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DaykoHa3zos PeneBad

Perucrpaumonnsiii Homep: JITI-007012

Toprosoe nHanmenoBanue: Oinykonazon PeneBan

Me:xayHapoaHOe HeIATEeHTOBAHHOE UJIH IPYNNMPOBOYHOE HAMMEHOBaHHe: (PIyKOHA30]1
JlekapcTBeHHasi gopma: Karcysbl

CocTaB Ha 0HY KaICYyJ1y

eticmsyrowee gewyecmaso:

DyKoHa30.1 — 50,000 mr — 150,000 mr

Bcnomozamenvuvie eeuecmea.

JIAKTO3bl MOHOTHPAT, KpaxMasl KyKypy3HbIid, MarHusl cTeapaT, KpEMHUS JUOKCHUJT KOJUIOHTHBIN
(aspocun), HaTpus Jaypuiacyabdar

Obonoyka kancynwl:

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

Jozuposka 50 me

TBep,Z[LIC JKCIIATUHOBBIC KaIICYJIbL Ne 4 c KOpmmycoM oenoro OBCTa U KpblmquOﬁ I‘OJ'Iy'6OFO OBECTA.

Jozuposka 150 me
TBepabie xenaTuHOBBIC Karcylabl No 1 ¢ KOPIycOM U KPBIIIEUYKON TOTyO0ro 1BETA.

CO,Z[Cp)KI/IMOC Karcyil — MOpoOMIOK 0€eJI0ro UM OEJIOro C JKEJITOBAaThIM OTTEHKOM OBCTA.
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dapMmakoTepaneBTH4YecKasi TIpyNNa: MPOTHBOTPUOKOBBIE Mpemaparsl Uil CHCTEMHOTO

MIPUMEHEHHUS], IPOU3BOIHBIE TPUA30JIA.
Kon ATX: JO2ACO1

dapMaKoJIOrHYecKue CBOMCTBA

DapmakoounHamuka

@d1yKOHAa30JI, TPUA30JbHOE MPOTUBOTPUOKOBOE CPEJCTBO, SBISETCS MOIIHBIM CEJICKTUBHBIM
WHTUOUTOPOM CHHTE3a CTEPOJIOB B KJIETKE TPUOOB.

Ero ocHoBHOW MexaHW3M JE€WCTBHS 3aKJIIOYAE€TCS B WHTHOMPOBAHUM OIMOCPEIOBAHHOMU
rpubkoBbIM  1UTOXpoMoM  P450  peakunum  gemerunupoBaHus — 14-anbda-naHocrepoda,
SIBJISTIOLIENCS KJIFOUEBBIM 3TarioM OMOCHHTE3a sprocrepoiia B rpudax. Hakomnenune 14-ambda-
METHJICTEPOJIOB KOPpENIUPYET C MOCIEAYIolel MOoTepel 3procreposia, BXOJSIIET0 B COCTaB
KJIETOYHOW MeMOpaHbI TPHOOB; 3TOT MPOIIECC BO3MOYKHO JIGKUT B OCHOBE MPOTHBOTPHUOKOBOTO
neiictBus (prmykoHazona. I[lokazaHo, uro QurykoHa3os 0oJjiee CEIEKTUBEH 10 OTHOIIEHUIO K
dbepmenTaMm cemeiicTBa ruToxpoma P450 rpuboB, 4eM 1o OTHOMICHHUIO K Pa3IMYHBIM )epMEHTaM
ceMeiicTBa uToxpoma P450 MiekonuTaromumx.

®dnykoHa30Jl 00yaiaeT BBICOKOW CHENMU(UIHOCTHI0 B OTHOIICHUM TPUOKOBBIX (EPMEHTOB,
3aBUCUMBIX OT IuToxpoma P450. Tepanus ¢urykoHazonoMm B 03¢ S0 MT B CyTKH B TE€UEHHUE IO
28 nHel He BIMSET Ha KOHIEHTPAIMIO TECTOCTEPOHA B IUIa3M€ KPOBH Yy MYKUYHUH WIH
KOHILIEHTPALIMIO CTEPOMJOB Yy IKEHUIMH JETOPOJHOro Bo3pacta. DIykoHa30ll B J103€
200-400 Mr B CyTKM HE OKa3bIBAE€T KJIMHUYECKH 3HAYMMOIO BJIMSHHUS HAa YPOBHHU SHJIOTEHHBIX
CTEpOUJOB U HMX PEaKIUI0 Ha CTUMYISLHUIO aapeHoKopTukorpornHoro ropmoHa (AKTID) y
3JI0pPOBBIX MYKUHH-T00pOBOJIbIEB. MccnenoBanus B3auMOICHCTBUS C aHTUITUPUHOM TOKAa3ally,
YTO HU OJAHOKPATHBIA, HU MHOTOKPATHBII mpueM 103 ¢uiykoHazosa no 50 Mr He BIUSET HA €ro
MeTaboIU3M.

Muxpobuonoeus

@I1yKOHA30J1 MPOJEMOHCTPUPOBAT MPOTHUBOTPHUOKOBYIO AKTUBHOCTH in Vitro B OTHOILCHUU
HaumOoJee paclpoCTPaHEHHBIX B KIMHUYECKOW MpakTuke BUAOB rpudka Candida (Bxirodas
C. albicans, C. parapsilosis, C. tropicalis). [1ns rpuboB poxa C. glabrata n C. guilliermondii
MUHUMaJbHast nHruoupytromas konueHtpanus (MUK) paykonazona siBnsiercst 60jiee BEICOKOH, B
TO BpeMs Kak C. krusei MeeT MPUPOTHYIO YCTOMYUBOCTE K BO3/IEHCTBUIO (uiykoHazona. HegaBHo
nosiBUBIINECS BUABI rprbka C. auris CpaBHUTENHFHO YCTOWYUBBI K BO3JIEHCTBUIO (PIyKoHA307Ia.
YcTaHoBIIeHA TaK)Ke aKTUBHOCTH (pIIyKoHa3oma in vitro B oTHoIeHuu Cryptococcus neoformans
u Cryptococcus gattii, a TakKe NPOTUB JHIEMHYECKHUX IUIECHEBBIX T'pHOKOB Blastomyces

dermatitides, Coccidioides immitis, Histoplasma capsulatum v Paracoccidioides brasiliensis.
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[Ipu mpueme BHYTPh (HIyKOHA30J MPOSBISIET aKTUBHOCTh HA PAa3JIMYHBIX MOJEISIX I'PUOKOBBIX

uHpeKknnii y  JKUBOTHBIX.  [IpoJeMOHCTpMpOBaHA  aKTHUBHOCTH  Tpenapara  IMpu
ONMOPTYHUCTUUYECKUX MHKO3aX, B TOM uyucie BbI3BaHHBIX Candida spp. (BKIouas
TCHEPATN30BAHHBI KaHAWJI03 y JKMBOTHBIX C TOJABICHHBIM HUMMYHHUTETOM), Cryptococcus
neoformans (BKito4asi BHyTpuuepenubsie undexuuu), Microsporum spp. u Trichophyton spp.
VYcraHoBieHA TakXKe AaKTUBHOCTh (PIIyKOHA30Jla Ha MOJAESAX DSHICMHYECKHX MHKO30B Y
JKUBOTHBIX, BKJtouass WH(eKuu, BeI3BaHHbIe Blastomyces dermatitidis, Coccidioides immitis
(BxirOUas BHyTpuUepenHsie nHbekuun) u Histoplasma capsulatum y >XUBOTHBIX C HOPMaJIbHBIM
Y TI0JIAaBJICHHBIM UMMYHHUTETOM.

Mexanuzmbl pazeumus pe3ucmeHmHocmu K Q.1yKoHa3omy

Y o00buHO BOCTpUUMYUBHIX BHIOB Candida wamboliee YacTO BCTPEUAIONIUNACS MEXaHHU3M
YCTOMYMBOCTH BKITIOYAET IIeJIeBble (PEPMEHTHI a30JI0B, KOTOpBIE YYaCTBYIOT B OWOCHHTE3€
sprocreposia. MexaHn3M pe3UCTEHTHOCTH CBS3aH CO CHIDKEHHOH YyBCTBHTEIIBHOCTHIO (hepMeHTa-
MUIIEHU K MHTHOUpYyIouiemMy Bo3aencTBui0 ¢urykoHa3osa. Toueunsie Mmyrauuu B rene ERG11,
KOJIUpYyIoleM (epMeHT-MUILIEHb, TMPUBOAAT K BUIOW3MEHEHHUIO MUIIEHH U CHIKEHUIO
adbdurHOCTH K a3071aM. YBenudeHnue sxkcnpeccun reHa ERG11 npuBoauT K MpOTyKITMK BBICOKUX
KOHLIEHTpalUui (epMeHTa-MUILEHH, YTO CO3/IaeT MOTPEOHOCTh B YBEIWYEHHHM KOHIEHTpalUu
(bi1ykoHa301a BO BHYTPHUKJIETOYHOW >KMIKOCTH JUIS IMOJABIIEHUS BCEX MOJIEKYN (epMeHTa B
KIIETKE.

