MUHUCTEPCTBO 3/IPABOOXPAHEHW S POCCUNMCKOM ®EJIEPALIUNA

NMHCTPYKLIMA
11O MEJUTLIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O
[TIPEITAPATA
i
JIUDITIOKAH® | MHH3IPAB POCCHH
2907 1
Perncrpannonnsiii Homep: [1 N0O13546/03 COTJACOBAHO

Toprosoe nanmenoBanue: Jludaokan®
Mezk/1yHapo/iHOe HeaTeHTOBAHHOE HJIH IPYNIIMPOBOYHOE HAMMEHOBaHHe: ()IIyKOHA30.1

Jlexapcreennas gpopma: pacteop Ui MHDY3HIA.

CocraB
| mu1 pacTBOpa coaepKUT:
Jeticmeyiowgee seugecmeo: ¢iykoHazosn 2 Mr;

Bcnomozamenvnvie 6eujecmea: Hatpusi XJ0pua 9 mMr, Boaa st MHbeKUMIE 10 | M.
Teopernueckas ocmoussipHocTb: 300 MOcwm/i1.

Onucanue

[Ipo3paunblit GeclBeTHBINH pacTBOpP.

(I)apmaKOTepaneBTuquKaﬂ rpymnmna: ﬂpOTl/lBOFpM6KOBblC rnpemnapartsl 151 CACTEMHOIO
[IPUMEHCHHUS, [TPOU3BO/IHBIC TpUa30Jjia

Koa ATX: JO2ACOI

Papmako/10rH4ecKHe CBOicTBa

Dapmarkoounamuka

@ayKoHa30I1, TPUA30JbHOE MPOTHBOrPUOKOBOE CPEJICTBO, SIBJISETCS MOLIHBIM CEJIEKTUBHBIM
MHIMOMTOPOM CHHTE3a CTEPOJIOB B KJ€TKE rpuboB.

Ero ocHoBHO# MexaHW3M JeHCTBMA 3akioyaeTcs B WHIHOMPOBAHHUM  ONOCPEAOBAHHOM
rpuOKoBbIM  LUTOXpomMOoM  P-450  peakumn  aemerunupoBanust  14-anbda-naHocrepona,
ABJIAIOLIEHCS KJIIOYEBBIM 3TanoM OMocHHTe3a sprocteposa B rpudax. Hakorsienue 14-anbda-
METHJICTEPOJIOB KOPPEIUPYET € MOCJeAYIoUEed MnoTrepeid sprocreposia, BXOJALIEr0 B COCTAB

KJIETOYHOM MCM6paHbI Fpl/l6OB; STOT MPOLUECC BO3MOIKHO JIEKUT B OCHOBC HpOTl/lBOFpH6KOBOFO
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neiictBus puykonasona. Ilokasano, uto duiykonaszon Gosiee CENCKTHBEH MO OTHOLICHHIO K
depmenTam cemeiicTBa uuToxpoma P-450 rpuGoB, 4em Mo OTHOLIEHUIO K pas/IHiHbIM (pepMeHTaM
cemeiictra 1utoxpoma P-450 miekonurarommx.

®uykoHa301 00/1a/1aeT BBICOKOH CHELMPUUHOCTBIO B OTHOIICHWH IPUOKOBBIX (DepMEHTOB,
3aBUCHMBIX OT LuToXpoma P450. Tepanus ¢aykoHa3o1oM B 103e 50 MI/cyT B TeyeHue 10 28 nueii
HE BJMAET HA KOHUEHTPALMIO TECTOCTEPOHA B ILIA3ME KPOBHU Y MYXUMH WM KOHLEHTPALMIO
CTEPOM/IOB Y XKEHIIMH JIETOPOHOrO Bospacrta. PiiyKoHas3ol1 B 03¢ 200-400 mr/cyT He OKa3bIBaeT
KJAMHAYECKM 3HAYUMOIO BJIMAHUS Ha YPOBHM OHJIONEHHBIX CTEPOMIOB M MX pEaKuuio Ha
CTUMYJIALMIO apeHoKopTHKoTponHoro ropmona (AKTLY) y 310poBbix MY KUHH-100pOBOJILLEB.
Uccrielopanus  B3aUMOJCIHCTBUS € AHTUIIMPUHOM [10Ka3ajiM, YTO HHM OJJHOKPATHBIM, HHU
MHOTFOKpPATHBIH TIpHeM 103 GiiyKoHa301a 1o 50 MI He BIMAET Ha €ro MeTabosIu3M.
DapymakokuHemueckas/papmakoOuHaMuiecKas 3a6UcUMoCmo

B ucciie/loBaHMSX HAa KMBOTHBIX BbIABJEHA 3aBUCHMOCTb MEXK/y 3HAUYEHMAMM MUHHUMAIbHOM
unrubupytoueit konuentpaunn (MUK) n 5ppexrnBHOCTBIO B OTHOLICHUHM SKCIICPUMEHTATIBHBIX
MHUKO30B, 00yc/I0BIeHHbIX rpuOKoM poaa Candida. B KIMHUYECKHUX HCCIIEI0BAHUAX HMEJIO MECTO
npakTHuecky nuHeiinoe otHowenue 1 : 1 mexay AUC u 1030# durykonasosa. CyuecTByeT XOTs
W mpsMasi, HO HeroJiHas B3aMMOCBs3b Mexay nokasarenem AUC w1030 M yCHELWIHbIM
KJIMHUYECKUM OTBETOM KaH/M/103a POTOBOM TMOJIOCTH M B MEHBIUCH CTENEHH KaHJMAEMHUHU Ha
Teparnuio. AHaJ0MMYHbI METO/1 JIEYEHHUs B MEHbLICH CTENCHH MOAXOMT JUIs JICHCHHs RSN
BBI3BAHHBIX lITaMMaMu ¢ Beicokoid MUK duykonasona.

Muxpobuoiious

dyKOHA30 TIPOJIEMOHCTPHPOBA MPOTUBOIPUOKOBYIO aKTUBHOCTL in Vifro B OTHOLICHWH
pacnpocTpaHeHHBIX B KJIMHUYECKO npakTike BUaoB rpubka Candida (Bkmouas C. albicans, C.
parapsilosis, C. tropicalis). C. glabrata 1eMOHCTPUPYET MOHMXKEHHYIO 1yBCTBUTCIBHOCTb K
daykonasony. B To Bpemsi Kak C. krusei MMeeT MPUPOJHYIO YCTOHYMBOCTH K BO3JACHCTBUIO
paykonazona. MUK wu snuaemuosiornyeckoe [oporoBoe 3HaueHUE EUCAST (ECOFF)
daykonasona s C. guilliermondii Boime, yem s C. albicans. HenaBHo MOSBUBLIMECS BU/BI
rpubka C. auris OTHOCUTENBHO YCTOMYMBBI K BO3IEHCTBHIO (pIyKOHA30/1a. Y CTAHOBIICHA TaKKe
akTUBHOCTE (IIyKOHA30a in vitro B otHowenun Cryptococcus neoformans n Cryptococcus gattii,
a TaKKe NPOTHB DHIEMHYECKUX IUIECHEBBIX MPUOKOB Blastomyces dermatitides, Coccidioides
immitis, Histoplasma capsulatum w Paracoccidioides brasiliensis.

[Ipy BHYTpUBEHHOM BBeACHMM (IIyKOHA30J MPOSBISET aKTMBHOCTh HA Pas/IMYHBIX MOJEJAX
rpubKoBbIX MH(EKUMA y JKUBOTHBIX. IlpojeMOHCTpUpOBaHA aKTUBHOCThL [penapara MpH
OMIMOPTYHUCTHYECKMX ~MMKO3aX, B TOM uncie Bbi3BaHHbX  Candida spp. (BKmOYas

FCHepaﬂH3OBaHHbIﬁ KaHAWJI03 Yy JKHUBOTHBIX C TI0JaBJICHHBIM l/lMMyHMTeTOM); Cl’yplOCOCCUS
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neoformans (BKjOYas BHyTpuuepenusie uHdpekumn); Microsporum spp. u Trychophyton spp.
VYcraHoB/ieHa TakkKe aKTUBHOCTh (pJIyKOHA30Jla Ha MOJEsX DHJAEMMYECKMX MMKO30B Y
JKMBOTHBIX, BKJIIOYas WH(peKUUU, Bbi3BaHHble Blastomyces dermatitides, Coccidioides immiltis
(Brutovasi BHyTpUUepernHbie uHdekunun) u Histoplasma capsulatum y )UBOTHBIX ¢ HOPMabHbIM
1 110/1aBJICHHBIM UMMYHHUTETOM.

Mexanuzmol pazeumus pe3ucmeimiocmu K (l).’IVKOHCB’O/lV

VY 00bluHO BocnpuuMuMBBLIX BUAOB Candida nHanbonee 4acTO BCTPEUAIOLLIMICS MEXaHW3M
YCTOMUYMBOCTH BKJIIOYACT LeJieBble (ePMEHTHI a30JI0B, KOTOpPbIE Y4YacTBYIOT B OMOCHHTE3E
sprocreposia. MexaHu3M pe3uCTeHTHOCTH CBsI3aH CO CHHKEHHOM UyBCTBUTEILHOCTBIO (pepmeHTa-
MUIIEHU K MHIUOUpYylolemMy Bo3jeicTBUIO ¢uiykoHaszosa. Toueunsie mytauuu B reve ERGI1,
KOJAUpytouleM (epMEeHT-MUILEHb, NPUBOJSAT K BWIOM3MEHEHHMIO MMIIEHM M CHHIKEHMIO
appuHHOCTH K a30i1aM. YBenuueHue skcnpeccuu reHa ERG11 npuBoauT K npoayKUMHu BHICOKHX
KOHLEHTpaLMUi (epMeHTa-MUIICHH, YTO CO3JIaeT MOTPEOHOCTh B YBEJIMYEHUM KOHLEHTpALMH
¢rykoHaszosa BO BHYTPUKJIETOUHOM JKMIKOCTH JUIS TMOJABJIEHHUsS BCeX MoJieKysl (epmeHTa B
KJIETKE.

BTopoii 3HauMTENIbHBI MEXaHW3M PE3UCTEHTHOCTH 3aK/IIOYaeTcss B AKTMBHOM BbIBEJIECHUH
¢ykoHa3ona M3 BHYTPUKIETOYHOIO MPOCTPAHCTBA TOCPEJCTBOM AKTUBALIMU JIBYX THIIOB
TPaHCMOPTEPOB, YYACTBYIOLIMX B aKTUBHOM BbIBeACHUHU (9 IIroKce) npenaparoB U3 rpudKoBoi
kieTku. K TakuM TpaHcnopTepam OTHOCHTCS IJIaBHBIN MOCPEHHK, Koaupyembiid reHamu MDR
(MHOXECTBEHHOM JIEKapCTBEHHOM YCTOMUMBOCTH), M cynepcemeiictBo AT®d-caspiBaroLieit
KacceTbl TpaHCIopTepoB, koaupyemoe renamu CDR.

['unepskenpeccuss reHa MDR npyBoAUT K pe3UCTEHTHOCTH K (yKoHas3ony, B TO XKe Bpems
runepakcnpeccusi reHoB CDR MoxeT NpUBOJANUTB K PE3UCTEHTHOCTH K Pa3JIMYHBIM a30Jj1aM.
Pesucrentnocts k Candida glabrata o6pr4HO onocpeioBana runepskcnpeccueii rena CDR, uro
MPUBOJNT K PE3UCTEHTHOCTH KO MHOTMM a30J1aM.

Coobuasnocsk o ciyyasx cynepundekiu sugamu Candida, ornnaneiMu ot C. albicans, koTopble
4acTo 00J1a/1al0T MOHWKEHHOM BocnpuuMunBOCTbIO (C. glabrata) wim pe3sHCTEHTHOCTBIO K
dnykonazony (nanpumep, C. krusei, C. auris). Takue uHpekuun moryt mnorpeboBaTh

aJIbTEPHATUBHOM MPOTUBOTPUOKOBOI Teparum.

Hoepanuunvle 3nauenus 4yecmeumeibHocmu

[Torpanuynble 3HayeHus: yyscrBuTeapHOCTH (cornacHo EUCAST)

OcHoBbIBasgch Ha aHaiu3e (papmakokMHeTHueckux/papmakoanHamudeckux (PK/DJI) naHHbIX,
4yBCTBUTEILHOCTH in vitro u kiimauueckoM otBete, EUCAST-AFST (EBponelickuii KOMUTET 110

OMNpEeACSICHUKO  YYBCTBUTCJIIBHOCTH MUKPOOPTraHHU3MOB K aHTHMHKpO6HblM rnpenaparamM —
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MOAKOMHTET TIO OMPE/ECHUIO YYBCTBUTENLHOCTH MUKPOOPraHM3MOB K NPOTUBOTrPUOKOBBIM
npernapatam) ONpeIeNn rPaHULbl YyBCTBUTENLHOCTH K (aykonazony ans BupoB Candida
(nokyment « EUCAST Fluconazole rational document»; Esponeiickuii komureT 1o OIpe/Ie/ICHUIO
1YBCTBUTCILHOCTH  MHKPOOPTraHHM3MOB K aHTMMHKPOOHBIM NpenapaTaM — MOAKOMUTET Mo
OHPEICICHUIO 1yBCTBUTE/ILHOCTH K IPOTMBOIPUOKOBBIM Npernapatam, (noxymeHt «TaGauupl
MOrPpaHUYHBIX 3HAYEHNH 1y BCTBUTE/ILHOCTH /ISl MHTEpPIIPETALIMH 3HAYCHHIT MUK»). [Torpanuunbie
3HAYCHUs OBUIM pa3jieieHbl Ha He OTHOCSALUMECS K BHAM. KOTOpble ObUIM OMpe/ieeHbl
PEUMYLICCTBEHHO HAa OCHOBaHUM JaHHbIX OK/D]] u He 3aBucAT OT pacnpenenenus MUK s
KOHKPETHBIX BH/I0B, M CBSA3aHHbIE C BUIAMHU, KOTOPbIe HAHGOJIEE YACTO BbI3bIBAIOT MHpEKLIUK Y

MOJIeH. ITH NI0rpaHUYHbIC 3HAYCHUS NPEICTABIEHDI B TAOJIHLE HUKe.

[Iporueo- ['paHuLb 4y BCTBUTEILHOCTH, KOTOPBIE 3aBUCAT OT BUAA ['panuiib
rpuOkoBble | Bo3Oyautens (U</P>) B mr/n 4yBCTBM-
rnpenaparhl TEJIbHOCTH,
KOTOpbIE He
3aBUCAT OT

Buja’ Y</p>

B MI/J1
Candida | Candida | Candida Can | Candida | Candida
albicans | dublinie- | glabrata dida | parapsi- | tropica-
nsis krus | losis lis
el
Daykonason | 2/4 2/4 0.001/16* | — 2/4 2/4 2/4

Y — dyBcTRUTENBHBII; P — PE3MCTEHTHBIA.

A — IPaHULIBI YYBCTBUTEILHOCTH, KOTOPBIE HE 3ABHCSAT OT BU/1a BO30Y ANTeIIs, GbLTH ONIpe/iesieHbl MPEUMY LeCTBEHHO
Ha ocHoBaHuK nauHbIX OK/D]] u He 3aBucsaT ot pacnpenesnerns MUK KOHKPETHBIX BUI0B. OHM MpeaHa3zHAYeHbI
HCKIIIOUUTENILHO ISt IPUMEHEHHUS /U OPraHU3MOB, KOTOPbIE HE HMEIOT crneunhuyeckoro NOrpaHUYHOrO 3HAUEHHUS.
[Ipouepk — He pekomeHmyercs MpPOBOAMTHL MCIBbITAHMS Ha HYBCTBUTEILHOCTD, MOCKOJIbKY JaHHbI BHUI TJIOXO
MOJUIACTCs Tepanuy ynoMsHY ThIM JIEKAPCTBEHHBIM NPEnapaToM.

