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Perucrpannonnsiii Homep: [1 N013546/01
Toprosoe naumenosanue: Jludmoxan®
Mesk/yHapoHOe HeNATEeHTOBAHHOE WJIH IPYNIIHMPOBOYHOe HAHMEeHOBaHHe: (DJyKoHa30I1

JlekapcrBenHasi popma: NOPOLLOK /ISt IPUTOTOBJIEHUS CYCIIEH3UH U1 IIPUEMa BHYTPb.

CocraB

| MJI TOTOBO#M CYCIIEH3UM COJIEPIKHUT:

Jeticmsyrowee eewyecmeo: paykonazon 10,00 mr unu 40,00 Mr cOOTBETCTBEHHO:
Bcnomozamenvuvie  6ewjecmea: nvumonHas kucinora 4,21 wmr/4,21 wmr, Harpus OeHzoar
2,38 mMr/2.38 mr, kamenp kcantanosas 2,01 mr/ 2,01 mr, Tutana guokeus (E 171) 0,98 mr/0,98 mr,
caxapo3sa 576,27 mr/546,26 mr, kpeMHust JMoKeu KosouaHbli 0,98 mr/0,98 mr, HaTpus uuTpara
auruapat 3,17 mr/3,17 mr, apomatusarop anenscuHoBbii™ 10,00 mr/10,00 mr.

* COlepKUT anelbCUHOBOE H(PUPHOE MACIIO, MAJbTOAEKCTPUH U BOAY.

Onucanue
benplii MM Mo4TH O€JbIii MOPOLIOK € JKEIThIM OTTEHKOM C XapaKTEepPHBIM arejbCUMHOBBIM

3alraxom.

(DapmaKOTepaneBTuquKaﬂ rpymmna: ﬂpOTl/lBOFpl/l6KOBbIe npenaparsl  AJi1 CUCTEMHOI'O
MPUMEHCHUS, IPOU3BOJHBIC TpUa30Jia

Kon ATX: J02ACO]1

Papmako/I0OrHyecKne CBoicTBa
Dapmakoounamuka

@DI1yKOHA30J1, TPHUA30JIbHOE MPOTUBOTPUOKOBOE CPEACTBO, SIBJISETCS MOIUHBIM CEJIEKTHBHBIM

UHTUOMTOPOM CHHTE3a CTEPOJIOB B KJIETKE IpUOOB.
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Ero ocHOBHOW MeXaHM3M JICHCTBMs 3aKjio4aeTcs B MHIHOMPOBAHMM OINOCPEJOBAHHOM
rpubkoBbiM  LUTOXpoMoM  P-450  peakumu  nemerunupoBanus  |4-anbda-naHocrepona,
SABJISIOLIEHCS KIIIOYEBbIM STarioM OMOCHHTe3a sprocrepoia B rpubax. Hakonnenue 14-anbda-
METUJICTEPOJIOB KOPPEJIUpPYET € MOCJIEAYIOleil MoTepel 3procreposia, BXOASALIEr0 B COCTaB
KJIETOYHOI MeMOpaHbl rpuOOB; STOT MPOLECC BO3MOXKHO JIEKUT B OCHOBE NPOTHBOIPUOKOBOIO
neiicteust aykonaszona. IlokazaHo, uro ¢uykoHason 6ojiee CENEKTHBEH M0 OTHOIICHHIO K
bepmenTam cemeiicTa uutoxpoma P-450 rpuboB, 4eM 1Mo OTHOLIEHHIO K pa3/IMuHbIM epmeHTam
cemeiicTBa uuroxpoma P-450 maekonurarommx.

dykoHasosn 00s1aaeT BBICOKOH CHEHM(UUHOCTBIO B OTHOLIEHMM TIPUOKOBBIX (hepMeHTOB,
3aBUCUMBIX OT uToxpoma P450. Tepanus ¢ykonazosiom B 103e 50 mr/cyT B Teuenue 10 28 nHei
HE BJMSIET Ha KOHUEHTPALMIO TECTOCTEPOHA B IUIa3M€ KPOBHM y MY>KUYMH WM KOHLEHTPALMIO
CTEpPOM/IOB Y )KEHIIMH JeTOpoiHOro Bo3pacta. @iaykonazoun B 1o3e 200-400 mr/cyT He oka3biBaeT
KJIMHUYECKM 3HAYUMMOIO BIJIMSIHUSI HAa YPOBHM SHJOT€HHBIX CTEPOMAOB M MX PEaKLMIO Ha
CTUMYJISILIMIO aipeHOKopTHKOTponHoro ropmona (AKTIY) y 310poBbIX MY>KUMH-100pOBOJIBLEB.
HccnenoBanus B3aMMOJEHCTBUSL € aHTUIIMPUHOM T[0OKa3ajld, YTO HHU OJHOKPATHBIA, HH
MHOTOKpaTHBIN npueM /103 (rykoHazona o 50 Mr He BAMSIET HAa €ro MeTaboJIU3M.
Dapmakoxkunemuieckas/papmakoounamuieckan 3a6UCUMOCb

B uccienoBaHMsX Ha JKMBOTHBIX BBISBJICHA 3aBUCHMMOCTb MEX/y 3HAYEHUSIMM MUHUMAaJIbHOM
uHruoupytrouei konuentpaunn (MUK) 1 5¢phekTHBHOCTBIO B OTHOLIEHUHU SKCTIEPUMEHTAIBHbBIX
MMKO30B, 00ycloBIeHHBIX IpUOKOM poaa Candida. B K TMHUYECKHX UCCIEA0BAHUAX UMEJIO MECTO
npaxkTuyecku JuHeHoe oTHowenue 1 : 1 mexxay AUC u 1030# paykonazona. CyiiecTByer XoTs
M mpsiMasi, HO HEMNoJIHas B3auMOCBsI3b Mexay nokasateneM AUC wim 1030 M ychnelHbIM
KJIMHUYECKMM OTBETOM KaH/M/103a POTOBOM IMOJIOCTH U B MEHbLUEH CTENEHHM KaHAUIEMHUM Ha
Teparuio. AHaJIOrHYHBIA METO/1 JIEYeHHsl B MEHbLIEH CTENEHU MOAXOAUT JUIs JeyeHus: HH}eKmi,
BBI3BaHHBIX lITaMMaMu ¢ Bbicokoit MUK ¢uiykonasona.

Muxkpoobuonozus

®dnykoHas3osl MPOJEMOHCTPUPOBAT TMPOTHBOIPUOKOBYIO AKTMBHOCTB M Vilro B OTHOLUEHUH
pacrpocTpaHeHHbIX B KJIMHUYECKOW npakThke BUAOB rpudka Candida (Bkmouas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata neMoHCTpUpYET MOHUKEHHYIO UyBCTBUTEILHOCTD K
¢daykonazony, B To Bpems kak C. krusei umeeT NPUPOAHYIO YCTOWYMBOCTH K BO3/E€HCTBHIO
¢dbaykonazona. MUK wu snunemuonoruyeckoe mnoporoBoe 3HaueHue EUCAST (ECOFF)
daykonazona nisa C. guilliermondii Boie, uem past C. albicans. HenaBHO nosiBUBLIMECS! BU/IbI
rpubka C. auris OTHOCUTENIHO YCTOMYMBBI K BO3/1EHCTBUIO (piiyKOHA30J1a. YCTaHOBJIEHA TaKxke

aKTUBHOCTL (hJ1yKOHa30J1a in vifro B oTHoweHun Cryptococcus neoformans n Cryptococcus gattii,
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a TaKkKe NPOTHUB SHJEMHUYECKHX IUIECHEBbIX rpubkoB Blastomyces dermatitides, Coccidioides
immitis, Histoplasma capsulatum w Paracoccidioides brasiliensis.

[Ipu npueme BHYTpb (JIyKOHA30J1 NPOSIBISET aKTUBHOCTb HA Pa3IMYHbIX MOJAENSIX MPUOKOBBIX
uHpekumid y  kuBOTHBIX.  [lpojemMOHCTpupoBaHa ~ aKTMBHOCTb  IIpernapara  Ipu
OMIMOPTYHUCTUYECKUX MHUKO3aX, B TOM uuciie Bbi3BaHHbIX Candida spp. (BkiIroYas
reHepasM30BaHHbIA KaHIAW/I03 Y JKUBOTHBIX € TOJABIEHHbIM HUMMYHUTEeTOM); Cryptococcus
neoformans (BKJItOYasi BHyTpuuepenHsie uHpekunn); Microsporum spp. w Trychophyton spp.
VYceraHoBiieHa Takke aKTMBHOCTb (DIyKOHa30/la Ha MOJENAX DHIAEMUYECKMX MHKO30B Y
’KMBOTHBIX, BKJIOuas MHpeKUMH, BbI3BaHHbIe Blastomyces dermatitides, Coccidioides immitis
(BKuroyas BHyTpuuepenHoie uHbexunu) u Histoplasma capsulatum y )KMBOTHBIX ¢ HOPMaJIbHbIM
M 110/1aBJICHHBIM UMMYHHUTETOM.

Mexanuzmul pazeumus pezucmenmiocmu K p1yKOHA30.1y

VY o0byHO BocnpuuMuMBBIX BUIOB Candida wnaubonee 4acTo BCTpPEYAIOLIMKCS MEXaHU3M
YCTOWYMBOCTH BKJIHOYAeT LeJieBble (pepMEeHThI a30JI0B, KOTOpbIE YYacTBYIOT B OHOCHHTE3e
sprocreposa. Toueunsie MyTtauuu B reHe ERG11, koaupyroem pepmMeHT-MHIIEHb, MPUBOAST K
BU/IOM3MEHEHHUIO MUILEHU U CHWXEHHIO apPUHHOCTH K a30/1aM. YBeJIMUYEHHE YKCIPECCUU IeHa
ERGI1 npuBoAMT K NpPOAYKUMH BBICOKMX KOHLEHTpaluid (epMEeHTa-MMIIEHH, YTO CO3/aeT
NOTPeOHOCTh B YBEJMUYEHUH KOHUEHTpALMK (PJIyKOHA307a BO BHYTPUKIETOUYHON XXUKOCTH ISl
MO/1aBJIEHUsI BCEX MOJIEKYJ1 epMeHTa B KJIETKE.

Bropoii 3HauMTENbHBI MEXaHW3M pPE3UCTEHTHOCTH 3aK/IOYaeTcss B AKTUBHOM BbIBE/IEHUM
(baykoHa3osa M3 BHYTPUKIETOYHOTO TMPOCTPAHCTBA TMOCPEACTBOM aAKTHUBALMM JIBYX THIIOB
TPAHCNOPTEPOB, YYACTBYIOLIMX B aKTUBHOM BbIBeAeHUH (3 duirokce) npenapaToB U3 rpuOKoBoH
kjaeTku. K TakuM TpaHcroprepaM OTHOCHUTCS TJIABHBIN MOCPEIHUK, KOAUpyemblii reHamu MDR
(MHOECTBEHHOM JIEKapCTBEHHOM YCTOMYMBOCTH), M cynepceMeidcTBo AT®d-cBs3piBaroLeit
KacceThbl TpaHCIOPTepoB, Kojaupyemoe reHamu CDR.

['unepskenpeccust rena MDR npuBoauT K pe3sMcTeHTHOCTH K (UIyKOHA30lly, B TO K€ BpeMms
runepskcnpeccust reHoB CDR mMoxeT MpUBOAUTE K Pe3UCTEHTHOCTH K pa3IMYHBIM a30J1aM.
PesucrentHocts k Candida glabrata o6b14no onocpenoBana runepakcnpeccueid rena CDR, uro
MPUBOJUT K PE3UCTEHTHOCTH KO MHOTMM a30J1aM.

Coobianocs o ciyuasx cynepundekumun sugamu Candida, ornuunbivu ot C. albicans, KoTopble
4acTo 00JaJaloT MOHWKEHHON BocrnpuumuuBocThio (C. glabrata) nav pe3UCTEHTHOCTBIO K
¢dnykonazony (Hanpumep, C. krusei, C. auris). Takue uHPEKUMH MOTYT MOTpeOOBATH

aJlbTEPHATUBHOM MPOTUBOrPUOKOBOI Teparnumu.
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HozpaHuquze 3HAYCHUA 1y6Cmeume/lbHocmu

[Torpanuunsle 3HayeHus: yyBcTBuresibHOCTH (cornnacHo EUCAST)

OcHoBbiBasich Ha aHanusze (papMakokuHetHyeckux/papmakoaunamuueckux (PK/DJI) naHuHbIX,
YyBCTBUTEIBHOCTH in vitro v kinnuueckoM otBere, EUCAST-AFST (EBponeiickuii KomuTeT 1o
OMpeIC/ICHUIO YYBCTBUTEJILHOCTY MHMKPOOPraHU3MOB K AHTUMMKPOOHBIM Mpenaparam —
MOJIKOMUTET [0 OMNpPEJEIEHUIO YyBCTBUTEIBHOCTH MMKPOOPraHW3MOB K MPOTUBOIPUOKOBBIM
npernaparam) OINpe/Ae/WI IPaHUllbl YyBCTBUTENLHOCTH K (uiykoHazony ans BuaoB Candida
(moxyment «EUCAST Fluconazole rational document»; EBponeickuit KOMUTET 110 ONpeeIEHUIO
4yBCTBUTEJIbHOCTH MHKPOOPraHU3MOB K AHTUMMKPOOHBIM MpernaparaM — MOAKOMHMTET IO
OMpeJICNICHUIO YyBCTBUTEJILHOCTH K MPOTHBOrPUOKOBBIM npernapatam, (JokyMeHT «Tabauipl
MOrpaHUYHbIX 3HAYEHUH YYBCTBUTEILHOCTH JUIst UHTepriperaluu 3HayeHuii MUK». [Torpannynsie
3HauUeHWs ObLIM pa3jie/ieHbl Ha He OTHOCSILMecs K BHJaM, KOTOpble OBbLIM OmNpe/eseHbl
MPeUMyIeCTBEHHO Ha ocHOBaHUM AaHHbIX OK/D]] u He 3aBucart ot pacnpeaenenuss MUK nas
KOHKPETHBIX BH/IOB, U CBSI3aHHbIE C BUJaMH, KOTOpble HauOOJIee YacTo BbI3bIBAIOT HHMEKLMHU Y

JIIOJICH. OTH IOrpaHUYHbIC 3HAYCHUS MIPEACTABJICHBI B Ta6HHLlC HUKE.

[Tporuso- ['paHuLibl YYBCTBUTENILHOCTH, KOTOPBIE 3aBUCAT OT BU/A ["panuLibl

rpubkoBbie | Bo30yautens (U</P>) B mr/n 4yBCTBU-

rnperiaparsl TEJbHOCTH,
KOTOpbIE HE
3aBUCAT OT

Bupa’ Y</p>

B MI/1
Candida | Candida | Candida Candida| Candida| Candida
albicans ;igilinie- glabrata krusei | parapsi-| tropica-
losis lis
®nykonazon | 2/4 2/4 0.001/16* | — 2/4 2/4 2/4

Y — 4yBCTBUTENbHBII; P — pe3ucTeHTHBI.

A — rpaHuLibl YYBCTBUTENIBHOCTH, KOTOPbIE HE 3aBUCAT OT BUA BO30OY AUTEs, OBLITH ONpee/eHbl TPEUMY LLIECTBEHHO
Ha ocHoBaHuM AaHHBIX OK/D]] u e 3aBucat ot pacnpenenenns MUK koHkpeTHbix BuoB. OHU MpeaHa3HA4YeHbI
UCKJTIOUUTEIIbHO JUISl IPUMEHEHHs JUTS OPraHU3MOB, KOTOPbIE HE HMEIOT CIeLH(HUUECcKOro MorpaHuuHOro 3HaYeHHs.
ITpouepk — He peKOMEH/1yeTcs MPOBOANTL UCIILITAHUA HA 4yBCTBUTEIbHOCTb, MOCKOJILKY JIaHHBIH BUJL II0X0
MOJ1AETCsl Tepanuy YMOMsIHY ThIM JIEKapCTBEHHBIM MpenapaToM.

