MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUNCKOUN ®EJIEPALIUU
MHCTPYKLMS 10 MEJIMLIMHCKOMY [TPUMEHEHUIO JIEKAPCTBEHHOT'O
[IPEITAPATA

MHH3IPAB POCCHH

AHPII[YJIACDYHFI/I]-! In-007809-210122

| COTJIACOBAHC
Perucrpaunonnslii Homep: .- 5 g

Toprosoe HanmeHoBaHue npenapara: AHuynadQyHrHH
MesxkayHapo/iHoe HeNnaTeHTOBAHHOE H/IH IPYNIHPOBOYHOE HAUMEHOBAHUE: aHU/Y1adyHIUH

JlekapcrBennas opma: nuoduIM3aT Ui NPUTOTOBICHUS KOHLIEHTpATa JUIS MPUTOTOBICHUS

pacTBopa uis HHPY3Hi

Cocras na 1 paaxon:

HanmeHoBaHHE KOMIIOHEHTA KoanuecrBo, Mr
Jeticmsylowee sewyecmeo™:

AnunynadyHraH 102,5

Bcnomozamenvhbie geujecmesda:

®pykro3a 122,0
MaHHUTOJI 512,5
[Tomucopbar-80 256,3
Bunnas xkucnora 11,5

* dnakoH coaepkuT 2.5 % U30bITOK JEHCTBYIONIErO BEMECTBA OT 3asBICHHOTO KOJTHYECTBA.

Onucanue

JInodunu3upoBaHHbIH NOPOIIOK WK MOPUCTas Macca 6enoro uiu noutu Oenoro mpera.
dapmakoTepaneBTHYECKasi FPyNIa: NPOTUBOrPHOKOBOE CPEICTBO

Koa ATX: JO2AX06

dapmako.I0ru4ecKHe cBoicTBa

DapmakoOuHamurka

AuunynagyHruH  SBISETCS  MOJYCHMHTETHYECKHUM  OXMHOKAHJIWHOM,  JIMIIONENTHIOM,
CHUHTE3MPOBAHHBIM U3 NpojykTa hepmenTanuu Aspergillus nidulans.

AuunynagyHrus ceneKTHBHO MHruOupyer 1,3-B-D rimkan cuHTeTasy - BaKHBIM KOMIIOHEHT
K1eTo4yHOH cTeHkH rpuboB. B ierkax wiekonutaiommx 1,3-B-D  riumkan cuHTeTas’a

OTCYTCTBYET. YCTAHOBJIEHO, 4YTO aHMAylNadyHrHH obOnamaer (GyHrHIMIHOW AKTUBHOCTHIO B



ornomenun Candida spp., a TaKKe NMOJABISAET KICTOUHBIH pocT Aspergillus fumigatus.
Axmusnocmes in vitro

K anuaynadyuruny uyscrButensusl Candida spp., Bkmouas C. albicans, C. glabrata, C. krusei,
C. parapsilosis, C. tropicalis, C. dubliniensis, C. lusitaniae n C. guilliermondii, a Taxxe
Aspergillus spp., Bkmovast A. fumigatus, A. flavus, A. niger n A. terreus. AnunynapyHrus
aKTHMBEH B OTHOIICHWH BO30yAMTENeH MMKO30B, PE3MCTEHTHBIX K MPOTUBOrPUOKOBBIM
npenaparam Jpyrux KJaccos.

Munumanbshbie nogasistonme KoruenTpamuu (MIIK) onpenensim no craHzapTHOMYy METOMY
CLSI M27 u M38 nns apoxokei. CBsi3b MeXy aKTHBHOCTBIO aHuaylayHrHHa in vitro u
KJIMHHYECKHM PEe3yJIbTaTOM He YCTaHOBIIEHA.

Axmuenocme in vivo

B skcnepumenTte anuaynadyHruH, BBEICHHbBIH MapeHTepaibHO, ObU1 3QPEKTHBEH B OTHOIICHUH
Candida spp. Kak T1pH HOPMaJbHOM, TaKk W NpPH HapyHIEHHOM HMMyHuTere. JleyeHue
aHuIyTaQYHIHHOM YBEJIMYHBAJIO BBDKHBAEMOCTb, a TaKKe yMeHblIano Bei3BanHoe Candida
Spp. TNOpa)KeHWe OpraHoB. B SKCnepUMEHTe MOJCIMPOBAIM pa3BUBIIMECS Ha (oHe
HEHTPONEHUH JIMCCEMHHHPOBAHHYIO HH(pekuuto, Boi3BaHHYIO C. albicans, pe3UCTEHTHBIH K
diykoHazony KaHIMI03 [HLIEBOAA/TONIOCTH pTa, Bbi3BaHHbM C. albicans, a Takxke
PE3UCTEHTHYIO K (hJIyKOHA30Jly JUCCEMUHUPOBaHHYIO MHGexuuio, Bei3BaHHyio C. glabrata.
Aununynadynrus takke Obu1 2pexTHBEH NpH IKCIEPUMEHTAILHOM aclepruuie3e, BbI3BaHHOM
Aspergillus fumigatus.

Kombunayus ¢ opy2umu npomugozpubkouimu npenapamamu

UccnenoBanus in vitro nokaszaim, 4To aHuayJaQyHrdH B KoMOMHAUMM C (IIyKOHA30J0M,
MTpaKoHa3010M U amporepunHoM B He sBIsSeTCs aHTArOHUCTOM YKa3aHHBIX NpenapaTtoB B
oTHomeHuH mramMmoB Candida spp. Knnauueckoe 3Ha4eHHE 3TUX pe3yIbTaTOB HEU3BECTHO.

B uccnenoBanusix in vitro OLEHUBAIH YyBCTBUTEIBHOCTD Aspergillus spp. kK anuaynadyHruay B
KOMOMHAIIMM C MTPAKOHA30JI0M, BOpHKOHa3010M H amdorepunuaoM B. Tlpu xomOunanmu
auuaynadynruia U amdporepuumHa B Obulo 1Moka3aHo OTCYTCTBHE B3aUMOJICHCTBHSI MEXIY
npenapataMu y 16 u3 26 u305T0B, B TO BpeMst Kak y 18 u3 26 uzonsToB Habmoaanu CHHEPru3M
npH KOMOMHAUMM aHuayTagyHrHHA C MTPAKOHA30J0M HJIH BOpUKOHa3oioM. KimHuueckoe
3HAYEHHUE ITUX Pe3y/IbTaTOB HEU3BECTHO.

DapmaKkoKunemuka

Obwue hapmakoxunemuveckue xapaKkmepucmuxu

AnuaynadyHruH MpH OJHOKPATHOM BBEJICHHH UMEET JIMHEHHYIO (JapMaKOKMHETHKY B HIMPOKOM

auana3oHe cyTo4HbIX 103 (o1 15 mr g0 130 mr).



Koadduument BapuabenbHOCTH mMokaszatesns IUIOMAAXM M0 (papMaKOKHHETHYECKOH KPHUBOW
«koHuenTpanus-spems» (AUC) ans 3710poBbIX 100pOBOJIBLER, MAIMEHTOB U OT/AEIBHBIX IPYIIN
MALMEHTOB MCCIIE0BaHUs cocTaBuil O0Koso 25 %. PaBHOBecHOE COCTOSIHHE JOCTHTAlOCh B
[IEPBBIE CYTKH I10CIIE TPHUEMa HACKIAOMIEH 10351 (yIBOCHHOM MOIEPKHBAIOIIEH 1035I).
Pacnpeoenenue

AnunynagpyHrun ObICTPO pacnpezessieTcsi B TKaHSIX oOpraHu3Ma (Bpemsi mosyabcopOuuu
cocraiser okoino 0,5-1 waca). O6bem pacnpenenenuss cocrtaBuser okoiao 30-50 1, uro
IPUMEPHO paBHO 00IIEMY 00bEeMY KHJIKOCTH B OpraHu3Me. AHHAYNaQyHTHH B 3HAUYUTEIBHOM
CTENEHHU CBA3BIBACTCS ¢ OeIKaMy 11a3Mbl KPOBH (CTeNeHb cBs3biBaHus > 99 %).

