COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 27.06.2024 N2 12¢
(NOCNEOOBATENEHOCTE 0002)

OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

I'mupaBu, 50 Mr, TabeTkn

2. KAUECTBEHHBI 1 KOJTMYECTBEHHBI COCTAB

JelicTByrolee BEUIECTBO: BHJIIATTIUIITHH
Kaxxnas Tabnerka comepxut 50 Mr BUIIArIHIITHHA.

BcnomoratenbHble BellecTBa, HaJWYUE KOTOPHIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JakTo3sl MoHoruapar — 47,82 mr (cm. pasaen 4.4.).

ITomubIi MNEPCUCHb BCIIOMOI'aTCJIBbHBIX BCHICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0OeTku.
Kpyribie rnankue TabiaeTku oT 6EJI0ro J0 CBETI0-KENITOro 1nBera. Jlomyckaercs Jierkass MpaMOpPHOCTb.

4. KIMHUYECKUE JAHHBIE
41. Iloxka3aHus K IPUMEHEHUIO

JlexapcTBeHHbIH npenapat [ 111aBu nokas3aH K IPUMEHEHHUIO IPU caXxapHOM Jinadere 2 TUIa y B3pOCIIbIX

NaIMEeHTOB (B COYETAaHUM C TUeTOTepanuei n GU3NIEeCKUMHU YIPAKHEHUSMU):

* B KayeCTBE MOHOTEpANuu B ciiydae HeA((HEKTUBHOCTH AUETOTEPAINHN U (PU3NUECKUX YIIPAKHEHUH Y
NAIMEHTOB C HaJMYKWEM MPOTUBOMNOKAa3aHUI K MIPUMEHEHNIO/ HEMEPEHOCUMOCTH MET(hOpPMHUHA WU B
ciydae Hea((HEeKTUBHOCTU METPOPMUHA;

* B KOMOMHaIMM C MeT(GOPMHMHOM B KauyeCTBE HAYaJbHOM MEIMKAMEHTO3HOW Tepanuu Mpu
HE/10CTaTOYHOM 3(pPEeKTUBHOCTU AUETOTEPANTUH U (HPUZUUECKUX YIIPAKHEHUI;

* B COCTaBe JIBYXKOMIIOHEHTHOH KOMOMHHMpPOBaHHOH Tepamuu: ¢  METPOPMHHOM MU
THA30JUIMHANOHOM, WIH C UHCYJIMHOM B ciydyae Hed(h(EeKTHBHOCTU TUETOTepanuu, pU3NUECKUuX
YIPaXHEHU U MOHOTEPANIUH ITUMHU IIpenapaTamMu;

* B COCTaB€ JIByXKOMIIOHEHTHOI KOMOMHHUPOBAHHOM Te€paIruu ¢ MPOU3BOAHBIMHU CYIb(MOHMIMOUEBUHBI
y MalMeHTOB C HEJJOCTaTOYHBIM KOHTPOJIEM IIMKEMHH Ha (JOHE MAKCHUMAaJIbHO MEPEHOCUMOM J103bI
MPOU3BOJHOTO CYIb()OHWIMOYEBHHBI MM TPH HAJIUYUM TPOTHBONOKA3aHUNW K MPUMEHEHUIo/
HENEePEeHOCUMOCTH METPOPMUHA;

* B COCTaBe TpPOWHOM KOMOMHUPOBAHHOM Tepamuu: B KOMOMHAIMM C  IPOU3BOJHBIMU
CyIb(OHUIMOUEBUHBI 1 METPOPMHUHOM, y MALIMEHTOB, paHee MOIYYaBIINX TEPAIUI0 IPOU3BOIHBIMU
CyIb(OHUIMOUEBUHBI 1 METPOPMHUHOM Ha (POHE AUETOTEPANUU U (PU3NUECKUX YIPAKHEHUH, U He
JOCTUTIINX a/IEKBaTHOI'O KOHTPOJISI [TIMKEMUH;
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* B COCTaBe TPOHHOW KOMOMHHMPOBAHHOW Tepanuu: B KOMOMHALWU C HHCYJUHOM M MET(HOPMUHOM, Y
NAIMEeHTOB, PaHee MOIyYaBUINX HHCYJIUH B CTAOMIBLHON 03¢ M MeT(HOPMUH Ha (POHE AUETOTEPATUU
U QU3UYECKUX YIPAKHEHHUH, M HE JOCTUTIINX aEKBATHOTO KOHTPOJIS TTIUKEMHH.

4.2.Pe:xuM 103MPOBaHUS M CIIOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

o3y npemapata ['munaBu cienyer moaOupaTh HHIWBHUIYaIbHO B 3aBUCUMOCTH OT (D ()EeKTHBHOCTH U
IIEPEHOCUMOCTH.

Pexomennyemas nosa npenapara ['nmunasu 50 mr 1 niu 2 pasa B 1eHb. MakcuMainpHasi cyTo4Hasi J103a
npemnapara cocrasisieT 100 mr.

Pexomenayemass n03a mpenapaTa B MOHOTEpallMd WM B COCTaBE KOMOMHHMPOBAHHOW Tepanuu ¢
MET(GOPMUHOM, THA30JIUIUHIMOHOM WJIM HMHCYIMHOM (B KOMOMHAnmMM ¢ MeTGOPMHHOM MM 0Oe3
MeTdopmuHa), coctapiser S0 mr win 100 Mr B CyTKH.

Pexomennyemass no3a mpenapara lmnaBu B cocTaBe JABOMHON KOMOMHMPOBAHHOW Tepamuu ¢
npenapatamMu Cynb(oHmIMOUYeBHHBI cocTaBisgeT 50 mr 1 pa3 B cyrku yTpoMm. B 3TO# momymsuuu
nanueHToB 3P PeKTUBHOCTD Npenapara [ munasu B 1o3e 100 Mr B cyTKH OblIa CXOJHOM C TAKOBOM B 7103€
50 Mr B CyTKH.

PexomennoBanHass no3a mnpenapara [nmpaBu B cocraBe TPOMHONM KOMOMHHPOBAHHOW Tepanmuu
(BUIAArIMOTHH + IPOU3BOJHBIE CYJIb()OHMIMOUEBHHBI + MeThopMHH) cocTaBiseT 100 Mr B CyTKH.
Ecny nenu ramkeMuueckoro KOHTPOJIS He IOCTUTHYTHI Ha (JOHE IPUMEHEHUS] MAKCUMAJIbHOM CyTOUHON
10361 100 Mr, ciegyeT paccMOTpeTh BO3MOXKHOCTB J1I00aBJIEHHUs K Tepanuy npenaparom [muaasu 1pyrux
TUIOTTIMKEMUUYECKUX TpenapaToB, TaKuX, Kak MeT(OpPMHUH, NPOU3BOJHBIE CYJIb()OHUIMOUYEBHHBI,
THUA30JIMIMHANOHBI UJIU UHCYJIHH.

Oco05ble TpyIIbI MAIIHEHTOB

Tlayuenmur ¢ napywenuem yHkyuu nouex

VY nanueHToB ¢ HapyleHueM (YHKIMH MOYeK JIETKOW CTeNeHU (CKOpOCTh KIIyOOUKOBOM (UIbTpaliuu
(CK®) >60 mn/mun/1,73 m?) u cpenneii crenenu ¢ CK® 50-60 mn/mun/1,73 M2 He TpeGyeTcs KoppeKIuu
pekuMa JI03UpOBaHMs Iperapara. Y MAMEeHTOB C HapylleHHeM (PYHKIUH MMOYeK cpelHell cTeneHH ¢
CK® 30-50 ma/mun/1,73 M? n Tsxenoii crenenn (CK® <30 mn/mun/1,73 M?), BKTI0Yas TEPMUHATBHYIO
cTaguio XpoHudeckoi Oone3nu nodek (XBII) y manueHTOB, HaxXxoIAIIMXCS HAa TeMOIHAIN3E WIH
HPOXOALINX MPOLEAYPY F'eMOoIuanu3a, mpenapar cieayeT NpUMeHITh B 103¢ 50 Mr 1 pa3 B CyTKH.

HauueHmbl nooatcun02co eospacma

VY manueHToB MOXKHUIIOT0o BO3pacTa He TpeOyeTcsl KOPPEKIMK peKrUMa J1I03MpOoBaHus npemnapara ['nmuiasu.

CTHU

be3onacHocTh 1 3(pPeKTUBHOCTh BUIIAATIMIITAHA Y ieTeld B Bo3pacte ot () 10 18 et He ycTaHOBIIEHa.
JlaHHBIE OTCYTCTBYIOT.