* Becob C. glabrata otHocutes k | kareropun. MUK nipotuB C. glabrata cnenyetr MHTEpNpeTHPOBATh KaK PE3UCTEHTHBIE,
ecnu oHH nipeBbiaioT 16 Mr/ n. Kareropust uysctButensHoct (<0,001 Mr/ 1) npeaHaszHaveHa mpocTo Aist TOTo, YTOObI
n30exkaTh OLINO0YHOI KiTacCH(UKAIINK IITAMMOB «I» Kak IITaMMOB «Sy.

I - YyBCTBUTENIbHBIN, C MOBBILIEHHBIM BO3/ICHCTBHEM: MUKPOOPraHW3M Kiaccupuuupyercs kak UyBCTBUTENbHBIN, C

MOBBbILIEHHbIM BO3/ACHCTBUEM, KOrjaa CYUIECTBYET BBICOKAsA BEPOATHOCTb TEPANEBTUYECKOro YycCnexa, MNOCKOJIbKY
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BO3/IEICTBHE areHTa YBEIMYMBAETCS 3a CYET KOPPEKTHPOBKHM PEXHMA J03MPOBAHMS MM €ro KOHLUEHTPAlUU B MeCTe
UHpeKLMH.

Hoepanuunvie 3nauenus yyecmeumenvHocmu coenacno kpumepusim UKJIC
[lorpaHuunbie 3Ha4YeHUs YYBCTBUTEIBLHOCTH K (UIyKOHa30Jy, nNpu3HaHHble MHCTUTYTOM

Kimnnueckux v Jlabopatopusix Cranaapros (MKJIC), ykazanbl B TabiLe HUXKeE.

Konrposnbhbie Toukn MUK 1 kareropuu uHTepriperalyu (mr / i)
Candida Species YyBCTBUTEJILHOCTD
P y ) yJI3" Pesucrentrocts (P)

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

C. parapsilosis <2 4 >8
C. tropicalis 9 4 >8

A — quCTBHTeJ'leOCTb J103a3aBUCHUMast: BOCHpHMM‘IHBOCTb 3aBUCUT OT JAOCTHIXKEHHSA MAKCHUMAJIbHO BO3MOXXHOI'O

YPOBHS B KpPOBW. B3pocCibiM ¢ HOpMaibHOW (YHKLHMEH MO4YeK M TEeJOCI0KEHHEM MOTyT MOTPeOOBaThCA J03bI
(hiryKoHa301a, MPEBBIIAIOIINE CTAaHAAPTHYIO J03UPOBKY (6 MT / KT / IeHB).

b — B oTHOLIEHNH (iTyKOHA301a STH PEKOMEHIALIMH OCHOBAHBI HAa OOILIMPHOM OIBITE JICUEHHs CIM3UCTBIX 000JI04eK U
MHBa3UBHBIX MHpeKLuii, BbizBaHHbIX Candida spp. Ecnu w3onst uaentuduumporan kak C. glabrata, a MUK coctapnser
<32 Mr / 1, ciieyeT OnpeesiiTh, MOAXOAUT JIH (hIyKoHa30J B KOHKPETHOM KJIMHMYECKOM KOHTeKcTe. B aToM ciyyae
NALKMEHTBl JI0JDKHBI [OJly4aTh MAaKCHMaJIbHYIO JI03UpOBKY (iykoHazosa. Moxer ObITh TOJIe3Ha KOHCYJIbTalus
CreLMAINCTa MO BRIOOPY pexMMa MaKCUMAJIbHOM J03UPOBKH.

B — Ipeanonaraercs, uto uzonsitbl C. krusei 0671a1al0T BHY TPEHHEH YCTOMUMBOCTBIO K (hiyKoHa30.1y, nosromy ux MUK

HE CJIEYE€T UHTEPIPETUPOBATEL C UCITOJIb30BAHUEM JIAHHOM LLIKAJIbI.

Iloepanuunvie 3Hauenus: 4Yy8CMBUMENbHOCMU CO2NACHO Kpumepuim FDA (Tpe6osanust FDA CLIA Ons
USPI)

Food and Drug Administration (FDA) Coeaunennsix LltatoB AMeprky NpUHUMAET MOrpaHUYHbIE
3Hauenuss Y u P UKJIC; xots He npu3HaeT TepMHHOJIOIHIO 4/[3 ¥ pacLieHMBAaeT 5TH 3HA4YEHMs Kak

"npomexytounsie” (I) (https://www.fda.gov/STIC).

DapmakoKuHemuKa

dapmakokrHeTHKa (ITyKOHA30J1a CXO/{HA MPU BHYTPUBEHHOM BBE/JICHUU U NipuemMe BHYTpb. [Tocne
nprema BHYTPb (hJTyKOHA30J1 XOPOLIO BCACHIBAETCS, €r0 KOHIIEHTPALMHU B [J1a3Me KpOBH (M o01ias
ouogoctynHocTs) mpeBbimadT 90 % OT  TAaKOBBIX IPU  BHYTPUBEHHOM  BBEJICHHHU.
O1IHOBpeMEHHBIH MPUEM MUK He BIUSET Ha BcacbiBaHue ¢urykoHaszona. KoHueHTpalys B riazme
KPOBH TMPOMOpPLMOHAJIbHA 03¢ U JocTUraer MakcumyMa (Cmax) vepes 0,5-1,5 4 nocne npuema
(haykoHa30/1a HATOLIAK, a NMEPHUOJ MOTyBbIBeAeHUs cocTaBigeT okoo 30 4. 90 % paBHOBeCHOM
KOHLIEHTPALMK JOCTUTAOTCs K 4-5-My JIHIO Nocjie Havaja Tepanuu (Mpyu MHOTOKPaTHOM TpUeMe

npenapara OJIMH pa3 B CyTKH).
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Beeaenue yaapHoit 103bl (B 1-ii eHb), B Ba pa3a MpeBbIIAIOLIEH 0ObIYHYIO CYTOUYHYIO J103Y,
JieNiaeT BO3MOXHBIM JiocTiokeHre 90 % paBHOBECHOM KOHUEHTpaLuM KO 2-My jAHK0. O0bem
pacnipe/esieHust npuOmmkaercss K oOlieMy cojep)kaHuio BoJbl B opraHusme. Cs3blBaHME C
Oesnkamu ma3Mbl KpoBu — HU3Koe (11-12 %).

@D ykoHa301 XOpOLIO MPOHUKAET BO BCe KHUAKOCTH opranusma. KoHuentpauuu ¢iykoHasona B
CJIFOHE U MOKPOTE CXOJIHBI C €r0 KOHLIEHTPALMSAMH B 1JIa3Me KPOBU. Y MalUMEHTOB ¢ IPUOKOBBIM
MEHUHIUTOM KOHUEHTpauuu (UiyKoHa30j7a B CIMHHOMO3IOBOM >KMAKOCTH COCTABJISIIOT OKOJIO
80 % oT ero KOHUEHTpaLUKU# B MJ1a3Me KPOBH.

B poroBom cioe, snuaepmuce, JepMe M TOTOBOM JKMJIKOCTH JAOCTHrAlOTCS BBICOKHE
KOHLIEHTPALMK, KOTOPbIE MPEBLIIAIOT CbIBOPOTOUHBIE. DITyKOHA30/1 HAKAIJIMBAETCS B POrOBOM
cinoe. [Ipu npueme B 103e 50 Mr oiMH pa3 B CyTKH KOHLEeHTpalus ¢ykoHaszona yepes 12 nHei
cocTaBisieT 73 MKI/r, a yepe3 7 AHe# moclie npekpaiieHus jgeyeHus — Toabko 5.8 Mkr/r. Ilpu
npuMeHeHuH B 7103¢ 150 Mr oJIMH pa3 B HeJieJIto KOHLUEHTpaLust (IyKoHa30/1a B pPOrOBOM CJI0€ Ha
7-it nenb cocrapiseT 23,4 MKI/T, a yepe3 7 AHEH mociie npuemMa BTOpoit 103bl - 7,1 MKI/T.
Konuenrpauus ¢ykoHaszona B HOITAX nociie 4-MecsiyHoOro npuMmeHenus B 1o3ze 150 mr oauH pas
B HeJleo coctariisieT 4,05 MKI/T B 310poBbIX M 1,8 MKI/T B Mopa)KeHHbIX HOI'TSIX; yepes 6 MecslieB
rocJie 3aBeplueHus Tepanuu GyKoHas30J1 Mno-rnpexHeMy OrpeaeiseTcs: B HOITsX.

[IpenapaT BEIBOAMTCS, B OCHOBHOM, NOYKaMH; npumepHo 80 % BBeeHHOI 10361 0OHAPY)KUBAETCA
B MO4e B Heu3MeHeHHOM Buje. KnupeHe diykoHazosa nponopuyoHaneH KIMpeHey KpeaTHHUHA.
[lupkynupyroiue MeTaboIUTh He 0OHApYKEHBbI.

JlnurenbHbId NEpHOJ MOTYBBIBE/ICHUS W3 IUIa3Mbl KPOBU TO3BOJISIET MPUMEHATH (JIyKOHA301
OJIHOKPATHO NMpPH BarMHaJIbHOM KaHJM/103€ U OJIMH pa3 B CYTKM WJIM OJIMH pa3 B HEJENO - MpH
JIPYTUX MMOKa3aHHUsX.

[Ipu cpaBHeHMM KOHLEHTpaALMii B CIIIOHE U MJIa3Me KPOBM Nocjie oAHOKpaTHoro npuema 100 mr
¢dnykoHazona B popme Karcysibl ¥ CycreH3uu (MoJIocKaHue, COXpaHeHHe BO PTY B TeYeHHE 2 MUH
M MpOrjaThiBaHWE) YCTAHOBJIEHO, YTO MaKCUMallbHasi KOHLIEHTpauus (1yKOHa30J1a B CIIOHE MpH
npuemMe cycreHs3uu Haboaanach yepe3 S MUH nociie npueMa v B 182 pasa npessiiaia TakoBYIO
nocjie npuemMa Karmcyisl (pocrturanack vepe3 4 u). IlpumepHo uepe3 4 4 KOHUEHTpaUUM
(dykoHazosa B citOHe ObLIM OAMHAKOBBIMU. CpeHss TUIOIaAb MOJ KPUBOM «KOHLEHTpALUs-
Bpemsi» (AUC (0-96)) B citoHe Oblia 3HAYUTEIBHO BBILIE NP MIPUEME CYCIIEH3UU, YeM KarcyJibl.
Cy11ecTBeHHBIX pa3/IMuuii CKOPOCTH BBIBEJICHHS U3 CITIOHBI MITK MOKazartesiel papMaKkOKMHETHKH
B [J1a3Me KPOBU MPHU MCIIOJIB30BAHUU JIBYX JIEKAPCTBEHHBIX (JOPM HE BBISBIICHO.

B xoze uccnenoBanust papmMakokMHETHKH ¢ yyacTheM 10 >KEHIIHMH, BPEMEHHO WJIM MOJHOCTBIO
NPEKPaTUBIIMX KOPMIIEHUE IPY/IbIO, OLEHUBAIM KOHLEHTpALMIO (hJIyKOHA30J1a B TIa3Me KPOBHU U

rpyAHOM MoOJIOKe B TeueHue 48 uacoB mnociie ogHOKpaTHoro npuema 150 Mr npenapara
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Judmokan®. ®@nykoHazon Obul 0OHapykKeH B IPYJAHOM MOJIOKE B CpPEJIHEH KOHLIEHTpaLMH,
cocrapistolieil npudau3uTebHo 98% OT KOHLEHTpaluu ¢iiyKoHa301a B [1J1a3Me€ KPOBH MaTepHu.
Cpeansisi NMKOBasi KOHLIEHTpalMsi B IPY/IHOM MOJIOKe cocTaBisia 2,61 mr/n mo ucreyeHuM

5,2 yacoB nocJie rnpyema rnpernapara.

DdapMakOKHMHETUKA V IETEN

V aeteit ObUIM MOJTyUYEHBI CIEAYIOLIME 3HaYeHUs (PapMAaKOKMHETHYECKHX NIapaMeTPOB:

Boszpacr Jo3a (Mr/kr) Iepuoa ILnomaas nox KpUBOH

MoJIyBbIBe- | «KKOHUHECHTpPAaUHUsA-BPEM»

jaeHusi (yac) (AUC) (MKr-4/mJ1)
9 mec - 13 ner | OHOKpaTHO — BHYTpb 2 Mr/kr | 25,0 94,7
9 mec - 13 ner | OnHOKpaTHO — BHYTpb 8 Mr/kr | 19,5 362,5
Cpennmii MHorokpaTHo — BHYTpb 3 Mr/kr | 15,5 41,6

BO3pacT 7 JeT

DapMaKOKMHETHKA Y MOYXKHUJIBIX MAIIMEHTOB

BbL10 ycTaHOBIIEHO, YTO MPU OJHOKPATHOM MpUMEHEHUH (p1yKoHa3oa B 103e 50 MI BHYTpb Y
MOXUJIBIX TAlMEHTOB B BO3pacTe 65 jeT M crapuie, HEKOTOPblE M3 KOTOPBIX OJHOBPEMEHHO
NpUHUMAH AHYpeTukH, Cmax JocTUranach yepes 1,3 4 nocie npuema v coctasisina 1,54 mxr/mi,
cpeanue 3Hauenust AUC — 76,4 + 20,3 MKr-4/mi1, a CpeiHUid nepuos noJyBbiBeaeHus — 46,2 u.
3HavyeHus: STUX (PAPMAKOKMHETHUYECKMX MapaMeTpPOB BBILIE, YEM Y MOJIOJBIX MAlMEHTOB, YTO,
BEPOSITHO, CBSA3AHO C MOHMKEHHON MOYe4HOM (PyHKILMEH, XapaKTepHOM /sl MOKHUIIOr0 BO3pAcTa.
OJIHOBpEeMEHHBIN TIPUEM JINYPETUKOB He BbI3biBall BhIpakeHHOTro u3MeHeHUst AUC U Cpax.

Knupenc kpeatununa (74 Ma/MuH), npoleHT (J1yKoHa30J1a, BBIBOJUMOTO [MOYKAMHU B HEU3MEHHOM
e (0 — 24 4, 22 %) u noveunslii kaupeHc ¢aykonaszona (0,124 MII/MHH/KT) y MOXKHIIBIX

MauuCHTOB HHUXKE 110 CPABHEHHUIO € MOJIO/IbIMH.

Iloka3zanusi k INPUMEHEHHU IO

DyKOHA30.1 MOKA3aH JUIsl JCUEHUS CIISAYIOLIMX 3a00JIeBaHUM Y B3POCIIBIX:

= KpHHTOKOKKOBbIﬁ MCHHUHIHUT;

- KOKIHUJHOHJOMHUKO3,

- UHBa3UBHBIN KaHAU103;

- CIIU3UCTBIN KaHJAua103, B T. Y. 0p0(bapHHFeaﬂbe]ﬁ KaHAWA03, KaHAU103 MUUIEBOJa, KaHAUAYpUs

U XPOHUUYECKHUN KOXHO-CIIM3UCTBIA KaH/IU/103;

Crp. 7u3 28



- XPOHHMYECKHUI aTpohuecKuil KaHAN103 POTOBOM MOJIOCTH (CBA3aHHBIA C HOLIEHHEM 3YOHBIX
MPOTE30B), KOrAa COOIOAEHUS TMTMEHBI NIOJIOCTH PTa UJIM MECTHOTO JIEYEHUS HEI0CTATOYHO;

- BarvHajbHbIA KaHJWA03, OCTPbIA WIM PEUMAMBUPYIOUIMH, KOI/Ja MECTHas Tepanus He
NPUMEHUMA;

- KaHJW/103Hbli OanaHUT, KOTr/la MECTHas Teparusi He IPUMEHUMA;

- JIepMAaTOMMKO3bl, B TOM YHCIIE JepMaTOQUTUs CTOM, AepMaToGUTHs TyJOBMLIA, MaXOBas
aepMaTo(UTHs, Pa3HOLBETHBIA JMIIAM M KOXHBIM KaHIMJ03, KOrja I0Ka3aHO CHCTEMHOE
JIeYEHHUE;

- aepMatouTHs HOrrel (OHMXOMHUKO3), KOr1a JIeUeHUe APYTUMHU MperapaTaMy He MPUEMIIEMO.