Memabonuzm

Merabonmu3m anuaynadpyHruHa B medyeHM He ycTtaHoBleH. [lockonbky anuaynapyHruH He
ABJISETCA KIMHUYECKH 3HAYUMbIM CyOCTpPaToOM, HHAYKTOPOM HJIH MHTHOMTOPOM H30(epMEeHTOB
nuroxpoma P450. ManoBeposTHO, 4TO aHMAYIAQYHTHH OKa3biBaeT KIMHMYECKH 3HAYUMOE
BIIMSIHHE HA MeTabo/IM3M NpenapaToB, KOTOPBIH MPOUCXOJUT C Y4aCTHEM CHCTEMBI IIHTOXpPOMA
P450.

[Ipu ¢usnonoruyeckux 3HauyeHHsX Temneparypsl W pH anuayragyHruH mnpereprieBaer
ME/UICHHYIO XHMHYECKYIO JIerpajlaliMio, MNpeBpallasich B MENTHA € OTKPBITHIM KOJBIIOM,
JMIIEHHBIH NPOTHBOTPUOKOBOM aKTUBHOCTH. Bpemsi nonypacnaza aHuaynaQyHrHHa MpH
(H3HOIOrHYECKHUX YCIOBHUSIX COCTABIISET NMPUOIH3HTENBHO 24 yaca. In vivo NENTH/L C OTKPHITHIM
KOJIBIIOM T1OCJIE/IOBATENILHO PACIIEIUISETCS Ha JAPYTHe MEeNTHIbI U 3JTHMHHHPYETCS, B OCHOBHOM,
IyTE€M SKCKPELHMH € KETUBIO.

Buvigeoenue

Kmupenc anupynadynrusa cocranser okoiao | n/gac. Ilepuox nomyseiBenenus (Ty,)
COCTaBISIET OKOJI0 24 4acoB., a TepMUHAIBHOE BpeMsl 1o1yBbIBeieHus cocTasiseT 40-50 vacos.
B KJIMHMYECKOM MCCIIEIOBAHUMU C yYacTHEM 3JI0POBBIX JO0OPOBOJIBLEB ¢ PUMEHEHHEM €THHOH
110361 (0KOJI0 88 Mr) MEUEHOro paaMoaKTHBHBIM H3oTornoMm yriepoxa (*C) anuaynadyHruna
YCTaHOBJIEHO, YTO 0K0JI0 30 % BBeJEHHOH J103bl YTUMUHHPOBATIOCH KHIIEYHUKOM B TeYeHHE 9
JIHEH, MPHYEM JI0JI HEM3MEHEHHOro aHujayinadyHruHa cocrasisia menee 10 %. Menee 1 %
BBEJCHHOIO MEUEHOro aHujylayHrMHa BBHIBOAMWIOCH TNoYkamu. Yepes 6 nHeil mocie
MPUMEHEHHs aHuIynagyHIHHA €ro KOHIEHTpAaLMH CHWKAMCh HWXKE Mpejena Orpe/eeHus.
Yepes 8 Hezenb nocsie npuMeHeHus aHuay1agyHIrHHa ero KOHIIEHTPAIli| B KPOBH, MOYE H Kalle

ObUIHM IpeHEOPEeKUMO MaTbI.



Ocobble 2pynnbl nayueHmos

[layuenmul ¢ 2pubKOBLIMU UHGPEKYUAMU

[lo fgaHHBIM  MOMYJNSUMOHHOTO  (hapMaKOKHHETHYECKOro  aHaiu3a  (apMakOKHHETHKA
aHuynadyHrHHa y MalUeHTOB ¢ TPUOKOBHIMUA HH(DEKIMSAMH aHAJIOIMYHA TAKOBOHM Y 3/10pOBBIX
muu. B auanaszone cyrounsix 703 ot 100 mMr go 200 Mr u npu ckopoctd uHQY3uH 1 Mr/mMUH
MakcuMaibHas paBHoBecHass KOHUEHTpauMsi (Cpax) M MUHMMaibHas KoHHEHTpamus (Cpin)
COCTABIISIIOT OKOJIO 7 MI/J1 M 3 MI/JI, COOTBETCTBEHHO, a cpeiHsis paBHoBecHass AUC — okoso 110
mr*uac/i.

Macca mena

Macca Tena nauueHnTa npaKTH4eCKH He BIHseT Ha HapMaKOKMHETHKY aHH1yJadyHIHHA.

Ilon

Konnenrpauuu anuaynagyHruHa B I1Ula3Me KpPOBH 3[0POBBIX MYKYHH H OJKEHIIHH OBLIH
CXOJHBIMH. B HccnenoBaHusiX ¢ HMCIOIB30BAHHEM HECKOJIBLKHX /103 aHuay’ladpyHruHa ObuL1o
MOKa3aHo, YTO y MYXKYMH KIMPEHC aHUIyNadyHIHHA HECKOJIBKO YCKOpEH (NMpUOIU3UTENBHO Ha
22 %).

Ilayuenmul nosxcunozo eo3pacma

Y noxunbIx mojel (mamuMeHTsl B Bozpacte > 65 ner, cpeauuii kimpenc 1,07 n/4ac) no gaHHbIM
MOMYJISIMOHHOTO  (hapMAaKOKHHETHYECKOTO aHalM3a CpeJHHH KIMpeHC aHumayladyHTrHHaA
HECKOJIBKO OTJIMYAETCs OT TAaKOBOTO B JAPYTHMX BO3PACTHBIX rpynmnax (mamueHTsl B Bo3pacte < 65
net, cpeauuii kiaupenc 1,22 n/gac), npu 3Tom KosiebaHus 3HAUYEHUH KIMpeHca aHuaynad yHruHa
OBLTH CXO/IHBIMH.

BHY-uncpuyupoeannvie nayuenmol

Koppekuust  n0o3e1 y  BWUY-uHQHUMpPOBAHHBIX  MAlMEHTOB €  PAa3IMYHBIMH  THIIAMH
AHTHPETPOBUPYCHOM Tepanuu He Tpedyercs.

Iayuenmul ¢ napywenuem gynxkyuu nevexu

AnunynapyHrud He merabonusupyercs B nedeHd. KoHneHTpanus anuaynadyHruHa B Iuia3me
KPOBH Y MALIMEHTOB C HapylieHHeM (QpyHKIMHU neveHu 1000 crenenu TsokecTn (knaccel A, B u
C no xnaccudukammu Yaiina-ITeio) He yBenuuuBaiachk. XOTS y NAlMEHTOB C HAPYLICHHEM
GyHKIMM nedeHH TsDKENOH creneHM TsokecTH (kimace C mo kimaccupukammu Yaiina-I1si0)
Habmoanock Hebombinoe ymenbieHue AUC, 0HO He BBIXOIHIIO 32 pAMKH BEJIMYUH Y 3/I0POBBIX
JI0OPOBOJIBIIEB.

[layuenmol ¢ napywenuem Gynkyuu novex

AunujynagyHruH NpakTHYeCKH He BBIBOAWTCS mnoukamu (kmupeHe < 1 %). B knuHHueckux

MCCIICIOBAHUAX Y MAIMEHTOB C HapylieHHeM (DYHKLHH MMOYEK JIETKOM, CpeaHe, TSOKEION HITH



TEPMUHAIBHON CcTaguu (apMakoKWHeTHKA aHuAynadyHruHa Obula CXOJHOH C TAKOBOW Y
MalUeHTOB C HOPMalbHOW (yHKUHMe# mnoyek. AHUIYTaQyHIMH HE BBIBOIMTCS IMOYKAMH IPH
reMOJINaNIn3e, U €ro MOXKHO IPUMEHSTh HE3aBUCUMO OT BPEMEHH IPOBEJICHHS FeMO/IHAIH3A.
Jlemu

®dapmakokrHeTHKa aHUIy1adyHIHHA U3ydaiach Y 24 UMMYHOKOMIIPOMETHPOBAHHBIX JeTel (0T
2 no 11 ner) u moapoctkoB (ot 12 no 17 ner) ¢ cumnrTomamu HeWTporneHuH. PaBHOBecHOE
COCTOSIHHE JOCTHTaJIOCh B MEpPBbIe CYTKH TOC/E NMpHeMa HAChIMAOMIEH 1035l (MM yIBOCHHOU
MOJUIEPIKUBAIOIEH 03b1), @ paBHOBECHBIE Cynax B AUCs BO3pacTaliv B 10303aBHCUMOM TIOPSIIKE.
[Tocne BBenenus anuaynadyHraHa B CyTOUHBIX nojuiepxuBaomux jgo3ax 0,75 mr/kr/cyt u 1,5
MI/KT/CyT neTsM B Bo3pacte OT 2 10 17 ner cucreMHble rokasarend ObUIH CONOCTABUMBI €
TAKOBBIMH y B3POCIBIX NpH BBeJeHHH aHuayiadyHruHa B jgozax 50 mr/cyr m 100 mr/cyt,
COOTBETCTBEHHO.

