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RENEWAL

HeBal
(DIIYKOH33°" Pe 2 kancynbi 1o 150 Mr
= D Znoreaonyoe

NHCTPYKUMA
10 MEJUIITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

DiykoHa3zos PeneBa

Perucrpaumnonnsiii Homep: JITI-007012

Toprosoe nanmenoBanue: Oinykona3zon PeneBan

Me:xayHapoaHoe HeIATEeHTOBAHHOE UJIH IPYNNMPOBOYHOE HAMMEHOBaHHe: (PIyKOHA30]
JlekapcTBeHHasi gopma: Karcysbl

CocTaB Ha 0HY KaICYyJ1y

eticmsyrowee eugecmeo:

DyKoHa30.1 — 50,000 mr — 150,000 mr

Bcnomozamenvuvie eeuecmea.

JIAKTO3bl MOHOTHJIPAT, KpaxMall KyKypY3HbIH, MarHus creapaT, KpeMHHUsI IUOKCU]] KOJUTOUIHBIH
(aspocuit), HaTpus JaypuiICcyibdar

Obonouxa kancynol:

tutana auokcup (E 171), kpacurens cunuii nateHroBanusiii (E 131), sxxenatun
Onucanne

Jo3zuposka 50 me

TBep,Z[LIC JKCIIATUHOBBIC KaIICYJIbI Ned ¢ KOpmmycoM oeoro OBCTa U KpBILHe‘-IKOﬁ POJIY6OTO OBCTA.

Jozuposka 150 me
TBepbie xenaTuHOBBIC Karcylbl No 1 ¢ KOPIycOM U KPBIIIEUYKON TOTyO0ro 1BETA.
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CopaepkrUMO€ Karcya — IOPOIIOK OET0ro Witk O€JI0T0 C )KEeATOBATHIM OTTEHKOM IIBETA.

dapmakoTepaneBTHYeCKasi TIPynmna: TPOTUBOTPHUOKOBBIE TMpenaparbl JJii CHUCTEMHOTO
MIPUMEHEHHUSI, IPOU3BOTHBIC TPUA30JIA.

Kon ATX: JO2ACO1

dapMaKoJIOrHyecKue CBOMCTBA

DapmakoounHamuka

®d1yKOHAa30JI, TPUA30JbHOE MPOTUBOTPUOKOBOE CPEJCTBO, SBISETCS MOIIHBIM CEJIEKTUBHBIM
WHTUOUTOPOM CHHTE3a CTEPOJIOB B KJIETKE TPUOOB.

Ero ocHoBHOW MexaHW3M JEWCTBHS 3aKJIIOYAE€TCS B WHTCHOMPOBAHUM OIMOCPEIOBAHHOMU
rpubkoBbIM  1UTOXpoMoM  P450  peaknum  gemerunupoBaHus — 14-anbda-naHocrepoda,
SIBJISTIONIENCS KJTFOYEBBIM JTaroM OMOCHHTE3a sprocrepotia B rpudax. Hakomnenwne 14-ambda-
METHJICTEPOJIOB KOPPEIHUPYET € MOCIENYyIoIel MOTepel 3procreposia, BXOJIIETO B COCTaB
KJIETOYHOW MeMOpaHbI TPHOOB; 3TOT MPOIIECC BO3MOYKHO JIGKUT B OCHOBE MPOTHBOTPHUOKOBOTO
neiictBus (rmykonazona. I[lokazaHo, uro QurykoHa3os 0oJjiee CEIEKTHBEH 1O OTHOIIEHUIO K
dbepmenTaM cemeiicTBa rutoxpoma P450 rpuboB, 4em 1o OTHOMICHUIO K Pa3IMYHBIM (hepMeHTaM
ceMeiicTBa uToxpoma P450 MiuekonuTarommx.

®dnykoHa30J 00yaiaeT BBICOKOW CHENMU(UIHOCTHI0 B OTHOIICHUM TPUOKOBBIX (EPMEHTOB,
3aBUCUMBIX OT IuToxpoma P450. Tepanus ¢urykoHazonoMm B g03¢ S0 MT B CyTKH B TEUYCHHE JI0
28 nHeW He BAMSET HA KOHUEHTPALMIO TECTOCTEPOHA B IIa3M€ KPOBU Y MY)KUUH HIIU
KOHLIEHTPALIMIO CTEPOMIOB Yy OKEHIIMH JETOpPOAHOro Bo3pacta. @DiyKoHa301 B J103€
200-400 Mr B CyTKM HE OKa3bIBAE€T KJIMHUYECKH 3HAYMMOIO BJIUSHHUS HAa YPOBHHU SHJIOTEHHBIX
CTEpOUJOB U HMX PEAKIHI0 Ha CTUMYISLUIO aapeHoKopTrukorpornHoro ropmona (AKTI) y
3JI0POBBIX MYKYMH-T00pOBOJIbIEB. MccinenoBanusi B3aUMOICHCTBUS C aHTUITUPUHOM MOKAa3ally,
YTO HU OJAHOKPATHBIA, HU MHOTOKPATHBIN mpueM 103 ¢uiykoHazosa no 50 Mr He BIUSET HA €ro
MeTaboIU3M.

Muxpobuonoeus

@dyKoHA30J1 MPOJEMOHCTPUPOBAT MPOTUBOTPHUOKOBYIO AKTUBHOCTH in Vitro B OTHOILICHUU
HaumOoJee paclpoCTpaHEHHBIX B KIMHUYECKOW MpakTuke BUAOB rpudka Candida (Bxmroudas
C. albicans, C. parapsilosis, C. tropicalis). [1ns rpuboB poxa C. glabrata n C. guilliermondii
MUHUMaJbHast HHruoupytromas koueHtpanus (MUK) gaykonazona sisnsiercs: 60jiee BEICOKOH, B
TO BpeMs Kak C. krusei MeeT MPUPOTHYIO YCTOMYUBOCTE K BO3/IEHCTBUIO (uiykoHazona. HegaBHo
nosiBUBIINECS BUABI rpubka C. auris CpaBHUTEIHLHO YCTOWYUBBI K BO3IEHCTBUIO (DIyKOHA307Ia.
YcTaHoBIIeHA TaK)Ke aKTUBHOCTH (pIIyKoHa3oma in vitro B oTHoIeHuu Cryptococcus neoformans

u Cryptococcus gattii, a TaKKe NPOTUB JHIEMHYECKHUX IUIECHEBBIX TpHOKOB Blastomyces
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dermatitides, Coccidioides immitis, Histoplasma capsulatum wn Paracoccidioides brasiliensis.

[Tpu mpueme BHYTpb (IYKOHA30J MPOSBISET aKTUBHOCTH HA PA3IMYHBIX MOJCISX T'PUOKOBBIX
uHpeKIMiAi y  JKUBOTHBIX.  IIpoJeMOHCTpHUpOBaHA  aKTUBHOCTH  Tpenapara  Ipu
ONMOPTYHUCTUYECKUX MHKO3aX, B TOM uucie Bbi3BaHHBIX Candida spp. (BKIouas
reHepaIM30BaHHbI KaHAMJI03 Y JKUBOTHBIX C IOJABJIEHHBIM HMMMYHHUTETOM), Cryptococcus
neoformans (BKito4asi BHyTpuuepenusie uHdexuuun), Microsporum spp. u Trichophyton spp.
VYcTraHoBlIeHAa TaK)Ke aKTUBHOCTh (UIYKOHa30jla HAa MOJEISAX OHAEMUYECKUX MHKO30B Y
JKUBOTHBIX, BKJtouass WH(eKuu, BeI3BaHHbIe Blastomyces dermatitidis, Coccidioides immitis
(BrIIrOUast BHyTpuuepenHsie nHbekuun) u Histoplasma capsulatum y >xUBOTHBIX C HOPMaJIbHBIM
Y TIOJaBJICHHBIM UMMYHUTETOM.

Mexanuzmbl pazgumus pe3ucmeHmHocmu K Q.yKoHa3omy

Y o00buHO BOCTpUUMYUBHIX BHUIOB Candida wamboliee YacTO BCTPEUAIONIUNACS MEXaHHU3M
YCTOMYMBOCTH BKIIIOYAET IiesieBble ()EPMEHTHI a30JI0B, KOTOpbIE YYacTBYIOT B OMOCHHTE3€
sprocreposia. MexaHu3M pe3UCTEeHTHOCTH CBSI3aH CO CHUKEHHON YyBCTBUTEIBLHOCTHIO (hepMeHTa-
MHUIIICHH K WHTHOMPYIONIEMY BO3JCUCTBUIO (uiyKoHa3oja. Toueunsie Mmyranuu B rene ERGI11,
KOJUpYIOIeM (epMeHT-MUILIEHb, TMPUBOAAT K BUIOW3MEHEHHUIO MUIIEHH U CHIKEHUIO
adburHOCTH K a3071aM. YBenudeHnue sxkcnpeccun reHa ERG11 npuBoauT K POIyKITMK BBICOKUX
KOHLIEHTpalUi (epMeHTa-MUILIEHH, YTO CO3JIaeT MOTPEOHOCTh B YBEIWYEHHHM KOHIEHTpalUU
(bi1ykoHa301a BO BHYTPHUKJIETOYHOW >KUJIKOCTH JUIS IOJABIICHUS BCEX MOJIEKYN (hepMeHTa B
KIIETKE.

Bropoli 3HauMTeNbHBIH MEXaHH3M PE3MCTEHTHOCTH 3aKII0YaeTCsd B AKTUBHOM BBIBEJCHUU
(biykoHazona W3 BHYTPUKJIETOYHOTO MPOCTPAHCTBA MOCPEACTBOM AaKTHUBAIMU JIBYX THIIOB
TPaHCIOPTEPOB, YYACTBYIOIIUX B aKTUBHOM BbIBeZeHUH (3(ItoKkce) mpenaparoB U3 rpuOKOBOM
kieTkd. K TakuM TpaHcmopTepam OTHOCHUTCS TJIaBHBIM MOCPEeIHUK, KoaupyeMblii renamu MDR
(MHO>KECTBEHHOU JIEKAPCTBEHHOW YyCTOMUYMBOCTH), U cynepcemeiictBo AT®-cBs3piBaromien
KacceThl TPaHCIOPTEPOB, koaupyemoe renamu CDR.

l'unepakcnpeccuss rena MDR npuBoauT K pPEe3UCTEHTHOCTH K (PIYKOHA301ly, B TO K€ BpeMs
runepakcnpeccus TeHoB CDR MokeT npuBoAUTH K PE3UCTEHTHOCTH K Pa3IUYHBIM a30J1aM.
PesucrentHocts k Candida glabrata oObluHO omocpenoBaHa rumnepakcnpeccueil rena CDR,
YTO MPUBOJUT K PE3UCTEHTHOCTH KO MHOTMM aszojaMm. Jljisg Tex ImTaMMOB, Y KOTOPBIX
MUHUMAaJbHass uHTHOUpyromas koHmeHtpamus (MUK) ompenensieTcss kak HpoMeEXyTOYHas
(16-32 mr/m), pekoMeHyeTCs IPUMEHSATh MaKCUMAalbHbIE I03bI (PIIyKOHA30J1a.

Ilozpanuunvie 3Hauenus 4yecCmeumeabHOCmu

THoepanuunvie snauenus vygcmeumenvrocmu (coenacho EUCAST)
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OcHoBbIBasich Ha aHanu3e (hapMakoKnHeTHYeCcKux/papmakoannamuueckux (OK/D/I) nanubix,

YyBCTBUTEIBHOCTU in vitro n knuandeckoM otsete, EUCAST-AFST (EBponelickuii KOMUTET 1O
OTIPENICICHUIO0 YYBCTBUTEIFHOCTH MHKPOOPraHM3MOB K AHTHUMUKPOOHBIM mpenaparam —
MOJKOMHUTET IO OMNpPEICICHHIO YYBCTBUTEIBHOCTH K IPOTHBOIPUOKOBBIM IIpenapaTam)
OTIpENCNINI TPAHUIBI YYBCTBUTEIBHOCTH K (QuiyKoHazonry s BHIOB Candida (IOKyMEHT
«EUCAST Fluconazole rational document (2013 r.)» — pemakuust 2; EBponeiickuii KOMUTET 1O
OTIPENICICHUIO0 YYBCTBUTEIFHOCTH MHKPOOPraHU3MOB K AaHTUMHUKPOOHBIM TIpenaparam —
MOJIKOMHTET IO OTIPEIECTICHUIO YyBCTBUTEIILHOCTH K MTPOTHBOTPUOKOBEIM TpenapaTam, (J0KyMeHT
«Tabmuipl NOrpaHUYHBIX 3HAYEHUN YyBCTBUTEIBHOCTU JUIsl MHTeprpeTanuu 3HaueHuin MUK
(2018-02-12)» — penakuus 9.0). [lorpannyHbie 3HaUYECHUS OBLUTN Pa3/ICICHB HA HE OTHOCSIIHNECS K
BHJIaM, KOTOpbIe OBUIM OTpPEETICHBI NMPEHMYIIECTBEHHO Ha OocHOBaHWM MaHHBIX OK/DJ] u He
3aBHCAT OT pacnpeneneHuss MUK mis KOHKpETHBIX BUIOB, M CBS3aHHBIC C BHUIAMH, KOTOPBIC
Han0oJiee YacTo BBI3BIBAIOT MH(EKINHU Y JIFOEH. DTH MOTpaHWYHBIC 3HAYCHHS TIPE/ICTABICHBI B

TaOUIIE HAXKE.

['panunbt
YYBCTBUTENb-
[IpotuBo-
['panu1el 4yBCTBUTENBHOCTH, KOTOPBIE 3aBUCST OT BHJIA HOCTH, KOTOpbIE
rpUOKOBBIC
Bo3Oymutens (U<P>) B mr/n HE 3aBHUCSAT OT
npenapaTsl
Buna® U<P> B
MI/1
Candida | Candida | Candida Candida Candida
albicans | glabrata krusei | parapsilosis | tropicalis
®nykoHa3011 2/4 0,002/32* - 2/4 2/4 2/4

Y — yyBcTBUTENBHBIN; P — pe3UCTEHTHBIN.

A — rpaHuIbl YyBCTBUTEIBHOCTH, KOTOPBIE HE 3aBUCST OT BUJa BO3OYAUTEINS, ObUIN OIpeIesIeHbI
MPEUMYILECTBEHHO Ha ocHoBaHuu HaHHbIX OK/DJ] u He 3aBucar ot pacnpeaenenus MUK
KOHKpEeTHBIX BUJ0B. OHM NpeAHa3HAuYEHbl UCKIIOUNUTENBHO [UIsl IPUMEHEHUS U1 OPraHUu3MOB,
KOTOpBIE HE UMEIOT CHEeNM(PUUECKOr0 MOrPaHUYHOIO 3HAYECHUSI.

IIpouepk — HE pEKOMEHIyeTCsl IPOBOAUTD UCTIBITAHHSI HA YyBCTBUTEIBHOCTb, TIOCKOJIBbKY JAHHBIN
BH/I TUIOXO TOJIAETCS TEPAIIUU YIIOMSHYTBIM JIEKAPCTBEHHBIM ITPEMIAPATOM.