Dy1ykoHAa30.1 MTOKa3aH JIisl rlDOd)HHaKTl/IKH CJIACAYIOIIHX 3a00JIeBaHUM Y B3pPOCJIbIX!

- peLMMBbI KpUNITOKOKKOBOIO MEHMHIMTA Y NALMEHTOB C BHICOKMM PUCKOM PELIM/IMBA;

- peuu/MBbl OpohapuHrea bHOroO KaHaKua103a U KaHauao3a nuiesojaa y BUY-unpuumpoBaHHbIX
MaLKUEHTOB C BLICOKMM PHUCKOM PELIM/IMBA;

- JUUIsl CHW)KEHMSl YaCTOTHI PELIM/IMBOB BarMHAJIBHOIO KaH/1u/103a (4 uiu 6osiee 31130108 B roj);

- U1 NpoUIAKTUKK KaHIUA03HBIX MH(PEKLMHI Y MalMEeHTOB ¢ MPO0/DKUTEILHOM HEUTPONIEHUEN
(TakMX KaK NalMeHThl ¢ reMo01acTo3aMH, MPOXOJAAIIMMHU XUMHUOTEPANUIO, MM MALMEHTHI,

MPOXOAsAIIME TPAHCIIJIAHTALIMIO F'EMOTTO3TUYECKUX CTBOJIOBBIX KIICTOK).

cDIlyKOHa’K)ﬂ MOKa3aH JIJIsl JIeYeHUs JIeTEMN.

@ ykoHa30J1 IPUMEHSIIOT JJIs1 JIeYEHUsl CIIM3UCTOrO KaHu/103a (opodapuHrealbHOro KaHau/103a
M KaHIu/103a [MILEBOJA), HWHBAa3MBHOIO KaHAM/103a, KPHUINTOKOKKOBOIO MEHMHIMTa M
NpOQUIAKTUKN KaHAMIO03HBIX MH(EKUHUH y MauMeHTOB ¢ 0Cl1ableHHOM MMMYHHOW CHCTEMOM.
@DI1yKOHA30J1 MOXKHO MPUMEHSTH B Ka4e€CTBE MOJUIEPKUBAIOLLEH Tepanuu Uil PeA0TBpALLEHUs

peuniuBa KpUIITOKOKKOBOI'O MEHUHI'UTA Y JIETEH C BBICOKUM PUCKOM pelUr11Ba.

IIporuBonokazanus

- TOBBILIEHHAs] YYBCTBUTEJBHOCTh K (JIyKOHA30J]ly, APYrMM KOMIIOHEHTaM [pernapara Wid
a30JIbHBIM BELIECTBAM CO CXO/AHOM (hTyKOHA30I1y CTPYKTYpPOIA;

- OJIHOBPEMEHHBIN NpueM TepdeHainHa BO BpeMsi MHOTOKPAaTHOTO MpUMeHeHus (irykoHa3ona B
jpo3e 400 mr/cyr m Oonee (cM. pazzen «B3aumoaelcTBue ¢ APYrMMH JIeKapCTBEHHBIMU
npernaparammu);

- OJHOBpPEMEHHOE T[pUMEHEHWE C T[penaparamu, YyBeiauuuBaromuMu uHTepBan QT wu

MeTabonu3upyromumucs ¢ nomolisto uzodpepmenta CYP3A4, Takumu kak nM3anpui, acTeMu3ol,
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SPUTPOMULIMH, MTUMO3M/1 U XMHUAMH (cM. pa3zien «B3anuMoaeicTBue ¢ ApyruMu JICKapcTBEHHBIMU
npenapaTammu»);
- HENEePEHOCUMOCTD raJIakTO3bl, NIIOKO30-rajlakTo3Has ManbabcopOLus;

- JIETCKMI BO3pact J10 3 neT (/15 AaHHOI JieKapCTBEHHOW GOopMBbl).

C 0cTOPOKHOCTBHIO

- NIeYEHOYHast HEI0CTaTOYHOCTb;

- [I0YEYHasl HEJOCTATOYHOCTb;

- TosiBJieHHe ChIMM Ha (oHe mnpuMeHeHus (uyKoHa3o01a y MNAalLMEHTOB C [OBEPXHOCTHOM
rpubKoBOi HH(pEKIUEH U HHBA3MBHBIMU/CUCTEMHBIMHU IPUOKOBBIMH MHPEKLHMAMH;

- OJ/IHOBpEMEHHOE NpUMeHeHHe TepdeHaanHa u ¢iykoHasona B 1o3e meHee 400 mr/cyT;

- MOTEHLMAIBHO TPOAPUTMHYECKHE COCTOSIHUS Y TMALUEHTOB C MHOXKECTBEHHBIMM (DaKTOpamMu
pucka (opraHuyeckue 3a0osieBaHMsi Cepjlla, HAapyIIeHWs JJIEKTPOJUTHOro OanaHca M

CMOCOOCTBYIOLIAs Pa3BUTHIO M0JOOHBIX HAPYIIEHUI COMYTCTBYIOLLAS TEPAITUs).

IIpumenenne npu 6epeMeHHOCTH H B NIEPHO/] FPY/IHOI0 BCKAPMJIHBAHHUS

AJIEKBaTHBIX M KOHTPOJIMPYEMBIX HCCIEAOBaHUI MpUMeHeHus (uiykoHazona y OepeMeHHBIX
JKEHIIMH He MPOBOAUIIOCH.

Bo Bpemsi OGepeMeHHOCTH mpuMeHeHHUs (yKoHazona cieayeT u3deratb, 3a HMCKJIIOYEHHEM
CllyyaeB TSDKEJIBIX M TMOTEHLUMAIbHO YrPOXKAIOIIMX KU3HM TPUOKOBBIX HWH(pEKLMH, Korjaa
OJKH/IaeMasi 1oJib3a JICUeHHs Uil MaTepH MPeBbILIAeT BOZMOXKHBIM PUCK IS TUI0/1a.
Heobxonumo pacemoTperh S ¢GeKTHBHBIE METO/bl KOHTPAUENUUH Y >KEHIIUH JETOPOJHOIO
BO3pacTa B TEUEHHE BCEro Mepuo/ia JIeUeHHsl U MPUOIM3UTENILHO B TeUEHHE Helenu (5-6 neproioB
NOJYBBIBE/ICHUS)  TMOC]e  MPUHATHS — MOCieAHed  J1o3bl  mpemnapara  (cM.  pasjen
«DapMaKOKHHETHKAY ).

CoobImanoch 0 ciy4asx CamMOINpOW3BOJLHOIO abopTa W Pa3BUTHS BPOXKACHHBIX aHOMAJIUK Y
MJIaJICHLICB, YbH MaTepH Mojy4anu (iaykoHa3od B jo3e 150 Mr oJHOKpaTHO MJM MOBTOPHO B
nepBoM TpuMecTpe bepeMeHHOCTH. OnKMCcaHbl Cllydyau MHOXECTBEHHBIX BPOXKAECHHBIX OPOKOB Y
HOBOPOJK/ICHHBIX, MaTe€py KOTOPBIX Ha MPOTSHKEHHWH OOJbIIEH YacTH MM BCEro MNEepBOro
TpUMeCTpa TMoJyYaid Tepanuio ¢uyKkoHa3onoM B Beicokol ao3e (400-800 mr/cyt). Beuim
OTMeYeHbl ClIe/IyIOlIMe HapylIeHUs: pa3BuTHs: Opaxuiiedanus, HapylIeHUe pa3BUTHS JIMLEBOM
4acTW dYepena, HapyuieHHe (opMUpOBaHMs CBOJAa 4Yeperna, BOJUYbs [acTh, WCKPUBJIECHHE
OepeHHBIX KOCTEW, UCTOHYEHHE W Yy/IJIMHEHUE pedep, apTpOrpuno3 U BPOXKACHHBbIE MOPOKH

cepaua.
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®nykoHa30/1 0OHAPY)KMBAETCSA B FPYAHOM MOJIOKE B KOHLUEHTpaLMAX, OIM3KUX K IIa3MEHHBIM
(cM. paznen «@apmakokuHeTuka»). Ilepuos nosayBeiBeIcHUs NpenapaTa W3 rpyJHOro MoJoka
npubJIM3UTENLHO PaBeH MEpUO/Ly MOy BbIBeAEHUS W3 M1a3mbl — 30 yacos. IIpeanonaraemas 103a
¢rykoHazosa, moriomaeMas MjajeHUeM (C  y4eToM TOro, 4YTo CpeJHee KOJIWYeCTBO
norpebisieMoro Mosioka cocrapisier 150 MII/Kr eXe/IHEBHO), U pacCYMTaHHAs B COOTBETCTBUM CO
cpeHei MMKOBOM KOHLIEHTpALMel npernapara B rpy/iHOM MoJioke, coctapiisteT 0,39 MI/kr B ieHb,
4To npuOIM3KUTEIbHO paBHO 40% peKOMEH0BAHHOW HEOHATAJIBLHOM 103bl (JUIs 1eTeld MJajLe
2 Hesienb) win 13% pekoMeH10BaHHOM MJIaICeHYECKOM 103bl NPH JIEYEHUH KaH/11/103a CJIM3UCTbIX.
Kopmienne rpy/blo MOXKHO NPOJOJDKUTE MOC/E TpUeMa OJHOKPaTHOM J103bl (ulyKOHa3osia B
150 mr. He pekomeHnayeTcs KOPMUTH IpyJbIO I0CA€ MHOTOKPATHOro MNpuema WM IpueMa

® Ha

BBICOKO# 103bI (iryKoHa30.1a. [1py NpuHSITHH pelLieHns 0 HazHaueHuu npenapara Jludokan
¢oHe rpy/IHOro BCKapMIIMBaHusl Clie/1yeT IPUHUMATh BO BHUMAHUE CJie/lytolue GakTophl: MoJib3y
FPYAHOrO BCKapMJIMBAHUS ISl 3710POBbs M Pa3BUTHS MJIAJICHIIA COBMECTHO € KJIMHUYECKMMH

MOKa3aHMAMM s HaszHaueHus npenapata Jlupmokan®

M BO3MOXXHOCTb Pa3BUTHs JIHOOBIX
MOTEHLMAIbHBIX MOO0YHBIX 3(PEKTOB Y MIIAJIEHLA WM BIMAHUE COIMYTCTBYIOUIEH MaTOJIOrMH

MaTepu Ha 3/10pOBLE MJIA/ICHLIA.

Cnoco6 npuMeHeHus! H 103bl

BHyTpb.

Hucempykyus no npueomoeieHuio cycnensuu: K COAepKMMOMY 0HOTO (piakoHa ¢ mopoIKoM s
IPUTOTOBJICHHUS CYCIIEH3MU J00aBIstOT 24 MIT BOJIBI (10 METKH) M TIIATEJBbHO B30aNTHIBAIOT J10
M0JIyYeHHs OIHOPOIHOM cycrieH3n. OObeM MoTyueHHOH CyCHeH3MU COCTABUT OKOJI0 35 MJI, YTO
MpeBbilllacT HOMHHAIbHBI 00bEM NPUONM3UTENBHO Ha 5 M. DTO NPEeayCMOTPEHO IS
KOMIIEHCAIIMK HEeN30eKHBIX MOTeph CYCNEH3MU MPU J03MpoBaHUM mpenapata. Ilepea Kaxabim
NpUMEeHEeHUEeM B30aIThIBATS.

Tepanuio MOXHO HAuMHATH JO TOJY4YEHHsl Pe3yJbTaToOB IOCEBa M JPYrUX J1abOpPaTOPHBIX
uccnegoBannii.  OfHAKO — MPOTUBOIPHOKOBYKO — Tepanuio  HEOOXOAMMO  W3MEHWUTh
COOTBETCTBYIOLIUM 00pa3oM, KOT/Ia pe3yJIbTaThl 3TUX UCCIIEIOBAHUI CTAHYT MU3BECTHBIMH.

Ilpu nepepojie MalMeHTa ¢ BHYTPUBEHHOTO Ha MEpOpasibHBIi MPHUEM MpenapaTa Wik Hao0opoT
M3MEHEHHUS CYyTOUHOM J103bl HE TpeOyeTcs.

Cyrounas J03a npenapara Jludirokan® 3aBUCUT OT XapakTepa U TSHKECTH rpUOKOBOM HH(EKLIHH.
[Tpu uHpeKuusIX, TPeOYIOIIMX MOBTOPHOTO MPUEMa Mpernapara, JIeYeHHE CIIeyET NPOA0JKATh J10
MCUE3HOBEHMS KJIMHUYECKUX WM JIabOpaTOPHBIX MPU3HAKOB aKTUBHOH rpuOKoBOM nHpeKkunu. Y

naupeHToB ¢ BUY-uHdexumeit M KpUNTOKOKKOBBIM MEHUHTUTOM WM PEUUIAMBUPYIOLIMM
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opodapuHrealbHbIM KaHAMA030M OOBIYHO HE0OXOAMMA MMOJJIEPKMBAIOLIAs  TEpanus  JUis

NPOQUIAKTUKH PELIMAMBOB HH(EKLIUU.

[IpyMeHeHHE V B3POCIIbIX

1. Ilpy KpUNTOKOKKOBOM MEHHUHIMTE U KPUIITOKOKKOBBIX I/lHd)CKlll/lﬂX JIPYIroi JIOKaJIM3alluu B

nepBbiii JIeHb 00bIYHO MpuMeHstoT B 103e 400 Mr, a 3aTeM npoospkatoT jeyenue B ao3e 200-400
MTI OJIMH pa3 B CYTKH. JIIUTEIbHOCTD JIeYeHUS] KPUNITOKOKKOBBIX WH(EKIMIA 3aBUCUT OT HaJIMYus
KJIMHUYECKOTO ¥ MUKOJIOrHYecKoro s dekra; npu KpUNTOKOKKOBOM MEHUHIUTE JIeYeHUE OOBIYHO
MPOJIOJDKAIOT MO KpaiiHei Mepe 6-8 Heziesb. B ciiyuasix ieueHust yrposKaomux AKu3HH UHOEeKLni
CYTOYHYIO /103y MOXKHO yBesnuuTh 10 800 Mr. Jlnst npoduiakTHKK pelianBa KpUIITOKOKKOBOTO
MEHUHIUTA y MalMeHTOB C BBICOKMM PHUCKOM pELMAMBA, TOCIE 3aBEPUIEHUs IOJIHOIO Kypca
epBUYHOrO JieueHus, Tepanuio npenaparom Judpmokan® B 103e 200 MI/CyT MOXKHO HPOIOIIKATH
B TEYEHHME HEOIlpe/Ie/IeHHOTO NepUo/1a BPEMEHH.

2. llpy KOKUMJAMOWAOMHUKO3E MOXET [0TpedoBaTbcsi NPUMEHEHUE IIpernapara B J103€

200-400 mr/cyT. Jlnst HEeKOTOPBIX HHGEKIUHI, B OCOOEHHOCTH C MOPaKEHUEM MO3TOBbIX 000J10YEK,
MoxeT paccMmarpuBatbess go3a 800 mr B cyTku. JUIMTENbHOCTH TEpanuu ONPEAESOT
MH/IMBU/1yJIbHO, MOXET JUTUThCS /10 2 JIeT; oHa cocTaiisieT | 1-24 Mec npu KOKLMAMOMIOMHUKO3E,
2-17 mec — npu napakokuuauonomukose, 1-16 mec — npu cnoporpuxose u 3-17 mec — npu
FUCTOIUIA3MO3E.

