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MHWHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOM ®EJIEPALIMU

MHCTPYKLIMUA
[10 MEAHULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOTI'O TTPETTAPATA

OJIYKOHA30.1

Peruncrpaunonnsiii Homep:

Toprosoe nanmenoBanue npenapara: OaykoHaszon

MezxayHapoanoe HenaTeHTOBAHHOE HJIH T'PYNITHPOBOYHOE HAMMEHOBaHHeE: (ITyKOHA30
JlexapcrBennas dopma: pactBop ais uHdy3uit

Cocras Ha 1 mur:

Heiicmeyiowee sewgecmeo:

®yKoHa30.1 -2,0 mMr

Benomozamenvnvie eewecmea.

Harpus xnopun -9,0 mr
Boja ais uHbeKLUui -n0 1 mn
Onucanue

[Tpo3paunslii, 6ecLBeTHBII pacTBOp.

®apmakoTepaneBTHYeCKasi rpynna: npoTUBOrpuOKOBbIE Mpenaparbl s CHCTEMHOIO
NPUMEHEHMUS, TPOM3BOHbBIE TPUA30Ia.

Koa ATX: J02ACO1

®apmako/0ruyecKne cBoiicTBa

Dapmakoounamuxa

@J1yKOHa30J1, TPHA30JIbHOE MPOTHBOIPMOKOBOE CPEACTBO, ABJISETCS MOLUHBIM CEJIEKTUBHBIM
MHrMOMTOPOM CHHTE3a CTEpPOJIOB B KJIETKE rpUbOB.

Ero ocHOBHOW MexaHu3M JeHCTBMA 3aKiio4aeTcs B MHMMOMPOBAHMM OMOCPELOBAHHOM
rpubKoBeIM  LUTOXpOMOM  P-450  peakuuu aemertunupoBanus  14-anbda-naHoctepona,
ABNAIOIIEHCS KIOYEBbIM 3TanoM GuocuHTe3a sprocteposna B rpubax. Hakonnenue 14-anbda-
METHJICTEPOJIOB KOpPpeMpyeT ¢ MOociaeaylowei norepeit sprocrepona, BXOASILEr0 B COCTaB
KJIeTO4HOM MeMOpaHbl rpuboB; 3TOT MPOLECC BO3MOXKHO JIEXKUT B OCHOBE MPOTUBOrPUOKOBOTO
neiictBus daykonazona. [TokazaHo, 4To ¢aykoHason Gosiee CENEKTHBEH MO OTHOLIEHHIO K
(epmentam cemeiicTBa uuToxpoma P-450 rpuGoB, YeM MO OTHOLIEHHIO K pPa3IH4HBIM
(depmeHnTam cemeiicTa uuToxpoma P-450 miekonuTaommx.

®aykoHason o0671a4aeT BbICOKOH CNeUUPUYHOCTBIO B OTHOLIEHMUH TPUOKOBBIX (JEPMEHTOB,

3aBUCHMBIX OT uurtoxpoma P450. Tepanus ¢nykonaszonom B ao3e 50 Mr/cyT B TeueHue 10
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28 nHell He BIMAET Ha KOHLEHTPALMIO TECTOCTEPOHA B MTa3Me KPOBH y MYXYHUH WIIH
KOHLCHTPALIMIO CTEPOM/IOB y JKEHLUMH AETOpoAHOro Bo3pacta. Mmykonason B goze 200-400
MI/CYT HE OKa3bIBAET KIMHMYECKH 3HAYNMOTO BIMAHMS HA YPOBHM HIONEHHBIX CTEPOMIOB M UX
PEAKLHMIO HA CTUMYJIALMIO apEHOKOPTHKOTPONHOro ropmona (AKTI) y 310poBbIX MyxKuMH-
nobpososnbues. MccnenoBauus  B3auMOAEHCTBUS C  aHTHIMPHHOM NoKasajiu, YTO HH
OHOKPaTHbIA, HH MHOTOKpaTHbIA TpueM 103 (aykoHasona no 50 Mr He BAMSET Ha ero
meTabosn3m.

3asucumocmy napavempos Gapmaroxunemuxu u papmarodunamuxu

B mccreoBaHusAX Ha KMBOTHBIX BbIAB/IEHA 3aBMCHMOCTH MEXY 3HAYEHMAMM MHHUMATbHOMN
uHrubupyroweit  kouuentpaumd  (MUK)  u  5pdeKTHBHOCTBIO B OTHOLICHHHM
SKCIIEPUMEHTAIbHBIX MHMKO30B, 00ycioBieHHbIX rpubkom pona Candida. B kiuHuueckux
MCC/ICI0BAHUAX MMEJI0 MECTO MPAKTUYECKH JIMHeHHOoe oTHoweHne 1:1 mexay AUC u no30it
(ykonasona. CyiuecTByeT XoTs W mpsmas, HO HEMOIHAS B3aMMOCBS3b MEXY MnoKasaresieMm
AUC wunu 1030# M yCrewHbIM KIMHMYECKMM OTBETOM KaHMI03a POTOBOH MONOCTH M B
MEHbIIEH CTENeHW KaHAMIAEMMM Ha Tepanuio. AHAIOrMUHBIH METON JIeYeHHs B MEHbIUEit
CTEMEHHU MOAXOAMT AN JieueHUS HMH(EKUMH, BbI3BAHHBIX LITAMMaMH C BbiCOKOH MUK
bnykoHnasona.

Muxpobuonozun

DyKOHa30/1 MPOAEMOHCTPUPOBAJ MPOTHBOIPUOKOBYIO AKTMBHOCTb M Vilro B OTHOLIEHMH
HanGosiee pacnpocTpaHEeHHbIX B KIMHUYECKON NpakTHKe BUAOB rpubka Candida (Bkmouas C.
albicans, C. parapsilosis, C. tropicalis). Jins rpu6os popa C. glabrata w C. guilliermondii
MHHMMasIbHas WHrubupyrowmas konuenTpauus (MUK) daykonaszona ssasercs 6onee BHICOKOI,
B TO Bpems kak C. krusei MMeeT NpPUPOAHYIO YCTOMYMBOCTH K (piykonasony. HenaBo
nosiBMBLIKECS BU/bI rpuOKa C. auris OTHOCUTENBHO YCTOWUMBbBI K BO3AEHCTBUIO (hilyKOHa3ona.
YcTaHoB/IeHa TaKKe aKTMBHOCTB (hiiyKoHa3ona in vitro B otHowenuu Cryptococcus neoformans
u Cryptococcus gattii, a Taxxe NPOTUB SHAEMHUYECKHX [UIECHEBbIX rpubkoB Blastomyces
dermatitides, Coccidioides immitis, Histoplasma capsulatum w Paracoccidioides brasiliensis.
[Ipn BHYTpMBEHHOM BBeJeHMHM (IYKOHA30/ MpPOSBISAET AKTMBHOCTH HA Pa3IM4YHBIX MOIEAX
rpUOKOBBIX HMH(pEKUUH y XMBOTHBIX. I[IposeMOHCTPUpOBaHA AaKTMBHOCTH Mpenaparta Mpu
ONMOPTYHUCTHYECKUX MHKO3aX, B TOM uuciae Bbi3BaHHbIX Candida spp. (Bkmouas
FeHEepalM30BaHHbIH KaHAWA03 y XXMBOTHBIX C TMOAABIEHHBIM MMMyHHUTeTOM); Cryptococcus
neoformans (BKkno4as BHyTpuuepenHsie uHbekuun); Microsporum spp. w Trychophyton spp.
YcTaHOBeHA TakKe aKTHMBHOCTb (yKOHA3071a Ha MOJENSX OHAEMUYECKMX MHMKO30B Y
KMUBOTHBIX, BKJIIOYas MH(EKUNH, Bbi3BaHHbIe Blastomyces dermatitides, Coccidioides immitis

(Bxymovas BHyTpuuepenublie undexunn) u Histoplasma capsulatum y »MBOTHBIX ¢ HOPMabHBIM
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H MOJABJIEHHBIM UMMYHHUTETOM.

Mexanusmor pazeumus pesucmenmmnocmu k hnykonasony

Y obbiyHO BocpuMMuMBLIX BUAOB Candida waubosnee uacto BCTPEYaIOIIMHCH MeXaHU3M
YCTOHYMBOCTH BKJIIOYAET LEJI€Bble (EPMEHTBI a30/10B, KOTOpblE YYacTBYIOT B GHOCHHTE3E
sprocteposnia. MexaHU3M PE3MCTEHTHOCTH CBSI3aH CO CHWKEHHOM 4yBCTBHTEBHOCTBIO
(hepmMeHTa-MHUUIEHH K MHIMOMpYIOLIEMY BO3jeicTBHIO (ykoHa3ona. TouedHbie MyTalUHu B
reie ERGI1, koaupytouem ¢epmMeHT-MHULIEHb, NPUBOAAT K BHAOW3MEHEHMIO MMIUEHH M
CHIKEHUIO addUHHOCTH K asonam. YBenuuenne skcrpeccun rena ERGI1 mpusomut k
MPOAYKUMM BBICOKMX KOHLEHTpPaUMi (epMeHTa-MHILEHH, 4YTO CO3haeT MoTpebHOCTL B
YBEJIHYCHUN KOHUEHTpaUuMu (IyKOHa301a BO BHYTPMK/IETOYHOW JKMAKOCTH AJS MOAABJICHMS
BCEX MOJIEKY]1 (hepMeHTa B KIIETKe.

BTopoii 3HauMTeNbHbI MEXaHM3M PE3UCTEHTHOCTH 3aKIIOYAETC B AKTHBHOM BbIBEAEHUM
(aykoHa3ona M3 BHYTPHMKIETOYHOTO MPOCTPAHCTBA MMOCPEACTBOM AKTHBALMM JABYX THIIOB
TPaHCMOPTEPOB, YYaCTBYIOLIMX B aKTHBHOM BbiBeAeHUH (3 ptokce) npenapatos u3 rpuGKoBoit
KieTkH. K TakuM TpaHCrnopTepaM OTHOCHTCS IVIaBHbIM MOCPEAHMK, KOAMPYeMblit renamn MDR
(MHOXECTBEHHOM J1I€KapCTBEHHON YCTOWYMBOCTH), M cynepcemeiicTBo ATd-cBA3bIBAIOLIEH
KacceThl TpaHCIopTepoB, Koaupyemoe reHamu CDR.

['mnepakcnpeccust rera MDR NpHBOAMT K PE3UCTEHTHOCTH K (JyKOHA301y, B TO e BpeMs
runepakcnpeccus renoB CDR MOXET NPUBOAUTE K PE3UCTEHTHOCTH K PasjIMyHBIM a301aM.
Pesuctenthocts k Candida glabrata o6biuH0 onocpesoBana runepakcnpeccueit rena CDR, uto
MPUBOJUT K PE3UCTEHTHOCTH KO MHOIMM a3onaM. [[is TeX TaMMOB, Y KOTOPbIX MHHUMAaJIbHas
uHrubupyrowas kouuentpauus (MHK) onpenensercs kak npomexyrounas (16-32 wmr/n)
PEKOMEH/1yeTCs MPUMEHATb MaKCHMalbHble 103bl (1yKOHA30/a.

Candida krusei cnepyer paccMaTpuBaTh Kak Pe3MCTEHTHYIO K (uiykoHa3ony. MexaHu3m
PE3MCTEHTHOCTH CBA3aH CO  CHMXKEHHOHW  4yBCTBMTEJIBHOCTBIO  (hepMEHTa-MHUILEHH K
MHrUOMpYIOIIEeMY BO3JEHCTBHIO (IyKOHa301a.

Ilozpanuunvie 3navenus vyscmeumensHocmu

[TorpanuyHble 3HaUeHHUs YyBCTBUTENLHOCTH (cornacHo EUCAST)

OcHoBbiBasCh Ha aHann3e papMakoKMHeTHYeCKuX/papmakoanHamuueckux (OK/DJI) naHHbiX,
UYBCTBUTENBHOCTH in vitro n KnuHudeckoMm oteere, EUCAST-AFST (EBponeiickuii komurer
Mo Onpeje/eHuI0 YyBCTBUTEIBHOCTH K AHTHUMMKPOOHBIM MpenapataM — MOAKOMMTET 10
OMpEe/e/ICHHIO YYBCTBUTENILHOCTH K NPOTHBOrPMOKOBBIM MpenapaTtam) ONpeaeNn rpaHuiibl
YYBCTBMTENBHOCTH K (aykonazony ans BuaoB Candida (nokyment «EUCAST Fluconazole
rational document (2013 r.)» - pepakuus 2; EBponeickuii KOMHTET MO OMNpeaeneHUIo

YYBCTBUTEJIbHOCTH K aHTHMHKp06HbIM npenapataMm — TMOAKOMUTET T[O ONpPEACICHUIO
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HYBCTBUTEJILHOCTH K NpPOTHBOrpMOKOBBIM Npenapatam, (1okymeHT «Tabauipl MOrpaHM4YHbIX
3HAYEHNH 4YBCTBUTEJBHOCTH IS MHTEPNpETaLMH 3HauYenuii MUK (2018-02-12)» - penakuus
9.0). INorpannunbie 3HaueHns GbLTM pasjeeHbl HA He OTHOCSLLMECH K BU/1aM, KOTOpbIE Obiu
OMpPEAC/ICHbl  MPEUMYLIECTBEHHO HA OCHOBaHMM fAaHHbIX OK/DJ] u He 3aBUCAT OT
pacnpenenenns MUK a1s KOHKPETHBIX BMAOB, M CBSI3aHHBIE C BHAAMH, KoTopbie HaubGonee

4acTo BbI3BIBAIOT MH(EKLUMH y Mofel. DTi norpaHuyHble 3HAUEHHS NPECTABECHD! B TaBIULE

HHIKE.

[Tpotusorpu | I'paHuubl 4yBCTBUTE/NBHOCTH, KOTOpble 3aBMCAT OT BMAA ["pauuLbl

OKoBbIE B0o30yaurens (Y</P>) B mr/n 4YBCTBUTEJIbHOCTH,

npenaparsl KOTOpbIe He

3aBUCAT OT Buaa’

Y</P> B mr/n
Candida | Candida Candida | Candida Candida
albicans | glabrata krusei parapsilosis | tropicalis
DnykoHazon 2/4 0.002/32* — 2/4 2/4 2/4

Y — 4yBCTBUTENbHBIH; P — pe3sucTeHTHBbII.

