO3MOXHBIM, B CBSI3U C UEM OHU
KJIacCU(UITMPOBAHBI KAK YaCTOTa HEM3BECTHA).

HDI/I IIPUMCHCHUH BUJIAATIMIITHHA B MOHOTCPAIINHU

[Ipn npumenenun BuigaraunTiHa B 103¢ 100 Mr B CyTKH 4acTOTa OTMEHBI TEPAIIUU B CBS3H C
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pa3BuTHeM HexenarenbHbIx peakiuit (0,3%) 6nuIa He B%Hr'_ré:‘rggd%'tﬁ% %'];Eujﬁ‘lé'ﬁ%;u%@d 'l"é,%%)

i npenapata cpaBaenus (0,5%).

Ha ¢one moHOTepanuu BuigarauntuHOM B o3¢ 100 Mr B CyTKM 4YacToTa pPa3BHTHSA
TUIOTTIMKEMUH 0€3 yBEIMYEHUs CTENeHM TSDKeCTH cocTosiHuA coctaBistia  0,4%, d9ro
COTIOCTaBUMO C IIpenapaToM cpaBHeHus U 1ianedo (0,2%).

Macca Tena He U3MEHsIAch 110 CPABHEHHIO C UCXOAHOW B KIMHMUYECKUX HCCIIEIOBaHUAX, KOTIa
BuaraunTuH 100 Mr B CyTKH NPUMEHSIIHN B KauecTBe MoHOTepanuu (-0,3 kr u -1,3 kr B rpynmnax
HCCIIeyeMOTo Tpenapara o miamned0 COOTBETCTBEHHO).

HUngpexyuonnvie u napazumapuvie 3a00n1e6anus: OYEHb PEAKO - HMHQPEKIMH BEPXHUX
JIBIXaTEeNbHBIX MyTeH, Ha30(apuHTUT.

Hapywenus co cmoponbl oOmena eewyecms u numanus. He4acTo - TUIOTTIHUKEMHUSL.

Hapywenusi co cmoponbl Hep8HOU cucnmeMbl: 4acTo - TOJIOBOKPYKEHHE; HEYACTO - FOJIOBHAs 00JIb.
Hapywenus co cmopoHbl #ceny00uHo-KuueyHo20 mpakma: HevacTo - 3a1op.

Hapywenus co cmoponwl cocyoog: HeUacTo - nepupeprudeckue OTeKH.

Hapywenus co cmoponbi ckenemno-mulideyHol U cOeOUHUMeNbHOU MKAHU: He4acTo - apTPaITHsL.
Jlonrocpo4Hble KIMHUYECKUE UCCIIEI0BaHMS IPOIOJIKUTENBHOCTBIO A0 2 JIET HE BBIABUIM KaKUX-
100 TOTOJIHUTENbHBIX OTKJIOHEHNH MpoQuiIs 0€30IaCHOCTH WIIM HEMPEABUICHHBIX PUCKOB IIPU
NPUMEHEHUH BUJIJATJIUIITHHA B MOHOTEPAIHH.

ITpu npumenenuu BrgarannTyia B 1o3e 100 Mr B cyTKM B KOMOUHAIMU ¢ MeT(HOPMUHOM

[Ipn nmpumenennn BuigarauntuHa B ao03e 100 mr/cyr B komMOWHAIuu ¢ METHOPMHUHOM HWIIU
mianebo B coueTaHMM ¢ METHOPMUHOM CIy4yaeB OTMEHBI TEpalud B CBS3M C pPa3BUTHEM
HEXeNaTeNIbHBIX PEaKINil HE 0TMEUYAIOCh.

[Ipn nmpumenenun BuigaraunTHHAa B f03¢ 100 Mr B CyTKM B KOMOWHAIUu ¢ MET(HOPMHHOM
TUIOTIMKeMHs oTMevanachk B 1% ciydaeB (B rpymmne mianebo + merdopmun - Hedacto (0,4%)).
B rpynne npumMeHeHus BUIAATIMNTHHA HE HAOIIOJANOCh Pa3BUTHS THUIOTIMKEMUH TSKEION
CTETECHHU.

Macca Tena He M3MEHsSJIACh MO CPABHEHHUIO C MCXOJHOW B KIMHUYECKHX HCCIICIOBAHUSX TPU
npuMeHeHn:n KoMOuHanuu Buaarauntuaa 100 mr B cytku U metrgopmuna (+0,2 xr u -1,0 kr B
rpynmnax BUJIAATIMITHHA U IJ1A1e00 COOTBETCTBEHHO).

Hapywenus co cmoponvl obmena ewyecms u numanus: 4acTo - TUIIOTITUKEMHUSL.

Hapywenus co cmopoHul Hep8HOUl cucmembl: 9acTo - TPEMOP, TOJIOBHAsI 00JIb, TOJIOBOKPYKEHHE;
HEYacTO - OBBIIIEHHAS] YTOMJISIEMOCTb.

Hapywenus co cmoponbl sHceny0ouHo-KuuiedHo2o mpakma. 4acTo - TOINIHOTA.