3. llpl/l KaHAUJAECMHUH, TUCCEMHUHUPOBAHHOM KaHAWAO3€ UM JAPYIrMX HWHBA3MBHBIX KaHAWJAO3HBIX

uHdekiMax Haceimawomas jgo3a cocrapiaser 800 Mr B nepBblid JIeHb, MOCHeaylolas /103a
400 wmr/cyTt. JIIMTENBHOCTH Tepanmvu 3aBUCHT OT KIMHUYecKOoW HdpdexkruBHOcTH. OOMIas
peKOMEH/allisl 10 JUIMTENbHOCTH JIeYeHHMsl KaHJIWJeMMH — 2 HEeAEIM [0cje MEPBOro
OTPHUIIATEILHOTO pe3ysibTaTa TMoceBa KPOBM M HWCUE3HOBEHMs IMPU3HAKOB M CUMIITOMOB
KaHUIEMHUH.

Jleuenue cruzucmozo kKaHouoosa

e [lpu opodapuHreasbHOM KaHIMA03€ Hachkiaromas ao3a cocrasiasger 200-400 mr B

NepBblii IeHb, nocieaytouas 1o3a: 100-200 mr oauH pa3 B cyTku B TeueHue 7-21 aus. [pu
He0OX0AMMOCTH, NALMEHTAM C BbIPAKEHHbIM 110/1aBJIEHUEM UMMYHHOM (YHKLMH JIeYEHUE
MOKHO MpPOA0JIKATh B TCHCHUC bosee JJIUTEJIBHOI'O BPEMEHHU.

L4 ﬂpn XPOHHUYECCKOM aTDO(bH‘-ICCKOM KaHAWA03€ TI0JIOCTHU pTa, CBA3aHHBIM C HOLICHHUEM

3yOHBIX TMPOTE30B, Npenapar 00bIMHO NMPUMEHSIOT B 03¢ 50 Mr oAuH pa3 B CyTKH B
TeueHue |4 JHei B COYETAHWM C MECTHBIMM AHTHUCENTUYECKUMU CpEJICTBAMM JUisl

00paboTku npoTesa.
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[pu kauauaypun spdektuBHas jo3a o0bdHO coctapaser 200-400 wmr/cyt mnpu

JUIMTENBHOCTH JieueHus: 7-21 aHel. Y NalMeHTOB ¢ TSOKENbIM HapylleHHeM (QyHKLHMH
MMMYHHOM CHCTEMBbI MOKHO MCIIOJIB30BATh 00JIEE JTMTENBHBIE NEPUO/IBI TEPATTHH.

[Ipy XpOHMYECKOM KOXKHO-CIM3UCTOM KaHaujaosze npumensaor 50-100 mr B cyTku 110

28 jiHei sieyeHus. B 3aBUCMMOCTH OT TSDKECTH JIeYeHHs: MHPEKLMH UM COITYTCTBYIOLIETrO
HapyIIeHUs] IMMYHHOM CHCTEMbI M MH(EKLMU MOXHO MCIOJb30BaTh DOJIEE JIUTENbHBIE
MepuoO/Ibl TEPANUH.

[pu kaHaM03e nuieBo/1a Hackimaromas 103a 200-400 Mr B epBbIi A€Hb, OCIIEAYOLIAs

nosa: 100-200 mr B cytku. Kype nedenus cocrapisier 14-30 nHeit (10 J0OCTHXKEHHs
peMHUCCHUM KaHAW[03a nuiueBoaa). I[lpy HeoOX0AMMOCTH, NAalMEHTaM C BbIPAKEHHBIM
[0/IaBJieHHEM MMMYHHOM (YHKIMH JiedeHHe MOXHO MpOJ0JDKaTh B TeyeHue Oolee
JUINTETBHOTO BPEMEHH.

Jnst  npodunaktuky  peumanBoB  opodapuHreaabHoro  kauauaosa y  BHY-

MH(PULMPOBAHHBIX MALIMEHTOB C BHICOKUM PUCKOM PELUAMBOB IpernapaT MPpUMEHSIOT I10
100-200 mr B cytku mau 200 Mr 3 paza B HE/I€H0 B TEYEHUE HEONPEIEIEHHOrO Mepruojia

BPEMEHH Y NAUUEHTOB ¢ XPOHUYECKU ITOHUKEHHBIM UIMMYHHUTETOM.

Jl1a 1mpeJloTBpallleHus PEUMJIMBOB KaH/AMJ103a THIIEBO/IA y BI/ILI-HH(bl/ILll/lpOBaHHbIX

MalMeHTOB C BEICOKMM PUCKOM pelIMBOB npenapar npuMeHstoT no 100-200 mr B cyTku
uin 200 Mr 3 paza B HEJIeJ IO B TEUEHHWE HEOTPEIEIEHHOT O MEPHUO/ia BpEMEHH Y NALMEHTOB
C XPOHUUYECKH MOHMWKEHHBIM UMMYHHUTETOM.

IIpy ocTpoM BarmHaJbHOM KaHJMA03€, KaHIWJI03HOM OajaHUTe rnpenapar npuMeHs 0T

OJIHOKpATHO BHYTph B A03e 150 mr. JIns cHMKeHUs 4acTOThI PELIMAMBOB BarMHaJIbHOIO
KaH/IM/103a MpenapaT MOXHO MPUMEHSTh B j103¢ 150 Mr yepe3 KaxKable TPH JIHA — BCETO
3 03wl (B 1-i1, 4-i1 1 7-i1 aeHb), 3aTeM nojyiepxuBatoas 1o3a 150 Mr oiuH pa3 B HEJEIO.

[Toiiep>KUBAIOILLYIO 103y MOXKHO MPUMEHS T BIUIOTH 10 6 MecsLEB.

Jlevenue oepmamomuxozos

[Ipy uHGEeKUMsIX KOXKHU, BKJIKOYas JiepMaTodUTUIO CTOIL, JiepMaTOMHUTHIO TYJIOBMIIA,

INaxoBYIO }ICDMaTOd)HTl/I}O U 1NpUd KaHAWJAO3HBIX l/lHd)eKlll/IﬂX, peKOMEHAYyEeMas /103a

cocrapiser 150 mMr oauH pa3 B Hexemo uav 50 Mr oaMH pa3 B JAeHb. JnurenbHOCTH
Teparnuu 00BIYHO cOCTaBIIseT 2-4 Helelu, MPH MUKO3aX CTOI MOXKET NoTpedoBaThes Ooslee
JUIMTENbHAs Tepanus 10 6 HeJlelb.

[lpu pa3HouBeTHOM JsMliae pekomenayemas ao3a coctasiser 300-400 mr oauH pas B

HeJleno B TeyeHue 1-3 Helenb. AJTbTepHaTUBHON CXEMOM JIeueHus BsIETCs IPUMEHEHUE

npenapara no 50 Mr ouH pas B A€Hb B TeueHUe 2-4 Heaelb.
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4. Ilpu oHuxoMuKo3e pekoMeHayemas Jo3a cocraiaser 150 mMr oaun pa3s B Hezpemo. Jleuenue

cilellyer  NpoJO/DKaTh — JI0  3aMelleHMs  MHQUUMPOBAHHOrO  HOITS  (BbIpacTaHus
HeuH(}uUUMpPOBaHHOTO HOITsA). [l MOBTOPHOro pocTa HOrTel Ha MajblaX pyK U CTOIM OOBIYHO
Tpedyercst 3-6 Mec U 6-12 mMec cooTBeTcTBEHHO. OJHAKO CKOPOCTH POCTa MOXKET BapbUpOBATh B
LIMPOKUX Mpeaesax y pa3HbIX JIIOJIEH, a TaKkKe B 3aBUCMMOCTH OT Bo3pacta. [locne ycnemnoro
JIeYEHUs JUTMTENILHO COXPaHSBLIMXCS XPOHUYECKUX MH(pEKLMi nHoraa HabnroAaeTces H3MEHEHHUe
(hopMbl HOTTEH.

5. Jis npoduJIaKTUKM  KaHAMJ03a V  NALMEHTOB €O 3JIOKAYECTBEHHBIMM  ONYXOJISIMHU

pekomeHyemasi 103a npenapara J{upmokan® cocrasnser 200-400 Mr oauH paz B CYTKM B
3aBUCUMOCTH OT CTENEHM pUCKA pa3BUTHs rpuOKOBOW HMHGpeKuuH. {1 naumeHToB ¢ BHICOKUM
PHUCKOM  reHepaju30BaHHOM HWH(EKIMU, Harpumep, C BBIPAKEHHOW WM  JUIUTEIbHO
COXpaHsIOUIEHCss HEUTPONeHHeH, peKkomeHyeMas a03a cocrapiser 400 Mr oauH pa3 B CyTKH.
Judokan® NpUMEHSIOT 32 HECKOJIBKO JIHEH JI0 0XKU/IAaEMOT0 pa3sBUTHs HEUTPOINIEHUH M, TOCIIe

3

yBeJMYeHus uncna Heiitpodpuiios 6osee 1000 B MM°, leueHHe NpoaoKaIOT ele 7 AHeH.

[IpuMeHeHue v aereit

Kak u npu cxoHbIX MHPEKLMAX Y B3POCIBIX, AJTUTEIBHOCTD JEYEHHUS 3aBUCUT OT KJIIMHUYECKOTO
M MuKojorndeckoro sdpdekra. Jlng nerei cyrounas ao3a mpenapata He JOJDKHA IMPEBBILIATDH
TAaKOBYIO /U1 B3pOC/bIX. JIudirokan® npuUMeHSIIOT e5KeIHEBHO O/IMH Pa3 B CYTKH.

® cocraBisier

ITpu kaHaM103€ CIM3UCTBIX 000JI04eK peKoMeHayemast J1o3a npenapata Jludokan
3 mr/kr/cyT. B nepBblii ieHb ¢ 11eJbI0 00Jiee OBICTPOro AOCTHKEHHUsI PABHOBECHOM KOHLEHTPALIMK
MOYKHO MPUMEHSTh YAAPHYIO 103y 6 MI/KI/CYT.

JInst neyeHUs MHBA3MBHOIO KaH/M/03a M KPUIITOKOKKOBOIO MEHMHIUTA pEeKOMEHjyeMas 103a
cocTaBJsieT 6-12 MI/KI/cyT B 3aBUCMMOCTH OT TSDKECTH 3a00JIeBaHUSL.

Jlng nojaBiaeHus peuuavBa  KPUITOKOKKOBOrO MeHWHrura y jered OonbHbiX CITMlom
pekoMeH10BaHHast 103a npenapara J{upmokan® cocrapisier 6 Mr/Kr/cyT.

Jlns npodunakTuky rpuOKoBbIX MHGEKLMI y 1eTei ¢ noJaBIeHHBIM UMMYHHUTETOM, Y KOTOPBIX
pUCK pa3BUTHUS MHGPEKUMM CBsS3aH C HEWTpONeHWel, pa3BUBalOlEHCs B  pe3yJbraTe
LIUTOTOKCUYECKOW XUMMOTEparuu WM Jyu4eBOM Teparnuu, Npenapar IMpPUMEHSIOT Mo 3-
12 Mr/Kr/cyT B 3aBUCMMOCTH OT BBIPQXKEHHOCTH W JUTUTEILHOCTH COXPAHEHUS] WH/1y L IUPOBAHHOMN

HeﬁTpOﬂCHl/lI/l (CM. A03Y JIA B3pOCJIbIX, J1JIA JIETeH C MOYeYHOW HEJOCTATOUYHOCTBIO - CM. A03Yy AJisd

MAlMEHTOB C MOYEYHOM HeﬂOCTaTO‘IHOCTb}O).
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[IpuMeHeHue V TTOKMIBIX JIFOAEH

[Ipu OTCYTCTBUM MPU3HAKOB MOYEUHOl HepocTatouHocTH Jinpmokan® npuMeHsIOT B 06bIYHOlM
nose. Ilaupenram ¢ noyeyHoi HEAOCTATOYHOCTHIO (KJIMpeHC KpeaTuHMHa <50 MJI/MUH) 103y

npernapara KOppeKTUPYIOT, KaK OMUCaHO HUXKE.

IIpyuMeHeHMe Y MalMEeHTOB ¢ MOYEYHOM HEAOCTATOYHOCTHIO

IIpy osHOKpaTHOM npueMe M3MEeHeHMs 103bl He Tpedyercsi. Y NalMeHTOB (BKIIOYas JeTei) ¢
HapyuieHHeM (QYHKUMM T[0YeK TpM MHOIOKpaTHOM TMPUMEHEHMM [Mperapata CleayeT
NEepBOHAYaIbHO BBECTH yAapHyro a03y oT 50 mr po 400 mr, nocie 4ero CyTOYHYIO 103y (B

3aBUCUMOCTH OT l'lOKa3aHl/l$l) YCTaHaBJIMBAKOT COINIaCHO CJ'leLly}Ol.IlCﬁ Ta6mdue:

Knupenc kpeatuHuHa (MJ1/MUH) [IpoueHT pekoMeHayeMo# 103bl1

> 50 100 %

<50 (6e3 nuanuza) 50 %

['emouanus 100 % nociie kaxx10ro remoauanusa

[TatmenTsl, HaxoasIIKMeCss HA reMoauanu3e, A0KHBL nosydath 100 % pekomeHyeMoi 103bl
nocjie Kax/Joro ceaHca auanuza. B JaeHb, korja auanus He NMpOBOJAUTCS, MALMEHTHI JOJDKHBI
MOJy4aTh YMEHBIIEHHYIO (B 3aBUCUMOCTH OT KJIMPEHCa KpeaTHHUHA) J103y Npernapara.

V nereit ¢ HapymeHMeM (GYHKUMHM MOYEK CYTOUYHYIO /103y Mpernapata clie/lyeT YMEHbIIUTh B TOM
Ke NpPOMNOPLUOHATBLHON 3aBUCUMOCTH, YTO M y B3pPOCIBIX), B COOTBETCTBUU CO CTEMEHbIO

BBIPAXKCHHOCTH MOYEYHOM HEJIOCTATOUYHOCTH.

IToGounoe eiicTBHE

PesroMe npoduis 6€30macHoOCTH

Coobuianock 0 ciryyasix JeKapcTBEHHOM peak|u ¢ 303UHOPUIINEH U CUCTEMHBIMU CUMIITOMaMH
(DRESS- cunapom) B cBsizu ¢ neyeHueM ¢uiykoHazosom (cM. pasaen «Ocobble yKazaHusy).
Kputepun ouieHkH 4acToThl: oueHb yacThie > 10 %; yacteie > 1 % u < 10 %; Heuactbie > 0,1 % u
<1 %; peakue > 0,01 % u < 0,1 %; ouenn peakue < 0,01 %, yacTora HEM3BECTHA — HEBO3MOXKHO
OMpEeJEIUTh Ha OCHOBE UMEIOLMXCSI JIaHHBIX.

IlepenocumocTb npenapara 0ObIYHO OUEHb XOPOLLas.

B KJIMHMYECKMX M MOCTMApKETHUHIOBBIX (*) uccieqoBanusx npenapata Judmokan®

oTMeuau
cieayrole noOoUHbIe peaKium:
Co cmoponbl HepsHOU cucmembl: yacmvle - TOJNOBHas 00Jb; Heyacmvle - TOJOBOKPYKeHHE™,

Cyloporu*, u3MeHeHHe BKyca*, rnapectesus, 0eCCOHHHUIIA, COHIMBOCTD; peOKuUe - TPEMOP.
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Co cmoponvl nuwjesapumenvHol cucmembvl. yacmule - 00Jb B XUBOTE, 1Mapes, TOLHOTA, pBOTa™;
Heyacmole - MeTEOPU3M, JUCTENcHUs™®, CyXoCTh CIM3UCTOM 000JI0UKH MOJIOCTH pTa, 3a1op.

Co cmoponbr 2enamobuiuapHoli cucmemsl: 4acmule - MOBBILIEHUE ChIBOPOTOYHONW aKTMBHOCTH
amuHoTpaHcdepas (ananuHamunorpancdepassl (AJIT) u acnapratamunorpancdepassl (ACT)),
EeNOYHOM  ocdarasbl; Heyacmvle - XONeCTa3, JKENTyXa*, TMOBbIIIEHUE KOHLEHTpaLUH
OunupybuHa; peokue - renaToTOKCMYHOCTb, B HEKOTOPBIX CJydasX C JIETAJIbHBIM HCXOJ0M,
HapylieHue (GpyHKUMU MevyeHu™, renaTut®, renaToue/UIoJIIpHBIA HEKPO3*, renaToue/untosipHoe
MOBPEKACHHUE.