A — rpaHULBbI 4yBCTBUTEILHOCTH, KOTOPBIE HE 3aBHCAT OT BUIA BO30yauTens, ObUin onpeaeneHbl
NPEHMYILIECTBEHHO Ha OCHOBaHMW AaHHBIX MK/DJ] u He 3aBucaT oT pacnpeaenenus MUK
KOHKPETHBIX BU0B. OHM NpeiHasHaueHbl HCKIIIOUHTENBHO MUIS MPUMEHEHHUA 1A OPraHH3MOB,
KOTOpbIE HE UMEIOT CeUUpUIECKOro NOrpaHHYHOrO 3HAYEHHUS.

[Ipouyepk — He pekoMeHIyeTCs MPOBOAMTH MCMBITAHMA HA YyBCTBUTENbHOCTD, MOCKObKY
AaHHBIH BUJL 110X MOA/AETCA Tepan1y yNOMSHYTbIM JI€KapCTBEHHBIM MPEnapaToMm.

* 3HauuTenbHOe uucno uHdexumii Bbizanbt C. glabrata, ans KoToporo 3xavenns MUK
rykoHasona cocTaBasioT 2-32 Mr/1 MpM  OTCYTCTBMM MEXaHM3MOB DE3MCTEHTHOCTH.
[TockonbKy cyiuecTByeT Mano JIeKapcTBEHHbIX CPEACTB, MOAXOAAUIMX 15l JeueHus HHeKLuil
MOYEBBIBOALIMX MyTeH ¥ HHDEKUMH CM3NCTBIX 060/104EK, NOATEKALIMX JEHEHHIO B YCIOBUIX
MEPBUYHON MEAMLMHCKOA noMmowM, (iykoHason MoxeT ObiTh MOAXOASUMM BbiGopom. B
ciydasX, Koraa (uyKOHa30Nl SBASETCA €IMHCTBEHHBIM JOCTYNHBIM MPOTHBOrPUGKOBBIM
CPeACTBOM Ans JiedeHus uHpekund, sbizBauublX C. glabrata, moxer notpeGoBaThes
npumeHenue Gonee BbICOKOH 103kl npenapata. HeaocTaTouHo A0Ka3aTeNbCTB TOrO, UTO
ClCAYIOWME IITAMMbl ABIAIOTCA XOPOWIMMM MHMIUEHAMHM JUis Tepanuu (iykonaszonom: C.
dubliniensis, C. guilliermondii.

ITozpanuunvie snavenun wyecmeumensrocmu (coanacno kpumepusm HKJIC)

[Torpauuytble 3Hauenus uyscrBuTenbHOCTH (Y), npusHanuble MHcTHTyTOM KiMHMueckux u
Jlaboparopupix Cranpaptos (MKJIC), onunakosel, 3a uckmouenvem una C. glabrata, pas

KOTOpOro HE€ YCTaHOBJEHbI MOrpaHU4YHbIE 3HA4YeHUs Y, TOJBKO IMMPU3HAHO TOrpaHU4yHOEe
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3HayeHHe u/l3 (4yBCTBMTENbHBIN 10303aBHCUMBIN) <32 wmr/1. UKJIC Takke onpeaenser
norpauu4Hoe 3Havenue 4/l3, pasHoit 4 mr/n, ans sunos C. albicans, C. parapsilosis n C.
glabrata, v >8 Mr/n Kak 3HaueHMe pPE3MCTEHTHOCTH (P) ans stux tpex BumoB (MHcTHMTYT
Knuuuyecknx  u  JlaGoparopusix  CranaapToB (MKJIC). HopmaruBHble mnoka3aTeu
OMpe/eNeHUs NPOTHBOrPUOKOBON 4y BCTBUTEILHOCTH MIECHEBBIX MPUOKOB. 1-if Boinyck. MKJIC
nononHerne M60 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]). UucTuTyT
Knnnnyeckux u JlaGopatopusix Crannapros, 950 Bect Banu Poyn, Crout 2500, Baiine,
[lencunpBanus 19087 CILA, 2017).

llozpanuunvie 3navenus yyecmeumenvHocmu co2nacHo kpumepusm FDA (Tpe6osanus FDA
CLUIA ons USPI)

Food and Drug Administration (FDA) Coeaunennpix IlltaTos AMEPHUKH TMpUHUMAET
norpanuynpie 3Hauenus Y wu P UKJIC; xora He wucnonbsyer Tepmuuonormio ull3 u
paccMaTpUBAET 3TH 3HAYEHHUSA KaK «1poMexyTouHbie» (1)

(https://www.fda.gov/STIC).

DapmakokunHemuka

®apmaKkOKMHETHKA (yKOHA3071a CXOAHA MPH BHYTPUBEHHOM BBEJCHMM W MpHEME BHYTpb.
KonueHnTpauus B njiasme KpoBM NponopuuoHanbHa 103e M A0CTUraeT MakcuMyma (Cmax) Yepes
0,5-1,5 4 nocsne npuema ykoHazona HAaTOWAK, @ MEPHOJ MONYBbIBEACHNS COCTABIAET OKOIO0
30 4. 90 % paBHOBECHOH KOHUEHTPALMK JOCTHIAIOTCS K 4-5-My JHIO MOCie Hauana Teparuu
(Npu MHOrOKpaTHOM NpHEMe Mpenapara OJuH pa3 B CyTKH).

BBenenue ynapHoi 103bl (B 1-if JeHb), B 1Ba pasa npesblwarowieil 06bMHYIO CYTOUHYIO 103y,
A€NaeT BO3MOXKHBIM JAocTikKeHHe 90% paBHOBECHON KOHUEHTpauuu ko 2-my aHio. O6bem
pacnpezenenus npubamxaercs K oblieMy copepKaHuio BOAbl B opraHusme. Csi3biBaHHE C
Genkamu nna3mel KpoBu - Hu3koe (11-12 %).

®i1yKOHa301 XOPOLIO MPOHMKAET BO BCE JKMAKOCTH opraHu3ma. KoHLeHTpaluu ¢ykoHasona B
CJIIOHE ¥ MOKPOTE CXO/HBI C €ro KOHLUEHTPALMAMM B M1J1a3Me KPOBH. Y MALUEHTOB C rPUOKOBBLIM
MEHHUHIUTOM KOHLEHTpauuu (yKoHa3osla B CIMHHOMO3rOBOH JKMAKOCTH COCTABJSIOT OKOJIO
80% OT ero KOHUEHTpaLMii B 1J1a3Me KPOBH.

B porosom cnoe, snuaepmuce, aepMe M MOTOBOM JKMAKOCTH [OCTHUFAIOTCS BBICOKME
KOHLEHTPALIMHK, KOTOPbIE MPEeBbILAIOT ChIBOPOTOYHbIE. DITYKOHA30/1 HAKAMINBAETCS B POrOBOM
cnoe. [Ipu npueme B 103e 50 Mr oauH pa3 B CyTKH KOHLEHTpauus ¢uiykoHasona uepes 12 aueit
cocraBiseT 73 MKI/r, a yepe3 7 aHelt nocne mpexpalleHus Je4eHus — Tobko 5,8 Mkr/r. ITpu
npuMeHeHUH B 103e 150 Mr oauH pa3 B HeZle/io KOHUEHTpauus ¢JiyKoHa30j1a B pOroBoM c/10e Ha

7-# neub coctaBaser 23,4 MKr/r, a uepe3 7 AHeii noce npuema BTOpoit 103bl - 7,1 MKI/T.
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[Ipenapat BBIBOAMTCA, B OCHOBHOM, MOYKAMHM: npumepHo 80 % BBeaeHHON 103bI
OOHapyxHBaeTCs B MOue B HeM3MeHeHHOM Buae. Kiupenc diykonazona MpONOpLUHOHANIEH
KIMpeHCy KpeaTuHnHa. LIMpKyaupyiowiie MetabonuTsl He 06HapyKeHbI.

JAMMTebHEIA NEPHOA MOMYBBIBEACHHA W3 I1a3Mbl KPOBM MO3BOJAET MPUMEHSTH bnykoHazon
OJIMH pa3 B CYTKH WIIK OJIMH pa3 B HEJEJIO - MPU APYTUX MOKA3aHUAX.

B xoze ncenenoanus papMakoKMHETHKH ¢ ydyacTveM 10 XKEHIIMH, BPEMEHHO WIH MOJHOCTHIO
NPEKPATUBLUMX KOPMJICHHE IPY/bIO, OLUEHHBAIM KOHUEHTpaLMIo (i1yKOHa30/a B M1a3Me KPOBH
W TPYyZHOM MOJIOKE B TeueHHe 48 4yacoB mocne oaHOKpaTHOro npuema 150 mr daykonasona.
®rykonason Obll 06HapyKeH B PYAHOM MOJIOKE B cpejHeil KOHUEHTPALMH, COCTABAAIOLIEH
npubnusutensHo 98% oT KoHUeHTpauuu (iyKOHasona B ruiasme Kposu matepu. Cpeamss
MMKOBass KOHUEHTpaUMs B IPyAHOM MOJIOKe cocTaBiasiaa 2,61 mr/n mo wucreyeHuu 5,2 yacos

1noce npuema npenapara.

dapmaKOKHUHETHKA y JeTei

V nereit Obu1n MOJIYYE€HBI CJICAYIOLIHE 3HAYECHU S (bapMaKOKHHeTM‘lCCKHX rnapamMeTpos:

Bospacr Jo3a (mMr/kr) ITepuon ITaowans noa
1101y BbIBe1eHU S KPHBO#
(uac) «KOHLIEHTpalusi-
BpeMsi» (AUC)
(MKreu/mi)
11 nueit — 11 mec OpnxokpatHo — B/B |23 110,1
3 Mr/kr
5 ner — 15 ner Muorokpatio — B/B | 17,4* 67,4*
2 Mr/kr
S ner—15 ner Muorokpatio — B/B | 15.2* 139,1*
4 mr/kr
5 ner — 15 ner Meuorokpatio — B/B | 17,6* 196,7*
8 mr/kr

* noka3zareJib, OTMEUEHHBIH B MOCJIEAHMI IEHD

HenoHowennsiM aetaM (oxono 28 Henenb pasBuTusi) (iyKOHA30/1 BBOAMIIM BHYTPHBEHHO B
Ao3e 6 Mr/Kr Kaxiablid 3-i [1eHb 10 BBEICHMS MaKCHMyM 5 103 B TO Bpems, MOKa JETH
OCTaBaJINCh B OTAENEHUH UHTEHCUBHOM Tepanuu. CpeHWi Nepuo MosyBbIBEACHHSs COCTABIIAI
74 u (B npenenax 44-185 4) B 1-it neHb, ¢ yMEHbIUEHHEM Ha 7-0if A€Hb B cpeaHeM 10 53 4 (B
npeaenax 30-131 u) u na 13- nens B cpeanem 10 47 4 (B npeaenax 27-68 u).

3Ha4yeHue IJIOW@AAHN MO KpUBOH «KoHUeHTpauus-pems» (AUC) coctasnsno 271 mxreu/mn (B




-
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npeaenax 173-385 mkred/mi) B 1-i nens, 3aTem yBenuunanocs 40 490 Mkreu/mn (B npegenax
292-734 mkrew/mn) Ha 7-ii [eHb M CHIXKalOCh B cpeaHeM a0 360 mkreu/mn (B mpeaenax
167-566 Mkreu/min) K 13-my aHi0.

O6bem pacnpenenenus coctasnsn 1183 ma/kr (B npeaenax 1070-1470 ma/kr) B 1-it aeHb, 3aTem
yBenu4uBaics B cpeaHem a0 1184 ma/kr (B npenenax 510-2130 ma/kr) va 7-it aeHb U 10
1328 mn/kr (B npenenax 1040-1680 ma/kr) Ha 13-t gens.

DapMaKOKUHETHKA Y MOXKHIIBIX MalHEHTOB

Bb110 ycTaHOB/IEHO, YTO NpH OHOKPATHOM NpUMeHeHHH (yKoHa3ona B 103e 50 Mr BHYTPb Y
MOXHJIBIX MAaLMEHTOB B BO3pacTe 65 f€T M craplue, HEKOTOpbIe U3 KOTOPBIX OJAHOBPEMEHHO
NMPUHUMANH AHYPETUKH,  Cmax aocturanace depes 1,3 4 mocine npuema M cocTasisia
1,54 wmkr/ma, cpeanue 3nauenns AUC - 76,4 + 20,3 mkreu/ms, a cpeauuit nepumosn
nonyBbiBeieHUs — 46,2 4. 3HaueHHA ITHX (HAPMAKOKMHETHYECKMX MapameTpoB BbILIE, YEM Y
MOJIOABIX TMALMEHTOB, YTO, BEPOATHO, CBA3AHO C MOHWKEHHOW MOYEYHOH (YHKLMEH,
XapaKTepHOH Uil MOXKUI0ro Bo3pacta. OJHOBpEMEHHBbIH NpPHUEM AWYPETHKOB HE BbI3bIBalI
BbipakeHHOro M3MeHeHHs AUC u Cmax. Kiupenc xpeatnnuna (74 MII/MHH), NpOLEHT
¢baykoHa3ona, BbIBOAMMOro no4ykamu B HeuzmeHHom Buae (0 - 24 u, 22 %) ¥ noueyHslit
kaupenc ¢uykonasona (0,124 Ma/MHH/KT) y MOXKHMIBIX MALMEHTOB HWXKE 110 CPABHEHHIO €
MOJIOZABIMH.

Ilokazanus K NPUMEHEHH IO

(Dnyxonamn [MOKa3aH AJis JEHYCHUS CICAYIOLIUX 3ab0sieBaHui Y B3POCJBIX:

¢ KPHUITOTOKOKKOBOI'O MEHHMHI'UTA,

* KOKUMAMOHIOMHUKO3A,

¢ WHBA3WBHOI'O KaHAM103a,

e KaHAMAO03a CIM3UCTBIX 000JI0YEK, B T.4. opo¢>apeurua.nbuoro KaHAW103a, KaHAud03a
MALIEBOAA, KaHAMAYPHH U XPOHHUYECKOIro KaHAM103a KOXH U CIIU3UCTBIX 060110‘*!61(;

¢ XPOHUYECKOro anoqmqecxoro KaHaua03a pOTOBOFl MMOJIOCTH (CBﬂBaHHOFO C HOLWUCHUEM
3}’6Hblx ﬂpOTC3OB), Koraa coOJIIOAEHHUS TMIMEHBI TOJOCTH pra HWJIHW MECTHOro JICYECHUA
HEAOCTATOYHO.

DaykoHa301 nokasaH s npoduIakTUKY caeayoumx 3a6oaesaHuit Y B3pOCJIbIX!

