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NHCTH

10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Buagarauntun Kanon
PerncrpanuoHHblii HOMep:

Toprosoe HaumenoBanue: Bungarnmuntun Kanon
MexayHapo/Hoe HeATeHTOBAHHOE HAUMEHOBAHMe: BUJIIATrJIUIITHH

JlexapcTBeHHas popma: TalbIeTKU

CocraB:

1 TabneTKa COACPIKUT.

Oeticmsytowee geujecmeo. sungarmunTud 50,0 mr;
gcnomozamenvhvle geujecmeq. KapOOKcHMeTWiIKpaxman Hatpust 4,0 mr, marHus creapar 1,6 mr,

MaHHHUTON 49,4 Mr, 11eJUTI0J103a MUKpOKpucTaiuinaeckas (tun 102) 95,0 mr.
Onucanue: TaGIETKH KPYTJIbIEe TUIOCKOIMIIMHAPUYECKHUE ¢ (DacKkoi, OeI0ro Witk MoYTH O€Ioro IBETA.

dapmakoTepaneBTHYecKasi  Ipynma:  CpeacTBa Ul JIeYeHHs  caxapHoro  Jualera;
TUIOTJIMKEMUYECKUE CPEJICTBA, KPOME MHCYIMHOB; MHTUOUTOPHI aunentuauanentuaassi-4 (J/111-4).

Kon ATX: A10BHO02
dapmMaKoJI0rH4ecKne CBOMCTBA

Mexanusm Oeiicmeus

BungarnunTtus, npencTaBUTENb Kiacca CTUMYJISTOPOB OCTPOBKOBOIO ammapara MOKEeITyA0YHON
JKeJle3bl, SBJSETCS MOILHBIM U CEJIEKTHUBHBIM MHTHOMTOpOM aumnentuauinnentuaassi-4 (AI1I1-4),
YIIY4IIAIOUUM TIIMKeMUYecKuil KOHTposb. MHrubuposanue BungarnuntudoM JAIII1-4 nmpuBoaut
YBEIUYEHUIO 0a3albHOTO U MOCTIPAHIUAIBHOTO HHJIOTEHHOTO YPOBHS MHKPETHHOBBIX T'OPMOHOB
I'TIII-1 (rmokarononono6ubiit mentun 1) um THUIT (rmrok0303aBUCHMBIN  MHCYIHMHOTPOITHBIHA

TIOJTUTICTITHI).

dapmakonuaamMmueckue YO EKTh

[Tpu nmpumenenuu BugarnunTiHa B 103¢ 50—100 Mr B CyTKHM y TAIIMEHTOB C CaXapHBIM AHA0ETOM
2 tuna (C]1 2 Tumna) oTMedaeTcs ynydiieHne QyHKIUU B-KIETOK MOIKeTyJ0uHOM xkene3bl. CTeneHb
yirydiieHus: QyHKIUN B-KJIETOK 3aBHCHUT OT CTEIEHHU MX MCXOJIHOTO MOBPEXKICHHS; TaK Y JIHI] 0e3
CJl 2 tTuma (c HOpMaTbHOW KOHIICHTPAIMEH TJIOKO3bl B IUTa3M€ KPOBHM) BWJIAATIUINTHH HE
CTUMYJIMPYET CEKPELIMIO NHCYJIMHA U HE CHUYKAET KOHLIEHTPALUIO TTOKO3bI.

[ToBbimas koHueHTpanuio sugorensoro ['TII-1, BungarnunTHH yBeIMUMBAET YyBCTBUTEIBHOCTD O~
KJIETOK K TJIIOKO3€, YTO NPUBOJUT K YJAYYIICHUIO TJIFOKO303aBUCUMOW PETYJSILMN CEKpPElrU

rarokarona. CHMIKEHUE ITOBBIIIICHHOM KOHLOCHTpPAIUKW IJIFOKaroHa BO BpEMs €/1bl, B CBOIO OUCPC/b,
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nospllieHueM KoHueHTpauuu [TIII-1 u I'HUII, BbI3bIBaeT yMeHbIIEHHUE MNPOIYKLIUU IIIIOKO3BI

IMCYCHBIO KaK BO BpPEMs, TaK W MOCJIC MpHEMa MUK, YTO HNPHUBOAHUT K CHUIKCHHIO KOHLICHTpAIUU

TJIFOKO3BI B I1JIa3M€ KPOBHU.

L4 KpOMe TOro, Ha (bOHe IIPUMCEHCHUA BUWJIJArJIMIITUHA OTMEYACTCA CHHXKCHUC KOHLICHTpalUn

JIMIIUAOB B INIa3ME€ KPOBH IIOCJIC IIpUEMa MUY, OJHAKO 3TOT 3(1)(1)6KT HE CBA3aH C €10 ,I[GI’ICTBHCM

Ha ['TII1-1 nou TUII u ynydmeHnuemM GyHKIIMA OCTPOBKOBBIX KJIETOK ITOJDKEITYI0YHOM JKEIIe3bl.

e U3BectHoO,

yTo TOBbIMIeHHEe KoHueHTtpauuu [TIII-1 wmoxker mnpuBOAUTE K 3aMeNJICHUIO

OIIOPOIKHCHUS KCITYJIKA, OAHAKO Ha (1)OHC IMPUMCHCHUA BUJIAATTIMIITUHA HO,Z[OGHOI"O 3(1)(1)6KT21 HC

HaOJIr01aeTCs.

e [lpu npumenenun BuipariuntuHa y 5795 manumentoB ¢ CJ[ 2 tuma B TeueHue 52 Helelb B

MOHOTEpanuu WJIM B KOMOMHAIUMU € MET(HOPMHHOM, MPOU3BOJIHBIMU CYIb(POHUIMOUYEBUHBI,

THA30JIMAUHAUOHOM, WJIW HWHCYJIMHOM OTMCYAJIIOCh JOOCTOBCPHOC JUIMTCIIBHOC CHUIKCHHUC

KOHIIEHTPALlUU TTUKUPOBaHHOTO reMornoduna (HbA 1c¢) u riaoko3sl KpOBH HATOIIAK.

e [lpu npumeHeHNH KOMOVWHAIIMY BUJIIATJIMIITHHA U MET(POPMUHA B KaUe€CTBE HAYAJIbHON Teparuu

Yy HNanuCeHTOB C CI[ 2 Thna B TeueHme 24 HEACIIb OTMCYAJIOCh O0303aBUCHUMOC CHHUIKCHUC

koHueHTpauuu HbAlc B cpaBHEHNH ¢ MOHOTEpanuel JaHHbBIMU npenaparamu. Ciydan pa3BUTUS

THIIOTJINKEMUH OBIJIM MUHUMAJILHBI B 00€UX rpyimmax Tepamnnu.

° HpI/I MMPUMCHCHUH BUJIIATJIUIITUHA B O3€C 50 mr 1 pa3 B CYTKH B TCUCHUC 6 MCCAILICB Y IMALITUCHTOB

¢ CI 2 tuna c HapyuieHHMeM (QYHKIUHU MOYEK CpefHei (CKOpOCTh KiIIyOOUYKOBOW (UIbTpalluu

(CK®)>30, <50 mu/mun/1,73 m?) unmu tsxenoit (CK® <30 mn/mun/1,73 M?) cTenenn oTMedanoch

KIIMHUYCCKHU 3HAYMMOC CHUKCHUEC KOHLICHTPALUH HbAlc o CpaBHCHHUIO C rmaue6o.

e [lpu npuMeHeHUN BUIAAMIUNTHHA B 03¢ 50 MT 2 pa3a B CyTKH B KOMOMHaIuu ¢/6e3 MeTopMuHa

u uHCcynuHOM (cpeassst no3a 41 EJl/cyt) ObUIO0 MPOAEMOHCTPUPOBAHO CHUKEHHE IOKA3aTels

HbAlc na 0,77 % ot ucxomHoro cpemaHero 3HaueHus 8,8 % CO CTaTUCTUYECKH JOCTOBEPHOM

pasnuuei ¢ mianedo 0,72 %. Yacrora runorivMkeMu B TPYINe BUJIATIMITHHA CPaBHUMA C

TakoBO# B rpymnne miane6o. [Ipu npuMeHenun BungarauntuHa B 1o3e 50 Mr 2 pasa B CyTKH B

koMOuHamu ¢ metpopmuaoMm (>1500 mr/cyTt) u raumenupugoM (>4 mMr/cyt) ObLIO MOKa3aHO

CTAaTUCTUYECKHU 3HaUYMMoe cHIkeHue ypoBHsI HbAlc Ha 0,76 % OT MCXOTHOTO CpeHETO 3HAUCHUS

8,8 %.
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Bcacwvieanue

[Ipu mpueMe BHYTPb HATOLIAK BWJIJATJIMITHH OBICTPO BCACHIBACTCA, a €ro MaKCHMallbHas
KOHILIeHTpauust B 1uia3Me KpoBH (Cmax) Aocturaercs uepe3 1,75 waca mocne mnpuema. [lpu
OJTHOBPEMEHHOM TIpUEMe C THIIed CKOpOCTh a0CcopOLMM  BUJIATJIMITHHA  CHMKAETCS
HE3HAYUTENIbHO: OTMe4aeTcsl yMeHbleHUe Cmax Ha 19 % 1 yBenuueHue BpeMeHH ee JOCTUKEHUS 10
2,5 yacoB. OiHaKO NpUEM MHIIY HE OKA3bIBACT BIMSHUS Ha CTENEHb aOCOPOLMHU M IUIOMIAAb O]
KpuBO# «koH1eHTpauusa-Bpems» (AUC).