@dapmakokuHeTHKa  aHujay’JaQyHruHa — W3yyalacb B HPOCIHEKTHBHOM  OTKPBITOM
HECPAaBHUTEIBLHOM HCCIIEIOBaHUM y 66 manmeHToB AeTckoro Bo3pacta (ot 1 Mecsiua jo 18 ser)
10CJIE€ BBEIECHUS HArpy304Hoil 103bl 3,0 MI/Kr ¥ nojiepxkuBaromei 10361 1,5 MI/Kr B CyTKH.
CornacHo OOBEJIMHEHHBIM JaHHBIM MOMYJISUHOHHOTO (ApMAKOKHHETHYECKOTO aHaiM3a Y
B3pOCJIbIX MAlMEHTOB M JCTeH C MHBA3WBHBIM KaHIMJI030M, BKJIIOYAs KaHIMJIEMMIO, CpeIHHE
napameTpbl IKCNO3UIUH (AUC).24 s 1 Chinss) B PABHOBECHOM COCTOSIHHM Y BCEX MAllMEHTOB BO
BCEX BO3pacTHbIX rpynmax (ot 1 mecsima 10 2 ner, or 2 10 S ner u ot 5 no 18 ner) Obun
COMOCTABUMBI C TAKOBBIMH Y B3POCIIBIX MAIMEHTOB, MOJYyYaBIIMX HArpy304Hyio a03y 200 Mr u
noaepxuparomyo 103y 100 mr/cytku. Kimupenc anuaynadyHruHa, CKOppeKTHPOBAHHBIH 110
macce Tena (n/d4/kr) m oObeM pacnpelesieHHs B PAaBHOBECHOM COCTOSIHUM (JI/Kr) ObuIH

AHAJIOHYHbI BO BCEX BO3PACTHBIX I'PYyIINax.

ITokazanus K NnpuMeHEeHHIO
e  VHBa3uBHBIN KaH/M/103, BKJIIOYAs KAHJAUJAEMHIO Y B3pOCIIBIX U JIeTei oT 1 MecsIa u crapie.

e  Kananmo3 nuumeBo/a y B3pocibiX.

[IporuBonokasanus

e [loBblmieHHass 4YYBCTBHTEIBHOCTH K AaHUAYJAQYHTHHY WIH JPYIHM KOMIIOHEHTaM
npemnapara.

e [loBbimeHHas YyBCTBHTEIBHOCTH K JIDYTHM [IperapataM Kjiacca 3XHHOKAHIHHOB

(HanpuMmep, KacrnopyHTuHY).



C 0CTOpPOKHOCTBIO

Jeticmeue na nevenn

JlaGoparopHble NpHU3HAKKW HapyumieHHs (YHKIUH TMe4YeHH HAOMIONand y 370pOBBIX JIHIl H
MAalUEeHTOB, NPUHUMABIIMX aHuay’tadyHrud. 3Ha4YMTeNbHBbIE HapylieHHs (YHKIHH IeYeHH
HabmoAaIM y TMAalMEeHTOB C CEephe3HbIMM  3a00/IeBaHMSMH, TMOJIYYaBIIAMH Hapsiiy ¢
aHuAyTaQyHIHHOM COMYTCTBYIOIIYIO TEpanuio JAPYrMMH [peraparaMi. bBbUIM  ONMHCaHbI
OTJIE/IbHBIE CITy4aH MEeYeHOYHON HEe0CTATOYHOCTH TSDKENION CTENeHH, rernaTuT WK 000CTpeHue
TEYCHUSI TEYEHOYHON HEJI0CTaTOYHOCTH, OJHAKO CBSI3b JTHX HAPYIIEHHH C NpPHMEHECHHEM
auuaynayHruHa He ycTaHoBleHa. [lalmMeHTBl, y KOTOpBIX pa3BWIach IEYEeHOYHAas
HEJIOCTaTOYHOCTh B HEPHOJ TEpanud aHWAyJaQyHIHHOM, JIOJDKHBI HAXOJUTHCS  T0J
TIIATEIbHBIM KOHTPOJEM, M PEUIeHHE O MPOJOJIKEHUH Teparnuu aHuayladyHrHHOM IOJDKHO

INMPUHHUMATHCS TMMOCIIC OLICHKH COOTHOIICHHUS PUCK-IT0JIb3a.

IIpumenenne npu 6epeMeHHOCTH H B NEPHO/I FPY/AHOr0 BCKAPMJIHBAHUS

bepemennocme

B sKcriepUMEHTANIbHBIX MCCIIE/IOBAHUSX PENPOAYKTHBHAS TOKCHYHOCTH aHuayladyHTrHHA He
BbIsBJICHA. BO3MOXKHBIH pHCK U1 4YelloBeKa Heu3BecTeH. JIaHHBIX KOHTPOJIMPYEMBIX
MCCIE/IOBaHUH O NMPUMEHEHUH aHuayradyHruna y OepemeHHbIX xeHIuH HeT. [Toatomy mpm
OepeMeHHOCTH aHMAynaQyHIHH CJIEAyeT HMPHUMEHSTh, TOJIBKO €CIM OXKHJaeMas I10Jb3a s
MaTepH SIBHO MPEBOCXOUT MOTEHIIMATBHBIN PUCK JUIS I1J10/1A.

[lepuoo epyonoeo 6ckapmaueanus

Ha skcnepuMeHTaIbHBIX MOZENSIX IM0Ka3aHO, 4TO aHMAYJaQyHIHH BBUICISETCS C MOJIOKOM.
Hewn3specTHo, BbuienseTcs MM aHuayIaQyHTHH ¢ IPYAHBIM MOJIOKOM Y JKEHIIMH. Pemenue o
MPOJOJDKEHUH / MPEKpalleHUH Tepanuu aHuIYIadyHIHHOM CIEAYEeT MPUHHUMATh C YYETOM
MOJIb3bl TPYJHOIO BCKAPMIIMBAHUS JUIS peOeHKa W TOJb3bl Tepanuu aHuIyJladyHIHHOM IS

Marepu.

Cnocob npuMeHeHus ¥ 1035l

Jlo Havana tepanuu npenapatoM AHHAYTaQyYHTHH ClIeAyeT MOJYYHTh MaTepual /Ui 1mocesa u
JApYrux 1abopaTOpHBIX HMCCIIENOBAHHH (BKIIOYas TUCTOJOTHYECKOE HCCIIE0BAHHE) IS
BbICIICHUS M uWieHTHuKauuun  Bo3Oyaurens 3aboneBanusi. JleyeHwme mpemapatom
AnusynaQyHruH MOKHO HayaTh JI0 TOJIYYEHHS pe3yJbTaToB JIaDOpaTOPHBIX HMCCIIEI0BAHMIA.
Onnako  mocie  MOMYY4eHHs  OTHX  pe3yJbTaroB  HEOOXOAMMO  CKOPpPEKTHPOBAThH
MPOTHBOIPHOKOBYIO TEPAITHIO.

[Ipenapar AnuynagyHrud BBOJAST BHYTPUBEHHO.

Ckopocth HH(Y3MH HE A0JDKHA IpeBbiuaTh 1.1 MI/MUH, YTO SKBUBAJIEHTHO 1.4 mu/MuH wiu 84




MJ1/yac Juist 103upoBku 100 mr.

MuHuMasIbHas TPOAOIDKATENBHOCTE HHDY3uH — 90 MuH.

B3pocavie nayuenmeoi

WupopManuio Ui NalMeHToB ¢ PeIKO BCTPEYAIOIIEHCs HACIEACTBEHHON HENePeHOCHMOCTHIO
(GpykTO36I CM. B paznene «Ocolble yKazaHHs».