JlonrocpodHble KIIMHUYECKUE UCCIIEI0BAHUS MPOIOJDKUTEIBHOCTBIO 10 2 JIET HE BBISIBUIIU KaKUX-
100 AOMOIHUTENBHBIX OTKJIOHEHUH PO s 6€30MaCHOCTH WIIN HEMPEABUACHHBIX PUCKOB TPU
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 20.11.2024 N2 25632
ool RGTEAOBATENLHOCTS 0003)

IMPUMCHCHUHN BUJIAATI TUIITHHA B KOM6I/IHaI_[I/II/I Cl

W3ydenue npuMeHeHHs KOMOMHALUM BWJIJATJMITHHA M MeT(opMHUHA B KayecTBE CTAapTOBOU
TEpanuy MpH caxapHOM JuadeTe 2 THMA HEe BBIIBIIIO OTKIIOHEHUH Mpoduist 6e30MacHOCTH WK
HEINpPEABUICHHBIX PUCKOB.

I[Ipy npuMEHESHMM BWIJALJMITHHA B o3¢ 50 MF/CVT B _KOMOWHAIIUU C IPOU3BOAHBIMHU

CVJ'IB(bOHI/IJIMO‘-IGBI/IHBI

[Ipn npruMeHeHUW BUJIIATIUMIITHHA B 03¢ 50 Mr/CyT B KOMOMHAIIMU C TTMMEMHPUIOM 4acTOTa
OTMEHBI TEpalud B CBS3M C Pa3BUTHEM HEXeJaTeNbHbIX peakuuil cocrasisia 0,6% (1o
cpaBHeHu1o ¢ 0% B TpymnIe riuMenupu + miamedo).

YactoTa pa3BUTHS THINOTIIMKEMHUH y MAlMEHTOB, MOJYYaBIINX BHIAATIUNTHH B 03¢ 50 Mr/cyT
BMECTE ¢ mMMenupuaoM, cocraBmia 1,2% (mo cpaBuenuto ¢ 0,6% B rpynme mianebo +
rMenupua). B rpynne npuMeHneHus BUIIaraunTHHA He Ha0Jt01a710Ch pa3BUTHS TUITOTTIUKEMUN
TSAYKEJION CTETICHH.

Macca Tena He U3MEHsIach MO CPABHEHUIO C UCXOJIHOM B KJIMHUYECKUX HCCIIEIOBAHUSAX, KOTIa
BUJIIATJIMIITAH B 103¢ 50 Mr oawH pa3 B cyTku goOaBmsuiu Kk raumenupuny (-0,1 xr u -0,4 xr B
rpynnax BUJIAATIMITHHA U IJ1a1e00 COOTBETCTBEHHO).

Hnghexyuonnvie u napasumapmsvie 3a001e6anus: 04€Hb PEIKO - Ha30(DapUHTHUT.

Hapywenus co cmoponvl obmena gewgecma u numarusi: 9acTo - TUIOTIIMKEMHSL.

Hapywenus co cmoponul dceny0ouno-KuueyHo2o mpakma: He4acTo - 3a1op.

Hapywenus co cmoponvl Hep8Holi cucmeMmpl. 4aCTO - TPEMOP, TOJIOBOKPYKEHUE, roJI0OBHAs! 00JIb,
aCTEeHHS.

ITpu npuMeHEeHNH BIUIAATJIMIITHHA B 103€ 100 mr B CYTKH B KOMOMHAIINY C THA30IUINHINOHOM

[Ipu mpumeneHuu BuimaraunTuHa B go3e 100 mr/cyr + THA30MMAMHAMOH M IUanebo +
TUA30JUIMHANOH CIy4aeB OTMEHBI TEPANUU B CBSI3U C Pa3BUTHEM HEXeNaTeIbHbIX PEaKLUi He
0TMEYajoCh.

[Ipn npumeHneHnn BunaarnunTriHa B 103¢ 100 Mr B CyTKM + NUOIIMTAa30H OTMEYAIOCh Pa3BUTHE
runorinukemun B 0,6% ciaydaes, a y MalMeHTOB, MOTYYaBIIUX I1anedo + nuorinurasoH - B 1,9%
ciydaeB. B rpynmne npumeHeHus BUIIJAITUNTHHA HE HAOIIOAAIOCh PA3BUTHUS THIOIVIMKEMUU
TSDKEJION CTEIICHH.

B uccnepoBaHMM NpUMEHEHMs] BWIJArJIUMOTHHA B KAdyeCTBE JONOJHMUTEIBHOM Tepamuu K
NHUOTJIMTa30HYy a0COIIOTHOE YBEJIIMYSHNE MACCHI TeJIa B Ipymrie mianebo u Buigariauntusa 100 mr
B CYTKHU cOCTaBWIO 1,4 1 2,7 KT COOTBETCTBEHHO.

[Ipu noGamneHun BuimaraunTuHa B g03¢ 100 Mr B CyTKHM K MHOTJIMTa30HY B 703€ 45 Mr/cyT
4acToTa pa3BUTHUS NepudepruecKux OTeKOB cocTaBisia 7% (mo cpaBHeHuto ¢ 2,5% Ha ¢oHe

MOHOTCpPAIINU HI/IOFHI/ITaBOHOM).