Bungarnuntun ObICTpO BcachlBaeTcs, a ero abCcoMOTHas OMOJOCTYIHOCTh IOCHe NMpUeMa BHYTPb
coctaBisieT 85 %. Cmax 1 AUC B TepameBTHUECKOM JHAra30He /103 YBEIMYUBAIOTCA MPUMEPHO

MPONOPIIMOHATIEHO J03€.
Pacnpeoenenue

CreneHb CBSI3bIBaHMS BUJIIATVIMIITHHA ¢ OelKamu I1a3Mbl KpoBu HH3Kas (9,3 %). Bungarnuntun
pacmpenensercs paBHOMEPHO MEXAYy IUIa3MOW KpOBH M dpuTpouutamu. PacnpeneneHue
BUJIIATJIMIITUHA MPOUCXOJAUT, MPEANOI0KHUTENbHO, IKCTPABACKYISIPHO, O0BbEM paclpeneicHus B

PaBHOBECHOM COCTOSIHUU 110CJI€ BHYTpUBEHHOTO BBeeHUs (Vss) cocTasisiet 71 1.
Memabonusm

OCHOBHBIM NyTEM BBIBEJCHUS BWIJATIUNTHHA sBiseTcsl OuorpaHchopmanus. B opranunsme
yenoBeka 69 % no3bl mpemaparta mojsepraercs OuorpaHcdopmaruu. OCHOBHON MeTaboONIUT -
LAY151 (57 % no3bl) dpapMakoJOTHYeCKd HEAKTUBEH U SIBISIETCS MPOAYKTOM T'MJIPOJIN3a LIHaHO-
komnoHeHTa. Oxomo 4 % 10361 penapara MOABEPratoTCss aMUTHOMY THIIPOIIH3Y.

B nokiaMHHMYECKMX MCCIeOBaHUSAX OTMedaeTcst nosoxkutenbHoe BinusHue JIII1-4 Ha ruaposns
BWIATUNTHHA. Bungarmuntud merabonausupyercst 6e3 yuactus uzopepMmeHToB muroxpoma P450.
Bungarnuntun He sBisiercst cyoctpatoM uzopepmentoB P450 (CYP), nHe unrubupyer m He

UHAYIUpyeT u3opepMeHThl nutoxpoma P450.
Buigeoenue

ITocne mpuema npenapara BHyTpb 0K0JI0 85 % 1036l BBIBOAUTCSA MOYKaMU U 15 % — uepe3 KUIIEUHHUK.
[Toueuynast sKckpeluss HEM3MEHEHHOTo BUIAArIUNTUHA cocTaBiseT 23 %. Ilpu BHYTpHUBEHHOM
BBEJICHUH CPEIHUIN MEpPUOJ TOTYBBIBEICHUS AOCTUTAET 2 YacOB, OOIMINNA TUTA3MEHHBIA KIUPEHC U
MOYEUHBI KJIMPEHC BWIArJIUNTHHA cocTaBisioT 41 m/a u 13 /g coorBercTBeHHO. Ilepuon

nostyBeiBesieHus (TV2) nmocie npuemMa BHyTpb COCTaBISAET OKOJIO 3 4acOB, HE3aBUCUMO OT JIO3BI.
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ITanmeHTHl HOXKUIIOr0 Bo3pacta (65 JieT u crapuie)

VY 3710pOBBIX MOXKHUIBIX Jtosel (=70 net) obmiee Bo3aelictBue BunariuntuHa (100 mr onuH pa3 B
CYTKH) YBEJIMUUBAIOCH Ha 32 %, mpHu 3TOM MUKOBAsi KOHIIEHTPALIMS B TUIa3Me KPOBU YBEJIMUMBAIIACh
Ha 18 % mo cpaBHeHHMIO ¢ MOJOABIMU 370poBbIMU JioAbMU (18-40 ner). Tem He MeHee 3TH
W3MEHEHUS HE CYUTAIOTCS KIMHUYECKH 3HaUMMbIMU. MHrHONpoBanue /JI1I1-4 BungarmunTuHOM He
3aBUCHUT OT BO3pacTa MalKMeHTa B Mpejieiax UCCAEOBAaHHBIX BO3PACTHBIX IPYIIIL.

IleueHouHas HCAOCTAaTOYHOCTD

VY nmanueHToB ¢ HapyuieHHeM (QYHKIUU MEYSHH JIETKON U CpeHell cTeneHel Tshkectu (6—9 Gamos
no mkane Yainn-Ilpr0) mocine OJHOKPATHOTO MPUMEHEHHs MperapaTa OTMEYAaeTCsl CHUKCHHE
ouonocrynHoct BuigarmuntiHa Ha 20 % u 8 % COOTBETCTBEHHO. Y MAIMEHTOB C HapyIICHHEM
¢bynkuun medenn Tsokenoi cremneHu (10-12 6ammoB mo mkane Yainna-IIpo) OnomoctymHOCT
BUJIATJIMIITUHA TOBbIMAeTcss Ha 22 %. VYBelWueHUE WIM YMEHbIIEHHE MaKCHUMaJbHOM
OMOJOCTYIMHOCTH BWJIIATJIMIITHHA, HE mpeBbimatomiee 30 %, He SBIsSETCS KIMHUYECKU 3HAYUMBIM.
Koppensiun Mexay CTENeHbI0 TSKECTH HapymeHWd (YHKIMHA TEYeHH M OHOJOCTYIMHOCTHIO
IpernapaTa He BbISBJICHO.

IloyeyHas HEIOCTATOYHOCTh

VY naunueHToB C HapylleHueM (yHKIUHM IMOuYeK JIErKOoW, cpeaHed wiu Tspkenoilt cremenn AUC
BIWJIJIATJIUITHHA YBEJIMUMBAIACh [0 CPAaBHEHHIO CO 370pOBBIMU JoOpoBoibliamMu B 1,4, 1,7 u 2 pasza
cootBercTBeHHO. AUC Mmetabonuta LAY 151 yBenuuuBanace B 1,6, 3,2, u 7,3 pa3a, a metabonuta
BQS867 — B 1,4, 2,7, u 7,3 paza y manyeHToB ¢ HapylieHneM (QYHKIIMU MOYEK JIETKOM, cpeaHeit u
TSKEJION CTENEHEW COOTBETCTBEHHO. OTpaHMYEHHBIE ITaHHBIE Y TAIIUEHTOB C TEPMUHAIBHOMN CTaAueH
XPOHUYECKOH 00JIE3HM IMOYEK YKA3bIBAIOT HA TO, YTO MOKA3aTEeNIN JAHHOMN I'PYIIIBI CX0KH C TAKOBBIMU
y TAIMEHTOB C HapylleHueM (yHKIUU TMoueK Tsbkenol creneHu. KoHmeHTpamus MerabonuTta
LAY151 y nanmentoB ¢ TepmuHanbHOM craaued XbI1 yBennuuBanacek B 2—3 pasa 1o CpaBHEHHIO C
KOHIIGHTpAaLlMeH y MalMeHTOB ¢ HapylIeHHeM (QYHKIIMU OYEK TKEJION CTENeHH.
[Ipu npumMeHeHuH mpernapara y HallMeHTOB C HapyluleHHeM (pYHKIIUH MOYeK MOKET MoTpedoBaThCs
KOPPEKIHS 103bI.
BriBenieHre BUIIIATNIMIITUHA NIPU T€MOJAMAIN3€ OrpaHUYeHOo (uepe3 4 yaca 1mocie OJHOKPAaTHOTO
npuemMa coctasisieT 3 % IMpH JUIMTENLHOCTH Mpoleaypsl 6oiee 3—4 yacoB).