* 3nauurenbHoe uMcno MHpekuui BbiBaHbl C. glabrata, nns xotoporo 3HadeHus MUK
¢ryKoHa307a COCTABIAIOT 2-32 MI/J IPH OTCYTCTBUU MEXaHU3MOB PE3UCTEHTHOCTH. [ToCcKOIbKY

CYCCTBYECT MaJl0 JICKAPCTBCHHBIX CpCACTB, MNOAXOAAIIUX JISI  JICUHCHUSA I/IH(I)CKI_[I/II\/'I
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MOYEBBIBOISIINX MyTeH U MHPEKINI CIM3UCTBIX 000J0UYEK, MMOAISKANTUX JICICHHIO B YCIIOBUIX

NEPBUYHON MEIUIMHCKONH ToMoIIH, (IYyKOHAa30 MOXKET OBITh MTOJXOJSAIIMM BBEIOOPOM.
B cnyuasx, xorna (iaykoHa3oJ SBISE€TCS €AMHCTBEHHBIM JOCTYIHBIM IPOTHUBOTPHUOKOBBIM
CPEICTBOM JuId JieueHUs nH(pekuni, Boi3BaHHbIX C. glabrata, MoxeT OoTpeOOBaTHCSI IPUMEHEHNE
0oJ1ee BBICOKOM J03bI MTperapara.

HenocraTouHo 10Ka3arenbCTB TOTO, UTO CIAEAYIOIINE IITAMMBI SBJISIOTCS XOPOIIMMU MUILEHAMU
it Tepanuu gurykonaszonom: C dubliniensis, C. guilliermondii.

THoepanuunvie 3nauenus yyscmseumenbHocmu coeaacho kpumepusim UKJIC

[Torpannunbie 3HaueHus: 4yBCTBUTENbHOCTH (Y), mpusHanHble WHcTuTyTOM KinmHnmyeckux u
Jlabopatopubix CranmaptoB (MKIJIC), onunakoBbl, 3a uckimtouenueMm Buna C. glabrata, nnst
KOTOPOTO HE YCTAaHOBJICHBI IOIPaHUYHbIE 3HAUeHUs Y, TOJIBKO MPU3HAHO MOTPAHUYHOE 3HAUECHUE
yJ[3 (4yBcTBUTENbHBIN n0303aBUcUMBIi) < 32 mr/n. UKJIC Ttakxke ompenensieT MOrpaHUYHOE
3Hauenne 4J[3, paBHoit 4 wmr/n, mna  BugoB C. albicans, C. parapsilosis u
C. Glabrata, v > 8 w™r/n kak 3HaueHue pesucteHTHOCTH (P) g »THX Tpex BUIOB
(Muctutyr Kimmandeckux u Jlaboparopueix CranmaproB (MKJIC). HopmaTtuBHBIE mOka3aTenn
JUI OTIpPENENICeHUs MPOTUBOTPUOKOBON UYyBCTBUTENBHOCTH IUIECHEBBIX TPUOKOB. 1-i BBIMYCK.
UKJIC nomonnenne M60 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]).
HNucturyr Knuanyeckux u Jlaboparopusix CranmaptoB, 950 Bect Bamm Poyn, Crout 2500,
Baiine, [lencunsBanus 19087 CIIA, 2017).

THoepanuunvie 3nauenus wyscmeumenvHocmu coenacuo kpumepusm FDA (Tpeboeanus FDA
CLIA ons USPI)

Food and Drug Administration (FDA) Coemunennsix IlltatoB AMepuKu TpUHUMAET
norpannuneie 3HayeHus Y u P UKJIC; xoTs He UCMoNb3yeT TEpPMHUHOIOTHIO Y/[3 U paccMaTpuBaeT

9TH 3HaueHus Kak ~npomexxyrounsie” (I) (https://www.fda.gov/STIC).

DapmakoKkunemuka

Bcacwisanue

dapmakokMHeTHKa (DIyKOHA30J1a CXOIHA IPU BHYTPUBEHHOM BBEJICHUU U IipueMe BHYTpb. [locne
npreMa BHYTpb (pIIyKOHA30J1 XOPOLIO BCACKIBAETCS, €r0 KOHIIEHTPALIMH B TU1a3Me KpoBH (M o01mas
OouomocTynHocTh) mpeBblnaoT 90 % 0T TakoBBIX MNpPH  BHYTPUBEHHOM  BBEJICHMH.
OnHOBpEMEHHBIH NPHEM MUILM HE BIMIET Ha BcachlBaHUE (PIyKOHA30J1a.

Pacnpeoenenue

Konnentpauus B niaa3mMe KpoBH IPONOPLUOHATBHA 103€ U JOCTHraeT MakcuMyMa (Cmax) uepes
0,5-1,5 gaca nocne npuema ¢IyKoHa30J1a HATOIIAK, a IEPUO/T ITOJTYBBIBEIEHUS COCTABISET OKOJIO

30 gacoB. 90 % paBHOBECHOW KOHIEHTPALMH JOCTUTAOTCS K 4-5-My JHIO MOCJE Havyalla Tepaluu
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(mpu MHOrOKpaTHOM IIpueMme npenapara | pa3 B cyTku). MakcuMmaibHas KOHLEHTpaLus

¢ryKoHa301a B CIIOHE TPU MPHEME KaIlCyJbl IOCTUTAaeTCs uepes 4 yaca.

Brenenue ynapuoit 1o3s1 (B 1-i1 1eHb), B 2 pa3a npeBbIIaionieil 00bIYHYyI0 CYyTOYHYIO J03Y, JAeTaeT
BO3MOXHBIM  jocTibkeHue 90 %  paBHOBECHOW  KOHIEHTpAllMM KO  2-My  JIHIO.
O0Bem pacripenenenus IpuOIMKaeTCs K 00IeMy COIepKaHUI0 BOIbI B opranni3Me. CBsi3bIBaHHE
¢ OenkaMu Tu1a3Mbl KpoBH — HU3KOE (11-12 %).

@DI1yKOHA30J1 XOPOIIO MPOHUKAET BO BCE MKUAKOCTU opranu3ma. KoHreHrpanumn ¢iykoHasosa B
CJIFOHE U MOKPOTE CXOJHBI C €r0 KOHIICHTPAIMSIMH B TUTa3Me KPOBH. Y TAIMEHTOB C TPUOKOBBIM
MEHMHTUTOM KOHIICHTpanuu (hIyKOHa30J1a B CIIMHHOMO3TOBOM >KHUJKOCTH COCTaBIISIOT OKOJIO
80 % OT ero KOHIEHTpaLMil B IJ1a3Me KPOBH.

B poroBom crnoe, smuaepmuce, aepMe W TIOTOBOM JKUAKOCTH JIOCTUTAIOTCSI BBICOKHE
KOHIICHTPAIIUH, KOTOPBIE MPEBBIMIAIOT CHIBOPOTOUYHBIE. DITyKOHA307T HAKATIIIMBAETCS B POTOBOM
cinoe. IIpu npueme B no3ze 50 Mr 1 pa3 B cyTku KoHLEHTpauus (iaykoHazosna uepe3 12 nueit
coctaBiseT 73 MKI/T, a uepe3 7 JHEH Mocie NpeKpalleHusl JeueHUs — TOJIbKo 5,8 MKI/T.
[Tpu npumenenuu B 1o3e 150 mr 1 pa3 B Heaemo KOHIIEHTpanus (pIykoHa30j1a B pOTOBOM CJIOE€ Ha
7-#1 nenb coctaBiseT 23,4 MKI/T, a yepe3 7 JHEH 1mocie mprueMa BTOpoit 10361 — 7,1 MKT/T.
KonnenTpamus piaykoHa3ona B HOTTAX IMOCE 4-MECAYHOTO MpUMEHEHHs B fo03e 150 mr 1 pa3
B Hememo cocrtaBisger 4,05 MKI/r B 37J0pOBBIX U 1,8 MKI/T B TIOpaXEHHBIX HOTTSX;
yepes 6 MecsIeB Mocie 3aBepIIeHHs] Tepanuu (pIyKoHa301 HO-NPEKHEMY OTPEeNseTCs B HOITSX.
Memabonusm u evléedeHue

[IpenapaT BEIBOAUTCS, B OCHOBHOM, OUKaMu; mpumMepHo 80 % BBeeHHOM 1036l OOHAPYKHUBAETCS
B MOY€ B HEM3MEHEHHOM Buje. KiupeHe (iaykoHaszosa nponopuroHaieH KIMpeHcy KpeaTuHUHA.
Hupkynupyromiue MeTadoIuThl He OOHAPYKEHBI.

JluTenbHBIA MEpHOJ TOTYBBIBEACHHS M3 IUIa3Mbl KPOBU MO3BOJISIET MPUHUMATH (PIYKOHA3011
OJIHOKPAaTHO MpPU BarMHAJILHOM KaHAWJ03€ U 1 pa3 B CyTKU wiH 1 pa3 B HEIENIO0 — MPH IPYTUX
MOKa3aHUSIX.

B xone uccrnenoBanus ¢papMakOKHHETUKH ¢ ydacTueM 10 >KeHIUH, BpEMEHHO WM MOJHOCTHIO
MPEKPATUBIINX KOPMIICHHE TPY/IbI0, OLICHUBAIIM KOHIICHTpAINIO (IyKOHA30J1a B TUIa3Me KPOBU U
TPyIHOM MOJIOKe B TeueHue 48 yacoB mocie oaHoKpaTHoro mpuema 150 mr diaykonasona.
@dnykoHa3os OblT OOHApY)KEH B TPYAHOM MOJIOKE B CpeJHEW KOHIIEHTPAIMH, COCTaBISIOLIEH
npubau3uTenbHo 98 % OT KoHIeHTpanuu (ruykoHa3ola B Iia3Me KpoBu marepu. CpemHsis
MMUKOBasi KOHIICHTpAIHsI cocTapisiia 2,61 Mr/a o ucredyeHuu 5,2 4acoB Moclie MpueMa mpernapara.
Dapmaxokunemuka y oemetl

V nereit ObLIH MOJIYYCHBI CICAYIOMNC 3HAYCHU A (papMaKOKI/IHeTI/I‘-ICCKI/IX napaMeTpoOB:
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Ilomanas moa
Ilepuon KpHUBOM
Bospacr Jo3a (Mr/kr) MOJIYBBIBEACHUSA «KOHUEHTpauMs-
(4ac) BpeMs»
(AUC) (MKr-y/mJ)
9 Mecsiues — 13 ey | OMIOKPATHO ~ BHYTPD 25,0 94,7
2 Mr/kr
9 Mecsiues — 13 ey | OMIOKPATHO ~ BHYTPD 19,5 3625
8 mMr/KT
Cpennuit Bo3pact | MHOTOKpaTHO — BHYTPb 15.5 41.6
7 ner 3 mr/KT

DapmakoKuHemuKa y NOHCUNbIX NAYUEHMO8

b0 ycraHOBJEHO, UTO MpU OJHOKPATHOM IpHUMEHeHUH (uiykoHazosa B J103e 50 Mr BHYTPb y
MOXKUJIBIX MAIMEHTOB B Bo3pacTe 65 JIeT U crapile, HEKOTOpPhle M3 KOTOPBIX OJHOBPEMEHHO
MpUHUMAIN AUYPETUKHA, Cmax JOCTHTanach 4epe3 1,3 yaca mocine mnpueMa M COCTaBIsUIA
1,54 mxr/mn, cpenaue 3HadeHuss AUC — 76,4 + 20,3 mxr-a/mii, a CpeaHUN  TMEpHO
MOJTyBBIBeIeHUs — 46,2 daca. 3HaueHUs STUX (PapMaKOKHHETUUECKHX MapaMeTPOB BHIIIE, YEM Y
MOJIOIBIX TTAITUEHTOB, YTO, BEPOSTHO, CBSI3aHO C MOHUKEHHOUW MOYeUHOH (DYHKIIMEH, XapaKTepHOU
JUIA TOXKUJIoro Bo3pacta. OZHOBpEMEHHBIH TNMPUEM JUYPETUKOB HE BBI3bIBAN BBIPAKEHHOTO
n3meHeHnsa AUC 1 Ciax.

Knupenc kpearununa (74 mu/MHMH), TpOLEHT (IIyKOHA30Jla, BBIBOAMMOIO TIOYKaMU B
HeusmeHHoM Buje (0-24 u, 22 %), u noyeunslii kiaupenc ¢aykonaszona (0,124 mu/Mun/kr) y
MOKUJIBIX MAIIMEHTOB HIDKE IO CPAaBHEHUIO C MOJIOABIMHU.

Ioka3anusi K NPUMEHEHUIO0

DnyKoHa30.1 NOKA3aH 0N 1e4eHus c1e0yioujux 3a001e6aHUIL ) 63POCIIbIX:

®  KPUITOKOKKOBBII MEHUHTHT;

®  KOKIUAMOUIOMHUKO3;

®  MHBA3UBHBII KaHIUO3;

®  CIU3UCTHIM KaHIUIO03, B TOM YHUCIE Opo(apuHTeaTbHbIi KaHIUA03, KaHIUI03 MUIIEeBO/A,
KaHIUJIYpUsI 1 XPOHUYECKUIN KOXKHO-CIIU3UCTBIM KaHIU103;

®  XpOHWYECKHI aTpoduUecKuii KaHIUI03 POTOBOM MOJOCTH (CBSI3aHHBIN C HOIIEHHUEM 3YOHBIX
MPOTE30B), KOTJa COOMOICHHS TUTHEHBI TIOJIOCTH PTa WK MECTHOTO JICUEHHUsI HEIOCTATOYHO;

®  BarMHaJbHBIM KaHAMAO3, OCTPbIA WM PEUUAMBUPYIOIIMM, KOTJa MECTHas Tepamusi He
MIPUMEHUMA;

L4 KaHOUI03HBIN GaﬂaHI/IT, Koraa MCCTHas TCparuvs HC IIPUMCHUMA,
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®  JIepMAaTOMHUKO3bI, B TOM YHCJE JAEPMATOPUTHUS CTOIN, JEPMAaTOPHUTUS TYJIOBHUINA, MaxoBas

nepMaTtoUTHS, PA3HOIBETHBIA JWIIAM W KOXHBIM KaHAWI03, KOTJa IMOKAa3aHO CHUCTEMHOE
JICUEHUE;

e jnepmaroduThs HOTTeH (OHMXOMHKO3), KOTJa JICYCHHE JPYIHMH TIperaparaMu He
MIPUEMIIEMO.

DyKoHa301 noKa3an 0na npopuiaKkmuku ciedyrouiux 3a001e6anuil y 63pP0civix:

®  PEIUJIMBBHI KPUMTOKOKKOBOTO MEHUHTUTA Y MAIIMEHTOB C BBICOKHMM PUCKOM pEIU/INBA;

®  PEIUIUBHI opodapuHreanbHOTo KaH/IU1032 u KaHaua03a  [UIeBoja  y
BUY-unuipoBaHHBIX MALUEHTOB C BHICOKUM PUCKOM pELUINBA;

® IS CHUKEHUS YaCTOTHI PEIIUANBOB BarMHAJILHOTO KaHAK103a (4 niu 0oJiee 3MU300B B TO1);
e g TPOPUIAKTUKH KaHIUJO3HBIX WH(GEKIUH Yy TAalUeHTOB C TMPOJIOJDKUTEITBHON
HEUTpoTeHHEH (TaKMX KakK MAIlMEHTHI ¢ TeMOOJIACTO3aMHM, MPOXOAININE XUMUOTEPAIHIO, WU
MaIUEeHTHI, TPOXOIAIINE TPAHCTUTAHTAIINIO TEMOTIOATHYECKUX CTBOJIOBBIX KIIETOK).

@d1yKoHA30J1 TOKAa3aH JJIsl JISYEHUS JeTel.