COOTEETCTEYET 3KCNEPTHOMY OTUETY
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Hapywenus co cmoponul cocy0os. 4acTo - epu (bepnqec':wré:n‘;lgda'.‘" BATEJTEHOCTE 0003)

Hapymenuﬂ CO CMOPOHbL obmena eewecme U numanus.: 4aCTo - YyBCJIIMYCHUC MACCHI TCJIa; HEYACTO
- TUITIOTJIMKEMHU .
Hapymenuﬂ CO CMOPOHbL Hep@HOIZ cucmemsvl. HEHYacCToO - rOJIOBHAasA 60J'IB, ACTCHHU.

[Ipy nmprMeHeHny BIJLIANIAOTHHA B 103e 50 Mr 2 pa3a B CYTKH B KOMOMHAIIMK C MHCYINHOM (C

MeThHOPMUHOM WK 0€3 HEro)

[Ipu npuMeHeHnn BUIIArTMITHHA B KOMOWHAIIMY C MHCYJIMHOM (B KOMOWHAIIMK C MET(HOPMUHOM
nin 0e3 MeTpopMHHA) YaCTOTa OTMEHBI TE€pAUU BCIICACTBHE Pa3BUTHA MOOOYHBIX 3P (HEKTOB
Obuta paBHa 0,3%, B TpyIIe Tepanuu BHIAATIUITHHOM, B TpyMIe TUanebo CirydaeB OTMEHBI
TEpanuu He ObUIO.

[Ipu npuMeHeHnn BUIIArTMITHHA B KOMOWHAIIMY C MHCYJIMHOM (B KOMOWHAIIMK C MET(HOPMUHOM
win 0e3 MeTPOpMHHA) HE OTMEYAIOCh YBEIWYCHHS PHUCKAa pPAa3BUTHS TUIMOTJIIMKEMHHU T10
CpaBHEHMIO ¢ KoMOMHauuen ruanebo + uHcynuH (14% B rpynne BuiaarnuntuHa u 16,4% B
rpymnre 1iaie6o). Y 2 nanueHToB B rpyIie BUWINATIUNTAHA U Y 6 TAIIMeHTOB B IpyMIie mianedo
Ppa3sBuIaCb rUIOTTIMKCMU TSOKEJIOU CTEIICHU.

Ha MoMeHT 3aBepiieHus UCCIIeIOBaHMS TIpenapaT He OKa3bIBajl BIMSHUS Ha CPETHIOI0 MaccCy Tela
(mMacca Tena yBennumiach Ha +0,6 KT IO CPaBHEHHIO C MICXOTHOW B TPYIIIE BIWIJATJIUIITHHA, a B
rpymne 1ianedo ocragach HEM3MEHHOM ).

Hapywenusa co cmoponul Hep8HOUl cucmembl: 9acTo - TOJI0BHAs 00Jb, 03HOD.

Hapywenuss co  cmopoHbl — J#CeIy0OuUHO-KUWEYHO20 — mpakma: 49acto -  TOIIHOTA,
ractpos3odarearbHbIN peIIFOKC; HEYacTO - IUapesi, METEOPU3M.

Hapywenus co cmoponvl obmena sewyecms u numanus: 4acTo - TUIIOTITUKEMHUSL.

IIpn npuMeHEHNN BUJIATIUIITHHA B J103¢ 50 mr ABa pa3a B ICHb B KOMOMHAIINH C npenaparamMmu

CcyJIbGOHIIMOYEBUHEL U METHOPMHUHOM

Crny4yaeB OTMEHBI TIpemapara, cBs3aHHbBIX ¢ HP B rpynme KoMOMHWUpOBaHHOW Tepamuu
BUJIATJIMIITUHOM, METGOPMHUHOM U TIUMENHPUIOM, OTMEYeHO He Obuto. B rpymme
KOMOMHHPOBAHHOW Tepanuu 1ianedo, MeTGpOpMHHOM U TIIMMEMUPHIOM YacTOTa OTMEHBI
npenapara, cesizannou ¢ HP, cocrasuna 0,6%.

['unornukeMus orMevanach 4acto B o0eux rpynnax (5,1% B rpymnmne KOMOMHUPOBAHHOW Tepanuu
BUJIATJIMIITUHOM, MeThopMuHOM W TimMenupuaoM u 1,9% B Tpynmne KOMOMHHPOBAHHOMN
Tepanuu 1iane6o, METpOPMUHOM U TIIHUMENHUPUAOM). B Tpymnme BUIAArIUITHHA OTMEYEH OJIUH
SMU30/] TUTIOTJIMKEMUH TSXKEJION CTETICHU.

Ha MomeHT 3aBepIiieHHs UCCIIeJOBaHMs 3HAYUMOTO BIIMSHUS Ha MacCy Teja BBISIBICHO HE ObLIO
(+0,6 xr B rpynmne BuigarauntuHa u -0,1 Kr B rpynme mianeo).