® PELUIMBOB KPUIITOKOKKOBOINO MEHMHIUTA Y MNAaLMEHTOB C BLICOKMM PUCKOM PELMANBOB;
* peUMIMBOB  Opod)apeHrHasbHOro  KaHAMAO3a M KaHaugo3a nuwesoga y BHU-
MHOULMPOBAHHBIX NALMEHTOB C BLICOKMM PUCKOM PELIMANBA;

* A NpOoQUIAKTMKM  KaHAMAO3HBIX MHGPEKUM y [aUMEHTOB C  MPOAOKHMTENbHOlM

HCﬁTpOﬂCHHeﬁ (T&KHX KaK MauueHThbl C remoﬁnacmaamn, NpoxXoAsAlIne XUMHOTEPAIIUIO, MU
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MAaUMEHTDI, NPOXOAAIINE TPAHCTIAHTALIMIO FEMOTIOATHYECKHX CTBOJIOBBIX KJIETOK).

®yKoHa301 MOKa3aH s NpUMEHeHHs Y AOHOLICHHBIX HOBOPOJKAEHHBIX, MJIAJCHLEB, AeTEH M

noApocTKoB B Bo3pacte ot 0 10 18 ner.

®1yKOHA301 IPUMEHSETCS 115 ICYSHUS KAHIMA03a CH3UCTBIX obonouek (opodapenruanbHoOro

KaHIM03a M KaHAMA03a MHMIIEBOAA), MHBA3MBHOIO KaHM103a, KPHIITOKOKKOBOMO MEHHHIUTA M

NPODUIAKTHKY KaHAMAO3HBIX HH(EKLMi] Y MALHEHTOB C 0C1abaeHHONH UMMYHHOM CHCTEMOI.

Di1yKOHa30]1 MOXKHO NPUMEHSATh B KayecTpe NOAACPIKNBAIOIIEH Tepanuu Uls NpeoTBpaLleHus

PELMIMBA KPHITOKOKKOBOrO MECHHHIUTA y J1€Tel C BLICOKMM PHCKOM PeLIMAMBa.

IIporuBonokazauns

¢ TOBBILICHHAS YYBCTBUTE/NLHOCTh K (DIyKOHA30/ly, APYrMM KOMIIOHEHTAM npenapara Wiu
a30/IbHBIM BELLECTBAM CO CXOAHOM (hi1yKOHA30.1y CTPYKTYpOii;

* OJHOBpEMEHHbIH NpUeM TepeHaanHa BO BpeMs MHOTOKPATHOTO NPUMEHEHUS (baykonasona
B no3e 400 mr/cyt. u Gonee (cM. pasaen «BzaumoneiicTBre ¢ APYTMMH JIEKapCTBEHHBIMHU
npenaparammu»);

® OAHOBPEMEHHOC MNPUMEHEHHE C rMpenapatamu, yBENWuMBAIOWMMK uuTepBan QT u
MeTaboIM3NpYIOMMHUCA ¢ noMowWbio M3odepmenta CYP3A4, Takumu Kak uM3anpui,
aCTEMH30J1, SPUTPOMHLIMH, NUMO3MI U XMHUAMH (CM. paszien «B3aumoneiicTue ¢ Apyrumu
NIEKapCTBEHHBIMU MpenapaTtamm»).

C 0CTOPOKHOCTBIO

® [e4YeHOYHas HeJlOCTAaTOYHOCTH;

® [0OY€YHAas HEAOCTATOYHOCTD;

® [NOABJIEHHE ChbiMKM HA (oHEe npuMeHeHHs (IyKOHA30na y MALMEHTOB C MOBEPXHOCTHOM
rpUOKOBOI MHDEKLMEH M MHBA3HBHBIMU/CHCTEMHBIMU MPHOKOBBIMH MHpeKUMAMHU;

® OIHOBpEMEHHOE MpUMEHeHHe TepdeHaanHa U GrykoHasona B ao3e meree 400 Mr/cyT;

¢ TNOTEHLHANLHO MPOAPHTMUYECKHE COCTOAHMUS Y MALMEHTOB C MHOXKECTBEHHBIMU (haKTOpaMHu
pucka (opranuyeckue 3aboeBaHMA CepALa, HapyWEHWs >NEKTPOIMTHOrO GanaHca W
CrocobeTByOMAs Pa3BUTHIO MOAOOHBIX HAPY LIEH il COMYTCTBYIOLLAs Teparnus).

[Ipumenenne npn GepeMeHHOCTH H B 11I€PHO/ IPYAHOT0 BCKAPMIHBAHMUS

AJIEKBAaTHBIX M KOHTPOJIMPYEMbIX MCCIEA0BaHHI NpPUMEHEHMUS nykonaszona y 6epemeHHbIX

KEHILUMH HE MPOBOAMIIOCE.

Bo Bpems GepemenHocTH mnpuMeHeHus QuykoHaszona ciemyeT u3beraTh, 3a MCKIIOYEHHEM

CIyHaeB TAKENBIX W TMOTEHUHMAJBHO YrPOXKAIOWIMX JKM3HM TPUOKOBBIX MH(MEKuMil, Koraa

OKMAaemas roJib3a JE€UEHUS Uil MaTEepH MPEBBILLIAET BO3MOXKHbINH PUCK UTS MUIOAA.

HeoGxoanmo paccMoTpets s¢deKTHBHbIE METOAbI KOHTpAaLENLHH Y KEHLIMH AETOPOAHOIO

BO3pacTa B TEYCHME BCEro MEPUOAA JIEYCHHA M MPUOIU3UTENBHO B TeueHue Hexenu (5-6
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NEPHOJIOB  MONYBBIBEACHUS) [10CAE TMPUHATHS MOCAEAHEN J103bl npenapara (cM. paszgen
«DapMaKOKHHETHKAY).

Coobuwanock 0 ciyyasx camonpoM3BOIBLHOIO abopra U pa3BUTHA BPOXKIEHHBIX aHOMaMi y
MJIAICHLCB, 4YbH MATEpH nonyyanu ¢iaykoxason B go3e 150 Mr ogHOKpaTHO Wiu MOBTOPHO B
NepBOM TpUMecTpe GepeMEeHHOCTH.

Onucanbl cryyan MHOXKECTBEHHBIX BPOIKACHHBIX TMIOPOKOB y HOBOPOX/EHHBIX, MaTEPH KOTOPBIX
Ha MpOTHKEHMM OOMblUEH 4YacTH WM BCEr0 NepBOro TPUMECTpa MOJyYalu Tepanuio
nykoHasonom B Beicokoi f03e (400-800 mr/cyT). Bbin oTMeueHsl ClIeAYIOLIME HAapyLIEHHS
pasBuTHs: Opaxuuedanus, HapylleHHMe pa3BUTHS JIMUEBOH YacTH yepena, HapylieHHe
(opmupoBanms cBoa yepena, BONUYbS NAcTh, HCKPUBJICHHE Oe/IpEHHBIX KOCTEM, MCTOHYEHUE M
YAnMHeHHe pebep, apTpOrpHIios U BPOXKAEHHbIE MOPOKHU Cep/La.

®iyKkoHa30/ 0GHAPYKMBAETCA B IPYAHOM MOJIOKE B KOHUEHTPALMSAX, OJM3KUX K MIa3MEHHBIM
(cM. pasnen «®PapMakoKuHETHKa»). [TepHoa nosyBbIBeACHHS npenapara M3 rpyaHOro MoJjioka
NpUOIU3UTENIBHO PaBeH NMEPHO/Y M0.yBbIBEACHHS M3 M1a3Mbl - 30 4acos. [Ipeanonaraemas no3a
(pykoHazona, mnornomaemas MiaaeHueM (¢ y4eTOM TOFO, uTO CpelHee KOJMYECTBO
noTpeGIseMoro Mosoka coctapseT 150 Mi/Kr exeIHEBHO), ¥ PacCUHTAHHAS B COOTBETCTBUM CO
CpeaHeH MHUKOBOM KOHUEHTpaLUMel mnpenapaTta B rpyaHOM MoJjoKe, coctasaser 0,39 mr/kr B
AieHb, 4TO NpUOIM3UTENBHO paBHO 40% pPEeKOMEHIOBAHHONM HeOHATaNbHON 403bI (1A AeTeil
miajue 2 Heaenb) UK 13% peKkoMeHIOBaHHOM MiafieHueCcKoi 103bl PH JIeUYeHHH KaHAM103a
causucthiX. KopmileHne rpyablo MOXHO MNpPOJOKMTb MOC]E MpUEMa OJHOKPATHOW J03bl
ykonasona B 150 mr. He pekomeHayeTcs KOpMHTH IpyablO Mocie MHOIOKpaTHOro npuema
WK NpUemMa BBICOKOH 2103bl (hiiykoHa3ona. [Ipu NpUHATUM peLieHNs O HA3HAYEHMM Tpenapara
®nykoHa30s1 Ha GoHE rpyAHOro BCKapMJIMBAHMS CIIEy €T IPUHNUMATDL BO BHUMAHUE ClEYIOLLHE
(akTopsl: MOMB3Y rpyAHOrO BCKApMIMBAHMS /1S 310POBbA M PA3BUTHS MIALEHLA COBMECTHO C
KIMHHUYECKUMH [0Ka3aHUAMH [N Ha3HayeHus rnpenapata DiyKoHa30J M BO3MOMKHOCTH
pa3BUTHA JIIOOBIX MOTEHUMAIbHBIX TMOGOYHBIX 3()(EKTOB y MIafeHUa MM  BIMAHHE
COMYTCTBYIOLIEH MATOJOMMMU MaTEPH Ha 3710pPOBbE MJIaJIEHIIA.

Cnocob npumMeHeHHs ¥ 103bI

BuyTpuBeHHble HHY3HH.

Tepanuio MOXKHO HayMHaTB MO NOJYHEHMS pe3yJbTATOB MOCEBA M APYrHX J1aGopaToOpHbIX
ucenenoBanuii.  OfHAKO — NpOTHBOrpMOKOBYHO — Tepanuio  HEOOXOAMMO  M3MEHMTb
COOTBETCTBYIOLIMM 00pa3oM, KOrja pe3ysbTaThl THUX MWCC/IEAOBAHUIA CTaHYT HM3BECTHBIMH.
®yKOHA30/I MOXKHO MPUHMMATh BHYTPh WM BBOAWTh BHYTPMBEHHO MyTeM HMHQY3MH CO
cKopocTeto He Gonee 10 ma/muH; BbIGOp crnocoba BBEJEHMS 3aBUCUT OT KJIMHHUYECKOTO

COCTOAHHMA IALMEHTA. Hpu NnepeBoae nauuMeHTa ¢ BHYTPUBEHHOINO Ha nepopa.nbublﬁ NpUueM
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npenapara Ui Ha06OPOT M3MEHEHHs CyTO4HON 1036l He Tpebyercs. B pacTBope ¢uyKkoHasona
ans uugysuii conepxutcs 0,9 % pactsop HaTpus XOpHAa; B Kaxabix 200 MK (pnakon Ha
100 mn1) copepskutes no 15 MMONb MOHOB HaTpus xsiopa. [1oaToMy y nauuMeHToB, KOTOPbIM
Tpebyercs orpaHuueHHe MOTPeGAEHHA HATPUS MM JKMAKOCTH, HEOOXOAMMO YUYHTbIBATh
CKOPOCTb BBEAECHUS KUIAKOCTH.

CyTtounas no3a ¢iykoHa3ona 3aBMCMT OT XapaKTepa M THKECTH rpubkoBoit uHdexuun. Ipu
HHEKUMSAX, TPeOyIOUMX MOBTOPHOIO MpHEMa Mperapara, JeyeHue ClielyeT MpOAOIIKATE J10
HCYE3HOBEHHSA KIHHUYECKUX MU 1aD0PaTOPHbIX NPU3HAKOB aKTHBHOM rpubKoBo# MHpeKunn. Y
nauuenTos ¢ BUY nHQekuneidl M KpUNTOKOKKOBBIM MEHHHTMTOM WIM DPELMAMBHPYOLLAM
OpoQapuHreanbHbIM  KaHAMA030M OOBIMHO HEOGXOAMMA MOIEPIKUBAIOLLAS Tepanus Juis
NpOQUIAKTHKH PELMANBOB HHPEKLHH.

HQHMCHGHHC Y B3POCJBIX

[Ipy KpUNTOKOKKOBOM MEHHMHIUTE M KPHUIITOKOKKOBBIX HMHGMEKLMAX JAPYroi JIOKaJIM3allud B

nepBblii AeHb OObIMHO NMpUMEHAIOT B Ao3e 400 Mr, a 3aTeM NpPOAOIKAIOT JIEYEHHE B 03€
200-400 mr oauH pa3 B CyTKH. JTMTEIBHOCTD JIeYEHHSA KPUNITOKOKKOBBIX MH(EKLIMH 3aBUCHT OT
Ha/lM4MA  KJIMHUYECKOrO M MHKOJIOrHyeckoro 3ddgekra; npu KpUNTOKOKKOBOM MEHHHIUTE
neverne 00bIYHO NPOAOJIKAIOT MO KpaiiHeit Mepe 6-8 Heaesb. B ciyuasx neueHns yrpoxaiommx
KU3HM MH(EKLMI CYyTOUHYIO 103y MOXKHO YBeIUuuTh 10 800 Mr.

[ npodunakTMKK pelnanBa KDUNTOKOKKOBOIO MEHHHIHMTA y NMAaLMEHTOB C BBICOKHM PHCKOM
PELMIMBA, M0C/IE 3aBEPLUCHHS MOJIHOTO Kypca NePBUYHOIO JIEYEHHMs, TePanuio (IyKoHa3010M B
no3e 200 Mr/cyT MOXKHO NPOOIKATH B TEUEHHE HEOTPEAEIEHHOTO NEPHO/Ia BPEMEHH.
[Ipn__KOKLMIMOWIOMHMKO3E MOXET nOoTpebOoBaThCs MpPUMEHEHME Mpenapata B /03
200-400 wmr/cyt. Jlns HeKOTOpbIX HH(MEKLMHA, B OCOGEHHOCTH € MOPaKEHHEM MO3rOBBIX
oGos04ek, MOXKeT paccMaTpusarhbes 103a 800 Mr B CyTKM. JIIMTENBHOCTD TEPANUU ONpPeAeAIOT
MHIMBHUIYaJIbHO U MOXET cocTaBiATh 11-24 mec.

[Ipy KaHAMIAEMUM, JMCCEMMHMPOBAHHOM KAHAMIO03€ M JAPYIMX MHBA3MBHBIX KaHMAO3HBIX
uHdeKuusx Hacelmawowas no03a cocrasiser 800 Mr B nepBblii [eHb, MOCAEAyIOlas 103a
400 mr/cyT. JITMTeNBbHOCTD TEPANUN 3aBUCHT OT KIIMHUYECKOH 3 eKTUBHOCTH.