Bropoli 3HauMTenbHBIH MEXaHH3M PE3MCTEHTHOCTH 3aKII0YaeTCs B AKTUBHOM BBIBEACHUU
(bi1ykoHazona W3 BHYTPUKJIETOYHOTO MPOCTPAHCTBA MOCPEACTBOM AaKTHUBAIMU JIBYX THIIOB
TPAHCIIOPTEPOB, YUACTBYIOIIMX B aKTUBHOM BbIBeZieHUHU (3 durrokce) mpenapaToB U3 TpuOKOBOM
kietku. K TakuM TpaHcmopTepam OTHOCHUTCS TJIaBHBIM MOCPEIHUK, KoaupyeMblii renamu MDR
(MHOKECTBEHHOU JIEKapCTBEHHOM yCTOMYMBOCTH), U cynepcemeiictBo AT®-cBs3piBaromen
KacceThl TPaHCIOPTEePOoB, konupyemoe renamu CDR.

l'unepakcnpeccuss rena MDR npuBoauT K pe3UCTEHTHOCTH K (PIYKOHA301ly, B TO K€ BpeMms
runepakcipeccus reHoB CDR MokeT mpUBOIUTH K PE3UCTEHTHOCTH K PA3IMUHBIM a30J1aM.
PesucrentHocts k Candida glabrata oObluHO omocpenoBaHa rumnepakcnpeccueil rena CDR,
YTO MPHUBOJUT K PE3UCTEHTHOCTH KO MHOTUM a3onaM. [l TeX IITaMMOB, Y KOTOPBIX
MUHUMAaJbHass uHTHOUpyromas koHmeHtpamus (MUK) ompenensieTcss kak MHpoOMEXyTOYHas
(16-32 mr/m), pekoMeHyeTcs IPUMEHATh MaKCUMAalbHbIE 036l (PIIYyKOHA30J1a.

Ilozpanuunvle 3Hauenua 4yecCmeumeabHoOCmu

THoepanuunvie snauenus vygcmeumenvrocmu (coenacho EUCAST)

OcHoBbIBasich Ha aHanu3e (hapMakoKnHeTHueckux/papmakoanHamuueckux (OK/D/I) nanHbIX,
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YyBCTBUTEIBHOCTH in vitro u knuHndeckom oreete, EUCAST-AFST (EBpomneiickuii KOMUTET O

OTIPENICICHUIO0 YYBCTBUTEIFHOCTH MHKPOOPraHM3MOB K AHTHUMUKPOOHBIM Hperaparam —
MOJKOMHUTET IO OMNpPEICICHHIO YYBCTBUTEIBHOCTH K IPOTHBOIPUOKOBBIM IIpenapaTam)
OTIpENICNINI TPAHUIBI YYBCTBUTEIBHOCTH K (QuiykoHazonry s BUIOB Candida (IOKyMEHT
«EUCAST Fluconazole rational document (2013 r.)» — pemakuust 2; EBponeiickuii KOMUTET 1O
OTIPENICJICHUIO0 YYBCTBUTEIFHOCTH MHKPOOPIaHU3MOB K AaHTUMHUKPOOHBIM TIpenaparam —
MOJIKOMHTET IO OIIPEICTICHUIO YyBCTBUTEIILHOCTH K MTPOTHBOTPUOKOBEIM TpenapaTam, (JOKyMEeHT
«Tabmuipl NOrpaHUYHBIX 3HAYEHUN YyBCTBUTEIBHOCTU JUIsl MHTeprpeTanuu 3HaueHuin MUK
(2018-02-12)» — penakuus 9.0). [lorpannynbie 3HaUYEHUS OBLUTN Pa3/IeICHB HA HE OTHOCSIIHNECS K
BHJIaM, KOTOpbIe OBUIM ONpEIENICHBI NMPEUMYIIECTBEHHO Ha OocHOBaHUM MaHHBIX OK/®J[ u He
3aBHCAT OT pacnpeneneHuss MUK mis KOHKpETHBIX BUIOB, M CBS3aHHBIC C BHIAMH, KOTOPBIC
Han0oJIee YacTo BBI3BIBAIOT MH(EKINHU Y JIFOEH. DTH MOTPaHWYHBIC 3HAYCHHS TPE/ICTABICHBI B

TaOIUIIE HAXKE.

['panunb
YYBCTBUTEb-
[IpotuBo-
['panu1el YyBCTBUTENBHOCTH, KOTOPBIE 3aBUCST OT BHJIA HOCTH, KOTOpbIE
rpUOKOBBIC
Bo3Oymutens (U<P>) B mr/n HE 3aBUCSAT OT
npenapaTsl
suma® U<P> B
MI/1
Candida | Candida | Candida Candida Candida
albicans | glabrata krusei | parapsilosis | tropicalis
diykoHa301 2/4 0,002/32%* - 2/4 2/4 2/4

Y — yyBcTBUTENBHBIN; P — pe3UCTEHTHBIN.

A — rpaHuIbl YyBCTBUTEIBHOCTH, KOTOPBIE HE 3aBUCAT OT BUAA BO30yAUTENs, ObLIIN ONPEEICHbI
MPEUMYIIECTBEHHO Ha ocHoBaHuM HaHHbIX PK/DJ] u He 3aBucat ot pacnpeaenenus MUK
KOHKpEeTHBIX BUJ0B. OHM NpeaHa3HA4YEHbl UCKJIIOUNTENBHO [UIsl IPUMEHEHUs I OPraHUu3MOB,
KOTOpBIE HE UMEIOT CHEIM(PUUECKOr0 MOrPaHUYHOI0 3HAYEHUSI.

IIpouepk — HE pEKOMEHIYEeTCsl IPOBOAUTD UCTIBITAHMSI HA YyBCTBUTEIBHOCTb, TIOCKOJIbKY JAHHBIN
BH/I TUIOXO TOJIAETCS TEPAIIUU YIOMSAHYTBHIM JIEKAPCTBEHHBIM ITPEMAPATOM.

* 3HauyMrenbHOoe uMchao uHGpekuui Bb3BaHbl C. glabrata, nnsa xotoporo 3Hauenus MUK
¢byKoHa3071a COCTABIAIOT 2-32 MI/J IPU OTCYTCTBUU MEXaHU3MOB PE3UCTEHTHOCTHU. [TocKobKy
CYIIECTBYET MAaJIO JIEKAPCTBEHHBIX CPEICTB, MOAXOMAIIMX JuId JiedyeHuss HHpekuuit

MOYECBBIBOJAIINUX HyTef/'I u I/IH(I)CKI_II/Iﬁ CIIN3UCTBIX O6OJ'IO‘-ICK, Mo IC)KAIUX JICHCHUIO B YCIIOBUAX
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NEPBUYHONH MEAUIMHCKONH TOMOIIH, (PIyKOHA30J1 MOXET OBITh TOJXOISIIMM BBIOOPOM.

B cnywasx, xorga QykoHa305l SIBISETCS €AMHCTBEHHBIM JOCTYIHBIM HPOTUBOTPHOKOBBIM
CPEICTBOM JulId JieueHUs nH(pekuni, Boi3BaHHbIX C. glabrata, MoxeT oTpeOOBaTHCSI IPUMEHEHNE
0oJiee BBICOKOM J03bI ITperapara.

HenocraTouHo 10Ka3areinbCTB TOTO, UTO CIEAYIOIINE IITAMMBI SBJISIOTCS XOPOIIMMHU MHUILEHAMU
s teparnu piykonazonom: C dubliniensis, C. guilliermondii.

THoepanuunvie 3nauenus yyscmseumenbHocmu coeaacho kpumepusim UKJIC

[Torpannunbie 3HaueHus 4yBCTBUTENbHOCTH (Y), mpusHanHble WHcTuTyTOM KimHnmyeckux u
Jlabopatopubix CrangaptroB (MKJIC), ogunakoBbl, 3a uckmouenueM Buna C. glabrata, nnist
KOTOpPOTO HE YCTAaHOBJIEHBI IOIPaHUYHbIE 3HAU€HUs Y, TOIBKO MPU3HAHO MOTPAHUYHOE 3HAUECHUE
yJ[3 (qyBcTBUTENBbHBIN N0303aBUCUMBI) < 32 mr/n. UKJIC Ttakxke ompenensieT MOrpaHUYHOE
3Hauenne 4J[3, paBuHoit 4 wmr/m, mns  BugoB C. albicans, C. parapsilosis u
C. Glabrata, v > 8 wr/n kak 3HaueHue pesucteHTHOcTH (P) g »THX Tpex BUIOB
(Uucturyr Knunnyeckux u Jlabopatopusix Cranmapros (MKJIC). HopmatuBHble mokaszatenu
JUI OTNpENENICHUs MPOTUBOTPUOKOBON UYyBCTBUTENBHOCTH IJIECHEBBIX I'PUOKOB. 1-i BBIMYCK.
UKJIC nomonnenne M60 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]).
HNucturyr Knuandeckux u Jlaboparopusix CranmaptoB, 950 Bect Bammm Poyn, Crout 2500,
Baiine, [lencunsBanus 19087 CIIA, 2017).

THoepanuunvie 3nauenus uyecmeumenvrocmu coenacho kpumepusim FDA (Tpebosanus FDA
CLIA ons USPI)

Food and Drug Administration (FDA) Coemunennsix IlltatoB AMepuku mTpUHUMAET
norpannyHele 3HauyeHus U u P UKJIC; xoTs He UCNOJIb3yeT TEPMHUHOJIOTHIO 4/[3 1 paccmaTpuBaet

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

DapmakoKkunemuka

Bcacwvisanue

dapmakokrHeTHKA (DIyKOHa30J1a CX0/1HA IPH BHYTPUBEHHOM BBEICHUH U ITpueMe BHYTpb. [locne
preMa BHYTpb (pJIyKOHa30J1 XOPOLIO BCAChIBAETCS, €ro KOHIIEHTPALMK B IJIa3Me KPOBHU (U 001as
OouomocTynHocTh) mpeBblnaoT 90 % 0T TakoBBIX MNpPH  BHYTPUBEHHOM  BBEJICHMH.
OnHOBpEeMEHHBIH NpHEeM UL HE BIMSET Ha BcacblBaHUE (PIyKOHa30J1a.