Hapywenus co cmopoHvl HepeHOll cucmeMpl. 4aCTO - TOJIOBOKPYXEHHUE, TPEMOP.



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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(NOCNENOBATENLHOCTE 0003)
Hapywenus co cmoponvl obmena eeujecme u numanus.: 'tgi:"rcij %Pﬂﬂ%ﬂﬁb OCTE 0003)

Hapywenus co cmoponvl Kodtcu u nOOKOICHbIX MKAHel. 4acTO - TUIEPTUAPO3.
Obwue paccmpoiicmea u Hapyulenus 6 Mecme 66e0eHus: 4acTo - aCTCHUSI.

IlocTperucrpallmiOHHEIC UCCICIOBAHMUS

Bo Bpems mpoBeneHHsI NOCTPETMCTPALMOHHBIX HMCCIEIOBAaHWK OBLIM BBISABICHBI CIIETYIOIIHE
00OYHBIE PEAKIMHU (TOCKOIBKY COOOIICHHUS TTOTY4YEHBI B TOOPOBOJIBLHOM MOPSIKE OT MOIMYJISLUN
HEOIPEEeNIEHHOTO pa3Mepa, IOCTOBEPHO OIPENEeIUTh YacTOTy pa3BuTHs JaHHbIX HP He
IPE/ICTAaBISACTCS BO3MOXKHBIM, B CBSI3M C 4YE€M OHHM KJIACCH(UIMPOBAHBI KaK «d4acToTa
HEU3BECTHAY).

Hapywenus co cmoponbl d#ceny0ouHo-KuuedHo20 mpakma: 4acToTa HEU3BECTHA - TAaHKPEaTUT.
Hapywenus co cmoponvl neuenu u d#cenuesbleooawjux nymeti. 4acToTa HEU3BECTHA - IEHNATUT
(pa3peImmBIINICS CaMOCTOATENFHO TIOCIE OTMEHBI JICKApCTBEHHOTO IIpenapara), IMOBBIIICHUE
aKTHBHOCTH «II€UYCHOYHBIX» (EPMEHTOB (pa3peIInBIICECs CaMOCTOSTEIBHO II0CIE OTMEHBI
JIEKapCTBEHHOIO Mpernapara).

Hapywenus co cmoponbl ckenemHo-mululedHoll U cOeOUHUMeNbHOU MKAHU. YacTOTa HEU3BECTHA
— MHAJITHSL.

Hapywenusa co cmopoHbl Kodcu U NOOKONCHbIX MKAHell. 9acTOTa HeM3BECTHA — KPalMBHUIIA,
sKcoaraTuBHOE U OyJUIE3HOE MOPAXKEHUs KOXKH, BKIIOUYas OyJUIe3HBIH MeM(UTroH, KOXKHBIN
BACKYJIUT.

COO6H_ICHI/IC O HEXKCJIATCIBbHBIX PECAKIIUAX

BaxHo coo0ImaTh 0 MOZ03pEeBaEMbIX HEXKETATEIFHBIX PEAKIHSIX [TOCTIE PETUCTPALNH ITperapaTa ¢
Henpl0  O0ecreyeHus  HEMpPEepbIBHOIO ~ MOHUTOPHUHTA  COOTHOIIEGHHUS  «IOJIb3a-PHUCK»
JIEKapCTBEHHOTO Ipernapara. MeAUIUHCKUM pabOTHUKAaM PEKOMEHIYETCsl cOO0IaTh O JIHOOBIX
IIOZI03PEBAEMBIX HEXEJATEIbHBIX PEaKIUAX JIEKaPCTBEHHOTO Ipernapara yepe3 HallMOHAJIbHbBIC
CHCTEMBbI COOOIIEHUSI O HEXKENaTeNbHBIX PpEeaKkIHuiX TocyJapcTB-wieHoB EBpasmiickoro
HKOHOMHYECKOTO COI03a.
Poccniickas @enepanvs
109012, MockBa, CnaBsgHcKas miiomanb, a.4, ctp.l
®depnepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS
Tenedon: +7 (800) 550-99-03
pharm@roszdravnadzor.gov.ru
https://roszdravnadzor.gov.ru

4.9. Ilepexo3upoBka
CuMOTOMBI
BunparnmunTiH X0poIo MepeHOoCUTCs IpU MPUMEHEHUH B J103¢€ 10 200 Mr/cyT.
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ot 20.11.2024 N= 25632

[Tpu npumenennn nipenapara B go3ze 400 mr/cyr MomeT':Eé:%ﬁ}gan%ﬁ%%ﬁD E"‘Mﬁﬂrﬁﬂ%—%&o -