Cocob npuMeHeHus
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Jo3y 50 mr/cyTku cnenyer nmpuHUMath 1 pa3 B AeHb yTpoM, 03y 100 mMr/cyTku ciemyeT AeIuTh Ha 2
npuema — 1o 50 mMr yrpoM u BedepoM. B ciydae mpomycka mpueMa mpemnaparta CieayeT MPHHSATH
NPOMYIIEHHYIO 103y Kak MOXXHO ckopee. IIpu 3Tom cremyer u3berath MpUHATUS yIBOCHHOW J103BI B
OAHH OCHB.

[Ipenapar I'muaaBu nprUHUMAIOT BHYTPh HE3aBHCHUMO OT IIpHEMa IHIIH.

4.3.IIpoTuBONIOKA3AHUA

* ['UnepuyBCTBUTENBHOCTh K BWIJATVIMOTHHY WM K JIOOBIM BCIOMOTaTENIbHBIM BEIIECTBaM,
MepeYrCIICHHBIM B paznene 6.1.

» Caxapuslit guadet 1 Tumna.

* OcTpblil UM XPOHUYECKUN METa0OIMUYECKUN auu103 (BKItOYas JUa0eTUYECKUH KeTOalu103 B
coYeTaHUU C KOMOM niu 6e3 TakoBoi). J{lnadeTnueckuii KeToann 103 J0JKEH KOPPEKTUPOBATHCS
uHcynuHoTepanuel. Jlakratanumo3 (B TOM 4KCIie U B aHAMHE3E).

* Hapymenuss ¢QyHKUMM II€4eHM, BKJIIOYash MAalUEHTOB C [OBBIIIEHHOW aKTUBHOCTBHIO
«TIEUYEHOYHBIX» dhepMeHTOB (anmanmHaAMHUHOTpPAHC(DEPA3HI (AJIT) 1581071
acrapraramuHoTpancdepassl (ACT) B 3 u 6osee pa3 Bolllie BepXHEi rpaHuiibl Hopmel, (3xBI'H).

» Xpouuueckas cepaeuyHas HemocrarodHocth (XCH) IV ¢ynkmuonansHoro kmacca (®K) mo
dyHskumonansHol Kknaccudukamuu Heio-Mopkckoit kapauonorudeckoii acconuamun (NYHA)
(BBHUly OTCYTCTBHUSI JaHHBIX KIIMHUYECKUX UCCIIEIOBAHUI O IPUMEHEHUHN BUJIIATTIUIITUHA Y 3TOMN
TPYIIIbI TAIIUEHTOB).

4.4.0co0ble YyKa3aHUSA M Mepbl NPeJ0CTOPOKHOCTH NPU NMPUMEHEHUH

Oco0ble yKa3zaHusg

B goxinHuMYecKHMX UCCIEAOBAHMAX TMpU MNPUMEHEHMH B J03aXx, B 200 pa3 mpeBbIIIAIOMINX
pEeKOMeH1yeMble [l YelloBeKa, IpernapaT He BbI3bIBal HapyIIeHUH (pepTUIbHOCTH.

[Ipy HeoO0XOAMMOCTH HWHCYJIMHOTEPANlUU BUJJATIUNTHH HPUMEHSIOT TOJBKO B KOMOMHAIMM C
uHcynuHoM. I[Ipenapat npoTHBONOKA3aH y MAlMEHTOB C CaxapHbIM AuadeToM | Tuma Wiy sl JIeYeHUst
MabeTHYECKOro KeToaua03a.

Cepoeunas Hedocmamo4yHoCmy

[Tockonpky naHHbIE 0 MpUMeHeHuu BuiaariunTuHa y nanuentoB ¢ XCH IIT ©K no knaccudukanun
NYHA orpanuueHbl W HE TMO3BOJIIIOT CJENaTh OKOHYATENbHBIN BBIBOJ, PEKOMEHIYETCS C
OCTOPOKHOCTBIO IIPUMEHSATh BUJIAATIIMIITHH Y IMALIMEHTOB TaHHON KaTErOpUH.

He pexomenmyercs mpumeHenue wigarmntuHa y nanmueHToB ¢ XCH IV @K mo knmaccuduxanum
NYHA, BBUIYy OTCYTCTBHUS JAHHBIX KJIMHUYECKUX MCCIEIOBAHUI O MPUMEHEHHWU BWIJATIMITHHA Y
MAlAEHTOB 3TOU IPYIIIILIL.

Hapywenue ¢ynxyuu nouex

IlockonbKy ONBIT NPUMEHEHUS BUIAATIUIITHHA Yy MAUUEHTOB ¢ TepMuHanbHOW craauer XBblI,
HaxOJAIIMXCS Ha TeMOJAUAIN3€ WM MPOXOJALNIMX IPOLEAYypy I'eMOJHaln3a, OIPaHHYEH, Ipernapar
PEKOMEHIyEeTCSl IPUMEHSATH C OCTOPOKHOCTBIO Y TAHHOW KaTEerOpuy NalUueHTOB.
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Hapywenus ¢ynxyuu neuenu

[TockonpKy B peIKMX CIIy4asiX IIPU MPUMEHEHUH BIIJATJIUITHHA OTMEYAI0Ch ITOBBIIIEHNE aKTUBHOCTH
amMuHOTpaHcdepas (kKak mpaBwio, 0e3 KIMHUYECKHX TNPOSBICHUN), Tepen MNPUMEHEHHEM
BWIJIATJIMIITUHA, a TAKXKE PETYISIPHO B XOJi€ MEPBOro roja npumeHeHus npemnapata (1 pas B 3 mecsua),
PEKOMEHIyeTCsl OIpelnessTh OMOXMMHMYECKHE TMoKazarenu QyHKuuu nedeHd. [Ipu BbissBIEHUU
MOBBILICHUS] aKTUBHOCTH aMHUHOTpaHcdepas clieyeT MPOBECTH MOBTOPHOE HCCIIEIOBAHUE C LEIbIO
MOJATBEPXKIICHUSI pe3ylbTaTra, a 3aTeéM peryjspHO TMPOBOIUTH OINpeAeicHHE OHOXHUMHUYECKUX
nokasaTesiei GyHKIMH reueHu 10 uX Hopmanu3anuu. Eciu npeBsimenue aktusHocTH ACT wmm AJIT B
3 nnm Gonee pa3 Bbime BI'H moarBepaeHo MOBTOPHBIM HCCIEIOBAHUEM, MpenapaT peKOMEHIYeTCs
OTMEHUT.

[Tpu pa3BUTHU KENTYXH WU IPYTHX MPHU3HAKOB HAPYIICHUS (PYHKIMH MEYCHU HA (OHE MPUMEHEHUS
BUJIATJIMIITHHA TEPAINUIO IpenapaToM CJelyeT HEMEUIEHHO mpekpatuTh. llocie Hopmanuzanuu
nokasarenei (pyHKIMU NeUeHH JIeYeHHe NPenapaToM BO30OHOBIISATH HENb3SI.

Tunoecnuxemus
H3BecTHO, 4TO TpemapaTsl CylIb(OHUIMOUYEBUHBI MOTYT IMPOBOLIMPOBATH PAa3BUTUE TUMOTIHKEMHH.
CyuiecTByeT pHCK pa3BUTHS TMIOIIIMKEMHUHM INPU OAHOBPEMEHHOM INPUMEHEHUM BUIIJATJIMIITHHA C
npernapaTaMu  Cyiab()OHWIMOYECBHHBI. [Ipr HEOOXOIMMOCTH CJIEIYyeT pPAacCMOTPETh BO3MOXKHOCTH
CHW)KCHHSI JI03bI TIPEMAapaToB CYyIb()OHWIMOYECBHHBI C IEIbI0 MHHHUMH3UPOBATH PHUCK Pa3BUTHUS
THIIOTTUKEMHH.

Ocmpublii nankpeamum

[IpumeHeHre BWINAIVIUIITHHA CBSI3aHO C PHUCKOM pa3BUTUS OCTporo mnaHkpearuta. Cremyer
npouH(OPMUPOBATh MAlMEHTa O CHMITOMAaX, XapaKTepHBIX Mg OCTpOoro maHkpearurta. llpu
MOJIO3PEHHUH Ha OCTPHII MaHKpPEaTHT Mpemnapar cielyeT OTMEHUTh. He cienyet BO30OHOBIATH TEPAIuio,
€CJIM OCTPBIM MaHKpPeaTUT ObLT MOATBEPXkACH. Y MAIMEHTOB C OCTPHIM MaHKPEaTUTOM B aHAMHE3e
MPUMEHSITh BUJIIATTIUITHH CIEIYEeT C OCTOPOKHOCTHIO.