eTH
dapMaKOKMHETHYECKHE OCOOCHHOCTH BWJIAATIUNTHHA Yy JIETeH W MOJAPOCTKOB Myaimie 18 mer He

YCTAHOBJICHEI.
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JlexapcTBeHHbIH npenapaT Bungarnuntun KaHoH nmoka3aH K IPUMEHEHHUIO MPU caxapHOM auabere

2 Tuna y B3pOCIBIX IMALMEHTOB (B COUYETAHUU C TUETOTepanuer U PU3HIECKUMH YIIPaKHEHHUSIMH):

B KaueCTBE MOHOTEPANUH B cilydae He3(h(heKTUBHOCTHU JUETOTEpaNU U (PU3NIECKUX YITPAKHEHUN
y HAIMEHTOB C HAJMYUEM IIPOTHBOINOKA3aHUN K MPUMEHEHUI0/ HENIEPEHOCHMOCTH MET(HOpPMHUHA
WM B cirydae Hed(HEKTUBHOCTH METHOPMUHA;

B KOMOMHAmMu ¢ MeT(GOpMHHOM B KayecTBE HAYAIbHOM MEIMKAMEHTO3HOW Tepamuu mpu
HEI0CTaTOYHON Y(PPEKTUBHOCTH AUETOTEPANUHU U PUZNUECKUX YIPAKHEHUH,

B COCTaBe JBYXKOMIIOHEHTHOH KOMOMHHMPOBAaHHOM Tepamuu: C METHOPMUHOM MU
THA30JIMAUHAMOHOM, UJIM C UHCYJIMHOM B Cily4ae Hed(h(heKTUBHOCTHU TUETOTepay, GU3UIECKUX
yIpaXHEHUI 1 MOHOTEPAIINU 3TUMHU TIpPeTapaTaMu;

B COCTaBe  JBYXKOMIIOHEHTHOW  KOMOMHHUPOBAaHHOM  Tepamud C  NPOU3BOJAHBIMU
Cyl1b(OHWIMOUYEBUHBl Yy TNAIMEHTOB C HEJOCTAaTOYHbIM KOHTPOJEM TIJIMKEeMUH Ha (QoHe
MaKCUMaJIbHO TEePEeHOCUMOM J103bl MPOMU3BOJHOIO CYJIb()OHUIMOYEBUHBI WIM NPU HATUYUH
MPOTHBOIOKA3aHUN K IPUMEHEHNIO/ HETIEPEHOCUMOCTH MET(POPMHUHA;

B COCTaBe TPOWHOM KOMOMHHMPOBAaHHOM Tepanmuu: B KOMOMHALMM C IPOU3BOJHBIMU
Cy1b(OHWIMOUEBUHBl M METGOPMHHOM, Yy TMAIMEHTOB, paHee IMOJy4YaBIIUX TEPAIUIO
MIPOU3BOIHBIMU CY/Ib()OHMIMOUEBUHBI U METPOPMHUHOM Ha (pOHE TUETOTepanuu U (PU3HUECKUX
yIpakKHEHUH, ¥ He JOCTUTTIHUX aJeKBAaTHOTO KOHTPOJIS TITMKEMUH;

B COCTaBE TPOWHOW KOMOMHHUPOBAHHOH Teparuu: B KOMOWHAIIMH C HHCYJIMHOM U MET(QOPMHUHOM,
y MalMeHTOB, paHee MOJy4YyaBUIMX HHCYJIMH B CTa0WIbHOM n03¢ U MeThOpMUH Ha (oHe

AUCTOTECPAIIUN U (1)H31/I‘~IGCKI/IX pra)KHeHI/II\/'I, M HC JOCTUTTIHX aACKBATHOI'O KOHTPOJIA INTIMKCMUH.

IIporuBoNOKa3aHUA

['umepuyBCTBUTENHHOCTh K JICUCTBYIOIIEMY BEIIECTBY WM K JIIOOOMY U3 BCIIOMOTaTENbHBIX
BEIIIECTB, NIEPEUNCICHHBIM B paznerne «CocTaBy;

Caxapnsrit tuaber 1 Tuma;

OcCTpbIil WM XpOHUYECKUNW METa0ONMYecKuil anuao3 (BKIOYas uabeTHYecKuil KeToaumao3 B
COUYETaHHH C KOMOU Ui 6e3 TakoBoi). JlmabeTndeckuii KeToanu 103 JOHKEH KOPPEKTHPOBATHCS
MHCynuHOTepanuei. JlaktaTanumo3 (B TOM YKCIie U B aHAMHE3€);

Hapymenust (QyHKIIMM T€UeHW, BKIOYAas TAIMCHTOB C IOBBINICHHOW aKTHBHOCTBIO
«MIEYEHOYHBIX» (bepmeHTOB (amannHaMUHOTpaHChEPa3bI (AJIT) W
acnaptaramuHoTpanchepassl (ACT) B 3 u 6osee pa3 Bollie BepxHel rpanuiibl HOpMbl, (3XBI'H);
Xponuueckasi cepaeuHas HemoctarodHocTh (XCH) IV ¢ynknumonansHoro kiacca (PK) mo

¢dbynkunonansHOl kiaccudukanuu Heio Mopkckoit kapauonormueckoit acconmanuu (NYHA)
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(BBUY OTCYTCTBUSI JaHHBIX KIIMHUYECKHX HCC CIIOBaHI/II/I 07 GRS IRHOG HA'Y 9TOM

TPYIIIBI AIUEHTOB).
C 0CTOPOKHOCTHIO

CepeuHast HEHOCTATOYHOCTD

[Tockonpky nanHbIe 0 MpUMEHEeHUH BuaaraunTuaa y nanuentoB ¢ XCH III ®K mo knaccudukarmm
NYHA orpanuyeHbl ¥ HE TMO3BOJISIIOT CJlIeJlaTh OKOHYATEJbHBIM BBIBOJ, PEKOMEHAYETCS C
OCTOPOKHOCTBIO MPUMEHSTh BUJIATJIUNTHH Y MAIUEHTOB JJAHHON KaTeropuHu.

He pexomenpayercs npumeHeHue BumaarmunTuaa y nanueaToB ¢ XCH IV @K no kiaccudukanum
NYHA, BBUAYy OTCYTCTBHUSI JaHHBIX KIMHUYECKUX UCCIEIOBAHUI O MPUMEHEHNUN BUIIATIUNTHHA Y
MalKUEHTOB 3TOM TPYIIIbL.

Hapviuenue dyHKIIMY OYEK

ITockOnpKy ONBIT NMPUMEHEHWS BWIJAIVIMITHHA Yy IALUEHTOB C TepMUHalNbHOM craguen XbII,
HaxXOJAIIMXCSA Ha TeMOJUAIN3E WM MPOXOASIIUX MPOLENypy FeMOJualln3a, OrpaHUydEeH, Ipenapar
PEKOMEHYETCSI IPUMEHSATH C OCTOPOKHOCTBIO Y IAHHOM KaTErOPUU MALUEHTOB.

HaDVHIGHI/ISI d)VHKHI/II/I IICUYCHU

[lockonpKky B penkux ciy4asx IOpU IPUMEHEHUM BWIJANIMIITHHA OTMEYajgoCh IOBBIIICHUE
aKTUBHOCTH aMHHOTpaHcdepa3 (Kak npaBuilo, 6e3 KIMHUYECKUX MPOSBICHUN ), Iepe IPUMEHEHUEM
BWIJIATJIUITHHA, a TAKKe U PEryjsipHO B XOJe MepBOro rojaa mpuMeHeHus mnpemnapara (1 pa3 B
3 Mecsa), pPeKOMEHJyeTcsl ONpeAessaTh OMOXMMHUYECKHE NoKa3aTreian (QyHKUIuU nedeHu. llpu
BBISIBJIEHMM TOBBIIICHUS aKTHUBHOCTM aMHMHOTpaHcdepa3d cleayeT MpPOBECTH IOBTOPHOE
UCCIIEIOBAHNE C LIEIBI0 NOATBEPKICHUS PE3yJIbTaTa, a 3aTEM PETYISPHO NIPOBOJUTH OIPEIECIICHUE
OMOXMMHUYECKUX MOKa3aTeael (QyHKIIMM NeUYeHH JI0 UX HOpMalTu3aliH.