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

JETKMEe M TPaH3UTOpPHBIE IAPECTE3UM, JUXOPAIKa, OTEKM M TPAH3UTOPHOE IOBBIIICHUE
akTuBHOCTH Juniasel (Boime BI'H B 2 pa3za). [Ipu yBenuuenuu 10361 BUuigarmuntiuHa 10 600 Mr/cyt
BO3MOXKHO Pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOMKAAIOIMINXCS MAPECTE3USIMU U MOBBILICHUEM
aKTUBHOCTH KpeaTuHpochokuHazbl, C-peakTHBHOTO Oesika 1 MuorioonHa, aktuBHOCTH ACT. Bee
CUMITOMBI TEPEIO3UPOBKH M HM3MEHEHHS JabOpaTOpHBIX TOKa3aTelleldl o0paTUMbI TOCIe
MpEeKpaIeHUs MPUMEHEHHS Tpernapara.
Jleuenune
BriBenenue npenapaTta U3 opraHuzma ¢ MOMOILIBIO THAIM3a MAJIOBEPOITHO. OJHAKO OCHOBHOM
ruaponu3Heil Metabonut BuaarnuntuHa (LAY 151) Moxker ObITh yajaeH u3 opraHu3Ma ImyTeM
reMouainsa.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. dapmakoamHamMH4yecKHe CBOMCTBA
®apMakoTepaneBTUYECKass TpyIIa: TUIOMIMKEMHUYECKOE CPEACTBO JUIsl  NEPOPAIbHOTO
MPUMEHEHUS, JUIETITHIUINEI THAa3bI-4 HHTHOUTOP.
Koxg ATX: A10BHO02

MexaHu3M IeHCTBUS

BunparnunTtus, npeactaBuTeNb Kiacca CTUMYJIATOPOB OCTPOBKOBOTO amapaTa Mo KeTy J0UHON
JKEJIe3bl, SBIISIETCS MOIIHBIM U CETIEKTUBHBIM MHTHOMTOpOM aumnentuamimentuaassi-4 (JII111-4),
YIYUIIAIOIUM TIIHKEMUYECKH KOHTPoJb. UHrnouposanne Bungarauntuaom JAI1I1-4 npuBoaut
K YBEIMYEHHIO 0a3aJlbHOrO0 M MOCTIPAHAWAIBLHOTO 3HIOT€HHOTO YPOBHS HMHKPETHHOBBIX
ropmonoB  I'TIII-1  (rmiokaroHomomoOHBI menmtun 1) u  TUIL  (Tmroko303aBUCHMBIN
WHCYJIMHOTPONHBIN MOJUIEITH).

dapmakognaamuyeckue P PeKTel

[Ipn npumenennun BuagarmuntThHa B go3e 50-100 mMr B cyrtku y mamueHtoB ¢ CJ[ 2 Tuma
OTMEUAeTCsl yJIydlleHue (QYHKIUHU [-KICTOK MOKEIYAOYHON kene3bl. CTENeHb yIydIieHUs
(GyHKIMU [-KIETOK 3aBUCHT OT CTENEHU MX MCXOIAHOTO MOBpexaeHus; Tak y jun 6e3 CI (c
HOPMaJIbHOW KOHIICHTPAIIMEH TJIOKO3bl B IIa3M€ KPOBH) BIJIJIAJIMITHH HE CTUMYJIHPYET
CEKPEIMIO MHCYJIMHA U HE CHM)KAET KOHIICHTPAIUIO TIIFOKO3BI.

[ToBbimas konueHTpanuto sugorennoro ['MII-1, BungarnunTuH yBenruunBaeT 4YyBCTBUTEIbHOCTh
0-KJIETOK K TJIIOKO3€, YTO MPUBOJIUT K YJIYUIIEHHUIO TIIOKO303aBUCUMOMN PETYIISINN CEKPEIu
rtokaroHa. CHU)KEHUE MOBBIIIEHHON KOHLIIEHTPAIUH TJIFOKaroHa BO BpEMs €/1bl, B CBOIO OYEpE/ib,
BBI3BIBAET YMEHbBIIIEHUE NHCYJIUHOPE3UCTEHTHOCTH.

YBenuueHue COOTHOIICHHSI WHCYJIWH/TIIOKaroH Ha (OHE TUIEPTINKeMUHu, OOYCIOBICHHOE
noBbliieHreM koHueHtpauuu [TIII-1 u T'UII, BbI3bIBaeT ymMeHbIIEHUE MPOIYKLUHU TIIHOKO3bI
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MEYEHBI0 KaK BO BPEMS, TaK H TMOCHE TIpHeMa MHIIH, 119 e T e iRt et

