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DrykoHa30.1

Perucrpannonnsiii Homep: JIII-000771

Toprosoe nanmenoBanue: GiykoHazon

Me:xaynapoanoe nenarenToBaHHoe HanMeHoBanue: DyKoHa301

Jlexapcreennas dpopma: xancysisi

Cocran

Ojna KancyJia CoaepKur:

Hosupoexa 50 me

Heticmeyougee eewgecmso. dpiykonazon - 50,00 mr

Bcnomozamenvuvie sewgecmea: aspocuin (KpeMHHUs1 IMOKCH, KOJUTOMAHBIH) - 0,30 mMr, Maruus cte-
apar - 1,20 mr, tanek - 3,30 mr, nosugon K-30 - 3,60 mr, kpaxman Kykypy3Hsii - 12,10 mr, nak-
TO3bl MOHOTUAPAT - 49,50 Mmr.

Cocmas o6onouxu kancynwi Ne 2:

Kopnyc u kpeimeuka: turana auokeng (E171) - 2,0000 %, sxenatun g0 100,0000 %.

Ho3zupoexa 150 m2

Heiicmeyroujee sewgecmeo. payxonason - 150,00 mr

Bcenomozamenvnvie seugecmea: aspocui (KpeMHHUsI AMOKCHL KOJUTOMAHKIN) - 0,90 Mr, Maruus cre-
apat - 3,60 mr, Tanek - 9,90 mr, noBugon K-30 - 10,80 mr, kpaxmain KyKypy3Hslii - 36,30 Mr, nak-
TO3bI MOHOTHApPAT - 148,50 mr.

Cocmag obonouxu kancynvt Ne 0):

Kopnyc u kpeimeyka: Turana guokena (E171) - 2,0000 %, xenatun 1o 100,0000 %.

Onucanne:

Kancynot 50 me:

Teparie sxenarnnoseie kancyssl Ne 2. Kopryc u Kpeliedka KarcyJisl 6€J10ro 1BeTa.
Conepxumoe Karncyn — cMech IpaHyJl U TMIOpoLIKa 6eJioro uiM GeIoro co CJIerka >eJlToBaThIM OT-
TEHKOM I[BETA.

Kancynor 150 me:

Teepavie sxenatnHoBeIe Kancysisl Ne 0. Kopryc 1 Kpeiiedka Karncysibl 6€10ro [BeTa.
Cozepxumoe Karncys — cMech TpaHyJl ¥ Mopolka 6eJ1oro 1M 6eJIoro co clierka *eJaToBaThIM OT-

TCHKOM LIB€TAa.
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@®apmakoTepaneBTHYECKasi TPyNNa

HpOTHBOFpI/IGKOBLIC npenapaThbl AJ1s1 CACTEMHOI'O IPpUMEHEHUH, IIPOU3BOJHBIC TpHaA30JIa.

Kon ATX: JO2ACO1.

®apmako/I0rH4ecKHe CBOHCTBA

Dapmakoounamuka

di1yKoHa30J1, TPUA30JIbHOE MPOTHBOIPUOKOBOE CPECTBO, ABJSAETCS MOLIHBIM CEJEKTUBHBIM MH-
rMOMTOPOM CHHTE3a CTEPOJIOB B KJIETKE TPUGOB.

Ero ocHoBHOI MexaHusm [eCTBHS 3aK/OYACTCS B MHITMOMPOBAHMH OTIOCPEIOBAHHOM TPHUGKO-
BBIM LIUTOXpOMOM P-450 peakuuu nemeTunnpoanus 14-aibda-iaHocteposa, sBisiomeics Kio-
YEBBIM JTalloM OMOCHHTE3a sproctepona B rpubax. Hakomnenne 14-anbda-MeTHacTeposnos kop-
PEJMPYET ¢ MOCJEAYIOMmEH MOTepei 5procTepona, BXOJAIETO B COCTaB KJIETOYHOM MeMOpaHbI
rpUOOB; HTOT NMPOLECC BO3MOKHO JIEKUT B OCHOBE NPOTUBOIPUOKOBOTO JIEHCTBHS (ITyKOHA30IA.
[lokasano, uto ¢aykoHason Gosee CeNEKTUBEH 110 OTHOLIEHMIO K (JepMEHTaM CeMeNCTBa LIUTO-
xpoma P-450 rpuGoB, 4em 10 OTHOIIEHMIO K pa3iHYHBIM (epMeHTaM ceMeficTBa LMTOXpoMa
P-450 maekonuTaromux.