O6was pekoMeHJauus MO AIMTENBHOCTH JEYEHMS KaHAMAEMMM 2 HEJAeIM MNOocie MepBoro
OTPHMLATENILHOrO pe3y/ibTaTa [0CEBa KPOBM M HMCYE3HOBEHMS [PU3HAKOB M CHMITOMOB

KaHIUAEMHUH.

JleueHue KaHANA03a CAU3NUCTON 060J04KH
[Ipu opodapunreanbhom kanamnose Haceimaowas ao3a: 200-400 Mr B nepBbiii AeHb,
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nocaeayrouas gosa: 100-200 Mr oaus pas B cyTku B Teueue 7-21 aueii. [Ipu Heo6xoaumocTH,
MaUHCHTaM C BBIPDOXKCHHBIM MO/IaBJICHHEM HUMMYHHO# (QYHKLMH JleYEeHHE MOXKHO MPOAOIIKATH B

TeyeHue Gonee JIUTENBLHOrO BPEMCHH.

[Ipu XpoHuyeckom aTpoduyecKoM KaHAWJA03€ MMOJOCTU PTa, CBA3AHHBIM C HOLLIEHUEM 3y6Hblx

MPOTE30B, NMpenapat oObIYHO MPUMEHSIOT B 03¢ 50 MI OfMH pa3 B CyTKM B TeyeHue 14 aueii B
COYCTAHHH C MECTHBIMM AHTHCENTUYECKUMHU CPEACTBAMMU JUIs 06paboTKu npoTesa.

[Ipn kauamaypum sddextnBHas a03a 06b4HO coctasaser 200-400 MI/CYT NpH AJIMTENBHOCTH
nevenns 7-21 1Hed. Y nauuMeHTOB ¢ TAKENBIM HapylueHHeM (YHKUMH WMMYHHOH CHCTEMb
MOJKHO MCI0/Ib30BaTh 60/1€e JUTEbHbIE IEPUO/bI TEPATIHH.

[Tpn XpoOHHUYECKOM KOXKHO-CIM3UCTOM Kanaugose npumensior 50-100 Mr B cyTku g0 28 aueii
NleyeHus. B 3aBUCHMOCTH OT TSKECTH JieueHHs MHDEKUMM WM COMYTCTBYIOLIEr0 HapyLIEHHs
AMMYHHOH CHCTEMBI M MHEKLUN MOXKHO MCTONB30BaTh GOsee [UTMTENbHBIE MEPHO/IbI TEPaTHH.
[1pu kauaua03e nuueBosa Hacklwarowas 103a 200-400 Mr B nepBblii AeHb, nocaeayouas 103a
100-200 mr B cyrku. Kypc neuenus cocrasnser 14-30 aueit (10 AocTHKeHHs pPEMUCCUH
KaHauao3a nuuesoaa). Ilpu Heo6XOAMMOCTH, MALMEHTAM C BBIPAKEHHBIM MOJABIEHHEM
HMMYHHOMH (yHKLHH JIEYEHHE MOKHO NPOJOIIKATD B TeueHHe 6oJee UTUTENBHOrO BPEMEHH.

Ans npodunakTvkk peunauBoB opodapuHreanbHoro kaauaoza y BUY-uuduumpoBaHHbIX
MaUHEHTOB € BBICOKMM PHCKOM peLnauBoB (uiykoHa3oa npuMeHstoT o 100-200 Mr B cyTKH uau
200 mr 3 pasa B HemeMO B TEYEHHE HEONPE/E]EHHOrO MEPHOJA BPEMEHH Y MALUEHTOB C
XPOHMYECKH MOHUIKEHHBIM UMMYHUTETOM.

Jlns npeoTBpallienys peuMauBOB KaHanA03a nuiesoaa y BUU-uHGUUMPOBaHHBIX MALMEHTOB
C BBICOKMM PHCKOM peunauBOB (ykoHa3oa npumenstor no 100-200 mr B cyTku uau 200 mr
3 pasa B HelelO B TEYEHHE HEONPENENEHHOrO MepuoJa BPEMEHH Y MALMEHTOB C XPOHHYECKH
MOHWKEHHBIM UMMY HUTETOM.

[ns npoduaakTUKK KaHAMA03HBIX MHQEKINA Y NALHEHTOB C MPOIOIKUTEBHOM HelTponeHueit
pexomeHayemas 103a ¢uykoHasona cocrasiser 200-400 Mr oaMH pa3 B CyTKM B 3aBUCHMOCTH OT
CTENEHW pHCKa pa3BUTHA rpUOKOBOH uHpekuun. [Iis NaUMeHTOB C BBICOKMM pPHMCKOM
FeHEepanu30BaHHON MH(EKUMH, HAanpUMep, C BLIPAKEHHOM WM JUIMTENBHO COXpaHsIoLeics
HefiTponieHueil, pekomMeHayemas jao3a cocrabaser 400 mMr oauH pas B cyTku. DiykoHaszon
MPUMEHAIOT 32 HECKOJIBKO JHEH /10 0)KMIAEMOro pa3BUTHS HEUTPONEHUHU M, MOCIIE YBEIUUEHHS
ymcaa Heiitpodunos Gonee 1000 B Mm>, neuenue MPOJOJIKAIOT elle 7 AHEH.

[IpumeHeHue y gerei

Kak u IMPpHU CXOAHBIX HH(beKllMﬂX Y B3pOCJIBIX, JJIUTEIbHOCTD JICYEHUS 3aBUCUT OT KJIIMHUYECKOTIO
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W MHKosoruyeckoro sdgekra. [lng aeteit cyTouHas 03a mpenapata He A0MKHA NpeBbILLAThH
TaKoBYIO [1s B3pOC/IbIX. DJyKOHA30/1 NIPUMEHSIOT €XKEHEBHO OJIMH Pa3 B CYTKH.

[lpu xanampose ciusucteix obonouek pekomeHayemas a03a ¢baykoHazona cocraBaser
3 wmr/kr/cyt. B nepBbiii aeHb ¢ wenblo Gonee OBICTPOro  JOCTHXKEHHMS pPaBHOBECHOI
KOHUEHTPAL MK MOXKHO NMPUMEHSATH YAAPHYIO 103y 6 MI/KT.

Jlns neveHns MHBA3MBHOrO KaHAMZ03a M KPMITOKOKKOBOrO MEHMHIMTA peKoMeHyemas no3a
cocTapisier 6-12 Mr/Kr/cyT B 3aBUCHMOCTH OT TSXKECTH 3a60J1€BaHUS.

Jns mojaBneHus peuMaMBa KPUITOKOKKOBOrO MEHMHIMTA Yy JeTeil GOMbHBIX CITHdom
PEeKOMEHI0BaHHas 71032 (JyKOHa30/1a COCTABNAET 6 MI/KI/CYT.

Jns npounakTiku rpubKOBBIX MHQEKLNH y AeTeil ¢ MOJaBICHHBIM HMMYHUTETOM, Y KOTOPBIX
PMCK pa3BUTHA HMHGEKUMM CBS3aH C HelTponeHueil, pasBuBaiouleiics B pesysbTare
UMTOTOKCHYECKOH XMHMMOTEpalM¥ MM JIyuyeBOW Tepamuu, Mpenapar MPUMEHSIOT [0
3-12 wMr/kr/cyT B 3aBHCHMOCTH OT BBIP@XKEHHOCTH M  AJIMTEIbHOCTH COXpaHeHHs
MHIYLMPOBAaHHOM HEHTpOnmeHuW (cM. 103y Ans  B3pOCHBIX; A JeTe ¢ MOYEeHHOl
HE0CTATOYHOCTBIO - CM. 103y JUISl MALMEHTOB C MOYEYHON HEAOCTATOUHOCTHIO).

[Toapoctku (ot 12 g0 18 ner)

B 3aBucumocTH OT Beca M Bo3pacta MoaGMpaeTcs ONTUManbHas Jdo03a. [10  JaHHBIM
(hapmMakoKMHETHKM y jieTeli Gosiee BbICOKMIT KiMpeHe (iiyKoHa3ona, yem y B3pocisix. Jlosa 100,
200 1 400 mr y B3pocbIX COOTBETCTBYET A03€ 3, 6 M 12 Mr/kr/cyT y aeTeii ans momydeHus
COMOCTaBUMOr0 CUCTEMHOIO BO3/€HCTBHS.

[Ipumenenue y jgerei B Bozpacte ot 0 10 27 nHei

Y HOBOpOXIEHHBIX (i1yKOHA30/1 BbIBOAMTCS MeaieHHO. B mepuox ot 0 10 14 aueit xusuu
npenapar NpUMEHAIOT B TOM XKe 1103€ (B MI/Kr/cyT), uTo U AeTsMm Golee cTapiuero Bo3pacta, HO ¢
HHTEepBaIoM 72 4 (MakcuManbHas J03a 12 MI/Kr/CyT He Ao/bKHA ObITh npesbluieHa). JleTaM B
Bozpacte OT 14 10 27 aHelt Ty e A03y BBOJAT C MHTepBaioM 48 4 (MakcuMMmasnbHas 103a
12 mr/kr/cyT He fo/mKkHa OBITh MPEBbILIEHA).

[IpuMeHeHHe y MOMMUIBIX JT0/Iei

[Ipn oTCYTCTBUM NPU3HAKOB MOYEHHOM HEAOCTATOYHOCTH ()yKOHA30] NPUMEHSIOT B OBBIYHOI
nose. IlauueHTam ¢ MoYeYHOH HENOCTATOYHOCTBIO (KIMPEHC KpeaTHMHA <50 M/MMH) 103y
rnpenapaTta KOppeKTHPYIOT, KaK OMUCAHO HUKE.

[IpyMeHeHHe Y NaLKMEHTOB C MOYeY HO M HEAOCTATOYHOCTLIO

[Ipn oaHoKkpaTHOM mpueme m3mMeHeHHs 103bl He TpeGyeTcs. Y nauueHToB (BKIIOYas AeTeil) ¢

HapylwieHHeM (QYHKUMM T1OYeK NpH MHOrOKPaTHOM MNPUMEHEHHWH Tperapata Cleayer
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NMEpBOHAYAILHO BBECTH yaapHyto 103y oT 50 mr go 400 mr, nocne 4yero cyTouHyio a03y (B

3aBUCUMOCTH OT noxa3amm) YCTaHaBJIMBAKOT COIIACHO CIIEAY HOLLEH Tabauue:

Kimpene kpeatunnHa (MJ1/MHH) [TpoueHT pekoMeH1yemoii 1036l

>50 100 %
<50 (6e3 remoauanusa) 50 %
['eMmoaunanus 100 % mocie Kaxaoro remoauannza

[TaumenTel, HaXOAAIMECS HA reMOAManu3e, A0MKHBI noiyyats 100 % pekoMeHayeMoii 103bl
nocne Kaxaoro ceaHca auanusa. B neHb, Korja aAnanus He NMPOBOAMTCS, MALMEHTHI AOIKHbI
Noy4aTh YMEHbLIEHHYIO (B 3aBUCMMOCTH OT KJIMPEHCa KpeaTHHHMHA) 103y Npenapara.

Y nereii ¢ HapywieHHeM (QyHKLMH NOYEK CYTOYHYIO 03y Mpenapara cjieayeT yMeHbIUTh (B Toi
)K€ MPOMNOPLHUOHATBHON 3aBUCUMOCTH, YTO M y B3POCI/BIX), B COOTBETCTBUH CO CTENEHBIO
BBIPAKEHHOCTH MOYEYHOM HEJOCTATOUHOCTH.

[IpuMeHeHue y MalueHTOB ¢ HEAOCTATOYHOCTBI) (hYHKUWY 11eYeHu

Mwmelores  orpaHMyeHHble  JaHHble  NpUMeHeHus  (UyKoHa3ola y  NalMEeHTOB ¢
HEJIOCTATOYHOCTBIO (PYHKLMM neueHu. B cBA3M ¢ 3TUM, NpH NpUMEHEHHMH Npenapara y AaHHoii
KaTeropuy nauueHToB, ciaeayer coba0aaTh OCTOPOKHOCTD.

IToGounoe aeiicTBHe

Kputepuu oueHKH 4acToTbl: oueHb yactoie > 10 %; yactoie > 1 % u < 10 %; Hevactoie > 0,1 %
u <1 %, peakue > 0,01 % u < 0,1 %; ouenp peakue < 0,01 %, yacToTa HEM3BECTHA -
HEBO3MOXKHO OTpPEE/IUTh Ha OCHOBE MMEIOILMXCA AaHHbIX. [TlepeHocuMOoCTb npenapara 06bIYHO
OYEHb XOpolLuas.

B kiMHMYECKMX M MOCTMAapKeTHHroBblX (*) wuccienoBaHuaX (iyKoHa3oma OTMeYanu
cleyrouue nobouHble peaKinm:

Co cmoponsl nepenoii cucmemvi: uacmeie - ronoBHas 00Jb; Hevacmvle - roI0BOKpYKEHHE™,
CyZAoporu*, u3ameHeHue BKyca*, mapecresus, 6€CCOHHMLA, COHIUBOCTD; peodKue - TPEMOP.

Co cmoponvl nuwesapumenshoii cucmemvl: uacmoie - 60jb B )XKMBOTE, AMApes, TOLIHOTA,
pBOTa*; HeyacTble - METEOPH3M, JMCIMENCUs*, CyXOCTb CIM3UCTON 0GOMOYMKHM MONOCTH pTa,
3anop.

Co cmoponv 2enamobunuaphoi cucmemvl: yacmoie - NOBBILIEHUE CHIBOPOTOYHOH aKTUBHOCTH
amuHoTpaHcdepas (ananuHamuHoTpaHcdepasst (AJIT) u acnapratamunotpancdepassl (ACT)),
weno4Hon docdarasbl; Hewacmwie - Xonectas, HKenTyxa*, MOBBILEHUE KOHLEHTPALMHU

6unupy6uua; pe()xue - FeNaTOTOKCUYHOCTb, B HEKOTOPBIX Clly4yasX C JIETAJIbHBIM MCXOJA0M,
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HapylieHne GyHKLUUMM neyeHn™®, renatut*, renaToue/UIINAPHBIH HEKPO3*, renarouesonspHoe
MOBPEXK/ECHHE.