* Bech C. glabrata otnocurcs K | kareropun. MUK npotue C. glabrata cnenyer UHTEPIPETHPOBATL KaK
PE3UCTEHTHBIE, €CIIH OHM MpeBbIWAIOT 16 Mr / . Kareropus uyscreutensuoctn (<0,001 wmr / J1) npeHa3HavYeHa
POCTO /U131 TOTO, HTOObI M30e3KaTh OLUNGOUHOI KIACCHPMKALMK LITAMMOB «I» KaK LITAMMOB «S».

I - HyBcTBUTE IbHBIN, C NOBBILIEHHBIM BO3CHCTBHEM: MHKPOOpraHu3m Kinaccuduuupyercs kak UyBCTBUTE/bHBIN, ¢
TOBBILICHHRIM BO3JCHCTBHEM, KOTAa CYIIECTBYET BbICOKAs BEPOSTHOCTH TEPaNeBTHYECKOro ycrexa, MoCKOJbKY
BO3JICHCTBUE areHTa yBEIMYMBACTCA 3a CYET KOPPEKTHPOBKH peKUMa I03UPOBAHHSA WJTH €r0 KOHUEHTPALHH B MeCTe

UHpeKmn.

[lorpanuynbie 3HaYeHUsI YYBCTBUTEIBHOCTH (cornacHo kpurepusm UKJIC)

[lorpanuuneie  3Hauenms uyBcrTBMTEIBHOCTH K ¢aykonazony, npusHaHHbIE Hucturytom

Kiunuyecknx u Jla6opatopmeix Crannapror (MKJIC), ykasausl B Tabiuie Huske.
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. : KontpoJbHble Toukn MUK 1 kaTeropuu uHtepriperaiu (Mr/i)
Candida Species A
YyscrButesibHOCTH () 4/I3 Pesucrentnocts (P)

C. albicans <2 4 >8
C. glabrata” - <32 >64
C. krusei® - - -

C. parapsilosis = 4 >8
C. tropicalis <2 4 >8

A — quCTBMTeﬂbHOCTb Jl03a3aBUCHUMast: BOCﬂpl/ll/lM'-ll/lBOCTb 3aBUCHUT OT JOCTHXKCHHA MAKCHUMAJIbHO BO3MOXKHOI'O

YPOBHsI B KpOBM. B3pocibiM ¢ HOpMaibHOIN (DyHKUMEH MOYEeK M TeJIOC/IOKEHHEM MOryT MOTpebOBaThCs J103bI
(uyKoHazosa, npeBbILLIAIOLINE CTAHAAPTHYIO 103UPOBKY (6 MI/ KT / 1€Hb).

b — B otHowennn ¢iykoHazosa 3Ti peKoMeH/1alnKi OCHOBaHbI Ha OOLUMPHOM OIIbITE JIEYEHHs CITM3UCTBIX 000JI0UEK 1
MHBa3MBHbIX HH(exuuii, Bbi3BanubIX Candida spp. Eciu wzonat unentnduunposan kak C. glabrata, a MUK cocragnsier
<32 Mmr / 5. ciieiyer onpeaennThb, MOAXOMUT JH (IyKOHa301 B KOHKPETHOM KIIMHHYECKOM KOHTeKcTe. B 3ToM ciyuae
NalKMEHThl JI0OJIKHBI MOJTy4aTh MaKCHMAlIbHYIO J03MpOBKY (urykoHaszosia. MoxeT ObITh MOJie3Ha KOHCYJIbTalus
CreLManiCcTa Mo BbIOOPY peskMmMa MaKCUMasIbHOM 103MPOBKH.

B — Ilpeanonaraercs, uto nzonatel C. krusei o01analoT BHY TpeHHEH yCTOHUMBOCTHIO K (hiykoHa3011y, noatomy ux MUK

HE CJICAYET HHTEPINPETUPOBATH C UCIOJIb30BAHUEM JIAHHOM LUKaJTbl.

LHloepanuunvie snavenus yyscmeumevnocmu co2nacno kpumepusim FDA (Tpebosanus FDA CLLIA

ons USPI)

Food and Drug Administration (FDA) Coeaunennbix [lltatoB AMepuku npuHAMAET MorpaHuyHbIe

3nadenus Y u P UKJIC; x0T He npu3HaeT TepMUHOJIOTUIO U/l3 M paclieHHBaeT 3TH 3HAYEHUS KaK

"npomesxytounsie” (1) (https://www.fda.gov/STIC).

Dapmakokunemuka

PapmakokuHeTHKa (yKOHA30J1a CXOJHA MPU BHYTPUBEHHOM BBEJCHWUM W TMPUEME BHYTPb.
Konuenrtpauus B njaa3sme KpoBM npornopuuoHanbHa a03e U jocturaer Mmakcumyma (Cmax) uepes
0,5-1,5 4 nocae npuema ¢aykoHaszosa HATOLIAK, a MEPUOJL MOJTYBbIBE/ICHUS COCTABISET OKOJIO
30 4. 90 % paBHOBECHOI KOHLEHTPALMK IOCTUrAIOTCS K 4-5-My JIHIO MOCJie Havyasia Tepanuu (npu
MHOIOKPAaTHOM [pUEME MNperapara o/IMH pa3 B CYyTKH).

Beenenne yaapHoit 103bl (B 1-it aeHb), B ABa pa3a npeBbiliarouieil 00bIYHYIO CYTOYHYIO 103Y,
JIeJIaeT BO3MOXKHBIM JlocTHkeHHe 90% paBHOBECHOW KOHLEHTpalMu Ko 2-my aHo. OO0bem
pacnpejesieHuss npubkaeTcss K o0leMy coJepikaHuio BoJbl B opraHu3me. CBsi3bIBaHHE C
Oenkamu rja3mel KpoBu — HU3koe (11-12 %).

DJ1yKOHA30J1 XOPOLIO MPOHUKAET BO BCE )KMAKOCTH opraHu3ma. KoHuentpauuu iykoHasona B
CJIFOHE W MOKPOTE CXO/IHbI € €r0 KOHLEHTPALMSIMU B TU1a3Me KPOBU. Y MAlMEHTOB ¢ FPUOKOBBIM
MEHMHIMTOM KOHLEHTpauuu (IiyKoHa3ola B CIIMHHOMO3IOBOM HJIKOCTH COCTaBJISIIOT OKOJIO
80 % oT ero KOHUEHTpaLMii B NJ1a3Me KPOBH.

B porosom cnoe, snuaepmuce, jgepMe M TOTOBOM IKMJKOCTH JIOCTUIAIOTCS  BBICOKHE

KOHUCHTPpALMH, KOTOPbIC MPEBLILIAIOT CbIBOPOTOYHBIEC. q)HyKOHa3OH HaKallIMBaceTCss B pOroBoM
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cnoe. Tlpu npueme B 103e SO Mr 0H pa3 B CyTKH KOHUEHTpauus (iykoHasona uepes 12 nHei
cocTapisier 73 MKI/r, a depe3 7 AHeil mocie npekpalieHus JeueHus — Toibko 5.8 mkr/r. [lpn
npuMeHeHud B 1o3e 150 Mr o/iMH pa3s B HEIEJO KOHLEHTpaLus ¢iykoHazo0/1a B pOroBoM cJ10e Ha
7-it neub coctapiser 23,4 MKI/r, a uepes 7 JiHe# nocie npuema BTopoii 103kl - 7,1 MKI/T.
[Npenapat BHIBOAUTCSA, B OCHOBHOM, TouKamu; npumepHo 80 % BBEICHHOH /103bI 0OHapYKUBAETCS
B MOue B Heu3MeHeHHOM Bujie. KimpeHe ¢uiykoHas3o/1a npornopuroHaneH KIMpeHey KpeaTHHUHA.
[{upkyaupyole MeTaboanThl He 0OHAPYKCHDI.

JUMTeNbHBIA NEPUO/] MOJYBBIBEJCHUS W3 IUIa3Mbl KPOBH MO3BOJISCT MPUMEHATH ¢dnykoHason
OJIMH pa3 B CYTKH MJIM OJIMH Pa3 B HEJIEIIO - MPU IPYTUX TOKa3aHHUsIX.

B xoje uccneaoBanns GapMakKOKMHETHUKU ¢ ydacTheM [0 KEHIIMH, BPEMEHHO WK MOJIHOCTBIO
MPeKPaTUBIIMX KOPMJIEHHE IPY /b0, OLCHMBAIM KOHLEHTPALMIO ¢rykoHa3osa B njasmMe KpoBu 1
FpyJIHOM MOJIOKE B TeyeHue 48 4yacoB rnocie OJHOKPAaTHOro rpuema 150 mr npenapara
Jupmokan®. ®aykoHaszosn Obl1 0OOHapyeH B IPYyIHOM MOJIOKE B Cpe/iHell KOHLEHTpalluHy,
COCTABASAIOLIEH NPUOIM3UTENLHO 98% OT KOHLEHTpauu GiyKoHa30/1a B I1a3Me KPOBH MaTepH.
Cpeansisi MMKOBas KOHUEHTpAlMsi B IPY/IHOM MOJIOKE COCTaBIIsIA 2,61 Mr/n no McTre4eHUH

5,2 yacoB rocJje npuema nperapara.

dapmMaKOKMHETHKA Y JIeTen

V gereit ObUIM NOJYYEHbI ClIEYIOLIME 3HaYeHUs (PapMAKOKMHETHYCCKUX N1apaMeTpOB:

Bo3spacr Jlo3a (Mr/kr) Ilepuoa ILnomans moj
10J1yBbIBE- KPHBO#
jaenus (4ac) | «KOHIEHTPAUMsi-

Bpemsi» (AUC)
(MKr-4/M01)
11 aueii — 11 mec OaHOKpaTHO — B/B 3 MI/KI 23 110,1
5 netr — 15 ner MHOrokpaTHo — B/B 2 MI/KP 17,4%* 67.4%
5 net — 15 ner MHorokpartHo — B/B 4 MI/Kr 15,2% 139,1*
5 ner — 15 ner MHuorokpaTHo — B/B 8 MI/kr 17,6* 196,7*

* mokazareib, OTMEYEHHBIH B NOCJIEHUNA J€Hb

HenoHolneHHbIM AeTSIM (0K0JI0 28 Heielb pa3BUTHs) (JIyKOHA30J1 BBOAWIIM BHYTPUBEHHO B 103¢€
6 MI/KT Ka/bli 3-i IeHb 0 BBEJAEHMS MaKCMMyM 5 03 B TO BpeMs, [10Ka A€TH OCTaBaJIuCh B
OTJeCHUM MHTEHCHBHOH Tepamuu. Cpenuii nepuoj MojyBbiBeleHUs cocTaisul 74 4 (B
npeaenax 44-185 1) B 1-ii AeHb, ¢ yMEHbLIEHUEM Ha 7-0ii JICHb B CPEHEM /10 53 u (B nmpeaenax

30-131 u) u Ha 13-it neHs B cpeaem 10 47 u (B npesenax 27-68 4).
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3HaueHue TUIOIAAM Mo KpUBOM «koHueHTpauus-Bpems» (AUC) cocransino 271 mkru/miu (B
npeaenax 173-385 mkr-u/mi) B 1-id aeHb, 3atem yBennuuBanochk 10 490 mxru/min (B npeaenax
292-734 mkr-u/mi) Ha 7-i JAeHb W CHMXKANOChb B cpeaHeM a0 360 mkru/ma (B npeaenax
167-566 mkr-u/mi) K 13-my jHto.

O6bem pacnpeaenenus coctaisut 1183 mu/kr (B npeaenax 1070-1470 ma/kr) B 1-ii aeHb, 3aTeM
yBeauuuBaics B cpeaHeM o 1184 mu/kr (B npepenax 510-2130 mu/kr) Ha 7-i geHb M 710
1328 mun/kr (B npenenax 1040-1680 ma/kr) Ha 13-i aeHb.

DapMaKOKMHETHUKA Y MOXKMIIbLIX MaLMEHTOB

BbL10 ycTaHOBJIEHO, YTO MPHU OJJHOKPATHOM MpUMEHEHUH (ilyKoHa3oaa B 103e 50 Mr BHYTpb Y
MOKUJIbIX MMALMEHTOB B BO3pacTe 65 jeT W cTaplue, HEKOTOpbIE M3 KOTOPBIX OJHOBPEMEHHO
npuHUMaK JanypeTuku, Cmax OCTHIAACh Yepe3 1,3 4 nocne npuema u cocrapisiia 1,54 mxr/mi,
cpeanue 3Havenuss AUC - 76,4 + 20,3 MKr-u/mi, a cpeiHuii nepuoj, nosyBbiBeeHust — 46,2 u.
3HaueHus HTUX (apMAKOKMHETUUECKUX [apaMeTpPOB BbILIE, YEM y MOJIOJBIX MalMEHTOB, YTO,
BEPOSITHO, CBSA3aHO C MOHMKEHHOW NMOYeYHOM (PYHKIIMEH, XapaKTepHOM /s NOXKHMIIOr0 BO3pacTa.
OJIHOBpeMEHHBINM NPUEeM JUYPETUKOB He BbI3biBal BbipaxkeHHOro u3MmeHeHHss AUC u Ciax.
Knupenc kpearununa (74 mi/MuH), npoueHT (JrykoHa3o0J1a, BBIBOJAUMOIO N0YKaMHU B HEU3MEHHOM
ute (0 — 24 4, 22 %) u noueunslii kaupeHc ¢uykonaszona (0,124 Mi/MUH/KT) y MOKMIBIX

MALMUEHTOB HUXKE 10 CPABHCHUIO € MOJIO/IBIMH.

Ilokazanus K NpUMEHEHHI0

DJ1yKoHa30J1 MOKa3aH JUISl JIEYEHHUS CJIEAYIOIMX 3a00JIeBaHU I Y B3pPOCJIbIX:

- KpUIITOKOKKOBBIM MEHUHIUT;

- KOKLIM/IMOU/IOMHUKO3;

- UHBA3UBHbBIA KaHIM/03;

- CJIM3UCTBIN KaH/AKM03, B T.4. OpodapuHreanbHblii KaHAWA03, KaHAW103 NUILEBO/1A, KaHAU1y pHsl
M XPOHUYECKUI KOKHO-CIM3UCTBIM KaH/11/103;

- XpOHHYECKUI aTpopuuecKnil KaHI1/103 POTOBOI MOJOCTH (CBSA3AHHBIA C HOLIEHUEM 3YOHBIX

ﬂpOT€3OB), Korjaa CO6J1}OIICHI/ISI IMTACHBI I0JIOCTH PTa WJIM MECTHOTO JICYCHHUS HEA0CTATOYHO.

DykoHa30J1 NOKa3aH JJis l'lDO(bl/lJ'laKTl/lKl/l CJICAYIOLINX 3a00JICBAHUM Y B3POCIIbIX:

- peuM/IMBbl KPUNTOKOKKOBOI'O MEHUHIUTA Y MALUEHTOB ¢ BLICOKMM PUCKOM PELIM/IMBA;
- peurInBbI Opo(haprHIeaIbHOrO KaH/An103a W KaHaua03a nuiesoja y BUY-unduumrposaHHpix

MauueHTOB € BICOKUM PUCKOM pELMH/IUBA;
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- U1 IpO(MIAKTUKM KaHAM103HbIX MH(EKLNI y NALMEHTOB ¢ NPO/I0JDKUTEILHON HEHTPOeHHEH
(TaKMX KakK MalMeHThl ¢ reMo0JacTo3aMH, MPOXOASLIMMH XUMHOTEPAIMIO, WJIM [AlHUEHThI

-

[MPOXOJAAIINE TPAHCINIAHTALMKO MEMOIOSTUYECKUX CTBOJIOBLIX KJ'lCTOK).