@OI1yKOHA30J1 MPUMEHSIOT IS JISYEHHsI CIIM3UCTOT0 KaHau103a (opodapuHTeaTIbHOrO KaHAu103a
M KaHIuA03a THIIEBOJAA), WHBA3MBHOIO KAaHIWA03a, KpPUIITOKOKKOBOTO MEHHHTUTAa U
NpodUIAKTUKN KaHIUJO03HBIX WH(EKIUN y MAIMEHTOB C OCJIa0JICHHONM MMMYHHOW CHCTEMOM.
@IyKOHA30JI MOKHO MTPUMEHATh B Ka4€CTBE MOJJCPKUBAIOLIEH TEPANMUU JUIS TIPEIOTBPAILCHHS
peunMBa KpUITOKOKKOBOIO MEHUHTUTA Y J€TEN C BBICOKUM PUCKOM PELIMINBA.
IIpoTuBoONOKa3aHUA

e [loBbllIeHHAss YYyBCTBUTEIBHOCTh K (DIYKOHA301y, APYrUM KOMIIOHEHTaM IMpernapara WiH
a30JIbHBIM BEILIECTBAM CO CXOJTHOU (PIIyKOHA30Jy CTPYKTYpOii;

e  OJHOBpPEMEHHBII MpreM TepeHa nHa BO BpeMsi MHOTOKPATHOTO MIPUMEHEHHsI (PIIyKOHA3071a
B 1103¢ 400 mr B cyTku u Oosiee (cMoTpu pazzaen «B3auMogeicTBue ¢ IpyruMHu JIeKapCTBEHHBIMU
CpeICTBaMM»);

e OJHOBPEMEHHOE NPUMEHEHUE C I[penaparamu, yBeauuuBawmUMu wuHTepBal QT 1
MeTaboIM3UPYIOMMHUCS ¢ omoIbio n3odepmenta CYP3 A4, Takumu Kak IU3anpul, aCTEMHU30JL,
SPUTPOMULIUH, MUMO3H/I, XUHUIUH (cMoTpH pazzen
«B3aumoelicTBre ¢ APYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMUY);

e  1eUIUT JIaKTa3bl, HEMEPEHOCUMOCTh TaJaKTO3bl, TTTIOK030-TalakKTO3HAsl MaIbaOCOpPOIHS;

e  JIETCKUU BO3pacT 10 3 neT (JUIsl JaHHOW JIEKapCTBEHHOUM (GOpMBI).

C 0CTOPOXKHOCTBHIO

L4 IleuenouHas HeO CTaTOYHOCTD,
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®  [IO0YEYHAs HEJOCTATOYHOCTD;

® [OsBIICHHE ChIMM Ha (PoHE MpUMEHEHUs (IIyKOHA30Ja Yy MAIMEHTOB C IOBEPXHOCTHOM
rpuOKOBOI MH(EKINEeH 1 NTHBAa3UBHBIMHU/CHCTEMHBIMH I'PUOKOBBIMH WHPEKIUSIMH;

e  OJHOBpPEMEHHOE NMpuMeHeHHe Tepdenaaaa u Gpaykonaszona B 1o3e meaee 400 MT B CYTKH;

¢  [OTEHIMAJIBHO MPOAPUTMHUUECKUE COCTOSHUS Y NAIIIEHTOB C MHOKECTBEHHBIMH (DaKTOpaMu
pucka (opranuueckue 3a0o0JieBaHUSI CepAlla, HAPYIICHHUsS DJJIEKTPOJUTHOro OanmaHca U
CIOCOOCTBYIOIIAs Pa3BUTHIO NIOJIOOHBIX HAPYILIEHUH COMYTCTBYIOLIAs Tepamus).

Ipumenenne npu 6epeMeHHOCTH M B MEPHO I'PYIHOr0 BCKAPMJIMBAHUA

bepemennocms

AZEKBaTHBIX M KOHTPOJIUPYEMBIX HCCIIEIOBAaHUHM TNPHUMEHEHHs (IykoHa3oya y OepeMeHHBIX
KCHIIIUH HE MPOBOANUIIOCH.

Bo Bpemsi OepeMeHHOCTH TNpHMEHEHHs (IyKoHa30Ja CleayeT u30erarb, 3a HCKIIOUYCHHEM
CIIy4aeB TSDKENBIX M TOTSHIHAIBHO YTrPOXKAIOMUX JKU3HH TPUOKOBBIX HWHQEKIHHA, KOTIaa
O’KUIaeMasl TI0JIb3a JICUSHHS [Tl MAaTePH MPEBHIIAET BOSMOKHBIA PUCK IS TUIOJIA.

HeoGxoanmo paccmoTpers 3((eKTUBHBIE METOJbl KOHTPALEHIMHU Y KEHIIUH JETOPOIAHOTO
BO3pacTa B TEUCHHME BCEro IMEpHOAA JIEUCHHs M MNpUOIM3UTENBHO B TEYEHUE HEIEIU
(5-6 nepuoI0B NOJYBBIBEICHHS) TIOCIE MPUHATHS MOCIEIHEH 03I Mpenapara (CMOTpHU pa3fel
«DapMaKOKHHETUKAY).

Coo0manocs 0 ciy4asx CaMOIPOU3BOJILHOTO adopTa M Pa3BUTUSA BPOXKACHHBIX AHOMAIUM Y
MJIQJICHIIEB, YbM MaTepH MoJydanu (iaykoHa3os B fo3e 150 Mr oJHOKpaTHO MM IOBTOPHO B
IIEPBOM TPUMECTPE OEPEMEHHOCTH.

OmnucaHbl cay4ad MHOKECTBEHHBIX BPOXKIEHHBIX IOPOKOB Y HOBOPOKJICHHBIX, MAaT€PH KOTOPBIX
Ha NpPOTSDKEHMM OoJblleld 4YacTH WJIM BCEro IEpBOTO TPUMECTpa NOJIydald TEeparuio
(bykoHazo10M B BeICOKOH 103¢ (400-800 Mr B cyTKH). Bpli OTMEUEHBI ClieAyIOIINe HAPYIICHUS
pa3BuTHs: Opaxuuedanus, HapylleHHEe pa3BUTHsS JIMLIEBOM 4YacTH depena, HapylleHue
(opMUpOBaHUS CBOJIA Yeperia, BOJIYbsl NAcTh, UICKPUBJICHNUE OEAPEHHBIX KOCTEH, UICTOHUYEHUE U
yJUINHEHHE pe0ep, apTpOrpuUIo3 U BPOXK/ICHHbBIE MOPOKH cepaua.
Ilepuoo epyonoeo eckapmaueanus

®dykoHa30J1 0OHAPYKUBAETCA B TPYAHOM MOJIOKE B KOHLEHTpAIMAX, ONM3KUX K IJIa3MEHHBIM
(cMmoTpu paznen «@apmakokHHETHKaY). [lepuo nmomyBbIBeieHHs ipenapaTa U3 IpyIHOTO MOJIOKa
NpUOJIM3UTENBHO PaBeH NMeproTy NOMyBbIBeieH s U3 ma3mbl — 30 yacos. [Ipennonaraemas o3a
¢nykoHa3ona, morjomaemMas MIaJeHueM (C y4eToM TOro, 4YTO CpeJHee KOJHYECTBO
noTpediasieMoro Mosioka coctaBiseT 150 MII/Kr eXXeHEBHO), U pacCUUTaHHAs B COOTBETCTBUU CO

CpeaHel MMKOBOM KOHIEHTpalrel npenapara B rpyIHOM MoJIoke, coctanisieT 0,39 MI/Kr B JeHb,
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9TO IpUOIM3UTENHHO paBHO 40 % peKoMeHI0BaHHON HEOHATAIBHOM 0361 (I AeTell miuaamie 2

Hegenb) wid 13 % peKkoMeH10BaHHOW MJIaJICHUYECKOM JT03bI MPU JICYCHUH KaHU03a CIIU3UCTBIX.
Kopmiienue rpyapio MOXKHO MPOJOJDKUTH TOCTE MpUeMa OJHOKPATHOM 03bI (PiryKoHA30ja B
150 mr. He pekoMmeHmyeTrcss KOPMUTh TPYyIAbI0 TOCJIE€ MHOTOKPATHOTO MpHUEMa WU TpUeMa
BBICOKOW 03Bl (pryKoHa30J1a. [Ipu MpUHATHHM pelieHus O HazHadeHWH (IyKOHAa30i1a Ha (oHE
TPYIHOTO BCKapMIIMBAHUS CJICIyeT NMPUHUMATh BO BHHMAHHE CIICAYIONIUE (DAKTOPBI: TMOJB3Y
TPYAHOTO BCKapMJIMBAHUS ISl 3I0POBbSI M Pa3BUTHUS MJIAJIEHIIa COBMECTHO C KJIMHHUYECKUMU
MOKa3aHUAMH JIJIs1 Ha3HauYeHUs (UIyKOHAa30J1a U BO3MOKHOCTh Pa3BUTHSI JTFOOBIX MOTEHIIMATBHBIX
Mo60YHBIX A3PHEKTOB y MJIaICHIIA UIW BIUSHUE COMTYTCTBYIOIIEH MaTOJIOTUHA MAaTEPH Ha 37J0POBHE
MJIa/IeHIa.

Cnoco6 npuMeHeHus1 U 103bI

Brytps. Karncynsl mporaaTeIBarOT HETUKOM.

Tepanuio MOXHO HAaYWHATH IO TOJYYEHHUS PE3YJIbTAaTOB TOCEBAa M JPYrUX JIaOOPaTOPHBIX
HCCIE0BaHU M. Opnnako MPOTUBOTPUOKOBYIO ~ TEpamuil0  HEOOXOAUMO U3MEHUTH
COOTBETCTBYIOIIUM 00pa3oM, KOrja pe3ylbTaThl 3TUX MCCIEAOBAHUN CTAaHYT H3BECTHBIMHU.
[Ipu nepeBone maryeHTa ¢ BHyTPUBEHHOTO Ha MEPOpalbHBIN MpUEM Mpernapara Wik Hao0opoT,
M3MEHEHHUS CyTOUHOM J103bI HE TpeOyeTcs.

Cyrounass n03a ¢IyKoHa30Jla 3aBUCHUT OT XapakTepa W TSKECTH TPUOKOBOM HWH(QEKIUH.
[Tpu undexuusax, TpedyIINX TOBTOPHOTO IIpUeMa Mpenapara, JIedeHHe ClenyeT NpoA0sKaTh 10
MCYE3HOBEHHS KIMHUYECKUX WU JTaOOPaTOPHBIX MPU3HAKOB aKTUBHOW IpUOKOBOI MH(EKIUU.
bombaeiMm  CIIMJoM W  KPUNTOKOKKOBBIM  MEHMHTMTOM WM  PEUUIAUBUPYIOIIUM
opodapUHreallbHbIM  KaHIUI030M OOBIYHO HEoOXoJuMa MOJJAepKUBAIOLIas Tepanus IS
MpOQUIAKTUKH PELIUIMBOB UH(EKIINH.

Ilpumenenue y e3pocnvix

o [lpu kpunmoxoxkkoom MeHuHeUmMe U KPUNMOKOKKOBbIX UHDEKYUsAX Opy2oll 10KAIU3ayuy B
NepBbId JIeHb 00bIYHO NMpuHUMarOT 400 Mr, a 3aTeM mpojospkaroT JedeHue B goze 200-400 mr
1 pa3 B cyrku. JIIHUTENbHOCTh JIEYEHUS KPUIITOKOKKOBBIX HMH(EKIMI 3aBUCUT OT HAIUYHS
KITMHUYECKOTO ¥ MUKOJIOTHUECKOTO d((hekTa; mpu KpUNTOKOKKOBOM MEHUHTUTE JICYeHHE OOBITHO
MIPOJIOJDKAIOT M0 KpaifHei Mepe 6-8 Henenb. B ciaydasix nedeHus yrposkKaromux Ku3H1 HHPEKIUn
CYTOYHYIO /103y MOXHO yBeIu4uTh A0 800 Mmr.

Jna npogunaxmuxu peyuousa KpunmoxKokK08020 MeHUHeUma y MalrueHTOB ¢ BBICOKUM PUCKOM
peluarBa Tocie 3aBepIIeHUs] MOJHOTO Kypca TMEPBUYHOTO JICYCHHs Tepamuio (hIyKoHA30JI0M
B 103¢ 200 MI B CyTKM MOKHO MPOJIOJIKATh B TEUEHUE HEOTIPEIETICHHOTO IEPHO/Ia BPEMEHHU.

L4 HpI/I KOKL;M@MOM@OMMKOS’@ MOXET HOTpe6OBaTLC$I INIPpUMCHCHUC TIIpCIllapaTa B HO03C
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200-400 mr B cytku. [y HEKOTOpHIX MH(MEKIWH, B OCOOCHHOCTH C MOPAKEHHUEM MO3TOBBIX

o0oJouek, MokeT paccmarpuBarbes 03a 800 Mr B CyTkH. J{IUTEIBHOCTh TEPAIMK ONPEICIISIOT
WHJUMBHUAYyAJIbHO, MOXET JJIUThCA JO 2 JieT; OHa cocraBisger 11-24 wMecama mpu
KOKIIUJUOUIOMHUKO3€E, 2-17 MecsAleB — Mpu MapakoKIUIUOUIOMUKO3e, 1-16 MecsaleB — mpu
criopoTpuxose u 3-17 MecsileB — pu rUCTOIIIa3MO3€.
o [lpu kanouoemuu, OoucceMuHuUpoO8aAHHOM KAHOUOO3E U OpPYeUX UHBABUBHLIX KAHOUOOZHLIX
uHghexyusax HackIIaroNas 103a coctasisier 800 MT B epBHIN A€Hb, MOcaeaytomas 103a — 400 mr
B CYTKH. JITUTENBHOCTH Tepamuu 3aBUCUT OT KIMHMYECKOW »dddextuBHOoCcTH. OOmIas
peKOMEHJANUS TO JUIMTEIBHOCTH JICUCHUS KaHAWJIEMUH — 2 HEIeIM TIOCle IEepPBOTro
OTPHUIATECIILHOTO pe3yJibTaTa ITI0CeBa KPOBH W WCUC3HOBEHHUS IMPHU3HAKOB W CHMIITOMOB
KaHTUJICMHUH.
o Jleuenue cau3ucmozo Kanouoosa
— Ilpu opoghpapuneeanvnom kanouooze Haceimaromas no3za coctaisier 200-400 mr B
NepBbIi AeHb, ocneayromas ao3a — 100-200 mr 1 pa3 B cytku B Teuenue 7-21 nus. Ipu
HEO0OXO0IMMOCTH, MALMEHTaM C BBIPAKEHHBIM MOJABICHUEM UMMYHHOU (YHKIIHNU JICYCHHE
MOXXHO TMpOJOJKaTh B TedeHHe Oosiee uTenbHoro BpemeHu. [lpu ampoguueckom
Kanouoo3e noiocmu pma, CBI3aHHOM C HOIIEHHEM 3YyOHBIX MPOTE30B, MpermapaT 0O0bIYHO
NpUMeEHSIOT B a03¢ 50 Mr 1 pa3 B cyTku B TeueHue 14 gHEd B COUYETAaHUU C MECTHBIMHU
AHTHCENITUYECKUMU CPECTBAMU JIIsl 00pabOTKH MpoTe3a.
— Ilpu kanouoypuu sddextuBHas no3a o0baHO cocrtabisier 200-400 MT B CyTKH TIpH
JUIUTENbHOCTU JieueHus: 7-21 neHb. Y MalueHTOB C TKENbIM HapylieHueM (GYHKIUU
MMMYHHOU CHCTEMbI MOKHO HCIIOJIb30BaTh 0oJiee [UIUTEIbHbIE IEPUOIbl TEPAIUU.
— Ipu xponuuecxom xooxcrno-cruzucmom xanouoose npumenstor 50-100 Mr B cyTku
1o 28 naueii neyeHus. B 3aBUCUMOCTH OT TSKECTH JIeUeHUS HHPEKIIUU WU COMTYyTCTBYIOIIETO
HapyIIeHUsI UMMYHHON CHUCTEMBbI M MH(PEKIIMU MOXHO HCIOJIb30BaTh 00Jee ATUTEIbHbBIE
MIePHO/IbI TEPATIHH.
— [Ipn kanouoose nuwesoda wHacwimawmas poza 200-400 Mr B TepBBIA JIEHB,
nocnenyromas gos3a — 100-200 mr B cyrku. Kypc neuenus cocrasisger 14-30 nnei
(10 MOCTIKEHHUs peMHCCHUM KaHaumo3a muieBoaa). Ilpu HeoOXoauMOCTH, MaldeHTaM C
BBIPKEHHBIM MMOJABIEHHEM UMMYHHOHN (DYHKIIMH JIEYEHHE MOXKHO MPOJIOJIKATh B TEUCHUE
0oJee UTMTETFHOTO BPEMEHHU.
- Hns  npogunakmuxu  peyuousos - opoghapuneeanrbHo20  KAHOUO03A y

BI/II’I—I/IH(pI/IL[I/IpOBaHHBIX MalUCHTOB C BBICOKMM PUCKOM PCHUAMNBOB IIpCriapaT NpUMCHSIIOT
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1o 100-200 mr B cytku miu 200 mr 3 pa3a B HEJIENIO B TEYEHUE HEONPEAEIEHHOIO NepHoia

BPEMEHH Y MAIMEHTOB C XPOHUYECKU MOHMKEHHBIM UMMYHUTETOM.
- Hnst npedomepawenusn peyuouos kanoudoza nuuwjeeooa y BUU-unpunmpoBaHHBIX
MAIMEHTOB C BBICOKUM PHUCKOM peUUAMBOB Ipenapar npumenstoT no 100-200 mr B cyTku
niu 200 Mr 3 pa3a B HEZEIIO B TEUEHUE HEOIIPEIETICHHOIO NIEPUOa BPEMEHH Y MallUEHTOB
C XpOHUYECKHU MOHUKEHHBIM UMMYHUTETOM.