Co cmoponbl KkoJICHBIX NOKPO6OG: wacmbie - ChITb, Hewacmvie - KOXKHBI 3y[, KpanuBHHILA,
MOBBILUCHHOE MNOTOOTACICHHE, IEKAPCTBEHHAS ChiMb (BKIIOYAsA CTONKYIO JIeKapCTBEHHYHO ChlIb);
pedkue - SKCHONMATHBHBIE MOPAKEHHS KOKU*, BKIIOYAS cunapoM CruBeHca-/[KOHCOHA M
TOKCHYECKHMH  SMUAEPMAIbHbI HEKPONN3, OCTpbI eHEPaTM30BAHHBIN  SK3AHTEMATO3HbIN
MyCTynies, OTeK JHLa, anoneuus™; wacmoma Heuseecmna - NeKapCTBEHHAS Chillb C
303MHO(HMINEH U CUCTEMHOH CUMNTOMATHKOI (DRESS-cunapom).

Co cmoponwl opeanoe kposemeopenus u numgpamuyecxoii cucmemvr*: peokue - NeRKOneHus,
BKJIHOYasi HEHTPONEHMIO M arpaHyJ IoLUTO3, TPOMOOLIMTONEHHS, aHEMHS.

Co cmoponvt ummynnoi cucmemovr *: anagunakcus (BKIoYas QHI'HOHEBPOTHYECKHH OTeK).

Co cmoponw cepoeuno-cocyoucmoi cucmemwvi*: pedxue - yBenuueHue untepsana QT na DKI,
APUTMHA XKETyI04KOBas TAXMCHCTONMYECKAs THIIA «TTHPYST» (eM. pasaen «Ocobble yKazaHusy).
Co cmoponvr obmena eewecme®: pedxue - NOBbILLIEHUE KOHLUEHTPALUK XOJIeCTEpUHA M
TPUTIMLECPHUIOB B M1a3M€ KPOBH, MMITOKAJIMEMHUS; YaACMOmMa Heu3eéecmHua - CHWKEHUE anmneTuTa.
Co cmoponvt onopro-osueamenvrozo annapama: Heuacmeoie - MUAJTHS.

IIpouue: newacmoie - cnabocThb, aCTEHUS, NOBBILIEHHAS YTOMIAEMOCTb, THXOPAAKa, BEPTHIO.

Y HEKOTOpBIX MaUMEHTOB, OCOBEHHO ¢ Cephe3HbIMHU 3a60NEBaHUIMH, TAKUMH KakK CITUL wau
paK, npu neqeHWH (JyKOHA30J0M M CXOAHBIMM MpenapaTaMu HabIIOAAINCh HM3MEHEHHS
nokasarened Kposu, (yHKUMM NO4eK W meveHu (cM. pasgen «Ocobble yKasaHus»), OAHAKO
KIHHMYECKOE 3HAYCHHUE 3THX UBMEHEHHUH U MX CBA3b C JICYEHUEM HE YCTAHOBJICHBI.
ITepenosupoBka

Mmerorest coobuienus o nepenosnposke (uykoHasona, M B OJHOM Clyyae y 42-netHero
NauueHTa, MHYUUMPOBAHHOTO BUPYCOM MMMYyHoZedUUMTA yenoBeka, nocie npuema 8200 mr
npenapara MOABWJIMCH Ta/UIlOUMHALIMM M MapaHOMAANBHOE [MOBeAeHME. [lauueHT Obi
rOCMHUTAIU3UPOBAH, €ro COCTOSHUE HOPMAIM30BAIOCH B TeYeHUE 48 yacos.

B ciyuae nepeno3nposky agexBatHeli 3 (EKT MOKET AaTh CHMITOMATHYECKOE JIeUeHHe (B TOM
YHMCIIe MOACPHKUBAIOLIME MEPDI U NPOMBIBAHHE XKEITY/1Ka).

®nyKoHa30/1 BBIBOAMTCA B OCHOBHOM, 4epe3 MOYKHM, M03TOMY (hOPCHPOBAHHBIi auypes,
BEPOATHO, MOXET YCKOPHUThL BbiBeJeHHE npenapata. CeaHc reMoaManu3a JUIMTENBHOCTBIO 3 Y

CHMIKAeT KOHLEHTPaLMio (yKoHa3o/a B 11a3zmMe KpoBHM npumepHo Ha 50 %.
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B3aumopeiicTsue ¢ ApyruMu JleKapeTBeHHBLIMH NpenapaTamu

OZaHOKpaTHOE MM MHOrOKpaTHOE npumeHeHue (GuyKoHasona B no3e S0 Mr He BausieT Ha
MeTabonn3M (eHasona (AHTHIIMPHHA) MIPH HX OJHOBPEMEHHOM MPUMEHEHUH.

Oonospemennoe  npumenenue  paykonazona  co  caedyougumu npenapamamu

RPOMUBONOKAZAHO:!
Lusanpua: npu OAHOBPEMEHHOM NpPUMEHEHMH (IYKOHA30Ma M LM3ANPUAA BO3MONKHBI
HEXKENATe/IbHbIE ~ pEaKUMM CO  CTOPOHBI  Cepaua, B T.4. APUTMHA  JKETYyJ0YKOBas
TaXMCHCTONIMYECKas THNA «upysT» (torsade de pointes). [Tpumenenue diykonasona B goze 200
mr 1 pas B cyTku W uusanpuaa B go3e 20 Mr 4 pasa B CyTKM NPUBOIMT K BBIPAKEHHOMY
YBEJIMYCHUIO TUIa3MEHHBIX KOHUEHTpaUMi uM3anpuaa v yseauuenuto uHrepsana QT na DKI.
OpnHoBpemeHHOE MPUMEHEHHE LM3anpua 1 (yKOHa30/1a POTHBOIMOKA3aHO.

TepdeHnaaut: npu OAHOBPEMEHHOM TNPHMEHEHMH Aa30JIbHBIX MPOTHBOTPUOKOBBIX CPEACTB M
TepdeHaanHa BO3MOKHO BO3HMKHOBEHME CEpbE3HBIX APUTMHMIl B pe3y/bTaTe YBETHYEHHUS
unrepsana QT. Tlpu npumenennn ¢iykonasona B 1o3e 200 mr/cyT yBeanuenus unrepsana QT
HE YCTaHOBJEHO, OJHAKO, NpUMeHeHHe (ykoHasona B go3ax 400 Mr/CyT W Bbill€ BbI3bIBAET
3HAYUTENIbHOE YBEJIMYEHNE KOHUEHTpauuu TepdeHanuHa B niaasme Kposu. OpHOBpeMEHHOE
npumeHexne $paykonasona B 1o3ax 400 mr/cyT u 6osee ¢ TepdeHa MHOM NPOTHBOMOKA3aHO (CM.
paszen «[Iporusonokasanus»). Jleuenue haykoHasonom B ao3ax menee 400 Mr/cyT B coyeTaHuu
¢ TepeHaMHOM ClIelyeT MPOBOAMTD MO TILATEIBHBIM KOHTPOJIEM.

AGTEMHM30/1: O/HOBPEMEHHOE NpUMEHeHHE (IIyKOHA30/la C acTeMM30/0M WM APYTHMH
npenapartamu, MeTaboJM3M KOTOPBIX OCYIUECTBISETCS CHUCTEMON wLuToXpoma P450, Moxer
COMPOBOXKAATHCA TMOBBILIEHUEM CHIBOPOTOUHBIX KOHLEHTPAUW 3TUX cpeacts. [loBbllEHHbBIE
KOHLIEHTPALIMK aCTEMHU30/1a B I/1a3M€ KPOBM MOTYT NMPUBOAMTH K yAaMHeHUIO uHTepBana QT u B
HEKOTOPBIX CIIy4asX K pa3sBUTHIO apPUTMHH XKEJTYI0UKOBOH TaXMCHCTOJIMYECKON THIA «TTMPYIT»
(torsade de pointes). OpnHoBpemeHHOE mNpUMeHeHME acTemu3ona M (JyKoHa3ona
MPOTHBOMOKA3aHO.

[TuMO3MA: HECMOTPS HA TO, YTO HE MPOBOAMIIOCH COOTBETCTBYIOLIMX UCCIIEA0BAHMI in Vitro uiu
in Vvivo, OJHOBPEMEHHOE MNpUMEHEHHe (IyKOHa301a M NMMO3MJa MOXKET NPUBOAMTbL K
yrHeTeHuio MeTabonn3ma numosuaa. B cBoio ouepe/b NMoBbilLIEHHE M1a3MEHHbBIX KOHLEHTPALMIA
MUMO3K/J1a MOXKET NPUBOAUTE K YANIMHEHHIO HTepBana QT 1 B HEKOTOPBIX CllyyasX K pa3sBUTHIO
apuUTMHMH  KEJTyJIOYKOBOM  TaXMCHCTO/NIMYECKOH Tvma «mupyaT™» (torsade de pointes).
OnHoBpeMeHHOE NPUMEHEHHE MUMO3KIA U (IIyKOHa30/1a MPOTUBOMOKA3aHO.

XMHUIUH: HECMOTPS HA TO, YTO HE MPOBOAMIIOCH COOTBETCTBYIOLIMX MCCIENOBAHMIA in vitro v

in vivo OJIHOBPEMEHHOE MNpUMEHeHHe (IyKOHA30Ja M XUHHUAWHA MOXKET TaKKe NMPUBOAMTH K
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YTHETEHHIO MeTabonu3Ma XWHUAMHA. [IpUMEHEHHWe XMHMIMHA CBA3aHO C yUTMHEHHEM
uateppaia QT WM B HEKOTOPBIX ClyyasX ¢ pa3BUTHEM ApUTMHUU  JKENTYI0UKOBOM
TaXUCHCTONMYECKOH THMA «nupysT» (torsade de pointes). OaHOBpemeHHOE NpUMEHEHHE
XHUHUAKMHA U (i1yKOHA30/1a TPOTHBONOKA3aHO.

OpUTPOMHUMH: OJTHOBPEMEHHOE MpHMeHeHHe (IIyKoHasona SPUTPOMHULHMHA NMOTEHUHAIBHO
MPUBOAHT K MOBBLILICHHOMY PUCKY Pa3BMTHS KapAMOTOKCHYHOCTH (yannHeHue mutepBana QT,
torsade de pointes) u, BcieACTBME 3TOro, BHe3amHOM cepaeuHOIA cmepTti. OaHOBpeMeHHOE
NMpUMeHeHHe (JyKoHa30/1a M SPUTPOMHLIKHA NTPOTHBOTMOKA3AHO.

He pexomendyemes ucnonvsosams credyiouyue nexapcmeennsie cpedcmea:

[anodantput: ¢aykoHa3’on MOXKET yBeIMYMBATH KOHLEHTDPALMIO rafopaHTpuHa B [Jasme
KpoBH B CBA3M ¢ MHruOMpoBanuem usodepmenta CYP3A4. BosmoxkHO pasBuTHE apUTMHUH
JKETyI04KOBOH TaXMCHCTOIMHECKOH THMa «nupysT» (torsade de pointes) npu OXHOBpEMEHHOM
NPUMEHEHHH C (JIYKOHA30/10M, KaK U C IPYrHMH NPOTHBOIPUOKOBBIMU MpenapaTamMy a3onoBOro
paaa, NO3TOMY COBMECTHOE NPUMEHEHHE UX HE PEKOMEHYeTCs.

Cnedyem cobniooams ocmopodcnocms npu 00HOEPEMEHHOM NPUMEHEHUU ¢ (paykonazonom:
AMMOJIAPOH: NPHMEHEHHE aMMOJAPOHA aCCOLMMPOBANOCH C yAiMHeHMeM HHTepeana QT.
Cnenyer cobmonath OCTOPOXKHOCTb MPH OJHOBPEMEHHOM MNpPUMEHEHMH (UIyKOHA301a M
amHMo/1apoHa, B 0COOEHHOCTH NpH NpHeMe BbICOKOH 103bl (iykoHasona (800 mr).

Cnedyem  cobmodams  ocmoposcHocms U, 603MONCHO, KOPPEKMUpoeams 003l npu
00HOBPEMEHHOM RPUMEHEHUU CIEOYIOWUX RPENAPAMOE U (P1YKOHA30NA:

[Ipenapamyl, erusiowue Ha ¢ayxonazon:

['MpOXIOPOTHA3MA: MHOTOKpaTHOE TNPUMEHEHME TMAPOXJIOPOTHA3MAA OAHOBPEMEHHO C
(1yKOHA30/10M MPUBOJMT K yBETMYEHHIO KOHLEHTPALMK (ITyKOHa30/1a B I1a3Me KpoBH Ha 40%.
OpdeKT Takoi CTeneHW BBIPAKEHHOCTH He TPeOYeT HM3MEHEHHs pexXuMa JI03UPOBAHUSA
(rykoHa3o0na y MauMeHTOB, MOJYHAIOLUX OJHOBPEMEHHO JWYPETHKH, OJHAKO Bpauy clieflyeT
3TO YUYMTHIBATb.

Pudamnuuun: oaHoBpemeHHOE npuMeHeHHe (IyKOHa30da W prbaMIULKMHA NPUBOAUT K
cumxenuio AUC Ha 25 % v AMTeNbHOCTH Meproja nosyBbiBeaeHns daykoHasona Ha 20 %. V
MALUHCHTOB,  OJHOBPEMEHHO  NMPHHUMAIOWMX  pU(DAMIUUKH, HEOOXOAMMO  YYMTBIBATh
enecoobpa3HOCTh yBeINUYEHUs 103bl (hi1yKOHA301a.

[Ipenapamui, na komopwie enrusem gaykonazon:

®yKOHa3071 ABAAETCS YMEPEHHBIM MHIMOMTOpPOM M3odepmentoB 2C9 u 3A4 uutoxpoma P450

(CYP). ®aykonason Takxke siBnsercs unruburopom usodepmenra CYP2CI9. Kpome Toro,
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MOMHMO MEpEeYUCCHHBIX aanee 3((EKTOB, CyLIECTBYeT PUCK MOBBILIEHUS B MiazMe KpOBH
KOHUCHTPALMH W NpYrMX JIEKApCTBEHHBIX CPEACTB, MeTaloNM3UpyeMbIX H3opepMeHTamMu
CYP2C9, CYP2C19 u CYP3A4 npu oHOBpemMeHHOM MPUMEHEHUH ¢ Iy KOHa30/10M. B cBs3m ¢
ITHM, ClEAYeT COOMI0AaTL OCTOPOKHOCTD NPH OXHOBPEMEHHOM MPHUMEHEHHH NEPEYNCICHHBIX
NpenapaTos, a np1 HeOOXOAUMOCTH MOAOGHBIX KOMOMHALMIA MALMEHTbI A0KHBI HAXOIUTHCS
MOA TwATebHLIM MEAULMHCKMM HaOmoaeHneM. ClieflyeT yquTbiBaTh, YTO MHIMOHDYHOLLMiL
apdext daykoHazona coxpansercs B TeyeHue 4-5 aHeil Mocae OTMEHbI rnpenapara B CBA3H C
JUTUTEJIbHBIM MIEPHOJIOM [10J1YBbIBE/IEHHS.