Pacnpeoenenue

KoH1enTpanuus B miaasmMe KpoBHM INPOMOPLUOHAIbHA 103€ U JocTUraeT Makcumyma (Cmax) uepes
0,5-1,5 gaca nocne npuema ¢IyKoHa30J1a HATOIIAK, a IEPUO/T ITOJTyBBIBEICHUS COCTABISET OKOJIO
30 gacoB. 90 % paBHOBECHOW KOHIEHTPALMH JOCTUTAIOTCS K 4-5-My JHIO MOCIE Havyalla Tepannn

(mpu MHOTOKpaTHOM mpueMe mpemnapara | pa3 B cyrku). MakcuMmanabHass KOHIIEHTPALUS
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¢iryKoHa301a B CIIOHE TPU MPHEME KaIlCyIbl IOCTUTAeTCs uepes 4 yaca.

Benenue ynapHoii 10361 (B -1 IeHB), B 2 pa3a MpeBbIIIaoeil 0OIYHYI0 CYTOYHYIO J03Y, Ie/IaeT
BO3MOXHBIM  jocTikeHue 90 %  paBHOBECHOW  KOHIEHTpAallMM KO  2-My  JIHIO.
O06beM pacnipeneneHus NpudIMKaeTcs K 00IIeMY COJIEpKaHuI0 BOJbl B opranusme. CBsi3bIBaHUE
¢ OenkaMu 1u1a3Mel KpoBH — HU3KoE (11-12 %).

@I1yKOHA30J1 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. Konnenrpanuu ¢iaykoHasona B
CIIFOHE M MOKPOTE CXOJHbI C €r0 KOHIIEHTPAIMSIMU B IJ1a3Me€ KPOBU. Y MAIlMEHTOB € IPUOKOBBIM
MEHUHTUTOM KOHIEHTpaluuu (pIyKoHa3oja B CIIMHHOMO3TOBOW JKHUJKOCTH COCTaBJISIIOT OKOJIO
80 % OT ero KOHIEHTpAIHil B J1a3Me KPOBH.

B poroBoMm cnoe, snuaepmuce, OepMe€ U TMOTOBOM KHUAKOCTH JIOCTHTAlOTCS BBICOKHE
KOHLIEHTpPALIMU, KOTOPbI€ MPEBHIIAIOT CHIBOPOTOUHbIE. DIYKOHA30J1 HAKAIJIUBAETCS B POTOBOM
cinoe. IIpu npueme B no3ze 50 Mr 1 pa3 B cyTku KoHILEHTpauus (iaykoHazoja uepe3 12 nHeit
coctaBnseT 73 MKI/T, a uepe3 7 JHEH Mocie NpeKpalleHusl Je4YeHUs — TOJIbKo 5,8 MKI/T.
[Tpu npumenenuu B 1o3e 150 mr 1 pa3 B HeAemo KoHIIEHTpanus (IyKoHa3071a B pOrOBOM CJIOE€ HA
7-#1 nenb cocraBiseT 23,4 MKI/T, a 4epe3 7 JHEH 1mocie mprueMa BTOpoit 1036l — 7,1 MKT/T.
KonnenTpamus aykoHazona B HOTTAX IMOCie 4-MECSYHOTO MpUMEHEeHHs B fo03e 150 mr 1 pa3
B Hememo cocrtaBiser 4,05 MKT/r B 370pOBBIX M 1,8 MKI/T B TIOpaXEHHBIX HOTTSIX;
yepes 6 MecsIeB Mocie 3aBepIIeHHs] Tepanuu (pIykoHa30J1 HO-NPEKHEMY OTPEeNseTCs B HOTTSX.
Memabonusm u evleederue

[IpenapaT BEIBOAUTCS, B OCHOBHOM, OUKaMu; mpuMepHo 80 % BBeeHHOM 1036l OOHAPYKUBAETCS
B MOY€ B HEM3MEHEHHOM Buje. Kiupenc (iaykoHaszosa nponopuroHaieH KIMpeHcy KpeaTuHUHA.
Hupkynupyroniiue MeTadoJIuThl He OOHAPYKEHBI.

JluTenbHBIA TEepUOJ MOJTYBBIBEACHUS W3 IJIa3Mbl KPOBU IMO3BOJISIET MPUHUMATH (PIYKOHA30II
OJIHOKPAaTHO MPU BarMHAJILHOM KaHAWJ03€ U 1 pa3 B CyTKH wid | pa3 B HEAENO — P IPYTUxX
MOKa3aHUSIX.

B xone uccrnenoBanus ¢papMakOKHHETUKH ¢ ydacTueM 10 >KeHIIUH, BpEMEHHO WM MOJHOCTHIO
MIPEKPATUBIINX KOPMIICHHUE TPY/IbI0, OIIEHUBAIN KOHIIEHTpAIMIo (DIIyKOHA30J1a B M1a3Me KPOBH U
TPYIHOM MOJIOKe B TeueHue 48 yacoB mocie oJHOKpaTHOTo mpuema 150 mr ¢uykoHazona.
@dnykoHa3os OblT OOHApY)KEH B TPYAHOM MOJIOKE B CpeJHEW KOHIIEHTPAIMH, COCTaBISIOLIEH
npubau3uTenbHo 98 % OT KoHIeHTpanuu (rykoHa3ola B Ijia3Me KpoBu marepu. CpemHsis
MUKOBasi KOHIIGHTpAIKsl cocTaBisiia 2,61 Mr/m rmo ucreueHuu 5,2 4acoB MoOcTe MprueMa mpernapara.
Dapmaxokunemuka y oemetl

V nereit ObLIH MOJIYYCHBI CICAYIOMNC 3HAYCHU A (papMaKOKI/IHeTI/I‘-ICCKI/IX napamMeTpoOB:
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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, cpegaue 3HadeHuss AUC — 76,4 + 20,3 mkr-a/mit, a CpeaHUN  TEpHO
MOJTyBBIBeIeHUs — 46,2 daca. 3HaueHUs STUX (PapMaKOKHHETUUECKHX MapaMeTPOB BHIIIE, YEM Y
MOJIOIBIX TIAITUEHTOB, YTO, BEPOSTHO, CBSI3aHO C IOHMKEHHOM MOYeUHON (PyHKIMEH, XapaKTepHOi
JUIA TOXKWiIoro Bo3pacta. OAHOBpEMEHHBIH MPUEM IUYPETUKOB HE BBI3BIBAI BBIPAKEHHOTO
n3meHeHnsa AUC 1 Ciax.

Knupenc kpearununa (74 mu/MHMH), TpOLEHT (IIyKOHA30Jla, BBIBOAMMOIO TIOYKaMU B
HeusmeHHoM Buje (0-24 u, 22 %), u noyeunslili kiaupeHc ¢aykonaszona (0,124 mu/Mun/kr) y
MO>KUJIBIX MAIIEHTOB HIDKE MO0 CPABHEHUIO C MOJIOABIMHU.

Ioka3anusi K NPUMEHEHUIO0

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

®  KPUITOKOKKOBBII MEHUHTHT;

®  KOKIUAMOUIOMHUKO3;

®  MHBA3UBHBII KaHIUO3;

®  CIU3UCTHIM KaHIUI03, B TOM 4ucie opodapUHrealbHbIi KaHANWI03, KaHIUA03 MHIIEBO/IA,
KaHIUJIYpUsI 1 XPOHUYECKUIN KOXKHO-CIIU3UCTBIM KaHIU103;

®  XpOHWYECKHI aTpoduUecKuii KaHIUI03 POTOBOM MOJOCTH (CBSI3aHHBIN C HOIIEHHUEM 3YOHBIX
MPOTE30B), KOTJa COOMOICHHS TUTHEHBI TIOJIOCTH PTa WM MECTHOTO JICUeHHUsI HEI0OCTATOYHO;

®  BarMHaJbHBIM KaHAWAO3, OCTPbIM WM PEUUAMBUPYIOLIMNA, KOTJa MECTHas Tepamnus He
MIPUMEHUMA;

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

nepMaToUTHS, PA3HOIBETHBIA JWIIAM W KOXKHBIM KaHIWI03, KOTJa IOKAa3aHO CHUCTEMHOE
JICUEHUE;

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

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

®  PEIUAMBBI KPUMTOKOKKOBOTO MEHHHIUTA Y MAIIMEHTOB C BRICOKHMM PUCKOM PEIU/INBA;

®  PEIUIUBHI opodapuHTeaTbHOTO KaH/IM103a U KaHIuA03a  M[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(MEKIUH Yy TAalUeHTOB C MPOJIOJDKUTEITBHOM
HEUTpoTeHHEeH (TaKMX KaK MAIlMEHTHI C TeMOOJIACTO3aMHM, MPOXOAIINE XUMUOTEPAIHIO, WU
MaIUEeHTHI, TPOXOIAIINE TPAHCTUTAHTAIIMIO TEMOTIOATHYECKUX CTBOJIOBBIX KIIETOK).

@di1yKoHA30J1 TOKa3aH JJIsl JIeYEHUS JeTel.