BcrnomorarenbpHBIE BENIECTBA

[Ipenapar ['mupaBu comepkuT Jsakto3y. llanmeHTaM ¢ peako BCTPEYAKOLICHCS HACIEICTBEHHON
HENEPEHOCUMOCTBIO TaJaKTO3bl, Je(MUIUTOM JaKTa3bl, TIIOKO30-TaJaKTO3HOM MaybabcopOuueil He
CJICAYCT MPUHUMATDh I[aHHI)IfI mnpemnapar.

4.5.B3aumogeiicrBue ¢ JAPYrMMH JIEKAPCTBEHHBLIMHM IIpenaparamMm W JApyrue BHIbI
B3aUMO/AeHCTBUA

Bunparnmuntue o0ianaeT HU3KUM MOTEHIMAIOM JIEKapCTBEHHOTO B3aUMOEHCTBUSI.

[TockonbKy BUJIIATTUNTHH HE ABIsieTca cyocTtpatoM GepmenToB utoxpoma P450 (CYP), a takxke He
UHTHOUpPYET U HE MHAYUUpPYET 3TH (EpPMEHTHI, B3aUMOACUCTBHE BIIJATIUNTHHA C JIEKAPCTBEHHBIMU
npernaparamMu, KOTOpbIe SBISIFOTCS CyOcTpaTtamu, WHruOuTopamu win uHAayktopamu P450 (CYP),
ManoBepoATHO. [Ipyn ogHOBpeMEHHOM NPUMEHEHHWH BWJINATJIMITUH TAaKKe HE BIMAET Ha CKOPOCTh
MeTabonu3ma mpenaparoB, sBistomuxcs cyocrpatamu ¢epmentoB: CYP1A2, CYP2CS8, CYP2C9,

4
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CYP2C19, CYP2D6, CYP2EI u CYP3A4/5.

KnuHuyeckn 3HAYMMOrO B3aUMOJCHCTBUS BWIJATJMIITHHA C IIpernapatamd, Hauboiee YacTo
ucnoib3yembiMu mipu JieueHuu CJI 2 tumna (rmmbeHKIaMUuaoM, MUOTIUTa30HOM, METHOPMUHOM) HIIN
00JaaoUMU y3KUM TEPaNeBTUYECKUM JHAa30HOM (aMJIOAUIIMHOM, TUTOKCHHOM, PaMUIIPUIIOM,
CUMBACTaTHHOM, BaJICAPTAaHOM, Bap(hapuHOM) HE YCTAHOBIICHO.

Tuazunapl, TIIFOKOKOPTUKOCTEPOUIBI, MpenapaTbl TOPMOHOB IIUTOBUIHOM KeJI€3bl, CHMIIATOMUMETHKHU
MOTYT CHWXaTb TUIOINNIMKEMHUYECKOE JACHCTBUME BUIIATIMUIITAHA, KAK M JPYTUX NEpPOpalbHBIX
MIPOTUBOANA0ETUUECKUX MPENapaToB.

Yacrora pa3BUTUS aHTMOHEBPOTHUYECKOTO OTEKa ObUIa BHINIE NPH OJHOBPEMEHHOM NPUMEHEHUH
BIWIJIATJIMIITHHA ¢ MHTUOWTOpaMH aHruoTeH3uHNpenpamiaoomero gepmenra (AIID), npu 3Tom Oblia
CXOJIHOW C TaKOBOW B KOHTPOJBHOMU TpyIe. B OONBIIMHCTBE CITy4aeB aHTHOHEBPOTHIECKHI OTEK ObLI
CpeIHEH CTeHneHW TSKECTH M pa3pellayics CaMOCTOSITEIbHO B XOJ€ NPOAOKEHUS Tepanuu
BUJIJATJIUIITUHOM.

4.6. PepTUIBLHOCTH, 0€PEMEHHOCTb M JIAKTAIMS

BbepeMeHHOCTDH

I[OCTaTOLIHI)IX JAaHHBIX 110 NPUMCHCHHUIO BUJIAArJIMIITUHA Y GGPGMGHHI)IX HCT, B CBA3HU C 4YEM IIpcIriapar
IMPOTHUBOIIOKA3aH BO BpPCMA 6epeMeHHOCTI/I. B JOKJIIMHUYCCKUX HCCICIOBAHUAX OblIa BBISIBJIICHA
pepoOaAYKTHBHAA TOKCUIHOCTD IIPU IIPUMCHCHHUU B BBICOKHUX 034X, HOTGHHI/IaHBHHﬁ PUCK IJIA 4YCIIOBCKaA
HCU3BCCTCH.

JlakTanus
Bunparnmuntud npoTHBONOKA3aH B MEPUOJ TPYIHOTO BCKAapMIIMBAHUSA, ITOCKOJIBKY HEU3BECTHO,

MPOHUKACT JIM BUIAATTIMIITUH B I'PYJAHOC MOJIOKO Y YCJIOBCKA.

4.7. BiusinMe Ha CHOCOOHOCThH YHOpaBJiaAThL TPAHCHOPTHBIMHU CpeaACTBaAMU H paﬁoTaTb C
MEXaHU3MaMMU

HccnenoBanus BIMSHUS BUIAATIMIITHHA HA CIIOCOOHOCTD YIPaBISTh TPAHCIIOPTHBIMU CPEACTBAMH UITU
paboTaTh ¢ MEXaHM3MaMU He MpoBOoAWIUCH. [Ipu pa3BUTHUU TOJIOBOKPYKEHHSI HAa (POHE NMPUMEHEHUS
npenapara NalMeHTaM He CIeAyeT YIpaBisATh TPAaHCHOPTHBIMU CpEICTBAMM MM pabdoTaTh C
MEXaHU3MaMH.

4.8. HexenarenbHble peaKIuu

Pesrome mpoduist 6e300acHOCTH

[Ipy npumeHeHHM BWIZArJUNTHHA B MOHOTEpANMU WM B KOMOMHALIUKM C APYTUMHU IpernapaTamu
OOJIBIIMHCTBO HEXKEJATENbHBIX PeakUuid ObUIM c1a00 BBIPAXKEHBI, UIMEIH BPEMEHHBIN XapakTep U He
TpeboBaaM OTMEHbI Tepanuu. Koppemsuum Mexay uacToTod HexenartenbHbIX peakuuit (HP) wu
BO3pacToOM, II0JIOM, J3THHUYECKOW IPHHAUIEKHOCTBIO, MPOJOKUTEIbHOCTBIO IMPUMEHEHHUS WIH
PEKMMOM J103UPOBAHMSI HE BBISIBIICHO.
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YactoTa pa3BUTHS aHTHOHEBPOTHYECKOrO OTE€Ka Ha (poHE Tepamuu BHJIJATIUNTHHOM COCTaBJIsUIA
>1/10000, <1/1000 (rpamarus «peako») ObLia CXOAHOW ¢ TaKOBOUM B KOHTPOJIbHOU rpynme. Haubonee
4acTo CIy4au aHTMOHEBPOTHYECKOTr0 OTeKa OTMEYAIUCh NPU IPUMEHEHUH Ipernapara B KOMOUHALUU C
WHTUOMTOpaMU  aHTHOTEeH3uHIIpeBpamtaroniero ¢epmenra (AIlD). B  OonbmIMHCTBE CiydyaeB
AQHTMOHEBPOTUYECKUI OTEK OBbLI CpefHeil CTeNneHW TSHKECTH M Pa3pelialics CaMOCTOSITENIbHO B XO7e
MPOJIOJHKCHUS TEPAITUY BUIIATIUIITUHOM.