ANQEHTaHWI: OTMEYaeTCs yMEHbLIEHHE KIMpeHca M obbema pacrnpeieseHus, yBeluueHue
nepuoja nosyBbiBEACHHA anpeHTaHnna. Bo3MOXKHO, 3TO CBf3aHO C MHrHGHpPOBaHHEM
msopepmenta CYP3A4 diykonasonom. Moxer notpeGosarbes KOPpEeKLMsA 1036l aln(eHTaHuIa.

AMUTPUNTUINH, HOPTPUNTUAMH: yBenuuenue spdekra. KoHueHTpaumio S-HOpTpUNTMIMHA

WniM  S-aMMTPUNTHIMHA MOXHO M3MEPUTh B Hayaie KOMOMHHMpPOBAaHHOM Tepanuu ¢
(hykonasonom u uepes Heaemo nocie Hayana. [Ipu Heo6XoaumocTH Clie/lyeT KOppeKTHpOBaTh
A03y aMUTPUIITHINHA/HOPTPUNITHIIMHA.

Amdorepuumns B: B uccienoBanusx Ha Mbliax (B TOM 4ucie, ¢ MMMy HOCynpeccuei) Obuiu
OTMEUCHBI C/ICAYIOUIME Pe3y IbTaTbl: HEOOIBIION aAAMTHBHbIH MPOTHBOrPUEKOBLI 3 deKkT npu
cucTeMHOW  uHpekuuu, BbiBaHHOW C. albicans, OTCYTCTBHE B3aUMOEHCTBHS npu
BHyTpHuepenHoi uHpekuny, BbizBanHOH Cryptococcus neoformans v aHTaroHusMm mpu
CHCTEMHOM MH(EKLMH, BbI3BaHHOM A. fumigatus. KinHudeckoe 3HaueHHE NaHHBIX Pe3y IbTaToB
HE SCHO.

AHTUKOAryJSiHTBI: Kak M Aapyrue HpOTHBOFpH6KOBblC CcpeacrTaa (npomBongle aaona),

(1yKOHa3071, NpH OJHOBPEMEHHOM NPUMEHEHUH C Bap(hapUHOM, MOBbILLAET npotpombuHOBOE
Bpems (Ha 12 %), B CBA3M C ueM, BO3MOXKHO pa3BUTHE KPOBOTEUEHHI (remMaToOMBbl, KPOBOTEYEHHS
M3 HOCA M KEITYN0YHO-KMUIEYHOrO TPaKTa, reMaTypus, MejeHa). Y MauueHTOB, MOJyyarolmX
AHTHKOAry/IAHTbl KyMapHHOBONO W MHAAHAMOHOBOrO psza M (JIyKOHa301, HeoGXOAMMO
MOCTOAHHO KOHTPOJIMPOBATh MPOTPOMOMHOBOE BpeMs B MEPHOA TEPANMM M B TeueHue 8 aHeil
Moc/e ONHOBPEMEHHOrO MpuUMeHeHHs. Takoke CeayeT OUeHUTD LeNeco06pa3HOCTL KOpPeKLMHI
J103bl JIJaHHBIX aHTHUKOAryJISHTOB.

A3UTPOMULMH: NP OJHOBPEMEHHOM NPUMEHEHHH BHYTPb (lyKOHA30/a B OJIHOKPAaTHOM J03e
800 Mr ¢ a3UTPOMHUMHOM B OZHOKPATHOH 03¢ 1200 M BBIpaKEHHOrO (bapmakokMHeTHYECKOTO
B3aMMOZCHCTBHSA MEXAY 000MMHU NpenapaTaMu He yCTaHOBJIEHO.

benzonunazenunsl (KOpOTKOro eHCTBUA): MOCe npueMa BHYTPb MHAa3oJjiaMma, ¢>ny|(oua30n
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CYUIECTBEHHO yBE/IMMBACT KOHUEHTPALIMIO MHAA30/1aMa M TICHXOMOTOPHBbIE 3 deKThi, Npuuem
3TO BAUAHHKE Gosiee BbIpaeHO nocie npuema (aykoHa3ona BHyTpb, YeM NPH €ro NpUMeHeHUH
BHYTpUBEHHO. [Ipu Heob6xoaumocTu comyTeTByrowedi Tepaniu GeH30ana3eNMHAMH NalHeHTOB,
NpUHUMAIOWKMX  (IyKOHA30, chefyeT HabalogaTh € LEAbIO OLEHKH LenecoobpasHocTH
COOTBETCTBYIOLUErO CHMKEHHMA N03bl OensoauasenuHa. Ilpu OAHOBPeMEHHOM NpPUMEHEHMHU
OAHOKPATHOH 11036l TpHasonama, (uykoHason ysenuunsaer AUC tpuasonama NpUOIU3UTENBHO
Ha 50 %, Cmax - Ha 20-32 % u nepuoa mosnyebiBeseHus Ha 25-50 % Gnaronaps yrHeTeHMIO
meTabosnu3ma Tpuasonama. MokeT noHago6MThCs KOppeKLHs 1035l TpHa3oaama.
Kapbamasenun:  daykonason yrueraer meraGonmsM  KapbamazenuMHa M MOBbILIAET
CbIBOPOTOYHYIO KOHUEHTpauuio kapbamazenuua Ha 30 %. HeoGxomumo yuuthiBaTh pHck
Ppa3BUTHsA TOKCHYHOCTH KapbGamasenuna. CresyeT OLEHHTb HEOGXOAMMOCTH KOPPEKLMH [03bI
kapbamasenuHa B 3aBUCHMOCTH OT KOHLEHTpaLuu/3¢hexra.

brokaTtopbl _«MeNEHHbIX» KalbUMEBBIX KaHAJOB: HEKOTOPbIE AHTATOHMCTBI KAJBLMEBbIX
KaHasloB (HH(EAMITHH, UCPANTIMH, aMJIOJMITHH, BepanamMui U GeloannuH) MeTaboau3MpyIoTCs
nsoepmentom CYP3A4. DiykoHa30/ yBeqMuMBAET CUCTEMHYIO SKCMO3MLMIO AHTATOHMCTOB
Ka/IbLIMEBBIX KaHa/IOB. PEKOMEH/10BaH KOHTPOJIb Pa3BUTHs NOGOYHBIX 3 (eKTOB.

HeBupanut: coBMeCTHbIi npueM (iyKoHa30/1a 1 HeBUpANMHA YBETMYNBAET NPHOIM3UTENBHO Ha
100% 5KCMO3MLMIO HEBMPANUMHA 10 CPABHEHMIO C KOHTPOJbHBIMH NAHHBIMU 10 OTAETBHOMY
MPUMEHEHHUIO HEBMpanuHa. K3-3a puCKAa MOBBIIEHHOrO BbIACJICHHS HEBUpANMHA TMpH
COMYTCTBYIOLUEM ~ MPUMEHEHHM  JICKAPCTBEHHBIX MPENapaToB  HEOOXOAMMBI  HEKOTOpBIE
NPeAOCTOPOKHOCTH M TILATEIbHOE HA0II0ICHHE 3a MaLMEHTaM K.

L{MK/IOCNIOPHH: y MAaLMEHTOB C TPAHCIIAHTMPOBAHHON MOYKOH, NMpuMeHeHMe (iyKoHaszona B
nose 200 Mr/cyT NpUBOAMT K MEMICHHOMY TMOBBIIIEHHIO KOHLEHTPALMM LMKIOCTOPHHA.
Onnako, npH MHOrOKpaTHOM nNpuMeHeHHH (ulykoHasona B no3e 100 Mr/cyT uaMeHeHus
KOHUCHTPAUMH LMKJIOCMOPHHA y PELMIIHEHTOB KOCTHOrO Mo3ra He Habiromanock. [lpu
OAHOBPEMEHHOM NMPUMEHEHHH (JyKOHA30/1a M LMKIOCTIOPUHA PEKOMEHILYETCS KOHTPOIMPOBAT
KOHLEHTPALHMIO LIMKJIOCTIOPUHA B KPOBH.

OBEPOIUMYC: XOTS AAHHOE B3aMMOJCHCTBHE He GbLIO M3YHEHO in Vivo WIH in vitro, GyKoHa3on
MOXET [OBbILIATL KOHLEHTPALUMU 3BEPOJMMYca B [MJa3Me KPOBM MyTeM WHIMOMPOBAHUSA
CYP3A4.

LluknodochamMua: npu OAHOBPEMEHHOM MpUMEHEHMH LMKIOpochamMuaa M (ryKoHa3oa
OTMEYACTCs yBEIMYCHME CHIBOPOTOUYHBIX KOHLEHTpauuit OunupyOuHa u kpeaTuHuHa. J{aHHas

KOMOMHALMS JOMyCTMMAa C YYETOM pHCKA YBEIMYEHHSs KOHUEHTpauuil GuaupyGuna
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KpeaTHHHHA.

DeHTaHun: umeeTcs cooblueHue 06 OAHOM JETATbHOM MCXOZE, BO3MOMNKHO CBS3AHHOM C
OZHOBPEMEHHBIM MpUMEHeHHeM (eHTannia u daykounasona. [Ipeanonaraercs, uTo HapyieHus
CBA3aHbl C MHTOKCHKalMeH (eHTaHWIOM. BblI0 MOKa3aHo, 4TO (IyKOHA30] 3HAYUTENBHO
YAMHACT BpeMs BblBecHHs (eHTaHuna. ClelyeT yuuThIBATh, YTO MOBBILIEHHE KOHLEHTPALHH

(heHTaHWIA MOYKET NPUBECTH K Y THETEHHUIO AbIXATE/bHOM (yHKLHH.

Wnruburopsl 'MI-KoA-peflyKTasbl: Mpu OAHOBPEMEHHOM MPHMEHEHHH ¢dnykoHasona ¢
nirnduropamu 'MI™-KoA-penykrasbi, MeraGonusnpyembiMu usodepmentom CYP3A4 (takumu
Kak, aTOpBacTaTHH W CUMBAcTaTHH) nian uzopepmentom CYP2D6 (Takumu Kak, duysacTaTu),
PHCK pa3sBUTHA MHOMATHH W pabaoMuonM3a yBenuuuBaercs. B ciyuae HeoGXomuMmocTH
OZHOBPEMEHHO#H Tepanuu yKa3aHHBIMM NpenapaTtaMu, cleiyeT Hab/Ii04aTh NaLKEHTOB C LEIbIO
BBIABJICHMS ~CMMNTOMOB MMOmatiu M pabaomuonusa. HeoOGXoaMMO  KOHTPOAMPOBATH
KOHUCHTPALMIO KPEaTMHUHKHWHA3bl. B Ciyyae 3HAYMTENBHOrO YBENMYEHHS KOHLIEHTpALMH
KPeaTUHWHKMHA3bl WJIM  €CJIM JIMarHOCTHPYETCS WM MMEETCS TMOJ03PEHHE HAa pa3sBUTHE
MHONATHH WM pabaomuonusa, Tepanuio uHruGutopamu ['MI-KoA-penykrasbi creayer
NPEKPaTHUTh.

WbpyTunuG: ymepenubie wuurubutopsl uzopepmenta CYP3A4, Takme kak dykoHasos,
YBEIHYHBAIOT KOHLUEHTpaLUKO WOpyTHHMOA B nja3Me M MOryT MOBBILIATE PUCK TOKCHUHOCTH.
Ecnn npumenenns npenapatos B KOMGMHALIMK He yjaeTcs u3bexarhb, HEOOXOAMMO YMEHBLIATD
103y HOpyTHHUMOA, KaK yKa3aHO B MHCTPYKIMH MO MEAULMHCKOMY NPUMEHEHHIO Oy THHNUGA, U
o0ecneynTh TLIATeNbHOE KIMHHYECKOe HabioeHue.

JlosapraH: (ykoHa3on yrxeraeT MeTaGonuM3M JI03apTaHa 0 €ro akTMBHOro merabonuta (E-
3174), xotopelit oTBeyaer 3a Gonblyl0 4acTh 3P(PEKTOB, CBA3AHHBIX C AHTATOHM3MOM
aHrnoteHsuH-1I peuentopos. Heo6Xxonum peryaspHbliii KOHTPOb apTepHATBHOTO JaBNEHHS.
Merazion: (ykoHa30s MOKET yBeIMYMBATh MJ1a3MEHHYIO KOHLEHTPALMIO MeTajoHa. Mosker
MOHAZ00UTHCA KOPPEKLKs 03Bl META0HA.

Hecrepounanbie nporuBoBocnanutensubie npenapatbl (HIIBIT): Cmax u AUC baypbunpodena

yBenuuuBatores Ha 23 % wu 81 %, coorBeTcTBeHHO. AHamOrmyHo Cmax M AUC

(hapmMaKoIOruyeckn akTHBHOrO u3omepa [S-(+)-ubynpoden] nosbiwanucs Ha 15 % u 82 %,
COOTBETCTBEHHO TNpPH  OJHOBPEMEHHOM MPUMEHEHMHM (IyKOHa30Ja C  paleMHUUYECKUM
ubynpoderom (400 mr).

ITpu onHoBpemenHoM npumenenuun daykonasona B moze 200 Mr/cyT M uenekokcuba B 103e

200 mr Cmax 1 AUC nenexokcu6a ysenuunsatorcs Ha 68 % u 134 % cooTBeTcTBeHHO. B naHHOi
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KOMOMHALIMK BO3MOXKHO CHIKEHHE 103bI LeIeKOKCHGa B/IBOE.

HecMoTps Ha oTcyTcTBHe ueneHanpasieHHbIX HCCTEq0BAHMIL ¢yxoHason moxer yBenuuuBarh
CHCTEMHYIO sKkcnosuumio  apyrux  HIIBII, mera6onusupyembix uzopepmentom CYP2C9
(Hanpumep, HaNpoOKCeH, JIOPHOKCHKAM, MEJIOKCHKaM, aukaodenak). MoxeT noHamobuTbes
Koppekuus no3el HITBIT.

[Tpn onnoBpemenHoM npumenenuun HITBIT u (1yKOHa30/1a MALMEHTHI A0MKHBI HAXOAUTHCS MO
TILATEbHBIM MEIMLHMHCKAM HaOMIOAEHUEM C LIEJIBIO BBIABJICHHUS W KOHTPOJIS HEeXeaTe/bHbIX
ABJICHUH ¥ NPOABAECHUS TOKCHYHOCTH, CBS3aHHbIX ¢ HIIBIL.

