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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHITOFO TﬁEﬂjiKPAfA 00

COOTBETC TEn'ET -'I'I'_EF'TH OMY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Bunpgarnmuntun, 50 mr, tabiaerku.

2. KAUECTBEHHBIN U KOJINYECTBEHHBIN COCTAB

JlericTBytollee BEUIECTBO: BUIAATJIUITHH.

Kaxxnas tabnerka comepxut 50 M BUJIIarTuNTHHA.

[TonHbIi epedeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabmeTkn.

Tabnerku Kpyriaoi GopMbl, TBOSKOBBIMYKIIBIE, OEIOTO UJIU TIOYTH OEJIOTO IIBETA.

4. KIIMHUYECKUE JAHHBIE

4.1. IlokazaHusA K NPUMEHEHHUIO

Bunparnuntul nokasaH K IpUMEHEHHUIO MPU caxapHOM Jauabere 2 TUIa y B3pPOCIbIX MAl[IEHTOB

(B coueTaHuu ¢ queToTepanveid u GU3nIeCKUMH YIPaKHECHUSIMH):

B KauecTBe MOHOTepanmuu B ciaydae Hed()(PeKTHBHOCTH nueToTepanuu U (pU3HUECKUX
yIOpaXHEHUH y TAalMeHTOB C HAJIWYMEM [POTUBONOKA3aHUM K  MPUMEHEHHUIO/
HEMEePEHOCUMOCTH MeTGOPMHUHA UK B ciydae HedhPekTHBHOCTH MeT(hOpMUHA;

B KOMOMHAIuM ¢ MeTGOPMHHOM B KadeCTBE HadaJlbHOH MEIMKAMEHTO3HOM Tepanuu npu
HE0CTaTOYHOH 3(PPEKTUBHOCTH AUETOTEPANUHU U (PU3NIECKUX YIPAKHEHUH;

B COCTaBe JBYXKOMIIOHEHTHOW KOMOWHHPOBAHHOH Tepamuu: ¢ MeT(GOpPMUHOM WIH
TUA30JUJAMHAMOHOM, WIM C HUHCYJIMHOM B ciy4dae He3(p()EKTHBHOCTH IUETOTEpanuH,
(GU3NYECKUX YNpaKHEHUI U MOHOTEpANNU 3TUMHU NIpernapaTaMu;

B COCTaBe JBYXKOMIIOHEHTHOW KOMOWHUPOBaHHON Tepamuu C  MPOU3BOJHBIMU
CyIb(OHUIMOUYEBUHBl y TAIMEHTOB C HEJOCTAaTOYHBIM KOHTPOJEM TIJIMKEMHH Ha (oHe
MaKCHUMAaJIbHO NEPEHOCUMOM /103bl MPOU3BOJHOIO CYIb(OHUIMOUYEBUHBI UM MPU HAIUYUU
IIPOTUBOIOKA3aHUN K IPUMEHEHNIO/ HEMEPEHOCUMOCTH MET(OPMHHA;

B COCTaBe TPOMHONH KOMOMHMpPOBAHHOW Tepamuu: B KOMOMHAIIMKM C HPOU3BOJHBIMU
CyTb(OHUIMOUYEBUHBl U MET(HOPMUHOM, Yy TAIMEHTOB, paHEe IOJIYYaBIIMX TEPAUIO
IPOM3BOJHBIMU  CYJIb()OHMIMOUEBUHBI M METPOPMHHOM Ha (OHE [AUeTOTepanuu u
(U3NUECKUX YIPaKHEHUH, U He JOCTUTIINX aJJIEeKBATHOTO KOHTPOJIS INIUKEMHH;

B COCTaBe TPOWHOM KOMOMHHMPOBAHHOW Tepanmuu: B KOMOMHALIMM C WHCYJUHOM U
MEeT(GOPMUHOM, Y NMAIUEHTOB, PaHEee MOTyYaBIINX HHCYJIMH B CTaOMIBHOM 103€ 1 MeT(POpMUH
Ha (DOHE IUeTOTepanuy U (PU3NUECKUX YIPAKHEHUH, U HE IOCTUTTIHNX aJeKBaTHOI'O KOHTPOJIS

TJIMKEMUH.
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4.2. Pexxum 103UPOBAHUSA U CTIOCO0 MPUMEHEHHs

PexxuM 103upoBaHus

Jo3y mnpemnapara BupmarmuntuH cieayeT NOa0MpaTh HHIWBUIYaTbHO B 3aBUCHMOCTH OT
3 PEKTUBHOCTH U IEPEHOCHMOCTH.

Pexomennyemas no3a npenapata Bungarnmuntun 50 mr 1 unum 2 paza B cyTku. MakcumaibHast
cyTouHas fo3a coctasisier 100 mr.

Pexomenyemas 1o3a npemnapara B MOHOTEPAIIMU UM B COCTaBE KOMOMHUPOBAHHOW TEparuu C
MET(HOPMUHOM, THA3OJIUINHINOHOM WUJIM MHCYJIUHOM (B KOMOMHAIMKU ¢ MET(HOPMUHOM WiIH 0e3
meTdopmuna), cocrapiser 50 mr wiu 100 Mr B CyTKH.

Pexomennyemas no3a nmpenapara BuimarmunTiuH B cocTaBe IBOMHON KOMOMHUPOBAHHOH Tepariu
¢ mpenapaTtamu cylib(poHuIMOYeBUHBI cocTaBisier 50 mr 1 pa3 B cyTku yTpoM. B aTol momymnsiuu
nanueHToB 3G(HEKTUBHOCTh BUAaraunTHHA B 03¢ 100 Mr B cyTKH ObljIa CXOJHOW C TaKOBOM B
n03e 50 Mr B CyTKH.

PexomennoBanHas no3a mpenapara BuigarnuntaH B cocTaBe TPOWHOW KOMOMHHPOBAHHOM
Tepanuu (BUIIATIHUITHH + TPOU3BOJHBIE CYIb()OHUIMOYEBHHBI + MET(GOPMHUH) COCTABIISICT
100 Mr B cyTKH.

Ecnu nenu ramkeMuyeckoro KOHTPOJIS HE JOCTUTHYTHI Ha (pOHE NMPUMEHEHUsS MaKCUMalbHON
cyrouHo# 10361 100 mr, cieayeT paccMOTPETh BO3MOXKHOCTh TOOABJICHUS K TEPAITUH MIPErapaTom
BungarnunTuH qpyrux runorIuKeMUYEeCKIX MPenapaToB, TAKUX, KaKk METQOPMUH, TPOU3BOTHBIC
CyIb(HOHMIMOYEBUHBI, THA30IUANHIUOHBI UIIM UHCYIIHH.

Oco0nIe I'pYHOIbI TAaMEHTOB

Jluya nooicunozo eospacma

VY manueHToB MOXHIJIOTO BO3pacTa He TpeOyeTcss KOpPPEeKILUs pekuMa J03MpOoBaHMs IpenapaTa
Bunnarnuntud.

Tlayuenmul ¢ noyeunol HeOOCMAMOUHOCHBIO

Y manueHToB ¢ HapymieHHeM (YHKIUU TMOYEeK JIeTKOW CTemeHH (CKOPOCTh KIIyOOUYKOBOMU
dusrpanuu (CK®) > 60 min/mun/1,73 M%) u cpenneii crenenu ¢ CK® 50-60 mn/mun/1,73 m? ne
TpeOyeTcs KOPPEKIUU peKuMa J03UPOBaHUS Mpernapara. Y NalueHToB ¢ HapylIeHHueM (pyHKIUU

nouek cpenneir crenean ¢ CK® 30-50 mur/mun/1,73 M2

u Tsokenon crenenu (CK®D
<30 mn/Mun/1,73 M?), BKIIOYAs TEPMUHATIBHYIO CTAMIO XPOHUUECKOH Gosesnu mouek (XBII), y
NAIMEeHTOB, HAXOAIIUXCA Ha TeMOAMAIM3€ WIM MPOXOMSAIMX MPOLUEAYpY TI'€MOIUANN3a,
npenapar cieayeT npuMeHsTh B 103e 50 mr 1 pa3 B cyTKH.

eTu

BezonacHocts 1 3¢ dexkTHBHOCTH Mpenapara Bunaarnuntul y nereit B Bozpacre ot 0 mo 18 jer

Ha JJaHHBI MOMEHT HE YCTAaHOBJICHBI. /[laHHBIE OTCYTCTBYIOT.
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Cnoco0 IpuMeHeHus

Jo3y 50 mr B cyTKH ciieyeT npuHuUMaTh | pa3 B 1eHb yTpoM, 103y 100 Mr B CyTKH clieyeT JeIUTh
Ha 2 mpuema — o 50 Mr yTpom U BedepoM. B ciiyuae mpomycka mpuemMa rnpenapara ciaenyer
OPUHATH MPOMYIICHHYIO J103y Kak MOXHO ckopee. [Ipu 3Ttom cineayer u30erarb NpUHATHUS
YIIBOEHHOM J103bI B OIUH JCHb.