Ha ¢done Tepanuu BUIZArTUNTHHOM PEAKO OTMEYAINCh HAPYIICHUS (PYHKIMH TEUeHU (BKIIOYAs
renarut) OECCUMITOMHOTO Te4YeHHs. B OOJBIIMHCTBE CIy4acB NaHHBIC HAPYIICHUS W OTKJIOHCHHS
nokaszareneil (yHKIHUM TEYEHH OT HOPMBI Pa3pelIMINCh CaMOCTOSTENBHO 0€3 OCIOKHEHHH IOCie
NpeKpalleHus Tepanuu npemnaparoM. [Ipu npumenennn BuaarauntiHa B 103e 50 mr 1 unu 2 pasa B
CYTKHM 4YacTOTa YBEJIMYCHHS AKTHUBHOCTH «IeuyeHOYHbIX» (epmeHToB (AJIT mmu ACT >3xBI'H)
cocraBmsia 0,2% wnmu 0,3% coorBerctBeHHO (1o cpaBHeHHUIO ¢ 0,2% B KOHTPOJIBHOH TpyIe).
YBennueHrne akTUBHOCTH «TI€UEHOUYHBIX)» (PEPMEHTOB B OOJIBIIMHCTBE CIIy4aeB ObLTIO OECCUMITOMHBIM,
HE MPOTrPECCUPOBAIIO U HE CONPOBOKIAIOCH XOJIECTA30M HIIN KEITYXOH.

Tabauunoe PE3I0ME HEXKEIATCIbHBIX PSaKIIHA

HP crpynmupoBaHbl B COOTBETCTBUH C Kiaccudukanueir opranoB u cuctem opranoB MedDRA. B
npeaesax KakJIoH IpYIIBl OpraHoB M cUCTeM opraHoB HP mepeduciieHsl B NOpSAIKE yMEHBLICHUS
4aCTOTHI BCTPEYAEMOCTH. B npenenax kaka0i rpymsl 4acToTsl Berpeyaemoct HP ykaszaHsl B mopsiake
YMEHBILIEHUS TSHKECTH.

Jis  OLIEHKM YacTOTBl BCTPEYAEMOCTH HEKEIATEIbHBIX PEAaKIMH HCIOJb30BAIUCH CIEAYIOIUE
KPUTEPHH: 04eHb yacTo (=1/10), gacto (>1/100, <1/10), neuacro (>1/1000, <1/100), peaxo (=1/10000,
<1/1000), ouennr pemxo (<1/10000), wacroTra Heu3BecTHa (IMOCKOJIBKY COOOIIECHHS TIOJyYEHBI B
J0OpPOBOJILHOM MOPSAKE OT MOMYJISIIIMN HEOMPEEIIEHHOTO pa3Mepa, JOCTOBEPHO OMPEECIUTh YacTOTY
pa3BuTHs naHHbIX HP He mpencraBnsieTcs BO3MOXKHBIM, B CBA3HM C Y€M OHHU KIaCCHU(UIUPOBAHBI Kak
4acTOTa HEU3BECTHA).

Tlpu npumenenuu unoaziunmuna 8 MOHOmepanuu

[Tpu mpuMeHeHnn BuAaraunTHHA B 103¢ 100 Mr B CyTKM 4acTOTa OTMEHBI TEPAIIMH B CBSI3U C pa3BUTHEM
HexxenaTenbHbIX peakuuit (0,3%) Obuta He BbIle TakoBoW B rpymme ruianebo (0,6%) wiam mpemnapara
cpasuenus (0,5%).

Ha ¢one monoTepanuu BuigarimuntuHoM B 103e 100 MI B CyTKH 4acToTa pa3BUTHSI THIOTIIMKEMUH O€3
YBETUYCHHUSI CTENEHU TSHKECTH COCTOsiHUA cocTaBisia 0,4%, 4YTO COMOCTaBUMO C TpernapaTroM
cpaBHeHus u miare6o (0,2%).

Macca Tena He M3MEHSUIaCh MO CPABHEHUIO C MCXOJHOM B KIMHUYECKHUX HCCIEOBAHUAX, KOIJa
BuigarmunTaH 100 mr B cytku npumensui B kadectBe MoHoTepanuu (-0,3 xr u -1,3 kr B rpymmax
BUJIIATJIMIITAHA U TIA1e00 COOTBETCTBEHHO).

Ungpexyuu u unsasuu

OueHpb penko WNHdexun BepXHUX JbIXaTeIbHBIX MyTeH, Ha30(papHUHTUT




COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
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(NOCNEOOBATENEHOCTE 0002)

Hapywenusa memabonuzma u numanus

Heuacto T'unormukemMus

Hapywenus co cmoponvl HepeHoti cucmembl
Yacto I'onoBokpykeHue

Heuacro TosioBHAs 00Jb

Kenyoouno-kuuieynvie HapyuleHus

Heuwacro 3arop

Hapywenus co cmoponwl cocyooe

Heuacto [Tepudepuyeckue oreku

HapymeHuﬂ CO CmMOpOHbL Mbll/l/lellHOZZ, CKenemHol U CoeOUHUMENbHOU MKAHU

Heuwacro Aprpanrus

I[OJ'II‘OCpO‘IHLIC KIIMHUYCCKUC UCCIICAOBAHUS ITPOJOJIKUTCIbHOCTBIO 110 2 JIeT He BBIABUIIN KaKHUX-I100
JOITIOJIHUTCIIbHBIX OTKJIOHCHHI Hqu)I/UIfI 0e30IaCHOCTH HIIN HETIPCABUACHHBIX PUCKOB IIPpU IPUMCHCHUU
BUJIJArJIMIITUHA B MOHOTCPAIIUU.

Tlpu npumenenuu sunoaerunmuna 6 0ose 100 me 6 cymxu 8 KOMOUHAYUU ¢ MEMPOPMUHOM

[Tpu npumenennn BuigarmuntiaHa B 103¢ 100 Mr/cyTku B koMOMHAIMu ¢ METPOPMHUHOM WM TTAie0o
B COYETAaHMH C MET(POPMUHOM CIIydyaeB OTMEHBI TEPalMH B CBS3M C PA3BUTHEM HEXEIaTeIbHBIX
peakuuii He 0TMEYaoCh.

[Ipu npumeHeHuu BujgaraunTMHa B o3¢ 100 Mr B CyTkM B KOMOMHAaIMUM ¢ MeT(HOPMUHOM
TUIOTIIMKEMHs oTMeuanack B 1% ciyyaeB (B rpynmne mianedo + merdpopmun — Hedacto (0,4%)). B
TpyIIe MpUMEHEHUs npernapara [ miaaBu He HaOIIt0JalI0Ch Pa3BUTHS TUTIOTIIMKEMHUH TSKEIIOW CTEIICHH.
Macca Tenma He HW3MEHSUIACh IO CPABHEHUIO C HCXOAHOM B KIMHWYECKHX HWCCIEAOBAHMIX MPH
npuMeHeHnr komOuHanuu Bunaarmuntuda 100 mr B cytku u metdopmuna (+0,2 kr u -1,0 kr B rpynmax
BWIJATJIMIITUHA U TIJ1A1[e00 COOTBETCTBEHHO).

Hapywenus memabonuzma u numarnus
Yacto I'nnornmmnkemust

Hapywenus co cmoponsi nepsnoti cucmembl
Yacro Tpemop, ronoBHast 60J1b, TOIOBOKPYKEHHE

Heuacro IloBbiieHHas YTOMIISIEMOCTD

Kenyoouno-Kuweunvie HapyuieHus

Yacto TormaoTa

JlonrocpquHe KIIMHUYCCKHUE UCCICIOBAHUSA MMPOAOIKUTCIIBHOCTBIO 10 2 JIeT He BBISBHIIM KaKUX-I100
JOITIOJIHHUTCIIbHBIX OTKJIOHCHHI HpO(l)I/IJ'ISI 0e30IacCHOCTH HIIN HETIPCABUACHHBIX PUCKOB ITPpU IPUMCHCHU U
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 27.06.2024 N2 12993
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BIWJIJIATJIMIITHHA B KOMOMHAIIUH ¢ MET(HOPMUHOM.

W3ydenune nmpuMeHeHHss KOMOWHAIIMK BWIJATJIMIITHHA U MET(HOpPMUHA B KaYECTBE CTAPTOBOW Tepanuu
IpY caxapHOM auadere 2 TUIa He BBISIBIIIO OTKJIOHEHUH poduiis 0€30IacHOCTH UK HETIPEIBUICHHBIX
PHCKOB.

Ilpu npumenenuu eundaerunmuna 6 003e 50 me/cymxu 6 KomMOuHayuu ¢ NPoOU3BOOHLIMU
cynbonHuUIMOUe8UHbL

[Tpu nprMeHeHUH BUJIIAarIMITHHA B 103€ 50 MI/CyTKU B KOMOMHAIIMY C TIIMMETTUPUAOM YacTOTa OTMEHBI
Tepanuu B CBS3M C Pa3BUTHEM HEXeNaTeslbHbIX peakiuil coctasisia 0,6% (mo cpasHenuto ¢ 0% B
rpymnie rauMenupu + miamne6o).