Co cmoponbl KOJUCHbIX NOKPOBOG: 4acmbvle - Cblllb; Heuacmvie - KOXKHBIA 3yJ1, KpalMBHHULA,
MOBBILIEHHOE MOTOOT/EIEHHE, JIEKAPCTBEHHAS ChIMb (BKJIKOYAs CTOMKYIO JIEKAPCTBEHHYIO ChIIb);
peokue - sKkchonMaTUBHBIE TMOpakeHUs Koxu™*, Bkiovas cuHiapoMm CrtueHca-J[koHcoHa u
TOKCHYECKMI 3MUAEepPMasIbHbIA  HEKPOJIM3, OCTPbI reHepalu30BaHHbIH SK3aHTEMaTO3HbIN
MmycTyJie3, OTeK JMLA, aloneuus™®; yacmoma neuzéecmua - 1€KapCTBEHHAs ChIb € 503UHOPUIHEH
1 cucteMHoi cumntoMatukoi (DRESS-cunapom).

Co cmoponvl opeanos Kposemeopenus u iumgpamuyeckol cucmemol™: peokue - NeHKONEHU,
BKJIOYAsi HEUTPOIIEHHUIO U arpaHyJIOLUTO3, TPOMOOLIMTONEHHUS], AaHEMHUSI.

Co cmoponvt ummynnou cucmemst *: anaunakcus (BKIIOYasi aHFTMOHEBPOTUYECKUIA OTeK).

Co cmoponel cepoeuno-cocyoucmoii cucmemuvl*: peokue - yenuuenue uurepaia QT na DKIT,
apUTMUS KeJTyJ04KOBas TaXMCUCTOJIMUeckasl TUIa «nupyst» (torsade de pointes) (cMm. pazaen
«Ocobble yKkazaHus»).

Co cmoponvt obmena eewjecmg®: peoxkue - TOBBILIEHHE KOHUEGHTPALMM XOJECTEpUHA U
TPUTJMLEPHU/IOB B TUIa3Me KPOBH, MMITOKATUEMHUSI.

Co cmoponvl onopHo-06uecamenioH020 annapama: Hevacmole - MUAITUsL.

IIpouue: neuacmoie - cnabocThb, aCTEHUS, MOBLILIEHHAs YyTOMJISIEMOCTb, JIMXOpa/IKa, BEPTUTO.

YV HEKOTOPBIX MALIUEHTOB, 0COOEHHO ¢ cepbe3HbIMU 3abonieBaHusIMH, TakMU Kak CITU/J] unwm pak,
npu JeveHun npenaparoM J{upokan® W CXOAHBIMHM Npernapatamu HaGJIOAAIMCh U3MEHEHHUs
nokasaresieii KpoBH, (YHKLUMH Moyek M nedeHu (cM. paszzen «OcoOble yKazaHHs»), OJHAKO

KJIMHAYECKOE 3HAYEHUE STUX U3MEHEHUH U UX CBS3b C JICUEHUEM HE YCTaAHOBJICHBI.

IlepenosupoBka

Hmerores coobuienus o nepe1o3upoBke (urykoHas3os1a, 1 B OTHOM cilyyae y 42-71eTHEro naiueHTa,
MHQULIMPOBAHHOTO BUPYCOM MMMYHoJe(puULMTA yenoBeka, nocie npuema 8200 mr mpenapara
NOSABUIIMCH MAJUIFOUMHALMHK Y NTapaHOM1aJIbHOE NoBeieHHe. [TauueHT Obl1 roCIMTaIn3upOBaH; ero

COCTOSIHME HOPMAJIM30BaJloCh B TeueHue 48 yacos.
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B ciyuae nepe103upoBKH afieKBaTHbIN G eKT MOKET AaTh CUMIITOMATUUYECKOE JIEYEHHE (B TOM
4ucIie MOJIICPIKUBAIOLIME MEPBI U IPOMbIBAHUE HKETY/1Ka).

@D1yKOHAa30J1 BBIBOJIUTCS B OCHOBHOM 4epe3 MOYKH, 03TOMY (POPCHUPOBaHHBIH AMYpe3, BEPOSTHO,
MOKET YCKOpUTH BbiBelleHHe mpenapata. CeaHc remMojauanusa JJIMTENBHOCTBIO 3 4 CHMXKAET

KOHLIEHTpaLMio (JIyKOHa30/1a B Mj1a3Me KpoBH npumMepHo Ha 50 %.

B3anmojeiicTBHe ¢ IPYrHMH JIeKaPCTBEHHBIMH NpenapaTaMmu

OjHOKpaTHOE WM MHOrOKpaTHOE MpuMeHeHHe ¢uiykoHa3oaa B o3¢ 50 Mr He BAMAET Ha
metaboM3M peHazoHa (AHTUITUPHUHA) NIPU UX OJJHOBPEMEHHOM ITPUMEHEHHH.

Oonoepemennoe  npumeHnenue  (haykonazona  co  CAeOYOUWUMU  Rpenapamamu
npPOMUBONOKA3AHO:

[lu3zanpwji: 1npu  OJHOBPEMEHHOM IpPUMEHEHUHM (UIyKOHA3071a M LM3alpua BO3MOXKHBI
HeXeJlaTe/IbHbIe peaKMKi CO CTOPOHBI CEp/ILIa, B T.4. aPUTMHUSI JKETY A0YKOBAsl TAXMCUCTOIMYECKas!
tuna «nupy>m» (torsade de pointes). [Ipumenenue ¢uykonaszona B go3ze 200 mr | pa3 B CyTKH U
umzanpua B j103e 20 mMr 4 pasa B CyTKHM MPUBOJAUT K BBIPAXKEHHOMY YBEJIIMYEHHIO MIA3MEHHBIX
KOHLEHTpaluii uu3anpuia 1 ysenandenuto uareppaia QT na DKI'. OnHoBpeMeHHOE NpUMEHEHHE
uu3anpuia v GuyKoHasosa npoTUBONOKA3aHo.

Tepdenajuu: npu OJAHOBPEMEHHOM MPUMEHEHUHM a30JIbHBIX MPOTUBOIPUOKOBBIX CPEACTB M
TepeHaiMHa BO3MOXHO BO3HMKHOBEHHME CEpPbE3HBIX ApUTMHUH B pe3ylibTaTe YBEJIMYEHHUs
unrepsaia QT. [lpu npumenenun ¢uykonazona B 103e 200 mr/cyt yBeanuenust untepsana QT He
YCTaHOBJICHO, OJIHAKO, MpuMeHeHue uykoHazona B ao3ax 400 Mr/cyT M BbIlIE€ BbI3BIBACT
3HAUMTEJbHOE YBEJIMUYEHHE KOHLEHTpauuu TeppeHaauHa B IuiazmMe KpoBH. OIHOBpeMEHHOE
npumeHenue GuykoHazona B g03ax 400 mr/cyT u 6onee ¢ TepdeHaIMHOM MTPOTUBOIIOKA3AHO (CM.
paznen «IIporuBonoka3zanus»). Jleuenue daykonazonom B 1o3ax meHee 400 Mr/cyT B coyeTaHUn
¢ TepdeHaJMHOM CJIeyeT MPOBOAUTH MO/1 TILATEILHBIM KOHTPOJIEM.

ACTeMH30J1: OJHOBpEMEHHOE TMpUMeHeHHe (ykoHa3zojla € acTeMHU30JIOM WM JIPYTMMHU
npenapatamMu, MeTa0OJM3M KOTOPBIX OCYLIECTBIsieTCs cUcTeMoi uuroxpoma P450, moxer
COIMPOBOXK/IAThCSl TOBBILIEHUEM CHIBOPOTOYHBIX KOHLEHTpaUMidi 3TUX cpejacTB. lloBbleHHbIE
KOHLEHTPALMK acCTEeMHU30/1a B IJ1a3Me KPOBH MOTYT NMPUBOAMUTH K y/UIMHEHUIO uHTepBana QT u B
HEKOTOPBIX CIy4asiX K pa3BUTHIO apUTMHUU XKeJlyJOUKOBOW TAXUCHCTOJIMYECKOMN THIA KITUPYIT»
(torsade de pointes). OagHOBpeMEeHHOE MpPUMEHEHHE acTeMusosia W (UIyKOHa3o/a
MPOTUBOIIOKA3aHO.

[1uMO3M/1: HECMOTPSI HA TO, YTO HE MPOBOJUIIOCH COOTBETCTBYIOLIMX MCCIIEA0BAHUM in Vifro Uian
in vivo, 0JIHOBpEeMEHHOE NpuMeHeHHe (GIIyKoHa301a U MMMO31/1a MOKET MPUBOJUTE K YTHETEHHUIO

MeTabon3ma numosuga. B cporo o4epe/ib MOBBILICHUE TJIA3MEHHBIX KOH[[CHTpa[II/lﬁ MUMO3u/J1a
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MOXET NPUBOJAUTE K YJIMHEHUIO UHTepBaia QT u B HEKOTOPBIX CllyyasX K pa3sBUTUIO apUTMUH
JKeJIyJOYKOBOM TaXMCHCTOJIMUECKOM Tuna «nupya>T» (torsade de pointes). OpHoBpemeHHOE
NpUMEHeHUe MUMOo3K/Ja U (PIyKOHAa301a MPOTUBONOKA3aHO.

XUHW/IMH: HECMOTPSI Ha TO, YTO HE MPOBO/IUIOCH COOTBETCTBYIOLUMX MCCIIEA0BAHUM in Vilro uiu
in vivo, OJIHOBpeMEHHOE NpuMeHeHue (IyKOHa30Jla U XMHMAMHA MOXET TaKXKe NPUBOAMTHL K
yrHeTeHUIO MeTaboin3Ma XuHuauHa. [IpuMeHene XMHUAMHA CBA3aHO C yUIMHEHUEM MHTEpBaa
QT ¥ B HEKOTOPBIX CIy4asX C Pa3sBUTHEM APUTMUHU JKEJYJ0YKOBOM TaXUCHCTOJIMUYCCKOW THUMA
«nupyst» (torsade de pointes). OnHOBpeMeHHOE TNpPUMEHEHHE XMHUAMHA W (uykoHasona
MPOTHUBONOKA3aHO.

DpUTPOMHULIMH: OJIHOBPEMEHHOE NpUMEHEeHHe (PIyKOHa30/1a U SPUTPOMULMHA TOTEHLMAIBHO
MPUBOJIMT K TMOBBILIEHHOMY PHCKY Pa3BMTHs KapAMOTOKCHUHOCTH (yiMHeHue uHtepsana QT,
torsade de pointes) u, BClIEACTBHE 3TOro, BHE3aNHOW cepieyHoi cmepTu. OJHOBpEMEHHOE
npumeHeHue (GyKoHa3oa U SpUTPOMULIMHA POTUBONOKA3aHO.

Cneoyem coonwoamo 0CMOPONCHOCHb WU U30e2amb O0OHOBPEMEHHO20 NPUMEHEHUA C
¢ykonaszonom:

Amuojapon: IlpumeHeHre aMuoOAapoHa acCcOLMMPOBANOCH ¢ yuiMHeHWeM uHTepBana QT.
Crnenyer coOmoaaTh OCTOPOXKHOCTH TPU  OJHOBPEMEHHOM MpUMEHEeHMM (lyKoHa3zona H
amMM0/IapoHa, B 0COOEHHOCTH NPU NMpUeMe BbICOKOH 103kl GutykoHazosa (800 mr).
JleMOOpeKCcaHT: OJJHOBPEMEHHOE NpUMeHeHHue (UIyKOHA30j1a NPUBOAUT K yBEJIUYEHHIO Crax U
AUC nembopekcanTa npumepHo B 1,6 1 4,2 paza COOTBETCTBEHHO, YTO, KaK 0XKH/1a€TCs, IPUBEAET
K YBEJIMYEHUIO pUcKa MOOOYHBIX peaklWi, TakuX Kkak coHuuBocTh. Crieayer wusderatsb
OJTHOBPEMEHHOTO NpUMeHeHus! (P1yKOHa30J1a U JIeMOOpEeKCaHTa.

Cneoyem cob0oams  0CMOPONCHOCHMb U, B03MONCHO, KOPPEKMUPOGAMb 003bl NpuU
00HOBPEMEHHOM RPUMEHEHUU CNeOYIOU{UX NPenapamos u (hiykonasona:

Hpenapambl, siudArouue Ha d),’ZVKOHGSO.'l.'

["'upoxjaopoTHasu: MHOT'OKpPATHOE€ TNPHUMEHECHUE TUAPOXJIOpOTHA3uda OAHOBPEMEHHO C

¢J1yKOHA30/10M MPUBOJUT K YBEJINYSHUIO KOHLIEHTpaLMK (JryKoHa3o1a B m1a3me kpoBH Ha 40 %.
D¢ddekr TakoW CcTENEeHW BBIPAKEHHOCTH He TpedyeT M3MEHEHUs pexuma J103UpOBaHMs
¢yKoHa30/1a y NallMeHTOB, MOJYYaOLIUX OJJHOBPEMEHHO INYPETUKH, OJJHAKO Bpauy CJIeIyeT 3TO
YUHUTHIBATH.

Pudamnuumu: oJHOBpeMEHHOE NpuUMeHeHHe QuyKoHazolla M pudamIuUMHA TNPUBOAMT K
camkennto AUC Ha 25 % M JUIMTeNbHOCTH Nepuoja nosysbiBeeHus (iykonaszona Ha 20 %. Y
MaluMeHTOB, OJHOBPEMEHHO  MNPUHUMAKOIIMX  pU(pAMIMULMH, HEOOXOAMMO  YYHTHIBAThH

1enecooOpa3HOCTh yBeIHUUeHHs! 10361 ulyKOHa301a.
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IIpenapamol, Ha Komopule elusem d)/lVKOHaf)’O/l.'

DnykoHa30J1 SBISETCS YMEpeHHbIM UHrMOUTOpoM u3opepmentoB 2C9 u 3A4 nuroxpoma P450
(CYP). ®nykonazon takke siBisercs uHrudoutopom usopepmenta CYP2CI9. Kpome Toro,
MOMMMO MepeyuCIeHHBIX aanee 3(pdeKToB, CylIECTBYET PUCK MOBBILIEHUS B IUIa3ME€ KPOBH
KOHUEHTpPAaUMKU W JAPYIHX JIEKAPCTBEHHBIX CPEJICTB, MeTaboIM3UpyeMbIX H30(epMeHTaMu
CYP2C9, CYP2C19 u CYP3A4 npu ogHOBpEeMEHHOM NPUMEHEHUH ¢ (ulyKOHa30J0M. B cBs3u ¢
9TUM, CJIe[yeT cOoOJII0/IaTh OCTOPOXKHOCTH MPU OJJHOBPEMEHHOM IMPUMEHEHHUU TMEPevUCIIEHHBIX
npenapaTos, a Npyu HEOOXOAMMOCTH MOA0OHBIX KOMOMHALMIA NALIMEHTHI 10JKHBI HAXOUThCS MO/
TIIATE/IbHBIM MEAMLIMHCKUM HaOmoieHueM. Clie/lyeT yuuThIBaTh, YTO MHrUOUpyromuii sgdekr
¢ykoHa3o1a coxpaHsieTcsl B TeueHue 4-5 qHel nocje 0OTMEHBI MpenapaTa B CB3M C JUIMTE/IbHbIM
MEepPUO/IOM MOJTyBbIBE/ICHHSL.

AbGpountunu®: ¢aykonazon (unruoburop CYP2C19, 2C9, 3A4) yBenuuuBan 5KCMO3ULIMIO
aKTUBHOro BeulectBa abpouutuHubOa Ha 155%. Ilpu OaHOBpEMEHHOM TPUMEHEHMM C
(I1yKoHa30710M CKOppEeKTUpYHTe 103y abpouuTHHUOA B COOTBETCTBUM C HHCTPYKLMEH 110
NPUMEHEHUIO a0pOLUUMTUHUOA.