@O1yKOHA30J1 MPUMEHSIOT VIS JISYSHHsI CIIM3UCTOTO KaHIuA03a (opodaprHrealbHOro KaHanua03a
M KaHIuA03a THIIEBOJAA), WHBA3MBHOTO KAaHIWA03a, KpPUIITOKOKKOBOTO MEHHHTUTAa U
NpodUIAKTUKN KaHIU03HBIX WH(EKIUH y MAaMEHTOB C OCJIa0JICHHOW MMMYHHOW CHCTEMOM.
@IyKOHA30JI MOKHO MTPUMEHATHh B KAUECTBE MOJIEPKUBAIOIIEH TEpanuu JJIs MPEAOTBPALCHUS
peunuBa KpUITOKOKKOBOIO MEHUHIUTA Y JE€TEN C BBICOKUM PUCKOM PELIUINBA.
IIpoTuBoONOKa3aHUA

e [loBbllIeHHAs YYyBCTBUTEIBHOCTh K (DIYKOHA301y, APYrUM KOMIIOHEHTaM Ipernapara WiH
a30JIbHBIM BEIIECTBAM CO CXOJHOM (PIIyKOHA30Ily CTPYKTYPOI;

e  OJHOBpPEMEHHBII MpHeM TepQeHaInHa BO BpeMsi MHOTOKPAaTHOTO IPUMEHEHHUs (DIyKoHa301a
B 1103¢ 400 mr B cyTku u Oosiee (cMoTpu pazzaen «B3auMogeicTBue ¢ IpyruMHu JIeKapCTBEHHBIMU
CpeICTBaMM»);

e OJHOBPEMEHHOE NPUMEHEHUE C I[pernapatamu, yBeauuuBawmuMu wuHTepBal QT u
MeTaboIM3UPYIOIMMHUCS ¢ omolsio m3odepmenta CYP3 A4, Takumu Kak [U3anpu, aCTeMH301IL,
SPUTPOMULIUH, MUMO3H/I, XUHUIUH (cMoTpH pazzen
«B3aumoelicTBre ¢ APYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMUY);

e  NeUIUT JIaKTa3bl, HEMEPEHOCHUMOCTh TaJaKTO3bl, TTTIOK030-TalakKTO3HAs MaIbaOCOPOIIHS;

e  JIETCKUU BO3pacT 10 3 neT (sl JaHHOU JIeKapCTBEHHOU (OpMBI).

C 0CTOPOXKHOCTBHIO

L4 IleuenouHas HeO CTaTOYHOCTD,
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®  [I0YEYHas HEJOCTaTOYHOCTB;
e [OsBIICHHE ChIMM Ha (PoHE NMpUMEHEHHUs (IIyKOHA30jJa Yy MAIMEHTOB C MOBEPXHOCTHOU
rpruOKOBOI MH(EKINEH 1 NTHBAa3UBHBIMHU/CUCTEMHBIMH I'PUOKOBBIMH WHPEKIUSIMH;

e  OJHOBpEMEHHOE NMpuMeHeHHe Tepdenaauaa u Gaykonaszona B 1o3e meaee 400 MT B CYTKH;

¢  [OTEHIMAJIBHO MPOAPUTMHUECKUE COCTOSHUS Y NAIIIEHTOB C MHOKECTBEHHBIMH (DaKTOpaMu
pucka (opraHmveckue 3a0oyieBaHUS ceplla, HAPYLIICHHS OIIEKTPOJIMTHOTO OanaHca W
CIOCOOCTBYIOIIAs Pa3BUTHIO MOJOOHBIX HAPYILIEHUH COMYTCTBYIOLIAs Tepanus).

IIpumenenne npu GepeMeHHOCTH M B IIePUO/I TPYIHOT0 BCKAPMJIMBAHHSA

bepemennocms

AJNEeKBaTHBIX M KOHTPOJIMPYEMBIX HCCIIEIOBAaHUM NpuMeHeHus (iaykoHazona y OepeMeHHBIX
KEHIIUH He MPOBONUIOCE.

Bo Bpemsi OepemeHHOCTHM NpuMeHeHUs (GiykoHa3osa cienyer u30erarb, 3a HMCKIIOUYEHUEM
CIIydaeB TSDKEIBbIX M TOTEHIUAIbHO YrpOXKAIOMIUX >KU3HU TPUOKOBBIX MH(EKIHH, Koria
O’KHJaemasl 1oJjb3a JISUeHHs 111 MaTepH MPEBbIIIaeT BO3MOKHBIN PUCK JUIS IJI0/1A.
HeoGxonumo paccmoTpers 3((eKTUBHBIE METObl KOHTpPALENIMU Y KEHIIUH AETOPOJHOTO
BO3pacTa B TEUCHHE BCEro IMEpHOAa JEUCHHs M MNpUONMU3UTENBHO B TEYEHUE HEIEIU
(5-6 nepuoI0B NOJYBBIBEICHHSI) TIOCIE MPUHATHS MOCIEIHEH 03kl Mpenapara (CMOTpHU pasfen
«DapMaKOKHHETUKAY).

Coobmanoch 0 ciy4asx CaMOINpPOU3BOJIBHOIO abopTa M Pa3BUTHUSA BPOXKIACHHBIX aHOMAIMH Yy
MJIQJICHLIEB, YbM MaTepH MoJydanu (iaykoHa3os B f03e 150 Mr oJHOKpaTHO MM IOBTOPHO B
IIEPBOM TPUMECTpE OEPEMEHHOCTH.

OmnucaHbl cay4ad MHOKECTBEHHBIX BPOXKIEHHBIX IOPOKOB Y HOBOPOKAECHHBIX, MaTEpPU KOTOPbIX
Ha NpPOTSDKEHUMM OoJblIeld 4YacTH WJIM BCEro IEpBOTO TpUMECTpa MOIy4dalld TEparuio
(bykoHaszo10M B BeICOKOH 103e (400-800 Mr B cyTku). BplT OTMEUEHBI ClieAyIOIINe HAPYIICHUS
pa3BuTHs: Opaxuuedanus, HapylleHUEe pa3BUTUS JIMLEBOW 4YacTW 4epena, HapylleHue
(dbopMupoBaHUs CBOJIAa Yeperna, BOJIYbs IacTh, HICKPUBJIEHUE OEAPEHHBIX KOCTEH, HICTOHYEHHE U
YIUIMHEHHE pelep, apTPOTPUIIO3 U BPOKJCHHbBIE MIOPOKHU cepaua.
Ilepuoo epyonoeo eckapmaueanus

@dykoHa30J1 0OHAPYKUBAETCA B TPYAHOM MOJIOKE B KOHILEHTpAIMAX, ONU3KUX K IMJIa3MEHHBIM
(cMmoTpm paznen «@apmakokHMHETHKaY). [lepuo momyBeIBeieHUS IpenapaTa U3 rpyIHOTO MOJIOKa
NpUOJIM3UTENBHO PaBeH MeproTy NOMyBbIBeieH s U3 m1a3mbl — 30 yacoB. [Ipennonaraemas 03a
¢nykoHazona, morjomaemMas MIaJeHleM (C y4eToM TOro, 4YTO CpeJHee KOJHYECTBO
noTpedsieMoro Mosioka coctaBisgeT 150 MII/Kr eXXeHEBHO), U pacCUUTaHHAsi B COOTBETCTBUU CO

CpeaHel MMKOBOM KOHIIEHTpaluel npenapara B rpyIlHOM 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.
KopmiieHre TpyIpi0 MOXKHO TIPOJIOJDKUTE TIOCE TpUeMa OJHOKpPATHOW 103bl (DIyKoHa3oa B
150 mr. He pexkomeHnmyercss KOPMUTH TPYyIAbI0 TOCJIE MHOTOKPATHOTO MpHEMa WU TpUeMa
BBICOKOW 03Bl (uIyKoHa30J1a. [Ipu MpUHSATHU pelieHus O Ha3HadeHWH (DIyKoHaszona Ha (oHE
TPYIHOTO BCKapMIIMBAHUS CIIEAyeT NMPUHUMATh BO BHHMAaHHE CIEAYIOMHE (DAaKTOPBI: TOJb3Y
TPYAHOTO BCKapMJIMBAHUS ISl 3I0POBbsI M Pa3BUTHUS MJIAJIEHIIa COBMECTHO C KIMHHUYECKUMU
MOKa3aHUsAMH JIJIs1 Ha3HaueHUs (UIyKOHA30J1a M1 BO3MOXKHOCTh PA3BUTHS JTIOOBIX MOTEHIIMATBHBIX
mo60YHBIX AP (HEKTOB y MIIaACHIA WX BIUSHUE COMYTCTBYIOIIECH MaTOJOTUN MaTEPH Ha 37J0POBHE
MJIa/IeHIa.

Crnoco6 npuMeHeHusi U 103bI

Brytps. Karncynsl mporaaTeIBarOT HETUKOM.

Tepanuio MOXHO HauyWHATH 1O TOJYYEHHUs PE3YJBTATOB IMOCEBA M JPYrUX Ja0OPaTOPHBIX
HCCIE0BaHU M. Opnnako MIPOTUBOTPUOKOBYIO  TEpamuil0  HEOOXOJAUMO U3MEHUTH
COOTBETCTBYIOIIUM 00pa3oM, KOrja pe3ylbTaThl 3TUX HCCIEAOBAHUN CTAaHYT H3BECTHBIMHU.
[Ipu nepeBone maryeHTa ¢ BHYTPUBEHHOTO Ha MEPOPaNIbHBIN MpHeM Mpenapara Wid Hao0opoT,
M3MEHEHHUS CyTOYHOM J103bI HE TpeOyeTcs.

Cyrounast n03a (¢IyKkoHa30Jla 3aBHCHUT OT XapakTepa M TSKECTH TPUOKOBOM WH(QEKIUH.
[Tpu undexuusx, TpedyOINX TOBTOPHOTO IIpUeMa Mpenapara, JIedeHue cieayeT NpoA0siKaTh 10
MCYE3HOBEHHS KIIMHUYECKUX WM JaOOPaTOPHBIX MPU3HAKOB aKTUBHOM IpuOKOBOM MH(EKLIUU.
bombapim  CIIMJoM ©W  KPUNTOKOKKOBBIM  MEHMHTMTOM WM  PEUUIAUBUPYIOMIUM
opodapUHreallbHbIM  KaHIUI030M OOBIYHO HeoOXoJuMa MOJJAepKUBAIOLIAs Tepanus IS
MpOQUIAKTUKH PELIUIMBOB UH(EKIINU.