(D.Tl}'KOHa’SOI] [TOKa3aH AJisl IPUMEHCHUSA Y JOHOUWEHHBIX HOBOPOXACHHBIX, MJIAJICHLICB, JNETEN U

noApocTKoB B Bozpacte ot 0 10 18 ser.

®ayKoHA30J1 NPUMEHSIOT [UIsl JIEYEHUS CIIM3UCTOr0 KaHau103a (0podaprHreanbHOrO KaH/11/103a
M KaH/JM103a [UUIEBO/A), HWHBAa3MBHOIO KaH/AM/103a, KPUNTOKOKKOBOIO MEHMHIHUTA W
NpopUIAKTUKY KaHMI03HbIX MH(EKLUA y MalMeHTOB ¢ Oc/a0JeHHOH MMMYHHOM CHUCTEMOIA.
DyKOHa30/1 MOKHO MPUMEHSATH B Ka4eCTBE MOJJIEPIKUBAIOLIEH Teparuu /Ui MPeA0TBpaLlleHUs]

peunnBa KpUIITOKOKKOBOIO MEHHUHI'UTA Y JIETEH C BLICOKHUM PHUCKOM pe€uuriuBa.

IIpoTuBonokazanust

- MOBBILIEHHAs YYBCTBMTEJBHOCTb K (UIyKOHA30iy, JAPYIMM KOMIIOHEHTaM I[penapara Wiu
a30JIbHBIM BELLECTBAM CO CXOJHOM (hJ1yKOHA30I1y CTPYKTYpO#;

- OJJHOBPEMEHHBIN npueM TepdeHauHa BO BpeMsi MHOIOKPAaTHOrO NpUMeHeHHUs (ilyKoHa30/1a B
noze 400 mr/cyr u OGonee (cMm. pazaen «BsammojeiicTBHe ¢ JpyrMMH JleKapcTBEHHBIMU
npenaparammu»);

- OJIHOBPEMEHHOE TNPUMEHEHHME C Ipenaparamu, yseauuupaommmu uHtepan QT u
MeTaboaM3UpYOIMMHUCS ¢ moMolbio U3opepmenta CYP3A4, TakMMu Kak LU3anpu, acTeMU30J1,
SPUTPOMMLIMH, MUMO3K/ U XMHUIKH (CM. pa3jien «BzaumozeicTBue ¢ 1pyruMu J1eKapcTBEHHBIMU

npenaparamm»).

C 0CcTOPOXKRHOCTBIO

- eYEHOYHAasi HeJJOCTATOUYHOCTb;

- M104eYHas HeI0CTaTOYHOCTb;

- MOsABJCHUE CHIMUM Ha (oHe npuMeHeHHus (IyKOHA30Ja y MalMEeHTOB C [OBEPXHOCTHOM
rpuOKOBOI MH(EKLIMEH 1 HHBa3UBHBIMU/CUCTEMHBIMU IPUOKOBBIMU MH(PEKLHUAMMU;

- 0JIHOBPEMEHHOE NpUMeHeHHe TepdeHaanHa 1 aykoHazona B 103e MeHee 400 mr/cyT;

- MOTEHLMAILHO MPOAPUTMUYECKHUE COCTOSIHUA Y MALMEHTOB ¢ MHOXKECTBEHHbIMU (aKTOpamu
pucka (opraHumyeckue 3a00JieBaHMSI Cepjlla, HapyLIEHUs DIIEKTPOJIUTHOro OanaHca o

CrnocoOCTBYIOLIAs Pa3BUTHIO MO100HBIX HAPYLICHUI COMYTCTBYIOLIAS Teparius).
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IIpumenenne npu GepeMeHHOCTH U B MIEPHO/I FPYAHOI0 BCKAPMIIMBAHUS

AJIEKBaTHBIX M KOHTPOJIMPYEMbIX HCCII€[IOBaHMI MpUMEHEHUs1 ¢uiyKoHazosa y OepeMeHHbIX
KEHLIUMH HE MPOBOMIOCS.

Bo Bpems OepemenHocTu mnpumeneHus: (aykoHaszosia cieayer u3lderatb, 3a HUCKIOYEHHEM
CJlyyaeB TsKEbIX M MOTEHLUMAJIbHO YIPOJKAIOUIMX JKHW3HWM TPUOKOBBIX HMHQPEKUMiA, Koraa
0KHMJlaeMasl 110J1b3a JICYEHHUs JIJIsl MaTepU MPEBbILIAeT BO3MOMXKHBIA PUCK /IS 11710/1a.
Heobxoaumo paccmorpers 3¢dekTuBHBIE METObl KOHTpALENUMU Y JKEHUIMH JAETOPOJAHOIO
BO3pacTa B TEYEHHE BCEro MepHOo/1a JIeUeHHUs U NPUOIM3UTENBHO B TeUeHUe Heleu (5-6 neproioB
MOJYBbIBEACHUS)  MOCA€  OPUHATHS  [OCJeAHEeH  A03bl  mpenapara  (cM.  pasjael
«DapMaKOKHHETHKAY).

CoolOuiaioch 0 cilyyasx caMONPOM3BOJILHOrO abopTra M pa3BUTUS BPOXKIACHHBIX aHOMAIMHA Y
MJIQJICHLICB, YbM MaTepu mnojyydainu (uykoHas3os B jo3e 150 Mr oJHOKpaTHO WJIM MOBTOPHO B
NepBOM TpumecTpe HepeMeHHOCTH.

OnucaHbl cydyam MHOXKECTBEHHbBIX BPOXKJAEHHbIX MOPOKOB Y HOBOPOKAEHHBIX, MaTEPU KOTOPbIX
Ha MpOTSHKEHWW OoJsibleld YacTH MM BCEro MEpBOro TpPUMECTpa MOJy4Yald Teparuio
¢dnykonaszosnom B Bbicokoit no3e (400-800 mr/cyTt). bbiin oTMeudeHbl ciieayrolMe HapyLeHus
pazButusi: Opaxuuedanusi, HapylleHHE pa3BUTHs JIMLEBOM vacTW 4eperna, HapyulleHHe
(dopMHpoBaHUs CBOJA Yepena, BOJIYbs MaCTh, MCKpPUBJIEHUE O€IpeHHbIX KOCTEH, UCTOHYEHHUE U
yJUTMHEHUe pedep, apTporpuIo3 U BpoXkKJAeHHbIe MOPOKH cep/Lia.

®aykoHazos1 0OHapyKUBAETCS B IPY/IHOM MOJIOKE B KOHLIEHTpALUSIX, OJIM3KUX K MJIa3MEHHBIM
(cM. pazjien «DapMakokuMHeTHKa»). [leproa nosnyBbiBeeHUs TpenapaTa U3 rpyJAHOro MOJOKa
NpUOIN3UTENILHO PaBEH NMEpHOAY MoyBbIBeeHUs U3 1aa3mbl — 30 vacos. [Ipeanonaraemas 103a
¢daykonaszona, rmorjomaemas MIajeHLEeM (C  y4eTOM TOro, 4YTO CpE/JHEE KOJMYECTBO
notpedsieMoro MoJjioka coctapiisieT 150 M/Kr exeHEeBHO), U pacCYMTaHHAs B COOTBETCTBUH CO
CpeJiHei MMKOBOM KOHUEHTpaLKel rpernapaTa B rpy/IHOM MoJioke, coctasisieT 0,39 MI/Kr B /ieHb,
4to npudau3uTeNIbHO paBHO 40% pekoMeH0BaHHOW HEOHATalbHOM J03bl (U1 AeTei Mulajiue
2 Hesenb) nin 13% pekoMeHJ0BaHHOM MJ1a/IeHYE€CKOM J103bI ITPU JIEYUEHUH KaHAW103a CIIM3UCTHIX.
KopmiieHue rpy/iblo MOKHO MPOJOJ/DKUTE TOCJe MpHeMa OJJHOKpaTHOM J103bl (J1yKOHa30j1a B
150 mr. He pexomeHayercss KOPMUTH TIPYJbIO [OC/ie MHOTMOKPAaTHOTO MpHeMa WM Ipuema
BBICOKOH 103kl (utykoHasosa. [Ipu npuHsITHN petieHns 0 Ha3HayeHuu npenapara J{nduokan® Ha
(oHe rpy/IHOro BCKapMIIMBAHUS CJIEAYET NPUHUMATh BO BHUMAHKE clielyolue pakTopbl: MOJb3Y
IPYAIHOrO BCKAapMJIMBAaHUs Ui 3/I0pOBbSI M Pa3BUTHUs MJIAJICHLIA COBMECTHO € KJIMHMYECKHMH
MOKa3aHWsIMM JUIsl HazHaveHusi npenapara JudaokaH® M BO3MOXKHOCTb pa3BUTHUS JTHOOBIX
MOTEHUMAIBHBIX MOOOYHBIX A(P(PEKTOR y MJaJieHlla WM BIMSHUE COIMYTCTBYIOLIEH MaTOJOrUU

MaTepHu Ha 310pOBLE MJIa/ICHLIA.
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Cnocob npumMeHeHHusl U 103bl

BHyTpuBeHHbIE MH]Y3HUU.

Tepanuio MOXHO HAuyWMHATL [0 MOJIyYEHHsl pe3y/bTAaTOB [0CEBAa W JPYrux J1abopaTOpHBIX
uceneoBaHuid.  OJIHAKO  MPOTUBOIPUOKOBYIO — TEpanvio  HEOOXOAMMO  M3MEHMTD
COOTBETCTBYIOLIMM 00pa3oM, KOI/ia pe3y/ibTaThl STUX MUCCIIE0BAHUI CTAHYT U3BECTHBIMU.
®i1yKOHA30/1 MOKHO TMPUHMMATh BHYTPb WJIM BBOJUTH BHYTPMBEHHO myTeM HHQY3MM co
ckopocThio He 6osiee 10 Ma/mMuH; BBIOOP criocoOa BBEAEHUs 3aBUCUT OT KIIMHUYECKOTO COCTOSAHUSI
nauuenTa. [lpu nepeBoje naumeHTa ¢ BHYTPUBEHHOIO Ha MepopajbHbli IPUEM Npernapara Win
HaobOpOT M3MEHEHHsl CYTOYHOM J103bl He TpeOyercs. B pacrBope duykoHaszona ans uudysuii
conepxuresi 0,9 % pactBop HaTpust xopuaa; B kaxabix 200 mr (daakon Ha 100 min) conepxures
1o 15 MMOJIb MOHOB HaTpust U XJjopa. [TosToMy y nauueHToB, KOTOPbIM TpedyeTcs orpaHUyYeHUe
noTpedieH!st HATPHSL WK KUJKOCTH, HEOOXOAUMO YUMTBIBATH CKOPOCTh BBE/ICHHS HKUIAKOCTH.
CyTounas j103a (JIyKOHa30/a 3aBUCHT OT XapakTepa M TsbkecTH rpudkosoi mupexumu. [pu
uH}peKLusX, TpeOYyIIMX MOBTOPHOrO MpHeMa Mnpernapara, JIUeHUe CllelyeT MpoJloJKaTh 10
MCUE3HOBEHMUS KJIMHUYECKUX WIIK J1aD0paTOPHbIX MPU3HAKOB aKTUBHOM rpubKoBOi MHpekumu. Y
naudeHToB ¢ BUY-uHdexkumeil M KPUNTOKOKKOBBIM MEHUHTUTOM MJIM  PEUMIMBUPYIOIIHMM
opodapuHreadbHbIM KaHIM/030M OObIYHO HEOOXOAMMa MOJAEPKMUBAKOLIAS Tepanus /Ui
MpOPUIAKTUKH PELUMIUBOB MHPEKLIMH.

nDI/lMCHCHl/lC Y B3pOCJIbIX

1. Ilpy KpMOTOKOKKOBOM MEHMHIMTE U KPUITOKOKKOBBIX MHGpEKUMSIX JAPYror JIOKAIU3alurMu B

MepBblii jJieHb OOBIYHO MpuMeHstoT B Jo3e 400 Mr, a 3arem IpOJOJIKAIOT JieYeHHe B 03¢
200-400 Mr oaMH pa3 B CyTKU. JIIMTENLHOCTD JIeYeHUs] KPUNITOKOKKOBBIX MH(PEKUMI 3aBUCUT OT
HaIM4YKMsl KJIMHUYECKOTO W MHKOJOru4eckoro 3¢p¢exra; Nnpu KpUNTOKOKKOBOM MEHWHIMTE
nedeHre 0ObIYHO MPOJIOJDKAIOT MO KpaiiHel Mepe 6-8 Heaenb. B ciyuasx jieueHus yrpoxarommx
)KU3HW MHPEKIMHA CYTOUHYIO JI03Y MOXKHO yBeJIHYMTH 10 800 mr.

Hns l'lDO(blflﬂaKTl/IKl/l pelninuBa KpUNTOKOKKOBOIO MEHMHIMTA Y MAallMEHTOB € BLICOKMM PHUCKOM

peLM/IMBa, 10C/Ie 3aBEPIIEHUS TIOJIHOTO Kypca MepBUYHOrO JICYEHHs, Tepanuio GpayKoHas3oJioM B
n03e 200 Mr/cyT MOJKHO MPO/10JIXKATh B TEUEHUE HEOTIPEAEIEHHOTO NEPUO/ia BpEMEHH.

2. [lpy KOKUMIMOMIOMHKO3E MOXKET MoTpedoBaThes NMpUMeHeHHe rnpenapata B ao3e 200-400

Mr/cyT. Juist HeKOTOpBIX MH(EKIMI, B 0COOCHHOCTH € MOPAXKEHUEM MO3TOBBIX 000JI04EK, MOXKET
paccmarpuBatbes j03a 800 Mr B cyTku. JITMTEIbHOCT TEpannu onpeaessioT MHANBHYalIbHO 1

MoOxeT cocTaBisath | 1-24 mec.
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3. ﬂpu KaHAWACMUU, TUCCEMHUHUPOBAHHOM KaHJAMA03€ U JAPYIUX HMHBA3MBHBLIX KaHJIMUI03HBIX

nHdekuuax Hacelmaomas j1o03a cocrapiaser 800 Mr B mepBblid JeHb, nocaeayiowas 03a

400 mr/cyT. JINUTENLHOCTb TEPANNK 3aBUCHT OT KIMHUYECKOI 2 heKTUBHOCTH.

06111215{ pEeKOMEHAalUusa 110 JJIMTECJIbHOCTU JICUEHUS KaHJIUAEMHU 2 HE/ICJIM TIOCJIE TNEPBOro

OTPULATCJIBHOIO pe3yJjibTaTta I0C€Ba KPOBU MW HCYE3HOBEHMUS [NIPU3HAKOB W CHUMIITOMOB

KaHAWJACMHUHU.

Jlevenue cnuzucmozo kanouoosa

IIpu opodapuHreansbHOM KaHAMA03€ Hachlmaromas jgo3a coctasiasger 200-400 mr B

MepBbId /IeHb, nocneaytowas 1o3a: 100-200 mr oauu pa3 B cytku B Teuerue 7-21 aus. [pu
HEOOXOAMMOCTH, MALMEHTAM C BLIPAKEHHBIM [10/1aBJI€HUEM HMMYHHO# (YHKLIMH JeueHne
MOJKHO MPOJ0JIKATh B TeueHue Oosiee AMTeILHOTO BPEMEHH.