Hnsaszusnulit kKanouoos, 6Kk1104as KAHOUOEMUIO

B nepseie cyTku npenapar Auuayna@yHruH BBOAST OJHOKpaTHO B j03e 200 mr, panee B j103e
100 mr/cyr. IlpoaO/KHMTENBHOCTh JIGUEHHMS 3aBHCHT OT KIMHHYECKOrO OTBETAa IallHEeHTa.
[IpotuBOrprOKOBYIO Tepanmuio cieayeT NMpoaoKaTh He MeHee 14 aHel mociie McYe3HOBEHUS
CHMIITOMOB HH(EKIHUU U IpaIuKaIliU BO3OYIHTES.

Kanouoos nuwesooa

B nepsble cyTku npenapar AuuayiagyHrud BBOAAT OAHOKpaTHO B 103¢ 100 Mr, nanee B no3e 50
mr/cyT. [IpomokKUTeNbHOCTh JIeUeHHMsT 3aBHCHT OT KJIMHHYECKOrO OTBETa MAlMeHTa W
cocTaBisieT He MeHee 14 qHeil, u He MeHee 7 JHel nocie UCYE3HOBEHUS! CHMITTOMOB HH(EKIHH.
Ilpn pucke peumamBa KaHaujo03a nuieBoga y mnauueHToB ¢ BWY-undexumeit cnemyer
OIpe/IeNIUTh HeOOXOAMMOCTh MPOTHBOPELM/IMBHONH MPOTUBOrPUOKOBON TEpamuu mocjie Kypcea
JIeYEHMs aHU Ty 1ayHTHHOM.

Memu (om 1 mecaua u cmapue)

Wudopmannio /uis NamueHToB ¢ peIKO BCTpevaromeics Hac/lIeJACTBEHHOH HENepeHOCHMOCTHIO
(pyKTO3bl M VIS BCEX MALMEHTOB JETCKOro Bo3pacTa Miajie 2-X JeT cM. B pasaene «OcoObie
yKazaHHsI».

Hueaszuenwiii Kanouoo3, 6K1104as. KAHOUOEMUIO

B nepBeie cyTku mnpenapar AHuAynaQyHIMH BBOJSAT OMHOKpaTHO B o3¢ 3.0 Mr/kr (He
npesbimas 103y 200 mr), ganee B jpoze 1,5 mr/kr/cytku (He mnpesbimas o3y 100 wmr).
[Ipo10/KHTEIBHOCTE TIPOTUBOTPUOKOBON Tepanuu OOBIMHO COCTaBIsSeT He MeHee 14 Hei
1ocje MOCJIEJHEro OTPUIATEIbHOrO pe3yibTata noceBa (Onpejessercss Kak BTOPOH U3 JIBYX
TM0CJ/IEIOBATE/IBHBIX MOCEBOB € OTPHULIATENILHBIM PE3YJIbTATOM, Pa3/eIeHHBIX HHTEPBATOM HE
MeHee uyeM 24 yaca, Mocje TMOCHeIHEero MOJOKHUTEILHOrO MOCeBa) M IOCHEe HCYE3HOBEHHS
KJIMHHYECKHX [IPU3HAKOB M CHMIITOMOB MHBA3WBHOTO KaHAMI03a, BKIIOYAs KaHIUIEMHIO.
Ilepexon Ha mnepopaipHBI IpUEM POTHBOrPUOKOBOro mpemapara BO3MOXEH TIOcCie
BHYTPHBEHHOMH Tepanuu aHuyl1adyHrHHOM B TedeHHe kak MUHUMYM 10 aHei. DPheKkTHBHOCT
1 Oe3onacHOCTh aHuAyIa(yHIHHA HE yCTAaHOBIICHA Y HOBOPOXKACHHBIX JieTeit muaauie | mecsia

(M. paszaen «Ocobble yKazaHUs»).



Hucmpykuua no npuzomosienuio pacmeopa 014 uHQy3ui

[Ipenapar AnuaynadyHruH BelyckaeTcs BO (iakoHax Juisi OJIHOKPATHOTO IPUMEHEHMS.
[Ipenapar AuuaynagyHrus cieayeT BOCCTaHaBIMBATh BOJOM /Ul HHBEKIIMH M 3aT€M Pa3BOIUTh
TOJIBKO 0,9 % pactBopom HaTpusi Xj0opuza juis HHQY3Hi Wi 5 % pacTBOPOM JEKCTPO3bI ISt
uHY3Hii.

BHUMAHMUME: CoBMeCTHMOCTE BOCCTAHOBIEHHOIO aHMAYIaGVHIMHA C JIPYTUMM TIpernapaTaMu

U1 BHYTPHBCHHOI'O BBEJICHHS, a4 TAKIKE C paCTBOPaAMHU HEHU3BECTHA.

Boccmanognenue

B acentuyeckux ycnoBusix Bo (pmakoH poGasnstor 30 M1 BOJBI VIS MHBEKIMH M MOJTyYaroT
pacTBop, coAepiKaliuii aHuyNaQyHIHH B KOHIEHTpauu okosio 3.33 mr/mu. Boccranosienue
MOJKET 3aHATh OKOJIO 5 MHHYT.

BoccTaHoBIEHHBIH pacTBOP MOXHO XpaHUTh 1pu Temmeparype 25 'C B Teuenue 24 yacos.

Paszeeoenue u ungyzus

JlekapcTBEHHbIE Ipenaparbl JUlsi apeHTepaJbHOIO BBEJICHHS Eepe1l  BBCIACHHEM CICAYET

NPOBEPATH BHU3YAJIbHO Ha MNPEJAMET HaJIMYUig BHUIAWUMBIX YaCTHIL WM BHIMMOIO OKpallWuBAHUSA

pacTBopa, €CJIH TO3BOJAIOT pacTBOP U €EMKOCTh. HQPI 06H8[2!)K€HHH BAJUMBIX YaCTHIL HJIH

BHIUMOTI'O OKpalnruBaHUs paCTBOP CIACAYET YHUYTOKHUTH.

Bspocnvie nayuenmot

B acenTtuyeckux yCIOBHSX BOCCTAHOBJICHHBIN PAacTBOP MEPEHOCHT U3 (hlakoHa B HH(PY3HOHHBIN
naker (uau ¢uakon), coxepxkamuii 0,9 % pactBop Harpus ximopuzaa uis uHQy3ui wm 5 %
pacTBOp  JEKCTPO3bl Juis HMHY3UH JuIsl  JIOCTHXKEHHMS HeoOXOOMMOM  KOHIIEHTpAlluH
anuaynadynrusa. B tabGnune Huwke npuBeneHbl crnoco0 passeieHus 10 Konuedtpauuu 0,77
MI/MJI  JUIS KOHEYHOTO pacTBopa i HMHQY3HH M HHCTPYKIHH [0 [PUTOTOBIEHHIO
HH(Y3HOHHOTO PacTBOpA.

["oToBBIN pacTBOp JuUid MHGY3IUM cleayeT XpaHuTh npu temneparype 25 'C ¥ MCHolib30BaTh B

TeueHue 48 yacos.

Tabmuna 1 IlpuroroBnenue pactBopa /uist HHPY3Hi

Heobxonumbiii obbem | HeobOxonumbiii | [TonHbiii 00bem Chpipocis MunumanbsHas
Jlo3upoBka | BOCCTaHOBJIEHHOTO o0bem UH(DY3MOHHOTO MPOIOJIKUTEIILHOCTh
pacTBopa pacteopurens* pacTBopa** ey uHpy3un
1.4 Ma/mMun
100 mr 30 mn 100 mn 130 Mn wiu 84 90 Mmun
mJ1/uac

*0.9 % pactBop HaTpus xnopuna s uHGy3ui Wi 5 % pacTBOp AEKCTPO3bl JUIS HH(Y3HI;

**KOHIEHTpalUs pacTBopa /Ui uHQY3Hii cocTasiseT 0koo 0,77 Mr/mi.




Jlemu

Jlnst nerei B Bospacre ot 1 mecsua 10 18 et o6beM HH(y3HOHHOTO pacTBOpa, HEOOXOIUMBIIT

JAJIs1 BBCJACHHSA J103bI, 6yIICT BapbupOBaTbCsd B 3aBUHCHMOCTH OT MacChl Tejla MalMeHTa.