Onanapu6: ymepeHHble HHIHGUTOpBI nsopepmenta CYP3A4, Takue kak dykonason,
MOBBILIAIOT KOHLEHTPALKIO onanapuba B rasme KpoBu. MX ofHOBpeMeHHOE NpUMeHeHHe He
pekoMena0BaHo. Ecin HEBO3MOKHO H36eXaTh OJHOBPEMEHHOrO NpUMEHEHHS, HEoOX0aUMO
COKpaTHTh 103y onanapuba 10 200 mr gBa pasa B CyTKH.

[lepopanbHble KOHTPAUENTUBBL: MPU  OJHOBPEMEHHOM MPUMEHEHHH KOMOMHMPOBAHHOIO
MEpopaibHOro KOHTpaUenTHBa ¢ (JyKoHa30J0M B 03¢ S0 Mr CyLIECTBEHHOTO BIMAHUS Ha
YPOBCHb TODMOHOB HE YCTAaHOBJICHO, TOra Kak MNpH €XeAHEBHOM mnpumeHenun 200 mr
¢aykonasona AUC stunmunacTpanmona u JIeBoHOprecrpena yseanyusatores Ha 40 % u 24 %
COOTBETCTBEHHO, a mnpu npumeHennn 300 mr daykonasona oaun pas B Hegemo AUC
STHHWISCTPaAHOia U HOPITHHAPOHA BO3pacTaioT Ha 24 % u 13 % cooTBeTCcTBEHHO. Takum
00pa3oM, MHOrOKpaTHOE NpUMeHeHne (lyKoHa30na B yKa3aHHbIX 103aX BPSJL JIK MOXKET OKa3aTh
BAMAHHE HA 3D (DEKTHBHOCTL KOMGMHHPOBAHHOIO MEPOPATBLHOIO MPOTHBO3AYATOUHOTO CpeacTBa.
DEHUTOMH: OIHOBPEMEHHOE MpUMEeHeHHe (BIyKOHa30na 1 (benuTonHa MOXKET ConpoBOKAATHCS
KJIHHUYECKH 3HAYMMbIM MOBBIIEHUEM KOHLEHTpauun eHuTouHa. B ciayuae HeobxomumocTy
OZHOBPEMEHHOr0 NMPUMEHEHHA OOOMX MpenapaToB ClIeyeT KOHTPOJIMPOBATh KOHLEHTPALMIO
(eHuTOMHA M COOTBETCTBYIOWIMM 06pa3oM CKOPPEKTHPOBAaTh €ro A03y C LeNblo obecrneyeHus
TEPaneBTUYECKOH KOHLEHTPALIMHU B CHIBOPOTKE KPOBH.

ViBakapTop: npu  OJHOBPEMEHHOM NpPUMEHEHMM C uBakaGTopoM,  CTUMYJISTOPOM
MYKOBMCLIMIO3HOrO perynsropa TpancMemOpanuoit nposoaumoctu (CFTR), Habaiomanocs
YBEIMYCHHE OKCNO3MLUMM MBakadTopa B 3 pasa M 3KCMO3MLNM TMAPOKCUMETHII-UBaKad Topa
(MI) B 1,9 pasza. Ilauuenram, OQHOBPEMEHHO MNPHHHUMAIOLIUM YMEpPEHHbIE MHIMUOUTOPBI
usopepmerta CYP3A, Takue Kak ()JyKOHa3on M 3PUTPOMMLIMH, PEKOMEHAYeTCs CHUXKEHHE
A03bl uBaKahTopa 10 150 Mr oaMH pa3 B CyTKH.

[Ipeanun3on: nmeeTcs coobLueHne O Pa3BUTHH OCTPOI HEJOCTATOYHOCTH KOpPbl HaAMOYEYHUKOB Yy

[TAaUMEHTa MOocCj€ TpaHCIUIAHTAUUMMU MNEYeHU Ha cboue OTMEHBI TMpHUeMa ¢!JI)’KOH330J'la rnocje
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TpeXMecaqHoro Kypca tepanuu. Ilpeanonoxurensho, npekpaiueHne tepanuu (iyKoHa3010M
BbI3BA/O MOBbILUEHME AKTMBHOCTH n3odepmenta CYP3A4, uTo npuBeno K yBenuueHHOMY
MeTaboau3My npeaHU30Ha.

[MaunenTsl, nonyvaoumue KOMOMHHPOBAHHYIO TEPANMIO MPEAHU3OHOM M pykoHazonom,
AOJKHBI HaXOAMTBHCA MOA TIIATE/NbHBIM MEAMUMHCKMM HaO/IOJCHUEM MpPH OTMEHE mNpHeMa
(ykoHa3zona ¢ Lesbio OLEHKN COCTOSHHUS KOPbI HAJAMOYeY HUKOB.

Pugabytun: oaxospemenHoe npumeHeHue (aykoHasona M pudabyTHHa MOKET MPUBECTH K
MOBBILUCHHIO CBIBOPOTOYHbBIX KOHLEHTpauui nocneanero ao 80 %. [lpu oaHOBpeMeHHOM
npumMeHeHUH (uiykoHasona u pupabyTnHa onucanbl ciiyyau yeuta. [lauueHToB, OAHOBPEMEHHO
nostyyaromux pudabytun u ¢y koHazoi, He06X0AMMO TIIATENBHO HAGIIOAATS.

Caksunasup: AUC nosbiwaercs npubnusurensio Ha 50 %, Cmax - Ha 55 %, Kimpec
CaKBHHABHMpa yMeHbLUAETCs MpUOAM3UTENBHO Ha 50 % B CBA3U ¢ HHTHOMPOBAHMEM MEYEHOUHOTO
merabonnsma nuzopepmenta CYP3A4 wu  wunruGuposanuem P-rimkonporemHa. Moxer
NOHa06MTHCA KOPPEKLUS 103bl CAKBHHABUPA.

CuponuMyc: noBbIlIEHUE KOHLEHTPALMH CHPOJIMMYCA B M1a3Me KPOBH, MPEANONOKUTENLHO B
CBsA3M ¢ MHrMOMpOBaHHEM MeTaboM3Ma CHpONIUMYca Yepes yrueTenue usopepmenta CYP3A4 u
P-raukonporenta. JlanHas KOMOMHALMA MOXKET NPUMEHATBCS C COOTBETCTBYIONIEH KOppeKLHeit
A03bl CHPOJIUMYCA B 3aBUCHUMOCTH OT 3(h(eKTa/KOHLEHTPALIMH.

[Ipenapatel cyabHOHHIMOYEBUHBI: (bJ'l}’KOHaZiO.ﬂ, NP OTHOBPEMEHHOM TMPUMEHECHUH, MPUBOJAUT

K YBEJIHYEHHMIO MEpPHOAA MOJyBbIBEACHUA NEPOPAIbHBIX MpPenapaTtoB CyabHOHUIMOYEBHHDI
(xnopniponamuza, rnubeHknamuaa, raunusuaa M toabyramuaa). [laumentam ¢ caxapHbim
AuabeToM MOXKHO Ha3HAyaTh COBMECTHOE MpUMeHeHMe (JyKOHa30/Ma M MepopaIbHbIX
MpenaparoB Cy/Ib(OHUIMOYEBHHBI, HO TpPH 3TOM CJEAYeT y4MTHIBATH BO3MOXKHOCTbH Pa3sBUTUS
THTOTIMKEMHMH, KPOME TOro, HEOOXOAMM pEryispHbIi KOHTPOJb [JIIOKO3bl KPOBM M, MpH
HEOOXOMMOCTH, KOPPEKLMS 103bl MPENapaTos Cy/bHOHHIMOUEBHHBI.

Takponumyc: OAHOBpEMEHHOE NpUMeHeHHe (TyKoHa30/Ma U Takpoaumyca (BHYTPb) NPUBOLMT K
MOBBILICHHUIO CHIBOPOTOUHBIX KOHLEHTPAUMH MocieaHero B 5 pa3 3a cyeT MHrHOMpOBaHMs
MeTaboM3Ma TakpoJMMyca, MNPOMCXOAALIEr0 B KHMIIEYHMKE TOCPEACTBOM H30o(epMeHTa
CYP3A4. 3HaunTenbHbIX HM3MEHEHHH (ApPMAKOKMHETHKM MPENapaToB HE OTMEYEHO [pH
NPHUMEHEHHH TaKpoJIMMyca BHYTPUBEHHO. OnucaHbl ciyyan HedpoTOKcHuHOCTH. [lauueHToB,
OZHOBPEMEHHO MPUHUMAIOIIMX TAKPOJIMMYC BHYTPb M (UIyKOHA30:, clieayeT TIIATeNbHO
Habmoaats. Jlo3y TaKpoiMMmyca CleAyeT KOpPpPeKTMpOBATh B 3aBUCHMOCTH OT CTENEHH

NOBBILLIEHHUA €r0 KOHLUEHTPALKK B KPOBH.
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Teodumnt: npu 0AHOBPEMEHHOM MPUMEHEHHH ¢ BiyKOHA30710M B 103e 200 Mr B Teuenue 14
AHEH CPEelHAfs CKOPOCTb MIa3MEHHOro KiMpeHca TeoMiUIMHA cHukaeTcs Ha 18 %. [Tpu
Ha3HauYeHWH (IyKOHA301a MaLMEHTaM, NPUHUMAIOWMUM TEODUIIHH B BHICOKHX J03ax, WiIu
MaUHCHTaM C TOBBIUICHHBIM PHCKOM Pa3BUTHS TOKCHYECKOTO AEHCTBHS TeO(UINHHA, cieqyeT
Hab/I0aTh 32 MOSIBNEHHEM CHMITOMOB MEPe03MPOBKH TEOQHUIINHA U, NIPU HEOOXOAMMOCTH,
CKOPPEKTHPOBAThH TEPAIMIO COOTBETCTBYIOLINM 06pa3oM.

Todauntunub: skcnozuuus TopaunTnunba ysenuunsaeTcs MPH €ro COBMECTHOM NMPUMEHEHHH €
fpenapaTamu, KOTOpbI€ SBJIAKOTCS OJHOBPEMEHHO yMEPEHHBIMU HHIHOUTOPaMU H30(epPMEHTOB
CYP3A4 u CYP2CI19 (nanpumep, dykonason). Bo3MOXKHO, MOKET NOHAOGHTHES KOppeKLUus
2103l TOGaUTHHKUOA.,

TonBanTaH: 3KCMO3ULMA TONBANTAHA 3HAYMTENBLHO YBETMYUBAETCS (AUC Ha 200%, Cmax Ha
80%) mpu coBMecTHOM mnpuMeHeHMM TonBanTaHa, cyGcrtpara CYP3A4, ¢aykoHazona,
ymepenHoro unruburopa CYP3A4. [lpu 5TOM CyluecTBYeT pUCK 3HAYUTENBHOrO YBEJIHYECHUS
HacTOTbl PAa3BUTHS HEKENATENbHBIX ABICHUH, B YACTHOCTH, TAKMX KaK MOBBILUIEHHBIH AMype3,
ACTHApATalMs W OCTpas rMoveyHas HeA0CTaTOYHOCThb. [IpM OAHOBPEMEHHOM NpPUMEHEHUH
AaHHBIX TpENnapaTtoB CIEAYeT YMEHbIUMTh 03y TOJIBaNTaHa M BHUMATENbHO HabIIOAaTh 3a
COCTOSIHUEM MaLMeHTa.

AnkanouJ 0GapBHHKA: HECMOTPS HAa OTCYTCTBME LEJNEHANpABIEHHbIX HCCIEI0BAHHIA,
npeanosaraeTes, YTo (uyKOHa301 MOKET yBETHYMBATH KOHLEHTPALMIO AIKAIOUI0B GapBUHKA
(HanpuMep, BUHKPUCTHHA W BMHONACTHHA) B MJa3Me KPOBM M, TaKMM 06pas’oM, NMPUBOAMTH K
HEMPOTOKCHYHOCTH, HYTO, BO3MOXKHO, MOXET ObiTb CBS3aHO C yrHeTeHueM u3o(hepMeHTa
CYP3A4.

Buramun A: umeercsi coobuienne 06 OAHOM Cllyuae pa3BUTHS HEXKENATeNbHBIX PeaKumii co
CTOPOHbI LEHTpanbHOH HepBHOW cuctembl (LIHC) B Bume mnceBmoomyxomu Mmosra npu
ONHOBPEMEHHOM MPUMEHEHHH TOJIHOCTBIO TPAHCPETHMHOEBOM KHMCIOTBI M (JlyKOHa30na,
KOTOpBIE HCYE3/IH 1oce OTMEeHbI (uiykonaszona. [IpumeHeHne 1aHHON KOMOMHALIMN BO3MOIXKHO,
HO CJIEYET MOMHHUTh O BO3MOXXHOCTH BO3HMKHOBEHHMS HEXKENaTelbHbIX PEaKUMit CO CTOPOHBI
LHC.

3UAOBYIMH: NPH OJHOBPEMEHHOM MPUMEHEHHMHU ¢ (IIyKOHA30I0M OTMEYaeTCs MOoBbieHHe Cmax
n AUC 3unoByauna Ha 84 % u 74 %, cootBercTBeHHO. JlaHHbiit 3 deKT, BeposTHO, 06ycioBIeH
CHWKEHHEM MeTabo/M3Ma Moc/ieaHero 10 ero riaBHoro Metabonuta. o u mocie Tepanuu ¢
npumeHeHnem ¢iykonasona B ao3e 200 mr/cyt B Teuenue 15 aneit Gonbubim CITMJIom 1 ARC

(xommieke, cBsasanupiii co CITMJIoM) ycTaHOBNeHO 3HauMTenbHOE yBenuueHue AUC
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3uoBy auHa (20 %).
[Naunenram, nomyuarownm Takylo KomMGHHALMIO, cieayer HabnoaaTh © UEAbIO BbISBIEHUS
no604HbIX 3pHEKTOB 3M10ByAMHA.

Bopukonason (uuruburtop usodepmentos CYP2C9. CYP2C19 u CYP3A4): opHoBpemeHHOE

NpUMEHEHHE BOpHKOHa3osa (110 400 mMr 2 pa3a B CyTKHM B NmepBbiil AeHb, 3aTeM 1o 200 Mr ABa
pasa B CyTKM B TeueHHe 2,5 aHei) u duykonazona (400 mr B nepebiii AeHb, 3aTeM 1o 200 Mr B
CYTKH B Te4eHue 4 JHEH) NPUBOAMT K YBEIHYEHHUIO KoHUEHTpauuu Cmax 1 AUC BopukoHazona
Ha 57 % u 79 %, cooTBeTcTBeHHO. BbIIO MOKa3aHo, uTo HaHHbBIH a¢dexr coxpansercs npu
YMCHBIICHHH 1103bl M/WIM yMEHBUICHHH KPAaTHOCTH mnpuema J1060ro u3 rnpenaparos.
OnHoBpeMeHHOE NpUMEHEHHE BOPUKOHA301a U (hlyKOHA30/1a He pEKOMEH/yeTCs.
HccnenoBanus B3aumozieiicTBis nepopanbHbiX (opMm (nyxonazona npu ero ogHOBpeMEHHOM
MpHEME C MULLeH, UMMETHANHOM, aHTALMIAMH, @ TAKKe 110C/Ie TOTANbHOTO 06/TyYeHus Tena A
MOATOTOBKH K TNEpecajke KOCTHOrO MO3ra MoKasalu, 4YTO 3TH (aKTOpbl HE OKA3bIBAKOT
KJIHHUYECKH 3HAUYMMOTO BJIMAHMA Ha BcackiBaHue (yKoHas3ona.

