NMHCTPYKLUA
1O MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA
BUNIUIUA®

Perucrpanuonnsbliii Homep: JI[1-002644
Toprosoe HasBanue: Burmmus®

MHH: Anornuntux

JlekapcTBenHas popma: TabneTKH, MOKPHITHIC TUICHOYHON 000JI0YKOM
Cocras:

1 Tabaerka 12,5 MI COIIEDKUT

JleiicTByI011I€e BeleCTBO: ANOTIUNTHHA OeH30aT 17 Mr (B mepecdeTe Ha aJloraunTuH 12,5 mr).

BcenoMorareibHBIE BelllecTBa:

Aopo: mannuton 96,7 Mr, LEUI0I03a MHKPOKpHUCTAJUIMYEecKas 22,5 mr, rumposiosza 4,5 Mr,

KpOCKapMeJsuio3a HaTpus 7,5 Mr, Mmaraus creapar 1,8 mr.

Inenounas obonouxa: runpomeriosa 2910 5,34 mr, Turana nuokcua 0,6 Mr, KpacuTenb kene3a

okcup xenteiid 0,06 mr, makporon-8000 ciemoBbie koaudecTBa, yepHIa cepbie F1 ciiemoBbie
1

KOJIN4YECCTBA .

1 TabaeTka 25 MIr COIEPKUT

JleiicTBYyI011I€e BeleCTBO: ANOTIUNTHHA OeH30aT 34 Mr (B epecdeTe Ha aJIOTIUITHH 25 MT).
BcnomorarenbHbIe BellecTBa:

Aopo: mMannuTon 79,7 Mr, LEIIONI03a MHUKPOKpUCTAIIMYecKas 22,5 Mr, rumpososa 4,5 mr,
KpOCKapMeJuio3a HaTpus 7,5 Mr, Mmaraus creapar 1,8 mr.

IInenounasn obonouxa: runpomerniosza 2910 5,34 mr, turana quokcuna 0,6 Mr, KpacuTelb Kee3a
okcua kpacHeiii 0,06 mr, makporon-8000 crienoBsie KonuuecTBa, yepHuiIa cepeie F1 cienoBbie
KOJINYECTBA.

! Yepununa cepsie F1 conepskar: memnak 26 %, KpacuTeN b XKejle3a OKCh Il 9epHblit 10%, aTanon
26 %, 6yranon 38 %.

Onucanue

JlosupoBka 12.5 mr

OBajibHBIC JBOSIKOBBITYKJIbIC TAOJICTKH, MOKPHITHIC TJICHOYHONW OOOJIOUKOW JKEJITOTO I[BETa, C
HaHeCeHHBIMU uepHmIaMu HaamucesmMu « TAK» u «ALG-12.5» Ha ogHON CTOpOHE.

Jlo3upoBKa 25 Mr

OBajnbHbIC JABOSKOBBIITYKJIBIC TaGHCTKI/I, IMMOKPBITBIC IIJICHOYHOH 000JI0YKOM CBCTJIO-KPAaCHOI'O

1[BETa, ¢ HaHECCHHBIMU YepHMIamMu HaqmucsaMu « TAK» u « ALG-25» Ha 01HOM CTOpOHE.



dapmakoTepaneBTHYeCKasi TPyNna

['MnormMkeMuIeckoe CpeiCTBO — MUNENTUAMIICNTHAA3bI-4 uHrnoutop (JAI111-4)

Kox ATX: AI0BHO04

dapMakoJIornyecKoe aeicTene

Dapmakoounamuxa

AJIOTJIUTITHH SBJISETCS CHUIBHOJICHCTBYIOIIUM U BBICOKOCEIEKTUBHBIM HHTHOUTOpOM JII1I1-4. ETo
nzbuparenbHocTh B oTHOIeHUHU JII1I1-4 6omee yem B 10 000 pa3 mpeBOCXOAMT €ro IeHCTBHE B
OTHOIICHUU JPYTUX POJACTBEHHBIX (epmeHTtoB, Bkmoyas JIII1-8 u AIIII-9. JIIII-4 sBnsercs
OCHOBHBIM (DEPMEHTOM, YYaCTBYIONIUM B OBICTPOM pa3pylIeHUH TOPMOHOB CEMEWCTBa
WHKPETHHOB:  TiokaroHomogoO6Horo  mentupa-1  (I'TIII-1) wu  1I0K0303aBUCUMOTO
uHcynuHoTponHoro nonunentuna (I'MIT).

["'opMoHBI cemelicTBa MHKPETUHOB CEKPETUPYIOTCS B KUIIIEUHUKE, UX KOHIICHTPALIUSI TTOBBIIIACTCS
B oTBeT Ha npueM nuu. ['TII1-1 u TUII yBennuuBaoT CUHTE3 UHCYJIMHA U €r0 CeKpenuio OeTa-
KJIeTKaMu mojpkenynounoit xenes3pl. ['TIII-1 Taxke MHTUOMpYET CEKpEIUI0 TII0KaroHa Hu
YMEHBIIAET MPOAYKIMIO TJIFOKO3bI IeYeHbt0. [103TOMy, MOBbIIas KOHLIEHTPALUIO UHKPETUHOB,
AJOTJIMNTHH YBEJIMYMBACT TITIOKO303aBUCUMYIO CEKPEIMI0 MHCYJIMHA MU YMEHBIIAET CEKPEIHUIO
[JIFOKaroHa IMpHU TOBBIIICHHOW KOHIEHTPAIMU TJIIOKO3bI B KPOBH. Y TAIMEHTOB C CaXapHbBIM
nuabeToM 2 THMa ¢ TUIeprinKeMUuen 3TH U3MEHEHUS CeKPEIIMY MHCYJIMHA U TTI0KaroHa MpuBOIsST
K CHIDKCHHIO KOHIIEHTpPAIlMU TJIMKO3WINPOBaHHOTO remorioouHa HbAlc u ymeHblneHuto
KOHIICHTPAIIUH TJIFOKO3bI B TJIa3Me KPOBU KaK HATOIIAK, TaK U MOCTIPAHIUAIBHO.
DapmakoKkunemuxa

dapMaKOKMHETHKA aJIOTJIUITHHA CX0Ka y 3/IOPOBBIX JIUII U Y TIAIIUEHTOB C CaXxapHbIM IUa0eTOM

2 THUIIA.

BcacsiBanue

AbGcomoTHas OMOIOCTYITHOCTD ANOTIIMITHHA cocTaBiseT npubinsutensHo 100 %.
OnHOBpeMEHHBIN MPUEM C MUILEH C BHICOKMM COJEP)KAaHHUEM YKUPOB HE OKa3blBaj BIMSHHUE Ha
IUIOIIAAbh TOJ KPUBOW «KOHIEHTpanus-BpeMs» (AUC) amornmnTiHa, MO3TOMY €ro MOXKHO
MPUHUMATH BHE 3aBUCUMOCTH OT MpUeMa MUILH.