YactoTa pa3BUTHS TUIMOTIMKEMUHU Y TMAlMEHTOB, MOJYYaBIINX BHJAATIHNTAH B 103¢ 50 Mr/cyTku
BMECTE C TJIMMENHPUIOM, cocTaBuia 1,2% (mo cpaBaenuto ¢ 0,6% B rpymrie mianedo + rauMenupu).
B rpynmne npuMeHeHUs BUIIATIIMIITAHA HE HA0JIFO1a]10Ch Pa3BUTHUS THITOTIIMKEMUH TSHKEIIOW CTETICHH.
Macca Tena He HM3MEHsUIaCh O CPABHEHHMIO C MCXOJHOW B KIMHHYECKHUX HCCIENOBAHHIX, KOI/a
BIWIIATUITHH B 03¢ 50 Mr o1uH pa3 B cyTku gobasisuii K raumenupuny (-0,1 kr u -0,4 kr B rpymnmax
BUJIIATJIMIITHHA U TIA1e00 COOTBETCTBEHHO).

Hngpexyuu u unsasuu

Ouenb penko Hazodapunrur

Hapywenus memabonuzma u numanus

Yacto I'nnormukemMus

Kenyoouno-kuuieunvie HapyuieHus

Heuwacro 3arop

Hapywenus co cmoponsl nepsnoti cucmembl

Yacro Tpemop, ronoBHas 00b, TOJIOBOKPYKEHUE, aCTEHUS

Ilpu npumenenuu npenapama eunoaziunmuna 6 0oze 100 me 6 cymku 6 KomMOUHayuu c
MUa3onUOUHOUOHOM

[lpy npumenenun BugaraunTuHa B jgo3e 100 Mr/cyrku + THA30IMOUHIMOH M Iulanebo +
TUA30JUIMHAMOH CIIy4aeB OTMEHBI TepalmuM B CBA3M C Pa3sBUTHEM HEXENATeNbHBIX PEaKIUHd He
0TMEYajoCh.

IIpn npumenenun BwigarmnThHa B o3¢ 100 Mr B CyTkM + NHOININTa30H OTMEYAIOCH Pa3BUTHE
runornukemun B 0,6% cirydaeB, a y ManueHToB, MOJydaBIIMX Tuianebo + muoriurazoH, — B 1,9%
ciydaeB. B rpymie nmpuMeHeHus BUIIaTIMITHHA HEe HAOII0IAIOCh PA3BUTHS TUTIOTJIMKEMUH TSHKETION
CTETICHHU.

B uccnenoBannu npuMeHeHUs BUJIATIMOTHHA B KAUECTBE JOMOJHUTENLHON TEpaiy K MHOTIIUTa30Hy
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(NOCNEOOBATENEHOCTE 0002)

a0COJIIOTHOE YBEJIMUEHHUE MACChl TeJla B Tpymie mianedo u puigaruntiuia 100 Mr B CyTKA COCTaBUIIO
1,4 u 2,7 KT COOTBETCTBCHHO.

[Ipu noGaBneHuu mpenapara BUiIAaraunTrHa B 103¢ 100 Mr B CyTKH K MHOTJIMTA30HY B 103€ 45 MI/CyTKH
4acToTa pa3BUTUS MepudepuyecKknx OTEeKOB cocrtaBisia 7% (mo cpaBHeHuto ¢ 2,5% Ha ¢one
MOHOTEpAINUU MHOTTIUTa30HOM).

Hapywenus co cmoponwl cocyooe

Yacro [Tepudepuyeckne OTeKH

Hapywenus memabonuzma u numanus
Yacto VBennueHne Macchl Tea

Heuacrto ['unornukemusa

Hapywenus co cmoponsl nepgnoti cucmembl

Heuacro I'onoBHas 0ojb, acTeHHS

Ilpu npumenenuu sundazaiunmuna 6 003e 50 me 2 paza 6 cymxu 8 KOMOUHAYUU C UHCYAUHOM (C
Mmemeopmunom unu 6e3 neeo)

[Tpu nmpuMeHeHnU BUIAATIUNTHHA B KOMOMHAIIMK C UHCYJIMHOM (B KOMOMHALIUK ¢ METQPOPMUHOM HUITU
0e3 MeT(opMHHA) YacTOTa OTMEHBI Tepamnuu BeiencTBue pa3sutus HP Obina pasua 0,3%, B rpymme
Tepanuy BUIAATIUIITUHOM, B TPYIIE Manedo ciiydaeB OTMEHbBI Tepanuu He ObLIO.

[Ipn npumenenun npenapata B KOMOMHAIMU C UHCYJIUHOM (B KOMOMHANUU ¢ METHOPMUHOM Uu Oe3
MeTGopMHHA) HE OTMEUYAIOCh YBEIMUYCHHS PHUCKA PAa3BUTHS THUIOTIUKEMHH TI0 CPaBHEHHUIO C
KoMOuHaruen mianebo + uncynud (14% B rpynne Bungarmuntuda u 16,4% B rpynme miane6o). Y 2
MAIMEeHTOB B TPYINE BWINATIUNTAHA M Y 6 MAIEHTOB B TPYIIE MU1ane00 pa3BHIACH THITOTIMKEMUS
TSYKEJION CTEIICHH.

Ha MoMmeHT 3aBeplueHHs MCCIeOBaHUs IpenapaT He OKasblBajl BIMSHUSA Ha CPEIHIOI Maccy Telna
(Macca Tena yBenuuuiach Ha +0,6 KI IO CpaBHEHHIO C UCXOAHOM B IpyIie BUIJATIUITHHA, a B IPYIIe
mIanedo ocTaach HEM3MEHHOM ).

Hapywenus co cmoponvl HepeHol cucmembl

Yacto TI'onosHast 60116, 03HOO

Kenyoouno-kuuieunvie HapyuieHus
Yacro TomrHoTa, TacTpor3odareaTbHbIN peduIroKe

Heuacto Muapes, mereopusm

HapyweHuﬂ memabonruzmMa u NUMAaHUsL

Yacto I'nnorimmkemus




COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
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(NOCNEOOBATENEHOCTE 0002)

Ilpu npumenenuu eundaziunmuna 6 0oze 50 me 06a paza 6 0eHb 8 KOMOUHAyuUU ¢ npenapamamu
CYNbPOHUIMOYEBUHBL U MEMPOPMUHOM

CrnyuaeB OTMEHBI TIperiapara, cBsizanHbix ¢ HP B rpymimne koMOMHHPOBaHHOW Tepariyl BUJIATTHIITUHOM,
MeT(HOPMUHOM U IIUMENUPHUAOM, OTMEUYEHO He Obu10. B rpynne koMOMHMpOBaHHOM Tepanuu anedo,
MeT(hOPMUHOM U INIMMEIMPHUIOM YacTOTa OTMEHBI Mpenapara, cBsizanHoii ¢ HP, cocraBuna 0,6%.
['unornukeMus oTMevanach yacTo B obeux rpymmax (5,1% B rpynmne KOMOMHHPOBAHHOW Teparnuu
BUJIIATJIMIITUHOM, METQOPMUHOM M raumenupuaoM u 1,9% B rpymnne KOMOMHUPOBAHHOM Tepamuu
iane6o, METGOPMUHOM U TIMMENUPHIOM). B rpynmne BHIAArIWNTHHA OTMEYEH OJUH DIU30]
TUTIOTJIMKEMUH TSHKEJION CTeeHHU.

Ha MomeHT 3aBepIiieHust HccieJOBaHUs 3HAYMMOT'O BIUSHIS HAa Maccy Tela BISIBICHO He Ob110 (+0,6 KT
B Tpynne BuwaarmnTiaa U -0,1 Kr B rpymnme miamne6o).

Hapywenus memabonuzma u numanus

Yacto I'mnorimmkemus

Hapywenus co cmoponsl nepsnoti cucmembl

Yacto l'osoBOKpy)K€EHME, TpEMOpP

HapymeHuﬂ CO CNMOPOHbL KOJHCU U NOOKOICHBIX MKAHEL

Yacro I'uneprunpo3s

Obwue nHapywenus u peakyuu 8 mecme 86e0eHusl

Yacto AcTeHus

HOCTDGFI/ICTDEIIII/IOHHBIG HUCCJICA0OBaHUA

Bo Bpems mpoBeneHHs MOCTPETUCTPALMOHHBIX MCCIEIOBAaHUN ObUIM BbIABIEHBI cienytouiue HP
(TOCKOJIBbKY COOOIIEHUS TONY4YEeHbl B JOOPOBOJIBHOM MOPSAAKE OT MOMYJSIUU HEOINpPEaeIeHHOrO
pa3zMepa, TOCTOBEPHO ONpPEAEIUTh 4acTOTy pa3BUTHUs AaHHbIX HP He mpencraBnsercs BO3MOXHBIM, B
CBSI3U C YEM OHM KJIaCCU(PUIIMPOBAHBI KaK «4acTOTa HEM3BECTHAY).