®iykoHasos 06/1a1aeT BBICOKOH CrIeU(DHYHOCTBIO B OTHOIIEHUH TPUOKOBBIX (hEPMEHTOB, 3aBH-
CHMBIX OT uToXpoma P-450. Tepanus diykonasonom B 1o3e 50 Mr/cyT B Teuenue 10 28 aHeil He
BJIMAET HAa KOHLIEHTPALHMIO TECTOCTEPOHA B IJIa3ME KPOBM y MY>KUYMH WJIM KOHLIEHTPALMIO CTEPOU-
AOB y KEHLMH IETOPOAHOrO Bospacta. @iykoHaszon B 03¢ 200-400 Mr/cyT He OKa3bIBaeT KJu-
HUYECKU 3HAUUMOTO BJIMSHHSA HA YPOBHHU SH/IOT€HHBIX CTEPOMIOB U X PEAKIMIO HA CTUMYJISLIMIO
anpeHokopTukoTponHoro ropmona (AKTI) y 310poBeIX MyXuuH-1006poBobLER. MccnenoBanus
B3aUMO/ICUCTBYsI C aHTUIIMPUHOM T10Ka3aJIM, YTO HU OJTHOKPATHbIH, HU MHOTOKPATHBIH TpUEM /103
(rykonazona 1o 50 Mr He BIHMSIET Ha €ro METabOJIU3M.

Muxpobuonozus

®ryKoHa30J1 NPOJEMOHCTPUPOBA TNPOTHBOTPUOKOBYIO AKTUBHOCTH i1 Vitro B OTHOIIEHHH
HauboJiee pacrpOCTPaHEHHBIX B KJIMHMYECKOM MNpakTuke BUAOB rpubka Candida (BKmoyas
C. albicans, C. parapsilosis, C. tropicalis). [ins rpuboB C. glabrata w C. guilliermondii Mmynu-
MajibHas MHruoupyromas koHueHrtpauus (MUK) ¢uykoHaszona siBasercs Goliee BEICOKOH, B TO
Bpems Kak C. krusei UMeeT NPUPOJHYIO YCTOMYMBOCTH K BO3ACHUCTBHIO (pirykoHaszona. Hegasno
nosiBUBLIMECS BUAbI rpubka C. quris CPaBHUTENIBHO YCTOWYMBBI K BO3ACHCTBHIO (hyKOHA30.1a.
YcTaHoB/IeHa TaK)Ke aKTUBHOCTB (hityKoHa3oua in vitro B oTHowieHuun Cryptococcus neoformans
Cryptococcus gattii, a Taxxe NPOTHB SHAEMHYECKUX IUIECHEBBIX IpUOKOB Blastomyces derma-

titides, Coccidioides immitis, Histoplasma capsulatum v Paracoccidioides brasiliensis.



Ilpu npueme BHYTpPb (JyKOHA30J1 MPOSIBISET aKTHBHOCTH HA pas3IM4YHBIX MOJEJNSX IPUOKOBBIX
MH(EKUMA y XMBOTHBIX. [1poaeMOHCTPUPOBAHA aKTHBHOCTS npenapara npHv ONMNOPTYHHUCTHYE-
CKHX MMKO3aX, B TOM YMC/ie BbI3BaHHEIX Candida spp. (BKOYas reHepain30BaHHbIH KaHIHI03 Y
KHBOTHBIX € TIOZABJICHHBIM UMMYHUTETOM), Cryptococcus neoformans (BKJI0Yasi BHyTpHYEpeI-
Hble nHbekunn), Microsporum spp. u Trychophyton spp.

YcraHoBneHa Takke aKTHBHOCTH ()IyKOHA30J1a HA MOJEJSX JHAEMHYECKMX MHUKO30B y JKUBOT-
HBIX, BKJIIOYas MH(eKLMH, BhI3BaHHbIe Blastomyces dermatitides, Coccidioides immitis (Bkmoyast
BHYTpUYepenHble uHpekunn) u Histoplasma capsulatum y ®MBOTHBIX ¢ HOPMAJbHBIM M TIOJAB-
JIEHHBIM UMMYHHUTETOM.

Mexanusmor paseumus pesucmenmnocmu x ¢nykonasony

V 06b1yHO BocnipuuMuuBEIX BUAOB Candida Hanbojee yacTo BCTPEYAIOIMICSA MEXaHU3M YCTOM-
YHBOCTH BKJIIOYAET LEJIEBBIE (PEPMEHTHI a30J10B, KOTOPhIE yYaCTBYIOT B GHOCHHTE3E 3ProcTeposia.
MeXaHu3M pe3sHCTEHTHOCTH CBA3aH CO CHIDKEHHOH YyBCTBMTENLHOCTBIO (PEePMEHTA-MHULIEHH K
MHrHOHpyoEeMy Bo3/ieicTBHIO iykoHasona. Toueunsie myTaiuu B rene ERG11, KOAMPYIOLIEM
(hepMeHT-MULIEHD, TIPUBOAT K BUAOM3MEHEHHIO MUIIEHH M CHIKEHMIO ahOUHHOCTH K a30J1aM.
YBennuenue skenpeccun rena ERG11 npuBoauT K NPOAYKIMK BEICOKMX KOHUEHTpaIHii (pepMeH-
Ta-MMILIEHH, YTO CO3/[aeT NOTPEOHOCTh B YBEJIMYEHHH KOHLEHTpALMK ()JIyKOHA30J1a BO BHYTPH-
KJICTOYHOM XKUIKOCTH JUIsl TI0JJaBJICHUs BCEX MOJIEKYJT ()epMEHTA B KJIETKE.