[Ipu XpoHHUYECKOM aTpohuyecKoM KaHAWA03€C TIOJIOCTH pTa, CBSAA3AHHBIM C HOLUEHUEM

3yOHBIX NPOTE30B, Npenapat oObIYHO MPUMEHSIOT B J103¢ 50 MI OJMH pa3 B CYTKH B
TeyeHue 14 aHel B COYETAHMM C MECTHBIMM AHTHCENTHYECKUMH CPEACTBAMH JUIs
00paboTku nporesa.

llpn xanpuaypuu shdextuBHas jo3a oObidHO coctaaser 200-400 mr/cyt npu

JUIMTENILHOCTH JieyeHust 7-21 jHeid. Y nauueHTOB ¢ TSDKENbIM HapylueHueM (yHKIMH

MMMyHHOﬁ CUCTEMBI MOXKHO MCIIOJIB30BaTh DOJiee JUTATCJIBHBIC TIEPUO/IbI TEPAIIUU.

Ipy XpOHHUYECKOM KOXKHO-CIM3UCTOM Kanauao3e npumensitor 50-100 mr B cytku 10 28
AHEH JieyeHus. B 3aBUCUMOCTH OT TSKECTH JIeYeHHs! UH(PEKLMH WK COMYTCTBYIOLIErO
HapylIeHUss UMMYHHON CUCTEMbl U UH(EKLIMHU MOXKHO MCIIOJIB30BaTh OoJiee JIUTEIbHbIE
NIEPUO/bl TEPATTHH.

Ilpu kananao03e nuieBoa Hackitatomas 103a 200-400 Mr B nepBblii JieHb, Nocieyomas

nosa 100-200 mr B cytku. Kypc neuenus cocransier 14-30 gHel (10 JOCTHXKEHUs
pemuccuu Kanauaosa nuiuiepoja). [Ipy HeoOX0AMMOCTH, MalMEHTaM ¢ BbIpaKEHHBIM
[0/IaBJICHUEM MMMYHHOH (YHKUMM Jie4eHHe MOXKHO [pOJ0J/DKATh B TeuyeHue Oosee
JUIMTEJILHOTO BPEMEHH.

Ina  npodunakTMku  peumauBOB _opodapuHreanbHoro  kamauaosa |y BUY-

MHPULMPOBAHHBIX MALMEHTOB ¢ BBICOKMM PUCKOM PELMAMBOB (JyKOHA30J NPUMEHSIOT
o 100-200 mr B cyTku uin 200 Mr 3 paza B HEIEJIIO B TeUEHHE HEOTIPE/IEIEHHOTO NEpHO/ia

BPEMCHH y MALUCHTOB C XPOHUYECKH IMOHUKEHHBIM UIMMYHHUTETOM.

Jl1s npeaoTBpallleHus peluMAMBOB KAHJIM/103a MUIIEeBO/1a y BUY-unpuumpopanHbix
MAlKUEHTOB € BBICOKMM PUCKOM peunanBOB (hiykoHazos npumensior no 100-200 mr B
cytkr uiam 200 Mr 3 pasza B He/le/ll0 B Te€UEHHE HEOINpe/IeICeHHOTO MePHUOIa BPEMEHH Y

IMAlMCHTOB € XPOHUYECKHU NMOHWKEHHBIM UMMYHUTETOM.
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4. Jlna l'lDOd)l/lﬂaKTl/lKld KaH/IMJ103HbIX l/lHd)eKl_ll/lﬁ Yy TALMEHTOB ¢ TNPOAOJIKMTEIbHOM

HEUTponeH1en pekomenayemas j03a duykonasona cocrasisier 200-400 Mr ouH pa3 B CyTKH B
3aBUCMMOCTH OT CTENEHM PUCKA Pa3BUTUs IpUOKOBON MHpekumu. [l MauueHToB ¢ BHICOKMM
PUCKOM  I€HEPaIM30BAHHOW MH(EKLUMH, HanpuUMep, ¢ BBIPAKEHHOW WM  JUIMTEbHO
COXpaHsIIOLIENCs HEWTponeHnel, pekomeHayemas j103a coctapiser 400 Mr oiIMH pa3 B CYTKM.
@1yKOHA30J1 IPUMEHSIOT 33 HECKOJILKO JIHEH JI0 0KMIaeMOr0 pa3BUTHSI HEUTPONIEHUHU H, M0CIIE

3

yBeIMYeHUs yncna Heiitpoduios 6onee 1000 B MM°, leyeHue npoaosnkaror ete 7 JHeH.

[IpyuMeHeHue v aere

Kak 1 npu ¢xoHbIX HHPEKUHUSIX Y B3POCIIBIX, JUIMTEIbHOCTD JICYEHUSI 3aBUCHT OT KJIMHUYECKOTO
M MUKoJornyeckoro sdoexra. Jng gereil cyrouHas joza npenaparta He J0JDKHA MPEBLIIATH
TaKOBYIO JUIs B3pocibiX. D1yKOHA30/1 IPUMEHSIIOT €KEeJIHEBHO OJIMH pa3 B CYTKH.

[Ipu kanampose camsueteix 00o0JIoYEK pekoMmeHayemas Jo3a (JIyKoHa30ja cocTaBJisieT
3 mr/kr/cyt. B nepBblit ieHb ¢ 11e/1bI0 O0Jiee OLICTPOro JOCTHIKEHUS! PABHOBECHOM KOHLIEHTPALMK
MO>KHO NPUMEHATB YJApHYIO 103y 6 MI/KI/CYT.

JInst neyeHUss MHBA3MBHOIO KaH/W/03a U KPUNTOKOKKOBOrO MEHMHIMTAa PEeKOMEHyemas J/103a
cocrapiiser 6-12 MI/Kr/cyT B 3aBUCUMOCTH OT TsDKECTH 3a00JIeBaHMUsI.

Jinsg nojiaBieHuss peuuiuBa  KPUNTOKOKKOBOro MeHuHrura y jaered Oonpnbix CIIW[Iom
peKOMEH,/10BaHHas J103a (pyryKoHa30/1a cOCTaBSIET 6 MI/KI/CYT.

Jlns npodunakTUky rpuOKOBBIX MH(EKIMIA Y JIeTel ¢ 10/1aBJIeHHBIM UMMYHHUTETOM, Y KOTOPBIX
pPUCK pPa3BUTHS MWH(EKLUMH CBsI3aH C HEHTpOINEHWeH, pa3BUBAIOILEics B pe3ylibTare
LMTOTOKCHYECKOW XUMMOTEpanuM WM JIy4YeBOM Tepanuu, T[penapar MpUMEHSIOT 10
3-12 Mr/kr/cyT B 3aBUCUMOCTH OT BBIPAKEHHOCTH U JUTUTEJIbHOCTH COXPAaHEHHUS WH/LY IMPOBAHHOM
HEHUTPONEHUH (CM. 103y U1 B3pOCIIBIX; /IS IETEH € MOYEYHOM HeI0CTaTOYHOCTBIO - CM. 103y JUIs
MalMEHTOB C MOYEYHON HEJI0CTaATOYHOCTbIO).

[Toapoctku (ot 12 10 18 ner).

B 3aBucumoctn or Beca M Bo3pacta nojbupaercs ontumanbHas Jo3a. [lo  jaHHBIM
(apmMakoKHHETHKH Y JieTeit Oosee BbICOKMI KinMpeHe (uyKoHas3osa, yeM y B3pocibix. Jloza 100,
200 u 400 Mr y B3pocibIX COOTBETCTBYET 03¢ 3, 6 W 12 MI/Kr/cyT y aerteil s mojiydeHus
COIMOCTaBUMOIO CUCTEMHOIO BO3/ICHCTBHS.

[Ipumenenue v gereit B Bo3pacrte ot 0 10 27 naHen

VY HOBOpOXk/IEHHBIX (IIyKOHA30J1 BBIBOAUTCS MeieHHO. B mepuoa or 0 o 14 jaHeid xu3Hu
npenapar npMMEHSIOT B TOH ke J03¢ (B MI/KI/CYT), UTO U JieTsiM GoJiee ctapiiero Bo3pacra, HO ¢

MHTEpBaJIOM 72 4 (MakcuMaibHas Jo3a 12 MI/Kr/cyT He J0/DKHa ObITh MpeBbillieHa). [leTsm B
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Bo3pacre or 14 no 27 aueid Ty *ke 103y BBOAAT ¢ MHTepBasom 48 u (MakcuMalbHas 03a
12 Mr/kr/cyT He 10/KHA ObITH NPEBbBILIEHA).

npl/lMeHCHl/lC Y NOXKWJIbIX JIKOAEH

[Ipu oTCYTCTBMM NPU3HAKOB MOYEYHOH HEA0CTATOYHOCTH (hJIyKOHA30J1 IPUMEHSIOT B OOBIUHOI
Aoze. Ilaunentam ¢ noveyHol HeJOCTATOUHOCTBIO (KJIMPEHC KpeaTWHuHa <50 MJI/MUH) 103y
npenapara KOppeKTUPYIOT, KaK OMUCAHO HUKE.

anMeHeHﬂe Y NALMEHTOB € NOYEYHOW HEJIOCTATOYHOCTBIO

[Ipu oaHOKpaTHOM npueme M3MeHeHMs J103bl He Tpedyercs. Y mauMeHToB (BKJIOYas jeTeil) ¢
HapywieHueM (QyHKUMM MOYEK MPU  MHOFOKPATHOM [PUMEHEHHM [pernapara  cleayeT
epBOHAYaILHO BBECTH yaapHyto 103y ot 50 mr o 400 mr, nocsie 4yero cyTouHyro 103y (B

3aBUCHMOCTH OT 0Ka3aHHs) YCTAaHABIMBAIOT COTJIACHO ClIe/lyIOLIeH Tabuue:

Knupenc kpeatuHuHa (Mj1/MuH) [IpoueHT pekomeH1yeMoii 1035l

> 50 100 %

<50 (0e3 nuanuza) 50 %

['emounanus 100 % mnociie Kaxa0ro remo/iuanusa

[TaupenTel, Haxoadumecs Ha remMoaManuse, JA0/kHbI nojydats 100 % pekomenayeMoit 103bl
nocJie KaX/10ro ceaHca avanusa. B aeHb, koraa auaniu3 He MPOBOIAMTCS, MALUEHTBI JOJKHBI
nojiyyaTh yMEHbIICHHYIO (B 3aBUCUMOCTH OT KJIMPEHCa KpeaTHHUHA) 103y Npernapara.

V jiereit ¢ HapyieHueM (QYHKLMM TOYEK CYTOUHYIO /103y Mpernapara cjeyeT YMEHbIUTh (B TOH
KE TPONOPLMOHAIILHON 3aBUCUMOCTH, YTO M Y B3pOCIBIX), B COOTBETCTBHH CO CTENEHBIO

BbIPAXKCHHOCTH MOYEYHOM HEJIOCTATOUYHOCTH.

IToGounoe neiicreue

Pesrome npoduiis 6ezonacHocTu

Coobuwanock o ciyyasx JIEKapcTBEHHOM peakunu ¢ 503MHO(UIMEN ¥ CHCTEMHBIMU CUMITOMAMU
(DRESS- cunapom) B cBs3m ¢ neyeHueM uiykoHazosom (cM. pasjen «Ocobble yKazaHus»).
Kpurepun oteHku 4actoThl: oueHb yacteie > 10 %; yactoie > 1 % u < 10 %; neuactoie > 0,1 % u
<1 %; penkue > 0,01 % u < 0,1 %; ouenn peakue < 0,01 %, yacToTa HEU3BECTHA — HEBO3MOXKHO
OTpeJ/Ie/INTh HA OCHOBE HMEIOIIMXCs JaHHbIX. llepeHocumocTh mpenapara oOBIYHO OuYEHb
Xopotuas.

B knvHuueckux v nocrMapkeTMHroBeiX (*) uccnegoBanusx npenapara J{upmokan® ormeuanu
crieyrolme nodouHble peakinm:

Co cmoponvt nepenoil cucmemvl: uacmele - roNoBHas OOJb; Hewacmvie - TOJOBOKPYKEHHE®,

CY/10porn*, u3mMeHeHue BKyca*, napecresusi, 0ECCOHHHLA, COHIIMBOCTh; PeOKuUe - TPEMOP.
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Co cmoponbl nuwesapumebHoU cucmemol: yacmole - 50J1b B )KUBOTE, IMapesi, TOLIHOTA, pBOTa*;
HEYacThle - METEOPU3M, IUCTIENICUS*, CYXOCTh CIIM3UCTON 0D0JIOUKH MOJIOCTH PTa, 3amop.

Co cmoponsl 2enamoouIuapnoll cucmemsl: yacmole - NMOBbILIEHHE CHIBOPOTOYHON aKTUBHOCTH
amuHoTpaHcdepas (ananuHamuHorpancdepasbl (AJIT) u acnapratamunorpancdepassl (ACT)),
wesouHoit  ocdatasbl; Heuacmvie - Xoyectas, IKeNTyxa¥, [OBbIIIEHUE KOHIIEHTPALIUH
OunnpyOuHa: peokue - renaToTOKCMYHOCTb, B HEKOTOPBIX ClyyasiX C JieTaJbHbIM HMCXOJ0M,
HapyleHue QYyHKUMM NedeHu™, renaTtut®, renatoue/UIioJsIpHbId HEKpo3™®, renatoue/unosipHoe
MOBPEXK/ICHHUE.

Co cmoponvl KOACHBIX NOKPOBOG: yacmule - Cblllb; Heudacmbvle - KOXKHBbIA 3yJl, KpalMBHULA,
MOBbILIEHHOE MMOTOOT/IEJCHHE, JeKaPCTBEHHAs ChiIb (BKJIOYAsH CTOMKYIO JIEKAPCTBEHHYIO ChIIb);
peokue - HKconumaTUBHBIE NOpakeHUst Koxu*, Biovas cuuapom CruseHca-J[koHcoHa M
TOKCHYECKHUWA DIUJEpMaAJIbHbIA  HEKPOJIM3, OCTPbIA TEHEPaIUM30BAHHbIA DK3aHTEMATO3HbBIN
MycTyJjie3, OTeK JMLA, aloneuus™®; yacmoma neuzeecmua - 1€KapCTBEHHAs Chillb € 03MHOGUINEH
1 cucteMHoM cumnromatukoi (DRESS-cunipom).

Co cmoponst opeanog Kposemeopenus u 1umpamuieckon cucmemol™: peokue - JNEHKONEHUs,
BKJIHOYAsi HEUTPONEHHIO U arpaHyJIOLMTO3, TPOMOOUMTONEHUS, AaHEMUSI.

Co cmoponst ummynnou cucmemst ™ anaduiiakeus (BKJIOUasi aHrTMOHEBPOTUYECKUI OTEK.

Co cmoponbr cepoeuno-cocyoucmoii cucmemuvt™: peokue - yenndenue uurepsana QT na DKI,
aApUTMMSI JKETYI0UKOBasi TAXUCHUCTOJIMYECKAs TUIA «ITUPYIT» (CM. pazjes «OcolOble yKazaHUs» ).
Co cmoponbl obmena eewjecmg®. peoxkue - TOBBILIEHUE KOHLEHTPALMM XOJIeCTepUHA MU
TPUTJULEPUOB B MJ1a3Me KPOBU, MMITOKATUEMUS; YaCmMOoma Heu36ecmud - CHUKEHHUE anmneTura.
Co cmoponbl 0nNOPHO-08UCAMENLHO20 ANNAPAMA. HeYdCmble - MAAITHS.