Ilpumenenue y é3pociuvix

o [lpu kpunmoxoxkkoom MeHuHeUmMe U KPUNMOKOKKOBbIX UHDEKYUAX Opy2oll N0KAIU3ayuy B
NepBbId JIeHb 00bYHO NMpuHUMarOT 400 Mr, a 3aTeM mpojaospkaroT JedeHue B goze 200-400 mr
1 pa3 B cyrku. JIIUTENbHOCTH JICYEHUS KPUIITOKOKKOBBIX HH(EKIUN 3aBHCUT OT HaJIHUUS
KIIMHUYECKOTO ¥ MUKOJIOTHUECKOTO 3¢ (eKTa; Mpr KPpUNTOKOKKOBOM MEHHHTUTE JIeUeHUE OOBIYHO
MIPOJIOJDKAIOT MO KpaifHei Mepe 6-8 Henenb. B ciaydasix nedeHus yrposKaromux Ku3HA HHPEKIUN
CYTOYHYIO /103y MOXHO yBenu4uTh A0 800 Mmr.

s npogunaxmuxu peyuousa KpunmoKokKK08020 MeHUH2uma y MalueHTOB ¢ BHBICOKUM PUCKOM
pelyuauBa Mocie 3aBepIIeHUs] MOJHOTO Kypca TMEPBUYHOTO JICYCHHs Tepanuio (hIyKoHA30JI0M
B 7103¢ 200 MI B CyTKM MOKHO MPOJIOJIKATh B TEYEHUE HEOTIPEIETICHHOTO IEPHO/Ia BPEMEHHU.

L4 HpI/I KOKL;M@MOM@OMMKOS’@ MOXET HOTpe6OBaTBC$I NOpUMCHCHUC TIpCllapaTa 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
WHJIMBHUAYyAJIbHO, MOXET JJIUThCA JO 2 JeT; OHa cocraBisier 11-24 wMecama npu
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 HackIIaroIas 103a coctasisier 800 MT B epBHIN A€Hb, MOceaytomas 103a — 400 mr
B CYTKH. JITUTENBHOCTH Tepamuu 3aBUCUT OT KIMHMYECKOW »dddextuBHOoCcTH. OOmIas
peKOMEHJANUS TO JUIMTEIBHOCTH JICUCHUS KaHAWJIEMUH — 2 HEIeIM TIOCle IEepPBOTro
OTPHUIATECIILHOTO pe3yJibTaTa T0CeBa KPOBH W WCUC3HOBEHUS MPU3HAKOB W CUMIITOMOB
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 BBIPa’KEHHBIM MOJaBJICHHEM UMMYHHOU (DYHKIIUH JeueHue
MOXXHO MpOJOJKaTh B TedeHue Ooiiee uTenbHOro BpemeHu. Ilpu ampoguueckom
Kanouoo3e noiocmu pma, CBI3aHHOM C HOIIEHHEM 3YyOHBIX MPOTE30B, MpermapaT 0O0bIYHO
NnpuMeHsIoT B a03e S0 Mr 1 pa3 B cyTku B TedueHue 14 gHel B COYETaHWU 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
MMMYHHOW CHUCTEMBI MOXKHO HCII0JIb30BaTh 0OJIee JUIUTEIbHbIE IEPHOIbI TEPAMTUH.
—  Ipu xponuueckom xooxcrno-cauzucmom xanouoose npumensitor 50-100 Mr B cyTku
1o 28 naHeii neyeHus. B 3aBUCUMOCTH OT TSHKECTH JIeUeHUS HHPEKIIUU WIH COMTYyTCTBYIOIIETO
HapyIIeHUs] UMMYHHON CHUCTEMBbI M MH(PEKIIMU MOXHO HCIOJIb30BaTh 00Jee ATUTEIbHbBIE
MIePHO/IbI TEPATIHH.
— IIpu kanouoose nuwesoda wacwimaromas poza 200-400 Mr B TIepBBIA JICHB,
nocnenyromas gosza — 100-200 mr B cytku. Kypc neuenus cocrasisger 14-30 nuei
(10 MOCTIKEHHUs peMHCCHUM KaHAuao3a muiieBoaa). Ilpu HeoOXoauMOCTH, MalueHTaM C
BBIPKEHHBIM MMOJABIEHUEM UMMYHHOU (DYHKIIMH JIEYEHHE MOXKHO MPOJIOJKATh B TEUCHUE
0oJee UTMTETFHOTO BPEMEHH.
- Hna  npogunaxmuxu  peyuougos  opoghapuneeanrbHo20  KAHOUO03A y

BI/II’I—I/IH(pI/IL[I/IpOBaHHBIX MalUCHTOB C BBICOKMM PUCKOM PCHUAMNBOB IIpCriapaT NpuMCHAIIOT
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1o 100-200 mr B cyrku unu 200 Mr 3 pa3a B HeJIeNI0 B TEYCHUE HEONPEICIICHHOTO epuoia

BPEMEHH Y MAIMEHTOB C XPOHUYECKU NOHIKEHHBIM UMMYHUTETOM.
- Hnst npedomepawenusn peyuouos kanoudoza nuuweeooa 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 HEOIIPEIEICHHOIO [IEpHo/ia BPEMEHHU Y MAllUEHTOB
C XpOHUYECKHU MOHMUKEHHBIM UMMYHUTETOM.

- [Ipu xponuueckom ampoguueckom kanouoose noiocmu pma, CBI3aHHOM C HOILIEHUEM
3yOHBIX MPOTE30B, perapaT 0OBIYHO MPUMEHSIOT B 03¢ 50 Mr 1 pa3 B cyTku B TeueHue 14
JTHEW B COYETAHUU C MECTHBIMU aHTUCETITUUECKUMH CPEJICTBAMH JIJIs 00pabOTKHU IpoTe3a.
— [Ipu ocmpom eacunanvHom KanOuooze, KAHOUOO3HOM OanaHume TpeENapaT
MPUHUMAIOT OJHOKPAaTHO BHYTph B Ao3e 150 mr. Jns cuuoswcenus uacmomul peyuougos
8A2UHANBHO20 KAHOUO03a TPeTapaT MOKHO MPUMEHSATh B no3e 150 Mr depes kaxiapie 3
nHsT — Bcero 3 no3el (B 1-#, 4-i u 7-1 neHp), 3aTeM moiepkuBatomias n1o3a 150 mr 1 pa3 B
Henento. [loanep xuBaromyro 103y MOKHO IPUMEHSITh BIUIOTH JI0 6 MECSIICB.

o Jleuenue 0epmamomuro308
—  Ilpu unghexyusx xooicu, exnouas oepmamogumuro cmon, depmamopumuro mynosuwd,
naxosyro Ooepmamogpumuro, U NpuU KAHOUOO3HBIX UH@eKyusx PEKOMEHIyeMas J103a
coctasisieT 150 mr 1 pa3 B Henenro uiu 50 mr 1 pa3 B gieHb. JTUTEIbHOCTS TEpATMU 0OBIYHO
coCTaBisieT 2-4 Henenw, IpU MHKO3aX CTON MOXET MoTpeboBaTbcs Oojiee IIUTEIbHAs
Tepanus 10 6 HelleNb.

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

o [lpu onuxomuxoze pexomenmyemas ao3a coctasimseT 150 mr 1 pa3 B Hemento. Jleuenue

cleqyeT  MpOJOJDKaTh 10 3aMelleHuss  MHQHUIMPOBAHHOIO  HOTTA  (BBIpAaCTaHUS

HEeUH(UIIMPOBAHHOTO HOTTS). {151 MOBTOPHOrO pocTa HOTTEH Ha MaibllaX PYK U CTOM OOBIYHO

Tpedyetcst 3-6 mecsueB u 6-12 MecsieB coOTBETCTBEHHO. OJHAKO CKOPOCTh POCTa MOXKET

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

YCIIEUTHOTO JICYSHHSI ITUTENFHO COXPAHSBIIMXCS XPOHUUECKUX MH(DEKIH nHOT1a HAabIIoaeTcs

U3MeHeHHe (POPMbI HOTTEH.

o Jlna mpoguraxmuxu KaHouoosza 'y TAINUEHTOB CO 3JI0KAYECTBEHHBIMU OMYXOJSIMHU

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

CTETIEHH pHUCKa pa3BUTHS TpHOKOBON wHQeKiwu. 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
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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 oTBeuyaeT 3a OoJbLIYI0 YacTh 3()(EKTOB, CBA3aHHBIX C AHTArOHHU3MOM
anrnoteH3uH-1I penentopoB. HeoOGXxoauMm perymsipHblii KOHTPOJIb apTEpPHAIbHOTO JABIICHUS.
Memaodon: GpnykoHa30J1 MOXET YBEJIMYUBATh IUIA3MEHHYIO KOHIIEHTPAIMIO METaJloHa.
MosxeT NoHagoOUTHCS KOPPEKLUs J03bl METaI0HA.

Hecmepouonvie npomusosocnanumenvrwvie npenapamol (HIIBII): Cnmax 1 AUC daypounpodena
yBenuuuBarotces Ha 23 % u 81 % cooTBeTrcTBEHHO. AHATOTUYHO Chax 1 AUC (papmakonoruuecku
aKTUBHOTO H3oMmepa [S-(+)-ubynpoden] nossimanuck Ha 15 % u 82 % COOTBETCTBEHHO NIpU
OJITHOBPEMEHHOM MPUMEHEHNHU (DITyKoHa30Ja ¢ paneMuueckuM uoymnpoderom (400 mr).

IIpu oHOBpeMeHHOM NpuMeHeHuu (irykoHaszosa B 103e 200 MI B CyTKH M LIEJIEKOKCHOa B J103€
200 Mr Chax 1 AUC nienexokcu6a yBenuuuBarotes Ha 68 % u 134 % cooTBeTcTBeHHO. B manHOM
KOMOMHAIIMM BO3MOKHO CHHMKEHHE JI03bI LIEJIEKOKCHOa BJIBOE.