BTopoii 3HauNTEeNbHBIN MEXaHM3M PE3MCTEHTHOCTH 3aKJIIOYAETCS B AKTMBHOM BBIBEJCHHH (i1y-
KOHa30J1a U3 BHYTPHUKJIETOYHOIO MPOCTPAHCTBA NOCPEICTBOM AKTHBALMM JIBYX THIIOB TPAaHCIIOP-
TEPOB, YYaCTBYIOIMX B aKTUBHOM BhiBeieHHH (3 durokce) npenapatoB u3 rpubkoBoit kiaetku. K
TaKMM TpPaHCTIOPTEpaM OTHOCHTCH TJIABHBIM NMOCPENHUK, Koaupyemblii reHamu MDR (MHOxe-
CTBEHHOW JICKAPDCTBEHHOW YCTOWYMBOCTH), M cynepceMeiicTBo AT®-cBa3bIBalOmIE KacceThl
TPaHCIOPTEPOB, Koaupyemoe renamu CDR.

I'nnepokcenpeccust rena MDR NpUBOJMT K Pe3HCTEHTHOCTH K (hJiyKOHA30J1y, B TO e BpeMs THIle-
pakcnpeccusi reHoB CDR MoXeT NIpUBOAMTE K PE3UCTEHTHOCTH K Pa3/IMYHBIM a30J1aM.
Pesucrentnocts k Candida glabrata o6braHo omocpeoBaHa runepskcnpeccueit resa CDR, yro
NPUBOJUT K PE3UCTEHTHOCTH KO MHOTIMM a3ojaM. JIis Tex ITaMMOB, y KOTOPBIX MUHHMMajbHas
uHrubupyiomas xonuentpauus (MHK) onpeaensiercs kak npomexkyrounas (16-32 mr/m) pexo-

MCHAYETCA NPUMEHATH MaKCUMaAJIbHBIC 10361 d)HyKOHa3OHa.

HoepaHuqule SHaA4YeHUs 4yecmeumeibHocmu

IlorpaHuuHkle 3HaYE€HHUs YyBCTBUTENBbHOCTHU (cornacio EUCAST)

OcHogpiBasch Ha ananuse (papMakokMHeTHUecKHX/(papmakoganHaMuueckux (PK/D]]) naHHBIX,

YYBCTBUTEJIBHOCTH in vitro u KaiMHu4eckom otBete, EUCAST-AFST (EBponeiickuii KOMUTET 110



ONpPE/C/ICHUIO YYBCTBUTEIbHOCTH MMKPOOPraHM3MOB K aHTUMHMKPOOHBIM TIperapaTaM — MOJKO-
MHTET 110 ONIPE/IENICHUIO YYBCTBUTEILHOCTH K NPOTUBOrPUOKOBEIM TperniapaTaM) onpe/en rpa-
HHULBI YYBCTBUTEJILHOCTH K (iiykoHasony nns BupoB Candida (noxyment «EUCAST Fluco-
nazole rational document (2013 r.)» — penakuust 2; EBponeiickuii KOMHTET 1O OnpeesieHuIo 4yB-
CTBUTEJIbHOCTH MHUKPOOPTaHU3MOB K aHTUMUKPOOHBIM NpenapaTam — MOJAKOMHTET IO ONpesele-
HUIO 1yBCTBUTEJILHOCTH K NPOTHBOIPUOKOBBIM TIpenapaTaM, (I0KYMEeHT « Tabimiibl morpaHUYHBIX
3HAYEHHMH YYBCTBUTEJBHOCTH /Ul MHTepnpeTalu 3Hadennii MUK (2018-02-12)» — penakims
9.0). IlorpanuyHble 3Ha4YeHUs OBIIM pasjiesicHbl HA HE OTHOCAIIMECS K BMIAM, KOTOPHIE GbLIA
ONpE/IeJICHbI IPEUMYLIIECTBEHHO Ha OCHOBaHMH JaHHbIX DK/D]J] 1 He 3aBUCAT OT pacnpeeneHus
MMUK 1151 KOHKPETHBIX BUJIOB, U CBSI3aHHBIE C BUIAMHM, KOTOphle HaMGOJIee YacTO BBI3HIBAIOT MH-

(pexumm y moneit. DT norpaHMYHbIe 3HAYEHHMS TIPEICTABIEHBI B TaOJIHMIIE HIKE.

IIporno- | I'paHuLbl UyBCTBUTENLHOCTH, KOTOPBIE 3aBUCAT OT BUAA BO30Y- | I'paHuIpl  4yB-
rpubkoBbie | gutens (U</P>) B mr/n CTBUTEJILHOCTH,
npenapatsl | Candida | Candida Candida | Candida Candida KOTOpHIE He 3a-
albicans | glabrata krusei parapsilosis | tropicalis | BucaT ot Buga’
Y</P> B mr/n
®dnykoHa- 2/4 0,002/32* - 2/4 2/4 2/4
3011

Y — yyBCTBUTENbHBI; P — pe3ucTEeHTHBIIA.