IIpouue: neuacmoie - cnadocTh, aCTEHUs, MOBBILICHHAS] YTOMJIIEMOCTb, JTMXOPA/Ka, BEPTHUTO.

VY HEKOTOPBIX MalMEHTOB, 0COOEHHO ¢ cepbe3HbIMU 3a00seBaHusIMU, TakuMK Kak CITU]] wiu pak,
npu sedenun npenapatoM Judmokan® u cxoAHBIMM npenapataMu HabJIOAANINCh U3MEHEHHS
nokaszatesieil KpoBW, (pyHKUMH mnoyek W neyeHu (cM. pazzaen «Ocobble ykazaHUs»), OJHAKO

KJIMHUYECKOE 3HAYEHHE PTUX U3MEHEHUN U UX CBS3b C JICUEHUEM HE YCTAaHOBJICHBI.

Ilepenosnposka

Hmerorest coobuieHus o nepe1o3upoBke (irykoHaszosa, 1 B OHOM cliyyae y 42-J1eTHero nalueHra,
MH(pULMPOBAHHOTO BUPYCOM MMMYHoJeduIMTa yelnoBeka, nocie npuema 8200 mr npenapara
MOSBUIMCH FAJLTIOLMHALMM U TapaHOM1alIbHOE roBeieHue. [lauueHT Ol rocnuTaln3upoBaH; ero
COCTOSIHME HOPMAJIM30BaJIOCh B TeueHue 48 yacoB.

B ciyuae nepeno3upoBku ajiekBaTHbINH PPEKT MOKET JaTh CUMIITOMATHYECKOE JIeYeHHE (B TOM

4ucIe M0/JIEPKUBAIOIINME MEPbI U POMbIBAaHHUE XKETY/IKa).
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D1yKOHa30J1 BBIBOJMTCS B OCHOBHOM, Y€Pe3 MOYKH, 109TOMY (hPOPCHPOBAHHBIN Iy pe3, BEPOSTHO,
MOXKET YCKOPUTb BbiBeJeHHMe mnpenapata. CeaHc remMojauanusa JUIMTENbHOCTBIO 3 4 CHMIKAeT

KOHLIEHTpauuio (IyKOHa30J1a B Iia3mMe KpoBU npumepHo Ha 50 %.

BsaumojericTBae ¢ ApyrHMH JIeKapCTBEHHBIMH NpenapaTaMu

OzHOKpaTHOE MJIM MHOIOKpaTHOE MpuMeHeHue (uiykoHasosna B o3¢ 50 Mr He BiMSeT Ha
metabonns3m penasoHa (AHTHIHMPUHA) NPU UX OTHOBPEMEHHOM TIPUMEHEHHH.

Oonospemennoe  npumenenue  (pyKonazona — co  CleOVIOWUMU  npenapamamu
nPOMUBONOKA3ANO:

[lu3anpui: mnpu OJHOBPEMEHHOM NpUMEHEHHMHM (UIyKOHA30Ja M LM3alpHAa BO3MOKHBI
HeXeJlaTe/IbHbIE PEAKLMH CO CTOPOHBI CEP/ILIA, B T.U. ApUTMHUSI JKeJlyI0YKOBAsI TAXUCHUCTOIMYECKAs
Tina «nupysm (torsade de pointes). Ipumenenue duykonasona B go3e 200 mr 1 pas B cyTku u
umsanpujia B 103e 20 Mr 4 pas3a B CyTKHM NPUBOJUT K BHIP@KEHHOMY YBEJIMUYEHHIO MJIa3MEHHBIX
KOHUEHTpaluii uu3anpuaa v yseanuenuro uurepsana QT na DKI'. OqHoBpemeHHOe npUuMeHeHne
uM3anpu/a u GaykoHasosa npoTUBONOKa3aHo.

Tepdenaann: npu 0AHOBPEMEHHOM TMPUMEHEHHHM a30JIbHBIX [POTHBOIPUOKOBBIX CPEICTB M
TeppeHaiuHa  BO3MOXKHO BO3HUKHOBEHHME CEpPbe3HBIX APUTMHIA B pe3yJibTare yBeJIMUEHMS
unrepsana QT. Ilpu npumenennn duykonasona B 1o3e 200 mr/cyT yBenudenus unrepsana QT He
YCTaHOBJIEHO, OJIHAKO, MpuMeHeHue (uykoHazosna B jgo3ax 400 Mr/cyT v Bblllie BbI3bIBAET
3HAYMTE/IbHOE YBEJIMUCHHE KOHUEHTpaUMM TeppeHaauHa B 1uiazme Kpoeu. OJHOBpeMeHHOEe
npumeHenue Quaykonasona B go3ax 400 mr/cyT u 6osiee ¢ TepdheHaAMHOM POTUBONIOKA3aHO (CM.
paszen «lIporusonokasanus»). Jleuenue daykonaszonom B go3ax mexee 400 Mr/cyT B coueTaHun
¢ Tep(heHaIMHOM cJie/lyeT MPOBOIUTH MO/ TIIATEILHBIM KOHTPOJIEM.

ACTEMU30J1:  OJJHOBPEMEHHOE MpHUMEHeHHe (IIYKOHA30a € acTeMH30JI0OM MM JIPyTMMH
npenapaTamu, MeTaboJIM3M KOTOPBIX OCYLIECTBIISIETCS CUCTeMOM wuToxpoma P450, moxer
COMPOBOXK/IATHCS MOBBILIEHUEM ChIBOPOTOYHBIX KOHLEHTpaUMid 3TUX cpeicTB. [loBbillieHHBIE
KOHLICHTPALIMKM ACTEMHU30J1a B IJ1a3Me KPOBU MOTYT NPUBOJMTH K YlIMHeHHIO uHTepBaia QT u B
HEKOTOPBIX CJIyYasX K pa3sBUTHIO aPUTMHMHM JKEJYJ0YKOBOH TaAXMCUCTOIMYECKON THIA «ITUPYITY
(torsade de pointes). OaHoBpeMeHHOE MpUMEHEHHE acTemusona W (uykoHazona
NPOTHUBOIOKA3aHO.

[IuMO3mM/1: HECMOTPS Ha TO, YTO HE MPOBOMJIOCH COOTBETCTBYIOLIMX MCCIIE0BAHMI in Vilro uin
in vivo, 0/JHOBPEMEHHOE NpuMeHeHHre (yKoHa301a U MUMO3H/1a MOXKET MPUBOIMTH K YTHETEHHIO
MeTabosin3mMa nuMos3Ka. B cBolo ovepe/ib MOBBIICHHE MUIA3MEHHBIX KOHLUEHTpALMH MUMO3H/1a

MOXKET MPUBOANUTE K YAJIMHEHUIO MHTEpBaJla QT M B HCKOTOPLIX CJIyHasX K pa3sBUTUIO apUTMHUU
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JKEJyJ0YKOBOM TaXMCUCTOJIMYECKOH Tuna «nupysT» (torsade de pointes). OmHoBpemeHHOE
NPpUMEHEHHE NMUMO3K/A U (PI1yKOHA30/1a IPOTUBOINOKA3AHO.

XUHMIMH: HECMOTPS Ha TO, YTO HE MPOBOMIOCH COOTBETCTBYIOLUMX MCCIIEI0BAHUIA in Vitro Wim
in vivo, 0OIHOBPEMCHHOE NpUMeHeHHE (IIYKOHA30/1a U XMHUIMHA MOXKET TaKkkKe MPUBOAUTHL K
YrHETeHHIO MeTaboIM3Ma XuHuanHa. [IpuMeHeHne XMHN/MHA CBA3AHO C YUIMHEHWEM MHTEpBaa
QT ¥ B HEKOTOpPBIX ClyyasX ¢ pa3sBUTHEM APUTMUH JKeJyJ0YKOBOW TAXMCHCTOJIMYECKON THMa
«napyst» (torsade de pointes). OpHOBpeMeHHOE MpPUMEHEHHE XWHMAMHA W (JyKoHa30J1a
NPOTHUBOIIOKA3aHO.

3DMTDOMHLU/IH§ OJIHOBPEMEHHOE TPHUMEHECHHUE q)J'lyKOHa3OJ]a U DSPUTPOMHULIMHA TMOTCHIMAJIBHO

MPUBO/IMT K MOBBILICHHOMY PUCKY Pa3sBUTHs KapJMOTOKCHUYHOCTH (y/uiMHeHue untepsaia QT,
torsade de pointes) W, BClEACTBHE STOro, BHE3AMHOW cepjedHOi cmeptv. OIHOBpPEMEHHOE
npuMeHeHue (GrykoHaszosa U )pUTPOMHIIMHA IPOTHBOMOKA3aHO.

Cnedyem cobnodams ocmopodcnocms  uiu  uzoezamv 00HOSPEMEHHO20 MPUMEHEHUA C
¢aykonazonom:

Amuonapon: Ilpumenenne amuozapoHa accOLUMHPOBANOCH C yauuHeHHeM uHTepBaia QT.
Cnenyer cobmoaaTh OCTOPOKHOCTb TMPU  OJIHOBPEMEHHOM MpUMeHeHHWH (IIyKOoHa301a M
amMHO/1apoHa, B 0COOEHHOCTH TP MpUeMe BBICOKOI /1036l (hiiykoHazosa (800 mr).
JleMbopeKcaHT: 0JJHOBpeMEHHOEe MpUMeHeHHe (uyKoHa30/1a MPUBOAUT K YBEIMYEHUIO Crax M
AUC nembopekcanTa npumepHo B 1,6 1 4,2 paza COOTBETCTBEHHO, YTO, KAK 0)KH/IAETCsl, IPUBEIET
K YBEJIMYCHHIO pHUCKa MOOOYHBIX peakUMid, Takux Kak coHJauBocTh. Creayer wusberarsb
O/IHOBPEMEHHOTO NPpUMEHeHHs (IIyKOHa301a 1 JIeMOOpeKcaHTa.

Cnedyem  cod1100amb  0CMOPONCHOCMb U, 603MONCHO, KOPPEKMUPOSAMb 0036l npu
00HOBPEMEHHOM NPUMEHEHUU CNIeOVIOU{UX NPEnaApamos U (hiyKonasona:

Hpenapamm, sauAIouue Ha (i).?VKOH(lS’O.'I.'

Fnapoxnopomawn: MHOIOKpaTHOE IPHUMCEHEHHUE THUAPOXJIOpOTUA3HAA OJHOBPEMEHHO C

(1ykoHaz010M NPUBOANT K YBEIHYEHHIO KOHIEHTpaLMHK (JyKOHa30/1a B 11a3Me KpoBH Ha 40 %.
Dddexr Taxkoi cTeneHH BBHIPAKEHHOCTH He TpeOyeT H3MEHEHHs peXuMa J103MpOBAHMS
¢aykonazona y naueHTOB, MoryyaroLuX 0JHOBPEMEHHO MY PETUKH, OIHAKO Bpauy CJIeyeT 3TO
YUUTBIBATh.

Pudamnuvuyn: onnoBpemeHHoe mnpuMeHeHHe (ayKoHa3ona M pudaMIULMHA TPUBOJANT K
camkeHuio AUC Ha 25 % u UIMTeIbHOCTH Nepuoja noJyBbiBeaeHUs GuiykoHaszona Ha 20 %. Y
MalMEHTOB,  OJJHOBPEMEHHO  NPUHUMAIOIUMX  pUDAMIULMH,  HEOOXOJAWMO  YUMTBIBATH
11e/1eC000Pa3HOCTh YBEJIUYeHHs 103bl (IIyKOHA301a.

Ipenapamol, na komopwie grusem hayKonazo.:
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®nykoHasoun sBaseTcs yMepeHHbIM MHruOuTopom u3zodepmentor 2C9 u 3A4 uuroxpoma P450
(CYP). daykonazon takxke spisercs uHruoutopom wuszodpepmenta CYP2CI9. Kpome Toro,
MOMMMO MEpEUYUCIeHHbIX Janee 3(p(eKToB, CyLIECTBYET PUCK MOBBILUEHUS B IUIa3ME€ KPOBH
KOHUEHTpAaLUMK M JIPYTHX JIEKApCTBEHHBIX CPEACTB, METadOIM3UPYeMbIX H30(pEpMEHTAMH
CYP2C9. CYP2C19 u CYP3A4 npu o1HOBpeMEHHOM NpUMeHeHUuH ¢ (irykoHazosioM. B cBs3u ¢
9THUM, cllejlyeT co0IoaaTh 0CTOPOXKHOCTL MPHU OJHOBPEMEHHOM MPUMEHEHUHU MEPEYUCIEHHBIX
npenapaTos, a Npy He0OXOAMMOCTH MOA0OHBIX KOMOMHALIMI NALMEHTHI 10JKHBI HAXOUTHCS M0JL
TIIATEJILHBIM MEAMLUMHCKUM HaOmoaeHuem. Crie/lyeT yuuThiBaTh, YT0 MHrHOUpYoumit s ekt
(ykoHa3o/1a coxpaHseTcs B TeueHue 4-5 Hel rnocjie OTMEHb! Npenapara B CBSI3H ¢ JUIMTE/IbHbIM
MEPUO/IOM 0Ty BbIBEIEHHS.

Abpouutunud: ¢aykonazon (uuruburop CYP2CI19, 2C9, 3A4) ysennuusan 5KCINO3HMLMIO
aKTUBHOro BeulecTBa abpountuHudba Ha 155%. Ilpu 0JHOBpPEMEHHOM IPUMEHEHHH C
¢1yKOHa30710M CKOppeKTUpyiTe 103y abpouMTHHMOA B COOTBETCTBMM C MHCTPYKLUMEH 110
MpUMEHEHUIO aOpOoLUTHHKUOA.

AndeHtaHuI: OTMe4aeTcss yMEeHbLIEHHWEe KiMpeHca M oObema paclpele/ieHus, yBeJIHYEeHHUe
nmepuojia 1oJyBbiBeieHHss andeHTaHwnia. BoO3MOXKHO, 5TO CBSi3aHO ¢ WHrMOMpPOBaHMEM
uzopepmenta CYP3A4 daykonazonom. Moxker norpedoBaThest KOPpeKLMs 103bl adeHTaHua.

AMWTPUIITUINH, HOPTPUNTWIMH: YyBenudeHue s¢¢ekra. KoHUEHTpaLMIO S5-HOPTPUIITHIIMHA

W/uin - S-aMUTPUNTHIIMHA  MOXKHO M3MEpUTh B Havyajle KOMOMHMPOBAHHOW Tepanuu ¢
GbiykoHa30/10M U 4Yepes HeAento nocie Havaua. [lpy HeoOXoAMMOCTH clielyeT KOppeKTHPOBATh
7103y aMUTPUINITHIMHA/HOPTPUIITHIMHA.

Amdorepuund B: B uccneoBaHMAX Ha MbllIax (B TOM YMCIIE, ¢ UMMYHOCYNpeccHei) Oblin

OTMEYEHbI CJIe/IYIOMMe pe3yIbTaThl: HeOOMbIION aJ/IUTUBHBII MPOTUBOrPUOKOBBII A dexT npu
cucTteMHOM  uHpekuuu, BbI3BaHHOM C. albicans, OTCyTCTBUME  B3aMMOJCHCTBHMSA  IIPH
BHYTpUUCpenHOi MHpEKUNH, BbI3BaHHOK Cryptococcus neoformans W AHTarOHW3M IIpH
CUCTEMHON UH(EKUUH, BbI3BAHHOU A. fumigatus. KnuHUYecKoe 3Ha4YEHUE JAHHBIX pE3yJIbTaTOB
He SICHO.