- [Ipu xponuueckom ampoguueckom kanouoose noiocmu pma, CBI3aHHOM C HOILIEHUEM
3yOHBIX MPOTE30B, perapaT 0OBIYHO MPUMEHSIOT B 103€¢ 50 Mr 1 pa3 B cyTku B TeueHue 14
JTHEN B COYETAHUH C MECTHBIMU aHTHUCETITUUECKUMH CPEJICTBAMHU JIJIsi 00paboTKU MpoTe3a.
— [Ipu ocmpom eacunanvHom Kanouooze, KAHOUOO3HOM OanaHume TpeENapaT
MPUHUMAIOT OJHOKPAaTHO BHYTph B Ao3e 150 mr. Jlns cuuoswcenus wacmomul peyuousos
BA2UHANBHO20 KAHOUO03a TPETapaT MOKHO MPUMEHSATh B 03¢ 150 Mr depes kaxiapie 3
THsT — Bcero 3 no3el (B 1-#, 4-i u 7-1 neHb), 3aTeM moyepkuBatomias n1o3a 150 mr 1 pa3 B
Henento. [loanep xuBaromyro 103y MOKHO IPUMEHSITh BIUIOTH JI0 6 MECSIICB.

o Jleuenue 0epmamomuko308
—  Ilpu unghexyusx xooicu, exnouas oepmamogumuro cmon, depmamopumuro mynosuud,
naxosyro Oepmamogpumuro, U npU KAHOUOO3HBIX UH@eKyusx PEKOMEHIyeMas J103a
coctasisieT 150 mr 1 pa3 B Henenro uiu 50 mr 1 pa3 B gieHb. JITUTEILHOCTH TEpATU 0OBIYHO
cocTaBisieT 2-4 Hemenw, IpU MHKO3aX CTON MOXET MoTpeboBaTbcs Oojiee IIUTEIbHAs
Tepanus 10 6 Helleb.

— Ilpu pasnoysemnom nuwae pekomenayemasi no3a cocrasisier 300-400 mr 1 pa3 B
HEJEeNI0 B TeueHue 1-3 Henenb. AJIBTEPHATUBHOM CXEMOM JICUECHHUS SABIISIETCS] IPUMEHEHUE
npemnapara no 50 mr 1 pa3 B JieHb B TeueHue 2-4 He/Ielb.

o [lpu onuxomuxoze pexkomenmyemas ao3a coctasimser 150 mr 1 pa3 B Hemento. Jleuenue

cleqyeT  MpOJOJDKaTh 10 3aMelleHuss  MHQHUIMPOBAHHOIO  HOTTA  (BBIpACTaHHUS

HEUH(UIIMPOBAHHOTO HOTTS). {151 MOBTOPHOTrO pocTa HOTTEH Ha MaibllaX PYK U CTOM OOBIYHO

Tpebyetcst 3-6 mecsueB u 6-12 MecseB coOTBETCTBEHHO. OIHAKO CKOPOCTh POCTa MOXKET

BApbUPOBATH B IMPOKUX MPEAENAX Y Pa3HbIX JIFOJIEH, a TAK)KE B 3aBUCUMOCTH OT Bo3pacta. [locie

YCIIEUTHOTO JICYSHHSI ITUTENFHO COXPAHSIBIIMXCS XPOHUUECKUX MH(DEKIHT nHOT1a HAabIoqaeTcs

U3MeHeHHne (hOPMbI HOTTEH.

o Jlna mpoguraxmuxku KaHouoosza 'y TAINUEHTOB CO 3JI0KAYECTBEHHBIMU OMYXOJSIMU

pexomenayemas no3a ¢uaykonazona coctaBisier 200-400 mr 1 pa3 B CyTKH B 3aBHCHUMOCTH OT

CTETICHH pHUCKa pa3BUTHS TpHOKOBON wH(eKkiwu. JIJis MalueHTOB ¢ BBICOKUM PHCKOM

FeHepaJ]I/IBOBaHHOﬁ I/IH(I)CKI_II/II/I, Harpumep, € BLIpa)KeHHOﬁ WiIn JIUTCIIBHO COXpﬁHHIOH.IGﬁCSI
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HeUTponeHue, pekoMenayemas 1o3a cocrasiisger 400 mr 1 pa3 B cyrku. @iyKoHa30J1 IPUMEHSIOT

3a HECKOJIbKO JHEH [0 OKHMJAEMOIO Ppa3BUTHUsSI HEUTPONEHMM M, NOCJIE YBEIMYEHUS 4ucia
HeliTpopuios Gonee 1000 B MM, leueHHe TPOJOIKAIOT ellle 7 JTHEH.

Ilpumenenue y oemeii

Kak 1 npu cxoaHbIX HHPEKIUAX Y B3POCIbIX, JUIMTEIBHOCTD JIEUEHUS 3aBUCUT OT KIMHUYECKOTO
U MuUKosorudeckoro s¢gekra. Jlns nereil cyrouHasi o3a Ipernapara HE JOJDKHA MPEBBIATh
TaKOBYIO JUISl B3pOCIbIX. DIIyKOHA30JI IPUMEHSIOT €KETHEBHO | pa3 B CyTKH.

[Ipu kanouoosze cnuzucmuix o06o0r0uex pekoMeHayemass 103a (IyKoHA307a COCTABIISIET
3 mr/kr/cytku. B mepBblli JeHb C 1enbio  Oosiee  OBICTPOro JIOCTHXKEHUS PaBHOBECHOM
KOHLIEHTPALIMK MOKHO NPUMEHSTH YAAPHYIO 103y 6 MI/KI/CYTKH.

Jia neuenuss un8azuBHO20 KAHOUOO3A W KPUNMOKOKKOB020 MeHUHeuma peKoMeHayemas J03a
coctaBisieT 6-12wmr/kr 1 pa3 B CYTKM B 3aBUCUMOCTH OT TSDKECTH 3a00JIeBaHUS.
Hnst nooasnenuss peyuousa Kpunmokokkoeozo meHureuma y nerer OompHbIX CII oM
PEKOMEHIOBaHHAs J103a Mpemnapara COCTaBIsAeT 6 MI/KI/CyTKH.

Jna npogpunaxmuxu epubrogvlx uHgexyuii y 1eTei ¢ noAaBIeHHbBIM UMMYHUTETOM, Y KOTOPBIX
pUCK pa3BUTUS WH(GEKIMU CBSI3aH C HEUTPONEHWEH, pa3BHBAIOMICHCS B pe3yJbTare
LATOTOKCUYECKOM XMMHMOTEpanuud WM Jy4eBOM Tepamuu, MpernapaT MOPUMEHSIOT IO
3-12 mr/kr 1 pa3 B CTyKM B 3aBUCHMOCTH OT BBIP@XKCHHOCTH W JJIUTEITLHOCTH COXPAHCHUS
WHIYIUPOBAHHON HEWUTpONeHUU (CMOTPU 103y JUIA B3POCHBIX; IS JIeTel ¢ MOouYeyHOn
HEJO0CTATOYHOCTHIO — CMOTPU JI03Y JIJIsl MAIIUEHTOB C TIOYEYHON HEJI0OCTaTOUHOCTHIO).

[Ipr HEBO3MOKHOCTH MPaBUIIBLHOTO HCIOIB30BaHUs Y J€Tel JIeKapCTBEHHOM (OPMBI ITpernapara B
BHJIE KarCyl CJIeAyeT pacCMOTPETh BO3MOXKHOCTh 3aMEHBl Ha JIPyrue JIeKapCTBEHHBbIE (HOPMBI
(bykoHazona (MOPOLIOK AJIsi MPUTOTOBICHUS CYCTICH3UU JJISl TIpUeMa BHYTPb HIIM PacTBOP IS
BHYTPUBEHHOTO BBEJICHUSI) B SKBUBAJICHTHBIX /103aX.

Ilpumenenue y noxcunvix nrooeii

[Ipu oTCYTCTBMU MPHU3HAKOB MOYEYHON HEIOCTATOYHOCTH (PIIYKOHA30J MPUMEHSIOT B OOBIYHOMN
nose. IlanueHtam ¢ Mo4yeyHOM HENOCTATOYHOCTHIO (KJIMpPEHC KpeaTHHHHA < 50 MJI/MMH) 103y
npenapaTa KOppeKTUPYIOT, KaK OTIMCAHO HHKE.

Ilpumenenue y nayuenmoe c noueunoil He0OCMamo4HOCMbIO

[Ipu ogHOKpaTHOM NpUeMe U3MEHEHHUs J03bl He TpeOyercs. Y MHalMeHTOB (BKIOYas JeTeil)
C HapylieHueM (QYHKIUU TO0YEeK IpPH MHOTOKpPATHOM IPUMEHEHUHM IpernapaTra cieayeT
IIEPBOHAYAIILHO BBECTH yHaapHyto 103y oT 50 mMr mo 400 mr, mocie 4ero Cyro4HyK A03Y

(B 3aBUCHUMOCTH OT HOKaSaHI/ISI) YCTaHAaBJIMBAKOT COT'JIACHO cneny}omeﬁ TaGJlI/II_IeI
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N AKUMOHEPHOE OBLLECTBO

RENEWAL NPON3BOACTBEHHAA ®PAPMALIEBTUYECKAA
KOMMNAHWNA OBHOBNEHUE
Knupenc kpeatunuHa (MJ1/MUH) [IpoueHT pekomMeHayeMOH 03I
> 50 100 %
<50 (6e3 muanu3za) 50 %
I'emounanus 100 % nocie kaxxJ10ro reMoiuanusa

[TanmenTsl, HaxonadlIMeCcs Ha TeMoJuann3e, MOJDKHBI nojydath 100 % pekoMmeHayemMoil 103blI
MoCJIe KKIOro ceaHca jJuanu3a. B JeHb, KOTJa TUalii3 HE MPOBOIMTCS, MAIMEHTHI JOJDKHBI
MOJTy4aTh YMEHBIIEHHYIO (B 3aBUCHMOCTH OT KJIMpPEHCa KPeaTHHWHA) 103y Mpermapara.

Y nereii ¢ HapymieHHWeM (YHKIMHM TIOYEK CYTOYHYIO 03y Tpernapara ClIeayeT yMEHBIITUTh
B TOH K€ MPOMOPIIHOHATEHON 3aBUCHMOCTH, YTO U Y B3POCIBIX, B COOTBETCTBHH CO CTEIICHBIO
BBIPOKEHHOCTH TTOYCYHON HEIOCTATOYHOCTH.

IToGouHoe geiicTBHE

Kputepun omenkn dactoTel: «o4eHb yacto» (= 1/10); «gacro» (= 1/100, < 1/10);
«Hevacto» (= 1/1000, < 1/100); «peaxo» (= 1/10000, < 1/1000); «ouens penkox» (< 1/10000),
9acTOTa HEM3BECTHA — HEBO3MOYHO OIPEICITUTh Ha OCHOBE UMEIONTUXCS JAHHBIX.
[lepenocumMocThb npenapara 0ObIYHO OUYEHb XOpOLIasl.

B KIMHHYECKHX M TIOCTMAPKETHHIOBLIX (') HccaeqoBaHuAX (IyKOHA301a OTMEYANIH CIeLYIOIHe
MOOOYHBIE PEeaAKITUH:

Co cmopoubl HepeHoll cucmembl. YACTO —FOJIOBHAS 0O0Jb; HEYacTO — FOJOBOKPYKEHHUE
CyNOpOrH’, U3MEHEHHeE BKyca , HapecTesusi, 6eCCOHHUIA, COHIIMBOCTD; PEIKO — TPEMOP.

Co cmoponbl nuiyesapumenvHoii cucmeMbl: 4acTo — 60Ib B )KUBOTE, AUapesi, TOIHOTA, PBOTA ;
HEYaCTO — METEOPU3M, JIUCIIETICHS , CyXOCTh CIIM3UCTOM 060JI0UKH MOJIOCTH PTa, 3a1iop.

Co cmoponvl 2enamobunuapHou cucmemvl. 4YacTO — IMOBBIIIEHUE CHIBOPOTOYHONW AKTHBHOCTH
amuHOoTpaHcdepas (anmanuHamuHoTpanchepassl (AJIT) u acmapraramunotpanchepassl (ACT)),
11e104HOi (pocdaTasbl; HEUACTO — XOIECTA3, KeNTyXa , HOBBIIIEHHE KOHLEHTPALUY OUIHPYOUHA;
PEAKO — rernaToOTOKCUYHOCTh, B HEKOTOPHIX CIydasx C JIeTalbHBIM HCXOJOM, HapyIIeHHE
(yHKIUHU HeyeHn , TeNaTuT , FeNaToLe/UTIONAPHBIH HEKPO3 , FeNaToLe/ITIONIPHOE IOBPEKICHHUE.
Co cmopoHbl KOJCHBIX NOKPOB0G: YACTO — ChIllb; HEYACTO — KOXKHBIM 3y, KpaluBHHUIIA,
MOBBIIIIEHHOE MMOTOOT/ACTICHHE, IEKAPCTBEHHAS CHIMb (BKIIIOUAsi CTOMKYIO JIEKAPCTBEHHYIO CHITH);
penKo — skc(oMaTUBHbIE MOPAKEHHUS KOXKH , BKIouas cuHapoM CruBeHca-J[)KOHCOHa H
TOKCUYECKUH OJMUJIEPMaNbHBI HEKPOJIU3, OCTPBIA T'e€HEpaTU30BAaHHBIA HK3aHTEMAaTO3HBIN
IyCTyJe3, OTEK JIUIIA, alloNelHs ; YaCTOTa HEM3BECTHA — JIEKAPCTBEHHAS ChIIb C 203MHO(UINEN 1
cucremHoit cumnroMatukoit (DRESS-cunnpom).