HecmoTpst Ha OTCYTCTBHE LieJIeHANPABICHHBIX UCCIIEA0BaHUHN (DIyKOHA307 MOKET yBEJIMYUBATh
cuctemHyro okcrno3unuio apyrux HIIBII, wmerabonusupyembix uzodepmentom CYP2C9
(HampuMep, HaIPOKCEH, JIOPHOKCHUKAM, MEJOKCHKaM, IUKiIo(deHak). MoxkeT MNOHagoO0uThCs
koppekiua ao361 HIIBII.

ITpu ognoBpemennom npumenenun HIIBII u ¢iykoHa3ona nanueHTsl J0HKHBI HAXOJUTHCS MO
TIIATEIbHBIM MEIUMIMHCKUM HaONIOJICHUEM C LIEJIbIO0 BBISBICHHUS M KOHTPOJIS HEXelaTelbHbIX
SIBJICHUH U NPOSIBJIICHUN TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.

Onanapu6: ymepennsle UHrHOUTOpHI N30pepmenta CYP3A4, Takue kak GpryKoHa301, MOBBIIIAIOT
KOHIIGHTpalMIo oyanapuba B 1iIasMe KpoBU. MX oaHOBpeMeHHOE MpUMEHEHHE He
pexoMeHioBaHO. Eciy HEBO3MOXKHO H30€XaTh OJHOBPEMEHHOTO MPUMEHEHUs, HEeoOXO0IUMO
COKpaTHUTh 103y onanapu6da 10 200 mr 2 pa3a B CyTKH.

IlepopanvHble  Kommpayenmugvl: IpU  OAHOBPEMEHHOM MNPUMEHEHHH KOMOWHUPOBAHHOTO

NEpOPAJIBLHOTO KOHTpalCruThuBa 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 ¢iaykoHazona

AUC stuHUIACTpamoa u JeBoHoprecTpena ypennunBatorcs Ha 40 % u 24 % coOOTBETCTBEHHO,
a ipu npueme 300 mr daykonaszona 1 pa3 B Hegento AUC 3THHWISCTPAANONIa H HOPAITUHAPOHA
Bo3pacTatoT Ha 24 % u 13 % coorBercTBeHHO. TakuMm 00pa3oM, MHOTOKpaTHOE MPUMEHEHUE
¢diykoHa30da B YKa3aHHBIX J103aX BpSA JIM MOXET OKa3aTh BIMSHUE HAa S(PPEKTHBHOCTH
KOMOMHHPOBAHHOTO TEPOPATHLHOTO MPOTHBO3a4aTOYHOTO CPEICTRA.

Denumoun: OTHOBPEMEHHOE TIPUMEHEHHE (PIIyKoHa30J1a U (DEHUTOMHA MOYKET COTPOBOKIATHCS
KJIMHAYECKH 3HAYMMBIM TIOBBIIIEHHEM KOHIICHTpaluu (heHUTOMHA. B ciryuae HEOOXOIMMOCTH
OJTHOBPEMEHHOTO TPUMEHEHHsI 00OMX IpernapaTroB CIEAyeT KOHTPOJHPOBATH KOHIICHTPAITUIO
(EeHUTOMHA M COOTBETCTBYIOLINM 00pa3oM CKOPPEKTHUPOBAThH €ro 103y C IENbI0 00ecredeHus
TEpareBTHIECKON KOHIICHTPAIINU B CBIBOPOTKE KPOBH.

Heaxagpmop: 1pu  OJHOBPEMEHHOM TPUMEHEHWH C  HMBAKaQTOpPOM, CTHUMYISTOPOM
MYKOBHUCIIIO3HOTO peryisTopa TpaHcMeMOpanHoit mnpoBogumoctu (CFTR), naGmonmanock
yBEJIMYEHHUE SKCIO3UINH UBakaTopa B 3 pa3a U SKCIO3UIUU THapoKcuMeTHI-uBakagTopa (M1)
B 1,9 pasa. [lartuentam, OJHOBPEMEHHO IPUHUMAIONTUM YMEPEHHBIE HHTHOUTOPHI N30(epMeHTa
CYP3A, takue kak (hayKOHA30J U SPUTPOMUIIMH, PEKOMEHIYETCSl CHIDKEHHUE JT03bI MBakadTopa
10 150 Mr oauH pa3 B CyTKH.

IIpeonuson: umeercs cooOIEHNE O Pa3BUTHHI OCTPON HEAOCTATOYHOCTU KOPHI HAAMIOYEUHUKOB Y
ManueHTa IMOocie TpaHCIUIAaHTAllMK Te4eHH Ha ¢GoHe OTMEeHbl IpueMa (iaykoHazona IMoclie
TPEXMECSYHOr0 Kypca Tepanuu. [IpeamonoxkuTenbHo, MpekpalieHue Tepanuu (paykoHazojaoM
BBI3BAJIO TMOBBINICHUE akTUBHOCTH H30(epmenta CYP3A4, uyTo mpuBENO K YBEIMYCHHOMY
MeTaboaM3My MpeIHU30HA.

[TarueHTsl, MoJTyyaronue KOMOMHUPOBAHHYIO TEPAIHUIO MPEAHU30HOM U (PITYKOHA30JI0M, TOJKHBI
HAXOJUTHCS MO/ TIIATETFHBIM MEAUIIMHCKUM HAOIOCHUEM IIPH OTMEHE MpreMa (IyKoHa30J1a ¢
L[EJbIO OLIEHKH COCTOSIHUSL KOPBI HAAIOYEYHUKOB.

Pugpabymun.: onHoBpeMeHHOe TpuMeHeHue ¢uykoHa3osna U pudabyThHa MOXKET MPUBECTH K
MOBBILIEHUIO CBHIBOPOTOYHBIX KOHIEHTpanuii mocineaHero o 80 %. Ilpu omHOBpeMeHHOM
pUMeHeHHH (IIyKoHa30:1a u pugadbyTuHa onucaHbl ciaydyan yBeuTa. [lalueHToB, 0JHOBPEMEHHO
nosydarouux pudadyTiH U GIyKoHa30J, HEOOX0AUMO TIATENLHO HAOMIOAATh.

Caxeunasup: AUC mnoBeimaercs npubnusutenbHo Ha 50 %, Cuax—Ha 55 %, xnmpeHc
CakBHUHaBHMpa yMEHbIIAeTcs MpuOnu3uTensHo Ha 50 % B CBSA3M ¢ MHTMOMPOBaHUEM MIEUEHOYHOTO
Mmetabonmuzma uzopepmenta CYP3A4 wu wunrubupoBanuem P-rmukonporemHa. Moxker
MOHA00UTHCS KOPPEKIMS J03bI CAKBUHABUPA.

CMpO]ZUMyC.' MOBBIIICHUC KOHLCHTpAaIHWU CUPOJIMMYCa B IIJIa3MC KPOBHU, MPCAIIOJOXKUTCIIBHO 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 CUPOJIIMYCA B 3aBHCUMOCTH OT 3(h(heKTa/KOHIICHTpAITHH.

IIpenapamul cynvghonunmoyegunvl: HIyKOHA30J, MPH OJHOBPEMEHHOM MpHUEME, NMPHUBOIHUT K
YBEJIMUEHUIO ME€pHOJa TIOIYBBIBEICHUS MEPOPAIBHBIX IPENapaToB Cyab(POHUIMOYEBUHBI
(xnopnponamuaa, riauOeHKIaMuia, Taunu3uga U tosnlOyramuga). Ilamuentam ¢ caxapHbIM
11abeToM MOKHO Ha3HA4aTh COBMECTHOE MPUMEHEHHE (ITyKOHA30J1a U IEPOPANIbHBIX ITPENapaToB
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
MeTaboau3Ma TaKpoJUMYyca, MPOUCXOMSIIEr0 B KHUIIEYHHKE IOCPEACTBOM H30(pepMeHTa
CYP3A4. 3HaunTenbHbIX H3MEHEHUN (PapMaKOKMHETUKH MIpernapaToB HE OTMEYEHO IpHU
IPUMEHEHUH TaKpoJIMMyca BHYTpUBEHHO. OmnucaHbl ciydan HeppoTOKcHMYHOCTH. IlamueHTos,
OJIHOBPEMEHHO TNPHUHUMAIOUIMX TAKPOJUMYC BHYTPb M (PIYKOHA30J, CIEAYET TIIATEIbHO
HaOmomath. Jlo3y TakponuMyca cleAyeT KOpPpEeKTUPOBaTh B 3aBUCHUMOCTH OT CTEIEHHU
MOBBIIIEHUS €r0 KOHIEHTPALUU B KPOBH.

Teogpunnun: Ipu OJHOBPEMEHHOM IpHUMEHEHHU C (iaykoHa3osoM B go3ze 200 Mr B TedeHue
14 nuelt cpedHsisi CKOPOCTh IUIa3MEHHOTO KIHMpeHca TeopuiinHa cHibkaercs Ha 18 %. Ilpu
Ha3zHauyeHuM (IIyKOHA30J1a MalUeHTaM, NPUHUMAIOUIMM TEOQWIUIMH B BBICOKMX J03aX, MU
MAIMEHTaM C IOBBIIICHHbIM PUCKOM Pa3BUTHUS TOKCHUYECKOTO JAEHUCTBHS TEO(WIIMHA, CIeTyeT
Ha0Ir0/1aTh 32 MOSBJICHUEM CHUMITOMOB NEPEA03UPOBKU T€O(PUIUIMHA U, IPU HEOOXOIMMOCTH,
CKOPPEKTHPOBAThH TEPAINUIO COOTBETCTBYIOLIUM 00pa3oM.