Ecnu npespimenne aktuBHOCTH ACT wmnu AJIT B 3 unm Oonee pa3 Beimie BI'H monreepxkieHo
ITOBTOPHBIM HCCIEA0BAHUEM, MPENAPAT PEKOMEHAYETCSI OTMEHHUTb.

[Ipu pa3BUTUY KENTYXHU WU JPYTUX IPU3HAKOB HapylIeHUs (PYHKIMH [TeYeHH Ha (POHEe MPUMEHEHUs
BWJIJANVIANITHHA TEPAIUIO IIPENapaToM CIeayeT HEMEUICHHO Npekpatutsb. [locie Hopmanusanuu
nokasaresnei QyHKIMY NeueHH JeueHHe MpernapaToM BO30OHOBIATh HENb3sl.

T'unornmukemus

W3BecTHO, 4TO mpenapatsl Cylb()OHUIMOYEBUHBI MOTYT MPOBOLIUPOBATh PA3BUTUE THUIIOTIUKEMHH.
Cy1ecTByeT pUCK pa3BUTHsI THIOTIIMKEMUU IIPU OJHOBPEMEHHOM IPUMEHEHHMH BUJIAATIUITHHA C
npenapatamu Cyab(OHUIMOYEBUHBL [Ipu HEOOXOIUMOCTH ClEayeT pacCMOTPETh BO3MOXKHOCTH
CHIDKEHHS JI03bl MPEnapaToB CyJb()OHUIMOYEBHHBI C ILIEBI0 MUHUMHU3UPOBATh PUCK DPA3BUTHS
TUIIOTJIMKEMUH.

OcTpBIil MAaHKPEATUT

IIpumeHeHne BWIJATJIMOTUH CBA3aHO C PHUCKOM pa3BUTHS OCTpOro mnaHkpeatura. Crenyer
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nporHGOPMHUPOBATh TMAllMEHTa O CUMIITOMAaX, LXapaKTEpHBIX I~ OCTPOrO_ HmaHkpeatnTd. Ilpu

MOJIO3PEHUH HA OCTPBIM MaHKpeaTUT Mpenapar cieayer OoTMeHUTh. He ciemyer BO30OHOBIATH
TEpanuIio, €CIM OCTPbII MaHKpeaTuT ObLT MOATBEPKIACH. Y MAIMEHTOB C OCTPHIM MaHKPEaTHTOM B

AHAMHC3C MPUMCHATH BUJLAATJIMIITUH CICAYCT C OCTOPOKHOCTBIO.

IIpumeneHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYIHOTO BCKAPMJIMBAHUS

bepemeHnHocTh

I[OCT&TO‘IHBIX AAHHBIX 1O MPUMCHCHUIO BUJLAATTIMIITUHA Y 6epeMeHHBIX HCT, B CBA3H C UCM IIpCIiapar
IMPOTHUBOIIOKA3aH BO BpPEMA 6€p€MeHHOCTI/I. B JOKIIMHUYCCKUX HCCIICAOBAHUAX ObliIa BBISBJICHA
PCIIPOAYKTHUBHAA TOKCHYHOCTH IIPU NPHUMCHCHUHU B BBICOKHUX [1034X, HOTCHI_II/IaJIBHLIﬁ PUCK TJIA
YCJIIOBCKA HCU3BCCTCH.

HGDI/IOZ[ T'PYAHOI'O BCKApMJINBAaHUA

BI/IJIZ[aFJII/IHTI/IH IMPOTHUBOIIOKA3aH B IICPUOJ T'PYAHOI'O0 BCKapMJIMBaHHA, IMOCKOJIBKY HCEU3BCCTHO,

MIPOHUKAET JIM BUJIJATJHUITHH B TPYIHOE MOJIOKO y YeJIOBEKa.
Cnoco0 npuMeHeHHsI U 103bI

Cooco0 nmpuMeHeHust

Ho3y 50 mr/cyt crnenyer npuHuMaTh 1 pa3 B neHb yTpom, 103y 100 Mr/cyt cienyer Aenuth Ha
2 npuema — o 50 Mr yrpom u BedepoMm. B ciydae mpormycka mpuema mpemnapara cienyeT IpHHSIThH
MPOMYIIEHHYIO 103y KaKk MOXKHO ckopee. [Ipu aToM cienyer nzberath MpuHATHS YABOCHHOH J03bI B
OJIMH JICHb.

[Ipenapar Bunparnuntun KaHOH NIPUHUMAIOT BHYTPh HE3aBUCUMO OT ITpUEMA ITULIH.

PexxuM mo3upoBaHus

Z[OSy Ipemnapara Bunparmuntua Kanon cJIeayer HO,I[6I/IpaTB WHAUBUAYAJIBHO B 3aBUCUMOCTH OT

3¢ (HEKTUBHOCTH U MIEPEHOCUMOCTH.

Pexomennyemas no3a npenapara Bungarnuntun Kanon 50 mr 1 wim 2 pasa B 1eHb. MakcumanbHas

CyTO4Has a03a npemnapara cocrasysier 100 mr.

PCKOMCH,Z[yCMaﬂ A03a Iperapara B MOHOTCpaIlMUu WX B COCTaBC KOM6HHHpOBaHHOﬁ TCparun ¢
MCT(I)OpMI/IHOM, TUA30JIMAUHAUNOHOM HJIM WUHCYJIMHOM (B KOM6I/IH8.I_II/II/I C MeT(bOpMI/IHOM unn 0e3

MeTdopmuna), coctaBnset S0 mr unu 100 Mr B CyTKH.

Pexomenayemast mo3za mpemnapara Bunmarmuntun KaHoH B cocTaBe MBOWHON KOMOMHHPOBAaHHOMN
TepanuM ¢ mpenapaTaMmu cynb(oHHIMOUeBHHBI cocTtaBisier 50 mr 1 pa3 B cyTku yrpoMm. B stoit
MOTYJISIUK TTalMeHToB 3(dexTuBHOCTh mpenapara Bungarmuntun Kanon B no3e 100 mr B cyTku

ObLJIa CXOTHOM C TaKOBOM B 103€¢ 50 MTI' B CYTKH.
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JCTEOOBL ] .
PexoMennoBanHas n03a npenapara BunmgarnuntiuH KaHOH OCT%e TPOMHON KOM OBAHHONI

Tepanuu (BUWIAArJIUITHH + MPOU3BOAHbBIE CYyIb()OHMIMOUYEBHHBI + MeTopmuH) coctasiseT 100 mr

B CYTKH.

Ecnmu menu TIMKEeMHUYECKOTO KOHTPOJISE HE JIOCTHTHYTHI Ha ()OHE MPUMEHEHUS MaKCUMalbHOU
cyrouHoil 10361 100 Mr, cieyer paccMOTPeTh BO3MOXKHOCThH JOOABJICHUS K Tepalluu MpernapaToM
Bungarnuntun KaHOH Jpyrux THIOTVIMKEMHYECKUX TpernapaTroB, TaKuX, Kak MeT(OpMHUH,

IIPONU3BOJHBIC Cy.]'Ib(l)OHI/IHMOLICBI/IHBI, TUA30JIMAUHINOHBI NI UHCYJIMH.

Oco0ble rpynisl MalueHToB

Tayuenmel ¢ Hapywenuem QyHKYuU noex

VY nanueHToB ¢ HapylieHreM (DYHKIHH ITOYEK JISTKOW CTENeHU (CKOPOCTh KITyOOUKOBOH (DUIIbTpaIifu
(CK®) >60 mn/mun/1,73 M) u cpenneii crenenn ¢ CK® 50-60 mun/mun/1,73 M> He Tpebyercs
KOPPEKIIMH PeXKMMa JIO3UPOBAHUS TIpernapara. Y MarueHTOB ¢ HapylmeHueM (QYHKITUHU ITOYeK CPeaHEeH
crenern ¢ CK® 30-50 ma/mun/1,73 m? u Tsoxenoii crenenn (CK® <30 mn/mun/1,73 M%), BKimoyas
TEPMUHAIBHYIO CTaJHI0O XpOHHUYecKoi Oosne3nu modek (XbBII) y mamueHToB, HaXOAALIMXCS Ha
reMOJHAIIN3e WU MPOXOMIANIUX MPOLEAYPY TeMOualin3a, MpernapaTr CleAyeT MPUMEHSATh B 03¢
50 mr 1 pa3 B cyTKH.