Co cmoponbl 0p2ano6 KpoeemeopeHus U Aumpamudeckoti cucmemvl : PEIKO — IEHKOIIEHHS,
BKJIIOUAsi HEUTPOTICHUIO U arpaHyJIOIUTO3, TPOMOOLIUTOTICHHSI, aHEMHUSI.
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KOMMAHWA OBHOBJIEHWUE

Co cmoponwt ummyHHOU cucmembl : anadunakcus (BKII0Yas aHTHOHEBPOTUUYECKHUI OTEK).

Co cmoponvl cepoeurno-cocyoucmoti cucmemvl : peiko — yBeauuenue uarepsana QT ma DK,
apUTMHUS  KEIIYJIOYKOBAas TAaXUCHCTONHMYECKas Tuma «mupyd™» (torsade de pointes)
(cmoTtpu paznen «Ocobbie yKazaHus ).

Co cmoponvt obmena 6ewjecms’: PENKO — IOBHILICHAE KOHIIEHTPALMH XOIECTEPHHA U
TPUTIIMLIEPUIOB B TUIa3Me KPOBH, TUTIOKATHEMHUSI.

Co cmoponbl onopHo-08ucamenvbHo20 annapama: He4acTo — MUAITHSL.

IIpouue: HEHacTO — cabOCTh, ACTEHHUS, TIOBBIIIEHHAS! YyTOMIISIEMOCTb, JTUXOPAJIKa, BEPTHUTO.

Y HEKOTOPBIX MAIMEHTOB, 0COOCHHO C CepPhe3HBIMU 3a00sIeBaHUsIMHU, TakuMHU Kak CITN ]I nnm pak,
pH JiedeHNH (PIyKOHA30JIOM U CXOJHBIMHU TpenapaTaMy HaOII0JalINCh H3MEHEHHUS TIOKa3aTenen
KpOBH, (PYHKIIMU TOYEK U neyeHu (cMoTpu pazzen «Ocobble yKka3aHus»), OJHAKO KIMHUYECKOe
3Ha4YCHUE ITUX U3MEHEHHH U UX CBSI3b C JICUCHHEM HE YCTAaHOBIICHBI.

Baoicno coobuame o pazeumuu nesxcenamenvHblx peakyuti ¢ yeavlo obecnedenuss HenpepbleHo2o
MOHUMOPUH2A OMHOWEHUs NOJb3bl U PUCKA JleKapcmeeHHo2o npenapama. Ecau nodvlie u3
VKA3AHHBIX 8 UHCMPYKYUU NOOOUHBIX 3D eKkmos ycyeyonsaiomcs, unu Bol 3amemunu ntobvie opyeue
noboumnsie 3¢hexmol, He YKA3aHHbIE 8 UHCMPYKYUU, coobwume 06 smom epavy. Meouyunckue
PAbOmMHUKU COOOWAIOM O HeNHCelamelbHblX Peaxkyusx J1eKapCmeeHHO20 npenapama uepes
HAYUOHAIbHbIE CUCEMbI COOOUEHUSL O HeAHCeNAMENbHbIX PeaKyUusx.

Ilepeno3upoBka

Nmetorcs cooOuieHus o nepeao3npoBke GprykoHas3oJia, U B OJHOM ciiydae y 42-JIeTHEro MalyeHTa,
MH(ULIMPOBAHHOTO BUPYCOM HMMMYyHOAeHIMTa YenoBeka, nocie npuema 8200 Mr mpemnapara
MOSIBUJIMCH FaJUTIOLIMHALIMY U TTapaHouAalbHOE oBeeHHe. [laireHT Obl1 roCUTaNu3upOBaH; €ro
COCTOSIHHE HOPMAJIU30BaJIoCh B TeueHue 48 4acos.

B cnyuae nepeno3upoBku afekBaTHBINA 3((HEKT MOKET AaTh CUMIITOMATUYECKOE JIEYCHHE (B TOM
YHClie TOIICPKUBAIOIINE MEPBI U TPOMBIBAHHE KETYIKA).

@DI1yKOHA30J1 BEIBOJUTCS B OCHOBHOM 4€pe3 MOYKH, 03TOMY (POPCUPOBAHHBIN AUYpPE3, BEPOSITHO,
MOXKET YCKOPUTH BbIBelleHUE Tpernapara. CeaHc reMouain3a JUIMTEIbHOCTRIO 3 Yaca CHIKAeT
KOHIIEHTpa1MIo (pIIyKoHa307a B mi1a3Me KpoBU mpuMepHo Ha 50 %.

B3aumopeiicTBHe ¢ APYrUMU JIeKAPCTBEHHBIMH CPeACTBAMH

OpHOoKpaTHOE WM MHOTOKpaTHOE MpHMEHeHue (QuykoHa3osna B o3¢ 50 Mr He BIHSET Ha
MeTabonu3M ¢genazona (Anmunupuna) NIpu UX OJHOBPEMEHHOM IPUMEHEHHUU.

Oonoeépemennoe  npumeHnenue  (QayKkonazona  co  CHeOyIOWUMU  npenapamamu
RPOMUBONOKA3ANHO:

llu:«:anpud: npu OAJHOBPEMCHHOM IMPUMCHCHHUU (I).HYKOHBBOH& u [u3arnpuja BO3MOXKXHBI

dayKoHa301 PeHeBan: cKkayaTb MHCTPYKLUMIO NO NPUMEHEHMUIO Ha oduLMaIbHOM caliTe Npon3sBoamnTens



https://www.renewal.ru/
https://www.renewal.ru/
https://www.renewal.ru/
https://www.renewal.ru/products/flukonazol-reneval/

—_— AKLIMOHEPHOE OBLLLECTBO
RENEWAL NPOU3BOACTBEHHAA ®APMALLEBTUYECKASA
KOMMNAHMA OEHOBNEHUE

HCKCJIATCIIBbHBIC pPCakKunu CO CTOPOHLI CCpAla, B TOM HYHCIC aApUTMHUA IKCEIYAOYKOBas

TAXUCUCTOJIMYECKasT TUMa «mupy3IT» (torsade de pointes). [Ipumenenue Qraykonazona B 103e
200 mr 1 pa3 B cyrku u nmsanpuja B go3ze 20 mr 4 paza B CyTKM IPHUBOJUT K BBIPAKECHHOMY
YBEJIMUYEHUIO IJIA3MEHHBIX KOHIEHTpauuil nu3anpuna u ysenudeHuto uarepsana QT na OKI.
OnHOBpEeMEHHOE MPUMEHEHHUE u3anpuaa U QIIyKoHa305a MPOTHBOMOKA3aHO.

Teppernaoun: mpu OJHOBPEMEHHOM TPUMEHEHUH Aa30JbHBIX IMPOTUBOTPUOKOBBIX CPEICTB M
TeppeHanHa BO3MOKHO BO3HUKHOBEHHE CEpPhE3HBIX apUTMHUH B pE3ylbTaTe YBEIUYEHUS
untepsana QT. IIpu npueme guykonazona B go3e 200 mr B cyTku yBennueHus narepsaia QT e
YCTaHOBJIEHO, OJHAKO IpuMeHeHue (imykoHazona B go03ax 400 MT B CYTKM U BBIIIE BBI3BIBACT
3HAYUTENIbHOE YBEJIMYEHHE KOHIIEHTpaluu TepdeHaauHa B IuiasMe KpoBU. OJHOBpEeMEHHOE
npuMeHenne ¢urykoHnaszosa B g03ax 400 Mr B cyTku U OoJiee ¢ TepPpeHaTMHOM MPOTHBOIIOKA3aHO
(cmotpu paznen «IIpoTuBomnokazanusy). Jleuenue paykonazonaom B go3ax menee 400 Mr B CyTKH
B COYETAaHUU C TepPEeHAINHOM CIIEAYET MPOBOIUTH MO/ TIIATEIbHBIM KOHTPOJIEM.

Acmemuzon: OMTHOBpEMEHHOE MpPUMEHEHHE (IIyKOHa30Jla € acTeMH30JIOM WIH JPYTHUMH
npenaparaMi, METa0O0JU3M KOTOPBIX OCYHIECTBISICTCS CHCTeMOW mutoxpoma P450, moxer
COTPOBOXKIATHCS MOBBIIIEHUEM CBHIBOPOTOUHBIX KOHIIEHTpaluii 3Ttux cpencts. IloBblieHHbIE
KOHLIEHTPALlMK aCTeMH30J1a B IUIa3Me KPOBU MOTYT MPHUBOJAUTH K yanuHeHuto uHrepBaita QT u
B HEKOTOPBIX CIy4YasX K pa3BUTHUIO apUTMHH KEITYyT0UKOBOU TaXUCUCTOINYECKON THIIA «ITHUPYIT»
(torsade de pointes). OpHOBpeMEHHOE TPUMEHEHHE acTemMu3oia ©  (IIyKOHa30Ja
MIPOTHUBOIOKA3aHO.

Ilumo3uo: HecMOTps. Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOLIUX HCCIIEIOBAHUM in vitro
WIH in vivo, OJTHOBPEMEHHOE MpUMEHEeHHe (IyKOHa30da W MHUMO3MJA MOXKET MPUBOJUTH K
yrHETeHHUI0 MeTabonn3mMa muMo3uia. B cBoro odepe/is, MOBHIICHNE TUIa3MEHHBIX KOHLIEHTpaLUn
MMMO3U/Ia MOXKET MPUBOAUTD K YAJTMHEHUIO nHTepBasia QT M B HEKOTOPBIX CIIy4asX K pa3BUTHIO
apUTMUU  KEIYJIOYKOBOM TaXMUCUCTONMYECKOW Tuma «mupydT» (torsade de pointes).
OpHoBpeMeHHOE MPUMEHEHHEe TUMOo3H1a U (IIyKOHa30J1a TPOTUBOIIOKA3aHO.

Xunuoun: HECMOTPS Ha TO, 4TO HE MIPOBOAUIIOCH COOTBETCTBYIOIIUX
UCCIIeIOBAHU in vitro Wiu in vivo, OJHOBPEMEHHOE NpUMEHEHHEe (IIyKOHA30Jla M XUHUIUHA
MOKET TaKkKe MPHUBOJUTH K YrHETEHHIO MeTabonM3Ma XWHUAMHA. [IpuMeHeHue XMHUIMHA
CBsi3aHO C yuinHeHHMeM HHTepBaia QT M B HEKOTOPBIX clydasx C pa3BUTUEM apUTMUU
KENyJJOUKOBOW TaXHUCHCTOJIUYECKON Tuma «mupysT» (torsade de pointes). OgHOBpeMeHHOE
pUMEHEHHE XUHUANHA U (PIIyKOHa30J1a IPOTUBOIMIOKA3aHO.

Opumpomuyun: OJHOBPEMEHHOE TMPHUMEHEHHE (IyKOoHa307a W 3PUTPOMULIMHA MOTEHIHAIBEHO

NPUBOJUT K IHOBBINICHHOMY PUCKY Pa3BUTHA KApAUOTOKCHUYHOCTHU (yIIJ'II/IHCHI/IC HHTCpBAJIa QT,
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torsade de pointes) u, BCIEICTBHE 3TOr0, BHE3AMHOW cepiedHoi cMepTtu. OaHOBpEeMEHHOE

npuMeHeHne (IIyKOHAa30J1a U SPUTPOMUIIMHA TPOTUBOIIOKA3aHO.
He pexomenodyemcsa ucnonv3oeams ciedyoujue 1eKapcmeeHHnble cpeocmea:
Tanogpanmpun: GaykoHa307 MOKET YBEINIMBATH KOHIIEHTPAIHIO Talo(aHTPHHA B TUIa3Me KPOBH
B cBBU c wuHrubupoBanumem wu3opepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHUH
KEITYI0UKOBOM TaXMCUCTOJIMUYECKON Tuna «mupy T» (torsade de pointes) nmpu 0JHOBPEMEHHOM
MPUMEHEHHUHU ¢ (PITYKOHA30JI0M, KaK U C JPYTMMHU MIPOTUBOTPUOKOBBIMHU IIpeNapaTaMu a30JI0BOTO
psiaa, M03TOMY COBMECTHOE IPUMEHEHUE UX HE PEKOMEHIYETCS.
Cnedyem coonooams 0cmoporicHOCHb RPU 00HOBPEMEHHOM RPUMEHEHUU ¢ (PIIYKOHA3010M:
Amuooapon: IlpumeHeHre aMHOJapoHa acCOLMMPOBANIOCh C yuIMHeHHeM wuHTepBata QT.
Cnenyer coOnoaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM NpPUMEHEHUHU (QIIyKOHa30Ja U
aMUoJapoHa, B 0COOEHHOCTH TIPU MPpUEMe BBICOKOH 10361 (pirykoHazoa (800 mr).
Cnedyem cobnwdams OCMOPOIHCHOCHMb U, B03MOXMCHO, KOPPEKMUPO8Ams 003bl NpU
00HOBPEMEHHOM NPUMEHEHUU CIeOYIOUWUX npenapamos u (iykonaszona:

o [Ipenapamei, erusrowue Ha GryKOHA30:
l'uopoxnopomuasud: MHOTOKpaTHOE MNPUMEHEHHE TUAPOXIOPOTHA3HIA OJHOBPEMEHHO C
(I1yKOHA30J10M MPHUBOJUT K YBEIMUYEHHUIO KOHILIEHTpauuu (pIykoHazoja B IUIa3ME€ KpPOBU Ha
40 %. DddexT Takoil creneHU BBIPAXKEHHOCTH HE TPeOyeT M3MEHEHMs peXHMa JO03UpOBaHUS
(bi1ykoHa301a y MallMeHTOB, MOIYYaloLUUX OJJHOBPEMEHHO TUYPETUKH, OHAKO Bpauy CIeAyeT 3TO
YUUTHIBATh.
Pugpamnuyun: onnoBpeMeHHoe mnpuMeHeHHe ¢IyKoHa30Jla U pUpaMIUIMHA MPUBOIAUT K
CHIIKEHHUIO TUIOMIAAM MO KpuBOH «koHIeHTpamusi-BpeMs» (AUC) Ha 25 % W UIMTEIBHOCTH
nepuoja noyyBbiBeeHUs Grykonaszona Ha 20 %. Y manueHToB, OJHOBPEMEHHO MPUHUMAIOIINX
pudamMnuyH, HeOOX0IMMO YUYUTHIBATH IIEIECO00PA3HOCTh YBEIHUEHUS 1036l (DITyKOHA30Ia.

e [Ipenapamol, Ha Komopble eausem QIyKOHA3O0L:
@DI1yKOHA30J1 ABISETCS YMEPEHHBIM HHrUOUTOpOoM n3odepMmentoB 2C9 u 3A4 nutoxpoma P450
(CYP). ®nykonazon Ttakxke sBisgercs uHruoutopoMm wnzopepmenta CYP2C19. Kpome Toro,
IIOMHUMO TE€PEYUCICHHBIX Janee 3(PQEeKTOB, CYIIECTBYeT PUCK MOBBIIIEHHS B IJa3Me KpPOBH
KOHIIGHTpAllMu M JPYTUX JICKApCTBEHHBIX CPEACTB, METa00IM3UPYeMbIX H30(hepMEeHTaMU
CYP2C9, CYP2C19 u CYP3A4 npu 0THOBpeMEHHOM IPUMEHEHHH ¢ (hIyKOoHa30J0M. B cBsizu ¢
3THUM, CJIelyeT COOI0/aTh OCTOPOKHOCTh NMPHU OJHOBPEMEHHOM MPUMEHEHHUH IEPEeYHCICHHBIX
IpernaparoB, a NPy HE0OXOAUMOCTH 10I00HBIX KOMOWHAIMNA MAlMEHThI JOJKHBI HAXOUTHCS MO
TIIATEIbHBIM MEAUIUHCKUM HabmroneHueM. CrelyeT YYUThIBaTh, YTO MHTUOMPYIOMIMHA d3PPeKT

(pJ'IYKOHaBOJ'Ia COXpaHACTCA B TCUCHUC 4-5 JHEH MOoCjIe OTMEHBI npemnapara B CBA3U C JJIMTCIIbHBIM
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IIEPUOJIOM IOJTYBBIBEICHUS.
Angpenmanun: otMedaeTcs yMEHbIIEHHE KIMpeHca M o0beMa pacrlpesieiCHus, YBEIUYEeHUE
nepuoja NOJyBbIBEACHUs alipeHTaHuwn1a. Bo3MOXHO, 3TO CBSI3aHO C HMHCHOMPOBAHUEM
nzopepmenta CYP3 A4 pmykonazonom. MoxeT noTpeOoBaThcsi KOPPEKIHS A03bI ajl(eHTaHuIIa.