A — TpaHHLBl YyBCTBUTEILHOCTH, KOTOpPhIE HE 3aBUCAT OT BH/JA BO3OYAMTENs, GbUIM ONpe/eNeHbl Tpe-
MMYILECTBEHHO Ha OCHOBaHMHM JaHHbIX DPK/DJ] u He 3aBucAT oT pacnpeznenenns MUK KOHKpETHBIX BH-
710B. OHM Npe/iHa3HaYeHbl MCKJIIOYNTENIBHO /I PUMEHEHHs JI OPraHM3MOB, KOTOPbIE He MMEIOT CIe-
LM(HUYECKOT0 OTPAaHNYHOTO 3HAYEHHS.

IIpoyepk — He peKOMeHIyeTcs MPOBOJAUTH MCIBITAHUS Ha YyBCTBHUTEJIBLHOCTH, MIOCKOJIBKY JAHHbIH BUJ
TJI0XO TMOJIAETCs TEPANTMK YTIOMSAHYTBIM JIEKAPCTBEHHBIM TIPENapaToM.

* 3nauntenbHoe yncno undekuuit Be3Banbl C. glabrata, s xotoporo 3Havenus MUK ¢uykonasona co-
CTaBJIAIOT 2-32 MI/JI IPM OTCYTCTBMM MEXaHM3MOB PE3UCTEHTHOCTH. I10CKOJIBKY CyLIECTBYET Majo JeKap-
CTBEHHBIX CPEJCTB, NOAXOMAIMX JUIs Je4eHUs] MHPEKLUUH MOYEBBIBOAAIIMX MyTell ¥ MH(EKUHMH ciIu3u-
CThIX 000J104€K, MOANEKANMX JICYSHHUIO B YCIOBHMAX IEPBUYHON MEAMLMHCKON MOMOLIHM, (IIyKOHA30I]
MOXeT OBITh MOAXOAALMM BEIOOpOM. B citydasix, korja ¢irykoHa301 SBISETCS €MHCTBEHHBIM JOCTYITHBIM
NPOTHBOIPUOKOBBLIM CPEICTBOM J1Is JieueHus uHpekumii, Bbi3Banublx C. glabrata, MOXeT NOTpe6oBaThCS
npyuMeHeHue GoJiee BHICOKOI 103kl Ipenapara.

HezocTaroyno n0ka3aTeNbCTB TOrO, YTO CIEAYIOIIHME IITaMMBI SBJISIOTCS XOPOIIMMH MHIIEHAMH JUIS Te-

panuu duykonasonom: C. dubliniensis, C. guilliermondii.



Hozpanuunvie snavenus wyecmeumenvrnocmu coznacto kpumepusm HKJIC

Torpannynbie 3Hauenns yyscteurensHocty (), npusnannsie Mucturyrom Kinunnueckux u Jla-
Goparopueix Crangapros (UKJIC), oauHakoBsl, 3a HckioueHnem sua C. glabrata, nns xoTopo-
r0 HE YCTaHORBJICHBI NOrpaHUYHbIC 3HAa4YeHHUs Y, TONLKO MPU3HAHO MOrpaHUYHOE 3HaueHue u/l3
(ayBeTBUTENBHBIH 10303aBMCHMBII) < 32 Mr/i1. UKJIC Takxke onpenenser IOrpaHUYHOE 3HAYCHHE
u/13, paBHoii 4 mr/n, ans sunoB C. albicans, C. parapsilosis u C. glabrata, n > 8 Mr/n xak 3Haue-
HHue pe3ucTeHTHOCTH (P) st otx tpex BuaoB (Muctutyr Knnunyeckux u JlaGopatopusix Ctan-
naptos (MKJIC). HopmarusHeble nokasarenu Jist onpe/iesieHust IPOTUBOTPUGKOBOI UyBCTBUTE -
HOCTH MlecHeBBIX rpubkoB. 1-i Bemyck. UKJIC nononnenne M60 (ISBN 1-56238- 828-2 [Print];
ISBN 1-56238-829-0 [Electronic]). Mucturyr Kimunuuyeckux u Jla6opatopusix CTanaapros,
950 Bect Bosun Poya, Crout 2500, Baiine, [Tencunssanus 19087 CILA, 2017).

lozpanuunvie snavenus uyscmeumensnocmu coznacno xpumepuam FDA (Tpe6osanus FDA
CILIA ona USPI)

Food and Drug Administration (FDA) Coeunennpix 11ITaToB AMEpUKH NPUHHMAET MOrpaHuy-
Heie 3HaueHus Y u P UKJIC; xots He ncnonb3yeT TepMUHOIOTHIO Y/l3 U paccMaTpHBaeT 3TH 3Ha-

4yeHus Kak «ipomexcyrounsiey (I) (https://www.fda.gov/STIC).