[Ipenapat BunparnuntuH NpUHUMAIOT BHYTPh HE3aBHCUMO OT IIPHEMa MTHUIIIH.

4.3. IlpoTuBONOKA3aHUS

e ['unepuyyBCTBUTENBHOCTh K BWIJAMVIUITUHY WM K JHOOOMY M3 BCIIOMOTaTeNIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjene 6.1.

e (Caxapnsriii muadet 1 Tumna (cm. pazaen 4.4.).

e OcTpplii WIM XPOHHUYECKHH METa0OJMUYECKH anuao3 (BKIOYas JUA0CTHYCCKUI
KETOAaI103 B COYETAaHUU C KOMOH mimn 0e3 TakoBo# ). J/[nabeTnueckuii KeToauma03 T0KEH
KOPPEKTUPOBaTh MHCYIMHOTEepanuen. JlakraTanuao3 (B TOM 4ucie U B aHamMHeE3e) (CM.
pasznen 4.4.).

e Hapymenus ¢yHKkuuu meueHu, BKIOYAs MAIMEHTOB C TIOBBIIICHHONW aKTHBHOCTBIO
«IICYCHOYHBIX dbepMeHTOB (aranmHAMUHOTpPAHC(EPA3BI (AJIT) WIn
acmapraramuHoTpancdepasbl (ACT) B 3 u Oosiee pa3 BbIIIE BEpXHEH I'PaHHIIBI HOPMBI,
(3xBI'H) (cm. pa3nen 4.4.).

e Xponwuueckas cepaeunas HegoctarouHocTh (XCH) IV dynknmonansroro kinacca (©K) mo
(GYHKIIMOHATBLHON  KJTacCH(pUKAIIHI HLIO-PTOpKCKOﬁ KapJAHOJIOTHYECKOW acCOLUAIUU
(NYHA) (BBHOy OTCYTCTBHS [IaHHBIX KIMHHYECKAX HCCIACIOBAHMNA O NPUMEHCHHU
BUJIIATJIMIITHHA y 9TOW IPyNIbl NAlMeHTOB) (cM. pa3zaen 4.4.).

4.4. OcoOble yka3aHus 1 MepbI IPeI0CTOPOKHOCTH NPH NPHMMEHEeHHH

Oco0snle yKa3zaHus

B noknuHWYecKuX WCCIEAOBaHUSX MPU NMPUMEHEHUH B J03ax, B 200 pa3 mNpeBbIIAIOIINX
pGKOMeHI[yeMBIe JJIA 4C€JIOBCKA, BUIIAArJIMIITUH HC BbI3bIBAJI HapymeHI/Iﬁ @epTHHBHOCTI/I.

HpI/I HGOGXO,Z[I/IMOCTI/I I/IHcyHI/IHOTepaHI/II/I BUWJIAAr JIUIITUH HpI/IMeH}IIOT TOJBKO B KOMGI/IHaI_II/II/I C
I/IHchII/IHOM. BI/IJI,Z[aI‘JII/IHTI/IH HpOTI/IBOHOKaSaH y ITalIfTMCHTOB C caxapHHM I[I/IaGGTOM
1 Tuma uim IS TeYeHus AuabeTHUecKoro Keroaruao3a (cm. pasuen 4.3.).

CepJieuHast HeJOCTATOYHOCTE

[lockonbKy JnaHHBlE O MNpuUMEHeHMM BuwigarauntuHa y mnauueHtoB ¢ XCH III @K mno
knaccupukanun NYHA orpanudeHsl W He MO3BOJSIOT CHENaTh OKOHYATENbHBIA BBIBOJ,

PEKOMCHAYCETCA € OCTOPOKHOCTBIO ITPUMCHATH BUJIIAATrJIMIITUH Y IMMAIIUCHTOB HaHHOﬁ KaTeropuu.
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NYHA, BBUly OTCYTCTBUS JAHHBIX KIMHUYECKUX UCCIEOBAaHUN O MPUMEHEHUH BUJIIATIUITHHA
y HAIMEHTOB TOM rpymisl (cM. paszzen 4.3.).

Hapymenns d)VHKHI/II/I IIOYCK

[TockoJibKy OMBIT MPUMEHEHUS BWIAATJIUITHHA y MAIMEHTOB ¢ TepMuHaIbHOU cramueit XbII,
Haxo4dmuxcsa Ha TICMOAUAIIN3C WKW MNOPOXOJdIIuX IMpoucaypy remMoauaimsid, OIpaHUYCH,
BUJLAATJIMIITUH PCKOMCHAYCTCA NPUMCHATL C OCTOPOKHOCTBIO Y I[aHHOﬁ KaTCropuu mnanucHTOB.

Hapymenns d)VHKHI/II/I ICYCHU

[TockoNbKy B peAKUX Ciy4asx NP NPUMEHEHWH BHJIIATIIMITHHA OTMEYAIOCh TTOBBIIICHHUE
aKTUBHOCTH aMuHOTpaHchepa3 (Kak mpaBwio, 0e3 KIMHUYECKHX NPOSBICHUI), nepen
NPUMEHEHHEM BWIJATJIMITHHA, a TAaKKE M PErylsspHO B XOJ€ MEPBOTO roja MPUMEHEHHS
BunarauntaHa (1 pa3 B 3 Mecsa), peKOMEHIyeTCsl ONPEAeIsITh ONOXUMHUECKUE TIOKA3aTeIH
¢ynkuun nedeHu. [Ipw BBISIBICHWW TIOBBINICHHWS AKTUBHOCTH aMHHOTpaHcdepas clemayeT
IPOBECTH MOBTOPHOE HCCIIEIOBAHUE C LENbIO MOATBEPKIACHUS PE3yiIbTaTa, a 3aTeM PEeryisipHO
IPOBOJIUTH ONpeieTeHre ONOXUMHUECKUX MoKa3aTesei (QyHKIIMK EUYEeHH 10 UX HOPMaJIU3aIiH.
Ecmu npespimenue aktuBHOCTH ACT mmm AJIT B 3 unm 6onee pa3 Beime BI'H moareepxaeno
MOBTOPHBIM UCCIICIOBAaHHEM, BIJIAATIIANITHH PEKOMEHIYeTCsl OTMEHHTH (CM. pasnen 4.3.).

[Ipu pa3BUTHM XKENTYXH WIM JPYrUX MPHU3HAKOB HapymeHHs (QYyHKIUH IMe4eHu Ha (oHe
NpUMEHEHHs BWIJATIMIITHHA Teparuio MpernapaToM cienyeT HeMeJIeHHO mpekpatuTs. Ilocie
HOpMaJTU3aI|H MToKa3aresei (yHKINY TIeUYeHH JICUCHHE BUIIIATITUIITHHOM BO30OHOBIISTh HEJTB3SL.

I'unormukeMust

W3BectHO, 4YTO mpenaparbl  CyIb()OHHUIMOYEBHMHBI ~MOTYT  IPOBOLMPOBATH  pa3BUTHE
runorinukemMun. CyliecTByeT pUCK pa3BUTHSI TMIIOIVIMKEMHUH IIPU OJIHOBPEMEHHOM NIPUMEHEHUH
BWIJIATJIMITHHA C IpenapatamMu  cyiabGoHMIModeBHHBL. Ilpm HeoOxomumoctH cienyer
paccMOTpeTb BO3MOXKHOCTb CHIDKEHHS J103bl IIPENaparoB CYJIb()OHWIMOYEBHHBI C LENbIO
MUHUMU3HUPOBATH PUCK Pa3BUTHS TMIIOTIUKEMUH.

OcCTpBIii TaHKPEATUT

[IprMmeHeHre BWIIJArIMITAHA CBSI3aHO C PUCKOM pPa3BUTHS OCTPOro maHkpearuta. Cremayet
MpOUH(POPMHUPOBATH TAIMEHTa O CHMIITOMAax, XapakTEepPHBIX JJII OCTPOro maHkpearuta. [lpm
HOI[OBpeHI/II/I Ha OCprIﬁ HaHeraTI/IT BUJI AT JINIITUH cne;[yeT OTMCHUTL. He cnez[yeT
BO300HOBIISTH TEPAIHUIO, €CJIM OCTPBIM MAaHKPEATHT ObUT MOATBEPXKACH. Y MAIlEHTOB C OCTPHIM
MMAaHKPEATUTOM B aHAMHE3€ MPUMEHATHh BUJIJATJIMITHH CIEIYET C OCTOPOKHOCTHIO.