VY 310pOBBIX JHUI[ IOCIE OJHOKPATHOro InepopanbHOro mnpuema a0 800 Mr anorauntuHa
oTMeuaeTcst ObicTpas abcopOIusi Tmpemapara C JIOCTHXKEHHEM CpelHel MaKCHMalbHOM
koHueHTpanuu (cpennee TCmax.) B uHTEpBajie oT 1 10 2 9acoB ¢ MOMEHTA IIpreMa.

Hu y 310poBbIX 10OPOBOJIBLIEB, HU Y MALIMEHTOB C CaXapHbIM JUabeTOM 2 TuIa He HaOII0Aanoch


http://www.multitran.ru/c/m.exe?t=5414496_2_1&s1=DPP-4%20inhibitor

KIIMHUYECKH 3HAUMMOM KyMYJISIIIH aJIOTJIMIITHHA TIOCTIE MHOTOKPATHOTO MIPHEMA.

AUC amormunTvHa MNPOMOPHHOHAIBHO YBEIWYUBACTCS TMPU  OJHOKPATHOM TMPHEME B
TepaneBTUYECKOM Juanaszone 703 ot 6,25 mr g0 100 mr. Koaddunuent Bapuadbenpnoctu AUC
AJIOTJIMIITUHA CPeIM ManueHToB Hebomb1IoH (17 %).

AUC (0-inf) amornuntuHa mocjie oaHOKpaTHOro mpuema Obuia cxoka ¢ AUC (0-24) mocine
npreMa TaKOW K€ JI03bl OJIMH pa3 B CyTKU B TeUeHHUE 6 JHEH. DTO yKa3bIBaeT HAa OTCYTCTBHE
BPEMEHHOMW 3aBHCHUMOCTH B KHHETHKE aJIOTJIMIITHHA TI0CJE MHOTOKPATHOTO IPUEMa.

Pacopenenenue

[Tocne ogHOKpaTHOrO BHYTPUBEHHOTO BBEIEHHUS AJOTJUINTHHA B 103€ 12,5 MI' y 310pOBBIX
T0OPOBOJIBIICB 00bEM pacIpeie]ICHHs B TEpPMUHATBHOU (a3ze cocTaisut 417 11, 4To yKa3bIBaeT Ha
TO, YTO AJOTJIUIITHH XOPOILIO pacipeensieTcs B TKaHsIX.

Cas3b ¢ 6enkaMu 11a3mMbl coctapisieT nmpuMepHo 20-30 %.

Metaboaun3m

AJIOTTIUIITUH HE TOJBEPraeTcss MHTEHCMBHOMY MeTabonusmy, oT 60 no 70 % amormunTuHa
BBIBOJIUTCSI B HEU3MEHEHHOM BHU/JIE TIOYKAMHU.

Iocne BBenenus *C-MeueHHOro ajOITUNTUHA BHYTPh OBbLIM OHpEJENeHbl [BAa OCHOBHBIX
metabommrta: N-gemerunupoBanHbiid anorymntud, M-l (< 1% wucxomgHoro BemectBa), U N-
anerunupoBanHbid anornuntud, M-Il (< 6 % ucxomgnoro Bemectsa). M-I saBisieTcsi aKTUBHBIM
MeTaboIUTOM U BbICOKOCENEeKTHUBHBIM MHTHOUTOpoM JIIIII-4, cx0oKuM MmO AEWCTBUIO C CaMUM
anornuntuHoM; M-II He nposBiIseT HHTMOUPYIOIIYI0 aKTUBHOCTh 10 oTHoMmeHuo K JAI1I1-4 i
npyrum AIIIT pepmenTtam.

B uccnenoBanusx in vitro 6su10 BeisiBiaeHo, uto CYP2D6 u CYP3A4 y4acTBYIOT B OTpaHUYCHHOM
MeTaboIM3Me aJOTTUITHHA.

Takxe uccaenoBanus in Vitro mokassiBaroT, 4to anormuntul He nHayupyer CYP1A2, CYP2C9,
CYP2B6 u ne unrubupyer CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 wmu
CYP3A4 B KOHLEHTpalUsAX, JOCTUTAEMbIX MPH PEKOMEHAyeMOH 103e 25 Mr ajoriuntuHa. B
YCIOBHSIX IN VItro aorimunTuH MOXeT B HeOoubInoi crenenn naaynuposatb CYP3A4, onnako B
yCIoBHsIX IN ViVO anoraunTuH He nHayupyer CYP3A4.

AJOTIIMNITHH HE WMHTUOMpYET IOYEeUHble TPAHCIOPTEPHl OPraHMYECKUX AHUOHOB YeJIOBEKa
nepBoro (OATTI), tpetsero (OAT3) TuOB 1 MOYEUHBIE TPAHCTIOPTEPHI OPTAHUUECKUX KATHOHOB
yenoBeka Broporo (OCT2) tumna.

AJIOTJIUITHH CYIIECTBYET NMperMyIinecTBeHHO B Buje (R)-sHanTHOMEpa (> 99 %) 1 B yciioBusx in
VIVO wim B HeOONbIIMX KOJWYECTBAX, WJIM BOOOIIE HE TMOJIBEPraeTcs XUPAITbHOMY
npeoOpa3zoBannio B (S)-aHaHTHOMEp. (S)-5HaHTHOMEpP HE OOHApPYKHMBACTCS TPH TPUEME

AJIOTTIMIITHHA B TEPAINICBTUYCCKHUX 03aX.



Brisenenne

Iocne nepopanbsHOro npuema 4C-meuennoro anornuntuna 76 % o61iel pagoaKTUBHOCTH ObIIO
BBIBEJICHO MoukamH U 13 % - yepe3 KUIICUHHK.