DapmakoKunemuka

dapmakoKMHETHKa ()IIyKOHA30/1a CXOJHA TpH BHYTPUBEHHOM BBEJEHMM W TIPMEME BHYTPb.
[locnie mpuema BHYTPh hi1yKOHA3071 XOPOILIO BCACHIBACTCS, €r0 KOHIEHTPALMHU B I1a3Me KpOBU (U
obmas 6uomocTynHocTh) mpeBblaloT 90 % OT TakOBBIX IpU BHYTPUBEHHOM BBEICHHM.
OnHOBpeMeHHBIN NIPUEM NHUIIM He BIMSET Ha BeackiBaHue (iykoHa3o/a. KoHIEHTpauus B nnas-
M€ KpOBH NPOTNOPLMOHANIBHA 103¢ U locThraeT MakcuMyma (Cpax) uepes 0,5-1,5 4 nocie nprema
¢nyxonazona Hatomak, a nepuoj NONyBBIBECHUs cocTaiseT okosio 30 4. 90 % paBHOBeCHO#
KOHLICHTPAllMK JIOCTUTalOTCs K 4-5-My JIHIO MOCJie Havyala Tepanuu (TP MHOTOKPATHOM NpHEME
npenapara OJIMH pa3 B CyTKH). MakcuMaibHast KOHLEHTpalws (JIyKoHa30J1a B CIIIOHE NIPH TIPHEME
KarcyJibl JIOCTUraeTcs yepes 4 yaca.

Benenue ynapHoi 1031 (B 1-# ieHp), B 1Ba pasa NpeBbIIAOLIEH OOBIYHYIO CYTOUHYIO J03Y, Je-
JlaeT BO3MOXHBIM JIocTiKeHHe 90 % paBHOBECHOW KOHLIEHTpaLMH KO 2-My AHI0. OGbeM pacrpe-
JeNieHus NpubimKaeTcsi K oOIeMy CoJiepKaHuIO BOJAbI B opranusme. CBs3biBaHME ¢ OelKaMH
11a3Mel KpoBU — HU3koe (11-12 %).

®JryKoHa30J1 XOpOLIO NPOHMKAET BO BCE JKMAKOCTU opraHu3ma. KoHueHtpauuu ¢iykoHasona B
CJIFOHE M MOKPOTE CXOJIHBI C €r0 KOHUEHTPALUSIMHU B IJIa3Me KPOBH. Y MAIIMEHTOB C IPUOKOBBIM
MEHMHIUTOM KOHLEHTpalMu (yKoHa3osla B CIIMHHOMO3TOBOM JKHIKOCTH COCTABJISIOT OKOJIO

80 % oT ero KOHILEHTpaLMii B TJIa3Me KPOBH.



B porosom cioe, snuaepmuce, aepMe M MOTOBOH KMIKOCTH JOCTHUTAIOTCS BBICOKHE KOHLIEHTpa-
LMK, KOTOPBIC NPEBBIIAIOT CHIBOPOTOYHbIC. DIIyKOHA30/1 HAaKaIIMBaeTCss B poroBoM ciioe. Ilpu
npueme B 103¢ 50 Mr o/IuH pa3 B CyTKM KOHLEHTpauus ¢uiykoHasona yepes 12 aHeil cocraBiser
73 MKr/r, a yepe3 7 aHeH mocne npeKpaleHus JeyeHus — Tobko 5,8 mMxr/r. Ilpu IIPUMEHEHUH B
no3e 150 Mr ogMH pas B HeJlemo KOHLEHTpalws (yKoHa30Ja B POrOBOM cJioe Ha 7-if ieHb co-
crasisieT 23,4 MKI/T, a yepe3 7 AHei mociie npyema BTOPOM J103bI - 7,1 MKI/T.

Konuenrpanys ¢uykonasona B HOrTAX mocsie 4-MecsHHOrO NpUMeHeHHs B 103e 150 Mr ouH pas
B Heslemo cocTapisiet 4,05 MKI/T B 310poBbIX U 1,8 MKI/T' B HOpaXeHHBIX HOITAX; Yepe3 6 Mecs-
1IeB 110CJI¢ 3aBEPIICHHs Tepanuu (IIyKOHa30J1 HO-TIPEKHEMY OTpPe/Ie/ISI€TCS B HOTTSX.

IIpeniapar BBIBOAMTCS, B OCHOBHOM, NOYKaMH; npuMepHO 80 % BBEICHHOM 03b1 0GHAPYXKUBACT-
Cs B MOY€ B HEM3MEHEHHOM Bu/e. KiMpeHc ¢uykoHa3oa nponopumoHasieH KIMPeHCy KpeaTHHH-
Ha. Lupkynupyronme MeTaboauThl He 0GHAPYKEHBI.

JlnTenbHpIA NEpUO MOJTYBEIBEICHHS W3 TU1a3Mbl KPOBH T103BOJISIET TIPUHUMATE (BITyKOHA30J1 0/1-
HOKpaTHO NpH BarMHaJIbHOM KaH/M/03€ U OJIMH pa3 B CYTKM WJIM OJIMH pa3 B HEJENIO - NPH Jpy-
T'UX MOKa3aHMsIX.