4.5. B3aumojaeiicTBHe ¢ JPYrMMH JIeKAPCTBEHHBLIMH TMpenaparaMd M JApyrue BH/bI
B3auUMO/IeHCTBHUA

BI/I.HI[aF.HI/IHTI/IH O6Hal[a€T HU3KHUM MMOTCHIHAJIIOM JICKAPCTBCHHOI'O B38.HMO,Z[€I>'ICTBI/I5I.
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THa3uabl,  TTIOKOKOPTUKOCTEPOHMIBI,  IPENApaThl 'rch_rp;ngt;BF B HI.E%EE!D%O% ! menésm

CUMIIATOMHUMETUKH MOTYT CHI)KAaTh TUIOTIMKEMHYECKOe IACHCTBHE BIJIJATIUNTHHA, KaK W
JIPYTUX TIEPOPATBHBIX MPOTHBOINA0CTUUECKUX MPETIAPaTOB.

[TockoNbKY BUIIIATTUIITHH HE ABJsieTcst cyocTparom depmenToB nutoxpoma P450 (CYP), a takxke
HE MHTUOMpYeT M HE HHAYLHUPYET OSTH (epMEeHThl, B3aWMOJAEWUCTBHE BWIJATJIMIITHHA C
JICKapCTBEHHBIMU TIperapaTaMH, KOTOpBIE SIBISIOTCS CyOCTparamMu, WHTHOUTOpaMU WM
unaykropamu P450 (CYP), manosepositHo. [Ipy 0JHOBpEMEHHOM NPUMEHEHHH BWJIJATIAITHH
TaK>Ke He BIUSAET Ha CKOPOCTh METa00IN3Ma MpenapaToB, ABISIOUINXCA cyocTpaTaMu (PepMEHTOB:
CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

Kimandeckn 3Ha4MMOro B3aUMOJICHCTBUS BWJIIATIIMIITUHA C TperaparaMy, Hambojee 4acTo
UCTIOJIb3YyEMBIMU TIPH JiIeueHUU caxapHoro auadera 2 tumna (CJ] 2 tuna) (rIuOCHKIAMHIIOM,
MUOTJIMTA30HOM, MET(GOPMUHOM) WM OOJaJAIOMIMMU Y3KHM TepaneBTUYECKUM THara3zoHOM
(aMJIOTUTIMHOM, JTUTOKCHMHOM, PaMUIIPUIIOM, CUMBAcCTaTMHOM, BajcapTaHOM, BaphapHHOM) He
YCTaHOBJICHO.

YactoTa pa3BUTHSI aHTHOHEBPOTHUYECKOTO OTEKa ObLjIa BHIIIE MPU OJHOBPEMEHHOM IMPUMEHEHUHN
BWJIJATJIMIITUHA ¢ WHTHOWTOpaAMHU aHTHOTEH3MHIpeBpamamiero ¢pepmenta (AIID), mpu stom
OblJ1a CXOJHOW C TaKOBOM B KOHTPOJILHOHW rpyrmiie (cM. pazaen 4.8.). B GonpmuHCTBE ciy4yaeB
AHTHMOHEBPOTUYECKUIN OTEK OBUT CpelHEH CTENEeHU TSHKECTH U pa3pelrancs caMOCTOSATEIHHO B
X0/J1e IPOJAOKEHHUS TEPANTUU BUJIIATTUIITHHOM.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTDb U JIAKTALMS

bepeMeHHOCTh

JlocTaTOYHBIX JaHHBIX MO MPUMEHEHHWIO BUJIATJIMIITHHA Y OCpEMEHHBIX HET, B CBS3H C YeM
BUJIATJIMIITAH TIPOTUBOIMOKA3aH BO BpeMsl OEPEeMEHHOCTH. B MOKIMHHYECKHX WUCCIICJOBAHMSIX
OblIa BBISBIIEHA PENPOAYKTUBHAS TOKCUYHOCTh TMpPU TNPUMEHEHUH B BBICOKMX J103aX,
MOTEHLUAIbHBIA PUCK JIJIsl UEIOBEKAa HEU3BECTEH.

JlakTanus

BungarnmunTiH MpOTHBOINIOKA3aH B MEPUOJ TPYAHOTO BCKApPMIIUBAHUS, TOCKOJIBKY HEU3BECTHO,
MPOHUKAET JIM BUIAATIMIITHH B TPYIHOE MOJIOKO Y YeJIOBEKa.

4.7. BaiusiHMe Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CpeACTBAMHM M PadoTaTh C
MeXaHU3MaMu

HccnenoBanusi BAHMSIHUS —BHIJATJIUNTHHA HA CIOCOOHOCTH  YIPAaBISATH TPAHCIOPTHBIMH
CpeICTBaMU WM paboTaTh C MEXaHU3MaMH He IPOBOAUINCH. [Ipy pa3BUTHH rOJIOBOKPYKEHHS Ha
dboHe mpUMEHEHMs] BWIAATIMITUHA NAalMEeHTaM HE CIEQyeT YIpaBisaTh TPaHCHOPTHBIMU

CpeICcTBaMU WK paboTaTh ¢ MEXaHU3MaMH.
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4.8. HexenaTebHbIE peaKkiuu

Pesrome npoduiis 0esonacHocT

[Ipu npuMeHeHNU BUJIIATIIUIITHHA B MOHOTEPAIMH UM B KOMOMHAIIMH C IPYTHMH MpenaparaMu
OOJIBIIMHCTBO HEXKEIATEeNbHBIX PEaKIMii ObLIN cl1ab0 BhIpaXKEHbI, IMENIM BPEMEHHBIN XapakTep U
He TpeOoBaIK OTMEHbI Tepanuu. Koppensiun Mex 1y 4acToToi HexkenaTeabHbIx peakiuit (HP) u
BO3PACTOM, IIOJIOM, STHHYECKOW MPUHAMICKHOCTHIO, TPOJOJIKUTEIBHOCTBIO MTPUMEHEHHS WIIH
PEKUMOM J03UPOBAHUS HE BBISBIICHO.

YacroTa pa3BUTHsI aHTHOHEBPOTUUYECKOTO OTEKa Ha (POHE Tepanuy BUIAATIIMIITHHOM COCTaBJIsIIa
>1/10 000, Ho <1/1 000 (rpamamus «peaKo») u OblIa CXOAHON ¢ TAKOBON B KOHTPOJILHOU TPYIIIIE.
Haubonee wacTto ciaydam aHTHOHEBPOTHYECKOTO OTE€Ka OTMEUYAIUCh NpPU MPUMEHEHHH
BIWJIJIATJIMIITHHA B KOMOMHAIIMM ¢ MHTHOMTOpAaMM aHTHOTEH3MHIIpeBpamaiomero gepmenta. B
OOJIBIIMHCTBE CIIy4aeB aHTMOHEBPOTUYECKUH OTEK ObUT CpeHEN CTENEH! TSXKECTH U pa3peniacs
CaMOCTOSITENILHO B X0/1€ MTPOJOJIKEHHSI TEPAK BUIAATTUITHHOM.

Ha ¢one Tepanuu BUIIAMIUNITHHOM PEIKO OTMEYANUCH HAPYIICHUS (PYHKIIMH IMeYSHU (BKITFOYAs
rernaTuT) 0ECCUMITOMHOTO TeYeHHUs. B OONIBIIMHCTBE ClydaeB JaHHbIE HAPYIICHNUS U OTKIOHEHHS
nokasarenei (yHKIUHU eYeHH OT HOPMBbI Pa3pelnINCh CAMOCTOSTENIbHO 0€3 OCTI0KHEHUH 1mociie
MpEKpaIleHus Tepanuy BUagarunTuaoM. [Ipyu npuMmenenun BungaraunTuHa B 103e S0 mr 1 vim
2 pa3a B CyTKHM 4YacTOTa yBEJIMUYEHHUS aKTUBHOCTH «medueHOYHbIX» (epmenToB (AJIT nmum ACT
>3xBI'H) cocraBmsna 0,2% u 0,3% coorBercTBeHHO (1o cpaBHeHHIO ¢ 0,2% B KOHTPOJIBHOM
rpy1re). YBeIUnueHUe aKTHBHOCTH «IIE€YCHOYHBIX» (PEPMEHTOB B OOJBITUHCTBE CIIy4acB OBLIO
0eccUMIITOMHBIM, HE IPOTPECCUPOBAIIO U HE COMTPOBOKAAIOCH XOJIECTA30M MITU HKEITYXOM.