THayuenmoi nodcunozo 6o3pacma

VY ManueHToB MOXKUIOTO BO3pacTa He TPeOYeTCsl KOPPEKIMH PEeXUMa JI03MPOBAHUS Iperapara

Bunpgarnmunrua Kanos.

€T

[TpumeneHne IpemapaTa MPOTUBOIIOKA3aHO Y IETEH.
ITo0ouHOe nelicTBHE

PesroMe nmpoduiist 0e301acHOCTH

[Tpu mpuMeHEeHUN BWIJArIMIITHHA B MOHOTEpANMH WM B KOMOHWHAIIMH C JPYTHMH TIperiapaTaMu
OOJIBIITMHCTBO HEXENATeIbHBIX Peaknii ObLUTH c1a00 BBIPaKEHBI, UMEITH BpEMEHHBIN XapakTep U He
TpeboBanM oTMeHbl Tepanuu. Koppemsduumum Mexay yactoToil HexenatenbHbIX peakuuid (HP) u
BO3PACTOM, IIOJIOM, 3THHYECKOH NPUHAIEKHOCTHIO, MPOJOKUTENIBHOCTBIO MPUMEHEHUS WIH
PEKUMOM JI03UPOBAHUS HE BBISBIICHO.

YacToTa pa3BUTHS aHTHOHEBPOTHYECKOTO OTEKa Ha (pOHE Tepamuyl BHIIIATIMIITHHOM COCTaBIIsIA
>1/10000, <1/1000 (rpanamus «penko») ObLIa CXOIHOHM C TAKOBOM B KOHTPOJIbHOM rpymie. Hanbomnee
9acTO CIIy4yal aHTHOHEBPOTHUYECKOTO OTeKa OTMEYAIHMCh IIPH MPUMEHEHUH IpenapaTa B KOMOWHAIMN

C HHruOMTOpaMM aHTHOoTeH3MHNpeBpamatomero ¢epmenta (AIID). B OonpmmHCTBE Cciay4yaeB
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AQHTMOHEBPOTUYECKUM OTEK OBLI CpeHEH CTeTeH
MIPOJOJIKEHUS] TePAvK BUIAATTUIITUHOM.

Ha ¢one Tepanuu BUIAATIMOTHHOM PEIKO OTMEYAIMCh HAPYLICHUS (YHKLIMHU MEYeHU (BKIIOYAs
rernaTuT) 6ECCUMIITOMHOTO T€YeHHUs. B GONBIIMHCTBE CilydaeB JaHHBIC HAPYIICHUS M OTKIOHCHHS
roKasaresie (yHKIMH MMeYeHH OT HOPMBI pa3pelInINCh CaMOCTOSTEIBLHO 0€3 OCIOKHEHMH IMociie
MpeKpalieHus Tepanuu npenaparom. [Ipu npumenennu BuaarauntTuia B go3e 50 mr 1 uim 2 pa3a B
CYTKM YacTOTa YBEIMYEHUS AaKTUBHOCTH «a1edeHOYHBIX» (epmeHToB (AJIT mmu ACT >3xBI'H)
cocrasisuia 0,2 % wnu 0,3 % coorBeTcTBeHHO (10 cpaBHEeHHIO € 0,2 % B KOHTPOJIBHOU Tpymime).
VYBenuueHne aKTHUBHOCTU  «II€YEHOYHBIX» (EepMEHTOB B OOJBIIMHCTBE CllyuyaeB ObLIO

6GCCI/IMHTOMHBIM, HC IMPOIrpeCCUPOBAIIO U HE COIIPOBOKIAIOCH XOJICCTA30M HJIHN )KCHTYXOﬁ.

Pe3romMe HexenaTenbHBIX PEAKIIN

HP crpynmupoBaHbl B COOTBETCTBHH € KiIacCH(HKaImeld opraHoB u cuctem opranoB MedDRA. B
npenenax KakIoW TPYMIbl OPraHoB U cucTteM opraHoB HP mepednciieHsl B MOPAIKE YMEHbIICHUS
4acTOThl BCTpedyaeMocTH. B mpegenax kaxaoi rpymibl 4acToThl BcTpeuaemoctu HP ykaszansl B
MOPSIIKE YMEHBIICHUS TSKECTH.

JInisi OIEHKM YacTOTHI BCTPEYAEMOCTH HEXKEIATEIbHBIX PEaKIUi HCIOIh30BAIKCH CIIEAYIOIINE
KpuTepuu: odeHb yacto (>1/10), gacto (=1/100, <1/10), mewacto (>1/1000, <1/100), peaxo
(>1/10000, <1/1000), ouens pemko (<1/10000), wacToTa Hew3BecTHa (IIOCKOJBKY COOOIIEHUS
MOJTy4eHbl B JIOOPOBOJIBHOM TMOPSJKE OT MOMYJISIIMKA HEONPEAEICHHOIO0 pa3Mepa, JO0CTOBEPHO
OTIPENIeNIUTh YacTOTy pa3BUTUs MaHHBIX HP He mpencraBnsieTcss BO3SMOXKHBIM, B CBSI3W C YeM OHHU

KJIacCCU(UIIMPOBAHbI KaK 4aCTOTa HEU3BECTHA).

IIpu npuMeHEeHNH BUJIIATTIUIITHHA B MOHOTEPAITHK

IIpu npumeHeHnn BUIAArIunTHHA B g03¢ 100 Mr B CyTKM 4acToTa OTMEHBI TE€paluu B CBS3H C
pa3BuTHEM HexenarenbHbIX peakiuii (0,3 %) Oblia He BbIlIe TakoBOM B rpynie mianebo (0,6 %) nmmn

npemapata cpaBaeHus (0,5 %).

Ha (I)OHC MOHOTCPAIINXU BUIIAATJIUIITUHOM B N03€C 100 mr B CYTKHU YaCTOTa pa3BUTHA THIIOTTIMKCMUHA
0e3 YBCIIMYCHUA CTCIICHU TAKCCTH COCTOSAHUSA COCTABJIAIA 0,4 %, 4TO COIIOCTAaBUMO C IpCrapaTom

cpaBHenus u mane6o (0,2 %).

Macca Tena He M3MEHsUIaCh MO CPABHEHHMIO C MCXOJHOM B KIIMHUYECKUX HCCIIEJIOBAaHUAX, KOTAa
BunaarmunTuH 100 Mr B CyTKM IPUMEHSUIM B KadyecTBe MoHoTepanuu (-0,3 kr u -1,3 kr B rpynnax

BWJIJIATJIMIITHH U IJ1AIe00 COOTBETCTBEHHO).

Hnghexyuu u unsazuu

OueHb penko: HHQEKINHY BEPXHUX JbIXaTeIbHBIX MyTeH, Ha30(apHUHTUT;
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Hapywenusa memabonuzma u numanus

Heuacro: runornukemus;

Hapywenus co cmoponul nep6noti CUCTEMBbI

YacTo: roJIoOBOKPYKEHUE;

Heuacro: ronoBuas 60:1b;

Kenyoouno-kuwieunvie HapyuieHus

Heuacro: 3anop;

Hapywenus co cmopoHul cocy0os

Heuacro: nepudepuueckue oTexu;

HapymeHuﬂ CO CNOPOHbL Mbll/l/le'-tHOIZ, cKenemnoll U coeOUHUmMeNbHOl MKAHU

Heuacro: aprpanrusi.

I[OJIFOCpO'—IHI:IC KIIMHUYCCKUC HCCICIOBAHUA NPOAOJDKUTCIBHOCTBIO 10 2 JeT HE BHIABUIN KaKHX-
1100 JOINIOJIHUTCIIBHBIX OTKJIOHCHHI HpO(l)I/IJ'IH 0€30IacHOCTH HJIN HCIIPCABUACHHLIX PHCKOB IIPpH

INPUMCHCHHHA BUJIAAIJIMIITUHA B MOHOTCPAIIUU.