Amumpunmunun, nopmpunmuaun: ypenuuenue s¢dexra. KoHueHTpanuio S-HOPTpUNTHINHA
W/ S-aMUTPUNTWIMHA MOXKHO HW3MEPUTh B Hadajle KOMOMHHMPOBAaHHOM Tepamuu C
(1yKoHa30J0M M uepe3 Henento Mnocie Havyana JsedeHus. llpu HeoOxomumoctu crenyer
KOPPEKTUPOBATh 103y aMUTPUIITUINHA/HOPTPUNITUIINHA.

Ampomepuyun B: B uccienoBaHUSAX Ha MbIIAx (B TOM 4YHCJIE C MMMYHOCYNpECCHeH) ObuIH
OTMEUEHBI CIIEYIOUIUE PE3YIbTaThl: HEOOIBIION aJTUTUBHBIN TPOTUBOTPHUOKOBBIN 3 ekt mpu
cucteMHoM uH(pekuuu, BbBaHHON C. albicans, OTCYTCTBHE B3aUMOJEHCTBUS  IpHU
BHyTpHUepenHo wuH(EKInH, BbI3BaHHOU Crypfococcus neoformans, W aHTaroHW3M TIpH
CUCTEeMHOM MH(pEKINHU, BbI3BaHHOU A. fumigatus. KiinHuyeckoe 3HaUeHHE JaHHBIX PE3yJIbTaTOB
HE SICHO.

Aumukoacynanmul: KAK M JApyrue INpOTUBOTPUOKOBBIE CpEICTBA (NPOM3BOJAHBIE  a30I1a),
(bayKoHA30J, TPU OJHOBPEMEHHOM MPUMEHEHHUH C Bap(apWHOM IOBBIIIAET MPOTPOMOMHOBOE
Bpems (Ha 12 %), B CBSI3U € YeM, BO3MOXHO pa3BUTHE KPOBOTEUEHU (reMaTOMBbI, KPOBOTEUEHUS
U3 HOCA U KEIYJ0YHO-KHUILIEYHOTO TPAKTa, reMarypus, MejieHa). Y MalleHTOB, MOIydYaroliuX
AaHTUKOATYJSHTHl KyMapMHOBOTO M HWHAAHAMOHOBOTO psAa U (UIyKOHA30J, HEOOXOIUMO
IIOCTOSIHHO KOHTPOJIMPOBATH NIPOTPOMOMHOBOE BpeMs B NEPUOJ TEpalluu U B TedeHue § IHel
[I0CJIE OJJHOBPEMEHHOIO IpUMEHEeHHs. Takxke cieayeT OLEHUTh 1eIecO00pa3sHOCTh KOPPEKLIUU
7103bl IaHHBIX AHTUKOATYJITHTOB.

A3zumpomuyun: Ipu OJHOBPEMEHHOM NPUMEHEHUH BHYTPH (HIyKOHa30Jla B OJHOKPATHOM 103€
800 MT ¢ a3UTPOMUIITMHOM B OJTHOKpaTHO# 7103¢ 1200 MT BEIpOXKEHHOTO (hapMaKOKHHETHYECKOTO
B3aMMO/ICHCTBHS MeX/1y 000MMHU IIpenapaTaMy He YCTaHOBJIECHO.

bensoouazenunvt (kopomkozo Oeticmeus): mocine TpueMa BHYTPh Muja3zonama (BryKoHa30m
CYIIECTBEHHO YBEJIMYUBACT KOHIEHTPALMIO MUAA30JaMa U IICUXOMOTOpHBIE 3(P(EKThI, MpruemM
3TO BIMsIHUE OOJiee BBIpAXKEHO Mocie npuema (piaykoHa3oja BHYTPb, YEM IPU €ro NpUMEHEHUU
BHYTpUBEHHO. [Ipy HE0OXOAMMOCTH CONYTCTBYIOLIEH Tepanuu OeH30/1Ma3enMHaMy MalMeHTOB,
IPUHUMAIOMUX (PIYKOHA30J, CleAyeT HaOMIoAaTh C LENbI0 OIEHKH 1e1ecoo0pa3HOCTH
COOTBETCTBYIOILIETO CHUKEHUS J03bl OEH30/Ma3enuHa.

[Ipu ogHOBpEMEHHOM MPUMEHEHUH OJHOKPATHOM J103bI TpUazoyiama (IIyKOHA30J YBEITMUHUBACT
AUC Ttpuazonama npubiauzutenabHo Ha 50 %, Cmax — Ha 20-32 % u nepuo moJTyBbIBEACHUS Ha

25-50 % Onaronmaps yrHeTeHHIO MeTabosm3Ma TpuazojaMa. MoskeT MOHAZ0OUTHCS KOPPEKIUs
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J103bl TpHUA30JIama.

Kapbamaszenun: rykoHa3on  yrHeraer — Merabonu3M — KapbamMasenmuHa ¥ TOBBIIIACT
CBIBOPOTOUYHYIO KOHIIGHTpauuio kapOamaszennHa Ha 30 %. HeoOxoaumo ydHTHIBaTH PHUCK
pa3BUTHUSI TOKCUYHOCTU KapOamaszenuHa. CiieyeT OLUEHUTh HEOOXOAUMOCTh KOPPEKLUUU J03bl
KapOaMasenuHa B 3aBUCUMOCTH OT KOHIIEHTpauu/Ypdexra.

bnoxamopvr  kanvyuesvix  kananos:  HEKOTOpPbIE AHTATOHUCTHI  KaJbLUMEBBIX  KaHAJIOB
(HuQenunuH, WCPaJAUINNH, AaMJIOJWIIMH, BepanamMuwil H (QeroaunuH) MeTaboIU3UPYIOTCS
modepmerTtom CYP3A4. dnykoHa307 yBEIHMYMBAET CUCTEMHYIO JKCIIO3HUIIMI0 AaHTarOHHWCTOB
KaJIbIIMEBbIX KaHaI0B. PEKOMEH0BaH KOHTPOJIb pa3BUTHS MOOOUHBIX A3PPEKTOB.

Hesupanun: coBmecTHBIN npueM ¢UIyKOHA30J1a 1 HEBUPANMHA YBETUUMUBAET MPUOITUZUTEIILHO Ha
100 % 5SKCIO3WIMIO HEBUpPAINMHA TIO0 CPAaBHEHHWIO C KOHTPOJBHBIMU JAHHBIMHU IO OTIEIEHOMY
NPUMEHEHWIO HeBHpanwHa. [3-3a pucKa TOBBIIIEHHOTO BBIACICHUS HEBHpAIMHA IIPH
COIMYTCTBYIOIIIEM MPUMEHEHUU JIEKapCTBEHHBIX IIPENapaToB HEOOXOJMMBI  HEKOTOpBIE
MPEIOCTOPOKHOCTHU U TIIAaTeIbHOE HAOIIOACHNE 3a MallueHTaMHU.

Luxknocnopun: y NallueHTOB C TPAHCIUIAHTUPOBAHHOM MOYKOM nMpuMeHeHHne GIyKoHa30Ja B 103€
200 Mr B CyTKM TPUBOJUT K MEJICHHOMY MOBBIIICHUIO KOHIIEHTPAMK LUKIocnopuHa. OqHaKo
IIPY MHOTOKPAaTHOM ITpUMEHEHUH (piykoHasoma B 103e 100 Mr B CyTKH M3MEHEHUsI KOHIIEHTPAlUuK
LUKIOCTIOPHHA y PELUIIMEHTOB KOCTHOrO Mo3ra He HaOmoganoch. I[lpu oaHOBpeMEHHOM
pUMeHeHUH (UIyKOHA30J1a U IIUKJIOCIOPUHA PEKOMEHAYETCS KOHTPOIUPOBATh KOHIICHTPAIUIO
LUKIOCTIOPUHA B KPOBH.

Luxnogocghamuo: npu OITHOBpEMEHHOM TpUMeHeHWH uukiIodochamuna u  aykoHazoma
OTMEUAeTCs] YBEJIMYEHUE CHIBOPOTOYHBIX KOHLEHTpalMid OunupyOMHa U KpeaTWHHUHA.
JlanHasi KOMOMHAIMS JOMYCTUMA C Y4€TOM pPUCKA YBEIWYECHHs] KOHILIEHTpalui OunupyOuHa u
KpeaTHHHHA.

@enmanun: UMeETCsl CcOOOIIeHHEe 00 OJHOM JIeTaJbHOM HCXOJE, BO3MOXXHO CBSI3aHHOM
C OJTHOBpEMEHHBIM IIpUMeHeHueM GeHTanuna u ¢piaykonasona. [Ipennonaraercs, 4to HapyIIeHUS
CBS3aHBl C WHTOKCHKanued ¢(eHTaHwioM. bpuio mokazaHo, 4TO (IIyKOHA30J 3HAYUTENIHHO
yJUIMHSIET BpeMsl BbIBeieHUs GeHTaHmna. CleayeT yuyuThIBaTh, YTO MOBBIIMIEHNE KOHIIEHTPALH
(eHTaHuIa MOXKET MPUBECTH K YTHETEHUIO JIbIXaTeIbHOM (PyHKIMH.

Hueubumopvr  I'MI-KoA-pedykmaswi: Ipu  OJHOBPEMEHHOM MpPHUMEHEHHH (UIyKOHA30/a C
unruouropamu I'MI'-KoA-penykrassl, Metabosmzupyembimu nzopepmentom CYP3A4 (Takumu
KaK, aToOpBacTaTUH U cuMBacTaThH) Wi u3opepmentom CYP2D6 (Takumu kak, (ayBacTaTHH),
PUCK Da3BUTHSA MHOTATUU M pabAOMHOIM3a yBelW4yMBaeTcs. B ciaydae HeoOXoAMMOCTH

O,Z[HOBpCMCHHOﬁ TCpallliu YKAa3aHHBIMHU IpcriaparaMu, CICAYCT Ha6JHOI[aTB NalmueHTOB C LECIIBIO
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BBISIBJICHHSI CHMITOMOB MHoONaTHH ¥ pabgommonmsza. HeoOXoaumMo  KOHTpPOJIMPOBATH

KOHLIEHTPALIMIO KPEaTUHUHKHHA3bl. B cilydyae 3HAUMUTENbHOIO YBEJIWYEHHUS KOHLEHTpPALUU
KpeaTMHUHKUHA3bI WJIN €CJIU TUAarHOCTUPYETCS, UM UMEETCs 1I0A03PEHHE Ha Pa3BUTUE MUOMIATUH
wim padpomuonusa, Tepanuio naruouropamu ' MI'-KoA-penykrassl ciieayeT IpeKpaTuTh.
Hopymunu6: ymepennsie uHruoutopsl m3odepmenta CYP3A4, rtakme kak (raykoHaszou,
YBEJIMYMBAIOT KOHLIEHTPALK0 UOpYTUHHOA B IJIa3M€ U MOTYT IOBBIILIATh PUCK TOKCUYHOCTH.
Ecnu npumeHeHus npenaparoB B KOMOWHAIMU HE yJaeTcsa n30exarb, He0OOXOJUMO YMEHBIIUTh
103y UOpYTHHNOA, KaK YKa3aHO B MHCTPYKLMU 110 METUIIMHCKOMY IPUMEHEHHUIO HOpYTHHNOA, U
o0ecnevnTh TIIATEIbHOE KIMHUYECKOE HAOI0IeHHE.

Jlozapman: $paykoHa3on yrHetaer MeTaOoJM3M Jo3apTaHa J0 €ro akTUBHOTO MeTaboJuTa
(E-3174), xoTopblii oTBeuaeT 3a OoJbLIYI0 YacThb 3((EKTOB, CBA3aHHBIX C AHTArOHU3MOM
anrnoteH3uH-1I penentopoB. HeoOxoauMm perymsipHbIii KOHTPOJIb apTEpPHAIbHOTO JABIICHUS.
Memaodon: GnykoHa30J1 MOXET YBEJIMYUBATh IUIA3MEHHYKO KOHIIEHTPAIMIO METaJloHa.
MosxeT NoHagoOUTHCS KOPPEKIUS J03bI METAJIOHA.

Hecmepouonwvie npomusosocnanumenvrwvie npenapamol (HIIBII): Cnmax 1 AUC daypounpodena
yBenuuuBarotcesa Ha 23 % u 81 % cooTBeTcTBEHHO. AHATOTUYHO Chax 1 AUC (papmakonoruuecku
aKTUBHOTO H3oMmepa [S-(+)-ubynpoden] nossimanuck Ha 15 % u 82 % COOTBETCTBEHHO NpU
OJTHOBPEMEHHOM MTpUMEHEHNHU (DIIyKoHa30J1a ¢ pareMuueckum uoymnpodernom (400 mr).

IIpu oHOBpeMeHHOM NIpuMeHeHuu (irykoHas3osa B 1o3e 200 MI B CyTKH M LIIEKOKCHOa B J103€
200 Mr Chax 1 AUC nienexokcu6a yBenuuuBarotes Ha 68 % u 134 % cooTBeTcTBeHHO. B manHOM
KOMOMHAIIMY BO3MOYKHO CHUKEHHE JI03bI LIEJIEKOKCHOa BJIBOE.

HecmoTpst Ha OTCyTCTBHE LieI€HANPABICHHBIX UCCIIeA0BaHUN (DIyKOHA30J MOXKET yBEJINYNUBATh
cuctemHyto okcrno3unuio apyrux HIIBII, wmertabonusupyembix uzodepmentom CYP2C9
(HampuMep, HAIPOKCEH, JIOPHOKCHKaM, MeEJOKCHKaM, IukiodeHak). MoxkeT NOHaZoOUThCS
koppekiua ao361 HIIBII.

ITpu ognoBpemenHom npumenenun HIIBII u ¢irykoHa3ona nanueHTsl 10HKHBI HAXOJUTHCS 10T
TIIATEIbHBIM MEIMIMHCKUM HaONIOJICHUEM C LIEJIbIO0 BBISBICHHUS M KOHTPOJS HEXelaTelbHbIX
SIBJICHUH U NPOSIBJICHUN TOKCUYHOCTH, CBsi3aHHbIX ¢ HIIBII.