PesroMe HexxenaTeabHbIX peaKIIui

HP crpynmupoBaHbl B COOTBETCTBUH C KiIaccu(uKanuei opranoB u cucreM opranoB MedDRA. B
npejenax KaxI0i rpyIibl OpraHoB U cUcTeM opraHoB HP mepeurciieHbl B MOPSIKEe YMEHBIIICHHSI
YaCTOThl BCTPEYAEMOCTH. B mpezenax Kaxmoi TpyMIbl 4acToThl BeTpeyaemocT HP yka3aHbl B
HOPSIIKE YMEHBIICHHS TSDKECTH.

JInsl OLIGHKM YacTOThI BCTPEYAEMOCTH HEKENATEIbHBIX PEaKLUil MCIIOIB30BAIHCH CICIYIOINE
KpUTEpHH: 04eHb yacTo (>1/10), vacro (>1/100, o <1/10), Heuacto (>1/1 000, Ho <1/100), peaxo
(>1/10 000, mo <1/1 000), ouensr peaxo (<1/10 000), gacrora Hew3BeCTHA (HA OCHOBAHUHU
MMEIOLIMXCS JTaHHBIX OLCHUTh HEBO3MOKHO, TOCKOJILKY COOOIICHHSI OITY4EHBI B JOOPOBOIHLHOM
HOPSIIKE OT MOIMYJISIIH HEOTIPESIICHHOTO pa3Mepa U JOCTOBEPHO ONPENEIUTh YaCTOTY Pa3BUTHUS
nanubiX HP He mpescTaBiseTcss BO3MOXHBIM, B CBSI3H C YeM OHH KJITaCCH(UITMPOBAHBI KAK 4aCTOTa

HEH3BECTHA).
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ot 07.07.2025 Nz 16836

(NOCNEQCBATENEHOCTE 0003)

[Ipy npuMEHEHNHY BUJIJATJIMIITHHA B MOHOTEpaINU

[Ipu mpumMeneHun BrigaraunTHHa B 03¢ 100 M B CYyTKM 4acTOTa OTMEHBI TEPaIllud B CBSI3H C
pasBuTHEeM HexenarenbHbIX peakiuit (0,3%) Oblia He BbIlIe TakoBo B rpymme 1uiane6o (0,6%)
i nipenapata cpaBHeHus (0,5%).

Ha ¢one ™MonoTepanmuu BumigaruntiHOM B go03¢ 100 Mr B CyTKM YacToTa pa3BUTHUS
TUTOTJIMKEMUH 0€3 YBENIMYEHUS CTENEeHH TSKECTH CcocTosiHus cocrapistia  0,4%, d9to
COIIOCTAaBUMO C TIpernapaTtoM cpaBHeHus u mianedo (0,2%).

Macca Tena He U3MEHSIACh MO CPABHEHHUIO C MCXOJHOW B KIMHUUYECKUX HCCIEIOBAaHUAX, KOT/Ia
BuigaraunTuH 100 MT B CyTKH IPUMEHSUTH B KauecTBe MoHoTepanuu (-0,3 kr u -1,3 kr B rpynmax

BHJIJATJIMIITHHA U TJ1AIe00 COOTBETCTBEHHO).

Hngpexyuu u unsazuu

OueHb peliKo |I/IH(1)eI<uHI/I BEPXHUX JIbIXaTEIbHBIX MyTeH, Ha30(apuHTUT
Hapywenus memabonusma u numanusl

Heuacto [FHHOFJIHKeMH;I

Hapywenusi co cmopomnsl HepeHOU cucmembl

Yacto ["osoBOKpYKEHUE

Heuacto ["onoBHas 60JIb

Hapywenusi co cmoponsl cocyoos

Heuacto |HepH(1)equeCKHe OTEKH

Hapywenusi co cmopomsl s#ceny0oyHo-KUUeyHo20 mpakma

Heuacto Barop

Hapywenusi co cmoponbl MbllueUHOU, KOCMHOU U COeOUHUMENbHOU MKAHU
Heuacto |Apranrml

Jlonrocpo4Hble KIIMHUYECKUE UCCIIET0BAaHUS POJIOJKUTENBHOCTBIO 10 2 JIET HE BBIIBUIIN KaKUX-
1100 JTOTIOIHUTENBHBIX OTKIOHEHUH poQuiis 6€30MaCHOCTH WM HENPEABHICHHBIX PUCKOB IIPH
IIPUMEHEHNUY BUWJIJATJIUIITUHA B MOHOTEPAIIUH.

[Ipu npuMeHeHny BryLfaraunTraa B go3e 100 Mr B cyTKM B KOMOWHAIINK ¢ METHOPMHUHOM

[Tpu npumeHeHnn BrarmnTiHa B 03¢ 100 Mr B CyTKM B KOMOWHAITMU ¢ MET(HOPMUHOM HIIH
mianedo B COYETAaHUH C MET(HOPMUHOM CIydyaeB OTMEHBI TEpalWHi B CBS3M C DPa3BUTHEM
HEXeJaTeNbHbIX PeaKuil He 0TMEUaIoCh.

[Ipn nmpuMeHeHnn BuiagaraunTuHa B n03¢ 100 Mr B CyTKM B KOMOWHAIMHU C METHOPMHHOM
TUIOTIMKeMHs oTMevanack B 1% cioyuaeB (B rpynne mane6o + metrdopmun — Heyacto (0,4%)).
B rpynme npuMeHeHUs BWITATTUNTHHA HE HAONIONAIOCh Pa3BUTHS THIIOTIIMKEMHH TSDHKETOM
CTETIEHHU.

Macca Tena He M3MEHsIACh MO CPaBHEHHUIO C MCXOJHOM B KIMHUYECKHX HCCIEAOBAHUAX MPU
npuMeHeHnn kKoMOuHaruu Buaarauntuaa 100 mr B cytku 1 merdgopmuna (+0,2 xr u -1,0 kr B

rpymnrnax BUJIAATIMOTHHA U I1J1a11€00 COOTBETCTBEHHO).



COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 07.07.2025 N= 16836

(NOCNEQCBATENEHOCTE 0003)

Hapywenus memaboausma u numanusl

Yacro IFHHOFJIHKeMH;I

Hapywenusi co cmopomnsl HepeHOU cucmembl

Yacto Tpemop, ronoBHast 60JIb, TOJTOBOKPYKEHUE
Heuacto [ToBblllIEHHAS! yTOMJISIEMOCTD

Hapywenusi co cmopomsl s#ceny0oyHo-KUUeyHo20 mpaKkma
Yacto |T0H1H0Ta

JlonrocpouHble KIMHUYECKUE UCCIIEI0BAHUS POIOJIKUTEIBHOCTBIO 10 2 JIET HE BBIIBUIIN KaKUX-
1100 JTOTIOIHUTENBHBIX OTKIOHEHUH MPOoQuIIs 6€30MaCHOCTH WM HEMPEABHICHHBIX PUCKOB IIPH
MPUMEHEHNUN BUJIATJIMIITHHA B KOMOMHALIUN C MET(QOPMUHOM.

W3ydyeHue npuMeHeHUs: KOMOWMHAIMM BUJIATJIMIITHHA U METPOpPMUHA B KAaueCTBE CTApTOBOM
TEpanuy MpH caxapHoM JuadeTe 2 TUMA HE BBHIIBUIIO OTKJIOHEHUH MpoQuisi 6€30MacHOCTH UIIH
HEIPEABUICHHBIX PUCKOB.

IIpyn nmpuMEHEHMM BHIAArIMOTHHA B g03¢ 50 Mr B CYTKH B KOMOMHAIIMH C IIPOU3BOAHBIMHU

CVJ'II)(bOHI/IJ'IMOLIeBI/IHBI

[Ipu npuMeHeHNN BUIIIATTIUNITAHA B 103€ 50 MT' B CYyTKU B KOMOMHAIIMY C TTTUMETUPUIOM YaCTOTA
OTMEHBI TEpalmuM B CBS3M C pPa3BUTHEM HEXKeNaTelIbHBIX peakiuii cocrasmsuia 0,6% (1o
cpaBHeHu1o ¢ 0% B rpyIne riauMenupu + miauebo).