[lepeuncinentbie  B3aUMONCHCTBUS ~ yCTAHOBNIEHbI  NPH  MHOTOKPATHOM NpUMEHEHHH
(hykoHasona; B3aMMOJEHCTBUS C JIEKAPCTBEHHBIMH CPEACTBAMM B pe3ysbTaTe OJHOKPATHOrO
npuema (1yKoHas3o/1a He U3BECTHBDI.

Bpauam cieayer yunTeiBaTh, YTO B3aMMOAEHCTBHE C APYrHMH JIEKapCTBEHHBIMH CPEACTBAMM
CreLHaIbHO HE U3y4asloch, HO OHO BO3MOXKHO.

Ocobble ykazauus

Coobwanocs o cnyuasx cynepuHdEKUMHM, BbI3BAaHHONW OTIMuHbIMM oT Candida albicans
wrammamn Candida, KOTOpble YacToO 06/1aJ1AI0T NPUPOJHOI PE3UCTEHTHOCTBIO K bnykoHazony
(wanpumep, Candida krusei). B noao6Hsix ciyyasX MOXeT moTpeGoBaThes albTepHaTUBHAs
NpoOTUBOrpuOKOBas Tepanus.

Bo Bpems GepemeHHOCTH npuMmeHeHus (aykoHasonma cieayeT W3GeraTh, 3a MCKTIOUEHUEM
Cy4acB THKEAbIX W MOTEHUMATbHO YrpOXKAIOUIMX >KM3HH TpuOKOBbIX MH(eKUMil, Koraa
O)KH/iaemMas 10J1b3a JICUEHMS /Ul MATEPH MPEBBILLIAET BO3MOXHbIN PUCK /IS 1044,
Heobxoaumo paccmoTpeTs 3¢deKTHBHBIE METOAbI KOHTPALEMLUMH y IKEHLUHH JETOPOHOrO
BO3pacTa B TCYCHHWE BCEro nepuoaa JevyeHus M NpuOIM3MTENbHO B TeuyeHue Heaenu (5-6
NMEPUOZIOB  MOJYBLIBEACHHUA TMOCNE MNPUHATHA MOCaeaHed /03bl npemapata (cM. pasgen
«IIpumeHreHne npu 6ePEMEHHOCTH U B NIEPHO/ IPYAHOTO BCKAPMIUBAHHUSAY).

B penxux ciyuasx npumeHenune durykoHasona conpoBOXNKAANOCH TOKCHYECKMMU M3MEHEH MMM

NEYCHHU, B TOM YUCIE C JIETAJIbHBIM MCXOA0M, IJIaBHBIM o6pa30M, Y NAUMEHTOB C CEPbE3HBIMU
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COnyTCTBYIOWMMH 3aboneBanuAMM. B cnyuae renaToTokcuueckux 3G deKToB, CcBA3aHHBIX ¢
MPUMEHEHUEM (DIIyKOHA30/1a, HE OTMEYEHO MX SBHOM 3aBHCHMOCTH OT obuweit cyTouHoit 103b1
fperapara, AMTe/IbHOCTH Tepanuu, noa 1 Bo3pacTa nauueHTa. [enaTtoTokcuyeckoe neicTere
npenapata o6bi4HO GbUIO OGPATHMBIM; MPH3HAKK €r0 MCYe3anH Mocie MPEKpaLIEHNs Teparnuu.
[Nauuenram, y koTopbix BO Bpems jeueHus NpenapaToM HapywalTcs nokasatean (yHKUMH
MEYEHH, HeoOXOAMMO HabMOAATh C LEBIO BbISBICHUS Npu3HaKoB Gonee cepbe3HOro
nopaxeHus neyeHu. Ilpu MosABAEHUM KIMHMYECKMX MPU3HAKOB MM CHMITOMOB nopaxeHus
MEYCHH, KOTOPbIE MOryT ObITh CBfi3aHbI C NPUMEHEHHEM rykoHazona, npenapar creayer
OTMEHHTb.

Kak u npu npumenenuu npyrux asonos, (rykoHa30n B peakHX Clyuasx MOXET BbI3bIBATH
aHa(UNAKTHYECKHE PeaKLIHy.

Bo Bpems neuenns QnykonazonoMm y naumenToB B PEAKHMX ClyyasX pa3BHBaJIUCh
3KC(HOIMATHBHBIE MOPAKEHHSA KOXKH, TAaKHEe KaK cuHapom CrtuBeHca-/DKOHCOHA M TOKCHYECKHIi
dNUAEpMabHBIH HEKpou3. Bonbhbie CITU]Iom Gosee CKIOHHDI K Pa3BUTHIO TSXKEBIX KOXKHbBIX
peakuuii npu NPUMEHEHWH MHOrMX npenapatoB. [Ipu nossaeHuy y TAaLUMEeHTOB BO BpeMs
JICHCHHA  MOBEPXHOCTHOH rpUOKOBOH HMH(EKUMM ChIMM, KOTOPYIO MOXKHO CBS3aTh C
NpUMEHEHHEM (J1yKOHa30/1a, Mpenapar cieyeT OTMEHUTD. [Ipy nosBIEHHH CHINM Y NALMEHTOB
¢ HMHBa3UBHBLIMH WIM CHCTEMHBIMH TPUOKOBBIMM HMHDEKUMSAMM HMX CHEIyeT TLATeqbHO
Hab/1i0aTh ¥ OTMEHHTH NPENapaT npu MosBIEHUHU OyJu1e3HbIX NOpaXKEHHH MM MHOTO(GOPMHOI
9KCCYIaTUBHOM IPUTEMBI.

OanxoBpemenHoOe npuMeHenue daykoHasona B 103ax MeHee 400 Mr/cyT u TepdeHaguua caenyer
MPOBOAMTBL TMOA TIIATEJbHBIM KOHTpOJeM (cM. pasaen «BsaumopeiicTBue ¢ ApYTHUMH
JIEKapCTBEHHBIMU MpenapaTamMmu).

Kak u apyrue asonbl, (ayKoHa301 MOXKET BBI3bIBATH yBesnnyeHue uHtepBana QT wa DKI.
®yKOHA30/1 BbI3BIBAET yBeJMYeHHWe HHTeppama QT MOCPEACTBOM MHIrUOMpPOBaHMS TOKa
KaJlueBbIX KaHAIOB BHYTPEHHEro BbINPAMJEHMS. YBennueHue wuutepBana QT, Bbi3BaHHOE
APYTHMH JICKapCTBEHHBIMU MpenapataMi (TaKUMH Kak aMHOJAPOH), MOXET GbiTh YCHIIEHO
uHrubuTopamu usodepmerra 3A4 uutoxpoma P450 (CYP) (cMm. paszgen «BsaumopeiicTeue ¢
APYrMMH JIEKapCTBEHHBIMM npenapatamu»). [lpu npumeHenuun uykoHasona ypenuueHue
unrepsana QT u Mepuanue WK TpeneTaHue Kenya04KOB OTMEHATH OYeHb PEAKO y MalMeHTOB ¢
TAKENbIMM 3a001€BaHUAMHU C MHOXKECTBEHHBIMM (DAaKTOPaMH PUCKA, TAKUMH KaK OpraHuyecKue
3a00/I€BaHMs CEpALA, HAPYLIEHMS JEKTPONUTHOrO OanaHca M crnocobCTByIOIas pa3BUTHIO
NMOAOOHBIX HapyUIEHHIi COMYTCTBYIOWAs Tepanus. [10BbILEHHBbI PUCK Pa3BUTHS YrpoKarolleii

KM3HM  OKEyJOYKOBOH apuUTMMH M MOAMMOPGHON KKETyJ04KOBOH TaXMKAPAMH MOXKET
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BOHUKHYTb y — MAUMEHTOB C  rUMOKaaMeMHMedl W mporpeccupyioeil CepaeyHOM
HEJ0CTATOYHOCTBIO. [l03TOMY TakMM mNAaUMEHTAM C  MOTEHLMANBHO NpOapuTMHYECKUMH
COCTOAHHAMH NMPUMEHSATD (JTy KOHA30J1 CIIElyeT C OCTOPOKHOCTBIO.
[Maunentam ¢ 3aGoneBaHusiMH MeyeHu, cepaua M mnoyek nepel MpPUMEHEHHEM [penapara
PEKOMEHYeTCs IPOKOHCYIbTUPOBATHCS C BPAUOM.
@iykoHa30:1 - pacTBOp A1 HHDY3HiT COBMECTHM CO ClIEAYIOLMMH pacTBOpamu:

- 20 % pacTBOp A€KCTPO3BI

- pactBop Punrepa

- pacTBOp XapTMaHHa

- pacTBOp Kajus XJIOpUAa B JEKCTpO3e

- 4,2 % pactBop HaTpus GukapGoHaTa

- amuHOQy3uH

- 0,9 % pacTBop HaTpus xj0pHa.
®yKOHa30/1 MOXHO BBOJAMTb B MH(Y3HOHHYIO CUCTEMY BMECTE C OJHHM M3 MePevnCIIeHHBIX
BbILUE PAaCTBOPOB. XOTs Ciy4au creunuueckoil HECOBMECTUMOCTH ()llyKOHA30/1a ¢ APYrHMH
CPCACTBAMH HE OMMCAHBI, TEM HE MEHEe, CMELIMBATh €ro ¢ JOObIMU APYTHMH Mpenapatamu
nepel uHdy3ueil He pekoMeH1yeTcs.
HlokazatesibctBa 3GPEeKTMBHOCTH (yKOHA30/Ma NP JEYEHHH APYrMX BHAOB SHAEMHUHbIX
MHKO30B, TAKHX KaK NapakoKLHAKOMIOMHKO3, CIOPOTPHXO3 M MMCTOIIA3MO3 OrpaHUYEHBI, YTO
HE TO3BOJISET OMNpPEAE/IHTh KOHKPETHbIE PEKOMEHAAUMM MO J03upoBaHuio. MiyKoHa3on
ABSCTCS yMEPEHHBIM MHruOuTOpoM n3opepmenta CYP2CY u ymepeHHbIM MHIHGMTOPOM
msopepmenta CYP3A4. DiykoHason Takke SBASETCs HHPHOUTOPOM uzopepmenra CYP2C19.
[pn oaHOBpeMeHHOH Tepanuu JEKAPCTBEHHBIMM MpenapaTaMM C Y3KHM TepaneBTHYECKUM
npopunem, MmeraGonusupyrommmucs usopepmentamn CYP2C9, CYP2C19 u CYP3A4,
peKoMeHyeTcs  cobroaaTh OCTOPOXKHOCTh (cM. pasaen «Bsaumopeiictue ¢ apyrumu
JIEKapCTBEHHBIMHU Npenaparamu).
Coobwanock 0 pasBUTHH HEAOCTATOMHOCTH KOPbI HAANOYEUHHKOB y MALHEHTOB, NOJTy4aroLIuX
TEpanuio ApyruMHM aszonamu (Hanpumep, KETOKOHA30J0M). VY MalMEHTOB, MOMYYAIOLINX
(ykoHasos, Habnroaanncs o6paTUMBbIe Cllyyau HEAOCTATOYHOCTH KOPbI HAANOYeY HUKOB.
Buausinne Ha cnoco6HOCTH yNpaBasiTh TPAHCIIOPTHBLIMH CPEACTBAMH, MEXAHH3MAMH
[Ipn  npumenenuu npemapata  HeoGXOAMMO  YYMTHIBATD  BO3MOXKHOCTD pa3BUTHSA
FOJIOBOKPYKEHHS U Cy0pOr.
®opma BbINycKa

PactBop ans undysui, 2 mr/ma.



JITI-002126-090821

[To 100 M1 B Gy ThUKM NOMMITUICHOBBIE U3 MOJMITHICHA HU3KOH MIOTHOCTH, 6€3 KoJMmayKa WK
C  KOMMa4yKOM (EBPOKOJNMAYKOM) M3 TMOJMITWIEHA, WIM KOJNMAYKOM YKYMOPOUHBIM M3
MOMITUIICHA, MK KPbILIKOM NOJIMMEPHO#t ¢ ABYMS NOPTaMH.

[To 1 GyTbuike B nmauke U3 KapTOHa KOPOGOYHOrO MM XPOM-dp3all BMECTE C MHCTPYKLHKEH no

IMPUMEHEHHUIO.

Ot 1 10 96 GyThinoK Ge3 nauek ¢ paBHBIM KOJTMYECTBOM MHCTPYKLMiA 1O MPUMEHEHHIO B ALLMKE
M3 KapTOHa ropMpOBaHHOTO (WIS CTALMOHAPOB).

YcnoBusi xpaneHust

B 3awmiieHHoM 0T cBeTa MecTe npu Temnepatype He Bbiie 30 °C.
He 3amopaxuBars.

XpaHUTb B HEOCTYTHOM 1St IETEH MecTe.

Cpok rognoctu

2 roaa.

He ucnonb30BaTh nosxe cpoka rogHOCTH, yKa3aHHOTO Ha YMaKOBKe.
YciaoBusi ornycka

OtnyckatoT no peuenty.

IIponsBoanTenn

1. 000 «MCT-DAPMy, Poccus

692525, Ilpumopckuit Kpaii, r. Yccypuiick, yi. Bonoyaesckas, 120-B.
Ten./daxc: (4234) 33-81-27, 33-69-88

e-mail: secret@eastpharm.ru

2. 000 «®apmacunres-Tromenby», Poccus

625059, r. Tromens, 7-0it kM Benmxkanckoro Tpakra, 1. 2

[Iperensun norpebureeii HanpaBasTH 10 agpecy:

000 «UCT-®APM», Poceus, 692525, TIpumopckuii kpaii, r. Yccypuiick, yn. Bonouaesckas,
120-b.

Ten.: 8-800-100-1550

www.pharmasyntez.com

[IpeacraBurens OO0 «UCT-ODAPM» Mansix H.10.