B xone uccnenosanns papMakoKMHETHKH ¢ yyacTHeM 10 jKEHIIMH, BPEMEHHO MM TONHOCTBIO
NPEKPATUBLIMX KOPMJICHHE IPYIbIO, OLEHUBAIM KOHLUEHTPALMIO (JIyKOHA30J1a B TJ1a3Me KPOBH U
IpY/ZIHOM MOJIOKe B TeueHHe 48 4acoB mociie 0HOKpaTHOro npuema 150 mr npenapara. ®@ykoHa-
30J1 Ob11 OOHApY>KEH B IPYJHOM MOJIOKE B CPE/HEH KOHLEHTPALMH, COCTaBJsIomel pHbImsu-
TeJIbHO 98 % OT KoHLEeHTpalMK (JykoHa3o/a B Iuiazme KpoBu Matep. CpeHss MMKOBass KOH-

LIeHTpaLMs cocTapJisia 2,61 Mr/n no ucreyeHu 5,2 yacoB nocie nprema npenapara.

DapMakOKMHETHUKA V AETEH

V nereit OblIM MOJTyYeHB! ClIeyIOMHUe 3HaYeHUs (hapMaKOKUHETHYECKMX T1apaMeTPOB:

Boszpacr Jo3a (mr/kr) Ilepunon Inomans noa
NOJIyBbIBe- | KPMBOH «KOHIIEH-
AeHus (4ac) | Tpanusi-BpeMs»

(AUC) (Mkr-u/mi)

9 mec — 13 ner OpnHokpaTHO — BHYTph 2 Mr/kr | 25,0 94,7
9 mec — 13 ner OnnokparHo — BHyTpb 8 Mr/kr | 19,5 3625
Cpennuii Bo3pacT MHorokpaTtHo — BHYTph 3 MI/kr | 15,5 41,6
7 ner




DapMaKOKMHETHKA Y INOXHJIBIX TTAIITUECHTOB

Bb110 ycTanoBieHo, 4TO Mpu 0HOKpaTHOM NpuUMeHeHMH (iykoHa3ona B 03¢ 50 mr BHYTPb y
TOJKHMJIBIX MALMEHTOB B BO3pAacTe 65 JIET U cTaplue, HEKOTOPhIE 3 KOTOPHIX OJHOBPEMEHHO MpH-
HUMaIU JUypeTHKH, Crax AOCTHranach vepes 1,3 u mocie npuema M cocraBisia 1,54 Mkr/mi,
cpeanne sHadyenuss AUC - 76,4 + 20,3 MKr-u/Mi, a cpefiHHii nepuo/ NoJyBbIBeneHUs — 46,2 u.
3HaueHust 9TUX HapMaKOKMHETHYECKUX [ApaMETPOB BhIIE, YEM y MOJIOJbIX MALMEHTOB, YTO, Be-
POATHO, CBA3aHO C NOHWKECHHOM MOYEUHOH (yHKLMEH, XapaKTepHOH /sl MOXKUIOTO BO3PAcTa.
OnHOBpeMEHHBIN NPUEM IMYPETHUKOB He BbI3biBaJl BhipaxkeHHOro naMeHeHuss AUC U Cppay

Knupenc xpearununa (74 mMia/MuH), npoleHT (JIyKOHA3071a, BHIBOAUMOTO MOYKAMHM B HEH3MEH-
HoM BHJe (0-24 4, 22 %) v noyeunslit kinupeHc diaykonasona (0,124 MI/MUH/KT) Y MOXKHIIBIX T1a-

IMEHTOB HUXKE IO CPABHEHHUIO C MOJIOJIBIMH.

Iloka3zanus kK NpUMEHEHHI0
®1yK0Ha30J1 IOKa3aH JUISl JIEYEHUs CIeAYIOIIHMX 3a00J1€BaHUI Y B3POCIIBIX:

— KPUNTOKOKKOBBIN MEHUHIMT;

—  KOKUMIUOHJIOMHKO3;

— WHBA3UBHBIM KaHJIU03;

— CJIM3MCTBIA KaHAM/103, B TOM 4Hclie opodapuHreaibHbIi KaH1103, KaHIMU103 MHIIEBO/A,
KaH/IM/1ypHsl 1 XPOHUYECKUM KOXKHO-CIIM3UCTBIN KaHIU103;

— XPOHHYECKHH aTpoduueckuil KaHA1103 POTOBOMH MOJIOCTH (CBSI3aHHBIMA ¢ HOIIEHHEM 3Y6-
HBIX NPOTE30B), KOrjaa coOMOAEHUs TUTHEHBI MOJIOCTH PTa WM MECTHOTO JIEYEHHs] HEJ0-
CTAaTOYHO;

— BarvHaJlbHBIA KaHIM03, OCTPHIH MJIM PELMIMBHUPYIOIIMH, KOTJ]a MECTHas Tepanus He
IPUMEHHUMA;

— KaHJM/I03HbIH 6alaHUT, KOTa MECTHAsl TepaIus He IPUMEHNMA;

— JIepMaTOMMKO3bI, B TOM YMCJIE€ AEPMATODHUTUS CTOM, AepMATOGUTHS TYJOBHMINA, NAX0Bas
AepMaToUTHUs, pa3HOLIBETHBIN JIMINAM M KOXKHBIM KaHIM103, KOTAa MOKa3aHO CUCTEMHOE
JIeYEHHUE;

— JlepMaTtopUTHs HOrTel (OHMXOMMKO3), KOT/ia JIeYeHHe JPYTUMH TIperapaTaMy He TpHeM-

JIEMO.