YacroTra pa3BUTHUSI TUIOTJIMKEMUHU Yy MAIlMEHTOB, MOMYYaBIIUX BWJIJATTUOTHH B Ao3e 50 mr B
CYTKH BMeCT€ ¢ TmuMenupuaom, cocrasmina 1,2% (mo cpaBaenuto ¢ 0,6% B rpynme mianedo +
rmMenupua). B rpymne npuMeHeHrs BUIIATIMITHHA He HA0II01a7I0Ch Pa3BUTHS TUIIOTIMKEMHAH
TSYKEJION CTETICHH.

Macca Tena He U3MEHSIACh MO CPABHEHUIO C MCXOJHOW B KIMHUUYECKUX HMCCIEIOBAaHUAX, KOT/Ia
BUJIATJIMIITHH B 03¢ 50 Mr oauH pa3 B CyTkd Ao0aBisu K rmumenupuny (-0,1 kr u -0,4 kr B

rpymnnax BUJIAATIMOTHHA U I1J1a11€00 COOTBETCTBEHHO).

Hngpexyuu u unsazuu
OueHb peKo ‘HaSO(bapI/IHFI/IT

Hapywenus memaboausma u numanus
YacTto IFI/IHOI‘JII/IKGMI/I}I

Hapywenusi co cmoponbl HepeHOU cucmembl

Yacto |TpeM0p, roJioBHasi 00JIb, TOJIOBOKPYKEHUE, ACTCHHSI
Hapywenus co cmoponbsl i#ceny004Ho-KUue4Ho20 mpakma

HeuacTo |3anop




COOTEBETC TEn'ET SKCMNEPTHOMY OTUETY
ot 07.07.2025 N2 16836

ITpu npuMeHeHnn B garaunTiga B go3e 100 B CWKPJ_L%ESJEPH{;EEJ g%@m PI'HI[;/I;);IOM

[Ipn npumMenenuun BuimarauntuHa B go3e 100 M B CyTKM + THA30JMIUHAWOH U Tuianebo +
THUA30JIMIUHUOH CITy4aeB OTMEHBI TEPANKH B CBSI3U C PA3BUTHEM HEXKEJIATENbHBIX PEaKIuil He
O0TMEYaJIOCh.

[Ipu npumeHeHnn BuaaraunTrHa B 03¢ 100 Mr B CyTKH + MUOTJIUTa30H OTMEUYAJIOCh Pa3BUTHE
runoriaukemun B 0,6% ciaydaes, a y MaMeHTOB, MOTyYaBUIMX I1ane0o + nuornurta3oH, — B 1,9%
ciydaeB. B rpymnme mpuMeHEHHs] BUJIIATJIMIITHHA HE HAONIOMANOCh Pa3BUTHS THIIOKIUKEMUU
TSAYKEJION CTETICHH.

B wucciaenoBanum npUMEHEHHs BWIJArJIUNTHHA B KadyecTBE JOMOJIHUTEIBHOM Tepamuu K
MUOTJIMTAa30HY a0COTIOTHOE YBETMUCHHUE MAacChl TeJia B Tpymie Tuiane6o u Bunaarmumntuaa 100 mr
B CYTKHU cocTaBujo 1,4 u 2,7 KT COOTBETCTBEHHO.

[Tpu nob6apiennn BungaraunTuHa B 03¢ 100 Mr B CyTKH K MUOTJIMTA30HY B 03¢ 45 MTI' B CYTKH
yacToTa pa3BUTUA Nepudepruuecknux OoTeKoB cocTaBisuia 7% (mo cpaBHeHuio ¢ 2,5% Ha ¢oHe

MOHOTCpPAIINU HI/IOFHI/ITaBOHOM).

Hapywenusi memaboausma u NUManus
Yacto 'YBennyeHne Macchl Tea
Heuacto [AIornmukeMust

Hapywenus co cmopoHvl Hep8HOU CUCTeMbl
Heuacto [ConoBHas 6ok, acTeHus

Hapywenus co cmoponsl cocy0os
Yacto |HepH(1)equeCKI/Ie OTEKH

[Ipy nprMeHEeHNN BILIATIUIITHHA B 103€ 50 Mr 2 pasa B CYTKH B KOMOMHAIIMYU C MHCYJINHOM (C

MeThOPMHUHOM HIH 0€3 HEro)

[Ipu npuMeHeHNnN BUIIArTUNITHHA B KOMOWHAIIMY C MHCYJIMHOM (B KOMOMHAIMK C MET()POPMUHOM
win 0e3 MeThopMUHa) YacTOTa OTMEHBI Tepanuu BeaencTsue passutus HP Obuta pasaa 0,3% B
rpymnie Tepanuy BUWIJATIUIITHHOM, B IPYIIE IU1aledo ciyyaeB OTMEHbI TEpAlluu He ObLIO.

[Ipu npuMeHEHNH BIJIIATJIUIITHHA B KOMOWHAIIUY C UHCYJTMHOM (B KOMOWHAIIUY C METPOPMUHOM
wii 6e3 MeThopMHHA) HE OTMEYAJOCh YBEIMUYCHHsS] pHCKA Pa3BUTHS THIIOTTHUKEMHH IO
cpaBHEHHMIO ¢ KoMmOuHanuel muanedo + uHcynuH (14% B rpynmne BungarnmuntiHa U 16,4% B
rpynme 1iane6o). ¥ 2 naiueHToB B Ipylie BUJIAANIMITHHA U y 6 MallMeHTOB B Ipymme mianedo
pa3BUIIACh TUIIOTIIMKEMUS TSKENOM CTENEHH.

Ha MoMeHT 3aBepIuieHus NCCIeI0BAaHMsI BUIJATIUIITHH HE OKa3bIBaJl BIMSHUS Ha CPETHIOI0 MacCy
Tesa (Macca Tena yBenuuuiaach Ha +0,6 KT 0 CpaBHEHUIO C UCXOAHOM B IpyIine BUIJArIUNTHHA,

a B TpymnIe 1miamnedo ocrajach HEM3MEHHOK ).



COOTBETCTBYET 3KCMEPTHOMY OTUETY
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Hapywenus memaboauzma u numanus
Yacro |anornHKeMH;{

Hapywenusi co cmoponbl HepeHOU cucmembl

Yacro |F0JIOBHa51 00116, 03HO0

Hapywenusi co cmopomsl s#ceny0oyHo-KUUeyHo20 mpakma
Yacto TomrHOoTa, TacTpod30dareaabHbIi PeQIIFOKC
Heuacto [lnapest, MmeTeopusm

[Ipy npuMeHeHNU BIIMANIMNOTHHA B 103e¢ 50 mr 2 pasa B IeHb B KOMOMWHAILIMK C IIpelaparamu

CcyJIbOHMIMOYEBHUHEL U METHOPMHUHOM

Cny4aeB OTMEHBI BMJIArTIMOTHHA, CBsi3aHHBIX ¢ HP B rpynme koMOMHMpOBaHHOW Tepamuu
BWIJIATJIMIITUHOM, MET(GOPMHHOM U TIIMMENHPUAOM, OTME4YeHO He Obuto. B rpymme
KOMOMHUPOBAaHHOW Tepanuy Iuiane6o, MeTGOPMHHOM M TIMMENHPHIOM YacTOTa OTMEHBI
BUJIAATIMIITHHA, cBA3aHHoi ¢ HP, cocrasmia 0,6%.

l'unornukemus orMedanack 4acTo B o0eux rpymnmnax (5,1% B rpynmne koMOMHHUPOBAHHOM Tepaniu
BWIJIATJIMIITUHOM, MeT(GOopMHHOM M TiuMmenupuaom u 1,9% B rpynmne KOMOMHHPOBAHHOM
Tepanuu 1ianedo, MeThOpMUHOM U TIIMMENUPUAOM). B Tpynme BuiaiarnuntuHa OTMEYeH OJUH
SMH30/1 THIOTJIUKEMUH TSKEIIO0H CTeTIeHH.

Ha MoMeHT 3aBepIueHus! UCCIIEAOBAaHUS 3HAYMMOTO BIMSHUSA HAa MacCy TeJla BBISIBIEHO HE ObLIO

(+0,6 xr B rpynmne Buwinarauntuia u -0,1 kr B rpynmne riane6o).