AndeHraHu]1: OTMeYaeTcs yMEHbLIEHHWE KIMpeHca M o0bema pacrnpejeseHus, yBeIHYeHUe
nepuoja IoJyBbIBeAeHUS andeHTaHuna. Bo3MOXHO, 5TO CBA3aHO C WHIUOMpOBaHHEM
uzodepmenta CYP3A4 pnykonazonom. Moxer norpeboBaTbcs KOppeKLUst 1036l ajieHTaHua.

AMUTPUNTUIMH, HOPTPUNTWIMH: YyBenaudeHue s¢dekra. KoHueHTpauuio S-HOpTpUNTHIMHA

W/UAM  S-aMUTPUNTHIIMHA MOXHO M3MEPUTh B Hayaie KOMOMHUPOBAHHOW Tepanmuu C
(GyKoHa30J0M U yepe3 HeAelto nocie Havyana. [Ipy HeoOXoAUMOCTH clielyeT KOppeKTHPOBATh

7103y aMUTPUIITHIMHA/HOPTPUIITHIIMHA.

Amdorepuunn B: B ucciieoBaHMsIX HAa MbIlIax (B TOM 4Hcle, ¢ MMMYHOCyNpecchei) Obuin
OTMEUEHBI ClIe/IyIOL1e pe3yIbTaThl: HeOOIBIIONW aJ/IMTUBHBIN NPOTUBOIPUOKOBBII dddekT rnpu
cucteMHOl  uHGpekunu, Bb3BaHHOW C. albicans, OTCYTCTBME B3aMMOJCWUCTBUS  NpU
BHyTpHuepenHoii uHpekumu, Bbi3BaHHOW Crypfococcus neoformans W aHTaroHU3M MpU
cUcTeMHON MH(EKLMH, BbI3BAHHOM A. fumigatus. KiuHuueckoe 3HaYeHHEe JIaHHBIX pe3yJIbTaToB
He SICHO.

AHTUKOAryJISHTBI: KaK W Jpyrde TMpOTUBOIPUOKOBBIE cpeicTBa (NPOM3BOJAHBIE a30Ia),

(biyKkoHa30I1, MpU OJHOBPEMEHHOM MPUMEHEHUH ¢ BapapuHOM, MOBBIIIAET MPOTPOMOUHOBOE
Bpems (Ha 12 %), B CBA3M € 4eM, BOBMOXKHO pa3BUTHE KPOBOTEUEHHI (reMaTOMBbI, KPOBOTEUEHHSI
M3 HOCA M XKEJyJOYHO-KHUILIEYHOrO TPaKTa, reMarypus, mesieHa). Y MalMeHTOB, MOJyYarolmmux
AHTUKOAryJISHTBl KYMapWHOBOTO M HWHJAHAMOHOBOTO psijia M (hJykoHa3oJsl, HEOOXOAMMO

MOCTOSIHHO KOHTPOJIMPOBATh MPOTPOMOMHOBOE BpeMsi B MEPHUOJ TEparnuud U B TeueHHe 8§ aHel
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10cJie OJIHOBPEMEHHOIO npuMeHeHus. Takke clielyeT OLEHUTh LeJeco00pa3sHOCTh KOPPEKLIMH
JI03bl JAaHHBIX aHTUKOArYJISIHTOB.

A3WTPOMMIIMH: TIPU OJJHOBPEMEHHOM NMPUMEHEHHUH BHYTPb (JIyKOHA30Ja B OJHOKPATHOM /103¢
800 Mr ¢ a3UTPOMHUIIMHOM B OJiHOKpaTHOM /03¢ 1200 Mr BeipaskeHHOro (hapMaKOKMHETUYECKOTO
B3aMMO/ICHCTBUS MEX/y 000MMHU MpenapaTtaMu He YCTaHOBJIEHO.

Bensoamasenunbl (KOPOTKOrO JIEHCTBUs): T0Ciie fpUeMa BHYTPb MMJazojama, (uykoHasosn

CYILECTBEHHO YBEJIMYMBACT KOHLIEHTPALMIO MU/1a30/laMa U TICMXOMOTOPHbIE PPEKThI, NpUYeM
9TO BAMsiHUe GoJiee BbIpakeHo nocie rnpuema ¢yKoHa3oJla BHYTPb, YEM IPH €ro NPUMEHECHUH
BHYTpUBEHHO. [IpH HEOOXOAMMOCTH COMYTCTBYIOLIEH Tepanuu OeH30/1Ma3eNMHaMK TalHEHTOB,
NPUHUMAIOIIMX  (IyKOHA30/, ClieyeT HaOMoJaTh € LEJIbI0 OLEHKHM 1e1eco0Opa3sHOCTH
COOTBETCTBYIOIET0 CHHXKEHUS 103bl OEH30/1Ma3ennHa.

[Ipu 0/IHOBpEMEHHOM MPUMEHEHHH OJHOKPATHO# /103l TpUaszosiaMa, (yKoHa30/1 yBeInunuBaeT
AUC Tpuazonama npubausuresnbHo Ha 50 %, Crax — Ha 20-32 % W nepuos nosyBbIBEICHUS Ha
25-50 % Gnarojapsi yrHeTeHu0 Metabosin3ma Tpuaszosnama. MoxeT MoHaJoOUThCS KOppPEKLUs
JI03bI TpHUA30JIaMa.

Kapbamasenus: ¢iyKkoHa3o yruetaetT MeTaboJin3M kapbaMasernuHa U MoBbIIAET CbIBOPOTOUHYIO

KOHLIeHTpauuio kapbamaszenuna Ha 30 %. HeoOxoaumo yunuThIBaTh PUCK PasBUTH TOKCHYHOCTH
kapbamasenuna. ClieqyeT OLEHUTb HEOOXOAMMOCTb KOpPPeKLUMM [03bl KapbamasenuHa B
3aBUCHMMOCTH OT KOHLIeHTpaluu/spdexra.

biokaTtopbl «MeJUIEHHBIX» KaJbLIMEeBbIX KAHAIOB: HEKOTOPbIC AaHTArOHUCTHI KaJIBIIUEBBIX KaHAJIOB

(HueaunuH, WCpaJMNUH, aMJIOJAMIMH, Bepanamuil | (eloJUNUH) MeTabOIM3HPYIOTCS
nzopepmenrom CYP3A4. ®dnykoHa3osl yBEIMYMBAET CUCTEMHYIO SKCIO3MIMIO aHTarOHWCTOB
KaJIbIUEBBIX KaHAJIOB. PeKOMEH10BaH KOHTPOJIb pa3BUTHs TOOOYHBIX 3 deKToB.

HeBupanuH: coBMecTHbII npueM (uiykoHa3osa U HeBUpAIMHA YBEIMYUBAET NPUOIM3UTENILHO Ha
100% 5KCro3uLMI0 HEBUpANMHA MO CPABHEHUIO C KOHTPOJIBHBIMHM JIAHHBIMHM 110 OT/AEJbHOMY
NpUMEHEHUI0 HeBUpanuHa. M3-3a pucka TMOBBIIIEHHOTO BBIAEJIECHUS HEBUpPANMHA IIPH
COMYTCTBYIOIEM TNPUMEHEHWH JIEKAPCTBEHHBIX MpenapaToB  HEOOXOJAMMBI  HEKOTOpbIE
NPeIOCTOPOIKHOCTHU U TLIATEIbHOE HAabI0/IeHHE 3a MalMEHTaMU.

[{UKJI0CHOPHH: Y MALMEHTOB C TPAHCIIIAHTUPOBAHHOM MOYKOM, MpUMEHEHHe (ITyKOHA301a B 103€
200 Mr/cyT NpMBOAMT K MEJICHHOMY TMOBBILIEHUIO KOHLEHTpAaLMK LUKIocnopuHa. OjHako, npu
MHOTOKpPAaTHOM NpUMeHeHUH QuykoHa3ona B ao3e 100 mMr/cyT W3MeHEHMs KOHLEHTpalWH
LMKJIOCMIOPUHA Y PELMIIMEHTOB KOCTHOro Mo3ra He HaOmojanock. Ilpu oaHOBpeMeHHOM
NpUMEeHeHUN (IIyKOHA307a U LMKJIOCIIOPUHA PEKOMEHAYETCS KOHTPOJIMPOBATH KOHLIEHTPALMUIO

LHUKJIOCIIOpUHA B KPOBH.
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[uknopochamMua: 1npu OAHOBPEMEHHOM NpUMeHeHMM uwMKiIodochamuaa u  daykoHasona

OTMeuaeTcsl yBEJIWYEHHE ChIBOPOTOYHBIX KOHILEHTpalUuii OunupyOuHa W KpeaTuHuHa. JlaHHas
KOMOMHAIMs JIONYyCTMMA C y4Y4eTOM pHCKa YBEJIWYCHUs KOHLEHTpauuii Ounupybuna u
KpeaTHHUHA.

@DenTanwi: umeercs coollieHWe 00 OJHOM JIETaqbHOM MCXOJ€, BO3MOXKHO CBS3aHHOM C
OJIHOBPEMEHHBIM NpUMeHeHHeM (eHTaHuna u Qaykonasona. Ilpeanonaraercs, 4To HapylIEHUs
CBsi3aHbl C MHTOKCcHKauueil (eHTaHuaoM. bbuio mnokasaHo, uTo (IyKOHA30J1 3HAYMTEIBHO
YJUIMHSIET BpeMs BbiBeleHUs (eHTanuna. CnelyeT yYuThIBaTh, YTO MOBBILIEHHE KOHLEHTPALIUK
(eHTaHM1a MOJKET MPUBECTH K YTHETEHHUIO bIXaTeIbHON (DYHKLIMH.

[anodantpun: ¢aykoHa3on MOXKET yBeIMUMBATh KOHLEHTPALMIO ranodaHTpHHA B IJ1a3Me KPOBH
B cB3M C wuHruOupoBanuem wuszopepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHUH
JKEJTy/IOUKOBOM TaXxMCUCTOJIMUYECKON THMa «rupy T» (torsade de pointes) npu 0aHOBpEMEHHOM
NpUMEHEHUH ¢ (PJYKOHA30JI0M, KaK U ¢ APYyrMMU NPOTUBOrPUOKOBBIMU NPENapaTtaMy a3oJ0BOro
psiaa, NoATOMY COBMECTHOE MPUMEHEHHUE UX HE PEKOMEH/LyeTCH.

HUuruduroper  'MI'-KoA-peaykraspl: npud OJHOBPEMEHHOM TpUMEHEHUHM (lyKOHa301a ¢

unruoutopamu ['MI'-KoA-penykraszpl, MetabonuzupyembiMu uzopepmenrom CYP3A4 (takumu
KaK, aTOpBACTATHH M cMMBacTaTuH) Win usopepmenrom CYP2D6 (Ttakumu kak, ¢uiyBacTaTHH
(CHIXKeHKe MeYeHOYHOro MeTaboJIM3Ma CTaTUHOB)), PUCK Pa3BUTHSI MUONIATHH U pabaoOMHOIIM32
yBeJMYHBaeTCs (B 3aBUCUMOCTH OT /103b1). B ciiyyae HE0OX0AMMOCTH OJJHOBPEMEHHOM Tepanuu
yKa3zaHHBIMH TIpernapatamu, ciieayeT Hab/oJaTh MaluUeHTOB C LEJbIO BbISBIECHUS CHUMIITOMOB
muonatui U pabaomuonuza. Heo6Xxo01iMMO KOHTPOJIMPOBATh KOHLEHTPALMIO KPEATUHMHKHUHA3BI.
B ciayyae 3HAQUMTENBHOrO YBEJIMYEHMs] KOHLEHTPALMM KPEATUHMHKMHA3bl WM  €CJH
JIMarHOCTUPYETCSl WM HMEeTCs [0JI03peHHe Ha pa3BUTHE MHOMATUM WM padJoMHONIN3A,
tepanuio uHruouropamu ['MI'-KoA-penykrasbl crieayer npekpatutb. MoryT norpedoBaThbes
6onee Huzkue 11036l MHruoOuTOopoB I'MI-KoA-peaykrasbl, Kak ykazaHO B MHCTPYKLUMH 10
Me/IMLMHCKOMY MTPUMEHEHHIO CTATHHOB.

UopyTunub: ymepenHsie unrudbutopsl uzopepmenta CYP3A4, rtakme kak ¢aykonasou,
YBEJIMYUBAIOT KOHLEHTpaLMIO HOpYyTHHMOA B Mjla3Me M MOTYT IOBBIIATE PUCK TOKCHYHOCTH.
Ecau npumMeHeHUs npenapatoB B KOMOMHALMKM He yjaaeTcs u3dexarb, HEOOXOAUMMO YMEHBIIUTh
203y uOpyTHHUOA, KaK YKa3aHO B MHCTPYKLMH MO MEAMLIMHCKOMY NPUMEHEHUIO HOpyTHHUOA, 1
o0ecneymnThb TIATeIbHOE KIMHUYEeCKOe HaOI0/IeHHE.

Upakadrop (OTAEJBHO WIK B COYETAHUM C MpernaparaMu TOrO K€ TepareBTHYECKOro KJjacca):

O/THOBPEMEHHOE MPUMEHEHHE ¢ WBaKaQTOPOM, MOTEHMATOPOM PEryJsTopa TpaHCMeMOpaHHOM
npoBoauMocTu npu Mykoeucuuaose (CFTR), noBwiano ypoBeHs Bo3/ieHCTBUs MBakadTopa B

3 paza, a ypoBeHb BO3/I€HCTBUS rHpokcumeTmiI-uBakaprTopa (M1) — B 1,9 paza. Heobxoaumo
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CHU3UTH J103y HBakadropa (OTAENBHO WJIM B KOMOMHALMM) KaK yKa3aHO B MHCTPYKLMH 10
MeMLMHCKOMY TIPUMEHEHHIO MBakadTopa (OTAEIbHO UM B KOMOMHALMK).

Jlosapran: yiyKOHa30J1 yraetaet MeTabosn3M Jio3apTaHa 0 ero akTuBHoro merabonura (E-31
74), KoTOpbIii OTBEeYaeT 3a 00JbLIYIO YacTh H(PPEKTOB, CBA3aHHBIX C AHTATOHW3MOM aHIHOTEH3HH-
Il peuenropos. HeoOxoaum perysipHblii KOHTPOJIb apTEPUAIbHOIO JIaBJICHHUS.

Jlypasujion: ymepentsie uHruouropol uzopepmenra CYP3A4, takue xak ¢uykoHaszos, MOTyT
YBEJIMUMBATL KOHLEHTPALMIO Jlypa3suIoHa B IuiasMme. Ecium npumeHeHus npenaparoB B
KOMOMHALMU He yJaeTcs u3dexaTb, He0OX0MMO YMEHBIIUTD /103y JIypa3u/l0Ha, KaK yKa3aHo B
MHCTPYKLIMH 110 MEIULIMHCKOMY MPUMEHEHHIO JTypa3u/IOHa.

MetajioH: (yKOHA30J1 MOXKET YBEJIWYMBATh IJIa3MEHHYIO KOHLEHTpaUuio MeTajoHa. Moxer
MOHA/I00MTHCSI KOPPEKLMS 103bl META/I0HA.

Hecrepounbie nporusosocnanutesnbibie npenaparsl (HIIBIT): Cnax 1 AUC ¢uypOunpodena

yBeanuuBarorces Ha 23 % u 81 %, coorBeTcTBeHHO. AHANOTMYHO Ciax 1 AUC (apmakooruuecku
aKTUBHOrO u3omepa [S-(+)-ubynpoden| nopbimanucs Ha 15 % u 82 %, cOOTBETCTBEHHO NpH
OJIHOBPEMEHHOM MpHMeHeHHH (iryKoHa3oa ¢ paueMuyeckum udynpodenom (400 mr).
[lesiekokeuO: pu 0THOBpEMEHHOM MpuMeHeHUH (aykoHaszosa B 1o3e 200 Mr/cyT U Lesiekokcuba
B 7103¢ 200 Mr Cmax 1 AUC nenexokcuda ypennuuBatotes Ha 68 % u 134 % coorBercTBeHHO. B
JIaHHOM KOMOMHALIMK BO3MOXKHO CHU)KEHHME J103bl LIeJIEKOKCHOa B/IBOE.