Kenyoouno-xuwieunvie napyuieHus: 4acTOTa HEM3BECTHA — IMMAaHKPEATHUT.

Hapywenus co cmoponvl neuenu u d#cenuevigoosawux nymeil: 4acTOTa HEU3BECTHA — TelaTUT
(pa3pelMBIIMICA CAMOCTOSATENIBHO I0CIE€ OTMEHBI JIEKAPCTBEHHOrO IIpernapara), IMOBBIIIECHHE
AKTUBHOCTH «II€UEHOUYHBIX» (PEpMEHTOB (pa3pelMBLIEeCs] CaMOCTOSITEIbHO TOCJIE€ OTMEHBI
JIEKapCTBEHHOTO IIpernapara).

Hapywenus co cmoponvl mbiuieunou, ckenemmou u cOeOuHUmMeNbHOU MKaHu: 9acTOTa HEU3BECTHA
— MHAJTHSL.

Hapywenus co cmopomnbl Kodtcu u NOOKOMCHbIX MKAHeU: 4acTOTa HEU3BECTHAa — KpalMBHMUIIA,
sKcPOIMATUBHOE U OYJIJIE3HOE MOpaKeHUs KOXKM, BKJIOUYas OyJUIe3HbI NMeM(pUIona, KOXKHBIN
BACKYJIUT.
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COOTBETCTBYET QKCMNEPTHOMY OTYETY
ot 27.06.2024 Ne 12¢
(NOCNEOOBATENBEHOCTE 0002)

COOGH_ICHI/IG O TTOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 moJ03peBacMbIX HEXENATENbHBIX PEAKLIUAX MOCE PErUCTPALUU JIEKAPCTBEHHOTO
mpernapara ¢ IeNbI0 00ECIEUCHHS] HETPEPHIBHOTO MOHUTOPUHTA COOTHOIICHUS «IIOJbh3a — PHUCK»
JICKapCTBEHHOTO TMpemnapara. MeIuIMHCKIM pPa0OTHUKAM PEKOMEHAYeTCs coo0IaTh O JHOOBIX
M10J1I03PEBAEMbIX HEXEJIATEIbHBIX PEAKIIHUIX JIEKAPCTBEHHOTO Iperapara 4yepe3 HallMOHAIbHbBIE CHCTEMBI
COOOILIEHNUs O HEXENATEIbHBIX PEaKIUsIX FrOCYAapCTB — WIeHOB EBpa3uiickoro SKOHOMHUYECKOT0 CO03a.

Poccuiickas ®enepanus

denepanbHas CiIy:k0a 110 HaI30py B chepe 3ApaBOOXPaHEHHS.

Anpec: 109012, r. Mocksa, CiaBsiHCKas TuIomas, a. 4, crp. 1.

Tenedon: + 7 800 550 99 03

DnekTponHas moura: pharm@roszdravnadzor.gov.ru;

Caiit B mH()OpPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: http://www.roszdravnadzor.ru

4.9.1lepeno3upoBka

CHUMIITOMBI

BunparnmunTiH X0poIIo MepeHoCUTCs IPU MPUMEHEHUH B 7103€ 10 200 MI/CyTKH.

[Tpu mpumeneHnn npemnapara B 103e 400 MIr/CyTKH MOXeET HaOIF0JaThCst 00JTb B MBIIIIAX, PEAKO - JIETKHE
U TPaH3UTOPHBIE MApeCTEe3UH, JUXOPaJKa, OTEKd M TPAH3UTOPHOE MOBBIIICHUE AKTUBHOCTH JIMIMA3bI
(Bbiuie BI'H B 2 paza). [Ipu yBennuenuu n03bl BugariauntuHa 10 600 MIr/cCyTKd BO3MOYKHO pa3BUTHE
OTEKOB  KOHEYHOCTEH, CONpPOBOXKAAIOUIMXCS  IMApecTe3usIMM M IOBBIIIEHHWEM  aKTMBHOCTHU
kpeatuHpochokuHaszpl, C-peakTuBHOro Oenka M MmuorioOuHa, aktuBHocth ACT. Bee cummnromsl
NEepeJO3UPOBKM W HM3MEHEHHs JabOpaTOpHBIX IOKa3aTesneld oOpaTHMbl IMOCNe MpPEeKpalleHUs
PUMEHEHHUs Ipernapara.

Jleuenue

BriBenenue npenapara U3 opraHu3Ma ¢ OMOUIbIO AUAIN3a MaJIOBEPOATHO.

Opnnako OCHOBHOM ruaposn3Hblii Merabonut BuigarauntuHa (LAY151) moxer ObITh ynaneH u3
OpraHu3Ma IyTeM IeMoIualIn3a.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. @apMakoaAUHAMUYECKHE CBOMCTBA

®dapMakoTepaneBTUUYECKasl TPyIMa: CPeACTBA A JICUCHUs CaxapHOTo Muadera; TUIOTIMKEMUYECKUE
Cpe/CTBa, KPOME MHCYJIMHOB; HHTHOUTOPHBI AumnienTraunenTuaassi-4 (JAI111-4).
Kox ATX: A10BHO02

MexaHu3M OelcTBUA

BunparnmuntuH, OpeacTaBUTENb Kiacca CTUMYJIATOPOB OCTPOBKOBOTO armapara MOIKeTyA0YHOU
JKEIIE3bl, SIBIIICTCS MOIIHBIM M CCIIEKTHBHBIM HMHTHOMUTOpPOM aumentuauinentuaassi-4 (JI111-4),

11


mailto:pharm@roszdravnadzor.gov.ru
http://www.roszdravnadzor.ru/

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 27.06.2024 N2 12993
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yAYYIIAOUIM TJIMKEeMUYeCKUd KOHTpoib. Wurubupoanue Buwiparauntuaom JIII1-4 mpuBoaut
YBEIUYEHUIO 0a3aJIbHOT0 U NOCTIPAHANATBHOTO SHAOT€HHOTO YPOBHS HHKPETHHOBBIX TopMoHOoB ['TII1-
1 (rmrokarononono6usii nentun 1) u NI (r1r0k0303aBUCUMBIN HHCYTUHOTPOITHBIN TOJHUIICIITU).

dapmakoanHamuyeckue SHDEeKThI

[Tpu nmpumenenun BuwimarmunTuHa B 03¢ 50-100 Mr B CyTKHM y ManeHTOB ¢ caxapHbIM auabeTom 2
turma (CJl 2 Tuma) oTMedaeTcs yiydiieHne (YyHKIUH B-KIETOK MOJKETyI049HON Keie3bl. CTerneHb
yay4iieHus: GyHKIUU B-KJIE€TOK 3aBHCUT OT CTENEHU X UCXOAHOrO0 MOBpeXxaAeHus; Tak y iqun 6e3 C/I 2
TUna (C HOPMaJbHOM KOHLIEHTpALMEeH IIOKO3bl B IUIa3M€ KPOBH) BWIAAINIMOTHH HE CTUMYJIUPYET
CEKPELIMIO MHCYJIMHA U HE CHUYKAET KOHLIEHTPALUIO TJIFOKO3bI.

[ToBbimas koHueHtpanuio 3HporeHHoro [TIII-1, BuigarmunTHH yBENIMUYMBAET YyBCTBUTEIBHOCTD O-
KJIETOK K IJIFOKO3€, YTO MPUBOJUT K YIYUILIEHHUIO TJIFOKO303aBUCUMOMN PETYIISLUU CEKPELUH TIII0KAroHa.
CHM)KeHue NOBBILIEHHONM KOHLEHTpPALlMU IJIIOKaroHa BO BpeMs €7bl, B CBOIO OYE€PEllb, BbI3BIBACT
YMEHBILIEHNE UHCYJIMHOPE3UCTEHTHOCTH.