Hapywenusi memaboausma u NUManus
Yacto ‘FI/IHOFHI/IKGMI/IH

Hapywenus co cmopomnsl HepeHOU cucmembl

Yacto ‘FOHOBOpr)KeHI/Ie, TpEMOP
Hapywenusi co cmoponsl Kodxcu U NOOKONCHBIX MKAHell
Yacto ‘Fﬂnepmﬂpozz

Obwue HapyweHus U peakyuu 8 mecme 66€0eHus.
Yacto ‘ACTGHI/IH

IlocTperucrpallmiOHHEIC UCCICIOBAHMUS

Bo Bpems npoBeneHHs MOCTPETUCTPALIMOHHBIX UCCIIEOBAaHUM ObUTH BBISIBICHHI cienytomue HP
(TTOCKOJIBKY COOOIIEHUS TTOTYYCHBI B JOOPOBOJIBHOM MOPSIIKE OT MOMYIISAIIMHA HEOMIPEIEICHHOTO
pa3mepa, JOCTOBEpPHO OMNPENEIUTh YacToTy pa3Butus gaHHeix HP He mnpexacrasisercs
BO3MOJXKHBIM, B CBSI3U C UeM OHH KJIACCU(UIIMPOBAHBI KaK «4aCTOTa HEM3BECTHAY).

Hapywenus co cmoponbl siceny0ouHo-KueuHo2o0 mpakma: 4acToTa HEeM3BEeCTHA - TaHKPEaTHT.
Hapywenusa co cmoponbl neuenu u dHcenuegbl8oO0AWUX nymeli: 4acToTa HEU3BECTHA - TE€HATUT
(pa3pemmBIINANCS CaMOCTOSATEIHHO IMOCIIE OTMEHBI BUJIATIHMIITHHA), TIOBBIIICHHE AKTHBHOCTH
«MEYCHOYHBIX» (PepMEHTOB (pa3pelIuBIICeCcs] CAMOCTOSITEIBHO TTOCIE OTMEHbBI BUIIATIMITHHA),

XOJICIHCTHT.
10



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 07.07.2025 N= 16836

Hapywenus co cmoponsi muluieunot, KOCMHOU U coeQuHINIETENOtMRAHI - AR T O e BeC A -

MUaJirums.
Hapywenusa co cmopomnsi Kodcu u nOOKOMCHBIX MKAHeU: YacTOTa HEW3BECTHA - KpAIlHMBHHMIIA,
9KCPOJIMATUBHOE W OYIJIE3HOE MOPAKCHHUSI KOXH, BKIIOYas OyJUIe3HBIA MeMQUTOHI, KOXKHBIN

BaCKYJIHT.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmare 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX T[OCIEe PETUCTPAINH
JIEKapCTBEHHOI'0 Tperapara ¢ 1elbio 00ecredeHnsl HelPepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHHKAM DPEKOMEHIYeTcs
co00ImaTh O JIFOOBIX MOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXKENATEIbHBIX PEaKIUsIX rOCydapCTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccuiickas @enepanus

OenepanbHas cinyx0a Mo Hag3opy B cdepe 3apaBooxpaneHus Poccuiickoir dDenepanuu
(PocanpaBHamzop)

Anpec: 109012, r. MockBa, CnaBstHcKast miomanis, a. 4, ctp. 1

Tenedon: + 7 (800) 550-99-03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHHUKAITTOHHON ceTu «HTEpHETY!

http://roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CuMITOMBI

BunpgarnunTuH Xxopoio NepeHoCcuTes Ipyu NpUMeHeHNH B 103€ 10 200 Mr B CyTKH.

[Tpu nmpumMeneHnn BusAaraunTHHA B 103¢ 400 MT B CyTKH MOTYT HaOJIOAaTHCs 00JIh B MBIIIIAX,
peAKo - JIETKUe U TPAH3UTOPHBIE MapecTe3nH, JUXOPaaKa, OTEKU U TPAH3UTOPHOE MOBBIILICHUE
akTuBHOCTH Juna3sl (Beiaie BI'H B 2 pasa). [Ipu yBenunyenun 10361 Buiigarnuntiuaa 10 600 mr B
CYTKA BO3MOJKHO pa3BUTHE OTEKOB KOHEUHOCTEH, COMPOBOXIAIOUIMXCS MApecTe3UsIMH H
MOBBIIICHHEM AaKTUBHOCTH KpeaTuH(ocdokuHaspl, C-peakTHBHOro Oeiaka W MHUOTJIOOWHA,
aktuBHOCTH ACT. Bce cuMITOMBI Mepeno3upoOBKA U U3MEHEHHS JTabOpaTOPHBIX IMOKa3aTesen
o0paTuMBbl TIOCTIe MPEKPAIICHUs TPUMEHEHHS BIJIIATTUIITHHA.

Jleuenue

BriBenenne BWIIAriunTHHA W3 OpraHM3Ma C IOMOIIbIO Juain3a MayoBeposTHO. OnHako
OCHOBHOHM TuApoau3Hblii Mertabonmut BuigariauntaHa (LAY151) moxer ObITh ymajdeH u3

OpraHu3Ma IMyTeM I'eMOJAHAIIN3A.
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COOTBETCTEVYET 2KCNEPTHOMY OTYETY
ot 07.07.2025 N= 16836
5. DAPMAKOJOTMYECKUE CBOVICTBA (NOCNEQOBATENEHOCTE 0003)

5.1. ®apmakonMHaMHYecKHe CBOIicTBA

dapmakoTepaneBTHUECKasi  IpyMma: CpeAcTBa Ul JICYEHHMS  caxapHOro  jauadera;
TUIIOTTIMKEMUUYECKUE CPEICTBA, KPOME HHCYJIMHOB; HMHIMOUTOPBI AMIENTHIMINENTHIA3bI-4
(ATIA-4).

Kox ATX: A10BH02

Mexanuszm geiicTBus

Bungarnuntus, npeacTaBuTeNb KjIacca CTUMYJISATOPOB OCTPOBKOBOTO allliapaTa Mo KeTyJ0YHON
JKEIIE3bI, SIBIIACTCS MOIIHBIM U CEIIEKTUBHBIM MHTHOUTOPOM aumnentuauanentuaassi-4 (JAI111-4),
YAYYIIAIOUUM TITMKeMUYeCKH KOHTpousib. MHrnbuposanue Bungariauntudom JAI1I1-4 npuBogut
K YBEIUYCHHIO 0a3aJlbHOTO0 M MOCTIPAHAMATHLHOTO DHIOTCHHOTO YPOBHS HWHKPETHHOBBIX
ropmonoB ITIII-1 (rmroxaroHomomoOubi  mentuny 1) wm  TUIl  (Torox0303aBUCHUMBII
MHCYJIUHOTPOIIHBIN MOJTUIIETITHT).

dapmakoauHamuyeckue d3PPeKTol

[Ipu npumenenuu BusAaraunTrHa B 103¢ 50—100 Mr B CyTKH y MallMEHTOB C CaxapHbIM 11abeTOM
2 Tuma oTMedaercs YyiydllleHne (QYHKUMM [-KIETOK MOJKeNyI0o4HON xkene3bl. CTeneHb
yiydieHus: GyHKIUH B-KJIETOK 3aBUCUT OT CTETIEHU UX UCXOJHOTO MOBPEKICHUS; TaK Yy JIHIl Oe3
CI 2 Ttunma (c HOpMaNbHOM KOHIEHTpalMed TIJIOKO3bl B IUIa3ME€ KPOBM) BWIIJATIHMITUH HE
CTUMYJIMPYET CEKPELUIO NHCYJINHA U HE CHUKAET KOHLEHTPALIUIO [IFOKO3BIL.

[Tobimas koHueHTpamuio 3uaoressoro ['TI-1, BungarnunTiH yBeIun4nuBaeT 4YyBCTBUTEIBHOCTh
0-KJIETOK K TJIIOKO3€, YTO NMPUBOJIUT K YJIYUYIIEHUIO TIHOKO303aBUCHUMON PETYISILIUU CEKPELUU
rirokaroHa. CHUKEHHE MOBBIIIEHHON KOHLEHTPALUH TIF0KaroHa BO BPEMS €]1bl, B CBOIO OUEPEb,
BBI3bIBAECT YMEHBIIEHUE UHCYJIMHOPE3UCTEHTHOCTH.

VYBenuueHrne COOTHOUICHHSI WHCYJIWH/TJIIOKaroH Ha (OHE TUIEPIIUKEMUH, OO0YCIOBICHHOE
noBbiieHneM KoHneHTpauuu ['TITI-1 u ['MII, BhI3pIBaeT yMEHbIIEHHE MPOIYKIIMU TIIFOKO3bI
MEYEHBIO KaK BO BpeMs, TaK U MOCIE MpUeMa MUILH, YTO TPUBOJAUT K CHIXKEHHIO KOHIICHTPALIUU
IJIIOKO3BI B I1JIa3M€ KPOBH.