AHTHUKOAryJISIHTBI: KakK M Apyrue ﬂpOTHBOFpl/l6KOBbI€ cpeacTea (HpOl/I3BO}1HblC a30ﬂa),

¢1ykoHa30/1, MpU OJHOBPEMEHHOM MPUMEHEHUH C Bap(apuHOM. MOBBIIAET NPOTPOMOMHOBOE
Bpemsi (Ha 12 %), B CBsI3U € UeM, BO3BMOXKHO pa3BUTHE KPOBOTEUEHH (F€MaTOMBbI, KDOBOTEYECHHUS
M3 HOCA W JKEJyJ04YHO-KMIIEYHOrO TpakTa, reMaTypus, MejeHa). Y MalMeHTOB, MOJIyYarolux
AHTUKOArYJISIHTBI KyYMapuHOBOTO M HMHAAHIMOHOBOTO psiia M (aykoHason, HeoOX0AMMO
MOCTOSIHHO KOHTPOJMPOBATh MPOTPOMOMHOBOE BpeMs B MEpUOJL TEpanvu U B TeueHHe 8 JHeW
nociie 0JIHOBPEMEHHOTro npuMeHeHus. Takxke cieyeT OLEHHUTh Le/1eco00pa3HOCTh KOPPEKLIMH

J103bl IaHHBIX aHTUKOAr'yJIIHTOB.
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A3UTPOMMIUMH: TIPY OJIHOBPEMEHHOM TPUMEHEHUH BHYTPb (IJIyKOHA30J1a B OJHOKPATHOM 03¢
800 mr ¢ a3MTPOMULIMHOM B OJHOKpaTHOM 103e 1200 Mr BeipakeHHOro (hapMaKOKMHETHYECKOTO
B3aUMOJICICTBHA MeXK/y 000MMH NpenapaTamMmu He YCTaHOBJICHO.

bensosmazenuubl (KOPOTKOro JEHCTBUA): MOC]E MpueMa BHYTpb MuJa3osama, (haykoHasol

CYUIECTBEHHO YBEJIMYMBAET KOHLEHTPALMIO MU/1a30/1aMa U MICUXOMOTOPHbIE 3P PeKThl, MprUuem
5TO BiMsiHME OoJiee BbIpaKeHO mocje npuema (uykoHasosa BHYTpPb, Ye€M MPH €ro NMpUuMEHEHHH
BHYTpUBEHHO. [Ipy HE0OX0AMMOCTH coMyTCTBYIOWIEH Tepanun OeH30/1Ma3eMHaMU MalUeHTOB,
NpUHUMAOUX  (PJIyKOHA30J, clieayeT HadltojaTh ¢ UeIbl0 OLEHKH  11e/1eco00pa3HOCTH
COOTBETCTBYIOLLETO CHWXKEHUsS 7103bl OeHzoauazenuHa. [lpy oJHOBpeMEHHOM NpPUMEHEHHU
OJIHOKPATHOM 103bl TpHazosama, ¢iykonasos yseanuusaer AUC Tpuaszonama npuOin3uTebHoO
Ha 50 %. Cmax — Ha 20-32 % u nepuoj nouyBbiBeieHUst Ha 25-50 % Onarogapsi yrHETEHHUIO
MeTabo/M3Ma Tpuazoiama. MoxeT noHaa00UuThes KOpPeKIMs 103bl TPHA30Jiama.

Kap6aMa'3ennH: q)ﬂyKOHa30ﬂ YIrHeTaceT MeTabo/Iu3M Kap6aMa3enuHa U MOBBILIACT CHIBOPOTOYHYHO

KOHUEeHTpaluio kapbamaszenuna Ha 30 %. HeoOX0uMO yuuThIBaTh PUCK Pa3BUTHSI TOKCHYHOCTH
kapb6amazenuua. ClielyeT OLEHUTb HEOOXOJMMOCTh KOPpPEKLMH J103bl KapOamazenuHa B
3aBUCUMOCTH OT KOHLEHTpaluu/spdexra.

BHOKaTODbl CMCEUICHHBIX» KaJIbUMCBLIX KaHAJIOB: HEKOTOPBIC AHTAlrOHUCTHI KaJIbLIUEBLIX KaHAJIOB

(HMeuNKuH, WCpaMNMH, aMJIOJMIIMH, BepanaMuwi W (QeloJUNUH) MeTaboIn3UpyIoTCs
u3odepmenrom CYP3A4. ®nykoHa30 yBeIMYMBAET CUCTEMHYIO SKCIO3MLMIO aHTarOHUCTOB
KaJIbLIMEBBIX KaHAJIOB. PeKOMeH/10BaH KOHTPOJIb pa3BUTHS MOOOUHBIX (P deKToB.

HeBupanuH: coBMecTHbII npueM (iykoHa30/1a U HEBUpPANIMHA YBEJIUYMUBACT MPUOIU3UTENBHO Ha
100% »5KCMO3ULMIO HEBUpAINWHA 10 CPABHEHHIO C KOHTPOJIbHBIMH JAHHBIMU T0 OT/AEJIbHOMY
MPUMEHEHUIO HeBUpanuHa. M3-3a pucka TMOBBILIEHHOTO BbIACJICHUS HEBUpanMHa IpH
COIMYTCTBYIOLEM  TPUMEHEHUU  JIEKApPCTBEHHBIX [pernapatoB  HEOOXOJMMBI  HEKOTOpbIE
NPeI0CTOPOKHOCTU U TLIATEIbHOE HADIII0IeHHE 3a MaLMeHTaMU.

[{MKJIOCTIOPUH: y NALMEHTOB C TPAHCIIIAHTUPOBAHHOM MOYKOM, MpUMeHeHue (i1yKOoHa301a B 103€
200 Mr/cyT npuBOJMT K ME/JICHHOMY TMOBBILICHUIO KOHLIEHTPALMK LIHKJIocopruHa. OqHako, npu
MHOTOKpPAaTHOM TMpuMeHeHuu duiykoHazona B jgo3e 100 Mr/cyT w3MeHeHHs: KOHIEHTpalUH
LMKJIOCIIOPMHA Yy PELMITMEHTOB KOCTHOro Mo3ra He Habmojanoch. Ilpu onHoBpemeHHOM
npuMeHeHUU (JIyKOHA30/a U LUKJIOCTIOPHHA PEKOMEH/1yeTCsl KOHTPOJIMPOBATh KOHLEHTPALHIO
LIMKJIOCTIOPUHA B KPOBH.

DBEPOJIMMYC: XOTsI JaHHOE B3aUMO/ICHCTBHE HE OBbIJIO U3YUYEHO in VIVO MM in Vitro, (ayKoHa301

MOXKET TIOBbILIATE KOHUEHTpAaLUWW D3BEpOJIMMYCa B I1JIa3ME€ KPOBU MNYTEM MHFH6HpOBaHl/lﬂ

CYP3A4.
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Luknopochamua: npu OJHOBPEMEHHOM MNpUMEeHeHWM LWKIodochamuaa u  ¢iykoHaszona

OTMEYaeTcsl yBeJMUYEHHE ChIBOPOTOUYHBIX KOHLEHTpauuid OuaupyOuHa v KpeaTuHuHa. JlanHas
KOMOMHaLMsi JIONYCTMMAa € YYETOM pHCKa YBEJIMYECHMs KOHLEHTpauuii OunupyOuna u
KpeaTHHUHA.

@enranuni: umeercss coobleHue 00 OJHOM JIeTaJbHOM HCXOJE, BO3MOXKHO CBS3aHHOM C
0JIHOBPEMEHHBIM NpUMeHeHueM (eHTaHuna U Qaykonasona. Ilpeanonaraercs, 4To HapyLIeHUs
CBA3aHbl ¢ MHTOKCHKalMed (eHTaHuIoM. bpulo nokazaHo, uyTo (UyKOHa30J1 3HAYMTENbHO
yJUIMHsIeT BpeMs BbiBejieHUs (peHTanuna. Cneayer yYuThiBaTh, YTO MOBbILCHHE KOHICHTpALUK
(eHTanu1a MOKET MPUBECTH K YTHETEHUIO AbIXaTeIbHON PyHKIMH.

[anopantpun: (iiyKoHa30/1 MOXKET yBEIMUUBATH KOHLIEHTPALMIO rajopaHTpUHa B IJ1a3Me KPOBH
B cBsi3u ¢ wuHruOupoanuem wuszodepmenra CYP3A4. BosmoxHo pasBuTHE apUTMHUH
KEJYI0YKOBOM TAXMCHCTOIMYECKOM THIa «rupysT» (torsade de pointes) npu 0JHOBpEMEHHOM
NpUMeEHEHNH ¢ GIYKOHA30JI0M, KaK U € IPyTMMH NPOTHBOrPUOKOBBIMHM TpenapaTamMmu a30J10BOro
psiia, 0YTOMY COBMECTHOE MPUMEHEHHE X HE PEKOMEH/1yETCS.

Uuru6utopsl  ['MI'-KoA-peaykTasbl: [pd  OJHOBPEMEHHOM NpUMEHEHUH (iyKoHasona ¢

uuruburopamu ['MI'-KoA-peaykrasbl, Metabonnsupyembivu u3opepmentom CYP3A4 (Takumu
KaK, aTopBacTaTUH M cumBactatiH) win uzodepmentom CYP2D6 (takumu Kak, dysacratuu
(CHMKEHHUE NeYEeHOUYHOro MeTaboM3Ma CTATUHORB)), PUCK Pa3BUTHS MHOMATUM U pabJOMHOIM3A
VBEJIMYUBACTCS (B 3aBUCUMOCTH OT J103b1). B cityyae HE0OX0AMMOCTH OIHOBPEMEHHOM Tepanuu
VKa3aHHbIMK TIpenapaTamu, clieyeT HabJio/laTh NaUMEHTOB C LE/bIO BBISBICHUS CUMITOMOB
Muonartuu U padbaomuonnza. HeoOXoMMO KOHTPOIMPOBATh KOHIIEHTPALMIO KPeaTHHUHKHWHA3BI.
B ciydae 3HAYMTENILHOTO  YBEJIMYEHUS KOHLEHTPALUMM KpeaTHHUHKHHA3bl WK  €ClIH
JIMarHOCTUPYETCS WJIM MMEETCsl [0J03peHHe Ha pa3BUTHE MHOMATMM WM pabJoMHOIIN3A,
tepanuio uHru6uropamun I'MI-KoA-peykrassl ciiefiyeT npekpaTuth. MoryT norpeboBarbest
oonee Huszkue A03bl MHrHOMTOpoB ['MI'-KOA-peaykrasepl, Kak yka3aHO B HMHCTPYKLMH 10
MEMIIMHCKOMY MTPUMEHEHHIO CTaTHUHOB.

U6pyTunuG: ymepennbie uHrubutopsl uzodepmenta CYP3A4, rtakue kak (uaykoHason,
YBEJIMUMBAIOT KOHLEHTpaLMIO HOpYyTHHMOA B IUla3Me W MOTYT MOBBIIATE PUCK TOKCUYHOCTH.
Ec/in npuMeHeHus NpenapatoB B KOMOMHALMK He yjaaeTcs u30exaTh, HEOOXOMMO YMEHbIIUTh
1103y MOpyTMHMOA, KAK YKAa3aHO B MHCTPYKLMHU 110 MEAUIMHCKOMY MPUMEHEHUIO HOpYTUHUMOA, 1
obecrieunTs TIATeIbHOE KJIMHUYECKoe HabtoAeHHE.

I/IBaKad)TOD (OTIEJbHO WM B COYETAHUHU C IperaparaMu TOro ke TepaneBTUYCCKOro KJiacca):

O/IHOBPEMEHHOE TPUMEHEHHE ¢ MBAKA(TOPOM, MOTEHLIMATOPOM PEryJsTopa TpaHCMEMOPaHHOM
npoeoaumMocth npu mykosucuuaose (CFTR), noebiiuano ypoBeHb Bo3/eiicTeus nBakadropa B

3 pasa, a ypoBeHb BO3/€iCTBUS ruapokcumeTui-uBakadropa (M1) — B 1,9 paza. Heobxoamnmo
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CHU3MTH 103y MBakadrTopa (OTACNbHO WJIM B KOMOMHALMHU), KaK yKa3aHO B WHCTPYKLMH [0
MEIMLIMHCKOMY ITPUMEHEHHIO nBakaTopa (OT/AEIbHO MK B KOMOMHALIUM).

Jlozapran: ¢uykoHa30s1 yrueraet MeTaboJIM3M Jlo3apTaHa JIo ero aktuBHoro merabonura (E-31
74), KoTOpBII OTBEYAET 3a 00/bLIYIO YacTh 3 PEKTOB, CBA3aHHBIX C AHTATOHM3MOM aHMOTEH3UH-
I peuenropo. Heo6xoaum perysispHblii KOHTPOJIb ApTEPUAILHOTO JIaBJICHHUS.

Jlypaszupon: ymepenHbie uHruouropsl uzodpepmenta CYP3A4, takue kak ¢uiykoHazos, MOryT
YBEJIMUMBATL KOHUEHTPALMIO Jlypa3suJoHa B Iua3Me. Ecim npuMeHeHus mnpenapatoB B
KOMOMHALMKU He yaaeTcsi n3dexaTb, HEOOXO0AUMO YMEHBIIUTD 103y JIypa3uji0Ha, KaK yKa3aHo B
MHCTPYKIIMH 110 MEIMLIMHCKOMY MPUMEHEHHIO JTypa3u/I0Ha.

Metajion: ¢u1yKoHa30]1 MOXKET YBEJIMYMBATH IJIa3MEHHYIO KOHLEHTPALMIO MeTajoHa. Moxer
MOHA/I00UTHCS KOPPEKLMS 103bl META/I0HA.

Hecreponanbie nporusopocnanurenbibie npenapatel (HIIBII): Chax 1 AUC ¢aypOunpodena

yBeanuuparores Ha 23 % u 81 %, cooTBeTcTBeHHO. AHANOTMYHO Cinax 1 AUC apmakosoruyecku
aKTUBHOIro M3omepa [S-(+)-ubynpoden| noswimanucs Ha 15 % u 82 %, coOTBETCTBEHHO IMpH
O/IHOBPEMEHHOM MpUMeHeHUH (i1yKOoHa30a ¢ paueMudeckuM ubynpodenom (400 mr).
[lenekokcub: npu 0AHOBpeMEHHOM MpUMeHeHuH uiyKoHasoa B o3e 200 Mr/cyT U 1ejiekokcuba
B 103¢ 200 Mr Ciax 1 AUC nenekokcuba ysenuuupatorest Ha 68 % u 134 % coorBercTBeHHO. B
JJAHHOM KOMOMHALIMK BO3MOYKHO CHUIKEHHE J103bl 11eJIeKOKCHba BBOE.

Hecmotps Ha oTcyTcTBHE LieeHAaNpaBIeHHbIX MCCIeI0BaHUI (DJIyKOHA30/1 MOXKET yBeJIMUUBAThH
cucremMHyto skcnozuumio  Apyrux  HIIBIL, meraGonuzupyembix  uzopepmentom CYP2C9
(HampuMep. HaNpOKCEeH, JIOPHOKCHKAaM, MeJIOKCUKaMm, JukiodeHak). MoxkeT noHago0uTbes
Koppekuus go3s1 HITBIT.