VBenuyeHue COOTHOIIEHUS HWHCYJIUH/TIIOKaroH Ha (OHE TUIEPIVIMKEMUH, OO0YCIIOBIEHHOE
noBblieHrneM KoHueHtpauuu ['TIII-1u ['UII, BbI3bIBa€T yMEHbIIEHHE MPOAYKLIUN TIIOKO3bl IEYEHBIO
KaK BO BPEMs1, TaK U II0CJIE IIPUEMA MUY, YTO IPUBOANT K CHHYKEHUIO KOHLIEHTPALMH IJIFOKO3bI B IIa3Me
KpPOBH.

Kpome Toro, Ha ¢oHe MpUMEHEHHs BUIIJATIMIITHHA OTMEUACTCS CHIDKEHHE KOHLEHTPAIMH JINTIHIOB B
IUIa3Me KpOBH TOCJIE TpUeMa THIH, OAHAKO 3ToT 3¢ddekt He cBs3aH ¢ ero neiicteuem Ha [TIII-1 nm
['UII u ynyumenreM (pyHKIIMHM OCTPOBKOBBIX KJIETOK IMOKEIYAOUYHON HKEJIE3bl.

N3BecTHO, 4yTO noBeiieHne kKoHueHTpauuu ['TIII-1 mMoxeT nmpuBOIUTE K 3aMEUICHHUIO OINOPOXKHEHMS
KeNyaKa, OHaKo Ha (hOHEe MPUMEHEHUs BUIJIATIMIITHHA 110100HO0T0 ¢ deKTa He HaOIo1aeTcsl.

ITpu npumeHeHny B garnunTiHa y 5795 nanuenTos ¢ C/I 2 Tumna B TeueHne 52 Hefenp B MOHOTEPAIINH
WINA B KOMOMHAIMK ¢ MET(HOPMUHOM, IPOU3BOIHBIMU CYJIb()OHUIMOUYEBUHBI, THA30JIUANHIMOHOM, WU
WHCYJIMHOM OTMEYaloCh JOCTOBEPHOE JJIUTEIBHOE CHWKEHUE KOHILIEHTpAlMM TJIMKMPOBAaHHOTO
remorsioonna (HbA1c) u riroko3bl KpoBU HaTOULIAK.

[Tpy npuMeHeHUM KOMOWHALMM BUJAATIMITHHA U MeTOPMUHA B KaueCTBE HAa4YallbHOM Tepanmuu y
nanueHToB ¢ C/I2 tuna B TeueHue 24 Heneab OTMEYANOCh J10303aBUCUMOE CHUKEHHE KOHILIEHTPALUU
HbALC B cpaBHEHHH C MOHOTEpaNKei TaHHBIMU MpenapaTaMu. Ciiydan pa3BUTHUS TUIOTJIMKEMUU OBLITH
MHUHHMMAaJIbHBI B 00€UX IpyIIax TepanuH.

[Tpu npumeHenun BungariauntuHa B 103e 50 mr 1 pa3 B cyTku B TeueHue 6 MecsieB y nanuenTos ¢ CJ1 2
TUIA C HapylIeHneM (QyHKIMH MOoYeK cpeaHeit (CkopocTh kiyooukoBoit ¢punsrpanuu (CK®D) >30, <50
mi/mus/ 1,73 M?) nmn sokenoit (CK® <30 mMn/mun/1,73 M?) cTeneHy 0TMedanoch KIMHHYECKH 3HAUNMOE
cHIKeHne KoHneHnTpauu HbAlc mo cpaBHeHuto ¢ maneoo.

[Tpn mpumenenny BuaarmunTHHA B 03¢ 50 Mr 2 pa3a B cyTku B KomMOuHanmu c/6e3 mMerpopmMuHa u
uHcynruHoM (cpeansist fo3a 41 EJl/cyTku) Obu1o MpoeMOHCTpUpOBaHO CHIKeHUe nokaszarens HbAlc na
0,77% ot ucxomHoro cpeaHero 3HaueHus §,8% CO CTATUCTHUYECKHU JOCTOBEPHOM pa3HMIICH ¢ Taredo
0,72%. YacToTa runorinkeMuy B TpyIIe BUIAArIMOTHHA CpaBHUMA C TAaKOBOH B rpyme mianeto. [Tpu
NPUMEHEHUN BUJIIaraunTiHa B 1o3e 50 mMr 2 pasza B CyTKHM B KOMOMHaIimu ¢ merdpopmuHoM (=1500
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 27.06.2024 N2 12993
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MT/CYT) ¥ TIIMMETUPUAOM (>4 MT/CyTKH) ObLIO MTOKA3aHO CTATHCTUYECKU 3HAYMMOE CHI)KCHHUE YPOBHS
HbAlc na 0,76% ot ucxomuoro cpeanero 3HaueHus 8,8%.

5.2. PapMaKOKHHETHYECKHE CBOIICTBA

AbcopOums
[Tpu npreMe BHYTPb HATOIIAK BUIATIMIITHH OBICTPO BCACHIBACTCS, @ €0 MAKCUMaJIbHAsI KOHIICHTPALIHS

B 11azMe KpoBu (Cmax) nocturaercs uepes 1,75 vaca nocne npuema. [Ipu oqHOBpeMEHHOM NpHEME C
MUIICH CKOPOCTh a0COpOIMK BWIIATIUIITHHA CHIDKACTCS HE3HAYUTEILHO: OTMEYACTCS YMEHBIICHUE
Cmax Ha 19% 1 yBenuueHne BpeMEeHH €€ JOCTHXKEeHHUS 110 2,5 yacoB. OHAKO MpUEM MUILY HE OKA3bIBAET
BIIUSTHUS HA CTENEeHb a0COPOIUY | IIJIOMIAAb IO/ KPUBOH «KOHIeHTpalus-Bpems» (AUC).
Bunparnuntun ObICTpo BcachIBaeTcs, a ero abCoNOTHAasE OMOJOCTYIMHOCTH IMOCHE IMpHeMa BHYTPh
coctaBisieT 85%. Cmax 1 AUC B TepaneBTHYECKOM JUAINa30HE J103 YBEIWYUBAIOTCS IPUMEPHO
MPOMOPLUOHAIIEHO JT03€.

Pacupenenenue

CreneHb CBS3bIBAaHMS BWIJAMIMNTHHA C OenkaMu Tuia3mbl KpoBu Hu3kas (9,3%). Bunparnuntux
pacnpenensieTcss paBHOMEPHO MEXTy TUTa3MOM KPOBH M APUTPOIIUTaMU. Pactipeienienne BUIaruTHHA
NPOMCXOTUT, TIPEANONIOKUTEFHO, OSKCTPABACKYISAPHO, OOBEM paclpelesieHuss B PaBHOBECHOM
COCTOSIHMH TI0CIIe BHYTPUBEHHOTO BBeneHus (Vss) cocrapiser 71 .

Bbuorpancdopmarus

OCHOBHBIM yTEM BBIBE/ICHUS BUJIIATVIMIITHHA SIBIISeTCA OnoTpancopmanus. B opranusme uenoBeka
69% o036l penapara mnoasepraercs ouorpanchopmarnuu. OcaoBroit Metabosut - LAY 151 (57% m0361)
(dbapMaKoIOTHYECKN HEAKTHBEH W SIBISETCS MPOIYKTOM THIPOIN3a IMaHO- KommnoHeHTa. Oxono 4%

JIO3bI TperapaTa MoABEPraloTCs aMUIHOMY THIPOJIU3Y.
B noxnmuHMYECKMX UCCIENOBaHMIX OTMedaercs: mojoxurenbHoe BaussHue JIII1-4 Ha ruaponus
BWIJATJIMIITUHA. Bungarnuntua metabonusupyeTrcss 0e3 ydactus u3odepMeHTOB mutoxpoma P450.
BunparnunTus He sBisercs cyoctpaTom uzopepmentoB P450 (CYP), He MHTHOUPYET U HE HHIYITUPYET
n3zogpepmenTsl nuroxpoma P450.

DIIMMUHAITIS
[locne nmpuema npenapara BHyTpb 0K0J0 85% 03Bl BBIBOOUTCS MOYKaMu U 15% — uepe3 KUIIEUHUK.

[Toueunast sKcKpenuss HEU3MEHEHHOTO BUILIArIIITHHA cocTaBiisieT 23%. [Ipu BHYTpUBEHHOM BBEACHUH
CpeIHMI TEepHOA TOJTYBBIBEACHHs JOCTUraeT 2 4acoB, OOMIMK IJIa3MEHHBIM KIMPEHC M MOYeYHbIH
KJIMPEHC BUIIAATTIMITHHA COCTaBiIsAoT 41 /9 u 13 1/4 cootBercTBeHHO. [leprnon momyssiBenenus (TV)
1ocJje IpueMa BHYTPb COCTaBIIIET OKOJIO 3 4acOB, HE3aBUCHMO OT JIO3BI.