Togpayumunu6b. 3xcno3unus TohaUuTHHIOA YBEINYUBAETCS IPU €0 COBMECTHOM ITPUMEHEHUH C
IpernaparamMu, KOTOpbIE SBIISIOTCS OJHOBPEMEHHO YMEPEHHBIMH MHTHOUTOpaMH M30(EpMEHTOB
CYP3A4 u CYP2C19 (nampumep, ¢diaykoHazon). Bo3amokHO, MOKET OHAOOUTHCS KOPPEKIUS
7036l TO(aUTUHUOA.

Toneanman: 3Kcno3ulsl TojaBanTaHa 3HauuTenbHO yBenuuuBaercs (AUC Ha 200 %, Cmax Ha
80 %) mpu COBMECTHOM IpHMEHEHHM TosBanTaHa, cyocrpata CYP3A4, u QuykoHazona,
ymepenHoro uaruoutopa CYP3A4. [lpu 3ToM cymliecTByeT pUCK 3HAYUTEIBHOIO YBEJIWYEHHUS
4acTOThl Pa3BUTHUSl HEKENATENIBHBIX SIBJIEHWM, B YaCTHOCTH, TaKUX KaK IOBBIIICHHBIN IUYpeE3,
JeTuapaTanus U ocTpas IoueqyHasi HeA0CTaTOYHOCTh. [Ipr 0IHOBpEMEHHOM TPUMEHEHNUH TAHHBIX

npenaparoB CJICAYCT YMCHBIIWUTL 03y TOJIBAllITAHA U BHUMATCIIbHO Ha6J'IIOI[aTL 3a COCTOSAHHUEM
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HanueHTa.

Ankanouo  Oapsumka: HECMOTPST HAa  OTCYTCTBHE  II€JICHANIPABICHHBIX  HCCIIEIOBaHMH,
IIPENIIONIAraeTcsl, YTO (UIYKOHA30J MOXKET YBEIMUYMBATH KOHILIEHTPALMIO AJIKAJIOUJ0B OapBUHKA
(Hanmpumep, BUHKPUCTHHA W BUHOJIACTUHA) B IJIa3M€ KPOBU M, TaKUM 0Opa3oM, MPUBOAHUTH K
HEHPOTOKCUIHOCTH, YTO, BO3MOKHO, MOKET OBITh CBsI3aHO C yrHeTeHneM uzopepmenta CYP3A4.
Bumamun A: umeetcs cooOmieHne o0 OAHOM Ciydae Pa3BUTHS HEKENATEIBHBIX PEaKUUH CO
CTOpOHBI IleHTpanbHOM HepBHOM cucrembl (L[HC) B Buae mnceBmoomyxonu Mosra Hpu
OJIHOBPEMEHHOM ITPUMEHEHNUH MTOJTHOCTHIO TPAHC-PETUHOEBOM KHCIOTHI U (PITyKOHA30J1a, KOTOpbIE
MCYEe3JIM Tociie OTMEHBI (piykoHazoa. [lpuMenenne qaHHON KOMOMHAIIMKY BO3MOKHO, HO CIIEAYET
ITOMHHUTH O BO3MOKHOCTH BO3HUKHOBEHHS HEXeNaTelbHbIX peakiuil co cropons! [THC.
3u006y0un.; Ipu 0OTHOBPEMEHHOM MTPUMEHEHUH C (PITYKOHA30JI0M OTMEYAETCs! MOBBIIEHUE Cmax U
AUC 3unoByauna Ha 84 % u 74 % coorBercTBeHHO. [laHHbIN 3¢ deKT, BeposTHO, 00YCIOBIEH
CHIDKEHHEM MeTabosM3Ma IMOCJIEHEero 10 €ro riaBHoro merabonuta. [lo u mocie tepanuu c
npuMeHeHneM ¢uiykonaszosia B 03¢ 200 Mr B cyTku B TeueHue 15 mueit 6ompHbIM CIIW oM 1
ARC (xommeke, cBszaHHbii co CIIMJlom) ycranoBineHo 3HauumrtenbHoe yBenmdeHue AUC
supoByauHa (20 %).

3a marnueHTaMH, MoTy4aroluMy TaKyl0 KOMOUWHAIUIO, cleayeT HaOII0aaTh C [Eebi0 BhISIBICHUS
mo60YHBIX () (PEKTOB 3UTOBYANHA.

Bopukonason (uneubumop uzogepmenmos CYP2C9, CYP2C19 u CYP3A4): onHoBpeMeHHOE
NpUMEHeHHe BoprukoHasoJa (o 400 Mr 2 pa3a B CyTKH B IEpBBIH J€Hb, 3aTeM 110 200 mr 2 pasa B
CYTKH B TedeHue 2,5 aHei) u aykonazona (400 Mr B epBbIid AeHb, 3aTeM 10 200 MT B CYyTKH B
TedeHue 4 qHeil) y 8 340POBBIX HUCHBITYEMBIX MYXCKOTO IOJIa IPUBENIO K YBETUYEHUIO Cpax U
AUC Bopukonaszona Ha 57 % u 79 % cooTBeTcTBEHHO. bblIO MOKa3aHO, YTO NaHHBIA APeKT
COXpaHSETCA MPH YMEHbBIICHUU J03bl W/WIM YMEHbBIIEHWU KpPAaTHOCTU NpHUeMa JI000ro u3
npemnapaToB. OTHOBpeMEHHOE MPUMEHEHHE BOPUKOHA307a U (PIIyKOHA30J1a HE PEKOMEHTyeTCsl.
HccnenoBanusi B3auMOJeHCTBUS mepopaibHbIX GopM (aykoHa3oia MpU €ro OJHOBPEMEHHOM
MpreMe C MUIled, TUMETHANHOM, aHTallUaMH, a TAK)Ke TMOCJe TOTAIBHOTO 00IydeHus Tena AJis
MOATOTOBKH K TMepecajJke KOCTHOTO MO3ra TIOKa3ald, 4YTO OSTH (aKTOpbl HE OKa3bIBAIOT
KIIMHUYECKH 3HAYUMOTO BJIMSIHHS Ha BcachlBaHHe (ITyKOHA30Ja.

[lepeuncnenHbie B3aUMOICHCTBUS YCTAHOBIIEHBI IPU MHOTOKPAaTHOM IIPUMEHEHUH (PIIyKOHA3071a;
B3aMMOJICICTBUS C JIEKAPCTBEHHBIMH CPEJICTBAMH B PE3yJbTaTe€ OJHOKPATHOTO MpUeMa
(h1ykoHa3071a HE U3BECTHBI.

Bpauam cnegyer y4uuThIBaTh, 4TO B3aUMOJEHCTBUE C JPYTMMH JIEKapCTBEHHBIMU CpEACTBAMU

CIICUAJIBHO HE U3Yy4aJIOCh, HO OHO BO3MOJKHO.
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Oco0ble ykazanus

CooOmanoch 0 ciaydasx CynepuH(QEKINd, BbI3BaHHOW oTnuuHbIMH OT Candida albicans
mrammamu Candida, KOTOpble 4acTo 00JIAAI0T MPUPOJHON PE3UCTEHTHOCTHIO K (DIIYKOHA30ITy
(mampumep, Candida krusei). B MOZOOHBIX CIIy4asX MOXKET MOTPEOOBATHCS aTbTEPHATHUBHAS
MIPOTUBOTPUOKOBAS TEPATTHSL.

Bo Bpemsi OepeMeHHOCTH TNpUMEHEHHUs (IIyKOHa30Jla CleayeT Hu30erarb, 3a HCKIIOYCHHEM
CIIy4aeB TSDKEIBIX WM TOTEHIIMAIBHO YrPOXKAIOMKUX JKU3HU TPUOKOBBIX HH(EKIHH, Koriaa
OKMJaeMasl 1moJib3a JICUCHHSI IIsl MAaTePH TPEBBINIAET BO3MOKHBIM PUCK JIIS TUTO/A.

HeobOxomumo paccMoTpeTrh 3(PQPEKTUBHBIE METOJIBI KOHTPAICHIUU Y JKEHIIMH JIETOPOIHOTO
BO3pacTa B TEUCHHWE BCETO TEpHOAA JICUCHHWS W TPHONM3UTEIBHO B TEYCHHE HEICITH
(5-6 meproI0B MOTYBBIBEACHHS) TOCTE MPUHATHS TOCIEAHEN 1036l TIpenapara (CMOTpH paszen
«[IpumeHeHre TTpr OEPEMEHHOCTH M B TIEPHO/] TPYTHOTO BCKAaPMIIMBAHHS»). B pekux cirydasx
puUMeHeHHe (PIIyKoHAa3071a COMTPOBOKIATOCH TOKCHYSCKUMHU U3MEHEHUSIMH TICUYCHHU, B TOM YHCIIE
C JIETATBHBIM HMCXOJOM, TJaBHBIM 00pa3oM, y TAIMEHTOB C CEPHE3HBIMH COIYTCTBYIOIIHMH
3aboneBanusiMu. B ciiygae rematorokcnuecknx 3(PQEeKToB, CBA3aHHBIX C NPUMEHEHUEM
(bykoHa30a, HE OTMEUYEHO WX SBHOW 3aBUCUMOCTH OT OOIIEHd CyTOYHOW O3Bl Mperapara,
JUINTENBHOCTH TEpallnu, Nojia U Bo3pacTa nanueHTa. ['emaroTokcuueckoe AeicTBHE mpemnapara
00BIYHO OBLIIO 00paTUMBIM; MPU3HAKK €r0 McUe3allu MOcIe npekpaiieHus tepanuu. [lanuenram,
y KOTOpPBIX BO BpeMs JICUCHUs IpernaparoM HapyIIalTCs MoKa3areaun (YHKIUU TEeYeHH,
HE00X0IMMO HaOJII0/IaTh C LIEeJIbIO BHISIBICHUS MPU3HAKOB 00Jiee CEphE3HOT0 NOPAKEHUS MIEUEHU.
[Ipu nosiBlIeHNN KIMHUYECKUX MPU3HAKOB WM CUMIITOMOB MOPa)KEHHUS MEUYEHU, KOTOPbIE MOTYT
OBbITh CBSI3aHbI C IPUMEHEHHEM (PITyKOHA3071a, Mpenapar clieyeT OTMEHUTb.