Cpenuuii moveuHbld kimpeHc anormunTuHa (170 mur/muH) Oonble, YyeM CpEeaHssi CKOPOCTh
KITy00ukoBo# prbTpanuu (0kosio 120 MiI/MUH), YTO TTO3BOJISET MPEINOJIOKUTh, YTO ATOTIUITHH
YaCTUYHO BBIBOAMUTCS 32 CYET AKTUBHOU MOYEUHOM IKCKpernn. CpeTHUi TepMUHAIBHBIN Mepruo
nosryBbIBesieHus anornunTtuHa (T1/2) coctaBiseT npubiuzutenbHo 21 4.

dapMaKOKMHETHKA Y OTACABHBIX IPYIII ITAIIHECHTOB

Tayuenmoi ¢ noueunol HedOCMamouHOCMuio

HccnenoBanue anoriMnTHHA B 03¢ 50 MI' B CyTKHM OBUIO IPOBEIECHO Y MAI[MEHTOB C PA3JIMYHON
CTENEHbIO TSYKECTU XPOHUUECKOW MOUYEYHOM HEAOCTaTOYHOCTU. BKIIOUEHHBIE B UCCIIEIOBAHUE
MalUeHTsl ObUIM pasfeneHbl Ha 4 rpynmnbl B cooTBeTcTBUU ¢ (opmynoit Kokpodra-I'onra:
MAIUEHTHI C JICTKOHN (KmpeHc kpearnHuHa oT 50 1o 80 MII/MUH), CpEeIHEH CTENEHBIO THKECTH
(xmupenc kpeatnauHa oT 30 10 50 MII/MUH) U TSHKETION MOYEUHOW HEAOCTATOYHOCTHIO (KIMPEHC
KpeaTuHrHAa MeHee 30 MJI/MHH), a TakXkKe MalUeHThl ¢ TEPMHHAIBHOW CTagueil XpOHUYECKOM
MOYEYHON HEAOCTATOYHOCTH, HYKIAIOIINECS B TEMOINATIN3E.

AUC anornuntuHa y TalMEHTOB C JIETKOW NOYEYHOW HEIOCTaTOYHOCTHIO YBEIHMYUBAIACH
npuOaM3UTENbHO B 1,7 pa3 mo cpaBHEHUIO ¢ KOHTPOJIbHOM rpynmnoi. Tem He MeHee NaHHOE
yBenmuuenue AUC Haxoausoch B rpeesnax JI10IMyCTUMOT0 OTKIOHEHHS I KOHTPOJIbHOM IpyTIIbl,
MO3TOMY KOPPEKIIMs 103l IIpenapaTa y Takux MalueHToB He TpedyeTcs (cM. Criocol mpruMeHeH!s
U JI03BI).

VBennuenne AUC anmornunTuHa npUOIM3UTENBHO B JBa pa3a M0 CPABHEHUIO C KOHTPOJILHOU
IPYIIION OTMEYaNoCh y MAallMEHTOB C II0YEYHOU HENOCTAaTOYHOCTBIO CPEIHEN CTEICHU TSKECTH.
[TpubnusurensHo veTblpexkpaTHoe yBenndeHne AUC oTMmeyanoch y HAaIMEHTOB C TSDKENOM
MIOYEYHON HEOCTATOYHOCTBIO, a TAK)KE y NAlMEHTOB C TEPMUHAIBHOM CTagueld XPOHHYECKOU
MOYEYHON HEJIOCTATOYHOCTH TI0 CpaBHEHUIO C KOHTpoJbHOW rpymmou. (Ilamumentam c
TEPMUHAJIBHON CTaAUEeH MOYEYHON HENOCTATOYHOCTH IPOBOAWIM T'€MOJUAIN3 Cpa3y K€ IOCie
npueMa anornunTrHa. Okoio 7 % 1036l y1ansy1och U3 OpraHu3Ma B TEUEHHE 3-X 4acOBOr'0 ceaHca
Jhaan3a. )

TakuM o00pa3oM, I TOCTHXKEHHUS TEparneBTHUECKON KOHLIEHTpAlUU alOTJIUNTHHA B IUIa3Me
KpOBU, CXOJHOW C TaKOBOW Yy TMAIMEHTOB C HOPMajdbHOW (YHKIHMEH Touek, HeoOXoauma
KOPPEKIHs J03bl y MAIlMEHTOB C MOYEYHOM HEIOCTaTOYHOCTBIO CPETHEH CTENEeHH TSKECTH (CM.
Crioco6 mpuMEHEeHUsT M J103bl). AJIOTTIMITHH HE PEKOMEHAYEeTCS NPUHUMATh MalUeHTaM C
TSDKEJIOW TMOYE€YHOW HEAOCTAaTOYHOCTBhIO, a TAaKK€ C TEPMUHAIBHOW CTaAued TMOYE€YHOU

HEJI0OCTAaTOYHOCTH, TPEOYIOIIECH MPOBEACHUS TEMOIHAITH3A.



Tayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCIBIO

VY manuweHToB co cpemHell cremeHbio TskecTH nedeHouHod HemoctarodHocTH AUC u Chax.
QJOTJIMIITUHA YMEeHbIIatoTcs npubnusutensHo Ha 10 % u 8 % cOOTBETCTBEHHO, O CPABHEHHUIO C
NalMeHTaMH ¢ HOpMaJIbHOW (yHKIMEH nedeHu. J[aHHbIe 3HAUCHHS KIMHUYECKH HE 3HAYMMBI.
TakuM 00pazoM, KOppeKIHs J03bl Tpernapara Mpu JErKod U CpPeJHEH CTENEeHU TSHKECTH
MEYCHOYHON HezocTaTouyHocTh (0T 5 o 9 GamnoB mo mkane Yainn-Ilsio) He TpeOyercs. Her
KJIMHUYECKHX JaHHBIX O NPUMEHEHHWU AJOTJHUITHHA Yy TAUEHTOB C TSOKEJIOW IMEeYCHOYHOM
HEJI0CTaTOYHOCTHIO (Oosee 9 6amtoB no mkane Yaitna-I1pr0, cm. Criocod mpuMEHEHHUS U JT03bI).
Hpyaue epynnul nayuenmos

Bo3spact (65-81 ner), o, paca, macca Tejla TAlMEHTOB HE OKAa3bIBAIM KIMHHUYECKU 3HAYMMOTO
BO3/ICUCTBUS Ha (JapMaKOKMHETUYECKUE TapaMeTphl ajoraunTuHa. Koppekiuu 10361 penapara
He Tpedyercs (cM. Crioco® MpUMEHEHHUS U 103bI).

dapMaKkOKMHETHKa y ieTel 10 18 sieT He uccienoBanach.