[JIFOKO3BI B IJIa3M€ KPOBH.
Kpome Toro, Ha ¢oHEe MpUMEHEHUs BWIJATTUNTHHA OTMEYAETCS CHIDKEHUE KOHIIEHTPAlUU
JUMNHIOB B IUIa3Me KPOBU MOCTIE MpUeMa MHUILHU, OJHAKO 3TOT 3((EKT He CBSA3aH C €ro AeHCTBUEM
Ha ['TII1-1 nou TUII u ynyumernem GyHKIIMH OCTPOBKOBBIX KJIETOK ITOJIKEITYA0YHOM JKEe3Hl.
W3BectHo, 4rto mnoBbimieHue KoHueHTpauuu [TIII-1 Moxer npuBoAUTH K 3aMEAJIEHUIO
OTIOPOKHEHUS JKEJTy/IKa, OJHAKO Ha ()OHE MPUMEHEHHs BUIIJATIMITHHA TOA00HOT0 3¢ deKTa He
HaOJIFOaeTCs.
[Ipn npumenennun BuigarmunTuHa y 5795 manumentoB ¢ CJI 2 Tuma B TeueHue 52 Henellb B
MOHOTEPANUA WU B KOMOWHAIMH C METHOPMHUHOM, MPOU3BOJHBIMHU CYIb(HOHUIMOYCBHUHBI,
TUA30JIUIUHIMOHOM, WIM HWHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE JJIUTEIBHOE CHUXKEHUE
KOHIICHTpAIlUU TJIMKUpoBaHHOTO reMoryioonHa (HbAIC) u rimroko3s! KpoBH HATOIIIAK.
[Tpu npuMeHeHUN KOMOMHALIMY BUJAATIMIITHHA U MEeTGOPMHUHA B KaueCTBE HAYaJIbHOM Tepanuu
y MAIMEeHTOB C CaXxapHbIM Jua0eToM 2 THIa B TeYeHHE 24 HeIelb OTMEUYaloch J0303aBUCUMOE
cHIXeHue KoHreHTparuu HbAlc B cpaBHeHNU ¢ MOHOTEpanuel JaHHbIME Tipenapatamu. Ciaydan
Pa3BUTHSI TUTIOTJIMKEMHH ObLITM MUHUMAJIbHBI B 00€UX TPYIINax Tepanui.
[Ipu npumenennu BuaarauntTruHa B Jo3e S0 Mr 1 pa3 B CyTKH B TeUeHHE 6 MECSIIEB Y MAIMEHTOB
¢ CJ1 2 tuna ¢ HapymenueM QyHKIUM mouek cpenHeit (CK® >30, <50 mn/mun/1,73 M%) umm
taxenoit (CK® <30 mn/mun/1,73 M?) cTemeHH 0TMEYanoch KIMHHUYECKH 3HAUYMMOE CHIKCHHE
koHueHTpanuu HbAlc mo cpaBHeHMIO ¢ T1a11€00.
[Tpu npuMeHeHnH BUIIATIUMIITAHA B 103¢ SO Mr 2 pas3a B CyTKH B KoMOMHANuH ¢/6e3 MeThopmMuHa
u uHCynrHOM (cpemnsis mo3a 41 EJl/cyT) ObIIO MPOAEMOHCTPUPOBAHO CHUXKEHHE MOKA3aTems
HbAlc na 0,77% ot ucxomHoro cpemHero 3HadeHust 8,8% €O CTaTUCTHUYECKH TOCTOBEPHOM
pasHuueit ¢ mianedo 0,72%. YactoTa rMNOrIMKeMUH B TPYIIE BWJIJATJIUNTHHA CpaBHHUMA C
TakoBOW B rpymme miane6o. [Ipu nmpuMenennn BuigariaunTuHa B 103¢ 50 Mr 2 pas3a B CyTKHU B
koMOuHammu ¢ MerdhopmuaoMm (>1500 mr/cyT) u rmumenupugoMm (>4 Mr/cyT) ObLJIO TIOKa3aHO
CTaTHCTUYECKHU 3HaYNMoe CHIbKeHue ypoBHs HbAlc Ha 0,76% OT HCXOTHOTO CpeTHero 3HaYCHUS
8,8%.

5.2. ®dapmakoKHMHeTHYeCKHE CBOHCTBA
AOGcopbuus
[Ipn mpueme BHYTph HATONIAK BWJINATIIMITHH OBICTPO BCACHIBACTCA, a €r0 MaKCHUMabHas
KOHIIEHTpanus B 1ia3Me KpoBU (Cmax) Aocturaercss yepe3 1,75 waca mocne mpuema. [lpu
OJIHOBPEMEHHOM TIpueMe C MUIlel CcKopocTh abcopOUMK BWINATVIMITAHA CHHKAETCS
HE3HAUYUTENIbHO: OTMedaeTcsi yMeHbIIeHUE Cmax Ha 19% U yBennueHue BpEMEHHU €€ TOCTUKEHUS
1o 2,5 gacoB. OIHaKO MpUEM MHIIY HE OKA3bIBACT BIUSHUS HA CTEIIEHb aOCOPOIMHU | TUIOMIA b
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o1 KpuBOM «koHIeHTparus-speMs» (AUC).

Bunparnmuntus ObICTPO BCachIBaeTcs, a €ro abcomoTHas OMOJO0CTYITHOCTh MOCIIE IpUeMa BHYTPhb
coctaBisieT 85%. Cmax 1 AUC B TepaneBTUYECKOM MANa30HE /103 YBEIMUUBAIOTCA NPUMEPHO
HPOTIOPIIMOHATIBHO JI03€.

Pacnopenenenue

CremneHb CBSI3bIBAHUS BIIJATTUNITHHA C O€TKaMu T1a3Mbl KpoBu HU3Kas (9,3%). Bunnarnuntun
pacripeiesiieTcsi PaBHOMEPHO MEXIy IUIa3MOM KpOBH U 3pUTpouuTaMu. PacrnpeneneHue
BUJIIATJIMIITHHA TPOUCXOIUT, IPEANOI0KUTENbHO, IKCTPABACKYJISIPHO, 00BEM pacrpe/iesieHus B
PaBHOBECHOM COCTOSTHUH TIOCJI€ BHYTPUBEHHOTO BBeAeHU (Vss) cocTaBmsier 71 1.