BoccranoBiieHHbIi pacTBOP HEOOXOIMMO JIONONHHTENBHO pa3BecTH 10 KoHuenTpauum 0,77

MI/MJI JUIsl TIOJyYeHHS KOHEYHOro pacTBopa i HH(Y3uH. PekoMeHyeTcs NpHMEHSTH

MPOrpaMMHUPYEMbIH LINPUIIEBOH WM HH(Y3MOHHBIH HACOC.

Ckopoctb uHGY3HH HEe JI0/DKHA NpeBbluarh 1.1 Mr/MHH, 4TO SKBHBaJeHTHO 1.4 MJI/MHH win 84

MJI/4ac TpPU BOCCTAHOBJIEHHH U PACTBOPEHUH COIJTACHO MHCTPYKIUSIM (CM. pasaeibl «Cnocob

npuMeHeHus» U «Ocobble yKazaHHs»).

L,

Heobxoanmo paccunrath 03y julsi MAallMeHTa M BOCCTAHOBHTH COZEp)KMMOE (IakoHa B

COOTBETCTBHH C MHCTPYKIHMAMH 110 BOCCTAHOBJIECHMIO, 4TOOBI 00ECTEUHTh KOHIEHTPALHUIO

pactBopa okosno 3,33 mr/ma (cm. pasaenst «Crioco6 npuMeHeHust M 103bl» U «OcoObie

YKa3aHus»).

Heobxommo paccuntats TpeGyeMblit 00beM (MI) BOCCTAHOBICHHOTO aHU Iy 1A yHIHHA:

e O6wem annaynadynruna (M) = go3a anuaynadynruna (mr) + 3,33 mr/mi

Heobxomumo paccuntats oOmmit o6bem pactBopa (M), TpeGyemoro s obecredyeHust

KOHIEHTPAIMK KOHEYHOro pacTBopa st uHdy3uii 0,77 mr/mir:

e O6umit o6bem pacTBopa (M) = 1032 anuaynadyuruna (mr) + 0,77 Mr/mi.

Heobxoaumo paccuntath o6bem pactBoputesns [5% pacTBOp AeKCTpo3sl s HH(Y3Hi Win

0,9% pactBop HaTpus xjaopuaa uis HHOY3Hi (usHosOrHYecKuii pacTBOp)], HEOOXOXUMBIiA

JUIS TIPUTOTOBJICHUSI pacTBOpa:

e OObem pactBoputenst (Ma) = o6muit 00bem pactBopa (Mi) — 06beM anumytadyHruHa
(™).

B acentuyeckux ycnoBusx HeoOXOmMMO TepeHecTH TpeOyemble 0OBeMBbl (M)

anuaynadynrusa u 5% pactBopa JeKcTposbl it uH(Y3ui uim 0,9% pacTBopa XJopHia

Hatpust Uit uHQy3uit (GusHonormyeckoro pactsopa) B mmpHi i MHQY3HE WM

vH(y3nOHHBIH nakeT (MM (IAKOH), HEOOXOIMMBIN IS BBE/ICHHS.

Hapywenue ¢pynrxyuu nevenu

Y nanueHToB ¢ HapylmeHHeM (QYHKIUH [eYeHH JIETKOi, Cpe/IHEel H TSKEION cTeneHei TsSHKeCTH

(kmaccet A, B wm C mno xnaccupukaumn Yaiina-I1eio) Koppekuwus 103bl npenapara

AnunynadyHruH He Tpebyercs.

Hapywenue ¢pynrkyuu nouex

Y nauueHToB ¢ HapyleHHeM (YHKIHH MOYeK o000l CTEeneHH TSHKECTH, BKIIOYAs MAIHeHTOB,

[TOJTy4aromuXx reMOHaIn3, KOPPEKIHA 1I03bl Ipernapara AHHllyJ'la(b}’HFHH HE Tpe6ye'rcsx.



[Ipenapar MoKeT MPUMEHSATHCS HE3aBUCHMO OT BPEMEHH IPOBEJACHUS FeMO/IHalIn3a.
Ocobwbie epynnbl nayueHmos
VY B3pOCIHbIX MALMEHTOR B 3aBUCUMOCTH OT WX BO3pacTa, 10J1a, Beca, PaCOBOH NMPHHAIEKHOCTH

1 Hamunsi BUY-undexunn koppekuus 103b1 npenapara AHuyIaQyHIuH He TpeOyeTcs.

IToGounoe neiicTue

[To naHHBIM KIMHHYECKUX MCCIIEIOBAHMH HEXelaTelbHbIe SBJICHUS, HaOmonaBmMecs Ha (GoHe
NpUMeHeHus: aHuaynadyHruHa, ObulM ClaObIMM WM YMEPEHHBIMH M PEIKO MPHBOIMIM K
OTMeHEe aHuayIadyHruHa.

CeszanHbie ¢ uH}Yy3uei aHuayraQyHrHHA HeKenaTelIbHbIe SBICHHS BKIIOYATH CHIIb,
KPANUBHUILY, «ITPUITUBBDY, 3y/1, OABIIIKY, OPOHXOCHAa3M U apTepHATBLHYIO THITOTEH3HIO.

YacToTa HeXKenaTelbHBIX SIBJICHUH, NPUBEJACHHBIX HHXKE, H3JI0XKEHAa B COOTBETCTBHH CO
cinenywomeid rpamaumei: wacro (>1/100, <1/10); wnewacro (=1/1000, <1/100); wuacrorta
HEM3BECTHA (JIaHHbIE TTOCTMAPKETHHIOBBIX HCCIICI0BAHMM ).

Hngpexyuu u uneasuu: nevacmo — GpyHreMusi, KoJauT, accounnpoBannsiii ¢ Clostridium difficile,
KaH/IM103, KaHM103 POTOBOM MOJIOCTH.

Hapywenus co cmoponbr obmena e6ewjecmé u nuUmMauus: Yacmo — THIEPTIIRKEMUS,
THNEPKATBIIMEMHUS], TUTICPHATPUEMHS.

Hapywenusi co cmoponst cepoya: nevacmo — GuOpHILISLUS [IPEACEP/IHiA, CHHYCOBAs apUTMHS,
HKETYJ0UKOBast IKCTPACKHCTOMS, OII0Ka 1a paBoi HOXKKHU my4ka ['uca.

Hapywenusi co cmopoHel cocyoog: yacmo — «IPHIHBBDY KPOBH K KOXE IIHIA; HeYyacmo —
TpoM003, apTepuanbHas TUNepTeH3Msl, OLLYIEHHE jKapa.

Hapywenus co cmopousl sceny00yHo-Kume Ho20 mpakma: ¥acmo — aaapesi; Heiacmo — 60Jb B
BEPXHEH 4acTH )KMBOTA, PBOTA, HENPOU3BOJIbHAS JAedeKalus, TOIHOTA, 3a1op.

Hapywenuss co cmoponbl neuenu u icenyesvbi8oosujux nymeu. 4acmo — TOBBIIICHHE
KOHUEHTpaluu  OunupyOMHA, TOBBINIEHWE AKTHBHOCTH  raMma-riyTaMuiaTpaHcdepassi,
menovHoi (ocdaraspl, acnapraTaMuHoTpaHcdepassl, alaHHHAMHHOTpaHChEpassl; Heuacmo —
XoJecTas.

Hapywenus co cmopoHel kpogu u numgamuvecko cucmemvl. 4acmo — TPOMOOLHMTONEHHMS,
KOaryJonaTHsi; Heyacmo — TpoOMOOIIUTO3.

Hapywenus co cmoponst HepeHoll cucmembi. 4acmo — CyJA0POTH, TOJIOBHAs 00JIb.

Hapywenus co cmoponel ckeiemno-mblideqHOol U COeOUHUMETbHOU MKAHU. Heyacmo — 0olb B
CITHHE.