IIpu opuMeHenny BUpmarmmnTyiHa B 1o3e 100 Mr B CyTKM B KOMOMHAIMH ¢ MeTOPMHUHOM

[Ipu npumeHeHnn B garaunTHHA B 103€ 100 Mr/cyt B KoMOMHAIMK ¢ MET(HOPMHUHOM WK TU1a1e6o
B COYETaHUH C MET(HOPMUHOM CIIy4yaeB OTMEHbI TEPANUU B CBS3HM C PAa3BUTHEM HEXKeJIaTelIbHbIX
peakuuii He 0TMEYaJIOCh.

[Ipu npumeHeHuu BuiAaraunTHHa B Jgo3e 100 Mr B CyTKM B KOMOHMHAaLUUMU € MET(HOPMUHOM
TUTIOTJIMKeMHEsI oTMedanach B 1 % ciydaeB (B rpymie mianebo + merdgopmun — Hedacto (0,4 %)). B
rpymnne NpUMEHEeH!s BIIIJArJunTHHA He HAOMI0JaI0Ch Pa3BUTHS TUIIOTIIMKEMHUH TSKEION CTENEHH.
Macca Tena He M3MEHSUIaCh IO CPAaBHEHHUIO C MCXOJHOM B KIMHMYECKHUX MCCIEAOBAaHUAX IpU
npuMeHeHHH KoMmOuHanuu BuwigariauntuHa 100 mr B cytku u merdopmuna (+0,2 xr u -1,0 xr B
rpynnax BUJJAIMIITHH U IJ1a1e00 COOTBETCTBEHHO).

Hapywenus memabonuzma u numanus

Yacro: runorauKkeMus;

Hapywenus co cmopoHul HepeHoU cucmembl

Yacro: TpeMop, royioBHas 60J1b, TOJIOBOKPYKEHHUE;

Heuwacro: noBbllIeHHAs yTOMIISIEMOCTb;

Kenyoouno-xkuweunvie napyuieHus

Yacro: TomHoTA.

Jlonrocpo4Hble KIMHUYECKUE MCCIEIO0BAHUS IMPOJOIIKUTEIBHOCTBIO 10 2 JIET HE BBISIBUIN KaKHX-
100 OMOJHUTEIbHBIX OTKJIOHEHHH NpoQuis 0e30MacHOCTH WM HENpEeIBUIEHHBIX PUCKOB IpU

MNPUMCHCHUHN BUJIAATJIUIITHHA B KOMGI/IHaHI/II/I C MCT(bOpMI/IHOM.

10
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W3ydyenue npumMeHeHHs] KOMOWHAIMU BWJIJArIUITUHA ' MET a_B KayCCTBE CTAPTOBOM

Tepamnuu MpU caxapHoM AualdeTe 2 TUIa HE BBIABWIO OTKJIOHEHUH mpoduis 0e30MacHOCTH WM

HCMIPCABUACHHBIX PUCKOB.

HDI/I OPUMCHCHUU BHWJIIJArJUIITUHA B J03€ 50 MF/CVT B KOMGI/IHaI_[I/II/I C IIPpOU3BOJAHBIMH

CVJ'IBd)OHI/IJ'IMO‘leBI/IHI)I

[Ipy mpumeHeHHMH BWIJArTUOTHHA B j103e 50 mr/cytr B KOMOMHAIUMU C TIMMENHPUIOM YacTOTa
OTMEHBI TEpPAIU B CBSI3U C Pa3BUTHEM HEXeJIaTebHbIX peakiuil coctasisuia 0,6 % (Mo cpaBHEHUIO
¢ 0 % B rpymIe rIuMenupu + miamedo).

YacroTa pa3BUTHS TUIOTJIUMKEMUHU Yy MAIMEHTOB, MOJYYaBIIMX BHIJArIUNTHHA B 103¢ 50 Mr/cyt
BMecTe ¢ riaumenupujaom, cocrtasuina 1,2 % (mo cpaBuenuto ¢ 0,6 % B rpynme miuane6o +
TIIMMENUpua). B rpynme npuMeHeHusT BUIIANIAIITHHA HE HAOII0AIOCh PA3BUTHS THITOTIIUNKEMUN
TSDKEJION CTETNIEHH.

Macca Tena He M3MEHsUIaCh MO CPaBHEHHUIO C MCXOIHOW B KIIMHUYECKUX HCCIEIOBAaHUSIX, KOTa
BUJIAMIMNTUH B 03¢ 50 Mr oauH pa3 B cyTku nobapnsuin kK raumenupuny (-0,1 xr u -0,4 xr B
rpynnax BUJIJArJIMIITUHA U [1J1a11e00 COOTBETCTBEHHO).

Hnghexyuu u unsazuu

OueHb peko: Ha30(hapUHTUT;

Hapywenusa memabonuzma u numanus

Yacrto: TUIoraTuKeMus;

Kenyoouno-kuwieunvie HapyuieHus

Heuacro: 3anop;

Hapywenus co cmoponul HepgHoil cucmemul

Yacro: TpEMOp, I'OJIOBHAA 6OJ'II>, T'OJIOBOKPYKCHHUEC, ACTCHU.

[Ipu npuMmenennn BrgartunTiHa B 103€ 100 Mr B CVTKH B KOMOMHAIINNA ¢ THA3OJIUAWNHINOHOM

[Ipn npumenenun BuagarauntuHa B go3e 100 Mr/cyr + THA30MUAWHIANOH H 1Uianebo +
TUA30JIMAUHIMOH CIy4acB OTMEHBI TEpallMh B CBS3M C PAa3BUTHUEM HEXKENATENBHBIX PEAKIUN HE
OTMEYAJIOCh.

[Ipyn npumenennn BuigaraunTrHa B 03¢ 100 Mr B CyTKu + NMHOIVINTa30H OTMEYAJIOCh Pa3BUTHE
runornukemud B 0,6 % ciydaes, a y IalMeHTOB, MOTyYaBIIMX Uianebo + muorauTtazoH, — B 1,9 %
ciydaeB. B rpymme mnpuMeHeHHs BWIIATIWNTHHA HE HAOMIOAANOCh Pa3BUTHS TUIOTIUKEMHUU
TSKEJIOHN CTEIICHU.

B wuccnenoBaHnu TpuMEHEHUs BWIAATJIMOTHHA B KayeCTBE JOMOJHUTEIBHOM Tepanuu K
MMHAOTJIUTa30HY a0COIFOTHOE YBEIMYCHHE MACChI Tejla B Tpymie miane6o u Buiaaarauntud 100 mr B

CYTKH cocTaBmwiO 1,4 u 2,7 KT COOTBETCTBEHHO.

11
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[Ipu noGaBnenuu BugaraunTrHa B 103¢ 100 Mr B.CyTKu Knnl‘/lofyl;l‘r%3c)aﬂv1;3Ezjl-(l)Ele_| 45(: I\-JI-F?C:\I/T YaCTOTA

pa3BuUTHA NepueprudecKux 0TeKoB cocTanisiia 7 % (mo cpaBHeHUIO ¢ 2,5 % Ha (hoHE MOHOTEpaTuu
MMUOTIIUTA30HOM).

Hapywenus co cmoponul cocyoog

Yacro: nepudepuieckre 0TeKu;

Hapywenusa memabonuzma u numanus

YacTo: yBenTuyeHUE MacChl TeNa;

HeuacTo: runorinkeMusi;

Hapywenus co cmoponul HepaHoii cucmemul

Heuacro: ronosnas 60J'Ib, aCTCHUA.

[Ipy npuMeHeHNH BHJUIANIMNOTHHA B J1o3e 50 Mr 2 pa3a B CYTKM B KOMOWHAIIMM C WHCYJIMHOM (C

MeThHOPMUHOM WM 0€e3 Hero)

[Ipu nprMeHeHUH BUIIJAIIMIITUHA B KOMOMHAIIMK C UHCYJIMHOM (B KOMOMHAIMM ¢ MET(HOPMUHOM
wi 6e3 MeTopMHHa) YacTOTa OTMEHBI Tepanuu BeneacTsue passutus HP Obina pasna 0,3 %, B
TpyIIe Tepanuy BUIJATIUIITHHOM, B TPYIIIE TU1anedo cay4aeB OTMEHBI TEpaiuy He ObLIO.