Buorpancdopmarnus

OCHOBHBIM TTyTeM BBIBEJICHUS BUJIATJIMIITHHA sIBIsieTCs OwoTrpanchopmanms. B opranusme
yenoBeka 69% 103bl mpemnapara noasepraercs Ouorpanchopmanuu. OCHOBHONW MeTa0ONUT -
LAY151 (57% no3bl) papMakonoruuecku HEaKTUBEH U SIBISIETCS MPOLyKTOM THAPOIN3a IIUaHO-
koMroHeHTa. Okoso 4% 103kl npenapaTa NoABEPraloTCs AMUIHOMY THAPOJIU3Y.

B noxnmHMuYecKkuX HcclieoOBaHUAX OTMedaeTcs noyioxkutenbHoe Bausaue JAII1-4 na ruaponus
BWJIIATNIMNITAHA. Bunparmuntun metabonu3upyercs 0e3 ydacTuss M30(epMEHTOB LUTOXpoMa
P450. Bunnarnuntun He siBisiercs cyoctparom nzohepmentoB P450 (CYP), ne uarubupyer u He
UHAYIHpYeT u30(epMeHTs! uToxpoma P450.

DJIMMUHAIMS

[locne mpuema mnpenapara BHYTpb OKoOJIO 85% m03bl BeIBOAWTCA moukamu U 15% - uyepes
kumeyHuk. [loueyHas SKCKpelus HEUM3MEHEHHOTro BuigaraunthHa cocraisier 23%. Ilpu
BHYTPUBEHHOM BBEJCHHHM CPEIHHUN TEPHOJ TOTYBBIBEJACHHUS JOCTHTaeT 2 4YacoB, OOmuit
IUTa3MEHHBIA KIMPEHC M TOYEYHBIM KIMPEHC BWJAATIMOTHHA cocTaBisiioT 41 n/u m 13 n/u
cootBeTcTBeHHO. [lepuon monyewiBenenus (Ti,) mocne mpuema BHYTPH COCTaBJISET OKOJIO 3
4acoB, HE3aBUCHMO OT J103bl.

dapMaKOKMHETHKA B 0COOBIX cilydasax

[Tosn, mHAexkc Maccsl Tena M OTHUYECKAs NPHUHAUIEKHOCTb HE OKa3blBAalOT BIUSHUSA Ha
(bapMaKOKMHETHKY BUJIArIUITHHA.

Ileuenounas nedoocmamoynocmo

VY nmanueHToB ¢ HapylIeHueM (YHKINH [TeYeHH JIETKOHM U cpeHei cTeneHei Tsokect (6-9 6amion
no mkane Yaina-I1Ibr0) mocie oJHOKpaTHOrO MPUMEHEHUs Ipernapara OTMEUYAeTCsl CHUKEHUE
ouonoctynHocT Buigarauntuaa Ha 20% u 8% COOTBETCTBEHHO. Y MalMEHTOB C HapyIICHUEM
dbyskuun nedeHu Tsokenou creneHu (10-12 6amnmor mo mkane Yaina-ITer0) GnogocTymHOCTh
BUJIATJIMIITHHA TIOBbIIaeTcss Ha 22%. YBeJIMUEeHHWE WM YMEHbBIIEHHWE MAaKCHUMAaJIbHON
OMOOCTYITHOCTH BWJIIATJIUITHHA, He TipeBblmatoriee 30%, He SABIseTCs KIMHUYECKA 3HAUUMBIM.

13
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Koppensiuyu Mexay CTENEeHbIO TAKECTH HapYILLICHHI M&H&€Jyﬁgtﬂgﬂ&?ﬂﬁg&hm