Hapywenus co cmoponbl KodicU U NOOKONICHbIX MKAHEU: 4acmo — Chillb, 3yI; HeYacmo —

KparnuBHHULA, FCHCpaJ'lPBOBaHHblﬁ 3YyA.
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Hapywenus co cmopoHel opeana 3penus: Hevyacmo — OONb B Iia3zaX, HapylIEHHs 3pEHUS,
HEYEeTKOE 3pPEHHE.
Hapywenus co cmoponsl ObixameibHOU CUCMEMbL, OP2AHOE 2PYOHOU KIemKU U CPeOOCMeHUs.:
yacmoma Heuzgecmna — OGpOHXOCHA3M.
Hapywenusi co cmoponbl UMMYHHOU CUCMEMbl. YACMOmMa Heuszeecmua — aHapUIaKTHYECKUM
IIOK, aHa(HIAKTHYECKHE PEaKLIUU.
Obwue paccmpoiicmea u HapyuieHus 6 mecme 66e0enus. Hevacmo — 60Jib B MecTe HHPY3HH.
Jlabopamopmwvie u uncmpymenmanbHble OAHHbIE: 4AcMO — CHHIKEHME YHClia TPOMOOILMTOB,
MOBBIIIEHHE KOHIEHTPAILMM KpeaTHHHHA B CHIBOPOTKE KpOBH, yuiMHeHHe uHTepBana QT Ha
OKI'; newacmo — cHWKeHHE KOHIIEHTPAIIMM MAarHUs U KajJusi B CHIBOPOTKE KPOBH, MOBBIIICHHE
KOJMYEeCTBA TPOMOOILMTOB, TOBBIIIEHHE KOHIEHTPALMM MOYEBHHBI B CHIBOPOTKE KpOBH,
MOBBIIEHHE AKTHBHOCTH aMHJIA3bl, JIANA3bl B CBIBOPOTKE KPOBH, H3MeHeHus Ha DKI'.
B oTuere no 6e30macHOCTH Ha OCHOBE MOJIHOTO KIIMHHYECKOT0 MCCIIEIOBaHUs aHu 1y 1agyHruna
(I u I1I ¢paza, 669 nanueHTOB) ONMUCAHBI CIICAYIOIINE HeXKeTaTeIbHbIE SIBICHUS (4acTOTa BCeX U3
HUX — Hewacto [>1/1000, <1/100]): nelfTponenus, JeHKONEHHUS, aHEMHs, THIEPYypPHKEMHS,
TUIIOKAJIBIIMEMHSI, THIIOHATPHEMHUs, TunoaabOymuHemusi, runodocdaremusi, Bo30YyKIAEHHE,
JICIIMPHIA, CIYTAHHOCTh CO3HAHHS, CJIYXOBbIE TAJLUTIOIHHALMHM, TOJOBOKPYKEHHE, MapecTe3us,
JIEMHMEITMHHU3ALMsA LEHTPAJIbHBIX OTIEIIOB BapoJIM€BAa MOCTA, M3MEHEHHE BKYyCa, CHHIPOM
['nitena-bappe, Tpemop, paccTpoiicTBO 3pHUTEILHOrO BOCHPUSATHS, I[JIyXOTa Ha OJHO YXO,
Guedut, noBepXHOCTHLIH TpoMOO(IEONT, apTepraibHas TMIIOTEH3MUs, THM(BAHTHT, JIUCIIENICHS,
CYXOCTh BO PTY, f3Ba MHIIEBOJA, HEKPO3 MEYECHH, aHIMOHEBPOTHYECKHH OTEK, FMIEpPruapos,
MHAITUs, MOHOAPTPHUT, MOYEYHass HEJ0CTaTOYHOCTb, TIeMaTypus, TMIEPTEPMHUs, O3HOO,
nepudpepuyeckue  OTEKH, peaknuss B  MeCTe BBEJICHHS, [OBBIIIEHHE AKTHBHOCTH
kpeatnH(pochokuHa3bl B CHIBOPOTKE KPOBH, MOBBIIIEHHE aKTHBHOCTH JIAKTATAEIHAPOreHasbl B
CBIBOPOTKE KPOBH, CHH)KEHHE KOJTHUYECTBA JTMM(OIIHTOB.

eTH
besonacHocTe anuaynagyHruHa M3ydaiau B I[POCIEKTHBHOM, OTKPHITOM, HECPaBHHUTEIHLHOM
uccae0BaHuu y 68 nanumeHToB erckoro Bospacta (ot 1 mecsinia 10 18 5eT) ¢ MHBa3HBHBIM
KaHI1/1030M, BKJIOYas KanauaeMuto. [Ipodunb HexenaTenbHbIX SBICHUH y 3THX 68 nanueHToB
JIETCKOro BO3pacTa ObUl aHalOrHuYeH NnpoQuiIo, HabIOZaeMOMy Y B3pOCIBIX ¢ HHBa3HBHBIM
KaH/M1030M, BKJIIOYas KaHIWIAEMHMIO, HO MOOOYHbIE SBICHHS CO CTOPOHBI IICYCHH WU
KETYEBBIBOISIIMX TyTel, B YAaCTHOCTH TMOBBINICHHE AKTHBHOCTH aJaHMHAMHHOTpaHChepasbl
(AJIT) m acnapraramunotpancdepassl (ACT) BO3HMKANM Yy JaHHBIX MALMEHTOB JETCKOTO

BO3pacTa 4allue, 4€M Yy B3pOCJIBIX I[MallHCHTOB. Xorts BEPOATHOCTL HJIM pa3/inivs B CTCICHH
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TSYKECTH OCHOBHOTrO 3a00JieBaHUS MOTJIM CIOCOOCTBOBATH 9TOMY, HO, TEM HEC MCHEEC, HEJIb3s
HCKJIKOYATh TOT (i)aKT. YTO HEXKEJIATC/IbHBIC PEaKIUHU CO CTOPOHBI NMEYCHH M JKEITYEBBIBOISAIINX
ny’reﬁ yamie BCTpE4YaroTCsAs y MAMEHTOB JICTCKOrO BO3pacTa, MO CpaBHEHHIO CO B3POCJIBIMHA

IMalnMuCHTAMH.

[lepenosuposka

[Ipu nepeno3upoBke aHuIyIadyHriHa He0OX0AUMO IPUMEHATh CUMIITOMATHYECKYIO TEPAIIHUIO.
[Ipu ciy4aifHOM OJIHOKPaTHOM BBeJeHMM aHuayitapyHruHa B jgoze 400 mr B KauecTBe
HACBHIIIAIOMIEH J103bI KIMHHYECKH 3HAUMMBIX HEXeIaTeIbHbIX SBICHUH He HaOI0aano0Ch.

Ilpu BBenennu anuaynadyunruna 10 310poBbiM 1006pOBOIIBIIAM B Hackimaromed no3e 260 mr ¢
MOCNHEAYIOMMM J103upoBaHueM 1o 130 Mr B cyTku aHujyra@yHIMH NEPEHOCHIICS XOpOLIO.
J10303aBHCHUMO# TOKCMYHOCTH He BbIsBIeHO. Y 3 U3 10 1006poBosbLeB HabI0aIM Ipexoasiee
OeccMMITTOMHOE MOBBIIIEHHE YPOBHS TpaHCAMUHA3 (MEeHee 3-KPaTHOTO MPEBHIICHUS HOPMBI).

B TeyeHne KIMHHUYECKOTO HUCCIIEAOBAHUS Y JAETei OJMH M3 YUYACTHUKOB MCCIIEIOBAHUS MOJTYyYHII
2 11036l aHuaynadyHrunaa, 9ro cocraBuiio 143% ot oxupaemoi 1036l KiimHU4eckH 3HaYMMBIX
HE)KEJIaTeJIbHBIX PeaKHii 3aperucTpupoBaHo He ObLI0.

AnuaynapyHruH He BBIBOJUTCS TIPH FeMOInaITN3e.

B3zaumopeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeJICTBAMH

JloknMHUYeCKHe WCCIe0BaHus aHMAynaQyHTHHA in Vitro W in vivo, a TakkKe KIHHHYECKHE
MCCIIeIOBAHUS TIOKA3aIM, YTO aHUAyIaQyHIUH HE SBISETCS KIMHHYECKH BaXKHBIM cyOcTpaToMm,
HHIYKTOPOM WM  uHTHOHTOpoM  H3o(epmenToB mmroxpoma P450. HccnenoBanue
JIEKapCTBEHHBIX B3aUMOACHCTBUH MPOBOJIMIIN TOJILKO Y B3POC/IBLIX MALMEHTOB. AHM/1y1a) yHTUH
JEMOHCTPUPOBAJI  HE3HAUUTENIbHYIO BEJIMYMHY [ouevyHoro kiuupenca (< 1%). Ilpu
KOMOMHHPOBAHHOM Tepanmuu BEPOSTHOCTb B3aUMOJEHCTBHUS C JPYTMMH JI€KapCTBEHHBIMH
CpeJCTBaMU MHHMMAaJIbHA.