[Ipu npuMeHeHnu npenapara B KOMOMHAIMK C HHCYJIUHOM (B KOMOMHAIMK ¢ MET(HOPMHUHOM HUJH O€3
MeTQOpMHHA) HE OTMEYAOCh YBEIMUYEHHsS] PHUCKA DPAa3BUTHS TUIOMVIMKEMHUHM IO CPAaBHEHHIO C
KoMOuHanuen mianedo + uacynus (14 % B rpynne Bunnarnuntuia u 16,4 % B rpynne miane6o). Y
2 ManyeHToB B TpyIIe BWIJArJIUNTHHA My 6 MalMeHTOB B TIpymne mjanedo pa3BUiIach
THITOTIIMKEMHS TSHKETION CTETICHH.

Ha MoMeHT 3aBepiieHus UCCaeI0OBaHNs BIIIJATIUIITHH HE OKa3bIBAJl BIMSHUS HA CPETHIOI Maccy
Tena (Macca Tena yBeauuuiack Ha +0,6 KT 10 CpaBHEHMIO ¢ MCXOJJHOM B IpyIiIe BUIIIATIUIITHHA, a B
rpymie mianedo ocranack HEU3MEHHOM).

Hapywenus co cmoponul nepgHou cucmembl

Yacro: rojioBHasg 00Jib, 03HOO;

Kenyoouno-kuweunvie napyuieHus

YacTo: TOIHOTA, racTpod3odareaabHbIN peduItokc;

Heudacro: auapest, meTeopusm;

Hapywenus memabonuzma u numanus

YacTo: runorinkeMusl.

IIpy npuMEeHEHHH BUWJIHATJIMIITHHA B JIO3€ 50 mr JABa pa3a B JICHb B KOMOHMHAIINH C npenaparamMu

CYJIb(OHMIMOYEBHUHEI U METHOPMUHOM

CnydgaeB OTMEHBI Tpemapara, cBs3aHHBIX ¢ HP B rpynme koMOMHUpOBaHHOW Tepamuu

BUJIOArJIuIITUHOM, MeT(l) OpPMHUHOM W T[IUMCIIUPUAOM, OTMCUCHO HC obuto. B rpyimme

12
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. (OCTIE L (]
KOMOWHHMPOBAHHOM Tepanuu miarnedo, MetpopMubHoM 1 FJ‘[I/IMGHI/IPI/I%OM JaCcTOTa OTMEHBL IPEIIapaTa

cesazanHou ¢ HP, cocraBumna 0,6 %.

['unornukeMus oTMeuanack yacto B obeux rpymmnax (5,1 % B rpynmne KoMOMHHPOBAHHOW Tepanuu
BWJIIATTTUITUHOM, MET(OPMHUHOM M TAuMenupuaom u 1,9 % B rpymne KoMOMHUPOBAHHOM Tepanuu
1ane6o, MeTpOPMUHOM U TJIIMMENUPUIOM). B rpynne BuiajariunTHHa OTMEUYEH OJIUH SIU30]
TUIIOTIIMKEMUH TSDKEJIOHM CTEIEeHH.

Ha MomeHT 3aBepiiieHns Uccie10BaHus 3HAaUUMOT'0 BIIMSIHUS Ha MacCy Tella BbIsiBIEHO He Obu1o (+0,6
KT B rpymnme Buwigarauntuia u -0,1 kr B rpynmne miane6o).

Hapywenusa memabonuzma u numanus

YacTo: runoriuKeMus;

Hapywenus co cmoponul nepeHou cucmembl

YacTo: roJIoBOKPYKEHHUE, TPEMODP;

Hapywenus co cmoponul Kodicu u n0OOKOACHBIX MKAHel

YacTo: runepruipos;

Obwue napyuienus u peakyuu 8 mecme 66€0eHUs.

YacTo: acTeHHU.

IlocTperucTpalliOHHBIE UCCASIOBAHUS

Bo Bpems npoBeneHUs] MOCTPEruCTPALMOHHBIX MCCIEOBaHUN ObUIM BbIsABIEHBI cienytouie HP
(TOCKOJIBKY COOOILEHUS MOIy4eHbl B JOOPOBOJIBHOM HOpPSAKE OT MOMYNSLHMU HEONpeaeeHHOIO
pasMepa, I0OCTOBEPHO ONPENENIUTh YaCTOTy pa3BUTHS AaHHbIX HP He nmpencTaBisieTcs BO3MOKHBIM,
B CBA3M C YEM OHU KJIaCCU(QHUIMPOBAHBI KAK «4aCTOTa HEU3BECTHAY).

Kenyoouno-kuweunvie napyuienus: 4acToTa HEU3BECTHA — AHKPEATHT.

Hapywenus co cmoponvl nevenu u d#cenuesvbigo0aujux nymeil: 4acTOTa HEU3BECTHA — TeMaTUT
(pa3pemMBIIKHCA CaMOCTOSITENILHO II0CJIE€ OTMEHBbl JIEKapCTBEHHOTO Ipernapara), IMOBBIIIEHUE
aKTUBHOCTH «II€UYEHOUYHBIX» (epMEeHTOB (pa3peluBLIeecs] CaMOCTOSATENbHO TIOCIE OTMEHBI
JIEKapCTBEHHOT'O Mpenapara), X0oJeIUCTHUT.

Hapywenus co cmopoHbl MbllUeUHOT, CKeIemHOU U COeOUHUMENbHOU MKAHU: YaCTOTa HEU3BECTHA —
MU U

Hapywenus co cmoponvl koocu u nooOKOXNCHbIX MKAHel: 4acTOTa HEW3BECTHA — KpAaIlMBHUIIA,
9KC(hOTUATUBHOE U OYIJIE3HOE MOPAXKEHUS KOXKH, BKIOYas OyJUIe3HBIH NMeMQHUrou], KO>KHBIN

BAaCKYJIUT.

Ilepeno3upoBka

CHUMITOMBI

BuniarnunTuH X0poIo nepeHoCUTes pH MpUMEHeHUH B 7103¢€ 10 200 Mr/cyT.
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COOTBETCTBYET SKCINEPTHOMY OTHETY

ot 13.02.2025 N= 3451

(NOCHEOCBATENBHOC TS 0003)

[Ipn npumenenuu npemnapata B no3ze 400 Mr/cy1
JIETKUE U TPAH3UTOPHBIE MApECTe3UH, JINXOPaaKa, OTEKH U TPAH3UTOPHOE MOBBIIICHHE aKTUBHOCTH
munassl (Beime BI'H B 2 paza). [Ipu yBenuyenun m03b1 BuagarmunTiHHa 10 600 MI/cyT BO3MOXKHO
pa3BUTHE OTEKOB KOHEYHOCTEH, CONMPOBOMXKAAIOIIMXCS MAapeCTE3UsIMU M MOBBILIEHUEM AaKTHBHOCTH
kpeatuHdochokuHaspl, C-peakTUBHOr0 Oeika u MuorioouHa, aktuBHOCTH ACT. Bce cuMmmTomMbl
MEePEeIO3UPOBKM W M3MEHEHMs J1a0OpaTOPHBIX I[OKaszarejaell oOpaTHMbl IOCHE MpeKpalleHus

IIPUMEHEHHUS IIperapara.
Jleuenue

BriBenenue mpemapata U3 OpraHM3Ma C MOMOUIBIO JMaiN3a MaloBeposATHO. OIHAKO OCHOBHOM
ruaponu3Hbiil Metabonut BuigarnuntiuHa (LAY 151) moxer ObITh yjnaneH W3 opraHu3Ma ImyTeM

reMoauainia.
B3aumopeiicTBHE C APYIriMH JEKAPCTBCHHBIMHU CPEACTBAMUA

BunnarnunTtus obnagaet HU3KUM MOTEHLMAIOM JIEKapCTBEHHOTO B3aUMOCHCTBUS.

[TockonbKy BUIIIATTUOTHH HE ABIAETCS cyocTpaTtoM depmentoB uuroxpoma P450 (CYP), a takxke
HE WHrHOMpYeT W He WHAYIUpPYEeT OTH (EpPMEHTHI, B3aUMOJCHCTBHE BWIJATIHMITHHA C
JIEKapCTBEHHBIMU  IIpernapaTaMH, KOTOpbIE SABJIAIOTCS CyOCTpaTaMu, HWHIMOMTOpaMU WM
uayktopamu P450 (CYP), manosepositHO. Ilpu 0JHOBpEMEHHOM NPUMEHEHHM BMJIIATTUITHH
TaKXKe He BIUSET HAa CKOPOCTb MeTa0oJIU3Ma MpenaparoB, SABISIOMIUXCS cyOcTpaTaMu (EepMEHTOB:
CYPI1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5.