npenapara He BBISBIICHO.
Iloueunas nedocmamounocmo
VYV manueHToB ¢ HapymieHHeM (DYHKIIMM TOYeK JIETKOH, cpeaHed wimm Tsokenoi crenenn AUC
BWJIJIATJIMTITUHA YBEJIMYMBAJIACh 10 CPABHEHHIO CO 3I0POBBIMH 100poBOJbIiaMu B 1,4, 1,7 1 2 paza
cootBercTBeHHO. AUC Merabonuta LAY 151 yBennuuBanacs B 1,6, 3,2, u 7,3 pa3a, a merabonura
BQS867 -8 1,4,2,7, u 7,3 pa3a y nauMeHTOB C HapylLICHUEM (YHKLUHU ITOYEK JIETKOH, cpetHel
TSDKEJIOW CTENEeHEH COOTBETCTBEHHO. OTrpaHMYEHHBIE JAHHBIE y MAIMEHTOB C TEPMUHAIBHOMU
craaueit xporudeckoit 6ose3nu nmovek (XbI1) yka3zpiBaroT Ha TO, UTO IMOKA3aTEIN JAHHON TPYIITBI
CXOXH C TakOBBIMH Yy TAI[MEHTOB C HapylIeHHeM (YHKIMH TIOYEK TSDKEJIOW CTEleHH.
Konnenrpauuss wmerabonmurta LAY151 y mnaumenTtoB ¢ TepmuHanbHOM craaumedt XbBII
yBeJIMUMBajIach B 2-3 pasza IO CPAaBHEHUIO C KOHIIEHTpPAlHUEW y MAlMEHTOB C HApyUIEHHUEM
(GYHKIIUH MTOYEK TSHKETIONW CTENEeHH.
[Ipn npuMeHeHWW mpenapara y TMANUEHTOB C HapymieHUEM (QYHKIUU TIOYEK MOXKET
noTpeOOBaTHCS KOPPEKLHUS JO3bI.
BriBenenue BUIIarIMIITUHA TIPH TEMOIUANIN3E OTpaHrueHo (depe3 4 yaca 1ocjie 0JJHOKPAaTHOTO
npuema coctapisieT 3% Mpu ATUTENBHOCTH MpoLeayphl 6osee 3-4 gacoB).
Tayuenmor noxcunozo 6ospacma (65 1em u cmapuie)
Y 310pOBBIX MOKHIIBIX JH0CH (=70 ser) obmiee Bo3aeiicTBue BuigarnunTiaa (100 Mr ogus pa3
B CyTKH) yBenuuuBajiocb Ha 32 %, Npu 3TOM NUKOBas KOHIEHTpalus B IJJa3Me€ KpPOBHU
yBenuuuBaiach Ha 18 % 1o cpaBHEHHIO ¢ MOJIOABIMU 310pOBBIMU JroAbMHU (18 - 40 5iet). Tem He
MEHEe O5TH HU3MEHEHHMsS HE CUHUTAIOTCA KIMHUYECKH 3HauyuMMbIMH. MuruOuposanue JII1I1-4
BWJIJJATJIMIITUHOM HE 3aBHCUT OT BO3pacTa MalMeHTa B MpeAesiax UCCIEIOBAHHBIX BO3PACTHBIX
TPYIIIL.
Hemu
DapMaKOKHHETUYECKHUE OCOOCHHOCTH BIJIIATTIMIITHHA Y A€TEeH U OJIPOCTKOB Mitajiie 18 neT He
YCTaHOBJIEHBI.

6. ®APMAINEBTUYECKHE CBOMCTBA

6.1. IlepeueHb BcmoMorareJbHbIX BellleCTB
JlakTO3BI MOHOTHAPAT
Kapbokcumerniakpaxmain HaTpUs
Maruus creapat
Cocmae kancynwi:
thTaHa auokeua [171]
JKeNaTHH.
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6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHHs)
2 roxa.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NPU XPAHEHUH
XpaHuTb 1pu TeMIiepatype He Boie 25 °C.

6.5. Xapaxkrep u conep:kaHHe NEPBUYHON YIIAKOBKH
[To 10 xarcyn B KOHTYpHYIO STYCHKOBYIO YITAKOBKY M3 IJICHKH MOJIMBUHUIXJIOPUIHON U (OJIBTH
ATIOMUHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

1o 3 unu 6 KOHTYPHBIX STYEUKOBBIX YIIAKOBOK BMECTE C TUCTKOM-BKJIA/IBIIIIEM TOMEMIAIOT B TAYKY
13 KapTOHa.
He Bce pa3mepsl ynmakoBOK MOTYT OBITh JOCTYIIHBI JIJISl peain3aliu.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NPH YHUYTOKEHHMHM HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Win 0TX0J0B, MOJY4YeHHBIX NOcJe MPUMEHEeHHsl Npenapara, u
Apyrue MAHUITYJISALMHU € IPenapaToM
Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUA
Poccniickas @enepanvs
3A0 «bepe3oBckuii papmanieBTHUECKUN 3aBOI»
Anpec: 623704, CepmiioBckast 0011., r. bepezoBckuid, yi. Konbresas, 31. 13A
ten./axc: +7(343) 215-89-01
e-mail: info@uralbfz.ru.

7.1. IlpeacraBuTe)ib AepKaTesIsi perHCTPALMOHHOIO YA0CTOBEPEeHUSI

[IpereH3un noTpeOUTEINEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

3A0 «bepe3oBckuii papmanieBTHUECKUN 3aBOI»

Anpec: 623704, CepuioBckast 0011, . bepe3osckuit, yi. Konbresas, 31. 13a
ten./axc: +7(343) 215-89-01

e-mail: info@uralbfz.ru.

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBEPEHMUSA
9. JIATA IEPBO PETUCTPAIIA
10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepuUCTHKA JIEKAPCTBEHHOIO Tpenapata BuigarimnTHH — JOCTyNHA  Ha
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uH(popMallnoHHOM moprtane EBpasuiickoro BKOHOMﬁQQQO}EJQ%EEQb%gggﬁwgﬂgtho—

KOMMYHHUKaIMoHHoH cetn «IHTepHeT»: http://eec.eacunion.org.
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