UccnenoBanus in vitro mokaszain, 4To aHuaynadQyHruH He MeTaboaM3HpyeTcss HTOXPOMOM
P450 yenoBeka WM U30JMPOBAHHBIMU rENATOLUTAMH YEJIOBEKA, U UTO B KJIMHHYECKH 3HAUUMBIX
KOHLUEHTPAUMUAX  aHHAYJTaQyHIMH  TOJBKO  HE3HAYMUTEIbHO  WHIHOMpYeT  aKTHBHOCTh
u3odepmenTon uroxpoma P450 yenoseka (CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19,
CYP2D6, CYP3A).

IIpu oonospemennom npumenenuu ¢ aHUOYIAGYHRUHOM He HADIOOANOCH HUKAKUX KAUHUYECKU
IHAYUMBIX IEKAPCMBEHHBIX G3AUMOOCUCMEUL CO CeOVIOUUMU NeKAPCMBEHHBIMU NPENAPAMAMU.
Luxnocnopun (cyocmpam uzoghepmenma yumoxpoma CYP3A4)

[lpn BBesenun anugynadyHruHa 370poBeIM J00poBosbiiaM B go3e 100 mr/cyt mnocie

Hachimaomen 0361 200 Mr/cyt wiM B KOMOMHALIMM C IHMKJIOCIOPUHOM B o3¢ 1,25 wmr/kr
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nepopaibHO 2 pa3a B CYTKH MKJIOCIIOPHH JIMIIb HE3HAYMTEIBHO BIMSI HAa PaBHOBECHBIE Cpax
anuaynapynruna, oaHako AUC npu stom Bo3spacrana Ha 22 %. WccnenoBanme in vitro
MoKasajuo, 4yTo aHuAyJaQyHTHH He BIMseT Ha MeTa0oiau3M uukiocnopuHa. HabGmonaBmmecs
HE)KeJlaTe/IbHbIe SBJICHUS COBMAJAM C ONMMCAHHBIMH B JAPYIHX HCCJIEJOBaHHSX, IJie U3ydacs
TONbKO aHuaynagyHrun. [Ipu oAHOBpPEMEHHOM NMPHUMEHEHHWH HHM JUIS OJHOIO M3 IpEnaparoB
KOPPEKIIMHU 103bI He TpedyeTcs.

Bopuxonason (uneubumop u cybempam uzoghepmenmos yumoxpoma CYP2CI19, CYP2CY,
CYP3A44)

B uccnenoBanun 17 310poBeIX J00poBOIBIEB Nojayyanud aHuayitagyHrud B gose 100 mr/cyr
nocne Hacwimaromei 10361 200 Mr; Toaeko BopukoHazon 200 Mr 2 pa3a B CYTKH MepopaibHO
nocie Haceimaromed 103el 400 Mr 2 pasa B nepBble CYTKHM; 3aTeM aHuayJdaGyHruH
BopukoHaszon. [lpm stom paBHOBecHBIe Cpay W AUC npu OZHOBPEMEHHOM IPHMEHEHHH
aHuaynayHrMHA W BOPHKOHA30JIa W3MEHSUIMCh He3HauuTeslbHO. [IpM  OaHOBpeMEHHOM
MPUMEHEHUH He TpedyeTcst KOPPEeKIHs J103bl HU /Ul aHu 1y 1ad)yHIHHA, HH /U BOPHKOHA301a.
Taxkponumyc (cybempam uzogpepmenma yumoxpoma CYP3A4)

B uccnenoBanum 35  310poBbIX  0OpPOBOJIBLEB NPUHHUMAIN TaKPOJIMMYC OJHOKpPATHO
nepopaibHO B 703€ 5 Mr, 3areM anuaynadyHrud B go3e 100 mr/cyT nocie yaapHoit 10361 200
Mr; 3ateM — aHuaynadyHrud u takporumyc. PaBHoBecHble Cpax 1 AUC anunynadyHruHa u
TAKpoJIMMyca TpUd  OJHOBPEMEHHOM TPUMEHEHHH HM3MEHSUIMCh He3HauuTenbHo. [lpu
O/THOBPEMEHHOM TIPUMEHEHUHU He TpedyeTcs KOppeKLUs 103kl HU Juis aHuaynadyHruHa, HU JUis
TaKpOJIMMYCa.

JlunocomanwvHulii amgppomepuyun B

DapMakOKHHETHKY aHMyJ1adyHIHMHA U3ydaiu y 27 NalMeHTOB, MoJIy4aBIIkuX aHuay1agyHIuH B
no3ze 100 Mr/cyT, KOTOpbIM Tak)Ke BBOJMIIM JIMIIOCOMANbHBIN amdortepunnd B B g03e 10 5
mr/kr/cyt. TlomynsumoHHBIH (DapMAKOKHHETHYECKHH aHaM3 IOoKa3ajl, 4YTO OJHOBPEMEHHOE
[IPUMEHEHHUE JTUIOCOMAIBHOTO am@oTepuiinHa B He3HAUUTEIBHO BIUAIO HA (PapMaKOKHHETHKY
anunynadynruna. Koppekuus 103el anuaynadyHrusa ve tpedyercs.

Pugpamnuyun (mownwiii unoykmop yumoxpoma P450)

dapMakOKMHETHKY aHHy1adyHIHHA U3yYaid y 27 MalMeHTOB, MOJyYaBIInX aHuayIaQyHTHH B
no3e 50 Mr/cyt wim 75 Mr/cyT, KOTOPBIM Tak)Ke BBOAWIM pudamnuiul B go3e 10 600 mr/cyr.
OnHoBpeMEHHOE NpPUMEHEHHE pHpaMIUIUHA HE3HAYMTEIBHO BIHSIIO HAa (hapMaKOKHHETHKY

anuaynadyuruna. Koppekuus 103el anuaynadgyHrusa e tpedyercs.

Ocobble ykazanus

Jlanuble 0 NpUMEHEHUH aHUyTadyHIHHA Y MTAIMEHTOB C HEHTPONIEHUEH OrpaHHYEHBL.
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Cesizannble ¢ WH(Yy3Hel anuaynagyHruHa HexenaTelbHbIC SBICHUS BO3HHMKAIOT peXke, €CIH
cKopocTh HH(py3uH He npeBbimaer 1,1 Mr/MuH.

[lpy pazBuTHH MOOBIX aHAUIAKTHYECKHUX peaklUuit cieayeT MNpeKpaTuTh TeparHio
aHu1ynaQyHrHHOM M Ha3HAYUTh COOTBETCTBYIONIEE JICUCHHUE.

Ilayuenmoi ¢ HAc1eOCMBEHHOU HENEPEHOCUMOCIBIO (YPYKMO3bI

[TanmenTtam ¢ HacIeICTBEHHON HENEPEHOCHMOCTBIO (PYKTO3bI HE CIIEYET IPUMEHSTH Mpenapar
AnnaynadyHruH, 3a MCKJIIOUEHHEM ClTydyaeB KpaiiHeH He0OX0IMMOCTH.

Jlo HasHayeHus npenapara AHMAyIaQyHrMH HEOOXOAMMO Yy KaXa0ro namueHta coOparb
noApoOHbIH aHAMHE3 OTHOCHTEJIBHO CHMIITOMOB HACJIeICTBEHHON HENMEPEeHOCHMOCTH (PPYKTO3bI.
HacnencTBeHHass HENMEpPeHOCHMMOCTh (PYKTO3bI elle MOXeT ObITh He IHarHOCTHpOBaHA Yy
MJIAJICHLIEB U JIeTel B Bo3pacTe miuaje 2 jer. JlekapcTBeHHBIE npenaparbl Il BHYTPUBEHHOTO
BBEJICHHs, cojepkaimue (pyKTo3y, MOryT ObITh OHNACHBIMH JUIS JKH3HH [IAlMEHTOB ITOH
KaTeropuu, U MX HE ClIeyeT NMPUMEHSTh 3a UCKIIIOYEHHEM CITydyaeB, KOT/la CYIIECTBYeT OCTpast
KJIMHUYeCKas HeOOXOAMMOCTb, UIIH OTCYTCTBYIOT aJIbT€PHATHBHBIC METO/IbI JICUCHHMS.