IToxka3zaHusi K MPUMEHEHUIO

CaxapHblii 1ua0eT 2 Tumna AJis YIy4IIeHUs TIIMKeMUYECKOT0 KOHTPOJIA npu HEdPPEKTUBHOCTH
IUETOTepanuu 1 PU3MIECKUX Harpy3oK:

Y B3pPOCJIBIX B Kad4€CTBC MOHOTCpaliMyM, B COYCTAHUMU C [JPYrHMU [CPOpaAIbHBIMU

THUIIOTTIMKCMHUYCCKUMHU CPpEACTBAMU UJIU C UHCYJIMHOM.

IIporuBomnokazanus

e [loBbllleHHAs] YyBCTBUTEIBHOCTh K QJOTJIMITHUHY WM K JHOOOMY BCIOMOIraTelbHOMY
BELIECTBY, WM CEPbE3HbIE PEAKIIMH TUIIEPUyBCTBUTENBHOCTH K Jr00oMy JIII1-4 unruduropy
B aHaMHe3e, B TOM 4YHCJIE aHapWIAKTUYECKUE peakluu, aHapUIaKTUYeCKHUHl MIOK U
AHTMOHEBPOTUYECKHM OTEK;

e caxapHblil 1uaber 1 Tuna;

e MabeTHYeCcKUuil KeToaIu/103;

® XpOHHMYECKass cepledyHas HeIOCTaTOYHOCTh  ((pyHKIMoHanpHBIH kmacc III-IV  mo
GyHKIIMOHAIBHOU KJIaccU(UKAIMU XPOHUYECKOW cepAeyHOM HenocTarodHocTH Helo-
MopKcKoii KapIMOIOrHYeCKOl acCOIMAINH);

e TspKeNas IMeYeHOYHas HeloCTaTOYHOCTh (Oonee 9 OamnoB mo mkane Yaing-Ilbio) uz-3a
OTCYTCTBHS KIMHUYECKUX JAHHBIX O IPUMEHECHUY,

e TsDKesas I0YeYHasi HeJJOCTaTOYHOCTb;

e OepeMeHHOCTh, MEPHUO TPYTHOIO BCKAPMIIMBAHMS - B CBSI3U C OTCYTCTBHEM KIMHUYECKHUX

JaHHBIX IO MPUMCHCHULO,
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L4 I[GTCKI/II\/'I BO3pacT oo 18 et - B cBs3U ¢ OTCYTCTBUECM KIIMHUYCCKUX NAHHBIX IO MPUMCHCHHIO.

C 0CTOPOKHOCTHIO

OcTtpslii MaHkpeaTuT B aHamMHe3e (cM. OcoOble yKa3aHus).

VY NanueHToB € MOYEYHOM HEJOCTaTOYHOCTBIO CpeaHel creneHH TspkecTH (cM. OcoOble
yYKa3aHusl).

B koMOuHaIMM ¢ MPOU3BOJHBIM CYJIb()OHMIMOUYEBHUHBI I UHCYIHMHOM (cM. OcoOble yKa3aHHs).
[IpueM TPEXKOMIIOHEHTHOM KoMOWHauuu Tpenapara Bunumus® ¢ MeTGOpMHHOM H

THA30JUIUHINOHOM (cM. OcoOble yKa3aHus).

IIpumeHeHnne BoO BpeMsi 0epeMEHHOCTH M B IIePUO/I TPYIHOT0 BCKAPMJINBAHUA

He mnpoBommiocs wuccieqoBaHU TPUMEHEHUS AQIOTJIMITHHA Yy OEpeMEHHBIX JKEHIIWH.
HccnenoBanys Ha )KUBOTHBIX HE ITOKA3aJId MIPSIMOr0 WIH HENPSMOIO HEraTUBHOI'O BO3JAECHCTBHUS
QJIOTJIMIITUHA HA PENPOAYKTUBHYIO cucTeMy. OIHAKO B LIEIAX IPEJOCTOPOKHOCTU IPUMEHEHHE
npenapara Bunuansa® Bo Bpemst 6epeMEHHOCTH TIPOTHBOIIOKA3aHO.

OTCyTCTBYIOT JaHHbIE O IIPOHUKHOBEHUHM QJIOIJMITHHA B TPYJHOE MOJIOKO Y JIIOZCH.
HccnenoBanus Ha )KUBOTHBIX IT0KA3aJId, YTO AJOIIMIITUH IPOHUKAET B IPYIHOE MOJIOKO, IOATOMY
HEJIb3s UICKJIIOUUTh PUCK BOSHUKHOBEHMSI HOOOUYHBIX 3(h(hEeKTOB y rpyIHBIX AeTel. B cBsa3u ¢ 3Tum

IIPUMEHEHHUE ITpenapara B epruo Py IHOr0 BCKapMIIMBAHUS IIPOTUBOIIOKA3aHO.

Cnocod npuMeHeHns U 103bl

[IpenapaT npuHUMAIOT BHYTPb.

Pexomenayemas fo3a mpenapata Bummmua® coctaBiser 25 Mr OfuH pa3 B CyTKH B KadeCTBE
MOHOTCpAINMK WJIM B JOIIOJIHCHUC K MCT(i)OpMI/IHy, TUA30JIMAVMHANOHY, MPOU3BOIHBIM
CyTb()OHUIMOYEBUHBI WU WHCYJIHWHY, WIH B KAa4eCTBE TPEXKOMIIOHEHTHOW KOMOWHAIIUU C
MeT(GOPMUHOM, THA3OJIUIMHIMOHOM Wik MHCYIMHOM. [Tpenapar Bunuaus® MoKeT IpuHUMAThCs
HE3aBUCUMO OT IpHEMa IMUIIH. TabmeTkn CJICOAYCT IPOrjiaTbiBaTb HCJIWKOM, HC Pa3’KCBbLIBasd,
3anuBasi BOJIOM.