Kpome TOro, Ha ¢one mnpuMeHeHUs BWIJArJIUNTHHA OTMEYAETCS CHMXKEHUE KOHLEHTPALUU
JUNHIOB B IUIa3Me KPOBU TOCTIE MpUeMa MUILH, OJHAKO 3TOT 3((EKT He CBSA3aH C €ro JAeHCTBUEM
Ha ['TIII-1 nim ['UIT u ynyunienneM GyHKIUU OCTPOBKOBBIX KJIETOK MOHKETYAOYHOM JKeNe3bl.
W3BectHo, urto mnoBbiueHue KoHueHTpauuu [TIII-1 Moxer npuUBOAUTE K 3aMEAJIEHUIO
OTIOPOXKHEHUS JKeJTy/IKa, OJHAKO Ha (DOHE MPUMEHEHHS BUJIIATIUNTHHA MoJ00HoTO0 3 (deKTa He
HaOJIFOJaeTCs.

[Ipu mpumenenun BunaarmunTuHa y 5795 maumentoB ¢ C/] 2 Tuna B TeueHue 52 Henenb B

MOHOTEpaNnuu WIM B KOMOMHALMU C MET(POPMHUHOM, MPOU3BOAHBIMU CYIb(HOHUIMOUYECBUHBI,
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TUA30JIUIUHINOHOM WJIA HMHCYJIUHOM OTMEHAIOCh 'EBE%oEE&iE@'“EEpH%EE&bJ :'M%lee

KOHIICHTPAIIUH TIMKUpoBaHHOTO reMorioonna (HDAIC) u rirroko3sl KpOBH HATOIIAK.

[Tpu npuMeHeHNH KOMOMHAIIMY BUJIJATTUNTHHA U MeT(HOPMHUHA B Ka4eCTBE HAUAIBHON TEparuu
y mamuentoB ¢ CJl 2 tuma B TeueHue 24 Hemelb OTMEYAJIOCh J10303aBUCUMOE CHUKEHHE
konueHrpauuu HbAIC B cpaBHeHNH ¢ MOHOTepanueit TaHHbIMU Tipenapatamu. Ciydan pa3BUTHS
TUTOTJIMKEMHH ObLTH MUHUMAIIBHBI B 00CHX TPYIIax Teparuu.

[Ipu npuMeHeHny BuIgarmunTyuHa B 03¢ S0 Mr 1 pa3 B CyTKH B T€UEHHE 6 MECSIIEB y NAIIMEHTOB
¢ CJI 2 tuma ¢ HapymieHUsMH QYHKIIUMA TOYEK CpeaHel (CKOpPOCTh KIIyOOUKOBOW (PruibTpanuu
(CK®) >30, <50 mn/mun/1,73 M?) wmn tsoxenoit (CK® <30 mn/mun/1,73 M?) cTeneRn 0TMEYanoch
KJIMHUYECKH 3HaYNMOE CHHKeHUe KoHueHTpauun HbAIC mo cpaBHeHuto ¢ maneoo.

[Ipu npumeHeHny BUiaraunTrHa B 103¢ 50 Mr 2 pasa B CyTKH B KoMOuHamu ¢/0e3 methopMuHa
u uHcynmuHOM (cpenssisi no3a 41 EJl/cyT) ObII0 mMpOaeMOHCTPUPOBAHO CHHKEHHUE TOKA3aTels
HbAIc na 0,77% oT ucXOmAHOTO cpeaHero 3HaucHHs 8,8% CO CTATHMCTHYECKH JIOCTOBEPHOM
pasnunei ¢ mianeb6o 0,72%. YacToTa TMNOTIMKEMUN B TpYIIe BUINATTUNTHHA CPaBHUMA C
TaKOBOW B rpynme rwiane6o. [Ipu npumeneHun BuiaaraunTuHa B o3¢ 50 Mr 2 pas3a B CYTKH B
KoMOuHarmu ¢ MeThopmuroMm (>1500 mr/cyt) u raumenupuaoMm (>4 Mr/cyrt) ObUIO MOKa3aHO
CTaTHUCTUYECKHU 3HaunMoe cHIbkeHue ypoBHs HbAlc Ha 0,76% oT ucxoiHOTO cpeiHEero 3HaUeHUs
8,8%.

5.2. ®apMaKOKHHeTHYECKHE CBOiCTBA

AbGcopbuus

[Ipu mpueme BHYTpb HATOLIAaK BWJINATVIUITHUH OBICTPO BCACHIBA€TCS, a €ro MaKCHUMallbHas
KOHIeHTpauuss B Iuiasme KpoBH (Cmax) mocturaercs depe3 1,75 waca mocne npuema. Ilpu
OJTHOBPEMEHHOM IIpUEME C TMHIIEH CKOpocTh abcopOuMM BHIAATIMITHHA CHHUXKACTCS
HE3HAUYUTENIbHO: OTMedaeTcsi yMeHbleHUue Cmax Ha 19% u yBennueHre BpeMEHU ee TOCTUKEHUS
10 2,5 yacoB. O1HaKO MpUeM MHUILK HE OKA3bIBACT BIUSHUS HA CTENEHb aOCOpOLMHU U TUIOLIAlb
0] KpUBO# «koHIEeHTparus-spemsi» (AUC).

BunparnunTuH OBICTPO BCAaCHIBAETCA, @ €r0 a0CONIIOTHASE OMOIOCTYITHOCTD MOCTIe TpHeMa BHYTPb
coctaBisieT 85%. Cmax 1 AUC B TepaneBTHUECKOM JUaNa3oHE J03 YBEIUUYHUBAIOTCS MPUMEPHO
POMOPLUOHAIILHO JI03€.

Pacrnpenenenue

CremneHb CBSI3bIBaHMS BIIIATIIUIITHHA C O€TKaMu I1a3Mbl KpoBu HuU3Kas (9,3%). Bunparmuntux
pacrpeieniieTcsi paBHOMEPHO MEXIY TIUIa3MOM KpPOBHM M 3puUTpolMTamu. PacmpenencHue
BWJIJIATJIMTITUHA TIPOUCXOIUT, MPETOIOKUTEIHHO, SKCTPABACKYIISIPHO, 00BEM pacipeiesieHus B

PaBHOBECHOM COCTOSIHUH TOCJIe BHYTpUBeHHOTO BBeAeHus (VSS) cocraisier 71 .
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 07.07.2025 N= 16836

(NOCNEQCBATENEHOCTE 0003)

Buorpancdhopmarims

OCHOBHBIM TIyT€M BBIBEIICHUS BHWJIJATJIMITHHA SBIsETCS Omorpancopmamus. B opranusme
yenoBeka 69% 1036l BUIAAMIMIITHHA TIOABepraercsi onorpancopmannu. OCHOBHOM MeTa0OIHT -
LAY151 (57% no3bl) hapMakoIOTHYECKH HEAKTUBEH U SIBJISETCS MPOTYKTOM THAPOIIN3a [IMAHO-
koMrnoHeHnTa. Okoso 4% 1036l BUIIATIUIITHHA TOJBEPraeTCsl aMUIHOMY THIPOJIU3Y.

B noxnmHMuYeckux MccienoBaHUAX oTMedaeTcs nonoxutenbHoe BiusHue JI1I1-4 Ha rugponus
BUJIATJIMIITAHA. Bunmarmuntun metabomm3upyercss 0e3 ydactus HM30(hepMEHTOB ILHUTOXpPOMaA
P450. Bunparnuntus He siBisgercs cyoctpatom uzodepmentos P450 (CYP), He HHTHOUPYET U HE
HHIyIUpYeT n30(hepMeHTHI ruToxpoma P450.

DJIMMUHAIMS

[Tocne mpuema BUIArJIMIITUHA BHYTPh OKOJIO 85% 110361 BBIBOAUTCS NoukaMu U 15% - yepes
kumeyHuk. [lodeyHass SKCKpenus HEM3MEHEHHOIro BWiAarjiunTuHa coctaBisgeT 23%. Ilpu
BHYTPUBEHHOM BBEICHMM CPEIHUNA TMEpHOJ TOJYBBIBEJCHHUS JOCTHUTaeT 2 4YacoB, OOIIui
IUTa3MEHHBIA KIMPEHC M TOYEYHBIH KIMPEHC BHIAATIMNTHHA cocTaBisaoT 41 n/ga u 13 0/
cootBeTcTBeHHO. [lepuon monyBwiBenenust (Ti2) mocie mpuema BHYTPb COCTABIISIET OKOJIO 3
4acoB, HE3aBUCHMO OT JI03bl.