Jlemu

He pexomenayercss nmpuMmMeHeHHe aHuAyla@yHTHHA y HOBOPOXKIACHHBIX 10 1 Mecsua. [lpu
IIPUMEHEHHUH Y HOBOPOXK/IEHHBIX HEOOXOJMMO YUMTHIBATH JICUEHHE PACIpPOCTPAHEHHOTO
KaH/M103a, B TOM uucie ueHtpaibHoi HepBHOH cuctembl (L[HC). Jloknmuuuueckue Moaenu
MH(EKIMH TOKa3bIBAIM, YTO JUIS JOCTHIKEHUS aJIeKBAaTHOIO NMpOHUKHOBeHus npenapara B [[HC
HeoOXommMbl Gojiee BBHICOKME J103bl aHWAyJa(yHTHHA, YTO NPUBOJUT K BO3JeicTBHIO Oolnee
BBICOKHX /103 mosmcopbara 80, KOTOpBIH sABISETCS BCIIOMOTATEIbHBIM BEIIECTBOM B COCTaBe
npenapata. Kak cooOmaercss B JIMTepaTypHbIX HCTOYHHKAX. BBICOKHE J03bI MOJIHCOpOATOB
CBSI3aHBI C PA3BUTUEM MOTEHIMAIBHO OMACHOM JUIsl )KU3HH TOKCHYHOCTH Y HOBOPOIK/ICHHBIX.
Juogpunuzam

JInopunmmzar MOKHO XpaHUTh B TedeHne 96 uacoB mpu Temmeparype 25 'C, 3areM ero Hauo
CHOBA MIOMECTUTH B XOJIO/IUIbHHUK.

Bocemanoenennwiit pacmeop

BoccTaHOB/ICHHBIH PacTBOP MOXHO XpaHuTh npu Temneparype 25 ‘C B Teuenue 24 4acos.
Xumunueckas U Gpusnueckas cTabUIbHOCT BOCCTAHOBICHHOTO pacTBOpa cocTaBiseT 24 yaca mpH
temmneparype 25 C.

C MUKpOOMOTOrHYECKOH TOYKH 3PEHHUSI NPU IPUTOTOBICHHH W XPAHEHHH B aCEeNTHYECKHX
YCJIOBUSIX BOCCTAHOBJICHHBIH pacTBOP MOXKHO MPUMEHATH B TeUeHHE 24 4acoB MPH TeMIIepaType
25.C.

Pacmeop ons unghyzui
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PactBop mns wH(QY3uii MOXHO XpaHuTh 48 uacoB mpu Temmeparype 25 ‘C WiIM XpaHHUTh
3aMOPOKEHHBIM B TeyeHue 72 yacoB. XUMHUecKas ¥ pu3uyeckas cTabMILHOCTh HHPY3HOHHOTO
pacTBopa coctasisier 48 yacos npu temmneparype 25 C.

C MHUKpOOMOIOrHYeCKOH TOUKM 3pPEHUS NPH NPUTOTOBICHUHM W XPAHEHMH B aCENTHYECKHX
ycloBusX nmpu Temmnepatype 25 ‘C pactBop uist HH(Y3Hii MOKHO IPUMEHSATH B TeueHHe 48 yacos
IOCJIE IPUTOTOBJICHUS.

Dapmayesmuyeckas HeCOBMeCMUMOCMb

PactBop mpenapara AuuaynadyHrHH He cleayeT CMEIIWBaTh WM BBOJIMTH OJHOBPEMEHHO C
JIDYTHMHU IIpenapaTaMyi Wi JIEKTPOJIMTaMH 3a uckiodeHueM 0.9 % pactBopa HaTpHs XjopHjaa

quist uHGy3ui (9 mr/mi) wim 5 % pactBopa aekcTpo3sl ais uHdy3uit (50 mr/mi).

Bausinue Ha cniocoOHOCTH YNPaBJAATH TPAHCIOPTHLIMH CPEACTBAMH H MEXaHH3MAMH

JlaHHBIX O BIMAHUM aHUIyTa(yHIHHA HA CIIOCOOHOCTH YNPABIATH TPAHCIIOPTHBIMHU CPEICTBAMH
M MEXaHM3MaMH HeT. B CB3M C BO3MOXKHOCTBIO Pa3BHTHSI HApyUIIEHHH CO CTOPOHBI HEPBHOM
CHCTeMbI (TOJOBOKPY)KEHHE, CYAOpPOTH, HapyIIeHHs 3PUTEIBHOrO0 BOCIPHATHS) Ipenapar
AHuynaQyHIMH CIIEAYET ¢ OCTOPOIKHOCTHIO IPUMEHSTH JIMIAM, YIPABJISIONMM TPAHCTIOPTOM U
3aHUMAIOLIMMCS BUJIAMH JISITEIbHOCTH, TPEOYIOIMMH MOBBILIEHHON KOHIIEHTPAIlMd BHHUMaHUS

¥ OBICTPBI ICHXOMOTOPHBIX PEaKIHii.

®opma BbINyCKa

JInopunusar uis NPUrOTOBIICHHS KOHLEHTpAaTa Ul TPUTOTOBJICHUS pacTBopa Ui HH(Y3HUi,
100 mr.

KomuuecTBo mnpenapara, coorBercTBytomee 100 wmr anwaynapyHraHa, Bo (uakoHsl u3
OeclBETHOrO CTEKJIa MEepBOr0 TIHIPOJUTHYECKOTO0 Kjacca, TIepMEeTHYHO YKYNOpEHHbIE
PE3MHOBBIMH MPOOKAMH M 3aKPBIThIE KOJINAYKaMH aTFOMUHUEBO-TIIACTHKOBBIMH.

[To 1 ¢hnakony BMecTe ¢ HHCTPYKLMEH 110 PUMEHEHHUIO B MTAYKY KAPTOHHYIO.

YcaoBus XxpaHeHus

JInodummsar xpaHuTh npu Temneparype ot 2 10 8 °C.
BoccranoBneHHbIH pacTBOp XpaHUTH IIPH TeMiieparype 10 25 °C.
PactBop ms uudy3uii Xxpanuts npu Temmneparype 1o 25 °C.

XpaHHTb B HEJAOCTYITHOM JJIst JIETe MecTe.

Cpok roanocrn
Jinoummsar - 2 rona.
Boccranosnennsiii pactBop — He Oosiee 24 yacos.

PactBop s uH}y3uit — He Oosee 48 gacos.
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He IIPUMEHATH 110 HCTEYEHUH CPOKA I'OTHOCTH, YKa3aHHOI0 Ha YIIaKOBKE.

YcaoBus ornycka

Otmyckator 1o peuenty.

Biajesen perucrpanuonnoro ynocrosepenns / Opranusanus, NpHHUMAIOMIAsi NPeTEH3HH
norpedbuTeei

000 «Axkcens®apmy», Poccus

IOpunnaeckuii anpec: 140237, MockoBckast o6acth, BockpeceHckuit paiion, ceno
bapanosckoe, ynmuna Llentpansnas, gom 131 nomemenue 4.

Ten.: +7 (495) 773-08-24

e-mail: info@axelpharm.ru.

IIpousBoauTenn

00O «OnxoTaprer», Poccus

IOpumnyeckuit anpec: 109316, r. Mocksa, Bosnrorpajackuit npocrekr, 1. 42, kopn. 24, KoMHaTa
21.2.

Ten: +7 (495) 233-01-38

e-mail: info@oncotarget.pro

www.oncotarget.pro

Anpec nipou3sBoacTBeHHOM momanku: 109316, ropox Mocksa, Bonrorpaackuit npocrnexr, 1.42,

Kopi. 24.

3amMecTUTENb I CHEPAJIBHOI'O

mupektopa OO0 «Axcens®@apm» .M. Bonkos
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