B ciyuyae ecnu HalMeHT NPONYCTWN IPUEM Ipenapata Bunumus®, OH JO/DKEH NPHHATH
MPOMYIIEHHYI0 103y Kak MOXHO ObicTpee. HemomycTum mpueM IBOWHONM J03bI Tpemapara
Bunuaua® B 0MH U TOT K€ JCHb.

[Ipu HasHavyenuu npenapata Bunuaus® B 10 noMHEHUE K MET(OPMHUHY HIIM THA30JUINHINOHY
JI03y MOCIIETHUX MPETapaToB CIEeyeT OCTaBUThH 0€3 N3MEHEHHUS.

[Ipy KOMOMHUpOBaHWM TNpenapara Bumuaus® ¢ TPOM3BOIHLIM CYIb()OHHIMOYEBMHBI MU

HHCYJIMHOM 103y MOCICOHUX uenecoo6pa3Ho YMCHBIINUTDL JId CHHXKCHHUA PUCKA pPa3BUTUA



TUIIOTJIMKEMUH.
B cBsi3u ¢ puCKOM pa3BUTHS THIIOTIIMKEMHH CIIEAYET COOJIIOIaTh OCTOPOKHOCTH NPH Ha3HAYCHUU
TPEXKOMIIOHEHTHOM KOMOMHAMHK npenapaTta Bunuausa® ¢ MeTOpMUHOM M THA30J1U IHH IHOHOM.
B citydae pa3BUTHSI TUIIOTTTUKEMUU BO3MOYXKHO PACCMOTPETh YMEHbBIIIEHUE 1036l METPOPMUHA WIH
THUA30JIMIMHANOHA.

O¢ddexkTuBHOCTE M 0€30MaCHOCTh AJOTJIMOTHHA TPU TMpHEME B TPOWHOW KOMOMHAIMH C
MeT(HOPMUHOM U MTPOU3BOTHBIM CYJIb(POHUIMOUYEBUHBI OKOHYATEIHHO HE YCTAHOBJICHBI.
Tlayuenmsi ¢ noueunoii HeOOCMaMmMoOYHOCMbIO

[laniuenTam ¢ JIETKOM MOYEYHOM HEJOCTATOYHOCThIO (KJIMpPEHC KpeaTuHuHa oT >50 1o
<80 MJI/MUH) KOPPEKIUH 10361 ipenapata Bunuaus® ne tpedyercs.

VY manueHToB ¢ MOYeYHOM HEeIOCTATOYHOCTHIO CPeIHEN CTENeHH TSKeCTU (KIMPEeHC KpeaTHHUHA
ot >30 10 <50 mMi/mMuH) 1032 npenapara Bunuaua® cocrapnser 12,5 Mr oJuH pa3s B CYTKHU.
AJOTIMIITHH HE JOJDKEH IPUMEHSTHCS Y MALMEHTOB C TSXKEION MOUYEYHON HEJJOCTaTOYHOCTHIO U
MAalMEHTOB C TEPMUHAIBHOM CTaAMENd TOYEYHOM HEAOCTATOYHOCTH, HYXIAIOIIMNXCI B
reMoauanuse (KIupeHc kpeartuHuHa oT <30 MiI/MuH). AJIOTTUNTHH HE U3Yy4alicsi y MAllEeHTOB,
MPOXOISIINX NEPUTOHEATBHBIN THAIN3.

[TarmeHTaM C MOYEYHOI HETOCTATOUHOCTHIO PEKOMEHAYETCS IPOBOIUTH OLIEHKY (DYHKITHH TTOYEK
710 Hayasa JeueHus npenaparoM Bunuans® u nepuoguyecku B IpOLECCE J€UEHHS.

Tayuenmsi ¢ neweHoyHoU HEOOCMAMOYHOCTBIO

He TtpeOyercs KOppeKIMH [03bl mpenapara Bumuausa® y TalHMEHTOB C TEYEHOYHOU
HEJ0CTAaTOYHOCTBIO JIETKOM U cpellHel creneHu TsokecT (0T 5 a0 9 6amnoB no mkane Yainga-
[Tero0). Ilpenapar He uccienoBaiCcs y MAUMEHTOB C TSHKENOW MEeYEeHOYHOW HEeAOCTAaTOYHOCTHIO
(6onee 9 GamnoB mo mkane Yaitnaa-I1pio), Mo3TOMYy OH HE JOJKEH NMPUMEHATHCS Y JaHHOM
TPYIIIbI NAIUEHTOB.

llayuenmuvr cmapwe 65 nem

He tpebGyeTcs Koppekimu 10361 penapara Bunnausa® y naipenTtos crapiue 65 net. Tem He MeHee
cieyeT OCOOCHHO TINATENbHO MOAOMpaTh J03Yy AIOTJIMITHHA B CBSI3U C MOTEHLIHAIbHOM

BO3MOXHOCTBIO CHUKCHU A (I)YHKI_II/II/I Io4YeK y JaHHOM TpYyHIIbI ITAITUCHTOB.

Ilo0ounoe neiicTBHe

Yacrora mob6ouHbIX 3 (PEeKTOB penapara pacieHUBACTCS CISAYIOITIM 00pa3oM:
Ouensb vacteie: > 1/10

Yacrsle: > 1/100, < 1/10

Heuacterie: > 1/1000, < 1/100

Penxue: > 1/10 000, < 1/1000


http://www.multitran.ru/c/m.exe?t=4597097_2_1&s1=sulphonylurea

Ouenb penxue: < 1/10 000
UYacroTa He ycTaHOBJIEHA (JaHHbBIE IOCTMAPKETUHIOBBIX HAOIIOACHUI)

HaDVH_IeHI/IH CO CTOPOHBI HCDBHOI71 CUCTCMBI.

YacTo: rojoBHas 00Jb.

Hapynienus co cTOpOHBI JKEIYI0YHO-KHIIISYHOI'0 TPAKTA.

Yacro: 60716 B 3UracTpaibHOM 001acTH, racTpod3odareanbHas pedurrokcHas 001€3Hb, AHapes..
YacroTa He yCTaHOBJIEHA: OCTPHII TAaHKPEATHT.

Hapynienus co cTOpOHBI ISYCHU M SKETYEBBIBOASIINX YTCH.

YacTora He YCTaHOBJICHA: HApYUICHUC (bYHKHI/II/I INe4Y€eHu, B TOM YHCJIC IICYCHOYHAas
HEAOCTATOYHOCTD.