JInna nmoxxnnoro Bospacta (65 ner u crapiie)

VY 3700poBBIX MOXWIBIX Jtojed (>70 net) obmiee Bo3aelicTBue Bunparinuntuna (100 mr oauH pa3 B
CyTKHM) yBenuuuBalioch Ha 32 %, mpu OSTOM THMKOBas KOHIEHTpallMs B IUIa3Me KpPOBH
yBenuuuBanach Ha 18 % 1o cpaBHEHHIO ¢ MOJIOABIMH 310pOoBbIMHU Tt0IbMU (18-40 net). Tem He MeHee
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9TH U3MEHECHHS HE CUMTAIOTCS KIMHIYECKH 3HaunMbiMu. HTHOUpOoBanue JI11-4 BungarnunTHHOM He
3aBHCHUT OT BO3pAacTa MMAIMEHTA B MPEAEIIaX UCCIIEIOBAHHBIX BO3PACTHBIX IPYIIIL.

IleueHouHas HEAOCTATOYHOCTD

VY manueHToB ¢ HapylIeHneM (YHKIWHU [IEYEHH JIETKOW U CpeHel cTeneHei Tsokectu (6-9 6auioB 1o
mkane Yaitng-IIbro) mocne OJHOKPaTHOrO MNPUMEHEHHs] Ipernapara OTMEYAeTCs CHIKEHUE
ouonoctynmHoctd BuigarauntaHa Ha 20% u 8% COOTBETCTBEHHO. Y MAIMEHTOB C HapyIICHUEM
byakuun nedeHn Tsokenod crerneHu (10-12 6ammoB mo mkane Yaina-IIpro) OmomocTymHOCTH
BUJIIATJIMIITHHA MOBbIIIaeTcs Ha 22%. YBenuueHue Uil yMeHbIIeHHEe MaKCUMaIbHOU OHOJ0CTYITHOCTH
BUJIJIATJIMIITAHA, He mpeBbimatoniee 30%, He ABISCTCS KIMHHYECKH 3HAUYMMBIM. Koppensiuu Mexmay
CTETICHBIO TSDKECTH HapyIICHUH (YHKIIUH IMEYEHU U OMOIOCTYITHOCTRIO MIperapaTa He BBISBICHO.

IloyeyHas HEOOCTATOYHOCTH

VY nammeHTOB ¢ HapylieHneM (QYHKIHMH TIOYeK JIeTKOH, cpemHeidl wimu Tspkenod cremenn AUC
BUJIIATJIMIITHHA YBEJIMYMBAIAch MO CPaBHEHUIO CO 370pOBBIMU noOpoBoibiamu B 1,4, 1,7 u 2 paza
cootBercTBeHHO. AUC merabonuta LAY151 yBenuuuBanace B 1,6, 3,2, u 7,3 paza, a merabonuta
BQS867-81,4,2,7,u 7,3 pa3ay nallueHTOB C HapyIIeHuEeM G YHKIIUHU TTOYEK JETKON, CpEAHEH U TSHKeIon
CTeleHei CcOoOTBEeTCTBEHHO. OrpaHWYEHHbIE [aHHbIE Yy NAIMEHTOB C TEPMUHAIBHON cTaguei
XPOHUYECKON OO0JIE3HU MOYEK YKa3blBAaIOT Ha TO, YTO MOKA3aTeNId JAHHOMN IPYIIbI CX0XKH C TAKOBBIMU
y MAaMEeHTOB C HapylieHueM (pyHKIHU Todek Tspkenon crenenn. Konmnentpamus meradonurta LAY 151
y MMalMeHTOB C TepMHUHAIBHOM cTaueid XbI1 yBennunBanace B 2-3 pa3a 110 CpaBHEHHIO C KOHIICHTPAILIUEH
y MalMeHTOB C HapylieHHeM (YHKIUU TMOYCK TsDKEJIOW cTemneHd. [lpu mpuMeHeHWH mpernapara y
MAIMEHTOB ¢ HapylIeHneM QYHKIIUU TOYEK MOXKET MOTPeOOBaTHCS KOPPEKIUS T03bI.

BriBeieHre BUIArIUIITHHA IPU TeMOIMANIM3E OTpaHrueHo (depes 4 yaca rmociie 0JHOKPaTHOTO IprueMa
coctaBiisgeT 3% MpH AIMTENBHOCTH Mpoueaypsl 6osiee 3-4 4acos).

eTu
DapMaKOKMHETUYECKHE OCOOEHHOCTH BWIJATIMITHHA Yy JeTe W MOAPOCTKOB miaamie 18 mer He
YCTaHOBJICHBI.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1.IlepeyeHb BCIOMOraTeJIbHBIX BELIECTB

[emr0s103a MUKPOKPUCTAIUINYECKAS
JlakT03BI MOHOTHIPAT

Hatpus kpaxmain raukonsr (tTum A)
Marnus creapat

6.2. HecoBMeCcTUMOCTH

He npumenumo.
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6.3. Cpok rorHocTu (CpoOK XpaHeHMs1)

1 rox.

6.4.Oco0bie Mepbl MPEIOCTOPOKHOCTH NMPU XPAHEHUH

XpaHWUTh B OPUTHHAIBHON yakoBke (Oymctep) mpu temmneparype He Boiie 30 °C.

6.5. XapakTep M coaep:KaHHe NEePBUYHON YIIAKOBKH

ITo 14 TabJIeTOK B KOHTYPHYIO STYEUKOBYIO YIIaKOBKY u3 MIJICHKU
NOJUBHHHIXI0pHIHOK/Toaux10pTprdTopsTHIcHOBOM (IIBX/TIXT®D) 1 dhoabru aaromunnesoii. I1o 1,
2,4, 6,8 win 12 KOHTYPHBIX SIUEHKOBBIX YIIaKOBOK BMECTE C JIMCTKOM-BKJIAAbIIIEM [TIOMEILAIOT B TAUYKy
KapTOHHYIO, Pa3pEUICHHYIO K IPUMEHEHUIO B PD.

6.6. OcoOble  Mepbl  NPEAOCTOPOKHOCTHM  NPU  YHUUTOKEHUHM  HCIOJIbH30BAHHOIO
JIEKAPCTBEHHOI'0 NPenapara Ui 0TX0/10B, NOJIYy4YeHHbIX MOCJe NPUMEeHEHU JTeKAPCTBEHHOT 0
npemnapara, u Apyrue MaHUMYJISIIUH € IPpenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHU S

Poccniickas @enepanys

000 «I'EPOD®APM»

191119, r. Cankr-IlerepOypr, yia. 3BeHUropojckas, 1. 9
Tenedon: (812) 703-79-75 (MHOroKaHaIbHBI)

®axkc: (812) 703-79-76

Anpec snektponHo# mouThl: inform@geropharm.ru

7.1. IIpencraBuTe)ib AeprKaTessi perUHCTPALIMOHHOIO YA0CTOBEpPEeHM

[Iperen3un HOTDe6I/ITeJ'IeI71 HalnpasJIATH 110 aApECy.

Poccuiickas ®enepanus

000 «'EPO®APM», 196608, r. Cankt-IlerepOypr, r. ITymxkun, SueBckuii npoesn, 1. 4, ctp. 1
Tenedon: +7(812) 703-79-75 (MHOTOKaHATHHBIN)

Tenedon ropsiueit muuuu: 8-800-333-4376 (3BoHOK 10 Poccuu GecrmaTHbIN)

daxc: +7(812) 703-79-76

Anpec anekTponHoit moutsl: iInform@geropharm.ru; farmakonadzor@geropharm.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA
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9. IATA TIEPBHYHOW PETMCTPALINM (TOATBEPKIEHUE PETUCTPALINH,
MEPEPETUCTPALIMN)

Jlara nepBoii peructpanuu:
10. JATA ITIEPECMOTPA TEKCTA

OO01mast XapakTepUCTHKA JIEKaPCTBEHHOTO Mperapara [ naaBu 10cTynHa Ha HHPOPMAaIMOHHOM TTOpTaie
EBpa3uiickoro ’KOHOMHYECKOTO COI03a B MH(OPMAIMOHHO-KOMMYHUKAITMOHHOW ceTH «MHTepHeT»:
«https://eec.eacunion.org/
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