Oco0nIe I'pYHOIbI TAaMEHTOB

Iloueunasn nedocmamoynocmy

VY manueHToB ¢ HapyumeHHeM (YHKIWU TOYEK JIeTKOH, cpeaHed winm Tsokenoit crenenu AUC
BWJIJIATJIMIITUHA YBEJIMYUBAJIACh IO CPAaBHEHHIO CO 37J0pOBBIMH q00poBoJbiiamu B 1,4, 1,7 1 2 paza
cootBercTBeHHO. AUC Metabommta LAY 151 yBennuuBanace B 1,6, 3,2, u 7,3 pa3a, a MeTabosuTa
BQS867 -8 1,4, 2,7, u 7,3 pa3a y maiiueHToB ¢ HapyleHHeM (yHKIIMU TOYEK JIETKOH, CpeHen u
TSKEJION CTENEHM COOTBETCTBEHHO. OrpaHMuYEHHBIE JaHHBIE y MAllMEHTOB C TEPMHUHAJIbHOU
CTaauei XpOHNYECKOH 00JI€3HN MOUYEK YKa3bIBAIOT HA TO, YTO MMOKA3aTENIN JaHHOM IPYIIIbI CX0XKHU
C TAKOBBIMHM y MNAIMEHTOB C HapylleHHWeM (YHKIMM MOYeK Tskenol creneHH. KoHueHTpanus
merabonuta LAY 151 y manuenToB ¢ TepmuHansHoi cragueit XbII yBenumunBanacek B 2—-3 pasa no
CpaBHEHHIO C KOHIICHTPALMEH y MAalMeHTOB C HapylIeHHeM ()YHKIIMH MOYEK TSDKENIOH CTEeHH.
[Ipy npuMeHeHMM BWIAMNIMITHHA Yy HNAIMEHTOB C HapylmleHHMeM (QYHKIUM TOYEeK MOXKET
oTpeOOBATHCS KOPPEKLHUS JO3bI.

BriBeieHue BUIIATTUNTHHA [IPH TEMOIMANIN3E OrpaHHueHo (depe3 4 yaca mocie OAHOKPATHOTO
npreMa coctapisieT 3% Mpu ATUTENBHOCTH MPOLEAYphl Ooee 3—4 4acoB).

Ileuenounas nedocmamoyHocmo

VY nanueHToB ¢ HapylieHueM (GYHKIMH ITEUYEHU JIETKOW U CPeHEH CTeneHH TshkecTH (6—9 6amioB
no mkane Yaing-IIbro) mocie OIHOKPaTHOrO NPHUMEHEHUS BWIJATJIMIITUHA OTMEYaeTcs

CHIDKEHHE OMofocTynHocTH BuiagarmunTiHa Ha 20% u 8% cOOTBETCTBEHHO. Y MAIMEHTOB C
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 07.07.2025 N= 16836

HapymieHneM (YHKIMU TIEUYCHH TSDKEIOW CTEneHU ( 1'6'—1%2'-%']:3'“&_(EM6| {Iﬁﬁ;h:ﬁ:lﬁmo)

OMOMOCTYIMHOCTh BWJIIATJIMNTHHA TOBbIaercs Ha 22%. VYBenuueHWe WIM YMEHbBIICHHE
MaKCHUMaJbHOH OMOJOCTYMHOCTH BWIJIATJUNTHHA, He mpesbimaromee 30%, He sBIseTcs
KJIMHUYECKH 3HaYMMbIM. Koppemsiuu Mexy CTeNeHblo TSXKECTH HapyIIeHUH QYHKIUY TeYeHU
¥ OMOAOCTYIHOCTHIO BUJIIATJIUIITUHA HE BBISIBJICHO.
Jluya noxcunozo 6ospacma (65 nem u cmapuie)
VY 310pOBBIX MOKHUIBIX TrofeH (>70 ner) obmiee Bo3aeiicTeue BunarauntiuHa (100 Mr oguH pas
B CYTKM) yBenu4yuBajioch Ha 32%, mpu STOM NHKOBas KOHIIEHTpalMs B IUIa3Me€ KpPOBU
yBenuuuBaiach Ha 18% 1o cpaBHEHHUIO ¢ MOJIOBIMH 310poBbIMH JtoAbMHU (18—40 ner). Tem He
MEHee, 3TH H3MEHEHHs HE CUMTAIOTCS KIMHUYEeCKH 3HauyuMbIMH. WHrubuposanue [III1-4
BUJIIATJIMIITHHOM HE 3aBUCHUT OT BO3pacTa IMAllMEHTa B MPEesaX MCCIEIOBAHHBIX BO3PACTHBIX
rpym.

eTu
dapMakOKHHETHYECKHE 0COOCHHOCTH BIJIAATIIMIITHHA Y IETeH U MOAPOCTKOB Muajie 18 et He
YCTaHOBJIEHBI.
6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB
Hemntono3a MUKpOKpUCTaIIINYECKast
Harpus kpaxmai rimkossT
Maruus creapat
6.2. HecoBMecTUMOCTH
He npumenunmo.
6.3. Cpok roaHocTH (CpOK XpaHeHHs)
3 rona.
6.4. OcoObie Mepbl MPEI0CTOPOKHOCTH MPU XPAHEHUH
Xpanuts 1pu remmneparype Huxe 25 °C.
6.5. XapakTep u cofep:kaHHe YIAKOBKH
[To 7 mnmm 10 TaGaETOK B KOHTYPHYIO STMEMKOBYIO YIAKOBKY M3 TUICHKH MOJTMBUHUIXJIOPUIHON U
G oJIbTH aTIOMHUHUEBOM.
Ilo 2, 4, 6, 8 unu 12 KOHTYPHBIX STYEUKOBBIX YIIAaKOBOK BMECTE C JUCTKOM-BKIIAJIBIILIEM B AUKy
13 KapTOHa.

He Bce pa3mepsl ynmakoBOK MOTYT OBITh JOCTYIIHBI JIJISl pealn3aliu.
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(MOCNEROBATENEHOCTE 0003
6.6. OcobOble  Mepbl  MPEIOCTOPOKHOCTH | __NIPH I-lvrm €HUU " UCNOIb30BAHHOIO

JICKAapCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBIX IOCjde TNPHMEHEHHus!
JICKapPCTBEHHOI'0 Npenapara, ¥ Apyrue MaHuIyJ/JsINUH C IpenapaToM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YAOCTOBEPEHMUSA

Poccniickas @enepanvs

®denepanbHOE rOCYIapCTBEHHOE YHUTapHOE mHpeanpustue HaydHO-IIpOU3BOACTBEHHBIN LICHTP
«Dapmzammray ~ DeaeparbHOrO0  Menuko-Omosmormueckoro  arentctBa  (OI'YII  HIIL]
«Dapmzammray DMBA Poccun).

141402, MockoBcKkast 0051acTh, I.0. XUMKH, T. XUMKH, 1. Bamryrunckoe, 1.11

Ten.: 8 (495) 789-65-55

dakc: 8 (495) 789-65-55 (m06. 100)

Anpec aiekTponHo# moutsl: info@atompharm.ru

7.1. IlpencraBuTeb AepAaTe/Isi pETHCTPAIMOHHOIO YA10CTOBEpPEeHHUs!

IIperen3uun norpedbuTesiell HAOPABIIATS 10 AJIPECY:

Poccuiickas @enepanus.

®denepanbHOE TOCYIAPCTBEHHOE YHHTapHOE mpeanpustue HaydHO-pOW3BOJACTBEHHBIM IEHTP
«Dapmzamuray ~ DenepanbHOro  MeAMKo-Omonmormdeckoro  arentctBa (PI'YII  HIIL]
«Dapmzamuray PMBA Poccun).

141402, MockoBckas 00J1acTh, T.0. XUMKH, T. XUMKH, 111. Bamrytuackoe, a1.11

Ten. 8 (495) 789-65-55

dakc: 8 (495) 789-65-55 (106. 100)

Anpec snekrponHo# moutsl: info@atompharm.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. IATA TEPBUYHOH PETMCTPAIIMM (IIOJATBEPXKJIEHHS PETHUCTPAIIAM,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OOmass  xapakTepUCTHKa JIGKAPCTBEHHOro Ipemapara BuigariuntuH  JOCTyNHAa  Ha
UHPOPMALIMOHHOM TOpTaie EBpa3suilckoro SKOHOMHUYECKOTO coO03a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/
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