HapyiieHus co cTOpOHBI KOKHU U ITOJIKOKHBIX TKaHEH

YacTo: 3y, Chlllb.
YacToTa He ycTaHOBJIEHa: 3Kc(hosInaTUBHbBIE KOKHBIE 3a00J1eBaHUs, BKIItoYast CMHIpoM CTUBEHCca-
JlxoHcoHa, monuMopdHas spuTeMa, aHrHOHEBPOTHYECKHI OTEK, KPaIMBHUIIA.

I/IHd)eKIII/IOHHI)IG WK 1TapasuTapHbIC 3a00JIeBaHUs:

Yacro: nHPEKIUN BEPXHUX JBIXaTENbHBIX MyTeH, Ha30(h)apHHTHT.

Hapymenus co cTOpOHBI UMMYHHOM CUCTEMBI:

YacToTa HEe yCTAaHOBJICHA: PEAKIIUU TUIIEPYYBCTBUTECILHOCTH, BKITIOYAs aHAPHIAKTUICCKYIO
PEaKIuIo.

Hapvymenns co ctopoHsl 00OMeHa BEIECTB M ITUTAHMUS:

Yacro: TUIIOTTIMKCEMU A B cjIydace COBMCCTHOT'O MMPUMCHCHUS C MMPOU3BOJHBIMU

Cy.]'IB(i)OHI/IJ'IMO‘leBI/IHBI HJIN MpenapaTaM UHCYJIMHA.

Ilepeno3supoBka

MakcumanbHas 1032 aJoOrNIMITHHA B KIMHUYECKUX HCcieoBaHUsAX cocTaBisiiaa 800 mr/cyT y
310pOBBIX J0OpoBOIIBLEB U 400 MI/CYT y MallUEHTOB C caXapHbIM 1uabeToM 2 Tumna B TeueHue 14
nHer. Oto B 32 u 16 pa3 COOTBETCTBEHHO IPEBBINIAET PEKOMEHIYEMYIO0 CYTOYHYIO 103y
25 Mr aJIOTJIUIITHHA.

Kakne-mubo cepbe3Hble HeKenaTelbHbIe SBJICHUS NpU IpHEMEe Ipernapara B 3ITHX 033X
OTCYTCTBOBAJIU.

[Tpu nepeno3nupoBKe MOXKET OBITH PEKOMEHIOBAHO NMPOMBIBAHUE KENTyIKa U CUMIITOMAaTHUYECKOe
JIeYeHue.

AJNOrIUNTHH cnabo auanu3upyercs. B KIMHUYECKUX HCCIEIOBaHUAX TONbKO 7 % J103BI
yAQISIOCh U3 OpraHM3Ma B TeUeHHe 3 4acoBOro ceaHca auanusa. JlaHHbeix 00 3¢ dexkTuBHOCTH

MNEPUTOHCATIBHOI'O JUaJIn3a aJIOTJIMIITHHA HET.



B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

BansHMe 1pyrux 1eKapCTBEHHBIX IPENAapaToB Ha aJIOTJIUITHH

AJIOTTUNITHH B OCHOBHOM BBIBOJMTCS W3 OpraHW3Ma B HEU3MEHEHHOM BHJIE TIOYKAMH H B
HE3HAYUTENILHOU CTereHn MeTabonmsupyercs pepmentHol cucremont iuroxpoma (CYP) P450.
B wuccnenoBaHMsX 1O B3aUMOJCHCTBUIO C JPYTMMHU JICKAPCTBEHHBIMH CpPEACTBAMH Ha
(apMaKOKUHETHUKY QJIOTJIMIITUHA HE OKA3bIBAJIM KIMHUYCCKH 3HAYUMOTO 3P QeKTa CleayIonme
npenaparbl: rempuoposun (marudutop CYP2CS8/9), dumrokonazon (uurudourop CYP2C9),
kerokoHa3ol (uarudurop CYP3A4), nukinocnopuH (MHTHOUTOP P-TIIMKOMPOTEUHA), HHTUOUTOP
0-TJTUKO3U1a3bl, TUTOKCHH, MET(hOPMUH, IUMETH INH, MMOTJIUTA30H WA aTOPBACTATHH.

BiausHue anornunTuHa Ha APYTrUe JISKapCTBEHHBIC MpenapaThl

B wuccnenoBanusx in VIitro moka3aHo, 4TO AJOMNIUNTHH HE HMHTUOUPYET M HE HHAYLUPYET
uzopopmer CYP 450 B KOHIEHTpalUsAX, JTOCTUTACMBIX IPU TIpUEME AaJOTIUITHHA B
pexomenayemoni mosze 25 mr. BzaumoneiictBus ¢ uzopopmamu CYP 450 He oxupmaercs u
BBISIBJICHO HE OBLIO.

B wuccienoBanusix in VIitrO BBISBICHO, YTO AaJOMNIMITHH HE SIBISIETCS HU CyOCTpaToM, HU
unruoutopom OATI1, OAT3 u OCT2. Kpome TOro, AaHHblE KIMHUYECKHUX MCCIEIOBAaHUN HE
YKa3blBalOT HA B3aUMOJEUCTBUE C MHTUOUTOPaMH UM CyOCTpaTaMu p-TJIMKOIIPOTEUHA.

B ximHMYecKuX MCCIeOBaHUAX 110 B3aUMOJIEHCTBHIO C IPYTMMHU JICKAPCTBEHHBIMH CPEICTBAMU
JIOTJIMIITUH HE OKa3bIBAJI KJIMHUYECKH 3HAUMMOTO BIMSHUS Ha (PapMAaKOKMHETHUKY CIIEIyIOIINX
npenaparoB: kodeuHna, (R)- u (S)-Bapdapuna, nuornuraszona, rMOCHKIAMHIA, TOJIOyTaMuUIa,
nekcrpomeropdaHa,  aropBacTaTMHA,  MHJa30jaMma,  HEpPOpPabHBIX  KOHTPALENTHBOB
(HOPITHHIPOH W JTUHWIACTPAAMON), JUTOKCHHA, (QekcodeHaanHa, MeTHOpMHUHA WITH
muMmetuuHa. OCHOBBIBAsCh HAa 3THX JAaHHBIX, AJIOIJUNTHH HE HHIUOMpPYET H30(EepMEHTHI
cucremsl iutToxpoma CYP1A2, CYP3A4, CYP2D6, CYP2C9, p-riuxonpotens u OCT2.
AJIOTIIMIITHH HE OKa3blBaJl BO3JCHCTBUS Ha NMPOTPOMOMHOBBIA MHJEKC MM MexayHapoaHoe
HopManu3oBaHHoe oTHoweHne (MHO) y 310poBBIX JOOPOBOIBIIEB IPU OJHOBPEMEHHOM IIpHUEMe
¢ Bap(hapruHOM.