Onanapu6: ymepennsle UHrHOuTOpHI 30pepmenta CYP3 A4, Takue kak GpyKoHa30, MOBBIIIAIOT
KOHIIGHTpaluio osanapuba B 1miIasMe KpoBU. MX oaHOBpeMeHHOE MpUMEHEHHE He
pexoMeHioBaHO. Eciy HEBO3MOXHO H30€XaTh OJHOBPEMEHHOTO MPUMEHEHHUs, HEoOXOIUMO
COKpaTHUTh 103y onanapuba 10 200 mr 2 pa3a B CyTKH.

IlepopanvHble  Kommpayenmugvl: IpU OAHOBPEMEHHOM MPUMEHEHHH KOMOMHUPOBAHHOTO

NEpOPAJIBLHOTO KOHTpalClTHUBa C (I)J'IYKOHaSO.HOM B 103€ 50 mr CYHICCTBCHHOI'O BJIMAHHA Ha
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YPOBEHb TOPMOHOB HE YCTAHOBJICHO, TOTJa KakK Mpu exenneBHoM npueme 200 mr diaykoHaszona

AUC stuHUIACTpamoa u JeBoHoprecTpena ypennunBatorcs Ha 40 % u 24 % cOOTBETCTBEHHO,
a ipu npueme 300 mr daykonaszona 1 pa3 B Hegento AUC 3THHWISCTPAANONIa H HOPAITUHAPOHA
Bo3pacTatoT Ha 24 % u 13 % coorBercTBeHHO. TakuMm 00pa3oM, MHOTOKpaTHOE NpPUMEHEHUE
¢dirykoHa307a B YKa3aHHBIX J103aX BpsA JIM MOXET OKa3aTh BiIMsAHHE Ha 3(PQPEKTHBHOCTH
KOMOMHHPOBAHHOTO TTEPOPATHLHOTO MPOTHBO3a4aTOYHOTO CPEICTRA.

Denumoun: OTHOBPEMEHHOE TIPUMEHEHHNE (PIIyKoHa30J1a U (DEHUTOMHA MOYKET COTPOBOKIATHCS
KJIMHAYECKH 3HAYMMBIM TIOBBIIIEHHEM KOHIIGHTpaluu (GeHuTonHa. B cimydae HeoOxoammocTu
OJTHOBPEMEHHOTO TPUMEHEHHsI 00OWX TpernapaToB CIEAyeT KOHTPOJHPOBATH KOHIICHTPAIUIO
(EeHUTOMHA M COOTBETCTBYIOLIMM 00pa3oM CKOPPEKTHUPOBAThH €ro 103y C IENbI0 00ecredeHus
TEpareBTHYECKON KOHIICHTPAIINU B CBIBOPOTKE KPOBH.

Heaxagpmop: 1pum  OJHOBPEMEHHOM TIPUMEHEHWHM C  HMBAKaQTOpPOM, CTHMYISTOPOM
MYKOBHUCIIIO3HOTO peryisitopa TpaHncMeMOpanHoit npoBogumoctu (CFTR), nabmonmanock
yBEJIMYEHHUE SKCIO3UINH UBakaTopa B 3 pa3a U SKCIO3UIUU THapoKcuMeTmiI-uBakagdTopa (M1)
B 1,9 paza. [lariuentam, OJHOBPEMEHHO MPUHUMAIOIINM YMEPEHHBIC HHTHOUTOPHI M30(epMEHTa
CYP3A, takue kak (HIyKoHA30J B SPUTPOMHUIINH, PEKOMEHAYETCSl CHIKEHHUE JT03bI MBakadTopa
10 150 Mr oauH pa3 B CyTKH.

IIpeonuson: umeercs cooOIIEHUE O Pa3BUTHH OCTPON HEAOCTATOYHOCTU KOPBI HAAIIOYEUYHUKOB Y
ManueHTa IMOcCie TPaHCIUIAaHTAllMM TMe4YeHH Ha (oHEe OTMEHbI mpueMa (IIyKoHa30Ja Mocie
TPEXMECSYHOr0 Kypca Tepanuu. [IpeAamonoxkuTenbHo, MpekpalieHue Tepanuu (paykoHazojaoM
BBI3BAJIO TMOBBIIICHUE akTUBHOCTH H3o(epmenta CYP3A4, uyTo mpuBENO K YBEIMYCHHOMY
MeTaboaM3My MpeHU30HA.

[TaruenTsl, MoJTyyaronue KOMOMHIUPOBAHHYIO TEPATHIO TPEIHU30HOM U (DIIYKOHA30JI0M, JOJIKHBI
HAXOJHUTHCS MO/ TIIATETHBIM MEAUIIMHCKUM HAOIIOCHUEM IIPH OTMEHE MpreMa (IyKoHa30J1a ¢
L[EJTbIO OLIEHKH COCTOSIHUSL KOPBI HAAIOYEYHUKOB.

Pugpabymun: onHOoBpeMeHHOe TpuMeHeHue ¢urykoHa3zona U pudadyTHHA MOXKET MPHUBECTH K
MOBBILIEHUIO CBHIBOPOTOYHBIX KOHIEHTpanuii mocineaHero 1m0 80 %. Ilpu omHOBpeMeHHOM
npUMeHeHHH (IyKoHa3o1a u pugadyTuHa onucaHsl ciaydyan yBenuTa. [lalueHToB, 0JHOBPEMEHHO
nosrydarouux pudadyTiH U GIyKoHa30J, HEOOX0AUMO TIATENLHO HAOIIOAATh.

Caxeunasup: AUC mnoBeimaercs npubausutenbHo Ha 50 %, Cuax—Ha 55 %, xinmpeHc
CaKkBHHaBHMpa yMEHbIIAeTcs MpuOau3uTenbHo Ha 50 % B CBSA3M ¢ MHTMOMPOBaHUEM MIEUEHOYHOTO
Mmetabonmuzma uzopepmenta CYP3A4 wu wunrubupoBanuem P-rmukonporemHa. MoxkeT
MOHA00UTHCS KOPPEKIMS J03bl CAKBUHABUPA.

CMpO]ZUMyC.' MOBBIIICHUC KOHLCHTpAaIWU CUPOJIMMYCA B INIA3MC KPOBU, MPCAIMNOJIOKHUTCIBHO B
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CBSI3U C MHTMOMpPOBaHHEM MeTaboaM3Ma cupoiuMyca yepe3 yruerenue nzopepmenta CYP3A4 u

P-rnuxonporenna. JlanHast KOMOMHAIMS MOKET MPUMEHSITHCS C COOTBETCTBYIOIIECH KOPpPEKIMEn
JI03BI CHPOJIMMYCa B 3aBUCUMOCTH OT 3(h(heKTa/KOHIICHTPAITIH.

Ilpenapamul cynvghonurmouesunsl: HIyKOHA30J, MPH OJHOBPEMEHHOM MpHUEME, MPHUBOJHUT K
YBEJIMUEHUIO ME€pHOJa TIOIYBBIBEICHUS MEPOPAIBHBIX IPENapaToB Cyab(POHUIMOYEBUHBI
(xnopnponamuzaa, riauOeHKIaMuAa, Taunu3uga U TosdOyramuzaa). llanmentam ¢ caxapHbIM
11abeToM MOKHO Ha3HA4aTh COBMECTHOE MMpUMEHEeHHe (hIyKOHa30J1a ¥ IEpopaIbHbIX IPernapaToB
Cy1b(OHUIMOYEBHHBI, HO IIPH 3TOM CJIEIYET YUUTHIBAaTh BOZMOKHOCTh PA3BUTHS THIIOTJIMKEMUH,
KpOME TOr0, HEOOXOJUM pEeryjspHbIi KOHTpPOJIb TJIFOKO3bl KPOBH M, MPH HEOOXOIUMOCTH,
KOPPEKIHMS 103bI IIPENapaToB Cyab(HOHUIMOYEBUHBI.

Taxkponumyc: OqTHOBpEMEHHOE IpUMEHeHne (QIIyKOHa30J1a U TaKpoJauMmyca (BHYTpb) MPUBOAUT K
MOBBIIIEHUIO CHIBOPOTOYHBIX KOHILEHTPALMH IOCIETHEro B 5 pa3 3a c4yeT MHTUOMpOBaHUs
MeTaboaM3Ma TaKpoJMMyca, MPOUCXOAAIIEro B KHIIEYHHKE IOCPEACTBOM H30(pEepMeHTa
CYP3A4. 3HauuTenbHbIX HU3MEHEHUN (QapMaKOKMHETHKH IpPEnapaToB HE OTMEYEHO Mpu
IPUMEHEHUH TaKpoJIMMyca BHYTpUBEHHO. OmnucaHbl ciydan HeppoTOKcHMYHOCTH. IlamueHTos,
OJIHOBPEMEHHO TNPHUHUMAIOUIMX TAKPOJUMYC BHYTPb M (PIYKOHA30J, CIEAYET TIIATEIbHO
HaOmonath. Jlo3y TakponuMyca cieoyeT KOpPpEeKTUPOBAaTh B 3aBUCUMOCTH OT CTENEHH
MOBBIIIEHUS €r0 KOHIEHTPALUU B KPOBH.

Teogpunnun: Ipu OJHOBPEMEHHOM IpHUMEHEHHU C (iaykoHa3osoM B go3ze 200 Mr B TedeHue
14 nueit cpedHsisi CKOPOCTh IUIa3MEHHOTO KIHMpeHca TeopuiinHa cHibkaercs Ha 18 %. Ilpu
Ha3zHauyeHUM (IyKOHA30J1a MalUeHTaM, NPUHUMAIOUIMM TeO()UUIMH B BBICOKUX J103aX, WU
MAIMEHTaM C IOBBIIICHHbIM PUCKOM Pa3BUTHUS TOKCHUYECKOTO JAEHUCTBHS TEO(WIIMHA, CIeTyeT
Ha0Ir0/1aTh 32 MOSBJICHUEM CHUMITOMOB NEPEA03UPOBKU T€O(PUIUIMHA U, IPU HEOOXOIMMOCTH,
CKOPPEKTHPOBATh TEPAIUIO COOTBETCTBYIOLIMM 00pa3oM.

Togpayumunu6b. 3xcno3unus TohauTHHIOA YBEINYUBAETCS IPU €0 COBMECTHOM ITPUMEHEHUH C
IpernaparamMu, KOTOpbIE SBIISIOTCS OJHOBPEMEHHO YMEPEHHBIMH MHTHOUTOpaMH M30(EpMEHTOB
CYP3A4 u CYP2C19 (nampumep, ¢diaykoHazon). Bo3amokHO, MOKET OHATOOUTHCS KOPPEKIUs
71036l TOaUTUHUOA.

Toneanman: 3Kcno3ulsl TojaBanTaHa 3HauuTenbHO yBenuuuBaercs (AUC Ha 200 %, Cmax Ha
80 %) mpu COBMECTHOM MpHMEHEHHM TonBanTaHa, cyocrpata CYP3A4, u QuykoHazona,
ymepenHoro unruouropa CYP3A4. [lpu 3ToM cyliecTByeT pUCK 3HAYUTEIBHOIO YBEJIWYEHUS
4acTOThl Pa3BUTHUSl HEKENATENIbHBIX SIBJIEHHWM, B YaCTHOCTH, TAKUX KaK IOBBIIIEHHBIN TUYpE3,
JeTupaTanus U ocTpas IoueqyHasi HeA0CTaTOYHOCTh. [Ipy 0IHOBpEMEHHOM TPUMEHEHNUH TAHHBIX

npenaparoB CJICAYCT YMCHBIIWUTL 03y TOJIBAIITAHA U BHUMATCIILHO HaGHIO,[[aTB 3a COCTOSAHUEM
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HanueHTa.

Ankanouo  Oapsumka: HECMOTPST HAa  OTCYTCTBHE  II€JICHANIPABICHHBIX  HCCIEIOBaHMH,
IIPENIIONIAraeTcsl, YTO (UIYKOHA30J MOXKET YBEIMUYMBATH KOHILIEHTPALMIO AJIKAJIOUJ0B OapBUHKA
(HampuMep, BUHKPUCTHHA W BUHOJACTHHA) B IUIA3ME KPOBU M, TaKUM 0Opa3oM, IPUBOIUTH K
HEUPOTOKCUYHOCTH, YTO, BOBMOXKHO, MOXKET OBITh CBsA3aHO ¢ yrHeTennem u3odpepmenta CYP3A4.
Bumamun A: umeercs cooOmieHne o0 OJAHOM Cilydae Pa3BUTHS HEKENATENBHBIX PEaKUUH Co
CTOpOHBbI IeHTpanbHOM HepBHOM cucrembl (IIHC) B Buae mnceBnoomyxoin Mo3ra Ipu
OJIHOBPEMEHHOM ITPUMEHEHNUH MTOJTHOCTHIO TPAHC-PETUHOEBOM KUCIOTHI U (PIIyKOHA30J1a, KOTOpbIE
MCYEe3JIM Tociie OTMEHBI (biykoHazoa. [IpuMenenne naHHON KOMOMHAIMKY BO3MOKHO, HO CIIEAYET
IIOMHHUTH O BO3MOKHOCTH BO3HUKHOBEHHS HEXeNaTeNbHbIX peakiuil co cropons! [THC.
3u006youn. Ipu 0OTHOBPEMEHHOM MTPUMEHEHUH C (PITYKOHA30JI0M OTMEUYAETCs MOBBIICHUE Cmax U
AUC 3unoByauna Ha 84 % u 74 % coorBercTBeHHO. [laHHbIN 3¢ deKT, BeposTHO, 00yCIOBIEH
CHIDKEHHEM MeTaboyM3Ma MOCJIETHEro 10 €ro riaBHoro merabonuta. [lo u mocne Tepamnuu c
npuMeHeHneM ¢uiykonaszosia B 03¢ 200 mr B cyrku B TeueHue 15 mueit 6ompHbIM CIIW oM 1
ARC (xommneke, cBszaHHbii co CIIMJIom) ycranoBineHno 3HaumrtenbHoe yBenmdeHue AUC
supoByauHa (20 %).

3a marneHTaMHu, MoIy4aloliMU TaKyl0 KOMOWHAIMIO, clieayeT HabIoaaTh ¢ LEeIblo BBISIBICHUS
1mo60YHbIX (D (PEKTOB 3UITOBYANHA.

Bopukonazon (uneubumop uzogepmenmos CYP2C9, CYP2C19 u CYP3A4): onHoBpeMeHHOE
MpUMEHeHHEe BoprukoHasoJa (mo 400 Mr 2 pa3a B CyTKH B II€pBbIH JIeHb, 3aTeM 110 200 mr 2 pasa B
CYTKH B TedeHue 2,5 aHeil) u pmykonazona (400 Mr B epBbIid AeHb, 3aTeM 10 200 MT B CYyTKH B
TedeHue 4 qHeil) y 8 340POBBIX HUCIBITYEMBIX MYKCKOIO I0JIa MPUBENIO K YBENIUYCHHUIO Crax U
AUC Bopukonaszona Ha 57 % u 79 % cooTBeTcTBEHHO. bblI0 MOKa3aHO, YTO NaHHBIA APeKT
COXpaHSAETCS MPH YMEHbBIIEHWU J03bl W/WIM yMEHBIIEHUH KPATHOCTH IpHeMa JI00ro u3
npemnapaToB. OTHOBpeMEHHOE MTPUMEHEHNE BOPUKOHA301a U (DIIyKOHAa30J71a HE PEKOMEH/TyeTCS.
HccnenoBanusi B3auMOJecTBUS mepopaibHbIX GopM (aykoHa3oia MpU €ro OJHOBPEMEHHOM
npueMe C IMUIllel, TUMETHANHOM, aHTAlUIaMU, a TaKKe TOCJe TOTATBHOTO O0IydeHHs Tena s
MOJTOTOBKM K Iepecajikeé KOCTHOTO MoO3ra IOKa3aliM, 4YTO 3TH (PaKTOphl HE OKa3bIBAIOT
KIIMHUYECKH 3HAYUMOTO BIIMSIHHS Ha BcachlBaHHe (IyKOHA30Ja.