HecMoTpsi Ha OTCYTCTBHUE 1Lie/ieHANPaBIEHHBIX UCCIEA0BAHUI (JIyKOHA30] MOXKET YBEJIMYMBATh
cucteMuyto skcnosuimio apyrux  HIIBIL, wmeraGonusupyembix uzodepmenrtom CYP2C9
(HampuMmep, HAMPOKCEH, JIOPHOKCHKAM, MEJIOKCUKaM, JukJIo(peHak). MoxeT NoHago0uThes
koppekuus o361 HIIBIT.

[1pu ognoBpemennom npumenennu HIIBIT u ¢pykoHa301a naiueHTb 10JKHBI HAXOUTHCS 1101
TLIATEIbHBIM MEJMLIMHCKAM HaOJIIOJIEHUEM C LIEJIbIO BBISBJIEHUS U KOHTPOJIS HEKEJATE/IbHBIX
SIBJICHUI W MPOSIBJIEHUS] TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.

Ounanapu®: ymeperHbie MHTUOUTOPBI H30(epmenTa CYP3A4, takue kak (i1yKoHa3011, OBBILIAKOT
KOHLEHTpaluio ojanapuba B 1uazmMe KpoBH. MX oJHOBpeMeHHOE TIpPUMEHEHHE He
pexoMeHioBaHo. Eciin HeBO3MOXHO H30€XaTh OJHOBPEMEHHOIO NPUMEHEHMs, HEOOXOAMMO
COKpaTHUTb 7103y oJanapuba 1o 200 Mr 1Ba pa3a B CyTKH.

HCDODaJ’IbeIe KOHTpALICIITUBLL: IIpU OAHOBPEMEHHOM [IPUMEHCHHUH KOM6I/IHI/IPOBaHHOFO

nepopajibHOrO0 KOHTpalenTuBa ¢ (uykoHa3osoM B a03e¢ 50 Mr CylecTBEHHOrO BJIMSHUS Ha
YpOBEHb TOPMOHOB HE YCTAHOBJIEHO, TOTJa Kak MpU exeJHeBHOM npumeHeHun 200 mr
¢daykonazona AUC sTUHWIACTpaMoa U JieBoHOprecTpena yBenuuuBatoTes Ha 40 % u 24 %
COOTBETCTBEHHO, a mnpu npumeHeHun 300 mr d¢uykoHasona oauH pa3 B Heaemo, AUC

STUHUIIICTPAZAMOIA U HOPITUHJpOHA Bo3pactatoT Ha 24 % u 13 % coorBercTBeHHO. Takum
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00Opa3oM, MHOTOKpaTHOE NpUMeHeHue (pyKOHa30J1a B YKa3aHHBIX /103aX BPs/L JIK MOXKET OKa3aTh
BiusiHUE Ha 2P PeKTUBHOCTE KOMOMHMPOBAHHOTO MEPOPAILHOIO MPOTHBO3a4aTOUYHOIO CPE/ICTBA.
DeHUTOUH: 0JJHOBPEMEHHOE MpUMeHeHHe (UIyKoHa3os1a U ()EHUTOMHA MOKET CONPOBOKIAATHCS
KJIMHUYECKH 3HAYMMBIM TOBBILIEHHEM KOHLEHTpaluuu ¢enutonHa. B ciydae HeobxoaumocTu
OJJTHOBPEMEHHOIO MPUMEHEHUs] 00OMX MNpenapaTtoB CJEAYET KOHTPOJIMPOBATH KOHLEHTPALIUIO
¢eHuTOMHA ¥ COOTBETCTBYIOLIMM 00pa3oM CKOPPEKTHPOBATh €ro 703y ¢ Lejblo obecrieuyeHus
TepaneBTUYECKON KOHLIEHTPALIMHU B ChIBOPOTKE KPOBH.

[IpeiHn30H: MMeeTcst COOOLIEHUE O pa3BUTUU OCTPON HEJOCTATOYHOCTH KOPbI HA/NOYEYHUKOB Yy
MalMeHTa Ioclie TPaHCIJIaHTallMKM TeyeHn Ha (oHe OTMEHBl npuema (ykoHas3oja mocie
TpexMecsiuHOro Kypea tepanuu. IlpeanonoxkurenbHo, mnpekpalieHHe Tepanuu (uyKoHa3oiom
BBI3BAJIO TMOBbIIEHHWEe aKTUBHOCTH u30odpepmeHta CYP3A4, uyto npuBeno K yBeJIUYEHHOMY
MeTab0JIM3MYy MpeIHU30HA.

[TaipeHTI, MoJyyaole KOMOMHUPOBAHHYIO TEPAITUIO MPEJHU30HOM U ()JIyKOHA30JI0M J0JIKHbI
HaXOJIMThCS MO/ TIATEIbHBIM MEMLIMHCKUM HaOJI0IGHUEM TP OTMEHE npuema (iykoHasona ¢
LIEJIbIO OLIEHKH COCTOSIHMS KOPbI HA/INIOYEUHUKOB.

PudabyTiH: olHOBpeMeHHOe MpuUMeHeHHe ¢uiykoHazola M pudadyTHHa MOXKET NPUBECTH K
MOBBILIEHUIO CHIBOPOTOYHBIX KOHLEHTpauuid mnocieaHero g0 80 %. Ilpu oaHoBpeMeHHOM
npumeHenuu QaykoHazona u pudadbyTrHa onvcaHsl ciiyyau yeeura. [lanueHnTos, 0 JHOBpEMEHHO
nostyyaroiux pudadyTiH 1 GayKoHa3ol1, He0OX0AUMO TIIATEIbHO HA0MIOAATS.

CakBunapup: AUC noebiaercs npudbiauzurenbHo Ha 50 %, Cmax — Ha 55 %, kiupeHc
CaKBHHABHpA yMEHbLIAaeTCs MpUOIM3UTENbHO Ha 50 % B CBSA3M ¢ MHTMOMPOBAHMEM MEYEHOYHOIO
merabonu3ma wuzopepmenta CYP3A4 wu  unrubupoBanuem P-rimkonporenna. Moxer
MOHA100MThCsl KOPPEKLIMS 03Bl CAKBMHABHPA.

CHpoMMYC: MOBBIIIEHHE KOHLEHTPALUK CHPOJIMMYca B IJ1a3Me KPOBHU, MPEIIONI0KHUTEIBHO B
CBSI3U ¢ MHrMOMpOBaHMEM MeTaboM3Ma cuposiumyca yepe3 yruetenue uzopepmenta CYP3A4 u
P-rnvkonpotenna. JlaHHas KOMOMHALIMS MOXKET NPUMEHSTHCS ¢ COOTBETCTBYIOLIEH KOppeKLHEH
JI03bl CUPOJIMMYCa B 3aBUCUMOCTH OT 3(pexTa/KoHLeHTpaLuK.

HpenapaTbl CYJ'[I:d)OHI/IJ'lMO‘-ICBI/IHLIZ q)ﬂyKOHaSOI[, [pHu OAHOBPEMEHHOM ITPUMEHEHHHU, ITIPUBOTUT K

YBEJIMYEHUIO TepUOJia TOJIyBbIBEJACHUSI TEpOpalIbHBIX IMPernaparoB CyJlb(OHUIMOUEBHHBI
(xnopriponamuaa, rauOeHKiIamuaa, raunuzuaa v tonadyramuzaa). [laumeHtam ¢ caxapHbIM
JMabeTOM MOYKHO Ha3Ha4aTh COBMECTHOE NpUMeHeHHE (pJTyKOHa30J1a U IepopalibHBIX MPernaparos
CyTb(OHUIMOYEBUHBI, HO IIPU STOM CJIE/1yeT YUYUTBHIBATh BOBMOXKHOCTb PA3BUTHS TMITOTJIMKEMUH,
KpOME TOro, HEOOXOAMM pEeryJisipHblii KOHTPOJb TJIFOKO3bI KPOBH W, NMPH HEOOXOAMMOCTH,

KOppEKUHs J03bl MperiapaToB CyIII:(bOHl/IJ'lMO‘{eBHHLI.
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Takponumyc: oqHOBpeMeHHOE NpUMeHeHHe (IyKOHa30J1a U TaKpoJMMyca (BHYTpPb) NPUBOAMT K
TMOBBILIEHUIO CHIBOPOTOUHBIX KOHLEHTpALMK MOCeAHero B 5 pa3 3a cyeT MHIMOMpOBaHHs
MeTaboJIM3Ma  TaKpoJMMyca, [POUCXOJAIIEro B KHIICUYHHKE TOCPEACTBOM H30(epMeHTa
CYP3A4. 3HauuTesbHbIX M3MEHEHUH (apMaKOKMHETUKM MpernapaToB He OTMEUEHO TNpu
NPUMEHEHUU TaKpoJiuMyca BHYTpHBEeHHO. Omnucanbl ciyyan HedpoTokcMyHOCTH. [laumeHTos,
OJJTHOBPEMEHHO NPUHMMAIOIIUX TaKpOJIUMYC BHYTPb W (IyKOHA30J, CIEAyeT TLIATelbHO
Habmoars. Jl03y Takpojmmyca ciieyeT KOPpeKTHpOBaTh B 3aBUCHMOCTH OT CTEHEHH
MOBBILIEHUs €r0 KOHLEHTPALMH B KPOBH.

Teodunnun: npu oHOBpeMEHHOM MpUMEHEHUM ¢ (uiykoHa3onoMm B jo3e 200 Mr B TeueHHe
14 nHeit cpenHsisi CKOpOCTh IUIa3MEHHOro KiupeHca TeoduumHa cHikaercs Ha 18 %. Ilpu
Ha3HayeHWH (JIyKoHa30Ja NalMeHTaM, MPUHUMAKOUIMM TeO()UUIMH B BBICOKMX /103aX, WJIH
MalMEeHTaM C MOBBIIIEHHBIM PUCKOM Pa3BUTHUSI TOKCHUYECKOTO JEHCTBUS TEO(QUIUIMHA, CIEAyeT
Hab/Io/1aTh 3a MOSBJICHUEM CHMIITOMOB Mepe/03UPOBKH TEOQUIUIMHA U, NMPU HEOOXOJUMOCTH,
CKOpPPEKTUPOBATh TEPAIUIO COOTBETCTBYIOLIMM 00pa3oM.

Todauntnnub: BozaeiicTBre ToGalUTUHUOA YBETUUUBACTCS TIPH €10 COBMECTHOM MPUMEHEHHH C
npenapaTamMu, KOTOpbIE SIBJISIOTCSI OJJHOBPEMEHHO YMEPEHHBIMU MHIMOMTOpaMU M30()epMEHTOB
CYP3A4 u CYP2CI19 (nanpumep, ¢aykoHaszon). Bo3mMoxkHO, MOKET MOHAJOOMTHCS KOPPEKLIUS
J103bl TOalMTUHUOA.

Toaeanrau: Bo3aeiicTBue TosBanTaHa 3HaunTesbHO yBeanuubaercs (AUC Ha 200%, Cimax Ha 80%)
MpU COBMECTHOM NpUMEeHeHUH TosBanTaHa, cyocrpara CYP3A4, u ¢iykoHazona, yMepeHHOTo
unruouropa CYP3A4. Ilpu 5TOM cylecTBYeT PHCK 3HAUMTEIBHOTO YBEJIMYEHHs] YacCTOThI
pPa3BUTUSl HEXKEJATeNIbHbIX SIBJEHMH, B YACTHOCTHU, TaKMX KaK TOBBILIEHHBIA JHYype3,
JIerupaTaliys U OCTpasi oyevyHast HeJ0CTaTOYHOCTh. [ IpH 0IHOBpEMEHHOM NPUMEHEHHUH TAHHBIX
npenapaToB clelyeT YMEHbLIMTh /103y TOJIBAallTaHa ¥ BHUMATE/IbHO HabJIIO/1aTh 32 COCTOSIHHEM
MalyeHTa.

Aukanounji 6aDBI/lHKaZ HECMOTpss Ha  OTCYTCTBHUE  LECJICHAIIPABJICHHBIX HCCJIe/IOBAHUM,

npearnonaraercs, 4to (haykoHa3osl MOXKET yBEJIMYMBATH KOHLEHTPALMIO aJIKajlou/10B OapBUHKA
(Hanpumep, BMHKPUCTUHA M BUHOJACTMHA) B I1a3Me KPOBU M, TaKUM 0Opa3oM, MPHUBOJAUTH K
HEHPOTOKCHYHOCTH, YTO, BO3MOXKHO, MOJKET OBITh CBSI3aHO ¢ yrHeTeHHueM usopepmenta CYP3A4.
Buramun A: umeetcs cooOuieHHe 00 OJHOM cCllydae pa3BUTHSI HEXKEJaTelIbHBIX peakuHii co
CTOpOHBI LieHTpanbHOW HepBHOW cuctemel (IJHC) B Buae mnceBaoonyxonu mosra mpu
O/THOBPEMEHHOM MPUMEHEHHUH MOJHOCTHIO TPAHCPETUHOEBOM KUCIOTHI M (pJIyKOHA30J1a, KOTOPBIE
McYe3JIM 1ociie OTMeHBI (uiykoHasosa. [Ipumenenue jaHHOH KOMOMHALMK BO3MOXKHO, HO CJIe/lyeT

MMOMHHUTb O BO3MOXXHOCTH BO3HUKHOBEHMS HEXeJlaTeIbHbIX peakuuii co ctoponsl [{HC.
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Bopukonaszon (unrudurop uzodepmenros CYP2C9., CYP2C19 u CYP3A4): oaHOBpeMeHHOE

npuMeHeHue BopukoHasona (no 400 mr 2 pasa B CyTKM B NepBbIii 1eHb, 3aTeM 1o 200 mr aBa pasa
B CYTKHM B TeueHue 2,5 aHeid) u ¢pirykonasona (400 mr B nepBsiii AeHb, 3aTeM 1o 200 Mr B CyTKH B
TeyeHue 4 aHei) y 8 340pOBBIX MCHBITYEMbIX MYJKCKOIO [0Jja IPUBEIO K YBETMYEHHIO
koHueHTpauuu Cmax 1 AUC BopukoHazona Ha 57 % u 79 %, cooTBeTcTBEHHO. bbII10 NM0Ka3aHo,
4yTO AaHHBId 3¢ dekT coxpaHseTcss MpU YMEHBIIEHUU /03bl W/WIM YMEHBLIEHUMHM KPaTHOCTH
npuema Jitoboro u3 npenaparos. OTHOBpeMEHHOE IPUMEHEHHE BOPUKOHA30/1a U (JIyKOHA30I1a He
peKoMeH/1yeTcsl.

3UI0BY/IMH: TIPU O/IHOBPEMEHHOM IPUMEHEHUH ¢ (pTyKOHA3010M OTMEYaeTCsl NOBbIIIEHUE Ciax M
AUC 3upoBynuna Ha 84 % u 74 %, coorBercTBeHHO. JlaHHbIN 3 deKT, BeposSTHO, 00yCIOBICH
CHWKEHHEM MeTabosi3Ma MOC/eHero 0 ero riaBHoro meradbonura. Jlo u nocnie tepanuu ¢
npumeHenuem ¢urykonaszona B jo3e 200 mr/cyrt B Teyenue 15 aueit 6onbueiM CITM/Iom u ARC
(xomruiekce, cBsizannblil co CITUlom) ycraHoBiieHo 3HaunTensHoe yBeanuenne AUC 3u10By inHa
(20 %).

3a manuMeHTaMu, MoJyyalolMMK TaKyl0 KOMOMHALMIO, ClieAyeT HabI0AaTh C LIE/bIO BbISABICHUS

no60YHbIX P PEeKTOB 3UI0BYAMHA.