[Ipuem ajornunTuHa B KOMOMHAIMU ¢ METHOPMHUHOM, HITH MHOTJIMTA30HOM (THA30JIUANHINOH),
WK MHTHOMTOPOM O-TJIMKO3U/1a3bl, HJIH MTHOCHKJIAMHUIOM (IIPOM3BOAHOE CYIIb()OHUIMOUCBHHBI)

HEC ITOKa3aJl KIMHNYCCKH 3HAYUMBbIX CbapMaKOKI/IHeTI/I‘-IeCKI/IX BSaHMOHeﬁCTBHﬁ.

Oco0ble ykazanus
IIpumenenue c Opyaumu 2unO2IUKEMUYECKUMU NPENnapamamu

C HCJIB0 YMCHBIICHUSA PHUCKA PA3BUTUA THUIIOITIMKEMUN PEKOMCHAYCETCA CHUHXKCHHUE OO3bI


http://www.multitran.ru/c/m.exe?t=3470817_2_1&s1=gemfibrozil
http://www.multitran.ru/c/m.exe?t=4617997_2_1&s1=pioglitazone
http://www.multitran.ru/c/m.exe?t=4760656_2_1&s1=glycoprotein%20inhibitor
http://www.multitran.ru/c/m.exe?t=4617997_2_1&s1=pioglitazone
http://www.multitran.ru/c/m.exe?t=2587634_2_1&s1=glyburide
http://www.multitran.ru/c/m.exe?t=2610040_2_1&s1=tolbutamide
http://www.multitran.ru/c/m.exe?t=2582975_2_1&s1=dextromethorphan
http://www.multitran.ru/c/m.exe?t=2595462_2_1&s1=midazolam
http://www.multitran.ru/c/m.exe?t=925354_2_1&s1=norethindrone
http://www.multitran.ru/c/m.exe?t=697570_2_1&s1=oestradiol
http://www.multitran.ru/c/m.exe?t=4760656_2_1&s1=glycoprotein%20inhibitor
http://www.multitran.ru/c/m.exe?t=5360915_2_1&s1=Prothrombin%20time
http://www.multitran.ru/c/m.exe?t=4570070_2_1&s1=international%20normalised%20ratio
http://www.multitran.ru/c/m.exe?t=4570070_2_1&s1=international%20normalised%20ratio
http://www.multitran.ru/c/m.exe?t=4617997_2_1&s1=pioglitazone
http://www.multitran.ru/c/m.exe?t=4619122_2_1&s1=Thiazolidinedione
http://www.multitran.ru/c/m.exe?t=2587634_2_1&s1=glyburide
http://www.multitran.ru/c/m.exe?t=4597097_2_1&s1=sulphonylurea

NPOM3BOJIHBIX  CYJIb(OHWIMOYEBUHBI,  WMHCYJIMHA  HWJIM  KOMOMHAIIMM  IHOTJIMTa30HA
(TmazonmuauHAMOHa) C METGOPMHHOM IIPH OJHOBPEMEHHOM NPUMEHEHHH C IpernapaTom
Bumiausa® (cm. Crioco® IpUMEHEHHS U 1036I).

Heusyuennvie kombunayuu

DdpexkTuBHOCTE ¥ 0€30IacCHOCTh NPUMEHEHHs mnpenapata Bunuaus® B KoMOMHAIMH C
UHTUOUTOpAaMH  HATPU-3aBUCUMBIX  KOTPAHCIOPTEPOB  TJIOKO3bl 2  WJIM  aHAJIOTaMu
[JIFOKaroHOMOAOOHOI0 MeNnTuAa U B TPOMHOW KOMOMHAIUMK ¢ MET(GOPMHUHOM U IPOU3BOJIHBIMU
CyJIb(OHUIMOYEBUHBI HE UCCIIEOBAINCE.

Iloueunasn nedocmamounocmo

T.x. mamueHTaM ¢ TOYE€YHOM HEIOCTATOYHOCTBIO CPEAHEH CTENEeHM TSIKECTH Tpedyercs
IPOBOJIUTH KOPPEKIHMIO 103bl Mpenapara Bunmuans®, peKOMEHIyeTCs NPOBOIWTH OLEHKY
(GYHKLIMU [OYEK N0 Hayaja M MEepUOJUUYecKd B TedyeHue yedeHus (cM. Crocod mpUMeHEeHMs U
JTO3bI).

OnpIT MpUMEHEHHs AJOTJIMIITHHA y TANWEHTOB, HAXOAAIIMXCS Ha TEeMOIHMAIN3e, OTPaHUYECH.
[penapar Bunumus® He [OOKEH NPUMEHATHCA Yy MALMEHTOB C THKEJIOW IOYEYHOM
HE/I0CTaTOYHOCThIO, @ TAK)Ke Yy MAIMEHTOB C TEPMUHAJIBHOW cTaauell XpOHMYECKOW MOYEHHOM
HEJI0OCTAaTOYHOCTHIO, TpeOytotei remoauanu3a (cM. Crnocod mpuMEHEHUs U J103b1). AJIOTJIUITHH
HE M3YYaJICsl y MalMEHTOB, MPOXOISIINX NEPUTOHEATLHBIN UAITH3.