[TepeuncrnenHbie B3aUMOICHCTBUS YCTAaHOBIIEHBI IIPU MHOTOKPAaTHOM IIPUMEHEHUH (PIIyKOHA3071a;
B3aMMOJICIICTBUS C JIEKAPCTBEHHBIMU CPEJICTBAMHM B PE3yJIbTaT€ OJHOKPATHOTO IpUeMa
¢1yKoHa307a HE U3BECTHBI.

Bpauam cnegyer y4uuThIBaTh, YTO B3aUMOJACMCTBUE C IPYTMMH JIEKAPCTBEHHBIMU CpPEACTBAMU

CIICUAJIbHO HC U3Yy4aJIOCh, HO OHO BO3MOJKHO.
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Oco0ble ykazanus

CooOmanoch 0 ciaydasx cynepuHQEKInd, BbI3BaHHOW oTimuHbiMH OT Candida albicans
mrammamu Candida, KOTopble 4acTo 0OJIAAI0T MPUPOJIHON PE3UCTEHTHOCTHIO K (DIYKOHA30ITy
(mampumep, Candida krusei). B MOZOOHBIX CIy4asXx MOXKET MOTPEOOBATHCS aTbTepHATHUBHAS
MIPOTUBOTPUOKOBAS TEPATTHSL.

Bo Bpemsi OepemeHHOCTH TpHMeHEHHs (IykoHa3oja ciexyeT u30erarb, 3a HCKIOYCHHEM
CIIy4aeB TSDKEIBIX W TOTCHIMAIBHO YrpPOXKAIOMIMX KU3HU TPUOKOBBIX HWHQEKIWH, KOTIa
OKHJaeMasl 1oJb3a JICUCHHSI IJIsl MAaTePH TPEBBINIAET BO3MOKHBIM PUCK JIIS TUTO/A.

Heobxomumo paccMoTperh 3(PQPEKTUBHBIE METOJbI KOHTPALCIHIIUU Y KEHIIHH JETOPOJTHOTO
BO3pacTa B TEUCHHWE BCEr0 IepHoJa JICUeHHs W TNPHOIM3UTENBHO B TEYCHHE HEACIH
(5-6 meproI0B MOJTYBBIBEACHHS) TOCTE MPUHATHS TIOCIEAHEHN 10361 TIpenapara (CMOTpH paszen
«[IpumeHeHre TTpr OEPEMEHHOCTH M B IIEPHO]] TPYIHOTO BCKAaPMIIMBAHHS»). B penkux ciydasx
puUMeHeHHe (PITyKoHAa3071a COMTPOBOKIATOCH TOKCHYSCKUMHU U3MEHEHUSMU TICUCHHU, B TOM YHUCIIC
C JIETAThHBIM HMCXOJOM, TJABHBIM 00pa3oM, y TAIMEHTOB C CEPHE3HBIMH COIYTCTBYIOIIHMH
3aboneBanusiMu. B ciiygae rematoTtokcnueckux 3(PQEKToB, CBS3aHHBIX C NPUMEHEHUEM
(dbaykoHa301a, HE OTMEUYEHO WX SIBHOM 3aBHCHUMOCTH OT OOIIEH CyTOYHOW M03bI Mperaparta,
JUITTEIHHOCTU TEepallvu, 1ojla U Bo3pacTa nanueHTa. ['emaroTokcuueckoe AecTBHE Mpernapara
0OBIYHO OBLIIO 00paTUMBIM; MPU3HAKK €r0 UCUe3alld MOCIe NMpekpaiieHus tepanuu. [lanuenram,
y KOTOpPBIX BO BpeMs JICUEHHUs MpenaparoM HapYyIIAlTCAd MoKa3zaTelnu (QYHKIUH [EYEeHH,
HE00X0IMMO HaOJII0/IaTh C LIEBIO BBISBIICHUS MPU3HAKOB 00Jie€ CEPhE3HOT0 NOPAKEHUS MIEUCHU.
[Ipu nosiBlIeHNN KIMHUYECKUX NMPU3HAKOB WJIM CUMIITOMOB MOPaXKEHHUS MEUYEHHU, KOTOPbIe MOTYT
OBbITh CBSI3aHbI C IPUMEHEHHEM (PITyKOHA30J1a, Ipenapar cleayeT OTMEHUTb.

Kak u nmpu mpuMeHEeHHWH APYruX a30Ji0B, (PIyKOHA30J B PEIKUX CIy4asX MOKET BBI3BIBATH
aHa(pMIAKTUYECKUE PEAKIIUH.

Bo Bpems neueHus ¢uykoHa30JI0M Yy TMAallMEHTOB B PEAKUX CIy4asX pPa3BUBAIUCH
9KC(hONMATUBHBIE TOPAKEHUS KOXKH, Takue Kak cuHapoM CTuBeHca-J[>KOHCOHA U TOKCHYECKUUN
snuaepMalbHbIN Hekposns. bonbubie CITM/Jom Gomnee CKIOHHBI K Pa3BUTHUIO TSKEIBIX KOXKHBIX
peaxiuii mpu NpUMEHEHNH MHOTHX TpernapaToB. [Ipu mosBieHnn y nayeHTa Bo BpeMs JeueHus
MOBEPXHOCTHON TpHOKOBON HMH(EKIMH CHIMH, KOTOPYIO MOXKHO CBS3aThb C MPUMEHEHUEM
(bykoHa3oa, mpernapar cieyeT OTMEHUTh. [Ipu MosBIEHUY CHIMH y TAIIUEHTOB C MHBA3UBHBIMU
WM CUCTEMHBIMU TPHOKOBBIMH MH(MEKIMSIMH UX CIeAyeT TIIaTeNbHO HAOMI0JaTh U OTMEHUTh
npemnapaT Mpy MOSBICHUHU OYJIE3HBIX TOPAKEHUI UITH MHOTO(OPMHOM IKCCYTATUBHON SPUTEMBI.
OpHoBpeMeHHOe TpuMeHeHue durykoHa3ona B go3ax meHee 400 Mmr B cyTku U TepdeHaauHa

CJICOAYCT MMpOBOAUTH noa THIATCJIbHBIM KOHTPOJIEM (CMOTpI/I pasacin
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«B3aumonelicTBre ¢ IpYrUMH JIEKAPCTBEHHBIMU CPEJCTBAMUY).

Kak u gpyrue a3ousbl, (IyKoHa307 MOXKET BbI3bIBaTh yBenuuyenue uHtepBasia QT ma OKI.
@iiykoHa30J1 BbI3bIBaeT yBenuueHue uHTepBasa QT mocpeacTBoM HMHIHOMpPOBaHUS TOKa
KaJIMEBbIX KaHAJIOB BHYTPEHHETO BbIIPSIMIICHUS. YBenuueHue uHTepBaia QT, BbI3BaHHOE
JPYTMMHU JIEKAPCTBEHHBIMM TIpenaparaMu (TaKUMU KakK aMHOJapOH), MOXKET ObITb YCHJIEHO
uHrHONTOpaMu m3opepmenta 3A4 muroxpoma P450 (CYP) (cmotpu paznen «B3aumoseiictBue ¢
JIPYTMMHU JIEKapCTBEHHBIMU cpeAcTBaMu»). llpu mnpumeHeHun ¢uiykoHa3osa yBeJIWYEHHE
unTepBasia QT 1 MepraHue WU TpeNeTaHUE KeJTyT0UKOB OTMEYaId OYEHb PEKO Y MAllUEHTOB C
TSKEIBIMU 3200JIEBaHUSIMU C MHO>KECTBEHHBIMH (DAKTOpaMH pUCKa, TAKUMHU KaK OpraHUYecKue
3a00J€BaHUs Cep/lla, HapYIIEHUs JJIEKTPOJIUTHOTO OajgaHca U CHOCOOCTBYIOIIAs Pa3BUTHIO
MOJ0OHBIX HApYHIEHUH comyTcTBYomIasi Tepanus. [IoBbIIIEHHBIH PUCK pa3BUTHS YTpOKaromIen
KU3HU OKEIYyJIOYKOBOW AapUTMHUM M TMOJIMMOP(PHON KENyIOUYKOBOW TaxUKapIuHd MOKET
BO3HUKHYTh Yy TAUHMEHTOB C THUMNOKAIUEMHUEH H  MPOTPECCUPYIOUIEH  CEpACUHOMN
HEJOCTaTOYHOCThIO. [loTOMY TakuMmM manuMeHTaM C TOTEHUUANIbHO MPOAPUTMHUUYECKUMU
COCTOSIHUSIMU NIPUMEHATH (UIYKOHA30J1 CIEAYET C OCTOPOKHOCTBIO.

[Tanmentam ¢ 3a0o0JieBaHUSIMM TI€YEHHU, CEpAlla W IOYEK Iepel NPUMEHEHHEM Ipernapara
PEKOMEH/IyeTCsl POKOHCYILTUPOBATHCS ¢ BpadoM. [Ipu mpumeHenun ¢urykonazona 150 mr mo
MIOBOJly BarMHaJbHOTO KaHAW03a MALUEHThI JOJDKHBI ObITh NMPEAYNPEKICHBI, YTO YIydlleHUe
CUMIITOMOB OOBIYHO Habirofaercst uepe3 24 yaca, HO JUIsl UX HOJHOTO MCYE3HOBEHHS HMHOIZA
TpebyeTcst HecKobKo JHeH. [Ipu coxpaHeHuu CUMIITOMOB B T€UEHUE HECKOJIBKUX JIHEH cieayer
o0OpaTuThCs K Bpayy.

Joka3arenbctBa 3GGEKTUBHOCTH (UIYKOHA30J1a IPHU JIEYEHUH JAPYIMX BUAOB SHAEMUYHBIX
MHKO30B, TAKUX KaK IapaKOKUUIUOUJOMUKO3, CIOPOTPUX03 U THCTOILIA3MO3 OTPaHUYEHBI, YTO
HE I03BOJISIET ONPEAEIUTh KOHKPETHBIE PEKOMEH AU 110 J03UpoBaHMi0. DIykoHa30:1 ABIIAETCSA
yMepeHHbIM uHruoutopom uzopepmenta CYP2C9 u ymepeHHbIM MHIMOUTOPOM H30(pepMEeHTa
CYP3A4. @nykonazon Takke sBiusgerca wuHruouropom wuszodepmenta CYP2C19. Ilpu
OJIHOBPEMEHHOM Tepanuu JIEKapCTBEHHBIMU IIperapaTaMy ¢ Y3KUM TeparneBTUYeCKUM Npoduiem,
Metabonusupyromumucs uzopepmenramu CYP2C9, CYP2C19 u CYP3A4, pexomenayercs
co0uroIaTh OCTOPOIKHOCTh (CMOTpH paszzaen «BzaumoneiicTBue ¢ IpyruMu JieKapCTBEHHBIMU
CpeICTBaMM»).

Coo0manoch 0 pa3BUTUM HEAOCTATOUHOCTH KOPbI HA/AMOYEUHUKOB Y MAIlMEHTOB, MOJIYYaOLINX
Tepanuio JAPYTMMH a3oJiaMd (HampuMmep, KETOKOHA30JI0M). Y TAalMeHTOB, MOIyYarolInx
¢bykoHaso:1, HabIr0AAMHUCh 0OpaTUMBIE CITydad HEAOCTATOUHOCTH KOPBI HAAIOYEUYHUKOB.

Biaunsinne Ha cOCOOHOCTH YNIPABJISITh TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHM3MaMHU
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[Ipu npueme mpenapara HEOOXOAUMO YYUTHIBATH BO3MOXXHOCTh Pa3BUTHS TOJIOBOKPYXCHHS U

CyZIOpOr.

dopMa BbINIYCKa

Kancynei, 50 mr, 150 mr.

[To 7 xarcyn B KOHTYpPHYIO STYEHKOBYIO YIIAKOBKY W3 TUICHKH TOJMBUHWIXJIOPUIAHON U (OIBIU
QTIOMHUHHUEBOM MEYaTHOM JIAKUPOBAHHOM (1151 103UpOBKH 50 MrT).

1o 1, 2 xancynbl B KOHTYPHYIO SYEMKOBYIO YITaKOBKY U3 IUIEHKH NOJUBUHUIXJIOPUAHOMN U (hOJIBIU
ATIOMUHHMEBOM MMEYaTHOM JIAKUPOBAHHOM (1y1st 103upoBKH 150 mr).

| KOHTYpHYIO STYEHKOBYIO YIIAKOBKY 110 7 KalcCyJl ¢ MHCTPYKIIHEW M0 IPUMEHEHUIO IIOMEIIAIOT B
MavyKy U3 KapTOHA JUIs MOTPEOUTENHCKOM Taphl (7151 J03UPOBKHU S50 MT).

1, 2 KOHTypHBIE TYEHKOBBIE YIIAKOBKH 1O 1 Karcysne win 1 KOHTypHYIO SYEHKOBYIO YITAKOBKY IO
2 Kamcynbl € MHCTPYKIMEW 10 TPUMEHEHHUIO IIOMEIIaloT B MauyKy W3 KapTOHa s
MOTpeOUTENbCKOM Taphl (A1 A03upoBKU 150 mr).

YciaoBust XxpaHeHust

[Ipu remniepatype He Boie 30 °C.

XpaHHUTh B HEAOCTYITHOM JIJIs1 IETEU MECTE.

Cpox rognoctu

5 ner.

He npuMeHATH 110 HCTEYEHUH CPOKA FOJHOCTH.

YciaoBus oTmycka

OTmyckaroT 1o penenty.

Kancynsr 150 mr ornyckarot 6e3 perenra (Juis Tepaliy BarMHAJIbHOTO KaHIU/103a).

Baagesnen perncTpanMoHHOrO y10CTOBEPEHHA

AxnmonepHoe o6uiecto «IIpousBoacTBeHHas papMmareBTHuecKkas komnaHust OOHOBIEHUE
KOpuanueckuit aapec: 633621, HoBocubupckas 061., Cy3yHckuit paiioH, po. CysyH,
yi. Komuccapa 3sTbkoBa, 1. 18.

Ten./akc: 8 (800) 200-09-95.

Wurepuer: www.renewal.ru

IIponssoanTens/Opranusanusi, NPUHAMAKOIIAS PETEH3UH OT MOTpedHuTeIeH
IIpouszsooumens

AximonepHoe o6miectBo «IIponsBoacTBeHHas papMmarieBTHUecKkast komnaHust OOHOBIEHUE
Aodpec mecma npouszeoocmsa

630096, r. HoBocubupck, yin. Cranimonsas, 1. 80.

Opeanusayus, npuHuUMalowas npemen3uy om nompeoumereti
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- AKUMOHEPHOE OBLUECTBO
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AxumonepHoe o6mectBo «IIpousBoacTBenHas apmareBTHueckas komrnanuss OOGHOBICHHE

630096, r. HoBocubupck, yi. Crannuonsas, 1. 80,

e-mail: pretenzii@pfk-obnovlenie.ru

PnykoHaszon PeHeBan: ckayaTb MHCTPYKLMIO MO NPUMEHEHUIO Ha 0dMLUMAAbHOM CalTe NPOU3BOAUTENA
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