@1yKoHa30J1 TOKa3aH 1 NPO(UIaKTUKY CleAYIOIINX 3a00JIeBaHUI Y B3POCIIBIX:

— PCeUMIMBEI KPUIITOKOKKOBOI'O MEHUHI'UTA Y NNAIIUEHTOB C BBICOKUM PUCKOM pELUIMBA;



— peuMauBbl  OpO(apMHIeallbHOTO KaHAMI03a M KaHAWA03a [HILEBOJA y BHU-
MH(I)HLIHPOB&HHBIX NalMEHTOB C BLICOKUM PUCKOM peumriuBa;

— JJIA CHUXECHHUS 4YaCTOTHI PECIMANBOB BAarvHaJIbHOIO KaHIU103a (4 HUIIN 6OJICC SIMTU300B B
ron);

— JUisl IpOUIAKTUKM KaHIMIO3HBIX HHEKLMIA Y MAalMEHTOB ¢ MPOJOJIKUTENBHOM HEWTpo-
NeHuen (TaKI/IX KakK ITallUCHTEI C I‘CMOGHaCTO3aMI/I, MpOoXOoasAlIMMH XI/IMHOTCpaHH}O, HUJIN

NMalMECHTBI, IPOXOAAIIUE TPAHCIVIAHTALIMIO TEMOIIOOTHYECKHUX CTBOJIOBBIX KIICTOK).

DJ1yKOoHAa30J1 MOKa3aH i JIEYEeHUs AT,

@1yKOHA30J1 IPUMEHSIIOT ISl JIEYEHHUs CIM3HCTOTO KaHIM1032 (opodapunreansHOro KaHaua03a
M KaH/M/103a THIIEBO/IA), MHBA3UBHOTO KaH/M/03a, KPUIITOKOKKOBOIO MEHHHTUTA M npodunak-
THKH KaHANJ03HBIX HHPEKLMH y NALMEHTOB ¢ 0CHabIeHHON UMMYHHOM CHCTEMOI.

DJryKOHA30J1 MOXKHO TPUMEHSTh B KAauecTBe IOJIEPKUBAIONIEH Tepanuu Jyis NpeaoTBpalleHUs

peuruanBa KpUNTOKOKKOBOI'O MEHHUHI'MTA y JIETEH C BHICOKUM PHUCKOM pe€uuauBa.

IlporuBonoka3zanus

— TIOBBIIICHHAs YYBCTBUTEJIBHOCTL K (JyKOHA30J]1y, APYrMM KOMIIOHEHTaM Mpenapara Wi
a30JIbHBIM BEIIECTBAM CO CXOJHOH (hIIyKOHA30Jy CTPYKTYpOii;

— OJIHOBPEMEHHbIH NpueM TepdeHaauHa BO BpeMs MHOTOKPATHOTO NMpUMeHeHHUs (JyKoHa-
301a B 103¢ 400 mr/cyT u 6onee (cM. pasnen «B3auMoaeiicTBHE ¢ APYTMMH JIEKAPCTBEH-
HBIMH CPELICTBaAMM»);

— OJ/IHOBPEMEHHOE NMPUMEHEHHWE C NpenapaTtamy, yBelnnuuBaronmumMu uHTepBan QT u mera-
Oonmsupyromumucs ¢ nomolpio H3odpepmerta CYP3A4, TakuMH Kak 1M3anpul, acTeMH-
30J1, SPUTPOMHLIMH, TUMO3HK/I, XUHUIMH (CM. paszen «B3aumopeicTBre ¢ ApyriuMu Jiekap-
CTBEHHBIMH CPEJICTBAMHY),

— Je(pMUMT JaKTa3kl, HENEPEHOCUMOCTD IaJIaKTO3bl, [JTIOKO30-TaJIaKTO3Hask MaibabcopoLus;

— JISTCKMi BO3pacT 10 3 jeT (1 JaHHOM JIEKapCTBEHHOM (hOpMBI).

C ocTopokHOCTBIO
— II€YEHOYHas HEeJl0CTaTOYHOCTD;
— TI0YeyHast HeI0CTaTOYHOCTH;
— TOSBJEHHE ChINM Ha (oHE MPUMEHEHMs (IYKOHA30Ja y MAlMEHTOB C IOBEPXHOCTHOM
rpubkoBoi MHGEKIMEH 1 NHBa3UBHBIMH/CHCTEMHBIMU TPUOKOBBIMM MH(EKLIMAMMU;

— OJIHOBpPEMEHHOE NpuMeHeHHe TepdeHanHa 1 GirykoHasona B 103e MeHee 400 mr/cyT;



— IOTCHUHAJIBHO NMPOAPUTMHUYCCKUE COCTOSIHUSA Yy NalJUCHTOB C MHO>XCCTBEHHbBIMH Q)aKTopa-
MH pHUCKa (opraﬂnqecxne 3ab0JieBaHuUs cepaua, HapyUIE€HUs 3JIEKTPOJIMTHOIO OanaHca u

CHOCOOCTBYIOLIAs PA3BUTHIO NMOJOOHBIX HAPYLICHHH COMYTCTBYIOIIAS TEPAMHs).