[Ipu opnoppemennom npumenenun HIIBIT u ¢guiykonazona naumeHTs 0KHBI HAXOAUTHCS M0/
TILATEJIbHBIM MEIMLMHCKUM HaOJIIO/ICHUEM C LIeJIbIO BBISBJICHHUS M KOHTPOJISI HEXKeNaTelIbHbIX
SIBJIGHUN U MIPOSIBJICHUSI TOKCUYHOCTH, cBsizaHHbIX ¢ HITBIT.

Ounanapu6: ymepennsie uHruouTopbl nzodepmerra CYP3A4, takue kak ¢ryKoHa30.1, NOBBILLIAIOT
KOHLEHTpalMio ojanapuba B rmia3Me KpoBu. WX OJHOBpeMeHHOe T[pUMEHEHHe He
peKoMeH/10BaHO. Eciau HeBO3MOXHO u30exaTh OJHOBPEMEHHOIro MPUMEHEHHs, HEOOXOJUMO
COKpaTHUTh /103y osanapuda 10 200 mr Ba pa3a B CyTKH.

[lepopalibHble KOHTPALICIITHUBIL: npu  OJJHOBPEMCHHOM  [MPHUMCHCHHWH KOM6l/lHl/lpOBaHHOFO

NepopajibHOr0 KOHTpalenTupa ¢ (uykoHazoJoM B 03¢ 50 MI CyLIECTBEHHOrO BJIMSIHUSI Ha
YPOBEHb TOPMOHOB HE YCTAHOBJEHO, TOI/la Kak MpHU exXeJHEeBHOM mnpumeHeHun 200 wmr
¢pnyxonaszona AUC sTuHWIDCTpaauona U JieBoHOprecTpena yBeanuuBatorest Ha 40 % u 24 %
COOTBETCTBEHHO, a npu npumeHenun 300 mr ¢uykonasona oaus pa3 B Heaemo AUC

STUHUJIDCTPAJMOIA U HOPITHUHIAPOHA Bo3pacTatoT Ha 24 % u 13 % coorBercTBeHHO. Takum
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00pa3oM, MHOrOKpaTHOE NpUMeHeHHe (pJIyKOHa301a B yKa3aHHbIX [103aX BPs/L JIM MOXKET OKa3aThb
BJIMsIHUE HA 3(P(PEKTUBHOCTHL KOMOMHMPOBAHHOIO MEPOPATLHOIO MPOTUBO3aYaTOYHOIO CPEACTRA.
DeHUTOMH: 0JJHOBpEMEHHOE NMpUMeHeHHe (ulyKoHa30/1a U (PEHMTOMHA MOXKET COMpPOBOXKIATHCS
KJIMHUYECKM 3HAYMMBIM TOBBILICHHEM KOHLEHTpaluu (eHutouHa. B ciyuyae HeoOXoaumocTu
OJIHOBPEMEHHOI0 TNpUMEHEHUs1 000MX MpenapaTtoB CjeAyeT KOHTPOJMPOBATb KOHLEHTPALMIO
(eHUTOMHa M COOTBETCTBYIOLIMM 00pa3oM CKOPPEKTHUPOBATh €ro /103y ¢ Lie/blo odecrieyeHus
TepaneBTUYECKONW KOHLIEHTPALMK B CIBOPOTKE KPOBH.

IIpeanu3oH: umeercst coodLIEHUE O Pa3BUTHU OCTPOI HEJOCTATOYHOCTH KOPbI HaNIOYEYHUKOB Y
MagMeHTa [Mocjie TPaHCIJIAHTALMK TeyeHu Ha (oHe OTMeHbl npuema QuykoHaszosa mnocie
TpexMecsyHoro kypca tepanuu. [lpeanonoxurenbHo, npekpalieHue Tepanvu (yKoHa30J0M
BbI3BAJIO TMOBbILIEHHE aKTUBHOCTH H30pepmeHTa CYP3A4, 4yro npuBeno K yBeIMYEHHOMY
MeTab0M3MY MpeHU30HA.

[TaumeHTsl, Mosyyarole KOMOMHUPOBAHHYIO TEPATUIO MIPEHU30HOM U (JIyKOHA30JI0M, 10JIKHBI
HaXO0/IMThCs MO/1 TIIATEIbHBIM MEIMIIMHCKUM HAOJII0IGHUEM MPH OTMEHE Mpuema (uryKoHasosa ¢
LeJIbIO OLIEHKH COCTOSIHUSL KOPbI Ha/1M04YE€YHHUKOB.

Pudabytun: oaHoBpemeHHoe npuMeHeHue (aykoHazola U pupabyTMHA MOXKET MPUBECTH K
MOBBILIEHUIO CHIBOPOTOYHBIX KOHUeHTpauuid nocieaHero a0 80 %. Ilpu oaHoBpemMeHHOM
npumeHeHuu (urykoHazona v pudadyTrHa onucanbl ciydau yeeuta. [laieHTOB, 0 JHOBpEMEHHO
noJtydaroux pudadyTuH v paykoHa30J1, HEOOXOAMMO TIATEIbHO HAOMIOAATS.

Caksunaup: AUC nossimaercs npubiuzurenbHo Ha 50 %, Cpax — Ha 55 %, KiMpeHc
CakBMHaBMpa yMeHbluaeTcs npubanzurenbHo Ha 50 % B CBS3M ¢ MHTMOMPOBAHMEM [1EYEHOYHOTO
metaboausma uzodpepmenta CYP3A4 wu  wunrubupoBanuem P-rnmkonporenna. Moxer
MOHa00UTbCs KOPPEKLMs 103bl CAKBUHABUPA.

Cuposiumyc: MOBBILLIEHHE KOHUEHTPALMKU CUPOJIMMYCa B IUIa3Me KPOBH, MPEAINOJOKUTEIBHO B
CBSI3U ¢ MHIMOMpOBaHUEM MeTa0o0IM3Ma cupoiMMyca yepe3 yruetenue uzopepmenta CYP3A4 un
P-rnukonporenHa. JlaHHas KOMOMHALIMS MOXKET MPUMEHATBCS ¢ COOTBETCTBYIOLIEH KOppEKLMEH

J103bl CUPOJIMMYCA B 3aBUCUMOCTH OT d(hekTa/KOHIEHTPALMH.

[IpenapaTs! cysibHOHUIMOYEBUHBL: (hJTyKOHA30J1, IPU OAHOBPEMEHHOM IIPUMEHEHUH, TPUBOJIUT K
YBEJIMYEHHUIO TMepUOjia TMOJIyBbIBEJCHUSI TEPOpAbHBIX TPEnapaToB  CyJab(OHUIMOUEBUHBDI
(xnopniponamuia, ravOeHKIaMuaa, TMnuM3ujaa v Toiadyramuaa). Ilaumentam ¢ caxapHbIM
J1MadeToOM MOXHO Ha3HAa4YaTh COBMECTHOE NMpUMeHeHHe (hJTyKOHAa30J1a U MepopaibHbIX NpernapaTos
CYJIb(OHMUIMOYEBUHBI, HO MPU 3TOM CJIEJYET YUUTBIBATH BOBMOXKHOCTH PAa3BUTHSI TMITOTIMKEMHUH,
KpOME TOro, HEOOXOJHMM peryJisipHblii KOHTPOJb TJIFOKO3bl KPOBU M, NMPH HEOOXOJMMOCTH,

KOppEKUKs 103bI IperiapaToB CyJ'lI:(i)OHl/IHMO‘{eBHHbI.
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Takpoaumyc: oHOBpeMeHHOE NpUMeHeHHe (i1yKoHa30/a U TaKpoJIMMyca (BHYTPb) NPUBOJMUT K
MOBBILIEHHIO CHIBOPOTOYHBIX KOHLEHTpALMiA MOC/IeHEro B 5 pa3 3a cyYeT MHrMOMpOBaHMS
MeTabo/IM3Ma  TaKpoOJIMMyca, TPOUCXO/SIIEro B KHUIICUHHUKE TOCPEACTBOM H30(pepMeHTa
CYP3A4. 3HauuTe/bHbIX H3MEHEHUH (ApMAaKOKMHETHKM IPEnapaToB He OTMEYCHO IMpH
NPUMEHEHUN TAKpOJUMyca BHYTpUBEHHO. Omucanbl ciyyan HepportokcuuHoctu. llaunenros,
OJIHOBPEMEHHO TMPUHUMAIOLIMX TaKpOJIUMYC BHYTpb W (hJIyKOHA30Jl, CIEAyeT TILIATEIbHO
Habmogars. Jlo3y TakpoiMmyca ciedayeT KOpPpPEeKTUpOBaTh B 3aBUCUMOCTH OT CTENEHH
MOBBILEHUS €10 KOHLEHTPALMK B KPOBU.

Teodumnivn: npu oJHOBpeMEHHOM MpUMEHEHUH ¢ (uyKkoHa3onoM B jo3e 200 mr B TeueHue
14 aHeil cpeanssi CKOpPOCTb IUIa3MEHHOro KiMpeHca TeopuiivHa cHuxaercs Ha 18 %. Ilpu
HazHaueHuu (UIYKOHA30/a MalMeHTaM, MPUHUMAIOIMM TeOQUIIMH B BBICOKHX J103aX, WIM
MALMEHTaM ¢ MOBBILIEHHBIM PUCKOM Pa3BUTHSI TOKCHMYECKOro JeHCTBUsS TeopWIMHA, Cleayer
HAOMIOAATh 3a MOSBJAECHUEM CUMIITOMOB IE€PEJ03MPOBKHM TEO(GUIIMHA W, IPH HEOOXOAUMOCTH,
CKOPPEKTHPOBATH TEPAIMHIO COOTBETCTBYIOLMM 00pa3oM.

Todauurunub: Bo3aeiicTere ToGaMTHHUOA YBEMUMBAETCS IPH €MO COBMECTHOM NPUMEHEHHUH C
npenapaTtaMu, KOTOpble ABJSIOTCS OJHOBPEMEHHO YMEPEHHbIMM MHIHOUTOpaMu M30(epMEHTOB
CYP3A4 u CYP2CI19 (nanpumep, diiykoHazoin). Bo3MoKHO, MOKET MOHa00MThCs KOPPEeKLIHS
710361 TOaLUTHHUOA.

TosBarnTan: BO3AeicTBYE TosBanTaHa 3HaunTebHO yBenuunaetcs (AUC Ha 200%, Ciax Ha 80%)
MpH COBMECTHOM NpUMeHeHuM TosBanTana, cyoctpata CYP3A4, n duykonasona, yMepeHHOro
unruburopa CYP3A4. Ilpu 5TOM CyIIECTBYET PHUCK 3HAYMTENILHOTO YBEJIMYEHHs HaCTOTHI
pa3BUTHS HEXelaTelbHbIX SBJACHWH, B YaCTHOCTHM, TAKMX KakK [OBBILICHHbIA JHYpes,
JIETU/IpaTalus 1 OCTpasi MoueyHast HeI0CTaTOYHOCTh. [Ipy 0/IHOBpEMEHHOM NPUMEHEHNH JIaHHBIX
Mpenaparos cje/lyeT YMEHbLIUTD 03y TOJIBANTAHA ¥ BHAMATEILHO HAaO/IO/aTh 3a COCTOSHMEM
MalueHTa.

Ankajouni 6aDBl/IHKaZ HECMOTps Ha OTCYTCTBHWE  LECJICHATIPABJICHHBIX ucclieJ0BaHuM,

npeanosiaraeTes, uto (GIayKoHa30Jl MOKET yBEIMYHUBATH KOHLEHTPALMIO alKalon10B OapBUHKaA
(HampuMep. BMHKPMCTMHA W BHHONACTHHA) B I1a3Me KPOBM M, TaKMM 00pa3oM, MPHBOANTH K
HEMPOTOKCHYHOCTH, YTO, BOBMOXKHO, MOKET OBITH CBA3aHO C YTHETCHHEM u3opepmenta CYP3A4.
ButamMuH A: uMeeTcs cooOlieHHe 00 OJIHOM Cliydae pa3BUTHUSI HEXKENATENIbHBIX PEaKLUH CO
CTOPOHBI LieHTpanbHO# HepBHOM cuctembl (IIHC) B BHMae mnceBjpoornyXxosin Mosra 1pu
0/IHOBPEMEHHOM MIPUMEHEHHH TOJHOCTHIO TPAHCPETUHOEBOH KMCIOTH M (hi1yKOHA301a, KOTOpbIC
rcuessm nocie orMeHbl Guykonasosna. [lpumeHeHne JaHHOM KOMOMHALIMKM BO3MOXHO, HO CJIE/1yeT

I[TOMHUTH O BO3MOXXHOCTH BO3HHUKHOBCHMUSA HEXKEJIATC/IbHBIX peaKuuﬁ CO CTOPOHBI LIHC
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Bopukonason (uaruburop uzodepmentoB CYP2C9, CYP2C19 u CYP3A4): oaHoBpeMeHHOE

npuMeHeHune BoprkoHasoJa (no 400 mr 2 pasa B cyTKM B NepBblii 1eHb, 3aTem no 200 Mr 1Ba pasa
B CyTKH B TeueHue 2,5 jHeil) u ¢uiykoHazona (400 Mr B nepBblit AeHb, 3aTem no 200 Mr B CyTKH B
TeyeHue 4 AHer) y 8 370pOBbIX MCMBITYEMbIX MYMKCKOINO [10Jla IPHUBEJIO K YBEIMYCHUIO
KoHueHTpauu Cmax 1 AUC BopukoHazona Ha 57 % u 79 %, coorseTcTBeHHO. bbi10 NokasaHo,
4TO JIaHHBIA S QEKT cOXpaHsAeTCsi MPU YMEHBIICHUW J03bl W/WIM YMEHbLIEHHH KPaTHOCTH
npuema Jioboro u3 npenaparoB. OJHOBpeMEHHOE IPUMEHEHHE BOPUKOHA30/1a U (IIyKOHA30/1a He
pPEKOMEH/1yeTCsl.

3UI0BY/IMH: TIPU OIHOBPEMEHHOM NPUMEHEHUH ¢ Ty KOHA30J10M OTMEUAeTCsl MOBbIIEHHE Crax U
AUC s3uposyauna Ha 84 % u 74 %, coorBercrBeHHo. JlanHblit 2 dekT, BeposTHO, 00yc/IoB/IEH
CHIMKEHHMEM MeTaboJIn3Ma MOCIeIHero /10 ero riiaBHoro Merabonura. Jlo u mocse tepanuu ¢
npuMenenureM uiykonasona B go3e 200 mr/cyt B Teuenue 15 nueit 6onbubiM CITMlom 1 ARC
(komruiekc. cesizannbiii co CITMJIoM) yeraHoBiieHo 3HaunTenbHoe yBearndenue AUC 3unoByiuHa
(20 %).

3a namMeHTaMH, MoJy4aroliiMK TaKyl0 KOMOMHALMIO, clle/lyeT HaOI0aTh ¢ UEIbIO BbIABICHUS

no6ouHbIX 3 HeKToB 3M10BYAMHA.

Hccneaosanust B3aMMOICHCTBUS TiepopaibHbIX (opM (IlyKOHa30/1a NpU €ro 0JJHOBPEMEHHOM
npUeMe ¢ NUIIeH, IMMETHIMHOM, aHTALM/IaMH, a TakoKe Mociie TOTAIbHOro 00JIyYeH s Tena s
MOArOTOBKM K Mepecajke KOCTHOTO MoO3ra [MOKa3ald, YTO O5TH (aKTOpbl HE OKa3bIBAIOT

KJIMHUYECKH 3HAYUMOTI'O BJIMSAHWUA Ha BCACbIBAHUEC ¢ﬂyKOHaSOﬂa.