Kak v npu mpuMeHEeHUU APYruX a30JyioB, (PIYKOHA30J B PEAKHX CIIydasX MOXET 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 TOKCHUYECKUU
snuaepManbHbIi Hekponu3. bonbubie CIIM/{om Gonee CKIOHHBI K PA3BUTHIO TSDKEIBIX KOXKHBIX
peaxiuii mpu NpUMEHEHNH MHOTHX TpernapaToB. [Ipu mosBieHnn y nayeHTa Bo BpeMs JeueHus
MOBEPXHOCTHON TpHOKOBON HMH(EKIMH CHIMH, KOTOPYIO MOXHO CBs3aTh C MPUMEHEHHEM
(bykoHa3oa, mpernapar cielyeT OTMEHUTh. [Ipy MosSBIEHUH ChINH Yy TAIIUEHTOB ¢ MHBAa3WBHBIMU
WM CUCTEMHBIMU TPHOKOBBIMH MH(MEKIMSIMH UX CIeAyeT TIIaTeNbHO HAOMI0JaTh U OTMEHUTh
rpemnapaT Mpy NOSBJICHUHU OYJIE3HBIX TOPAXKEHUH HITH MHOTO(OPMHO IKCCYTaTHBHOU SPUTEMBI.
OpHoBpeMeHHOe TpuMeHeHue ¢urykoHa3zona B go3ax meHee 400 Mr B cyTku W TepdeHaanHa

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

Kak u gpyrue azounbl, (IyKOHA307 MOKET BbI3bIBaTh yBenuueHue uHtepBama QT nma OKI.
@iyKoHa30J1 BbI3bIBAeT yBenudeHue uHTepBasa QT mocpeacTBoM MHrHOMpOBaHMS 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 QuiykoHa3osa yBEJIWYEHHE
unTepBasia QT 1 MepraHue WU TpeNeTaHUE KeJTyT0UKOB OTMEYaId OYEHb PEKO Y MAllUEHTOB C
TSDKEIBIMU 3200JIEBAaHUSIMU C MHO>KECTBEHHBIMH (DAaKTOpaMH pUCKa, TAKUMHU KaK OpraHMYecKue
3a00JeBaHus cepAlla, HAPYIIECHUs JJIEKTPOJIUTHOTO OanaHca M CIMOCOOCTBYIOMIAS Pa3BUTHIO
MOJ0OHBIX HApYHIEHUH comyTcTBYomIasi Tepanus. [IoBbIIIEHHBIH PUCK pa3BUTHS YTpOKaromIen
KU3HU OKEIYyIOYKOBOW apUTMHM U TMOJUMOPPHONU KEITYIOUKOBOM TaxUKapIuUd MOKET
BO3HUKHYTh Yy TAUMEHTOB C THUMNOKAJIMEMHEH H  MPOTPECCUPYIONIEH  CepleuHOU
HEJOCTaTOYHOCThIO. [loTOMY TakuMmM manuMeHTaM C TOTEHUUANIbHO MPOAPUTMHUUYECKUMU
COCTOSIHUSIMU NIPUMEHATH (UIYKOHA30J1 CIEAYET C OCTOPOKHOCTBIO.

[TanmenTam ¢ 3a00JIeBaHUSAMM TIE€YEHM, CEplla M IOYEK IepeA NPUMEHEHUEM Ipernapara
PEKOMEH/IyeTCsl MPOKOHCYIBTUPOBATHCA C BpadoM. [Ipu mpumenenun Qaykonazona 150 mr mo
MIOBOJly BarMHaJbHOTO KaHAW03a MAaLUEHThl JOJDKHBI ObITh MPEAYNPEKICHBI, YTO YIy4llIeHUe
CUMIITOMOB OOBIYHO HaOirofaercst uepe3 24 yaca, HO Ul UX HOJHOTO MCYE3HOBEHHS HMHOIZA
TpebyeTcst HecKoibKo JHel. [Ipu coxpaHeHH cUMITOMOB B T€UEHHE HECKOJIBKUX THEH ciexyer
o0paTuThCs K Bpayy.

Joka3zarenbcTtBa 3GGEKTUBHOCTH (UIYKOHA30J1a IPHU JIEYEHUH JAPYIHX BHUAOB SHAEMUYHBIX
MHKO30B, TaKUX KaK N1apaKOKLHUJUOUJIOMHKO3, CIIOPOTPUX03 U THCTOILIA3MO3 OTPaHUUYEHBI, YTO
HE II03BOJISIET ONPEAEIUTh KOHKPETHBIE PEKOMEHIAllUH 110 A03UpoBaHKio. DIykoHa30:1 ABIIAETCS
yMepeHHbIM uHruoutopom uzopepmenta CYP2C9 u ymepeHHbIM MHIHOUTOPOM H30(pepMEeHTa
CYP3A4. @nykonazon Take sBiusgerca wuHruoutopom wuzodepmenta CYP2C19. Ilpu
OJIHOBPEMEHHOM TepanuHu JIEKapCTBEHHBIMU IIperapaTaMy € Y3KUM TE€PareBTUUYECKUM MPpOoduIeM,
MeTabonusupyromumucs uzopepmentramu CYP2C9, CYP2C19 u CYP3A4, pexomenayercs
coOIIr0IaTh OCTOPOKHOCTh (CMOTpH paszzien «BzanmopelcTBue ¢ IpYrMMHU JIeKapCTBEHHBIMU
CpeICTBaMM»).

Coo0manock 0 pa3BUTUM HEAOCTATOUHOCTH KOPBI HAIMOYEUHUKOB Y MAIUEHTOB, MOJIyYarOIUX
TEpanuio JAPYTMMH a3oJiaMd (HampuMmep, KETOKOHA30J0M). Y TAalMeHTOB, MOIyYarolnx
¢bykoHaso:1, HabIr0AAMHUCh 00OpaTUMBIE CITydad HEAOCTATOUHOCTH KOPBI HAIOYEUH UKOB.

Biaunsinne Ha cOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHM3MaMHU
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IIpu npueme npenapara HEOOXOAMMO YUUTBHIBATh BO3MOXHOCTb Pa3BUTHSI FOJIOBOKPYKEHUS U

CyZIOpOr.

dopMa BbINIYCKa

Kancynei, 50 mr, 150 mr.

[To 7 xarcyn B KOHTYpPHYIO STYEHKOBYIO YIIAKOBKY W3 TUICHKH MOJMBHHHIXJIOPUIHON U (HOIBIH
QTIOMHUHHMEBOM MEYaTHOM JIAKUPOBAHHOM (1151 103UpOBKH 50 MT).

Ilo 1, 2 kancynbl B KOHTYPHYIO SYEMKOBYIO YITaKOBKY U3 IUIEHKH NOJUBUHMWIXJIOPUAHOMN U (DOJIBIU
ATIOMUHHMEBOM MEYaTHOM JIAKUPOBAHHOM (1y1st 103upoBKH 150 Mmr).

| KOHTYpHYIO STYEHKOBYIO YIIAKOBKY IO 7 KaIlCyJl C MHCTPYKIMEN IO MPUMEHEHUIO TIOMEIAIOT B
MavyKy U3 KapTOHA JUIs TOTPEOUTENLCKOM Taphl (s 103UPOBKH SO MT).

1, 2 KOHTypHBIE TYEHKOBBIE YIIAKOBKH 1O 1 Karcysne win 1 KOHTypHYIO SYEHKOBYIO YITAKOBKY IO
2 Kamcynbl € MHCTPYKIMEW 10 TPHUMEHEHUIO TIOMEIIaloT B MaykKy M3 KapToHa s
MOTpeOUTENbCKOM Taphl (A1 A03upoBKU 150 mr).

YcaoBust XxpaHeHust

[Tpu remniepatype e Boiie 30 °C.

XpaHHUTh B HEAOCTYITHOM JIJIs1 IETE MECTE.

Cpox rognoctu

5 ner.

He npuMeHATH 110 HCTEYEHUH CPOKA TOJHOCTH.

YciaoBus oTImycka

OTmyckaroT 1o penenty.

Kancynsr 150 mr ornyckarot 6e3 perenra (Juis Tepaliy BarMHAJIbHOTO KaHI1/103a).

Baagesnen perncTpanMoHHOrO y10CTOBEPEHHA

AximonepHoe o6mectso «IIpousBoacTBeHHas papmareBTHueckas komnanust OOHOBIEHUE
KOpuanueckuit  aapec: 633621, Hosocubupckas o06n., Cy3yHckuit paiioH, pr. Cy3yH,
yi. Komuccapa 3sTbkoBa, 1. 18.

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

WuTteprer: www.renewal.ru

IIponssoanTens/Opranusanusi, NPUHAMAKONIIAs PETEH3UH OT MOTPedHuTeIeH
IIpouszsooumens

AximonepHoe o6miectBo «IIponsBoacTBeHHas papMmarieBTHUecKas komnaHust OOHOBIEHUE
Aodpec mecma npouszsoocmsa

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

Opeanusayus, npUHUMAalowas npemen3uy om nompeobumereti
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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
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