Ocmpbiil nankpeamum

[Tpumenenne unruburopon JIIII-4 cBs3aHO ¢ MOTEHUUAIBHBIM PUCKOM pPa3BUTHS OCTPOTO
naHkpearura. B 0000meHHOM aHanmu3e 13 KIMHUYECKMX MCCIEIOBAaHUN MPUMEHEHMS
aJIOTJIMIITUHA B J103€ 25 mr/cyT, 12,5 Mr/cyT, mpenapara CpaBHEHHUs U TU1ale00 4yacToTa pa3BUTHS
OCTpOro naHkpearura coctasuia 2, 1, 1 wim 0 ciydaeB Ha 1000 nanueHTo-J1€T B KaXJ10M rpymnie
COOTBETCTBEHHO. B HcciaeoBannu cepaeyHO-COCYTUCTBIX UCXO0/I0B YACTOTA BBISIBIEHUS! OCTPOTO
MaHKpeaTuTa y MalueHTOB, MPOXOAUBILINX JIEYEHHE aJOIJIMIITUHOM MU Iutane0o, cocTaBuia 3 U
2 ciryyas Ha 1000 nanueHTo-yer cooTBeTCTBEHHO. [[alneHThl 10KHBI ObITh TPOMH(GOPMUPOBAHBI
0 XapaKTepHbIX CUMIITOMAaX OCTPOro MaHKpeaTHTa: CTOWKas CUiIbHas 00Jb B J)KMBOTE, KOTOpas
MOXET MppaJuUpoBaTh B CIMHY. IIpu mo1o3peHun Ha pa3BUTHE OCTPOTO MaHKpeaTHTa MpUEM
npenapara Bunumusa® npexpamaror; pu moATBEPKAEHUHM OCTPOTO AHKPEATUTA TIPUEM TIPENapaT
HE BO30OHOBIAIOT. HeT maHHBIX O TOM, CYIIECTBYEeT JIM TOBBIIICHHBIA PHCK pa3BUTHUS
maHKpeaTuTa Ha GpoHe npreMa npenaparta Bunnaus® y nanuenToB ¢ MaHKPEaTUTOM B aHAMHE3E.
[TosTOMyY manuenTam ¢ NaHKPEaTUTOM B aHaMHE3€ CIIeyeT COOI0AaTh OCTOPOKHOCTb.
Ileuenounas nedocmamounocmy

BT TOTyYeHbI TOCTMAPKETHHTOBBIE COOOMICHUSI 0 HAPYIICHUSAX (YHKIUHU TIEUSHH, BKIIIOYAs

MNEYCHOYHYIO HEJOCTATOUYHOCTD ITPU IMMPUEME AJIOTTITUIITHHA. Hx cBs3b C IMPUMCHCHHUEM IIpCIiapaTa
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http://www.multitran.ru/c/m.exe?t=4597097_2_1&s1=sulphonylurea
http://www.multitran.ru/c/m.exe?t=4617997_2_1&s1=pioglitazone
http://www.multitran.ru/c/m.exe?t=4619122_2_1&s1=Thiazolidinedione
http://www.multitran.ru/c/m.exe?t=6019696_2_1&s1=sodium-dependent%20glucose%20cotransporter
http://www.multitran.ru/c/m.exe?t=2587585_2_1&s1=glucagon-like%20peptide

He Obuta ycraHoBieHa. OHAKO MAalMEHTOB HEOOXOAMMO TIIATEIbHO O0OCIEN0BaTh HA HAIMYHE
BO3MOXHBIX OTKJIOHEHUH (yHKIMU niedeHu. Ecnu oOHapykeHbl OTKIIOHEHUS B (PYHKIIUU TICUCHH
U anpTEepHATUBHAs DTHUOJIOTUSA HMX BO3HMKHOBEHHsS HE YCTAHOBJIEHA, CJICAYET PacCMOTPETh

BO3MOJKHOCTB IMPEKpallCHUA JICYCHUS IIPEIapaToM.

Biausinne Ha cnocOOHOCTD YIPaABJATHb TPAHCHHOPTHBIMHU CPEACTBAMUA H MEXaHU3MaMHU

HpenapaT BI/II'II/I,Z[I/IH® HE OKa3bIBAE€T MJIM OKAa3bIBAET HE3HAUMTEILHOE BIMSHUE Ha CIIOCOOHOCTH
YHOpaBJIATh TPAHCIIOPTHBIMU CPEACTBAMU U MEXaHNU3MaMH. Tem HE MeHee HCO6XO,Z[I/IMO YYUTHIBATDH
pPUCK Pa3sBUTUA TUIOTJIMKCMHU IIpU HNPUMCHCHHUU TIIpCliapara B COUYUCTAHHMU C OPYIrUMHU
THUIIOTTIMKCMUYCCKUMU  IIpCriapaTaMu (HpOI/I3BOI[HBI€ CyJIb(bOHI/IJIMO‘-IeBI/IHBI, HWHCYJIMH HJIN
KOM6I/IHI/IpOBaHHaﬂ TCpaliud C IMUOITIMTAa30HOM U MeTq)OpMI/IHOM) nu CO6J'IIOI[aTB OCTOPOKHOCTDb

IIpU ynpaBJICHUU TPAHCIIOPTHBIMU CPCACTBAMH U MCXaHU3MAMU.

®opMa BbIIIYCKa
TabneTK, MOKPHITHIE INICHOYHOW 000109K0M, 12,5 Mr u 25 Mmr.
[To 14 Tabnetok B An/An OGnuctep, mo 2 OmUcCTepa BMECTe ¢ MHCTPYKLHEH MO MPUMEHEHUIO

MNOMCIIAKOT B KAPTOHHYIO IIAYKY.

YciaoBus XxpaHeHust
XpaHuTh pu TeMnepaType He Boime 25 °C.

XpaHUTb B HEJOCTYITHOM ISl IETEH MECTE.

Cpoxk rognocTu

3 roxa.

He npuMeHsTh MO HCTEYEHUH CPOKa FOJHOCTH.
YcaoBus oTnycKka u3 anrexk

OTnyckaroT Mo penenty.

Baagesen PY
IOTAIA Apunaitmutrens Al', 'epmanust
[ramamTpacce 2-18, 61118, bag-Ounpbdens

IIponsBoauTeab/Bpinyckaomuii KOHTPOJIb KayecTBa
Takeda Ireland Ltd.
Bray Business Park, Kilruddery, Co. Wicklow, Ireland

Takena Anmung Jlumuren
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bpeit buznec Ilapk, Kunpannepu, Ko. Yuknoy, Upnanaus

IIperen3un norpeduTECH HAPABJIATH 10 AJpecy:
AO «Hwmxdapm», Poccust

603950, r. Huxnuit Hosropon, yn. Canranckas, 1. 7
Ten.: (831) 278-80-88;

®dakc: (831) 430-72-28

E-mail: med@stada.ru
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