[lepeunciieHHbIE B3aMMO/ICHCTBHSI yCTAHOBJICHBI IPH MHOTOKPATHOM NPUMEHEHUH (pi1yKOHa3011a;
B3aUMOJICUCTBUSI C JIEKAPCTBEHHBIMU CpPEACTBAMHU B pe3yJibTare OJHOKPATHOIO IpueMa

(bﬂyKOHafBOJ'la HE U3BCCTHBI.

Bpaan CJICAYET YUYUTBIBATD, YTO B3aUMOJIEMUCTBUE C JAPYTUMHU JIEKAPCTBEHHBIMH CPEACTBAMH

crieualJibHO HE U3y4aJloCb, HO OHO BO3MOXKHO.

Ocobble ykazaHHs

Coobmanock o ciyyasx CynepuHpeKunu, BbI3BaHHONW oTinuHbIMM 0T Candida albicans
wrammamu Candida, kotopele 4acTo 00/1a1al0T MPUPOJIHOM PEe3UCTEHTHOCTBIO K (IIyKOHA30I1y
(nanpumep, Candida krusei). B noaoOHBIX ciyyasix MOXET MOTpeOOBaTbCs ajbTepHATHBHAS

NpPOTUBOIPUOKOBAs TEparusi.
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Bo Bpems OepemeHHocTH mnpumeHeHus ¢uiykoHaszona cliieayer u30erath, 3a HCKIIOYEHHEM
CJly4yaeB TsKEIbIX M TOTEHLMAJIBHO YIpOXKAIOUIMX JKU3HHM TpUOKOBBIX MH(pEKUMi, Korja
0’KMJ1aeMast 110J1b3a JICYEHUS /U151 MaTepH MPEBbILIAET BOZMOXKHbBIA PUCK IS T1J10/1a.
Heobxoaumo paccMmorpers d¢dekTuBHbBIE METO/bl KOHTpALENIUMH Y JKeHIUH [AeTOPOJAHOrO
BO3pAacTa B TEYEHHUE BCEro Mepro/ia JeueHUs U NpUOIN3UTENLHO B TeUeHUE Heieu (5-6 nepuo1oB
MOJ1yBbIBEACHUs T10CE MPUHATUS NOcaeHel 103kl npenapara (cM. paszjaen «llpumenenue npu
OepeMEHHOCTH U B IEPUOJ, IPYAHOTO BCKAPMIIMBAHUS ).

B peakux ciyuyasx npumeHeHue (aykoHazosa cOMpOBOXKAAIOCH TOKCHYECKMMH W3MEHEHUSIMU
MEYEHH, B TOM YMCIIE C JIETAIbHBIM MUCXOJIOM, IVIaBHbIM 00pa3oM, y NallUEHTOB C CEpbE3HbIMU
COMyTCTBYIOWMMU 3aboneBanusiMu. B ciyyae renmarotokcuyeckux ¢QeKToB, CBS3aHHBIX C
npumeHeHueM ¢IyKOHa30J1a, HE OTMEUEHO MX SIBHOH 3aBUCHUMOCTH OT OOLIEH CYyTOUHOW J103bl
npenapara, JUIMTEJIbHOCTH Tepalldu, 110J1a U Bo3pacTa nauueHTa. I'enatorokcuyeckoe 1eHcTBUE
npenapara oObIMHO ObLIO 0OPAaTUMbIM; MPU3HAKKU €r0 MCcUe3alu Iocie MpeKpalleHus: Tepanuu.
[laupenTam, y KOTOpBIX BO BpeMs JIeUEHMs MpenapaToM HapylIarTesl Nokaszarenud (QyHKUMN
neyeHu, HeoOX0AMMO Ha0JIKOIaTh C LEJIbIO BBISBJICHUS IPU3HAKOB O0Jiee cepbe3HOro MopaxeHus
neyeHu. | Ipy nosiBlIeHUU KIIMHUYECKUX MPU3HAKOB WM CUMIITOMOB MOPaXXEHHsI IEUYEHU, KOTOPbIE
MOTYT OBbITh CBSI3aHBI C IPUMEHEHHEM (JTyKOHA30/1a, penapar clielyeT OTMEHHUTD.

Kak ¥ npu npumeHeHUM JApPYrux aszojioB, (JIyKOHa30Jl B PEAKHUX CJlyyasiX MOXKET BbI3bIBATh
aHa(uIaKTHYeCKHe peaK1H.

Bo Bpems sedyenus ¢uyKOHa30JIoM |y MalMEHTOB B PEAKHX CIydasx pa3BUBAIUCDH
HKC(OJIMATUBHBIEC MTOPAKEHUsI KOXKH, Takue Kak cuHapoM CrtuBeHca-J[KOHCOHA M TOKCHYECKH
smuIepMalbHbIi HeKposin3. CoobLianock o ciyyasx JeKapcTBEHHON peakluu ¢ 503uHo(uInel u
cucreMHbiMu cumntomamu (DRESS-cunipom). [Nauuentsl ¢ BUY-ungpexumneit 6onee ckIOHHBI K
Pa3BUTHIO TSKEIBIX KOXKHBIX peakUMil pyU NPUMEHEHUH MHOTUX nipenapatos. [Ipu noseaeHun y
MalKUEeHTOB BO BpPEeMs JIEYEHHUs! NMOBEPXHOCTHOM IPpMOKOBOM MH(MEKLMHU CBIIU, KOTOPYIO MOXHO
CBsI3aTh ¢ NpUMeHeHHeM (aykoHazouna, rpenapar ciaeayeT OTMeHUTh. [Ipy MmosBAeHUH ChINK Y
MalLMEeHTa ¢ MHBA3UBHBIMU WJIM CUCTEMHBIMU IPUOKOBBIMU MHPEKLMAMHU UX CIAEYeT TLATEeIbHO
HaOI0AaTh U OTMEHUTD Mpenapar rnpu MnosiBJeHUH OyJUIe3HbIX MOpakeHUH UM MHOropopMHOK
DKCCYAATUBHOM DPUTEMBI.

OnHoBpemMeHHOE npuMeHeHHe (irykoHaszouna B j1o3ax meHee 400 Mr/cyt u TepdeHanHa ciaelyer
NPOBOJIMTL MOJl TUIATEJbHBIM KOHTposieM (cM. pasjen «B3aumojaeicTBue ¢ Apyrumu
JIeKapCTBEHHBIMU MpenapaTammy).

Kak u apyrue azonsl, (iaykoHa3os MOXeT BbI3biBaTh yBenunvenue uHrtepBaina QT na DKI.
daykoHaz0/1 BbI3bIBaeT yBelnveHue HHTepana QT mnocpeacTBOM HMHrHOMpOBaHMS TOKa

KaJIMCBbLIX KaHaJIOB BHYTPEHHEI'0 BbIIPAMIICHUA. VBenuuenue HUHTCpBalJia QT, BBI3BAHHOC
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JIPYTMMH JICKAPCTBEHHBIMU TpenapataMi (TaKMMHM KaK aMHOJApOH), MOXKET ObITh YCHMJIEHO
uHruouropamu uzopepmenra 3A4 uuroxpoma P450 (CYP) (cMm. paspen «Bsaumonaeincrsue ¢
JIPYTUMH  JIeKapcTBEHHBIMU ripenapatamuy»). [lpu npumeHeHuu QuiykoHaszona yBeJIMUYEHUE
unrepBasia QT u MepuaHue WK TperneTaHue Kely04KOB OTMEYAIH OUEHb PE/IKO Y MALMEHTOB ¢
TSOKEJIbIMU 3a00J1€BAaHUSIMU ¢ MHOXKECTBEHHBIMM (PaKTOPAMM PUCKA, TAKUMU KaK OpraHu4YecKue
3ab0/ieBaHKs Cep/la, HApYLICHUs SJIEKTPOJIMTHOr0 OajaHca W CNocoOCTBYIOWIAs Pa3sBUTHIO
no00HBIX HApYIIEHWI conmyTcTByolas Tepanus. [1oBbIIEHHBIA PUCK Pa3BUTHUS yTPOKAIOLICH
KHU3HM  JKEJIYJJOYKOBOM apUTMHU W NOJIUMOPQHON KejlyJ04YKOBOM TaXWUKapJMK MOXKeT
BO3HMKHYTh Y  MAalMEHTOB ¢  TIUIOKAJIMEMHUEH M MPOrpecCUpyroller  cepIeyHOM
HEJ0CTaTOYHOCTBIO.  [loATOMY Takum mnagveHTaM ¢ [OTEHLMANbHO POAPUTMHUYECKUMHU
COCTOSIHMSIMH TIPUMEHSTH (hJTyKOHA30J1 CJIELYeT ¢ OCTOPOKHOCTBIO.

[Taupentam ¢ 3a0o0JieBaHUSAMM MEYEHM, Cepjua M IOYEK Iepejl NPUMEHEHHEM Mpenapara
peKOMeH;lyeTess MpPOKOHCYJIbTUpOBaThest ¢ BpadoM. Jlndumokan® - pactBop s MHY3Hii
COBMECTHM €O CJIEYIOIMMHU PacTBOPAMHU:

- 20 % pacTBOp A€KCTPO3bl

- pactBop Punrepa

- pactBOp XapTMaHHa

- pacTBOp Kajusi XJIOpU/aa B JEKCTpO3e

- 4.2 % pactBop HaTpus OukapboHaTa

- aMuHO(y3HUH

- 0,9 % pactBop HaTpus Xjaopu/a.

Jnmokan® MOXHO BBOJMTH B MH(Y3MOHHYIO CHCTEMY BMECTE C OJIHMM M3 MEPEYHUCIICHHBIX
BBILIE PACTBOPOB. XOTS Clydyan criel(pu4ecKkoil HeCOBMECTUMOCTH (lyKoHa3ona ¢ Jpyrumu
CpeJ/ICTBAMHM HE OIMCAHbI, TEM HE MEHEee, CMELIIMBATD €ro C JII0OBIMU APYTMMHU pernapaTamu nepej
UH(]y3Heil He PEKOMEHyeTCsl.

JlokazarenbctBa 3 dexkTUBHOCTH (IyKOHa30/1a NpU JIEYEHUH JPYTMX BW/IOB OSHACMHYHBIX
MMKO30B, TAKMX KaK MapakoKUMIMOUJIOMHUKO3, CIIOPOTPUXO3 M MMCTOILIA3MO3 OrPaHUYCHBI, YTO
He M03BOJISET ONpe/IeIUTh KOHKPETHbIE PEKOMEH/ALMH 110 1031MpoBaHuI0. PiyKOHA301 SBJIsSeTCs
ymepeHHbiM uHruouTopom nsodpepmerta CYP2C9 u yMepeHHBIM MHIMOMTOPOM M30(epMeHTa
CYP3A4. ®aykoHaszon Ttakxke siBisercs wuHruoutopom usodepmenta CYP2CI19. Tlpu
0JIHOBPEMEHHOI Tepary JIEKapCTBEHHBIMU MPENapaTamMu ¢ y3KUM TepareBTHYECKUM TIpoduiiem,
meTtabonmsupytommucs uzodpepmentamu CYP2C9, CYP2C19 u CYP3A4, pekomenayercs
co0oaTh OCTOPOXNKHOCTBL (cM. paszjen «BzaumoaeicTBue ¢ JpyrumMu  JIeKapCTBEHHBIMU

npenapaTtamu).
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Co0011anoch 0 pa3BUTUU HEIOCTATOYHOCTH KOPbI HAAMOYEYHUKOB Yy MALMEHTOB, MOJTyYatOIMX
TEpanuio JAPYruMHu  asosiaMd  (HanpuMep, KETOKOHA30J0M). Y MalMEeHTOB, [OJyYaroluX
¢ykoHasos, HaboAanMCh 0OpaTUMbIE ClTyYyau HEJOCTATOYHOCTH KOPbI HA/IMOYeYHUKOB.
Kanouoos

UccnepoBanus Mokasaid pacTyllyl pacipoCTPaHEHHOCTh MH(EKLMH, BbI3BAHHBIX BHIAMH
Candida, ornuunbimu ot C. albicans. ITv BU/ibl 4acTO 00J1a/1aI0T PE3UCTEHTHOCTBIO (Hanpumep,
C. krusei v C. auris) i JeMOHCTPUPYIOT TOHMKEHHYIO 4YBCTBUTEIBLHOCTb K (DIIyKOHA30J1y
(C. glabrata). Takue wuHpeKUMM MOryT MoTpebOBaTh AIbTEPHATUBHON MPOTHBOrPUOKOBOM
Tepanuu BeaeacTBHe Hed(dekTMBHOCTH Jseyenus. [losTomy cneuuanucTam, HasHayarolKUM
JleYeHHe, ClelyeT YYUTBIBaTh PAclpOCTPAHEHHOCTh PE3UCTEHTHOCTH pasHbiX BUA0B Candida x

¢dykonazony (cM. pazien «PapMaKkoMHAMUKAY ).

Biusinne Ha cniocoOHOCTH YNPABJISATH TPAHCHOPTHBLIMH CPeICTBAMH, MEXaHH3MaMH
[1pu npuMeHeHnH npenapara HeOOX0AUMO YUHUTHIBATH BO3MOXKHOCTb Pa3BUTHS IOJIOBOKPYKEHHUS

U Cy10pOr.

®opma BbINIYCKA

PactBop st uHdy3uid, 2 Mr/mi.

[To 50 mu1, 100 Mt wam 200 ma pacTBopa Bo (hiiakoHe W3 Mpo3pauHoro 6eCLBETHOro cTeKa Tuma I,
VKYNOPEHHOM PE3UHOBOM MPOOKOH M 00XKATOM aIOMUHHMEBBIM KOJIIAYKOM C [LIACTUKOBOMH
Berapkoit Tuna «flip offy. ®iakon cHabxkeH ruiacTukoBbiM Aepkaresem. [o 1 duakony Bmecre ¢
MHCTPYKIMEH 110 PUMEHEHHUIO MOMELIAIOT B KAPTOHHYIO Ma4Ky ¢ KOHTPOJIEM MEPBOro BCKPBITHSA

uJin 0e3 Hero.

YeaoBust XxpaHeHHs
Xpanuts 1npu Temnepatype He Boie 30°C.
He ponyckars 3aMopakMBaHMs.

XpaHUTb B HEJOCTYITHOM /LISl A€TEN MECTE.
Cpok rojiHoCTH

5 ner.

He I[PUMEHATH MMOCJIC UCTEUYECHUSA CPOKaA MO/IHOCTH.
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YciaoBusi oTnycka

OTnyckaroT 1o peuenry.

Buaiajesien perucTpaiMoOHHOr0 y10CTOBEPEHUS
[¢paiizep Unk., CLUA
Axpec: 235 Uer 42 Crpur, Huio-Mopk, wrar Heio-Hopk 10017, CLLA

IIpousBoauTe/b
®apesa AmOya3, OpaHuus

Ajpec: 30H DHAOCTPUDIBL-29 pyT e3 DHAIOCTPH, 37530 IMoce-Crop Cuc, @panius

Opraumsanusi, IPUHAMAIOMIAS IPETEH3HH N0TpebHTEs!
000 «lpaiizep Uunosauum», PO

123112, r. Mocksa, IIpecHenckas Hab., 1. 10,

b1l «bawmns na HabepexHoii» (biok C)

Ten.: +7(495) 287-50-00

dakc: +7 (495) 287-53-00

PykoBoauTeNb OT/ie/1a perucTpalnu C.A. Ocunosa
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