IIpumenenne npu GepeMEeHHOCTH H B IEPHO/ IPY/IHOTO BCKAPMJIHBAHHS

AJICKBaTHBIX M KOHTPOJIMPYEMBIX HCCIIEJIOBaHMI TNpUMeHeHHs (IIyKOHasona y GepeMeHHbIX
YKEHLIMH HE MPOBO/IMIIOCH.

Bo Bpemst GepemenHocTH npuMenenns GiyKoHa3oua ciielyeT u3berath, 3a UCKJIIOYEHHEM ClTyya-
€B TSDKEJbIX M MOTEHUMAIBHO YrpoXalolMX >KU3HU IPpUOKOBBIX MH(EKLMH, Korja oxkujaeMas
10J1b3a JICYCHUs /Il MaTEPH MPEBBILLIAET BO3MOXKHBIM PUCK IS TLUIOJA.

Heobxoaumo pacemotpeTh 3¢ dekTHBHBIE METO/bI KOHTPALIEIMM Y KEHIIMH JETOPOHOrO BO3-
pacTa B T€UCHHE BCEro Mepvoja JieYeHUs M NPUOIM3UTENILHO B TeueHUe Hezenu (5-6 neproaos
TOJTyBbIBE/ICHHUS) TI0CJIE NIPUHATUA NOCNEAHel 103l npenapata (cM. pasaen «DapMakOKMHETH-
Kay).

Coobanock 0 ciydasx caMONpOM3BOJILHOrO abopTa U pa3BUTHS BPOXKIEHHBIX aHOMANMI Y MIa-
ACHLICB, YbW MATEpH NoJtyyanu GiykoHa3on B 1o3e 150 MI 0IHOKPATHO WJIM OBTOPHO B NIEPBOM
TpuMecTpe 6EpeMEHHOCTH.

Onucanbl c1yyam MHOXKECTBEHHBIX BPOXKICHHBIX TIOPOKOB Y HOBOPOXIEHHBIX, MaTEPU KOTOPBIX
Ha MPOTsKEHUH GOJIbLIEH YaCTH MIIM BCETO TMEPBOrO TPHMMECTPa MOJIyYay Teparnuio ¢iyKoHa3o-
7ioM B Bbicoko# 03¢ (400-800 Mr/cyT). Bpuin oTMeueHs! crieayroue HapylieH!s pa3BUTHs: Opa-
xuuedanus, HapyluleHUe pa3BUTHS JIMLEBOM YaCTH yepena, HapylueHue GOpMUpOBaHUs CBOIA Ye-
pena, BOJUYbs NacTh, UCKpUBJIEHUE OeIPEHHBIX KOCTEH, UCTOHYEHUE U yIUIMHEHHe pebep, apTpo-
IPUII03 U BPOKAECHHbIE NIOPOKU cep/iLia.

®nykonazon oOHapy)XKMBaeTCsi B IPYAHOM MOJIOKE B KOHILEHTpALMAX, OJM3KUX K ILUIA3MEHHBIM
(cm. pasnen «®apmakokuHeTHkay). Ilepuon monyBeiBeeHHMs npenapara W3 IPyQHOrO MOJIOKA
NpuOIM3NTENILHO PaBEH NMEPHOAY MOJyBbIBeIeHUs U3 Tia3mbl — 30 yacos. Ipeanonaraemas 103a
¢ayxonazona, nornomaemas MiaieHIEM (C y4ETOM TOrO, YTO Cpe/iHee KOJMYECTBO MoTpedlisie-
MOro MoJioka cocTaByisieT 150 MII/Kr exXeqHEBHO), U pacCYUTaHHas B COOTBETCTBHUHU CO CPEAHEH
NMKOBOM KOHLIEHTpaALME Mpenapara B rpyAHOM MoJioke, cocTabiisieT 0,39 Mr/kr B 1eHb, 4TO MpHU-
6amu3uTenbHoO paBHO 40 % pekoMeHJ0BaHHON HEOHATaJIbHOM 03kl (JU1s AeTei muia/ie 2 HeJlelib)
i 13 % pexoMeHI0BaHHOM MJIaZleHYeCKON 03Bl NIPH JICUEHUH KaHAM03a cIu3ucThIX. Kopmite-
HHME TPY/IbIO MOXKHO IPOJAOJDKUTH I0CJIe PUEMa OJJHOKpaTHOM 103kl duiykoHaszona B 150 mr. He
PEKOMEH/1YETCSI KOPMHMTh TIPY/BIO T10CJE€ MHOTOKPATHOTO TNPUEMa WM NPUEMA BBICOKOW 03Bl
¢dnykonasona. IIpy npuHATUM pelieHHs O Ha3HAYEHUH IpenapaTa Ha (OoHe TPYAHOrO BCKapMIIU-

BaHMUsA CJIeJyeT MPUHUMATh BO BHUMaHME clieylolye (GaKTophl: MOJb3Yy IPYAHOrO BCKapMIIMBa-
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