KnuHuyeckn 3HauMMOro B3aMMOEMCTBHS BWIJArJIUNTHHA C MpenaparaMu, HauOoliee 4YacTo
ucnosyib3yeMbIMu 1ipu sieueHun CJ/12 tuna (riambeHkIaMuaoM, THOTJIMTa30HOM, MET(POPMUHOM) WIIH
00JIaZJaloIMMH Y3KUM TEPAaeBTUUECKUM JAMANA30HOM (aMJIOJUIHHOM, TUTOKCHHOM, PAMUIIPUIIOM,
CHUMBACTaTMHOM, BaJICapTaHOM, Bap(haprHHOM) HE YCTaHOBIJICHO.

Twazunapl,  INIFOKOKOPTUKOCTEPOWJBI,  Ipenaparbl  FOPMOHOB  IIHTOBHJIHOM  JKEJE3Bl,
CUMITATOMUMETHUKHN MOTYT CHM)KAaTh FMIIOTJIMKEMHYECKOE JEHCTBUE BWIJATVIMITHHA, KaK U APYTHX
NEepOpaAbHBIX MPOTUBOANAOETUUECKUX MTPETIapaToB.

YacToTa pa3BUTUs aHTMOHEBPOTHYECKOTO OTeKa Oblja BBIIIE MPU OJHOBPEMEHHOM NPUMEHEHUH
BUJIIATJIMIITHHA C MHTUOMTOPAMH aHTHOTEH3UHITpeBpaniatomiero gpepmenta (AIID), npu 3Tom Oblia
CXOIHOM C TaKOBOW B KOHTPOJIbHOH Tpyrie. B GONbpIIMHCTBE cly4yaeB aHTMOHEBPOTHUECKHM OTEK
ObUI CpeqHel CTEeNEeHU TSDKECTH M pa3peliajics CaMOCTOSTEIbHO B XOZ€ MPOAOJKEHUS Teparnuu

BUJIAAT JIMIITUHOM.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 13.02.2025 N= 3451

(NOCNEOCBATENEHOCTE 0003)

Oco0ble ykazaHus

B AOKIIMHHUYECKUX HCCICAOBAHUAX IIpU INPHUMECHCHUHW B [J03aX, B 200 pa3 NIpEBBIIIAIOIIUX
PECKOMCHAYCMBIC IJId YCJIOBCKA, BUJIAATIMIITUH HC BbI3bIBAJI Hap}/I_HCHI/Iﬁ (bCpTI/IHBHOCTI/I.

HpI/I HCO6XOI[I/IMOCTI/I HUHCYJIMHOTCpAIINU BUWJIAAITIUAIITHH HTPHUMCHAIOT TOJIBKO B KOMGI/IHaLII/II/I C
HUHCYJIMHOM. HpenapaT IIPOTHUBOIIOKA3aH Yy MAIMEHTOB C CaxXapHbIM I[I/Ia6CTOM 1 Tina wim JIs

JICYUCHUA ,I[I/Ia6eTI/ILIeCKOFO KeToanuao3sa.
Biausnue Ha CIOCOOHOCTH YIpPaBJATb TPAHCIHIOPTHBIMHU CPEACTBAMHU, MEXAHU3MaAMHU

I/ICCJIGHOBaHI/ISI BJIMAHHWA BUJIJArJIMIITUHA Ha CIIOCOOHOCTH YIIpaBJIATb TPAHCIIOPTHBIMH CPEACTBAMU
nin pa60TaTL C MCXAaHHM3MaMHU HC IIPOBOJHIIHCH. HpI/I Pa3BUTHU TOJIOBOKPYKCHHUA Ha (1)OHC
INPpUMCHCHUS IIpCllapaTa IMallUCHTAM HC CICAYCT YHPABJATH TPAHCHOPTHBIMH CPCACTBAMHU HIINU

paboTaTh ¢ MEXaHU3MaMHU.

dopma BhINIyCKA

Tabmerkn, 50 mr.

I[lo 7 wmm 14 1abneTok B KOHTYpPHYIO s4eikoByro ymakoBky u3 1ieHKH [IBX/IIXT®D
(IO BUHWIIXJIO PHI/ IO XJIOPTPUPTOPITHIICH ) W TIJICHKH MMBX/TID/TIBAX
(MOAMBUHWIXJIOPUI/TIOJIMATUIIEH/TTOJIMBUHUINIEHXJIOPUT), WK (DOJIBIU aTIOMUHUEBOM KECTKOU
MmHorocnoitHoi OIIA/¢ponbra/IIBX (opueHTHpoBaHHBIA monuaMua/(osbra/moNuBUHUIXIOPUA) U
(boabry ATIOMUHUEBON MEYaTHOM JTaKUPOBaHHOM.

ITo 56 nnu 112 TaGnerok B GaHKY MONMMEPHYIO AJISl JIEKAPCTBEHHBIX CPEACTB U3 MOJIMITHIIEHA
HU3KOTO JIaBJIEHUS WIM MOoNu3TUIeHTepedTanaTa. Kpbllika U3 MOIMATUIIEHA BBICOKOTO JABIICHUS,
nomaTIiieHa (25 % [OHJ + 75 % [19B /1) win noaumnponuieHa.

ITo 2, 4, 8 KOHTYPHBIX STYEUKOBBIX YIMAKOBOK MO 7 unu 14 Tabnerok, win no 1 6aHKe MoIMMepHOM
JUIS JIEKQpCTBEHHBIX CPEACTB BMECTE C MHCTPYKIMEN MO NPUMEHEHHUIO MOMEUIAI0T B MauKy W3
KapTOHA.

YcioBus XxpaHeHust

IIpu remneparype He Bbie 25 °C.

XpaHUTb B HEIOCTYITHOM ISl IETEN MECTE.

Cpox rogHocTu (Cpok XpaHeHus1)

2 rona.

He npuMeHATh 10 NCTEYEHUH CPOKA TOJHOCTH.

YcaoBus ornycka

OTmycKaroT Mo penenTy.
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Buanesienr perucTpanMoHHOrO YA0CTOBEPeH

norpeouTesiei

3A0 «Kanondapma npogakiray, Poccuiickas denepanus,

(NOCTE

-y

UL

QBATENEHOCTE 0003

141100, MockoBckast 001., T.0. lI{énkoBo, 1. [l[€nkoBo, yi. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54.

DneKkTpoHHBIH anpec: safety@canonpharma.ru

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 13.02

N2 3451

HOJZy'iI/lWIb OONOIHUMENbHbIE OAHHbIE O npenapanie, Hanpasumsvp NPEemeH3Ur Ha €20 Kawecmeo,

6@307’100H0€mb, COO6L[/;MH1b O HedceNamelbHblx JIEKAPCMBERHbIX PEAKYUAX MOIICHO NO meﬂequHy:

+7 (800) 700-59-99 (GecnnaTHas nuHUsA 24 yaca) WiIM Ha caiiTe www.canonpharma.ru B pa3zzene

«ITomuTHka B 061acTu kauecTBay — «be3onacHoCTs mpenapaToBy.
IIpousBoauTenn

3A0 «Kanondpapma npogaxuny, Poccutickas ®enepars,
1Ipou3ze00cmeo 2omosoii 1ekapcmeeHHol popmbi:

MockoBckas 001., T.0. lLlénkoBo, r. [ll€nkoBo, yn. 3apeunas, cTp.
MocxkoBckas 001., r.0. Lll€nkoso, r. Ilig€nkoBo, yi. 3apeunas, cTp.
Ilepsuunas ynaxosxa:

MockoBckas 001., T.0. lLlénkoBo, r. [ll€nkoBo, yn. 3apeunas, cTp.
MockoBckas 001., T.0. lLlénkoBo, r. [ll€nkoBo, yn. 3apeunas, cTp.
Bmopuunas (nompebumenscras) ynakosxa:

MocxkoBckas 001., r.0. lll€nkoBo, r. ll{€nkoBo, yn. 3apeunas, cTp.
MocxkoBckas 001., r.0. lll€nkoBo, r. Illg€nkoBo, yn. 3apeunas, ctp.
MockoBckas 001., T.0. lLlénkoBo, r. [ll€nkoBo, yn. 3apeunas, cTp.
Buinyckarowuii konmpons kauecmsa:

MocxkoBckas 001., r.0. lll€nkoBo, r. [1l€nkoBo, yn. 3apeunas, cTp.
Ten.: +7 (495) 797-99-54

www.canonpharma.ru
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