HccnenoBanus B3auMoaencTBUs nepopaibHblX (Gopm (uykoHa301a NpU €ro 0JHOBPEMEHHOM
npueme ¢ MULIEH, IMMETHAMHOM, aHTALW/IaMH, a TAaloKe 10cje TOTaIbHOro 00IyueHUs Tena Juis
MOArOTOBKM K TIepecajke KOCTHOrO Mo3ra [MOKaszaiM, 4YTO 5TH (aKTOpbl HE OKa3blBAIOT

KIIMHUYCCKH 3HAYUMOTI'O BJIMSIHHUA HAa BCaCbIBAHHE ¢nyK0Ha3ona.

nepe‘ll/lCﬂeHHbIC B3aMMO/ICUCTBUSI YCTAHOBJICHBI IIPH MHOI'OKPAaTHOM INPUMEHECHWHU (1)IIyKOHa3OJ'la;
B3aUMOJICUCTBUSL € JICKAPCTBEHHBIMH  CPEACTBAMH B pE3YyJIbTaTC OAHOKPATHOI'O IIpUeMa

(1)ny1<0ua3ona, HC U3BCCTHBI.

Bpaan CJICAYET YYUTBIBATH, YTO B33HMOII€I>'ICTBPIC C ApYruMH JIEKapCTBEHHBIMU CPEACTBAMU

CricrualibHO HE U3y4ajloCb, HO OHO BO3MOXKHO.

Oco6ble ykazanus

Coobmanoce o ciaydasx cynepuH(ekunu, BbI3BaHHOW oTiauuHbiMU oT Candida albicans
wtammamu Candida, kotopble 4acTo 001aJal0T MPUPOAHOM PE3UCTEHTHOCTHIO K (IIyKOHA30I1y
(nanpumep, Candida krusei). B noJoOHBIX cilyyasix MOXET MOTpeOOBATHCS albTepHATUBHAS

MPOTUBOIPUOKOBAs Teparnusi.
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Bo Bpemsi OepeMeHHOCTH NpUMeHeHHsi (IyKoHa3ona cieiyeT Mu30erarTb, 3a HMCKIOUYEHHEM
Clly4yaeB TSDKEJbIX M TOTEHLMAIbHO YIPOXKAIOIIMX JKM3HM TIPUOKOBBIX MHQEKLMHA, Koraa
O’KMJaemast 1oJib3a JICYeHUs ISl MaTepy MPEeBbILIAET BO3MOXKHbBIN PUCK I TJ10/1A.
HeoOxoaumo pacecmorperh 3¢ (eKTHUBHBIE METOAbl KOHTPAUENLUMH Yy KEHLUUH AETOPOAHOrO
BO3pacTa B TEYEHUE BCETO MEPUO/Ia JieueHHUs: U NPUOJIN3UTELHO B TEYEHUE HeAeH (5-6 mepruoaoB
MOJIYBBIBEICHUs) TOC/E MPUHATHS MOCeHeH 103bl npenapara (cM. pasjaen «lIpumenenue npu
OepeMEeHHOCTH M B TMEpPHOJ IPYJHOr0 BCKapMJIMBaHUs»). B peakux ciyvasx NpuUMEHEHUE
(hyKoHa301a COMPOBOXK/IAI0Ch TOKCHUECKUMHU U3MEHEHUSIMU NIEUYEHH, B TOM YUCIIE C JIeTaJIbHbIM
MCXOJI0M, IJIaBHBIM 00pa3oM, Y NallUEHTOB C CEPbe3HBIMU COMYTCTBYIOLIMMHU 3abosieBaHusAMH. B
cllyyae rernaToTokcuueckux 3pdekroB, cBs3aHHBIX ¢ MpUMeHeHHEeM (yKoHa30/1a, HE OTMEUYEHO
MX SIBHOW 3aBUCMMOCTH OT 00IIEH CyTOYHOM J/103bl Mpenapara, JUIMTEIbHOCTH TEPAIlnH, 110J1a U
BO3pacTa mnamueHTa. I'emarorokcuueckoe jedcTBHE mpenapara OObIYHO ObLIO OOpaTUMBIM;
NPU3HAKK €r0 Ucue3ally roce npekpaieHus repanuu. [laiuentam, y KoTopbix BO Bpemst JIe4eHUs
npenapaToM HapylIaloTcsl nokaszatesid (YHKIMH MeYyeHH, HeoOXoAuMO HabIoAaTh ¢ LEJIbIO
BBISIBJICHMs MPU3HAKOB 0oJiee cepbe3HOro nopaxeHus neyeHu. [lpu nmosBIeHUH KIMHUYECKUX
MPU3HAKOB UJIM CUMIITOMOB MOPAXEHHUSI IEYEHH, KOTOPbIE MOTYT OBbITh CBSI3aHbl C IPUMEHEHUEM
¢dykoHasoa, npenapar cjieyeT OTMEHHUTb.

Kak ¥ npu npumMeHeHUM ApPYruX a3oJioB, (UIYKOHA30Jl B PEIKHUX CIy4dyasX MOXKET BbI3bIBATb
aHauIaKTHUECKUE PEaKI|H.

Bo Bpems sedyeHuss ¢IyKOHA30J0M Yy TALMEHTOB B PEAKUX CIy4yasx pa3BUBAIUCH
9KC(OIMATHBHBIE TOPAXKEHUs KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KOHCOHA M TOKCHYECKHI
sMUepMaibHbIA Hekposin3. CooO1anock o ciiyyasx JeKapcTBEHHOM peakluy ¢ 203MHOpUINER U
cucreMHbiMU cumntomamu (DRESS-cunapom). [Nauuentsl ¢ BUY-unpexumeit 6oee ckIOHHBI K
Pa3BUTHIO TSKEJIBIX KOXKHBIX peaklMi Npy MPUMEHEHWU MHOTUX ripenapartos. [Ipu noseaenun y
naiMeHTa BO BpeMs JIeYeHUsl MOBEPXHOCTHOM TPUOKOBOM WH(EKIMHU CBIMK, KOTOPYIO MOXKHO
CBsI3aTh C NpUMeHeHHeM (iykoHazouia, npenapar clielyeT oTMeHUTh. [Ipyu nosiBienuu ceinu y
MalKUeHTOB ¢ MHBa3UBHBIMU WJIK CUCTEMHBIMHM IPUOKOBBIMU MH(EKIIMAMU HUX ClIelyeT TIATeIbHO
Ha00JaTh U OTMEHUTD Mpernapar Mpu MosiBJeHUU OyJIIe3HBIX MOpaKEHUH I MHOTO(OPMHOA
9KCCY/IaTUBHOM SPUTEMBI.

OaHoBpemeHHOE NprMeHeHue (rykoHaszosia B j1o3ax meHee 400 Mr/cyT u TepdeHaivHa cieayer
MPOBOAMTE TOJ TUHIATEJILHBIM KOHTpoJieM (cM. paszjen «BzaumojeicTBue ¢ pyrumu
JIEKapCTBEHHBIMHM MpernapaTamMmmny ).

Kak u jnpyrue azonsl, ¢uykoHazon MoxeT BbI3biBaTh yBenauueHue uHtepBana QT na DKI.
@uiykoHa30/1 BbI3bIBaeT yBeauueHue uHTepBasa QT mnocpeacTBOM WHrHOMpOBaHUS TOKa

KaJIMCBbIX KaHAJIOB BHYTPEHHEIO BbINPAMIICHHAS. VBenuuenue UHTEpBalia QT, BBI3BAHHOC
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JPYTMMH JIEKapCTBEHHBIMK TIpernapaTtamu (TaKMMHM KaK aMHOJApOH), MOXET OBITb YCHMJIEHO
uHruouropamu uzodepmenta 3A4 yuroxpoma P450 (CYP) (cMm. paspen «Bzaumoneiicteue ¢
JAPYTUMM JIEKApCTBEHHBIMHU Mpeniapatamuy»). I[lpu npumeHeHun ¢iykoHasona yseauyeHHe
unrepBaia QT u MepuaHue UK TpeneTaHUe JKeJlyJ0YKOB OTMEYaIH OYEHb PEAKO Y NALUEHTOB C
TsDKEJbIMU 3a00J1eBaHUSIMU ¢ MHOXKECTBEHHBIMU (PAaKTOpaMM pUCKa, TAKUMHM KaK OpraHM4ecKue
3aboJsieBaHKsl Ccepjilla, HapyLIEHHs SJIEKTPOJIMTHOro OajlaHca M CHOcOOCTBYIOLIAs Pa3BUTHIO
M000HBIX HAPYIICHUH COMyTCTBYIOWAs Tepanus. [TOBBIEHHbIH PUCK Pa3BUTHS yrpoKatoLei
KU3HU  OKEJIYIOYKOBOM apuUTMHUKM M MOJUMOP(HON IKelyJ0YKOBOM TaXMKapAMH MOXKET
BO3HHUKHYTh Y  TAlMEHTOB €  TUMOKAIMEMHEH U  MPOrpeccUpyrollei  cepaeyHoM
HEeJ0CTaTOYHOCThIO. [loaTOMY Takum mnauMeHTam ¢ MOTEHLMAJbHO T[POAPUTMUYECKHMHU
COCTOSIHUSIMU MIPUMEHSTDH (DJTYKOHA30.1 CJIeyeT C OCTOPOIKHOCTBIO.

[Tauuenram c¢ 3abosneBaHUsIMM TEYEHH, Cep/lia W [OYEK Mepe] NPUMEHEHHMEM Ipenapara
peKOMEH/1yeTCsl IPOKOHCYIbTUPOBaThesi ¢ BpayoM. [lpu npumeHenun ¢urykonasona 150 mr no
MOBO/Iy BarMHAJILHOIO KaH/K/103a MalUeHTbl JI0JDKHBI ObITh MPeAyNnpexaeHbl, YTO YJy4IlIEHUE
CUMIITOMOB 00BIYHO Habmmonaercss yepe3 24 4, HO Ul MX IOJHONO HCUYE3HOBEHHMs HMHOTIAA
Tpebyercst HecKOJIbKO AHel. [Ipu coXxpaHeHUH CUMIITOMOB B TE€YEHUE HECKOJIbKHUX JIHEH, ceayeT
00paTuThCs K Bpayy.

JlokazarenbcTBa A (pekTuBHOCTH (IIyKOHA30/1a IPH JIEYEHUH JIPYTMX BHUJOB DHIAEMHUYHBIX
MMKO30B, TAKMX KaK MapakOKLHAMOMAOMHMKO3, CIOPOTPUXO03 U FMCTOIIA3MO3 OrPaHUUYEHBI, YTO
HE 03BOJISIET ONPe/IeUTh KOHKPETHbIE PEKOMEH/IALIMHU 10 103upoBaHUI0. DIIyKOHA301 SIBISETCS
yMepeHHbIM MHruoutopom uzopepmenta CYP2C9 u ymepeHHBIM MHIMOMTOPOM HM30(epMEHTa
CYP3A4. ®daykonazon Taioke siBasercss uHruouropom wusopepmenra CYP2CI9. Ilpu
O/IHOBPEMEHHO# Tepanuu JIeKapCTBEHHBIMHU MpernapaTaMu ¢ y3KUM TepaneBTHYecKUM npoduiem,
metabonusupyrommmucs uzodpepmentamu CYP2C9, CYP2C19 u CYP3A4, pekomeHayercs
cobmojaTh OCTOPOKHOCTH (cM. pazaen «B3aumojedcTBue ¢ JIpYrMMM  JIEKAPCTBEHHBIMH
npenapatamu).

Coob1anocs 0 pa3BUTHM HEJOCTATOYHOCTH KOPBI HA/IMOYEUHUKOB Y MALIMEHTOB, MOJYYaIOLIMX
TEparuio JIpyrUMU  a30jaMu  (HarpuMep, KETOKOHA30JIoM). Y MalMeHTOB, MOJIyYaroIluX
(nykoHa3oJ1, HabMIOJaNIMCh OOpAaTUMBIE CITy4an HEJ0CTATOYHOCTH KOPbl HAAMOYEYHHUKOB.
Karnouoos

HccnenoBanus mnokasanu pacTyllylo pacipOCTPaHEHHOCTh HMH(EKLUMH, BbI3BAHHBIX BHAAMHU
Candida, ornuunbimMu ot C. albicans. DT BUbl 4acTo 00J1a/1aI0T Pe3UCTEHTHOCTBIO (HArprMep,
C. krusei v C. auris) W11 J€MOHCTPUPYIOT MOHWKEHHYIO YYBCTBUTEILHOCTD K (uiykoHazony (C.
glabrata). Takue nH}peKLUU MOTYT MOTPeOOBATh abTEPHATUBHON MPOTHBOrPUOKOBOM Tepanuu

BeneacTBue HeaddekruBHOCTH JNeuenus. [losTomy crienmanvcraM, Ha3HAYaKOIIMM JICUEHHE,
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Cle/lyeT YYMTHIBATh PAClpOCTPAHEHHOCTh PE3MCTEHTHOCTH pasHeX BUAOB Candida K

dykonazouny (cM. paszjen «PapMakoJMHAMUKaY ).

Binsinue Ha cnmocoOHOCTH YHpapJsiTb TPAHCIIOPTHBIMH CPEACTBAMH, MEXaHU3MaMH

[1pu npriMeHeHUH npenapara HEOOXOAMMO YUUTHIBATH BO3MOXKHOCTh Pa3BUTHSI FOJIOBOKPYKEHUSI

U CYJ0pOr.

®opma BbINyCKa

[To 24.4 r nopo1uka jjisi IPUroTOBJICHHs CYCIIEH3UH /TS pUeMa BHYTpb B riiactukooM (ITOBII)
¢akoHe ¢ 3aBUHYMBAIOLIEHCS KPBILIKOM, MPeA0XpaHsIoLel OT J0CTyNna AeTel U COCTOAIICH n3
gHewnHer (I19BIT) u BayTpenneit (I1I1) yacteit ¢ npokiagKkol ¢ MOJIMMEPHBIM MOKPBITHEM, a
TaKKe CHA0)KEHHOM IJIaCTMACCOBBIM KOJIBLIOM JIJISi KOHTpOJIs mepBoro Bekphitvs. ITo ognomy
(d1akoHy ¢ MJIaCTUKOBOM MEPHOM JIOKKOM U MHCTPYKLIMEH MO PUMEHEHHUIO B KAPTOHHOM MavKe ¢

KOHTPOJIEM IIEPBOI0 BCKPBITHS WM O€3 Hero.

YeioBusi XxpaHeHHs
XpanuTthb 1pu temneparype He Boiuie 30°C.
["'0TOBYIO CyCreH3HI0 XpaHUTh Npu Temnepatype He Beilue 30 °C, He 3aMOpaKUBaTh.

XpaHUTb B HEIOCTYITHOM JUISl IETEl MecTe.

Cpok rojiHocTH
3 rona.
["0TOBYIO CYCMEH3MIO UCTIONB30BATh B TeueHUe 14 aHe.

He [IPUMCHATB MOCJIC UCTEHYEHUH CPOKaA MOAHOCTH, YKAa3aHHOT'O Ha yITaKOBKE.

YcnoBusi ornycka

OTnyckaroT no peuernry.
Buaajiesienn perucTpanHoHHOI0 yA0CTOBEPEHHsI

[gaiizep Unk., CILIA
Axpec: 235 Hcr 42 Crpur, Heto-Mopk, wrat Heto-Hopk 10017, CLIA
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IIpousBoauTen
@apepa AmOya3, @panuus
Anpec: 30n DHarocTpudib-29 pyt ae3 Dumoctpu, 37530 Ioce-Crop Cuc, ®panuus

Opranuszanus, NPHHUMAKOIIAs PETEH3HH NoTpeduTe st
000 «Ipaiizep UnnoBauum», PO

123112, r. Mockaa, [Ipecnenckas Ha0., a. 10,

bl «bawmns na Habepexnoii» (biok C)

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

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

PykoBoautens oTaena perucrpauuu C.A. Ocunosa

Crp. 28 u3 28



